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Architectural Distortion — The Complex Mammographic Diagnosis
T.Charkviani, D.Bibileishvili, T.NinikaSvili

National Screening Centre

On mammograms Architectural distortion in 84% is main sign of breast cancer. It is Often displayed as
overlapping of rude fibrosis or spicules running from a lesion to surrounding tissues. These kind of findings
are very easy to diagnose. But the images of Architectural distortion is very various and ambiguous. By BI-
RADS system it might be estimated as BI-RADS 3,4 or 5 and it’s VPP varies in wide mode - 2%<VPP>95%.
This fact shows us the wide spectrum of possible architectural distortion most important of which can be
sclerosing adenosis and radial scar or Aschoff’s proliferative center . Low quality of mammograms may
also cause difficulties during the assessment of architectural distortion. In cases of low intensity there can
be some difficulties in distinguishing Architectural distortion from breast parenchyma. In order to solve dif-
ficulties radiologist should know breast structure and the possible morphological and other changes it goes
throughout life.
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I. Abesadze; R. Gvamichava; F. Dzotsenidze; T. Rukhadze; G. Metivishvili
Evaluation of quality of chronic pain management in Georgia

Cancer Prevention Center, Universal Medical Center,; The Institute for Cancer Prevention and Palliative
Medicine, Thilisi State Medical University

To live free of pain should be the most basic human rights of patients living with incurable chronic dis-
eases. Lack of adequate education in pain management and knowledge of the new pain management protocol
by primary care physicians/village doctors (PCP) denies the patients this basic right.

For decades, in Georgia the chronic pain was not treated due to the country’s policy of restrictive use of
controlled medicines. This caused strong opiophobia phenomena among physicians and within the society.
Furthermore, and until recently the chronic pain management was not part of the educational curriculum of
medical professionals at the universities, or other higher education institutes for professional development.

The MoH’s vision on the chronic pain management of ambulatory patients is that it is the responsibility
of the PCPs, but evaluation shows, that primary care physicians (Family doctors, village doctors) have not
enough knowledge for quality pain management.

The health care policymakers and decision makers have the political will to improve the pitfalls and close the
loopholes that exist in various categories influencing the effective pain management for incurable patients. To be
exact the government started to improve drug availability and drug accessibility by liberating the old restrictive
regulations and by the importation of different doses of long acting and immediate release oral morphine.

Today, the newly devised pain management protocol, based on international standards has the traction
that combined with the political will of Ministry of Health (MoH) could lay the foundation for chronic pain
management training around Georgia. This condition could be the impetus to an obligatory framework for
physicians and administrative staff to adhere and comply with the modern pain treatment recommendations.
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Abstract:

Medical oncologist is a doctor, which knows that management of patients with malignant diseases needs a
multidisciplinary approach and integration of different treatment methods. Main points medical oncologist
needs to know are: Basics of cancer biology; Main principles of anticancer therapy; Management of treat-
ment related adverse events; Palliative treatment; Main principles of Clinical trials. The main objectives
of Medical oncology are to improve the quality of patient treatment and care, to set standards of clinical
competence for the practice of medical oncology. With the increasing internationalization of health care,
exchange of specialists, and rapid flow of information across borders, it was important to develop a set of
common guidelines with a global perspective for the clinical training required for physicians to qualify as

medical oncologists.

@3 Qo badzmgbsl sbrgbl: agbghosa® 339308ty LaMebobaby, seOygm esaboldoss-
cba, 15@)0;305)360%3, 502)(*)15 353650@0)6.)%3. 036305)0 30Q€333601} 30(3_3)060 O™ 7D 3.)(3035@0006
dmonbmgl dnemoolizodmobstrgem dowamdsl. 53 dobabl slsgmgmdo dosmfogl badgwozobm
mbgmmmaol L3giosmmdols dgdmmgdom 48 (emols (ob.

gob 5@0b 1LsdgEo306e @bjmemyo?
0')3&)-)30"(’]920 3(4)(")(80Q015 3{]080, (4)(")89201) CB'UG(‘]GOQO mgdmmmaov‘j({‘m 300036@3601} QJOgOQa'
6{]6015 8868?&886@0, ﬁmaamhb(} 600)300)(36(")608&)36‘2]?{70 0331), (4)003 \)30)301)360360 QQOBOQ{]&O’[}

8(ﬂj€06égm60’30 m3®08bQ'ﬂ(¢)O 'BUQUBO 80053633& aﬂQ(%OQOBGOSQOG"J&)O 80;36(")800’) Qb 8(5'8(4)-
GQQ(Y)QSOB BBBQQOBBSJ 830)(")Q8601} 06@{]6(4)30000).

305)000‘);30 QOBGO3Q06{]60, ﬁ)maag:)hbe ‘36;3.) %Qmégah BQHHQOGOGm mgdmg:)maoi

Lodlbogbols domemmgools Ladobolim (3mwbs;

Lodlogbols bs{obssmdmgam mg@s3ool doomaro 3G0b3039d0;
d390bsgmmbon a5dmf3gmmo asMmgmgdgbols dsOmzo;
3smostono JbObggemmds;

moaw»

dg«\oogodﬂﬁ)o 639:’3336015 80(53(4)36015 3(4)05803360 5 domo 33;33636013
06@)36363@300&.

18



Al Lo8Logbols doemaomgos

1. 6(*)0’080@"3(4)0 ‘ax&)aggoh E')omg“\nmaob @5 (5.5(4)(305(*)6363%015 doo’oombgo 333060%80;

2. 63601& 13@)(4)'33(5'3(4)0, 6863(3)0(5'2](4)0 301mg3015 m(4)6050°6365, 3({]153631300 5 (4)36"3@20(300;

3. '3?@(4)3;3015 GO&Q’OB %'36;!\)3336@)'3(4)0 860’33639:)0)60, dolo de(B)é)mng mgdmaaﬁzﬂ‘)om ©
Bo@)oéa&ﬁgo m{]ﬁmSoom;

4, 5063@)05‘30’00 33(‘]060%3360 150815036"36 Uxﬁ)aggfao, 3€ng30c33€)‘)(30015 3&)07(33150, 33m3(3)m(b0 Qo
Z‘)QQQEBO o3m3(§)m%1sb © Uxﬁ)ag‘ag{) 35)(*)@0(33&&(30015 Jdmcrols;

5. d.)ﬁ)a.)Q ‘36530 3158(*);3315 PCR (S jﬁ)mamhma‘agﬁ\vo ogbggocbo, 015833 15530 ai]m(Y)Qabo ﬁ)mBgﬁgaboG
aoamoaa[;:]bb "(*]:xﬁ):]ggols 60(*)9:)(*)800'30.

A2 L0odbogbols 0dygbemenemyos

1. Lodsbolm (3(*);363 08'360(3)3(3)013 'Uxé)aggﬁgg S 3'38(*)(4)‘393 dm83m636@36°63 ©d Go@m&oG{]BoB
80636'3Q06363Q (4>mQ°63 08‘36'2](4) 13015@)380’80;

2. ‘36;33 153530353315 503'30615 1503150353150 ©5 mﬁ)aoﬁoqoaols 03'36‘35) 15015@33015 'Bmﬁ)oh, BQQQG
06"3@\70155836.) 150315036015 \56@0636006.);

3. OBUGMQOB(‘OJOQS&‘QQ’:’O, 3'33(*)6"3@\00 @5 gxﬁ)ﬂgg‘agﬁ\vo Go@m@)mjhog&)mbo.

A3 g@ommeyos, g3oegdommeyos Lg®obobyo ©d 3Omgoas]Bogd

1. 6363@05‘3(4‘)0 S aoﬁ)aam &Boj@)mﬁ)aboh ﬁ)mg:)o mﬁdmaagzﬂiao;

2. 330Q330mg3m80015 150?3“3(}3gg:]60, BdﬁmGoanB 3606003360 ©d 150815036015 60630000686015
5)0156015 83%°h36°;

3. @)31&@)86015 1533(30(80'35)(*)60 @5 86(4)66(*)68?\0(*)&), cgél&oho o hoﬁ)aabagﬁ\ool& '33(30(4)Q3&>;

4. 130(?)'2]0(30360, 5)(*);1\)3153(3 15(56)060630 513(4)-3933615 (]0(4)00)0;3 o’omgﬂ\ﬂs ©d ols 150(8)-2]3(30360 BQQQG
13(55)05056015 o’omgﬂ\vo 36 Séols 630\3586’333(3)0;

5. 3(4)06003{]60 ©d 533636360 13(5(4)06066015 ©d 6363@)0(5"30’00 deng@)a(BoaBoB Bobo@oo’oa&gog&
5)m33m0(3 Bbgoo’omb 06(?)36336(30‘3@0 53(4)3386013 331&&8(30(4)32)93351\);

6. joi?omS&)mg}oon@odoh BahonZ]Z)Qm&aBo, aoﬁhod‘améaaom 015300 150815036336'30, ﬁ)mamﬁ)o-
(30 6"33"815 dobm, 3BB30Q0 6&%’Qb301§b ©d 35)(*)15@)&@)015 do&m;

7. 150315036015 3&)(*)(80Q.)j(3)05015 30683930530, 83(*)("0.);30 o 831&033"3930 Bora‘abggaéabo;

8. 3(4)06803360 ©d 333636360 1565)06066015 ©d 6363(3})06"8(4)0 deh‘ag’Q@)oGoaaol& Bohb@bﬁ)abg’gbg,
(4)(*)33@08 Bbgoﬁ)mb 06(3})3633680‘2]930 30(4)8336015 '331)0380&)36Q.5Q.

B1 s5gmgobgdosbo Lbodlogbggdol 339@bsgomdols ©> 396@O®mEols dot‘f)ombg)o 3006(3039%0

-)30’)3015360-)60 1)081503688601) 0)-)6088Q6)0’)33 ad‘aﬁ)ngmbb 8(")00)1‘)(")313 633&)0 306&)(‘0 1533(30-)@(")-
601} BQBMGQOQaaoh dmmsa&)bGOéh g’(\)b 8'2];2(8)0((\)015(3039:)06'2]6 BOQB(")BQB, 6)(")8@01) 060(300(?)(")6)0
Qé G’b(")Bé)aBQ(BO 608(?)&&)82)8@0 "(‘_‘]SQQ 08(*)1) hdaaQOGOG(‘O (')BJ(Y)Q(")BO

1. 53 dobbols 63615(*)5)(303;336015003015 ‘35;3.) 0800;3315 A %’39:)0@\0015 '33@.)60 'Bgﬂdgoo DONM T
15333;3000607 QOBGOSQOBOB QooaGmh(ﬁ)odo'BO, 15(350;305)36‘5150 ©5 doﬁ)omoggo 51\30030;336015 ©o
dolo 6.)5)00‘3@\03636013 3(5"3650@\1(*)6.)'30;

2. EijQah 06(8(*)5)30(300 0M0MMJ YO >d QOBGOSQOEOB 831}0536, 03015003015 6nd 3({](*)6;3315 %’b&)-
3(*)Q6860 doom '330&).)@315(*)6.)1&0 @5 Godgl)mZ}oBaaboﬁa;

3. 'aaadg:)mk mbgabgﬂ\o{]&o Qooaog\)aaaéoh 3580)39336\), (4)(*)889'2800 Baodgﬂ\nabo oamjaaggmls 86‘2](4)-
Bbggmbols @)mjkogﬁ)mbokb ©d 3(885]@'3(4)(‘)60063.

19



B2 3s0e0m®my000 565§®@30s, @sdem@dsGmaogmo j3mgggdo @S Immgigmygdo doe-
@05

L

OGMQBB, 6end Qooagmqéo 0300301)360060 15081)0363 53605;3360 301}0@015 30B({5)mg3m60‘2](4)0 o
GodOEmaogho j3mgz0m;

3{](*)6Q315 60660’)6036363@0 3bmmg3m6060®m80k ﬁ)mgﬁ\oo .)30)301)32)0060 13081)036015 Qooagmqé-
b Q5 Qéb30Q3601& 6035)88@\032)01) batolbols QQQBHGJBO;

0(36(*)25Q315 301&@)(\')@(*)60'35)0 .)Boggo%ols 00.)5083Q(4)m38 aamMQ{]bk ©o doom 8608368@\0(‘)6015 15({5)0-
Qools Q.)Qag&)ls.) Q5 85"3&)609’3(0601} aameoh 83(4)533015003013;

OGMQah ﬁ)maggﬂ\no bem&)o@mﬁoﬂgo 639338360 260l m3@0309’3‘3€)0 gg.)bgoQ(f]&)ls h(?)bQools
QQBJQBSGJQ, 8&35)609’3(*)6015 blsb&)ﬂa&)g o 30(3035({5)015 'BaaQamao Q.)(530(4)332>01)m301);
OGMQah 60(*)8.)(4)(53&)36015 3(4)ojéﬁ)odgg30 8608368@\0(‘)60, 6mam66 36m66m°6‘2]g30 (30{](8)00(4)3-
dols, 01)333 3(4)3on@)(‘0(4)01) &)mg«\)rao.

B3 30bg5mab5300L dgmnmegdols 306303380 ©d mé6803;933(‘)m66

—

hed

30%'309:7‘;‘]%0(3001) 3&)06603360 QO U)OsaoaQaBﬁ)(")a‘),

536 150@‘30(300'30;
636@63601&) 5 151530 6&8(*)63;"\383015 8300(*);3360 05@35)35)3(3)05)360 3(5"3660;'3(*)6015 '836533015.)15;

1}081}03601} BO%’OBOOQBQSBW 0')3(4)-)3001) (83%‘515860 d&)o@)aﬁ)o"aaa&o (RECIST).

B4 Lowodgds

[S—

TNM dgﬂ\nolsotgodb(;ob O 1&@).);\00015 6061&3%933&)015 aammg\oo;

dgl)ogod'aﬁf)o, ﬁ)bggomg’gmaog&)o 53.) ﬁ)oQomS‘adQHOQ‘a&)o 6080)(53@3336013 (4)06000(*)250 Qoba-
berbols Qolsaolso o 830)302’38"363(*)6013 Q&)mk;

g\ooéagmhé’f)od"{]ﬁo aammg\oa&oh 80)5.5(33336000 Bo@)éﬁ)gbggﬁ\no 35‘3&)50@3(\0601} 30333@)'3(4)6)6015 '33-
(Bolsaaé.

BS 339®0b6sgneds

L

7.

15&8 0O 06(") (*)6 ™ ™Ma0 6 S0 (Y)l) 8(’)815&) S 060 0o (")&)O 8 (o) 01) 03 06 (¢)O 80 -

JRo(3 3OO0 PoRS oy JQ [CRRRT¢) Jogobz03mmoby Q
6(*)80150 \)30')3015360060 QOOZ}OQ{]&O]} 8;](*)63 308086@8601& 8(5"3(4)602:)(*)6-)80,

9 00303060 Joamdol 360T269rmdS Mb :mmma0mGo 35309680 § 3B @dS-
e ogobodmoby ©3 3bgem O30y CRANON) 3aObsem

r30, 6061}05"30)5)36000 be;}bgaboh Qogﬂabom h(ff)ogr\)oocb:];

‘365‘(\)& 31580153815 joﬁ)"aﬁ)aol} (4)(*)930 1)(3_3)‘)((\)0015 BOGBO%QSéO'BO, 6066"3&)68601)0 Q-) 302“\70-)(%0"3&)0

adgésogﬂ\vmboh 50(506360'80;

‘365‘(\)& 'Haadgﬂ\omh joﬁ)‘g&)aogg@o amggamaols, &)(’)6(*)&)(3 doﬁ)omogo 880)(")((\)01) &)01)501)-) Q‘) 1)-)&)68-
693015 606153%;23(4)0;

B6 ®&5p05309mo0 @bgmemyos

L

Rl

20

13503‘2](4)0 0)8(4).530015 533636360 (4)(')6(*)(4)6 30@03@0'3(4)0, .)13333 1308&3(4)6.59'2(\') QOBO'BB‘;‘]QU&OO’).
08‘2]9301315836-) bg\o‘a306(§5)'3(4)0, 63(*)053'3306@)"3&)0 ©d mogabg:)(f]?)o 151503'3(4)0 maﬁ’)bSob;

13503‘2](4)0 00{](4).530015 Qbaaaabﬁ)aboh o thboaa(ﬁ)ﬁooh do&)omog\oo 3606603360;

133300.593'3(4)0 aammgg{]&oh 860'3353g3m60, (4)(‘06(*)(4)00 605 IMRT, k@aéam@)oj@ﬂﬁm, d65bo,



3(4)(*)(5(*)6 ©d ﬁ)bgi\)omocbm@)m&z]ﬁ)o m3(413300;

4, 131’)35;3&151‘)35 jkm3og33601m 5 mo’oaoﬁma&ok 131’)03'2](4)0 m3t4)530013 86(4)66(*)63@0)60. 013333 60ols-
30 86’3033, 80)63005360000 5 dgagggo(}o-z]ﬁ)o 35(4’0’"2]@{]6{]60153;

5. 131’)03'2](4)0 m3(4)030013 ﬂo@)oﬁ)ai‘mk 'Balsodggabgm&o aﬁ)mggﬁ)mgmog\) N m55808Q33(4)m60m
13015(?)38'8(4) ﬂoaomm{]o’ooSool}moﬁ.

B7 bLodbogbol LoFobssedwgye 30935058 gd0

L. do&mh Bo%’osaoQHg\)aam 36330&)0@3601} 53360'336015 533636& 5 ‘35‘35336360 30(4)33Qagt\)0 Q5
F)SGOQOVJQO %mﬁ)aai‘)ok 150315036336015 gt\)ﬁ)mls;

2. 130815036015 ha%’osoogag\)aam Jaaﬁ@aboh Boﬁaafbamo 63m 053‘33‘56@‘360, mosabggabo, QQ‘3336-
@ﬂﬁ)o 5)350336015 ggﬁ)mls;

3. ggm%oﬁ)a&olso 5 863663Qm60h 60;3.)3&;336015 360’336393(*)6.);

4. 036dbmgdo 339098950l dgg3lgds.

