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Preface to 5™ edition

Since the last edition of this book was published in 1997, there have been exciting
advances in dermacology. both in treatment and in our understanding of the maole-
cular biology of disease. However, these two developments have not been as closely
linked as one might have hoped, a phenomenon not peculiar to dermarology. In the
important areas of severe psoriasis and atopic eczema, we now have a new and
potent mnge of immunosuppressives and cyeokine modifying agents, which have
undoubred efficecy. Safery issues are not yee entirely eseablished and post-
marketing surveillance will require to be scringent

Molecular genetics has contributed to our knowledge of the exacr generic mech-
anisms responsible for some of the rare, bur devascating genetically-determined
blistering diseases and dyskeratoses. These advances are academically savisfying,
but whether or not they will necd o more effective therapy in these areas remaing
o be seen,

Dermarological teaching has undergone 2 major change in many parts of the
world, Here in Glaspow, we have moved from a eraditionally raughe medical under-
graduace curriculum ro a problem-based learning approach. Our first students from
this new course graduated in 2001, They have been lively and inquiring during
their time in dermarclogy, but dedicated cime in dermacology has been reduced to
accommaodate other areas of the curriculum and new opportunistic slors for derma-
tological experience have appeared in the contexe of problem-based learning
approaches. A number of dermaralagically relevant problem cases have been pre-
pared for group problem-based learning in Glasgow, and some of chese are includ-
ed in Chapter 1 in the hope that cthey will be used and adapred in other medical
schools around the world. There are also a number of suggested topics for eicher
individual er group special study modules at the end of individual chapers.

The web becomes an ever more extensive source of infermarion for boch che
medical and nursing professiens, and cheir patients, [ have included a reasonable
number of currently reliable web sites. They are worch visiting and, particularly in
the case of patient association websizes, remember chae your patients may well have
been there first.

As always it bhas been a pleasure to work with my colleagues ar Oxford
University Press. Lam grateful parcicularly te Catherine Barnes for her friendly sup-
pore and encouragement.

Rona M MacKie
Glasgow Ocrober 2002,



Whilst every effort has been made 1o ensure that the contents of this book
are as complete, accurate and up o date as possible ar the date of writing,
Oxford University Press is not able to give any guarantee or assurance that
such is the case. Readers are urged 1o take appropriately qualified medical
advice in all cases. The information in this book is intended 1o be useful wo
the general reader, but should not be used as a means of self-diagnosis or for
the prescription of medicarion.



LLY)

o
11
12
13
(]
15
16

Contents

Problem-based learning scenarios

Dermaeological disability: incidence, prevalence, and
classification of skin disease

Essential skin biology: strucruee, function, and immunology

The dermatological history, examination, and investigations
frequently used in dermacology

Psoriasis and other disorders of keratinizarion
Dermacieis and cCzema
Curanecus infections and infeseations

Auroimmune or connective tissue diseases, disorders of collagen
and of elastic tissue

Drisorders of che vascularure

Problems of skin pigmentarion

Acne, hair problems, and other disorders of the skin appendages
Blistering discases

Drug eruptions

Curaneous medicine

Skin rumours—benign and malignant

Brief notes on dermarological chempy

Reference sources

Index

18

39
33
93

131

177
203
223
241
267
289
303
327
357
363
365



=y T

810

SCRNaT|




Problens-based learning scenarios

The object of these case histories is to form a realistic scenario around which prob-
lem based learning can take place. It is suggested char chese scenarios are discussed
with a group of students or with students individually, and a list made of the facrs
needed o respond to che questions, Stedents can then use boch chis book and the
wider world of journals, larger texcbooks, and a compurter search to gacher tagedh-
er the knowledge needed. This can then be presented o a group of fellow students
23 weeks larer.

A teaching facilitator is valuable to guide the knowledge search if it appears o
be going off course, or if the facilicator perceives thae the information which the
students perceive they require is far beyond the scope needed. The facilitaror is
there o point our sources of information which the students may have missed, bue
not to collece the daea for them.

Scenario 1: the problem of atopic eczema prognosis and

management in childhood

Carriona Ross is a 35-vear-old Member of Parliament, She has been marcied for 3
years and has a baby boy aged 18 months, who has had mild eczema since the age
of & monchs. Recencly, this eczema has become very much more acoive, Bath
Carriona and her husband have a family history of asthma.

Carriona has been given a number of topical preparations by her general prac-
titioner, but she does not feel cthat these have made any difference to her son's skin.
She wishes o discuss with you the alternarive crearments thar may be available for
her child and asks for an explanation as to why this eczema cannot be completely
cured. She is also interesced in che possible outlook for any furdher children chac
she and her husband may want to have,

Aims
To explore the genetic background, climical fearures, and management of atopic
dermaciris in a young child.

Learning objectives
By the end of this scenario:

L. ¥ou should be able to make a diagnesis or suspece a diagnosis of atopic der-
maritis in both children and adules.

2. You should have some understanding of the relationship between asthma and
atopic dermacitis,

3. You should be able to describe a simple trearment plan for different degrees of
severity of atopic dermariris in both children and adules.

4. You should have some idea of the features thar may influence the prognosis of
dermariris in young children,



Froblem-bosed leaming scenarios

Scenario 2: the management of possible occupational

dermatitis in a young man

Donald Nicolson is a 20-year-old chef working in one of Scotland’s award-winning
restaurants. He has done this job since the age of 16 and is hoping to develop his
career in the catering industry as a professional chef. In the past year he has devel-
oped a problem with hand dermatitis and has red scaly lesions, mainly on che

fingers. This clears when he is on holiday,
Donald wants further investigations undertaken. He feels char he may be develop-

ing problems as a resule of the materials he handles in his regular employment and
is concerned abour the furure ouclook.

Aims
To explore the problem of occupational dermarcieis.

Leaming objectives
By the end of this scenario;
1. You sheuld have some thoughts on how to differenciace an irritant from aller-
gic contzet dermacitis.
. You should underseand the rechnique of patch resting, and be able to explain
o a patient what will be done to chem and why.
3. You should have some understanding of the dermatological hazards of working
in the carering industry.
4. You should be able to give a patient sensible advice on hend care aimed at pre-
venring or improving hand dermaricis.

wa

Scenario 3: the monugement of a patient with moderately

severe psoriusis

Malealm Broven s a 28-veas-old lawryer working in a lagge office in Sydney. He has
had psoriasis since the age of 15. This has been managed with various topical
preparations and occasional trearments wich uleravieler lighe given ac the local
hospiral.

Ower the lase & monchs, concomitane wich a heavy inceease in workload, his
psoriasis has become very much more active and difficult o concrol. Because of
court appearances, he is parcicularly concerned char lesions are now developing on
his face and hands. An additional complication i che face char Malcolm has recene-
Iy become engaged and is concerned abour any future children being ac increased
risk of psoriasis,

Malcolm therefore wishes to know more about treacments available for psoriasis
and about the sk of inheriting psoriasis in families who already have the disease,

Aims
To explore the range of treatments available for psoriasis and its generic back-
ground.



Learning objectives
By the end of working with this patient:
1. You should have learned how to make a clinical dingnosis of psoriasis.

2. You should have learned how to describe some of the abnormalities found in
the epidermal keratinocyte and psoriatic plagues,

3. You should have developed a list of treacments for psoriasis of varying grades
of severity, While compiling chis, list the complications of these treatments
alongside the treatments themselves,

4. You chould have developed some understanding about the contribution of inher-
ited and environmental influences on the development and severicy of psoriasis,

Scenario 4: leg vlcers

Annie Graham is aged 63 and has a family history of diabetes. She is overweighe
and has, for several years, had painful icchy areas around borh ankles. After a recene
fall while crying o run for a bus 3 monchs ago, she developed a raw area on the
inner surface of the righe ankle, which has not yer healed.

1. Whar is che differencial diagnosis here?
2. Whar investigations are appropriate and how would you carry themn our?
3. Whae is the best management of this lady ar che present ime?

4. Whar general and what specific advice would you give Mrs Graham for the
future?

Learning objectives

A the end of this case you should have:

1. Developed some understanding of che different cypes of leg uleers,

2. Developed an understanding of factors predisposing to these different types of
leg ulcers.

3. Learned when o do ABPls and whar their significance is in managing your
patient.

4, Understand the principles of leg wleer bandaging.

%, Have some understanding of how guidelines for the profession are currently
being prepared and used.

Scenario 5: cutaneous malignancy

John McLaren is 53 and was born in South Africa, but came to Scocland as an
undergraduace. He is an architect and spends a loe of time on building sites, He is
also a keen sailor,

John's general pracritioner is concerned abour several rised scaling lesions on
his rapidly balding scalp and also about a solitary crusced lesion on his hand.
L. Whar is the differencial diagnosis here?

2, Whar investigations are appropriate?

Scenaria 5 tutomenus molignoncy j 5



Problem-hosed leaming scenaries

3. Whae advice would you give John for che furare?

Learning objectives

By the end of learning abous chis patient you should have:

1. Acquired some understanding of dermarological conditions aggravaced by
ERCESSIVE SUM EXPOSUTE.

. Learned the differential diagnosis of non-melanoma skin cancer.

. Undersrood the management of actinic keratosis and squamous cell carcinoma.

. Have some ideas about advice on sun procection for different seccions of che
populacion.

R TV N ]

Scenario 6: cutaneous malignancy
You are carrying out a general pracritioner’s surgery on a sunny afrernoon in June in
the UK. The previous week has been sun awareness week in che media and, during
this time, there has betn 2 programme shown on celevision abour the problems of
skin cancer in Australia. Your chird and fourth patients of the clinic are Jenny and
Anne Brown, two elderly widows aped 65 and 72 who are keen overseas cravellers.
These ladics warched the programme on skin cancer, have looked ac each other's skin,
and have found large numbers of greyish brown lesions, mainly on cheir backs.

The rwo sisrers are very anxious abour the possibilicy of skin cancer pareicular-

Iy melanoma.

1. %Whar is the differential diagnosis of pigmented lesions of chis type?

2. Whar risk facrors for melanema would you enqguire abour of chese siseers?

3. Given che scenario you have just received, what is cthe mosc likely diagnosis?

4. How would you trear these lesions, and how would you reassure and advise
your paciencs?

Lenming objeciives
By the end of learning about these two ladies you should have:

1. Developed an understanding of the range of pigmented lesions chac may pre-
sene in the skin.

2. Understand che presenting clinical features of benign and malignant cutaneous
pigmented lesions, and have some idea of how o differentiate between the two,

3. Know how to manage scharrhoeic kerarosis.

4. Developed appropriate advice for elderly patients who travel a lot on sensible

SUN EXPOSURE.

Scenario 7: bullous disorders

You are the medical officer ar a home for the elderly. Mrs Jane MacKenzie, aged 92,
has been admitted from her own home for assessment because of increasing confu-
sion. In addition, she has had itchy red skin for the past 3 months according o her

daughrer,



On examination she has erythemna on her trunk, thighs, and upper arms. The
possibility of an adverse drug reaction is suspected, She appears to be on a multi-
plicicy of medicarions including digoxin, bendrofluazide, voltarol, and cimeridine.
Three days afeer admission she develops blisters on the previously red skin of her
Upptr arms.

1. What is the differential diagneosis of this lady's curaneous lesions?
2. Whar investigations mighe be helpful here?

3. What is the appropriate management of the condition?

4. What will you tell her daughrer abour the prognosis?

Learning objectives

By the end of chis scenario:

1. You should understand the common causes of blisters in che elderly.

2. You should be able to describe the presentation and investigation of patients
with bullous pemphigoid.

3. You should have some idea aboue the management and prognesis of bulleus
pemphigoid.

4. You should have some understanding of the presencation of drug eruptions in
the skin and their management.

Scenario 8: acne vulgaris

You are a family pracrice trainee. Jennifer MacLaren is aged 16 and comes oo your
evening surgery with her mother. She has had acne since she was 13 and has had
several repear prescriptions for systemic antibiotics. At present Jennifer has a large
number of pustules on her nose and chin, and according to her mocher is very
reluctant eo go to school some mornings because of her appearance.

Her mocher is very distressed about che situation and demands char someching
is done, She asks for referral to a specialist, How would you manage this patient
and her mocher?

Learning objectives

By the end of chis scenario you should be able:

1. To understand cthe differential diagnosis of facial erycthema, pustules, and
papules in a ceenager.

2. To have understanding of che management of acne vulgaris.
4. To understand the differential dingnosis of facial eruptions in older individuals.

4. To undersrand che range of topical and systemic treatment available for care,
and when o use chem,

Scenario 9: infection in an immunocompromised patient

You are a junior doceor rorating chrough the renal unic, Oliver Jones, a 23-year-old
renal cransplant recipient, accends your outparient clinic for review of his

Infection in on immunocompromised patient
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Prablem- based lsarring suenarivs

immunosappressive drug thesapy. Hiz only complaint is of a painful lefr heel,
which has prevented him from cmining for the half marachen chac he hopes to run
in order to raise funds for the remal unit. On examinarion you find several large
hyperkeratotic warty lesions on his heel.

1. Whart is the diagnosis here?

2. Is there a differential diagnosis?

3. Whar facross may have coneributed to the development of these lesions?

4. What is the appropriate management?

5. Whar other eueaneous problems are more common in cransplant recipients?

Learning objectives

By the end of this scenario you should be able:

1. T understand the range of desmarological problems more common in trans-

plane recipients.

2. To undersrand the management of wares,

3. To understand the specific management of resistant warts in immunosup-
pressad individuals,

- To understand orher situations in which immunosuppression may alrer presen-
tation or management of dermarological disease,

i

Scenario 10: connective tissue disorder
As 2 general pracritioner you are visited during a surgery by Chriscine Johnson,
who is 23 and recently married. Her problem is chat on her honeymoon in Minorea
she developed a red prickly rash on her face and shoulders, She also complains of
feeling vaguely tired and has joine pains.

Three months before her wedding she started on che oral contraceptive, bue is
on no other medication,
1. Whar is the differencial disgnosis in this case?
2. Whae investigarions would be helpful?

3. How would you advise Christine for the furure?

Learning objeciives

By the end of this scenario you should be able:

1. To understand the differential diagnosis of facial rshes in males and females at
any age.

2, To understand presenting feateres in varying modes of presentarion of lupus
erythemarosus.

3. To have some knowledge of the drugs char may induce or apgravate lupus
erythemarosus,

4. To have some understanding of the advice thar needs o be given o young
women who have lupus erychemaroses concerning the use of oral contracepe-
ives and pregrancy.



Scenario 11: scabies

You are working in a general pracrice char leoks afrer a local eld people’s home.
Your are phoned by the manager of the home, in some distress, because a high pro-
porcion of her carering and nursing staff have skin problems, and are complaining
of ineractable itch. You visic che home and find char a number of che elderly resi-
dents have iine scaling on their skin, rogecher with large numbers of excoriations.

1. Whar conditions would you consider possible causes of chis?
2. How would you go about investigating che situation?
3. What appropriate trearments are you aware of?

4. How could you prevent chis happening in the fugure?

Leomning objectives
By the end of this scenario you should be able:

l. To compile a list of the causes of pruritus in the elderly and appropriate
IAVESTIZATIONS.

2. To understand the situations in which the scabies mite proliferaces.

4. To have some knowledge of the currently available cherapies for scabies and
how o use them.

4. To have an understanding of how to investigate an oucbreak of infecrious
disease in any insticution.

Saenario 11; sobies
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Dermatological disability:
incidence, prevalence, and
classification of skin disease

Introduction

Dermatologists always firmly claim thae the skin is che largesc organ in the body,
and thercfore merits more time and areention than it is allocated in most medical
school undergraduare programmes. Table 2.1 lises some of its important furnc-
tions. These inclede protection from external injury, control of fluid balance and
eleceralyres, temperature concrol, an important outpost of the necvous system,
immunological funcrions, interaction with ultravioler radiacion, synchesizing
Vitamin D, and lipid synthesis.

From the contents of Table 2.1, ic will be no surprise to read chac 10-15% of
consultations in primary care in the UK concern a dermatological disorder. For
non-fatal diseases, which includes mose dermarological condicions, chis may well
represent only the tip of the iceberg, a5 many people in the community may be
living with, for example, their chronic psoriasis, recurrent hand dermaricis, or
other problems, either because they have in che pase sought help and been
unsatisfied with the response from the medical profession, or because chey are nac
aware thac anything con be done for their problem. Population= rather than hos-
pital-based surveys suggest that this is, indeed, the case and char people with
milder forms of many skin diseases either do not consule their primary care doc-
tor or treat it themselves with over-the-counter remedics.

The quancity of physical and psychological disabilicy, which chis unmet need for
dermarological care causes, cannot be estimated, buc must be considerable. Even
when the more severe skin diseases, such as epidermolysis bullosa, are reviewed

Table 2.1 Important lunctional properties of the skin

Protects from exvernal injuey

Literally halds all ether organs togecher

Flays & parz in fluizl balance, Mainly excreces, buc can alzo absorh Huid
Tempera.hlm comral

Animparmant organ of sensation

Interaces with ultravialer mdintion

Metabalizes vicamin D

Synehesires epidermal lipids thar are an imporons procecive baerier
Cosmetic funcrion

Key points

Dermarological disorders account
for 10—15% of primasy care
contultations. In addition, there is
considerable unmes need in the
communicy, though this is diffsculc
oo quantify.




14 Dermatologicel disbifing

Key poinis
To schirve = broter maestiment of
the impct of diin disesse,

dﬁmhwh] disabiiiry
questronmuines huve been devigned.

{p- 2790, any attempe to carry our a-community-based survey of prevalence mll
many previously unrecognized sufferers. 1t is therefore highly likely thac chis unm
need may be considerably greater in commoner, but less severe problems.

Dermatological disability
Quancitating dermarological disabiliy has been assisted by the recenc develop=
ment and validation of a number of questionnaires. For example, the peoriasis dis-
ability index {p. 68) is a serics of simple questions, which have been derived after.
talking o large numbers of patients with psoriasis and are designed oo |d:nuﬁr
the level of dismuption cansed by the patient’s skin problem with regard to dﬂl‘n.tﬁ'-
eie life, employment, and social activities. It may be instructive to you and weﬁll
for che patiene ro ask these questions both before and after a course of Lrﬂtrl:tﬂ,l:
o see whether or niot your assessment of che value of your chesen creatment coin=
cides with che parient’s views. These scoring systems are particularly imporant in.
als of new therapies, There are now similar questionnaires available even for rel-
wing children with eceema. Once again, chey give useful insight inoo
whar cthe pariens thinks and feels.
i n‘.n.-rr.':-z-: also thar del‘nu:ujnb:i:ul d;sqhﬂu}r may affece a whole ﬁm“? DD(-
h This is very chvious in the case of children with aropic ecrema.
Tecoed child may keep the whole family awake at mighe, and ke up i Illlgc
!-.'L.|\.r| ion of his or her mather's ime by day as she applies ointments, bandages
th and cries vo discrace him from persistent seracching, which will giverise
oo further problems,

quanfity of dermatological disease

All dizenses con be mensured by cheir incidence and prevalence, The incidenoe of
any disesse is the number of new cases identified over 2 period of time, usually.a
cal year. A striking example of the rising incidence of a particular skin dis-
case is the situarion with cutaneous malignant melanoma where the incidence has
ri'..'.': r_"\- I:]I-:| CwET TJ'II_ n,J.}T :'|u }"(“JFS-

The prevalence of a dissase is the term weed to deseribe the numbers of cases of
any condition in the population ar 4 given tme. Thus, long-lasting chronic condi-
tiong, sich as psosiasis o eceema, are likely to have a high prevalence, whereas con-
ditions thar rend to affece individunls for only a shorc period of time, and eicher burn
out or canse the patient’s death will have o lower prevalence. Over the past 20 years,
the prevalence of atopic disorders—asthma, allergic rhinicis, and aropic eczema—
have all increased steeply, Theorses o explain this include che wdea chat, in the s0-
called developed world, we have created a hyper-clean environmene for yeung chil-
dren such that they no longer have sxposure to o range of minor infective agents,
which in turn stimulate development of o pormal immune sysoem,

Tabde 2.2 lists the 10 dermarological conditions most commonly diagnosed in
a busy purpatient service in Norchern BEurope Cheer the pase 20 years there has
been a steep rise in the dermatological workload in cutaneous malignancy and
possible pre-cancerous lesions. This reflects a real rise in the incidence of these
conditions related both to an increased life expectancy and alss to greater oppor-
tunities for exposure to the sun in people born since 1930, Thas has, in ouen, led

Ti-,.‘..




Table 2.2 The commonest causes for dermarclogical
referral to a norchern European teaching hospital 2002

Paoriasis

Acne

Dermaticis
Seborrhocic keraroses
Bazil cell carcinama
Actinkc keratosis
Alopecka arcata
Fungal infecrions
Melanocyric nacvi
Warts

o the development of dermarological surgery as a major subspeciality. In the US
in particular, many dermacologists now spend a large pare of their working week
careying out minor surgical procedures.

Classification of skin disease

There is no encirely sansfactory mechod of classification of skin diseases.
Traditionally, dermarologises have used a morphological classification, wsing a
description of the disease in Lagin as the name of the diserder, e.g. lichen planus
{see p. T8), and then grouping together conditions thae were clinically similar, e.g.
the lichenoid disorders. Ar the presenc cime, modern dermacologists are doing
their best to classify skin disease according o biochemically-defined funcrional or
genetic abnormalicies. This is proceeding slowly, bur chere are seill areas where the
old and the new rerminology do not quite equate. Thus, 1t would be logical to
assume thar all skin diseases called epidermolysis bullosa were associated with blis-
ters and lysis of cells in the epidermis. In fact, only one subser of che epidermoly-
515 bullosa collection of disorders does have these charcteristics, while some of the
others have clearly idenrificd abnormalicies of collagen gencs or of keratin genes.

Age-related skin disense

A further method of thinking aboue skin disease in terms of classification is to
consider the various ages of life at which the diseases are most prevalent. Thus,
a chrenological classification can divide che speciality into paediaeric, adoles-
cenr, adule, and geriatric dermarology, with pechaps a subset of occuparional
dermarology for those in employment, Again, this is not entirely satisfaceory as,
although seme condirions such as angiomas and atopic dermaticis are very much
commoner in early infancy, they may continue o be problems chroughour adule
life

The most useful classification is likely to be thar based on che aetiology of
the disease. Once this is established for the majority of skin conditions, a new
classification should follow automarically.

Clossification of skin disease
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MNumbers of cases of a disease are
measured by their incidence
{number of new cates identified in
a time period) and prevalence
{number of cases in & popularion at
a given time).
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Glossary of useful terms used in dermatology and skin
pathology

Acanthalysis: A rounding up of epidermal cells resulting from a loss af :}dh:rs-um
between these cells. Seen in association with benign blistering disease
{pemphigus) and in epidermal malignancy.

Acanthosis: Histological term used 1o describe epideemal chickening due to Al
increase in the number of cells in the prickle cell layer of the fPi"j'“m!"

Apoprosis: Non-inflammatery individual cell death. The opposite of necrosis.
Seen, for example, in the epidermis in grafr versus hose disease.

Atopy: Literally “scrange diseass’. The rriad of atopic dermatitis, asthma, and
allergic chinitis (hay fever), !

Balloon degeneration: Gross swelling of keratinocytes seen in cpidermal viral
infection, such a5 herpes simplex. Both the nucleus and cyroplasm are
affecred,

Basernent membrane: A mulri-layered structure berween epidermis and dermis.

Bowen's carcinoma Jn sitn (Bowen's disease): A form of incra-epidermal car-
cinoma i sire charecterized by the presence of atypical gianc cells wich
grossly abnormal misoric Agures.

Cheiropompholyx: An intensely itchy eruption of the sides of the fingers and
palms of the hands composed of mulciple small blisters.

Civarte bodies (colloid bodiesk Amorphous pink globules seen at the dermo-
epidermal juncrion in certain diseases characterized by damage to and
deach of basal cells (for example, lichen planus).

Comedo (blackheadk A plug of exidized sebaceous material obstructing che sur-
face opening of pileschaceous follicle. Seen mainly in acne vulgaris.

Connexins: The major proceins of gap junctions char are inzercellular channels
allowing passage of low melecular weight material becween cells.

Desmuosomes: Specialized areas of intra-cpidermal adhesion berween ker-
ALINOCYTes.

Dyskeratosis: Premature and atypical keratinizacion of epidermal keratinocyres.

Ecthyma: A pyogenic skin infection characrerized by superficial cruseing and
underlying ulceration.

Ephelis (frecklel): A localized arca of increased pigment synthesis by melamocyres.

Gap junctions: Incercellular channels thar permic passage of low moelecular

weight material between cells. Imporant in che keratinocyres of the epi-
dermis for maintaining homeoseasis,

Hirsuties: Excessive growth of male-parsern hair,

Hyperkeratosis: Excessive formation of normal keracin for che body site in ques-
Elof,

Hypertrichosis: Excessive growth of non-andregen dependent hair.

Ichthyosis ('fish skin'): Excessively dey and scaly skin,

Inclusion bodies: Ecsinophilic bodies with 4 clear surrounding halo. Seen in
cutansous viral infeceions,

Intertrigo: Dermatitis on apposing arcas of skin in Hexural body sites (grains,
axillae).
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Kerion: A severe pustular reaction on che scalp in children. Caused by animal
FINEWOrm.

Koebner or isomorphic phenomenon: The cendency for certain skin deseases,
€. paoriasis to develop on sives of trauma.

Lichenification: Thickening (acanchosis) of the epidermis resulting in accentua-
tion of normal skin markings.

Liguefaction degeneration: Damage to the epidermal basal layer, seen princi-
pally in lichen planus and lupus erychematosus,

Miliaria: Vesicular lesions resulting from occlusion of eccrine swear duces,
Common in hot, humid enviconments.
Mikolsky's sign: The shearing of epidermis from dermis produced by laceral pres-
sure on the epidermal surface. Positive in pemphigus vulgaris.
Parakeracosis: Abnormal or incomplete keratinizacion resulting in che presence
of nucleated, Aattened squamaous cells in the seratum corneum.
Reticular degeneration (see alie balloon degeneration): An intra-epidermal
bliseer resuleing from balloon degenerations of virally-infecred epider-
mal cells. Some cell walls are retained and che blister thus has a mulei-
loculated reticular framewaork.

Rhinophyma: Gross hypertrophy of sebacesus gland cissue resulting in increase
in volume of nasal soft tissue. A complicarion of rosacea.

Spongiosis: Oedema of the epidermis, mainly intracellular.

Wickham's striae: Whirte linear markings on the surface of the violaceous
papules of lichen planus.

Projects that could be used in a special study module

1. Ask che cenere in which you are working (hespital, healeh cenere, general prac-
tice, or other sercing) for the dizease index relating o dermarological refermalks
and n.l:r¢r|:|:|=.n|:qsr bozh Aric accendance and return visics, over che lase 6=12
months,

Do you cthink chat the conditions that have been disgnosed in the setring in
which you are currently working refiect cicher the prevalence or the incidence of
these conditions in the communicy? IF not, why noe? Do you think the numbsers
of patients seen and cheir diagnoses relares o severity of che disease, desine 0
improve employment protpects, or desire to improve cosmetic appearance?
Whar other reasons mighe prompe pacients to seek treatmenc for a chronic skin
condition?®

2. You are parc of a public healch forward planning team, predicting dermarologi-
cal dernand in a UK seteing in the year 2003, %Whar condicions would you pre-
dice will have become less of a burden on the health care syscem and which will
have become a larger burden. Divide your response by age cohons in the popula-
tion, and consider the Future health care needs to be mec boch in primary care and
in o hospital seecing, Include possible future needs for in-pacient care, oue-
parient nssessment, day care teearments including surgery, and care in the com-
miunity from medical nursing and other relevant professions,
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Essential skin biology: structure,
Junction, and immunology

The skin 15 a large and complex struccure. An understanding of basic scrucoure
and funcrion should help make your approach to skin disease more logical and
increase your interest in the skin as a major organ of the body with a wide range
of physiological funcrions,

Anatomy of the normal skin
The skin can be divided into three main functional areas. These are the:

* epidermis: che major procecrive layer derived from che foecal ectoderm.
* dermis: the major support leyer—of mesodermal arigin,
* skin appendages: composed of cells derived from both coroderm and mesoderm

-

hair follicle;
sehaceous gland;
apocrine sweat grland;
eccrine swear gland;

natls,

In addirion a fourth area, the subcutancous far, may be invelved in decply
situared skin lesions such as erythema nodosam (p. 213).
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Fig. 3.1 Skin frem palm of hand. The
commibed bayver (c), the granualar bayer (g), and
the krw.tihac}-m in the germinative layver (k)
are all easily seen.
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Key points

The epidermis consiin of four
‘outer, pon-nocleared Barrica),
grnular (nuclei disintegraring),
germinative.or prickle cell (bulk
of living kerstinocyees), wnd basal
Izyer {normally the only sive of
epidermal mitosnl

Key posuts
-nl t‘phﬁ:l."m:: T an
sty ically artive ergon,

The epidermis

Beginning at the outer surface and working inwards, four distince layers of epi-

dermis can be observed using the light microscope (Fig. 3.1). These are che:

» cornified or horny layer: outer non-nucleated bareier layer:

» granular laver: the Zone where epidermal nuclei disincegrace;

» spinous or prickle cell layer: che bulk of the living epidermal keratinocyres;

s basal layer: the only keratinocytes in normal epidermis, which undergo cell
division.

These layers are bese seen if a piece of thick, weighe-bearing skin from the sole of the

foot, s examined under the micrmscope. In this thick skin, a hfth layer can_ some-

rimes be seen jusc above the granular layer—:the stramum lucidum. Iris not certain

whether or not this is really a functionally distinet layer or an arteface of preparation.

It is useful to become familiar with the appearance of normal skin by using che
microscope (o examine areas at the normal margins of excision biopsies to build op
experience of the normal physiological variations in appearance of healchy skin in
different body sites at different ages. For example, non-weight-bearing skin, such
25 that on the inner upper arm, has a chin cornified layer, and only three or four
underlving layers of keratinocytes, whereas the keratinocyre layer of che sole of the
foot is 20=30 cells thick.

On chronically sun-exposed sites, chiefly che face, both the epidermis and the
underlying dermis may show very marked changes due to accumulated exposure to
natural sunlighc, This 15 photo-ageing and is seen clinically as chickened, wrinkled,
furrowed yellowish skin. Many of the alterations in the skin that we think of as age-
ing-are, in fisct, due o uleravioler induced damage, and distincrion should be made
berween photo-ageing, which is ar least partially preventable, and chronological or
bialogical ageing. Figures 3.2 and 3.3 show the exposed facial skin and non-exposed
trunk skin of the same Bd-year-old to emphasize this point. You could also illustrate
the difference berween chronological ageing and phoro-ageing by examining the
fagial skin of identical twins who had been sepamted ac birch, one being broughe up
in a remperate climare, such as the UK, and one in a sunny councry, such as Australio:
The skin of the sun-exposed twin will look older from the age of abour 20 onwards.

Cell fypes seen in the epidermis

These are che:

= keratinocyte: the main cell ope;

* melanocyte: found in che basal layer, the pigment-producing cell;

* Langerhans cell: found in the mid-dermis—an important immunologically
comperent cell;

* Merkel cell: found in and around the basal layer. A member of the amine pre-
cursor uptake and decarboxylation (APUD) system.

The kerofinocyte

The keratinocytes are about 95% of the cclls in the epidermis. In normal skin, ker-
atinocyte division mkes place only in the basal layer, 50 mirotic figures should noo
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normally be seen above this level. After cell division, one daughrer keratinocyre
remains in the basal layer and the other moves upwards chrough the epidermas,
Abour 10% of the basal cells are long-lived seem cells with the major responsilili-
ty for repopulacing che upper layers of the epidermis. The keratinocyte which leaves
the basal layer is committed eo terminal differentiacion and death.

Within che spinous cell layer, the keratinocytes are connected toeach other by
highly specialized cellular bridges, called desmosomes, and these can frequently
be seen under the lighe microscope at high power. They may be particularly casy
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Figs 3.2 and 3.3 Skin of the face and tronk
on an B4-pras-cld {emabe who has lived all
beer Dife in Scotland. The wnnkling and
pigment vanaion of the chronically exposed
facial skin are not seen on the normally
govered skin, The contratr would be much
greatee had she lived in s sunnier climare
such as Ausoralia,
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1n noteal epedermis, there are o
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to see in a biopsy from early dermariris; where there is a loc of epidermal oederna
{Fig, 340 Thers are no desmosomes betvwesn kestinocytes and melanocytes, or
Langerhans cells, or Merkel cells. There are hemidesmosomes beoween the basal
leyer kerasinocyies and che underlying basement membrane. Hemidesmosomes
are responsible for conneceing che basal cells co the basement membrane area.
Laminin 5 {5 an impormant component of hemidesmosomes, and mutations in
laminin 5 arc associzved wich & rare, but sericus congeniral bliscening diseass, jomc-
rionel epidermolysis bullosa.

Ar the ulrrasrrucrural level chere are also incercellular channels between ker-
ceinocyres called gap junctions. These channels, which are made up of proreins
called conmexins, arc important in maintaining epidermal homeostasis and in
allowing low molecular weight material 1o move berween cells, There are
several human connexin molecules, and connexins 26, 31, and 43 appear to be
particularly well represented in the epidermis. Connexin gene murations have
been identified that are associaved with skin diseases, for example, connexin 26
mutations that are found in palmoplantar keratoderma and deafness.

In the granular layer (Fig. 3.5) the living keratinocytes are involved in a com-
plex seriet of biochemical changes during which the cell nuclei disintegrare, forme-
ing the granules seen in the eytoplasm. Above this level there is the non-nucleated
stratum corneum or comified layer. The normal transit ame of a differenciating
keracinocyte from basal layer to the outer surface of the stratum cormeum is around
28 days. In inflammarion or conditions in which keratinization is abnormal, such
us proriasis, this may be very much shorter.

Development and maturation of normal healchy epidermis in this pateeen is
called orthokeratosis and produces an outer layer of non-nucleared, dead, Aac ker-
atinpcytes. In some mucosal siees the normal materation parcern is different and
there 1 no granular layer, but an outer layer of nucleated squamous cells. The term
for this pattern is physiological parakeratosis (Fig. 3.6),




Pathological parakeratosis is seen in some diseases of the epidermis, psoriasis
being the most common example. In this situation, the normal differentiation sig-
nals are cither lacking or overridden, and there is accelerated and imperfect devel-
opment of the strarum corneum. If kerarinocyres are grown in tissue culture, they
will come togecher and form interconnecting desmosomes, but the outer layer is
parakeratotic as in psoriasis, rather than orthokerarorotic as in nermal skin.

The strengeh of the epidermis depends on the cohesion of the keratinocyres.
They produce a structural protein, alpha-keratin, which aggregates o form
tonohlaments. These tonofilaments are continuous with the desmosomes and are
easily seen in the electron microscope as large cytoplasmic bundles. Another com-
munication channel berween keratinocytes are gap junceions, ciny channels dhae
connect the cyroplasm of neighbouring cells to each acher.
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Fig. 3.% Hq.;h-pmr view of gramular layer,
shewing shasp teansition frem the living, bae
nof-dividing epidermal cells and the dead
amscleate comified Laper,

Fig. 3.6 Muceas membeane showing naeenal
physiobogical parakeratosis seen in this site.
Mucbei are present in the upper layers and,
ehias, there 4 no granubar liyer.
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Melanin it syncheszed by

Genetic ahnormalities of kerofinization and resulfing disease states

Keratins are synthesized by the keratinocyres in pairs, one basic and one acidic
kerarin. Genes for basic kerarins have been mapped to chromosome 12 gqll-ql3
znd chose for acidic keratins to chromosame 17 gl2—qgl 3.

The basal laver of the epidermis expresses keratins 5 and 14, and genetic dis-
rurbances in the genss coding for these kerating causes the disease epidermolysis
bullosa simplex (p. 2800 in which the basal cells separate from each orher and dis-
integrace, while the suprabasal keratinocyres synthesize kerarins 1 and 10, and
abnormalities give rise to bullous ichthyosiform erythroderma or epidermolycic
hyperkenutosis. A number of other rare scaling skin disorders have been identified
as being due to a genecic abnormality of other keratins, including those involved
in cthe hoir and nails.

he inregrin family are another group of imporrane cell surface proreins associated
dhesion. LFA is a member of chis family, and different integrins are
ized by expression of a wide range of alpha and beta chains.
G-beta-d-integrin appears o be particularly important in adhesion of the
cells to the basement membrane. It is impostant in diseases characterized by

The cadherin family of adhesion molecules play a major pare in adhesion of
suprabasal keratinocyres to each other in association with the desmosomes,
Dieamoglein is a member of this family and fauley adhesion becween kertinocyres
dise to abnormalities of these molecules is associated with the pemphigus group of
Blistering disorders (p. 2700,

Cells expressing MHC closs 2 antigens

In the normal epidermis, the only cells that normally express the MHC class 2
antigens HLA-DR, -IDF. and -1 are the Langerhans cells (see below). In a wide
range of skin diseases, MHC class 2 molecule expression is induced on ker-
atinpeyres. HLA-DR, HLA-DP, and HLA-IXN) expression are all markers of
immunolegically activated and competent cells, indicaning thag, in sorme circum-
stances, the keratinocyres can actively contribure to immunological reacrions, not
juse respond as innocent bysranders.

The melonocyte

The melanocyre s the epidermal cell responsible for producing pigmene in the
skin. Melanocytes can be seen wich H&E staining as ssall cells mainly in the basal
laver, often with a clear halo dround them, because of the absence of desmosomes
to link them toadjacent basal keratinocytes, In Fig. 3.7 a silver stain has been used
to show thar melanocytes have dendrivic processes, which sererch berween adjacent
keratinocyres, bringing melenocyres into surface contact with a relaively large
number of keratinocytes. This cluster of keratinocyres, which all receive PiEment
from one melanocyte, b refeered (o as the epidermal melanin unic. On facial
skin, there may be as many a5 one melinoe vie lor every five basal layer kee-
arinocytes, bur in the lower back skin this mtio is wimally closer to ene in 20




Chronic light exposure increases the number of melanocytes relative to ker-
utinocytes, so that chere are more, for example, in the skin of the outer upper arm
than in the skin of the inner upper arm. Numbers of melanocytes are the same in
equivalent body sices in white and black skin, bur che rave of production of
melanin pigment and irs distribucion is different. Darker skinned races have more
active melanocytes and distribute melanin pigment o surrounding kerarinocytes
in smaller packages than is the case in paler skinned individuals.

Melanocyres synthesize the pigment melanin. Melanin granules are seen on
ulerascructural examinacion as small, black, eleccron-dense, intricytoplasmic
structures—the melanosomes, The pigment is formed from DOPA on pre-
melanosomes, and chis biochemical reacrion is caralysed by the presence in the
melanecyte of the enzymes dopa-oxidase and tyrosinase, which are not presenc in
surrounding kemarinocyees or other non-melanocyric cells.

Once the melanin granules are formed, they are distributed along the dendrices of
the melanocytes and from there to adjacent keratinocyres, Melanocytes are found in
man in greaese quantitics in the epidermis, the hair bulb, the eye, che brain, and in
very small numbers in other organs, Their function in normal skin iz thoughe to be
1o provide protection from ultravioler radiation. This appears to be reasonably effec-
tive in thar sunlight-induced skin cancers of all types are much rarer on black skin
than on white, although it could be arpued that, in evolutionary terms, the
melanocyre should be situated in che superficial, racher chan the deeper pare of the
epidermis, This would offer grearer protecrion to epidermal keratinocytes.

The Longerhans cell

This cell was discovered in 1860 by Paul Langerhans when he was o medical soudent
and, until the 19705, it had no clearly defined funcrion, In che lase 30 years there has
been a deamaric advanee in our knowledge of this cell, which is now recognized o an
imporant immunologically competent cell. The Langerhans cell is derived from the
bone marrow and is found on all epidermal surfaices, usually sicuaced in the middle
of the spinous layer of the epidermis. On H&E stained sections, the Langerhans cell
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Fig. 3.7 Melinocyres in the epidermis
agaa e wath gibver. Naote the dendrnric shape
of the oclls,
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Fig. 5. 10 Duagram of buarment membrane
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of TGF alpha is abnormal in psoriasis and is also associared with apparent over-
activity of dermal Abroblasts in dermal hyperproliferntive condicions, such as
keloid scarfing and scleroderma.

Eibtablast growth factor is a very important geowth facror for nosmal
melanocytes in culture and appears to be released in intece human skin after cxpo-
sure ro uleravioler light, The significance of this, in relation o ulcravialee lighe
exposure and subsequenc risk of skin cancer, is not yer established.

Infeilaukins

The family of interleukins is steadily increasing, and their relevance o the epider-
miss in normal and diseased states is complex. However, interleukin 1 is elevared
in the epidermis during sunburn, and [L1O s over-expressed in non-melanoma
skin cancer and atopic dermatitis, 1L 10 has been vsed in trials as a treatmene for
pioriasis with some encournging results.

Interferons

The interferon family comprise alpha, beta, and gamma incterferons. Abnormal
amounts of gamma interferon are seen in allergic conrace dermaricis, and are
secreted from lymphocytes erafficking through the epidecmis and possibly also by
activated keratinocyres. Gamma interferon has been used as 2 creacment in erials of
aropic dermaticis with variable resules,

The bosement membrone

The basement membrane divides che epidermis from che dermis, and is shown dia-
grammatically in Fig. 3.10 and ultrastrocturally in Fig. 3.11. This shows thac the
basement membrane zone is o complex mule-layered structure and, as differens
dizeases result from abnormalities of each of chese layers, some understanding of
this area is of practical, as well as academic incerest. Hemidesmosomes atrach che
basal layer kemtinocytes ta the lamina lucida area and concain laminin 5.

Murations of laminin 5 are seen in some variants of the genetically derermined
blistering discase cpidermolysis bullosa, (p. 2790,

Aurcantibodies 1o COmponens of the lamina lucida are found in the :N;ql.litfd
aurcimmune blistering disease, bullous pemphigoid {p. 273).

Below the basement membrane zone is the subbagal dense plare through which
anchoring flaments connece the lamina lucida ro the lamina densa. This is an area

. Basal keratinocytes
Kerans 5 & 14 localed
haro,

Tonoflaments

Hemigesmasomes
Lamina lucida
{laminin hare)

Laming denss

{type 4 collagen hoere)
= Anchonng hbils
'Fw-o T colliegen hara,

%\ ﬁmmmm typa 3

Sul-Dasal dense plale
Anchonng hilamants




that is rich in type 4 collagen. Collagen cype 7 is also found in this area, bur situated
i leeele -:!l.'-e'[:lur an] 1% n:!l.'l:n:"tl.'u'li i the I.I:.'i.”l::-]'l]'l;l.' !:,-'pt: nl'q:pidr:rmul:.'si.!. hll”.L'&l. Ej’!h. 281 J

In spice of the mulople layers of which the basement membrane is composed,
it 15 not a nged impervious steacture, bue one chrough which cells such as |}'m-
phocyres and Langerhans cells can, and do, pass with relative ease,

Also, the busement membrane is not a fac layer tlivlding epidermis above from
dermis below like the filling in a sandwich; but 15 heavily convoluted, wich maose
convolution being seen in areas of weighe-bearing skin, obviously the soles of the
feer. Here, the dermal papillas, che superheial layer of che dermais, sticks up into
the dermis like small pegs. These decmal papillae are also present, bur less ohvi-
ous, in chinner skinned sites; this is an armngement thar maximizes che surface
aren of contace berween dermis and epidermis, and minimizes the chance of disco-
resion due to loss of conrace berween the owo layers.

The dermis

The outer layer of the dermis is called che papillary dermis and contains finer col-

lagen fibres than the decper reticular dermis. This is easily seen if polarized lighe

1% wsed to examine sections of normal skin in che light microscope.

There are chree main cell cypes in che dernws:

* the Aibroblast produces collagen;

the macrophage aces as a general scavenger;

* ghe mast cell, an imporoane cell i oype | immunological reactions and in
interactions wich the eosinophil; may have additional funcrions, e.g. in dermal
scherosis.

The bulk of the dermis is composed of type 3 collagen and running through
this collagen chere is a fine necwork of elustic fibres, Dermal proteoglycans sur-
round this ibrous macerial and embedded within the dermis are the:

* vasculature;

Fig. 3.11 Lllerasmocrune of basement mem-
brane rone. Compare this wich Fig. 500
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All the blood supply 1o the epider-
mmis s abtained from the papillary
baver of the dermic.

Fig. 3.12 Injeivsd post-matiem speciman
showing the abundance of the dormal
yvasculatuee

= Jvmiphatics;
- nerves:

* small quantities of smooth and striated muscle.

The bload supply

The blood supply to the dermis is through @ very rich anastomosing superficial and
deep plexus of small blood vessels. There is a very large reserve capacicy in the der-
mal vasculature, which is normally enly operating ac 10-20% of povenrial capac-
ity After vigorous physical exercise, heat logs through the skin may be required,
and the vascalature dilates to allow for this. In a number of zkin discases dhe blood
supply ro the skin is greacly increased, causing rotial body redness or erythroderma.
The volume of bloosd fowing chrough the dilated dermal vessels in this situacion
can be so grear chat high oueput cardiac failure ean be induced.

Figure 3.12 shows the profuse nerwaork of small vessels in the papallary dermis
and the scattered larger, decper vessels, with a neowork of vessels around skin
appendages.

In normal skin the lymphatic drainage system is nor visible, bur chis is also o
profuse network, running from che reticular deemis to ehe local lymiph nodes. e is
often visible if dermis from lower leg of an individual over the wge of 50 is cxam-
ined, due o the comulagive affects of gravity over the years,

{utoneous nerves

Both free nerve endings and specialized nerve receprors will be seen in the dermis.
These nerve endings are imporeant for the sense of touch, hear, cold, and proprio-
ception. Nerve endings are best seen on lighe microscopy with a silver stain and




are numerous in the papillary dermis (Fig. 3.13). Specialized receprors such as the
Pacinian and Meissner corpuscles arc also presenc (Fig. 3014

The skin appendages

These are the pilosebaceous unit, the eccrine sweat glands, and the mils, The
pilosebaceons unit includes che:

*  hair follicle;

* sebaceous gland,

* arrector pili muscle;

and in some sives, for example, axilla, che
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Fig. 3.1% Nerve endings demonsieared by a
silver stain, Bote the fiee neeve codang (i
arud the cecapsulated cncling ),

Fig: 3.14 Another type of porve endang, the
Pacinian corpuache. This s pesponsible jor the
seniition of decp pressare.
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Fig. 3.15 Disgram of the palosebacrous andc.

Fig: 3-16 The pilowbseos unit, showing
whee sebuaceoas glamd I!!m-fl:n.u e che Rhae
follicle cansl

= apacrine gland.

The pilosebaceous unir is shown dingrammatically in Fig. 3.15 and histalogically
in Fig. 3.16. On the scalp, the predominant strucrure is the hair follicle wich the
sebaceous pland seen as a small insignificant artachmene. A small serip of smcoch
miuscle; the arrector pili muscle, may be seen, often around a lobule of sebaceous
gland, and in the axilla che apoacrine glands may also be seen dmining ince the duce
leading o this surface.

The hair follicle is the resulr of interaction between down growth of foeral
ecroderm, which will form the hair shaft, and che vascular haie bulb papilla, which
is derived from foctal mesoderm (Fig. 3.17).

The hair shafr itself is o complex multi-layered struceure with an outer correx
and an inner medulla. There are three recognizable types of hair. These are the
coarse terminal hair of the scalp, the androgen-dependent ceeminal hair on the
miale chin, in the axilla, and che pubic rcginn, and a fine Hmw:h nl'duwn}- vellous
hair on all body sires.

The control of groweh of scalp hair is poorly understood. At any one time S80%
of scalp hair is growing in anagen, and the remaining 20% is cither resting—in




caragen—ar being shed—in telogen (Fig. 3.18). Normally, this programmed
replacement of hair is scartened randomly over the scalp so chat no single arca s
cotally depleted at one time, bur in alopecia areara (p. 254) all che hair in one

sealp area is shed simulcaneously.

Anagen Catagen Tetogen

Naw anagen haic
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Fig, 3.17 High-power view of haig oo,
howing the pood of e hair detsved fiam ibe
epidermis sretched around the denmal
papille

Fig. 3.18 Gnmlhql:lrﬂl’!.[‘l]n hair.
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Fig. 3.19 Axillary sbein showing large
numbets of gpocnine glands in the lowsee
vhird of the section. Apocrine plinds sre rase
i o b Beedy uices

The sebaceous glands are clusters of cells with a small dark nucleus and a
foamy cytoplasm, which are well illuscraced in Fig. 3.16. They cluster around the
hair shafts and their secrerion is formed by total destruction of che cells, a mecha-
nism called holocrine secretion. This secretion dmins into the hair follicle and is
discharged on the surface through che hair follicle opening. Sebaceous glands are
seen an lnrge numbers onche face, chest, and upper back, They may be obvious as
smiall raised pearly nodules on the fice of neonates, when their enlargement 1= due
o carry-over of maternal hormones. They rapidly shrink and become vesrigial
until puberty when, in response to the individuals own hormones, they become
large and acrive—sometimes over aceive. This is present in acne valgaris (p. 243),

The apocrine sweat glands are found predominantly in che axilla, with a few
seen also in the skin of the groin. They have a secretory component seen in the
deeper dermis. This secretory secrion has a very wide lumen, and the cells lining
this lumen will be seen to be composed of columnar epichelium, which appeirs o
form glandular secretion, by a ‘nipping off " of the tops of the cells, i process
known s decapitation secretion (Figs 3.19 and 3.20) The excrecory channels of
the apocrine glands most commonly drain into the canal of the hair shaft and
schum passes from here our on o the surface of the epidermis.

The ecerine swear glands are seen on all body sites and are anaromically inde-
pendent from the other appendages. Their secretory components are much small-
er than those of the apocrine gland, with a smaller lumen (Fig. 3.21). The
excretory duce of these glands winds upwards in a spiral pateern through che dee-
mis and the epidermis to the surface.

The nails are very highly modified skin appendages. The nail irself or nail plate
grows vus from the nail maenix and reses on the underlying nail bed. The pale halo
ar the proximil end of the nail s called the lunuola and around che edge of this
there is 3 protective rim of curicle (Fig. 3.22). Nails may become involved in a
number of skin diseases, such as psoriasis and fungal infection. The average time
for & fingernail to grow our completely from base to outer edge is approximacely
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Fig. 3.20 High-power view of wecreory celly
i apocrine glands showing decapimation
patrern of secretion.

Fig. 3.21 Eccrine sweat glands—rhese will
be seen inthe decper deemis in skin feom all
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& months, and for teenails the time is 6=18 monchs or even longer, Thus, thempy
of diseased nails requires both time and parience.

Special study module project

Carry our 2 liverarure search on the keratin family. Idencify keraring chac are associ-
ated with the epidermis, hair, and nails.

Mow carry ot 2 farcher search 1o identify those kerating in which mutations have
been derecred associared with human disease. Try o see some patiencs wich these
discaze in the clinic.

How much have oor advances in undesstanding the molecubar genetics of theie
discases benefited patients who currently have these disease and how much mighe ic
Benclie pﬂrhliﬂ. future ]:nlirrl:s?

Further reading

Berker, D, Baran, R, and Dawber, R. (2001). Diseare of e saiie o thetr managessen.
3 edrtion. Blackwell Sciencific Publications, Oxford.

Freinkel, R.K. and Woodley, I2.T. (eds) (20013 The biofogy of the shin. Parthenon Pross, Mew
York.

Sinclair, R.D., Banfeld, C.C., and Dawber, B, (1999) A homafook of aliseaser of e biv comd
sealp, Blackwell Science. Oxford.
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The dermatological history,
excamination, and investigations
frequently used in dermatology

History-taking

i - |

Mose pacients with skin disease are first seen and creacment preseribed in a pr-
mury care serting or in @ hospital ouc-pacient deparcmenc. A very small number
requine in=patient care and nowadays, in many parts of the world, this may not
be in dedicared dermarology beds. It is therefore even more impormne chan in
other specialeies to ask che pacienc all che pm.s.iblil.r IMPOrTANT GUESLIONS i &n

rderly and logical framework in the primary care setting or in the out-patient

climic.

A general oucline of useful points to remember in dermacological history-

tabing inclucde:

1. How long have any skin lesions been present? Pacients will often only tell

vou fiow long they have had the lesions thae are currently worrying them and
will not begin at the beginning of their problem.

2. Where did the problem first appear? [t is normal to be much more con-

cerned abour socially visible skin disease than about that on normally covered
sites. Therefore, patients will often ask you for help only wich the pacch of pso-
riasis on their scalp and will not, unless prompted, tell you abour the large
plague on their back. Table 4.1 lists cerrain common dermarelogical problems
and che likely sites of involvement.

3. Are there any symptoms? These are usually iech and/or pain.

Severe itch is associated wich:
= srabies:

* atopic eczema;

ble 4.1 Frequent associations between some

commoner skin diseases and body sites

Key pofuis

History taking should imelude:
where and when the problem
starved; symptoms (severe itch,
mild iech, pain): medicamenis;
general medical hiscory;
accupation and feceeation; travel;
family and houselwold conraces:
and the patient’s own views of
che likely cause,

Salp Psorians, sebarrhocic decmaticis, and fungal infectons

Fage Aropic dermartiris, acne, rosacea, seborthocic dermanitis, lupus
erythematosus, and other photesenditive problems

Body fexures Seborrhoeic dermaris, peosiasis, fungal infection, and candsds infeceion
Feet Toe webs—Fungal infeccion

Soles—juvenile plancar dermarosis

Darsa——contact dermatitis




42

The desmatelogical history

*  contact dermanics;

* dermatitis herpetiformis.

Mild icch is associated with many skin condicions including:
*  pSOTIASIS

* drug eruprions

+ bullous pemphigond.

Pain iz a symprom of:

* vasculicis;

* e phigus.

4. Topical and oral medicament history, Ask the patient carefully abour these,

To many elderly patients, ‘medicines’ are nor drugs and the quescion “What
drugs are you on?' does not always result in an accurate response. Begin by ask-
ing abour any repical or syscemic medication supplicd on prescription, then
move on b0 préparations bought over the counter in the chemist or healeh food
shop. An increasing nuember of paciencs are using aleernanve cherapy 10 the
form of herbal and homeopathic preparations, and may be reluctant o reveal
this in a ‘convenrional medicine” seccing without some coaxing.

Ask specifically abaur sleeping pills, rablers for headaches or other aches and
pains, and laxatives. Ask also abour topical preparations, and even systemic
medication prescribed for a relacive or fricnd, bur used by your patient—such
behaviour 15 commoner than you might imagine.

In general hospitals, the commonest reason for a requese for a dermacologise
10 see & patient in another ward is because of a suspected adverse drug reacrion.
Be very sure you have access to a full list of everything che patienc has received
in the past 23 weeks, not just the treatment being used on the day you see the
parient.

- General medical history. Remember chat there are many skin signs that may

be the first marker of serious syseemic disease (sec Chapeer 14). Ask about gen-
eral medical problems such as breathlessness, weighe loss, bowel disturbance.
Diaberes, Crohn's disease, and sarcoidosis can all be first recognized by cheir
dermarological signs, provided you know what to look for.
Occupational and recreational history. Ask about the patient's environ-
mtnt. This may be particularly importane in conrace dermaciris. If che patienc
is working, an cccupational history wich brief details of materials handled ina
normal working day is useful. For all patients, informarion abour hobbies,
fECTEAtion, sporting actvities, and contact with animals may give a clue o che
problem. Table 4.2 gives & brief list of possible problems.

Ask also abour redction o sunlight exposure. A number of skin disorders,
such as lupus eryrhematosus, are initiated or aggravated by sunlighe, and a long
list of drugs given orally may give rise o photosensiciviey (p. 3200,

. Travel. Ask abour holidays, professional travel, and in che case of those bom

in other couneries, about visies to or from relacives in cheir nacive country. Ask
abour details of recenc air rravel, including refuelling srops. Nowadays, many
people, indluding medical students, travel long distances on holiday or 1o do



.2 Possible dermatological occupational and
recreational problems

Mursing and hairdicssing Irvicant haned dermaricis

Home decorating and repain Allergic contact dermatitis from epoxy resin glues
Vinlinse Fiddler's neck—acne-like lesions

Sheep farming Ok from infeceed animals

Phatagraphic developing Lichenoid dermatitis from colous developer

Joegn ing Takon noir—small haemorrhages into the thick skin

of the beels from ill-ficring shocs

elective periods of study. A hisrory of a refuclling scop in the Middle Easc 6
weeks ago may help to explain a crusted sore on the wrise as a localized form
of leishmaniasis (p. 161,

8. Family and household contace history. Many patients with skin disege are
confused over infeceion and genetic cransmission. Ask abour Arst-degree relarives,
a5 this can be a clue in conditions such as ichthyoses, and also ask abour house-
hold contaces, as echese are not always family members. Infections such as scabies
may infect both relacives and ochers with whom ehe patiene is in close contace.
This can be a problem in, for example, a residenrial home for che elderdy.

9. The patients thoughts on the cause of the problem. Ask che patient what
he or she chinks is wrong and whae has caused e, The answrer to this question
may give you a clue to the diagnosis, and perhaps even more importang, may
atsn reveal unexpeceed cheories and worries. Patients may cell you thar chey
believe dier is the cause, and may have tried our unusual and sometimes very
restriceed diees for chemselves or their children, Give the patient time o eell
you about this towards the end of the hiscory-raking, when hefshe is relaive-
ly relaxed and you have gained histher confidence,

These questions should be asked personally in a quiet and unburried atmosphere,

where the conversation cannot be overheard by ocher pacienes. A “rick off* ques-

rionnaire to fll in while sitting in the waiting room is no substiture for a face-to-
face discussion thar will, for many paciencs, be the beginning of therapy.

Remember char almose all patienes are embarmssed by skin disease and many
are ashamed of their appearance. Trear them wich underseanding and sympathy,
and chey will remember their visits to you with graticude, even if you cannot yet
provide a cure,

Examination

In very few situations—for example, hand wares in children—it might juse be
acceprable to examine only the affecred area of the body, bur it is a very much bet-
ter pracrice to ask all patients accending for che firse time to put on a gown and o
CATY QUE 3 total skin examination, If chis i% dum:, bach related and qui_n_r |_|_n|.'\¢L;|_|:.-
ed, bur potentially serious problems will nor be missed, and early curable skin can-
cers may be identified on body sites chat are difficule to inspect personally, such as
the back,

Exgminatian 43

Key points

A toeal skin cxaminarion should be
cartied out to determine the full
extent of the problem and possible
uneelated conditions. -
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g 4.1 Typecal divwnbarion of lessons in
ummon skin dawaders

Examine the skin in a good lighe—daylighe if possible—ancd look carefully ae the
pattern of involvernent of che skin, Many skin diseases have a ‘rypical’ or ‘classic’ dis-
tribucion (Fig. 4.1}, Drawing a sketch in your notes of che affecred areas is useful.

Wrire down the type of skin lesions you see. Dermatologists define primary and
secondary lesions, which are detailed in Table 4.3 togecher with references to
where these lesions will be found illuscrated in other pares of the book.

Paoriagis (p. 44)

Seborrhoele dermalitis (p. 83) Pitynasis rosoa (p. 64)



4.3 Primary and secondary lesions of the skin

Lizsimn

Diescription

Example——where 1o find it

Primary

Macule

|".|_'.:l.|F|_'

Module

Weal

Visicle
{blisterh

Bulla {bBlisrery
Pustule
Flaguc

F'u:i:-" ta

Telangiecrasia

Sccondary
Scale

orusg

Excoriaesom
Ulcer

Sear

Lichenification

A, circumacribed arca of aloered

abiin colour

M small, circumseribed elevation of
the skin

Vitkligo p. 227, picyriasis vees:
calos, p. 161

Peutz—Jegher lesions, p. 311
Modlusoum conmgicmm, p, 146

A solid, circumscribed elevarion whose  Erythema podasum, po 213

freater pare lies bencath the skin surface

A trandient, !|ig|'|-'l.|g.I ranied lesion,
characrerisrically with a pale centre
aivd & pink m.:r-‘nin

Urticaria, p- 218

A armall (less than 3 mm in daamceee).  Dermating berpetiformas, po 277

circumacribed Huid-containing elevation

Similar ro o vesicle bur larger
A collection af pot
A flar-ropped palpable lesion

Wisitle collecekons of free red Blood cells

Dilated capillaries visible on the skin
surface

Thickened, lonse, reu.rii!}' detached
fragmenes of SETALUM COrmEIm.

Dried cxodace

A shallow abrasion often caused !:r
scrarching

An excavation due to loss of tissue
inclisding the epidermal surface

A permanent besion chae resules from
the process of repair by replacement
with connective tisue

Buollous pemphigoid, p. 273
Acne, p. 2435

Patiasis, p. 36

[hug erupeion, p. 289

Tapical steroil side-clfoot, p. 28

Chronic disseminated lapus
erythematosus (COLE), p. 181

Impctige, (x 134
Aropsc ecoema, p. o7

. 209

COLE, p. 161

Areat of increased epidermal chickness.  Atopic ccrema, p. 97

with sccentuation of tkin

Is chere any sign thae che individual lesions have developed on a sice of traums
oF injuey, stch as a scracch or an operation scar? This is seen in a number of condi-
tions, including psorisis (. 36}, lichen planus (p. 78), and viral warts (p. 142)
This iz called che Koebner phenomenon and is a ¢lue chat the mechanisms
invalved in epidermal healing, possibly growth faccors such as cransforming
growth facror, may be involved in the development of lesions in these diseases.

Remember char very few skin diseases are infections and do nor be afraid of
touching the patient’s skin, Patients wich skin disease often develop a complex
thae they are ‘untouchable’ or ‘unclean’. Ask the patienr aboue such worsies, and
abour whether or not there are preblems with relatives and friends wheo are con-
cerned about eransmission of non-infectious problems, such as psoriasis and acne,
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> .

Key points

It ix wise o obeain a laborsrory

confirmation of a fungal infection
fore prescribing a systomic ant-

fusrgral

Investigations commonly used in dermatology
A number of investigations and lab teses are commonly used in dermatology. It is

useful ro know whar -.u:n:'-:.'n:-:-. ane r|_-<||||r“E and whart to expect from che laboratory.

4] 1]5-[[ cause inlectoons :II1|I.!|E'|II. ||1l:' ouLer |.|!.|-r Lol I|1¢' ‘hklll' -:i'll.'

stratum coencum—and skin tcales or scrapings should be examined under the
microscope. Take a scalpel blade and, with the affecred area of skin sorerched
r berween two fingers, gently s rape the skin with a plec L-;-r'p.l.[u r, preferably

black, held underneach. Scrape uneil a rensonable number of silvery scales nre on

oo deeply or too vig-

per (Fig. 4.2) Try not (o cause bleeding by scraping

arously. This specimen can then be labelled and senc ar normal tempernture,

cal '..l.i.ml'.'.h:-r:\.' ."L|t|.'|:r|-:|.|:'.1.'1'|:.'. this SpECl-

1 be examined direcely, 1f a microscope is available, on a slide

through the posn if nec ESSArY, Lo YoOur |

with a drop

potassium hydroxide on ot A nerwork of srick-like fungal h : may

1.3). Pare of thas % |||||'-|| shawld alzo be sent for culture, which TrriLy

be posicive, alcthough no fungi were seen direcely, and will allow exacr idencif-

1%, The resule of chis cest will not be available for 2-3

o of che -haic 15 suspected, hair broshings, clippings, or scalp

ol § Ly

in the same way, In che case of possible fungal nul

fecrinm. ks e a " . ¥ z
n n, take o chippaing or scrapang from the abnormal area of the nail.

resce brighely under ulera-

gi (for cxample, Microrperam canis) fl
- and this can be vsed to make an instanc diagnosis of scalp
a Wood’s light—a UV source—is available. The fungi will

NE FieEen

I’
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Skin biopsy

Many skin conditions require a biopsy to confirm the clinical diagnosis. This may
invalve taking a small ellipse of skin wich a scalpel (Fig. 4.4) or using a sterile dis-
posable skin biopsy punch with a dismerer of 4=8 mm to take 2 small circle of skin
(Fig, 4.5). The punch biopsy technigue is exeremely quick and, in the cose of the
smaller samples, may nor require stitching.

Local anaesthetic (1-2% lignocaine preferably wichoue adrenalin} should be
infilerated around the chosen lesion % minutes or so before biopsy. In the case of
chinldren, application of topical ansesthetic such as EMLA (lignocaine and prilo-
caine) under a dressing 1 hour before biopsy will help reduce discomfore. IF in
doubre, check with a senior colleague abour which lesion vo biopsy and from which
body sice. In general, afresh lesion is preferced {present for less than 24 hours) and
in the case of, for example, blistering diseases, this is essencial. All biopsies will
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Fig. 4.3 Fungal hyphae, Theie wall be easily
seen down the microdoops if ghe skin
scrapings are motined o 105 petasanen
hpdroaide.

Key points

Plan the site of your skin biopsy
and the type of lesion biopsisd
with care.

Fig. f4 The use of the scalpel and o skin
bk i taking an elliprical skin biopsy. The
heak should be inseceed a1 ene end of the
ellipas andd used invead of fosceps, which wil
coush the tissoe,



Fig. 4.5 The panch biopay trchnigue. Thia
i qruickes than 2 scxlped biopny and Tegqtaies
lezs equipminr. A dispouble srerile panch,
- mm in diarmeter, 43 spplied with genile
Fofating prewure 1o snaewhetized skin,

Fig. 4.6 Lange’s lines. The bing s of o
biogsy wat lbuuld.l‘r-umm-ml...l;mx thsrse

leave a smull scar, 50 cry ro selece a lesion on a site where this will nor cause 51 coz-

metic problem, such as the flank. Always try ro aveid the shoulders and frone of

the chese, as the skin on'these areas rends to form unsightly keloid scars. Figure 4.6
illustranes the skin tension or Lange

5 lines. If you orientace your biopsy scar along,
rather than across these lines, it will in time be less visible.

What to do with the biopsy specimen

If in doubs, contace the laboratary before you begin ro biopsy, rather chan when
¥ou are holding the specimen in your hand, Does che pathologise wane a fresh
frozen sample, commonly required for blistering diseases, or dio they also require
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material for eleceron microscopy, as well a5 Lhighe micrascopy, which may be the
cose in rare dermatological disorders presencing in childhood? Label the biopsy
por or pets clearly and give the pachologise a brief, bue relevane history. Always
follow-up your biopsy clinics by reading che pathology reporc and if possible ask
ton see the slide yoursell, either at a projection session or in the pathology deparc-
ment, Make sure thar everyone who needs to know the resule of the biopsy is
informed. This is obviously pamticularly important of an unexpeceed resule, such
as o previously undiagnosed malignancy, is reported. An appropriate legter to the
G and, if necessary, an urgent return appointment for further treacmene is a vieal
part of the biopsy process and will prevent possible future legal problems.

Confirming the: diognosis of scobies

The female scabies mive or Arares can often be found in che superficial layers of the
sbam. A good place o look for the mite i3 the ﬁng:-r webs. A thread-like track may
be seen char is the roure along which che mite has burrowed into the skin. If the
:'nil-;' can |w J.:{'|1|,|:.-' t';crr:lq_'irtl l'mm el i.kil'l with a I‘IIL'I!dl.L" and r.-lm:m] Oft @ MiCHs-
scope shide, the pacient can be invited o examine the cause of his/her icch. You are
likely to have a pacient who s quite horrified to see the evidence of the cause of his
problem and who will cherefore carry our the prescribed treacment wath greae

ik I-:':Lti:uu:l Lin) (‘It.,'lil.-t].

Putch testing fo confirm contact dermatitis

Allergic contace dermaticis (p. 118) is a relatively common problem in deemacol-
ogy clinics. This is caused by a type 4 or lymphocyre mediared immunological
reaction, and cesting for ic is done s pive, usually vsing the patients back as che
test area, It is important to accurately identify the allergen causing che problem
st that che patient can be given instructions about aveidance of materials con-
mining the allergen, If the responsible substance is handled ar work, careful
reduction of exposure o the marerial can make all che difference between a patient
retaining his job or being forced to seek alternarive employment. Ic is equally
important o climinare substances chat che pacient feels mighe be responsible for
his problem by negative patch testing resules.

Small quantities of & range of porenrial allergens, and also sometimes specially
prepared and dilured samples of material ehe patient has supplied himself, ane
applicd to inere metal chambers and large numbers of chese—up to 30 is quite fea-
sible—are applied simulcaneously to the back (Fig. 4.7). After 48 hours, the
parches are removed, and the skin examined for redness andfor swelling baoth
immediately and afrer anocher 48 hours (Fig. 4.8). In pracoice, this means the
patient being seen chree times in one week, on day 1 for application of the patch-
es and on days 3 and 5 for readings.

The exact materials to apply vary according to the patients” history and also in
different parts of the world. In Burope, the normal practice is to routinely apply 20
substances in the "Eurcpean Srandard Barrery'—the subsrances found by collabo-
rarive research among all European dermatologists to be the most common causes
of dermariis (see p. 1190 These are made up in liggle inere chambers onoan adhe-
sive bucking. In addicion to che Standard European Batrery, specialist sets of mare-
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Key points

I1Eac all possible, show your patient
with scabies his tormentos.

ou will, in this way, ensure
compliance with crearment,




Fig. 4.7 The trehnique of patch teting. A
lsrpe namber of pasaible allergeny hovw born
mpplied 1o'the back. Note the e of dyeasa
aire marker.

Fig. 45 A pouitive patch tout dhewing
erythema ot 96 hours after application of the

rials are available for certain bedy sites {c.g. footwear) or occuparions (hairdressers,
photographers), and are chosen according o the patient’s history.

In North America, a slighely different set of allergens 15 used and monitored by
the MNorth American Contace Dermacicis Group.

“Mlergy tests’

Many parients gr parents of children with atopic dermaticis and urticaria in par-
ticular request allergy teses i che belicf char ie is possible o identify the aller-
genis) involved in these conditions, and thar, if chese are then avoided, a cure will
resuls, Unforounately, this is not always feasible. Type 1| allergy tests or prick teses
may identify clinically relevant allergens in respimsory atapy, but the patient with
curaneous problems will wsually resce on prick cesting to many allergens, for



example, house duse mite, pollens, cat and dog hair, and protein foedstuffs, The
relevance of these reactions o che patient’s eczema is often doubeful and, for chis
reason, these rests are usually only carried out in specialized allergy or conrace der-
MALICIS INVESEIZATION WIS,

The quancicarion of circulating serum IgE, measuring both total and specific
[gE levels o inhaled and ingesced allergens, using che radio allerposorbent or
RAST test may be relevant, both in dingnmj; and treatment. It is usually used oc
requested for children with severe atopic dermarcitis. Parents, however, need o be
warned thae it may not be of practical value in thar vigorous avoidance of all the
allergens giving rise ooa posicive RAST may not improve the condition and, con-
versely, continued exposare o, for cxample, dog hair o which a positive RAST
resule has been obtained, may cause no problems. Careful clinical observation on
the parr of both docror and pactent or parenc is more likely oo produce clinically
relevant informanion.

