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PaboTa BbINONHEHA B pamMkax NpoekTa roc. rpaHTa
NelTD 1109 — 11. 3 — 10849 POHLL, M3 PYs. : «/3yye-
HME MEXaHM3MOB PasBUTUS MHOXECTBEHHOW nekap-
CTBEHHOW YCTOMYNBOCTM Y BOSNbHBLIX PAKOM SSIUHHUKOB>.

BctynneHue. Pak gaunyHukoB (P$) yysBcTBUTENEH
K xumnotepanuu (XT), HO B Nnpouecce Nie4eHns Hens-
6exXHO pasBMBaAETCSH BTOPUYHAS XUMMOPE3UCTEHT-
HoCcTb (XP), obBycnoBneHHas cenekuuern yCTONYMBbLIX
KnoHoB onyxoneBbix knetok (OK) , n B ganbHenwem —
akTnsaumein B HUX XP. OgHMM 13 nyTe NoBbIlWeHNS 3 -
deKTMBHOCTU Tepanuun y 6onbHbIX PH aBnseTcs BbIbop
TaKTUKN NIEYEHUS C YYETOM OLEHKM CTEMNEHUN YYBCTBU-
TenbHocTn OK k uutoctatmkam [1,2]. M3ydyeHuto mexa-
HM3moB yctonumBocTn OK k XT nocesilweH psig paboT
[2,4-7], B KOTOPbIX 0COOOE BHUMaHWE YAENseTcs uame-
HEHWIO YPOBHS IMyTaTUOHA N aKTUBHOCTU MNTyTaTUOH-S-
TpaHcoepasbl (FST) npu pazsuTtumr PH, ogHako ponb eé
[0 KOHUQA He n3yyeHa. B cBsi3n ¢ 9TM BO3HMKaeT Heob-
XOOVMOCTb MPOBEAEHUs AaNbHENLLNX UCCNefoBaHni
C Lenbio n3yyYyeHns nekapcTtBeHHor yctonunsoctn OK
[3, 5-7].

Llenb uccnepoBaHnsa — onpegeneHme akTuBHOCTU
depmeHTa 'ST npu n3ydyeHUn NekapCcTBEHHON pes3n-
CTEHTHOCTU Y 60NbHbIX PA.

OObeKT U MeToAbl UCCefoBaHUs. 25 naumeHT-
kam oT 37 net po 61 ropa (44,3% 3,6 net) nposeneHo
KOMBOVHMPOBAHHOE Ne4YeHNE B OTAENEHNN TMHEKONOMNN
POHL, M3 PY3. no noBoay MeECTHOPACNpPOCTPaHEHHO-
ro P4 T2-3NO-1MO crtagvein. Ctagmio 3abonesaHus
onpenensanu Ha oOcCHoBaHMK Kknaccudukauum TNM
(MKB -10 BO3). C nomoubio 6uMaHyansHOro ocMoTpa
n Y3W onpepnensann n3aMeHeHne pa3amepoB MNEPBUYHO-
ro OMyxoseBOro o4yara, CTeneHb PacnpPoOCTPaHEHHOCTU
1 amHamukun. NonyyeHHble JaHHbIe CpaBHMBANN C pe-
3ynbTataMun 0o nedeHus. Kpome knmHu4eckux obcne-
[OBaHUM 60NbHBLIM MNPOBOAMAN KOMMBIOTEPHYIO TOMO-
rpadunio opraHoOB Masioro Tasza 1 OGPIOLIHOA NONoCTH,
MPT-nccnepoBaHue.

CpenHuii pasMmep Onyxonu OO NeYeHus COCTaBuil
100,5 = 7,8mm. AcuuTtHaa ¢opma onyxonu BCTpe-
yanacb 4awe - 20 (80%), npu UUTONOrMYECKOM

Ta6nuua 1
PacnpegeneHune 60bHbIX B 3aBUCMMOCTH
OT BO3pacTa U pacnpoCTPaHEeHHOCTH
onyxoJieBoro npouecca

gOSDaCT Ace. | % PacnpocTtpaHeHune AGC. %

OJ1bHbIX npouecca

20-30 3 12 | AcuuTtHas dopma 20 80

31-40 7 | og | Besacuman | g5 | 5
dopma

41-50 g |32 | Memactase | 47 | g
CaJIbHUK

51-60 7 o8 OKCcCcyaaTUBHbLIN 8 39
nnespuT

nccneaoBaHnmM KoTtopon obHapyxeHbl OK 3nokade-
CTBeHHOWM npupoabl. besacuntHaa popma P BCcTpeya-
nacb pexe gpyrux (tabn. 1).

