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N3VYEHUE DO@EKTUBHOCTU KOMBUHAIIMIN
TIAKJIUTAKCEJTIA 1 KAPBOILTATHAHA IIPY PACITPOC-
TPAHEHHOM PAKE AWYHWUKOB B IIEPBOV JIUHUW
XUMHUOTEPAIINHA. OLIEHKA TTPOTHOCTHYECKOTO
3HAYEHUSA MOJEKYJIAPHO-BHOIOTHIECKHX
MAPKEPOB P-53, Bel-2, BAX

IHEH caunuuecicoii onxonoeuu
2HUY sxcnepumenmansroil OUdzHOCHUKY U mepanuy onyxoneil

Bo BceM MUpE OTMETeHA TEHASHIMS K YBEIMICHITO 3a00/eBae-
MOCTYL ¥ CMEPTHOCTH OT Paka SHMIHUKOB. FOXeTONHO B MEPE PeTH-
crprpyercs 165 Toic. HOBBIX cygacB u 101 THIC. cMepTelt oT paka
STYHUKOB.

Db bekKTUBHOCTh TAKIIHUTAKCeNa ¥ OONBHEIX, PE3UCTEHTHRIX
K COEIUHEHUAM IUTATHHEL, coctapister 24%. IIpu HCIonb30Ba-
HUM KOMOMHAIMK NaKIUTAKCEJA IUCIUIATHHOM 3hderTus-
HOCTb cOCTaBIIsAeT 73—78% ¢ MemuaHOM BEDKIBacMOCTH 35—38
Mec [1, 2]. DbdexruBHOCTS KOMOWHATTNY IAKIUTAKCeNIA C ITHC-
IUIATHMHOM ¥ IAKIIUTAKCENIAa ¢ KapOoIIaTHHOM 0Ka3ajgachk Ofy-
HakoBoil (73 m 71% COOTBETCTBEHHO), YTO IIOATBEPKIECHO
CpaBHHTEIBHEIME HccaeqoBanusmu [3, 7, §8].

3a mocienHre IONbl JOCTHIHYT 3HAYWTENBHEIN TIporpece B
TIOHUMAHUYI MOJEKYIAPHOU 6uonoruu xneTku. CTal u3BecT-
HBl MHOTHME MEXaHW3MBI KOHTPOISI KJICTOYHOIO HNEICHHS I
CMEDPTH, ITOINEPXAHME FEHETHYeCKO CTaOTEHOCTH.

Haubonee pagHuMY COOBITHSIMY B IIPOLIECCaX KAHIIEPOTreHe -
3a ¥ NPOrPeCcCHpOBAHMS OMYXOJEH SBISTIOTCS HAPYILIESHUI Me-
XaHW3MOB Tiposudepallyiil M aIToNTO3a B OILyXONEBEIX KIIETKAX.
KittoueBpiMu GelIKaMHu, YIACTRYIONIVMHE B YIIPABICHWH AIIOIITO-
30M, ABIsIOTCs Genku P-53, Bel-2, Bax.

P-53 — Genok, perymupyIONIIii IMPOXOXIEHIIE KIETKH TI0 Kile-
TouroMy 1wy, Hapymienue akTuBHOCTY P-53 rprBogyT X He-
QYBCTBUTEIBHOCTH K MHTHOMPYIOIIUM POCT CUTHANAM, OciIabie-
HUIO WHAYKIWE aTmonTo3a, reHeTndeckoli HecTaGwibHocT: [6].
Kpome Toro, P-53 MoxeT yuacTBoBark B ONOKMPOBAHIM KIETOY-
Holl mudbepeHIIMPOBKY, CTUMYISIIN aHIVIOTCHE3a, YBEIUIe-
HUY VHBAa3WBHEIX CBOMCTB KJIETKH. DKcrpeccrro P-53 maxomar
NpAMEpHO B 44—62% CITyuaeB paka SUIHHKOB. Dxcnpeccus P-53
B OITYXOJIEBOM TKAHI MOXKET CRYKUTH MapKepoM, IIPOTHO3UPYIO-
IIIAM BBDKMBAEMOCTE OOJNBHBIX M PE3HICTEHTHOCTh K aIBIOBAHT-
Hoit xuMuoTepanu [4].