Fhotogrophy

In dermatological records, one well-taken clinical photograph is frequently worth
several paragraphs. They are very useiul for ongoing monicorng of, for example,
arypical naevi to try to prevent unnecessary excision of benign lesions, on the one
hand, bur also to idencify ac an early stage the lesions that are showing inappro-
priate change and should therefore be excised. Photographs are usually required if
you are planning o present the case ac a grand round, clinical meeting, or to weite
2 Case report ﬁ::r i pm:lr:l:lul.

Choeose appropriate lighting and background, and place a centimecre scale nexe
the area to be photogmphed, Often it is best to take a more distane oriencacion
phoro to show the body site involved, as well as a close up of the lesion, Always
obiain the patients written permassion for the phoro and srore this permission in
the patient’s records.

Special study module

Arrange an acrachmen bodh o the dermarology and the pathology deparements in
the hospical in which you are eraining.

Actend all the skin biopsy sessions and then personally follow:-all the samples
:hmush pr\c\cnﬂiuﬁ :u'ld n:po{l:q'ns.
Keep a record of all the diagnoses made.

What have you learned abour the correlation berween clinicalland pathological Fea-
rures of skin disease?

How often was the pathologist given appropriate information on the requese form?
How has the surgical procedure affeceed management of this patient.

When was che patsent informed of the resulc of the biopsy?

Dvid the patient understand che diasgnosis and treacment plan?

Investigations commeendy used in dermatology
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Psoriasis and other disorders of
keratinization

Problem cases

Head these case presentacions, work your way through the information i this chap-
ter, talk if possible 1o pateents wich similar problems, carry our an appropriace livee-
arwre search if you have the feilities, and only then read the suggested management
plans on p. B8,

Crse 5.1

A Abyear-ald, newly marsied accountant consults you about the management of her
persistent widespread plague prorinsis. She hose developed psoragic lesions when she
was |4 and there is a scrong family hiscory, Alchough she atrended che local derma-
tologist as a teemager 20 years ago, she found the rather messy tar preparacions then
;m‘wrihed ||n:||;ﬂpi:|h|e. and has noc mughr mieclical |1¢|p for che lase 15 VEArS, She
uses a licele emollient to reduce scaling, and chooses clorhes 1o cover her knees and
clbows, which are particularly troublesome.

She wants o know il there are any new advances in psoriasis freacment chat
would help her, and in passing mentions thar she bopes o stare a family within the
MEXL yesr,

Whar will you rell her and suggest for her paricular sioearion?

Case 5.2

A Ta-year-old widower who lives alone. has hyperrension, chronic obscruccive air-
ways disease, and extensive widespread psoriasis, which is at rimes erythrodermic, In
the pase, a 10-day admission 1o the local hospical, once or cwice annually, has kepe
his skin ar least parcly under control, bur local bed reducrions mean thar chis is no
h:!ng\cr available. He hnds p.pplyil'l.ﬂ tupi:nl thtupr o his hot.l:,r r\ésulnr]y Very
ditficult both because of his breathlessness and agchricis in his hands.

What teeacment might be appropriate here? He s determined to continue o live
in his own home.

Caze 5.3

A SE-year-old woman comes to you with itchy papules on one wrist. They have been
present for aboue & weeks, She chinks they may be insece bices. Her only medicarion
15 a dinretic thae she has been on for 3 years for mild hypertension.

What condicions would you consider in the differencial diagrosis and how would
vou establish a dingnosis?

Caze 5.4

A 21 -year-old male is brought to you by his giel friend. They have just returned
from a sunny holiday on which he was badly sunburned, His back is covered with
infecred, crusted lesions and he feels genemlly unwell.

Whar conditions mighe chiz history sugpese, and how would you argive ot a
diagnosis?

—
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 Proriasis affects at least 1-3% of

Key points
At-lessr soven proriasis susccpeibil-
ity penes &fe DoW reoogRited.

Psoriasis

Panriasis is one of the commonese of all skin diseases. All docrors need to be famil-
iar with the many different rypes of clinical presentation, and ro know che cur-
rently available range of trearments wich cheir advantages and disadvantages for
individual patients ar different stages of cheir life.

Definition

A chronic relapsing and remitting scaling skin disease chat may appear at any age
and affect any part of che skin surface.

Prevalence

Among Caucasians, che prevalence of psoriasis is said to be 1-3%. This is proba-
bly 2 significant under-cstimare, firse, because patients with mild psoriasis may
not seek medical help and, secondly, because incidence hgures are ofeen derived
from hospital recerds so thar those wreared solely by family. docrors or noc seeking
rrearment at all will be excluded.

The seaes are affected equally and chere appear o be two subgroups, one with
onset most commonly in the second decade, and one with onset later in life in the
fourth and fifth decades. These are often referred to as rype | and type 2 psoriasis.
Type | psoriasis patients, with the carlier age of onset, have a stronger family his-
toTy.

Aetiology

1t &5 elear chat there are both inherited and environmeneal facrors, which influence
the development of psoriasis. Although a very wide range of biochemical and
pathological abnormalicies have been reported in psoriaric skin, the exact cause of
paGratis it not yeo known,

Genstics of psoriosis

Psoriasis is a good example of a disease in which there appears to be mulri-facro-
nal inheritance. A number of genes may be abnormally expressed and chis, in
turn, predisposes 16 abnormal reactions oo environmental agents, leading o clin-
ical expression of psoriasis. Approximately one-third of patients have a positive
family history and psoriasis is more likely 1o develop if both parents have a posi-
tive family history. Twin srudies show concordance of around 755 for monoay-
gotic ewins and 25% for dizygotic twins. Ar present, many groups worldwide are
sctively searching for psoriasis suscepcibility genes. To date at least seven gencs,
numbered psors l=psors 7 have been identified, and ic is likely chae chis liso will
increxse over the nexe few years, Poors 1 is sitnared on chromosome Gp21.3 and is
part of the major hisvocomparibility complex. This gene appears 1o be important
in paeriasis in the UK and US, and confirms the previously known asseciation of
proriasis with HLA-CWS and HLA-B27, Other psoriasis susceptibility genes
have been idemtified on chromesomes g, 10, 16q, and 17q. The gene on chro-
masome 16 s of particular interess as o mutation on chromosome 16g , nod 2, has
recently been reported 1o be associated with Crohn's discase, which is clinically
wsociated with psoriasis. Abnormal expression of this gene is associated with a



very brisk response to infection, which does appear o be seen in ar least same
patients who develop psoriasis for the firse time afeer a screprococcal infection,
Tumour pecrosis facfor
Tumour necrosis factor 15 a very pocent pro-inflammatory cyeokine and has, as one
of its funcrions, the ability to increase migration of leucocytes inro inflamed skin.
Lewvels of tumour necrosis factor are elevaced in che skin and joines of those wich
cous paoriasis and psoricic archropathy. Inaddicion, TNF receprors are up-
pulxted in the synovial Hud af patients with psoracic archeios, These observa-
cions, togecher wich che promising resules of anc-TNF cherapy first in psoriatic
arthropathy and, more regencly, In cutaneous psoriasis suggest a major role for ehis
cytokine in the clinical expression of psoriasis.

mimunological aspects of psariasis

The lesions of psoriasis actrace both neutrophils and lymphocyees ac different
stapes of evolucon of the psoriatic plaques, €D positive lymphocyees are seen
mainly in the epidermis and CD 4 positive lymphocyres in che dermis, Inoaddi-
rion to tumour necrosis fector discussed above, the cytokines interferon gamma,
interleukin 2, and interleukin 12 are present in excess in psonacic lesiens. This is
a Thl or cytotoxic pattern, and its recognicion has led to T cell targeted approach-
¢s 1o psoriasis therapy, including blocking of co-stimularory molecule binding,
the wse of 112 fusion oxins, and blockade of adhesion molecule formation, Dougs
in current clinical erial include efaluzimab (Xanelin), which is direceed againse the
CEBl e component of LEAT and alefacepr { Amevive), a fusion protein of LEA3 and
IgCil1, which inhibits T cell activarion by blocking LEA3 binding ro CD2. The
Thl predominance in psoriasis is alse currencly being actacked wich the use of
IL1D, which is & Th2 cyrokine and i under investgation.

Epidermal keratinocyte proliferation in psoriasis

Psoriatic  plagues. have an  increased epidermal cell proliferation rare.
Radiolabelling rechnigues have been used oo measure the transic time of epider-
mial cells maturing in their transic chrough the skin. In normal skin chis is about
50-75 days, whereas in psoriatic skin ic is only 8-10 days. Wich sinular tech-
nigues, it has besn shown char, while the germinative component of normal
human epidermis is confined to the basal layer, in psoriatic skin it comprises the
lower chree layers of epidermal cells. lr seems, therefore, chac the mpid turnover
of psoriatic cells is due boch to an increase in the number of actively dividing cells,
and to an acceleration in their rate of reproduction. As has been explained in
Chaprer 3 {p. 26) the vwo pairs of keratins found in the basal cells of normal epi-
dermis are kerating 5 and 14, while keratins 1 and 10 predominaze in the supra-
bazal layers. In psoriasis there is a persistence above the basal layer of keratins 5
andd L. In addition, keraring G and 16 are seen, which are associated with rapid cell
division and rissue repair. Thus, psoriatic epidermis has some biological similari-
ties to a healing wound of che epidermis,

The Koebner phenomenan

The Koebner phenomenon describes the tendency for psoriacic lesions ta develop
an sites of skin rrauma, such as mechanical friction, sunburn, or lesions of child-
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Tumour necrosis factor alpha
appears oo play a puwul pare in
development of lesions of peariasia.
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hood illnesses, such as chickenpox. Possibly, the abaormal or unstable ker-
atinocyte surface antigens or the abnormal kerarin formed in those who are genet-
ically predisposed are exposed by trauma o the immune system, which then
reacts, inggenng a hyperproliferative response in the epidermis.

Systemic drugs and psoriasis

Psoriasis may be borh aggravared and precipitared for the fisse time by some sys-
temic drugs. These include lichium, anti-malarials, non-stesoidal anti-infammaco-
rv agents, and bera blockers. Patisnts with psorinsis planning a tropical holiday
must be aware thar the anti-malarial chloroquine may cause their psorinsis oo dete-
riorate. Alternatives, such paludrine and mefloquine, do not cause this problem.
Infection and psoriasis

Streprococcal infection, usually in the form of a sore throat, is a well-recognized
precipitaning event in patients with gurreee psoriasis. It has been sugpested chae
this may be due to the presence of super-antigens, and thac chere are shared anci-
gens berween the wall of the streprococcus and the keratinocyte. The development

of guttare psoriasis is very strongly associared with the presence of the HLA-CWG
AnTigen.

Uitraviolat radiofion ond psoriasis

The majority of patients with psorinsis find thar their lesions improve on exposure
tos nateral sunlighe, buc abour 159 find thar UV exposure aggravares pre-existing
lesions and may stimulate the development of new lesions. To dare, no clear
binchemical or immunological explanation has been proposed for these cwo
subsets of psoriasis patients with opposing respenses o UV,

Stress, smoking, and olcohol

In common with many skin conditions, paoriasis may develop for the firsc cime
during pericds of stress or stress may aggravate pre-existing lesions: Icis also estab-
lished rhar stressed patients respond less well 1o standard anti-psoriatic crearment
than more relaxed psoriatic patients. Both smoking and a high alcohol incake are
associated with psoriasis, but oo what extent this is a reaction on the pare of the
patient to the disease, rather than a cadse of it in che firse place is debared.

Pathology
The difference between normal epidermis and papillary dermis and that seen in
aceive ponatic lesions is shown diagrmmmatically in Fig. 5.1. The scraoum
COFREUM in psoriasis contains nuclei and is therefore parakeratotic. There 15 no
gramular baver and the prickle cell layer is I:'}\:p\.ﬂI!n:IL'\d with bulbous, downward pro-
jeetions. Mitetic figures may be seen in supra-basal keratinocytes, In the papillary
dermis, linge dilaved chin-walled blood vessels will be seen and above these ves-
sels the epidermis 15 often relatively thin, This increased vascularization in psori-
asts is another currenr targer for cherapeutic intervention and anti-angiogenic
agents are currently in crial,

In both the dermis and epidermis there may be an infilerate of leucocyres, and
these may clump topether in the stragum coreeum o form so-called Munro
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micro-ahscesses or spongiform pustules, There s also a sparse lymphecyric
infilrate in early psoriasis lesions, both in the epidermis and che dermis. The epi-
dermal lymphocyres are mainly CD8 positive cytotoxic T cells, while chose in the
dermis are CDH T belper cells,

(linical features

By far the commonest type of psoriasis is classic plague psoriasis, but there are also

several other less common clinical presentations listed below

= classic plagque psoriasis—much the commones

+ gurtate-sudden onsct of small lesions, usually in a young person after strep
infection;

» sehorrhoeic, flexural napkin, or inversus;

= erythrodermic;

B pu!“ ulgr\_’gtncrﬂ“m l:|-|;)||'|_ xumhusfh] O Iﬂ:llltﬂd an che l.'l'l.ll'lk and |imb$ ar
plamoplancar;

= nail psoriasis.

Plogue psoriasis

Classically, psoriasis vulgaris presents as red scaly plagues affecring che exrensor

Aspects of the knees (Fig. 3.2) and elbows (Fig. 5.3), and the scalp (Fig. 3.4).

Other common sites are the hands and che sacral area. The toal area affecced

ranges from a few tiny plagues o almosc all che body surface (Figs 5.5=5.7).

Uneeeated, the individual lesions are mised, palpable, and topped by greyish.

white silvery scale. Rubbing them after gencly removing the scale reveals pine

point bleeding from the dilated, superhicial capillaries (Auspitz’ sign). These

dilared capillaries in the dermis can be seen on hiscological examination of a pso-

ratic plague.

Guttate psoriasis

Guetate or ‘raindrop’ psoriasis is commoner in children than inadules, and pre-
sents as multiple small psoriatic lesions mainly on che ceank. This pactern is fre-

Fig. 5.1 Pionatic and normal skin
comparcd

Key points
Find out whar each individual

patsent with psoriasis hopes o
achieve (rom treatment and develop
a feasible trearmene plan together.
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Fig. $.2 Claiic unireared lesions of proriain
witlgern. These kions are cammonly seem ca
the knees. elbows, and isrum, and presens o
Plaques ropped by white o aibvery sceies

Fig. 5.3 Putiaan of thr elbown dhomng

seriking eeyitems and waling

quently preceded by a streproceccal throar infection Fig. 580, e is guite common
for a young patient to have only one episode of guttate psoriasis and thercafter no
further problems. YViroually all affecged patients carry the HLA-CW G ancigen,



Seborrhoeic psoriasis

Seborrhoeic psoriasis or psoriasis inversus describe psoriatic lesions in the
body folds, especially the groins, axillag, and infra-mammary regions. Diagnosis
may be difficult on borh clinical and histological grounds, as che erythema and
scaling can be very similar to thar seen in seborrhocic dermatiens. Similaely, nap-
kin psoriasis in infants rends o involve che creases inothe groin and is seen as
red arcas with associared fine scaling, rather than the classic more elearly demar-
cated psoriatic plagque. Psoriasis imvolving the body Aexures can be difficule to
trear as ir is easily irritared by opical tars and dithranol, which are very effec-
tive in ocher sices.

Fig. 5.4 Psoniais of vhe scalp. This can be
dliificuls vo oreat and can caase some hair
thinming

Fig. 3.3 Paoriatic plagues on the back of an
imdivedual with coloured skin,
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Fig. 4.7 Estcraive puoristic plapae devebop-

ing on the trunk sfer chicken paox
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Fig. 5.8 Extensive guttate paoriasis

Erythrodermic psoriasis

Erythroder mic paorinsis presents as an extensive eryehema of the entire body sur-
face wach, ar cimes, very few classical scaling psoriacic lesions (Fig. 5.9). Grossly
increased blood fow through che skin may lead oo loss of thermoregulation and

o high ourpur cardiac failure.

Fig. 5.9 BErythrodermic psonasis involving
mainly the lower pare of the abdominal skin.
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Fig- 5.10 Close-up of an expunding plegue
of prastular proriss thowing clase
prntulation ar the edge of the leien

Pustular psoriosis

Pustular psoriasis refers to varicties of psoriasis in which sterile pustules are pre-
senr. Pustules tend o appear ac the advancing edge of psoriatic lesions (Fig: 5.10%
They may also be seen in erythredermic psoriasis, and the combination of exten-
sive erythroderma and sterile pustules is wermed the von Zumbusch type of pus-
tuler psoriasis, o serious and, ac times, life-threatening variery, due to associated
fluid and elecreolyee imbalance and high eurpue cardiac failure,

Pustular paoriasis may alse be seen as @ non-life-threatening, bur excremely
chironic variant, on the palms and soles. These lesions respond poorly to current-
Iy available therapy (Fig. 5.11) There is a view and also generic evidence to
suggest thar this condiezon, also called palmo plantar pustolasis, is distince from
peeriasis and should be considered separately. However, some anri psoriaric
therapies are cifective.

Scalp involvement

Paoriasis of ehe scalp is seen as thick, obvious scaling and redness, often mast obvi-
ous at the hairline and behind the cars, Some paticnts with long-standing scalp
prorisis develop a degree of hair chinning, but it is not clear whether chis is due
o the psoriatic lesion or wo treatment.

Nail imvolvemean)

A proportion of patients with long-standing psoriasis develop nail changes,
including small pits on

the mail plate and separation of part of the nail from the



nail bed (onycholysis) with sub-ungual hyperkerarosis. Discoloracion of the nail
resembling grease spots is also seen (Figs 5.12=5. 14). These patients have a higher
incidence of pseratic archropachy.

Psorintic arthrapaithy

This i a distinctive seronegative arthroparhy usually seen in patients wich escab-
lished curaneous lesions of psoriasis, The sacro-iliac and distal incer-phalangeal
joints are most commonly involved, bue any joine may be affecoed by chis muri-
laring varicey of arthropachy. A higher incidence of archropachy s seen in those
with psoriatic nail changes. Occasionally, psoriatic arehropathy is diagnesed in the
absence of overt skin lesions, bur this is rare and octher causes of archropachy must
first be carefully excluded. Many of the newer anci-cytokine and immunomodu-
lating approaches to psoringis creatment have initially Been found to be effective
in peoriacic arthropathy and subsequently used incrials of curancous lesions.

Many pavients wich aceively developing psoriasis lesions complan of pruritus.
Scrarching may canse fresh lesions due ro the Kocbner phenomenon. Afrer che ficse
attack of psoriasis, relapses and remissions are frequent. A few fortunate individu-
als, after a single episode of gurtare psoriasis, encer an almost complece and pro-
Ionged remission, More commonly, however, mild involvement of the scalp, knees,
and elbows persists with, ar varying intervals, episodes of more widespread
invalvement. Some psoriatics find their lesions improve over che years, whilse in
gthers the process bocomes more widespread and croublesome. Childhood psoria-
sis, although bess prevalent than in adulis, tends to be both peesistent and difficule
10 Eret,
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Fig. 5.11 Pustular psariagis of the sobes. The
pustudes are soerile,
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Differentiol diagnosis

The differential dizgnosis of psoriasis includes many scaling skin conditions, par-
cicularly those associced with underlyving inflammacion. Eczema {p. 97) is usual-
Iy wery pruritic and there i maore infammation than scaling. The diseribueion of
ehe lesions is also uswally o clue to the diagnosis, as ecaema tends o affect the fex-
ures. In most cases of ichthyoses, there is very linele iech and a los of scaling with



licele inflammacion (p. 853). Reiver’s disease (p. 170) can usually be excluded i ehe
absence of genitourinary, rheumatological, or gascro-inestinal complaings. The
histological fearures are diagnoscic in lichenoid reaccions including lichen planus
(p. 78) 50 if in doubr a biopsy is justified. Biopsy and hisrological examination
will usually differentiare sebharrhoeic dermaricis, picyriasis rosea, and picyrinsis
rubira pilaris from psoriasis.

Be cautious abour diagnosing an isolared plaque on the tunk of an elderly
patient as psoriasis. Bowen's disease (p. 339) may look very similar. Once again, a
biopsy will establish che correct diagnosis.

Investigations

Patients presenting wich classic plagque psoriasis can easily be diagnosed on clini-
cal grounds and a biopsy is not indicated unless there is clinical doube.
Occasionally, particularly when the presenting feature is a scaling lesion of the
palm, taking scrapings for mycological examination to exclude a fungal infecrion
i andvisable,

In any patient wich psoriasis and joine pain, radiological examination, and k-
ing blood samples for cheumatoid factor and antinuclear antibody assessment will
help differentiate rheumarcid archritis from psoriacic archricis. Pacienes wich pso-
ratic archritis have a seronegative archropathy, and the small joines of the Angers
are frequently involved,

Treatment

In considering appropriate treatment for a pacient with psoriasis it is cssential o
consider:

* the pacient’s age and gencral health, including, if female, plans for pregnancy;
* the type of psorinsis;
* the body surface area invalved and the areas worst alfeceed;
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Fig. 5.14 Severe desructive psonusi of the
finger naila

Key points
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+ the previous crearments used and cheir success or failure;

* what the patient hopes for and needs o achieve for their life-scyle.

This last point is important and should be discussed with the pacient at their firse
visit. An elderly patient with knee and elbow problems may only wish o spend
time applying ropical therapy for 2 or 3 weeks before an annual holiday, whereas
a 20-year-old baller dancer will need ro keep her skin complecely clear in order o
pursue her career.

Itis imporrant at the time of the firse consultation toexplain ro che patient che:
usually chronic nature of psoriasis and the face that currencly available treacments:
control, racher than cure the disease. The need for the patient’s own active involve-
ment, and possibly also thar of o relative, m topical trearment should be
explained

Recently, there have been atcempts to quantitate the degree of dermatological
disability caused by 2 number of skin conditions. The psoriasis disability index is
a well developed questionnaire on such items as time lost from worls, inferper-
sonal relationships, and other problems thar were found on a much maore decailed

questionnaire to be the most common problems affecting the majornity of psorio-
si% patients, This questionnaire administered before and after creagment can give
some puide ro the patient’s view of the value of his treacment.

Many patients have unspoken fears thay cheir psorinsis is infectious, or a form
of cancer, of even borth of these. The diffecence berween an inherired suscepribili-
ty, which is present in psorinsis, and truly contagious infection, such as impetigo
mey require explanation and the vuly non-maligrane and  non-premalignant
neture of peoriasis should be emphastzed.

Clear, wseful parient informatien sheers are available on psoriasis. These ane
helpful and will reinforce the insorections given at the original consulracion s
much of this may be quickly forgorcen.

Once the nature of the disease is fully understood, many patients with mild
paoriasis may prefer o leave small plagues on knees and elbows unoreated. There
it no evidence thae this will couse extension of psoriasis and it i5 an enrirely
acceprable oprion. A mild emollient, such as emulsifying cintment BP or white
st T!'.‘l!"'.l.rllltl... will minimize :u;_:':ing.

The majority of parients with psoriasis, however, will want a more active treat-
ment programme,. Methods af manging psoriasis have sdvanced :ﬂmkhﬁllﬂ? in
the past few years, and the range of available ropical and syscemic therapics are
itemnized in Table 5.1 and examples of cheir use in Table 5.2,

For many patients topical therapy will be appropriate and relacively free of o=
icivy. Some imitial help may well be needed o demonsorace exaccly how o apply
topical preparations, particularly those containing dithranol in cheir own homes,
and it is very useful 1o arrange o practical hands on demonseracion by a crained
dermarological nurse of exscly how 1o use the creams and ointments prescribed,
and what dressings wo use, Initial application of ropical preparations wich advice

il an Out-patient Ratment centre of peoriasis day-care centre will help compli-
ance when the paticnt has 1o carry out treatment o their own hame.

A small number of paticnes with very persistent large plagque psoriasis, or pus-
tular peoriasis, o the eryehrodermic variane will require in-paient care, but with



5.1 Topical and systemic preparations of value in
the management of psoriasis

Therapy. Proparacion
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Topeal

Sydtemic

Dirhranad =hased

Salleylic acicd

Togrcal sucmics

Caleiparriol

Uteravioles lighs

LI B-nagaral
:.unl'tghl:
wavelengrhs
Photochemotherapy
(Psoralens « LIVA
= PLIVA}

Cyrotoxic drugs
{met hotrexarte,
ararhogrineg,
hydroxyuinea)
Retinoad group
of drugs
acetredin

{Meotigason)

Cyclosporin
{(Meoral)

Cytakine
maodplanors
Immune

madulating agencs

Long-term wafery data
TEESTUTNE

Lang-term safery das

rERSAUTInE

Liseful parricularly for
wealpa, and hyperkerarocic
palms and soles

Clean aned cosmerically
accaprable

Cosmetically scoeprable

Coametically accepeable

Cosmetically accepeable

Rapadly effecrive

Effective. in 505 of
chronic plague paoriass.
Very effective in 8066 of
pusiular prociasis of
palms and soles
Effeceive

Leeful in baeh ghin 2nd
jing discase
Encoursging carly resulrs

Some staining and irritation
commuon, Difficule for

U= PIT LETT Ls

Messy and cosmaceically rela
tively unacceprable, Rocens
concern abionst carcinbgenicity
Panger of salicylicism il high
concentrations used on large
arcas of the body

Chaly moderute potency
mpl:dﬂ:. Bask of voerical
side cffeoes with more potent
peparations

Very uieful in primary care
bar of value vnq'lJ.:p inmild o
mislerate puogiasis. Tends to
imprave, bue not completely
clear lesions

Unknown fucere risk of
malignancy.

Improvement in psotiatic
lesians genks ro be associared
with ssme erythema,
Behnite risk of malignancy
{squamous cell cascinoma) in
patients wha have had mare
than H0H rrearments
Teratogenicity. Lives. martow
and renal :nxiﬂif.y

Terogenicity. Raised
Cheilirs, Bony changes
seru lipids.

Rapid rebound on stopping
Efcatiment.

Risk of permanent renal
damage.

Somie current coacern abowt
side effeces

Lirebe dara as yer on toxicity

Pericst

89



3nayip L3as suoneredand

Ay jo Lapents peandag jo n Juroy
panasduat i payiiamine sy . FATIT ATANE 3t
Ao £3t3eeoa Stwediy ajqresog SEXINGIAD SISO LISEI JIUOA[ AP ZL paiie apegy
YA Jo 5
[eia1:3g3 e samsodee A
JE 3P SR 0 PIOSST aEmmAsT
e a0 o [EIAASED 41 3 “Anuay Aedesays o o ST rAEIgIp ey
VAN 08 350 Ljqruasead 531 Hein o “egcdiogdio @ tiduag pesnrdiaw- g uoEepT
wared a £juo asrudacddy VA 20f saprtas frandsong 3330 snog sibed pedepny . 50 PRI
Sdeasy ursansase sl )
A3 "Ry IENG |1 TPIINE
prade dny npssanoes 20U 5 qol Furso] 3380 a0
o rasdas jo Ay Hupsnes suotsa| pury suga) arpnend atasag {2k pade ey
ameudaad Aprp smune g ‘g o sdn
U0 07 1AL A U0 |PIEIEI TACION L0 Al
2op'azeysdomdde 8 1rsmumran 1§ s (olssdiages 4z patie
IpaiLs 2 qrjTEsE (TN 0a) [eiido po [eian area Kimng Agiumy iy o0 S, IR PRI
wrs0g ey pun urjprand yos g pdiam o suretsd yo
SIPAIN 3000 IALIASE 30] 3y ] aieara sk aRgaEp e iy Bupeay g gy o pee doyg
Tudlitd

EINRHIFULEDTY

augEaa

sunirsapising eoady

sisTng g jo s

sastues o Jusdap u sadin auasagpip jo siserosd Jop aunweaa jo sapdwessy 270 SR



newer maore effecoive systemic anti-psornanc agenes, this number is dwindling

steadily.

Tapical therapy

This 15 the main form of creacmenct for the great majoricy of PROFIAsis pacients,
Appropriate preparations include:

* emllients:

* [AF prEjRIGLLIONS;

* dithranol preparacions;

* cabciperiol and ocher vitamin D-based Preparations,

v salicylic acid prepantions;

* ropical steroids:

* wvaripus combination of the above.

ienfs

Emollients are of greac value in psonasis in reducing scaling, and preventing che
development of cracks and hacks, particularly on the palms and soles. Patients
should be given a pack af small samples of several emollients to try and choose che
most effecrive for their skin, Usually, a lighter preparation is preferred for che
trunk and limbs, and a heavier one for the hands and feer, This will reduce scal-
ing, bue will nor affect erythema or prevent new plagues developing. Evidence-
baseid studies are lacking, buc emollients are worth recommending on ehe grounds
thar chey have virtually no side effects and are likely to produce ar least cosmesic
Improvement,

far preparations

These have been used ro trear psoriasis for over 100 years and appear 1o have anti-
mitotic activicy, They are relacively cosmetically unacceprable and their use is
therefore declining, They are available as creams, pastes, and oinements, and need
o be covered with stockiner dressings, Evidence-based dermarology and recent
comparative clinical crinls suggese thar the maximum benefit from copical tar will
be achieved by concentrations no higher chan 55, and that there i no logical rea-
son to use higher concentrations, which are messy, and srain both elothing and
bedding, A few patients develop a sterile folliculitis when tar is applied o hair-
bearing areas. This is self-liminng,

The tradicional Goeckermann regime includes che use of both tar and
ulcravioler light (LIWB), and there is some evidence to suggest thar the combi-
nation of UVEB and car will clear psoriatic plaques more quickly than either
alone.

There are a number of cleaner proprieary tar preparations available. These are
slighely less effective than crude coal tar preparations, bue for out-patient use this
is more than compensated for by their cosmeric accepaability, These include 5%
tar and 29 allancoin in a ‘vanishing cream’ base (Alphosyl), Clinitar, Pragmarar;
10%% tar in a warer miscible base (Carbodome), and Zetar (USAY,
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Dittranol (onthrolin)

Preparations containing dithranal ace in psoriasis by inhibiting mirosis and thus
stowing down the accelerared rare of keratinocyre division in pseriasis. They are
widely used and are useful for mast types of psoriasis. The concencration of dighra-
nol used may vary from 0.1 to 3% or higher in an appropriate base. This 15 com:
monly Lassar's paste (zine paste with 155 salicylic acid added), Tradicionally, this
paste has been applied to psoriatic plaques nighe and morming under a stockinet
mauze dressing after protecting the surrounding normal skin wich whice soft
paraffin; & very important point in patient education, s normal RO -PAOEIL LT skin
15 easily irrarared by dichranol.

The Ingram regime combines topical dighranol applications with tar bachs and
ultravioler lighe therapy (UVB), This treatmenc is safe and effeccive, with psori-
atic plagues clearing in 2-3 weeks. As the psoriatic lesions clear, thie skin may
temporarily become stained o grey-brown colour. This staining wears off 7-10
days after stopping rreatment.

Ready-prepared dithranol preparations in the UK include a range of concen-
trations of dithranol in Dichrocream, Micanol, and Psorin. In the LISA, an equiv-
alent proprietary preparation is Drithocream.

Dithronol — short conloct freafment

A patient-aceeptable and effecrive method of applying dithranal is by the ‘sherc
coneact’ technigque, which is based on the observation thae dithranol applied to
plagues of psoriasis remains on the psoriatic epidermis in small guantities even
afrer washing. Evidence-based studies suggest no significant therapeuric benefit of
short contact over conventional dithranol applicarion, bure che greater convenienoe
of the shore contace approach is in is fvour.

In the short contact regime, the patient applies the appropriate concencration
of dithranal (usually berween 0.25 and 195) to his skin for 10-30 minutes daily,
and after this time bathes or showers o remove all visible dichranol, This can be
done in the early moming or lare evening, amd is a very convenienc approach,
avoiding the need for dressings ar staining of clothing.

Comparative studies have shown thar this approach will resule in a slightly
longer time taken to clear the lesions than cradicional 24-hour congact wich ban-
daging, but the greater convenience of shore contact therapy compensares for this
for mose Paticnes,

Salicylic acid-contoining preparations

Thise are most commenly used on the scalp, and on very thick hyperkeratotic
arcas o the palms and soles. Salicylic acid is a keratolyeic and can be used on the
sealp in concentrations up to 10-205 in aqueous cream or emulsifying oinement,

and in lower concentrations for the palms and soles, Cocois, lonil T, and psorin all
contain salicylic acid,

lopical steroids
Topical steroids are very usetul in the management of psoriasis in cermin body

SIS, 5"'“'5 topical steropds should not, however, be the rnninsl:u.}- al trearment of
chronic plaque pioriasis. Although the plaques will inieially respond, many



parients will subsequently develop ‘unstable’ or erythrodermic proriasis. Other
problems of inappropriate long-term steroid use are described on p. 298,

Moderate porency wopical steroids are useful for che management of fAexural
psofuasis provided the duration of wse and quantities prescribed are controlled.
Pustular psormsis of che palms and soles may respond o stronger topical
steroids—ior example, beclomechasone dipropionace (Propaderm) or fluocinolone
sceronide (Synalari—and here also the quanticy of sceroid vsed and che duration
of treatmeni should be carefully monicored.

Combinations of topical steroids and other anei-psoriatic preparations
described above can be useful. The combinacion of a topical steroid and salicylic
acid (Diprosalic) is useful as a lotion for stubborn scalp psoriasis.

Crher steroid-contmning gels and' lotions {lor example, Betnovate scalp appli-
carion, synalar gel) are clean and casy ro use, bur quanticies prescribed should be
reviewed regularly and, in the cnse of chronic persistent lesions, alternatives such
as Corois (129 coal rar solurion, 29 salicylic acid, 4% precipitaced sulphur in
coconut ol and wax) considered.

Vitarnin [ derivatives (colcipatriol. colcipotriene, tacalcitol, calcitriol)

A number of vitamin I3 analogues are now available for topical use. They appear
to have very liede effece in mobilizing the body’s calcium stores and, cherefore,
hypercalcaemin has only been observed o/ dare in patients who have used very
large quancicies for long penods of oome. They ace by promoting normal epider-
mal differentiation, and a large systematic review suggeses thar chiey are ac least as
elfeceive as topical steroids tars and dithranol, and much more cosmetically
acceprable. Patients using topical vitamin ) analogues notice a rapid reduction in
scaling of their psoriatic plagues and a slower reduccion in underlying erythema,
which does not always clear complerely. They have the advantage of being clean
and odour free, and are therefore justifiably popular for ouc-pacient use. The cur-
rent recommendation is that no more than 100 g weekly should be used to avoid
any risk of hypercalcacmia.

A popular and patient-acceptable currene combination 15 1o alternate a topical
vitamin [ derivative with a topical steroid, to reduce the irritane affece of the
vieamin 3 preparation, and to minimize the undesirable atrophogenic effect of
topical steroid, Current available preparations include acalcitol (Curatederm),
calcitriod (Silkis), and calcipotriol (Dovonex).

fopical refinoids (e.g. fozarotene)

Topical retinoids may help promote differentiation of psoriaric skin and mndom-
ized controlled crials have shown shorr-term benehic, but with some irrtation
of the normal skin around the psoriatic plague, particularly in very fic skinned
mdividuals, Tazarotene (Zorac) is currencly available. Because of concern about
possible percutancous absorprion, chis should noc be prescribed for pregnanc or
porentially pregnane young women, as there is a risk of foetal malformation,

Ulfraviolet fight (UVB)

The actson of both tar and dithranel is enhanced by expesure to ulcravioler lighe
m the UVE range (280-315 nm). These are the predominane wavelengths Sound

Proriass
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in naeural sunlight, and are usually administered in carefully measured doses from
appropriaie light sources in the Goeckermann regime wich tar or the Ingram
regime with dithranol. Well-controlled studies suggest a definice advantage for
dithranol and UVE in the Ingram regime compared with dithranol alone,

Narrow band UVB. using rubes emitting uleravicler radiation only in the
510-312-nm range, is even more effective in rapidly clearing psorintic plaques
than broad band UVB, and is currently the UVE regime of choice either singly of
in combinacion.

Shampoos

While it is raditional to prescribe tar-based and salicylic acid coneaining sham-
poos for mild psoriasis, there is livele proof of their efficacy by comparison with
regular use of a standard shampoo, Some patients find them soothing, but to be
effeceive they muse be left in contact with che scalp for several minutes. In many
countnes rar-conraning shampoos are only available on prescriprion because of
the theorezical risk of carcinopenesis,

Systemic fherapy

* PUVA photochemotherapy

* Oral recinoids

= Merhorrexare

* Cyclosporin

* Hydrosyurea

*  Bystemic steronds

* Mycophenolare moferil

* Anticytokine expenmencal drugs

*  Experimental drugs which inhibic T cell activation

While topical therapy, properly applied, will conerol the grear majority of psoriac-
it lesions, a small propartion of parients will require systemic cherapy. These will
usually be patients who are under che regular supervision of a dermatologise eicher
as an out-patient or for shory periods as an in-patient,

The choices here lie between photechemotherapy (PUVA), the retinoid group
aof drugs (currencly only available in the UK on hospital prescription), cytotoxic
drugs (including methotrexate and hydroxyurea), and che immunosuppressive
drugs cyclosporin or mycophenolate mofetil, These treatments should not be con=
sidered uneil a very adequace trial of copical reearment has failed. Mone are safe for
women in the child-bearing years withoue adequate (usually oml) contraception.
Systermic steroids should only very rarely be used o conerol psoriasis. Alchough
imitially effective, the dosage necded o maintain control rises steadily and
patients end up suifering more (rom the side effoos of systemic steroid cherapy
than they ever would from psoriasis:

At present a large number of experimental immunemedulating drugs are in
erial for pasients with psoriatic arthropathy or severe cutancous psoriasis. These
can be broadly divided into those thar reduce the number of pathogenic T cells,



thiose which inhibic T cell acrivarion and migracion, those which redirece the
immune systermn and chose with anti-cyrokine activity. Some of these show impres-

sive shore-term benefit, but longer-term efficacy and side effect profiles are not yer
i.|.|||:\.' established.

sequent total body exposure 2 hours lacer to uleraviolet lighe in cthe LIVA range
365 nm; paorlen + UVA = PUVA)Y in a specially designed cabiner (Fig.
This form of therapy should only be used for clearing psoriasis—induction

y. Growing evidence of the increased risk of both melanoma and non-
FRO '.1.'||| cander .|_1-;|:s-{'|;|'rg'n:i el |:|'|.|_;|'| flm:- |ulig-l|’:rm PUVA means thar

iintenance PUYA thesapy cannor be recommended, and that an upper lifetime
limit of 1000 Jfm® prescribed UVA is regarded as che maximum safe roral lifecime
dose

The combination of both oral retinoids and PUVA—RePUVA—is for some
patients an effective methed of psoriasis control, which allows lower doses of both
UV and recinoids to be given. The normal pateern is o starc oral recinoid cneat-
ment 10-14 days before introducing PUVA.

Psoralen is deposited in the lens of the eve, and PUVA-treared paciencs musst
therefore wear dark glasses during reearment and for 24 hours chereafeer.

[-.l.s.rr{':m TEVIEWS nl:' PSOriass |:||1,'u|:|:i<':\. an rn-;,:l.llilf vige show a ih-afj‘r dl‘:\tll-nl.‘ iI'I. [h{'
number of patients with psoriasis receiving PUVA therapy, probably due to che
now well-established carcinogenicity risk

Key frofnts

PLIVA cherapy for pooriasis carres
a future fisk of skin cancer.

Fig. $.1% A eypical plenecehematherspy
(PLIVAS calvinet.
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Xy potess
Oral retinoids are not suisable
antipsonatic therapy for women of

Patinoids

Retineids are synchetic vitamin A-like derivatives. The recinoid currently com-
mercially available and most effective for disorders of keratinizacion is acetrenin
(Meotigason, Meotegason), The exact mode of action is not understood, but i€ s
well recognized char vitamin A is necessary for normal keratinization. The usual
starting dose is 25-30 mg orally daily for 2= weeks. Some heavier patients will
requuire a slightly higher dose. Meotigason can be used relacively long-term co o=
trol psosinsis, provided parients are carefully monitered. Minor side effects include
dr}'ing of the lips and nasal mucesa, and are casily dealc wich by the liberal wse of
emallients. Retinoids may be associated with elevarion of serum cholesterol and
triglycerides, and assessment of fsting lipids pre-trearmene and thereafer at 3-6-
month intervals is therefore wise.

The most impomant point i that retinoids are teratogenic, and char young
fermale patients muse use a omlly relisble form of concraception, both during
retinokd therapy and for 2 years after cessation of therapy, as retinoids can be stored
for long periods in the body fat. This means char cral retinoids are ot appropriate
paariasis cherapy for a younger fermale whe has rot yer complered her family.

As indicared under PUVA, the combination of an ol [{rinnid and PUYA can
be effective, and reduce toral dose requirements of either prepararion.

1ofraxate

Mechotrexare is a very useful cytotoxic drug for control of severe psoriasis. Contral
can usuaily be obrained with relatively small doses given ar weekly intervals. Its
parzicular advantage is its speed of action, as improvement of psoriasis may b
seen within 48 hours of administration of methotrexare. It alse has che advantage
of having been in use for over 30 vears, so side effects are well established.

Methotrexate can be given onally, intramuscularly, or intravenously. The useal
dose required varies from 3 to 20 mg onlly once weekly. Careful monitoring of
hacmatological and hepatic funcrion is cssential. The maost likely side-cffeces are
marrow depression and hepatic fibrosis. Marrow depression is rare at the usual
doses. provided there are no adverse drug interactions, and liver damage is relat-
ed ro the cumularive total dose and o any past heparic problems, such as alcohol
excess. Patients starting methotrexate should be counselled abour aveiding or
mumrizing alcoholic intake, while on methotrexate.

If long-term methotrexate use is envisaged, a pre-therapy liver biopsy should
be considered, as ar present there are no non-invasive cests thao give the :ql,li.\'a-
lene information. This, however, has o be balanced against che face chac liver
biopsy irself has & recognized motbidity and even morality rate. Any patient who
develops abnormal liver funciion wests while on methotrexate should have
mecherrexate discontinued and the need for liver biopsy again be considered.
Fatients who are on long-term methorresate should alsa be considered for liver
biopsy when they eeach 2 cumularive total dese of 1.5 g

Drug interactions are particularly importane in patients on methetrexate, Mon-
steroidal anti-inflammatories, erimethoprimisulphonamides, and  syscemic
stcroids ane the main problems, and concomitant eherapy with these sheuld be
avoided in patients on methotrexate. Patients on methotrexate should Ciurry
patient information sheer and drug inreraction warning card,



Cyclosporin

Systemic cyclosporin is an effective mechod of controlling severe psoriasis. Ir is
given omally at a dose of 2= mgikg/day, which can be reduced ro a maintenance
dose of 0.5-1 mplkpiday as lesions clear. Inicially, psonaoe plaques will clear
rapidly, ofven wichin a week of starting crearment. However, psoriasis may recurn
juse us rapidly, when cyclosporin is withdrawn, Cyclosporin is thought to ace on
psorasis by inhibicion of calcinearin phosphacase. Ic is used mammly o achieve
shorr-term control of severe unseable psoriasis, as long-teem use is very often asso-
cinted wich coxicicy.

The main roxicity associated wich cyclosperin is renal damage and full cenal
function seudies should be carried out prior g0 commencing o patient on
cyclosporin. Blood pressure, serum creatinine, and urea should be measured and
tweo crentinine cleasance teses should be carried our. While on cyclosponin, blood
pressure sepum creatimine and urea should be measured moachly, and creatinine
clexrance repeated 3=6 monchly, The dose of cyclosporin should be reduced or
withdrawn if creatinine climbs more chan 25% above base line values andfor che
drsralic blood [pressurne exceeds 9% mm HE. Known dr‘uﬁ nteractions in che case
of cyclosporin include aminoglycosides; trimechoprim, ketotonazole, phenycoin,
rifampacin, sonuid, and nonssterosdal anci-in Aammarories. Again, patients
should carry & patient informarion sheer and doug inceraction warning.
Hydroxyureg
This drug is rarely used in the management of psoriasis, and would nor normally be
considdered unless recinoids, cyclesponin, and methotrexate were inappropriate or
rrearment with these had failed. A G0 improvement in G0% of patients is report-
ed, The dose is 1 giday, and the main weicities are bone marrow depeession and rer-
atogenicity, Patients on hydroxyurea, therefore, need regular haemarological assess-
ment and females muse avoid pregnancy for & months afver stopping the drug,

Mycophenofate mofefil

This drug has been used for several years in transplancacion clinics to prevent
organ rejection. The success of cyclosporin in conerolling psoriasis led to teials of
mycophenolate mofecil in psoriasis, The dose of mycophenolate moferil (Cellcepe)
is up to 2 g orally daily, bur many pacients with psoriasis respond o much lower
doses. It is generally effective, bur takes 2—3 weeks co show benehie. Some pariencs
cannot tolerte mycophenolate mofetil due o severe nausea.

lmmune modtsialors Mt redice the numdber of patfiogenic I calls: Alefacent and
demiewkin difiiox

These drugs are fusion proteins Aleficepe combines the binding sire of lympho-
cyte funcrion associated antigen 3 with the Fc porcion of human IgG and
denilenkin diftites combines IL2 wich a subunic of diphthesia toxin, Corrent tri-
als show good responses with a reassuring safery profile.

Drugs that infilit T cell migration and octivation: Efolizumab

Tins i 2 humanized anci-CD 1 1x monoclonal antibody, which affects T eell adhe-
si0n and subsequent migration. Results o date are promising.

Pioricsis |
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Wharch for drug interaceions in
parients on long term methotrex-
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Key points

o lichen planus intenscly inchy,
flst-rogped papules ocour on the
inner side of the wrnis, lower legs,

Drugs Hiat divert e immeine system Recombivant i 10

IL 10 down-regulates the excessive TH' response characteristic of psoriasis, Trials
show an improvement in PAS] scores with no toxicicy

Cytokine modufoting agents Etanercept and infliimab

There is current intesest and enthusiasm for the experimental wse of rumour
necroais factor alpha inhibitors in severe psoriasis. These prepartions have shown
considerable benefic in patients with psoriatic arthropathy and cheir use has now
been extended to those with severe cutaneous psorinsis. Two currently available
preparations are etancrcepr (Enbreld given by subcuraneous injection and iniflise-
imab (Remicade) given by intravenous infusion, Both show dramaric improves
ments in lesions of psoriatic archropathy and severe curaneous psoriasis. However,
the side effect profile of these preparations is not yer fully escablished, and there
iz concern about serious infection, sepsis, and reactivation of tuberculosis. Careful
post-markering surveillance should establish ehe true risk/benchic mcio of chese
exciting new approaches to psorinsis concrol.

Monagement of psoriasis of the nofls
Severe nail involvement in psoriasis is probably impossible to crear in isolacion.

However, many systemic cherapies used for psorinsis produce ar leasc short-term
improvemnent in nail problems.

Manogement of psoriatic erthropathy
Pionatic arthropathy may respond, ar lease in pare, o systemic mechotréxate or 0o
cyclosporin, Patients with severe problems of both cutaneous and psoriatic
archropachy should b managed jointly by a dermarologise and rheamaralogist. It
15 obviously very important to avoid severe drug interactions wich systemic ther-
apv used for cutaneous psoriasis and non-steroidal anci-inflimmarories prescribed
for joine problems The anti-cytokine and immuone modulating agents discussed
above are likely to be used for these patients.

The Psoriasis Association has branches in many countries and puh“s.ht! useful

liverature for patients, Many psoriatics find membership of chis Association of
value (e-mail: mail@ psoriasis.demon.co.uk).

Lichen planus
Definition

This is a cutancous disorder with irchy, lar-topped papules most commonly seen
on the inner surfaces of the wrists and the lower legs. The mucous membeanes are

usually affected. Spontancous resolution usually rtakes place in a period of
3 monehs 1o 2 years,

Prevolence

This disease sccounts for 0.2-0 80 of dermarological out-patient consultations in
Britain and Morh America.



Aetiology

The cause of lichen planus is unknown. A drug eruption viccually indistinguish-
able from so-called idiopathic lichen planus can be precipirated by a wide varieey
of drugs and the lesions of scute graft-versus-host disease are also very similar.
Thes suggests thar the problem has an underlying immunelogical basis. Lichen
planus lesions can also be precipitated by trauma—ithe so-called Kocbner phe-
nomenon. There appears o be an associacion between lichen planus and primary
biliary cirrheosis in some series, bur the mechanism for chis asseciation if any is noc
understood

(linicol features
Classically, the onset is scute with intensely itchy, red or violer, shiny, far-ropped
papules. The flexor surfaces of wrises, the forearms and legs are the usual sices (Fig.
5.16). The oral mucous membrane is often affected with white, spongy, slighely
raised lesions, somerimes with a trabecular or lacy appearance, on the inner surfaces
ot the cheeks (Fig, 5.17). These lesions are commonly asympromaric and, unless
specifically looked for, they may well be missed, They are, however, an impartant
paint in establishing the diagnosis. Similar lesions may be seen on the genialia.
The curaneous lesions may persist for many months and charactenistically
develop a fime white neework on their surface—a paccern called Wickham's striae,
Pruritus generally tends to diminish in cime. Rarer variants of lichen planus
inc husele:

* an annular or linear patern;

Lamlmll 7

Fig. %16 Lichen 'Pl.lnu: seen on the clasic
site of the innee wist arca, Mote the bluishe
redd, Haz-copped papule with an overying
white nevwork. This pattern is ceferoed o as
Wickham's strise,
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Fig. 5.17 Lichen planus of rhe oral mocoos
meemibirines. Wede the white, web-live patterm
wn the inmer surise of the chook

* arrophac;
» uleerarive:
* hypenrophic forms.
All of these rend to be more persistent and resistant to therapy ehan che classical
npe.
Involvement of the nails is seen in abour 109 of patients, usually chose wich

the more chronic skin lesions: Fine ridging or grooving, severe dystrophy, and
even complete descruction of the nail bed may occur,

Pathology

The pathiology of lichen planus is that of the lichenoid tissue reacrion, o pattern
rhar is seen in a number of skin condirions, such as lichenoid drug eruptions.
‘Ligquefaction degeneration” or selective destruction of the basal layer of che epi-
dermis gives the dermo-epidermal junction a ragged, ‘saw-toothed” outline. A
mixed cell infilerare is seen in che papillary dermis. This infilerare varies in densi-
ty, but tends to be found in close conrace with the overlying epidermis and 1o con-
tain some free melanin, Discrete round deposics of amorphous pink macersal may
aluws be observed in the papillary dermis. These so-called ‘colloid bodies’ are
thought to consist of disintegrating bagal cells. There is a prominent, sometimes
wedpe-shaped, granular biyer, and the epidermis is chinned in the atrophic and
thickened in the hypertrophic form of the disease,

Immunofiuorescence studies show lange quancitics of immunoglobulin on the
colloid body surface. This s wsoally Ipgh and, although the resulting ‘bunch of
grapes’ immunotuorescent pattern is striking, ic ks not disgnoscic, as colloid bod-
ics can be seen inoa varieny of states associated wich bagal cell degeneration.

Differentiol diognosis

l-it".ir-‘n planus s normally fairly easily diagnosed on clinical grounds and histo-
logical confirmation is noe slways required. I is essential to take o good history



to exclude the possibilicy of a lichenoid enspeion duc cither o drugs (thiazides,
ant-muilarials, and gﬁ!d? af to external concact wich ;’ﬂ'u:}l:as,mphic colour devel-
opers, Occasionally, when the clinical picture resembles psoriasis, biopsy will be
required. Persistent ulcerative or hypertrophic lesions should also be biopsicd o
confiem che diagnosis.

Therapy

The most impartant aspect of oreacment of lichen planus for the patient is contral
of irch .’thxh.':r.u:n:'l'!,' potent I:::.pu.':ll sterosds are the most useful pmpm’n:ian. anc; for
pemistent inch, systemic sedacing anthisramines may help. Srubborn lesions associ-
areed with severe and persistent itch may respond to intra-lesional sceroad injections.

Some dermatologists advocare a short course of systemic steroids for carly
wvene cases, bue the evidence chac this is effective is lacking.

Syncheese recinoids given systemically have been reported o be of benefic in
some stsdies of trearment of severe cutancous or eral lichen planus and systemic
cyelosporin A has also been reported of benefic in a few cases, These drugs should
nit ke used in mildly icchy cases involving only a smiall surface area, as the con-
dition 15 wsually self=limicing in 3 4 monehs.

Pityriasis roseu
Definition

A selfclimiting disorder characterized by the development of asympromatic ery-
themarous scaling macules on the trunk.

Incidence and netiology

Pityriasis rosea is most commonly seen in children and young adults. An increased
incidence in spring and autumn, and oucbreaks in institurions suggest chatc an
infective agent, possibly viral, may be che actiological agent. Recent studies of
involvement of the human herpes viruses 6 and 7 have produced equivecal resules.

(linical features

The firse clinical lesion in pityriasis rosea is the herald patch, an isolared pink or
red pacch with a peripheral collarette of scale. This is usually seen on the trunk,
up to 1 week before the main eruption appears and is followed by the development
of oval macules, also with peripheral scaling, on the trunk, chighs, and upper
arms. The trunk lesions cend co have their long axes parallel to the ribs, giving a
so-called “Cheisemas tree’ distriburion of the lesions (Fig. 5.18), Involvement of
the hands, feer, or scalp is rare, and' lesions are usually asympromaric although
there may ke mild pruritus,

Piryriasis rosea generally remits spontancously in 4-8 weeks, but atypical or
severe forms may lase longer.

Pathology

This 15 non-diagnostic, and an accurare history and carelul elinical examination
are more reliable aids to diagnosis, [Fa biopsy is performed a moderarely dense,

Key points

Picyriasis rosea is self-limiting,
usually affeces che young, and
causes avympromatic, oval macules
on the crunk, upper acms, and,
ehighs.
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Fig. 5,18 Piryriasis resen with cypical
involvement of the truak. Second
it an mmporrens diferenzial desgnagdi (o

Comnider

mainly lymphocytic dermal infilcrate, papillary oedema, and a few excravasaced
red blood cells may be seen. Spongicsis may be seen in the cpidermis ac che
edge of & developing lesion, This histological picture is very similar to chae of

secondary. syphilis. Scrological teses will differentiare berween the two
conditions.

Differentiol dingnosis

Seconcary syphilis, drug eruptions, pityciasis versicolor, and occasionally gutrare
psorissis may all cause confusion. Serological studies will exclude syphilis and
negative mycological examination will exclude pityriasis versicolor. A good his-
rory will eliminzee a drug eruprion and, occasionally, a biopsy may be required o

rule out psoriasis.

Theropy

Irch can be relieved by a moderate potency topical steroid until the lesions clear
spontanecusly.

Pityriasis rubra pilaris

Definition

A rare red scaly skin condition with characreristic papuoles concenerated around
the hair follicles.

Incidence ond oetiology

Fityriasis rubra pilaris (PRP) is uncommeon, There are several clinical variancs
including a familial type with autosomal dominant inheritance. The couse is not
et known. Iv can easily be confused clinically with psoriasis.



(hinical features

In eypical cases chere is, on the crunk, extensive erychema in which eccasional
iglands of normal skin can be seen. Follicutar papules, said to look like a nugmeg
pracer, appear on the backs of the fingers, and a seriking yellow-coloured hypee-
keratosis dlevelops on the palms and soles (Fig. 5.19) There are no symptoms
and the patient is well.

The condition wsually clears spontancously in 6 months to 2 years.

Pathology

There 1 hyperkeratosis and parakerarosis sround hair follicle openings, a mild
inflammarory infilerare in the papillary decmis, and apparent enlargement of che
arreceor pili muscles.

This is a non-specific picture and diagnosis should be based on clinical, rather
than un hiseological appearances.

Differential diognosis
Occasonally, a biopsy will be necded o differentiate between PRP, and either
peoriasis of seborrhoeic dermanitis,

Therapy

This is difficult and unsacisfacrory. A propaortion of pavients do well on aceeretin
(neotigason) 2030 mgiday for 4 monchs or less if the condition resolves. Low
doses of oral methotrexare 5-15 mg weekly may also be helpful. Topical treat-
ment with a keratolytic containing 2% salicylic acid may be useful to help reduce
hyperkeratosis of the palms and soles, and moderare potency topical steroid may
reduce irch. PRI does not respond well to oral steroids.
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Fig. 5,09 Palms in pityniasis tubca pilatis,
shewing typical thickened yellow appranace
of the epidermis.
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Darier’s disense

Definition _
A genetically devermined disease characterized by abnormal keratinization M
mainly on che hair follicles and causing a greasy, reddish-brown papular ecuption.

Aetiology ond incidence

The gene for Darier’s discase is situared on the long arm of chromosome 12 i'I'd
is the ATP2A2 gene thae codes for the sarcoplasmic/endoplasmic u:mlﬂ.ﬂl
calcium ATPase, SERCA A2, The disease is cransmiteed by aurosomal demi-
nant inheritance, but as many patients have a negacive family history, new

mutations appear to be common. The reported prevalence varies from 1/30,000
to 1/100,000,

Clinical features

Darier's disease is usually firse seen in young adules as greasy brown papules on the
chest and scapular area, lc may be aggravared by sunlight and may have an acute
onset after sunburn (Fig. 5.20). Small pits on the skin of the palm of the hand and
irregular nicks ar the distal end of the nails are also present (Fig. 5.21). Curancous.
infections with herpes simplex may give rise to very severe widespread infection—
so-called Kaposi's varicelliform eruption in paticnts wich Darier’s disease, sug-
gesting thae they have a localized immune defece.




Pl

Pathology

Abnormalicies of keratinocytes are seen in the lower layers of the epidermis,
Prematurely keratinized cells {corps ronds) and digtoreed keratinocyte nuclei
{"grains’) are seen causing parckeatosis.

Treatment

Some pacients with very mild Darier’s disease may require no specific erearment.
For others, with the more severe forms of the disease, acerrenin (Neorigason)
20 meiday is very effective. As with the treatment of severe psormsis with
retinoids, caurion must be taken toensure char the dreg i5 not given to pregnant
wodnen, and that contraceprion is maintained for a minimum of 2 years after stop-
ping the drug because of temtogenicity and a long half-life of acecretin. Cheilicis
is & common minos side effect and remporary elevation of rriglveerides may occur,
particularly if the patient 15 obese,

Moderate potency topical steroids for irch and salicylie acid preparations o
reduce scaling have largely been superseded by the retinoids.

The Ichthyoses
Definition

Dyisorders of keratinization, usually genetically detecmined, charsceerized by
excessively dry and visibly sealy skin. There may also be associted erythema
and in the neonate some of these conditions may present as a blistering
problem.

Cureently, two groups of relatively rare skin problems, the ichrhyoses and the
inherived group of blistering disorders, epidermolysis bullosa, are arrmaceing
considerable acrencion from gepeticists and molecular biologists, Mutations
associated wich subtypes of these owo groups of skin diseases are being reported
with increasing frequency. These developments clearly increase our academic
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Fig- 522 Avwoscenal dominang ichilyoss
Fine, whitc sales e mosy prefuie on the
gt abina

knowledge of chese diseases and it will be importane to see if this increased
knowledge ac the molecular level can be rranslared ro cherapy.

* aurosomal dominant ichehyosis vulgaris;

* autosomal recessive or lamellar ichehyosis;

* X-linked recessive ichthyosis;

= bullous ichthyosiform erychroderma (epidermolytic hyperkeratosis).

The majoricy of patients with ichthyosis present in infancy and childhoosl. The
remainder first show clinical signs of the condition in adolescence or adulc life. It
has been reported in some series that a propertion of patients with adule-gnset
ichthyesis may have an underlying neoplasm, usually of haematological origin,

Aufosomal dominant ichthyosis vulgoris

In the UK, autosomal dominant ichthyesis is common, having a prevalence. of
1:250 to 15300, There is an underlying disorder of keratinization seen on |J.Eh‘-'
microscopy as an absent epidermal granular layer,

Clinical fegtures

Affected children present in early childhood with a rough, dry skin, most marked

on the extensor surfaces of the arms and waorst in winter, The scales are fine and

white. Many children have rough, horny papules, seen best on the extensor sur-
faces of ehe upper arms, thoughr to be due to faulry: keratinization around hair fol-

licle openings (Fig. 5.22). The skin of paticnes wich aropic dermaritis is dry, but

the relarionship of this xerosis {dry skin) to true ichthyosis is uncerrain. Dominant




ichthyosis vulgaris tends o improve slowly during childhood and puberty. but
may also persise into adulc life.

Traatment

This depends on the use of lubricants and emulsifying preparations. Excessive use
of soap should be discouraged and emulsifying ointments subscitured, Water-
soluble oils should be added vo bach warer or used ‘after bathing. Preparations
containing urea ina water-miscible base may help to mainain adequate hydration
of the straoum. corneum, (for example, Calmurid), buc some patiencs complain of
ingense stinging for a few minutes after their application. Topical steroids should
not be vsed rourinely to lubricate dry skin.

Autosomal recessive or lomellar ichthyosis

A serious scaling condivion in which che infant may present at birgh in a
rransparent membrane, This infant is referred o as a collodion baby. There may
be serious associated ocular problems due to eccropion. The infane then develops
extensive thick scales on an underlying erythemarous base. Alopecia and nail
dystrophy are also common.

Some of these children have mutations in the gene coding for gluraminase on
chromoseme 14q11, while other assaciated murations have been reporeed on chro-
mosomes 2q, 3p, 17p, and 19p.

Trearmene is sympromaric with copious use of emollients and aveidance of
i:-'.'er-iwat:ng.

Sexdinked recessive ichthyosis (ichthyosis nigricans)
Frevalence and oetiology

This is very much rarer than che avrosomal dominane variery and, although che
fully developed disease is seen in males only, female heterczygotes may have mild
degrees of the condition, mainly on the lower legs. An associated abnormalicy is
u defciency of the enzyme steroid sulphatase seen in both affected children and
careier mothers. This enzyme deficiency can be detected in the placenta, bue does
nor appear to be associated with any increased incidence of perinaral problems,
although affecred mothers may give a history of excessively long labours, The gene
appears to be in the Xp22.32 locus

(linicol feafures

There are large, greasy, polygonal, yellow, or brown scales mainly on the trunk
{Fig. 5.23) and limbs with some sparing of che Aexures. There may be associated
ocular problems with corneal opacities.

Pathology

There is a sinking increase in the granular layer with a thickened overlying str-
EUEYY COrmEeLEm .

There i lictle tendency for the condition to improve with time. Removing the
scales wich abrasion and copious emollients are the wsual methods of controlling
the discase, Use of systemic retinoids has produced conflicting reports, but gene
transfer is a possible furure approach.

The Ichihyoses

ar

Key points
Diry skin needs emollicnts not
steroids
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Fig: 5.23 Ichabyosiv nigricans (ex-linled
schrbyois vulgariol, The scales are large,
Ereasy, aad yellowish in colpar,

Bullous ichthyosiform erythroderma

A rare disorder in which patients have boch erythrodermarous skin and blisters in
varying combinations. This condicion 15 inherited by autosomal dominane trans-
mission, and is caused by mutations in che genes for kerating 1 and 10 on chiros
mosomes | 2q and 17q;

Biopsy of affecred skin shows very chacaceeristic blister formation within the
epidermis, even if the area chosen for biopsy is nor clinically bullous. Affected
babies wsually have extensive blistering and desquamation ar birch, sometimes
giving rise to fuid balance problems. In later life, scaling on an erychemarous base
predominates,

Treatment

Liberal use of emollients is the best approach, Oral rerinoids have again not been.
uniformily successful.

Crther very rare ichehyotic conditions include those with systemic associntions
such as Refsum's syndrome, due to a specific defect in phyeanic acid metabolism,
and characeerized by ichthyosis, retinitis pigmentosa, and newrological defects.

Discussion of problem cases (see p. 55)

Case 5.1

The rmporant pomnes in this woman’s history are, firse, that she wishes for a cog-
mitically scceptzble methiad of contmlling her pioriasis and, sccondly, thae this
remecdy st not be teratogenic in viow of Ber wish o conceive. At Trer age, Cime 1%
net of her sice,
In general. in younger adults, it i prelerable to oy oo contral peoriasis with top-
scal crcavment as all spaemic approsthes to o riatis mamagerient have sanie toxic-
iey. PUVA can give rise 1o cutancnias i gnancies, methotrexare is toxic to the liver



Discussion of problem cases continued

and cyclosporin can cause renal toxicicy, All of these complications are relaged to the
cumulative total dose. so srarting systemic ercatment of any type as late in life as
possthle makes sense in the caze of a-chronic relapsing and remviceing disease. Nons
af the above systemic agents are safe for use in young women of child-bearing poten-
tial wha are nor raking full coneracepaive precautions, usually the oesl contraceptive.

Cheal retinoids are less toxie bo the p.‘lf‘ifl‘lt him of herelf 'nng term, hu: ang
absnlutely ruled oaic in chiswoman's case as they are potent ceracogens., In addition,
they are stored in the body, far for as long as 2 years afver discontinuation of osal
adrministranion, so if 4 36-year-old were given a retinoid she could st even atcempe
to conceive until she was 38, whecher or noc chis slm{ﬁﬁ:“y cleared her PEOFIALIS.

We, therefore, come to the choices of topical therapy in various combinations
with oe wichout added UVE therapy. Topical car iz effeceive, but messy to apply and
the cleaner propriciary tars end 1o be less cffective, Topical dichranol s eifecive,
bare meay ireivite the surmounding pormal skin and mise therefore be used with care.
Caleipotriol or calcipotriene is moderately effecrive, but rarely removes all craces of
[EEOTERSIS.

Any of these three preparations can be wsed in pssociation with VB mdicon
therapy, Currenr evidence suggrests char the use of norrow band UVB cherapy in the
S10-3 12 am range 15 more effective than broader band UY and has less cisk of long-
terem side effeces, parcicularly carcinogenesis, as lower cumulative el doses are
neccled,

Crur parient wanted @ fll discussion of che possible crearment oprions including
a full explanation as to why none of the ‘psoriasis pills' were appropriate for her, She
opted for a weak concencration of proprsetary dithranol (0.25% with gradually
increasing concentrations o 1.0% dichocrcam) This was applied as shorr-contace
ditheaned with the patent osing it for 20-30 punutes esch moming before shower-
ing and dressing for work. In addicion, she had o G-week course of narrow band UV B
therapy, amending three times a week after work ar the local our-patient trearment
centre. O chis regime her peoriasis cleared well and remained clear for the nexe 4
months, during which she had a 2-week Mediterranean holiday char was almose cec-
tainly of additional value in maincaining her elearance.

Six months later she returned with mild prosiass and 8 weeks pregnant. Her pso-
riasis remained viroually clear throughour pregnancy, quite a common observation, bur
fared again & weeks after delivery. A lurther course of VB ar the local our-patient
tecarment cencre cleared che lesions and did noc incerfers with boease fesding.

She asks you aboue the chances that her son will develop psormsis. How will you
reply

Cese 5.2

Thas ebderly gentleman lives alone and the nearcse dermatology out-parient treat-

ment centee 15 20 miles away. Mis prorissis 15 seriously affeceing his abilicy to con-

rinue to live independently and his arthritis makes ic very difficole for him o use

tojuical trearments, Possible approachies here would inchude:

L. Regular (chaily or 3= cimes a week) ropical applications with help from the local
diserice nurse or praceice nurse.
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Discussion of problem cases continued

2, Systemic trearment wich retinosds, mechorrexare, or cyclosporin A.

Inirially, a trial of district nurse management was conducted, She came in three -
nimes & week o belp in applying fist weak tar and chen caleipotriol. However, on
both of these soutines, his paosiasis fared and became irricable, Topical, moderate
potency steroids were also rried bur alsa with litgle benefir. Afrer some dix-tmh],'-
the patient was chen given & G-week trial of oral methotrexate, 10 myg weekly, once
it had been esrablished that his liver function was norenal and his creatinine clear-
ance sdequate for his age. He was counselled o avoad all aleohol, while he was IIR-
ing methotrexare. His psorissis cleared within 3 wecks on chis regime wich no
elevation of liver funcrion tests of serum ermatinine, or fall in whice cell coune, His
anthropathy also impeoved to the extent thag he planned his firse oliday in G years
He continues 1o take hix ol mechotrexare 10 mg onlly weekly under disorice nurse
siipervition, attends the general pracritioner monthly for liver funcrion rests and
white cell counes, and sees his local consultant dermatologise quarcerdy.

I What advice must chis patient be given abour drug ingerscoions and merhocrex-
ite?

W har ij:-tflﬁﬂ |r|1.'ut|5a.tinn should be considersd a5 o base line n pl.l!i!l'lﬂ-‘! in
whom you ane contemplating methotrexare cherapy long term?

L]

3. Whar are the risks and benefies of carrying our chis parcicular investi gation?

If this patient responds poorly to methotrexate, would you discuss cyrokine
inhibizors; .. THF alpa inhibitors with him?

Case 3.3

While the description of the lesions might suggest insece bites, they do not usually
last s long = 6 wecks. Again, the riming and duration of therapy do not suggest
that a drog enuption is a likely diagnosis. The sire of the lesions and che irch bach
wiggest lichen planus as a possible diagnosis. On examination, the patienc had white
patches in her mouth, A small punch biopsy was taken from the wrise and showed a
lichenoid tissue teactin, compaiible wich a diagnosis of lichen planus, The lesions
cheared slowly over the nexe 5 monchs during which moderate potency: copical
steroids were prescribed.,

Case 5.4

The history hefe supgeses the possibility of impetige complicating severe sunburn
of poasibly secondary virsl infection on pre-existing eczema. However, there is no
st persoral or family hiswery of eczema,

Swabs were takien for bacreriological and viral colrure, and the young man stare-
e on topical and systemic anti-staphylococcal ancibiorics. Twa days later the virol-
o reporeed & heavy growth of herpes simplex tppe 1| and he was starced on full
doses of sypseemic acyclovir, The infeceion cleared rapidly, leaving raised papules on
his back. A Biopsy of one of these showed disnuption of the epidermis with grains
and corps ronds. This pattern i diagnodeic of Dariee’s discase, Darier's disease
apspears frequently for the firs rime after sun damage, and is a condition associaced

with severe secondary b simplex infecrion or Kaposi's varicelliform eruprion, Whar
ather signs might this young man have?
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Special study module projects

1. Ask sz many parients as you can approach with prorinsis who you see in general
pracgice, in the our-patient depamment treatment centee, of in the dermatelogy
ward for 5 manuees of thear time. Prepare a briel 2-page questionnaire asking
how they feel abour cheir psoriasis and how this has affeceed thesr hives. Include
questions on femily problems, difficule sicuations at work, on holidays, on rela-
tinnslips with the opposite sex, and possible problems relating ro the hairdress-
erand buying cloches, Ask them if there was a complete cure for psonasis how
miuely ehvey woild be willing eo pay for ic, Relace the sum they quote ro cheir life-
style amd apparent incame.

What are the common feamares, and whar has chis study wold you about psorissis
and disabilizy?

Could any of the points brought up by chese patients you have spoken o be rel-
evant to any other dermatological conditions?

2. Make a lisc of the systemic drugs used in the managemenct of patienos wicth: pao-
riasis, Diraw up an appropriate information and drug interaction warning card for
patients wha are on each of these systemic thempies to carry. Think carefully
abowut any necessary regular investigations and how often chese should be done. IF
yvou were the general praceitionee of paticnts on these drogs, whar specific poines
wonld you book for in the leceer from che bocal dermarclogise,

Further reading

Bricish Associarion of Dermatologises (1995) Guedelines for the seansgewent of pationts with
poeriaiiy. BAD, London.