Ha nepBom aTtane 60JibHbIM NpoOBOAMNIACH Heoa-
abtoBaHTHas XT (HAXT) no cxeme: umucnnatuH 75 mr/
M2 B/B, umknogocdan 600 mr/m?B/B, 5-pTOpypaLmMn
2250 mMr/m2. BonbHbiM ¢ PA nocne HAXT nposogunu
onepaTMBHOE BMeLLATeNbCTBO: 3KCTMPNaumus MaTku ¢
npnaatkamm n oMmeHTaktomua — y 11 (44 %), Hagena-
ranvuiHas amnyTaums MaTkm C OMEHTIKTOMUEN — y 9
(836%), KOMOUHMpPOBaAHHbLIE OMepauuu C pe3eKunen
MOYEBOro ny3bIpsa U kuweyHuka —y 1 (4%), Hepaau-
KanbHasi ornepauus — pesekums 6oNbLIOro casibHMKa
1 (4%), OBYCTOPOHSIS TyBOBapMaKTOMUSA N pe3eKkums
60sbLIOro canbHuka — 3 (12%).

MocneonepaunoHHbIi MOpdOoNorn4eckuin npodusb
onyxonu 6bin cnegytowmm: 18 (72%) — nanunnsipHas
apeHokapuuHoma, 1 (4%) — IMNMAHO-KNETOYHbIN pak,
1(4%) — cepo3Has umcTageHokapumHoma, 2 (4%) —
aucrepMmHoma. Y Bcex B0MbHbIX U3yYeHbl AMHaMmYe-
ckue nameHeHus 'ST Ha pasnuyHbIX aTanax nevyeHus
C MNOMOLLBIO CNEeKTPOPOTOMETPMHYECKOTO MeToAa.
Cratuctunyeckmin aHanu3 npoBOAMAN Ha MNepcoHasb-
HOM komnbloTepe LG-Pentium IV ¢ ncnonb3oBaHmem
t-kputepus CTblogeHTa.
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PesynbTaThl MCCNef0BaHUA N NX oGCyXAaeHne.
ST [OMWHAHTHO 3KCMPECCUPYETCSH HA MHOMMX BUOAX
OK 1 noaTomMy cyMTaeTcs X MapkepHbiM 6enkoM. 3Ta
3Kcrnpeccus ABASEeTCA TkaHecneunduyHom n, Kak npa-
BWJI0, HAGNIOAAETCA NPU COXPaHEHNN OMUHUPYIOLLEN
ponu I'ST [3-6]. bnarogaps oeATEeNbHOCTU 3H3VMMOB
ounoTtpaHchopmMmaumm  KCEHOOUMOTUKOB  MPOUCXOAUT
npeBpaLlleHne TOKCUMYHbIX AN KNEeTKM NPOAYKTOB B
BOOOPACTBOPUMBIE HETOKCMYHBIE MPOU3BOAHLIE. Yya-
CTBYS B 00€3BpeX1BaHNN Nepekncen n ruapokcusb-
HbIX pagunkanos, ST aBngeTcsa 0OHMM M3 BaXKHEMLLINX
KOMMOHEHTOB CUCTEMbI AHTUOKCUAAHTHOW 3alUnThl
KNeTku, 4YTo, NMO-BMOUMOMY, OKa3blBaeT BAUSIHWE Ha
cTeneHb pe3ncteHTHocTn OK K upuTocTatmkam [5, 6].