Cemeiicrso 6eaxor Bel-2 urpaer KimoueByio poJib B Gu3uoso-
THYeCKOM ribenn KimeToK. Pasmynast aKcIpeccra OeIKoB ce-
MetictBa Bcl-2 u ux CBA3BIBAIOMIUX IPOTEUHOB ITO3BOJISIET
0YeHb TOHKO PeTyIHpOBaTh aMOITO3 B PA3NIYHBIX THUITAX TKA-
HeH, 3aImycKaeMpelil pa3HOOOpasHEIMU BHE- ¥ BHYTPUKIIETOY-
upiMu curHanamu. HambGonee xopomo uzyyens Bel-2 (wHru-
6urrop anonrosa) i Bax (MHIYKTOpP anomnrosa) [3].

WsyueHne aKcOpeccHy MAapKepoB ¢ IETBI0 Goliee TOYHOIO
[POrHo3a TeueHusa 3a0oreBasys 1 BEIOOPa paIrliOHaIBHOM Te-
panEd y OONRHBIX DaKOM AUYHMKOB ABIACTCA aKTyalbHOMI
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There is an increasing trend in ovarian cancer mortality
worldwide. Every year cancer of the ovary is detected in
165,000 patients and 101,000 die from this disease.

Paclitaxel is effective in 24% of cases refractory to plat-
inum compounds. Paclitaxel plus cisplatin combination
increases the response to 73-78% with median survival time
35-38 months [1,2]. Comparative studies [3,7,8] demonstrat-
ed equal efficacy of paclitaxel plus cisplatin vs paclitaxel plus
carboplatin combinations (73% and 71%, respectively).

There was a considerable progress in understanding of
molecular biology of the cell over the last years. Many control
mechanisms of cell division and death have been discovered.

Impairment of mechanisms of tumor cell proliferation and
apoptosis are the earliest events in cancer origin and progres-
sion. Proteins P-53, Bcl-2, Bax are key factors of apoptosis
control.

Protein P-53 regulates cell transformation during cell
cycle. Decline in P-53 activity leads to loss of sensitivity to
growth inhibiting signals, decreased apoptosis induction,
genetic instability [6]. Besides, P-53 may contribute to cell
differentiation block, angiogenesis enhancement, cell inva-
sive potential growth. P-53 expression is found in about 44-
62% of ovarian cancers. Tumor P-53 expression may be a
prognostically valuable marker of survival and resistance to
adjuvant chemotherapy [4].

Protein family Bcl-2 plays a key role in cell physiologi-
cal death. Expression variation of Bcl-2 and their binding
proteins enables fine regulation of apoptosis in a variety of
tissues induced by many extra- and intracellular signals.
Bcl-2 (apoptosis inhibitor) and Bax (apoptosis inducer)
are studied best of all [5].

Study of expression of various markers to make a more
accurate prognosis of disease course and to choose rational
therapy in ovarian cancer is an urgent problem.
Characterization of prognostic molecular markers in combi-
nation with clinical approaches will help to select most effec-
tive individual chemotherapy regimens for ovarian cancer.

Materials and Methods. During June 1998 to July 1999 23 patients
with advanced ovarian cancer, stage IT1-IV, having received no previ-
ous chemotherapy were entered into this study. 19 (83%) had serous

adenocarcinoma and 4 had other morphologlcal types of cancer of
the ovary.
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RKaununeckue uccaredobarnus

3ajayeii. XapakTepHuCTHKa IIPOTHOCTAYECKUX MONEKYISIPHBIX
MapKepoB B KOMIDIEKCE CO BCEMU ITONX0JaM¥, KOTOPEIe OOBI-
HO HCIOJIBL3VIOTCS B KIMHUYECKON NpPaKTHKE, B OYAYILEM II0-
MOXeT BblOpaTh HaumOonee >Q@EKTUBHEIE WHAUBUNYaIbHEIE
MeTOIEI JIEKAPCTBEHHOM Tepalluyl IIPU pake SMIHUKOB.