Carmza, C, (1994) Prerpesin, Blackwell Scienrific, Oxford.
Recnugk, H.H. and Mabach, H.L {eds) {19900 Prerrany, 2nd edn. Marcel Dekker, Mew York.
Van der Keekhof, P (ed ) { 1999 Texrboak of proviaiis, Blackwells, Oxiond.
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Dermatitis and eczema

Problem cases

Case 6.1

A young couple come e see you together ro ask for your help in creanng cheic firse
chilel, o bey now aped 9 months, who has had red apparently itrchy skin since the age
of 5 months. He is very irrigable, sleeps baclly, and sceatches continually. His parents
say they are desperate. Whar is the likely diagnosis, are any investigacions required,
unel how would you manage the child?

Case 6.2

A 28-year-odd postdocoml scienrist in your local Universicy consules you abour per-
sitrent dandruff, seicky eyes, a rash in the nasolabial fold, and a vague generalized
stch. He iswery concerned about scabies. What dingnosis docs this presen tation sug-
geit and what i your management plan®

Case 6.3

An V8-year-old hairdresser convales yvou aboue dry, scaly parches on che docsum of
her hands, which have developed over the pase yor, She starved hairdressing 2 years
apo and has a st his:w}- of asthma os o chald. She herelf blames the perm listsoin,
which comes into contact with ber skin even though she wears rubbser gloves mosc
of the time. Whae s che likely diagnesis and what investigations and creacment are
edicarecd?

Case 6.4

A G8year-odd, abese, retired ceacher consulos you abour dermarciois around her righe
ankle with obvious underlying varicose veins. The skin is red, arricable, and
inflarmed. She has been applying 2 cream co ic gaven o her by lier siscer, bur thinks
thar this may have made the problem worse. Whar investigarions and treatmene
might be appropriate hese?

Suggested dingnoses and creacment plans will be found onp. 127-8.

The variecies of eczema and dermatins thar will be discussed in ehis chapter are:

* awopic dermatitis;

* nummular dermaritis (discoid dermaritis);

* astearotic cczema (eczema craguelé);

* sehorrhoeie dermaritis;

* contact dermaritis: direce ieritane, including napkin dermarins and allergic
contalt dermaricis;

* dishydrotic eczema (pompholyx);

* neurodermatitis (circumscribed lichen simplex);

* prurigo nodularis;

* stasis demaricis.
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Key points
“The previlence of siopic desmatitis
has etsen steeply over the past

The terms dermatitis and eczema

The term dermaticis simply means inflammation of the skin and can be qualified
according o the likely cawse, bur cczema has no clear universally agreed definition.
In the pase; there has been a suggestion thar one could chink of this group of disos-
ders as either exogenous—due o an obvious external couse—or endogenous—ino
obvigus excernal cause and assimed 1o be due o genctic suscepeibilicy. This led to
the idea thar the term eczema should be used o describe endogenous problems and
dermacins for exogenous problems. This distinction has become amafical as we
understand berrer, for example, the interceion berween environmental and genetic
facrors in atopic dermaticis. For these reasons, most dermarologises prefer the rerm
dermarinis, rarher than eczema to describe this group of disorders, qualified by the
eype of dermaritis, as i is simply and clearly defined as infammation of the skin,
and the pathological appearance is also well eseablished.

Mechanisms of cutaneous inflammation

Cell marker studies have established char che T Iymphocyee is preferentially
recruited into the dermis and I.'Pi'l;lﬂ:'mii in the Erear majorcy af cutaneous inflam-
mutary processes, and in most siceations che CDG* helper T lymphocyoe is found
in much larger numbers than the CDE* T cyroroxic or suppressor subses, In
patients with atopic dermariris, the majority of these T helper lymphocyzes are of
the TH2 subser.

If eimed sequential biopsics are carried out of skin on which infammation has
been l:!l.'libcmttl}' induced, iJ-I.II}’I‘I’I'IJIEJI‘MJ“LH:IL"J[ |ruhoc}'||:-.5 will be found abour
4-G hours after applying the infammarory stimulus. By 24 howrs, viroually all the
cells present are lymphocyres. Boch lymphocyte function associaved antigen (LEA)
and gamma interferon are also expressed in che epidermis, and on cells in the pap-
illary dermus eacly in che dermaticis reaction. The role of tumour necrosis fector
alpha in these ingeractions is also currently under investigation.

The role of the Langerhans cell in the infammatory reaction in the skin and
particularly in che induction of allergic contact decmartitis, is now partly under-
stood. Langerhans cells can funcrion as antigen-presenting cells, although they are
not as efficient as macrophages. Porenrially antigenic materials absorbed through
the skin become bound o che surface of Langerhens cells, which can chen craffic
in the lymphatic system to the local draining lymph nodes, where che develop-
ment of o specifically sensitized clone of lymphocytes takes place, Whar is not
understond 15 the reason why any one contact with, for example, nickel, resules in
sensitization and subsequent contace dermaricis, while many other apparencly
identical events, both in other individuals and in the patient himself prior o his
developing dermurins, do nog

Acute, subacute, and chronic dermatitis

Dermaticis of any of the clinical varietics disoussed below may be acute, subacuce, or
chrome, Each of these three stepes has distinee clinical and pacholopical appearances.
Ir iz necessary to be able to ddentify these three phases or scages in the dermaticis reac-
tion as they all require different approaches to trearment. At any ome, one lesion on
A ju.!ivl.'llt may |.x' acute, whilr i '\'.I'.l'ﬂdir] lessog an anoe |'|l.'l p.‘l.l'l Elfll"br {'rudr iy bt:sl.lb-
acute o even chronic. This is particularly rue of atopic dermariris.



Table 6.1 Clinical and pathological features of the acute,
subacute, and chronic phases of the dermatitis reaction

Acurs Subacure Chronic
Clinical Redness_ swelling, Redness, swelling, Scaling, thickening of
oOing, crusing the skin and increase in
Formation of small Scaling, secondary skin markings—
blisters, infecrion lichenificazion, Iech
Pasn, heat, cenderness [ech—may be sevenr Sealing, parakeratosis
Pathatogical  Dermal and cpld:rrru] l:l:uwi.ﬂx and Marked acanchosis
ocdems (spongiosas) parakerarosis {epidermal chickening)
Bilaved and congested  Early acanthosis Coarsening of papillary
dermal capillaries Culerna cermal eollapen
Derral infilerare Perivascular
very earky lymphocyric dermal
lenicocytes, later infilerace
lymphocytes Few lymphocyees alsa
in dermiz

Acute dermartics is panfully inflamed oedematous eoming epidermis, which is
seien on biopsy as an area of gross cedema within che epidermis, pushing individual
keratinocytes apare, and thus causing che development of vesicles or small blisters.

Subacute dermatitis is the presence of visible scale and cruse associored wich
wflemed skin, and on biups}' one sees the :h.':]lrl'ls ancl \'.'I'I:I'iEiI'IE.. and also the L‘-pi-
dermal disruption with a lymphocyeic infilecare among che kemcinecyres.

Chronic dermatitis is seen as a thickened, often purple or violaceous, elevar-
e plague, and this on biopsy is seen as cpidermal acanchesis or chickening of che
keranimocyre layer wich a lymphocycic infilerace in che papillary deemis.

Atopic dermatitis
Definition
A chronic exeremely itchy form of dermiatios wichi a strong genenc aetological

Ld'lrI:I['\ll:llll_'rll:. uSu:I"!r' iK'g!.""”'lS m I“rﬂllfr. HI!I:! Ffﬂl.‘l.lfn'[]ﬁ-' ﬂsﬂciﬂ[fd “'j [11 M[hmﬂ
and rhinigs.

Prevolence and cefiology

Aropic dermatitis currently affeces up o 2098 of children in che UK, and sinular
or higher prevalence fgures are reported from che US, Scandinavia and Auscrealia.
It 15 a skin disease char muse be recognized and understood by all chose working
in dermarology, in paedintrics, and in primary care worldwide. In adults the inci-
dence is lower, bur the severicy of the disease and ehe disabiliey i causes 1end o
be greater. Children with atopic dermatieis are 2 very high proporoon ef those
ateending pacdiarric dermarology clinics and the discase is an important cause of
childivood maorbidicy with signshcant loss of tme from educacion for those mose
severely affeceed. Ir is alse an expensive disease, both for families and for the
healch care systems worldwide. In cerrain ethnic groups, such as the Chinese, it
seems o be rarer, bur more severe and persistent than in Cagcasians.
Table 6.2 lises some complications of atopic dermariris.

Atopic dermalitis

7



|
"' Dermetitis ond eczemo

Table 6.2 Problems associated with atopic dermaritis

DPermanslogical

Severe infection with '|'|r:pﬂ. samiplex ype | g zema hc;peli:um

Increased colonizarion of thi epidermis by Seaplofisnrn s

Dy skin—cicher xeross of aropy or sutosomal dominant ichthyozis

Dy sl proemisent hair follickes, partcubarly on upper arms—kermatosis pilaris
_!uvmilr pﬂ:nlu‘ dermanoais; shiny, tender soles of feer wich wud-enl:y o fiasune ﬁ}-l’ml-liﬂﬂ '
In fermale adults, nipple denmaritis

Increasedd incidence of porsstent 2 stubbarn wares and Malfuwa poatapiism
Cheular

Caranact and kenarocomas

Gastrointesting

Food intolersnce and Food allemgy

Environmental triggers fo development of atopic dermatitis

Cohore studies of children barn in the UK over the lase 20 years shiow that the
incidence and prevalence of all types of atopic disease are rising. and appear o be
rising faster in higher income small familics. This has led ooa hj.-ml;l-u:siri (151
ingreased levels of hygiene and decreased natural exposure to micro-organisms in
infancy delay or prevent matwranion of the immune system, and chus lesd o
aropic dermaticis. This ‘hygiene hypothesis’ is, however, not in keeping wich the
observation chat exposure to high levels of house dust mite in infancy are associ-
ared with development of atopic dermariris.

Genetics of ofopic dermatiis

Most panients with atopic dermaritis have o posicive family histery of the atopic
ersadd—dermatitis, asthma, and allergic rhinitis. The concordance for atopic der-
matitis it high in monoeygotic twing ar 85% and much lower at around 20% in
dizygotic rwins, clearly indicating a large genetic susceptibilicy element, which
interacts. with the environment in leading ro development of atopic dermarics.
Many past soudies of che generics of aropy have concentrated on respiratory atopy,
bt recent genctic work looking specifically ar atopic dermaritis has revealed a majoe
susceptibility locus ar chromosome 321 wach other possible suscepribilicy loc ag
Ig21, 17925 and 20p. Seme of these loci are very close to those idenrihed ax possi-
ble peoriasis susceptibility sives (see p. 560, suggesting that they may be loci associ-
ated with genes important in cutaneous reacriviey and inflammation in general.

Maternol and infant diet and ofopic dermatitis

This area has been researched in grear desail over the pase decade wich conflicting
resules, A small proportion of children and adults with severe atopic dermaritis
have clinical allergies to egpes, cows milk, other dairy producrs, and peanus, amel
a higher proporeion of these patients have elevated levels of sprethe IgE o these
foadstuffs, but no clinical evidence of adverse allergic reactions to these sub-
stances. This has led to crals of eliminagion diees both in affeceed children and



adules, and also in pregnanc mothers wicth a strong family history of aropic der-
matitis. Resules suggest thar ina small proportion of severely affected parienss,
specific exclusion diets may be beneficial. There have been many studies carried
out o establish a relationship berween breast-feeding and a reducoion inche ing-
dence of atopic dermariris, bur che most recent reports do not zuggese char brease-
!-L'u.'-:lili_g_, shore term or prolonged, prevenes: development al atopic dermatitis,
despiee the many other advancages of breast-feeding.

Immunological aspects of afopic dermatitis

Serum levels of immunoglobulin E are elevated in 80% of atopic dermatits patients,
bare within the normal range in the remaining 205, Conversely, about 59 of the nor-
mal population have clevared [gE levels, bur are clinically normal. Thus, an elevated
IgE lewel is neicher pecessary: nor sufficient for a diagnosis of atopic dermacicis.

The resules of radicallergosorbent esting (RAST) ro determine the specific
antcigens againse which IgE is synchesized, differ in infanes and older children. In
infants, high RAST levels will be found againse foods—usually eggs, dairy prod-
uces, dnd Gzl Af arownd 1 year 1:|ru§_:w.- the patEern ftlﬂﬁgr}i and the bulk of the ele-
vated IgE is direcred apgainst inhaled allergens, such as che house dusc mce
(L3, prevossiinws), animal hair, and pollens.

Owur current understanding of the complex immunological abnormalicies
observed in parients with atopic dermaritis suggests the there is & disorder of
irmmune regulation involving an imbalance in number and function of T cell sub-
sees, In atopic dermaticis there is over activity of che TH2 lymphocyte subser.
These lymphocyres produce interleukin 4 and interlenkin 5, which in turn stim-
ulate 1gE production by B lymphocyres. In conerast, the numbers and activicy of
THI lymphocytes is low. TH1 lymphocytes stimulate production of gamma
interferon and the facr thar che cord blood levels of gamma interferon are low in
babies born 1o atopic mothers and who subsequently develop aropic dermariris
themselves, suggests that this could be a primary, rather than a secondary
immunclogical event in the development of atopic dermatitis. These low levels of
Hanmimn |n|;1,~r|'1,'rq_:||:t may |:|c' n:!ul:' o 1ndfeased ﬂ.n:ti'p':t'!.’ l.'ﬂ- r}rc]lc ﬁMP phosplu‘.-di-
esterase, which cause increased synthesis of proscaglandin E2 chat, i tun,
inhibies gamma incerberon produccion, thus perpetuating a cycln af n'.'tr-m::h'jr‘_r.

Atopic dermatitis, and bacterial or viral infections

Parients with atopic dermaricis frequently have skin chae is colonized by staphy-
lococcy, There is noc always obvious secondary baceerial infection visible, bur rhese
patients do tend o improve if an anci-staphylecoccal anabiotic is added to their
treacment regime. Ir is choughe char che reason for this is thae seaphylococc
secrete super-antigens, which evenin minute guancicies stimulace T cells and chus
cause release of pro-inflammatory cycokines.

Sufferers from aropic dermacios also terid to have a very severs ferction 1o cxpo-
sure 1o the herpes simplex cype | virus, and may develop eczema herpeticum (see
P 1023, This over-brisk reaction to the virus may also be tnigeered by super-anti-
BEN ACLIVILY.

Borh vieal wares and molluscum contagiosum (p. 142) appear to be common-
er and more persistent in children with aropic dermaricis

irnpkdumi:iﬂ

Key points
Acopic dermaticis sufferces are

prone to severe supen mposed
heepes simplex infection.
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Fip. Gl Aropie dermation in snfancy. The
e end wealp are often affected in young
chaldeen, end relative sparing of the pesioeal
#hdd maaal Fegion o comuman & soen heie

Incaropic dermacins there are also vascular sbnormalicics as the cutaneous vas-
culature responds abnormally o stimulation. Instead of @ normal “weal and fiare’
reaponse, hrm rubbing of the skin elicits white dermographism as a simple
white linear streak along the site of pressure with no eryehem.

(linical features

Sinry per cent of those who have aropic deemariris firse develop ir in imfancy. It
may appear as early as 6 weeks, with apparently irchy scaly lesions en the scalp,
face, and trunk. The infant will be irricable and wakeful, amd crics o rub the
affected areas. In babics the cheeks, wrists, and hands are usually red, scaling, and
scratched, but even in severe discase there may be sparing of the centrml panel of
the face {Fis- 6.1 Most children and adules with n;upic dermatitis have a very dl’}'
skin and. in some cases, they have autosomal dominane ichehyosis,

In toddlers and older children, the common sites of invalvemenct are the elbow,
bemee, and burteck Aexures, che ankles, che dorsa of the feet under seraps of shoes,
the retroauricular fold, and the antecubital fossae (Fig. 6.2). In severe cases there
muay be extensive invelvement of all four limbs with gross excoriation and see-
ondary infection. Some children with atopic dermactitis develop shiny hacked skin
on the soles of the feer. This is called juvenile plantar dermartosis and may also be
sein in non-atopics. Despire the sugpestive appearance, these children do not have
a feotwear allergy.

In o Bigh proportion of affected children aropic dermaricis clears spontaneous-
Iy between the ages of 2 and 5 years, bur if it continues into adolescence and adule
life ir develops imeo the more chronic eype, with seriking lichenification in the



popliteal and ancecabiral fossae, and on che nape of the neck (Fig: 6.3). Prominent
infra-orbital creases are also seen, giving the child or adule a weary and prema-
turely aped expression. Thinning of the laceral half of the eyebrows (Fertoghe's
sign} is frequently present, doe to continual rubbing. Shiny fingernails resulr from
buffing racher than scracching che lesions.

Adules with atopic dermaticis tend o have o generalized dey skin associared with
diffuse, srchy plagues involving laree areas of che crunk and face. Some women with
aropic dermaticis develop difficule and |:I.'|.i|"|'r|.t| lesions around che nipples.

Some patients with aropic dermacitis also have aurtosomal dominanc ichthyosis
-:u]g.l.rii. and 'k:'r.l.h:-w.'ls |:|j|.'|ri'\.' .|'r'|:|:|.I alsa |:'!-|." pms:m. This consisrs c-l'hurn'_.' pa.pulci
at the oriftces of the hair follicles, and s mostc easily seen and felc on che outer surc-
lace of the UppT arm,
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Fig. 6.1 Aropic dermaricis involvang the
knee Aexwres in o |k yearold child, Nore
boch lichensficarion snd recene excoeuginmg,

Fig. 6.3 Severe atopic dermaritis in an adult.
Mote gross lichenification and supstimpased
EXCOERALID0S.
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Key poinis

Aropic dermaritis is wsoally
‘diagnosed on clinical grounds.
Allergy tests or blood tests are
rarely necessary

Many patients with atopic dermatitis also have asthma, which may either be
very active at the same time as the skin or flare independently.

Atopic dermotitis and confoct dermatitis

Large epidemiological studies suggest thar patients with atopic dermaritis have a
lower incidence of allergic contace dermaritis, bue are more susceptible than mon=
Aropics o irfitant coneace dermaricis. Ie is most importane, cherefore, to offer
aropic adolescents guidance abour careers and 1o indicate those cocuparions that
are inadvisable. Many atopic girls are interested in a nursing career because of
their knowledge of hospital life, but this may be difficulr as continual exposure ©
soap disinfecrancs and warer is likely to cause the skin to Aare. Many student nurse
tramming courses will nor take individuals wich a pase history of atopic dermaritis
for this reasan,

Investigations

Internationally agreed criteria for the diagnosis of atopic dermaritis have been
established, based on clinical features of the disease. The UK modificarion of these
criteria is that to make the diagnmis of ;:I!up:il:; dermatitis che presence of iech For
the preceding 12 months is required plus two or more of fexural dermarinis, onset
before the age of 2 years, a personal history of asthma or hay fever, and dry skin,
Specific investigations are, cherefore, mrely required to confirm the diagnosis in
patients with atopic dermaritis and the diagnosis should be made on clinical
grounds.

As stated above, not all pacients with avopic dermaritis have a raised IgE sooa
normal level will noc exclude the diagnosis. Blood should not be raken routinely
from infants with suspected atopic dermaritis as [gE levels are usually within the
normal mnge uncil after & months, even if the infanc has severe dermacaois.

Prick tests to a wide range of allergens can be carried out on older children and
adults, buc they rend o give a wide range of positive resulrs, which are not all of
any clinical relevance. They are not recommended as a therapeutically useful rou-
tine investigation and can be very diseressing to young children.

Bacteriological swabs taken from affeceed areas of skin will usually show a
heavy groweh of Stapbylococcas awreas, but again this is non-specific and it may be
difficulr to decide if this is simple secondary bacterial colonizacion, which will
clear with routine crearment, or if specific anti-staphylococcal cherapy is needed.

A rest thar may be of therapeutic relevance in patients with vesicles and sus-
poected atopic dermaricis, or with an unexplained fare of pre-existing atopic der-
matitis, is to swab the skin for herpes simplex virus. Atopic patients are prone o
severe herpes simplex type 1 infecrions as discussed above (p, 990 and require sys-
temic anti-viral therapy.

Koposi's varicelliform eruption (eczema herpeticum)

The most importane complication of atopic dermaritis is che development of
cozemd herpeticum or Kaposi's varicelliform eruprion after exposure to herpes
simplex type | virus, This is seen as the presence of small bliscers in areas of der-
msatitis and general malaise with fever. This can cause severe systemic upser,



which prior to the availabiliey of effective systemic anti-vical therapy could be
fatal. It 15, cherefore, very importane chac parenes of children with atopic dec-
macicis know thae their child showld not come ingo contace wicth individuals wha
have simple cold seres; as aropic children are ac risk of a much more extensive and
serous herpes simplex infection (Figs 6.4, 6.5, and 6.6).

rentment

Many organizacions such as the American Academy of Dermatclogists and che
British Associacion of Dermarologists publish guidelines on che management of
atopic dermatitis, [t may be useful to consule the appropriave websice for the cur-
rent version of such guidelines

The start of management of the atopic patient or the parent of an aropic child
15 to explain the narure of the disease and chae conerol, racher chan cure 13 the aim.
It is reasonable, however, to be oprimistic Concerning SponEinecus fegression, par-
vicularly in ehe case of young children. There are now useful qualicy of life ques-
tenniiees available even for young childeen with atopic dermatieis. These will
give some indication of the degree of diseress the child is suffering and can be used
fk MONICOr FeSpOnse [0 CICALment.

Frescripeions for topical creatment should be accompanied by a praceical hands
on demonstration from a trined dermarological nurse of how o apply emollients,
creams and oinements; and also how o wse bandaging for maximum comfiort and o
prevent damaging scratching, This can be done inan out-patient cencre, healch cen-
tre or, best of all, in the patients own home with the help of a2 community linison
nurse who will be able to adape the treatment regime o the home circumstances.
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Fig. 4 Parient with sropic dermariris and
Koaposi’s varicellifonm eruprion. Mote srriking
cruption on foacead,
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Fig. 6.5 Kapoais vancellifarm eropaion in 2
3-year-old child with mild atopic dermsticis
Herpes simplex virua war iscdared itosm the

lmznma

Fig. b6 Same child as im Pig, 0.5, 3 momlia
later, MNowe complere healing ac absence of
SCAITENE.




The following creacments are useful for patents with mild and moderate
dermaricis:
* emollicnts;
* ropical steroids;
* sedatng antihistamines;
* antibiogics;
* wet wrap dressings;
* ichthyol impregnated bandages;
* uleravioler lighe (UVB);
* environmental change, e.g: trying to reduce house dust mite exposure,
For more severe cases the following rrearments may be required:
* phorochemocherapy (Marrow band UVB usually, rarely PUVA)
* cyclosporin arally for shore periods
* amthioprine
* mycophenolace moferil
¢ ropical tagrolimus aintment (FE 506)
* topical ascomycin SDZ ASM 981 picrolimus
+ acyclovir for superimposed herpes simplex infections
* dictary restricoions

* alternative medicine approaches—Chinese herbs and hypnotherapy

Emollients

Muost parienes with aropic dermaricis have dry skin. Use of emollients can grear-
ly reduce discomfort and ireh. They can also reduce the quanticy and patency of
topical steroids needed. Preparations such as emulsifying cintmenc BF,
Epaderm or 509 liguid paraffin in whire soft paraffin should be used in place
of soap ro prevent further drying. Emollicnts can be preseribed foe use both in
and after che bath or shower. A wide ange is available and ic is wseful wo ini-
tially prescribe small quantities of several preparations with different textures
so thar patients can find whar suits them besr. Bath addicives include
Diprobath, Hydromel, and Oilatum; after bach preparacions include
Doublebase Ulrrabase, Unguenum M, and Dermol, which contains an anti-
microbial, The addition of urea to emallients in preparacions such as aguadrare
and calmurid may increase their efficacy, bur some children and adules find ehey
CAUSE quile severe sCimEing.

Topical steroids

Weak and moderately potent tepical sceroids are of greac value in the regular man-
agement of atopic dermaricis. It is, however, important not to prescribe them for
long periods of time without regular clinical review to see if che seeroid potency
can be reduced, Pagients should be taught that while red skin needs some ropical
steroid, dry skin needs only an emollient. Care should be taken not to use sceroids

Aisgpic dermatitiy
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mare porent than 1% hydrocortisone on the face for longer than 1-2 weeks with-
out review, as it i< wsually the thin skin of che face thae is first to show the ateo-
phy and relangicceasia associnted with ropical steroid overuse, It is also important
to-avoid over prescription of topical steroids in children 1o avoid borh ropical and
systemic side effeces, which can occur as a resule of absorpeion of topical steroids
through inflamed skin.

Many parents are very well nware of topical steroid side effecrs and may under-
use ropical steroids because of concern about these. This iz a relatively common
current cause of apparent non-response to prescribed creacment
Anfibiofics
The combination of & topical steroid and anri-staphylococcal ancibiotic is ofien
useful as staphylococcal infection can aggravare atopic dermaricis and creacing the
staphylococcal colomization i frequently associated with clinical improvement.
The anribiotic can be used either as a topacal seeroid anobiocc combimation {fior
example, fucidin hydrocortisone), or a single ropical agent [for example,
mupirocin (Bactroban)], or given orally as a 5-day course of Aucloxasillin orocher
appropriate antibioric based on baceeriological sensitivity. There is ongoing

concern about the emergence of mechicillin resistant staphylococc so, as with top-
ical steronds, pariencs should be reviewed regulary.

Anfihistomines

Sedaring antihistamines will help conerol the itch of atopic dermariris and prevent
might rime scrarching, but the more modern non-sedaring antihistamines are of
less benefic, Promethazine and hydroxyzine hydrochloride are boch useful and

should be used alrernately as patients tend to become used to one preparation after
-4 weeks with loss of sedacing effece.

Wet wrops

This is a specialized bandaging technique and che term describes the use of a
damp stockiner bodysuie held in place by a dry suit with either a weak anrisepric,
such as Burrows solution (aluminium acetate), or a dilured ropical steroid in con-
tact with the skin. This is easiest o use ac nighe and the beneficial effeer is prob-
ably a combination of good hydration, the cherapeurtic affect of the chosen appli-
cation, and the face thar ewo layers of stockiner make scrarching very difficulr. The
rechnigque is mainly used for shore pericds of time for small children and infants,
and care must be taken to avoid hypothermia. Trained nurses should give families
a demonstration of how to apply these wraps for home use

Occlusive bandoging

lchehyol impregnared bandages (ichchopaste) over a ropical steroid are also useful
in preventing scratching and keeping the steroid in contace with the skin for the
maximum amount of time. They can be left in place for 48 hours or longer. This
technique is particulacly wseful for scubborn lesions on the limbs. An aleernacive,
baee similar approach is 1o wse 19 ichthyol in zine cinement over a thin layer of
topical steroid held in place with conventional bandaging,



Environmental change

It 15 sensible to try o reduce allergen exposure as far as is comparible with leading
a faiely normal life. The house dust mite collects in carpers curtaing and bedding, so
a wooden floor, blinds in place of cureaing, and a non-permeable cover for the mar-
tress and qquile may all help, as will keeping the environment at a relacively low level
of eemperarure and humidity. Hair-bearing pets should be discournged and clothing
should be of cotton, mther than wool, which can be very irritan.

The monagement of severe atopic dermatitis

The trearments suggested below should only be considered when the more estab-
lished methods suggested above have failed. Remember char, although atopic der-
matitis is distressing, it 15 benign, Many of the crearments discussed below have
potentially sericus side effects and should not be used without choughefally bal-
ancing the riskibenefic racio, parcicularly in young children.

Fhotochemotherapy: narrow band UVB or PUVA

Paricnts with severe atopic dermaticis may benefic from a d=0-week course of
ultravioler light treacment to clear stubborn aropic dermaricis. Io is very smpor-
want 1o keep a careful note of the cumulative total dose of UV, Current evidence
sugrests thar narrow band UVB is as effeccive ax cleaning or improving atopic der-
maritis as photochemotherapy at lower total UV doses and withoue the need for
systemic photosensitizing agents. PUVA should cherefore only be used very rarcly
r'-.-r il[UF:-i.L' 1.|.|."r IS,

Cyelosporin

The immunosuppressive drug cyclosporin {(Meoral or Sandimmun) is excremely
eifective in 1.|::||||:n;||||.ng SeVEre atapiﬁ: dermatitis. H{:wrﬂrt, high doses LI.'S‘I..l:”.:r' imn
the 2-5 mp/kgfday range are needed and chese may cause renal roxiciey. If a
pacient has atopic decmaricis of a severity requiring consideration for cyclosporin
trearment, ewo creatinine clearance studies should be carried our, and blood pres-
sure, serum uren, and creatinine monitored regularly, while on treatment, A G—8-
week course of treatment that can be repeated is recommended. Elevarion of
creacinine levels 25% or more above baseline levels should be an indication for
withdrawal of cyclosporin. Low dose maintenance treatment has been sugpested,
bur resules are nor always sacisfacrory. Oral cyclosporin should only be used in
exceprional cases in childhood dermaticis and chen enly for shore periods

Azothioprine

The eytocoxic drug azachioprine or imuran will alse coneral atapic dermatiris.
Dioses of 50-100 mgfday are usually effective, bur partients must be monitored
carefully for marrow depression and heparic damage,

Mycophenolate mofetil (cellcept)

This drug has been used for some years by nephrologists to prevent rejection of
transplanced kidneys and therefore has a well-eseblished safery profile. Ie has been
used in adult patients with severe atopic dermartitis with benefic. Mausea is the
main recorded side effect.

Mopic dermatiis
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focrolimus (Profapic 0.03—0.1% tacrolimus ointment)

Tacrolimus is a topical ointment developed from che immunosuppressive agent
FK 506, Extensive crials have shown efficacy and safery in borh adules and
children wich arepic dermartitis, Some paticnes complain of ircitation and a
burmning sensation during ehe first week of cherapy, buc chis generally seceles. At

present in ehe UK it is licensed for use in children over the age of 2 years and
in adules,

Pimecrolimus (Efidel 1% pimecrolemus cream)

Topical ascomycin (Pimecrolimus), previously known as ASM 981 has been devel-
oped as Elidel cream for resiseant atopic dermaricis. Clinical trials show efficacy
with a low toxicicy profile. Ir has the added advantage of having been used in
trials in infants as young as 3 montchs of age.

Management of eczema herpeticum (topical herpes simplex infection super-
imposed on atopic eczema)

Always consider che diagnesis of ecrema herpeticum in any acopic dermanitis
patient who develops vesicles or who shows rapid deteriosacion, parcicularly if the
patient is feverish and generally unwell. Swabs and blister Auid should Be mken
to idencify herpes simplex vieus and che patient should then be commenged on
systemic acyclovie withour waiting for laboratary resules. If the patient is febrile,
acyclovir should be given intravenously for the firse 28-72 hours ar a dose of
5 mglkg/day for adules, Topical steroids should not be applied o the infected
tkin. Once there is obvious evidence of herpes wirus infection, topical
acyclovir is unlikely ro be effecrive

Dietary restriction

Many parents and some patients have the impression thae their aropic dermagits
15 exacerbated or caused by certain foods, These are usually dairy products, eggs,
fish, and nurs. Dietary exclusion may be effective in a small subsec of patients with
severe atopic dermacitis, bur is demanding on the patient who must be enthusi-
nstic and able o co-operate. In this situation, a vime limieed eeial of elimination
of cerain foods may be worthwhile. The assistance of a qualified diecitian is essen-
tial, particularly in the case of children, to ensure thae the remaining diet is ade-
quate, particularly in calcium intake. The best erinl of dietary treacmene s cotal

compliance and rigorous exclusion of specific foods in rotation for 4=6 weeks. The
dier should be stopped if there is no benefit,

Aliemative or complementary medicine: Chinese herbol therapy ond
fypnotheropy

Many parents will enquire about herbal and other less conventional approaches to
trearment for their children with atopic dermaticis in the belicf char such treac-
ments are safer than conventional topical or oral medicines. A randomized double
Blind study has shown benefit in paticnts with diffuse widespread atopic der-
matitis when given a decoction of a particular blend of Chinese herbs, The aceive



ingredients have not been identified. Patients who wish te use Chinese fitihs
should have liver function checked regularly as hepatotoxocicy. has been feported,

Conclusion

This [l:rqg lisc af Pﬁ}ﬁllﬂﬁ' :Ii:li:ll‘f.ulf]'lq'ﬁ L4} ill:ﬂ"l:i*\'.: dermaritis control {'lﬁl’l}' inelicares
that ar present there is no reliable, proven, effecrive, and safe methed of perma-
nently suppressing symptoms. Forcunagely, in the greac majority of patients, the
conditien 15 self-limiting and clears sponcanecusly by the age of 3 years, For older
patients the prognosis muse be more guarded.

Patient support group

The Marional Eceema Socicty provides seppore and information for patients with
all tvpes of dermaticis and eczema, bue is parsicularly helpful o familics with a
child with aropic deemacics. They provide useful informacion sheets, local meee-
ings and necworks, a regolar magazine and useful information on where to pue-
chiase pure corron clothing, eoc, (website: woarweceemaorg),

B i - - e
ummulor or discoid dermatitis
Definition
A chronic, recurrent pattern of decmatieis with discrere coin-shaped lesions tend-
ng o involve the limbs.

Incidence and cetiology
This variety of dermaricis usually affects adules, many of wham will have a pasc

history of atopic dermacitis, The actiology is unknown, Although secondary infec-
ti00 15 commen, 4 primary infective cause has not been proven.

fll ' |

(hinicol features

The lesions are usually circular or aval, ranging from 4 o 10 cm or more in diam-
eter, and are often distribured symmerrically on che legs (Fig. 6.7). The dermari-
tis rescrion on these sives is usually subacure with erychema, mild oedema, and in

some cases, vesiculacion, The surface ey be moist and Appear infected. Pruritus
is variable and can be absent.

iognasis

Classic nummular dermaticis is generally casy o diagnose, bue atypical cases may
resemble a primary infective problem, psoriasis, or allergic contace dermaritis.
The distribution of the lesions, generally sparing the knees, elbows, and scalp, is
unlike psorissis. Pacch testing will identify most patiencs wich allergic contace
dermaticis, a few of whom, particularly women wich nickel dermatits and hand
lesions, have a nummular paceern of dermaricis.

Treatment

Topical costicosteroids are the most effective means of controlling this condition. As
secondary infection is commen, the use of a steroid-ancibiotic combination [for
example, betamethasone valerace + chinoform (Betnovate C)] is logical and may

Hemenular e diceatd dermatitis
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iR 6.7 Nummmnilar dermartinis

Key poiuts
It i very casy 1o aggravate
seharrtweic dermation by over

clear the lesions, In more persistene cases, the applicacion of 0.5-2% tar or ichchy-
ol in zinc paste will be beneficial. Syscemic anti-pruritics are rarcly required.

Asteatotic eczema (eczemn craguelé)

This term is used vo describe the dry irricable skin seen mainly on che limbs of
elderly parienss. The skin is dry and has large scales with a “ceazy-paving’ appeat-
ance (Fig. 6.8, see opposite pagel. It appears to be che result of loss of epidermal
lubrication together, in many cases, with inadequarely removed soap after wash-
ing: The problem is extremely common in communities of elderly people.

Treatment

This comsists of replacing the missing lubrication. Seap should be wichdrawn and
Epadeem, emulsifying ointment BF, Unguentum M, or a similar preparacion
used, Adequare lubrication may require very regular application of emollients and

a reduction in bathing. Topical steroids should be avoided as the underlying skin
15 already thin and fragile.

Seborrhoeic dermatitis
Definition
Seborrhoeic dermaeitis is scen in two distincs subsees of parients, small infanes and

yeaang adules, The infantile form is charactenized by large yellowish scales mainly
en the scalp, fuce, and napkin area, and is usually self-limiting. The adult form



affeces the face, scalp, and ancerior chesr, and is associared wich irch and irrieabil-
iy of the skin, which seems out of proportion to the relatively mild degree af scal-
ing and eryehema seen.

Prevolence ond oetiology

Infancile seborrhocic dermaricis is a relacively common condicion in younyg babies
andd may cause confusion with infantile atopic dermacitis. The actiology is
unknown. There does nor appear to beany link becween the infancile and adule
forms of seborrhoeic dermatics, and chere 15 no evidence char children who have
seborrhoeic dermaricis as infanes aré ac greater risk of adule dermacicis in theic
|ater |n'g_-\.

Adulr seborshosic dermarinis is less common, ber much more persiscenc. I
appears oo be most often seen in young adult males and is often associated on the
crunk with invalvement of che hair follicles, seborrhoeic folliculitis. In spite of the
name, neither qualitative nor guantitarive changes in sebaceous secretion have
been found in eicher the infantile or the adult form. The MHICEO-OCEAN LT
Pityrosparam svale has been found in grearer numbers than on normal skin in
patients wich seborrhoeic dermaricis and a proportion of patients respond o top-
ical .|1'|{'i-i'|.|r|.5;|| :humpy, “1is 511551'5.15 Ihrl.! P s.rhrft i$ i d.vl':tiﬂ!f’:lgil."'.’l.l il.‘l_.',d."l'll..
although it is mot yer escablished whecher chis is in a primary or a secondary role.

(linical features

In anfancs, the child wsnally presents in early infancy with large yellow scales on the
sealp extending down oneo the forchead (Fig, 6.9, The child uswally also has involve-
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Fig. 6.8 Bepcema craqusele. Mote sodeci and
scalang oo thin arca
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Fig- 6.9 Infantile sebarehecic denmaritia
Severe scalp involvement with Lirge yellow
adberens scales

Fig: 610 Infantile seboerhoric dermutinin
Eryrhema and scaling are proovena, bae theoe o
IH0 AT Tt

mene on the vrunk (Fig. 6,100, napkin arca, and the axillee, There dotes moat appear e
be any prories, a8 the child s I.lsu:].lt:,.' ¢‘.‘|.I!ing and slucping well, This is a valuable
diagnostic poane in favour of seborshowic dermariris and againse atopic dermatitis.
In adules. the cruption consises of discrete, asympromatic, or mildly pruricic,
red g0 yellow, glized-looking lesions, mainly on the trunk. The pre-sternal area,
the axillae, Mlbl'nﬂ.mm*ﬂ' folds, groins, and external ear are common sites. Facial
lesions are commoner in men and may be very persiseent (Fig. 6.11), particularly
i the nagolabial fold. Mild erythema and fine scaling are the usual clinical fea-




rures. Lesions on the trunk (Fig, 6.12) may be circular, pale pink, and ar rimes
diffhicule to see despite sympooms.

The scalp is frequently involved, and the presenting complaine may be of
severe and persistent dandruff (pityriasis capicis, seen as scaling and eryehema on
thi scalp). Eyebrow and eyelid involvement is common with early morning seick-
iness af the eyelids, This blepharicis can be very unresponsive to thempy.

Owverall, scborchocic dermatitis tends o be chronic with seasonal variations
|'|.1 wliar fo |||||_- :rldividu;l. Scw:rc :nl;l pcfsis.tcnt whﬂfﬂib&jc dormnril:’s i SECH in
o high proportion of paents who are HIV posicive (see p. 1710

Dizgnosis

Confusion may arise with allergec contace dermatios, psoriasis, amd PILYTIEASIS ver-
sicolor. Patch eesting will generally exclude a true conrace allergy, and the greasy
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Fig. 611 Sehoerhocic dermarinie dote
erythema snd waling

Fig: 6,12 Seborrhocic dermatitis invalving
the trunk of an adulc pazient.
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Fig. .13 Schorrhoeic follioaling. The koo
¢ eften mrnimul relazive 1o the degree of
dicomiun

Key points
Contace dermatitis may be caused
By & direce irritane or by allergic

vellow appearance of the lesions and their distribution are poincers against peor-
iasis, bur this may easily be confused, parricularly when there are only scalp
lesions present. In psoriasiz, however, the lesions are easily palpable and well
delincared with large coarse silvery scales, whereas in seborchoeic dermaticis they
are more diffuse with finer smaller scales. Mycological examination of scrapings
from individual lesions will exclude pityriasis versicolor and may show the pres-
ence of large numbers of the yeast, P atalr.

Schorrhoeic folliculitis is often associated wicth seborrhoeic dermatiris of the
trunk, This consists of muleiple small papules based on the follicles, and is
thoughe 1o be due o excessive coloniztion of the follicles by P rertionfor
(Fig. 6.13). It can be very resistant to treatment,

Treatment

Seborrhoeic dermaticis is a chronic problem thar tends to recur wharever erear-
mene i5 used. These include a topical imidazole anti-fungal, such as ketoconazole
cream and shampoo (Mizoral, UK and USA), sulconazole (Exelderm, UKD,
miconazale {Dakoarin, UK), clorrimazole (Locrimin, USA, and Lotriderm, UK,
ecomazole (Spectazole, USA). Orml imidozoles are effective, bue should only be
considered if topical measure fail and should not be used continuously on a long-
teem basis,

The associated problem of scharrhoeic Talliculicis is particularly difficule o
recat and may only respond to systemic imidazoles.

Wiak porency topical steroids are also of value {for example, 1% hydrocorei-

sone cream to face and flexures), but as with imidazoles, the condition tends o
{{a]

Contact dermatfitis

Contact dermaritis comprises two quite distinge problems. These are:
* caused by a direet irritane action of a substance on che skin:
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* allergic conact dermatitis, which occurs only in parients whose skin has pre-
viously been sensitized by a contace wich an allesgen. Fresh contace with the
antigen elicies a dermaritis reaction mediated by specihcally sensivized T lym-
phocytes. The role of che epidermal Langerhans cells in presenting the aller-
gen and in making subsequent contace with T lymphocyres, either in the skin
o ]D{'.‘Ii |:.-mr_|!1 ru,:u:!l.::. A impﬂrmnr kPR ncrtlﬂ'r.l"l'litﬂ-'irm‘ﬁu:mlu_gi(;l rm'-al\ch.

Some of the differences berween direcr irritant contace dermatitis and allergic
contact dermaricis are shown in Table 6.3, Current figures show thac in che UK
direcy irritant dermaritis is a much commoner problem chan che allergic conace

variety.
Differences between direct irritant and allergic
contact dermartits
Dhrece icritame Allergic contace
Prevalence Very commion Much less common

Friar exposude to pubsrande Mot required

Sives of digect concace
with litele cxrension

Allcered sites

Samceptihiliny Everyone suscepiible

Chiher asaociated skin Atopy predisposes

diseases

Tinung Rapad onser 4-12 hours
after contact
Lesions devebop ar firse
akpoiiic

Esseneial

Sives of contace and distant
Si0es

Only some parients suscepeible
Prolonged wse of topical
medicaments for chronic skin
disease (eg. beg ulcem)
[rrodisposes

Onser generally 24 hours or
longer alter exposure

Mo lestons on Arst exposure

Direct irritant contact dermofitis
Definition

Permacicis caused h:|.' CRPORUNE [0 substance, which has a da m:lging effece on the

normal barrier funceion of che epidermis.

Incidence and aetiology

Ieritane contace dermaritis is very common and may be:

* acure due to a single exposure t an irritant substance;

» subacute due to repeared exposures of 2 small area as in napkin dermaticis:

* chronie “wear and tear’ due to repeated exposures to macerials thar deplece che
normal proceceive film of lipid in and on the epidermis.

Acute icritant dermarticis 15 seen after one single, usually accidencl, exposure
to a strong skin irricane, such as acid, alkaly, phenol, halide, or quaternary ammo-
nium compounds, The onset is rapicd and lesions appear exacely ac the sives of

COMEACE.
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Fig. 6.14 Mapkin dermarins. Scver
imvnkvement with relative spanng ef ikin
Hexures

Subacure irritant dermatitis is seen as ongoing irritation as in infancile nap-
kin dermatiris.

Chronie irritant dermatitis A classic example of cumulative exposure o
a mild cutaneous irricant is ‘harmaid’s hands’ due to coneinual contace wich deter-
genes and/for alkalis, which degrease the skin and remove the protective lipid film.

Mild examples of comulative insule irricant dermaricis are excremely common
among persons regularly exposed ro detergents and degreasing agencs, either ac
work or at home, and patients wich aropic dermarticis are parcicularly susceptible.
Many sufferers are convinced thae they have an allergy and may find it difficule to
accepr thar this is not che cause of cheir problem.

Clinical features

After exposure to a strong irritane, the affected skin becomes peddish-brown and
vesicles develop, The lesions appear mpidly, usually wichin 6=1 2 hours of contect,
are very well localized to che site of conracr, and are painful and icchy. If there 15
no further contace with the irritant, recovery is rapid and it is unusual for lesions
to develop ar discanr body sives. Idencification of the seviological agent depends
on 4 careful history and. as the site and timing of the lesions arc clear-cur, the
patient himself will uswally identify the substance in question.

In subacure dermatieis, repeated exposure o the irrieant confises the clinical
and pathological picture. There is erythema wich crusting and sometimes blister-
ing. There may also be carly acanthosis and skin chickening. In infancile irritant
napkin dermatitis (Fig. 6.14) che child has extensive eryehiema, sometimes with
erosions and blisvering on the napkin area, with seriking sparing of the skin folds,
which have been relatively procecred from the direct irricant effecr of urine and
facees, This is in contrast vo napkin candidosis in which the occlusive environment
of the skin folds encourages candida overgroweh.

Chronic irritant dermacicis rends, imitially, to present a5 dey, hacked, or fissured
arcas of skin, which are susceprible to secondary infecrion. This is seen cypically
in young mothers and ochers such as domestic workers whose hands are repeared-




Iy exposed ro soap, detergents, and warer (Fig. 6.15) These subsmances wend w
accumulace under rings and, wich the added effece of local trauma, may proveke
severe reactions, which are clinically very similar vo those seen ax 2 resule of aller-
LHiC CONEACE sensitivity toometals.

frentment

Idencificarion of the irritane and irs subsequent avoidance is the cornescone of
successful therapy. The cause is identified on che patient’s history. Patch resting to
standard allergens may be needed o mle oue allergic conace dermaticis,

Far the active phase, remaoval of scap for cleansing, and substiturion of emal-
lienits, such as Epaderm with, in addition; a topical steroid eream OF DINEMENE a5e
usually effective, 1f the lesions are acure with vesicles and weeping, wet dressings
applied as soaks or lotions may be needed uncil the subacute phase is reached,
when ropical steroids can be substitueed. Suitable wer dressings and lotions
include aluminium acerate lotion % in sterile warer and calamine lotion B
(159 calamine, 5% zinc oxide, and 5% glycerine). Prior soaking of the area ina
weak solution of 0.01-0,15 porassium permangamatc in water for 3 minutes may
be soothing and help to prevene secondary infeccion. The choice of topical steroid
for the subacute phase is wide and, as the surfage area involved may be small and
the condition of shore durstion, the use of a relatively strong steroid is justified.
Suitable examples are 0.19% betamethasone 17-valerare with 3% clioquinol ina
water miscible base (Betnovare €), fAuocinolone acetonide {Synalar). or
beclomethasone dipropionate 0.025% (Propaderm). As acute reactions seldom
become chronic, kerarolyrics are mrely indicared.

Children with napkin or diaper dermatitis should have all napkins removed
and be nursed in a warm dry environment with the skin exposed. Lesions will
rapidly resolve if this is done and improvement will be accelerated by the use of a
mild steroid anti-fungal combination, such as miconazolelhydrocortisone
{Bakeacore). The mother should, however, be warned thac chis sheuld noc becoms:

Fig. .15 Chror
on the backs af ¢
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the child’s regular napkin cream and copical steroids should be withdrawn when
the skin recurns to normal.

The management of chronic cumulative irritane conrace dermacicis involves
protection of the area involved, most commonly the hands, from exposure o the
cause and the liberal use of emollients o replace che lipid barrier. Patients should
be warned thar up to 6 months daily application of emollients and centinuing
avordance of soap for cleansing may be needed before the skin regains ixs barrier
funcrion and can be considersd normal,

Prevention of irricant dermaricis is theoretically simple. All individual work-
ers at risk should be issued with appropriate advice, barrier creams, and protective
clothing. Chronic detergent contace wicth hands should be prevented by using
ecclusive vinyl {not rubber) gloves and wnderneath these a ehin pair of cotton
gloves to absorb perspiration, This is much more effective than flock or cotton-
lined rubber or vinyl gloves. Thorough rinsing of the hands after cssentinl soap
and water exposure is important as is the regular use of emollient prepararons o
hydrare the skin (for example Epaderm, Doublebase, emulsifying cintment BF,
Unguentum M), Routine vse of copical steroids for this purpose is not
recommended.

Allergic contact dermatitis

Definition

Dermaritis caused by prior exposure to an allergen leading ro specific cell-
mediated sensitization,

Frevolence ond oefiology

Allergic contace dermaritis affects 1=29% of the population in most parts of the
world. Certain groups are at greater risk. For example, patients with chronic skin
conditions, such as leg ulcers, tend to develop allergies o medicaments and werk-
ers exposed to common sensitizers, such as chromates in the building indusery, or
dyes and ranning agents in leather manufacrure, have a higher incidence than the
population at large,

The commonest sensitizing agents in Europe and North America have been
identified, and they can be used as a standard or routine bateery of around 20
patch teses for investigating patients with this rype of dermaritis. Substances in
this battery are changed as appropriate according to observed changes in clinical
problems, bur include nickel and chromates, rubber breakdown products, preser-
vatives, topical antibiotics, and ropical steroid molecules, The current European
bareery is listed in Table 6.4, In addition, smaller groups of relevane allergens are
useed when investigating specific problems, for example, a “footwear battery” for
chronic foot dermatitis, a medicament bactery for leg uleers, and a cosmeric
bavery for facial problems.

Inv theory, once the offending allergen has been identified by parch testing and
thereafter avoided, rapid clearance of the skin lesions should occur, bur in practice
this is not always the case. Certain common allergens are very difficult o avoid in
the course of t'l.'t'l'].'d:t:,.' life and nickel is a b'nn-cﬂ g';u:itmph:. It is found in cu:lery,
coing, conking implements, gardening and motoring equipment, jewellery, house-



- (5.4 Materials currently used in the European

Standard Battery for pacch testing

0.3 Patastium dichromate

1% Thiumm mix
5% Cobalr chloride
155 Formaldchyde
Carba mix

L.0% PPD

2% Mercapao mix
165 Parabens

Clroquinel 656

15 PTEP formaldeliyde sesin

255 Mercapoo mix
1% Tizecortal pivalzre

(1% Busdeonide

20%: Neomycin
FPD ks

1% Qruaternium 15
20r% Colophony
25% Balam of Peru
305 Woal alcobols
1% Epoxy retin

1% Ethylens diamine
0.1% Thiomerzal
% Mickel sulphate
BOE Fn,grnm:: mix
0.01% Primin
Caine mix

hold furniture, and many ocher icems, and it can be excoemely difficult, even for
an intelligent and morivated patient, to avoid nickel contace. Even trace amounts
of nickel in thie dier from foodsoulfs or cosking implements may play a pare in per-
petuating the skin lesions.,

The medico-legal consequences of allergic contact dermaticis acquired chrough
exposure to allergens ar work are complex. Conrace dermariis is classified as an
industrial injury in che UK and some pacients are encicled co financial compensa-
tion. Prevention by removing the sufferer from the alltr,gtn—conmining environ-
ment or by removing the allergen from chie process for which the patient is respon-
sibile 15 theorerically possible, bue clearly requires collaborarion berween the work
force, occuparional kealeh physicians and ochers,

Clinicol features

Allergic contact dermaritis usually presencs wich acute or subacute deemaritis lesions
ar sites where the allergen is or has been in direct concace wich che skin and also wich
milder involvernent of more distant areas where there has been no obvious diesce
contact. As sensitization may develop afier many years of trouble-free daily conrace
with the allergen, che patient may be unaware thar he is reacting o this particular
substance. Even after positive pacch tescing, it may be very hard to convince him that
a material handled regularly for many years is now 1o be avoided.

Commeon sices of involvement are the ear lobes and nape of neck (nickel in jew-
ellery, Fig. 6.16 and 6.17), the wrist (metal or leather warch seeaps or bracelets),
and the feer (tanning agents used in curing learher, adhesives used for fixing
insoles, dyes used for leather or socks, glue used in assembling shoes, Fig. G618}
Topical steroids chemselves may elicic an allergic contact dermatitis, This should
always be considered when a paciene has dermacicis, which appears to deceriomre
while on steroid therapy.

LCantont dermatitis l 1%
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Fig. (.16 Mackel deomatitis showing
mriking reaction to nicke] coim,

Fig. 6,17 Same parient showing sarniking
Fraction on comventiana petch toiing o
Boath mickel srd cobwalt

In the early stages the affecred area is inflamed and icchy, with papules and
vesicles, Continued exposure o the allergen will lead w dryness, sealing, and
fissuring. This picture may be complicated when renewed exposure causes an
acute of subacute exacerbarion to develop on the background of a long-standing
chronic dermarinis, The lesions frequently spread well beyond the area of contace
with the allergen and also even 1o distant body sites, which have not been in con-
tace with the allergen. The main sice of invelvenvent may give a useful clue o che



Principal sites of allergic contact dermatitis

el hikely causes

Sire Likely cause

Face Cosmcgics, perfume in toiler soap, nickel, plascic spectacle
framied, medicaments (e.g. anribioticsin cye or ear diops)
{Fig. 615

Salp Hair dyes (paraphenylensdiamine—FP P, lotions and ronics
containing Balsam of Peru

Slouth enture marerials

Weck and cae lobses Mickel coneaining jewellery

Wirises Wickel, PPD, chromates—jewellery, and lcather wanch steaps

Iarsids Plants fe.g. primalash; mickel (begins under rings), matesial
handled in occupation of rececarion, lanolin (hand creams,
medICAmEnes )

Heudy Mickel jran studs or rabber material in underwear, clothing dyes

Feee Dryes used in sockis and shocs glhecs, chromates, cec., in shocs

Contact dermatits | 13

Fig. 618 Shoe dermuatitia. After copacal
treatmnend pasch costs were peeformed and o
ot pesuli obtained 1o potasiom,
cluchenmate,

cause and Table 6.5 lists such common siwes and likely agents. Exposure to sensi-
uizing planes, parcicularly to pomuls, tends oo cauge a h]i:reri.ng COUPLION rela-
tively rapidly on ehie sites of actual contace and also @ general facial erychema due
to airhorne allergen. The composicae family of planes are another common source
of problems at the presenc time. These include chrysanthemums and even the
cemmon dandelion,

Hand dermacicis tends o be a commaon and persistene problem in individuals
sensitive oo mickel. Tn all cases of persisrent hand dermaricis, it is good practice
both to patch test to exclude an allergen, such as nickel and o examine scrapings
for fungi to exclude a fungal infection.
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Fig. 6.19 Medicamens desmragies, Thiy
petient bad recencdy regeived an eye cintment
EONTRICIOE RIOMyIn

Tragtment

The management of allergic contact dermatitis is divided logically inoo four
stages.

L.

bt

Detection of the likely sensitizing agent by raking a careful occupational,
recreational, and medicament history. Knowledge of the common sensitizers
and che sites they may affece is obviously necessary ar this stage.

- Preparation for valid patch testing to identify the allergen. Ideally, the

patient sheuld avoid all materials thoughe o be possibly responsible for the
eruption, while applying a topical steroid preparation o clear the dermatitis.
The presence of active lesions even at distant body sites while patch cesting i$
carried out will resule in both false positive and false negative resules, and all
lesions should therefore be cleared fefore patch tests are performed.

Topical steroid preparations are helpful, The strength of steroid used should
be chosen according to the site involved—facial lesions should receive a mild
preparation (for example, clobetasone butyrate, Eumovare), while che chicker
skin of the hands and feer require a seronger preparation (for example Aueci-
nolone acetonide, Synalar). Most centres prefer te avoid pacch resting unril che
skin has been relarively free of inflammartion for 4-6 weeks and the area o
which the patches are 1o be applied has free of topical steroids for 1-2 weeks,
Bur this 13 not always possible. Pregnancy has an effect on ehe immune system
and thus on the results of parch westing, 5o if possible it is bese to delay parch
testing until afeer delivery 1o obtain a relevant resule. Recent sun exposure par-



ucularly if the patient has developed crythema will also confuse results of
parch westing. It is thesefore wise to plan parch resting for a time before noc
immediately after a sunny holiday.

A

. Patch resting o the suspected substances (for the rechnique, see p. 49). In
PEECLICE it 15 common to test patients with all substances in the European stan-
dard bateery plus any ocher likely allergens, for example, small pieces cut from
the inner aspects of shoes in foor dermaritis. This can be done using chemicals
stored i syringes and applied to inert metal chambers or by using prepared
strips of parches (Trueesc). The parches are lefe in position for 48 hours,
removed, and the area examined for redness and swelling ar thae time and alsa
48 hours larer, e, at 48 and 96 hours post=application, Pacch cest results can
be surprisingly difficult to interprer, as some allergens are also irritants and
irritane renctions can, oo the non-expert, loak very like a true positive result.
In general, che 96-hour reading 15 regacded by moso expercs as che most Likely
to be reliable

i, Counselling on avoidance of responsible allergens following patch est

resules, This is not always scrmightforward. For example, although ie may be

easy to avoid the plant in primula dermacics, i 15 much more difficule o

ohrain appropriate allergen-free footwear in shoe dermatiris. There are difficul-

ties in indusory when a skilled worker hinds ic hard to avoid exposure to an
allergen encountered in his daily work, and factory or industrial medical
officers may be of grear assistance in such cases,

It is essencial thar these four stages of treacment and invescigation be followed. A
delay in response to treacment prior to patch testing (stage 2} may be due to con-
tinuing exposure to the actiological agene. This is particularly common in medica-
ment-1ad LI {'H COntact di;rma[in's.‘ and in 5uth CiaGEs tﬂpic:ﬂ preparn:inns
containing lanolin or preservatives (for example, parabens) should be avoided. The
possibility of topical corticosteroid sensicivity should also be considered.

Latex allergy
Clinicol fentenes

Throughour the 199405 there has been a very sceep rise in che number of report-
ed cases of latex allergy giving rise to severe and at cimes life threatening type
| allergic reactions. This has been atcributed 1o the steep rise in the use of inex-
pensive rubber gloves because of concern over cransmission of infection includ-
ing HIV and hepatitis. Patients with latex allergy develop icching burning or
swelling ar the site of larex conrace wichin an hour, Those at particular risk of
latex sensitization include patients with acopic dermaritis, those with spina
bifida, others who require regular general anassthesia, dencists, and other healch
care workers, All of these groups come into latex contact more frequently than
the rese of che popuelation, Everyday objects thar may crigger an alarming ana-
phylactic reaceion include dummies or pacifers for infants, balloons, condoms,
and anaeschetic incubacion tubes, There may also be confusing cross-reactions
with foodscuffs chat include bananas, kiwi fruir, melons, tomatoees, carrots,
celery, and even poracoes.

Confoct desmatith ' 123
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Fig. 620 Chepopamphcdys invalving vhe

palme and aide o the e

Dingnosis

This may be based firse on' clinical suspicion, with the patient, for example, giv-
ing a history of swollen lips after inflating balloons. The suspicion can be
confirmed by a RAST tesc looking for anti-lacex IgE anribodies, or by conven-
tional parch teses, or by immediace prick vesting. None of chese are infallible, and
it is wise tooerr on the side of caurion and work on the assumprion that an indi-
vidual with a sugpestive clinical history is indecd larex sensitive even in the
absence of positive Inboratory evidence,

Treatment

Parients should aveid all rubber coneace and use vinyl produces instead. They should
carry a card with chis information for cheir dentisc, docror, anagsehetist, midwite,
eic. Il there 15 concern abour a very severe anaphylactic reaction, the E'..lrig_'l:l.t roay be
supplicd with a self<injecrable source of adrenaline for emerencies (e pen).

Dishydrotic eczema (pompholyx)

This term is used to describe a very charactenstic pactern of intensely tehy vesicles
af the skin of the h;lnd.\-—t‘lwirnqwrnph::l:.-x—ﬂnd, occ:uinn.ﬂl:.'_ also the frer—
cheiropodopompholyx. The sides of the Ainger are frequently involved and clinical-
Iy the mdividual lesions have a |go grain’ or 'frog spawn’ apprarance due (0
translucent deeply-set papules (Fig. 6.20). These are often casier to feel than o see,




The cause of this paccern of dermatitis 15 not undestood. In some cases,
patienes have allergic contact dermaricis, especially o nickel. In ather cases, no

S ifac l”i.'r__'l.'ll is found, bur the 5:!1'l.r'.'n-|1.'|'|'| APPEiEs O be il._!'_\_%:l:.l\'.lil'i.l |:'|}' SEress

regtment

avstemid antiliigstamines will III'Ii'\I IiI!!I:ﬂII EII!' I'I{'IL'!I o 'SL".'I[L'h \t“l,l_ Ehl,h. i:lfl_'LL'n[

y infeetion, The intense, bur usually shorc-lived, irch is best treated fora

nt topical scerowds. IF ehe lesions are very moist, wee soaks,

calamine lofion may be ||.|-||'-|'|.:|J.

reumscribed lichen simplex)

v of chrenic lichenified dermaricis, which is nor due o
ther external irmtants oc idencibed allergens,

lesions are induced by continual serarching or cubbing

skin, The initial pruricic scimulus, which seems to be

| disturbance, Eefnciales an itch-scrarch-irch i.'}'i.'!!’.‘

Oul Gk SEICSs Of ©

[l
his, inocurn, scomu a reaccive epidermal hyperplasia recognized clincally as
licheniticanion (Fig, 6.21)

fermaricis 1s relatively uncommon and che diagnosis should be made

» commoner causes of dermarivis, for example, irritane or allergic
CHLACT |i:!||| ITICES |: 15 CORMIMIOEET iN WoImen I11.Ill 17T TIRETL

Usu .5:. the ated, well-circumseribed, lichenihed, .i.|:|_|.:]'||!|:.' elevared :1E.Ll.tl.l1.'$ are

seen on the nape of the neck, che forearms, or the legs. They have a characteristic
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Fig. .21 Neurodermanm showing dark

thickened arca over akin of righe acapuls
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mauve colour and accentuation of normal skin mackings. Affected patients are
often tense and obsessive, and there appears to be an association with aropy.

Diagnosis and freafment

A biopsy may occasionally be necessary 1o confirm the diagnosis when individual
lesions resemble psoriasis or even lichen planus. An acypical fungal infection
could also cause confusion. Mycological examination will exclude this possibilicy.

Treatment should be aimed ar breaking the itch-scrarch-irch cyele and consists
of antihistamines by mouth to reduce pruritus, topical corticosteroids to Suppress
inflammation, and tar or ichthyol-containing prepamtions for theic ang-prorioc
and keratolyeic effeces. Occlusive dressings prevent scrarching and are the most
effective trearment. For lesions on a limb, a tar or ichthyol impregnaced bandage
{for example, Coltapaste, Ichchopaste) applied for a week may toally clear the
lesion. Unfortunacely, however, recurrence after removal of ecclusion is frequent.
In some cases intra-lesional injeceions of a steroid preparation, such as criamei-
nolone may be benehcial.

Prurigo nodularis

This problem can be regarded as a variant of neurodermarins. As a resule of ich
and subsequent scraeching, lichenified nodules develop. They may be as large as
1-5 em in diameter and the clinical differencial diagnosis may include skin
tumaurs, The history of chronic severe itch is helpiul, but a biopsy may be neces-
sary to establish the diagnosis, Potent topical sceroids under occlusive dressings
are the most useful form of crearment.

Stasis dermatitis
Defiition

An area of dermaritis on the lower legs, commaonly seen in association with venous
insufficiency or frank ulcerarion.

Incidence ond cetiology

A large number of obese, usually female, patients have a degree of venous insuffi-
ciency or frank varicose veins of the lower limbs, Prior 1o the development of frank
stasis uloers (po 2090 a mild dermaricis reaction associated with epidermal atrophy,
purpura, and pigmentation due to hagmosiderin may develop, These changes are
related o extrvasation of blood into the tissues and poor oxygenation.

(linical features

The inner aspects of both lower legs above and around the medial mallealus are

chiefly involved, The skin is shiney, acrophic, and vsually has large numbers of
small blood vessels clearly visible (Fig. 6.22).

Treotment

Treatment of underlying varicose veins is the most imporeant form of therapy, The
use of topical steroids, although sympromatically valuable, is not recommended
long-term as v will accelerare the arrophic changes in what is already chin epi-



dermis. Protective ichthyol or tar-impregnated bandages are useful both in pre-

venting sceatching, and in proteceing from other forms of minor crawma,

Fatient ossociation

The Mationnl Ecrema Sn-g':it.'l}- 15 @ p:l.l!ii.!‘l‘ll! SuUpporT group with branches in many
countries, which offer suppore and pracrical advice to sufferers from all cypes of
dermatitis and eczema, alchough a high proporeion of members have atopic der-
matitis. The Society produces a number of well-researched and medically

..IF'-|1:r||\'n_~|:|. infarmation ]ur.ks (website www.c\c'mmi.nrg}l.

Discussion of problem cases (see p. 95)

Cerse 0.1

The history 15 strongly suggesave of agopec dermatins. The mocher givesa hi::uq'nf
seazonal rhanitis, w0 the child has an atopic background. Mo lnboratory ceses are nec-
exsary oo confiom che dingnosis. The parents needed cime and a careful explanacion of
the nature of atopic dermaicis, including the face that it is usually self-limiring.
Frinved leaflers will help enforce verbal explanations. The child was carefully exam-
inesd 1o exclude the possibilicy of secondary problems, parcicularly eczema hee-
peticum. Emallients and o soap substicute were prescribed 2nd the mocher asked oo
avoid woollen: cloghing nesc the baby’s skin, substituting cotton. One per cenc
hydrocortsane eintment was peescribed as the initial steroid and oral promethazine
for night rime sedarion. A dermarology nurse spent time with the parents showing
them how o apply dressings. The parents were given the address of the National
Ecrerna Sociery.

The mother recurned 2 weeks later with the child whae was moch improved. but
still scrarching and rebbing his legs. A moderice potency stemic | was prescribed for
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Fig. 622 Varicour ecaema showing ateophy
aeud tissue bevakdown around the malleolas.
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Discussion of problem cases continued

this area and 1 month laser his skin was irchy, bur looked relarively normal, He cofs
tinuedd 1o reuine prescriptions for hydrocortisone and nighe sedacion for the pexc
manths, and his skin Hared with episodes of reething, and minoe conghs and colds, By
the age of 2 yeass his skin was dry, but non-inflamed and apparently non-proricic:

The parents ask youw aboue the likelihood nf:n}r further children being affected.
How would you reply?

Case 6.2

This presentacion tensks to be a bic of a leart sink case for a dermarologist. The histo=
£y and presencagion strongly sugeest sehorchoeic dermacitis and associsred seborrhoe-
ic follicelitis. Both are very difficult to clear completely. The pattern of invelvement
o the face and scalp with sparing af the ﬁngcﬁ does nor sugpest scabyies.

Thie patient was given topical imidazele (ketoconazole) cream and shampos, and
this improved the problems on his fice and scalp, bue did noc affect the icch on his
trunk. At has fedjLIEsE and, after. discussion, he was sim;l‘i-wk course of oral damis
dazale (Huronazaled, again with lintle benefie, This was stopped ancd T had a2 Gweek
course of LIV B rherapy, but was concerned abour future skin cancer risks, so thisalio
was stopped and he was given simple 2% menthol in calamine cream with a lieele
sympromatic reliel. Ar the newxe visie, he vells you he is emigraging o the LS.

Are chere any other treatmicnt ofations to consider here?

Case 6.3

?r.l‘.l:ng individuals nmimrkmg on @ l'ni.rdrg—s;ins carcer often have hand dermacitis
problems, particalardy in che fArse year when they are working as juniors and spend
o lot of time shamposing—thus in contace with warer and derergene. Most salons

will mot ler them wear lacex or pubber gloves; so the cumulative deving effec to/'the
skin it considerable,

This &5 the mwose Likely explanateon in chis case, Parch cesting was carried out (o
exclude an allergic cause and as expecred the resulis were negative, alehough difficule
o incerprer becawse of some 16N feactions.

She was advised to use copious amounts of emollients and o wear cotron under

Fubler gloves as much as possible, Her skin slowly improved on chis roucine and she
wizs able vo continue to train as a hairdresser.

Case 6.4

The patient has visible varicose veins and the history suggests associnved scnsis der-
matitis. Once the dermatitis has been treared she should be referred for considér-
on for surgical creatment of her varicose veins, The preparation she was using on
hice leg was & lanelin-containing stepoid cream, noe a recommended ;Iwn.]:r for sta-
si3 dermatitis because of the skin thinning effecr of topical steroicds. However, inthe
short-term they should not sctually aggravare pre-exissing desmaticis.,

Becanise of this history, the patient was patch tested and was found o be sensitive
toe bancdin. Hler leg was tooated with schehopasce bandages and, when the dermaritis

b seeeled, beer varicoe veins were surgically ereated. Three monchs lacer the skin
arpund her ankles was relatively nasmal,

W't advice do you give hee about ber lanolin allesgy®
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Special study module

Attach yourself to the local conmce decmacicis investigacion service or pacch test ser-
Vo

Follow 20 parienes through patch resting gaining experience of taking a relevant
history, applying appropriate patch cests, and interprecing rezules, What are the
patenis told and what do |:|1.q':,r undn.-rs:nr:d?

If prssible go with the consultant dermarclogist on one of two workplace visits
i see the pelationship between the patch test seevice and the working environment.

Hew would you audic the service?

e could you improve the service?

I reading
Bigter, T and Leung, DUY.M, (2002} Arepic aermsaritia, Marcel Dekker Inc., Mew York,
Fishier, AVA, (2001) Contacr dermaritis, 5th edn. Lippincote, Williams and Wilkins,
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Cutaneous infections and
infestations

Problem cases

Case 7.1

A T-year-old boy iz broughe to you by his mother. He has a hiseory of atopic der-
matites, whach Ltill eroubles him 1o che winger :'rbcml;h,s, m:l.inl.:,- an his face and in the
popliteal Fossae, In che past 3 days he has developed widespread, bur superficial
crusting on his cheeks. He is otherwise well.

Whae 15 rhe differential diagnosis hese, whar invessigarions mighe be wseful, and
what therapy would you preseriber

Cuase 7.2

A young mother comes 1o your surgery 2 weeks after Easter. The family spenc Esster
0 @ farm cottage and helped with young lambs. She hag had a painful cleerated
lesien on her hand for 4 days and her young son now has a similar leston, also an his
hand. She is fiebrile and has enlarged lymph glancds, and is very worgied thar she is
spreading a serious diseaze to ber family, Whae might be the problem here and how
will you manage ic?

Case 7.3

A young Asian couple bring their 2-year-old daughter vo see you because of loss of
nomal pigmentation on her fighe forearm. The child is otherwise well, bur the par-
COLs are (tﬁrff very concerned. The child was borm in Pakisran and |:||1.1.]r came £ the
UK 3 monchs ago,

Whae are che causes of painless loss of normal pigmentarion and how would you
establish a diagnosis?

Case 7.4

You are consulted by the mather afan 18-year-old giel, who is on dialysis and awair-
ing a kidney cransplane, sbour an unrelated marcer. In passing, she mentions chac her
daughrer has bach hand and genital warts. The mother wants to know if she should
b ereated now or wair until afeer che cransplane when she will feel fireer.