Y 60nbHbIX PA Habnoganu BelCOkUiA ypoBeHb ST
0o v nocne nposeaeHns HAXT: B 4,4 n 4,1 pa3a cooT-
BETCTBEHHO BbllLEe KOHTPOss (Tadn. 2). Mbl ob6Hapy-
XU MONOXUTENBHYIO ANHAMUKY U3MEHEHUST ob6bema

Ta6nuua 2
AvHamMmuka nameHeHunm nokasarenen I'ST
B 3aBUCMMOCTM OT reMorsnioomHa Kposu

YpoBeHb ST lemorno6buH
(MKMONb/MUH/HD) (r/n)
[o neyeHnsa 5,27 +0,29 80,17+3,9
Mocne HAXT | 4,84 +0,36 78,5+2,59
SAOPOBHIS | 4 4940 17 96,2+4,6
XEHLUMHbI

onyxonn no Y3W nocne HAXT. Ecnny 14 (56 %) 605nb-
HbIX pasmep Onyxoan B CPefHEM cocTaBwui 6osnblue
200 mm3, TO nocne HAXT oTMedasncs perpecc onyxonu
-y 8 (830%) naumenTok. Mop BnmsHmem HATX y naup-
eHTOK C onyxofnaMmu meHee 100mMm3, HanpoTuB, OT-
Mevanacb TEHAEHUUS B BO3PACTaHMM ymcna 60MbHbIX
(puc.). Cnenyet OTMETUTb, YTO 3TUM BOJIbHBIM HEBO3-
MOXHOCTb NPOBeAEHNS pafanKanbHoM onepauumn 6eina
obocHoBaHa cTabunusaumein npouecca nocne npoee-
neHns kypcos HAXT, 4TO yka3biBaeT Ha YCTOMYMBOCTb
atnx OK k gaHHOM cxeme XT.

Oco6eHHO MHTEPECHO, YTO NP IeYeHUn BONbHbIX C
YacTUYHbIM 3PDEKTOM NCXOOHbIN YpOBEHL 'ST B apun-
TpouuTax Obln AOCTOBEPHO HMXe (4,1 = 1,12 mkmonb/
MUH/HD), 4em y BonbHbLIX CO cnabbiM TepaneBTuye-
cknm apdekTom (6,3 = 0,7 mkmonb/mnH/Hb) (p>0,05).
Mpn cpaBHEHUM MNOMYYEHHbIX pe3dynbTaTtoB nocne XT
ypoBeHb ['ST B apuTpoumnTax 60JbHbIX, Mano YyBCTBU-
TENbHbIX K IEKAPCTBEHHOMY JIEYEHUIO, HAMHOIO BbILLE
(6,98 £ 1,28 mkmonb/ MuH/Hb), 4em y 60nbHBIX C 3d-
dekTnBHbIM neveHnem (5,14 = 0,19 mkmonb/MuH/ Hb)
(p>0,05).

Ocoboe BHMMaHWe cnepyet obpaTtuTb Ha M3Me-
HeHna akTusBHOCTUM B npouecce HAXT. Tak, addek-
TUBHOE JIEYEHME COMPOBOXAANOCb MOCTENEHHbLIM
noHmxeHnem akTuBHocTM ST, Torga Kak npu crtabu-
nmsaumm 3abosieBaHUS aKTMBHOCTb €€ MpakTUYecKu
He N3MeHsNach NO CPaBHEHUIO C UCXOAHbLIM YPOBHEM.
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®m 0o ne4yeHus B MNocne HAXT

Puc. O6bém onyxonu no Y3U no 1 nocne nevyeHus.

EcTb OCHOBaHUs nonaratb, YTO 3TN U3MEHEHNS MOTYT
oKas3aTb CYLLECTBEHHYIO MOMOLLb MPU OOCTOBEPHON
OLEHKE NPOrHo3a nevyeHns n ap@PeKTMBHOCTN Nocne-
ayowen tepanmn. AHannM3 HeNnOCPEeACTBEHHbLIX U OT-
LaneHHbIX Pe3ynbTaToB JIeYEHNS NoKa3an HEKOTOPYIO
3aBUCUMOCTb UX OT aKTMBHOCTWU OAHHOrO depmeHTa.
Y G0JIbHbIX C NONIOXUTENBHOWM ONHAMUKOWN NIEYEHUS OT-
Me4asniocb MOHMXEHME aKTUBHOCTU pepMeHTa. Takyio
XE KOPPEeNAuMo Mbl YCTAaHOBWUAW NPW NpeaBapuTenb-
HOM aHanmM3e BbIKMBAEMOCTU U pPeLnamBmpoBaHmsa. Y
8(32 %) 60bHbIX C NOJIHBIM TEepaneBTU4eckuM adpdek-
TOM, Y KOTOPbIX OTMEYaNoCb AOCTOBEPHOE CHMXKEHUE
akTuBHocTtu ST, megmana Bbikmaemoctn — 17,0 +
1,15 mec., a pe-uyuausuposanusa — 2,1 1,2 mec. MNpn
yacTuyHomMm perpecce onyxonun y15 (60%) nauneHTok
MeamaHa Bbixnsaemoctn coctaeuna 8,0 = 1,4 mec. n
6e3 nporpec-cupoBaHus — 5,1 + 1,5 mec., npu ctabu-
nmaauumny 2 (8 %) 6onbHbIX — 5,2+ 1,11 2,0 = 1,4 mec.
COOTBETCTBEHHO.