B8 doemgmaogdo mgdsdos
1. 60mg~\)m60"{]€)0 m3(4)030015 360'336393006.) ©o dolo ﬂﬁ)moaﬁ)ijaQaab joaommaﬁ)gﬁobl&mbﬁ;

3. @oﬁ)aaéﬂgo 8(*)9:786"(‘]2"\""3&)0 85‘35)60Qm6015 0035)030015 60600)051\)0 3&)06003860: 3(*)6(*)593(*)6‘3-
60 OG@O]}B{]‘;‘]QS&O, moﬁ)mcboﬁ 506-)%015 880&)8 063060@(‘)6860, 150815086015 SOZ]GOESZK)

C339@bsgnmdols go®m e gdgdo

C1 obggaogdo
C2 bgodom3gboymo (3bgangds

1. GBUQ{]BJ 630(3)(4)(*)3360015 8{](*)63 30(3036@36'30 S6ols '3(4)636@'3930 "338001‘)3333 ©d 130306(*)3615
vaﬁ)o o 156'6&(30 83633}@836@)01} Gmo\)GoB;

2. 330036(8)013 80;36008015 83(3015360 MASCC (4)01)6013 06;!\)3;]15000 ©d adﬂésoggm&ols @oj@)odoh
939393

3. 338(*)3(')3[6'2](4)0 Cbﬁ)g!\)ols %oj@)mﬁ)aboh asam((jaﬁ:]&oh 533686360.

C3 9379606sgmdols bbgs godmnygangdgdo

oggm.?)z](;oo:

1. ﬁ)maaggo 150315036015 Bo%’oﬁoopgaggaam ad‘aﬁ)gogﬂ\vmbo 0%’3331} onBHGooB;

2. ‘36530 Badgn\vmh 3.)(3036@0150)3015 653301& 808380 3‘5606015’ mo315\>(3.)€)015 ob 15530 ;30150(8.)5)363-
o 150'3"309336015 '33150536.

C4 Lobbaoegbs ©5 0@™Idearbo

1. 'agg\)o 0(3(");3815 (4)(*)88@0 mao’mﬁob 360 olsmeoojf)aa'aggo mﬁ)m86m°6‘2]g3 60(4)0)‘2]2:3860150)06, doom
Jdemtrols @oamjlsocgaﬁo, mbg’:}og\)maog\oo (S 35(?50.)660(*)636"3(4)0 holaﬂog\\?a&a?)o;

2. &)mam&) g\)olsg)bls ;*\)(4)3.) 33686015 mﬁ)mH&mQt’)ok, CBOQ'Q@(‘}OB aaémg’gooh Q5 0(4)(58(4)0‘2]230 06 ™ddm-
386(*)@\‘)0015 g\)obagmq()o;

3. 06(§Odmoaﬂg’\\‘>300'a(4)o m3(4)030015, mﬁ)maameoé‘ag{m dslols o 60806'39\‘)0 3@\70%8015 abg\)olﬂ‘)-
dols 633636860 ©o ab&)m"agﬂ\‘)a&a&o.

21



C5 35O@ommma07@0 35G0Ymgdgdo

1. 'Z]GQJ 0(3(*);3815 (2] (4)0)8391)0 8353060835@)0 60l Qodbg'goﬁab‘agﬂ\no a‘z]g“\ooh ‘3'362](30‘2]&) o~
603969855056 (36O S(30 30060, BHEOIBLENENIsb0 ©S BILoMMNYMI305);

2. (4)(*)33@0 83Q°d°886®0 0%’3331} ng:)oh 08330"8(4) Q-)%O.)G(f]&ols;

3. agg’gob 0'3880'360 QJQGOQGZ];SOB 8.)(4)0)3.) aamﬁ)bgg)bgg %Qﬂmﬁm3o§)030530636015.) o 151530 Lod-
13035015 Bb%’o[}bbq)agaam 0636(3})32)01) 6.)3(*)83636015015;

4, QT 06@)363&g’301& 605066(4)3@033601) Qobagmh@)oﬁ)aao o 35‘2](4)6093(*)60, dolo 6-)80’)8%’3330
(4)0156 %bj@)mo’og&o;

5. 13530@)1}1530 05({5)006600)6363%‘360 0686@)36015 303(4) aoam%’:;a'z]g’go 30335)@)86%0013 ©0d3-
5(*)15(5_5)0(4)360 ©d 3(5'3(4)60@3(*)60.

C6 35mgBgool 3969xdgb@o

doma@ao’oa&ol}o ©d Smééoh 6030033636015 533636360 Q5 ‘35‘3333636360;

doma@ao’oom 6.)3(*)%’33‘3@\00 153?315015015 3.)60030;

doma@ao’ool& oamQ;]bols 8386360;

doma@ao’o ohmeoﬁ)abnggo mﬁ)maémcb‘ggﬂ\vo 3m3gﬂ\3363601§ Qooaﬁm‘boﬁ)abo ©d adgﬁ)gogn\vmbo;
9JbEM335B5(300 @osabmbo @S I3nEMbsgrmds.

e WN R

C7 gegd®Ommod o ©obdsasblo

1. '2]651\30 0(3(*);3315 “ed Go@)m@)mjl}ogﬁ)o (3@0@063, oG@o-EGFR) @)bﬁaa(ﬂ)ggo m3(4)030é 063331)

9229JBOOmo g6 ©olbds@bLL;
2. Ca, Mg9 P, K ,'35(4);1\)8533315 Qolsaogfgbslsom 6380)%’33"3@0 13083@)(*)83601) ©d aéo’omﬁmababoh

dbgxdgbiyo;
3. “130813036015 QQ'HQOB 1506;36(*)3015 ”? (tumor-lysis syndrome) 806003&.
C8 00 33ganbgrs xodigmmol 9335G0leds

1. moédaggféaggo fxpﬁ)&}ggoh -'Lf]dabo’r)olsmaoh 8(5'3(4)60@(*)65, o’r)maaggoe 30005(4);1\)360 131’)03'3(4)0
mao’ooBool&, 06(5_5)0151’)3-3@3600') m3(4)0300m @O aa%maaﬁ'aﬁ)o BQﬁdmdmﬁ’@OdmoQ{]boh 15%’(4)3(30
3mbls60m;

2. moédaggféaggo xo&)(ﬁggoh -'Jdaoo’r)olsmﬁom 6°8m€33‘391’0 Qo&mﬁ)o@)méoﬂg\\m 80)60(33836015
05@)3(4)3(4)8@3(300.

C9 3o 3mnodeoobdo

1. (80(4)01)36(4)0 xoo’od;}gﬁol& ﬂdaoﬁ)obmaoh QOJBGO%OO’O{]&.) Qo 3(5'3&6-)@(*)60 308035@36'30 306(3
0@)05)3615 adﬂﬁgogmb.ﬂs 83Q(§)0-®0663@)‘3Q0 6060%01) 063060@)0)636000, mo3-dol)(4)015 Lbo-
8‘2](4) 003(4)03001).

C10 3o 396039805

1. ‘36;3& ongah 3033(4)69306330015 3‘56003‘5 ©d dolo 6‘)8‘“8%’3330 0635@360, ﬁ)mamﬁ)oe 360l
dmﬁ)(ﬂ)odmhéaﬁ)mogabo © IGFR-1R ; PI3K/mTOR acbols 053060@)03636%
2. 303366g30(5330013 33639@336@)0.

C11 sm030g>':](4)0 330l ‘9‘5({)533{]3*5
303{](4)ij313(§3(4)06380& ©d 30336(5606@0(33(4’()‘33803 oBmGo(4)36'z]Qob 3m(4)8m60m-3(4) @5 (?)bojr)-
29879 0965305 sb.

Cl12 3>tpgH o mg@sdoom gd>Imfgggmo
g\\‘)oS\)qéols g\).) oaogg.)q()ols 8(*)83(5536013 ggoba&*ﬂjo&)abb g\oo ad‘aﬁsbg'gm?)\)

22



C13 pospmomeds
Qég\)g«\)ogﬁ\vmboh (30(4)30(5(*)9'3(*)60‘2](4)0 Q.) .5(4).)(30(4)30(5(*)93(*)60‘2](4)0 36'3(4)60@\')(*)6015 15@)5).)(8)3600
Cl14 gaaeobeggs ©S ©9d0bgds

1. (")6(5(")?1’(")60‘2’]&) 30(3086@)32{80 6‘32"\"015&)8301} QO Q:]Z)OSE]AOIS 603073%’3830 15’63053015‘63-) 8@0‘
mgﬁ\ﬁmaogﬁ)o caoj(%méaao;

2. ‘36530 08(’){381} joaommaﬁ)o‘?woom 6&8(’)638"39’:’0 6‘3Q01§&)830/Q86063601} @)03860 (8%,3038, am630-
sbgdomo, anticipatory);

3. ‘36530 0(3(")53815 888(%(’)686‘3&)0 3(")@86800?"\"01} aobagaom :]OBO(")U)S&)-)BO?QO 0686686015 dgi)‘)l)‘
03035309 (33030, Lydgaemm, 3630, dobodsen®o 9dgdmagbmds), m®smn®o s ob@Mmas-
386‘360 -)6@0{]8{]%‘3&)0 83520(50886@)3601} %oéabdmg{)maoo Qx) aijUQ{]Bol} 88":]060%80 ((\)O 8\50)0
608(")886860 8(*)3891753Q0‘3&) 3&)-)":](?)06-)(80.

C15 gopstsmo ©S goobmds

1. 13153&;3&151333 9Bom@emaoom abamﬁ)aaggo 6'3363%’9303015 300{]83;336013 0391’09:’8636015 83[]&-
bobdo do&ml} 8{](*)6{] 300036@3630;
2. 06(60-13\)(30933(4)\)0')07 83;!\)050836@)36015 80):]83;336013 833360%80 ©d doomo 6‘58(08{]636015 5336{]6360.

C16 &ogemdol Ygbm@(3905/35bGBM0b@glGobsgr o 3gOgemdsios
1. 06(5_5)00660(“6363%‘3(4)0 1&53'30@\086360 (8&6. 6330(30%'33060) bag:)ls ‘z]'agﬂ\vols 3(4)0gﬂ\0m6013 '8313-
mﬁ)(;abbls ©d %(4);3015 abh(ﬁf)ﬁ)moﬁéah@oﬁoggﬁo 33(4)(80)(4)0(30013 &)olsdls;

2. "85;30 ongQals 06(350.55306)6363%'3(4)0 83;305&836@3601} 608(')336360 .)'2](3093363@\000 'aagaggah
m38(4)b(3003;1\)3 g\)b m33€)080015 838;333 30603‘38 4-6 (530(4)0 N 3(4)0@3(*)6013 3313(*)(4)63603;\03.
C17 3g3s@@@mJbogdmds

1. Go@)m@mjhogﬁo ©d @)dﬁaa@)'ﬂmo m3(4)0300 0%’3331} 333&(?)0)(5(*);]150'3(4)0)6013 ©d Bagmmdmﬂc’o-
0‘36 abémﬁgababb.

C18 30336Lgblodoydmds

1. amBmdeEv{]&)ao 36(350151‘)3'3?\73683 ©d Go@m@mjho*’aﬁ’)ab 3686(%8680 faalmdg:)mo 608(*)0%’30(*)6
3%’3333 3033&)1586130(50'3(4)0 (4)8.)580.);

2. 303861586130(50'3(4)0 5)80380015 bamegmab (SO Bdﬂéhg«\)mbo;

3. 3&)33&30&50001} 3336860;

4, 8(‘7830358600@0 3033(4)1536150@0"3(4)0 (4)3.)‘:](30015 5\00086(*)%0(4)860 Qo 8368?@836@)0.

C19 gg0@ommds/LGgBogmds/lgjlysamds

1. (836(?)02:)(*)6015 ©d B@)aﬁogﬁ\vm&ol} 6.)6300).)5)3'6015 60156015 331&015{]6 300036(@)01& 06(8(*)630&)86015
15.)305)(*)360;

2. '36;3.) onQ‘fﬂs, ¢nd 5)06 33300153333680 15.)305)(*).) 30(3036@015 6.);333015030&)0)36.) BSHGOQQO-
%0636"3@ dgﬁgoﬁodé'ao 3(5"3&)6.)9"\7(*)'6015 Qo%’ga&baQa;

3. '36;3.) onQ{]l), 6end .)'3(309*\7{]632300 Q095 ond‘akoé lsajh‘g]ogﬁ\v‘aﬁo gr\).)&)pg(sz]m]'éols '831501586.

C2030gaomlg3dgbos

1. dogmmlyndmgool osabmboMgds s d39@bsemmds;
2. 130151’)@015 3(4)000\)'33(3)36015 (3)60615%'2]0600, 3330@033(*)306'3(4)0 06(4)0\)015 %oj@)mﬁ’)aboho ©d .)6(3)060-
o300l 35dmggbgdols hggbgdgdo.

23



C21 6ggom@ebogdmds

1. (4)(*)33@0 Go@m@mjbogﬁm 0636({5)0 260l ohmeoﬁ)gbggﬂ\oo 15.)'3.)(4);33 @)(4).)3@)015 QJQGOQGZ]ES.)BU)JG,
&)mamﬁ)oebb 3@0({‘)060, O(B(")l)(BOHOQOh 303(4) 6'58“’633"891’0 333m(4)060'3g:>0 (3015({5)0(8)0;

2. moédag’gol& (3'36360013 Sﬁmégjeob;

3. moédag’gol& Qo%oogai‘)ol& (4)015(50 bbég’go amg’ggd‘agﬂ\n‘aﬁm 0)3(4)030013 6&8(*)33636015.)15.

C22 bgodem@mJboyg@demds

1. 'Z]th\)o ongt\)als 0 (4)(*)88Qo 3633560@0 360l 51’”(30‘4’36'2]@0 Gaoﬁ)m@)mjhogﬁ)mﬁobmo&
2. 5306)(*)(503{]13036(*)601} bstroblols ggag\)aago;
3. ;chbols ob Bjaaoh G3Q0Q360h o'z]GOQ{]ESQmEBQ Gaoﬁ)m@)mjhogﬁ)maoh g\)t{f)mh.

C23 9930bodo

1. OG(*)Q;]B (4)(*)6(*)(4) ambbggogmls 36‘366023(*)5000 abam%’gaﬂgﬂ\oo 8‘350)%0(53601& 3(4)3336600, oo~
5(*)%0(4)36.) 5 83639{)836@@

2. mﬁ)ég’g"aﬁ)o 308036015, (?)(5030@015 o 83(*)(4)0;30 06(33{](30015 83639{)836@@
3. 36@)360@\0‘360 g\oo 30&)35@3&)&@"85@0 5336015 15030&)0)36015 6051}3"60\)360 60506666@30336"3(30
a‘adm%oé’f)ols gg&)ml&.

C24 JugdmlEmdos

1. jhaﬁ)ml}@maoo -)6015 76'30(4)0 6.)5)00"39'386.) 0)03-50155)015 BBOS‘H&)O 0')3&)-)30015 HJHQUB,
2. ‘36((\)0 OG(")Q{]I} oﬁ)o%bﬁ)aodmgﬁ\vmaf)‘aﬁm Q-) %oﬁaodmggmaovaﬁ)o 85‘3&)609’3(‘7601} (%038(50

C25 gogn@®goldog@o GmJlboy@ods

1. '36530 onQals c{;og@;}ohaoaﬁ)o 600’000‘393365, o’omamﬁ)oe 260 36838(")60(8)0;
2. '36530 onQals 363380)60@015 8({3660@07601& aammg\)a&o.

C26 3gmdspo Lodbogbggdo

1. 8.);*\)0@0 O’r)()lsdols 333'3 88(\')(80 xa'at&]bols 3a8m3m%o;
2. 'aGg\)o 086(*)6;1\)315 15(50/005056013 3(385(35‘2](4) aammg\oazﬂs.

C27 3560L GeJbogdmds

1. Qaﬁab@)mgﬁ\vma()ﬂﬁ)o 605)00"3@\386015 gt\)obaGmcboﬁ)aléo o 36‘36609“\7(*)60;
2. "36;30 0(3(*)53815, 6d {]15 (3391’09{’{]6860 0%’3331} qﬂsojmgﬂ\vmaogé 15(3)5)31515 ©o ra;]‘r]dggmh dolo
3.)5)003.).

D1 Qbﬂkab(‘)a ©d 35g@058099M0 33n@bsenemds

1. ‘36;3& ogmgah dobml} Bo%’oEooQaQaam 8&‘35)6.)93(*)6013 Qﬁ)ml} &S Labols Qoabaoﬁ)a 8(5"3(4)-
GQmeoo hogoﬁ)m, B%’mﬁ)ag\) Q.)Eo’BEmls 0g0;
2. ﬁ)mamﬁ) Boo@oﬁ)mh oﬁ)hab‘ggo ad‘gﬁ)gog:)m'éo © 33Ol >3 adgﬁ)ﬁog\\vmbom aoam%’Ba"{]gﬂ\oo

3. U)'a 601} 6086031} 3OQOO®OﬂéO 8%&)‘;‘]63893(’)60 Q-) ﬁ)onls O&)Ol} 80150 S’(\)OGOrBsSO Bogoﬁ)m,

D2 @bgmgemaol Gego 3sgosdoy® Ib@9bgger®dsTo

1}088520806(") mgdmg@maok BWSOQS(‘OBOO 338036@%8 %63680 QOJBB(")%O‘[) QOBSOC\)OG QOOSOQ{]E)OI)
803;30605)30’)6015 25(*)@0’)8;1\)3. 1)081)036015 BO%’OBOOQBQ\)SBW adﬂ&)sdgmabko’)bs aﬁ)mog\) 15030&)(")0

24



13083({3)(*)336013 JmS(i_%)o’r)on, %Bojmbmeoog@aﬁ)o Qobaoﬁ)(r]&o 5 0138000 133(4)3013013 '3%(4"2]63{]Q’3m°3‘5’
(4)0)8@015 130’3‘30@3600008 ambggaib 336035@%3 Q5 dolo mxoboh 5’330’036%3 %0’0‘3630 8(5'2](4)50@0)-
dols 93900 3@53%3.