Whar is the bese approach in rhis case®

Case 7.3

A 38-year-old college lecrurer consults you abour a red, painful righr calf. He has
just rerurned from a weekend walking in the Mew Forese area of the UE and won-
ders if e has an allergy to his new walking boots:

Discuss the possible differential disgnosis, the appropriate investigations, and
the suggested treatment,
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Key points

Impetigo (s superficial infection by
stEphylocoocl or SIeprococci)
usually responds quickly 1o topical
antibioric, bur systemic ancibiotics
are requited to prevent poit-
streprocreal plomeruloncphrins.

Problem cases continved

Case 7.6

Yo afe asked o vidat a retirement home. Five elderly ladies all have u::l'ljng and eeh
imvolving most of che cnunk and limbs, and you are told that 3 nuese who has juse
gone on holidey has the samie problem. Before you have seen the paticns ogical
hydrocortisone has been applicd 1o the affecred areas wich very liccle benefir, The
senior nurse in charge is concerned abourt 3 change in the decergent nsed for laundry.

Wrhar are the possible couses of this outhoeak; what invescigations mighe be help-
fusl, and whar teeatements would be appropriate?

In Britain, Europe, and Morth America the numbers of pactienes with baceerial
cutaneous infection has fallen over the past ewo decades. Te s still important, how-
ever, 1o be able to recognize and crear these conditions prompely. Unfortunaeely,
there hias been no such decline in the incidence of viral or fungal cutaneous infec-
tions, bur recenc advances in therapy has made it possible to creat previously
intractable problems,

Bacterial infections

Impetigo

Definition

A superficial cutaneous infecrion caused by cither staphylococc or streprococe.
Incidence and oetiplogy

Impetigo is easily spread in sicuations such as day nurseries, where there s fre-
quent contact berween children,

The organisms commonly identified in impetigo are Stapbyfocoawr awrens and
group A streprococc. The disease is much commoner in children and can presene
as a very rthin-roofed, quickly ruptured blister, especially when caused by
seaphylococc,

Clinical features

The hallmark of impetigo is @ superficial lesion covered with a heavy honey-
coloured crust, usually on the face and hands. Impetigo can develop very rapidly
and may complicaie a pre-existing skin condirion such as aropic dermacicis or acne
(Fig. 7.1).
Monagement
K emaoval of cruses with warm saline or olive oil soaks, and the application of a top-
ical anrbiotic, such as aurcomycin, fucidin, or mupirocin (Bacrroban), are che
essential points in management. The infection in impetigo is extremely superfi-
cial and, therefore, most cases will respond quickly and heal with no scareing.
While ehe use of systemic antibiotics in impetige is only cssencial if steepro-
cocoi have been shown o be present, as the aim is to prevent post-streprococcal



glomerulonephritis, it 15 common practice in the majoricy of severe cases also to
prescribe full doses of oral penicillin or erythromycin for 5-7 days.

Erysipelos

Definition

FL Ltanecus 'H:rcp:u(nu.\l 'inﬁ,'g't'll:m q’_‘l!lu.ml;td'rizm:l h:,.' i.lifl.fpl:.' |:|E|‘:'|:|.t\g';t!ed 'u:l"lil:l.lel'-
al lesions, commonly on the face.

Clinicol features

Erysipelas presents as a brighe red, brawny, oedemarous area. The face is mose fre-
quencly affeceed. The organism gains entry chrough a minor abrasion and infeces
the superficial lymphatic vessels. The lesions are unilateral, and associated with
lewcocyrosis and fever (Fig. 7.2).

Diagnosis and treatment

Prompt response o full doses of oral penicillin is the most wseful diagnoseic tese
for erysipelas. Although swabs should be raken rourinely for bacteriological
confirmarion, the results should not be awaited before staccing thempy, Topical
therapy 15 unnecessary, but many dermatologists routinely prescribe a topical
antibiotic. Topical steroids should be withheld, as they will delay response 1o sys-
termig antibiotic cherapy.

In a proportion of cases recurrent erysipelas develops on the same site, leading in
ume to chronic lymphoedema, Management of thiz complication is difficaly and,
alehowgh long-term ancibiotic therapy is used, results are not always satisfactory,

Bacterial infections

Fig. 7.1 Scaphylocoocal impetigo
superimposed on mild aropic dermariris.
Mote grons boscy-codoured cruting
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Fig. 7.2 Enmipelas. MNove well-demarcaned
radge to the [eion. Responie 1o orsl penicillin
within 24 hours i neomal

Cellulitis
Definition

A curaneous infection, usually due to streptococci, bue wich deeper involvement
of the subcutis than in erysipelas,

Clinical features

Cellulivis presenrs as a maised, hot, tender, erychematous area of skin (Fig. 7.3%
The organism enters chrough a cur or abrasion, or a pre-existing dermatological
disorder such as a leg uleer. The affeceed arca is larger and maore diffuse than in
erysiprlas and che edges are not so well demarcaced, Fever and lencocytosis ane
common. The draining lymph nodes are usually palpable and tender.

Diognosis and treatment

Diagnosis 1s uswally straightforward and eherapy should be commenced immedi-
arely with full doses of a systemic antibiogic. Bacteriological swabs should be
eaken 1o identify the causarive organism and ro rest for its antibiotic sensitivicy,
When these resuls are availuble the ancibiotic can, if necessary, be changed. The
imitial choice of antibiotic will depend on the patient and his enviconment, In an
otherwise healchy young person seen ourside hospiral, screprococcus is likely o be
the cause and full doses of penicillin 'V are appropriate. On the ocher hand, in the
elderly or in patients who have impaired immunicy, a varicey of organisms may be
respronsible and a broad-specerum antibiotic (for example, fucloxacilling should be
used, Blood cultures should be taken before stanting cherapy in this sioeation.



Erythrosma

Definition

A cutaneous infection caused by Corynelacfertaom it itsinmim,
Clinical features

Erythrasma causes an asympromatic, recddish-brown area of skin, commonly in
body fAexures, parcicularly the groin. It docs not appear to be contagious and, if
untreated, it spreads slowly with a well-demarcared advancing edge.

Diagnasis and freatment

Erythrasma can be diagnosed both by bacreriological identification of
Corpmelvecteritomn minutissimmm and by the coral-red Huorescence seen under Wood's
light, Clinical confusion with a superficial fungal infection is resolved by chese
procedures.

Topical imidazoles such as clotrimazole of miconazole, or topical erythromycin
are all effeceive. Full doses of erythromycin by mouch (250 mg four times per day
for 7 days) are alse curative, but rarely needed.

Mycobacierial infection
Tuberculosis

Although “classical’ ruberculosis is now uncommen in Bricain, it must still be
remembered and prompely treated in the elderly, the immunosuppressed, and
immigrant populations with less natural resistance vo Myoobacrersam taberouloris. In
many parts of the world there is, at present, an upsurge of tuberculosis infection in
immunosuppressed individoals and, in many cases, there appears 1o be resistance
to classic anti-tuberculous drugs. Inthis secvion of the population, tuberculosis can
appear in atypical forms, and it is important always to consider tuberculosis inany
stubborn and atypical skin problem in immunocompromised individuals.
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Big. 7.5 CHIEHEM trnlvimg e ki of the
bower beg and ankbe. Mote intendie vwelling
andl erythema.
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Fig. T4 Lopes valgars. Nete yellow-hrowmn
translucont tinge 1o loison,

Lupus vulgoris

The commonest form of cutancous tberculosis occurring after primary infection
in individuals with good narural resistance to M, rwbercadosis,

Incidence and nefiology
Lupus vulgaris (LV) is most commaon in northern Enrope and affects fernales more

often than males, Children are more frequentcly affeceed and in che elderly it may
present with reactivation of old lesions following inadequate reatment in the past.

(linical features

Lupus vulgarss mose commonly affects the face and neck and is seen inicially as
firm, translucent, brown nodules (Fig, 7.4). These are called ‘apple jelly nedules’
because of cheir appearance on diascopy. This 15 gentle pressure on the lesion with
a eransparent glass slide or coverslip to impede local blood How,

Untreated, the lesions will slowly spread larerally, giving rise to dishguring
scarring and contracrions (Fig, 7.5) Malignant change has been reporred in these
scars, even in patients who have not received cherapeutic X-rays or large doses of
UV lighe in the pase,

Patholagy

Discrere, well-formed, tuberculoid granulomata are seen in the mid-deemis.
Caseation is rare and the mycobacteria will enly exceprionally be identified in
Gram-stained sections, or by culture of guinea-pig inoculation.



Diognasis and treatment

Biopsy and culture should be performed to confirm the diagnosis and then the
patient should receive full anti-tuberculous therapy for ar least 1 year. Current
practice is o give three anti-tuberculous drugs. The current drugs of choice are
rifampicin, isonicorinic acid hydrazide (INAH), and pyrazinamide. Echamburol is
used if resistance is suspected and rifaburin is useful as prophylaxis in those with
low CIM counes.

Scrofuloderma
[Definition

Cutaneous ruberculosis due to spread of the organisms via sinuses from underly-
ing casecus lymph nodes.

Clinical fearures: an ulcerated area is seen usually on che neck, overlying pal-
pable lymph nodes (Fig. 7.6). Recognition is easy as M. tuberenloris can be iden-
tifieed both in the nodes and in the material draining ono che skin surface.

Treatment

Full anti-tuberculous chempy 5 required. The recommeneded drugs are a8 for
lupus vulgaris.

Leprosy (Hansen's disease)

Air eravel and the presence of a large

Immigrant population i .
countries make it importane for both f f in parts of many

mily doctors and dermatologists to recog-
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Fig. 7.5 Lupus vulgans showing scriking
acarring and continaing scriviry on skin on
right e ol the neck.
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Fig. 7.6 Seroduloderma. Here, M. suforowdoarr
can be colrured from the ulcerared area thar
i in direry conracy wath an infeceed lymph
node wnderlying the uloer

Key froints

3o not forges leprosy as a cause of
pigment lois in dark skinned
individuals.

nize of at least suspect the commoner presentations of leprosy. Although the con-
digion 15 rare in Burope and Morch America, undiagnosed cases of leprosy can
spread infecrion amongse a wide range of conraces, particularly the young and the
elderly,

The polar varieties of Mysshacrerism feprae infection are tuberculoid and lepro-
matous, but in current pracrice, most patients have borderline or mixed infection;
The ruberculoid form is associated with low infectivicy and a high degree of nac-
ural resistance to the organism, whereas the lepromatous type 15 associnted with
large numbers of easily idencified micro-organisms, a high degree of infecrivicy,
and litcle nagwral resiscance o che mycobacteria, In berween chese owo extremes
lies a range of presentations combining features of both polar forms. Borderline or
dimorphous leprosy, and indeterminate leprosy are rerms nsed to describe chese
clinical problems.

Clinical features

In tuberculoid leprosy the infection is mainly in the peripheral nerves and the
curaneous manifestation i likely ro be an anaestheric macule or plagque with pig-
mentary changes, On whive skin chis may show as an erychematous or brown dis-
coloration, but on coloured skin depigmentation is commonly seen. Palpable
peripheral nerves may be fele near the area of discoloration. As skin appendages
are damaged by the process, sweating and hair groweh are dininished or absent,
The lesions tend to develop adjacent to scars and vaccination sices, and they are
sparse in the pure ruberculoid type (Fig. 7.7} These depigmented areas may clin-
ically resemble virilige, which is much commener than leprosy in the UK,
Remember char dark skinned families from countries where leprosy is commoner



may be very concerned thae a relacively innocuous parch of viciligo (p. 227) 15, in
face, leprosy and may need vigofous reassUrance.

In borderline cases the lesions are simalar, but more numernous.

In lepromatous leprosy macules, papules, nodules, and ulceration develop at sites
where rissue temperacure 35 low, such as the noserils, which are frequently involved,
leacing to sepral perforacion, collapse of the nasal bones, and a chamcreristic deform-
ity. Hair groweh and swearing over the lesions is not impaired, and nermal sensation
i% pn_-s;-nﬁ] A genemlized thickening of the involved facial tissves gives rise oo
leonine facies, and severe and intracrable leg ulcers may develop.

Pathology

In tuberculoid leprosy well-formed granulomaca invade the dermis from within
the nerve crunks, which are the primary site of infection. Curaneous nerves may
have been destroyed by this process and AL feprae will rarcly be seen despite care-
ful microscopy.

Im lepromacous leprosy che granulomaca generally lie deeper in the decmis and
contain a large propertion of foamy histiocyres (macrophages). AL leprae are pre-
sefited in large numbers in these cells and can' be easily identihed with special
stains (for example, Ziehl-Mielsen).

Dingnosis and treatment

The diagnosis should be confirmed and crearment searced ara cenere chat has some
experience of leprosy. A full-thickness skin biopsy, skin snips, a peripheral nerve
biopsy, and the lepromin test are all diagnostic aids, The choice of which of these
to use in individual cases depends on the clinical presencation.

Wycebocteriol infection 741

Fig-7.7 Tubcrculaid lepoosy. Mote obvicus
areas of depigmentation thag wene alio
anacsthotic
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Key points

Warts arc self-linmting, benign
Tumours, capsed by the human
papilloma virus, and wsally
invalure sponizneously,

Trearment is based on systemic sulphones, rifampicin, and clofazimine,
alehough resistance is becoming a problem and in che inicial stages it can b com-
plicared by reactions, particularly in lepromarous leprosy. In the UK, there i5
leprosy panel organized by the Department of Health, who will give advice on
bese current therapy (Tel. no. 0207 972 1522). The duration of treatment VAFIES.
The tuberculoid variery should be treated for 1-2 years after discase activiry has
ceased, bur in the lepromatous variety eecacment should continue for life.
Children who are household contacts should be followed up as they can harbour
the organism for many years and develop the disease in adule life. Adult conaces
rarely become infected.

Viral infections
Warls
Definition

Commaon benign cutaneous rumours caused by che human papilloma vious (HEV),

Warts are usually self-limiting cutancous tumoues caused by a mange of DNA
wviruses, the human papillomn vicuses (HPV), They vary significantly in their clin-
ical presentation and different types of warr virus may be associared with specific
clinical presenrarion {for example, genital wares). The wart virus is transmirtced by
direcr conrace. A small number of che over 90 variecies of human papilloma viros
currently recognized have oncogensc potential. This is of particular imporance in
immunosuppressed individuals such as organ cransplant recipients,

There are a number of different types of warr:

* Common ware (Verruca vulgaris): These casily identificd lesions are usually
multiple, raised, hyperkertotic, and are commonly found on the hands. They
are particularly commaon in children aged 5=10 years and may be painful, espe-
cially when periungual. Common warts demonserate the Kosbwer phenomenan
(p. 43). and develop on sites of rrauma. All types of warts are more persistent
in those whose cell-mediated immunity is suppressed. Renal cransplant
recipienis, for example, tend o have large numbers of warts that stubboraly
resise ereavment (Fig, 7.8,

* Plane warts: These occur most frequently on the face and the backs of hands.
Each is a slighly raised circular or oval plagque. Despite cheir relatively banal
appearance, they are surprisingly resiseant o therapy (Fig. 7.9).

= Planar warts (Verruea plantaris): Constant pressure and friction on the soles
prevents the normal outward expansion of warrs in chis site and instead they
grow inwirds towands the deemis (Fig, 7.10). Pressure on nerves can cause oon-
sidderable pain. Children, aportsmen, athletes, and others wha use communal
'.]mv.-l'rlu,": facilities ane I'Dilr[ii.lllilrly ar risk.

Hlurman papalloma vireses cypses | and 3 are the commonese types associated with

cutanecas warts described above, They are not considersd oncopenic varieties of

Y

o Cperutad swears: These waros tend o l.h"ﬂ:]up in large clusters. They affect the
peerale wied Sulvar skin, mmcous membne, and alzo the peri-anal area (Fig.



T.11). Sexual parcners should aceend for examination and ¢ &— =satreent, 2s other-
wise re-infeceion is very common. All patients with PECE e zanial  WRETS s.hnuld
have a proctoscopic examination to exclude recral involve=— e £ In children
with genital warts the possibility of sexual abuse muse be wng_.dm,-d. HPVs
types 16 and 18 are commonly found in geniral warts, and ¢ B—mef® e et
troversy aboue their oncogenic porential,

PﬂThﬂlﬂg? LoPathology is,
Biopsy is rarely required to confiem the clinical diagnosis, The= hi®_pieg by large
however, characteristic, Hyperkeratosis and acanthosis are acc e, gricdegmal cells
nurmbers of keratohyalin granules in che Malpighian layer, §p ¢ g - ipt® €0 be
are vacuolated and may also contain basophilic inclusions, Ty *

clearly seen and identified by electron microscopy.

Fig. 7.8 Muliple hand searrs. Boce ex
besion on chie dorss] of all fingeri.

Fig. 7.9 Plane wars. Mote the Ko
phenomenon caused by scrarching.
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Fig 7.10 Multiple plantar warn. These can
Sx borh painful and difBoult o treat,

Fig. 7.11 Exrenave peovadvar warts. In this
wirmrien firll gynescological exammarion s

restintial o pule Gun condiinng infroian



Diognosis

Diagnosis of warts is useally made by the patient. Occasionally, the periungual
fibromara of tuberous sclernsis are misdingnosed as periungual wares, bur close
examination and a search for other signs of this condition (p. 316) should clarify
the situarion. Planrar wares may be confused with eicher corns or, if haemorrthage
into the lesion has occurred causing discolorarion, with invasive malignane
tumours such as malignant melanoma.

Paring down the lesion with a sharp scalpel blade can be of diagnostic help as
in plantar warts punceace bleeding poines will be seen. In corns, one sees only a
thickened epidermis, while in a malignane cumour, such as melanoma, dark fri-
able vascular tissue will be revealed, IF a malignane tumour is suspecred the
pacient should be referred withour delay for a diagnostic excision biopsy. It is
preferable to excise unnecessarily the occasional plantar ware than to trear a malig-
nant melanoma inappropriacely.

Genital warts may be confused with condylomata laca of syphilis and, as both
conditions are cransmiceed by sexual contact, they may co-exise. Full serological
screeming for venercal dissases should therefore be performed rourinely on all cases
of genital wares

Treoiment

A large proportion of common warts will involute spontaneously and, therefore,
cither no treatment or placebo treacment for the firse 3—1 months alter presenta-
tion is quite acceprable, particulardy in the case of small children. If chempy is
considered necessary, a salicylic acid paine (for example 12% salicylic acid, 10%
pcetane, nnd collodion to 100% —Salaceol, Duohlm) is recommended. Paines con-
rxining glutaraldehyde (Glurarol) are also useful. For lesions persisting despire a
34 month trial of such paines, cryotherapy wich liquid nicrogen, or a slush of car-
bon dioxide snow and acetone can be wsed, Wares should be frozen for sufficient
ume to cause che surrounding skin o develop a white halo. Some discomforr is
inevitable, and blistering may develop 24—18 hours after treatment, The proce-
dure should be repeared ar 3-weekly intervals unel the warrs are gone. Curercage,
(i1 e]e.'n: !rrm_':u.tu.'ry,_ i v:li::l.!l'l.n.:h'l'l}' uisder |.1.'x.':'|.|. rl.l"l.‘ll.'sllir.'s.iu e sl,:lr'l.dn.rd |‘r|.n.~t]'|ud.'_,: r-or
dealing with more persistenc warrs, Radiocherapy has been used im che pasc, buc
novwadays 15 not o be recommended even for persistent lesions,

Wich all forms of therapy the recurrence rate 15 relacively high.

Plane warts, parcicularly on the face, should be created by bland, non-scarring
preparations. Salicylic acid paines may accelemee spontaneous cleannce.

For plantar warts slighely different methods are more likely 1o be successful.
The first step is to pare away as much of the overlying hard skin as possible, and
then apply salicylic acid or gluterldehyde-containing paint (Salactal, Glutarol,
ard covering with occlusive plaster. In some countrics 25-505% |ﬂd::ph‘l.‘“i.ll in
liquid paraffin or white soft paraffin (posallilinlis used. This causes tissue necrosis
if an ecclusive bandage is kepe in plece for 10=14 days. The remaining warg virus-
infecred tissue can be cureered away after this period,

Formalin soaks are also of value, The patient applies a prowecoive layer of

Vaseline to the surrounding normal skin, then immerses the war for 10=20 min-




146 Cutancous infectisas and infestations

Key poiuts

Molluscum contagiosum: and ori
are cunsed by & pox virus,

utes in @ saucer containing 3-6% formalin in an aqueous solution. This is repeat-
ed daily, and afrer 2-3 weeks warrs becomie smaller and desiccared, and can be
curetted out with case and litele pain.

Genital warts can be persistent and difficule to treac. Full vaginal and/or receal
examination should be performed o esrablish the extene of the problem before
starting ro treat the visible lesions. Crvotherapy can chen be commenced, and used
weekly or twice weekly for as long as 15 pecessary. This s ar present the bese
method of our-patient management, causing relatively litele discomfore
Aleernacively, daily applications for 3=4 days of podophyllin 25=50% in soft
parafhin is effecoave, bur ic leads o considerable macerarion and discomifore, It s
difficult to use on an out-patient basis,

Siruacions in which wares muse be regarded as a more serious problem are preg-
nancy and immunosuppression. Young pregnant women with a few mild geniral
warts tend mpidly to develop large, fungating, cauliffower-like masses of lesions.
The wse of podophyllin in pregnant women i3 w0 recommended because of
sporadic case reports of foetal damage. Early and efficient creacment of small
lesions with cryotherapy is the treatment of choice.

In the immunosuppressed patient warts can grow wich alarming speed and
give rise to major problems. Children on long-term chemaotherapy for leukaemia
and other mabignancies tend o develop large and very persistent lesions. Such
patients should be treared prompely and cffectively as sponrancous resolution is
most walikely to occur. It 15 also good practice 1o examine such children for vwarts
prior o commencing chemotherapy and treae any lesions before furcher
chemotherapy-induced immunosuppression develops. Transplant recipients tend
ta be very difficult to trear once they develop wares and ic s good praceice oo vig-
orously treat all warts prior to transplantation to prevent future problems. Very
persistent warts in ransplane patients may require specialise measures, such as
intra-lesional bBleomycin or systemic interferon,

Molluscum contagiosum
Definition
An infectious curanecus lesion cansed by a pox virus.,
This benign, bur troublesome condition is a commen cause for dermatological
our-parient referral in the under-fives, and occasionally in older children and

adules. Muloiple lesions are common in young children, buc in adults isolated
lesions, sometimes of considerable size, are more common.

Clinical features

The lesions are most commonly seen on the face and neck, although che trunk may
also be involved. The lesions are elevated, smooth, reddish papules, and all have a
small ceneral puncram, which is an imporaant diagnoscic point o be soughe
(Figs 7,12 and 7.13) Troublesome lesions may develop around the eyelids and ac
the vermilion border of the lip: In adults, isolaved lesions may develop on any
by site and in recent years crops of mollusca on genical skin have been seen more
commaonly,



Pathology

Biopsy 15 rarely required and is usually performed on a langge isolated lesion o
exclude other more serious conditions. The histological changes are confined o
the epidermis and consist of acanthosis, hyperkeracosis, and an increase in che
numbers of kerarohyalin granules. As epidermal cells in the centre of the lesion
are destroyed they are replaced by large, amorphous, eosinophilic struceures, the
molluscum bodies, which are the histological hallmark of this condition.

Diagnosis and treatment
Diagnosis is usually seraigheforward, bue an isolated lesion may not be recognized

until histological examination of curetcings or of a biopsy.
The mim of treatment is oo seimulate an in[h:nmamry reaction in the dermis

underlying the lesion. This can be achieved by punceuring the lesions individual-

Vil infections | 147

Fig. 7.12 Molluscum contigionam. MNote
ceneral punsum, sen bt on the largest
lesian. a

r-‘;. T.13 llﬁﬂmdﬂ'ﬂm o
chuscer of pearky leibon with conera
umbilication,
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i barbed wire 16 days preveoasly

Key points

Primary imnbection with Hlopes roray
Bomgis vype 1 s almsar aniversal
carly in life.

Iy with a curetre or forceps, and applying iodine to the area. Liguid nitrogen or

carbon diosidefacetone slush can also be used, buc are less effective.

Orf

Definition

A rapidly growing solitary cutaneous lesion caused by a pox virus

Climica! features

The infecrion is concracted chrough contact wich sheep, eicher direcely or indirect-
|!.' I!-:ui!l'l askecd Wi, frass, of 1:|E||<'r mters |.| ,nh.l.u,g-n: o the .|I'||||I.|!'_\ le s l:'.L'LiI:-' anl
quickly recognized by agriculoural workers, country dwellers, and vererinary. sur-

5 o repicdly e

Leons, b may dismay and alarm a town dweller, who devel sl -

ing lesion on his hand 2 wecks afver a visic po a farm o the couniry.

After an incubation penod of T=10 doys a red papule develops, commaonly on
the sides of the Angers, apadly grows, and finally reaches a size of 5-10 cm, wich
5. local lymiphadenopa-

a central necrotic or bullous area l:l'.l:li: 0 ].:. r::li'\lEI.l.I
thy, and fever are nor uncommon. Spontancous recovery takes place and one atack

confers subsequent immumnity.

Ireatment

A broad specorum systemic antibiotic is commonly ziven orally for 5-7 days, for
example, Hucloxacillin, Topical antibioics, such as 3% aurcomyein cintment,
miay also be used.

Herpes simplex
Definitior
l" CUTANEHIS illl‘.".tll.ill l.I.I.N." (€8] !:frf"r] PR .Ir_lljlml:ﬂn'l.
Two evpes of M. bowrinis virus are currently recognized. Type | is che varety
mainly responsible for recurrent “cold sores’ in the upper lip area, and type 2 is



usually associated with genital herpes lesions. Carcinoma of the cervix s
commoner in women with a high citre of antubody to che type 2 virus, bur no
purative or proven association with malignancy has yer been reporeed with the
type I virus

Primary infection with type 1 virus 35 almoss universal in childhood or early
adule fife, and is usually subclinical. Thereafrer, most people have no further prob.
lems, bur a few have exacerbations of H. bewings infeccion, usually on the upper
lip, often in association with other viral infections. Mo specific immunological dif-
ference becween these individuals and those without recurrent herpes simplex hos

vet been idencified

Lres

The characteristic clinical picrure of an active, primary H. bowrsnds type | infection

1= a muserable, febrile child, with a |'.\.1III1.I.I| wleeraced mouth and painful enlarged

i

al lymph nodes (Fig. 7.15) The lesions persist for 3-6 days and subside spon-

cously. They consist of a group of small blisters on the skin surface, as well os
ofi buecal mucous membrane, IF che comen s invalved, immediace ophehalmo-

logical care should be institured, as corneal scarring and ulcerarion are common

sequclae. Herperie wintlow or inoculacion herpes simplex 13 common in hospical
\.'.'I"'rL'L'r'\-C_ 1

resules from the virus entering through a small abrasion, usually on

. :I'l;: y ||:'|I ]"rl":l'lll;':!‘ 5} |'|'||_\4I.I|.:|.L:||1'l‘-\.|,'l:i s I'!":.'i'li_:l,'l'll{ I.l..‘.llll]. L CCHISISLS
of a painful, indurared, and render area, topped by blisters, which inicially are
hlled with clear Aurd. Occasionally, primary infeccion on che counk may have alin-

car distribution and cause confusion with herpes zoscer.

Yiral infections 14%

Key points

Topical seeroid should nos be
applicd to herpes dimplex lesions,

Fag. 7.15 Herpes simplex. Primary infeetion
i an Bpear-oll boy,
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Fig. 7.16 ‘Herpesic whitkow, Wesy ofton thoe
lesiong are regarded ax bacreral and lanced
Mever forger thar vinases, a5 well as bacreria
exf pive fe 1o panful inger of this ryps.

Recurrent herpes simplex artacks begin with a tingling sensavion and chen ten-
der, painful lesions appear, usually on the upper lip,

Patignts with AIDS may develop very exoensive, painful, and persistent
H. simplex infections usuzlly wich herpes simplex cype 2,

Pathology

The 1_'piv|:|l_'n'|1i's shows the slgl'liﬁi,'illli -:..|i:|.|:t5;w.::.. Graoss intracellular ocdema leads o
balloon degeneration of the infected epidermal cclls. The nuclei of chese cells
show specific intra-nuclear inclusions, Large multinucleate giane cells may also be
seen in persistent infecrions.

Diagnosis and treatment

If there is doube climcally, the most rapid way to confirm the dingnosis 15 o exam-
ine a chick smear from the surface of the lesion in the elecrron microscope o iden-
tify the viral particles. Blood samples can be taken both ar the time of presenta-
tion and 10-14 days later to demonscrace a rise in cicre of ancibody 1o the virus.
An alternative rapid diagnostic method for identifying both herpes simplex and
herpes zoster is to use a specihc fluorescein-labelled antibody direcred againse the
virus in o frozen section from a skin biopsy of the lesion.

Management of severe primary infecion is largely supportive, to maintain an
adequate fuid balance. If necessary, systemic antibiotics can be administered to
control secondary infection,

Recurrene herpes simplex lesions are difficule o prevent, Acyclovir (Fovira)
given orally in doses of 200 myg five times daily may reduce ehe severity of recurrent
attacks, bar only if introduced in the very eary stages of the recurrence. In the case
of [k ients who have ﬂ'ﬂ"."l.d? had mui{i]}]t FOCUrTENCes, 0] mg ,.1;':,!;11_1\!,‘; gi\lr:n oral-
Iy two or three times duily for several months may reduce the number of recurrences.
Topical acyclovir preparations have, in general, been relacively ineffective,

For ropical use, 10% povidone iodine paine (Betadine paine, UK} will dry che
lesions and reduce secondary bacrerial infection. Topical acyclovir is of doubeful



value once the infection is well esrablished. Pacients wich herpes simplex should
be warned specifically not to use a topical steroid on che lesions and told to avoid
conrace with individuals who have avopic eczema.

Herpes simplex infecrion in the immunosuppressed and in paticnes with atopic
dermaritis can be serious and potentially life<chrearening. Hospitalization, sup-
portive care, and full doses of acyclovir, given orally or intravenously, are macrers
of urgeney. I is imporrane to protece these two groups of paticnts from herpes
simplex infeceion and mothers of children with atopie dermatitis should be
warned chat persons with cold sores are hazardous to their child.

Herpes zoster (shingles)

Definitian

A cutaneous infection caused by che chickenpox virus, Herperedras suricef e,
Herpes zoarer is o disease of adule life and old age, being very rare in children

and healthy young adules. As wich other viral infections, however, it can develop

in a virulent and fulminating form in those who are immunosuppressed cicher by

disease or by therapy. Patients with Hodghin's disease are parcicularly prone ro
develop herpes zoster.

Pathology

As in herpes simplex, che scrikang hisvological feature of herpes zoster is balloon
degeneration—the presence of grossly swollen, distorted cells in the epidermis,
Direce immunoflusrescence using antibodies specific for herpes simplex or herpes
eoster will differentiate between the two while the infection is at o very early
stage. Serology will differenciare from abour 14 days afrer infecrion.

Clinical features

Afeer prodeomal pain, usually in a dermarome discribucion, malaise, and some-
rimes fever, a linear erythematous band develops on this dermatome (Figs 7.17
and 7,18). Groups of small blisters chen develop on the erychemia. Some of these
may become secondarily infected, and local lymphadenopathy is common, Pain
may appear o be our of proportion to the ocher clinical signs, and when it per-
sists and evolves into post=herpetic neuralgia, it is extremely difficule to trear.

Certain clinical varieties require special management. These include involve-
ment of the ophehalmic division of the trigeminal nerve, leading o ocular dam-
age and the Ramsey—Hunt syndrome when the geniculate ganglia are affected,
causing pain and blistering of che external ear. Involvement of the first and sec-
ond sacral ganglia may cause severe ulceration in the genieal region and urinary
retention. In che elderly, unfic, or immunasuppressed, more than one dermarome
may be involved.

[iagnosis and treatment

The clinical appearance 15 usually diagnmtit‘. bur occasionally examinacion of a
thick smear by clectron microscope or immunobsorescence is required. Trearment
of mild cases iz S}TFHI!I[DH]H[J'E. mncl CoONsISCs of si.mplr GII.'I-LE,I.'S-i'l.'Sl maineenance of
fluid balance, and soothing ropical (drying) applications of lotions such as povi-
done iodine or ichehyol 19 in oily calamine lotion, Topical sceroids should nar be
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Frg. 7.17 Iltzlsﬁ emer Severe herpes zowter
infection invelving the trigeminal porve,

Fig. T.18 Herpes zoster showing extensive
scarring on the theuldor s the sermaroemal
dhistribution. This particular individial had
extemiave post-herpetic pain

applicd ro this or o any ocher lesion in which acrively growing virus is present.
The lesions will clear in 7=10 days.

In patients with painful and more widespread infection or in the immunosup-
pressed, a full course of acyclovie 800 mg five rimes daily for 7 days is recom-
mended. There 15 some evidence thae acyclovie will reduce che incidence and
severity of pose-herpetic neuralgia.



The management of post-herpetic neuralgin s wnsacisfacrory, A 7-10-day
course of systemic corticosternids may help some ortherwise healchy paticnts, buc
1

in cebiers che pain 1§ persistent and severe, and neurosurgical intervention may
have to be considered.

Spirachaetal infections

Lyme Disease
Definition

A multi-system disease caused by che spirochacee borrelia and eransmateed (o man
by the tick Ixeder ricine,

Incidence and oetiofogy

In che early 19805 a new discase entity and ics cause were recognized in the small
tovern of Lyme, Connecticut, USA. Lyme disease develops after a bite from the tick
Ixocler ricimws, which carrics the causative organism, the spircchacoe, Borrelia
bnrgeferferi, These ticks are found in large numbers in the New England woods, in
Scancinavia, in Auscria, and in wooded parts of the UE. The exact ingidence of
Lyme digease is not known, but small scale popularion studies in councries such
as Austria suggest, from serological analysis, char up to 25% of the populacion in
these arcas have had past exposure and developed an antibody response.

(linical features

Afrer a rtick bire, which the patient may not remember, there is frequently a
febrile episode and the pacient then develops a red, raised, slowly changing plague
or erythema around che tick bire (Fig. 7.19). This is erythesra chronserm sigrans. the
best esrablished dermarclogical association of Lyme disease. A biopsy of this site
and very careful search may reveal the spirochaete in the lesion. Parients will also
have circulating antibodies vo Borrefiee burgdorferi, but the presence of these anei-
bodies cannot be caken as proof of cause of the cutaneous lesion becanse of the pos-
sibility of previous exposure. A later curaneous association wich Lyme disease is
acrodermaticis chronica acrophicans.

Mon-dermatological manifesrations of Lyme disease include musculoskeletal
and neurological problems, including meningicis and isolated nerve palsies.

Treatment

Therapy for eryrhema chronicum migrans and any ocher dermaralogical problem
theught o be associated with Lyme disease is eicher oral penicillin or teeracycline
in full doses for a minimum of 2 weeks. Repeared courses may be required.

Fungal infections

Two main groups of fungi infece man. These are the Candidls group of yeasts and
the dermarapliyies, Candide albicans s the most common species responsible for
human infecrion and of the dermatophytes, Trichapbyson rrbram, Trickophyton min-
sagroplyrer var, smendigitade, Trichoplyton tonsurans, and Epidormophyton floaccason are
the commonest pathogens in the UK. All these dermarophytes are transnucced
directly from ene human hose to apother. However, hiumans can conerace animal

Fungal infections
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I"i|:. T 1% EJ‘} thierma chrenaoum tnigr.:ng
Lowet leg of 2 keen hull walker who had been
walking in the Mew Forest | week before the
development of this letion.

ringworm from domestic animals, the usual dermatophytes responsible being
Microgperam canis and Trichoplyeos verracainm.

Pityrinsis versicolor, due oo a yeast, Malassezia firfir, 15 a superficial infection
and will be discussed in this section,

Condido infections (condidosis, thrush)

Camclics alficans is a normal commensal of the gascro-intestinal ceace, and can be
grown from apparently healthy, normal mouths and peri-anal skin. In the very
young, the elderly, and in those whose natural microbiological fora has been dis-
turbed by disease or by therapy such as antibiotics, it may become a pachogen, It
can be a serious and resistant problem in chose with HIV,

Clinical features

Curaneous lesions due 1o Conafde afbicans present in infants as napkin candidosis
and in the elderdy as intererigo affeccing the submammary folds, the axillse, and
the groins (Fig. 7.20), In both sitvations the lesions are a glazed brick-red, and are
charactenzed by ‘satellive lesions’ and occasionally pustules around the main area
of involvemene, These are isolated individual lesions, which have che same colour
and appearance as the main lesion. Painful fssures frequently develop in the
affected body folds and may be resiseant to therapy.

In people with occupations that involve wer work, candidal paronychia is an
occuparional hazard. Initially, the protective cuticle berween nail and nail fold is
lost, allowing Candica ro invade the space thus created. The resulting inflammation
produces a holsrered” posterior nail fold from which beads of pus can be expressed.



Chronic candidal granuloma, mose commonly on the lips, may develop in
patients who have a long history of candidosis. This consists of a firm, induraced
area-and must noe be mistaken for a developing malignancy.

Lesions due to Cawdlials on the mucous membranes may involve the mouth, the
uragenital area, the cesophagus, and the alimentary trace. Oral candidosis pro-
duces adherent whire parches on the tongue and inner surfaces of the cheeks. If
scraped off, a raw bleeding area will be revealed. In the elderly these lesions are
fairly common under denral plares and may be very difficult to cure as the plate
weseli is frequently colonized by the organism. Candidal valvovaginicis causes an
irritable erythema associared with a copious discharge. There is no evidence that
aral contraceptives predispose co chis condicion, bur pregnant and diabetic women
are more ar risk. Candidde infecting the bronchial or alimentary mucous mem-
branes is less common buc should always be borne in mind when infants wich nap-
kin Candides have persistent diarthoea.

Generalized systemic infeocions due to Candidly are rare and usually associared
with immuncsuppression or antibiotic therapy. Chronic mucocutaneous candico-
sis is rare, bur of grear interese ro dermarclogises and immunologists as v is a
muodel for establishing the relacive value of cell-mediared and humoral immunity
in the host response to Candias.

Pathology

Caniltalr albicans exists both as yeases and in hyphal form. In pachological condi-
tions budding yeasts and pseudohyphae are easily seen, and best visualized by
staining with periccdic acid Schiff (PAS). They lie in the stratum corneum.
Persistent lesions may be associared wich abscess formation, acanthosis, and, in
more severe cases, with a granulomatous reaction.

Diagnosis ond freatment

All Lesions thoughe te be due to Candiade should be swabbed and examined for che
presence of the organism. In eypical ceses this serves merely 1o confirm a clinical
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Fig. 7.20 Infra-mammasy candsdonis inan
abee duberic patiene.
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impression, bur in less classic presentacions ic is essencial. It muse be remembered,
however, that the presence of the organism does not autormatically imply a patho-
genetic role, and also thar Cawdids may colonize o pre-existing skin condition
such as seborrhoeic dermacicis and cause an cpportunistic secondary infection,
rather than primary disease.

Trencment depends f:.rs!:]}r on aleering the damp, most, warm microclimare in
which Candlials chrives, Thus, napkin candidosis will not clear as long as che infane
is wrapped in damp napkins. Similarly, obese females with pendulous breases will
retain their infra-mammary Condiafs as long as the two apposing skin surfaces
remain in clese conrace. Soaks or swabs should therefore be used o separare skan
folds in such situations.

For patients with an intact immune system, the choice of thempy lies beoween
nystatin=contaming prepamcons and imidazoles. Mysoaon is available as an oral
suspension, and in pessary, cream, gel, and ointment formulation. Ie has a well-
established safery record and 85 che prepamtion of choice for vse in infants.
Imidazoles include clotrimazale (Canesten, UK Lotrimin, USA) cream, cconazole
(Specrazele, US) miconazole (Dakcarind, sulconazole. and ketoconazole
Keroconazole appears o have greaver acuiviey against Cemdide than che other
imicazoles,

Candiddis paronychia is relatively slow o respond o cherapy, bur good resules
will be achieved by instructing the patient to work nystacin cintment well into
the nail fold and ro keep the hands dry. If working conditions necessitate mbber
gloves, a separate pair of cotton gloves should be worn nexe po the skin and
changed frequencly. "Denture mouth’ due to Cardial requires concomirane treat-
ment of the mouth with nystatin suspension, miconazole gel, or amphoericin B
lozenges, and also nightly scaking of the dentures in an anti-fungal solution,

Infants with persistent napkin Cavalial should be given oral nystatin drops as
a high proportion will have involvement of the alimentary trace.

Topical steroids are an excellent growth medium for Cendide and are con-
rraindicared.

Persistent and severe candidal infection 15 a particular problem in patients who
are therapentically immunosuppressed or in those whose immune syseem is
severely depressed as in HIV infection. In those sicuarions the use of oml imida-
zoles such as fluconazole (Diflucan, UK) or itraconazole (Sporanox LK) as a pro-
phylactic measure appears effective and safe. Very shore courses of these oml
imidazoles are also extremely effeceive in eradicaring persiscent genial candidosis
in orherwise healthy non-immunosuppressed individuals.

Dermatophyte infections

Definition

Cutancous lesions due to dermatophytes, presenting most commonly as athlere's
foor, nuil infections, tinea corporis, and scalp ringworm.

(linicel features

Finea pedis (athlee’s foor): This common condition is found in adolescents and
young adules, particulaely ehose who use communal changing facilicies, showers,



and swimmung pools, The usual site af infection 15 the toe welbs, especially the
fourch, where maoist, whice "bloccing-paper” skin will be seen, Pruritus is common,
The instep (Fig. 7.210, and in persistent cases the nails, may also be involved and
therapy then poses considerable difficuloies.

The organisms most commonly found are Trickeplytor ek, Tricboplyten me-
Fagrapliytes var. interdigitale, and Epidermophyron foccoism.

Tinea corporis (ringwormk Infection of the trunk frequently begins in che
baly folds such as the groins or axillae and presents as an itchy, erythemarous area
with a rased advancing edge. Scrapings will be most likely o }'i':hi positive
resules if raken from chis edge.

Diagnosis is not always seraightforward. Isolared scaling lesions on the trunk
may resemble psonasis (Fags 7.22 and 7.23). If cinea corpons has been reared
with topical steroids, its presentation may be atypical, Persistent hand dermacitis
may be due to dermatophytes, most commonly Trichepbytan rvfrar, in which case
the palm is dry with itchy, scaly creages. Mycological examinarion should: be
routing in such circumstunces.

Dermatophyte infection of the hir shoft

This may be on che scalp or beard areaand due to T ronswras, AL coees, T rebra,
or T2 verrwcains (Fig, 7.24), Usually, che ficse sign isa well-circumscribed pruritic
scaling area of hair loss, with a vanable inflammarory. response. Suspected hair
infecrion should always be examined under Wood’s light (uleravioler lighe
=305 nm) as lesions due to M. cends and M. asdswing will show a diagneseic bril-
liant green Huorescence. Those due o Trachapbyton species do not give rise 1o this
degree of luorescence, alehough T seboenfernis canses o doll geeen fuorescence and
gives rise to the distincrive clinical enticy called favas, Favos i now most com-
mon in Morch America, around che Mediteranean, and in the Middle Exst. The
charcteristic features are exrensive—even complete—Dhair liss, scalp arrophy
leading to permanent alopecia, and the presence of adberent seales Cscnmulaey on
the remaineng hairs,

Fungal infections .
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Figs 7.2l and 7.23 Scaling lesitna vn che
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Infecrion of the hair shafi with T, rerrmcoism MY CALSE & VETy bessk: inflammea-
rory feaction. termed a kerion (Fig. 7.25), seen commanly in children after con-
tact with cattle or other domestic animals, There is a dramatic, acute flliculicis
with pustules and swelling forming a boggy mass on the scalp. Hair loss and even-
tual scarring alopecia are common, but one awack usually confers subsequent
1MLy,
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Fig 7.24 Tieea capinas. Ballisne greee
Austeiconce wai seen under Waood's lighe and
Mimrupersm andssieid inolaved . culturr.

Fug. 7.25 Extensive kerion in an immigrant
child
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Key points
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Always chock for a fungal infection
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sales, especially il the Iesions are
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Fathology

These pathogenic fungi inhabit the keratinized tissue of skin, hair, and mails, and
generlly do not invade living cissue. In active infecrions they are seen as branched
hyphae. They grow down the pilosebaceous follicles towards the hair bully, but ase
arrested before reaching the bully ieselCand fan out to form multiple hyphal fronds
known as Adamson's fringe. The hair shaft is invaded.

Dermatophytes can be seen on direct examinacion by waking skin scrapings
ﬂ:‘a -i'f‘l}ﬂf naal clippingg fmm tllt il“:ﬂ't,'tﬂl. ancd, :I.|'|.n;|. nwluuriny_ |!1:'rl:| Ol & aljdt‘ 'I.L'l'l'l'l
coverslip in 10-20% pocassium hydroxide, which is gently warmed and examined
microscopically, To itlcntirj' the particular dermacophyoe present it is necessary (0
culeure che samples for up to 3 weeks on a suitable medium such as Sabouruds,
These rechniques, racher than biopsy, constituee the correct method of idencifying
fungi, bue if it is necessary to ook for fungi in o histological seciion it should be
stained with periodic acid Schiff {PAS) or mechenamime silver to show chem in the
SEFALAITY COEMELIT,

Dingnesis and freatment

Dircct microscopy of scrapings in potassium hydroxide and the use of Wood's
I.I&:hl‘ in the clinig or consulaing room will immediately confirm the clinical di.u._,'-
nosis in a high proportion of dermacophyee infections: The remainder will require
culture of skin scrapings of nail clippings. Any persistent sealing lesions should
be scraped and examined in this way as atypical fungal infections may mimic pso-
riasis, seborchoeic dermarticis, or mycosis fungoides, Over-diagnosis of dermaro-
phyte infections may also occur, parciculaely in the case of lesions of the feet when
the true cause may be simple maceration from hyperhidrosis or allergic conract
dermanios o foorwear. Any persistent lesions on the feer, which do noc respond
to anti-fungal therapy, should be carefully reviewed, parcicularly if chere is no
involvement of che inter-digial clefts.

Curaneous dermatophyte infections can be treated with topical or ol prep-
arations, Topical preparacions include the allylamines (cerbinafne. Lamisil) and
the imidazoles, which are available as creams, including sulconazale (Exelderm,
LK), miconazole {Dakearin, UK), Monistar derm (USA), cicloprox (Loprox). and
keroconazole {(Nizoml, UK and USAL

Oral griseofulvin and oral terbinafine (Lamisil), which are effective against der-
matophyres, bur not Camdials species, should be reserved for more severe cutaneous
infections involving body sices other than or in addition to the inter-digial clefrs.
They are, however, the trearment of choice for widespread or persistent tinen cor-
poris, tinea capitis, and tinea unguium. The dose is 1 g of griseofulvin daily for
adules. This should be give orally during a facty meal. Duration of trestment varies
with site of involvement, bue in peneral A=0 weeks (or sealp and body lesions.

Terbinafine is fungicidal, and is effective in crcating both finger and tocnails
thut were previously resistant to therapy. It should be given in a dose of
250 mgiday for 6 weeks and the course may be repeared once. Thereafter,
topical terbinafine can applicd to the pail bed area as the new nail grows in.

Preventeon of cinea pcdii. camn bo o I:"Hu extent be achieved |_1,}| 'S-i.l'l'lpl{‘ h}'git‘ﬂt.

foabaths, and the use of an anti-fungal dusting powder alter using communal
barhs and showers,



Pityrinsis versicolor
Dafinition

A persistent, usually asympromacic, fungal infection of the trunk due to
Mafssrsezive furfr

Thas infection is relatively commeon in eropical councries and is scen wich
increased frequency in Bricain during spells of hot humid weadher. The causative
organism 18 known as Piyrosperoer srbicolare inoies yeast-like form and as Madaiezie
farfar when ic becomes hyphal. These hyphae and yeasts can be recognized inskin
sCrapings, of Scoch tape strippings, or on biopsy marerial using PAS stain. The
hyphue are found in che homny layers and thers is little undeclying reaction,
(linical features

The lesions are asymptomacic, mainly on the crunk and proximal pares of the
limibs, wich a fine superficial scale seen best after gently sceaping che surface with
a fingernail. Untanned, white, Caecasian skin shows an increass in pigmentation
in the affecred arcas with a yellowish-brown scale, bur in darker skin or heavily
canned skin there i3 depigmentation, The overall effece is o dappled appearance
{Figs 7.26-7.28).

Diagnosis and freotment

Skin scrapings for direct microscopy and examinacion under Wood's lighe for pale
vellow Auorescence can bath be used to identify the organism. Vitiligo (p. 227) is
frequently conlused with picyriasis versicolor and scrapings should be taken from
all arypical cases.

Many topical preparations have been recommended for cherapy, bur recurrences
are common. The current treatment of choice is a topical imidazole, Clotrimazole
solution, miconazole cream, and econazele cream and lotion are all effective.

In severe and persistent cases @ monthly dose of itraconazole orally may prevent
relopse,

Protozoal infection
Leishmaniasis
Definition
Cutaneous or systemic infection caused by the pamsite leishmania and tansmit-
ted by a bite from a sand Ay.

The patholagy of the type of leishmania infecrion most commonly seen in the
UK is a superficial pranuloma. Carcful search will reveal leishman Donovan
bodies in the cells of che granuloma.

(linical features

Leishmaniasis is 2 major problem in South America, Africa, and southern
Mediterranean countrics. The reader is advised to consult 2 eropical dermatology
text for a decailed account. The most likely presenranon i the UK 13 a cruseed
sore on the fige, hand, or leg 6-8 weeks after recurning from an endemic area
iFig. 7.29). Cases have recencly been reported in holiday-makers after returning
from Spain, The patient may not remember the sand fly bire.

Protazol infecion : 161
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Figs 7.26-7.28 Levions of puryy
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Diagnosss s based on the history, histelogy, and, i§ required a positive leishmanin
test, an intra=dermal injection of heac=killed OrEaAnisms.



Fig. 7.2 Curareous lershmass of ihe
wrist i an individiaal normally peskdent in the
LB 8 weeeks. afrer visming the Middbe Exe,

T8I

In healchy individuals, cutaneous leishmaniasis frequently resolves spontancously,
Cryotherapy 15 also effective and, for persisrent cases, ol pentavalent antinmony

{Penrosram) is requined

‘utaneous infestations

The commonest infestations in man are due o lice and scabies.

cabies
Definition
A PEISISIEnE pn"'“_i.;_' skin |:r|,||>|;i4,1|: caused l‘.l!.' cutaneous infestation with the mire

Sariopres scaber
The female (Fig. 7.30) inhabits o burrow in the straum corneum and eventu-

ally dies afver laying her cggs there. The egos barch and che new penerartion

matures i 14 days, when the cycle s repeated. Kfj' Pﬂiﬂ#

The incidence of scabies varies an o world scale with hygiene, housing cond:- Remember that seabits infection:
tions, and population movements, Epidemics have been associared with world (e rhoge whn-lnn‘:uﬂ;!‘lmhl
wars, and recent locial increases in ancidence in BEurope hove been aceeibuned 2] nfhrsiémﬁnh*m: E U’“ . A :
changing social habirs and increasing body contict. Frequently, whole households o .

recognize.

are infested, although only one member iy l.'v|.'||'|'|l1|:1'|li '-"1.1-‘_”"-1}‘1‘!.*[11'\.
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Fig 3 The fermale scabdes mive or A

Pathology
A local hypersensitiviey reaction to che female scabies mire is assumed 1o couse
relense of inAammarory mediators, giving rise (o severe and persistent icch

If scabies lesions are biopsied, vsually in error, the female mire and her eggs
may be seen in a burrow high in the serarum corneum, Occasonally, nodular
lesions persist long after successful therapy and chese consise of a chronic inflam-
matory reaction with many lymphocyees in the dermis.
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(hinical features

Patients complain barcerly of severe and persistent itch, worse after baching and
at nighe. In those who have a high standard of 1mnﬁtmn| !1}-!.:;.:n._-r ledions miay ke
very sparse, bur the classical sites of involvement are the finger webs, the sides of
the fingers (Fig. 7.31), the flexor aspeces of che wrists, the points of the elbows,
the anterior axillary fold, ehe periumbilical acea, the penile or scrotal skin in males
(Figs 7.32 and 7.33), and the areolae of the nipple in fermales. In infants who are

Emihfum 165

F'q?!. 132 and 733 Seabies isvolving the
Wt snd genial Afva, respectively:
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Fig. 7.3 Scabetic lesions in @n infant aged
9 months. Note the sirikcing involvement af
thie soles of ghe feer.

not yet walking, striking involvement of che soles is commaon (Fig. 7.34). The
individual lesions may seem superficially o be excoriated papules, but on cloder
inspection a linear burrow may be seen extending from ehis papule. The mite can
frequently be excracred from chis burrow with a needle, and paincing che area with
Indian ink, then washing off the excess on the skin surface will demonstrace dra-
matically the extent of che burrews. In long-standing cases secondary infection
with pustule formation and crusting is common. Nodular lesions that persist for
monchs after successful cherapy may be seen. These are commonesc on che but-
tocks and the male genicalia,

A moist cozing infected dermariris may develop on top of scaberic burrows and
dermatitic lesions on scabetic sites of predilection should be very carefully exam-
ined for underlying burnows,

Diagnosis and treafment

In all cases, demonstration of the acarus by excracting it from a burrow should be
atcempeed as chis is che cardinal diagnostic tese. The most comman mistake is to
misdiagnose scabics, either as contace dermaritis or as dermaticis herpeciformis,
All cases of presumed scabies in which the acarus has not been identified and
which do not respond to therapy, should be reassessed and biopsy considered,
The mosc useful acaricides are 19 gamma benzene hexachloride (lindane—
Cluellada), malathion (Derbac M, Sulec M), and permethrin {Lyclear), Sulphur
preparations, such as 2.5% sulphur cintment or monosulfiram (Tetmasal), are rec-
emmendid in many centres for infants because of the risk of percurancous absorp-
rion of the first ewo preparations. Ir is essengial that che entire body from the neck
1o the soles of the feet be created and that che hands are re-treated during the
course of the 24 hours for which the preparation should remain on the skin. A 2-
inch paintbrush of cotton wool swabs are useful applicators. After 24 hours che
application can be washed off in o hot bach. 1f i is considered necessary, this pro-
cedure can be repeared once or twice, but if inseructions are properly followed,
this should noe be necessary. Twenty-four hours after the last application ehe



pacient should bathe, and all clothing and bed linen be washed. Boiling er fumi-
gation 15 noet required. Prorioes may continue for a few days even after successful
chemapy and crotamiron cream (Eurax, UK) will menimize chis.

All household and ocher close contaces of a confirmed case of scabies should be
warned char they are likely ro be infested and should be teeated ar the same time
as the patient, even if they are asympromatic, The usual cause of persistent scabies
i5 either inadequate applicacion of topical therapy or re-infestation from conracts.
Writren instructions ro patients on how o ereat themselves and their fmilies will
increase the likelihood of the correct procedures being followed.

Pediculosis capitis

Pediculosis capiris is a relatively common problem in schoolchildren in various
parts of the world, and, ot present, it is prevalent in certain large cicies in the T,
Pediculosis corporis is less common, and is most frequently seen in vagrants and
athers living in very poor social circumstances.

The well-known nic is a head-louse egg, stuck firmly o scalp hair by irs cap-
sule. Nits may look like fine adherent dandruff parcicles. There are no associated
symproms until the louse hacches, when an irritane desmaricis on the scalp devel-
aps. Scratching leads o secondary impetiginization, particulacly at the nape of the
neck and behind the ears.

Diagnosis and freatment

Edenrafication of the nit or of the adule head louse wicth the naked eye is scright-
forward, Shaving the head is not required, but cuteing the hair shore will facili-
rate crearment and lessen che risk of reinfestation. Brushing of the hair wich a fine
brush will resule in nies sticking o che brush (Fig. 7.35).

Malathion (Derbac M, Suleo M) and permechein (Lyclear) are all useful prep-
arations ar present, buc resiscance is developing, and if 2 patient does not respond
o one of these, an alternative should be substitured. These should be applied 1o
the encire scalp and lefr for 12-24 hours, che hair should then be shampooed and

0 P 187

Fig. 7.1% Bunhinp Mk‘ nits firmly
adherent o the Bristhes of the bosh.
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Key points

120 noc forger that syphilis can sl
Ise the greae imitator,

dead nits combed our. Treacment may have 1o be reprared after 7-10 days ina few
cases, As with scabies, all affecred family members should be examined and treat-
ed si.ml.lll:l.ntwﬂy if rf.-qul'fm;l. Other contacts in schools should also be checked for
infestarion, buc a current common source of re-infeccion in children in che UK s
from older household contaces such as grandparents,

Pediculosis corporis (hody lice )

Patients infested with body lice usually present wich pruritus, excoriarions, and
secondary infection. Weals and erythemarous macules may also be seen, buc the
source of the problem should be soughr and idencified by sxamining rhe seams of
clothing worn nexe to che skin. This is the site where lice are likely o be found,
In chronic cases striking pigmencation may be observed on che crunk and limbs.

Tieatment

Infested clothing should be removed and fumigated with malachion or an aleer-
nacive parasiticide. The patient should be examined for concomitant infestation
with scabies and head lice. One treaement with 0.5% malachion to the body i
recommended, followed by the use of a copical steroidiancibiotic preparation o
accelerate relief of symproms.

Pediculosis publs

The pubic louse is cransmicied by close body conace and qualibes as a sexually
eransmitted disease. Patients complain of pruritus and have the characreristic
blue-black "dors’ in their pubic hair. These are che pubic lice, engorged after suck-
ing blood from their host,

Treatment

One or rwo applications of gamma benzene hexachloride lotion will kill che lice:
Sexual partners should be treaced simultancoasly,

The sexually transmitted diseases

In most European councries, dermarology and venereology are combined special-
rics, bur in the UK the two subjects are divided into separaré specialties. In prac-
tice, however, patients wich venereal disease may well present inicially 1o a der-
marclogical clinic. A briel mention of the cutaneous manifescacions of syphilis
and gonorrhoea is therefore included in chis chapeer. For a more comprehensive
account the reader 15 referred to a specialist rextbook,

Syphilis

The patent with syphilis may present with dermatological manifeseations in any
of the three stages of infection, In the primary stage there is o primary chancre
ar the site of sexual contact and from it the causacive arganism, Trgponemia pl-
e, can b isolared. Local lymphadenopathy is common. Four to cight weeks
after an unteeaced primary chancre, secondary syphilis will develop, The derma-
tolagical reaction consists of a maculopapular, sometimes lichenoid, rash, which
affeces the whole body including the palms, soles, and mucous membranes. It is
gencrally asympromaric, Tertiary syphilis is forcunacely much rarer chan ehe other



stages, bur may present to the dermatalogise as an isolated, painless, ulcerating
lesion, a gumma.

The primary chancre

One to four weeks after infection a moist, ulceraning lesion develops onor near
genital mucosa, The uloer has a sharply demarcared edge, and is borh indurared
and infilerated. Az i.1’.‘r|::l|.|.r*.-"|.I does not become pusuiw unril abour 4 weeks after
contace, all serclogical studies ar this stage may be negative, bue T, palfiafem can
be idencified by dark-field illumination of a thick smear from the ulcer.
Untreared, 20-305 of chese patients will develop secondary syphilis.

Secondary syphilis

As secondary syphilis develops 4-8 weeks after primary infection, the primary
chancre may scll be visible when sccondary lesions appear (Fig, 7.36). These are
small maculopapules seen on the trunk and limbs, associated with generalized
lymphadenopachy, and if profuse, with condylomata lata on che genital mucosa,
Lesions on the palms (Fig. 7.37) and soles are imporant in-aiding: clinical dis-
nnceion from other dermarological disorders, such as preyriasis rosea and sebac-
rhoeic dermaricis. Loss of scalp hair and eyebrows may be present, and the pacrern
of loss is described as ‘moth-eaten’,

During chis period all patients will have positive serology. T palfidum may be
ideneified in lesions, particularly of the mucosa, and a biopsy will show a perivas-
cular infilerare, often with many plasma cells, and endarteritis of the small vessels.
I cases with wunoreated lesions, oedema i3 & common feature. The histological
changes are non-specific, although suggestive, and therefore serology muset be
used for confirmacion.

Tertiory syphilis
Cutancous lesions of tertiary syphilis can appear afer a latent period of many

years, or even decades. A chis stage serology is noc reliable. Histologically, there
is expansion of granulation cissue, scimulated by che presence of T podifae,
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Fig. 7.36 Macular eraption of secondary
syphilis. Lessons emay abwo be seen on the
palms of the hunds.
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Fig. 7.37 Sccondary syphilis sh
eruption oa the palma of the handi.

ing rypecal

through the dermis and epidermis, leading o ulceration. This is seen clinically as
a gurnma, a painfess lesion whase healing is slow and incomplete, with scarring.
On the oral mucosa chas will ulcerate che soft palace, leading to perforation.

Treatment

Patients with primary or secondary syphilis should be creared wich large doses of
penicillin G. Commonly, 3—-5 megaonits over 53— days are used. Sexual contacts
should be traced and rreated simultaneously.

Gonorthoea

Curaneous manifestations of infection with Neferia gonorrlvese are most com-
maonly superficial erosions on the genital mucous membrane. They appear up o
14 days after sexual contace, and are associated wich wrechritis and a wrechral dis-
charge in men. Women, however, may be asympromaric. The organisms can be
idencified on thick smears from the affected area.

Trentment

High doses of penicillin and contact tracing are the imporsant poines in manage-
ment.

Reiter's syndrome

The crind of archritis, urechritis, and conjunctivicis is known as Reiter'’s syndrome,
A proportion of patients have, in addition, gastrointestinal symproms. Cutancous
involvement can occur and consists of heaped-up scaling lesions on che feet
(rermed keraroderma blenorchagica) circinare balanitis and eceasionally lesions
o the oral mucous membrane, Mo causative organism has yer been idencified, and
there s debate as o wheeher it should be gmup:ﬂ with sexually eransmiceed dis-
ease or with psoriasis as che lesions on the feet are strikingly similar to psoriasis
both clinically and histologically (p. $6).



Treafment

Curancous lesions respond ro conventional topical psoriasis cherapy (p. 71) and
the uragenital lesions o systemic rerracycline.

Dermatological complications of infection with the human
immunodeficiency virus (HIV 1)

Infecoion with HIV 1 can be divided into chree distince phases:
* subclinical asympromartic infection;
* ARC or Aids Related Complex of weighe loss, lymphadenopathy, and fre-

quently one or more of the cutaneows problems listed in Table 7.1;
¢ full-blown AIDS or acquired immunodeficiency syndrome.

Several of the conditions listed in Table 7.1 may co-ex15t 10 these r_l.'l.ti.a:ﬂts. The
majority of the cutansous complicacions of HIV 1 infection and their persistence
are related ro che loss of cell-mediated immunity associated with the condicion.
This is due to che affinity of the virus for the CD4° helper T-cell subpopulation
and the subsequent gross depletion of these lymphocytes.

It 1= imporcant 1o note char, wicth the exception of hairy oral leacoplakia,
none of the dermatological problems associated with HIV 1 infection are specific.
However, persistent oral candidosis, or severe and recurrent genital herpes simplex
|II|-|.1C1 1111 iy l!l:.' thie Flrs-! 1.'|i.:|i|;':L|. SIE:I'I ﬂnF H["-" 5|1'r1.'|:tim"|.. T|"|1.: pcn;sihilil}' thar
pacients with such problems may be in one of the high-risk groups should be con-
sidered. IF indicated, counselling and resting for the HIV wviruses should be
offered.

Patrents with known escablished HIV infeccion frequencly develop associared
dermarological problems. Oral acyclovie may be required prophylactically ro pre-
vent recurrences of herpes simplex and oml imidazoles, such as Auconazole or itm-
conazole, may be needed o concrol or prevent candidosis.

Koposi's sarcomao
Kaposi's sarcoma was noted in some of the earliest pacients with AIDS, bur is

rarcly seen now thar triple cherapy has enabled HIV associated problems to be

able 7.1 Dermatological complications of HIV |
infection

Hairy oml lescoplakia

Persistent viral warts and molluscum conragiosum
Persistent or recuerent herpes simplex infeccion
Severe and eecurrent condidogis

Sebarrhoeic dermatieis-like lesions

Acute ansec paosiasis

Severe adverie diug reactions, notably o Separin
Kapoii's sarcoma
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Key points :
rcurten genia hepes simple
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HIV infection, Y




172 Culoneous infieciions and infestofions

Fig. 7.38 HIV ssoveaed K T LR R ET L

d Boduled are soon o6 the nght
lzvicular area. Reproduced by kind
perminion of Dr Demmor Kennedy,

brought under concrol. Kaposi's sarcoma is a mulei-focal malignancy of the capil-
lary endothelium and is recognized clinically as muluple bruise-like areas on
any body site, commonly che face and the oral cavity, including the hard palane
{Fig. 7.38). Terporary control of the lesions can often be achieved with eicher
chemotherapy or lecalized rediocherapy bue the condition tends eo recur,

Mewer and highly effective anti-rerroviral therapy char has enabled HI'V-relae-
ed symproms to be controlled may be associated with a wide range of side effecrs,

Mon-specific rashes and a parcial lypodystrophy-like loss of subcuraneous far are
relacively commaon.

Discussion of problem cases

Case 7.1

In the child with avopic dermatieis, deteriomrion in his condition could be due o
exacerbation of dermaritis, o secondary infection with herpes simplex cousing
eceema herpeticum or oo secondary infection wich staphylococcal impetigo.
Exacerbation of aropic dermatitis would be associared, wsually, wich pruritus and o
genetalized fare. The child is not seen o be unduly irchy and the lesions on his
knees are unchanged. Bczena herpeticum must be excluded in chis situacon, bug ig

unlikely becawse the child is not genermlly wwwell. Yiral swabs should, however, be
taken,

Bosh the history and the clinical deseription strongly suggest secondary
staphiyloccal Hpetign. uilclt-mlng'r;uj swabs confirmed this diagnosis, as a very
heavy groweh of Staph. awrews was obesined on cultare, Remember that o light
groweh of Staph, can be difficale o interprer as most children with atopic
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Discussion of problem cases confinved

dermacitis have some colonizacon wich Staph, awress, bur

this does not necessari-
ly cause clinical dererioracion,

The chald was Lived .'|.}1llcmi{ Aucloxacillin syrup for % dq., and mpm|

muparocin (Baccroban) oincment. After chis time, che skin on his fce showed
|'|'l.'|l'kl.‘|:r iml‘lm\'f‘mrﬂT.

Case 7.2

This hustory steongly suggests the viral disease oof coneraceed from sheep, Incoun-
try famalies or vers, the diagnosis would be made by the patient . bue town dwellers
may be alacmed by the dramaric appearance and rpid growth of the lesions. The
viral infeceion itsell 18 self-himieing, bue wral penscillin will prevent secondary bac-
terial infection

Case 7.3

Loss of aormal PIEMEniAion 15 most cummﬂnlr due to 'I'il:ii'q;n {p. 237, However.
loas of pigment can cause considernble concemn o chose from Indin and Asis because
of the possibilicy of leprosy as the depigrmentation associated with rublerculoid lep-
rosy 1% well recognized in these countries. This child showed no evidence of nerve
hyperrrophy and no loss of sensation in the depigmented area, boch of which would
have suggeited a diagnosis of leprosy, Afeer a discussion with the parents, a small
punch biopsy was raken from che depigmenced area and showed only loss of
melanocytes with no evidence of granulomas in the undedying dermis. Thas
confirmed the clinical diagnosis of viciligo, and a moderace potency steroid was poe-
seribed . Over a G-month period there was no further loss of pigment ar the edge of
the lesion, and the parents fele chere had been a slighe improvement inthe depig-
migmted area with slight recovery of normal pigmensacion in chac e,

Cease 7.4

In thaz sitnarion, vigoroas crearment of waces in all body sites before transplant and
the necessary immunostppression thar i encails i very scrongly recommended. [IF
patients have warrs ac che cime of receiving their cransplane, the wares tend o grow
-,-xub{-mmll,- when i:nmu-m:supp(ﬁsi\w ||'|rr1|:|q.- nra.ny ype & ineroduced. 'ﬂ‘l:mfl!:r,
they can be very difficult if mot impossible o eradicate.

An sdditional feason (o treating warts prior to trnsplantation is the posable
parential for malignant change. Transplane recipients are well recognized a5 having
s higher incidence of non-melanoma skin cancees, mainly squamous cell carcinoma,
than the general population, and there is some concern that the types of human
papilloma vicus found in the ransplant popailation have 5 higher progostion of the
encogenic types of HEV than in the normal populacion.

This girl had vigarous rreacment with quid nicrogen forcnightly for 6 weeks ta
baeh hand and genital warts, and was free of wares when a kidoey became available
for her 11 weeks larer.

Case 7.3

Allergy to foorware is not uncommon, bue would be unlikely v be unilaceral o ro
involve the calf, rather than the dosum of the foor, The more likely explanation is 1
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Discussion of problem cases continued

bire causing secondary infeceion. However, the extent of the eryeherna and che face
thar the parient was 3 reasonably aceurace historian tells you chat che area of ery-
thema i3 moving day-by-day suggests che diagnosis of eryethema chronicum
migrans. This is the main cutancous feature of Lyme disease or infeceion with
Borrelia bwrgalorfery, aresult of a tick bite, A biopsy was comparible with this diag-
nasis, .'-]thm.tgh & WEEY careful search down a M EOSCOpe showed na cvidence of
Bérrelia. The patient was given a Z-week course of oral reemcycline and a moder-
ate podency steroid antibiotic combination (Teimovare). His lesion cleared within
4 wecks.
Would serology be of value here?

If che diagnosis of Lyme disease had noe been made and creatment inscituted,
whar other organs would be ae rigk?

Case 7.6

The history strongly sugpests an infective cause. [Fa detergent were responsible, the
cntire population of the home would be Likely ro be affecred, Insread, ic s a small
group of prople in a close environment within the home who appesr to have the
problem.

Possibilities here would include 2 fungal infecrion and alio scabies. Scrapings
were taken from the skin of all pacienes complaining of irch. Mo fung were seen on
direct microscopy, bur the scabies mite was idencified in very large numbers, This
suggested thar the problem was an oucbreak of so-called Norwegian os epidemic sca-
ke, The lack of classic burrows on the skin of these patients may be partly due to
thin skin in the elderly and parcly due to the face chae the mine is proliferting on
the skin surface,

All residents of che home and all sealf were treated wich Lin;hnc{Qur]]mh:l. and
ull clathing and laendry washed appropriaely—a magor eask.

What would you plan o de about the nurse who has gone on heliday? Fow
would you approach the problem of coneace cracing relarives who visit the home?

Special study module project

Review the literarure on cutaneous infection and transplant recipients. %W hat are the
risk facoors? Armange vo agcend clinics in your local cransplane unic and ask if you can
cxamine the skin of s many transplant recipienes as possible, noong che type of
lesions they have, snd ehe duracion since theie transplane Whae advice should orans-
plant recipients be given abour skin care? Should rransplane recipients have regular
cerrmatohezical reviews, and i you chink chis is necessary, what specihc poines would
you inclucde in your regular reviews?
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Autoimmune or connective tissue
diseases, disorders of collagen
and of elastic tissue

Problem cases

Case 8.1

A 23-year-old woman consules you sbour whar she considers o be scvere facial sun-

burn. She has jizst securned from her honcymaon on a Mediterrancan island, where

she was exposed o serong sunshine. Three months earlier she had starced caking che

oral cong faCepLie. Cin queestioning she also l:!;ll'ﬂi’!l.‘li.ﬂ': of ciredness and JoEng l’Nlil.‘l'l.
Whar conditions would you condader in che differeneial diagnosis, whae investi-

wations would you carry our, and what would be your management plan?