BbiBOADI.

1. BbigBneHa 3aBUCUMOCTb 9(PEHEKTUBHOCTM feye-
HUS OT ypoBHSA 'ST y 60nbHbIX PHA.

2. Mop penictBuem HATX npomcxoamno CHUXeHue
BbICOKMX 3Ha4eHuin STy 60nbHbIX ¢ PA.

3. Y 605bHbIX PA ¢ NONOXUTENbHOM AMHAMWNKOWM Ne-
YEeHUs OTMEYANI0Ch NMOHMXKXEHNE aKTUBHOCTM bepMEHTA
['ST, Torpa kak npu cTtabunmsaumm onyxonesoro npo-
LLecca ero 3Ha4eHMs HE U3MEHSAINCb NO CPABHEHMUIO C
MCXOOHbIM YPOBHEM.

4. AHanormyHas TeHOEeHUMS BbiiBNEHA Npu Npea-
BapUTENIbHOM aHaNN3€e BbKMBAEMOCTU N PELVANBUPO-
BaHWS y nauneHTok P4.

MepcnekTuBbl panbHEMWUX UCCNenoBaHUN.
MpegnonaraeTcs yCOBEPLUEHCTBOBATb U ONTUMU3NPO-
BaTb cxemMy HAXT y 60nbHbIX PA 1 n3yunTb ero BansiHne
Ha akTMBHOCTb 'ST B AMHaMuKe OO0 W NOC/e JiedeHus.
Heobxoammo panbHeillee nadyyeHne MexaHm3moB Je-
KapCTBEHHOW YCTONMYMBOCTU nMpun npoBeneHnn HAXT y
60nbHbIX PA.
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JNNIKAPCbKA PESUCTEHTHICTb Y XBOPUX 3 MICLEBOPO3MNOBCIOOAXXEHAM PAKOM 9€4YHUKIB

Ymapoea H. A., lOnpawesa H. WU., Mamapacynoea [i. 3., Mamagnaniesa . A., A6ayradieea M. O.,
Pawmpos LL. V.

Pe3iome. lNpoBeneHa ouiHka rnyTaTioH-S-TpaHcdepasn (IFST) y 25 nauieHTok 3 pakom siedHukiB (PA) y
NPOLECi PO3BUTKY Y HUX PE3NCTEHTHOCTI A0 NiKkiB. Y xBOpux PH BMSBNEHO B3aEMO3B’A30K MiX nigsuweHHam ST
Ta CTiMKICTIO NyxnuH A0 ximioTepanii. Cxoxa Kopensuis CnocTepiraeTbCs Npv aHanisi BUXXMBAEMOCTI Ta peLumanBy-
BaHHA y nauieHTok P4.

Knio4oBi cnoBa: pak S€e4YHuKiB, NikapCbka PE3UCTEHTHICTb, MyTaTioOH-S-TpaHcdepasa, Heoan 'toBaHTHA
ximioTepanis.
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JIEKAPCTBEHHAA PE3UCTEHTHOCTb Y BOJIbHbIX MECTHOPACMNPOCTPAHEHHbIM PAKOM
ANYHUKOB

Ymapoea H. A., lOngaweea H. LU., Mamapacynoea [i. 3., Mamaganueea I'. A., AGayraiuueea M. O.,
Pawmnpos L. Y.