D3 063 9Heol30 3mobs@ygmo 3bG9bggmmds

15.)83530(306(*) mgdemBO ‘QGQJ 03(*)1) 06(3(*)(4)305)36*3930 odols mombo%g, 6d amﬁ)h%’bh‘ago 30~
dols 8{](*)68 300036@)36015 305)0)3.) Bbgoﬁ)maak 151’)3.)53.)13530 1533(30bg3m6015 3{]033601& 3(4)0)0.)6(*)-
&5Ls: 3;]00060, hmeobgﬁ\o‘aﬁ)o 8"38060, .)G(f]lsmaqéomggmao, 30@00@)0‘360 %6'35339*\)(*)6015 3{]030,
(Blsojmgﬂ\omao, ()3150{]00({5)(4)0, HQSQ{]QO. mgdmgﬂ\oma()‘aﬁo 306036({5)360 15.)30(4)(*)3636 ﬁ)ab&og’go@)o-
00015, (80(1505'35), md'z]30(30‘2](4) @5 88@)838@\03600) ma(ﬁ)3obl&. hbaagoeogm m66mgﬁ\'>m615 '3653.) 8{]3'
dgﬁ\omh 06(?)3&)Q01)(303Q()6.)(4)‘2]Qo 3(’6(4)‘2]6339300601) @633830 @5 dmmo’ogogoﬁ)abo.

D4 &30goe0

15333;3000607 demgﬂ\omao ‘35;3.) 03(*)15 3{]1}335)@0 do&mmo aoam%’:;aﬂgo @doaogﬂ\ook 'aacgohaa.)'ao QQ
8.)5)003.)'30 UGQQ OGmgr\);]ls:

k%‘m&)bg\o '33.)(3015(*)15 (CB dséromls doammo 608m$38'ag30 (%5030@0;
6.)8(*)03360)13 @)dogogﬂ\noh '33(301536015 'adoggb;
0(3(*)(3313 dobmmo 6030)6’33'3@0 @)503(&301) 300)(*)(30%0(*)93(*)60& (S amjaaggaaok 83{]&60‘1630;

"85;30 OGmgg(f]ls do&*)mo 6&3(*)933‘2]230 C’)(y);}og:)ols 1506;3(4)(*)3013003015 Qba.)bélm.bmgaggﬂ\oo 83391"5
6930606"8(4’0 abbbhobm{]bagﬂ\no Qb hbgoﬁ)m 5300360)15@)0(5‘2](4)0 3(4)0)(3353'3(4)360.

PN

D5 'Bé({)abdmma({)b.?ob. 15083;1\)0(306(*) mgdmmmaao '36;!\)3 OG‘“QZ]B:

1. dobmmo 608(*)%’33"39"\70 ®6030Q015 1503&5)0)03&@ 608(*)&:}636”3930 BHQOJQHSG(@a&oB %oéaodmgﬁ\vm-
309 © (B)mjlsovaﬁ)mb.);

2. EjMGQUB 60300(3;3093360 (3)6030936.)3.53"35363930 adgﬁ)gog@mboh hogo&)mabohoaabﬁ) g\ob%’ﬂabol},

3300 @o@)ﬁ)oeooh 5 (35(50309"\7015 dmblbols ogajz;o(g)m'(‘)ols '33%31536015;

0(3(*);1\)315 mSomog\oaboh 6336Q0m0 3m3g{>363601§ '8393015360 ©d domo 3060030;

w

4. 015338 UQEQ 'Baadggmh Qdababﬁ)a (%50302"\760808'3?)868&‘30 83(&)060886@)3601} QJEOHSG\) 630&)(*)3‘5-
U)O'UQ:’O, 301}88&)UQ‘:’0 ((\)O 632”\"01) (?)(50309"\')015 Q&)ml}

D6 63030@015 86(‘)0’36. 15083;300060) m66mg'2m680 '35;30 OG(")QH].S @)603093015 3.5(4)0)3015 Qﬁ)mh
305)38?\’).5;1\)0 06(50130815036'3(4)0 3(5'3(4)6\)@\’)(*)6013 ﬁ)mg:m (362 &)bggommaﬁ)bSooh g\oo 305)'3(4)60013
(4)mg30 06'3(4)6015 @30601} dm83€)3150015 5 am@)(f]lﬁog:)mbols g\oﬁmk). dsb '35;30 0(3(*);1\)315 86033 oY)
&)3({3&)03@)0’)6‘39’20 @)60302'3015 gt\)ﬁ)mls 9N Ba&)hl& dodstonmls: 3&6036@)0 60'3'88313 359300@0"3&)0 db-
&)‘3638Qm601§ 1’3{]80')91’015(%0"5& Boﬂ@)oémh 0630%0‘3(4)0 56 630&)0)06@\')3(30'3(4)0 3(4)0)(33;1\)‘2]&)860
0 dodstroms 1585\0000015, &)mamﬁ)e BQZS(Y)Q('W) 1353'30@\086.)13 8(*)80(53;3030 300036@013003015 (4)3-

(Btff)bj@mﬁ)'ag:)o @603093015 'Bakbahﬂﬁﬂjaag:’og\)

D7 1503360’)332)015 ‘38861)32)6 Qb 36(4)0036. 1)383;1\)0(306(*) mgdmgmaao 'Z]GQQ 0(30');1\)313 do&mh
8jm63 306036(§3601§m3015 0153000 1‘)’30(4)0;3 Qbabbokoomaaag\go cgofbod'aﬁ)o 15083@(*)836013 33(331536&,
6)(*)6(*)0’00(300: Q0B36m3, a'agohé){mb, Qa&oGaBo, 3&6‘6(*)63, cBJ(Qoo’f)omo Qo do&mhmoG ;306338063-
6'3;()0 15015‘315(3)3

aobéoﬁ)mh 51\)01336(*)313 ST\)O(&]O/O;]GODGO"(‘]Q“\”O ggoog&\'ﬂio 'Bmﬁh%’ohﬂg’go 606(*)15 8{](*)63 30603663680;
'aadgﬁ\‘)mls og\)amoﬁoﬁml& 3(*)(%3680‘2](4)0Q Boamlsvmo’f)abbg\)o 80%6360;
0(3(*);1\)313 0 ﬁ)maag:m 1538(30%0"3(4)0 8(5'2](4)6og~\1m6015 aammg\)aao 608(*)0386(*)15;

i

0(3(*);1\)313 09 (4)(")6(*)(4) ggo 5)(*);3013 608(*)08360713 (")30(\')0;332’)0 15083(5(‘78"('](4)0 ggolﬁgmals 15.58.5(4)000300\).

25



D9 6"3@01&(‘)336 Qb Qabosabb. 13&83;30(306(*) MGJMQNBBJ '2]5;1\30 ong\)aBZ

1. aoo@oo’omk aﬂggolsﬁ)ag)o/gg{]bo[;a&oh gi\)ooaao’r)ag(}oogg'ao’r)o Qooaﬁm‘ho 'Bmﬁ)ls%’ols'amo dobml} Hjm68
306036@3680;

2. 'aadg:)mls og\)amoﬁonl& 3(*)@)3580‘3&)05\0 638‘“1’6,0’(4)363530 80063068250;

3. 0(3(');331) 36(50383(3)'3(4)0 33;3050336@)3601} %bﬁaodmgmaob ©d domo 13330(4)07360150836(4) 608(*)336360.

806%(*)6015 6.)80)3%’3330 (30;]@)0)(4)360 'Bmo’rﬂs%’ols'aggo do&mls ajmﬁa 30(3035@)36’80;
396535301 godbmds bafiemagms mdligeredgoolash;

OG(*)Q;]B 2] 5)(*)6(*)(4) OOGOQ':‘(")L mo3ogb6 806%0’)60;

dgdemels hagBomml sdbdadg d3n@bommbs ©s a3dmyfgdml dgbsedsdobo dgeo39396¢@0.

Ell

D11 ?36;36(4)6000. 13033;1\)0(30607 mﬁdmg’gmaab '35;30 0(3(*);1\)315:

1. o&)g\)bﬁ)bmol} 8080)86’3330 03.):](3)(0(4)360 ©d 3(5'3(4)60g2m6013 15(3)(4)0(?_3)380360 'Bmﬁ)kvohﬂg‘\oo do&mh
8jm63 308036@3630;

2. 'Badg:)mls oQamoF)onls 30)@)3680‘3&).);3 abamhgmﬁ)aabQo 80%3%860;

3. ogamoﬁosmk m&h@éﬁjgoob 8ag:>og:>o (47013(5013 82](*)63 3&(3036@)360;

D12 60?)(*)1)0)65 52'5663‘30“’851‘)@0 15015':]15(9)3. 15033;30(305(*) (*)B(Smgﬁ\omaao '35;1\30 0(3(*);1\)315:

1. 13015'315(?5015 8.58(')863330 &)015(5 (Boj(fbmﬁ){]bo, dolo amhog’gmg\)gag’go 606300)0(4)860 o 1‘)0666-
dg@o;}m&o 'Bmﬁ)hvohﬁgo dobm]} 3{](*)63 3‘)(3036@36'30;

2. rai]dg:)mls og\)amoﬂosml} 3m(§‘)3680‘3(4)oQ aéamb%’mﬁa&oQo 30%3%360, 830&)?)00)1& o 53.)60'86(*)15
dgbsbsdobo 533635 gmmmgo®o s ©sdbdatmg d3m@bagnmds.

D13 Q;];QO@O"(‘]BO . 15083;300060) mgdmg'gmaao *2]6;1\)0 onggglsi

1. 'aadg:)mls 600@0(4)(*)15 Q;]Qoo/fm‘g]f]ols ;1\)0(83636(30.)@\0‘360 530036(*)%0 '3(*)(4)15%‘015‘2]230 (5025(*)15 830)68
336036@3630;

2. 'aadgﬁ\omls .)Qam.)Bonls 603(*)363880 15033530(306(*) 30%3%360;

3. 0(3(*);1\)315 Q{]Qoo’oogaoh 86'3(4)60930)6013 15@)(4)0(5_5)360360 ©d 06(2_3)0(3150('](0%'2](4)0 33;1\)0(55836(?)01) ao-
8m33636¢.

D14 bsm(f)adbob/dbbadbob ;’Qb ‘303‘30@0. Baaag\)oGoEm MGJMQmaab '36;33 OGMQZ]B:
1. 'aadmmls aoGoMﬁgaamB '808'80930 (50’63{]130013356;

N

OG(Y)QBL dobmmo 6.)3(*)%’33'3@\70 5053{]150015 300)(*)%0%0(*)9“\7(*)60.);

3. 'aadggmls g\).)aaaamls 'Hoaaog::ols 1506;1\)(4)(*)3015 ©d do&mhmog @53380&){]63@0 dob{]jhoob 3(5'?](4)-
SJQ(Y)BOB 153805)00&30 63630;

4. 6&08600603(4)0)13 3(*)@3)3680"3&)0 hb&)aa&ag’go, 'agqbg‘z]gg:;aao (SO 35‘3&)50@3(‘)60150)06 530(503'30(4)3-

6‘3ng 131533;1\)513153& (41013(5860.

D15 302)(’)15 66(4)0)"3@3632)01) 36@0)36. 15083;30(306(*) msdmgmaao '36;33 0(3070\)813 do&mh
aoﬁm‘agg{]bi]bols 33(3.)1536.) © oQaj:}o@)"gﬁm 8.)6003.). (dgg{)ol} 38(3).)15(8).)%'3&)0 Q.)cbo.)saa)o, mo301)
(2_3)305015 83@01}@)0%860,;33()6@015 33@0h@0%360 ©d 60;23@(*)3060 mbhéﬁﬂjeob, 03073013360060 ao-
8m6¢5m60, 335)0&)5);30‘3@0 ©5 3360@(0630;;{3"3&)0 aoamﬁoﬂmgo, onﬁ)ajkoo Qo dobajhoo, 333&-
@)mgﬁ\')mac)‘aﬁo Bbﬁm'agﬂ\na&{]&o, Gagﬁ)mg'gmao‘a&)o Qb kjgbmbﬁo;}o g\oohcg‘z][;j(joo).

D16 dmﬁ'ﬂﬁoabeob. 15.)88;\00(306(*) mGJQOaaa "JEQQ 0(3(*);3315 30335@'3(4)353 Qéoaabﬁmk dma"(']-
GodoGoodome 3{](*)63 308036@)360036 Q5 domo mxobol& %’33&360036. 013333 B%’mo’oogg aoovmc\)mh
06(30)(4)83(300 domo Qooaﬁm%ob, adﬁF)BQQmaoB, 35)00660013013, 307@36(30‘3(4)0 5)015536013, @)mjlso-
"Lr]o’f)mbols, 80715091)(*);363930 '33;33636013 Qo 1306351\)093015 '831331536.

26



D17 godemmo a33mfggnmo glommegoygdo s gabobEgbzosmydo Lodd@madgdol g-
'2361)866 Qb 36({)0)36. 15383;3080607 mgdemaao ‘36;33 onQQBI

1. 60000030150)15 g 6 %36‘)391’36‘51’ QBQSGB do?)m 306086@)36015 (Blsojmlsmgobg’g‘aﬁ) aggamabﬁ)ambbqba;

2. 30@)030 158315 308036({5)013 B'UQOE]&) dm&gg"\)oj@h dols Qobagmqémog ©d ﬂb({f)bﬁ){]&‘agﬂ\o 35‘30’0-
Bog:)mbbkméG Qodo:}'aoﬁ)gaom.

D18 0" gom %(6'363c/Self Care. 15083Q0(306m mﬁdmmmaao 'Z]BQQ ogmg\)aht

1. 'aadg'\\vmls 606150%Q3€)m15 ols %ojémﬁ)a&), émaaggoe 6030)0%’33315 30(3036(3)015 aog\)og)ggol);

2. (3369"\')(*)15 60601}‘6308(’)1} 306036@01} BJQOQQD Q335)31500156.)6. 600%&)0’)‘60?"\"(’)1} 306086@0 '83130-
(]gi)(") 13083@)(")886%8 QO ‘;‘]0’)‘6&)31} QOUJOS(BO&)QUB 801} &)\5083 BOSOQOI} 3380015333530, &)(")BZ]QOG
©339330698 0 046935 dob g3smslmab s 33@s3dolsdsdmml ogo b3gosmoligmsb ho-
309’236015 6&8%’3033601} ’8{]80)’63330’80 (5333&)3150‘)150006 06 B‘SQOS&) agamaoﬁ){]mBol}mos QOJOS‘
dotrgdom).

D19 @g®dobsgny®d 1)66;90.5%3 30 9bggeomds/End of Life Care

'83830g2m15 Bdﬂﬁ)gog@méoh @)3{]@)050;
BQEBQ%Q;}ﬁ)mB Qoo:;oggaléols Bmlsogﬁ\vmgt\)gag:)() 5930605‘360 303;30605)3(*)6&

PN

(880(8015(*)15 BWBOQWQSSQO 15063QOQ:7015 6086860 QO 15083(%(*)8860, ‘3%&)'36382:’8(")1} 308086@01}
8-)":]1508-)9"\')'3(4)0 dmafgm&)@o QQ mxol’)oh %’83&)36015 Qobabﬁ)abb. 015060 015338 06(8(")&80&)86‘39"\73-
60 ‘HEQJ 033686 1505352092006(*)601} %,063 38&)0(")((\)'80 308086®Oh 8%&)'36382"\7(")60150)3015 0)‘3 &)b
LoBgogdgdo sGlgbmdl. qlgbos: 3065y dmams, bfszombamnéo dmdlabuhgds, dmblobo.

D20 (4)36?)0@066006. 15383;30006(*) mgdmg:)maab ‘2]69\)5 0(3(*)5\0813:

gobo 3760 ( physical therapy);
md'z]SoGO'aO’f)o;

399398900l

PR

F. 3006039M0 33m93900L BsG>Ggdol 3M0b(303g00 s dsmo Fgrgygdol 0bGgH-
309G >30S

koaaQOGogm msdmgﬁ\‘)maao ':]th\)o OG(");‘!\)E]L:

onGodgﬁ‘)o (53@33015 Qo%boGo;

I gobolb 33m93;

11 cBJqéol) 63933‘5;

111 cBoQOol) 63Q33o;

amodﬁﬁ)o 01533(‘]@360 53Q3301§ Qoqéooﬁ'ao;

67{]6"[]§’{’5(?)M&"’{]Q0 013333(5360 ‘539:)33015 ;30%&06"30;
B@o@oh@odoh 60%01&360 (350 Imerols 15@)3(3)013@)05'3(4)0 8300(*);!\)360, 30(3036@000 1)330(4)0) -

mggagm&ols aoglm%g:);}éo (53Q33013 Qo‘bboﬁoo’oabokoh, 8(*)60(33800& Bgmo’oo 06@35‘)363@)06365);
8. @mjhogﬁ)m&ol}o o 6336;30070 8m3gf3363601} bacrolibols gt\)aa\)aa[;o;

NowuhswWwNRE

9. gmogn®o gmdolool Bmemo 3mmobogn® 33emg39d0;
10. 330036@01} oGth@aoﬁ){]&ﬂQo 03bbdmdols cgméao
11. 6(4")6(%015 636150[6;33(47013 0615(?)(4)'3(‘](30&

12. 99633001 d39@bsermds s galol g39J@H™ds;

27



13. 53O JB g0l dmdbowgdols obligorndios;

14.‘63300’00 Q5 3006'3093'3(4)0 3(4)30635@).5(30015 8(*)8(60((\)36015 0513(2})(4)'33(300;

15. 560 3emgdol (ool obleradios;

16. 33m93980L g3b300m3M960L @ gbOrmemgdol 3mm3gea;300 0bBgMbozombimn®  xamgmb

28

9ONdE.

boaggomatf)b%o'aggo Loo:
Hansen HH, Bajorin DF, Muss HB; Purkalne G, Schrijvers D, and Stahel R Recommendations for Glob-
al Core Curriculum for Training in Medical Oncology. An Onc 2004; 15:1603-12.