Case 8.2

A T-year-old male comes to your contulting mom complaining of severe tiredness
and weakness, He also has a red macular rash renning along che dorsa of his ingers
annd apr the backs of his hands, Whae diagnodss does this desceipion suggese and how
wisrld Vol confirm ic? What ceeapment woaeld you pmcr'tbe.. and are there any addia
vonal investigations sthich mighe be appropriate?

Lupus erythemarosus, scleroderma, and dermatomyositis are frequently referred
ro as collagen or connective tissue diseases, buie as chere is licele spm:iﬁc ASSOCAA~
twn with collagen, and all these condicions are assotiated with the presence of a
range of ¢ irculating avto ancibodies; some of which may [recipitate or aEEmvite
the disease, the rerm auteimmune diseases seem a more appropriate description.

The common features of these disorders is thae chey become clinically evident
in genetically susceptible indivicduals as a result of environmental stimuli, such as
exposure to intense ulrravioler radiation or inpescion of & range of drugs.

The term ‘collagen’ disease is appropriate for the Ehlers—Danlos group of dis-
orders, as they are associated with genetically determined defeces in the various
types of collagen. Peeudoxanthoma elasticum 15 a disorder of elastic tissue.

Lupus erythematosus

This is a specorum of disorders, mnging from o relatively benign, purely cura-
neous, localized problem to o severe and life-threatening systemic disorder wich
minimal cutancous involvemene, but severe and progressive damage o other
organs such as the kidneys,

Key points

T Ay i, scheroderai,
ansd dermatomyositis are associated
Iluh mwﬂpdh..m!d M
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Key points
ACDILE scars the skin, buc dées noe
 damage etherorgans, SLE can be
faral. o s

The predominantly cutaneous variery is chronic disseminated lupus erythe-
matosus, usually abbreviated to CDLE, and che much more serious life-threaten-
INg systemic variety is systemic lupus erythematosus (SLE). In between these two
extremnes there are o number of presentarions of intermediate severicy, such as sub-
acute cutancous lupus erychematosus (SCLE) chilblain lupus erythematosus and
erythema muleiforme-like lupus erythematosus, Children born o morhers with
lupus erychematosus may have neonatal lupus ervthemarosus. Rarely, patients
may progress from one presentation to another in the course of their disease, but
it is much commoner for the type of LE to remain conscant for o given individual,

All varieties of LE are commoner in femalés than in males

Table 8.1 lisrs the MOty af the elinical presenations of lupus erythemato-
sus with their usual associaced auto-ancibody findings,

Pathology

The dermatopathalogical feature common o all types of lupus erythemarosus 15
the lichenoid tissue reaction, a partern seen also in other skin diseases. The term
lichenoid rissue reaction is used when there is @ vacuolar aleeration of the basal
cells in che epidermis, and an underlying lymphocytic infiltrare. There is usually

O

Fable 8.1 Clinical features of the main varieties of lupus
erythematosus and rarer subsets, with commonly
associated auto-antibody findings

Clinical features Auto-antibody profile

Syseemic lapus
erythematoius

Chronic discobd lupas
erythematosin.

Susbacure curancous lupus
erythematasus

Chalblain Iullu,u

Erythema
mulriforme-like lupus
erythematoses (Rowells
syndrome)

Neonaeal bupus
erythomarosis

Systemic [upus
erythematmus with
thrombaotic cpasodes and
recurrent aborgion

Mulcisystem (renal, carchiac,
IS, etc.)

Facial photosensitivity
and ‘buteerlly” erythema
Platosensitive scaling and
SCACTING leskons an
light-exposed sites
Extendive erythematous
macules, usually on upper
ok amd arems
Chilblzin-like letions on
hards and feet

Facisl eryrherma, complete
heart Block

Livedo {prominent
vascular) parcern in skin,
EMS complications

High-titte anrimechoar antibody

Ancsbodies ro double-ssranded
DA

Usually none. In 5=30%
lgw=girre anrinuglear z.n:ibod}'

Anti Roand La in 305

Usually none

Commanly anti-La

Mogher has circulating anri-Ro

Antiphaspholipid antibodies




also epidermal hyperberatosis and parchy thickening of the granular layer. This
patcern 15 also seenan lichen planus {p. 78) and lichenoid drug reacesons and,
therefore, s nor diagnostic of lupus erythematosus,

Immunopathology

immunopathology is helpful in confirming a diagnosis of lupus erythemartosus.
Direce immunofuorescence of clinically involved skin shows a course band of
immunoglobulin, vsually lgM or IpG in association with C3 at the dermo-
epidermal juncoion. In pacients with severe systemic LE, this immunoglobulin
deposit may also be seen in clinically normal skin.

The presence and rype of circulating auto-antibodies 15 0 major eriterion for
diagnosis of all types of LE. The non organ specific auro-antibodies likely to be
present in the various ypes of LE are shown in Table 8.1, Ia CDLE cir\cululini;
anti-nuclear antibody is present inabour 3096 of patients. 1o is of che speckled or
homogeneows partern, and is present in relatively low titre, In subacure LE ani-
nuclear antibody (AMA) is present in up o 80% of patients who alse have circu-
|.1r|rt;,; titres of .:l.n[r-no{ﬁsﬁf: and or |_'|I:55ﬂ} ﬂut:}-anlibﬂdiﬁ. All |:u;1[i.cn:s with
S5LE have circulating ANA and abour one-third alsa have circulating Sm
{excractable nuclear antigen or ENA), Patients whose SLE has been triggered by
drug ingestion also commonly have circularing ancibodies to histone and double-
stranded DMNA

The presence of circulating anti-Ro antibodies in che mother s an important
diagnostic test in suspected neonatal LE

Chronic discoid lupus erythematosus (CDLE)
Definition
A chronig, purely cutaneous disorder characterized by photosensitiviry leading o

the development of red scaling plaques on light exposed areas which heal with
SCAITING,

Incidence and oetiology

Discoid LE is not a common dermatological disorder, bur causes concern and
referral our of proportion to its incidence becaunse the face 15 the most commonly
affected site, and because of permanent scarring that may be seen. Although the
condition is triggered by sun exposure, the mechanisms involved are not yer
undersroed. Females are more often affecred than males.

(linicol features

CDLE usually beging in the sunny summer months as tamid, rased, red, scaling
lagques on the face (Figs 8.1 and 8.2). The scales are very adherent to che under-
lying epidermis and run into cthe hair follicles, giving the so-called carpet-tack
sign. This means thar when o scale is pulled off a plaque, there is an ebvious tack-
like extension on che underside, which has come from an underlying piloseba-
ceous follicle opening. These plagues are usually multiple and the scalp may be
invelved, The plagques slowly heal with acrophy, discoloration, and scarring,
(Fig. 8.3). On the scalp, this will be associated with areas of permanent alopecia

Lupus erythemalosus
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Figs 5.1 and 8.2 The facial appear-
snce of two young girls with chranie
discoid lupus erythematoius. Note the
siridcing scaling imvedving the cencral
panel of the fore

Fig. 8.3 Seniking scarning on ihe face of &
male with CDDLE




{Fig. 84}, as the hair roots have been descroyed. There i no systemic upset, Over
the winter monchs che problem usually becomes quiescent, bur 15 reactivared
1 the skin is nexe exposed o sunlighe. The naceral hiscory of che disease is oo

[iFs Iy burn out over a eru_v;! uﬂl}-c:Lrs. 1F LN EXpOSLIne 15 i:ll'l:w'niul. The parien
may be left with a significant cosmeric disability from scarring.

n'rﬁu'rf

The use of prorective clothing such as hats and a high SPF broad spectoum sun-
screen by d:l.:..' will |'|.|,'|p prevent new lesions 4:|1.'T¢|ﬂpi.ng, and moderate o SECOME
porency topical steroids will help reduce inflammacion and scarcing in lesions
already presenc. CDLE is an exceprion to the rule that strong topical steroids
should not be used on the face, but the necessary sreraid sceength should be
reviewed regularly. Injection of intra-lesional stecoid may also be needed in resis-
Fant Cales,

If in spire of opical treatments, new CDLE plaques continue ro appear, sys-
termic anci-malarials should be considered. Chlorogquine (maximum dose
i'-'l‘l:' I'|'|;.,'|'-:|:.'|1lr] or ll}'d mx &'L’hi‘:lrl:lq'l,lilll“ $|JIE)!5II.“." illlil.‘.ll.L‘L'l'l..II., |'|'|.|.>.'iﬂn:|111 I:qﬂ,'l'ﬁl.,'
200 mglday) can be helpful, usually given only over 46 summer months each
year. If hydroxychloroguine is used, ophthalmological monitoring may be necded
as this drug 15 deposited 1n che eye and can cause ocular toxicicy.

WVery resistant cises may require cherapeucic trials of immuno-suppressives,
such as azachioprine, cyclosporin A, or mycophenalate mofecil. These are usually
more effeceive chan systemic steroids in this type of LE. Ol gold and oral
retinowds may also be useful in difficult cases.
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Fre. 54 Scalp imvelvement in cheonse dacod
fupus enythematodus, Moo scarring amd hair
Inex soamee ol which will be permanent
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Fig. 8.% Subacote lopas orythermanons
srvndving the cheele. Mote raised tuming oo
relatively Do J.Ill'lr'_ | oo,

Cosmetic camouflage using Covermark or Dermablend may be very helpful ro
thiose with burne our scarred lesions of CDLE on the face.

Subacute cutoneous lupus erythematosus (SCLE)

This variant of LE is parc of the spectrum berween purely curancous discoid LE,
described above, and systemic LE.

(linicol foatures

Patents are photosensitive, and have red, macules and plaques both on L'xr‘{‘ls#.'d
skin {Fig. 8.5} and also on covered skin (Figs 8.6 and 8.7} The upper pare of the
rrunk 13 often involved with diffuse and widespread lestons, which persast
throughout the yean Scaling and scarring arc unusual, Pariencs are not systemi-
cally unwell and maose have no other organ involvement excepr mild archropachy.

Subsets of patients in this intermediate LE caregory may hove a climical pattern
resembling cicher chilblains (Fig. 8.8), or erythema multiforme. (p. 294)

The wsual clinical differencial diagnoses include other causes of lighs sensicivi-
ry such as p-I'!ll'_rFﬂMp'!l:ic 1ig|!l L'r|:||1i:i-.”:||:| and pl:lﬂr-::lwlmi!wu dru_:_: efuplions. I.i-mr-s:;
and immunofleorescence scudies will be helpiul, and the presence of circulating
anti-Ro (55A) antibodies in 60% of patients and anri-La (S858) in 40% will all
help confirm the diagnosis.

Treatment

These patients need both ropical sunscreens and also systermic ereatment. Many
respond well to anti-malanals and for paciencs with more persiscent disease which




continues throughout the winter monchs, a low dose ﬂfﬁ.ﬁ‘ltmit ittl‘mds ﬁ-'Fr
example, predaisolone 10-20 mglday) may be needed.

These paticnrs are ar risk of progression to multi-syszem SLE and sbnuld there-
fiore be monitored carefully.

Systemic lupus erythematosus (SLE)

Women are much more often affected chan men.

The classic skin lesion of SLE is a macular facial rash. While the cheeks u;r;i'

nose, the so-called ‘burrerdly area’ are often heavily involved, the erythema may be
rather more diffuse and generalized over the fice (Fig. 8.9). This may be provaked
by sun exposure. A variety of drugs, lisced in Table 8.2, are known o induce SLE,

sometimes in association with sunlight. The palms of the hands maar'_shmu.n.-.:;ﬁl'.
fuse erythema (Fig. 8.10), not unlike that seen in patients with liver disease, and

Lusps erythematany;

Figs 5.6 and 87 Levions of subscute LE on
u.mmgmmmn
Fig. 8.7.
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Fig. 8.8 Chilblain LE on the hands.

el
Fable 8.2 Some of the drugs known to induce an
SLE-like syndrome or SLE

Hydralazine INAH
Mechyldopa Phenylburazone
Griszsofulvin Procatne amide
Oral contraceptives Sulphonarmides
Penicillin Diphenylhydantoin
Minocycline

the backs of the hands may show a diffuse moetled pareern, parcicularly after sun
exposure. In general, the skin lesions of SLE are much less florid chan chose of
CDLE despite the much more sericus nature of systemic LE,

Parchy, diffuse hair loss is 2 common feature, but as there is no scarring or per-
manent damage to the hair bulbs, the hair will regrow normally after suceessful
treatment, in comerast to the permanent hair loss seen in CDLE.

These pasients have potentially life-threatening multi-system disease and may
therefore have symptoms such as joint pain, fatigue, breathlessness, ankle
swelling, and polyuria due to involvemenc of the joints, respiratory system, heart,
and renal system, Consequently, before they stare trearment a detailed clinical and
laboratory assessment is essential to establish che extene of disease invalvement.

The American Rheumarism Association has published 11 criceria for che diag-
nosis of SLE and 4 are required 1o make che diagnosis.

Diagnosis ond ireatment
In & paticnt who is obviously generally unwell and who has a busterfly rash pro-

wkn-d by sunlighe, SLE is a likely diagnosis. Anti-nuelear antibody and DINA
binding decermination are the most usehul confirmarory laboratory tests. A care-
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Fig. 8.9 The diffuse erythema of syvoemic
lugpias cryrlemaonis.

Fig. 8.10 The palms in SLE, MNoce the
ceythema and relangiectaia,

ful drug history should be taken to exclude drug-induced SLE. Occasionally, acher
photosensitive eruptions may mimic SLE, but in these cases there 15 no systemic
upset and no anci-double=stmnded DMNA antbodies. Table 8.3 lists appropriate
baseline investigations. Some more specialized investigations are also suggested,
and will depend on the systems thoughe, on the basis of history, and clinical exam-
ination, o be involved in the disease process.
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.3 Investigations in suspected systemic lupus
ervthematosus

Essenoil
E5R andios C teadrive protein
Full Ialeec] conmt—Hb, WEBC, platelets
Liver function tests
Lirea; elecrralyces, creagining clearance
CXR
ECG
Urinalysis
Aute-antibedy profle including ANA, anti-double-soranded DA,
€0 CHS0 Bevels
Skin biopsy and immunopathology
Additional possible invesdgations
Renal biopsy
Pulmonary function
Lumbar puncture
EEG

Treatment of SLE is usually based on systemic corricosceroids together with,
I SOME CASES, AN IMMUosuppressive r]rup, such as {:,'clnpllmphr-mh{c, azachio-
prine. or chlorambucil as a steroid-sparing agent. The starcing dose will
depend on the patient’s condition, bue often a dose of 50=100 mg of pred-
nisolone daily is required. It should be reduced as che parient’s clinical condi-
tion improves. For monitoring discase acrivicy, DNA binding may be useful
and a sudden rise may give warning of a relapse. Maintenance steroid therapy
should be as low as possible o limir long-rerm side effeces and alternate day
regimes are of value, The addition of immunosuppressives is also helphal i chis
respect and some patients can be maincained on these drugs alone, Whichever
regime is found best for the individual patiene, all require supervision to mon-
itor activagion of disease and ro screen for creatment-induced side-effects.
Azathioprine, cyclophosphamide, and chlorambucil are mose likely o produce
I'Ii'l-'l'l'llh:l]!'.lglt'-ll or renal mxicil}l. while ]'lyprrl!fns:un. wcig]u Zain, El}r{usuria.
and electrolyre imbalance are che principal hazards for the seeroid-rreared
patient,

Sun avoidance is also important. A broad specorum high SPF sun-screen by day
andh o vopical seeroid by night may accelerate improvement of curaneous lesions,
even in pacienes receiving relatively high doses of systemic steroids.

Cher the pase decade, the prognosis for patients with SLE has seeadily
improved, probably due o carlier diagnosis and more effective treatment,



The onfi-phospholipid ontibody syndrome

This variane of LE is associated with cerebrovascular accidencs, myocardial infarc-
tion, other thrombotie episodes, and i the case of females wheo are much mare
commonly affecred than males, a poor obsrerric history with multiple
miscarciages.

A common cutancous inding s the so-called livedo pattern—a seriking accen-
tuation of the superficial vascular patteens on the skin, wsually best seen on the
thighs. Ulcers, phlebics, and even gangrene may also be present.

Affecred pacienes have circulating anci-phesphoelipid antibadies, which
Il'h.iudr.' the ]upu\ Ak it.u.'l.suhlﬂ.!. ;lnllbﬂ-di.n:!. [ {&] E;Lt\di,l:l-!i.p'lll, alu;E [{=] pl:‘l.qs-
phatidylechanolamine

Neonatal lupus erythematosus

This is a rare LE variane, bue ic is importanc to be aware of ic if working in obsret-
rics or neonatal paediarrics. The affeceed child will have red, circular, or arcuare
lestons, usually on the frce and upper trunk. The more serious problem is thac vir-
cually all these children have complete heare block and neonacal LE is one of the
commonest cavses of this condicion. The mother of the child will have circulating
anti-Ro antibodies and subsequent infants are also ar nisk. Infancs born to mothers
with known LE should be monicored for chis problem.

Scleroderma

The term scleroderma, which lirerally means righe skin, describes a spectrum of
diseases from the minor problem of localized merphoen to the severe life-
fh.[l'_'.': l'l'llllg l}".&,lﬂ_‘ml{ S,Llfl'ﬁlsls.

Morphoea

Definitian

A purely curaneons disorder seen most commonly in children or young adules, and
charcrenized by che spontancous appeamnce of a scar-like band or pl:ll.]ll.l.‘ an any
body size.

Clinical features

Morphoea presents as a firm, white or violer pacch of skin on any body site, com-
monly the chighs, crunk, and upper arms (Fig, 8113 In a developing lesion chere
15 & well-marked red or violer margin. As che discase acoiviey bums oue, chis edge
assumes the same colour as the ceneral lesion and o very firm white plagque devel-
ops with an atrophic, glzed epidermis. Caleification may develop within the
lesion,

A linear variant of morphoea may occur, wusually on the scalp and face and is
called “cospr e s’ because it eesembles a scar from i sword or similar weapon.
This variant will cause alopecia if it involves the scalp and may couse grovech
irregulacities of the underlying skull in a young chilsd,

In morphoea , brown post-inflammaroey melanin pigmentacion may develop in
“burnt our’ lesions.
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Fig. 811 Ivary white parch of morphea. On
palpation this will be firm and indusared
withi a miher plagueslike focl

Pathology

Lods of all skin appendages is the major feature in che histology of morphoe, giv-
ing a'bland "empry’ look to the dermis. The collagen bundles are larger than usual
aied tend to run parallel to che skin surface. The normal difference between the
papillary and recicular dermis is thus lose, and che overlying epidermis tends oo
be thin and acrophic,

Diagnosis and freatment

The clinical appearance is commaonly diagnostic and biopsy is rarely required. In
very early lesions, when erythema, mcher than a firm whire acrophic plague i<
seen, the lesion may have to be observed for 2-3 months before a firm diagnosis
can be made, Biopsy ac this stage is not always helpful as che fully developed his-
rological picture is not present.

At presene there is no specific rearment. Topical steroids or incra-lesional cor-
ticostercid injections inte an active lesion may alter ics final shape, bue will not
arrest 115 development.

Trials of very high doses of long wave ultravioler A irradiation have been
equivocal.

Systemic sclerosis (generalized scleroderma,
acrosclerosis)

Definition

A systemic disease characterized by progressive accomulation of collagen, fibeo-
sis, and loss of mobility of cthe skin and other organs, such as the respiracory and
gastroineestinal craces, The kidoneys may also be involved and, in e cases, ehis

is fulminating and leads pidly o deach. Transforming growth factor bera one

i cutrently thoughe o be a cyokine involved in the pathogenesis of chis
candition,



nicol features

Females are more COm n'uull'y :LFEI:\'!:::I ill.'id. |'|Iul'|.1l,r il"l'itij]l}' have SEVERE Ra}'nuud‘s
phenomenon. The affected hands and feer are inicially swollen amnd have cighe
shiny arrophic skin, which is bound :I'u'm]}.- o the subcutaneous tissue (Fig, 8.12)
The soft tssue of che mouth and palate are similarly affecred, causing denture
wearers 1o complain of poorly fitting plates because the mouth gradually shrinks.
The face is often characreriseic, wich a scrikingly line-firee forchesd, a small beaked
nose, & small mouch with radial furrowing around che lips, and, in advanced cases,
multiple dilated capillaries (relangiectasia; Figs 8.13 and 8.14). Small calcified
nodules may develop in long-standing cases, usually 1n the skin of the hands and
feer. A variant of this disorder has been named the CRST or CREST syndrome
(¢ = calcificarion, B = Raynaud’s disease, E = oesophageal dysfunction, § =
sclerodaceyly, and T « telungiectasia) in which exrensive multi-system involve-
mient 15 said o be less common chan in crue systemic sclerosis,

Involvermnent of the gastroineescinal trace causes dysphagia and malabsorpeion
through loss of peristalsis. Pulmaonary involvement presents as dyspnoea with pul-
monary hypercension and cardiovascular complications may lead to heare failure,
Eenal involvement may also develop,

Paihology

The striking fearure seen in fully developed systemic sclerosis is a reduction of the
normal thickness of the dermis for the body site biopsied. Thus, the subcuraneous
fat iz seen to be much closer to che epidermis than is normally the case. ‘The under-
Iying pathological process invalves both Abrosis and a vasculopachy. Endartericis and
minor inflammarory changes are found around blood vessels in the dermiz. In con-
erast to maorphoer, skin appendages are generally present in normal numbers.

Loboratory findings
Mase patients wich progressive systemic selerosis have high ritvees of circulacing

antinuclear aneibody, usually of the speckled variety, Antiscleroderma-70 or
topoisimerase 1 and anti-centromere antibodies are alsn: found in . high
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Fig. 8.12 The hand in progressive sysremic
aclerosian: Moce che vighely bound akin, sorophy,
ared early gangrene in che mididle Aagor,



1592 Aulsimmune of conneive fissue dheases

Figy .13 and B.14d Facial apprarance.in
progressive sysiemic wheronis. Note loss of
lines on Forclsead, pelstively beabed ticae,

radial furring arowml che mouch, sned

11} |-r|l::r| Lakis

proportion of patienes. On KXoy, che aw in dentulous patiencs shows a widentd
peridontal membrane, and the hands may show resorprion of the diseal phalanges
and carly flecks of subcutancous calcification. On barium swallow chere is loss off
ocsophageal perisalsis.



Pulmoenary function tests show impaired dilfusion and serial renal funceion
tests may show rapid renal failure, the most serious complicacion of chis
disorder.

Diognosis and treatment

Diagnosis is often made clinically, on che facial appearance of the patient s she
enrers the clinic, Confirmatory tests include an auto-antibody screen, hand and
jaw X-rays, barium swallow, and respiratory funcoion rests.

Trearment is largely sympromaric, bue although there 15 litle evidence that
systemic steroids affect che course of chis disease, cthey are cercainly juscified in
pacients with severe respiratory or renal involvement.

In general, spproaches o creatment can be divided into immunosuppressive, anci-
hbroric and vasodilaror. Immunosuppressive agents which have been used in addition
to steroids include methocrexate, cyelophosphamide, cyclosponn A, and o technigue
called photopheresis. This involves extra-corporeal irradiation of the patienes lym-
jlth WYIES with hll‘l{,: waave ullm\-mlqt nuiiu!iﬂn-u\-’ﬂ-. un‘lr_:l tlbcl‘!l ﬂ'-!llf‘l'l'i“lg I|:|.!.: ireacki=
ated cells o the patient. Anci-Abroic agents used with) varying degrees of success
include penicitlamine, colchicicing, and gamma interferon. Vasodilators used include
calerum channel blockers, such as nifedipine and prostcyelin infusions.

The disease tends to progress slowly, bue as some cases burn: themselves our, it
15 difficule to assess che value of any therapeuric procedure. Hands and feer should
be kepe warm and regular professional chiropody offered. A trial of sympatheric
blockade will indicare whether or not surgical sympathectomy is likely to be of
value, but this 15 rmrely the case.

Management of Roynoud's diseose ond phenomenon
Thiee groups of drugs may be of value in the management of Raynand’s disease or
Raynaud's phenomenon complicaning one of the collagen dizorders, usually sys-
remic 5clerosis or lupus erychemarosus, These are the prosracycling, keranserin, and
nifedipine {(Adalac), The prostacycling have been shown in small-scale double-blincd
studics to mise the eemperatures of che hands and Angers, and bring abour pain
relief in patients with Raynaud’s phenomenon. The 5-hydroxyrrypramine receptor
antagonist, ketanserin, has also been used in double-blind soudies in pacients with
both Raynaud’s phenomenon and Raynaud's disease; significant improvement has
been shown in both blood flow and skin temperatore measurements, The dose
required is 20 myg, theee times per day and no significant side-effeces are recorded.
Mifedipine, the calcium channel blocker, has also been reported to be of value
in patients with Raynaud’s phenomenon and Raynaud’s disease. As yer, there is no
reporeed trinl comparing these three approaches in the management of Raynaud's
disease.

Mixed connective fissue disense

As the name of this disease entity sugeests, this condition is on overlap syndrome
with some features of both lupus erythemarosus and some of systemic sclerosis.
The specific auto-antibody present in affected patients is U1-RNE

Trearment is sympromatic, and patients tend o have & reasonably good
[rognosis,

Sulerodenma
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Key points Lichen sclerosus et airophicus (LSA) (‘w

Lichen sclerosins et acrophicus may

be mestaken for texual abuse in

children, ] e
An atrophic condicion, commonly of the vulva, which may affece both children

ond adults, sometimes associated with morphoea on other body:sites

L3A and morphoea are found rogecher more frequently than can be accribured o

chance,

White, atrophic, glazed areas of skin wich

ring develop
(Fig, 8.15}, and may progress (o excreme aorophy and shrinkage of genital tissee
There may also be associared deamaric increase in melanin pigmentacion on the
affeceed geniral mueosa, The lesions may ulcerate, and cause pain and pruncus;
although some are asympromacic, LSA usually affects the female genicaha. It

rarely affects the penis in the male, when it 15 called balamitis xerotica oblicerans,

Extea-gemital lesions are most comman around the neck and upper back. Theee is

o reporeed incidence of 1—4% of malignant change 1n vulvar LSA, usually associ-
ared with severe involvement

Children wich LSA frequencly omplain of genitl discomfore and bleeding. A
number of such children have been inappropriacely suspected of being victims of
child sexual abuse. It is obviously important to be aware of childhood LSA and o
ensure that those in other professions, such as social work, are also aware of its

exiitence, o thae such porencially serious miztabkes are avoided.,

rrete e e I
IN0SS O Irediment

Driagnosis is usually made climicatly, alchough biopsy may be required in acypical
cases. This will show striking loss of all dermal appendages, epide
and homogenization of the dermal collagen.

mal atrophy,
|'ﬂ.'-1'|111{'l1'l 15 i!l'l'i.ltl.‘-r-.l.tt:'lr!.' and unned EALIrY Fllr AV ImpLomanc lesions. Pruripus

and ulceration are helped by topical steroid preparations (for example, vioform
hydrocortsone cream) of topical cestrogens (for example, Dinoescrol cream)

Fig. 8.1% Licher Ere

seen in parients with th




Long-term follow-up s required in all severe cases as malignancy may not
supervene untrl che lesion has been present for 20 YEAPS OF MOE.

Dermatomyositis (polymyositis)

Definition

A disorder of skin and muscle characrerized by a specihe skin rash and muscle
wirnki s,

Dermaromyositis is relatively rare, There are two varietics, one affecting chil-

dren, the ather adules,

(linical features

The typical rash of dermaromyosicis is 2 macular erythema on the face, particu-
larly marked in the peri-orbital area where i is described as heliotrope or blue
violet (Fig, 5.16). The dorsa of the hands and fingers are also involved wich lincar
erythema and nodules (Gottron's papules: Figs 8.17 and 8.18) Nail-fold hasmor-
rhages may alss be seen; bur chese are common o all cthe connecrive tissue
disorders. Erychema can also appear on che neck and upper chest, and progress o
poikiloderma {dappled skin), which consists of telangiecrasia alternacing with
atraphy. Phorosensitivity is common.

Muscle weakness is very variable. [t most commonly affects the proximal mus-
cle groups of all four limbs, 3o ehat early weakness cends to be noted on elimbing
stairs, of performing asks wich che hands ar or above shoulder level, Te may
become wery severe, and respirarory difficulties can resule from involvemene of
incercostal and dinphragmartic muscles.

Sdﬁdumil“

Fig. B. 16 Facial appearsnce of a patient with
dermarcmiyositis showing chamcreristic
wialet discoloration around the eyos.
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Figs 8,17 anaf 818 The hands of an Indian
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There are also cases in which this speorrum of dermarological disease is seen,
with no detectable myosins.

In childhood, dermatomyositis tends to burn our’, bur may leave severe
reserceion of limb movement due to calcificarion in and around muscles.

Pathalogy

The skin lesions show histological changes similar ro chose seen in SLE.
Liquefacrion degencration of the basal lnyer i commaon, and the overlying epi-
dermis may be thin and ateaphic. In the dermis, large numbers of free melanin
pranules are secn due o pigmentary incontinence, Free red cells are also present,
the resule of capillary leakage.

The degree of muscle involvement is variable, bue if affected che musele shows
fibre degeneration and inrernalizacion of the sarcolemmal nuclei.



1 the combimation of a typucal skin ragh, muscle weak-

ol raiged corgulacing muscle enzymes (SGOT, SGPT, creanine kinase, and

1. If muscle biopsy is 1o be performed, eleccromyography will indicate a

able area of involved muscle

IWETSY OvET the association between I\.1I:TI'I'I.'|[I.1'I'I'|!|'I.I‘1!‘. is and derec-

I Ie malignancy. Current evidence suggeses chae, in at lease
ome series, this 5 a sigmificant associacion in older individuals, buc that cthe
ignancy will be derecred by a pood routine medical assessment and chae
extreme measures such as laparotomy are not justified in a hune for such @ malig-
ingy, Commaon siges for such a malignancy include the gascroinceseinal erace, che

oscare, the ovaries, and the breast

ancy if present may resule in spontancous, alcthough usually

- §
rovement ol EII!' IIIiI‘\:I.Ii.' '“-'I.'JLZII':"\-"\:. I[ o I"I::-III_L:I'IIIIII\.:\:' 5 rll'.:I.HJI

steraid cherapy may mive sympoomartic relief and a trial af smre-n:ll:u_ml. e

fay is justified. Sysremic azathioprine (150 mg/day} may aloo be of value

& or a5 3 steroid-spanng messure, Oml methocresate may also be of value

Clinically, the skin is 'r:-,-]':u;-ra,-|.|1.r|{' l;]"li:. 2.1, rr.L‘y_lll:', and bruises easily. The

oints have lax capsules, are hyper-exeensible and readily undergo subluxation,
1

oor posture. and hemnia formacion may, in part, be due to muscular hypotonia.

Poor healing of minor skin crauma leaves ugly scars (Figs 8.20 and 3.21). The
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Key points

Bemember thar dermaromyosices
can be asseciated wath syiremsc
nuti-gnnmy and INVESLIZATe

accorgd in.gl.:.'.

Fig. 8.19 Seriking cutis hypetelastics of the
Ehbers-Danlos syndroase.
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Figs K.20 and 8.2]1 Pootly foemed wan over
the ankle and knee atcs in paticnt with
Ehlers=Dhanlum syralnome,

paticnts have striking blue sclere. In some cases, the collagen of large vessels is also
affecred, and death due o dissecting ancurysm or spontancous vessel rupture is
recorded. A proportion of parients also have features of pseudoxanthoma elasticum.
Patients with vascular involvement may die suddenly of dissecring asreic aneurysm.

Pothalogy

At the present time, 11 biochemical vagiants of this true ‘collagen” disorder are rec-
opgnized. Modes of inheritance are both aurosomal dominant and sex-linked reces-



sive. The basic defects in collagen synchesis are both quantitacive and qualicacive,
and can be accurately identificd by fbroblase culoure and' biochemical assay, On
!:j:hl: MACTOSCOEY the ¢ |.r]|'_154.'|1 appeirs whaorled and |:!I$I.'I:I'Eilﬂi!!‘t|._ aned 10 Some cases
there is an associated increase in clascic Abres. Type 4 EDS i3 associated with a defece
in rype 3 collagen and type 5 in a deficiency in the enzyme lysyl hydroxyle, Tnithe
ocher variants, the exace biochemical prl:ﬂ:l]rrn has noe yet been dencified.

INaSS @l freaim

Dhagnosis 15 based on che clinical appearance and o posicive family history, and
should be confirmed by Biochemical studies on fibroblase culeures. Mo treatment
i5 yer available, buc idencification of che type of Ehles—Danlos will aid genenic
counselling,

na elasticum

A hereditary disorder of elastic tissue.

Like the Ehlers—Danlos syndrome, there are genccically distince varianes. Bath
wirosomal dominant and aveosomal recessive varieties are recognized. Ax present,
genes coding for elascin and Abrillin are considered Likely candidates,

The cutaneous lesions are found in the axillae and Emins. and are soft, yc-ll.awi.sh
g5 8.22-8.24). Ocular lesions are common and
can be seen on ophrhalmoscopy as angioid screaks, haemorrhage, and choroidics

papules—'chamois leather’ skin (

Figs 8.22-8.24 Features of the skin of the flexime areas in peeudocanthama elasticowm

159

Key points

Involvernent of the blood vessels
can lead to faral contequences in
bach Ehler’s Dunlos and
Pisudocanthoma elasticum.
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Some degree of visual impairment is common. Involvement of major blood
vessels may give rise o hypercension, anging, and hacmorthage including.

hacmaremesis,

FPathalogy

The characreristic pachological fearure is the presence in the dermis of tangled,
degenerate elastic fibres on which calcificagion readily cccurs. This abnormality is

also found ncelastic cissue of che blood vessels and the heart.

Diagnosis and freatment

Diiagnosis is based on the clinical appearance, a positive family history, and the

histology, No 511:-1-,-':!‘.: therapy is available.

Discussion of problem cuses

Case 8.1

The differencial dl'aﬁnnsis here i ludes a range -nl'p'lh:-tnwn:\i:iw disarders, snch az
polymorphic light eruption, & photosensitive drug eruption, and lupus crythe-
miatosus. The history of systemic upser suggeses char polymaorphic light croption
15 unlikely, bur boeh SLE and photosensitive drug erupeions can cause generalized
problems. As all the cutancous crythema was on the face and mainly on the central
panel, 4 biopsy was not carsted out initially, On examinagion, the patsent had a
blood pressure of LE0M120 mmHg, and elecerolyte and liver funcrion pests showed
a markedly elevated serurm ures and creatinine. She also had high sicre corculaging
autorantibodies to double scranded DM A This last result confirms a diagnosis of
systemic lupus erythemarosus, possibly precipitaced in a genetically predisposed
indivicheal by exopenous sestrogens in the ofal coneracepeive and by sun exposure.

The patienc was sturred on high doges of oral sreroids (prednisolone B0 mgfday)
andd the eral contraceprive withdrawn, Ower the nexe 4 weeks her blood pressure
fell, and her urea and ereatinine returned o the rormal mnge. Her fecial eryehema
slowly cleaned wichour scarring, and che dose of ol steroid was reduced 1o 15 mg
on alternate days 3 months after her fiese presentation.

W is bee progaosis? What ocher argans are ar risk? She wishes €0 starc 2 fam-

ily and asks you iF there are any risks 1o herself during pregnancy o to the baby.
Huow will you reply?

Case 8.2

This male patient has muscle weakness and o rash. The likely diagnosis is cherefore
dermatomyositis. Investigations thar will help confirm this diagnosis are elec-

tromysgraphy (EMG), levels of circulating muscle enzymes in the peripheral
blol, and muscle biogpsy,

The patient had circularing creatine phosphokinase levels of over 20 times the
upper limit of e noemal range, This was considercd adeguare 1o confirm the
':ruﬂ-"""“ and the pariens was El'ﬂ:n oral pmlnl'mhm.c 100 mgfday. These was a
very rapid response with increase in muscle power, Becanse of the possibilicy of his
dermaramyosinis being associated wich an occule malignancy, a CT scan of the cho-
rax abdomen and pelvis was carried sut, and the levels of prostate specific antigen



Discussion of problem cases continued

measured, Mo abrormalicics were found and, over a period of 14 weeks, his pred-
nsolone bevel was reduced oo 20 mgfday, What will be your ongoing management

plan for this partent?

Special study module

Arrange to attend the local rheumarological, renal, and dermarological elinics that
see patients with all varieties of lupus erythematosus. Keep a clear record of each
patient seen including the clinical features, orpans affeceed, diagnostic tesrs used,
ancl both past and current chempy,

2o parients have as much information abour cheir disease as they require?

ool &
Further reading

Royee, M. and Secinmann, B. (edsh {1993} Conmectrve e awad it evikable dionfrs. Wiley-
Lz, Chachescer,

Wallsce, 1), and Hannahs Hahn, B, (1992) Dwboar fupus srythensarasr, Ach edn. Lea and
Feibuger, Philadelphia
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Disorders of the vasculatyre

Problem cases

Case .1

A 62-year-old obese female consules you becavse of a small leg wleer o hér rifgh
ankle. She has been treating it hersell with a wide range of over the countes

remedies. The skin around the ulcer §s very red and infamed, W hat is your
investigarion and management plan?

Case 9.2

A 2ieyear-old male consulis you abour the regular appearance of whae he
describes a5 rexd weals on his skin. None are presenc ae the consulzation, bue he
tays that they have been appearing over che past 6 months and his face is asual-
Iy involved, What is the likely diagnosis, and what investigations and treatment
will you suggese?

Capre 9.3

Hoth parents come to see vou with their Arse child, a girl now aged & months. She
lias a red, raised mark covering about 10% of her forchead. The parents arc very
agirated as they have been told elsewhere that no treatment is needed, bue the mark
15 still expanding. They want to know about laser creatment and why cheir child i
being denied this cherapy. What is the likely diagnosis and what will you rell them
sbour therapy?

Disorders of the arterics, veins, and capillagies may all presenc as skin lesions.
Some are disorders affecting only the cutaneous vascularure, while athers are more
generalized, involving many systems, the skin included. In young children, the
most common problem is that of vascular naevi, while in elder adules the most
frequent problem is lower leg ulcerarion, which may be due o cither venous of
arterial malfunction. Capillary disorders often cause 2 purpuric erupion and
vasculitis can produce painful nodular ulcerating lesions. Vascular pathology i
most commanly seen on the lower legs because of the sluggish circulation due to
graviry. Biopsies from che lower leg have to be incerpreted with care in older
adules, as the hisrology of clinically normal skin of this area may show minor
vascular changes due 1o gravicy.

Vascular birthmarks

Vascular birthmarks are seen ina very high proportion of young babies, The two
main types of vasculer birchmarks are:

* haemangiomas;

* vascular malformacions.
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Key points

‘The greas majerity of
“hacmangiomas in infanss clear
“spontancously over 2-3 years.

Fag. 0.1 Mised, predominantly covermo
angioma Child i3 menilis old

Hoemangiomas

Definition

Benign proliferations of the vascular endothelium, seen in early infancy, which
proliferate during the first year of life and then clear spontancously.

Clhinical fealures

About one child in 10 develops a cutaneous angioma during the firsc month of
life. They are nor usually apparent ac birch. They may be superhcial, deep, or
mixed according to the depeh of the blood vessels affected. Alrernaeive mames for
the superficial hacmangiomas are strawberry angiomas and for decp lesions
cavernous angiomas. The superficial lesions are a bright red colour and che
I'jﬂ.'pl:l' lesions a bluish shade. The netural 1'|i5|;1;u|"_gI of these lesions 15 that rhey
expand rapidly during the first year of life, then slowly and spontaneously shrink
over the nexe 3—4 years (Figs 9.1 and 9.2), so chat by the time the child is ready
for school there may only be some loose redundane skin visible: Oceasionally, cthey
are very large indeed, and chere may be concern aboue eicher haemorchage or
chstruction of vision leading to blindness in the affecred cye,

Treatment

As the great majority of superficial haemangiomas shrink spontansously and this
resules in minimal long-term scarring, parents should be old of chis and encour-
aged to lee chis happen. Showing sequential photographs of older parients whose
lesions have cleared spontaneously will be helpful. Bleeding that may occur
should be controlled with firm pressure. Infection may develop and should be
treated with the approprisce topical ancibiotic. Both bleeding and infecrion
appear to accelerare spontancous resolution.

The deep cavernous angioma has all che fearures described for che superficial
cavernous angioma, bur in addition there appears 1o be a proliferation of vessels




in the deeper capillary plexus, These do not shrink as completely as the superfi-
cinl vessels and resolucion is usually less complece.

Rarely, with the gane lesions, treatment with either systemic steroids or inee-
lesional injections of cither steroids or interferon may be necessary. For this group of
angiomas, there is lictke evidénce, at present, char laser therapy gives a beteer long-
rerm resule than nacural invelurion, and the main concern of the docror involved
should be to selece the creatment option that will resule in leasc long-term scirring
when the child is a reenager and adult. Minor plastic surgery may be needed for the
larger lesion o remove folds of redundanc skin when natural shrinkage is compleced.

Rare variants of cavernous ANEIGMAtE Can be associated with systemic abinor-
malizies, such as thrombecytopenic purpur, and any infant who has a very large
lesion or with a family history of angiomara should be appropriately investigaced.

Vascular malformations (noevus flammeus, port wine
stain)
Definition

A persisting and permanenc area of eryehema due seractural abaormalities of
capillaries and other small Blood vessels .

These lesions are present ac birch, and che majority affect the facial skin over
the area served by the trigeminal necve (Fig. 9.3). Initially, they are deep red and
macular. Here, there is no tendency for spontaneous resolution snd raised nodules
may develop on che naevus as che child grows, Very large pore wine stains may be
wssociated with additional vascular abnormalicies of che cerebral vessels Eiving rise
o the Sturge-=Weber Syndrome.
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Fig. 9.2 The child in Fig. 9.1 aged ¥ years,
1o demondifate spontancous rewalution.
Further improvement can confidently be
expecied.
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Figs 9.3=9.6 Port wins

wfter applicatmn of camas

saies b

Bagpe cover

Treatment

This can be either by cosmietic camoullage or by laser destruction of the abnormal
vessels, Flash limp pulsed dye lasers give best results wich lease scarring. Usually,
several crearments are required and sedation of a young child will be needed o
maineain the head abwolucely still. Results are generally good, and corrent policy i@

to try to offer laser cherapy early in life before the nacvus has become mised and pal-

J“-'-I"‘Ii'- {:I‘-‘-'-FI_'-'.- thiere ane, at presenc, a number of adules i che commuznit ¥ for whom
laser trearment was noc an option when they were young. Resules in these more

muture nuevi are less satizlactony, and camou e therapy using Dermablend or
Cover mark preparations may be more approprade, In che UK, the Red Cross minan

excellent cosmetic {'.1I'I1lilllr|-3_l:t' u:|.|'.-'|.\;-n:':,' and demonseration service (Figs 9.3-8.6)




Salmon patches (telongiectatic noevi, Unna’s naewys, stork bite)

These faine macular lesions are seen inas many as a third of all new-born infancs
They are usually on the nape of the neck ar the central panel of the face, They a.n.;
compased of distended and persisting foetal dermal capillaries, The majority fade
spontancously 1n the firse few monchs of life, but those on the nape of the neck
may persist, This is noc wsually a problem,

Leg ulceration

Leg ulceration is a huge burden on healthoare systems worldwide. In the UK,
3 people per 1000 have leg wlcers, nsing 1o 20/ 1000 in those over 80 years, and in
the LS it has been calculaced chat 2 billion working days are lost annually because
of leg ulcers, The morbidicy o the individual and the cost to the health care sys-
vems is very significant. The three main types of leg ulcer are venous ulcers due w
venous stasis, arterial ulcers, and neuropachic ulcers associated with diaberes,

Venous leg ulcers (stasis ulcers, gravitational ulcers)

Incidence ond oefiofogy

Venous ulceration is very commaon in Britain and a common cause for referral o
specialist dermarological clinics. The incidence in the community is much higher
as many patients either areend cheir general practitioner or seek no medical
assistance. Moso patients anc women,

Seventy to cighty per cenc of ulcers on the lower |l!£.i- resule from venous
damage, due 1o the increased venous pressuge associated with varicose veins and
past venous thrombosis,

The main at risk group for venous leg ulcers are obese females with varicose
veins, wha may have hid st pmbl-:ms with venous thrombasis, PﬂhlPS during
Pregnancy.

Venous leg ulcers develop because of incomperenc valves in the leg veins. There
is secondary increase in capilln.rr pressure, with stasis, capillary damﬂ'h fibrosis,
and a poorly nourished skin, which is easily damaged by minor trauma.

(linical features

The typical paticnt is an obese, middle-aged woman. A past history of a decp
venous thrombosis 15 common and varicose veins are wually present. One or both
legs may be involved. The most common site of ulceration is over the medial
malleolus (Fig. 9.7) and the surrounding skin frequently shoows gross fibrosis, phr-
pura, and livedo due to excravasation of blood from damaged capillaries, an
appearance termed ‘arrophie blanche’. The ulcer is frequently precipitated by
minor local erauma. Stasis ulcers are commonly single and although they may be
extremely large they are relatively pain-free, in contrast o arterial ulcers. The sur-
rounding skin is frequently oedematous, eceemarous, and secondarily infecred.

Arterial leg ulcers

Arterial leg uleers are much less commaon and usually develop as o complication
of a general vasculitic problem, such as systemic lupus erythematosus, rheumaroid

lag vkerotion | 2

Key points

Do oz apply topical seroids o
leg ulcers roatinely. Lie them
sparingly, and only cn the skin
argund inflamed uloen.
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Fig. 9.7 Venouws srasis ulceration. Mote
eypacal arbe over medial malleolut and
trophic changes in surrounding skin.

arthritis, or diobetes. Affected pacients often have a history of intermiteent
claudication, and may develop small ulcers on the toes or lower leg, which cause
pain out of all proportion to the size of the ulcers, The patienc has no evidence of
varicose veins, but has poor peripheral pulses and muleiple small painful ulcers,
which have a punched-our appearance and are situated in the lower chird of the
leg (Fig. 9.8). As arteraal leg ulcers are frequently associated with generalized
arterial pathology, it is important to look for diaberes, atherosclerosis, Buerger's
disease, and rhevmaroid archricis if it is not already clinically apparent. Sickle cell
disease and other hacmoglobinopathics must be considered in patients of
Mediterranean origin,

Pain and the site of che lesion may help to differenciace an accerial from
a venous ulcer, and furcher useful pointers are the absence of varicose veins or of a
history of deep venous thrombosis.

Dinbetic ulcers

Patients with disberic leg ulcers have usually had diabetes for many vears and
develop their ulcers as a resule of neuropathy. The foor is warm and chere are
casily palpaced arterial pulses, bur the patient has easily detecrable diminished
SCNSAIoN.
Diognosis
The diagnosizs of a leg ulcer is self-evident. A careful history should be raken of
past venous chrombosis, especially associsted with pregrancy, and of ocher
systemic discase, such as lupus erychemarosus, which may be a cause of arcerial
uleers. A personal or famuly history of diaberes should be soughr. Patients with
known disbetes should be investigated for sensory neuropachy

Al patienes with leg ulcers should have the ankle brachial pressure index
CABPL measured by the Doppler technique. This simple teehnigque will establish
whether or not che arterial supply o the lower leg is impaired. A figure of 0.8 or
less shows thae the arenial supply o the leg is poor and pressure bandaging (see



below) is absolueely concra-indicated, as gangrene could resule. A larger than
cipected number of patients with leg ulcers have circolaring anri-cardiolipin
antibody or lupus anti-coagulant, and the presence of these should therefure be
inveseigared,

Any unusual looking or non-healing leg ulcer should be considered for biopsy
o exclude a developing malignancy on the ulcer n-dge and also o exclude an
unusual infeceive cause, such as mycobaceeria.

The bacterinlogical results from swabs taken from leg ulcers should be inter-
preced with common sense. A leg ulcer is not a sceeile environment and, cherefore,
groweh of micro-organisms is not surprising, bue these are often only commen-
sals. Ifa leg uleer has significant secondary baceerial infection, this will usually be
climcally obvious and for this reasson the routine bactenial swabbing of clinically
non-infeceed leg ulcers is not recommended.

If the skin around a leg ulcer is inflamed and irritable, pateh reseing should be
consicdered as contace dermacinis oo medicamenes is very common

Treatment

Treavment of an established venous leg ulcer consists of therapy designed o
promote healing. and thereafter prophylaxis o reduce the risk of recursence,
These measures include surgical treatment of varicose veins, weight reduction,
and che use of supportive elastic stockings and protecrive bandaging.

The basic principles of management of an cstablished venous leg ulcer are the
maintenance of a clean, healthy ulcer base free of infection, and protection of the sure-
rounding skin to allow re-epithelializacion o tke place. Suppore t help reverse the
eifects of venous hypertension is vital, Healing con be achieved in a proportion of
cises, bur breakdown of che healed arca after minor trauma s all too common.

A variery of astringent preparacions will kelp to mainin a clean healthy ulcer
base. These include 20% benzoyl peroside (Benoxyl) and sodium hypochlorite 1
in A (Mileon solution). Topical ancibiotics should noe be used routinely on cling-
cally non-infeceed ulcer bases, For very moist exudarive ulcers, 2-3 lays creagment
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Fig: 9.8 Amenal vlceranon, MNete
“punched-tar’ quality of ksees, which are
multipbe and painfisl

Key points

Remermber that redoess and
inHammeation arcund the leg uleer
dermaritis 1o a prescribed

et
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with absacbent dexeranomer beads (Debrisan) will assist in drying the lesions, but
this preparation should not be continued for long pericds, If the ulcer is obvious-
ly infecred, swabs should be senc for bacreriological sensitivities and the infection
then treared with an appropriate antibiotic.

Occlusive dressings: have been shown o provide a more physiological environ-
ment to allow the ulcer to heal. Although expensive, they may accelerate healing and
are usually very comfortable for the parient, They include Geliperm. Granufles,
Tegasorb, and Sorbsan. These usually have a pel or colloid formularion which absorbs
exudare from the ulcer and thus accelemtes re-cpithelinlization. 1f the ulcer is not
producing a lot of exudate, they can be left in position for up to 7 days,

The skin surrounding the acrual ulcer may be erythemaseous and irmcable with a
seasis dermaticis reaction, While chis a5 often responsive o opical stenoid prepara-
vions, they must be used wich caution in this sicuation and kept away from the wlcer
base otherwise they will delay healing. They should nor be used constantly on the
skin arcund the ulcer as they will, in time, cause arrophy and possibly further exten-
sion of the ulcer, For this reason the surrounding skin is best protecred with a wacer-
proof paste such as plain zine paste BP or zinc paste with salicylic acid (Lassar’s Paste).

Adhesive bandiges such is Viscopaste or Ichrhopaste are also helpful, particu-
larly for patients who have persistent stasis dermatitis around che ulcer area,

Firm support bandaging is essential in the case of venous ulcers 1o promote heal-
ing, but should not be used for arcerial or diaberic ubcers. Four layer bandaging using
an absorbent crepe next to the dressing, followed by padded suppore (for example,
velband), followed by a firm bandage of the blue line type, followed by a final coband
bandage is extremely effective and comfortable for patients with proven venous
ulcers, These four layers are available as a Profore pack (Smith and MNephew).

Patients, their carers, and diserict or practice nurses shoulbd all be given a demon-
stracion of how o apply these bandages. Once the ulcer is healed, patients should e
an elastic stocking of appropriate grade 1o try 10 prevent recusrence.

In severe cases resistanc to trearment outlined above, pinch grafting may be
considered, bur although this gives pood inicial resules, there is a high recurrence
tate once che patient is ambulane.

Arterial and diabetic ulcers require sympromaric rrearment with coneral if
possible of the systemic cause of the uleer. Rest, warmeh, and the avoidanee of
erauma such as unskilful chiropody are all imporcant.

Vasculitis

Definition

A pathological process centred primarily on blood vessel walls (mainly small- and
mediumesized vessels), resuloing in purpura, nedules, and ulceration.

As the dermis has a very rich blood supply, vascelicis, which is usually a
gencralized systemic disease, will almost always involve che skin. There is no
agreed way o classify vasculitis and the one used in chis chapeer is based on che
cell eype seen in the walls of and areund che inflamed blood vessels, Thus, there

are clinical conditions based on a predominantly lymphocytic, neacrophilic, or
granulomarous infiltrace (see Table 9.1)



The main types of vasculitis classificd
according to predominant cell type in the infilerace

Predominane cell oype Clinicsl eanditions
Lymphocyie Chilbdaing (lupus pernish
Lupus eryvehematous
Erythemas nodosum
Pityiaasis lichenoices
Palymorph Polyaneritis nodosa
Allergic vavculicis
Henich-Schoenlein purpura
Granulomas fopmation Giant cell arteritis

Eryrhema induramum

Clinical presentations of lymphocytic vasculitis

‘rythema nodosum

Definition
A lymphocyric vasculitis seen mainly in women (F:iM = 3:1) and predominantly
affecring the lower legs.
Aetiology

Erythema nodosum s an uﬂumplt of a tisswe reaction and may be caused by a
variety of problems. The current commonest causes in the UK are adverse drug
reactions, streprococcal infection, sarcoidosis, viral and chlamydial infections, and
tubgrculosis. A commeon presentacion with sarcoid is the development of eryche-
ma nodosum and chservarion of hilar adenopathy ona chese X-my. In other
European countries, Yerinis infection is a relatively common precipitating factor.
However, in the majoricy of cases no clear cause is identificd.

(linical feofues

Erychema nodosem is characeerized by painful, palpable, dusky blue-red lesions
on the lower legs, although occasionally the forearms are also affected. General
malaise, fever, and jeine pains are commen. The lesions slowly resolve over a
period of 2=6 weeks. As the lesions gradually fade they may look very similar o
simple bruises (Fig. 9.9)

Dingnosis amd appropriate investigations
The clinical picoare of a febrile patient with painful, non-ulcerating leg
nodules is diagnoseic. Table 9.2 outlines a reasonable, appropriate plan of

investigation for cases of erythema nodosum aimed av inding the cause of the
condition.

Presentation of hemphooytic venrudis | 993

Key points
Always take a careful dnug history
in a parient with erythema
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Fig. 9.9 Erytherna nodosiem. The besions can
be very fanc, bur are indurated and pandul
on palparion.

Trepfment

This iz mainly sympromaric. If the condition is thoughe to be drug-induced, the
suspected drug should be withdrmwn. Bed rest, elevarion of the limb, and systemic
analgesics should be prescribed. The value of topical preparacions is debatable, bug
L0% ichchyol in water applicd twice daily to acure lesions is a comfort to some
patients. Sterords topically are of no value and chere is licele evidence thae, given
systemically, they change the course of the disease.

Pityriasis lichenoides

Definition

A purely cutaneous disorder of unknown aetislogy characterized by multiple
papules and plaques.

(linical features

Piryriasis lichenoides presents acurely as multiple, pruritic, excoriated papules,
erourring in crops on che trunk and limbs. Purpuric lesions are occasionally seen:
There is rarely any systemic upser, and spontaneous remission is usual, bur may
take maonths or years o occur. Acute and chronic forms of the condigion are
described, and it is not clear if the one develops inte che other,

Table 9.2 Investigation plan for erythema nodosum

History, including a careful drug history
ES R,

Theoar swals, ASO ticee

Chese X-ray (mrcoid, tabenculosis)
Mantouy tee

Wiral ritees, both acute amd convalescent

Sk e e -




Dognasis

This is based on the clincal appearance and is usually confirmed by biopsy which
will show a lymphocytic vasculios, Insece bites and atypical dermaritis herpeti-
formis (p. 277) are the mose common causes of confusion, but the possibility of
the papular form of secondary syphilis should be borne in mand. Syphilitic lesions
will commonly affect the palms and soles, whereas chose of piryriasis lichenoides
wil | unlg.' do zo rarely.

This 15 wsually based on moderte potency topical steroids, A course of ultravio-
let light will benefic some pacients.

Clinical presentation of polymorphonudear vasculitis

*olyarteritis nodosa

LT imran

A rare, severe, generalized disease characrerized by necrosis of artenial vessel walls

There are many causes of neurrophilic vesculicis, bue the final common pachway
15 thoughe o be an immune complex reaction based on the intermediote and small
blood vessels. This can be caused for example by an adverse drug reaccion or
infeceion.

(linical features

The patient is generally unwell and may be [ebrile. Subcuraneous nodules,
subungual splinter haemorrhages, small purpuric lesions, and occasionally,
I'r.|:|1i:]1l.' pangrenows lesions may be present. As thiz 15 a mulci-system disorder,
other signs and symproms resule from involvement of the renal, abdominal,
cardiovascular, and CNS vasculacure (Fig. 910}

P ui""fﬁh‘ﬁﬂm“ﬂ | ?l‘i
|

Fig. 9.10 Necrotizing (beucocyeoslastic)
vasculitis. Palpable besions are surrounded
by purpars and tend 1o bicak down caiily.
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Key proinis
Always look for an underlying

cahe ina patiene with pyodecma
FanErenosum

Fig. .11 Pyodetma gangrencaom. T
Large lesions can develop withim 24 hours

Occasionally, a milder varianc is seen, which appears to be confined to the skin
and consists of a livedo pactern on the skin of the lower legs, associated with leg
nodules. This has been called cutaneous polyarteritis nodosa,

Pathalogy

Histologically, there are polymorphonuclear leucocytes in the bleod vessel walls
and fragments of disincegrating nuclei from domaged polymorphs Cnuclear dusc)
will be scen.
[agnasis
D'jigl'lﬂiii it based on evidence of involvement of mul iple vessels amd. it usuially
confirmed by biopsy.

Treatment wich sy's-l:crni.c seeroids and i]I'|r'lll.llll:nurlpru\-\.wt"\.. such as wearhio-
pring, is required, but even o there i3 o significant moralicy.

For patients with the cutancous variant, low doses of systemic steroids may also
be needed. Simple analgesics such as aspirin will relieve pain, Topical seeroid
eherapy iz of licele value.

Pyoderma gungrenosum

Definition

The sudden appearance of large, ulcerating lesions.
Clinicol features

The initial cutaneous lesions resemble indolent boils, bue they rapidly expand,
break down, and leave large, ulcerated, painful areas with a very characeeristic
undermined odge. Systemic wpser, with fever and malaise, is frequent.
Pyoderma gangrenosum may be the fiest signs of ulcerative colitis, Croha's
dizense, rheumaroid archrieis, and monoclonal gammopathies or frank myeloma
(Fig. 9.11):




Fothology

Pyoderma gangrenosum resulis from undetlying thrombosis and vasculics,
Dingnosis and freatment

The diagnosis is gencrally apparent on clinical grounds. An upderlying systemic
disease may already be obwious, bur if not appropriate, clinical investigations

should be carried ouc to identify i particular & haematological or gastroentero-
logical cause

Systemic steroid therapy should be prescribed in a moderacely high dose (for
example, G0-100 mg of prednisolone daily) and subsequently reduced as che
lesiong heal, If :|:u.~|1' 1% 1:|||l1lr [T3EH Il:!.i.l:ln, lntm-ltsifnm] ini:c:inn I'.'l\f seefoacd .rr'u,r I:c
helpful, provided ic is injecoed inoo an early lesion. A soothing non-adherenc
dressing should be applied {for example, Scherisorb).

Clinical presentation of granulomatous vasculitis

Temporal arteritis (giant cell arteritis)

Delinition

A r.'\.im:!h_.' PrOCressive Smnu]umut{;ug arteritis, which can cause blindness ifl nor
recognized and ceeaved prompely.

(tincal features
The classic presentation of temporal arteritis is thar of an elderly person

complumng of scvere headache and gtm:ml mialaise, often with some associated
vistal upser. There may be red palpable nodules in the remporal area,

Fothology
A biopsy will show vasculitis with granulomas around the affected vessels.

Diagnosis and freatment

These patients usually have a very high erythrocyte sedimentation rate and a
wemporal biopsy should be imrfnrmd as a matter of Lrgency o confirm the
diagnosis. Syseemic steroids in high doses should be starred withoue waiting for
the pachology report as there 15 a real risk of blindness.

Erythema induratum (Bazin's disease)
Definition

A condition affecting the lower legs of young women, currently believed to be a
hypersensitivity reacrion oo the tubercle bacillus.

Ulinicol presenfafion

This condition is relatively rare and presents as painful ulcerating nodules on the
back of the lower legs of abese patients, usually female.

Pathology

The pathology is char of cuberculons granulomas around affeceed blood vessels,

1
Presentation uf gronulomatous veseuliis o7
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Key points

Urticazizl Iesions anound the
meuth i an emergency condition
and parients should be obierved
ior aigns of mespiratory obsorucrion.
Subcuranesars adrenaline may be
required,

Fig: .12 Usticatia, Laror coyihedmious
weals are soen on the face

Treatment

Treatmene is difficule, bur weight reduction and keeping the legs warm in appro-
priate trouscers of tighcs are worthwhile, A long-rerm rrial of full anci-tuberculous
therapy should be considered, bur rhere are no controlled comparative soudies
proving the value of anti-ruberculous eherapy.

Urticaria

Definition

Becurrent, transient, cutaneous swellings, and ervehema due to fuid cransfer from
the vasculature 1o the dermis.

Clinicol features

Urricaria is commaon and varies from minor, but inconvenient cutaneous lesiens to
the severe life-threarening angico-oedema affecting the laryngeal area, A local sud-
den increase in capillary permeabilicy is the common final pathway for & variety
of seemuli thought to cause wreicaria,

Some of the recognized types of urticaria are listed below, The majority of cases
will fall into che group of unknown setiology.

The urricarial lesion 15 a rapidly developing mised weal or plague (Fig. 9.12)
]-L'*i:ms may bIL‘ In.rgt-. l'l'il.il!i[’:llt. el apF:u.-ur wlih al:u;m||1g 5]3:1_1!. [.J;\.-:.mns :)-ccurring
around the mouth should be regarded as a dermarological emergency and the patient
observed for signs of respiratory obstruction. Many patients have a chronic variety of
urticania, resistant 0o themapy, which persises for months or years before burning out.
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ecognized variefies of urficorio

* Due o histamine-liberating drugs: Salicylates are the commanest group of
dtu.,!.ﬁ i this CALELOrY and patients with cheome urticara thould be advized 1o
use parscetamaol, racher chan aspinn as a simple analgesic. Codeine, maorphine,
and indomethacin will also refease histamine, and should, cherefore, be avoided,

* Due to ingested food additives: The ewo food additives known 1o cause or
provoke urticaria are the tarcrazine group of dyes, found in yellow- and omnge-
coloured drinks and Lwents, afel hemmu-—.'.. 1.15&\1] Wi.dl:'l'_l’ F L |:|l\¢s:.-rv:||"|'|.-:-s.

* Contact urticaria: Here, the lesions develop only on accual sices of contace, for
example, on the site of contact with dog hair or saliva, or on the lips after
imngesting procein foods, This vartecy of urcicania is commaon in atopc parients.

* Physical urticariaz In a small group ol patients, pressure, heat, cold, and
sunlight may provoke urcicarial weals.

* Urticaria and hereditary angio-oedema: This rare condition is transmiroed
by autosomal dominant inheritance. The basic biochemical defece is in the
complement pathway. The enzyme C, esterase inhibitor is lacking in chese
parients, who may present with gross and alarming swellings. They may also
present as acurte surgical emergencies because of sudden oedema of a pare af the
small intestine leading ro-acute pain and obstruccion,

* Related to peneral medical problems: This is a miscellancous group.
Patients infeseed wich parasites tend o develop urticaria, as do these with
chronic bacrerial infecrion in such sites as the nasal sinuses and the urinary
cract. Panients wich lupus erythemarosus, thy roroxicosis, and lymphomata may
also present with urcicaria.

¢ Mo known or identifiable causative factor: This comprises by far che largest
group of patients,

10sfs, oppropriote investigations, and freatment

Dhagnosis is self-evident and patients fpcqun,-n:ly do not seck help until they hive
rried several home remedies, These should be identified in case chey are hisramine
releasing agents, which will aggravace rather than improve che condition.

The investigation of a case of urticaria can be a time-consuming, expensive, and
non-rewarding exercise, and as the disease is common, a sensible compromise is
to investigate only patients who have had recurrenc armacks for 6<% monchs
duration or longer who do not obrain relief from systemic ancihistamine thempy,
Patients should be rold thar teses will rarely reveal the cause of the urticaria and
that in time the problem will resolve sponraneously. A reasonable battery of inves-
tigations o be performed as an out-patient is given in Table 9.3. A eareful history
should identify the rare coses of physical urticaria and may be a poinger in cases
provoked by food addicives. The greac majority of cases will yield negative resulcs
on this screen and must be treated on a sympromaric basis,

Trearment of acute weticacin may require subcutaneous adrenalin as a life-
saving measure. For less scute and chronic cases the systemic non-sedaring H1
antihistamines are vsually helpful. Often several need 1o be tried before one s
found thar combines sympromatic reliel with minimal side-effeces. Current

0y
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R .‘.\.I'l 1.!LI1J.EI'LL" ‘?r il]‘-’chtis_‘;illji”\h [‘{ll‘ CASES 11‘F
chronic persistent urticaria

Full blood couns (Flb, WHBC+ cminophil count, plarelersh
Liver funcrion resci

Chest and sanus X-ray

Examination of hat stool for pamsites

Examinacion of urine for bacteria

Camploment screen including C, esterase inhibitor
Auto-antibody screen

popular, non-tedating antihistamines include cetirizine (Zirek), destoratadine
{Clarinex), fenoxfenadine (Telfase), and terfenadine (Triludan). All are relatively
non-sedating, While there is litdle published evidence thee che addition of an H2
inhibitor adds 1o the effect of che H1 inhibitor, it may be worth adding cimeri-
dine in adequate doses in severe and persistent urricaria.

For more porsistent cases, the possibility of elimination dicrs should be
considered, and patienes should be advised abour avoiding rartrazine and benzoate
containing food and drink. More specific dietiian climination rrearment recuires
expert supervision from a dietician, particularly if provocacion teses with the
suspecred foodstuff is parr of the plan.

Very persistent cases may justify a trial of oral dapsone or cyclosporin A, and
Both Puva and plasmapheresis may need 1o be considered. In gencral, oral sterids
are not useful, but may help delayed pressure urricaria.

Purpura

Purpura may be caused by a low plareler counr, by a disexse affecting capillasies,
or a more gencral systematized disease, Common causes of purpura are ageing due
o capillary fragilicy in which the small blood vessels of che skin lose their normal
collagen supporr, topical, or systemic steroid therapy, which similarly increases
capillary fragility, vitamin C deficiency, and side effeces of drug therapy. Rarer
causes include generalized amyloidosis and renal discase.

Plateler counts of 60,000/mm* or more are unlikely to produce purpura and,
in patients with platelet counts above this level, causes of non-thrombecytopenic
purpura should be soughe.

Henoch—Schoenlein purpura (anaphylacteid purpura)

Definition

A purpuric eruption due in some cases to an allergic reaction to bacreria or systemic
drugs, associated with fever, malaise, and gastrointestinal and renal involvement.

(linical features

Maculer or papular purpuric lesions are scartered on che limbs and burttocks.
General malaise and fever may be present, and also arthralgia, haematuria, and

abdominal pain. The placeles count is normal. In some patients, there is a history
ofastreprococcal ehroat infection 7-14 days prior w0 development of purpura, and



in‘ochers there is a history of systemic drug ingestion. In mose cases, however, no
cause can be iwlengifed.

Fathology

The undeclying pathological lesion is a vasculitis affecting small vessels and the
degree of systemic involvemene is very variable. Children are frequenty affeceed.
Diagnosis ond freptment

Diagnosis is wstally strmightforward and investigations should be carried out o
establish the degree of systemic involvement. The most serious complication is
severe renal involvement, which can lead o the nepheotic syndrome. The disease
is usually self-limiting and there is liccle evidence char syscemic sceroids will alter
15 course. MNevereheless, chey are frequently prescribed for patients with severs

mulei-system involvement. Bed rese and simple analgesics may be required for
archropachy. Urinalysis should be performed and repeated o look for frank hacma-
turi and developing proweinucia,

Discussion of problem cases

Case 9.1

The history and the patient strongly suggeses thar chis s 8 venous leg ubcer, rather
than an arcerial wloer, The connbuting factors inclede the fermale sex, Dbl."s-il'r. and 0
history of a job that involves seanding for long periods of time.

This can be confirmed by the face thar the arceries around the ankie have pood
pulses and Doppler ultrasound would confiem che face chac che valves in che
]-Cr:l-l:IrJI:II:IH veins in her legs are incompetent.

I the history it emerged diae she had been treating che ubcer with a maderately
potent steroed. This was wichdrown and an ocelusive dressing applied o che uloer
with & weak potency steroid (1% hydroconisanc) around the ulcer, On this regime
there continued o be o loe of infammacion and irntacion, Pach cesring was therefore
wresnged to csablish whether or not any of the medicaments the lady was using was
cm;trlhu:inﬂ to her pmblfm. The pﬂl.(‘.h =13 bd.t!!ﬂ' ncliuded the Ibpitll CORTHCTG~
reroidd tixocorol and she was shown to have a topical steroid allerey. All ropical
seeroid was, therefore, withdrawn, and copious emollicnes and occlusive doesings
applied under four layer bandaging. On this regime, the ubcer heated 1o 10 weeks,
During chis time she was encouraged to ey o lose some weight and, ence the ulcer
wus healed, she was referred for consideration for surgery oo her vanicode veins,

Case 9.2

The diagnosis here strongly suggests urcicaria. This has been persistent, but has no
cansed any general debilicy and the patient has lost no time from work.

A carcful hisrory has esgablished thar from cime-co-time this patient does ke
aspuirin for minor aches and puin:. He was, theeelore, warned against the wse of
wipirin and other histamine releasing dmgs, A full bistory revealed o other possi-
ble canses of his ureicaria. A blood count showed o evidence of cosinophilia. He
was, therefoee, started on a regime of F1 antihistamines, and recurned at 3 weekly
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Discussion of problem cases continued

anrervals mo report progress: On che chird monssedaring antihistamine his urcicana:
improved significantly with only two minos episedes eich week, These disappeared
completely over che nexe few months.

This histery illuserates the face chae mose patienes with urricarin have o el
limiring condicion, which burms oar after & period of 6 months to 2 yesr. Extensive
investigations-very rarely uncover tle trigger for urcicaria, and are expemit'c. and:
time comsuming for the patient.

Case 9.3

The hiseory 15 that of a cavernons angioma, a vascullar nagvaies associsted wich prolif-
cratien of the capillary endothelial cells. These are very common;, bur as chey tend o
grow chrough the first year of life, they de cause concern parsicularly as many of
them are on the fuce. Many pacients have read in che newspapsers of the significant
advances made a.lsing laser tecatment for o v:riq.'l::,- aof other vascular lesions and are
concerned that their child s not geccing staee of the an rreaoment. Ae the present
time, laser treatment 15 not the most appropriate method of managing o cavernous
AONEIOMA Or srrJWbcrry facvus, as natural n-i;r;:siun o the legion will ll.ﬂl{l“:,’
produce the bese resule,

This was explained o the parents and phorogrephs of older children whose
lesions had regressed spontancously were shown 1o encourage them. They were alse
given the address of che Nacvus Support Group o pus chem in congacy wich other
parents in the same sitwagion. The parenes deparced reassured that chieir child was
oot beang denied exsenrial rrearmens. Eighteen months later chere had been very sig-
nificant reduccion in the size of the lesion and by che time the child was chree the
lesion was vircually invisible.