Pesiome. NponseeneHa oueHka rmyTatnoH-S-tpaHcdepassl (FST) y 25 nauneHTok ¢ pakoM anydHuKoB (PH) B
npoLecce pasBUTUS Y HAUX eKapCTBEHHOW Pe3NCTEHTHOCTU. Y B6onbHbIX P BbisiBfieHa B3aMMOCBSI3b Mexay no-
BbllleHneM 'ST 1 yCTOMYMBOCTBLIO OMyxonen K xumMmmotepanuun. Cxoxas koppensiunsa HabniogaeTca npu aHanuse
BbDKMBAEMOCTU U peLmanBnpoBaHng y naumeHTok PA.

KnioueBble cnoBa: pak SM4YHMKOB, NIEKAPCTBEHHAS PE3UCTEHTHOCTb, MYyTaTUOH-S-TpaHcdepasa, Heoaablo-
BaHTHas XxMMuoTepanus.
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Drug Resistance in Patients Locally Common Ovarian Cancer

Umarova N. A., Yuldasheva N. Sh., Mamarasulova D. Z., Mamadalieva G. A., Abduganieva M. O.,
Rashidov Sh. U.

Summary. Ovarian cancer (OC) is sensitive to chemotherapy (ChT), but in the process of treatment will inevi-
tably develop secondary chemoresistance (ChR), the reason of which is the selection of resistant clones of tumor
cells (TC) and the activation of them in HT. When studying the mechanisms of sustainability OK to HT special at-
tention is paid to the change of the level of glutathione and the activity of glutathione-S-transferase (GST) with the
development of the OC, however, the role of it to the end is not studied.

Purpose: study of the activity of the enzyme GST in the study of drug resistance in patients with OC.

Materials and methods. 25patients from 37 years to 61 years had combined treatment on the locally common
OC. All patients underwent CT scans of the or-gans of small pelvis and abdominal cavity, magnetic resonance to-
mography. The average size of the tumor patients before treatment was 100. 5 = 7. 8 mm. Ascites form tumors met
more often — 20 (80 %), an ascites — at least — in 5 (20 %) of the patients with OC. Neoadjuvant ChT (NAChT) was
carried out according to the scheme: cisplatin 75 mg/m? in/v, cyclophosphamide 600 mg/m?/in/v, 5-fluorou-racil

218 BicHuk npo6nem Gionoriti meanunHmn — 2013 — Bun. 2 (100)



KNIHIYHA TA EKCMEPUMEHTAJIbHA MEOAVULUUHA

2250 mg/m?. Patients with OC after NAChT proceed to a prompt intervention: remove the uterus with appendages
and omentectomya —in 11 (44 %), supravaginal amputation with greater omentum on of uterus with omentectomya
—in 9 (36 %), the combined operation with the resection of bladder and intestines — in 1 (4 %), non-radical surgery
resection of a large omentum 1 (4 %), two-sided tubovariectomya and resection of a large omentum — 3 (12%).

Results and discussion. In patients with ovarian cancer experienced a high le-vel of GST before and after NAChT:
4.4 and 4. 1times, respectively, higher than the control group. Found a positive dynamics of change in tumor volume
after NAChT. If 14 (56 %) patients on average tumor size greater than 200 mm? after NAChT marked regression in
8 (30 %) patients. Effective treatment was accompanied by a gradual decrease in GST activity, whereas its stable
disease activity remained virtually unchanged compared with the initial level. The analysis of the immediate and
long-term results of treatment showed some dependence on the activity of the enzyme.

Conclusion. The dependence of the efficiency of treatment of the level of GST in patients OC was estimated.
Under the influence of NAChT was the high value of GST in patients with OC. In patients with OC with the positive
dynamics of treatment was reduced enzyme activity GST, while the stabilization of the tumor process of its meaning
has not been changed as compared with the initial level. The same tendency is revealed in the preliminary analysis
of survival and of re-lapses in patients SEA.

Prospects of the further researches. It is expected to improve and optimize the scheme of NAChT in patients
with OC to study its influence on the activity of GST in dynamics before and after the treatment. It is necessary to
further study of the mechanisms of drug resistance in carrying out NACHT in patients OC.

Key words: cancer of ovarian, drag resistance, glutation-S-transferase, neoadjuvant chemotherapy.
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