Hansen HH, Bajorin DF, Muss HB; Purkalne G, Schrijvers D, and Stahel R. Recommendations for Glob-
al Core Curriculum for Training in Medical Oncology. J Clin Onc 2004; 28:4616-25.

Hansen H.H., Jezdic D., Bokemeyer C. ESMO-ASCO-Empfehlungen fur ein Global Core Curriculum in
Medical Oncology. Forum 2008; 23:42-4

http://www.asco.org/ASCOv2/Education+%?26+Training/International+Education/Global+Oncolo-
gy+Curriculum

Wagener DJ, Vermorken JB, Hansen HH et al. The ESMO-programme of certification and training for
medical oncology. Ann Oncol 1998; 9: 585-587.



d. XOGXQQOQ

oséﬂ)bm.;aﬁ)oGo'ﬂggo 'ls‘bo3-z]t4)o 0)36.)30.) - d-z]d'z]'ls doam'ls 0»5033;260)33 3 d-aﬁ)—
Smebo'ls 0153356369

méog:)olsol) F)EJ(Y)Q)(")BOHF)O 886'@(4)0
M. Janjalia

Intra-operative Radiotherapy- Modern aspects of breast cancer treatment

Thilisi Cancer Centre

Breast cancer is one of the most widely distributed malignant process in the world. Each year its incidence
is significantly rising and involves younger population. Many countries in the world call this disease number
one enemy. Latter problem is also very significant in Georgia. Unfortunately, because of the absence of can-
cer cases registration, it is difficult to tell exact numbers, but according to hospital registration approximately
2000-2500 new cases occur annually. It is also unfortunate that the rate of high stage cancer is high in our
case. Countrywide the most effective way to fight this problem is preventive measures. Implementation of
screening programs made significant changes in the disease structure that provided base for earlier detection
of the disease.

We’ll talk about the intra-operative radiotherapy based on the X- rays, which is performed by using the
INTRABEAM Radiotherapy System from Carl Zeiss. It has been one year that this technique has been
operating in Thbilisi Cancer Centre. During this period 42 patients received the treatment.

Due to the low penetration (the maximum penetration 2cm), INTRABEAM radiotherapy is not dangerous
for organs at risk. But at the same time it is highly effective given as a single dose of 20 Gy. During this type
of treatment we were guided by principles of saving at risk organs while at the same time preserving the
effectiveness of the treatment. Duration of intra-operative radiotherapy is maximum 1 hour and is performed
directly during the operation.

Combination with external beam radiation allows reduction of the radiation dose, that also reduces the time
required for the treatment from 6 weeks to 4 weeks. Reduction of radiation dose also allows salvage of the
at risk organs.

As we noted, we have been using this technique for 1 year. We fully understand that in such a short period
of time it is difficult to give reliable comparisons and results, but we still consider interesting to make the
comparative analysis. Analysis was guided by the following criteria:

Patients aged 50-60
Lymph node status-negative

e (Grade 2 or less
e Her 2Neu-negativity

We have created 3 groups:

1. 7 patients, who were treated only with intra-operative radiotherapy.

2. 8 patients who were treated with combined radiation therapy with external beam radiation.
3. 10 patients who were treated only with external beam radiation

In all three groups of patients primary tumor size was no more than 2.2 centimeters. Observation period
ranges from 1 year to 10 month. During this period, no serious complications were noted from patients. None
of the patients had either recurrence or any distant metastasis. Two patients from the second group and six
patients from third group had radiation induced burns, which were eliminated in two months. Changes of
breast skin color and elasticity were noted in 3 patients from the second group, 1 patient from the first group
(less expressed), 6 patients from the third group. These data shows that visual and aesthetic results are much
higher with intra-operative radiotherapy than external beam radiation. Certainly this is one of the most im-
portant aspects of maintaining quality of life. These groups are still under the active observation.
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Abstract

LAK (Lymphokine-activated killer) cell therapy is form of cell-based immunotherapy against cancer. In 1980
by Rosenberg and colleagues described a novel method for generating large numbers of lymphoid cells after
incubation with interleukin-2. LAK cells were capable of lysing fresh, noncultured primary and metastatic
cancer cells. LAK cells were functionally distinct from the population of natural killer cells, because they
lysed tumor cells previously shown to be resistant to natural killer activity. Since then LAK cells were used
for treatment of many types of metastatic cancer: melanoma, renal cell carcinoma, glioblastoma, for primary
lung cancer, hepatocellular cancer etc.

In 2010 in Cell Technology and Therapy Center was started the study for safety and efficacy of LAK cell
therapy against different head and neck cancer (melanoma, squamous cell carcinoma, cylindroma and non-dif-
ferentiated thyroid cancer). The preliminary results from 17 patients are presented. Safety and efficacy of
LAK cell therapy are discussed.
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Plastic Surgery in head and neck reconstruction of oncologic patients.
I.Kuzanov !, K.Mardaleishvili 2, A.Kuzanov !, Z.Dabrundashvili?>, G.Kuzanov', G.loseliani',
M.Machavariani!, V.Javakhishvili’, G.Baratashvili 2.

Thilisi State Medical University, division of plastic surgery. Clinic of plastic, reconstructive and
aesthetic surgery “Kuzanov Clinic”1.

“Mardaleishvili Oncological Center2.

After excision of extensive tumors reconstruction of loss tissue without use of a microsurgical technique
does not allow to restore in full function and esthetics of the face. Often biomechanics of food intake is bro-
ken. In individual cases nasal and oral cavities are opened, that causes in swallowing, speech and breathing
function disorder. Such patients often become asocial and are compelled to hide not only from a society, but
also from members of own family.

Development of microsurgery and use of flap surgery gave us possibility to cover such big and compound
defects with healthy not irradiated tissues. Free and rotated flaps can stimulate reparation and revascular-
ization process in reconstructed regions and can less the period of rehabilitation of patients with head and
neck cancer.

Since 1985 under the guidance of K.Mardaleishvili and [.Kuzanov two teems (oncologic and plastic sur-
geons) started collaboration in treatment of oncologic patients with head and neck tumors. We performed;
more 47 one stage and delayed reconstructions with use of free or rotated flaps.

At this presentation we will talk about collaboration work and achievements of two teems oncologic and|
plastic surgeons in treatment of oncologic patients with head and neck cancer.

Thus, teamwork of oncologic surgeons and plastic surgeons allows achieving good functional and aesthetic
results in treatment of oncologic patients with head and neck tumors.
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Endoscopic extraperitoneal radical prostatectomy (EERPE), evaluation after

300 cases a National Center of Urology

Nationa Center of Urology, Tbilisi

Endoscopic extraperitoneal radical prostatectomy (EERPE) is a well-established and standardized technique
for treating patients with localized prostate cancer. Nevertheless, the procedure is continuously being refined
with the expansion of anatomical knowledge. Between June 2010 and November 2013, 300 consecutive pa-
tients with a mean age of 65.4 years and clinically localized prostate cancer underwent laparoscopic radical
prostatectomy at our institution by one surgeon. In this study, the technique and its evolution are presented
in detail, along with an analysis of its clinical efficacy. We also consult the literature to compare EERPE to
transperitoneal laparoscopic radical prostatectomy.
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D. Lomodze, G. Kevlishvili

Radiotherapy treatment aspects of GBM (Glioblastoma Multiforme)
patients

Nuclear Medicine Department, High Technology Medical Center, University Clinic,

Purpose: The optimal abbreviated radiotherapy (RT) schedule for elderly patients with Glioblastomam-
ultiforme (GBM) remains to be established. The aim of this study is to evaluate effectiveness of standard
(60Gy in 30 fractions) and short (40Gy in 15 fractions) radiotherapy treatment courses and compare overall
survival, progression free survival and quality of life between these two different arms in correlation with
KPS (Karnofsky Performance Status), side effects, toxicities and steroid addiction.

Methods/Materials: Between 2009 and 2013, 75 patients (age>60 years) with GBM were participating in
this study, among them 62 patients were with KPS <70%. 54 patients were characterized by age > 60 years
and KPS <70% simultaneously; 40 patients were involved in the group of standard treatment course and 35
of them paritcipated in the group of short treatment course.

Results: Average survival was in the range of 30 to 1220 months for these 75 patients. They were devided in
two different arms: standard radiotherapy course (60 Gy in 30 fractions) and short radiotherapy course (40
Gy in 15 fractions). According to the results of the study survival of the patients from these two groups are
almost the same. Median survival time for standard radiotherapy group was 8.3 months, while for the short
radiotherapy group it was 8.2 months. Decrease in KPS (Karnofsky Performance Status) index was observed
by average 15% in standard course group patients and by 5% in the short course patients accordingly. The
reason of the decrease in KPS index was low KPS at the baseline.

Conclusions: There is no difference in survival between patients receiving the short or standard course of
radiotherapy. The study still continues, although according to recent results short course of radiotherapy may
be recommended as a postoperative treatment option for elderly GBM patients.
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Recursive partitioning analysis
[RPA) class
i Age <50, KPS 290 17.1 months 0% 20% 14%

Age < 50, KPS <%0
v - - 11.2 months 46% T% 4%
Age > 80, KPS 270, surgical removal with good neuralogic function

Definition Historical Median Survival Time Historical 1-Year Survival Historical 3-Year Survival Historical 5-Year Survival

Age 250, KPS 2 70, surgical removal with poor neuralogic function
V+\l Age 250, KPS 2 70, no surgical ramoval 7.5 months 28% 1% 0%
Age 250, KPS < 70
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A. Shengelaia , T. Javakhadze , M. Khvedelidze

Optmization of treatment of childhood leukemia by implementation of state of
the art diagnostic methods

M. lashvili Children's Central Hospital

Outcome of childhood oncohematologic diseases has significantly changed within the last decade,
survival rate of patients affected with leukemia and lymphoma has increased to 70%.

Analysis of patient data at the Department of Hematology/Oncology at M. Iashvili Children’s Central
Hospital revealed that,the potential reason of lower event free survival rates in Georgian patients, when
compared to the results achieved in the United States and European countries, might be either absence
of several key first line investigations or low quality of already available investigations. Among them
areimmunophenotyping of childhood hematological malignancies and Assessment of Minimal Residual
Disease (MRD) by flow cytometry.

In 2013 Georgian Association of Pediatric hematologists acquired funding from ShotaRustaveli
National Science Foundation, which made it possible to implement flow cytometry method at M.
Iashvili Children’s Central Hospital. New specialized laboratory has been set up, where high standard
diagnostic immunophenotyping studies and assessment of minimal residual disease in patient samples
are being performed.

On the way of successful implementation of high technology methodologies it has become available to:

1. Define Immunological subtypes of acute leukemia

2. Define the risk groups of patients

3. Choose the most optimal treatment approach

4. Make prognosis and prediction of treatment outcomes.

Use of these methodologies in clinical practice will significantly facilitate implementation of Bone
Marrow Transplantation in Georgia, which is a treatment option with noalternatives when dealing

with leukemia relapses and othercancers with bone marrow involvement.
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R. Ghvamichava, M. Shavdia, I. Abesadze, G. Metivishvili

Palliative Care Experience of Advanced Cancer Patients

Palliative Care Unit of Cancer Prevention Center (Georgia)

First Palliative Care Clinic in Caucasian Countries, providing services to patients with advanced cancer
started in 4.01.2005, in Thilisi, Georgia. During 2005-2013, 3475 patients were hospitalized.. Among them:
women- 64,4%, men- 35,6%. Age group varied from 16-87 years. 90% of patients had advanced metastases,
10% locally spread tumor process. Poor functional status was seen in all the patients. ECOG I grade-47 pa-
tients (1,3%), ECOG II- 499 (14,4%), ECOG 111-972 (28,0%); ECOG IV — 1957 (56,3%). i.e. poor physical
state was observed in 75% of patients. As average, each patient had 7 symptoms. Most frequent of them:as-
thenia (90,8%), different intensity pain syndrome (87,1%), anorexia (29,5%), dry mouth (46,1) dyspnoea
(35,0%) delirium (35,0%), cachexy (28,5%), vomiting/nausea (33,8%), poor dejection (52,2%) urination
(31,0%), insomnia (30,2%). Most frequent pathologies: weight loss (more than 10 kg-63,0%), restricted
movement (52,9%), anaemia (41,1%), palpable tumour (31,4%), tumescent limbs (26,4), pathological dis-
charge (24,1%), ulceration and festering (13,9%), ascites (13,6), liquid in pleural area (10,5%), patholog-
ical fractures (8,7%), etc. Patients undergo symptomatic treatment: detoxication - 98,4%, vitamin thera-
py-89,6%, different intensity pain relief - 99,5%, pain relief with opioids - 34,7%, hormone therapy - 81,7%,
chemotherapy- 33,3%, blood substitutes transfusion - 14,1%, paracentesis and pleurocentesis - 10,8%, small
surgical interventions - 7,2%, administration of bisphosphates-6,2%, etc. Patients (100%) were provided
with physiological and spiritual support (83,9%). Evaluation of quality of life using Karnovski scale is as
follows: improvement in 14,9 % of cases, stabilization - 62,5%, worthening - 11,7%. Lethal cases during
hospitalization - 24,1%.

Conclusions: 1.Palliative methods of correction insure at least improvement, if not stabilization of health
status of incurable patients.

503(501303'80 339‘300@0‘3(4)0 8‘6(4)'3633Qm6015 30(4)339170 B@JGOMGQ@QQO 60630)(80Q36o 6‘50151’6‘5
ma)og:)ols'ao /QOBOB @601& Qbhbhgﬂi‘)o/ m6(5m3(4>3336(30015 (336@)5)013 06000&@03000 2005 QQOB 4
0563561 12 Loy, 2007 Penosb go — 18-b. 4/01/2005 Groowsb 2013 Geools 20 wd@mdssd-
9 b'z]gg 3(*)1530@3930%363@0 0g™ 3475 06'2] %’3@0\30;3"30 BQ'B'UJQMQ 386 3&(3036@)0 ((315(4)0930 D).
dgfgoﬁodoao 3m1330(§0g0°636-393 3&0036(5003 97,8%-1 3{](*)6;!\)3 Bb3ba\)blﬂ§3& mo’oaoEmB Bmg{)ogg'z]-
6o b3m301}360060 1308150363, Bmggm 2,2% hoBBQH&SQO mo’oaoBma&oB b3m3013360060 Qoago;ga&o.
meoQ"‘jﬁ)o b3m301}360360 1503130363360 '3380)533300)3 97,7%-30 0g™ 33000393360 %’oﬁamam&ob,
BQO 2,3%-30 83803600363@ jhm3ogm3é60 636306013. 3475 30(3036@)0;1\)36 2881 /82,9%/ 0g™
3063909000, ©3636Rg60 - 594 /17,1%/ Bzl 3563gmB3000. 2012-2013 Fengddo Imb3opswo-
Bgdgemms Gogbao (1055) 2,1 %96 dg0 oo, ooy 2005-2006 §F.-3o (477). 3s3096Ems Gob-
30 60(309336000 33(50 oanEBma\)o, '331306080150 ﬁomgagmbob Bogmg{){]&oh '3380)53330'80, 5)0;3636
;33333;3325amo de@)&)mgol& 061360(3_3)'2]@)015 8(063(33336000 2005-2013 %’6‘.-'30 (‘JMSHQEQOU&’QQ 3o
8(039:)3609:)0 7000 30(4)33g:)o;30 30(3036@)0;1\)&6 c\)ooaﬁmfbob QOQB{]BOB 3(*)836@015003015 bo'a'z]bgmgg
42-45%-1 (3000) TV L8005 3J0b@s. 350356 80,0% 330785 03539 Faeob. $96ogsm, Jobodsgr-
'2](4)0 600)39336000 3QQOQ@OU(4‘) 806(4)"3633930)6&1) 53361) 333806380 %’Qogﬁ)ba\) hogoﬁmaz)ls 2000-
2500 065'3(4106393'8(4)0 30(3036@)0, (4’{]‘59‘2](4"553 30 dsls og:)a&ls 500-600.
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Bbﬁ)omo 1. 2005-2013 vmab'ao 3m1§30®og\no%3%g ™b dmos dﬂﬁobamﬂﬁ 30(303560»
333(2.)%3 bdotro 30633Q.5Q0 1303])0350]) e domcﬁsoeoo (.)613. 6065336'30 > 3607(386&0)

Ne | g gsgmoB(z0s | 2005 | 2006 | 2007 | 2008 | 2009 | 2010 | 2011 | 2012 | 2013 | 2005-

2013
1 |dndy /35 | /66 | /93 | /86 | /95 | /79 | /76 | /126 | /109 | /765
16,2 | 253 | 258 | 25,6 | 22,3 | 203 | 21,0 | 22,1 | 22,5 | 22,0

2 | 3kbgomo /77 | /73 | /42 | /28 | /58 | /54 | /27 | 169 | /49 | /477
Bafemago 35,6 | 28,0 | 1,6 | 83 | 136 | 139 | 79 | 121 | 10,1 | 137