Marepunan 1 Merogpl. C mons 1998 & o uionbk 1999 . B uccnemoBanue
OBUIX BKJOYEHBI 23 MalHeHTKA ¢ TUCCEMUHUPOBAHHEBIM PAKOM AMYHUKOB
IIT—IV craguu, Hipexie He onyYaByx xuMuoreparuio. Vs sux 19 (83%)
BGONLHEIX MMEJIH CEPO3HYIO alleHOKapLMHOMY, 4 — apyrue Mopdoyioraye-
CKH€ THIIFI paka SITIHUKOB.

IIwropenykTHBHAS onepaltisd BEIIONHEHA Y 14 60JIBHBIX HO XUMHOTepa-
IIMM, B OCTANBHEIX CITYyYasxX IpoBeIeHa amapockonys ¢ 6uoncueii. Kpome
TOro, ¥ 6 60NbHEIX IUTOPENYKTHBHAS Ollepallid CAeNIaHa YKe B IIepHOJ XU~
MUOTEPaTIMI PH TOCTIDKEHUN YaCTHYHOM peMuCCHH (TIocie 3 KypCoB).

Jlo Hayaa XAMUOTEPATIU PAa3MEPhI OITYXONEBBIX Y3IOB COCTABIIM: HO-
nee 5 emy 12 (52%) GonsHEX, 2—5 cM Yy 9 (39%), Meree 2 em y 2 (8%) Goib-
HeIX. Y 22 GompHEX ypoBeHb Mapkepa CA-125 B KpoBH OBUT HOBHILEH (OT
81 no 6500 ME), v 1 6onsHol Ca-125 6501 B Ipefieniax HOPMEL

Hmmynozucmoxumuyeckuil ananu3s: apabuHOBEE cpe3H menapadbua-
DOBAIH W PETMAPATHPOBANM IO CTAHHAPTHON Meropuke. JUIT «aeMacku-
POBKY» AHTUICHOB HPOBOMMIM IPOTPEeBaHHE CPEe30B Ha BONIHON OaHe B
HpPeABAPHTENHHO HarpeToM Ao 95—99 °C murparHoM Gydepe B Teverue 30
MHH. WHKY6aILIHIO C IMepBHYHEIMU AHTHUTEIAMU ITPOBOIUIH 1pH 4 °C B Te-
yenne 16 4. Tlocne MepBUUHBIX aHTHTEN cTeKia IPOMBIBANM 2 pa3a IIo 5
Muy B hocdarHoM 6ydepe. B kagecTBe BTOPHIHEIX AHTUTEN UCIIOIB30BATH
Tecr-cucreMy LSAB-+kit [DAKO] cornmacHo wHCTpyKIMH. JIig BUsyanusa-
M UMMYHOTHCTOXUMIUECKOH PEeaKIy HCIONh30Baln cucremy DAB+
[DAKO]. Cpesrl foXpamraBsali TeMaToKCHIMHOM Maiiepa ¥ 3aKinovYany B
KaHaICKuii Ganb3am.

OLeHKY pe3yIETaTOB OKPAIlHBAHKS TIPOBONIUTH C IPUMEHEHHEeM CBETO-
BOTO MHMKpockona «Leica» (Tepmamus) mox ysenmmyenueM x10, x20, x40.
1 Bcex MapKepoB OLEHHBAH JIOKAJIM3ALMIO OKPAIIMBaHUA B KINeTKe (A1~
DO, NUTOIUIa3Ma, MeMOpaHa). KOoJ4ecTBO MONOKUTENABHEIX KICTOK Ole-
HUBAIK B 30HAX, COISPKAIIMX MX MAKCUMAJIbHOS KONHIECTBO.

OmyXolb CUNTAIN OTPULIATENBHOM o P-53, eclii B TKaHM OIMyXOJIH OT-
CYTCTBOBaJIA SHEPHAS PEaKTHBHOCTD C aHTUTETaMI WIIH KOJNUYECTBO OKpa-
IUeHHBIX KIIeTOK OBUIO MeHee 25%; monoxurteabHoi 1o P-53, ecnu oxpa-
weHo Gonee 25% siaep OIyXONeBhIX KIIETOK.