Further reading

Falanga, V. and Eaglestein, W (19950 Leg aond oot wfvcrs. a oltwiceans poiede, Martin Dunire,
Lofchen,
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Problems of skin pigmentation

Problem cases

Case 10,1

A FH-year-old, fair-skinned, auburn-haired woman comes to consule you about two
weegular macules on her shoulder, She was born in South Africa and lived in thar
councry uncil she came to the UK as a soudent aged 19, She hax large numbers of
freckles and als large numbers of maevi, mainly on bee trunk amd limbs, She misses
the warm South African sunshine and uses o tunbed regularly at home,

W har investigations will yoss carry ouc on che twa lesions on her shoulder, which
are both abour a centimetre in diameter and irregular in outline®

Whas advice will you offer her in general?

Case 10.2

An Asian stugdent ar the local cechnical college consules vou about patehy depigmenta-
tion on her veunk. She is celuctant o wedress complerely, buc che lesions are asympeo-
matic wid Yo make a dmgjmms nl'wt-l-gu. Youi tell her there is lirele that can be done,
She recurns 3 monehs later 1o vell you char che depigmcnted arcas ane now itchy and that
her own younger sisters have developed the same pml:-ltm. YWhat action do yoai take?

The structure and melanin-producing funcion of the cpidermal melanocyte network
hus already been described (p. 26} Differcnces in aceiviey, rather than numbers of
melanocyres explain skin colour differences in different echnic groups. In addition,
wrie of the evolutionary Rancrions of epidermal melanocytes is considered 1o have been
the producoon of a protective pigment laver in response oo exposure o sunlighe as a
protecrion against damaging wavelengehs of solar radiation.

Problems may arise from an absence of melanocyres or of funcrioning
melanocyres as in albinism, a disease thar is a severe handicap in normally darck-
skinned races in a rropical climare. Other problems such as vitiligo may appear
merely cosmetic to the non-sufferer, but may cause great social and: psychological
distress. An increase in skin pigmentacion, uwsually only visible in white-skinned
races, may be the first signs of endocrinological problems such as Addison's dis-
ease, and temporary localized increase in skin pigmentation may be seen during
pregrancy as chloasmo dise to endocrine stimulation of melanocyee activicy.

Lentigines or freckles are common on the exposed skin, usually facial, of red-
haired individuals. Benign melanocytic naevi or moles are not a skin disease, bug
a physiological varane, found in skin of all coleurs, although vsually only visible
on pale skinned individuals. The firse signs of excessive sun exposure on older pale
skin may be the development of actinic lentigines.

Malignane melanoma, the malignancy arising from the melanocyte is discussed
in Chaprer 15 with other skin tumours.

Key poimts
The presence of a large number of

miclanocytic nacvi is a risk factor
for melanoma,
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Key points

I albinssm. the melanscytes eivher
lack eyrosinase or have poor
eneyme funicoon.

Melanocyte abnormalities and their clinical
manifesoations

Melanocyee abnormalicy Clinical manilesiaton
Maon-lunction or poor funcrion of melanocytes Albanazm

Localized loas of melanocyres Virilige

Localized increase in melanogencsis Freckles (ephelides)
Hormonally-mediated increase in melanogenesis Chbmisma

Localized icrease in numbers n!'tpiikrnul el dermal Jun cional and compounti
m!l!nnc:,.-r.ﬂ nsevd

Localized increase sn numbers of dermal melanacyes Blur ieevus

Localized increase in both epidermal and dermal Griane pageented haicy
mielanncyres and naevus cells necyLL

Malignant change in cpidermal melanocytes Malignane melanama

{see Chapeee 13)

&

Albinism
Definition

An aurosomal recessive disorder, characterized by a lack of pigment production by
melanocyres in che epidermis, hair bulb, and eye.

Clinicol features

Albino children are diagnosed ar or shortly after birth when the absence of any
melanin pigmentation in the skin and hair is obvious. The skin is whice or pink
and the hair pale blonde. The eyes-are also involved due to lack of aceivity of the
ocular melanocytes, so the iris will be cranslucent. Sunlighe is very poorly olerat-
ed, and sunburn and photophobia are common symptoms. Mystagmus may also
be present. Albinism 15 a serious condition thar may shoreen life if the sufferer is
exposed to tropical or subtropical sunlighe. Their skin ages premarurcly and they
have a high incidence of malignant skin tumours, mainly squamous carcinoma. In
temperate climartes, as in the UK, the main problems thae arise are usually ocular

due to poor vision.
Pathology and genetics

Melanocyres are present in the basal layer of che cpidermis, but are not perform-
ing their normal function. The melanocyte either amlly lucks tyrosinase necessany
for melanin pigment synthesis (tyrosinase negative albinism) or has tyrosinase
present, but poody funcrional (cyrosinase positive). These two varieties of
albanism can be differentiated by incubaring plucked hair bulbs in pitro wich tyro-
sine or DOPA. The hair bulbs wich functionally normal tyrosinase will show a
black deposi, bae in these without the cnzyme there will be no pigment deposit,
The gene for tyrosinase positive albinism is on chromosome 15¢ 11,21 2 and'che
gene for tyrosinase negative albinism is on chremoseme | Igld-q21.



Diognosis ond treatment

Dhagrosis 15 based on clinical examination and if necessary genetic studies.

Prevention of sun damage to bath skin and eyes 15 essencial, Sun avordance
should be practised with appropriate clothing and hars. Where sunlight exposure
s inevitable a roral sunblock should be used. Regular clinical review is essential
for early diagnesis of skin tumaurs. Childeen with ecular albinism may have learn-
ing difficulties due to poor vision and require specialise ophehalmological super-
Vision

Definition

An aren of acquired cutapeous depigmentacion due to loss of normal melanocyes.

Incidence ond oetiology
"n"lhli_].:u .|!|.|.'~{h il.ﬂ1l.llh;l {I.li"?ﬁ of I:|'|1.' Eulu]w.‘l:l’!l p-t":phhl’if‘l‘l’!l. :m-] pftk‘ﬂll'nl:{‘ ﬁgun:s
for penetically dark-skinned races sugpese chac ic is commoner among them. As
has been discussed in Chapter 2, it is currently one of the commoner condicions
referred for specialist dermarological assessment. A high proportion of affecred
patients have a positive family history, suggesting a genetic actiological compo-
nene

There 15 a significant associacion with autolmmune discases, such as P\‘I.'mi.'iws
amaemia, thyroid disease, and Addison’s disease, and anti-melanocyre antibodies
can be detecred in a proportion of vitiligo patients suggesting chac aucoimmune
descruction of melanocyres may be involved in che pachogenesis.

Clinicol fentures
Panenis present whih ||'n.-gu!ur winie F:.an.']mi due to Slu‘ﬂ-‘lj‘ E'}'.tl.'rldl.llg -'llfql.lil'f."d loss
of normal melanin pigment on any body site (Figs 101 and 10.2), In white-skinned

Key points
Witilign is asseciated with ocher
sutnimmune discases,

Fig. 101 Viatiligo. The areas in which
melanin pgenent b boen boit are particulacly
prone to sunbuen.
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Fig. 10.2 Yiriligo appraring on eoloared
shcin. Mot veey wriking depigmentation

Key points

Remember chat patients from
dark-skinned races with vitiligo
may be very concerned abwue
leproay, which alie causes loas of
pigment. Be avware of this and offer

Prassurance,

individuals chis can be of linde cosmeric or medical concern, bur the appearance can
be very unacceptable on exposed arens of darker skinned individuals.

Vitiligo demonserates the Kocbner phenomenon as it is provoked by minor
vranma and may develop on the site of even a mild scratch.

Pathology

Diopsa or silver staining technigques show thae chere are no epidermal melanooyoes
in the basal layver of the epidermisz.

Diognosis and treatment

Diagnosis 15 usuaally self-evident, bur in darker skin picyrinsis versicolor
ip. 161} can be confusing, so scrapings should be raken for mycological cxam-
inacion. Leprosy is a very much rarer possibilicy, bur can worry the patient
greatly, particularly if he or she comes from a part of the world where leprosy
is endemic. In leprosy the hypopigmented macules are uswally anaeschetic,
while in vitiligo normal sensacion is present. In cases of deube o biopsy should
b performed.

Trearment is unsatisfacrory. Some patients achieve a reasonable cosmeric result
with topical argificial ranning creams containing dibydroxyacetone, but those
with a dark skin rarely find these preparations sacsfaciory. Preparations conrain-
g a wpical steroid, hydroquinone, and tretinoin are available (e, Tri Luma
cream), and appear to be effecrive insome patients. Photochemathenapy (psosalens .
« UVA = PUVA) is of some value in a very small propercion of patienes, bur is



= COMSUIMIngE and may Cheey i long-term risk of skin cancer, f_'-:'nl'ting of autnl-
us melanocytes, afver taking o small biopsy from pigmenced skin of the patient
and expanding the melanocytes in rissue culoure, can be effective for small areas,
but 15 nme consuming, not always successiul, and only available in a limired
number of centoes

Pacients must be warned thar che depigmented skin is casily sunburned and
t chey should use a r|:1|1||,'.1| SUNSCTEETN.

The prognosis for vitiligo is very varied. In some individuals only a semall

of zkin is affected and some Spontancous repigmentaiion occurs, but in
ochers there i

COne i|||_|;,1||_; .||'|g| CXLEnsIve I.Ilh\. I.I.I||‘I.L!|| can Ccause H:I'I.'ﬂl. -:!1:3.”:'“._ [!\.\1’—

alfected areas are mainly exposed sites and che parienc is dark
skinned
The Vil

20 Society 15 a very ACTive PAUENT SUPPoTt group, which ranses funds
for research and runs useful conferences. Many patients with Vllitu.'.l:l find mem-
bership useful (website: www.vitiligosociery.org.uk)

ond age-related changes in skin

es oF lentigines are simple areas of over activity of an increased number of
nocyres, which are confined co the basal layer of che epidermis (Fig. 10.3)

v are found in large numbers on the skin of fair- or red-haired individuals of

|

Wy

Phrysiclogitel and age:reloted i

129

Fig. 103 Ferckles of lentigines on the fuce
of & young gl
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Fig- 10.4 Actinke bencigos following sunburm
on the thoakder of 3 young oy
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Celtic descent. Their development is stimulared by sun exposure in genetically
predisposed individuals. Their importance lies in the face char they are 2 marker
of an individual with relatively sun sensitive skin and an increased risk of furure
skin cancer who should receive advice abour ratiening sun exposure.

Actinic lentigines (PUVA or UVA freckles)

These are large (1 em diameter or more), macular, brown lesions, which develop
in individuals who have received a lor of narural sunlight as young adules alter
severe sunburn, or UVA from sun beds, or PUVA cherapy, The shoulders are a
common site and large accinic freckles may develop on che shoulders of young
adults after only one severe sunburn (Fig. 10.4). They are a physiological marker
of skin thar cannot telerate intense UV exposure and indicare an increased fuuee
skin cancer risk.

Benign melanocytic naevi (moles)

Pigmented melanocyric naevi or moles are extremely common. Despire this, they
are a common cause for specialist referral, mainly because of concern thae they
might be carly malignant melanoma (p. 345). It is therefore very useful for cthose
working in primary care to be able ro differentiate torally benign naevi for which
reassurance is the only tecatment required from potentially mose serious problems
that do require specialist referral,

The majoriey of nacvi first appear on the skin during the second decade of life
and the average young white-skinned adule has 20-50 such naevi. After the age
af abour 50, many of these naevi disappear spontaneously,

Individuals who have had a lot of natural sunlight exposure tend to have more
naevi than those whe have not had such exposure, and a large number of naevi 15
the serongest risk facvor for malignant melanoma, so individuals wich an excess of

1Y naevi should be warned of this, and taught to recognize the signs of early
melanoma,



Clinical types of pigmented noevi

* Banal acquired naevi, which may be described by the pathologise as juncrion-
al. compound, or intra=dermal—by far the largest group (Fig. 10.5);

* halo naevi:

= Spite naevi, previously called juvenile melanoma;

- <||r|i|::|1|_}' .u}lpic;! [+] 8 :!}-S]}l;lstii i

= congenital naevi, including the rare giant garmenr or bathing trunk congen-
ral maevis;

* blue mievi, arsing from dermal melanocyres.

Banal or ocquired melanocytic noewi

Thewe lesions are VEry COmmen and che AVETAGE YOung Caucasian adule in the UK
has berween 20 and 40 naevi, They are small {usually 2-3 mm in diamezer) and
2 uniform brown (Fig. 1006). In younger pacients these masvi are a Pﬂlt brown, but
as the patient and the naevus matures it frequently becomes darker and may
become elevared. With furcher ageing, many of these naevi, particularly on the
face, lose their pigment completely and appear as fesh-coloured skin tags
(Fig. 10.7), often with an outgroweh of anc or two terminal hairs,

Fig. 10,5 Patorm of naevus cell disenbution
in enelamocytec naevi. (3 Junctienal neevas; (b
compround maevus; 6] ipdea-dermal neevu.

Fig. 106 Compound nsenas on the neck of
a yuang woman. The lesion ks 2 uniform
brown, slightly raised, and abost 4 mm in
the bagein diameter,

Fig. 10.7 Iners-deemal nuevs on the face of a
Afyearold woman. Nosr the lack of pigmeet,
the vivible capillaties, and sermival haie
growth.
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Fig. 10.8 Halo pzcvi on coboured skin, note
very attiking depigmentarion.

Fig. 1002 Halie naervies on Caovasian skia,
moee mucls less drmmatic appeannce

Banal melanocytic naevi very rarely give rise to skin cancer, although in
excess they are a marker of skin on which melanoma s more likely o develop,
but not necessarily on a pre-existing maole. Apparencly, benign naevi need only
be excised if they have changed in shape, size, or colour, or if there are any other
grounds for concern abour malignant change, The chances of malignant change
in any one naevus are very small, indeed, and there is no logic in extensive pre-
ventive excision. If a nacvus is excised, always send it for pathological
EXArmInaton,

Halo noevi

These are common and harmless. They are usually compound nacvi wich a halo of
Sl.'l:l'l'l:ruﬂdil"lg I:Il'.'p-lgl'l'lt'n!.’l[ibn. Tlil’.‘!u' afe ]ﬂu\r.|1.|r.'|:|l |':.' Seen 0N the backs ﬂlf tm,-mgcrs
during the summer moenths, and are much more casily seen on darker skin than
on pale skin (Figs 10.8 and 10.9). Over a period of months, the central maevus will
disappear, leaving a flac pale area, which may rake years o repigment. While this
is happening, the area should be protecred from strong sunlighe as dhere are no
ml

anocyees present and severe burning can oocur
Excision is not necessary.
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Spitz noevi (farmerly called juvenile melonoma)
These paevi are most commonly seen on the faces of children, by
. L

i iF IMpottane
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nant melanoma withour a clear history of the age of ghe Pariens and "I:'“" “Elhb-

appearance of the lesion. They usually present as a B ing, pink ar . 1T clinical

rowing, s

lesion on the cheek (Fig. VOO0 1nva child, bae may be darker and m“::.:nrq A

ing

age. They are variants of compound naevi and che

cagn BOCur G any
that, if excised, they can be difficule for the

& lies i the Face

in an adule

Excision is rarcly required in children, bur may be necessary in adults to rule
ot developing melanoma.

(linically otypical or dysplastic noewi .
These melanocytic naevi are defined as nasvi thac are larger tl:h‘"'- banal macvi
(=4 mm in diamerer), and have, in addition, an ieregular outline, 1rrtll..~uhrf.'01uur.
and/or inflammation, They can be cosmetically unareractive, bate cheir real impos-
tance is that larger numbers of such naevi are found on the skin of melanoma
patients than would be expeceed by chance, so individual with large aumbers of
these naevi should also receive advice about nlliﬂﬂif‘lﬂ_ Lun cXposun: and rr.-v:ngniz-
mng 1.'u|'|1lr melamoma.

Atypical naevi are found on all body sites, but are commoner o the male back
and the female leg (Figs 10,1 1=10.15).

Many arypical naevi have clinical features thae make them difficult to distin-
guish from early maligmane melanoma and excision with 1 narmow margin of sur-
rounding normal epidermis is thercfore necessary. Some patients have large num-
bers of such macvi and large-scale excision is oot practical. These patiencs should
be referred to specialist centres that will manage them with @ mixore o

] o i g -
rography, regular review, and excision of any changing lesions,

Beign meanocytic noevi [male] | 233

Fig. 1000 Stz nacvas of javende
melenama, typical site va the check
child.
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Figs 10,11 and 10,12 Clinically atypical
nacvi on the back of young males showing
sriking increate in posmal numbers of
fizevi and in thedr size

Fig. 10,13 Chose up of o elinucally arypical
naevus showing irfegular cutline and iregulsr
[T e

Congenitol melonocyfic nogvi

These are usually defined by size as small, medium, or giane. Three per cent of all
newhaorn babies have a small, congenital, pigmented melanocytic naeves. This is
usually small (less than 5 em in diametes; Fig, 10.14) and only pale brown at
birth, althowgh it may darken with time and alse develop coarse rerminal hair.
The pachology of these lesions usually shows naevas cells infileracing inro che skin
appendages in o paccern not seen in acquired naevi.



The giant congenital naevus (haching trunk or garment nacvus) is fartunate-
Iy excremely rare (Fig. 10,15, see overleaf). This is a very large nacvus usually
covering & large pare of the rrunk and sometimes also associared with several
smaller congenical naevi. There s an increased life-time risk of developing
malignant melanoma in these giant naevi, and chis may occur eicher in the skin
or in associated involvemene of the melanocytes in che central nervous syscen.
For this reason, early and complete removal of giant pigmented naevi is theoree-
ically ideal, bue in practice the size and sice of these giane naevi makes ehis very
difficule.

Children born with a giant congenital melanocync nacvus should be refeered
to & local specialise in chis held with no delay. There is no universally agreed
methed of managing what is a serious and distressing problem for ehe family
involved. Some authorities believe thar the lesions should be surgically excised as
far as pessible in very early infancy, and others prefer o wait uncil the baby is
older and the risks of a general anaesthecic are less, The use of tissue expanders by
inserring inflatable balloons under normal skin to expand the surface area of nor-
mal skin and so creare “spare’ epidermis, which can then be used for definitive
excision and grafting procedures is a common procedure.

Fig. 10,14 Relstively wnall cengenisal naevus
on the face of a young gicl.



I

236

Lk, L

Problems of skin pigmentation

-

| S
| |
| \

S . .
L 1 |’ y
\ | \
\

T i'l!"‘-\.l,' NACYT RFISE |.:'|:-II| der

AMIE

CYLES '|'|::;-. are :|'1||.-\.-.
childhood as deep-blue or black lesions, comr

v hirse 1ede

nly on the face, hands, or fec
ik L)Y, A warmnt o

i:'||II|:' NACYLES 15 seetn on the sacral area ol cdark sbkinned

babies as the so-called M

iin spo

Blue naevi are freqg

ntly excised borh for cosmetic peasons and also oo rule out

melanoma




__-_-—__-—_-_-'_'—-—-.

P

The majoricy of melanocyeic naevi anse from the basal lager mp

ology of noevi

t'-':":".-]"':ﬂ anel are

: . al means chag gl the
I v i Is, which comprise the MaEvus, are
in contace with the overlying epidermis. Compound means gha

. 3 ax there are, in

addirion, small clusters of nacvus cells lying free in the un:l-.-ri-_.-;n;-_ “

junctional, compound, or intra-deomal (Fig. 10.15) Junction
benign, proliferating melanocyeoe, or nacvus ce

: ; pidermis and
ntra~-dermal means chac all che naevus cells are lying in the dermis in small elus-

ler a completely normal epidermis.

lalo naevi are usually compound maevi with an associaced infiltrae of lym-
phocyres. Spirz nacyi and dysplastic naevi are usually compound naevi with Sl
eatures for che pachologier. Conpenital naevi have features

if 0 compound naevus with evidence of the presence of both epidermal and der-

mal melanocyees, and blue naevi arise exclusively from dermal melanocytes,

unusteal and wor TYing

T iTatH]

A hormonallysstimulated increase in melanogenesis, which mainly affeces the
vl may be seen in pregnant women and those on the contraceptive pill

th pestrogens and progesterone can affect melanogenens and cawse in preg-
wv @ mask-like inceease in facial melanin pigment—chilodsmia uterinum
Fiz. 10,173 This is commonest in females wich naturlly dark colouring and

(hosma 237

Key points
Chlcasma is a hormvonally

srimulazed increase in

Fig. 1017 Chigssma. This is seen both i
Preghancy and in some udee of the veal
Somtrseptive pall, [t can peiat for some
time afrer partarizran of diuum'lnl.!ins th
(LR



Predlems of skin pigmensation

may take monchs to resolve afeer che birch of the child. A similar appearance is
seen in some women on ol contraceprion. Sunlight increases the depth of pig-
mentation. Circulating levels of melanocyre stimulating hormone are normal.

While most women find thar the pigmentation clears after delivery, i can per-
sist in some cases. These women should be advised thae the ol contraceptive will
agpravate the situation and wamed char the problem will almost certanly recur
in furure pregnancics. A high SPF sunscreen should be used,

Addison’s disease

One of the carly signs of Addison’s disease may be excessive grey brown pigment,
particularly of che mucous membrancs: It is often best seen on the inside of the
mouth. This is bL-cnm ACTH, which s PECSCTIL 11 EXCEsS 10 Adddizon’s tllid.".'l.st.. has
a struceure very similar to melanocyte stimulating hormone and con scimulace
melanocyte 1o produce mare melanin pigment.

Discussion of problem cases

Case [0, ]

This descripeion indicates that ehis pacient is gencrically ar risk of sunlight mduced
skin damage because of her hair colour, fair skin, and freckles. This risk has been
increased by her upbringing in a country where exposure to serong sunlighe for long
pericds of the year is virrually unavoidable,

The possibalitics, therefore, are chat che two brown lesions on her shoulder area

are acuinic lentigos, or even frank, carly skin cancer, possibly carly malignant
melanoma.

Biopsics showed that both lesion were scrinie lentigos and in the repore che
pathologise commenred, wirhour being given a full history, on' the severe actinig
damage seen in the deemal collagen surrounding che lesions.

The twir lesions for which she soughe help have therefore been removed, but she
also needs advice on reduecing fureler actinic damage, The Arse seep bs 1o strongly rece
ommend that she give up sunbed sessions, Sunbeds mainly emic UVA or long-wave
ultravioler radiarion (320-360 nm), and this contribures significantly o 2ge changes
of photo-ageing. Sunbeds may also contribure o skin cancer risk,

Early childbood narurel sun exposure, a3 has been experienced by this parient,
also ncreases the rsk of Both melanoma and non-melanema skin cancer (see Cliapter
13). This patient should, therefore, be advised o avoid excessive sunlight exposure
and be piven a leaflec illuscraning the features of carly skin cancers of all types—
melanom, basal cell carcinoma, and squamaons cell carcinoma—with advice o seek
mieadical help if she notices any similar changes on hee own skin, She also should be
advised t aviid mid-day sun, snd use a high SPF broad spectoum sunscreen in sunny
weather, In many pares of the world she would also be offercd annual skin cancer
checks by a dermatologisr.



Discussion of problem cases continued

Case 10.2

Vitiligo 15 relatively common in che Asian popularion and would be & likely di-lgrrun
sis. There is a4 generic compddent 1o vi:iligu. 50 mote than one family member fray
well be involved. However, rpid onser of pruritic depigmentation in three Emil.-p
members almost simuleaneously does not suggest witiligo. These girls must be exam-
ined properly. This was done by a female doctor ac cheir requese, whes it became elear
that the pattern of depigmentation suggested picyriasis versicolor (p, 161), racher
than vitiligo. Pityriasis versicolor s {requently slighely pruritic. Scrapings wene
tiken from all three girls for mycological examination and chese confirmed the pees-
ence af Al f.wlll"n.r._ che cansative nrganism af lﬁl-‘.n'l'i#ii verzicoloe All three patients
were treated with a topical imidazole eream with eelicf of symproms and slow repig-

mentation.

| - "
Further reading
Ortanne, P, Mosher, J.B., and Ficzparrick, T.B. (1983) Vrrifipe amd sther bypamelanoses of the
beeir sl hene. Plenum Publishing Co, Mew Yock.

Further readng 339
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Acne, hair problems, and other
disorders of the skin appendages

Problem cases

Case 1.1

A fermale in her late cwentics consules you about easy Bushing and papules on Ter
face. She has a job thar invelves meeting the public, and finds the development of
these lesons distressing and unocceprable. She 15 on vo regular medication othee
than the oral contraceptive, and thinks herself thae ehe problem is die vo'an allergy
ro makeup, She tells you chat, until this point in rime. she has always had an
exceptionally good skin, Whar is ehe likely diagnosis, and whac are the appropriate
investigarions and management plans for chis patient?

Case 1.2

The mother of an B-yeac-old boy who lives on a farm consules you about her son’s
recent hasr boss. The 1:::{ has seriking loss of hair, mainly on the crown in regilar,
circular areas. The underlying scalp looks healchy, Whae condition docs this
descriprion suggest and what is the differencial diagneodis? What treatmens wintald
youl recommend # W har fcrors mighe affect the prognosis?

Case 11.3

A colleague asks your advice on the diagnosis and management of a male in his lae
twenties who has recurrent abscesses in boch axillae. Mhﬂzﬁ abaout 10 years ago
and have persisted ever since. Several courses of systemic antibiprics have had lintke
effect. Your colleague is concerned about the possibilicy thae the patiens has an
immunodehciency problem. What is the likely diagnosis ll'l-ll what treatments
might be of value?

Disorders of the pilosebaceous follicle

Acne vulgaris

Definition

A disorder of the pilosebaceous follicles cansing comedones (Blackheads), papules,
and pustules on the face, chese, and upper back.

Epidemiology and aetiology

Mild acne wulgaris is almest universal ac some time during the second decade,
Surveys of teenage school children suggese thae giels develop acne 2-3 years earlier
than boys, but thar boys have mther more persistent lesions. Most acne suffirers have

a mild form of the disease, which can be TL'I-'-!I'I-'I,I'.!‘.YJ with I:Dj!tq'r.ul ].1“[;":““”5 bIJ.l; a
small proportion requine oral ancibiotics from their genenl practivinger, and AR
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Fige. 11,0 Relavively mild sone vulgasis

srnaller group requine specialist referral and consideragion for ol retinoid therapy
There appears to be a growing number of older patienes, uswally women, inche third
decade who have mild, bue stubborn acne persisting for over 10 years
The [our faceors char contribute to development of the acne lesion ane:
* production of excessive scbaceous gland secretion;
* phstruction o outflow of this sebwm ae ehe mouch of the pilosebaccous canal;
* inflammartion arising as 1 resulr of leakage of contents of the pilosebaceous
follicle into the surrounding dermis;
* excessive colomization or infection of che pilosebaceous ducts with P oaoer.
Sebaceous gland secretion is partly controlled by androgen stimulation In the
neonate small visible sebaceous glands are often seen on the central panel of the
face due to stimulanion by marernal androgens. After the firse few days of life, these
become vestigial until puberty when the individ
causing expansion of the schaceous
duction of sebum.

oW ..rh|:’<|;_\|,'|'| levels rise,

arkels, and i many Cases temporany overpros

(linical featwes of classical acne vulgars

The early lesions are open and closed comedones (Blackheads and whitcheads),
which develop into papules and pustules, mainly on the forehead, nose, and chin
{Fig\ I 1=11.5) In more severe cases the entire face with the e eI of the
peri-orbital skin may be affected, often with additional involvement of the upper
chest and back. These sites are mose denscly populated wich well developed
sehaceons glands. Genemlly, acne is associared with clinical signs of excessive
sil.‘|'b.'lH1:|l.l5 SECTCLEDN, amed Hh‘:li.:.' IEII..,IIII. :.L'i.n ;||'||.1 sq_'il.lp '['E::s il]{[‘r-!t'!il!iilﬂ$|1ip is
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Fig. 11.2 boce severe acne vilgans, mvolng
the chierks and chin

Fig. 113 Severe pustular scne walgatis. Th
VAL A ll.ﬂ-.kl}' has scarring
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Fig. 104 Acne vulgzrs in an Tedian showing
extenive mvelvemens of che fice,

figa 115 Acner vulgaris of the back showing
¥ipecal disgribaiom,




not, however, exclusive because in conditiens, such as Parkinson’s disease also
associared with excessive sebaceous secretion there are no accompanying acne
lesions. Many females wich acne notice premenstrual deterioration of their lesions,
If acne has been severe and persiseed for some time leading ro rupture of pilose-
baceous follicles, there may be scarring. %With modern methods of creating acne,
scarcing should tomally prevenrable by prompt trearment,

Vevionts

Tropical acne affeces young Caucasians in a bor, humid environment such as the
Far Emsic. They develop gross acne lesions, mainly o the trunk, which can be dis-
abling and resistant to all cherapy other than return o a cemperage climare.
Steroid acne appears in some pacients on systemic sterosd ctherapy. This
acneiform eruption tends to affece the crunk, racher more than che face and,
alehough papules and puscules are present, comedones are usually absent.
Chemical acne is due to cutting oils and chlorinated hydrocarbons. This
acnciform cruption is uswally seen in those whe handle these substances at
work. They develop some lesions on atypical sites, such as the legs, due w
provracted contace wicth oil in saturared working clothes.

Chloracne, a very dishguring disorder, iz rare. Dioxin and chlorinaced
hydrocarbons are absorbed in the body, and cause an acneiform eruption, char-
acterized by large numbers of occluded whiteheads (Fig. 11.6) and infamed
cyses. These may persist for very many monchs after only transient exposure.

Infantile acne is a rare variane in which acne lesions are seen in male infants,
usunlly between the age of 3 and 12 months. If severe, endocrine studies should

Disseders of the plaseboceows fullle | 247

Fig. 116 Chioracns of the side of the face
thawing eypacal closed comedanes.
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be underraken to exclude an androgen-secrering lesion. There is some evidende
thar infants affected wich acne are prone to develop severe acne again when
they reach puberty,
Differential diagnasis
The clinical diagnosis of acne 15 usually simple and is normally made by the patsent
prior to secking advice, Acneiform drug eruprions should be considered, [-lﬂﬂil:ll'
larly in any patient presenting ourwith che normal age range. Anti-tuberculous and
:ll'll:-cpi.ltp[i.c dm,gs are boath responsible noc only fiar AEErAVALING [pre-exisEing
scne, but also for proveking an acneiform eruption. Rosicen may give rise to
confusion, buc generally it is seen in an older age group. Alchough pustules may
be present in rosacea, there are no comedones and there is associated erythema.

Pathalogy

Classical acne is nor normally biopsied. The picture is that of a distended
pilosebacecus follicle wich a surreunding cellular infilerare in the dermis. 1F there
has been rupture of che duce wich leakage of ies conrents into the surrounding der-
mis, granulema formation, foreign body giane cells, granularion tissue, and scar
formation may also be seen,

Therapy

Acne therapy can be divided into topical therapy, which may be all char is needed
for mald acne, :'r.}:gr.cmi: t!'lr.'r.l.p:,' hllr;l.l.l:hng aral ancibiooics and un:i-andmgchi'.l
that are needed for mose acne patients referred for specialist opinion, and oral
retinoids for paticnts with severe persistent acne who have not responded to st
line syseermic treacment,

Topical trearment for acne 1ncludes:

* benzoyl peroxide-containing preparations;
* wopical antibiotics—erythromycin and terracycline:
= opical rerinoids-tazarotens;
= ropical vitamin A acid—rretinoin;
= antnisepeics and keratolytics;
* araleic acid preparations—Skinoren
Systemic therapy for acne includes:
# antibiotics—rerracycline or erythromycing
* hormonal therapy—Dianetie
= in scvere oF persistent cases, wotretinoin (Roaccurane, UK; Accutane, USA).
Experimental therapy includes:
* photodynamic thempy
s luser treavment for acne scarring
Table 11.1 ouclines the range of scne therpies currently available.
Mild aene
Uscful and effecrive preparations for mild acne include 5-10% benzoyl perogide
in a clear gel base (for example, Panoxyl 3 and 10, Quinoderm, Benoxyl), These



Management strategies for varying tvpes
ol acne

Type Management
Ml seenagpe acne Topical bernzoyl peroxide or teetinmn
Advice about non-greasy cosmetics
Add sysremic verracycline or erpthromycin if perstseent
after 3 months topical therapy
Mesderately severe acne Topical benzoyl peraxide
Terracycline or coycheomycin L ghday foe & minimum
af 3 months
1F no response to full doves of ancibiotics for 3=6
monghe, refer for consideration for isorretinain
Persistent acne in mature Caongsider for hosmonal therapy (Dianceee)
femalc
SEVEfe ACEE Oral retinoids with oml contracepeion in females

preparations are clear and odourless, and cherefore acceprable by bath sexes. There
miay well be some inicial mild redness and scaling, particularly in fir-skinned
parients. They should be warned of this and encouraged to persevere. True contace
maritis to benzoyl peroxide is rare, bur has been recorded, Topical terracyeline
(for example, Topicycline, USA and UK) and ropical erychromycin {for example,
Eryderm, USA; Stiemycin, UK) are borh cosmernically acceptable and effective.

Topical vitamuin A-contmning preparacions {for exa.rnp]:, Beoin-A gel) are
particularly useful if the main problem is closed comedones (whiteheads). Here,
again, some inflammation and irritation 15 very commaon.

Topical isoreerinoin (Isotrex) and razarorene are also wseful for moderare inflam-
matory acne, but full contraceptive precautions as for oral retinoids (see below)
muse be taken in case of systemic absorprion. Topical adapalene (Differin) is a sim-
ilar recimond like drug

Topical preparations containing azaleic acid (Skinoren) may help some cases of
relatively mild acne.

Moderate oene

Patients with acne who have nor responded o topical therapy, should have a 4-6-
month trial of a systemic antibiotic taken in adequate doses. The owo antibiotics of
choice are retmcycline and erychromycin. Teemeyeline or eythremycin should be
given in full doses of 1 giday for ar lease 3 months. Much the commonest reason for
apparent non-response of acne to systemic antibiotic therapy is the prescripeion of oo
lowe & dose for too shore a period of time. Tetracycline should be given 30 minutes
before meals on an empey stomach and should be washed down with water, noc milk,
which interferes with absorprion. Tetmcycling should noe be given concomitantly
with eral iren, which will alse hinder absorpion. Although more expensive than
tetracycline, doxyeoycline (Vibramycin, LK) 50 or 100 mg daily is worth consider-
ing. It may be wsed successfully even when conventional retrcycline has Filed, o
sibly due o betrer absorprion and wsimpler dosge schedule.

tordrs of e plossboceos olide. | 249



250 | Acne, hair probbems, ond other disorders

Key poinis

Cecaiopally acne may persistan
women into the woond and third
decades,

The mode of action of systemic antibiorics in acne is nor understood. While 2
part of cheir action may be in reducing the B aoner colonization of pilosebaceous
follicles, it is also postulated chat chey may affecr chemoraxis of polymorphoau-
clear lencocyees and chus reduce che inflammarory response.

Side-effeces of long-term antibiotic cherapy for acne are rare, posstbly due o
the face thar the patients are otherwise healchy, Over growth with Comdiids
unusual. Girls should be warned thar terracycline will be deposited in bones and
teeth of a foetus, should they become pregnant. For this reason, erychromycin
should be given in preference to other antibiotics o women who reguire acne
therpy dufing pregnancy.

For women whose agne persists into cheir late cwenties and thirtes, despite
adequate ropical therapy and repeated courses of systemic ancibiotics, o trial of
hormaonal thrmp‘y may he beneficial. C}T-‘ﬂ.lfl.'ﬂ.“ll' ALEENDE 15 n;urn'.'l'l!l].' available in
a dose of 2 mg combined with echinyl cestradiol a5 an essential contraceptive
(Dianceee). If there is no response 1o a G-month course of Dianccoe, these pacients
should also be considered for recinoid therapy.

Severe aone

Severe or persistent acne can now be well controlled inalmoest all eases by the use
of isotretinoin, a synthetic retinoid, which is given syseemically. In che UK, this
drug s available only on hospital prescription. Isorretinoin (Roaccurane, LIK;
Accutane, USA) appears to have a very specific effect on the piloschaceous gland
and measurements of sehbum excretion in patients on isotretinoin show a dramaz-
ic reduction in cutflow of sebum, which persists for up to 12 monchs after with-
drawal of the drog. If the acne-bearing skin is biopsied, the pilosebaceous follicles
will be seen to have shrunk to the size seen prior to puberty. Isotrecinoin is usu-
ally prescribed in a dose of 1.0 mgikg body-weighe daily for 4 months, bur some
parienes, usually males with severe back lesions, may need a longer course.

Minor side effeces include dry skin, cheilicis, and in some cascs, o temporary
elevarion of serum lipids which revert to normal at che end ef the course. A few
patients on therapy for varying periods of time have been found to have bony
abnormalivies in the form of hyperostoses, and the development of bony spurs
around the wreses and ankle arcas.

By far the most serious problem, however, in the use of isetretinoin is its terano-
gemicity, It is essencial if isotretinoin is 1o be prescribed thar females under-
stand that pregnancy is absolutely contra-indicated. There are reports of foctal
abmormalicees in children born to women who only took the drug for 1 or 2 weeks.
A pregnancy test should therefore be done prior to stareing therpy and the patient
started on oral contraceptives | month before she stares oral retinoid therapy. This
should be continued for at lease 1 monch after stopping retinoid therpy.

There is currently some concern that isotretinoin may provoke depression in
predisposed individuals and chere have been sad cases of teenage suicides while on
wral retinodd for acne, While there is no strong stacistical evidence for o causative
relarionship berween oral recinoids and severe teenage depression, it is wise @
discuss this ctfully with the patient or a parent when the possibility of
preseribung ol retimoad is ht.'ing considered,
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Mose parients only need one d-month course of trearmen;
can be extended or n.'pl;.lllrd. after 12 months or so,

Acne scavring

but i rmmr}. this

The aim of modern acne therpy 15 00 prevent scarring, but in some Bax i KE_}T Pﬂfﬂ‘fﬁ ===
scarring has developed before the patient secks medical advice, 1 such coses nn:: m'."]m'i'li‘ik-lm EH I
all acne activiey hos ceased, it may be possible 1o reduce scarring by E1\E.l1.‘|:i:1| prevent scarsing. i

peeling techniques or dermabrasion, buc good results cannot he guaranteed. Laser
treatment of acne scars is available in some centres and appears to be of value in
proportion of cases.

Rosucea

Fpidemiology and oetiology
Rosacea 15 relatively common and affeces 1% of dermatological ouc-parients in the
LIK.. It 15 commoner 1n some, ullhﬂugh mien tend 1o have more severe facial I'I.‘S:-Im
and a higher incidence of the associated complications of keratitis and rhinophyma.
The cause of roszcea is unknown. There appears to be a hyper-responsive blood
supply to the pilosebaceous follicle, and mose patients complain of easy flushing
and |:'|5“-.h|ng Large nu mbers of the mite Demipdex fdfﬁ'n!nrm can be found in the
pilosebaceons follicles. bur their role in the pathogenesis of rosacen 15 unknown.

inicol feafures

Mose patients first develop rosacea in the third and fourth decades. Flushing and
erythema begin eypically on the forehead, the bridge of the nose, and cheels—zhe
so-called butterfly area of the face (Fig. 11.7). It may, however, be more Wi;‘d“wd
and spread o the neck, and occasionally bt}‘ﬂl"d the face and neck areas. Over a
period of monchs or years transientc Hushing is replaced by persistent erythema on
which papules and pustules develop. Unlike acne, there are neither comedones nor
sehorrhoea.

In severe chronic cases, particularly in males, che sebaceous gland hypereraphy
is concentrated on the nose, and produces gross soft tissue overgrowih and hyper-
f!’ll-]'ll:l}'. The :rrsl.lltil'lE AppPeaATance, trrn‘mrj l'hil‘lﬂph}'l'ﬂﬂ, can bed.nsﬁgu.[ing and at
rimes groresque (Fig. 11.8).

Oicular involvement is a potencially serious complication. It presents as a SE"_-“
of ‘grittiness’ or other discomfore in the eyes. Clinically, there may be a mild
blepharitis and conjunceivicis. 1F keragitis develops, corneal ulceration, vascular-
ization, and visual impairment may also become problems. Rosacea keratitis may
develop in chose with relatively mild curaneous lesions,

Pathalogy

Dilatation of che vessels in the papillary decmis and sebaceous gland hyperplasia
are hallmarks. A granulomarous dermal inflammaroey infiltcare containing gint
cells may be seen in chronic cases.

Differentiol diagnesis

The commoner facial dermaroses to be considered in the differential diagnosis
of rosacea include acne vulgaris. lighe sensitivicy, contact dermariris, lupus
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Fig. 11.7 Exrenaive poaacea

|!:-|;. 118 Classig ih.lvlrllag,'nu. .llnljllu.quru:
fonacea i an clderly male




erythemacosus, and peri-oral dermacitis. Acne usually affects younger patients
and is distinguished by comedones. Both facial photosensitivity and conrace der-
marigis are more rapid in onset than rosacea, and lack pustules. Chronic discoad
lupus eryrhemarosus is characeerized by discrere scaly lesions leading o scarring,
and in ehe syseernic vaniety of lupus erythematosus the rash hag a rapad onsee and
the parienc 15 genemlly unwell.

Treatment

Lang-term systemic aneibiotics, commonly tecracycline, should be prescribed.
Oxyeeeeacyching, 250 mg four times per day for 2 months, reducing to twice daily
3060 minures before food for 3-6 monchs, is ussally effecove (Figs 11,9
and 11.100 T.ﬂ]:ll'::l.! metronidazole I::'Ll{'lrngl:t} 15 alzo Ll.':E'flIl. e mrel}' effective
alome, Oral revinoids have been used in rosacea, but in gencral the results are
disappointing.

Moderate and porenc topical steroids are posicively contra-indicaced, as thiey
whll Agoravate the condition

Severe rhinophyma should be treated surgically. Shaving or excision of the
excess soft tissue on the nose and skin grafting can be most effeceive. This should
be done while che parienc is receiving systemic ecracycline to reduce the chance
of recurrence,

Any patient wicth rosacea and ocular symproms, however mild, should be
put delay. As there is no clear relacionship
between the severity of cutancous lesions and the risk of developing ocular lesions,
all patienrs withouwt exception should be asked abour ocular symproms,

referred to an ophehalmologise wit

Peri-oral dermatitis

It is likely thar che condicion peri-oral decmatitis is o variane of rosscea, mainly
affecring che chin and cheek area around the mourh. I was relatively common in
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Figs 119 and 1010 Patsent with rosacea
brefisre aml abter i momths tpearment with
syatemic tetracyilime,
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Key points

At present the prospeces for hair
reprowth in persnient alopecia
areztn ore poor Do nor build up
false hopes in your patient prior to
|'rr.|rp|t.|1 nﬂ-rr.ﬂ.

the 19705 when strong steroids were used inappropriscely on the face, Over the
past 30 years it has become much less common.

Excessive loss of hair

The normal struceare and groweh cycle of hair are decailed on po 35, When
dealing with alopecia, it is useful to remember thar normally 805 of scalp haies
are in the anagen phase, and 209 in catagen or telogen, and hat new follicles can-
not be formed in the adult; so char a scarred scalp wich irreversible damage cohair
follicles will have permanent alopecia.

Hair loss o6 the !’.r:‘alp rn.'q,r l)e difﬁ_mx or pau_'lw; .a||.|:| |F|.-|,' CTumaier CIUsEs ANt !ii“-'d-
in Tibles 11.2 and 11.3. Pactents rarely complain of hair loss from other sites; although
it does occur, both in isedation and in associacion with scalp disonders.

Alopecia areata
Definition oetiofogy and incidence
A condition characterized by either generalized or localized sudden hair loss fram
the scalp or other body sites.

In some patients there appears to be an underlyving genetic predisposition, bur
in others the cause is not yer known, Cerrain subgroups are recognized, ineluding
one associated with atopy and one with ‘autoimmune’ disorders, such as thyroid

Table 11.2 Common causes of diffuse hair loss

Male pactern babdness (androgen-dependent baldness)

Telogen effluvsum {ost-partum, fever, “soress’)

Syphilis

Systemmie Iupus erythematoss

Endocrine causes: hypochyroidism, hypopimizarism

MNurtritional (iron deficicncyd

Erug-induced (cyrotoxics, anticoagulants, vitarmin A, and anabogues)
Hair shaft defeors (pili torei and momilechrix)

Trichosillomania

Alopecia arcata {emay be diffute o localized)

Fable 11.3 Common causes of localized patch hair loss

Alopecia arcara

Nacvaid abnogmalinics

Fungal infecrions, including kerion

Chronze diccoid lupus erythemarous

Fallscuber lichen planus

Tractsn Cponyisil’ hair seyles, the use of harsh seocing implements)
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disorders, vatthgo, ar

betes. Alopecia arsita 15 commoner in children wich

Diowns syndrome

i arcati % common and accounts for approximacely 29 of new cases
| dermatole W

patients

i the commonese i

SIEM 15 one

OO ;:I.;-:._-I:,- bald areas, The affecoed scalp s mormal with

or scarring, but hairs pluc

fiar
il the arca are often ‘club haies', chac 15 0 |-.-i|_>!_'|:r|_ and broken hairs o chis area

ks (1) are diagnoscic (Fig. 11.11)

Complere loss of 5 y i 15 referred oo as alopecia gotalis and, when all body

h so 15 lose, the term alopecia universalis is applied
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intra-lesionally may stimulate the regrowth of a tuft of hair adjacent to the nee-
dle rrack, bur the cosmeric resule is no improvement on the pre-exiscing alopecia,
Trials of application of topical dinitrochlorobenzene (DNCB), which induces boch
irrication and an allergic contace dermatitis have shown varable resules. DNCH
can be very arritant and should not be used by those whao lack experience.

In severe and extensive cases prescripoion of a wig s indicated.

Male pattern baldness (androgenic alopecin)

Androgen-dependenc loss of scalp hair is physiological in men and increases wich
age. There is a genetic component determining the age of onser and scverity of the
process. A small proportion of post-menopansal women are similarly affecoed. The
main arca of loss in men is the crown, with some frontal recession, wheres in
women there is fronco-vertical chinning, bur rerention of the frontal hair margin.

In otherwise healchy young men, one can only reassure them thar there s no
underlying disease, The anci-hypertensive drug minoxidil has been vsed topical-
Iy, usually as & 2% solucion, in varieus types of alopecia, In male pattern baldness
it does appear in some patients o retard hair loss, but only as long as the topical
application continues. In the UK, it is available only on privare prescription, and
individuals who wish to use it should be informed chat it will reduce the mge of
hair loss, but ehac it is nor a cure.

Topical finaseeride, a selective 5 alpha reductase inhibitor (Propecia) has been
introduced for use in males only and also requires o be taken continuously o
maintain affect.

For women with androgenic alopecia, a wig will be helpful, once endecrine,
drug-induced, and iron deficiency alopecia have been excluded (see below). In the
UK, however, there are clear-cur regulacions governing the prescription on the
BMational Health Service of either human or syntheric hair wigs. Arrificial hair
wigs are relatively inexpensive and, unlike these made of human hair, chey can be
casily washed ac home.

Telogen effluvium

During pregnancy when blood oestrogen is raised, the percentage of hair follicles
in anagen rises. As o result, there is a luxuriane head of hair, bue after delivery, the
follicles held in anagen all enter telogen, and these hairs are therefore shed. This
can give rise to significant hair thinning, commanly secn 4—% monchs afier deliv-
ery. bur the sicuation is self-limiting. The diffuse loss of hair which follows high
fever, severe illness, or “stress” resules from a similar discurbance of the hair cycle.
Mo specihic crearment is available, and after 3= months hair follicles resume their
normal synchronizacion,

Miscellaneous couses of hoir loss

Syphilis

Same patichts with secondary syphilis present with a diffuse ‘moth-caten’ paceern of

hair Loss, but ies relationship po the other signs and symptoms ac chis stage is unclear.

Serology is positive. Hair regroweh follows adequare antibiotic therapy (p. 1700
Always consider checking syphilis serology in unusual patterns of hair loss.



Systemic lupus erythematosus

Parrenes with active, usually severe, syseemic lupus eryrhematosus and mul

- . . o ARLEL =
System imvalvement my have diffuse j'-:t‘ﬂl'l'-'l-ll'-!l:d hair loss, Unlike the T"“{I':
alopecia seen in chromic discond LE, it 15 temporary, as chere is no s.::nrrinH d._.,,;r.:,ﬁ.}_

ve hair follicles and good regrowrh will follow successful systemic therapy

locrine nlopecia

Hair loss can accompany hypofunceion of the thyrold and pitnirary glands. In
hypochyroadism hair growth 15 poor, and the hair shaft 15 coarse and wire-like. 1n
hypopituitarism: toml loss of scalp, t[u'l.'lJTII‘-I-'-. and &l:mn-l.nrg.' sexual hair s
'.||<|||-:'r'.|:|.1.' seen. This type of .1|1:|p-|.'l: ia does not always recover after ::l.n:qu.;:c
endocrnne replacement

N
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Chronic iron deficiency anaemia is associated with thin fragile scalp hair (Fig.
12), Severe, :::LII!'I':EEH':L‘!I malnutcicion also causes hair loss and premature

creving of remaining hair. Always check serum iren, ferriting and iron banding

capacity in a female complaining of hair thinning,

1 =
iduced alopecia
T Illll'l'lll‘\-l'i' ,:,,1"_}q HOXIE liflk!:ﬁ CaLae u|1:||,3¢|:|:1 ;tl'll:,i those fﬁ[ﬂﬂ‘.-‘lb\h’ HELS Ii'!l;ﬁ'] in
1.4, Patients tolerare this form of iatrogenic alopecia much mose easily if they

are warned beforchand. A well-made wig should be |1d'ﬁ€fibl'd well in advance.

Extetaiee bats of hair 757

Figg. 11:12 Haie bois eningident wich
bapechiromic anseenia. Good regrowth wa
achieved aftst coreesion of iron deficiency.
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Fige. 11.1% Wil tord, MNote the spanglad
apprearance and dry. bricle hair

Drugs that commenly cause alopecia

l:l:ug pe Drrug

Cyrotoxic drugs Cyclophosphamide
Mercapiopurine derivatives
Calchiclane
Adirmamyoin
Yinca athalosds

Anricoagulanes Heparin
CoEmariing

Anti-thyroid drogs Thicuracil
Cachimazole

Anti-tuberculous drug Fthisnamade

Heparin and warfann occasionally cawee hair loss, and Inrge doges of vieanin A and
the newer synthetic retinoids cause peneralized diffuse alopecia in some patines,

Togical applications have, as far as is known, only a placebo effect in the above
disorders. All patients presenting with generalized hair loss should be investigat-
ed for a remediable cause. In a small proporcion, usually female, no obvious cause
is found and the condition fits no recognized pactern. In these cases, the label
‘idiopathie diffuse hair loss’ is applied.

Hair shaft defecis

A varieey of congeniral abnormalities of che hair shaft causing undue fragility have
been described. Children present with shore broken bair and pacchy alopecia. The
most common are monilethrix (beaded hair) and pili oo (ewisted  hair;
Fig. 11.13). Both of chese, and also rarer abnormaliries, can be diagnosed on light
micrascopy of the hair. No topical ereatmene is available, bur gendle handling and
a short hair style can be of some value.




Trichotillomania

This condition is 4 compulsive desire to pull, twist, and rug ag scalp hair, Excreme
forms may be seen in che mentally subnormal and bizarre pacterns of hair
often unilateral, with clearly visible broken hairs, will suggest the diagnosis

Maevoid abnormalities

Infants and very young children with a well-demarcared parch of complere
.||-::-|1L1 a, and with neither scalmg nor Eﬂlsil-il}' of the i.urzwndjng hair may hawve
a naevoid abnormalicy, such as aplasia curis, bur histological confirmation of this
diagnoiis s needed.

Fungal scalp infections
The patient is usually a child whao has had contacc wich animals . There is patchy,
‘-I.'.I.I".' .1]::-|5-e'|. i, wnd .‘-:il:r|i.n5i. may also be :lfrﬂl‘ctl- All Slﬁiﬁltﬂl cages and contacts
should be examined under Wood's lighe (long UV wavelength 365 nm). However,
anly lestons due to Microgporw cenis o M, avdoning will show bright, blue-green
fuworescence. Ocher l'uﬂgi which :ommmnl}l CausE Chnea t‘ﬂpi!is. such as T}ﬁwbﬂm
serrnatson aned To fonisrans, will not fluoresce in this manner. Scalp scrapings and
hairs should be examined microscopically, and culoured to demonstrate the fungus.

Sometimes the fungus stimulaces an inoense inflammarory reaction that forms
a large bogey lesion with hair loss and a purulent dischasge from the follicles. This
constitutes o kerion, and 15 usually due to T0 eerrvosvm of I W""‘*S'ﬁmf"j
{animal ningworm; p. 158)

Proven scalp ringworm is creaced wich full doses of oml griseofulvin of lamisil
(3. 160}, Hair regrows normally unless a kerion hos led to scarring.

Chronic discoid lupus erythematosus

Parienes with facial lesions of CDLE may have similar lesions on the scalp. The
alopecia resulting from these lesions 15 patchy and scaly, and las follicles p!uggﬂi
by scales and an erythematons advancing margin, As it is a scarring process,
permanent alopecia will resule. Treacment of eacly lesions and attemprs 1 prevent
new lesions developing are discessed on p. 183,

Lichen planus

Occasionally, lichen planus affeces the scalp and causes. permanent, scarting
alopecia (p. T8)

Traciion alopecia

Localized hair loss and broken hairs, parcicularly round the hair margin, may be
caused mechanically by righe hair scyles, such as ponyrails, or tight plaits, or the
use of harsh hair-seccing equipment.

loss,

Excessive growth of hair

Twa terms are applied to excessive hair groweh. Hirsutes cefers ro excess growth of
androgen-dependent hair in @ male patteon, wherens: hypererichiosis is an excess

Evvesive growth o heir | 259
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Key paints

Hirsutism may be due o an
endocrine disfunceion resulting in
an elevared androgen level or
[more commonly) it may be
idioparhic.

Fig. 11.14 Hirsaries. BExcesave prowily of
Earial kair s the chin of & Fernale

groweh of hair in & non-androgenic patrern. Hypererichosis is secn in bach sexes,
buc hirsures is resericted o females for, alchough men are quick o seck help for
Baldness, they do not complain of excessive groweh of hair in a normal diseriburion

Hirsutism

Fine vellus hair covers much of che hﬁ:h’ in boch sexes and can be induced by
androgens 1o cransform into coarse teeminal hair, The causes of hissutism can be
grouped under general headings as in Table 11.5.

Women with hirsutism complain of hair groweh in che beard area (Fig, 1L 14)
around the nipples, and in o male pattern on the abdomen, They are more likely
Bk bﬁ‘ dufk-h’iﬂ‘d :'I.I'I.d. rhie pmhlwh Appenrs [ |1{- CONTHMONET 1n u-rm.in mhl
groups, for example, those of Meditermnean origin. Hirsurism can canse jreat
disrress o a healchy woman and lead to psvchological disturbance with depres-
siom, even those in whom the condirion is relarively mild

Investigntion ond ireatment

Theaim in investigating the hirsute patient 15 to exclude an underlying, treacable
endocrine cause. Although many tests of adrenal, ovarian, and piruirary function
are available, the young woman whao is menstruating regularly, and has had one
of more successful pregnancies, requires licele endoceine assessment and is likely

1.5 Causes of hirsutism

Adirenal; Cushing’s syndrome, virlizing tumaoues, congenital adrenal hyperplasia
Pinuivary: acromegaly

Civarian: polycyseic ovasies, virilizing tamours, gonadal dysgenesis

Turner's syndeorne

Fagrogenic: due to androgenic drugs

Idispachic: rarger o end-organ hypersensitiviey—much the commonese cause




to fall inco che idiopachic group, in which, o date;, only marginally elevared levels
of plisma restosrerone have besn found. Ir would appear char the Bule in thic
group, by far the largest, lics in che hypersensitivicy of the hair follicle as an end-
organ of androgen stimularion.

Full endocrine assessment 15, however, essential in patiencs with amenorchoes,
scanty, irregular periods, or other signs of excess androgen stimulation. This
assessment should include escimation of plasma corisol, free testosterone, of sex
hormone binding globulin, FSH, LH, and ulerasound of ovaries and adeenals.
Polycystic ovaries are relatively common in chese women and may respond o
F'FIIM'[!]!I?&:i{'Jl crearmenc

Treacment for those with no endocrine cause consises of physical metheds of
hair removal, Shaving, bleaching, and depilatory creams are all used, but the most
satisfacrory methed is waxing as ic alse removes a large part of che hair shafr lying
under the skin surface. Laser epilation i3 also useful and may require o be repeat-
ed, If systemic cherapy is considered, Dianecte may be effeccive, bue must be used
fior @t lease 6 monchs before any response can be ancicipared,

Hypertrichosis
Hypererichosis may be either congenital or acquired.

Congenital varieties are frequently associated with melanecytic naevi, while
lumbosaceal hﬂ:lq-r:nl;husis (faun twil') should alerc che pu.tdinuina.n or obstetri-
cian o the possibilicy of spina bifida ecculra.

Acquired hypertrichosis is mose commonly drug-induced, although porphyria
{p. 312) and endoceine disorders (thyroid dysfuncoion and anorexia nervosa) are
recognized causes. Drugs in current use that can cause hypererichosis include
diazoxide, diphenylhydantoin, penicillamine, and the psomlens. IF the offending
drug is withdrawn, the excessive hair growth will cease.

Disorders of the nails

The normal anatemy of the nail is described on p. 36. Factors controlling nail
groweh are poorly understood, but che average time raken for a Anger-nail to grow
out is 6—12 months and for a tee-nail 18-24 monchs. These figures increase wich
age and there is seasonal variarion, with some acceleration in the summer months.
Individual nails also vary in their growth races, with the thumb mil growing
relacively rapidly.

Mail involvement is common in many skin diseases: for example, onycholysis
and pitcing in psoriasis, discoloration, and erumbling in fungal infections, picting
and ridging in chronic dermaticis, and a more severe dyscrophy in lichen planus.
These are all discussed with the relevant diseases.

Mail disorders can, however, occur in isolation, and can be eicher congeniral or
acguirged,

Alchough nail biopsy through both nail and nail bed is feasible, i is much
mare traumacic than a skin biopsy. so fewer histological specimens from nail
disorders than from other sites have been studied. Diagnosis is, cherefore,
commonly based om clinical appearances.

Distaders of the nok
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Fl-.‘. 1115 ]"‘h.’hrﬂ'l.}fhu congenets, MNoge vhe
gros abnormalecy of all rocnsils in ot faher
and won. Finger-nails weer similarly afecood

Congenital nail disorders
The nailpatella syndrome

This condicion is transmitted by autosemal dominant inheritance and the gens is oa
chromosome 9g34. The patellac and some of the nails are rudimentary or absent. The
thiumby rails are wsually invelved. Affecred parients have a 25% chance of developing
a nephropathy. Children with a congenital thumbnail abnormalicy should therefore
have the patellar region X-rayed o cstablish the diagnosis

Pachyonychio congenita

Misshapen, hypertrophic nails are present from birth and there may alio be asso-
ciated mucous membrane abnarmalitics, The condition is inherited by autosomal
dominant rransmission. In some cases, the gene hias been 111:||1!'\-:1:| to chromosome
17g (Fig. 1113

Acquired nail defects
Beau's lines

Transverse ridges on the nails due to remporary interference with nail formation.

These lines are commonly seen during convalescence from a varery of severe
disease states, for example, pneumonia and other conditions causing prolonged
fever. The condition is self-limiting.

Koilonychio

Loss of the normal nail contour resulting in a flar or even depressed surface,

MNails of this shape are commonly slow-growing and briccle, They are
most commaonly associated wich hypechremic anaemia and correction of iron defi-
ciency may be followed by return 1o normal groweh of che nails,

Finger clubbing

An exaggention of the nosmal nail curve associated wich loss of the normal angle
between mail and posterior nail fold.




In adules this appearance is commonly seen an those wich pulmonary pathol-
ogy. If of slow onset, chronie respiracory infecrion, and bronchieceasis is a likely
canse, and if of more rapid onset, the possibilicy of carcinama of the lung must be
considered. In young people, clubbing and nail changes may be seen in associarion
with cyanonie congemeal heare disease.

The mechanisms giving rise to these conformational changes of che finger tips
are not understood. The resulant lesions may be boch dishguring and painful.
Poronychio
Acute paronychia is commonly due o staphylececeal infection and consists of an
acutely inflamed posterior nail fold with a purulenc discharge. There is fre-
quently a history of rrauma. Response to an appropriate systemic antibiotic is
PIOMpT.

Chronic paronychia is more persistent and troublesome. Usually, several mails
are affeceed and show seriking loss of the cuticle with tender, bolstered, posterior
nail folds. If baceerial in origin, the hkely organisms are Prewdamamas pyocames and
Protews pafgaris, but frequencly the cause 15 Candiclr, usually G, afbrcans. Persistent
immersion of the hands in water is 2 commaon predisposing factor, so char howse-
wives and barmaids are parcicularly ar risk:.

Treatment should be directed at organisms identified on culoure, Comdiabe
afbicawer usually responds well to nysratin suspension or amphotericin B locien. A
useful i:l:l.illt 1% !-rl_'\hl:,-' prcru:'r{l. s|.||:ph..‘|g'|.rlan‘|ide 15% in 505 ethanol :lppl-i!d rﬂ.'l'l.ll'
times daily. Griseofulvin is not of value in chese cases.

If the paronychia 15 shown o be due to Candidsz, and does not Nﬁpﬁﬂd o
topical cherapy, a 2—4-week course of keroconazole (Mizoral) 2000 mgfday is
justified. The :1r|,u__: must not be giu{n 0 pregnant women and liver function must
be monicored.

I wee work must be done, cotton gloves under rubber gloves must be worn and
changed frequently:

Herpefic whitlow

Acute paronychia due o herpes simplex 15 an Mupa[i.uml hazard in docrors and
nurses. Ir is discussed and illuscrated on po 150

Paronychiol tumours

Warts are frequencly found around the nails and may be extremely painful due
to pressuee on the nail bed. They respond slowly to conventional therapy
(p. 1445).

Malignant tumours may also occur in this sice, the most serious being a malig-
nant melanoma. Any patient with a bleeding or pigmented nodule in the region
of a nail should be refereed wirhour delay for o dingnostic biopsy and definigive
trearment (p. 349,
lntrogenic nail abnormalities
Systemic drug cherapy can cause a variety of nail changes. Tetracycline-induced
photosensitiviey can lead to nail loss and long-rerm ingestion of tetrmcyclines may
cause yellow nails. Anti-malarial drugs cause blue and blue-black discoloration of
the nail beds.
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Disorders of the sweat glands

The swear glands are of two sores. The eccrine glands are concerned wich ther-
moregalition and are discributed over the enrire body surface. The apocrine
glands, found chiefly in che axillae and groins, have no apparent function in
man, buc appear 1o be stimulated by emotional stress and coneribure oo axillary
odour.

Eccrine gland disorders
Miliario (prickly heat)

In the UK. miliaria 1t a l‘m.‘iry, except in & heat wave or che r:||i1iL:I| COVIFONMENT
of a neonaral nursery. In subcropical ar tropical climates i is common, especially
in_recent arrivals who have not yet acclimatized. Swese duct obstrucrion dueto
high humidity is the cause.

Clini:ally, there is am acure pa':lllll:l-w:'ss'q_l.llur nrrl.rptl'u-n. I.I'\.IJ.J]I!.' on the trunk. It
is.iechy. and scratching often leads to crusting and secondary infection.

Treacmen: i palliacive, unless che humidity can be adeguacely reduced, This is
feasible, desirable, and effective in che nursery, bue less so in the tropics if noair con-
ditroning 15 available. A shake lovion, such as calamine lotion BP, can be soothing.

Hyperhidrosis

Owver-production of eccrine sweat can be due oo hear or to emetional stimuli, bur s
rarely due to endocanological or neurological disorders. The navure of the stimulus
determines whether the hyperhidrosis is localized or generalized. Wihen localized, the
palme, soles, and axillne are che usual sives. Malodour of the feer and axillze due
bacterial overgroweh 15 common and distressing. Hyperhicdrosis of the palms cn
incapacitate those whose work involves writing and handling of paper.

In pencralized hyperhidrosis it is important first to exclude underlying
systemic disease. Propranolol 2040 mg four times per day may be useful.

For localized hypﬂhidrmis_ topical preparacions are generally more elfecrive,
bur may require supplementacion with systemic therapy. A paine consisting of
205 aluminium chloride hexahydrate made up in 70% alcohol applied overnighe
to clean, dry palms, seles, and axillac is effective, mainly in the axillae.

Intra-dermal injections of borulinum toxin have been shown in randomized clin-
wcal eriaks to reduce sweating and may require o be repeated ar varying intervals.

If ehe axillae only are affecred, surgical excision of ellipses of skin 2—4 inches
long from the vaule of che axilla can be dramatically effective. The areas of maxi-
mum swear procduction should be remeved and chey can be identified prios to
surgery by starch-iodine application. This entire procedure can be done as an out-
patient under local annesthesia,

Chemical or surgical sympathectomy are also helpiul in somic cases, and a trial
of chemical sympathectomy is recommended,

Apocrine gland disorder
Hidrodenitis suppurativa

Diegp-seated inflammatary lesions chicfly in the axillae and groins (Fig. 11.16).



) L
Rt L LEaee.

A funceienal and seeuctural abnormalicy of apocrine sweac glands is che cause,
Patients do not |:|..'|.1.'4,~ m_'.:'l::ul CormmainCal iin bﬂmn the Seciorory :m-:l ERCreTory
components of the gland. They presenc with multiple, deeply-situared pustules
and abscesses chat, in ome, damage the dermis and lead o dtﬂ! scarriny. E'EEP‘
cord-like fibrotic lesions may restricr movement.

Long-term systemic antibiotic thempy given for 2 minimum af 3=6 months
may give temporary relief. In some pacienes hidradenicis suppurativa is asseciated
with severe acne. In pdl:it'l:ll’s wich chis combination the use of ol isotretinoin
i Roaccuraned given orally in a dose of | mg/kgiday for 3 months may be of ther-
apeutic value, In women of child-beanng age adequate CONECEPEIan is essential.

Surgical excision of the affected area wich skin grafting, if required, is the most
wseful method of permanencly eradicazing this difficulr problem.

Discussion of problem cases

Case 11.]

Thas young woman 15 obder than the normal age for presensarion with acne yulgans,
although lace onser sene is becoming commoner cipecially in females. Coameric
allergies do not usually presens with papules, Erythema and irch would be mose
OO prcwn‘:irl.g feanures of a cotmetic n.“!i'gj'.

The description suggests fosacea, and on questioning che patiens she agrees thar
she flushes easily when in a warm room and after eating spicy foods. Caneful exami-
natien establishes that she has papules, and one or two pustules. but no comedones
(blackheads) nre present. :

This patient, therefore, requires teatmens wirh a systemic antibiotic, probably
rerracycling, for 36 monchs, IF thene 1s any pmihu'l[{}‘ of Ther wishing 1o srar a farmily,
an altetnative antibiotic should be used because of the Face thar tetracycline will srain
the developing recch of the fisetuis, She shoubd also [‘ll‘.:'gh":n topical metronidazole el
and she slwuld be specifically asked not t wse any topical seeroids on ber face,

On this regime this panients papules clearsd although she continues to Hush
casily in a warm enviranment,

Diuiululﬂuwm 285

Fig. 11,16 Hudradeniti supparativa.
Rexurrent infecvion im the spocnne glands
causey devebopment of Bbeotic scar tissoe.
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Discussion of problem cases continued

Case [1.2

Conaditions to be considered in che differencial diagnosis of hair loss an childeen are
fungal infections, alopecia arcara, and trichoetllomania, Tines capitis (p. 157) mist
be excluded particularly, if the child has had contace with animals and if there is any
s.culing ar itch on the mlp. teither of chese wers Present in thit la-o-]."s CRSE, but
raking some clippings and scrapings for mycological assessrment is good practice in
this type of presencagion. The pattern of hair loss, with several gircular pacches
mvolved, does noe SUEResi trichotillomanea, where the usal preseaibal i is of one
arca of hair boss with broken hairs around ohe aree of visible alopecia. The patem
serongly suggests alopecia arcara.

Trearment of alopecia areaca is difficuls. Bath che boy and his mother should be
ol ehar the hour will re-grow in cime, bur thax ir is impossible o predice when this
will cecur. This may be accelerated by use of & moderacely potent topical steroad or
by 2 course of ultraviclet radiation.

The prognosis for re-groweh following a firse artack of slopecia areatn is pood , bux
after che second or subsequent cpisades, it is wise to be mther more cautious about
the likelihood of :Mplﬂc re=growch. Parients whao have ATOpy in additien o
alopecia areata have a poorer prognosis for re-growth.

This boy had mo history of atopy and his hair resgrew well over a perixl of
& months.

Case 11.3

Persistent, recurrent infection 15 one of che prc,s.cnring fearures of several of the
immunodeficiency syndromes, bur these infeeeions usually staee in early childhood,
no after puberry as has been the case with this young man. This patient is otherwise
fir, and has mo lestons on any ocher bady sire. This anaromic distribution suggests an
apocrine gland abnormality, and the age ac onsee and clinical deseriprion suggest
hidradenitis suppurativa, The patient should have full doses of an appropriate
systemic antibiotic, determined on baceeriological sensirivity teses, for ar lease 3=4
months or uncil complete clearance of the lesions. IF this 13 not effective, then he
should be considered for surgical excision of the areas with skin grafting if necessary

Mine monchs lacer, after 5 furcher unsuccessful eeal of systemic ancibeotics, this
young man had the worse affeceed axilla surgically creaced with an excellen resualt.
He himself respuested surgery for the second axills, and is currentdy relagively foee of
prablems.

Further reading

Berber, I, Baran, K., and Duwber, B.PR. (1995) Direer of the maify and their WAL
Blackwells, Oxiord.

Cunliffe, W1, (1989 Acwe. Martin Dunicz, Lanclon.

Sinclair, B.1D., Banfield, C.C., and Dawber, BPR. (1990 Hoaudbosk of diseanes of the horir and
sl Blackwells, Ofoed,
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Blzstering diseases

Problem cases

Case [ _-.}.. .f

You are deing a G-month ehsterrics post prior 1o entering general practice. One
Sarurday nighs 2 young woman is admitted o the labour ward and delivers a female
child who is otherwise hmlth}-. bt who has small bliscers on bach feet and one hand.
Whar conditions muse be considered in the differenrial diagnosis of blistering in 2
neonate and whae investigations should be carried out? Whar is the likely diagnesis
in this sitvation?