3 | gompgo /18 | /25 | /35 | /30 | /48 | /48 | /70 | /91 | /83 | /448

8,3 9,6 9,7 9,2 1,3 | 123 | 193 | 159 | 17,1 | 12,9%
4 | b33z0mmmlbmb | /21 /12 /34 | /27 | /36 | /32 | /23 | /38 | /33 | /256

gosmo 3 6o | 97 | 46 | 95 | 81 | 84 | 82 | 63 | 67 | 68 | 7,4%
5 [bagga06by /2| 22 | AL | 37 | /39 | 24 | /19 | /35 | /23 | /252

5,6 84 | 14 | 1,0 | 9,2 | 6,2 | 53 6,1 | 47 | 7,3%
6 |39%0 /9 4 | /27 | /37 | /23 | /38 | /22 | /27 | /21 | /218

4,2 5.4 7,5 1LO0 | 54 | 9,7 6,1 | 4,7 43 | 6,3%
7 | 9@bmde /4 /12 /16 /20 /21 | /15 /13 /24 | /23 | /138

3o6ggemore .8 | 08 | 44 | 6,0 | 49 | 3,9 | 35 | 42 | 48 | 40%
8 | 3eliops /3 /2 /5 /1| /10 | /13| /| /37 | /31| /113

L4 0,8 1,4 0,3 2,3 3,3 30 | 6,5 | 6,4 | 3,3%
9 | gbgom-bsobs /12 /2 /7 17 /14 | /10 /8 /24 | /21 | /105

5,6 0,8 1,9 L8 33 | 2,6 | 22 | 42 | 43 | 3,0%

10 | Locrgmdgdo /4 /7 /8 /9 /9 /7 /11 /17 /16 /88
1,8 4,4 2,2 2,7 2,1 L8 30 | 3,0 | 3,3 | 2,5%
Lbgs /21 | /36 /53 | /15 | /73 | /70 | /82 | /83 | /75 | /533
Lodbogbggdo 9,7 | 13,8 | 14,7 | 29,0 | 17,1 | 18,0 | 22,7 | 14,5 | 15,5 | 15,3%
x50 /216 | /261 | /361 | /397 | /426 | /390 | /362 | /571 | /484 | /3475

100% | 100% | 100% | 100% | 100% | 100% | 100% | 100% | 100% | 100%

%’0(4)3(*);36350930 305)33930 Gbﬁ)og’gogoﬁ hobls, md 055‘36&639:)‘35) 3&6036(%0).) dmc0ls
833;:).)%3 33(550 Qoo3ogr\)36'aggo 0gm d"(f]c]"(f]ls 122%/, dmg:)m&){]{](ﬁ)‘agﬁ\vo /13,7%/ ©d %ogﬁ\v({f)gol& /12,9%/
o3m3015{]60.)60 150815036332)007. 9 %’QO.)BO Qosoaod.) 05336{]615, d (3093@)3015.) © 3&)0115@).)@)015
dobmh 333mb333860 3&(5"3;:)(*)6;30.

2005-2013 %’g{)ab'ao m65m363335(30015 (336(3_3)6015 dgﬂ\voﬁodofao 3oggoo(€§0"35) 8%(4)‘353393036.)15 Lo-
ra‘z].)g:)mg m33'80 32QOMES 30-35 300036(3_9)0, ho%’mgﬁ\v-gggoh 5).)(*);336(*)6&8 1 ogogaﬂmtacb;] 150'3"30-
OE BJQQBOGQ 7 Y, d5dob (¢>m533150(3 dgﬂ\vosodol} 6&51}5015 30&)33@ 2 %’39«\71} 030 14,1 ©EJ 0gm.

bg:)l)060860300, 6end 9439mo 3.)(3036(3)0, 5)(*)83@\708 3(*)0).)315;3.) (*)65(*)3(4){]336(30015 836@6015 35-
gﬁ\voo(ﬁ)f)‘aﬁ)o 3%5)”363393(*)601} 5930505.)'30 0gm 066'35)06393'360 ©5 Boadgngsabmgo v (593060(5"36
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%398, 39b585dobse dsmo dpamds®rgmds ogm zonMgloe ddodg, Gadsig sbabgs 33mgs dgmeyg
gbOoemdo Fomdmpagbomo 3475 mbzmmmgon®o 0b3cadgmado 35;3096B0b Kxb6IONgmmdols
36060 Jpamdsgmdols dgealigdols (ECOG-WHO) 3350l dmbs(39d98by.

Gb&)og{m 2. 2005-2013 anl'{ao 30)1330(5.)@0%3&39‘3 ™b dmosd'aﬁoaag'aﬁ 3.)(3035(50).)
?(,05360)3;33076013 3;360)3.)630730 ECOG-WHO 'adog'\mm (bi&l&mg{). 5)0(31530 > 35)0’)035&0)

8oy - 2005 | 2006 | 2007 | 2008 | 2009 | 2010 | 2011 [2012 2013 | 2005-
856rgBs 2013
I s8mes- | 4 | /7 | n |2 | ns |6 | n|on| - |
&
Om@ae | e 1 27 [ 03 | 05 | 35| 15 | 03 | o 1,3%
I |WsGomdos | /47 | /64 | /68 | /58 | /66 | /40 | 128 | /74 [/54 | /499
50%-%1
Goggogo | 217 | 245 | 188 | M6 | 155|103 | 77 | B |12 | 144%
1T |WsGowdos | /47 | /76 | /17 | /138 | /120 | /90 | /94 | /159 [/131 | /972
50%-%
ape | 217 | 291|324 | 348 | 282 | 23,1 | 260 | 27.9 |27,1 | 28,0%
IV |8oxo- 108 | /114 | /175 | /199 | 1225 | 1254 | 1246 | 1337 [/1299 | /1957
33:gmos .
50,0 | 43,7 | 48,5 | 50,1 | 52,8 | 65,1 | 66,0 | 59,0 [617 | 56,3%
LsGergols
80 216 | 1261 | 1361 | 1397 | 1426 | /390 | /369 | /571 | /484 | /3475

100% | 100% | 100% | 100% | 100% | 100% | 100% | 100% | 100% | 100%

G bO0o@sb Fsbl, O™ b 30906 3@ gmn® 3530968901 3Jmbrsm a3b6Lb3s398 o gMd@d300ls
%6300 gm0l dpgmdsdgmbol g39b oMo RIME3g39d0 ©d Igbsadsdolaw, Lbgswslbgs Loddodols
Lod3@mdgdo > oMmmgdgdo; 39Mdme, momddol gggms 3s;3096@0 - 98,7% (3428) odymgdgemo
0g4m, Mmd ol EOHmol 436 3397mo 39Momeo 339B96Mgb0bs Lofimemdo. 3475 35309680056
dbomoe 14,4% (499) ogm Lofimemdo mol @Omol 50%-bg bs3mgdo (ECOG-WHO d35emols 11
a6303(300m), beaewe 28,0% (972) - Lofoemdo ogm ol edmols 50%-bg dg@o (ECOG-WHO
d39mols I gto@ai0s), 56,3% (1957) - dgpdogse doxsggnmo ogem Lofmenl.

30360365300, ™I gmobo job goblbols Lafgols g3ty (2005-2006 Fengddo) ddodg 35309689301
Gobgo — -1V a@s@siool dgesdgdom bogmgdo (72-73%) ogm, gopdyg asdmimomgdols
a90Mds3960l d9degy 2012-2013 {egddo (86,9-88,8%), gsb6Lsgmocgdomn gsobstmws ¢ddodgls
33(3036@000 30;336015 (4)0(31‘)30, ﬁm)aagoe 2005 VSQB 83&;3636530 50%-1 (ECOG-WHO 'adomols v
a46305(309), beoem 2013 femolbmgol 61,7%-3wg as0bstrws /Gbﬁogo 2/. 99036 g5dmd@obsdy,
80'31‘)3;303&;3 Bo@ﬁa&gmo 06@)36150'3(4)0 SJgooéogﬁo 8%(4)‘3633Qm601m 2881 30(4)33Qog30
353096006 33603z 26,8% (772), ggges 3mb3ogsmobgdagmonsb (361) 30 22,7%. gl
136513690 dshg9bgb9emo 2005 (geml ogem 31,5% (216-036 go6@sozagsms 68), 2006 Fgeml —
19,9% (261—;1\)36 6&0’00\)&0(3030Qo 52), 0’0&(3 Boao’ombﬂamﬁ)ohm B®36Q36®360B ‘553{][]3‘5(5'?](4’0‘5'

bdgbe @s sbsgo. 2005-2013 (emgddo 3emobogado dmmoglgdaem 35(3096@moa96 Jogmo ogem
64,54%, 350 — 35,46%. 2005-2013 (emgddo 9009893 Joemgdls ©o 393981 dmEols dgoaobs
L8. 353096 o sbogo dgorggmdes 16-@sb 87 (emsdeg. bsdygsmem sbszo méogg bigbobsmgols
ogm 55,5 (gemo, domgob Joegdols 52,8 gemo, 39(3960L 60,3 gemo. s3wgbse, 2005-2013 (emgddo
353096 doGomdwo baflogmo sbszmddogo xanggdol dobgrogzom, Gmame Jomgddo, olg
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399990 Limdge 50 s dgBo sbogol 303305698%g dmmomes (70,1%). sbomastorsms foemo
(30 Gemodeg) ogm 5%-dey.

osdgﬁ)obagmboh 80%3%360. 2005-2013 %’Qab'ao 3o b3o@omobgdamm b jmob 3n@msdgmn®
3530958 osabmbo 03003013360050 Qoo3og\)3601m @5 36m3gbols 3530’0(3391336013 '331501’)36
@303 9bomo 33(*)6530 kojao’f)mg)aggmls bbgoabbgs  3mobogsdo. 35:3096@ 0 066'2](4)063930)60
(Gbﬁ)og{m 3) dgdobggzoms 83,4%-do 65530(4)0)636'3;30 0ge Lbgoeslbgs mmasbmgddo dmérgmymo
33@01}@)0‘636000 (Q3odm'30, c()30m(§)336'30, '3'3315080(4)80, dggab'ao, Qoa%'ao/r) 63056{]6'30, 0')33'30 ©d
5.d.), bomeo 16,6%-d0 36m39Lols og\)aogm&’ooao 653(4)(339336003 (ﬁo‘bﬁ)g\)om 356339807 ddo,
356 30955do, Lfjmd bsfjemsgdo, dodols 6-3’3@’30 s Ubgo mﬁaonaB’Ho, 063303 3;3360(4)3
(r]lsmaogg{]&ols 0bgoeB 3000 ©d 151‘)3.)).

Gbﬁogo 3. 2005-2013 Vg’ga&?o 3m1§3o®bg{)o‘l§3b‘ag ™b dmosd'aﬁ)ol’)aQ'aﬁ) 35003560})
osd-aﬁbaaggmﬁols 30‘63‘6330 (3(4)0)(335&0)

# 0b 3638 9emmdols dobgbo 2005-2007 | 2008-2010 | 2011-2013 | 2005-2013
1 bgaoggmbﬁ)o:;o 3&36(339‘3360 26,9 7,7 16,6 16,5

2| Berthgmmo dghslgbgdo 73,1 92,3 83,4 83,5

2005-2013 \39:)36’80 83(?)313(?)3%‘3(4)0 QQ‘boéSa&om abﬁSoémBaBﬂQO 06(5'3(4)063Qm6015 '8330013-
33301} fx,oa'z]o’oo 3m6¢0383601& "33?(,3(4)36007 ((315(4)09:)0 4) 608(*)39:)06;!\)5, 6md g:)oacgmaaﬁ'z]o’oo mo’oaé-
6(*)36013 (Qoa%ﬁo’oo (53566360 '3'2]0150805)'80, Qogo%agga Qo 60130’0015 0(4)3'30, OQQOOB 333'3, (4)3(3)-
ﬁ)mS{]o’fm@)oBaﬂaao, Bbq()bﬁ)gg'z]gg'ao ©d o."d.) 83(3)315(3)306'360 QQQOOJBZ]E)OB "33;!\)360;3 066'3(4)363;()(*)63
;300\)6060\)0 '33800153330003 42,2%-3do, 151330 mo’oamea&'Bo 'Bméa'ago 88(5_5)315@&%3600) - 39,1%-9o,
bmgm 18,4%-90 - Qoo3og\>36013 6363(4)0Q0°63000m 56 ‘306(33(4)0)83@(*)06007. xoagﬁo 8(*)6&(3333-
dom mo’oabﬁma&ob 80133;33000 83@)31}@)5‘5360 833Qﬂ‘53 ’bﬂaoo’obg\) %ojhoﬁabmggo ngdg:)'ao - 33,1%,
Qoa%ﬂﬁ) 5306636'30 (93330%3530, OQQOOB {]33’33, Bbqoé);g'agols) — 31,4%, 639336'30 - 30,4% ©d
cBog:)@)BZ]ES'Bo — 22.6%. QQB060'363303, 6Hmd dg:)oGo(jb’Bo Bmmoghaéﬁg 35(3036(53613 Bo'a'z]bgm;g
3(4)00063 8{]@0 ramé)a'ago 83@)31}@)5‘60 3[](*)6;3300 ((313(4)0930 4).

th‘on 5. 2005-2013 VQz]B'ao 3(*)1530@)&9‘30%36‘3Q ™b dmos d'aﬁ).)aagﬂ\vaﬁ) 3‘50035@)0).)
1503360)30).) 15335&60 (ﬁomgaﬁm%o [N 3t¢)m035®o)

bod3@mdo G0 2005-2007 | .GG 2008-2010 | .G 2011-2013 | .G 2005-2013

35309680 838 | 3530960 261 | 3530960 1213 | 3530960 3475
B gogosmo (aaamo Lsbol) 90,3 85,1 84,3 87,1
sbonbos 87,0 95,8 91,2 90,8
3060l bodd®rsemg 82,8 222 13,4 46,1
3bmendlos 704 85,1 76,4 76,5
g98bmds/@ostrgs 64,3 429 43,1 52,2
0blmdbos 48,2 14,6 19,0 30,2
093867 bgggs 47,4 11,5 19,0 28,9
Ao lst3s/Bobds 44,0 25,3 26,9 33,8
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5366535/1936gb0s 43,2 41,4 13,4 35,0
doo derdrols: 936695 8,0 6,1 42 6,4

336905 35,2 35,3 9,3 28,5
ob3berg 418 32,6 26,4 35,0
obo0s 40,7 26,8 19,9 31,0
30l Dgardbgds 29,6 13,4 9,7 19,5
633336&@360 28,5 8,4 19,4 19,9
5030Q0 27,2 6, 1 9,3 16,0
oligpaos 25,2 9,2 10,6 16,5
bgs(300 24,1 24,1 19,9 23,0
3930004760 bogbo 21,9 16,1 15,7 18,5
3955 (bolbbmomsg) 19,1 11,9 17,1 16,4
Qo'lstamﬁob 17,2 3,8 6,0 10,2
bolbgogbs bodbogbosh 1,6 13,0 9,7 1,6

15033@(*)30» 1533:]@60. 2005-2013 %332580 3&@0(3)0‘35)0 3%5)‘3633Qm6015 dgogodofao 8(*)0)&31536‘3@
mEJMQmBO‘aﬁ) 06(5'36063g:>'3(¢) 3‘50036@0’3 xoﬁao’omagmaoh &)m‘ag{) aggamaoﬁ)am&.ﬁja 30‘30000032)15
5 GB&)OQ'BO 3(*)33050;;{30 15033(3)00336015, 1306;36(0836015, 6&&)0’)‘3;;{33636015‘5 Q5 agt\)amaoﬁam&a&oh
Bo3m60m3ogo. 2005-2013 6@36’30 dgfgosodo'ao aﬂm% 065‘3(4)063Q‘3(4) 3&(3036@)00& 15083@(08003
Jdmcol  Lobdotom 330)(4)3 0y™ (%(5030;'\\9015 1506;3(4)0030, ﬁ)maagygoe 838001533300)0 87,1%
ggo%ojhoo’og\)o. @doaoggoh Bodmoaﬁ)oh 10 j'ﬂmooso 'Bdogom Qogaosggo, 6od dgoaﬁo ¢ gogowo,
ﬁ)m;gah)(} oﬂeogaéagoo onaﬁoo m30mogt\)"(*]§)o @(pz;oggggbggﬁa&omo Bo’&aoga&a&oh aoamﬁa[;;]&o,
JQOGO'BGZ]ESMQQ '83300133330003 32,7%, Boaﬂoggm Bodgoaﬁoh - 20,2%, 15"315(3)0 hodg:)oaﬁ)ols —
37,4%.

?)080)003@0@0 15033@)(*)3360130 5 Boﬁgﬁ)maaaoh 15086030;3&6 3o3m8;3063c4>3 '83630(]Q00
52‘53-515536‘50‘% ¢d 939e00 msdmosdgﬁ)oB;]ggﬁﬁ) 30(3035@13 3603363@00860;3 Q.)j3300’)36‘3g30
.)j3or) GBm3(4>325015 bstolbo, (4)m3g1>015 dm631](30‘5 o de(B)ﬁ)on 3&@00@0"360 3%6'3633@\00)6015
do&)om‘)ggo bamGasoo. oaoé)ma 300036@361} ﬂ@éﬁ)Qaamg\)bm 15083;30(30500, %Bojmmmaogﬁo ©d
1)30(4)0@‘30Q'U(¢)0 Q‘)Baoﬁ)aao. 5d3L; b, 30(3036(3)015 mxohoh %’336361} 'b'aoﬁ)oa\) Qbaoﬁ)aaomoe
3(*)3333;3300 36Q3h0015 3153'6'3650, 6061}&&"30’)&3600) (53(4)3063@\0‘360 aggamaﬁ‘)am&ohoh (%00(4)32)013
dobbom), (4)0(3 3.)(3036@15 ©d dolo mxoboh %’33&)361}08 B‘Z]ggoa&) 1503'330;3315 ‘)603360\)\5. dg\\ﬁoﬁodb'ao
380)%0 33(3036(8)36015 3603363@(0305 dm33m636(§1§ 6‘5(4’80735363653‘5 15083;30(30600 gt\)obaoﬁ‘)a&o,
(4)0(3 a'ﬂmouﬁamag\)o 15033@0)300& de@)ﬁ)mQB. 5d dobbom Bo@)oﬁ)aaﬂgo 0ym 3(4)03.);(38156030
15033(%0)3"3&)0 3&3660@(06&, ﬁ)mag\\ﬁoh ﬁoamGQmaoQo 8(*)(333‘3g:>oo GB&)OQ'BO /6/.