OrryXoJb cunTany oTpunaTeibHoi 1o Bel-2 mnu Bax, ecnu B TKaHHU OIy-
XONU OTCYTCTBOBANA LIMTOIIA3MATHYECKAsd PEeakKTHBHOCTb C AHTHTENaMU
JUIM KOJIMYECTBO OKPAIICHHBIX KIETOK GBUI0 MeHee 25%; IONoXUTeIBHOM
1o Bel-2 v Bax, ecnu okpanieHo 6osee 25% onyXoNeBBX KIETOK.

XumuoTepanyst BKIIOYAIa ONHONHEBHOE BBEACHUE TIaKJIUTaKceNa B 10-
3e 175 mr/M2 (3-vacopas uxHdy3us) 1 KapGomratuaa AUC-6 (30-MuHyTHas
uHby31a). MHrepBaibsl MeXIy KypcaMu cOCTaBIIN 3—4 HeJ.

23 6onmsHBX Momyawi 130 kypcos eyenusa. CpeHee YUCIO KYPCOB —
6, TIpK 3TOM 6—9 KyPCOB XMMHUOTEPANKHM HONYIUIH 17 GOTBHEIX.

Pesynprarsl. JleueGHerit 2ddext onerer y 20 OOMBHBIX, IIO-
JIYYUBIIIX He MeHee 2 KypCOB XUMUOTEPAIH.

Ilonmasg peMuccus (MCIE3HOBEHME BCEX OIYXOJEBBIX 00pa-
30BaHMIA IO JAHHEIM YIIKTPa3BYKOBO ToMOrpadIy ¢ HopMaiu-
sanweit ypopas CA-125) nocrurayra y 13 (65%) 6omsHbx. Cpe-
I GONBHEIX 5TOH rpymsl v 4 adderT coxpansercs or 35 Mec™
70 43 Mec™; 3 MANMEeHTKHA IPONOIIKAIOT JeYeHIE.

YacTUyHad PEMUCCHS HOCTUTHYTa ¥ 5 (25%) Gombuex. 06-
1masg yacTora JeueoHoro a¢gdexra cocrapuna 90%.

Cpemree BpeMS IO IPOTPECCHPOBARHS OT HaYalla XUMHOTepa-
TIAY COCTABIUIO TIPY NosHo#i peMuccuu 19,7+12,8 Mec (ot 6 Mec
7043 Mec™), Ipu yacTaHOM pemuccuu 14,716,2 Mec (oT 6 10
21,5 mec).

TIpu aHanm3e MeIUAHE BEDKHUBAEMOCTH GOIBHBIX YCTAHOB-
JIEHO, YTO IIPH TOJHOI PEMHCCHH OHA COCTaBMNA 34 Mec, IpH
qacTHIHOM peMuccHu — 32,5 Mmec, B oOIel rpymme —
28,5 Mec, HO MHOTHE IALMEHTKY TIPOIOILKAIOT HAOMIOMATHC
(34 mec™, 38 mec™, 39 mect, 43 MecT cooTBeTCTBEHHO) MM
nipofoxaioT jleyerne (34 mect, 34 mect, 35 mect, 40 mect
COOTBETCTBEHHO).
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Before chemotherapy 14 patients underwent cytoreductive opera-
tion, the remaining cases had laparoscopy with biopsy. Besides, 6
patients underwent cytoreductive surgery on-therapy after partial
response was achieved (after 3 cycles).

Before chemotherapy tumor size was 5 cm in 12 (52%), 2-5 cn in 9
(39%), less than 2 cm in 2 (89%) patients. At baseline 22 patients had ele~
vated blood CA-~125 levels (from 81 to 6500 IU), 1 patient had this mark-
er within normal limits.