Case 2.2

Wi are asked o visit a retirement home because an 86-year-old fomale has an irchy
eruption on her limbs, which has not seceled with topical 1% hydrocortisone cream.
Because of the pressure of other commitments, you do noc manage to visic che home
until 4% hours laver, by which time the pacient has developed blisters on inflamied
sicin of ber upper arms and chighs. She is on muloiple dougs incleding anri-hyper-
tensaves, non-seeroacal anti-indammatosies, regular laxagives, and hypnotics. Whar
i the likely diagnosis and how would you confirm ic?

Introduction

Many skin problems may be associated wich che development of blisters at some
stage. Common examples are bullous impetigo, burns, and severe conract der-
matitas, Skin discases in which blisters are the main or presenting lesion are rel-
atively rare, bur importane, because in both children and adules chey may be the
first sign of a severe and potentially faral problem. In adults, che main group of
blistering problems is associated with auto-antibody formation, while in chil-
dren, the rare, but important group of genodermaroses, epidermolysis bullosa is
associated mainly with mechanical defects in and around the basement
membrane zone.

Blisters may arise either because of disruption of the desmosomes berween ker-
aunocyees in che epidermis, causing an intra-epidermal blister, or because of a
defece in the basement membrane zone berween the epidermis and dermis, lead-
ing to a sub-epidermal blister.

Accurate pathological diagnosis of blistering problems requires a biopsy of a
small, newly-formed lesion and alse a piece of perilesional skin frozen for
immunopathological studies. In the case of blisters in infants elecoron microscopy
may be required and DMNA for genetic studies may alse be necessary for an acou-
rate disgnosis.

Key points

Blistering diseases are rare, bue
important a5 they may be asign of
a severe and potentially fatal
probicm.
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Key points
Consider the possibiliey of casly
pemphigus in any patient with
persistent, severe oral crosions,
 Sending & serum sample for auto-
ancibody testing will confirm your
SUSPHCION.

Fig. 12.1 Oral lesiong in o case of saely
pemphipis vulgaris

Fig. 122 Lesions on the back of & pacens
wirtly pemphdgas val garia. Shallow prodicns
i sor and healing bevions sl 4ome

i fTase LN [HEMETCaL .

Pemphigus
Definition
A group of disorders characrerized by the development of suto-antibodies against
desmocollins and desmogleins in the epidermis, giving rise to superficial erosions
and Blisters on both epidermal and mucosal surfaces. Desmocollins and
desmogleins are cransmembrane desmosomal glycoproteins and are members of
the cadherin gene superfamily.

There are four main clinical varieties of pemphigus:
* Pemphigus vulgaris is the commonese variery of pemphigus, and wsually

begins wich shallow erosions and easily ruprured bliscers on mucosal suraces
{Figs 12.1 and 12.2);




Fig. 125 Peenphigun vegriam. Note wany
lesacans wuh mimienad blisier oo bowee I-Fjl-

s Pemphigus vegerans is characrerized by striking papillomarous proliferacions =
in the Aexures (Fig. 12.3). KE‘JP#IH:I

* Pemphigus foliaceus in Evrope and Morch America s a mild, superficial vari- Think of pemphigus in severe
ant (Fig, 12.4). It is endemic in pares of South America, where it is called EDED- persistent anal ulcen poe dl.l' s
selvagem, and there is evidence thac in chis form it may be caused by an infec- candids o herpes
tivee agent, This form of pemphigus does not affece children,

= Pemphigus erythematosus shares some of the features of both pemphigus
and of lupus erythemarosus. Blisters cend to form on sun-exposed siees, and the
patient has both i1rr|||:ll:|:|5u$-;l_i.§ﬂci.a[bd and anti-nuclear antibodies.

Clinical features
Pemphigus vulgaris frequencly begins insidiously with the slow development
of raw areas and shallow erosions on the mucous membranes (Fig, 12:1)

Fige, 124 Pemphigus folisceus. Moee very
supesbcnl blissering with scsling o0 Hght
exposcd site.
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Elistesing diveses

Invalvement of the skin fends to come lacer (Fig. 12.2). The patient may, thete-
fore, complain firse of mouch ulcers er genital discomfore. The lesions do not it
bt can be vETY p:‘linfu]. Blisrers on mucous membrne and skin, arc l.il.llnkt:-' fup-
rured by friction or pressure, Ir_-;l'\'“'.l; 3 raw surface. This feature refleces the thin

blister roof of the intm-epidermal blister in pemphigus, in contrast to the greer

resilience of the sub-epidermul Blister in bullous pemphigosd and dermagitis heer-
petiformis (see below). Clinically normal skin may display the Mikolsky sign—
if lateral pressure is put on the skin surface with the thumb the epidermis literal-

oF you may leave the

Iy slides over the urderlying dermis—do chis e

patient with a large raw arca.

vee balance are com-

ht-.'url-.l.nr\_».- infection and disturbance of Buid ond elecer

introduction of cod

mon complications of untreared pemphigus thae, p

ticosteroid therapy, was regularly facal

Pathology ond immunopothology

The main pathelogical fearure of all types of pemphigus is the presence of 2

superficial, fluid-flled blister wichin the epidermis
In pemphigus vulgaris the base of this blister 15 formed by che basal cells of the

=-p'n.]crmi~:. which remain attached o the basement membrane zone: in the ather

varieties the blister may be even more superficial, forming juse under che strarum
comeum. Individual keratinocytes detach from their neighbours and floar free in
the blister, a process called acantholysis.

]lh!'l'llll'ldilpﬁﬂ'll:.lh.r_ui_.- shows the presence of anto-antibodies direceed apainst the
epidermal intercellular material. These auto-antibodies are both rissue-fixed—aon
the patient s perilesional skin—and circularing in the pacicnc’s serem. This ant-
body is tissue-specific, bur not species-specific, and thus the substrare used for
derecting auro-antibodies in the pacient’s serum need nor be human tigsue, 4813
any source of stratifed squamous epithelium, such as guinex-pig lip or primate
-:J-l.-:-ﬂpl‘l.lg'l.li. The auro-antibody is vsually an IgG, and complemenc is also fixced a
the site (Fig, 12.5)




Circulating pemphigus antibody titres correlate with disease activiey, and
high-ritee serum can induce pemphigus-like lesions both in experimental animals
and in organ culrere. These observations are supporting evidence thac pemphigus
15 an- aurod mmune disease, and that the auto-ancibody causes the disease, and is
not just a secondary development.

Commercial kircs are now available o measure circularing  ancibodies o
desmoglein 1 and 3 as an aid o dingnosis and treatment in pemphigus, In pem-
phigus vulgaris the main circulating auro-ancibody s desmoglen 3, while in the
maore superficial forms of pemphigus the main form s desmoglein 1. I is likely
that this approach will replace the older labour intensive indirect immunofiuones-
cence technigque as a dingnostic and monitoring aid.

Dingnosis ond freotment

The diagnosis should be conficmed and crearment searred wichour delay.
Table 121 lists condicions char may cause diagnoscic confusion. Systemic steroids
will be needed. The exace dose depends on the patienc’s size and discase seveny,
bue the range is 60-100 mg of prednisolone or equivalent per day. Once conerol
has been achieved and no fresh Blisters are developing, the dose can be slowly
reduced by 2030 mg/week. A maintenance dose 15 uswally necessary, pmsi.bl)‘ for
life, o prevent recurrence. This should be kepr as low as possible, preferably using
an alternate-day regime to minimize steroid side-effects. In some patients the
addition of an immunosuppressive agent, such as azachioprine cyclophosphamide
or mycophenolare moferil will allow further reduction of che steroid dose. Oral
cyclosporin may alss be vseful. Plasmapheresis is occasionally needed in severe
cases and the use of intmvencus iImmunaglobulin can be effeceive, bue is mainly
wsedd in experimental siruations. In che USA, use of intravenous immunoglobulin
n pemphigus docs noc yer have FDXA approval.

Topical therapy is mainly sympromaric, and aimed ac proteciang the raw areas
and decreasing che incidence of secondary infection. Vm]imimp:tgmtfd Lauze
dressings are kind o the patient and che lesions should be managed in the same
way as burns. As the disease comes under control, the use of moderate or potent
topical steroids to limited body areas may enable more rapid reduction of the sys-
temic sterond dose,

Although the disease is usually conrrollable, ic rarely remits sponraneously.
Consequently, the patient will probably have to remain on systemic steroids for
life and will therefore require careful surveillance for steroid-induced side effects.

Bullous pemphigoid

Definition

A blistering disorder characeerized by large, tense blisters on an’ ervthemarous
hase,

Bullows pemphigoid is found mainly in those aged 60 or older. It is cherefore
becoming a commoner disease in Europe and Mordh America as the average age of
the populution increases. All those who are involved in coring for the elderly
should be aware of the presenting features,
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Blistering diseanes

Fable 12.1 The differential diagnosis of blistering
diseases in the adule

Sine History Histology Immunaology Other tests
Pemphigus  Mucous Inaiadious Ineea-epidermal  Direce 156G C,
membanes, onsee blistes Circulating IgG
and rrunk
Pemphigoicl Uppee arms  Blisters on Subeepadenmal - Fised g and
andd thighs  eczemarous:  blisier € ax dermo-
base epibermal
JUnCtinn
Circulating
1z
Deemaritis  Scalp, Prurine Subecpidermal  IgA in Subectal
herperiformis scapadar E e blister papalbacy willous atrophy
arcu, elbows, dermis an jejunal
battocks. biepsy
Erythema  Handsand  Target Sub-epidesmal  Mepative Occazionally
muleiforme  feee lesions drug ar viral
blisrer history
Mechanical  Sace of Eriction, e, Sub-epidermal  Megative
blisters renuma marching,  Blister
posly
fireing shoes
Atypical WVariahle Prodromal  Balloon Rising specific Electron
lerpes pain and degenceation aneibody gitre  miccoRCOpy 10
simiplex or tingling within the demonserate
TOSCET cpadermis virus
pan:itrn
Herpes Linscar Pain and Intraepudermal Rising specific
Toter dermatome  tingling: ballcon antibosdy eirre
distribution may be diegencranion
SEVETS
Porphyria  Sun-exposed Sun Sub-cpidermal  Auroflue- Rakzed
CULanen sites expodure, bliseer TEMEnOE uraperphymn
ragls minoe fricrion, of porphyrins levels
amd rrauma

Clinical features

Patients are wsually elderly and presenc with large, tense blisers, mainly on the
upper arms and chighs (Figs 12,6 and 12.7) These arise on an eczemarous base
and there is icch, racher dhan pain, There is frequently a prodromal phase when
the skin on which the blisters subsequently develop is inflamed and icchy, and ag
this stage the diagnosis of contace dermatitis may be considensd. Some sponta-
neous haemorrhage into the blisters is not uncommon. Oral lesions are less fre-
quent than in pemphigos.



Pathology

The blister is sub-cpidermal, formed beeween the deemis and epidermis. As the
entire chickness of the epidermis forms the roof of the blisters, they are relacively
resilient and may remain ineace for several days:

Fig. 12,6 Blisters of bullows pemphigoid.
Large, tense, raised lesions e soen on an ery-

Fig. 12.7 Bullous pemphigoid shewing ty pis
call ipvolvensens of upper linib
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Fig, 12.8 Indirect immunoflaorescence test
{loas pemphigodd serum on primare

ocsophagie as 2 subsrrate, A clear band af

IgG is seen in the batement men

As with pemphigus, tissue-fixed and eirculating auro-antibodies have been
demonstrated, suggesting that the disease has an autoimmune pathogenesis. To
date, two bullous pemphigoid antigens have been identified BP 1 and BP 2. In
bullous pemphigoid, immunoglobulin and complement are deposiced in the
lamina lucida of the basement membrane in 4 linear band, and chere 15 a circu-
lating ancibody specific to this sice (Fig, 12.8)

Commercial kits are now available to quantitate levels of circulating bullous
pemphigoid antigens 1 and 2, and are likely time to replace more ceaditional, bue
labour intensive immunopathological methods of confirming che diagnosis.

Treatment

Steroid therapy is required. In the case of severs pemphigoid, this will be systemic,
bur wnlike pemphigus, ic may be possible 1o discontinue this afrer 2-3 years. A
recent systemaric review of trearments for bullous pemphigoid suggese no advan-
tage in increasing the starting dose of prednisolone above 0.75% mp/ke/day, bt a
definite increase in side offeces ar higher doses. The addition of sither azathioprine
or of plasma exchange to ol steroids were shown in this review to enable che oral
sterid dose 1o be reduced more rapidly.

In milder cases oml dapsone in doses of 30-150 mgiday may be effecrive cher-
apy. Milder may also respond very well to potent or moderarely porent topical
steroids alone.

Although bullous pemphigoid does not carey as high an immediate morbidity
and monality as pemphigus, the elderly do not tolerate oral seeroid or cyroroxic
therapy well, and there is a high incidence of treatmenc-induced complications in
bullous pemphigoid patients, some of them facal. Mortality figures relared to bul-
lus pemphigoid show higher figures for complications of therapy than for direct
effccts of the discase itself, These parients therefore need very careful SUPECVISIoN.




Dermatitis herpetiformis

An antensely icchy, blisrering skin condition associated wich gluten-zensitive

enteropathy.

features

icicis herpetiformis (DH) affects a vounger age group than pemphigus and
s pemphigoid, Patients presenc an che chird and fourth decade, and males
IrE fMore |{|!'!:l."l|l\.'||||:\|.' _|:||.'-'_fl_'i_|._

alp, shoulders, by

ain of an intense, burming 1ich on che affecred sives, commaonly
rrocks, and elbows (Figs 129 and 12,10} Very small blis-
SCrs may Il. [‘l.ll.ll'li.l. !I'll: % '::.".:':u' are ':Ii]l': ;’.E‘ LT il h{'I.E. mw I'l]ﬂ'l:lll'lg Areas m.\]:r tx

Parients con

Desmatits hetpetifums, 7y

Key points

Dermistivis herperiform i fan e
misdiagrosed as scabis, Think of
it if oaly ene family membeg o
affected and does pot respond to
angi-icaberic therapy,

Fip. 12.9 Desmatitis hetpetiformis. Small
grouped blidten are seen.

Fig. 12,10 Detmatitis herpetsioomis b ing
impenely inchy veiicles and bliveen ca the

shouldee area
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Fig. 12.11 Imanunaparbdogy of denmanics
herprtiformis. This scoton of perilesional
skin has been oreared with FITC-labelled
antihuman IgG. Nore luorecenon marked
with arrow in dermal papills.

the only lesions seen. As these heal small scars will develop due to disruption of
the dermis by scraeching.

Most patients will have no obvious evidence of malabsorption and opimion i
divided as to whether or not a jejunal biopsy should be performed in chis sitoa-
tion. There is a morbidity associated with this procedure chat should only be car-
ried our by thoge trained in che technigque and performing o EI.'SIII:IEI!.". If patho-
logical evidence of subroral villows arrophy is seen ina jejunal biopsy, the patient
may be more easily persuaded both to try and chereafter to stick roa gluren-free
cliee

Pathology

The blisters are s.uh-cl::ivﬂrrnml and are small |v:.' COMPArison with the I:l.r,gr:: lesinns
in bullows pemphigoid. There are frequently aggrepaces of leucocyres in so-called
‘micro-abscesses” ac Lipas of the dermal papilloe Hanking che blister.

Mo circulating antibody has yer been consistently found in DH patients, but
direce immunofluarescence of the skin around lesions will reveal the presence of
granular deposits of IgA and somerimes complement in the dermal papillas
':I"rg. 12.11) This is used as a l;ﬂnfirm:u{n'y dingnoscic tese,

Treatment

Dermariris herpetiformis does not respond o systemic steroids. Toch will be con-
trolled by dapsone in doses of 50-150 mg/day, but careful haemarological moni-
toring is necessary, as a haemalyric anaemin may develop. Patients starcing dagp-
sone should have a full blood count twice in the first monch of creacment to derect
excessive haemolysis usually preceded by a high reciculocyre count. This is essen-
tial as a small number of patienes have a hy persensitivity reacrion to dapsone lead-
ing to a very severe haemolysis. In thete patients, the dapsone must be stopped
immediately and alternacive cherapy used.




A gluren-free dier should be discussed, and all parients advised o consider a
612 month trial period of such a diec. Boch chose who have pachological evidence
of gluten sensitive enteropachy and also those who do nor appear to benefic. The
disadvancages are thac any benehr is slow to appear, that the dier is not PAECicLE-
larly patarable, and char even small amounts of gluten taken may cancel our any
benefir. The obvious :u'l-.-':mmé.:t is that ig i3 non-toxic.

Topical sreroid-ancibiogie combinacions {for example, vioform-hydrocartimone,
femethasone 17-valerate wich chinoform, of aureomycin} are weful supplements
[0 SYSLEmite l;hl_-ra]'.}',

As this is a chronic disease, treatment may necd ro be life-long.

Tha anblasienlot tetartng
The epidermolysis bullosa group of blistering disorders
This group of blistering genodermatoses compeise ehe rare, but serious group of
mechanobullows disorders. They usually present ac birch or in il'l-rﬂl'lrﬂ}'. but con-
tinue o canse problems throughoue life. They are a large proup of diseases, and
range feam localized relacively muild jmblfms with crauma indoced blisters wolife
threatening and life ruining condicions, As prenatal diagnosis is now available for
couples known to be at cisk, it is esseneial to be aware of the Features of these dis-
cases, so that if o neonace presencs with blisters an accurate pathelogical diagne-
sis can be made on which furure generic counselling can be based.

The main subsers (Table 12.2) are:
+ epidermolysis bullosa s.implex-—main]gr aurcsomal dominant
¢ juncrional epidermolysis bullosa—aurosomal recessive;

= dystrophic epidermolysis bullosa—bach aueosomal deminant, and auraso-
mal recEssIve varieties.
A reneative diagnosis can be made on the basis of a family history, clinical
examinacion, and lighs microscopic examination of a skin biopsy, bur a definitive
diagnosis iz essential for generic counselling, and for this both electron microscopy

12.2 Current major subdivisions of the
epidermolysis bullosa group of disorders

ﬂu!ﬂdumdrsi-:hlmm 78

Key points

Blisters in the newbom may be
the hrst sign of life-ruining
epidermalysis bullosa. Seek expert
help early.

Type Mumber Inheritance Siteof  Specific Clinical
of varieties hlister defect fearures
Simplex 12 Mainly Basal cells  Kerating 5 Mainly friceion
autesomal Camd 14 induced blisters
dominant an hardi and
fret
Junctional 7 All Lamima Hemidesmosomess  Extensive
aueosommal Tucida bliscening of
recestive skin. Mucesal
invalvemens
Drysrrophic 11 ominant Below Ancharing Vl-“l?d losz of
and fecessive  basement  fibrils fails and

membrane  Type 7 collagen  scarring
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Fig. 12,12 Epidermuolysis bullosa simples.
Thit child develops blisvers oo sines ol
fricaion. Hesling is ::PE:I without scarring,

and molecular studies are required. Cur understanding of the genetics of this
group of disorders is continuing o expand rapidly. Ac least 20 phenotypes are cur-
rently recognized, 10 of which are those mose frequently seen.

Epidermolysis bullosa simplex

Four main variants of EB simplex are currently recopnized, the majoriey inherit-
ed by autosomal dominane transmission. The pathological damage in this varicty
lies within the epidermis and consists of a splic through the cyroplasm of the basal
cells. Thus, there is erue cell lysis. In three of the main types of EBS the molecu-
lar defect lies in defective genes coding for keracins 5 and 14, which are found
preferencially in che basal layer. In the fourth, the defece lies in che plectin gene.

Blisters may be present at birth, bue often che disease first beoomes apparent
when the child starts to walk or crawl, and develops mild blistering and desqua-
marion on knees, hands, feet, and other sites of friction (Fig. 12.12) These blis-
ters quickly rupture and heal with no subsequent scarring. Other ecoodermal
soruceures (hair, teeth, and nails) are unaffeceed and mucous membranes, alchough
ceeasionally invelved, do not show pross changes. There is licgle tendency to
remission in later childhood or adule life.

Junctional epidermolysis bullosa (Herlifz type, epidermolysis bullosa lefalis)

There are currently three main recognized varianes of chis type, all inherited by
aurosomal recessive trunsmission. The protein/gene system, which is abnormal, is
laminin 5 in vwo eypes of junctional EB, and alpha 6 beta 4 inegrin in the third.
This resules in the development of a splic ac the level of the lamina lucida. The
overlying epidermis appears normal and chere is no obvious loss of cohesion
berween the cells. The base of the blister is formed by an incact basal lamina still
firmly adherent to the dermis.

Clinical abnormalities may be present at birch cicher as blisters, often around
the nails; or raw denuded arcas, with licele tendency o heal. Mucous membranes:



may be severely involved and the reech are commonly abnormal. A high propor-
tion of these children die in infancy.

Dystrophic epidermolysis bullosa

There are three mamn vanants and inhericance can be either autosomal dominant
or aurosomal recessive. All are associated with defeces in the type 7 collagen gene.
This Ciges -:|g'fg'|;|;i'|.-¢' :nchn:'ing ﬁhri]s. cunnt,-ﬂi.n.g the l'.'ﬂ.i;’l.l. lamima to l!hl.‘ dtrmis
and o sub-epidermal blister resules. In the dominanc variecies, blisters develop in
later infancy or carly childhood on friceion sites and heal wicth SCATTING. Milia iy
b secem in chese scars, which rend o become keloidal or hyperplasiie (Fig 12.13)
Hair and teech develop normally.

In the recessive types, there is also a defece of anchoring fibrils, due to defeces
in the type 7 collagen gene. Large bullie are presenc at birth, and chey heal wich
wearring, which i associated wicth the formarion of webs becoreen kingers and even-
cually a useless fist Mucous membranes, hair, nails (Fig, 12.14), and tecth may all
b abnormal, and squamous carcinoma may develop on the scar sites.

Treatment and prenatal dingnosis of epidermolysis bullosa

Children with epidermolysis bullose should be managed by a team with experi=
ence of the problem, An accurare disgnosis is essential o enable the parencs o be
offered genetic counselling. This will invelve careful sclection of sites for hiopay
and ulerascrucoaral soudies, and also molecular genetic soudies. Protective miea-

surcs should be mken in all coses to prevent friction bullae, Infant who are scill
crawling should have padded trousers and special soft foorwear will be needed, A

The epidermalyis buosa groep | 21

Fig. 1213 Epidermodysis budloss of the
domunent direphic type. Noge enerive
bluscering with warmng o knees amd shane
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Fig: 12.04 Dryaerephee cpidermolysis bullosa
Note the lows of finger-nails. This $-year-old
child alrrad;.' bzt web formation berween the
digits.

rrial of systemic steroids is worthwhile in the juncrional and dystrophic vagierics.
Specialise dental care will be needed for children with ol lesions. Occupational
therapy may delay the development of contractures or webs in the autosomal
recessive dystrophic variety, bur the prognesis for boch survival and the ability o
lead an independent adult life must be guarded in these varicties of the disorder.

The technique of focsal skin biopsy o diagnose epidermolysis bullosa in moth-
ers who are ar risk is now relacively well established. Chorionic villus biopsy i
taken at arsund 9 weeks pestacion and DNA analysis performed, IF the test is pos-
itive for one of the more severe types of epidermolysis bullosa, the parents can
decide whether or not the pregnancy should proceed.

Skilled nursing care is viral for the more severe forms and membership of Debra,
the patient suppart group, is very worthwhile {website www. debr ong.uk)

Erythema multiforme
Definition

An erychematous disorder characterized by annular, targee lesions, which may
develop into frank blisters.

Aetiology

Erythema multiforme (EM) is 2 cutancous reaction pattern, which may be pro-
voked by many stimuli. These include viral infection, commonly herpes simplex,
bacterial infection, and adverse drug reactions. In many cases, however, no aetio-
logical or precipitacing factor can be idencified. In the bullous lesions of EM, the

blister forms ar the dermo-epidermal juncrion, and there is necrosis and destruc-
tion of the overlying epidermis.

Clinical features

'li_w lesions are most commonly seen on the hands and feet and inicially present as
raised erythematous plagues which expan luterally to give the classic iris lesion’
or targer lesion’ appearance (Fig, 12,15),



"ﬂ-uﬁu..!m.

J o s wd - Fig. 1215 Eryrhemns maloforme on the beg,
o T T R c ete the peeience of tuget lesions,

Severe involvement of the eyes and mucosal surfaces is cermed che
Stevens=Johnson syndrome.

Toxic epidermal necrolysis (TEM; Fig. 12.1 ) is also a severe varianc of EM
with extensive shedding of epidermis, but less mucosal involvement.
Identificarion and removal of the cause is imporrant, and all suspece dregs should
be withdmwn,

Ireatment

A search should be made for che precipirating factor, which should be withdrawn
in the case of a suspected drug or creazed in the case of a suspected viral infection.
Patients should, chereafter, be treated sympromatically wich bed rest and ropical
dressings as required.,

Fig. 12,16 Taxic epidernu! necralysis. Nove
satensive erythema and varly development of
Blisters and raw srew on the begs.
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Key points

Superhcial vaphylococeal infection
1 eusy toomistake for non-accidennal
injury

Fig. 12,17 Staphylocotcal scaldest akin syrndrome

Mete the shearing of the epidermiz and lack of
inflarnirastion of thee surruniding skin,

In severe cases the use of systemic steroids may be considered, but ehere is con-
troversy as to whether or not steroid reared parients acrually have a higher mor-
talicy. Those who disagree with this view argue chac it is the more severe cases wha
are considered for steraid therapy in the first place.

Staphylococcal scalded skin syndrome

Staphylococeal scalded skin syndrome is a blistering disorder cansed by an epi-
dermalytic toxin of certain phage cypes of Srafbylococcns wwrens, which splies the
epidermis ar the level of che granular layer, by cleaving desmoglem 1, The condi=
tron is commener in children cthan in adules and is seen as rapidly expanding, very
shallow bliscers, which qlll-:vl.'kl.].' FUpLLne, Ji..".l'l.'il'li'r ]umful. W areas {Fiﬂi 12.17 and
12.18). The candition as itz name suggests can look very like o scald caused by
boiling warer, and it may cherefore be necessary in the case of affecred children o
consider non accidental injury.

All patients should' be swabbed for bacteriological sensicivities and should
then be started on o sysremic ant i-=staphylococenl ancibioric. This can be
changed, if necessary, once bacceriological sensitivities are known. Non-adhe-
sive topical dressings will accelerace healing of the affected arcas, Parents can be

assured that there is unlikely to be any scarring because of the superficial nature
of che blisters.

Fig. 1218 Suphylecoccal scalded skin syndrome.
Moae supeehicial peeling thar is due ro the high level
bliscering,



Papular urticario (bites)

Although papular urticaria is frequently seen in paediatric skin elinics, a high
proporcion of affecred children are managed eicher by parents or the family
docior

Charactenstically, the lesions are grouped and occur in crops (Fig, 12,19).
Morphologically, they are tender, erychemarous papules or small blisters. They are
suickly scrarched and subsequently become secondarily infected.

In a high proportion of cases, fleas or mites are to blame, possibly from the fam-
ily per, bur race muse be used when persuading parenes thae ehis is so.

Suitable erearment of established lesions is a ropical antipruricic, such as cro-
tamiton of 2% menthol in calamine cream. Prevencion of furcher crops is difficule
and depends on eliminaring che causative fceor, The child's bedding and family
pets should be ereated with an insecricidal dusting powder.

Urticaria pigmentosa

Definition

Blizters due o release of histamine from focal aggregation of mast cells in the der-
mis, seen usually in infancy.

Although both children and acdules are affected, urticaria pigmentosa is most
often seen in infancy. The lesions are multiple erythemarous weals, which may
blister and are provoked by minor trauma or a warm bath, The lesions resolve,
leaving some melanin pigmentagion (Fig, 12,200 Rare familial cases are recorded,

Urticarda pigmestsig

Fig. 1219 Papalar woricaria. Crops of
papubci are seen mant commonly on che
lerwee legs
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Fig. 12.20 Urticaris pigmentosa. This 2-
year-ald child had theee lesions chay seebeated
on presawre and bedt surrcunding
Fipmentation ax seen bere.

Biopsy will reveal foci of mast cells: these degranulate on trauma, releasing
vasoactive substances, which elicic the lesion,

Spontancous improvement throughour infancy and childhood &s usual.
Trearment consists of avoiding trauma until remission occurs. Antihistamines are
not indicaied .

In severe cases of urricaria pigmentesa, a trial of oral sodium cromoglycate

(Malerom) is justified as there are repores of a good response, presumably die o
mast cell stabilization,

Discussion of problem cases

Case 12,1

The diffesential diagnesis of blisters in the newharn range from benign and transiene
to serious life-threatening problems, The minor problems include trauma from the
pressure of delivery, paricularly if foreeps have been applicd, and low grade infee-
tion, cither staphylococcal or viml. More serious eoncern i thae of epidermolysis
bullosa group of disorders, some of which are parentially lechal. The majosicy of
these present as blisters ar birch.

The blisters in chis eluld’s case persisced and extended over the first few days of
life, and bacreriological and wirological culture showed no groweh. A biopsy of 2
small fresh blisrer with immunopathology and eleceron microscopy was therefore
arranped. The ulrrasseuctural indings showed thac the child had a bliseer thar was.
forming as a result of a split through the basal cells of che epidermis. This pactern
confiems the diagnosis of the most benign type of cpidermolysis bullosa, EB sim-
plex, The clinical pactern suggested an avrosomal dominane varicey of this condi-
wan. Whar genetic counselling can be offered in this sicuarion? What managenent
plan would you devise for this baby? What is che proEnois? '




Discussion of problem cases confinved

Case 12.2

Prurieus in the elderly is commaon: The majoricy of patienes have <o called senile -
ritus and mo ¢lear cause 15 adentified other than dry elderly skin, This diagnosis
would not be approprisce here as the patient has obvious erychema, An icricans der-
matits of drug cruprion would, cherefore, be a postible diagnosis. However, the
changing clinical piceure with the development of obvious blisters on inflamed skin
slr-:-rl.uh.' supprests. thar the clinical dlj,gll.mi.s 15 bullous pcmgh:'gniu]. Jll:hough a bul-
bows adverse drug reaction woueld scill have o be excluded.

Thie patient had a biopsy of the smiall, carly, new blister, and both pathalogy and
I-I'I'|I'I1tlm|:-.'lll1l‘|frj5:.' WS 1'4,:|:|m,'=|:r.-d. The blister was !-|.||.'hl|1iikrn‘|tl. and there was a
linear band of [pG and also of C3 deposived ac che dermal/epidermal juncrion (p.
2763, confieming the clinical diagnosis of bullous pemphigoid.

The parsent was, therebore, commenosd on prednisolone 40 mg orally pee day,
andd ever the nexe 7 davs the erythema and blisters cleared, The seeroid dose was
reduced over 2 weeks wo 10 mg a day, and over the following 4 months was discon-

vined complecly,

Special study module

o Caery out a literture search on cursent knowledige of the genetic vasians of epis
dermelysis bullosa,

o Try oo see Gne or two cases in your local specialisc pacdiacnc dermatalogy clinic.
@ Review che liverarure procuced by the patient suppare group Debr,

e Consider the implications of o diagnosis of any type of epidermolyias bullosa fiox
x single parent in poor Anancial circumstances.

| et} -

Further reading

Waopnarowska, B and Ilrié:gt_-m.m, HoA. (ed.d (1980) Mamrgemeont if M.--r:ri.x drrgares.
Chapman snd Hall Medical, London,

Futher oding | 287






Drug eruptzons

Problem cases

Case 13.1

You are asked o see an elderly male with chroenic obscouccive airways disease on the
N"-i'-ir.llnr}' wards, He has been admitted with an exacerbation doe o infection and
wad started on an oral aneibgocic 7 days agoe. Fle s now erythrodermic wich blisters
on his trunk. He is also febrile and anuric. What are the likely diagnosis, the likely
cause, and the prognosis?

Case 13.2

A 20eyear-old college student home for the vacation consults you abour a generl-
szedd macubar rash and a peneral feeling of lethargy. She consulied the callege medscal
officer absour a sore chroar last week and was given an angibiotic, She has noc broughe
the remainder of the angibiotic capsules home with her and does pos know the name
of the antibiotic

Whar dizgnosis does this presentarion suggest and why?

There are theee aspeces of adverse drug reaccions of particilar importance oo

dermarologists:

¢ The fiese is chat the commuonest request for a deomarologist to visic IM-PALES
in oeher hospital wards is to advise on suspected adverse reactions (o sysremi-
C .III:i' .'|I:!J'|'||l|.l'§|'t"‘_‘!J (Irl_|é:'§,

¢ The second is the need for dermatologists (o be aware of undesimble side
effects and drug interactions of the systemic drugs commaonly used in derma-
tology, such as methotrexace, dapsone, and cyclosporin, There isalso 3 Erow-
ing need o be aware of che side effeces of the newer immunomodulating
|:_"..:'|.'|'|r}¢ {I::lmlﬂg INCG use jn SeVEenE Fﬁl}fiﬂsii.

* The third is chat copical therapy may also give rise o undesirble side elfects,
as is the case with relatively potent topical steroid preparavions. These are
largely preventable,

The mechanisms of cutaneous reactions fo systemic
drugs
The majority of skin rashes induced by sysremic medication are the resule of

immunological sensicization ro the medicament. Ideally, it should be posiible to
clussify chem oypes of imrnunﬂlngjc:].l reaction, namely:

Type 1 pnaphylactic reactions
Type 11 CHIOIOXIC TERCTInnS
Type 111 Arthus or immune complex mediated

reactions
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Key points

Iras important to oboin 2 complete
history of medicaments, including
any bong-term drugs, ‘naraal
remiediet’, and over-the-counter
preparanons thar the patiene may
08 consider Important.

Type IV delayed hypersensitivity ar cell-mediated
FEACTinns.

In practice, many adverse drug reactions are probably admixeores of two or more

of these mechanisms.

History

The most important factor in eseablishing che likely precipitating agent in a sus-
pected drug rash is a good history. However, che patienss’ notions of a ‘drug’ may be
surprisingly variable, and laxatives, hyprotics, and simple analgesics are often regard-
el 2% part of a mormal dier. Similarly, any medicament taken for o long Eml.'i:k] of time
{for example, a dinretic for the past year) rends o be forgotten, as boch doctor and
parient muy assurme thar a l:ll'lt.i_,' raboem for 3 or more months has proved its safety:

The mest uselul approach is o ask the paticnt to bring samples of all medica-
tion, bBoth EYSH‘ITFEL' aned mpicui used in the month i:ri-:sr 4] :Iu.-w:lnpmcnr of the
problem. A relative or carer will often be invaluable in presenting a complece
collection. A list from che r:lmi|:|.' doctor is I:'rm.|_|.|1,'|1r|!.' mcomplete, b should also
be obtained. He may not be aware, however, of patent medicines and ocher over-
the-counter preparations used by the patient.

Patienes wirh rheumatological diseases scem relatively moge susceprible to adverse
drug reactions, probably due either 1o the nature of the medicaments or o brisk
immunalogical responses. Tt should also be remembercd char parients on mulriphe
medication for general medical disorders: can have quire unrelared coincidental
dermarological disorders. Both pemphigoid and scabies, for example, may cause
confusion with sdverse drug reactions in elderly people on multiple medicacions,

(linical fentures

Table 131 lises drugs relatively frequently incriminated as causing drug eruptions
and “Table 13.2 lists some of the curanecus reaction patterns associated wich drug
FCACTIONS.

le 13.1 Common causes of drug eruptions and
likely patterns

Medicament Pamern of eruption

Sulphonamides, pencilling Mashillifosm cruption, erythema muliforme,
aystemic lupus erythemarosus

Phenylbiitarone Purpuric enuption

Beta-blockers Piatiasiform

Harbirurares and cranquillizer Blistering erupeion of lower limbs

over-chasige

Pencillamine Periphigos-like crupeion

Phennrhiszine Light-sensitive dermarosis

Anti-raslarials Lichen planus-like cruption

Eoclicles and bromides Acneifoem crupaion

Salicylases

Ureicaria, angio-oedema




_—l—l—n_._‘_‘___
The mechanisms of culaneous reaisns L]

- Cutaneous reaction pacterns, which may by
due to drug reactions

= e —

Reaction pattern Likely drugs

Teaic erythema Aneibsotics (ampicilling, sulphonamides, barbinsares,
anti-rheurmsrics

Eeythema muleiforme and
Stevensi=Johnson wyndrome

Sulphonamides, antibistics, antiheumaric deugs

Eryrhema nodosowm

Sulphomamides, contracepeive pill

Erythroderma Anibiotics and anti-cheumaric deags
Vasculiric and purparic enupteons Carbromal, phenytom, indomethacin
Paariatifam emuptions or Bera-blockers, lithium

agmravation of peoreasis
Viery severe blistering ceupion Sul phonamides, allopurinal, phenyibarazone
(voxic epadermal necrolytish

Fhotsensitiviey,

Tecmcyclines, phenothiazine

Alopecia Coumarin anticoagulancs, cytotosics, anti-thyreid
drugs
Acne, gingival hyperplasia Phenyroin

Classically hydralazine. Alsa penicillin,
sulphonamides, and, rarely, many ochers
Gaold, isoniazid, phenylburazone

SLE-like syndrome

Exfoliative dermatitis

Fig. 131 Towic erythema, This patieat
deseloped a mogbilliborm etupeson 10 days
afver commencing & course ol

phenylbutazone,
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Fig. 13.2 Mucous membrane snd skin
iRvoive t in a child with dmg-induced
Seevens=]ohnson syndrodme

Fig. 13.3 Acuce urtscaria developing 4 bours
after sdminisration of sywemic peaicillin

A commen pariern of drug eruprion is char of wxic erychema (Fig. 13.1). This
15 a widespread erythemarous and maorbilliform cruption, which tends to affect the
trunk more chan the extremities. It appears 5-10 days after first ineroducrion of
the causative drug, bur only 2—3 days afeer incroduction if the drug has been given
previously, Malaise, fever, and lymphadenapathy are common.

Dhher cutancous reaction patterns associared with adverse drug reactions are ery-
therma mulciforme and its more severe form, the Stevens—Johnson syndrome (Fig.
13.2), erythema nodosum, vasculitic lesions and purpura, hair loss, pigmentacion,
exfoliztive dermariris, lichen planus-like eruprions, and wricaria {Figs 13.3-13.7).



Once a -:'In;lr_ 15 &L :l::-l'ls]:,- 1|J.ﬁ.pﬁ.'[lh‘| it should, if ar all ]M'ihlt-. b discontinued. If
it has been the cause, the reaction can be expected to subside within the following
4=7 days. Confirmation by labomatory tests is not yer feasible, as available in s
m:.mun.ulvué;u.d pests will }':II:'I.II:L bath fﬂ.li{‘-pﬁ.ﬁili\'&! incl Filw'ﬁt,gilti\'t resulis, Mo safe
or sarisfacrory provocarion tesc i available and challenge tests based on re-introduc-
tion of the droog are wor recommended. Indeed, patients should be warned about che
drugs incriminared, and relevant notes made in case sheets or PﬁE(EL'E notes as
-.:.L|:l~\.'.'-:]|.|-:'ﬂl EX e 15 Iil\-“.'l}' L} pl‘m’t}kE more severs reactions. The one exception o
this rule is the morbilliform rsh produced by ampicillin in patients with infecticons
mononucleosis (Fig. 13.8). For reasons thar are nog understood , this is a ume-limiced
h'!,'p{';s.{-nrﬂl_wil;'!,‘ and, once the infecriows miononucleosis has resolved, the Pﬂfitﬂ‘t 1%
unlikely ro show an adverse reaction to ampicillin,

Penicillamine ix used as a chelating agent and as an anti-rheumaric, and in a
proportion of patients it causes a blistering eruption thac is clinically, histologi-

Thcﬁﬁnfiumdqm 5

| —

Key frofuts

far the commanes

dermatolagical
problem. Review your prescribing
habits and consider drug
ncersctions carefully,

Fig. 134 Puspuric lesions developing days
after imicial administragion of
morreal,

Fig 135 Pasculard
broemide b'h“”ﬁ"lm

are b seen

B etuption due to
. Acneifpem lesions
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Fig. 13.6 'l'ﬁh'u'l‘n—[n.ll.l.thll'm; ETUpLion
dur 1m mmrrhc-p.-um-:ulﬂu.mﬂ]mmnl-:.

Fige 137 Peoriasilorm fesi
the et time 3 menghs
of Eblockes therapy,

i developing for
afrer COMMmEnCement

Frge 13,8 Maosbillifirm SrUptn caised By
sdminstratian of asmpicillin o g P wieh
infeceioun mononucboosis




cally, and immunologically identical o pemphigus vulgaris, The
cruption does not always subside afver withdrawal of penicillamine.
Remember also thar, while the general pablic considers natural Tverbal e
dies zafe, they too may have side effeces, Herbal concoctions markered fior e I.';
atopic dermarins, for example, have been found m be hepatotoxic in SOIMe: Cyges
and orhers have been found o contain unexpected quantitics of potent Stetaids.

I:'li"‘“'-!inng

Treatment

Wirhdrawal of the likely drug is frequently all chax is required, followed by carefil
st ructions o the patient concerning hature aveadance. In very severe anaphylaceic
reactions, emergency adminiscration of suboutansous adrenaling (0.5 ml of a 11000
salution geven \;Euwh' OVEr 2=3 minuces) TRy be IirE-S.'L\'I'I'Ig. 5}'5“[1‘.1'nic antihivmmines
will relieve itch, bur there is licele evidence that they accelerate spoataneous clearance
of drug-induced lesions, Topical steroids will relieve itch il’pmcn:.

Commonly used systemic drugs in dermatology, and
their possible side effects and interaction

Systemic drugs necded on occasion for difficule psoriasis include methotrexare,
retinods, and cyclosporin.

With methotrexate the commonest problems are drug interactions, liver
toxicity, and renal roxicicy,

The main problems associated with retinoid thempy e ereatogenicity and
elevavion of eriglycerides.

Cyclosporin may be used in scvere psoriasis, dermaritis, and experimentally in
other conditions. Here, che mose serious pl:l{tntiﬁli thltﬂ'l is irreversible renal
woxiciey and careful monitoring is essential.

Paricnts with dermatitis herperiformis are commonly treated with dapsone,
This can canse a haemolyric anacmia, COMMIGHCST at the start of reacment, and
patiens should be carefully monitored during the firse month of therpy.

Patients on a:,.-slemic steroids &'N' dermnmlngl'ﬂl tht'ﬂ“’ should be
monitored for hypertension, glycosuria, osteoporosis, and excessive weight gain.

Mycophenolate mofetil has been used for many years in cransplant recipients
as an immunosuppressive and, more recently, has been used in a wide range of der-
m:lnlugm;ll condifimng, iﬁr_'luding severs [mﬁﬂ-lis. andd bl.l“ﬂus l]i.'i.nl'd{ﬂ &
Common problens include marrow suppression and severe nausea.

Drug induced lupus erythemarosus may be provobed by a wide range of drugs
:IIbi,il.Il:“!!E ]::115 LErm R Hrn'lil'lu':}‘clil'l-e inacne and terbinafine for ﬁ.\l‘hgﬂ indection.

There are currently 2 large number of immunomodulating agenes in use in
stuclies or on o named patient basis for severe psoriasis. These include an-TME
alpha preparations, cranercept, infliximab, and alefacepr. Experience tg date is
!imll:u.'d, ke rh{:_rc are reports of reactivation of latent euberculosis, s well 15
||11|11us1|:m1:11]w1'£5|n|'|.

Tacrolimus and similar drugs are also POCEnT mMmUnosepRessives witkia
mede of action similar ta cyclosporin A. The main use for these
in dermatology are as opical preparitions for atopic dermag

TUES 3 present
1115, h'-lt ,I_Hmd.



Key poiris

HRemember that paticnis canbe
ellergic to topical steroids, Arrange
patch teso if you cuspeer this

respanses have been reported when used systemically in patients with severe and
resistane lupus erythemacosus, and pyoderma gangrenesum. Side effects include
renal roxicity and newrorosocity. As with orher immunosuppressives, thene 1§ an
increased risk of lymphoproliferative disorders if used long rerm.

It is wise when starting any new systemic deug in a patient who is already on
medication for other problems to check possible drug inceractions and, if
NECESSAry, amend prescribing plans, Local drug information cencees, Regronal and
District Medicines Information Services in England Wales and Scotland,
Martindales Pharmacopia, and the American Academy of Dermatology’s
Derminfonet are all useful sources of such informarion,

Adverse reactions to topical applications
Adverse renctions o ropical applicarions are relatively common, especially oo
those conraining ancihistamines, ansesthetics, and ancibiorics.

Antihistamines, if required, should only be given systemically as they are
potent sensitizers when administered topically, The same applies to muny topical
anaesthetics, and ancibiotics such as neomycin and sulphonamides are equally
troublesome. An importane reason for avoiding their use opically is thae, once
sensitized, these patients will reace subsequently o systemic, as well as ropical
administration of the causative drug.

Adverse effects of topical corticosteroids

Sensibly used, ropical steroids are a valuable part of the treatment for a wide mnge
of inflammatary desmatoses. However, as with any potent and effeccive form of
therapy, they muse be prescribed with care, bearing in mind thar percutanecus
absorpeion, particularly chrough inflamed and excoriared skin, can be significant.
If large quantities of a potent steroid are applied concinuously o damaged skin,
all the classic side effeces associared wirth syseemic steroid adminsscration can
occur, particularly in children. Much commoner, however, are the adverse effects
on the skin itself. These are frequent, and include chin and fragile skin,
spontancous bruising, striag, and telangiectasia (Figs 13.9 and 13.10). The skin
ehinning, which is due to loss of dermal collagen, is reversible on wichdrawal of
the steroid, bur striae and telangieceasia are permanent.

The speed of onsee of such changes will depend on the site of application,
the frequency of use, and the potency of the preparation. They develop rapidly in
the warm humid microclimare of the body fexures.

Ocher complications of topical steroid therapy include rinea incognito, & term
useel to describe an arypical presentation of fungal infection on the skin due
unchecked growth of fungi on the stercid-treated skin. IF simple scabies is not
diagnosed or incorrectly treared with steroids, che presentation may be confusing
and arypical.

Sensitization to topical steroids leading to an allergic contace dermaricis is now
well recognized, bur may be difficulr 1o idencify in the early stages, as topical
steroids are often prescribed for a dermaticis thoughe to be due to another cause.

Pacch resting using tixocortal pivalare and budesonide should be arranged il chere
15 A0y SUSPHCIon.
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Fig. 139 Seeise on che sulls caused by
topical seeeold therapy

Fig, 13,10 Facial coythema and
relangiectasia cansed by spplicution of povent
ropical steroid peeparstions




Drug eruptices

The sensible approach o topical steroid wsage is to prescribe the weakess effecuive
preparation for as brief a spell as possible and to review the patient regularly. This i
particularly imporeene in pasdiatric praceice. However, many parents of children
with chronic aropic dermaritis are now very well aware of topical sterosd side effects
and are very reluctant to use prescribed modereely porent steroids. In these families
it is impartant o strike a sensible balance berween well concrolled wee of appropri-
ate povency topical steroids and possibly more hazardous approaches, such as severe
dietary restrictions, which some parents view as much safer than wpical steroids.

The choice of topical steroid prepararion requires care. Table 13.3 divides a
representative list of copical stemid preparacions into very s(rong, soong,
medium, and mild categories. Yery much more extensive tables will be found in
MIMS and the Brirish Mational Formulary, and it is wise 1o consulr these,

It is good practice only to prescribe preparations in the mild caregory for the fxe
and Hexures, and oo avoid using the very strong preparations in children. Tcas possi-
ble 1o wenken a strong steroid by dilucion, bur the correce diluent must be used, oth=
erwise all porency may be lost through che molecular change in the steroid moleculs:

Relative strengths of some topical
steroid preparations

Very strong Maedium
Hydeocorrisone 17 bucyrace (1%
(Locad)
Cloberasel propionate 0.05% Cloberasone buryrate 00035
{Eurnovate}
(Dermovare, Remaovate) Flurandrenolone 0,01 25% (Haclan)
Strong Mild
Bethamethasone 1 T-valerate 0.1% Hydrocoreisane 0,15, 1.0%, 2.5%
(Bernevare) (Efcartelan)
Beclomethaone dipropionare 0.25% Fluocinslone acetonide 0,015
{Propaderm) {Synadonc}
Betamethasone dipropionate Mald steroids are now available wichour
Diprosone prescription in cthe UK

Budesanide, Preferd
Fluticatone propionace. Curivate

Discussion of problem cases

Case [ 3.0

The vwo mwat important condicions o consider here in the differencial diagnacis are
bullous pemphigoid and an sdverse drug reaction, Patients with bullous pemphigoid



Further recding 301

Discussion of problem cases continued

penerully are nor unwell, despire large biisters, s the fever and renal problems would
be unusal, The clinical picoure and the timing of its appeanance both suggess that an
adverse drug resction to rhe anribiotic presceibed 7 days earlier is the likely diagnosis.
Tiee features suggest voxic epidermal necrolysis, which may be triggered by a number
af ancibicics including seperin and penicillins. The antibiotic was withdrawn and, after
lengrhy delibegations, the patient was given systemic scernicds, However, his general
condition deteriomued rapidly and he died 3 days laver.

Review the licerature on poxic cpidnrm:] necrolysis and ict treatment wich
systemic steroids. Whar conclusions can you draw?

Case 13.2

This history is & wery classic presentation of infectiows moncmuscheosis (glandular
fever), A young adule presents wich g:rlrm] malaise and a sofe thioar for which
penicillin is prescnibed, and 4-7 days lacer a mocbilliform erupcion develops. The
stdens had a positive monospor tese. She slowly returned 1o normal energy levels
over the nexe 3 monchs.

Can she be given penicillins in the futune?

Special study module project

* Review the current literature on the use of mycophenolace mofecil and of
intravenous immunoglobuling in dermatological problems, Consider the
bemefiefhazard racio, Try to see patsents on eithee of these trearments. Review
cheir case sheets and diagnoses, and note their previous treatments and ics effecr.

Further reading
Liee, |2 (2000} Packetbook of drag ermprion and interacrivnr, 2nd edn, Parchenon Publishing,
New York
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Cutaneous medicine

Problem cuses

Case 14.1

A Adeyear-old female patient consules you sbour non-painful red lesions, PEESEN o
hier shins for abour 4 monchs. What would Be the differential diag nosis in this exse,
what aspects of her medical history might be of relevance, and whar treatmencs
mighe be appropriace?

Case 14.2

A 3B-year-okl businessman who has recently lose his job comes to see you becanse
of blisters thar have developed on his face during a recent spell of warm, sunny
weather. He has been very depressed because of both family problems and the
inability 1o hnd employment, and he admis d:irlki.rls I'l:l'r.“,r. What iz the
diffcrencial diagnosis, whar investigations might be zppropnace, and what
trearment is available?

Case I4.3

A healthy young woman whoie only medication is the ol contraceptive comes (0
see you because of tender, red lumps on ber lower legs, which have been present for
& dlays. Whar doss this presentation soggese what are the possible causes and what
inwestigations are indicaced?

Case 14.4

A Vdeyear-old girl is broughe o you by her mother for treatment of periungual
warts. The girl atcends a school for thote with learning difficuloies and, during the
consulracion, the mother who is very suppomive asks alo for help with acne-like
lesions around the girl’s nose. On examinstion, the periungual letions do ot feak
like typical wares, Whae 15 che likely diagnosis in this case?

Introduction

In many systemic discases che fArst signs are in the skin, and thus they may alers
the ]1!1}lsici,1n o a dfw:]-nping and p-l:u&:;ib\l}' life-chreatening conditron. These
diseases come under che general rerm of ‘cutaneous medicine’, an imporganc ‘link
area” berween dermatology and other medical specinlties in which an alerc
dermatologist can, by careful history-taking and examination, make o very
valuable coneribution.

Tables 14.1=14.3 list some of the commoner or more important diseases
covered in this chaprer. Inevitably, this is not exhaustive and the reader is referred
the major dermatalogical texrbonks for a more comprehensive aceount.
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Key points
Mecrobiosis lipnidics on the shins

may precede development of overt
diabres.

able 14,1 Curaneous manifescations of endocrine

disease
Driaberes Tecrobaosis lipoidica {dabeticonamn)
Pruericus
Fuengal ansd bacrerial skin infecrions
Granuloma annulare
Arherosclerosss and dinbenic sschaema
Hypachy roidism Diffuise hair ldss, cosrie haie, boosten hair
Pullfy cedenia, xeroderma, pracins
Hyperhyroidism Hyperhidrosis
Finee hair + Dair less, prurious
Precibial myxoederma (usally asociaced with exophthalmesh
Cushing’s syndrome Aene vulgaris, hirserim
Cutanedus Striae
‘Buffalo hump’ obesicy
Acromegaly Salt tissue hypererophy
Schorrhoea
Adudizon’s discase Incressed curancous pMgmentation, especially iners-oml

14.2 Commoner dermatological associations with
gastrointestinal disease

Dermaticis herperiformis Gluren-sensitive enterapathy

Flesural eczematons eruptions Malabsorption, mild zine deficiency stanes

Acrodermaritis enteropathica Defecrive zinc absorpeion

Peurz—Jeghers syndoome Polyps of small intestine

Gardners syndome Polyps of large intescine

Pyoderma gangrenosuam Leerative coditns, Crohn's discase,
rheumanodd archricis

Perineal ulceration and skin rags: sinus Crohn's dhitease

fopmation

Dermatological problems associated with endocrine
disease

Dinbetes

Parients with diabetes are ac risk of a wide range of dermarological problems.
Occasionally, the skin manifestations may be the firse sign of diaberes, bur more
often they complicate pre-existing diabetes. Table 14,0 lists the commoner
dermaralogical problems, which may complicare diabetes.

Mecrabiosis lipoidica diabeticorum (Fig. 14.1), is ustrally seem on che shins
and may predate frank development of diaberes by several years. A proportion of



Tal -2 Curaneous features of other systemic dise

ase

Porphyria Phototensitivacy, skin fragility, bliscer farmacion, Typertrichosis,
Plgmenation

Sarcoidens Blue-red subcuraneous nodules, Lupos pernio, 5cac” sarcond

Hyperlipidasmaag Kanthomata—tendinows, tberous, and enoptive

Meumdibromatis. Muoltiple cumncoas newrofibiromaca, freckling and caf ey Lo spors

Tuberows sclerosis ‘Adenoma sebaceum” (perifollioular Abeonaata), periungual Gban
mata, shagreen pasches

Pellagra (nicotinic ‘Diarrhoea, dermatitis and dementia’, erythema afrer sunligh

acid deficiency) CXPOSLETE

Scurvy (vitamin O ﬂl._—-,—d-ns EUMS, purpan, poar wonind healing

deficiency )

patients with the problem never develop frank diaberes, The individual lesions are
shiny, atrophic, red or yellowish plaques with marked relangiecrasia over their
durlace and a :n:-n{lq_'nr;}- to wleerate, These ulcers may be very slow o heal. The
severity of necrobiosis lipoidica is nor direcely relaed w the severity of the
disberes, nor does it improve wsach careful diabetic concrol.

Trearment is unsatisfactory, bur protection from crauma and resultant skin
dnmage are imporeant. Incra-lesional injections of a steroid such as triamcinolone
acetonide may be imically benehcial in some cases. RCP\W“ of response (0 PUVA
therapy are encouraging, but larger numbers of treated panents and a longer
||-|':l|w-up fime are needed,

Many paticnts wich diaberes complain of pruritus. This is sometimes, but not
always related to poor contral of diaberes, Pruritus vulvae is relacively tDI'I'II'.nl.'H'i
in female diaberics and urine should always be checked for E]}'ﬁﬁuﬂil n & patiens
first presenting wich this problem, Those with diabetes are paricularly prone to
bacterial and FI.II:I;._:EI.'. skin infecrions, and again dinbetes should be exclieded in any
stubborn or unuseally florid infeceion of chis type.

Fig. 14.1 Mecrobioss lipoidica. Farm,
reddishoyellos: plaquses are scch o the shins.
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Fig. 14.2 Granuloma snmulsee oa 3 typical
site; the dorsum of the Band

Key points

Granuloma annulare can be misdi-
senosed as & fungal infection,

Granuloma annulare is found more commonly on the skin of diadbetics chan
by chance (Fig. 14.2). The condition is commaoner in children chan in adules and
it would appear to be more frequently associated with dinbetes when it occurs in
adules, The lesions are erythemarous ‘and circular wich a well- marked, rased,
palpable lateral border. The hands and feet are most commaonly affecred. The
lesians are frequently multiple and rend to clear spontaneously after 3-6 months
or longer, Occasionally, trauma, such as a diagnostic biopsy, appears to stimulate
spontancous clearance in the remainder of the lesion.

Secondary trophic skin change from dinberic ischaemia and atherosclerosis
i5 4 less specific, but common finding. The epidermis is thin, fragile, and has a
glazed appearance, particularly on the lower legs, IF chese changes ane present,
diabetic gangrene is o very real hazard of inexpert chiropedy or minor trauma.

Thyroid dysfunction

Abnormal hair growth is common in thyroid disease. Classically, in myzoedema the
scalp bair 15 sparse, coarse, and brictle, and the owcer pare of che eyvebrows is lost, while
in hyperthyroidism there is fine scalp hair and sometimes associaed alopecia.

Pretibial myxoedema is seen mainly after successful crearment of hyperchy-
roedism, especially when chere are also ophthalmological complications:
Clinically, there are asymptomatic, mised, red nodules and, although the name
suggeses thar they are found chicfly on the shins (Fig. 14.3), they are also seen
sround the ankle and on the dorsum of the foor. Histological examinazion shows
cedema and mucin, These pacients have high levels of long-acting chyroid-
stimulating hormone (LATS).

Tupical corticosteraid preparations may be of some benefic, bur in general these
lesions are resistant to any ype of reacment.

Adrenal cortical hyperfunction — Cushing’s disease

This may presene with acne vulgaris, seborchoea, and hirsutism, Curaneous seriag
may develop with grear rapidicy and be associseed wich ‘bulfala hump' type of



abesity. IF due o endogenous steroids, a search for enlarged adrenals, excessive
produccion from the adrenals, or an adrenal tumour should be carried ouc,
However, a high proportion of patients with cutancous lesions suggeseive of
Cushing’s disease have these as a secondary phenomenon due to oral sceroid
administracion for ancther discase and it may be necessiry to continue oral steroid
theragy.

Adrenal corfical hypofunction— Addison’s disease

Adrenal cortical hypofuncrion may be associated ‘wich a striking increase in
melanin pigmencation, particularly on mucous membranes (Fig. 144} and sites
of friction. This is a resule of melanocyee stimulation by rized circulating levels
of ACTH.

Acromegaly

This condition is associared wich acne, seborrhoea, and soft rissue hypercrophy
(Fig. 14.5). It is can easily be confused initially with adrenal hyperfunction,

Dermatological problems associated with
gusirointestinal disease
Gluten-sensitive enteropathy

Gluren-sensitive enteropathy is common in dermacics berpetiformis and has
already been discussed (p. 277). Few patients with dermatitis herpeciformis will
complain of clinical features of frank malabsorprion, bue jejunal biopsy will reveal
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Fig. 14.3 Pretibial mysondema. Raind,
redilish plagques and pesdules aee scen on the
shins,
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Fig: 14.4 Intes-osal melanin pigmencation
seen in Addisen’s discase,

Figp: 14.5 Acromegaly. Note soft tissoe
hpperurophy, acme, and sehorgheca

subrotal villous acrophy in the majoricy and many parients wich DH will find that
there skin lesions improve if chey adopr a gluten free diet.

Molobsorption syndromes

These may lead 1o a secondary dermaresis in which there are moist, sczemarous
skin lesions, chiefly in the Aexures, These may have a psoriasiform appearance and
a small proportion of patients may have a remediable zinc deficiency.



Acrodermaotitis enteropathico
Acrodermaritis enteropathica is a genedcally determined disorder due to geossly
defective zinc absorption. It s frequently first seen when the infane s being
weaned off breast milk, and presents as eryehemarous, raw, and pustular areas
asound the mouth, anus, fingers, and roes. Severe diarchoen 15 common, and if the
condition 15 not recognized and creaced, hair and nails will be shed. Oral zine
supplements bring abowu: dramatic and rapid improvement, and must be
continwed for many years, |3055|,|;:|Iy for Life.

A similar condition is seen in patienes receiving total parenteral nutrnition or
elemental diets in which zing 15 lacking. Onser can be very rapid, bur once the diag-
nosis s made and zinc supplements adminiscered, che lesions clear equally mpidly.

Peutz—Jleghers syndrome

The Peurz—Jeghers syndrome (periorificial lentiginosis) consists of freckle-like
pizmentation on and around che Lips (Fig. 14.6) and Emlﬂmis of the gas:r&in:mlml
tract, particularly the small bowel. It is inherited as an aurosomal dominant mic and
the EBEne :II.\:HI!JMLI.:-I.I.' 15 a4 sernne :!1:{1}|1i::¢- kimnate LEB]1 on chromosome |':.Jp|.1"r.'|.
Intussusceprion may develop, bur the polyps are rarely premalignant.

Gordner's Syndrome

This % an auresomally dominanely inherired syndrome and che gene has been
d to chromosome 5q21=232. Affected family members have sebaceous or

eprdermoid cyses, lipomas, leiomyomas, and polyposis coli which progresses o

Bast roinrestanal r|:|:|.|:|511:|.|:||:1lr n 4056 af szq-r.’tcd individuals

map[

Pyoderma gongrenosum

Pyoderma gangrenosum (p. 216) may precede the development of frank gastroin-
testinal symproms in both ulcerative colitis and Crohn's disease. Patients wich
Crohin's disease also tend to have multiple El-!l':i:ll!'l.ﬂ] ckin rags, wlcers, and fistulae,

Dermatologial preblems | 277

Key poinuts

Patients with Peutz Jegher
syndrome may develop intussus-
ceprion,

Fig. 14.6 Peute=Jeghers syndrome. Macular
melanin pig mentation is seen on and stound
the lips
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Key poi
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Light-induced blisters and high
alechol intake—think: of parphyria,

Fig. 14,
Hygrorpip et L LS

et

= LufaraELER :
n and hyp=erinc hiziis are

hicpar i pasrprhyia

: i jared
and occasionally severe oral ulceration, Pyoderma gangrengsum is alin assoc

with rhewmatoid archricis and Still's disense,

Porphyria
The porphyrias rml-jl.bl.'nri}' present with cutancous signs amd SYMpLOMS. I)\'“Fh}lnj_
cutanes tarda is most “h'l}' e present o the dermatologest, and i“:lur"cw"wd h}
Photasensitivity, skin fraglity, sub-epidermal blister lormation, and hyperpigments
tion and hyperrichosis of sun-exposed skin (Fig. 14.7). There is wsually a hisory
l'nd\'—'fl:r'iﬂg liver d:lmggr_-. clue mosc commonly o excewive - aloahol inezke. The
diagnosis can be confirmed by demonstrating grossly elevared levels of urinary e
perphyrins. Elevaced bevels of serum iron are a fearure and venesecrion to reduce this
will alleviare symproms. A variety of drugs aggravate the condition and the paient
should be BIVEN Written instrucrions on avoidance of tliese

Ocher much rarer forms of porphyrin may present o dermatologists. In
erythropoietic protoporphyria very brief exposure to cunlighe may cause ich,
Pain, and oedema. Pitted scars tend to develop on facial skin. Elevared erychrocyte
and plasma protoparplynin levels confirm the diagnosis. Topical sun-screens,
particularly preparations char give physical proceciion with cicanium dioxide, will
Bive sympromatic relicf

Sunscreens can be divided into those that give physical protection, by deflece-
ing UV rays, and chemical protection, which absorbs UV, Physical sunscreens
conain zinc or tieaniem dioxide, and although perhaps less cosmetically accepe-
able they are very effective.
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arcoddosis i'ru|u:-:::i3.- presents with cutaneous lesions.

The cause is not yer known, bur ic may be significant chat sarcoidosis is
much commaoner in countries where tuberculosis has been well controlled. The
commonest dermatological presentation of sarcoidosis is erythema nodosum
and an appearance on chest X-ray of hilar lymphedenopathy. Other cutancous
signs of sarcoid are lupus pernio (Fig. 14.8)—blue-red nodules on the nose,

fxce, and hands—and scar sarcoid—:che development of sarcoid granulomas in

5

The basic pathological process is non-caseating granuloma formation in a
variety of sices,

Most paticnes with sarcoid have elevared levels of angictensin convercing
bur this 15 pot a |5||11|i|:l: ,:.pr-;l!-u: (4] :..lr\c-::-i.n:!. Teeatment 1.1!. sarcoid is
factory. Pariencs with eryehema nodosum and hilar adenopachy usually
have o self-lim ieing condition, but lupus pernio tends to persist and can be very

dishguring. Low dose, alternate day systemic steroids may be helpiul.

i NDREUe IS

The hypeclipidacmias may present or be associated wicth xanthelasmata and xan-
thomara. Xanchelasmata are white or :,-'4,'|||_'|w ]',||:|:|:E|.|1,'s of Jipid d.u.'j:u:ﬁi[r.“tl in the
pere-ofbital skin, The majoriey of these are nor associared with hyperlipaemic
staces and are of cosmetic importance only, buc in 10=20% of cases F:mjng lipids
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Fig. 14.8 Lupuws pernio seen in samoidosis.
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Fig. 14,9 Toberoas santhamats, This patiem
had & normal Hpopeotein profile.

will be elevared. An arcus senilis may also be seen, Simple xanchelasma should be
treated, if necessary, by excision or destruceion with erichloraceric acid.

Most curaneous xanthomata are eruptive, tendinous, or tuberous (Fig. 14.9)
The rare variant of plane xanthoma may resemble plane warts and may be
associated with paraproteinaemin, Eruptive lesions occur on any body site and
have an inflammartory halo. Tendinous lesions are most commonly seen over the
Achilles tendon or on the dossa of che hands, and cuberous lessons, which may be
very large and bizarre in shape, tend 1o be prominent around knees and elbows,
Manthomara may be a pointer either to a primary hyperlipaemic stre due toa
genetic abnormalicy or o a secondary hyperlipaemic seare due to renal, heparic,
endocrine, or pancreatic disease. The hyperlipaemins are classified according 10
relative proportions on serum electrophoresis of a-lipoprotein, pre-b-lipoprotein,
b-lipoprotein, and chylomicrons,

Treatment will vary according o the type of hyperlipoproteinaemia identified,
and may include dievary restriceion of far and carbohydrate, possibly with
additional systemic therapy, such as bezafibrate or pravastatin.

Multiple nevrofibromatosis (von Recklinghausen’s disense)

This genodermarosis is inherited a5 an autosomal dominant erait, $o & positive
family history s usually presenc. The majority of patients who have cuganeous
fearurcs of neurofibromarosis have neurofibromatosis type 1(MF1L The NEI gene
has Been identified and is a very large genc on chromosome 17g11.2.

The cutaneous features include macular hyperpigmentacion (e an bt parch-
es), neurofibromara, and mulople skin mgs (molluscum fibrosum). These are
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soft, sessile, pink lesions, which may be extremely numerous and disfiguring
":JH- 14,10} The F:-i.gnwn::lrr (lungl:—s may be n-l;lrwn:':r mild, bur the presence af
even a few macular pigmented lesions in the axillary vaults is regarded by some
workers. as pachognomanic.

!"u-rr}' per cent of suffercrs may develop neurological complicarions, such as
ACTHISENE neuroama or OpLic nerve ‘ql_inma. :\nd c:].rcflul ncurulusi{‘nl EXAM iNALIGn ar

presentation and chereafier is therefore smportant. Sarcomarous change within
such a ELETIGLE 15 rﬂ'i":’r r{'l:i

Fig. 14.10 Muleiple molluscum hbeosam of
von Becklinghausen's discase.

Babkoaile miet

Beheet’s syndrome

Patienrs with Behcets syndrome have severe and persiscene oral and genical
ulcerarion, iritis, and archropathy (Fig. 14.11). A viral actiology is postulated.

Fig. 14.11 Bebgees syndmme. Severe oral
ulcers are seen. Genigal uboers and initis were
also present,
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Key points

It is possible to mistake adenoma
‘sebacewrn of ruberous scleroais for
acne.

Fl';. 14.12 Perrungusl Abroems an g chibd
with ruberous scleraia, MNote wan-like
leiions between nail and nail fold.

Involvement of the central nervous system may resule in clinical fearures very
similar to disseminated sclerasis. An interesting dermarological feature is ‘hyper-
ergy’, i.e. the rendency of sterile blisters ro develop at vencpuncoure sites. Behgets
syndrome will come into the differential dingnosis of severe persistent blistering
on mucosal surfaces. The diagnosis will be confirmed by excluding other causes
and by identifying non-curancous fearures of Behcer’s. Trearment is difficule.
Systemic steroids or cyclosporin may help some cases,

Tuberous sclerosis (epiloia, Bourneville’s disease)

Tuberous sclerosis is inherited by autosomal dominant transmission, buc may not

first present uncil puberty or later. The gene is situared on chromosome 9g34.
Tuberous sclerosis comprises the criad of curaneous abnormalines, mental

rezarclarion, and seizures. There are four main types of skin lesions:

* perivngual fibromara—muleiple, hyperrrophic nodules around the nails, which
may look racher like viral warts (Fig. 14.12);

* shagreen parches—normal-coloured plagues on the tronk, which have a
firmer texture than normal sking

* adenoma sebaceum-—thiz term is pathologically incorrect as these lesions
are, in face, perivascular fibromara and are raised, red papules on the face,
mainly around che nese (Fig. 14.13);

s ash-leal hypopigmentation—uthis is well demonserared under Wood's light
as multiple, eval areas of hypopigmentation and may be che earliest sign of the
dizorder.

The individual prognosis varies wich che degrec of mencal retardation and

neuralogical involvement.

Trearmene of the perivascular fibromara wich diachermy surgery or laser
therapy will produce a considerable cosmetic improvement,
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nuinvionol gericlency disorders

A warieey of relacive nuericional disorders may present wich skin lesions in the
absence of frank malnuerition.

Seuryy

Hypoviraminosis C, even frank scurvy, is seen in elderly people with & low vitamin
€ intake. Their bleeding gums, easy bruising, and even frank purpura oy all be
dismissed as ‘age changes'. Low levels of leucocyte ascorbic acid will confirm the
dizgnosis and oral vitamin C supplements will be curative.

This is due o nicotinic acid deficicnoy. It is rare, and presents with che eriad of
dermariris, diarrhoea, and demeneia. The dermaricis affects sun-exposed sices
and consists of scaly erythema wich a clear-cur, raised lareral margin, and
subsequent hyperpigmentacion. This is sometimes called Casal’s collar ar
Casal’s necklace.

The anti-tuberculous d;ug INAH can cause the same syndrome, Nicorinic acid
replacement is rapidly curative,

Kwashiorkor
In kwashiorkor (protein malnucricion) the affected infanc’s skin is dry, with a

glazed erychemarous eruption, and che hair is dry, bricele, and hypopigmented.
Oedema and ascites may also be present.

Dermautitis artefacta (faciitial dermatitis), dermatological
Munchavsen’s disease

This term describes bizarre lesions on any body site deliberately initiated or
aggravared by the patient.
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Fig. 1413 Adenoma sebaceam {perifollicular
fibieoma) of tuberous sclerosds.