Gbﬁ)ogo 6. 2005-2013 ngaa'ao 3mk3o®bgo‘babﬂm msdm05636033Q36 3.)(3036@000 1&033;\0000—
6m dma3m636®o (3&)(')(335&0)

Ne |83065mmdols bobymds 2005-2007 | 2008-2010 |2011-2013 |2005-2013
1 Qaémjhodogoo 97,8 98,5 100,0 98,6
2 30@0806(*)0)360300 89,5 87,0 93,1 89,6
3 @)JOSOQQbﬁ'ﬂBSBA (5.9.L.1.) 86,4 48,7 57,1 64,8
4 @6030QQ03‘35360 (m30m0g360m) 32,7 36,4 42,9 34,7
5 Jornéaommo dsbodmmazos 8,6 5,8 6,5 7,2
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6 3mOImbon 305 89,8 82,0 68,1 8L7
7 joaommao’f)oSob 24,4 36,4 44,4 33,3
8 601)((73(*713(3(*)6&@36000 00350&300 6,1 7,3 5,1 6,2
9 3g1)33(4)m836(8)3%0 6,9 6,9 2,8 5,9
10 330’00(336(?)3060 5,8 4.6 8/3,7 49
11 |6g560kE0ds 14 12 [2/09 12
11 Lolbmols B@sblegmbos 16,9 13,0 23/10,6 14,1
12 | ®opommgmsdos 0,8 1,2 5/2,3 13

R.Ghvamichava, I.Abesadze, M.Shvdia, G.Metivishvili. The First Experience of Palliative Care for Can-
cer Patients in Georgia. European Journal of Palliative Care, 10" Congress of the EAPC, Abstracts, Bu-

M.Shvdia, [.Abesadze, R.Ghvamichava, M.Jincharadze, M.Gogishvili. Pain and Asthenia in Advanced
Cancer Patients. European Journal of Palliative Care, 10" Congress of the EAPC, Abstracts, Budapest,

M.Shavdia, Nia Shavdia. Causes of Inadequate Cancer Pain Management in Georgia. European Journal
of Palliative Care, 10" Congress of the EAPC, Abstracts, Budapest, Hungary, 7-9 June 2007, p.189;

P.I'BamunuaBa, M.lllaBaua, HM.Abecanze, [ MeruBumBuiau. I[lepBpiii ONBIT CTaMOHAPHOU
MaJJITMaTUBHOW TOMOIIM OHKOMHKYpaOenbHBIX OONbHBIX B cTpaHax HOxuoro Kaskaza. Marep. IV
KOHIrpecca oHkoJioroB crpan KOxxnoro Kaskaza, Tounucu, 18-19 oktsiops, 2007, c. 297-298;

M.lllaBaua, H.Bekya, ®.PepazumBuiu, T.Ilouxsepusi, H.lllaBama. CpaBHUTENbHBIA aHaAINU3
BHYTPUBEHHOH M MEPOPAJIbHOM XUMHOTEpANMi MpPU 3alyIIEHHOHW CTAaJuM KOJOPEKTAJIbHOTO paka.
Marep. IV xonrpecca onkomoroB crpaH lOxknHoro Kaskaza, ToOwmmcu, 18-19 oxrabps, 2007,

P.I'samuuaBa, U.AbGecansze, M.lllanna, C.Canukuaze. CrieKTp CHMITOMOB HHK-YPaOelbHBIX O0IBHBIX
Haxofsmmxcs: Ha gomy. Marep. IV xonrpecca onkonoroB ctpan FOxnoro Kaskaza, TOumucu, 18-19

N.Abecanze. M.lllaBnua, P.I'Bamnuasa; JI.Kopazas. Hekoropeie TpynHoctn B Pain Management y
OnkonHKypadenbHBIX 00sbHBIX. Marep. IV koHrpecca onkonoros ctpad FOxuoro Kaskasa, Toummcn,

M.1llaBmua, JI. SApxuna, I . Kauaxwunze, Hua [llaBamna, 3. Tapramanze. 3HaueHne J0KaIbHON XUM-HOTEePaITH
y OONBHBIX C 3aIyIeHHOW GopMOM paka MOJIOUHOM *xee3sl. Marep. IV KoHTpecca OHKOJIOTOB CTpaH

M./ lxunuapanze, M.Illoramze, M.lllapnua, P.I'BamuuaBa. [lepBbiii ONBIT MaJTMATUBHOM CITYKOBI
OHKOMHKYpaOenbHBIX 00NBHBIX B Ajkapuii. Matep. [V xoHrpecca onkonoros crpan KOxuoro Kakasa,

3.3apkya, M.IllaBnua, M. Marnakenunse, T.PeBazumBuinu. JluHaMuKa 4acTOThl 3allyLIEHHBIX CTaIUi
3JI0KQYECTBEHHBIX HOBOOOpa3oBaHuii B [py3uu. Marep. IV koHrpecca onkomoroB ctpaH HOxHOrO

1.
dapest, Hungary, 7-9 June 2007, p.112;
2.
Hungary, 7-9 June 2007, p.168;
3.
4.
5.
c. 260-262;
6.
okTs10ps, 2007, ¢. 295-296;
7.
18-19 okrs16ps1, 2007, c. 294-295;
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Replacement of invaded carotid arteries by graft in head and neck cancer
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Abstract

Squamous cell cancer of the oral cavity and upper respiratory ways is characterized by high frequency
of local metastasis. Presence of local metastasis which invade common or internal carotid artery, as a rule is
one of the reason to decline the surgical treatment , resulting death in that group of patients.

Together with vascular surgeons, at Cell technology and therapy center in 2007-2012, there has been
conducted 36 operative treatment - ipsilateral radical neck dissection and excision of common or internal
carotid artery with simultaneous replacement by graft. The observed 2 year survival was 47.2% and under
supervision for 2 years without relapse of disease has been seen in 36.1% of patients.

The results from this study indicate that, in the case of invasion of the common or internal carotid ar-
tery by local metastasis, the best modality of radical treatment is en bloc resection of the carotid artery with
simultaneous replacement by graft. These data lets us to conclude about benefits from this type of surgical
treatment in such group of patients.

We consider that, in the above mentioned group of patients, this type of surgical procedure should be
conducted with simultaneous participation and cooperation of oncologists and vascular surgeons. Similar
treatment can be used during any other type of cancer which show signs of involvement of major blood
vessels.
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Treatment of HER2-positive breast cancer
An aggressive type of breast cancer

Breast cancer: a large scale problem
Breast cancer is the most common cancer among women, with about 1.4 million new cases diagnosed worldwide each year?

—which is the same as the entire population of Hawaii.? This means that one person is diagnosed with breast cancer

somewhere in the world every 22 seconds and more than three people die of breast cancer every 5 minutes.!

HER2-positive breast cancer: an aggressive disease

Figure 1: HER2-positive cancer cell

Around one in five people diagnosed with breast
areerl  cancer will have a type called HER2- positive
breast cancer,® which means that the cells have
more copies of a protein called HER2 than in other
breast cancers (see Figure 1). The HER2 protein
sends signals to the control centres of the cells
telling them to grow and divide. Too much HER2
can lead to rapid cancer growth and the cancer is
more likely to come back, compared to HER2-

negativebreastcancers.*

Early-stage and late-stage HER2-positive breast cancer

With breast cancer, the cancer occurs in the breast tissue. If the cancer has not identify patients who are most likely

. . . . . e t fit fi li
spread to distant locations and is operable, the disease is classified as early-stage. e

therapies that target HER2

Itis estimated that between 30 and 70 percent of patients first

diagnosed with early-stage breast cancer will go on to develop late-stage disease.’ Late-stage (also called ‘metastatic’ or
‘advanced’) breast cancer is disease which has spread to parts of the body other than the breast. Many patients will receive
multiple therapies over the course of their disease in an attempt to prolong their life.® Currently, there is no cure for late-stage
HER2-positive breast cancer and initial treatment is very likely to stop working in approximately half of patients within 1 year,

meaning patients require new personalised treatment options for this disease. ®

HER2: driving cancer growth
Figure 2: The four proteins of the HER family
A HER2-positive cancer cell has approximately 2 million HER2

HER4 A * proteins on its surface, around 100 times more than on a
; .-‘ 2 ! — l’ A
4 : & 2 !

4 & L? e normal cell.” Pairing of HER proteins (also called dimerisation)
A A ( is a vital step in the signalling pathway that leads to cancer

& ‘ ! cell growth. There are four proteins in the HER family (see
Figure 2). HER2 plays a key role in cancer growth as it is free
to pair with other HER family members, which causes
multiple signals to be sent to the cell telling it to grow and
multiply. ®

HER2-positive breast cancer backgrounder (including product information)



Thedevelopment of Roche medicinestotreat HER2-positive breast cancer

Thecurrentstandardof care: Herceptin®(trastuzumab)
Herceptin on its own or in combination with chemotherapy, is the current
Herceptin treatment for 1 year

offers the best chance of a cure in
patients with early-stage HER2- to treat over 1.2 million patients in the last 14 years. The introduction of Herceptin has

standard of care in early and late-stage HER2-positive breast cancer, and has been used

positive breast cancer®1412 improved the outlook for women with HER2-positive breast cancer so that it is now

similar to that of women with breast cancer that is not
HER2-positive.>* Long term data from a clinical trial has shown survival benefits for women with early-stage HER2- positive
breast cancer who received Herceptin for one year compared to those who underwent observation alone remained over an
eight-year follow up period.”* Herceptin has been shown to extend the lives of patients with late- stage HER2-positive breast
cancer from 22.7 months with chemotherapy alone to 31.2 months for Herceptin and chemotherapy.** A new formulation of
Herceptin is currently being developed to allow Herceptin to be injected subcutaneously into the layer of tissue under the

skin, rather than given as an intravenous infusion. This provides

Herceptintreatmentin areadyto use formulation which takes just 5

minutes to administer, and may be more convenient for patients and

time a patient lives without their disease

clinicians.” An application for Herceptin subcutaneous has been : : .
getting worse or death, while Overall survival
submitted to the European Medicines Agency, Swissmedic and other is the time a patient lives from the start of

regulatory agencies (ex-US) for the treatment of HER2- positive breast being allocated to a study treatment group
cancer. until death

Progress in late-stage HER2-positive breast cancer: Perjeta®(pertuzumab)

Perjeta is a new HER2-targeted therapy and is the first medicine designed to stop the pairing of the HER2 protein with other
members of the HER family. Perjeta and Herceptin work in a complementary manner to provide a more comprehensive
blockade of HER2 signalling pathways. A clinical trial has shown positive progression-free survival and overall survival results
for patients with HER2-positive breast cancer treated with Perjeta and Herceptin plus chemotherapy; namely that patients
who received the Perjeta combination as the first treatment for their late-stage cancer, lived more than 6 months longer
without their disease getting worse (PFS) than those who received Herceptin and chemotherapy alone, from a median of 12.4

months to 18.5 months.1® The same study also showed
that the Perjeta combination significantly extended the lives of patients

Perjeta is currently approved for use in (overall survival), and that the risk of death was reduced by 34 percent for
combination with Herceptin and people who received the combination of Perjeta, Herceptin and
chemotherapy in the US, Switzer!and and chemotherapy.'® Importantly, patients in the trial did not experience any new
Mex!co, .and Roche has s.ubm|tted or unexpected side effects when taking Perjeta over and above those with
getlications forkericta e il Herceptin and chemotherapy alone. .*

Providing more personalised treatment options for patients with late-stage HER2-positive breast cancer:

Trastuzumab emtansine (T-DM1)

Trastuzumab emtansine is also a new medicine for HER2-positive Positive overall survivaland progression-
free survival results have been reported for T-

breast cancer, known as an antibody-drug conjugate, or ADC.
Trastuzumab emtansine is made up of the antibody trastuzumab and the DML, as well as improvements in the quality
chemotherapy DM1, attached together using a stable linker. This enables of life for patients with HER2- postive breast
it to target HER2 proteins on the surface of cancer cells cancer

HER2-positive breast cancer backgrounder (including product information)
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and allows delivery of DM1 directly inside the HER2-positive cancer cells, while minimising effects on normal tissue. In a pivotal
study, patients who received trastuzumab emtansine after initial treatment with Herceptin and chemotherapy lived 3.2
months longer without their disease getting worse (PFS), from a median of 6.4 months with a combination of lapatinib and

Xeloda® ( capecitabine), to 9.6 months with trastuzumab emtansine.® Overall survival

results from the same study also showed that trastuzumab emtansine
Marketeting Applications for

trastuzumab emtansine in the significantly extended the lives of patients by a median of 5.8 months longer than

treatment of late-stage HER2- positive those who received lapatinib and Xeloda, from a median of 25.1 months to 30.9
breast cancer have been submitted to months. ¥ Patients in the trial did not experience any new or unexpected side
regulatory authorities effects when taking trastuzumab emtansine, and there were less severe adverse

events than those in the lapatinib arm.*’

Roche has been studying the HER2 pathway for over 30 years and the development of Herceptin SC, Perjeta and trastuzumab
emtansine for the treatment of HER2-positive breast cancer reflect Roche’s commitment to providing increasingly

personalised treatment options for patients.
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Z. FERAHKOSE
RESULTS OF THREE-FiELD LYMPH NODE DiSSECTIiON

IN THE TREATMENT OF THORACIC ESOPHAGEAL CARCINOMA: THE TURKISH
EXPERIENCE

BAYINDIiR HEALTHCARE GROUP, ANKARA - TURKEY
Introduction:

Esophageal Cancer is the sixth most common cause of the deaths worldwide.Most common
histological type is squamose carcinoma,but ,in western countries, Type I cardia adenocarcinoma is most
common type of esophagial cancer.

B Surgery is the basic treatment modality of esophagus carcinoma.

B Chemotherapy and radiotherapy or chemoradiotherapy is not as succesful as surgery. Rec-
curence of the disease occures 80 % in two years.

B There is no effective method that will control tumour reccurence of the lymph node
in the neck.

B [s it possible to controll reccurens?
Radiotherapi: uncertainity of the results
chemoradiotherapi: uneffective

Esophageal cancer fastly spread to Ind metastasis.Epitelial and lamina propria mucosa cancer don’t
show nodal metastasis.Therefore , these level cancer, local resection,such as endoscopic mucosal resec-
tion is endicated. Especially when esofagial cancer was infitrated to muscularis mucosa, lynph node
infiltration was found 16 %.,in submucosa was found 50 %. Lymphatic spreed or reccurens is not a
single fatal factor ,but one of a number of important causes of death in cancer of esophagus. According
to TNM clasification , pozitive supraclaviculary lymph node is accepted as M +,Distant metastasis,but
The assosciation of Japan esophagial cancer group do not accept distant metastasis , called M1a,that
means, the patient can be operated. There is differances lymph node dissections of the neck between
cervical osephagus ca and thoracal osefaphaguse ca.; Cervical osephaguse carcinoma lymph node
dissection compraises level IILIV,V ,VI and VII level. However ,Lnds dissection of the thoracal osefa-
gus ca is performed limitedly,it compraises 1V V1 and VII level. After enblok mediastinal resection of
thoracal osefagus ca, reccurens of the lymph node was seen The most frequently in nrinds and cervical
lymph node ,resection of these cervical Inds or additional chemoradiotherapy increased to patient sur-
vival.Thus, Survival of cervical lymph node removed patient was found bette than hematogen group
with patient. The Lymph flow of thorasic esophagus drains to upward where there is upper mediastin-
ium lymph node group(right andLeft RNLnds,and infra aortic arch Ind ) and right and left neck lymph
nods(Paratracheal,deep milde and inf jugularylnds and sub claviculary Inds). In fact,upper mediastinal
lymph flow drains mainly into the right cervical nodes. Thorasic Lymph flow also drains to downward
; right and left paracardial, right and left gastric artery lymph nodes and celiac lymph nodes, This flow
also drains to para aortic and left renal vein lymph nodes. Previous routine procedure was to dissect
only mediastinal and abdominal nodes (Nakayama and logan sincel962),

Despite the curently common practice of incorporating paradigm. Surgical therapy is the golden stan-
dard for the management of esophageal malignancy[1]. Type and extent of resection is of major impor-
tance as well as the additionallymphadenectomy [2]. Some authors advocate that advanced esophageal
carcinoma is a systemic disease, a palliative therapy to manage dysphagia is often adequate and only the
early-diagnosed cases can be cured [3,4]. On the other hand, some others believe that esophageal carci-
noma is a locoregional disease and can be curable with an extended surgical resection and prophylactic
extended lymphadenectomy even if there is no evidence of lymphatic spread [5]. Among curative treat-
ment , Transthorasic en bloc osephagectomy was proposed by Skinner and performed , but reccurence of
the disease was seen most commonly in upper mediastinum lymph node and neck lymph node groupes.
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Then ,in National Cancer Institute Tokyo, Dr. Terrui and Dr Kato planned one research, They performed
study wih Tc 99 radioactive material,and they gived this material near to middle or lower osephagus
cancer,radioactive material was spread to upper mediastinal Inds and paratracheal Inds and neck Inds
groupe,in 1985 they started 3 field Ind dissection in patients with osephagial squamose cell carcinoma.
Therefore, high reccurens in upper mediastinium and neck Inds, Dr Isono started 3 fields lymp nods
dissection in 35 university and research center hospitals and results of these research was published
in 1985. Upper mediastinal and neck lymph node recurrence following a successful surgicalthera-
py is the leading cause of death. Although debate on extended lymphadenectomy (total mediastinal
lymphadenectomy + cervical functional neck dissection) still goes on, it has a wide acceptance in sev-
eral centers in Japan [7]. These centers claim that removal of micrometastasis even in the absence of
obvious lymphatic spread provides an increased survival by means of stage migration [1,5,8-11]. Dr
Akiyama show that, milde and lower thorasic osephageal ca was the most common infiltrated upper
mediastinum,cevical and also peri gastric lymph nodes. Cervicothorasic lynph node metastas is 45 %,
spraclaviculary 30%. The aim of our study is to evaluate the effects of extended lymphadenectomy in
termsof morbidity, mortality and survival as the Turkish experience.