Immunohistochemical analysis. Paraffin sections were deparaffinized
and dehydrated by standard technique. The sections were heated on
waterbath in citrate buffer preliminarily heated to 95-99 °C for 30 min to
demask the antigens. Incubation with first antibodies was performed at
4 °C for 16 h. After that the glasses were washed two times 5 min each in
phosphate buffer. LSAB+kit [DAKO] was used as second antibody
according to manufacturer’s instructions. DAB+ [DAKO] was used to
visualize immunohistochemical reaction. The sections were stained with
hematoxylin and embedded in Canadian balm.

Assessment of staining results was made using a Leica (Germany)
light microscope at x10, x20, x40 magnification. Staining area in the cell
(nucleus, cytoplasm, membrane) was detected for all markers. Positive
cell count was made in zones with maximal cell number.

Tumors were considered P-53-negative if there was no or less than
25% nuclear reactivity with antibodies and P-53-positive if there was
25% or more cells with stained nuclei.

Tumors were considered Bcl-2- or Bax-negative if there was no or less
than 25% cytoplasmatic reactivity with antibodies and Bcl-2- or Bax-
positive if there was 25% or more stained cells.

Chemotherapy consisted of paclitaxel 175 mg/m? (3-hour infusion)
and carboplatin AUC-6 (30-min infusion) administered on the same day
with an intercycle interval 3-4 weeks. T

23 patients received 130 treatment cycles, mean 6 cycles; 17 patients
received 6 to 9 cycles.

Results. Response to treatment was detected in 20 patients
receiving 2 or more cycles of chemotherapy.

Complete response (disappearance of all disease by ultra-
sound tomography and normal CA-125 level) was achieved in
13 (65%) patients. Of them 4 patients are disease-free for 35
months™ to 43 months™; 3 patients continue treatment.

Partial response was detected in 5 (25%) patients. Overall
response rate was 90%.

Mean time to disease progression from chemotherapy start
was 19.7+12.8 months (range 6-43 months+) for complete
responders and 14.7+6.2 months (range 6-21.5 months) for
partial responders.

Median survival time was 34 months for complete and 32.5
months for partial responders or 28.5 months for general
population, though many patients are still on follow-up (34
months*, 38 months*, 39 months*, 43 months*) or on-
therapy (34 months™, 34 months*, 35 months*, 40 months™.

Our study demonstrated high efficacy of paclitaxel plus
carboplatin combination with cytoreductive operation in
stage III-1V ovarian cancer.

Main adverse events were neutropenia (grade III 32% of
cycles, grade IV 53% of cycles), thrombocytopenia (grade ITI
6% of cycles), neuropathy (grade II 3.9% of cycles). In the
remaining cases adverse events were less marked and did not
interfere with the treatment.

If grade III-IV toxicity occurred the intercycle intervals
were increased by 5-7 days. A 20% paclitaxel dose reduction
was made only in 2 cases due to febrile neutropenia.

Baseline tumor P-53, Bcl-2, Bax levels were obtained in 11
cases. Expression of P-53 was found in 45.5%, Bcl-2 in
45.5%, Bax in 81.8% of cases.

In the 8 complete responders 7 tumors were Bax™, 5 P-53%
and 5 Bcl-27.



Clinical Investigations

Taxvm 00pa3oM, icueHvie KoMOHAIMeH TakIUTakcen + Kap-
GomraTyH mpu pake sarmkoB II—IV cTamiu B cogeTaHuH ¢ 1Tu-
TOPENYKTUBHOM ONepalyiell 0Ka3anoch BRICOKOMOEKTHBHBIM.

OcHoBHbIE TO00UHEIE 5 dheKTH BKIOYANN HEHTPONEHHIO
(III cremems — 32% xypcos, IV cremens — 53% Xypcos),
TpomGonuronenuio (II1 crenens — 6% KypcoB), Heliporra-
o (II crerteEs — 3,9% KypcoB). B ocTanbHBIX Cilydadx 1mo-
Gounsre 3¢ @dCKTE OBUTH MeHee 3HaYUTeNbHbIe ¥ He IIPETIIT-
CTBOBANY IIPONOIXEHUIO JISISHTS.