Key points

Dermaticis artefacta is pare, boo
should be considered 1n bizare
lesions, particularly on an exposed
Aie.
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Fig. 1t Dermaricls amelaces, Moo
serikirg birsrre lesiony oo paticnt’s orunk

Incidence ond oetiology

This condition is rare and commoner in women than in men. In some cases,
‘dermatological malingering” or self-induced aggravation of pre-existing lesions
may be relared o claims for industrial compensarion, buc in the majority no obvi-
ous motive is identified. Many parients are withdrawn, solitary individuals and
consultation with medical actendants is one of their few social contacrs. Clearly,
complicated psychological motives and, ar cimes, frank psychoses, are involved in
the actiology of this group of disorders, but recognition of this and appropriate
refercal i not always accompanied by disappearance of lesions,

Clinical features

These are very varied. The condition should be considercd in any bizarre skin
lesion, parcicularly il it is on an expesed sice, and is an unuseal angular o
geomerric shape (Fig. 14.14) Application of caustic liquids to che skin will cause
eryehema to develop on the sice :!I".:in']n or splashes from the applicator. Mzrerial
may be injecred into the skin, and finger-nails and hair may be damaged or even
removed. Importane pointers are an inappropoace interest in the lesions. with
relative lack of real concern and persistence or extension of the lesions if ereared as
an put-patient. In contrast, hospital admission, i it is an oprien, is often
aceompanied by rapid healing of che lesions.

Trearment is difficulr, Dircer confrontation will usually resulr in angry denial
and failure to keep recurn appointmenes. A complicared degree of eollusion may
exist berween the patient and the patient’s relatives so char they teo may feact in
this manner to 2 direcr statement chat che lesions are self-provoked. Similarly,




referral for psychiacric consultation may resulc in the signal for che patiene
mawifg to another desmarologise.

In general, treatment and, on occasion, cessation of selfemurcilation becomes
passible when the dermarologist establishes a degree of rappor with the patient, and
it is underscood, bue nor frankly scated, thar boch parties know how che lesions are
produced. Collaborative trearment wich a sympatheric psychiatrist may help, but
much can be achieved by emotional support. The lesions will clear speedily if
ccclusive dressings and bandaging are used, bue tend to recur onocher body sites.

Cutaneous grafi-versus-host disease

Acure and severe forms of graft versus hose disease are now rare as @ resule of pre-
condicioning of bone marrow prioe oo infusion ingo the recipient. Mild forms of
the disease are associated wich sacisfaceory engralftment.

Although there is some overlap, grafe-versus-host disease has two relarively
distince clinical presentarions. These are early onser prafe-versus-hose disease
appearing within 100 days of marcow transplane, and lace or chronic grafe-versus-
host disease appearing after the 100-day period.

itversus-host disease

Affected patients usually have fever, diarrhoea, and a skin rash. This is common-
ly seen 7-10 days after the marrow grafe ac a time when the pacient has been on
multiple drug therapy, Because of chis, the rash, which may be transient, may be
confused with a drug eruprion. The rash of grafr-versus-hose disease ac this stage
15 |'|'|d\.L'IJ|i)|J\.‘I]1tI]JI and tends o involve the crunk, pa]mi (Fig. 14, 15), soles, and
oral mucous membranes. This diseriburion may be of some value in differenciac-
ing the rash from a drug eruprion,

A skin biopsy raken ar chis poine in rime will show a lichenoid rissue reaction
m the skin wich ligquefacoion degeneration of the basement membrane and will
frequently show the hiseological sign of ‘satellive cell necrasis’. This describes the

Acute |
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Fig. 14.15 Mcute graft versus hoat discase
Mote palmar esythema.



320

Cutemecan medicing

pattern within the epidermis of a lymphocyte in contact with an apparently
necrotic keratinocyre. It is not retally specific for grafc-versus-host disease, bur ics
presence will help che pachologise suggese che diagnosis.

Chronic groftversus-host disease

The onset of chis form of grafe-versus-host disease is usually more insidious,
Parients may first notice a darkening of their normal skin colour, followed by a
tightening and sclerosis of the skin causing immobility and concracrures around
the joints. Hair and nails may be shed, and che overall picture resembles thar of
sysremic sclerosis. A skin biopsy taken from this type of graft-versus-hose disease
will show very gross thickening of the dermal collagen.

Treatment

Treatment of either type of graft=versus-host disense is difficulr, bur the acute
phase may respond o high-dose oral steroid cherapy. PUVA and high dose
UVA alone have been reported to be helpful in sclerotic grafr versus host
disease.

Photosensitivity

Unusual curaneous reacrions to narural sunlight may be pare of a systemic disease,
such as systemic lupus erythematosus and porphyria, or an isolaved finding as in
rosacea. A number of drugs may also cause a phorosensitive eruption. These
include non-steroid anei-infammatories, thiazide diiretics, antibiorics, and anti-
arthythmics such as amiodarone. I is parcicularly importane oo warn elderly
patients taking such medication of possible photosensitivity provoked by a sunny
holiday.

All patients with photosensitivity should have a careful drug history taken and
bloods checked for anti-nuclear antibody. The possibility of porphyrin should be
considered and appropriate screening carried our if the clinical fearures are
SUgpestive.

Polymorphic light eruption is a common photosensitive disorder, scen most
often in young fermales, Patiencs are parcicularly sensivive o long wave 'V in che
320-360-nm range of the spectrum (UVA), and typically present in the carly
spring with itchy papules on the face and hands (Fig. 14.16). There appears to be
some hardening and desensitization of the skin s the season advances.
Photosensiciviey testing will confrm che diagnosis. The condition can easily be
clinically confused wicth lupus eryrhermatoaus and abour 109 of patients have low
levels of circulating anci-nuclear ancibody.

Parienes cun be treated by slow desensitization, using a UVA source, or can be
advised rouse a broad specerum sunscreen.

The investigation of pruritus

A number of systemic disease states may present with persistent and severe
pruricus n_rclin-iﬁ!l:,' normal skin. Patients are usually elderly and may complain
biceerly of sleep loss due o irch. However, great the cempration o dismiss the
condition as “senile pruritus’ or even 'neurotic excoriation’, it is important o tike



a careful history and carry our appropriace investigations to exclude both simple
remedinble causes and maore serious precpitating facraors.

History-taking must include derails of occupational exposure o possible
causative agents, for example, irritune dermaritis due to Abreglass found in lode
insulation marerial, and also derails of recreational and domestic agenes. Take a
careful famnily and contace history, and remember thar scabies can be very atypical
in parients who bathe regularly. A careful history of topical and systemic medica-
tion used currently and in che recent pase is also essential. Well-demarcared,
localized pruritus may be exogenous, but generalized itch is more likely ro be due
B 31 SYSHEMELD CARISE,

A lise of the commoner systemic asseciations of severe, generalized pruritus is
gven in Table 14,4, Diabetes, pramary biliary cierhosis, and polycythacmia are
associations thar should be excluded in a patienc with persistent severe irch.

After obtaining a full history, appropriage investigations should include o full
bload count, chese ¥-ray, serum urex, elecrrolyes and cholesterol, seoum iron and
TIBC levels, liver enzymes, chyroid function studies, and an aute-antibedy screen.
Muore specialized, subsequent investigation will depend on che history and resules
of this screening procedure.

If all results are negative, o diagnesis of idiopathic or “senile’ pruritus may be
justifiec. Relief from pruritus in chis conditien may be obrained by vigorously
treating dry scaly skin. The prescciption of lubricant bath oils and subsrimution of
emulsifying ointment BP or liquid paraffin 50% in white soft paraffin in place of
soap may be curarive,
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Fig. 14.16 Polymarphic light enaprions.
Typical appracance in catly ypsing of acute
facial erupticn on 1 3-year-ald garl,
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Fable 144 Some of the commoner systemic disease
associations with cutaneous pruritus

Diaberes mellitus

Thyroid dystunceion (thypo- and hyperchyroidism)
Hepatic discase

Primary baliary cicclwosis

Chronic renal failure: icch may be present despice regular dialysis and normal Blocd area
Palycyrhaemia

Haemecheamatote

Lymiphoma

Hedghin's discase

MNeuralogieal disosders, o tabes dorsalis
Parasitosis

Drug sddiction and abuse

Systemic antihistamines may give some relicl, bur tend to cause confusion in
the elderly and should therefore be used with caution,

In pruritus ani and prorios valvae i is importan o exclude easily remedi-
able infections such as candidosis, trichomonal vaginitis, and threadworms.
Women should be examined carefully for the presence of lichen sclerosis et
atrophicus {p. 194}, although here both irch and pain are the usual symproms.
The urine should be wested for sugar to exclude diaberes. In a high proportion,
however, no obvious precipitating cause will be ideno fied. Many of these pacicnts
are relacively obsessional, racher tense individuals whose symproms Hare at times
of domestic or occupational stress. Bath psychosomatic and psychosexual
explanations have been offered for their symproms.

Many large I'.!I.'tmfl.ld:llﬂ_b:_l.ﬁi.l! centres nowadays hive vulvar clinics run by a
multi-disciplinary team of dermarclogists and gynaccelogists who may be able 1o
help these individuals.

Trearmene should include advice on the avoidance of proprierary local
ansesthetic preparations, which can cawse allergic contace dermaticis. Patch
resting to an appropriate bactery of possible allergens may both identify causacive
agents and exclude others, Weak ropical sceroid/antibiotic combinarions may offer
some relicf. Systemic anrihistamines and anti-depressants may be of some value,
but the condition tends 1o be resistant co therapy.,

Cutaneous manifestations of systemic malignancy

An interesting group of cutancous lesions are those associated with ingernal
mualignancy. Skin lesions may be che firse indication of a malignancy, which has
not yer been diagnosed, and 15 therefore an impormne area of colluboragion
between the dermarologist and the general physician, internist, and oncologist.
The list of skin condicions thar, on occasion, have been proven o be seen in asso-
ciztion with a systemic malignancy in this category can be very long, indeed, and



It I= impartane oo remember thae in many cases solid stanstical evidence of the
association is lacking. Many of chese cutaneous problems are seen predominantly
i the elderly who have o higher incidence of many types of malignancy.
Nevertheless, che condirions listed below should prompe che chought that chere
may also be an occule and possibly curable malignancy present, and initiate
APPIOPTIALE IMVESCIEAtions,

Acanthosis nigricans

‘This sare condition, which may be ‘associated either with malignancy or gross
obesity, is characterized by hyperpigmentation and hyperkerarosis, mose marked
in the body Hexures (Fig. 14.17) The commonest association is with gasteoin-
testinal malignancies.

Dermatomyositis

This condition has already been discussed (p. 195}, Ten to twenty-five per cent of
adulc-onser dermatomyosics have been reporeed o be associaved with an occule
malignancy invelving any body site. The dermatomyositis may precede che
development of the malignancy by monehs or cven years, Removal of the eumoue
may resule in clearance of the dermaromyosics.

Blucagonome (necrolytic migratory erythema)

These patients present with a raw, painful toague, arwd S.Llpttrltjil erosions and
bliseers on the Face, buttocks, thighs, and sbdomen. Diabetes is present and the
I'n.1||;'..'|'|.1|:|| v 15 pencrally a glucagon-secreting tumaoue of the pancreacic islec cells.
Removal of the sumour will resule in dramaric clearance of the skin lesions.

Acquired ichthyosis
The development of excessively dry and scaly skin in elderly patients may herald

the dr.'\.'l.'llliu:wnr of ]:[u-dskin'; dis.c:x:;c, m:m-Hndgl:in's l}'mph-clrnu, 0or i N'id
TARETILLT,
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Fig. 1417 Acanthosis rﬁFﬁuuLol'thz i
thigh. This patient had a carcinoass of
stamach,



324

Cutoneous medicing

Bowen's disense
A small proportion of patients with Bowen's carcinoma s site of the skin (p. 339
will alse have an unrelated syseemic neoplasm.

Cowden's diseose (mulfiple hamortoma syndrome)

This condition is a' marker for brease and thyroid malignancies. Although rare, it
15 smpocoant, as che association with malignancy 15 o strong. The Prer gene on
chromosome 10q.23 15 mutaced in a high praporoion of patients. Pactients develop
multiple papules and papillomara on the face, hands, and forcarms, and also have
papules and a cobblestone appearance on the mucous membranes. Meural
abnormalicies may also be present.

Paraneoplostic acrokeratosis (Bozex syndrome)

Patients wich this rare condition develop psorinssiform plagues on the hands, feet,
and face. There is thickening of the palmar and plantar skin, and the nails may
become dystrophic and break easily. All reported cases of the condition o date
have had a malignancy of the pharynx or larynx.

Other ossociotions

Orcher rare associations between cutaneous lesions and systemic malignancy
include severe herpes zoster and erythema gyratum repens (a pattern of curansous
eryehema resembling wood grain thar rapidly changes shape on the skin), and the
sudden appearance of profuse growch of lanuge hair or of multple basal cell
papillomara. Individual case reporrs associate severe bullous pemphigoid wich
concomitant systemic malignancy, bue chis may be a chance association of rwo
conditions both commaoner in elderly people.

Discussion of problem cases

Case 14.1

Red areas on chie shins alone suggests erythema nodosum, pretibial myxoedema, or
necrobiosis liposdica. In thizs case. the duration and lack of pain do not make
erythema nodosum likely, A careful history should be taken of symproms or past
treatment related to either thyroid problems or diabetes. The patient had no thyrodd
relaed problems, bue did have a strong family histery of insulin dependent
diaberes. A biopsy confirmed the presence of palisading granulomas cypical of
neceobioss lipoidica. The lesions responded shightly to topical steroid applicaton,
ared three years later the patient developed frank diabetes.

This case slluserates the face that necrobiosis lipoidica can precede development
of diabetes,

Case 14.2

The differencial diagnosis of blisters in an adule include o bullows adverse druig
reaction, bullous pemphigeid, and problems associated with syssemic discase
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Discussion of problem cases continued

including porphyria. The patient was on no possibly relevant drugs, and the
distriburion of the blisters was not typical of pemphigoid. The history of excess
alcohol and the face that the blistess are all on sun-exposed sites suggests curaneous
hepatic porphyria. Blood porphyrin levels confirmed this elinical diagnosis, and ir
was also noced chac che ]:-Il.i.'l’:ﬂ! had a VETY |Iig|.'| aerum teon. Ocher cutaneous festure
noted were hyperteichosis around che temples and poor healing after minor trauma.

The parieny was counselled on restriceing abcohol inmake and hed 2 pinc of blood
removed weekly for 6 weeks, The blisvers cleared on this rourine and did not recur.

Case 14.3

The rapid onset of painful nodules confined oaly to the shins suggests a diagnosis
of eryrhema nodosum. A biopsy will confirm this. Erythema nodesum is, bowever,
& Lissue resction patcern thar may b caused by a-wide mange of precipitating agents,
which will need 1o be muslll: in this case. Druﬁ: are a common canse of nryr.'hema
mocdosum and the oral contraceprive could be responsibile, buc odher causes should
first be cxcluded.

O chest X-ray, the young worman was found to have hilar sdenopathy. The
combinagion of hilar adenopathy and erythema nodosum is the commaonest paiern
of presentation of sarcoicdosis. She also had a rised seoum angioTeEnsing coNVerting
enzyme bevel and on this basis a disgnosis of sarcoidesis was made.

Wich no rreatment other than rest, the lesions of erythema nodosum resolved

over the following & weeks and 6 monehs later ber chest Xeray was narmal.

Case [4.4

Upusial perivngual lesions, learning difficulties, and'a facial eruption around che
nasolabial folds should alert you to the possibilicy of tuberous sclerosis. [t is no
unisudl for the diu.gn.usis o be made afeer the prriungl.ul fibromata have been
mistaken for wares, bue have not responded o trearment. A large propartion of
paricnes with ruberous sclerosis appear o have SPOTTANEONS mutations of the TS
Bene as there 15 a negative farmily history.

In this giel's case the diagnosis was confirmed by cerebral CT. She alse h"‘i
shagreen patches on her crunk, Her parents were informed of the diagnosis,
counselled on the likely progression, and given information about the Tuberous
Sclerosis Association,

(] "
Further reading
Braveeman, 1. {1908) S&in signs af systenic dizease, 3rd edn. WB Saunders, Philadelphia.






Skin tumonrs-benign and
malignant

Problem cases

Case 15.1

An elderly male consules you aboue a solitary, scaling, crusting lesicn over his lefc
scapulla. He has no idea how long ic has been present. He is also receiving trearment
for proscare cances. Wohar is the differential diagnosis heee, what is che mose likely
diagnosis, and what action do vou take?

Cese 15.2

A female messionary in her fifties consulrs you about diffuse hair loss. In the course
of the consultation you notice a translucent, nodule abour 1 om scross below her left
eye. What acoion do you take?

Case 15.3

The professional at the local golf club consults you abour irritable, crusting lesions
on his scalp. He has extensive mabe pattern baldness, buc when younger was red

haired. Whar is che likely dizgnosis here and what is an appropriate MANIAZCMEnt
plan?

f..r.".h_' .|I 5..4

Lasr week there was a 40-minute relevision documentary from Auseralia on a young
man dying of melanoma, which has aroused a lot of sdditional publicicy. This week
thiee patens attend oour surgery win have seen the :lu-cumcnuql and whao are
concerned,

The first is an elderly lady who lives alone and wio is very worried about sever-
al F:I'tr]}' iJIHJ.! p.t!c brows lesions on her back, She does noz know how Iu-n,g l:hl.'j' have
been ehere, bue tells you thae from eime to time pares of the lesions crumble off.

The second is & young man broughe to you by his wife. He has had a congen=
ital melenocyric nacvus, 5 cm in largest diamecer, on his chigh since birth, buc
over the past 2 years it has developed teveral central areas of dark brown to black

MEmEntagen.

The third is a woman in her lage sweaties who is concerned about an ireegular
pagmented ledion on her upper arm present and growing for 6 monchs. Ic has an
ipregular owcline, and has areas of tan and blue-black colour,

W har action do you take in each of these three sineacions?




Introduction

Benign epidermal tumours and naevi arising from either keratinocyres or
melanocytes are extremely common and increase in prevalence with age, partiou-
larly on whige skin, Benign tumours arising from che melanocyre, melanocytic
naevi, have already been described (p. 2300

Benign tumours ansing from the Langechans cell or Merkel cell have noo yer
been recopnized.

There 15 also a wide range of benign lesions arising from dermal cells, and o
very wide, but relatively rare, range of benign or only locally expansile ramours
arising from cells involved in the skin appendages. It is exeremely useful o be able
o Mﬂ'l‘ltif}' climically ar least che commuaoner of these benign cutancous lesions, as
many need no treatment other than to reassure the patient.

There is a smaller range of benign tumours or naevi, which have the capaciey
for malignane cransformation and, bere again. clinical récognition is useful, bur
often surgical removal is needed o confiom a clinical diagnesis. If not, surveillance
may be necessary.

Malignant tumours arising from the epidermal kerarinocyte—che basal and
squamous cell carcinomas—are che commonest malignancies of all on a world
scale, but are often omireed from cancer registration recurns because of che bselief
thiit they are very rarely fatal. While this is in general true, the workioad gener-
ated in removing these non-melanomas skin cancers is considerable, especially in
o country such as Austealia where a high proportion of white skinned individuals
are exposed oo long hours of natural sunlighe.

The curaneous malignancy responsible for the majority of skin cancer related
deachs is che malignant. melanoma, arising from the epidermal melanocyee.,
Malignane melanoma s of particular current interese because of s mpidly
increasing incidence in all pares of che world, and because of che fact chat it affeces
relatively young adules in the third and fourth decades, thus resulting in a high
nurmber of years of pocencial lost life for every melanoma death.

Malignant rumours also arise in the dermis. Kaposi's sircoma, arises from the
dermal vasculature. A subser of parients who develop Kaposi's sarcoma have
AIDS, bur there are also ather at risk groups.

Cutancous lymphoma is relatively rarc, but may at times come into the diffee-
encial diagnosis of psoriasis.

Finally, it should be remembered that the epidermis, and more often the der-
mis, can be the site of metastacic sprend from primary tumours arising in other
parts of the body.

Factors predisposing fo cutaneous malignancy

Both genetic and environmental faceors inHuence the development of cutaneous
malignancy.

Two major genodermaroses predisposing to cutancous malignancy are xero-
dermi pigmentesum (p. 341), associated with defective, pose UV exposure
unscheduled DINA repair, which predisposes to all ypes of cutaneous malignancy,
bur especially squamous cell carcinoma, and Gorlin's syndrome or the basal cell
faevus syndrome, which predisposes w basal cell carcinoma (p. 343),



The major environmental factor currently recognized as predisposing to skin can-
cer is excessive cxposure of pale skin o natural ultrviolet racliation. Excessive expo-
sure to ulrravioler radiation in che UVB (280-320 nm) parr of the spectrum is car-
cinogenic in man, and a clear quancitacive, linear relacionship exists berween UVEB
exposure of Caucasian skin and the incidence of squamous carcinoma. The evidence
for sunlight in genceal and UVB in particular influencing the incidence of cutaneous
malignant melanoma is also serong, but case control srudies suggest thar shore
episoces of intense burning sun éxpodure are mare importane than cumulative sun
exposaire. The highest incidence of melanoma recorded in the woeld 15 among the
white population of Queensland, Auseralia, a rropical stare of Ausrralia wich a high
!!'H:']Hkl'l:ii.:ll'l ﬂl-]m.h'.‘ skinned red hared immigﬁm:s of Seattish o lesh descene.

Incidence figurcs for both malignant melanoma and’ squamous carcinoma in
black- and white-skinned populations in the same geographic area show a very
much lower figure for black popularions, supgesting thar melanin plays a signifi-
cant role in proteceing against uleraviolet-induced carcinogenesis.

Case control studies from many parts of the world in che past decade have clear-
Iy indicared char for borh melanoma and non-melaroma skin cancer, early child-
hood excessive sun exXposure is an imposant sk factor for che development of
skin cancer two or three decades larer. This observazion emphasizes the poing char
the t.]t'\'l.'|1:l|:-|'|u'|'|1 of curaneows naithslmm:'r %0 mul:i-smp process, and chat ane or
mase of the initial steps may occur very eacly in life. This elearly has implications
Eﬂr I‘IL“” cander EJ“'WI]tii]II I:,'.iLI'FIP;I.ij;n:;.

Exposire to fonizing radiation is an addicional factor, which predisposes o
entancous malignancy, but modern meehods of limiring such exposure makes this
a relatively rare cause by comparison with exposure to ultravioler radiacicn.

-‘ilmll--.:i_r, although chemical carcinogens have been used tﬁditiﬂnﬂ"? in srud-
125 ol cutaneous carcinogenesis using animal models, their tole in the current epi-
demic of skin cancer in man appears small.

Benign cutaneous tumours

The differentinl diagnesis of a lump or bump on the skin will inclede a vanety of
benign skin rumours. In general, chese are very much commener than the malignane
lesions and it i'!. cherefore, impon:a.n'[ o be able to Mﬂgnl!ﬂ these lesions in order 1o
rexssure paticnes and then make a decision as to wherher or ot S2C15100 1S NECEssAry.

Seborrhoeic keratoses (Basal cell papilloma, seborrhoeic
wart)
Defmition

A benign proliferation. of epidermal keratinocytes of unknown aeciology, which
does nor progress to epidermal malignancy.

Seborrhoeic keratoses are extremely common and become commoner with
increasing age. Their acticlogy is unknown, and despite the term seborthoeic
wart, the human papilloma virus does noe appear o be a causative facror.
Clinically, they present as raised, frequently multiple lesions, mainly on covered
body sives (Figs 15.1 and 15.2). Many are brown duee 1o benign and incidenal
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Key points
If a lump or bump on the skin is
warth removing in the surgery, it

_is worth sending for pathological

reporting. In chis way you will not
make the tragic mistake of
curceting off an carly melanoma
and arranging no urcher
freatment.
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Fig. 15.1 Classic basal cell papetioma. MNoce
greasy wary surface and superficial stsck-on
appedmnce in reletion o the underlying skin

Fig. 5.2 Flat type of seborrhoeic keracosis
or basal cell papilloma on facial skin. This
type of [etion can be confused with & leatigs
maligns melanoes (p, M),

melanocytic activiey wichin the lesion, and may cherefore be mistaken for mare
serious problems such as malignane melanoma. The very superficial “seuck on'
appearance is a helpful differential poine as the lesion grows out of, rather chan
infiltrares down into the epidermis. The keratin cysts are also useful when mak-
ing a clinical diagnosis. Facial seborrhovic keratoses may be relatively Aac and

difficult ro differenciate from lentigo maligna or lentigo maligna melanoma (see
. SR,



If the diagnosis of schorrhoeic kerarosis is clinically obvious, removal is not
essential. If removal is requested for cosmetic reasons, cryothempy or curettage
and diathermy are effeccive, bur the lesions are multiple and tend to recur,

Epidermal noevi

Definition

A raised, often linear, plague arising from a localized, benign proliferition of epi-
dermal keratinocyres.

It is sugpesred thar epidermal naevi arise as a resule of an aberrane clone of
keracinocyoes. Epidermal noevi are relacively common, and range from a small
raised area, often mistaken for a vieal warr, o a very large and disfiguring
pigmented area of hyperkeratosis covering 30% of the body surface and associ-
ated with neurological problems. This is known as che epidermal nevus
syndrome,

Epidermal naevi are not usually visible ac birch, bur develop during childhood.
Inicially, there may juse be an area of hyperpigmentacion, buc over & period of
months or years this becomes rough and hyperkeratotic. In fexural arcas, chis may
result in bacterial colonizarion and secondary infecrien leading co odour and dis-
comfors. Many of these naevi are linear (Figs 15.3 and 15.4). Patienes with che
epidermal naevus syndrome have large epidermal naevi and commanly also have
neuralogical problems.

A variant of the epidermal naevus is the so-called Becker's naevus (Fig. 15.3),
which iz an area of faine hyperpigmentation and associated hypertrichesis. e is
most commaonly seen on the skin over che shoulder area, and may develop after
sunburn, It is associaved with benign proliferarion of smooth muscle cellsin che
underlying dermis

Fig. 153 Lincar warty ephbermal nsevus on
the teunk of o young man.
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Fig. 154 Exensive cpidermal pagsus
onvering & larpr pot of one half of che body

=i an ldre bey

Fig: 15.5 Becker’s nacvis. Neag subele
ppEenation snel wme incrcase m hair
groawth cver the shoalder area

lreatment

With small lesions no trearment may be necessary. For larger lesions, abrasion and
keratolytics may reduce the hyperkeratosis. In some cases, Inser surgery or scalpel
excision i the most accepeable oprion.



Pyogenic granuloma
Definition
A rapidly growing, benign cumour arising from the curaneous vascularure,
Classically, chese lesions develop after crauma, commonly on the fingers of keen
pardencrs after pruning roses (Fig, 15.6), Over o period of 2-3 weeks o raised, ooz-
ing. pedunculated lesion develops, and frequencly becomes secondarily infecred.
The rapidicy of growth may give rise (o concern abour a malignane lesion, bue the
narural hiscory is of sponraneous regression over a period of weeks or monchs. The
histological appearance is of a network of capillaries embedded in an pedematous
SEROFT,
Surgical excision or diathermy is recommended, as the lesions can be painful
|1ﬂ‘i IMCONYEMISng.

Histiocytoma (dermatofibroma, sclerosing angioma)
Definition
A firm flesh coloured yellow or brown nodule, most commaonly on the lower leg.

This lesion appears most commonly a8 2 firm, elevared yellow/brown nodule on
the leg (Fig. 15.7) In some cases chere is a history of crauma, such as an insect
bite, to the site. The nodule is often brown and chis pigmentation, together with
a hsstory of fairly rapid enlargement, may cause concern char che lesion 1= a malig-
nane melanoma, In face, however, the pigment is chiefly iron, sather ehan melanin
and the lesion is gquite benign. The so-called dimple sign &5 useful. IF the arca
around the lesion is squeezed and puckered, a dimple develops in the middle of
the histiocyroma because of the iirm tethering of epidermis o dermis. This is not
Seen in a tumour arising from melanooyres:

Lecal excision may be necessary to aboan histological confirmation of the clin-
ical dizgnosis.

mmm:m

Fig. 1546 Pyogenic granuloma. Tender raiues
lesiont develop over a period of 1=2 weeks.



Fig. 15.7 Hisiccytama. The pigment teen
in these benign betions is both iron and

melanin.

Skin appendage tumours

Definition

A wide range of benign tumours arising from cells comprising the hair follicle,
sebaceous glands, eccrine, and apocrine swear glands, Local extension of chess
tumours may occur, bur malignane skin appendage rumours giving rise w
metascanic spread are rare.

There is a very large range of rare tumours in this group, many of which will
never be recognized clinically, bur only by the pathologise after excision of a non-
specific nodule. The suggested clinical diagnosis is often a cyst or a basal cell
carcinoma, Skin appendage tumours arise most commaonly on the head and neck
arca. The three skin appendage tumours most likely o be encountered in non-
specialise practice are the organoid or sebaceous nacvas, the pilomatricoma
of calcifying epithelioma of Malherbe, and the eccrine poroma.

The organoid or sebaceous naevus is a localized area of excessive quanticy of
sebaceous glands and hair follicles (Fig. 15.8). Clinically, they are raised, irregu-
lar, yellow nodules most commaonly on the scalp, and are often first seen in the firso
and second decades of life. Their importance lies in the face that basal cell carci-
noma may develop at an carly age in berween 10 and 25% of organoid naevi. For
this reason, prophylactic surgical eemoval with a narrow margin of noemal skin is
recommendesd,

The pilomarricoma is a relatively common, benign cumour of childhood aris-
ing from hair Follicle components. I presents often in the firse decade as a mised
neoddule on any parc of the body surface. They are usually excised to obeain a his-
rological diagnesis.

The ecerine poroma arises from the ecerine swear gland apparatus and is usu-
ally secn on older adulrs on the foor, presenting as a rised, red, moise nodule.

Some skin appendage tumours have malignant counterpares, bur these are
excessively rare. Local excision of the benign skin appendage tumours is usually
nocessary both to obrain a diagnosis and as o cure.
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Fig. 15.8 Organaid nacvist oa scalp. Moce
basge pellosnsh papillamass Tesion.

lignant lesions and carcinoma in sifv

inic keratoses

Acrinic kerazpses are scaly, erythemarous, crusting lesions, seéen most often on the

scalp, face, and back of the hands (Figs 15.9 and 13.10). They are excremely

7l "

Fig. 15,9 Acvinic keratoals on the face and
hardds of a:male who has spent some time in
the Tropics.
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Fig. 1510 Higher powee view of multiphe
sctipic kemtows on & male sl

COHT FTeOd and IJW.III:,' mu]ti.plr On Ihl." hl:ll'l. uE lh:ir skinaed ndiviaduals who have an
outdoor occupation or recreation. In che UK they are unusueal before che age of 40,
but in countries such as Auvseralia chey may be seen on fair-skinned individueals a
a much earlier age.

Actinic keratoses were commonest in the past on outdoor workers. Mowadays,
however, recreational racher chan eceupational sun exposure 15 likely to be an
important fuccor. Genetic factors are also important, and the fir- or red-haired,
blue-eyed, freckled individual who rans poorly and burns easily 15 parescularly ar
risk. Actinic keratoses have the potential for transformation into metastasizing
sgquamous carcinoma, One Australian study has sugpested char che e of malig-
nant transformation is around 1% per year. However, maose individuals have nog
ane, bue D020 acoinic keracoses and chus the risk of malignane change over (ime
is higher.

In practice, actinic keracoses shiould be rreared because of che nisk of malignant
change, and patients should be given advice about sunsereen and har use o reduce
further sun exposure, as there is now good evidence thar if such advice 15 taken
that some of these actinic keratoses will regress

The striking histological changes in the epidermis are a loss of the normal
Icn-m:inncyte— MALLIEAE 100 |:|ull|:.-|'||, W||;|:| SOIme Qp:dr[nul trlls '_LIUJWil'I.R |:|1rji'|'irjuﬂ|
cell keratinization, and cthe appearance in the dermis of a dense area of “elasac”
vissue replacing the collagen of the papillary dermis—the so-called senile or
actinic elasiosis

lreatment

Trearment of existing actinic keratoses can be by cryotherapy or topical applica-
tion of the cytotoxic preparation 3-fluoreuracil (Efudix). This preparation has the
imteresting properey of seeking out’ and stimulating an infammatery response in
“preacrinic” lesions thac are not yer clinically visible, It is applied ropically o the
affected areas daily, carefully avoiding the eves. After 2=3 weeks a brisk inflam-



matery reaction develops and the skin looks temperarily very much woese. Affter
this, the lesions slowly clear with a good end-resule. Topical diclofenac (Solamze)
s & :|'|.']:|.|:i'\.'4,'|1_." e 1'r_:.|>ic;j.| non-steroidal ]wu-p:l.mti:n:'l, which Appears o clexr actimic
keratoses effectively with regular application. Phowodynamic ctheapy (PDT)
involves applying a ropical photosensicising cream o the actimic kerarosis for
about 4 hours, and chen irmdiating the area with long wavelength lighe ac
630 am for around 3040 minures. Malignane cells are descroved, bur normal
cells are not damaged by this approach. PDT is particularly useful for treating
multple lesions and has che advancage of being virmually pain free.

Bowe

Definition

noma in sitv (Bowen’s disense)

A form of intra-epidermal carcinoma e sife, which on rare cccasions progresses oo
mnvasive ST URITHHAS CATC MG

Clinicol fa

25

Chinmscally, Bowen's disease presents as an isolaced, scaling, erythematous plaque,
generally on the crunk (Fig, 15110 It may look like an isolared pacch of psona-
sis and is frequenely initially treated as psoriasis. If uncreated, the lesions slowly
expand lacerally over o period of years. A proportion of lesions of Bowen's disease
develop into invasive sqUAMGoUS CArcinomas

Fothalogy

The histological featuses include thickening of the epidermis (ncanthodis), and lack
of normial arganizacion and maturation of che keratinocyres wichin the epidermis.

IFEiTmey

It is wise (o confirm the clinical diagnosis with an incisional biopsy. Cryocherapy
15 a commaon and ncceprable form I.I"I!iL'f:lE:l!r' thereafrer. At present, there are ongo-
ing rrials of photodynamic cherapy o establish che efficiency and recurrence mee.
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Fig. 15.101 Scaling lesions of Breen's disea:
o dower leg of elderly female.
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Eig. 15.12 Keraroacanthams. Thin lesbon
had grown to the sine seen in o peeiod of 34
weekt,

Keratoacanthoma

Definition and clinical features

A rapidly developing and subsequently self-healing epidermal nodule with patho-

logical fearures indistinguishable from early squamous cell carcinoma.
Kemtoacanchomas usually develop as mised solitary lesions on the face and may

grow over 23 weeks to a size of 2-3 em in diamerer (Fig. 15.12) Therealter, the

nodule develops @ necrocic, crusted centre, and clears spontaneously often leaving

an unsightly picred scar.

Treatment

Currently, some pathologists are very reluctant to report a lesion as a keratoacan-
thomn because of the very real difficuley in differentiaring it from a squamous cell
carcinoma. It is therefore curcent practice to excise these lesions wich a narrow
margin of surrounding normal skin.

Cutaneous malignancies

Squamous cell carcinoma
Definition
A malignane eumeur derived from keratinocyres,

The great majority of squamous carcinomas arise on sun-damaged skin. A few
may develop in scar tissue. Squamous cell carcinomas are commoner on the sun
exposed skin of transplant recipients and the risk of developing squamous cell car-
cinoma increases with duration of tansplant,

Clinical featuras

(-'-l_i“"“"]’. the lesions present as hyperkeratotic, ulceraced, expanding nodules
(Fig. 15.13). On palpation, there is obvious depth to the lesions, compared wich



actinic keratoses. They are relatively common on the backs of the hands anel the
face, and may also develop on the edge of scars such as burns scars.

On the skin of immunosuppressed transplant patients they may clinically be
suble, although the pathalogy will be thar of a deep invasive squamous cell car-
cimoma. Always be suspicious of a lesion on the skin of a transplane recipienc and
biopsy such lesions sooner, rather than tarer.

Merastatic spread o the local draining Iymph nodes and beyond can
aceur from squamous cell carcinoma. Tumours arising on sites such as the lip
and ears appear to have a higher rare of metastatic spread rhan from other body
iites,

Pothology
The striking histological features are gross disorganization of the epidermis with
invasion of rongues of epidermal tissue and isolated discrete focl of malignane kee-

atinocytes into the underlying dermis. Mirotic figures, both normal and abnoc-
mal, are seen in these malignant kerztinocyees.

Traatment

Once a histological diagnosis has been established by biopsy, the tumeur can be
treated by excision or radiotherapy. In mose cencres, surgical excision with an
adequate margin of nermal tissue is che preferred option. Patients should be on

regular follow-up thereafer to derecr cither recurence or the appeamnce of a
second primary squamous cell carcinoma.

Xeroderma pigmentosum (XP)
Definition

A group of genetically determined disorders associared with defective or virual-
ly absene levels of unscheduled DMA repair alter exposure toultraviole racd iarion,
and associated with a very high incidence of all cypes of cutaneous malignancy,
particularly squamous cell cancinoma.

[Hmm £

Fig. £5.13 lrvasive squamous carcincena,

Key points
Remember that skin I'ﬂliaﬂﬂ.'f"ﬁ"‘.
comman in transplant recipients.

e
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Fig. 15.14 Xeroderma pigmencosam., Gross
sun durmage iv seen on rhe facial akan of chis

1 3-yesr-nld girl

Key points

Basal cell carcinoma iz the most
common form of CutancGus
malignancy,

Ar present, eighe subsers (XP oypes A to G plos pigmented xerodermoid) of
xeroderma pigmentosum (XF) are recognized. Those in group A have vicoually no
unscheduled DMNA repair capacicy after UV madiation and the gene for this vari-
ant has been localized to chromosome 9g34. The least severely affecoed are those
i group Goam which che gene lies on chromosome 13g33.

XP is inherited by autosomal recessive transmission, and the rwo commonest
groups are A and €. Children in affected families show very prolonged UV
induced eryehema in the first vear of life and this 5 quickly followed by grossly
acceleraced photo-ageing changes if che child is not provected from further sun-
light exposure. Mothers will tell cheir family doctors or dermartologists of ther
child’s tendency to hare the sun and to sunburn afver licerally minuees of sun expo-
sure during the firse year of life. Exposed skin becomes freckled, relangiecratic,
and atrophic (Fig. 15.14), and before the age of 5 years che child will have acuinic
keratoses and squamous cell carcinoma. They are also ae risk of developing basal
cell carcinoma and malignant melanoma. Parienes wich XP groups A and B also
have central necvous system degenerative problems,

Treatment

If a regime of roral sun avoidance is practised, these children can grow o adult
life with signs of accelerared skin ageing, bur without frank cutaneosus malignan-
cy. In practice, this means having clothing thae terally covers the body and sun-
screen applied 365 days a year. It also means avoiding any direct sunlighe, and
rescheduling exercise and sporting activities for dusk or after dark.

Even with this scringent ancisocial regime, regular dermarological supervision
15 essential o devscr and crear early skin cancers.

Basal cell carcinoma (rodent vlcer)
Definition

A common, slowly growing, and lecally deseructive cumour choughe to arise from
a subser of che basal cells in the epidermis.



This cumour is by far the commonest form of cutaneous mnlignam:j.r.
Pathalogy
A mass of basophilic keratinocytes is seen pushing down into che dermis, bue

retzining its contace wich che overlying epidermis. Mitotic figures are plenciful,
buc the turnover time 15 slow,

Basal cell carcinomas are seen predominantly on exposed sites, commonly around
the nose and inner canthus, Tnicially, che lesion is a reddish, dome-shaped nodule
with a translucent surface and wisible, dilated surdace capillasies. As it expands,
the central area may show necrosis and ulceration, leaving the charactenstic rolled
edge (Fig. 15.15). The lesion has frequently been growing for 1-2 years before the
patient secks advice, and furcher slow gprowth will continue if the lesion 5 not
treated. Although these lesions do not merastasize, they may cause extensive and
mutilating local descruction of soft cissue, cartilage, and even bone (Fig. 15.16)

Morphoeic basal cell carcinoma is a rare variant in which the tumour may
appear like a firm scar despite the lack of prior local crauma, Morphoeic basal cell
carcinomas are particularly prone to recur locally.

Treatment

Basal cell carcinoma can be ceeared eicher by surgery or by radiotherapy. In frail
and clderly patients, curettage or cryotherapy may be acceprable therapy, bu fol-
low-up is essencial. Trials of photedynamic therapy suggese a high clearance rate
in superficial basal cell earcinomas, bur a high recurrence mte of thicker basal cell
CATCINOMAS,

The prognosis for basal cell carcinoma is excellent and follow-up should be
aimed at early detection of local recurrence, more common in certain sites, such
1s the nasolabial fold, and with cercain morphoeic histological vanants, In ehe
very rare instances when a basal cell carcinoma is thoughr to memstasize the his-
wlogy should be carefully reviewed.
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Fig. 15.15% Basal ¢ell carcinoma,
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Fig. 15.16 Basal cell carcinpma.

In rare cases of recurrent basal cell carcinoma or morphoeic basal cell carcino-
ma, the tissue sparing technique of Mohs surgery can be very useful, particular-
ly if che lesion is close 1o vical strucrures such as che eye. The principle behind this
technigue is to remaove every single cumour cell, bue as lictle normal gissoe as is
necessary. Basically, the tumour is pared away in thin slices parallel ro the skin
surface and carefully orientated pathological examination is carried out on each
slice unril no rumour cells are seen in the specimen.

Gorlin’s Syndrome (basal cell nuevus syndrome)

Gorlin's syndrome is characrerized by the combination of muleiple basal cell car-
cinomas, jaw cysts, palmoplanmar cutanecus pits, and skeleral abnormalicies.
Inheritance is by an aurosomal deminant gene, on chromosome 9q22, identified
as the human homologue of the pacched pene (preb). This gene is imporant in
developmental biology, and plays a role in limb bud patterning and positioning
in foetal life.

Affected families develop basal cell carcinomas in childhood. The basal cell car-
cinomas are very numerous and may be clinically acypical small skin tag- like
lesions. These basal cell carcinomas should be treated by surgery and not by radio-
ehierapy, as if radiation is wsed there may be an explosion of small basal carcino=

mas on the area of irmdiaced skin. Photodynamic therapy is also useful in the
management of these lesions,



Cutaneous malignant melanoma
lefinition

A malignant tumour ansimg from che epidermal melanocyre
Incigence and aefiology
Ar present there are about 10 new cases of melanoma per 100,000 of the population
pet year in Europe and the Uniced States, bur: much higher numbers in Auscralia
and New Zealand, where the incidence is the highest in the world, The lifetime risk
of developing melanoma in the UK at present is around one in 100, but as the inci-
dence is doubling in each decade, this figure is likely to become higher. In 2002 aver
33,000 people will develop invasive malignant melanema in USA

Mumbers of melanoma coses are highest among the whire-skinned individuals in
countries with long hours of strong sunshine and case contral studies strongly sug-
pest that intermictent exposure of unacclimarized whire skin o invense sunlighe is a
major risk factor for melanoma, Emigrane studies looking at populations who emi-
grate from, for example, Europe vo Auscralia or Israel as young children show chac
early childhood sun exposure is an important risk factor for melanoma in Lager life.
Although chese emigrants have a greacer risk of developing melanoma than their rel-
atives who rernain in Europe, they never acgquire as high a melanoma risk as the nacive
born Australians.

Exposure to long-wave artificial UV (UVA) from sunbeds appears from case
contral studies po be an addicional risk facror.
[enatics
An octive search s in progress for melanoma suscepribility melanoma genes.
Arcund 2% of melanomas are familial and, in a chird of chese familial melanoma
cases, mutations in the CDKM2A gene on chromosome 9p21have been detected.
The wild type form of this gene is a tumour suppressor gene and controls entry
into the cell cycle, whereas murtated forms lose this funceion, and chus permic cells
with damaged DIMNA enter into the cell cyele and replicate, The face char only one-
third of known familial melanoma cases have chis muracion clearky indicates thac
other melanoma suscepaibilicy genes remain o be discovered,
(linical featurgs
Malignant melanoma is most commonly seen on the leg in fermales and the back
in younger male adults, and on the face in older aduls of borh sexes. Ar present,
more females than males d:u:tu-p melanoma in che UK, but 1n most pares of the
world the sex incidence 15 equal. Melanomn presents asa Sm'ﬁ"i-nﬂg fh:l“.ﬂinﬂ arca
of brown or Black coloured skin.

The seven-point checklise may be useful in idencifying carly melanoma and
differentiating it from other pigmented lesions,

The seven-paine checklist comprises three major signs:
* change in shape of o new or pre-existing pigmented lesion;
* change in size;

* change in colour;
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Fig. 15.17 Supecriscial :q:cr.—.ulm; drclamisna
on inmcr mallealus sres of fermale leg.

Fig- 1518 High power view of vuperfoial
sprraclipg auclanoena showing iercgularity in
PiRITEnEg i

and four menor signs:
* over 5 mm in dizmeres;

* nflammacion;

* crusting or bleeding;

* sympeoms of minor icch or icricacion.

Patients with lesions with one major and one or more minor signs should be
considered for a diagnostic excision biopsy. The seven-poinc checklise is sensitive,
but mor specific, so thar conditions other than cutanesus malignant melanoma
may be included, but true melinoma is unlikely to be excluded.

Four subdivisions of melanoma can be recognized if borh clinical and patho-
logical fearures are combined. The commuonest of chese is the superficial spread-
ing malignant melanoma (Figs 15.17-1%.19), which comprises around 80% of




s ' i

| m m

__..-u—.r!_.-_ - o

all melanomas in Caucasians. It is relatively easy to recognize as an irregulacly
shaped, expanding, pigmented lesion with more than ene colour. Shades of brown,
blue, or black are present. A rarer, but more aggressive type is the nodular
melanoma (Fig. 15.20), which is a apidly growing red or black nodule on the
skin with no surrounding pigmentation. Eacly Bleeding is frequent. In older
patwenis, the lentigo maligna melanoma varianc is seen mose often. This is che
most slowly growing variery, and is usually seen on the fce 03 a gradually expand-
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Fig. 15.19 High power vecw of wpechcial
spreading melancena shewing ireegular
EAgin.

Fig. 1520 Modular melandms,



348 | Skin fumours-benign and melignent

Fig. 15.21 Lepripo muligns melansma

Fig: 15.22 Acral melanoma

ing flac lesion on the cheek (Fig. 15.21), which, if noe ereared, will develop, raised
central nodules over time, The rarest type of melanoma on Caueasian skin, bur
the commonest on Asian skin, is the acral melanoma found on the palms and
soles (Fig. 15.22) This again is a slowly expanding, irregularly shaped arc of
pigmencation,




A variant of the acral melanoma is the subungual melanoma, fownd around
the nail bed apparatus. This may present as on area of pigmentation on the nail
or around the nail fold, bue is frequently not recognized uncil it has partially
destroyed che mail (Fig. 15.23)

Early melanoma is generlly pain free, and the only symptom which patients
complun of, if any, is of mild ircicacion or icch.

Malignane melanocytes are seen to develop from melanocytes in the basal arex of
the epidermis and invade the underlying dermis. The depth o which these malig-
mant cells have invaded is the most importane prognostic factor for patients with
primary melanoma. This measuremene, which is made in millimezres, is called
the tumouwr or Breslow thickness (Fig. 15.24, see overleal). o is essenxial chac
the pathologist reporting melanoma includes this in his report, as it iz vital for
prognosis for cthe individual patient. For example, if an invasive malignang
melanoma is less than | mm chick, there 15 an over 90% chance thae che patient
will be alive and disease-free ac che end of 5 years, whereas if the cumour is chicks-
er than 3 mm the likelihood of disease free survival falls vo only 505,

Differential dingnosis
The lesions o be included in the differential diagnesis of malignant melanoma

include all rypes of benign melanocytic nacvi and other non-melanocyeic, bue pig-
mented lesions, such as seborchoeic keratoses or eveén angiomis,

hmmrl“'

Fig. 15.23 Sabunguil melinoma.
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Fig. 15.24 Diagrammatic reprosentation of
fummour thocknes measared by ihe Boetlow
method. The distance berween the granular
Layer aml the deepesr ramaur cell (arrowed) i
the Beoslow thicknes in millimetres
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For superhcial spreading malignant melanomas, the commonese differential
diagnosis lies between superhcinl spreading malignant melanoma and melanocyt-
ic naevi. The history of growth, che irregular outline; and the colour variation all
suggest the lesion 15 likely to be melanoma, racher than o noevos, as benign nacve
do not usually enlarge in an adulr, have a regular Laeral outline, and are compesed
of one shade of brown or black. For nodular malignans melanoma, the differential
diagnosis may be berween a vascular tumour or histiocyroma. This is o difficult
clinical differential dingnosis and an excision biopsy is recommended if there is
any clinical doube.

Far lentigo maligna melanoma differential diagnesis s most commanly from
thie flar type of scborrhoeic kerarosis or basal cell papilloma.

Dermatoscony

The rechnique of dermaroscopy has become very popular as a clinical aid o
melanoma diagnosis in some countries in the past 5 years, The technigue involves
applying a light oil to the skin surface, which makes the seratum corneum maore
wranslucent, and then wsing a hand held microscope on the skin surface usually ax
a magnification of x10, Thig allows seeuctures to be seen char are commaon in
melanama, bur rare in benign skin lesions. 1o should be nored, however, than the
wechnique is nor rotally sensitive or cotally specific. Features char suggest
melanoma inglude an irregular necwork of melanin pigmentacion, irregular black
does within the lesion, and the presence of a bluefwhite veil-like structure in the
lesion. Training 15 needed before the dermaroscope can be used widh accuracy and,
even then, it will usually be necessary oo excise a worrying pigmented lesion o
obtain a pathological diagnosis, which remains the gold standard.

Treatment

I malignane melanama is suspected, a diagnostic excision biopsy with a narrow
margin of 2<% mm of normal skin should be performed withour delay. The spec-
imen must be sene for pathological examination. The pathologist reporting the
lesion should include temour thickness in the reporc as chis will determing the
necd for and cxoene of any further surgery, 15 invasive malignant melanoma is
diagnased, the patient should be referred oo the local expert centre for advice on



fureher management. In gencral, melanomas chinner than | mm require a laceral
excision margin of 1 om, those 1-2 mm thick require a margin of 2 cm of normal
skin, and rhose thicker than 2 mm require a maximum margin of 3 ¢moof normal
skin. These margins may allow the definicive surgical procedure o be performed
'f\'l.‘lll::lut n Hk|ll Er.‘lF‘

The techmique of sentinel Ivmph node biopsy 15 currently bang carned out
on a trial basis in many parts of che world for patients with melanemas thicker than
I mm, The assumpeion behind this cechnique is chae in nodal basing, such as the
BTN and :I:u“;i. there 15 a do-called a.rntlm.'l n:s-eir;_'. w||.|1.'|| i; |:|"|:' miosi :]is.f:LL “DtIL'.
and thag if a patient has a melanoma on che leg or arm chis node will be che firse
to show evidence of melanoma cells metastasizing. The surgeon therefore identifies
by lymphoscintigraphy, radiolibelled colloid, and injection of Blue dye into the
primary melanoma site the likely sentinel node, and removes enly this node for
pathological examination. IF chis node 5 free of tumour, nio fureher SUCKECY 15 Car-
ried out, but of melanema cells are present, the patienc has a full dissecoion of che
affecred lymph node basin. Over the nexe year of two resules of erials in progress
will estublish whecher or noe this improves the patients survival prospeces.

There is no proven effective non-surgical creacment for patients with melanomsa
thiat Jias spread beyond che primary site, bur there are trinls in progress to estab-
lish whether or not interferon treatment improves survivil prospeces.

Histiocytosis X

This 1= a rare proliferacive disorder of the epidermnl Langerhans cell. Opinion is
divided s ro whether ir is a rrue malignancy or a hyper-proliferative condition.
Patients uswally presenc as infants with.a greasy rash on the H;:Ip and in the Aex-
ures. This can look like severe seborrchoric dermarinis, but chere 15 also
hepatoaplemomegaly. A skin biopsy will confirm the clinical suspicion, as large
atypical Langerhans cells will be seen.

Merkel cell carcinoma
Malignancies ansing from che Merkel cell are also rare, They are usua!l}' found
on the head and neck area of older prople, and present as non-speaific nodules.

The treatment is surgery, buc the prognosis is poor and aboue 30% of patients
develop metastaric spread.

Kaposi’s sarcoma

This malignancy arising from che deomal endochelial cells, and may be seen both
in HIV positive and HIV negative individuals. In HIV negative individuals ic is
sten more commonly in these of Mediterrancan origin and in patients after
chemotherapy.

Cutaneous lymphoma

A small number of lymphomas may acegally arise in the skin or preferentially
involve ir. Most of these eriginate from T lymphocytes. Curaneous lymphomas
include a wide range of very rare lymphomas. The commonest s mycosis fun-
goides or primary cuaneous T cell lymphoma, bur even this is a mre disorder.

{utontows hymshoma ! 51
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Mycosis fungoides

Definition

A slowly evolving T cell lymphoma initially invelving only the skin.
Clinfcol features

The condition is seen mainly in middle-aged or elderly individuals who present
with pruritic, cutaneous plaques (Fig. 15.25) They may clear sponcaneously,

Figs 15.25 and 1526 Cataneous lymphoma
of myconis of fungoides type.




remain relatively unchanged, or progress to frank nodules and ulcerarion
(Fig. 15.26). A small number of patients presene with nodular lesions from the
stare and others presenc with poikiloderma (dappled skind—a macular pigmentary
change wich alternaring increased and decreased pigmenration developing on thin
dry cpidermis,

The: lesions are usually associared with severe and persistent irch.

Fathalogy

Large numbers of morphologically atypical T lymphocytes are seen in boch the
dermis and epicdermis. They may gather in small clusters wichin the epidermis, a
pattern called a Paucrier abscess.

Gene rearrangement studics show char chis is a monoclonal T lymphocyte
proliferation.
Treotment

Trearmene is aimed at coneral, acher chan cure, of the disease. Tnpi,c::l. steroids,
conventional uleravioler lighe (UVEB), and photochemotherapy (PLIVA) all
improve symproms; the lateer may cause damacic regression of lesions, bur main-
tenance thempy is generally required. A course of electron beam cherapy or low-
penetrarion superiicial X-rays may alleviate symproms for long periods of time,
Topical niteogen mustard may also relieve symproms. Trials of the systemic
retinoid bexarotenc in patients with advanced T cell lymphoma are encouraging,
bue longer periods of follow-up are required.

Metastases to the skin from tumours arising in other
argans

Parients with advanced malignancy of any type may develop megastuses to che
skin and, ocensionally, curaneous metaseases may be che fiest sign-of such a malig-
nancy. For example, brease tumeours may metastasize to the scalp, causing painful
nodules and hair loss, The diagnosis is made by biopsying the cutaneous nodule
and then initiating a careful search for the primary sice. Secondary deposies from
many other rumour types, such as lung and prostare, may also appear in the skin.
Skin nodules in patients with known malignancy elsewhere should always be
regarded with suspicion and biopsied oo obtain a diagnosis.

Prevention of cutaneous malignancy

Skin cancer is the commonest of all malignancies on a world-scale. Ir is likely chae
the numbers of affeceed parients will increase snll furcher in developed countries
with an ageing population, and the rendency of whire-skinned populatiens living
in cold norchern councries oo spend long periods of time in Meditermnean or
warmer climates during che winter months. Skin cancers sheuld be ar least par-
tially preventable by encournging sensible sun exposure, This involves avoiding
direce Meditermnean summer sun during the hours around noon, using clothing
such as wide-brimmed hacs, long-steeved shires, and long cotton erousers as sun
screcns, and applying high SPF broad specerum sunscreens o exposed skin in an
adequare quantity, These recommendarions are particularly importane for children,
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Discussion of problem cases

Case 15.1

This descriprion suggests an asea of Bowen's intra-cpidermal cancinoma s e, an
cxrra-facial basal cell carcinoma, or even an isolated patch of peosiasis, although soli-
tary palthr:\ af pﬂriui: are estrempj}- rare, The facre chat he also has |1:'4u1:.1:iu can-
cer 5 probably noc relevanc to chis lesion, as although curaneons metastases from
prosare cancer do oceur, they are commonly multiple nodules,

An excisional Biopsy into che edge of che lesion confirmed thar the plague was
an excra-facial basal cell carcinoma, and thereafter the entire plague was excived
wirh a narrow margin of surccunding nocmal skin and the wound closed direcrly.

Caze 15,2

This pacient ffq:rl_l,r needs :pprnp\rinu: in\'ﬁ:-iz:_,:l:iml. o exclude renredinble cowies af
hair loss including haemarological and thyeoid function ssacssment. The nodule
below her eye should be exarmined carefully It s raved, sranslucent, and has visiblbe
capallarses on che surfice. This picoure strongly sugpesos bagal cell carcmoma. An
excision biopsy was therefore arranged and pathological examination confirmed char
the :Iiagmrsig was batal :E” CArC Ao, and that the |{-.':-|m| Wak u:-mph.l-rl)' u&l.{lin].-
What follow-up plans would be approprisre?

Case 5.3

This description and the curdoor accupation of the pacient strongly sugeests that
the lesions are actinic keratoses. The face ehar he is 2 fair-skinned redhead makes ehis
evens more likely, Multiple actinic Keratoses can be created by several merhods
|M|-u|:|.i1:5 :r}wtlwmpy. o I'.Hy the use of :q:l{.ﬂl 5 Huorowraci] (Efuedix), or :upll.".'||
diclofenac (Solarsze). This pacicnt had theee sessions of crystherapy with obvieus
improvement. He was also advised 1o use a high SPEF broad specerum sunscrecn
throughout the year and 1o wear a hat inosunny weather.

Case 13.4

While programmes such as the one described are useful in encouraging self-aware-
fiess about skin lesions and prompeing carlice seli-referral with crue skin malignan-
oy, they also resule ina large number of consultations from the “wornied well’, who
fequire reassurance. I s very uscful o be able o triage chese paticnes ino chose
who have no serious problem, and require only reassarance and an explanation of the
narure of their lesion, thote who have a p-us:.ihtr myre - serious problem, and whao
fegpuine an excisional or incisional biopsy to ebrain a eissue dignosis. and those who
doappear 1o have true cutancous malignancy and require definicive treacment.

The descaiption of the Arst parient suggeses tha she has several seborrhoeic ker-
argaes or Basal cell papillomas on hee back. They are VETY COMIMONn on the trunk of
older, white-skinned individuals, and have no premalignant potential, They fre-
lllM‘ﬂ"l}' crumble or lose some substance alter minor erawma, bur tend o TEgrow and
may become quite large, Mo definitive creatment is necessary, unless a lesion is
being irritated by eloghing, Bemoval by curcteage and cautery is 2 reasonable
apgrroach o rreatment if the diagnosis is clear on clinical examination.

The second patient illustrates a relatively common problem with congeniral
melanocytic naevi. These is a very small risk of malignant change, bur minar,
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non-malignant, degenerative changes are much commoner. However, it is not wia-
ally possible to confedencly differenciare beoween che ewo on clinical grounds and
parhological examination is aceded, The young man had an excision biopsy with a
margin of 2 mm of normal skin around che naevus, Pathological examinacion
confirmed that chere was no evidence of malignane change.

The third patsent 15 che mose wOrrying, ﬂnmﬂw. changing, pigmenred lesions
in adules should be regarded wich suspicion =5 this is the wal way in which cuga-
neous malignant melanoma presents, The decegular outline and the face thar the
besion is multi-coloured are additional worrying poines. This lesion was excised
with o margin of 3 mm of surrounding normal skin and pathological examination
confirmed thar it was a superheial, spreading, malignant melanoma, which was 0048
mm thick and non-ulcerared, 3 good progrosis lesion, The scar was fe-cxcised with
I cen of normal skin in all diseceions, including in dr:pth. Three years laer she is
well wich no evidence of recurrence.

What would you examine this patient for at follow up visits® For how long
woukd you fellow her up?

Special siudy module projects

Arrange oo folboweup and see a5 many skin cancer patients as possible. This may
nvedve acrending a raped referral skin cancer clinic, skin biopsy sessions, plasric
swrpery chimics, o outpatient ancology clinics, Try to see the pathelogy of all the
leszons from the pacients you have identified. Beview the relative nurnbers of each
type of skin cancer and the trearments available for each orpe.

Further reading
Burg, G. and Braun-Falco, €. (1983} Catamaut fympbesar. Springer-Verlag, Berlin.
MacKie, KM, (199%) Skin dascer, 2nd edn. Martin Dunicz, London.
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Brief notes on derwafo!agém!
therapy

Introduction

Therapy for skin disease can be broadly divided into topical preparaciens, physi-
cal therapy such as ultravioler light or laser crearment, and systemic therapy. In
the past 5 years the use of potent systemic agents in chronic or severe paoriiasis,
acne, and eczema has become much commoner. Oral recinoids and a wide range of
IMMUNBSUpRressive agents are now used firly routinely in hospiral deparements
of dermarology, and the use of cyrokine modulating therapy, such as anoi-THF-
alpha agents is becoming commoner for parients with severe psoriasis, While use
of these drugs has revolutionized the contral of severe dermatological problems for
many patients, they all have woxicity profiles, and must be used wich appropriace
monitoring. Oral recinoid use in acne without absolure contracepeion has led o
tragic foetal malformations. Regular hacmarological monitoring is an absoluce
requiremnent for all patients an immunosuppressive drugs, and careful follow-up
iz newded for those on the cytokine modulating agents to identify new side effeces
or toxicity. For example, ac the present time there is concern thar the THE-alpha
blocking agent ctanercept or enbrel may unmask tuberculosis. The size of this
problem is not yer established, but carcful pacient supervision is essencial.

Dermarologises and others whe prescribe and apply ropical treacments néed o
have some understanding of che types of preparation available. Very few derma-
tologists or departments now compound their own topical preparations, bur some
undersranding of which type of ropical preparation o use for different conditions
it required.

Vehicles (bases)
A vehicle is defined as che (usually) inere careier of the scrive ingredient. Vehicles
are made up of liquids, greases, and powders in varying proportions iccording 1o
the final consistency required, Thus, liquids alone may be used as wet dressings
or finctures, Ji:l:luil:!s. and pnm:lcrs result in a shake lotion, which is cooling and
drying due to evaporation, grease alone is an ointment, and & grease and powder
mixture results in a paste.

Lotions are used in acutely infamed weeping condicions. A useful preparacion
iv ichehyol 196 in calamine lotion BE Lotions may be applied direcely to the skin
of on swabs or dressings that have been soaked in the lotion. In either case, fre-
quent changing of dressings {for example, every 4 hours) is necessary as ocherwise
the lotion will cruse and cake.

Liniments are lotions with seme additional oil, which tends to prevent this
crusting, and it is therefore possible o change dressings Iess. frequently. The
advantage of rapid evaporation and cooling is, however, lost.
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Key points
ey skin needs emollienes not

topdcal steroids.

(Creams

These are either oil-in-water or water-in-oil emulsions, and contain preservatives
to prevent bacterial and fungal groweh. The commonest preservatives are chloro-
cresol and parabens. Either may cause sensitization and subsequens allergic con-
tact dermacitis. Qil-in-water emulsions rub into the skin and arc easily washed
off. They are, therefore, very suitable for use on the face, but may have a deying
cffece on che skin, Warer-in-cil emulsions are greasicr. Less cvaporasion of water
from the skin surface is possible chrough chese preparations, and they are chere-
fore useful in conditions characrerized by dryness and flaking, Water-in-oil emul-
sions are based either on petrolatum or on lanolin, which is o porencial sensitizing
agent,

Ointments

Qintments contain no water, bur are greases wich the permissible addirion of up
to 40% of powder by weighe. A higher concentration of powder would change the
consistency of the preparation to suchan extent that it would be a paste: The lack
of water in ointments makes the use of preservatives unnecessary, but emulsifying
Agents are rl-"l‘.‘l'-ll.ll'.'l'tlh' wdded to facilitare :;;E:n,.-;lu:!ing. Ointments are uschul in any
condition characterized by dry skin (for cxample, atopic dermartitis, chronic hand
dermatitis). They are less easily washed off than creams.

Postes

These are greases containing more than 40% powder by weight, They arce useful
for dry surfaces, bur are very difficult to remove,

Gels

These are semi-colloids, which liquefy in contace with the skin. They are com-
monly used in anci-acne preparacions and also in scalp preparacions.,

Modern dermartopharmacology is a large and imporeane seceion of che pharma-
ceutical induscry. The current trend is o devise orally synchecic vehicles wich a
high degree of cosmeric acceptability and many preparations are now available,
which are neither ointments nor creams, buc have some of the advantages (and
possibly disadvanages) of both, The tendency o use lanolin less and 1o aveid
preservatives where possible should, in time, lead to a decrease in the incidence of
medicament-induced allergic contace dermatitis. There are tables available in all
prescribers” journals giving deeails of the content of preservatives, fragrances, et.,
in a very wide range of topical preparations. These should be consuled.

Emollients

Emaollicnes are now available in many different forms, as bach addicives, soap sub-
seitutes, and creams and oincment. They are of great value in the regular care of
ageing skin and of all dry skin conditions, particularly the ichehyoses and atopic
depmatinis. The pruritus that frequently accompanies dry skin conditions can be
significantly relieved by emollients and the need for topical steroids can be great-
1y reduced. Thas is of particular value in the management of pacdiatric problems.



Parients differ in their response wo emollient preparations and, for this reason,
it is good practice to initally offer a range of five or six preparations, so thac che
patient can selece those mose effeceive and acceptable. It is common o find that
one preparation is preferred for the body and another for the face.

Useful emollients include:

Svap substitutes: liquid paraffin 509 in white soft paraffin, E45 wash cream
emulsifying ointment BP, unguentum M.

Bath addirives: alpha-keri, Oilatam emollient, Balneum, Dermalo
Emulsiderm, Hydromal.

General purpose preparations: agqueous cream BP, Oilatum cream,
Diprobase, Doublebase,

Sunscreens

Sunscreens contain both chemical and physical sunscreens. In general, the physi-
cal agenes, such as mocrofine vitaniom dioxide, are p.]jpm[n'in[: when sun protec-
tion is needed for photosensitive skin discase, such as lupus erythematosus. A
preparation with a minimum SPF of 20 should be chosen and should also offer
Broad-spectrum proteceion, The SPF figure gives an indication of the anc-UVE
protection and che broad-spectrum scar rating system will give some indicarion of
the anci-UIVA protecrion:

Effective preparations include Piz Buin SFF 30, Roc tol sun block, and
Speceraban Ulera

Topical steroid preparations

Togical sreroid therapy has already been discussed in the relevane treacment sec-
taoms and cheir undesirable side effeces in Chapeer 13, Prescribers” journals give
comprehensive tables listing steroid prepararions by potency, and also giving
derails of additives such as preservatives and fragrances. These details change reg-
ularly as new preparations are markered and current rables should be consulced,
Must dermarologists make themselves familiar wich a small selection of varying
potency preparations and are aware of the addirives in each,

Dressings

The need for frequent renewal of topical preparacions is reduced by the use of
appropriate dressings. For trunk and limbs ﬂlpﬂﬁdﬂbm stockinet dressings can be
made into ncacly ficting "body suits’, which are very useful in mild, bur excensive
eczema or psoriasis, and can be worn under normal cloching. Smaller areas can be
covered with narrower dressings of similar material. When pastes are used, ic best
to spread the paste on to a dressing, then apply the dressing to the arca, and ban-
dage it in position. Large raw areas should be covercd with a deessing such as ster-
ile paraffin gauze, which does not stick to the granulacing surface,

In chronic dermatitis the use of occlusive tar or ichehyol impregnated bandnges
may help o break the irch-semtch-iech cycle and allow the skin ro heal. Thess
bandages (for example, Coltapaste, Tarband, lchthopaste) can be covered with a
stockinet dressing and lefe in position for up wa week.
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Oeclusive dressings of this type are also excremely useful in che eut-patient
management of stasis ulcers. A dry gauze swab can be used to cover the ulcerated
area and an Ichthopaste or Viscopaste bandage applied from the ankle to below the
knee and covered with an elascocrepe bandage. This can be changed by the dis-
trict nurse ar weekly incervals or even less frequently. The Viscopaste bandages
have che advantage of being easily unwound from the leg, even after 2-3 weeks in
position.

Trained dermarology nurses are invaluable in demonserating to pacienes how o
apply their topical preparations. Newly-dingnosed patients with psoriasis or
eczema should always have a pracrical hands on demonscration with a dermarol-
ogy nurse. This will help compliance and give the pacient confidence,

Further reading

Bickers, DuR., Hazen, P.G., and Lynch, WeS, (1984) Climical plarmslagy of shin oo,
Menographs in Clinical Pharmacology, Wol. 7. Churchill Livingseone, Mew Yori.

Seville, R. and Martin, E. (1981) Dermatalogival miniig sind turapy. Blackwell Scientific
Publicarions, Oxford. (A wseful, inexpensive papechack.}

Srone, LA, Lindfeld, E.M., and Robertson, S (1989) A cofasr arlr of sirsing prosedured i
skin direrders. Wolle Medical Publications, London,
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Futzpatrick, T.B., Eisen, A.Z., Wollf, K., Freedberg, 1.M., and Austen, K.F (eds) (1909
Drermasology in peweral medicive, Sth edn. McGraw-Hill, New York.

Rook, A., Wilkinson, D.5., and Ebling, F.G.J. (eds) (1997) Tesrboek of dirmarsfogy, (4 vols),
ith edn. Blackwell Sciencifie Publications, Oxford: [Teh edition an pl:zpﬂﬂlim.]

A new excellene pacdiateic dermatology texe is:

Harper, J., Oranje, A, and Prose, N, (2000) Textbeok of pasdiaten dersuiralopy. Blackwell
Arience, Oxford,

Uselul ppurnals include:

Jearnal of the Asaerican Acadensy of Diermatology
Bererivk Jowrnmat of Dhermatofegy

Amcraan Anbives of Dormarolagy

Joarmal of Tuvestipasive Dermatolagy

Climienl i Excperimsentad Deevearrology

inrru.'unﬁ:i}' websioes are the meoss U dare source of curtent informacion. The listc belowr
will be useful

BMJ Clmical Evidewe, cvidence-based therapy updated G-monthly: wwrwclinicalevi-
denge oy

The websire of the British Association of Dermarologises: wao bad orguk

Information on guidelines, meetings, Paticnt aSIOCEALIONS, €0C,

The website of the American Academy of Dermarology, anather very comprehensive source
aof infarmateon: wwrw aad.ong

Patient associations and support groups-many with excellent information on their discases
Narional Eczrema Society: Wwww.eCzema0mg

Proragis association: mail@® peoriasis demon couk

Meurafibromatosis: www nfa-ukorguk

Pemyphigus: www. pemphi pus.org

Preudoanthoma elasticum: www, pxe org.uk

Raynauds disease: s ravnavds. demon.co.uk

Herpos: www herpes orguk

Tubgrous sclerosis: wwwiuberous-sclerosis org

Vitiligo: sewviniligosocietsonzuk

Lupus erythematosus: sewer lupus.org

Rosacea: worw [OSICe.0rE
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Dariers: yoowdariers.Sm.com

Epidermolysis bullosa: waw debrs grgak
Ehlers Duanlos disease: www ehlers-clanlos ofge
Alopecia: yorw hairlineinrernational.co.uk
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