PATIENTS AND METHODS. Between January 1992 and June 2012, 71 patients with primary squa-
mous cell carcinoma of the thoracic esophagus underwent esophagectomy (RO resection) + three-field
lymphatic dissection (3FLD) at Gazi University and Bayindir Hospitals, Ankara, Turkey. Forthyseven-
patients (67.2 %) were male and 23 (32.9 %) were female. Mean age of patients was 60 + 11.9 (range 25-
82). Preoperative evaluation of patients included barium esophagography, endoscopy and biopsy, cer-
vico-thoraco-abdominal computerized tomography (CT), abdominal ultrasonography (US), endo-US
and CEA levels. Patients, whose biopsy results revealed squamous cell carcinoma were included in the
study while patients who underwent R1 or R2 resection or who with hematological spread or distant or-
gan metastasis were excluded. Postoperative evaluation was performed according to 2012 UICC-TNM
classification and Japanese system was used for lymph node identification [12,13].

Operative Technique:

All patients underwent right thoracotomy as the first step. Upper paraesophageal (nodes around inferior
laryngeal nerves in both sides), upper mediastinal (right paratracheal and infraaortic groups), mid-medi-
astinal (bilateral subcarinal bronchial and mid-esophageal groups) and lower mediastinal (lower perie-
sophageal, posterior mediastinal and supradiaphragmatic groups) lymph nodes were dissected. Thoracic
duct and azigos vein have been resected while preserving bronchial artery and bronchial vagal innerva-
tion. After the closure of thoracic cavity, patients were re-positioned in a supine manner. Using a Collar
incision, an infra-hyoid bilateral deep cervical functional neck dissection with

jugular, supraclavicular, accessory and paratracheal lymph node dissection was performed. As the third
step, using a midline abdominal incision, bilateral para-cardiac, right and left cardial, perigastric less-
er curvature, common hepatic, splenic and celiac lymph node groups were dissected. Gastrointestinal
continuity was restored retrosternally in 70 patients. In only one patient (1.4 %), left colon was used for
continuity as the patient had a former antrectomy+vagotomy. Sixty five patient (92.8 %) were under-
went pyloroplasty (47.8 %) or pyloromyotomy (5.6 %). The anastomosis was made in cervical region in
all patients. Single-layer Gambee technique was used in all operations and all were

performed by the same surgeon. Postoperative feeding was administered via a naso-enteral tube which
was inserted preoperatively. After visualizing the anastomosis with a contrast radiogram using a wa-
tersoluble agent on the ninth day, oral feeding was started (mean oral feeding start at 11.85 + 5.59 day,
range 9-34 days). None of the patients received preoperative chemotherapy or radiotherapy. Seventeen
patients with histologically-proven lymph node metastasis received 5-FU 1000 mg/m2 and Cysplatin
100 mg/m2, postoperatively. All data were compiled to a commercially available program (SPSS for
Windows, release 7.0, SPSS Inc, USA). Mann Whitney U and Student t Test were used for statistical
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analysis. Survival estimates were done by Kaplan-Meier method and the significance of differences in
survival was evaluated by the log rank test. Values less than 0.05 were accepted as statistically signifi-
cant.

RESULTS

Postoperative early mortality (30-day mortality) was seen in four (4 %) patients In one patient, trachea
was ruptured after the insertion of the Carlens tube and it was repaired intraoperatively. In the early post-
operative course, air leak increased and the patient was re-operated. A new rupture was seen in the oper-
ation and it was repaired by a Dacron graft. On the third postoperative day, the patient died as a result of
a progressive ARDS and sepsis. There were bronchorrheae in the other two patients on the postoperative
days three and four, respectively. They also had ARDS as a result of MRSA infection and died of sepsis.
One patient had lymphatic leakage on the postoperative third week and died of pneumonia and ARDS
in hospital 40 days after operation. So, overall in-hospital mortality was 7.5 % (five patients). Surgical
morbidity was seen in 42 patients (60 %). Postoperative course was uneventful in 11 patients (23.1 %).
The most common complication was pneumonia (38.5 %). Lymphatic leak occurred in two patients, one
of which resolved spontaneously and the othern died. There were 19 anastomotic leakage (27.1 %) and
8 stenosis (11.4 %) which required

dilatation. The incidence of recurrent laryngeal nerve palsy was 8.5 % (6 patients) all of which was
unilateral (left side). Mean operative time was 10.89 + 1.40 hours (range 8-14 hrs). Mean number of
blood transfusions was 2.61 £ 1.51 units (range 0-9) in the operations and no patients were reoperated
because of bleeding. Mid-esophageal cancer was the most frequently seen tumor in our series (76.1 %).
Mean size of the tumor in the pathologic specimen was 6.9 + 2.13 cm (range 2-10 cm) and the incidence
of moderately-differentiated tumor (G2) was 52.2 %. According to the results of endoscopic examina-
tion, Borrmann type 2 and 3 lesions had the highest incidence (28.6 and 45.7 %, respectively). Median
number of lymph nodes dissected at surgery was 67 (range 29-138). According to TNM classification,
T3 tumor had the highest incidence in our series (65.7 %), the incidence of NO patients was 52.9 % and
the incidence of M1a was 6.5 % (3

patients). Overall survival for the patients was 45.6 months and 5-year survival rate was 65 %. Mean
disease-free survival was 41.4 months. Twenty-nine patients (52.9 %) had no lymphatic metastasis and
they had a 76 % 5- year survival rate while 32 patients (45 %) with lymphatic metastasis had a rate of
46% suggesting a statistically significant difference (p=0.014). Five-year survival rate according to
stage was as follows;90% for pStagelA ,78% for pStage 2A, zero for

pStage 2B, 62% for pStagelllA ,%25 for pStagellIB ,0% for pStagellIC,0% for pStagelV according to
the pTNM classification in our series. The distribution of patients according to the stage is shown in Ta-
ble 1.The difference between pStage I,pStage Il and pStagelllA was statistically significant than pStage
IITA and pStagelll C(p<0.05). Overall survival for female patients was better than the male patients
(56.2% versus 40%) but the difference was not statistically significant .

DISCUSSION

The aim of extended lymph node dissection in esophageal cancer is; to define tumor stage accurately,
to minimize regional recurrence and improve survival [5,8]. One of the main aspects of prognosis of
esophageal cancer is providing an RO resection [1,14,15]. RO resection can be performed for all subca-
rinally located tumors. But, for the supracarinally located ones, it can only be performed for T1 and T2
tumors [2,16,17]. In a series of 1791 patients from 35 institutions, Isono et al [8] reported an incidence
of 30% for cervical lymph node involvement in thoracic esophageal cancer. This incidence is 42% for
upper 1/3 esophagus and 20% for lower 1/3 esophagus. Considering the high rate of lymphatic spread,
they concluded that 2-field lymphatic dissection (2FLD) was not enough for thoracic esophageal cancer
but 3FLD significantly increased survival [5,6,8,9,18-20]. The rates of regional recurrence in standard
lymphadenectomy and lymphatic
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sampling techniques are 30-60% and 30%, respectively. Skinner and Altorki decreased the rate of re-
currence to 8% for subcarinal lesions and reported an increased survival [21-23]. For patients with 1/3
lower esophageal squamous-cell or adenocarcinoma with no obvious lymphatic spread, the incidence
of cervical lymph node metastasis after 3FLD dissection is 30 percent [23]. This incidence is 60% for
upper thoracic, 20% for mid-thoracic and 12.5% for

lower thoracic tumors [2,8,11]. In our series, these rates were 33.3% for upper thoracic, 11.3 for mid-tho-
racic and zero for lower thoracic tumors. In our series, celiac metastasis of lower esophageal carcinoma
has been found to be

33.3%. The most frequently involved site was mediastinal lymph node group for midesophageal tumors
(37.1%). These tumors also had cervical (11.1%) and celiac metastases (5.7%) which indicate the need
for 3FLD for thoracic esophagus carcinoma. Location of tumor is also important for dissection. Lymph
node metastasis of upper thoracic esophagus tumors are located in the neck (45.7%), upper mediastinum
(45%), subcarinal (20%) or cardia (11%). For the tumors of mid-thoracic esophagus, the metastasis is
located in the cervical region (28.6%), upper mediastinum (33%), subcarinal (34%) or cardia (37%)
[24,25]. The incidence of cervical lymph node metastasis for lower esophageal carcinoma is 28 percent
[5,8,10,25-28]. Table 3 describes the distribution of lymphatic spread in thoracic esophageal tumors.
Although the survival difference between 3FLD and 2FLD is in favor of 3FLD for lowthoracic tumors,
this difference is not statistically significant [5,8,23]. There are also reports suggesting that 3FLD has
no advantages at all [29]. So, 3FLD has not been suggested for low-thoracic esophageal tumors in the
Consensus Conference [1]. The ratio of the number of positive lymph nodes to the number of total nodes
is very important in prognosis. If this ratio is below 20%, the outcome is significantly good. The number
of positive nodes is also important [30,31]. Five-year survival rate for 1 to 7 positive nodes is 51.68%
while it is 9.86% for eight or more positive nodes (p=0.0001). More effective lymphatic node clearance
is performed in 3FLD [24]. The distribution of node metastasis is associated with the depth of tumor.
The incidence of node metastasis is 16% for muscularis mucosa, 52% for submucosa and 72% for mus-
cularis propria. This proves the necessity of 3FD for tumors beyond submucosa [8,24,25]. According to
pTNM classification, the difference between 2FLD and 3FLD has been

found statistically significant for Stage 3 and Stage 4 (advanced) thoracic esophageal cancer [5,8]. The
most debatable point in 3FD is the high morbidity. Experienced centers [24] report their rate of early
postoperative mortality as low as 2-7% which was 6.5% in our study. According to some study groups,
no statistically significant difference was found in terms of morbidity and mortality, particularly in el-
derly patients [9,22]. The mortality rate reported by Skinner [23] is 5.4%, whereas 2.6% by Kato [25]
and 2.5% by Akiyama [24]. A 13% mortality rate for simple esophageal resection in a total number of
122 reports makes these mortality rates for 2FD and 3FD more acceptable [32]. In an 1100 patients se-
ries of American College of Surgeons for primary resection, the incidence of major complications was
46%, which was quite similar to those of 2FLD and 3FLD [33]. The main obstacles for wide acceptance
of extended lymph node dissection are

technical difficulty and high morbidity. Upper mediastinal, recurrent nerve and left cervical chain groups
are particularly difficult in lymphatic dissection. In a series over 1000 cases, Orringer et al [3] empha-
sized that surgery is only a

palliative approach for esophageal cancer and reported the mortality rate as 1%, recurrent nerve paral-
ysis 13% and anastomotic leakage 13%. They also stated that tracheabronchial and upper mediastinal
lymph node dissection led to bronchorheae which resulted in longer mechanical ventilation and eventu-
ally higher hospital cost. Their report also suggested that recurrent nerve palsy not only caused hoarse-
ness but also upper esophageal sphincter dysfunction leading to severe aspiration pneumonia. But their
five-year survival rate was less than 3FLD (23%). According to Akiyama et al [24] and Kato et al [25],
patients do not need mechanical ventilation unless the innervation and vascularization of the trachea and
bronchi are disturbed. In our series, 5-year survival rate was 56% (34 ) but in this repote of 65% which
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was higher than other reports. This may, in our opinion, be attributed to the limited number of patients
in our series as well as the follow-up period of most patients less than five year. There was well-docu-
mented former study report from Turkey on esophageal cancer [35]. In this study [35], 996 patients with
esophageal cancer were evaluated and all patients underwent partial esophagectomy. Seven percent of
patients had resectable tumor and 3-year and 5-year survival rates were 36% and 21%, respectively.

CONCLUSION

Thoracic esophageal cancer is an entity that deserves dynamic and multifactorial, work-up from the
surgical point of view. Considering the pastime discouraging outcome, the treatment of this “so-called”
devastating disease now has “promising” results. Our aim in this study was to evaluate the current
therapeutic strategy which favors the three-field lymphatic dissection as well as esophageal resection
as a comparison of the results of Turkish experience with those of the experienced centers. Owing to
our limited experience, our results were found to be in accordance with several current publications on
which we can rely on suggesting the significantly better outcome of total esophagectomy with three-
field lymphatic dissection, keeping in mind that lymph node status is the major determinant of prognosis
and survival of these patients
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In all cases, the goal of a drug delivery system is to get the right dosage to the right place, where it is needed.
Patients tend to prefer methods which are painless and easy, which is why many pharmaceuticals come in
the form of topical and enteral methods which can be taken by mouth or applied directly to the skin. These
systems must take a number of needs into account, ranging from ease of delivery to effectiveness of the
drugs.

Many vaccines, forexample, are delivered through perenteral systems, asare the drugs usedin chemotherapy,
which are infused into the body for reliable administration. But this system has many bad effects , so it
isn’t used by us today. The scientists think, that this methode will be very successful to treatment for

many diseases.
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Management of Gastrointestinal Stromal Tumours

MediClubGeorgia

Gastrointestinal stromal tumors (GIST) are the most common type of gastrointestinal mesenchymal
tumors. As a group, however, they are relatively uncommon and constitute < 1% of all gastroin-
testinal tumors. Despite the progress in managing advanced gastrointestinal stromal tumors (GIST)
with the advent of imatinib, surgery remains the principal and only potentially curative therapy
for localized, resectable, primary disease. Prior to the advent of imatinib, the standard of care after
complete surgical resection had been observation alone as conventional cytotoxic modalities such as
chemotherapy and radiotherapy had minimal to no activity or significant toxicity in gastrointestinal
stromal tumors (GIST) There is now a large body of data from phase I to phase III clinical trials
demonstrating the significant clinical benefit of imatinib in patients with GIST, both with objec-
tive responses as well as prolonged stable disease, and median overall survival is now approaching
5 years. Sensitivity to the highly selective kinase inhibitor imatinib and the multitargeted kinase
inhibitor sunitinib depends on the site of mutation(s) in KIT and PDGFRA. Patients who respond
upfront can develop secondary mutations over time, leading to resistance. Based on the improved
understanding of the mechanisms of primary and secondary resistance, and of alternate pathways of
activation, multiple other tyrosine kinase inhibitors (TKIs) and novel therapeutic agents are current-
ly being studied in clinical trials for gastrointestinal stromal tumors (GIST) . Additional promising
strategies to overcome resistance include combining agents with imatinib either for broader kinase
inhibition or for inhibition of a downstream target in the signal transduction cascade
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M. Jincharadze, M. Artmeladze, M. Khalvashi, M. Shavdia

Cancer Epidemiology in Adjara since 1902 to 2012 years

Adjarian Cancer Center /Batumi/, Tbilisi State Medical University /Georgia/

The structure of cancer incidence in Adjara was investigated by means of descriptive epidemiological re-
search in Localization of 10 major cancers in both genders together.

In the first half of the twentieth century (1902-55 years) took place at the first exposure etiological factors
for cervical cancer. Since 60 years the start a sharp decline in the incidence of cervical cancer, the trend is still
continuing. The reason for this may have been since the year 50 applied, starting with the active prevention
of cervical cancer.

Stomach cancer in the early XX century, taking fourth place. Sixty applied for 15-20 years, held the I place.
Then marked decrease in morbidity and maintains the IV to the V place in the last 40 years.

During 110 years skin cancer incidence has steadily from second to third place. Incidence rate of skin
cancer in comparison is higher than other regions . The reason may be the ultra - violet rays have longer top
to the population. Sixty years of the twentieth century the population of women with breast cancer have
steadily occupies the first place, but mixed population together in his place from second to third place.

Lung cancer is diagnosed in the early xx century in the city Batumi was impossible. 50 - Since the start of
lung cancer incidence rates have been increasing trend in the eighties of the XX century and still takes the

first place in Tbilisi and other regions at the forefront of breast cancer.
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A. Aladashvili, A. Tsalugelashvili , T. Samushia, B. Dvali

Restoration of intestinal continuity after Hartmann’s procedure

General Surgery Department of “New Vision University”, “Cancer Research Center - Martin D.