IIpu ToxcyaHOCTH 3Toi KoMOuHauuu 11I—IV crenern nc-
TONB30BAIY YBEIIMYeHIe HHTepBasa Ha 5—7 pueil. CHCKkeHne
IO3EL TIakymTakcena Ha 20% TpoBEeIEHO TONBKO B 2 CiIyJasx
Tipu heOPINBEHON HEHTPOTIEHNH.

TlonydeHsl NpeaBapuTeNbHEle TaHHBE 00 SKCIIPECCHM B
omyxonu P-53, Bcl-2, Bax mo Havana xummorepanmn y 11
GonpHbIX. Dxenpeccust P-53 o6uapyxena B 45,5% ciyuaes,
Bcl-2 — B45,5% cnyyaep, Bax — B 81,8% ciyuaes.

Cpenut 8 G0BHEIX ¢ TIOIHOM peMUCCHEl 00HapyXeHa 3KC-
nipeccud Bax® (7 caygaes), P-53% (5 ciyyaes), Bel-2t (5
ciyyaes). O6pantaer BauManye GaKT BRICOKOH YaCTOTHI 3KC-
npeccui Bax npy OMHOM pEMHCCHH.

3aKOHOMEPHOCTH 2KCIIPECCHH MapKepoB amolTo3a MOIyT
6BITE OOCYXKIEHBI TIOCIIE 3aBEPIICHUS aHAA3a BCEX IPYIIII Jie-
YeHBIX OONBHBIX C AHCCEMIIHHUPOBAHHEIM DakOM SIMYHHKOB
III—IV cramuu. Taxum o6pa3oM, KOMOWHAITHS TaKIUTaKcen+
¥ KapOOoIUIATHH IToKazaia BECOKYIO 3 dexrrBHOCTS B [ TuHum
XMMUOTEPATIN OONBHEIX pakoM ssugHuKoB II—IV cranum.

YacroTa nevebuoro spdexra cocraBmia 90%, mpu sroM
TIONTHAY PEMUCCUS MOCTUTHYTA ¥ 65% GONBHBIX, BpeMsI 10 TIPO-
rpeccupoBanuA Tpu 5hdeKTHBHOM JIeYeHHH COCTaBHIIO
17,79,1 mec.

O6HapyXeHa BRICOKASA SKCIIpeccist Bax B OIyXxonu B CHyyJasx,
KOria XMMUOTEePaIlist IIPUBOILIIA K TIOTHON PEMUCCHH.
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OIHOPSAIHBII AHACTOMO3 ITPU HU3KWX YPE3-
BPIOIIHBIX PESEKIIMAX TIPIMOM KAIMIKI

HUH rnununeckoli onxonoeuu, Anexcandpo-Mapuunckas
obnacmnas Kaunuueckas 6osvhuya Ne 1, Acmpaxane

J10 CUX TIOP eAWHCTBEHHBIM DAIUKABHEM METOIOM JICUeHUS
paKa npgmMoii KMINKY seisieTcs xupyprideckuii [4, 9]. Tlpu pa-
K& TIpAMOM KHMIUKY BAXHO HE TOJBKO BHIIONHWUTH ONEPAHIO B
pamuKagbHOM 00BeMe, HO M NPOUBBECTH OMUH M3 BADUAaHTOB

Note high frequency of Bax-positive tumois in the com-
plete responders.

Discussion of apoptosis marker expression may be carried
out after analysis of all cases with stage III-IV ovarian cancer
receiving chemotherapy is completed.

In conclusion, paclitaxel plus carboplatin combination
demonstrated high efficacy as first line chemotherapy in
patients with stage III-IV ovarian cancer.

Response was achieved in 90% of cases including 65% of
complete responders, time to disease progression in the
responders was 17.7+9.1 months.

The complete responders had high levels of Bax expres-
sion in their tumors.
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SINGLE-ROW ANASTOMOSIS IN LOW
TRANSABDOMINAL RESECTION OF THE RECTUM
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Surgery is the only radical treatment in rectal cancer
[4,9]. In cancer of the rectum it is of much importance both
to perform radical surgery and to preserve the sphincter to
allow natural intestinal passage. Sphincter preservation
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