Abeloff laboratory”, TSMU Residence course — Surgery-Oncology

Abstract

Objective: The aim of this study was to evaluate the morbidity and mortality of the attempted reversal of
Hartmann procedure. Methods: We retrospectively studied YY patients undergoing bowel reconstruction
after Hartmann procedure at the National Cancer Center, General Surgery Department and “Cancer Re-
search Center - Martin D. Abeloff laboratory” in the period from January 2009 until November 2013. We
evaluated the intraoperative and postoperative complications. Results: The mean age of patients undergoing
operation for intestinal transit reconstruction after the Hartmann colostomy was 52.2 years, and 12 male
patients. The average length of stay of the colostomy was 12.6 months (range 3-74 months). Mean operative
time was 320 minutes (range 170-780 minutes). The successful restoration of intestinal transit was achieved
in 21 patients (94,45%). One patients had anastomotic leak (4,54%) and six had various complications (total
31,81%). There was one death (4.54%) in patients with anastomotic leak and abdominal sepsis. Conclu-
sion: Results of our study and various other papers justify a randomized clinical study shows that Res-
toration of intestinal continuity after Hartmann’s procedure is not a benign operation and it’s necessary
to investigate the one-stage concept with primary anastomosis against the Hartmann’s procedure and its
reversal. Key words: Hartmann procedure, Anastomotic leak , Morbidity, Mortality.
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AHAJIN3 PE3YJIBTATOB XUPYPI'HUECKOI'O JIEYEHUS PAKA KEJYIKA
B 3ABUCUMOCTHU OT OBEMA JINM®OJNCCEKLINN

Hannonaapnbni Llentp OHKoI0THH HM. B.A.@aHapksana, ApMeHHsT

G.A.Hambardzumyan

The results of surgical treatment of gastric cancer in various volume
of lymph node dissection

National Center of Oncology after V.A. Fanarjyan, Republic of Armenia

Abstract

Comparative assesment of results of surgical treatment of gastric cancer (2000-2007rr) has been done
in this work.

Patients were divided in two groups: I group includes 186 surgeries with D1 lymph node dissection and
II group-317 surgeries with D2/3 extended lymph node dissection without pancreato-splenectomy. Totally
503 radical surgeries were performed.

Postoperative complications were observed in 31 patients (16.6 %) of first group and in 61 patients of
second group (19.2 %). The mortality was 9,1 % (17 patients) in the I group, and 9.7% (31 patients) in
the II group. In D1 group the rate of lymph node metastasis were 35 %, whereas in D2/D3 group - 51.1 %
(p<0.0001). The three-year survival rate in D1group - 48.3+£3.7, in D2/3 group - 69.7+2.6 (p=0.006). The 3
years diseases free survival was 41.9+3.6 in D1group and 64.9+2.7 in D2/3 group. The 5-years survival was
12.4£2.4 in D1group and 32.2+2.6 in D2/3 group(p<0.05).

Conclusion: Gastric cancer surgery with extended lymphadenectomy provides locoregional control,
improves the short term general and diseases-free, and 5-years survival rate without deterioration of direct
postoperative results of treatment.

Key words- gastric cancer, extended lymphadenectomy, survival rates

ViyuiieHue HenoCpeACTBEHHbIX, OMMKaMIINX U OTAAJICHHBIX PE3y/IbTaTOB XUPYPrUUECKOrO JICUEHUS
paka JKeJyJKa J0 HACTOSILNEro BPEMEHH OCTaeTCsl aKTyaJlbHOW 3ajadeil. ['acTpakroMust u cyOTOTabHAs
PE3EKIMS JKEeJTyAKa SBISIFOTCS OCHOBHBIMH METOAAMH JICUCHHUS Paka KelayaKa. [ po3HbIM OCIIOKHEHHEM B
paHHUE CPOKH IIOCJIE OIEpalru OCTAETCS HECOCTOSTEIbHOCTH LIBOB AHACTOMO30B, KYJBTH JKEIyIdKa H
JIBEHAIIATUTICPCTHOMN KUIITKA. JTO SIBISICTCS] OHON U3 MPUYMH HEOIArONMPHUsSTHRIX UCXOOB (5; 9).

OpHOM W3 OCHOBHBIX NPHYUH HEYJOBJIETBOPUTEIBHBIX ONMKaWIIMX W OTHAICHHBIX PE3yJbTaToB
XUPYPrUUECKOIO JICUCHHS paKa JKeJIyAKa SBISIETCS JIOKO-PErMOHApHOE pelUIMBUPOBAaHHE 3a00JIeBaHUs,
4acToTa KOTOPOTO, TO JAaHHBIM psiiga aBTopoB (4; 5), moxer mocturath 20-40%. B To ke Bpewms
COBEpILICHCTBOBAHNE TEXHUKU ONEPATHUBHBIX BMEIIATEIbCTB, OCOOCHHO BBHIMOJIHEHHE PACHIMPEHHBIX H
pacuIMpeHHO-KOMONHUPOBAHHBIX ONIEPALIU, TO3BOJISICT HOBBICUTH PaIMKAJIN3M BMEIIATEIILCTBA M COKPATUTD
YHCII0 JTOKOPETMOHAPHBIX PeuuaAnBoB 10 9-10% 3a cueT MUPOKOro yAajaeHus MOTCHIUAIBHO TOPaKEHHbBIX
MeTacTazaMu JTUM(ATUIeCKUX Y3JI0B M KJIeTYaTKH pernoHapHsix 30H (11,1, 6, 3).

ONMOHEHTHI ATOTO METo/Ia JeueHUsI, Takue Kak, Bonenkamp J.J(1995), A.Cuchieri (1996), Ha ocHOBaHUM
PaHIOMHU3UPOBAHHBIX HCCIEIOBaHMM B EBpome Npuuuim K 3aKIOUCHHIO, YTO JIMM(aIeHIKTOMUS
He cToNb A(QQeKTHBHA, KaKk 00 3TOM CcOOOIIaeTcsl STOHCKUMH aBTOPaMH, W COMPOBOXKIAeTcs Oojee
BBICOKMMH TOKa3aTeNsIMU JIETaJIbHOCTH UM MOCIEOoNepalMoHHbIX OCIoKHEeHUH. MMmeromuecs B nuteparype
MIPOTHUBOPEUUBBIC JIaHHBIE O Pe3ylbTarax pacHmpeHHbIX omeparmid (12,8,9) sBumuch moOyIUTEIBHOM
MIPUYMHON IPOBEACHUS COOCTBEHHOI'O HCCIIEIOBAHUSI.

LlenbIo HalIero UccieI0BaHMsI OblIa OIIEHKA HETTOCPEICTBEHHBIX, ONIKANIINX M OTJAJICHHBIX PE3yJIbTaToB
XMPYPrHUECKOTO JCUCHHUS paKa KelyJKa B 3aBUCUMOCTH OT 00eMa JTUM(OIUCCEKIINH.

Hamu B HIIO um. B.A.®@anapxsiHa NpoBeIeHa CPABHUTEIbHAS OLEHKA PE3yJIbTaTOB XUPYPIHUECKOTO
JICYCHMSI paka >KeldylKka B IByX rpymmax: | rpymma — 186 omeparuu ¢ cTaHZapTHBEIM 00BEMOM JTHCCEKITHH
D1 u II rpynna-317 onepauuii ¢ Mogu(UIMPOBaHHO-pACIIMPEHHBIM 00beMOoM JuMboauccekuu (D2/3)
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0e3 maHkpearo-CIICHIKTOMHH. Bceero BeimomHeHo 503 pagukanbHBIX OINEpanuii NPH pake >KelyaKa.
l'actpakTomus BeinonHena y 180 (35.7%) nmauuenTtos, cyOTOTaNbHAS NPOKCUMAaIbHAS PE3CKIHS JKEeyIKa —
y 27 (5.36%), cyOToTanmpHast JUCTAIBbHAS PE3eKINs xKeryaka — y 296 (58.8%) 60mpHBIX

B Gnmxaiiem rnociaeonepanmoHHOM Iepuo/ie mocie 186 ctanaapTHRIX onepanuii 0CIOKHEHHS
Bo3HHKIH Y 31 (16.6%) GombHoro, ymepno 17 (9,1%), nmocne 317 pacmdpeHHBIX Omneparuit
ocnokHeHus: Habmonanuch y 61(19.2%) ¢ nocieonepannonHoi cMepTHOCTHIO 31(9.7%) GonbHBIX
(pa3HUIIBI CTATUCTUYECKH HE A0CTOBEpHBI). Tabnuya 1

Tabnuya 1.
Yacmoma u cmpykmypa ociodxcHenuti nocie cmanoapmuwix (D1)
u pacwupennvix(D2/D3) onepayuii

D1 rpynna D2-D3 rpynna
OcaoxxHenust
n= 186 n=317
abdc. u % abc. 1 %
[TueBmMOHUSA 1.07%))2 5.04%))16
DKCCyIaTUBHBIN MJIEBPUT 1.07%)2 8.8%))28
Wudapkr Mmuokapaa - 0.9%))3
TOIJA - 03%))1
Tpombodaeonur 0.53%))1 0.9%))3
[Tarkpearut - 1.2%))4
l'unieprepmust™>38 rpagycos 6osee 2 Helenb 0.53%)1 0.9%))3
Jlumdopes Oosee 5 cyTok - 7.7%))20
BripakeHHast AucHyHKIUS KUIIEYHUKA 0 1.2%))4
AHacTOMO3UT 1.07%))2 1.2%))4
BHyTpuOpIOIIIHOE KPOBOTCUEHHE 0 0.67%))2
Kumieunas HempoxoaumMocThb 0.53%))1 1.57%))5
OOmmMpHOEe HArHOCHHUE JIAITAPOTOMHON PaHbl 0.53%))1 1.57%))5
BryTpubpromHoii abciecc 2.68%))5 1.8%))6
Henocrarounocts mBOB aHacTomMo3a 6.9%))13 3.15%))10
Paznuroit nepuroHuT 3.7%))7 0.9%))3
ewemen nocreonepaonioso nepoda 16.6%)31 19.2%)61

Kak BuIHO 13 TaOnUIB! 2, 4aCTOTa MOCICONEPALIMOHHBIX OCIOKHEHHN | JIETAILHOCTH B 00€UX TPyIIax
(D1/D2/3) nocToBepHO HE OTIUYAIOTCS APYT OT ApYyTra. MOKHO KOHCTAaTHPOBATh, YTO BHEAPCHHE PACIIMPEHHON
TUM(OTUCCEKIINHU B TPAKTUKY HE COMPOBOXKIACTCS POCTOM YHCIIAa OCIOKHEHHN U JIETaJIbHOCTH.

Mopdonornueckn uccienoBanbl 503 mpemapara jkelyaKa ¢ CaJbHUKaMH M PErMOHAPHBIMH JHMQaTH-
4ecKUMH y3namu. B rpymnme crangaptHeix onepaiuidi D1 gactora MetactasupoBanus coctaBmia 35%, Torna
Kak B rpynre pacmmpenHsix onepauuii D2/D3 — 51.1% (p<0.0001). KonnuecTBo yaaisieMbIx JTUMpaTHuecKux
Y3JI0B B TpyNIE CTAHAAPTHBIX OMEPALMil COCTABIAET OT 2 710 5, TOrAa Kak B TPYMIE PaCIIMPEHHBIX ONepannit
— ot 16 no 27. Crnemyer OTMETHTh, YTO YBEIMYEHHE YACTOTHI JIMM(OIEHHOTO METacTa3upoBaHMsl B IPyIIE
PacIIMpEeHHBIX ONepanuil SBIsIeTCs CIeACTBUEM Oosee OOBEKTHBHOM OLICHKH PaclpOCTPaHEHHOCTH OITyXOJIe-
BOTO IIpoliecca, T.e. 0oiee JOCTOBEPHOIO CTAJMPOBAHUS M TIOBBILICHUS paauKaiu3Ma BMellaTenbcTBa. Ha
OCHOBaHHUHM TUX JAHHBIX MOXKHO C/IENATh BBIBOII, YTO OKOJIO 16.1% manueHToB MUTPUPYIOT B IPYIITY C OOIbIIEeH
PacIpOCTPAHEHHOCTHIO IIPOLIECCA.

MBI npuUMEHWIN aKTypHAJIbHBIA METOH BBIUMCIEHUS BBDKHUBAeMOCTH, pekomenayemoi JRSGC, ¢
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HCIOJIb30BAHNEM JIOHTPAHTOBOI'0 TECTA MMPU CPABHEHUH KPUBBIX BBIKMBAEMOCTH. TPEXJIETHsISI aKTypraIbHast
BBEDKHBaeMOCTh B rpymme D2/3 cocraBuia 69.7+2.6, a B rpynmne D1 — 48.343.7. Pa3Huma crarucTudecku
noctoBepHa (p=0.006). Tabauya 2

Tabnuya 2
Tpexnemuss gviorcusaemocms (6 %) npu numgoouccexyuu DI u D2-3
JdoBepurtenbHbIN
OO0mas TpexyieTHssA HHTEpBAT C
Jumdo- Koa-Bo N- N+ BBIKHBAEMOCTb

AUCCeKIHS 00JIbHBIX LOCTOBEPHOCTLIO

abc. P+m 95% (t=2)

D2-3 317 489 | 51.1 221 69.7£2.6 63.6-74.0

D1 186 64.5 | 355 90 48.3£3.7 40.9-55.7

[TosryueHHbBIE TaHHBIC TPEXJICTHEH OS3pEUIMBHON BBDKUBAEMOCTH JIOCTOBEPHO Jiyuliie B rpyrie D2/3
(64.942.7) no cpaBHeHHIO ¢ aHAIOTHUHBIMU B rpymne D1 (41.9+3.6). Tabauya3

Tabnuya 3
Tpexnemuss be3peyuousHas 8blHcUBAEMOCms (8 %)
npu aumpoouccexyuu D1 u D2/D3
OO0mas TpexJsieTHASA JoBepuTenbHbIN
Jlumdpo- Kou1-B0 N ~ 0e3penMIUBHAsN HHTEpPBAJ C
AUCCEKIUsT 00JIbHBIX i ——BBDKHBAEMOCTE | 10CTOBEPHOCTEIO
abc. P+m
95% (t=2)
D2-3 317 48.9 51.1 206 64.9£2.7 63.6-74.0
D1 186 64.5 355 78 41.9+3.6 40.9-55.7

Jlanaple 0 Oe3peruanBHON BBDKMBAEMOCTH CBHIETENBCTBYIOT, YTO PEUUANB 3a00€BaHUS pa3BHICS Y
35.242.7 (111) GonbHBIX B TPyIIE paciUpeHHbIX onepamuid u'y 58.1+3.6 (108) GonbHBIX C CTaHIAPTHBIM
o0bemomM onepaunit (p<0.0001). ITo xapakrepy peunaMBHPOBaHMS B IPYIINE CTAHAAPTHBIX ONEpalnuii OHU
OBLIH JIOKOPETHOHAPHBIMY (TI0 BEpXHEMY F HIYKHEMY KParo MOHKETYI0YHOMN JKeJIe3bl, B TeNaToy0IeHATbHOM
CBSI3KE C PA3BUTHEM JKCITYXH), & B TPYIIE PACIIUPEHHBIX OMEpPalUid PEIUANB TPEICTABICH B BHIC
JIUCTAHTHBIX TEMATOTEHHBIX METACTa30B U JUCCEMHUHAIINH 10 OPIOIINHE.

[Toxa3zarens Oe3perIMBHON BEDKMBAEMOCTH 32 TAHHBIHN IIEPUO HAOMIONESHUS 3HAYUTEIFHO YTy YIIHICS
MOCJIe paCIIMPEHHBIX BMemaTenbeTB (64.9+2.7 mpu D2/3 u 41.9+£3.6 npu D1; p=0.001) Bo Bcex crammsx
3200JICBAHMSI, YTO TAKKE CBUJICTEILCTBYET O TOBBIIICHUH PaJMKAIN3Ma U 11eJIeCO00Pa3HOCTH BBITOTHCHHUS
PACIIMPEHHBIX ONEPALU B XUPYPrUUECKOM JICUCHUHU paKa >KeyaKa.

[lpu wHammumm wmeractazoB B nuMmdoy3nax 51.1% pacmmpeHHble BMEIIATENbCTBA  YAYUIINIHA
TPEXJICTHIOID BBDKUBAEMOCTH MO CPABHEHUIO CO CTaHAAapTHBIMU omepammsivMu Ha 20.8% ¢ (¢ 48.3% mo
69.1%, COOTBETCTBEHHO).

Ha mam B3misA, TEHAGHIUS K POCTY BBDKHMBaeMOCTH OOYCJIOBJIEHa 0oJee MOJHBIM JIOKATbHBIM
KOHTPOJIEM B pe3yJIbTare pacIIMpPeHHBIX BMEIIATENLCTB. YIIyUIlIeHUE [TOKa3aTesnel S-1eTHel BbBKUBAEMOCTH
XapaKTepU3yeT JieueOHbIH MOTESHIMAN PACIIMPEHHBIX OIepaliuii, 00yCIIOBICHHBIN MPEBBINICHHEM 00beMa
TUMQPOIMCCEKIIMH CTETIeHN JIMM(OTEHHOTO MeTacTa3upoBanus (Tabnuua 4).

Tabnuya 4
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S-nemmusis evioicusaemocmo (8 %) npu aumgpoouccexyuu D2/D3 u D1

Oo0mass 5-1eruss JloBepuTtenbHbBIH
Jlumo- Kou-Bo HHTEPBAJ C
N- N+ BbIKHBaeMoCTh
JMCCEKIHS GOIBLHBIX Abc P+m I0CTOBEPHOCTRLIO
95%(t=2)
D2/D3 317 48.9 51.1 102 32.242.6 27.0-37.4
DI 186 64.5 35.5 23 12.4+2.4 7.6-17.2

Takum oOpa3oMm, Kak IOKa3ajlo JaHHOE HCCIEeNIOBaHME, PACIIMPEHHBIC OMEpalry IMPH pake IKelyaKa
00eCIeunBalOT JIOKOPETUOHAPHBIA KOHTPOJIb, YIYUIIAOT OJIMXKAKWIIUe TOoKa3aTelnu TPeXJeTHeH OoOIei
u Oe3peluJINBHON, a TakKe S5-IIeTHEW OTJAJIeHHOW BBDKMBAEMOCTH 0O€3 YXYIIICHUs HENOCPEICTBEHHBIX
PE3yIBTATOB JICUCHUS

10.

I1.

12.
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