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HETIOCPEJACTBEHHBIE NI OTOAJTEHHBIE PE3YJIBTATBI
IIPUMEHEHHWA TAKCOTEPA B KOMBHUHAIINW

C IMUCILIATUHOM H 5-®TOPYPAITIIIOM IIPU
JVCCEMUHHUPOBAHHOM PAKE XEJIVIKA
(IIPEABAPATEJILHBIE PE3YILTATDI)

HHH raunu4eckoll OHKoA0UU

Pax xelynKa 3aHNMAaeT ONHO W3 BEXYIIUX MECT B MUDE B CTPYK-
Type OHKOJOTWIeckoil 3abonesacmocTy. CoxpaHSeTCS BHICOKMIL
TIOKA3aTeh CMEPTHOCTY OT 3T0i (DopMEI paka [2, 4, 6]. B mporpam-
Max JedeHrsT paka XeaymKa ocofoe MECTO IPUNASTCS XUMIOTSpa-
A, D10 OOBSICHIETCS, BO-TIEPBEIX, BEICOKMM ITPOLICHTOM JUCCE-
MUHAIEM BO BpeMS MEPBUYHOM IMATHOCTMKM, BO-BTODBIX,
HEYHOBJIETBOPHTENPHEIMU — Pe3YABTATAMH XHPYPTHIECKOTO Jieqe-
HYS PaKa JKeIyIKa M PasBUTHEM MeTacrasosn Gonesuu y 60% onepu-
POBaHHEIX GONMBHELX. JIedeHe MUCCEMITHUPOBAHHOrO paKa Xey/i-
Xa TIPeICTapsieT cOOOH OOHY M3 BAXHLIX NPpoGieM KIMHHYECKOH
OHKOJIOTHH. PaK KeTyukKa OTHOCHUTCS K MANOYYBCTBUTSNIBHBIM K
XUMHUOTEPANIMK OIYXOIsM. B TO 3Ke BpeMs Cpefy BCEX OIyXOJei
KeJTYHOUYHO-KUIIETHOTO TPaKTa pak KeNyAKa TI0 YYBCTBITEIBEHOC-
TH K XUMUOTEPATIUH ABJISIETCS BTOPEIM TIOCIIE paka TONCTOM KUK,
JIo HeaBHEro BPEMEHU PEe3YABTATH XUMUOTEPATTHH JUCCEMUHUPO-
BAaHHOIO Paka XelIyIKa OCTABATKCEH HEeYIOBICTBOPUTCIIHHEIMHE.

B 70-x romax Gomsable ¢ IV cramueit paka xenynKa BEIKVBAI B
cpemsem 6—7 mec, 10% xwmu 1 ron, 5% — 2 rona, MoNHEI addekT
OT XUMHOTEpauy peructpupopancsd B 1—2% ciy4uaes [10]. OgHako B
TIoCTeHee BpeMs MMeeTcsl HEKOTOPHIi TIPorpece B JAaHHOM HarmpaB-
Nenn. Brarogapst IpIMEHEHUIO CHCTEMHOM XUMIIOTEPAITHN YIATIOCh
TIOBBICHTS HPOIOJDKUATETIHHOCT M KAYECTBO KU3HU ITMX OONBHBIX,
CHI3HTEL TOKCHYHOCTE TIPOBOmIMOlL Teparmin. Tax, B 1990-e romsl mo
cpaBHeHMIO ¢ 1970-M11 noBEICHIach 3 dhexTUBHOCTS ieweHus ¢ 20 1o
40%, tiomunti sdhdexr peructpupyerca v 10% GompHb. Beoxusae-
MOCTB yBeTMuriack ¢ 6 1o 11—12 Mec. OCHOBHBIE HOCTIDKEHHS TIDT
TepanMd PAclpOCTPAaHEHHOTO PaKa XeNyIAKa HOCTHTHYTEL 33 CYer
KOMOHHAIN XEMEIOTIpeniapaTos. BHeApeHUe B KMIIYECKYIO TIpaK-
THKY HOBBIX TIPOTHBOOITYXOJIEBEIX TIPETAPATOB OTKPHIBAST JOTIOIHU -
TeTGHEIE TIEPCTIEKTUBE! TS YIydINeHII HEOCPSACTBEHHBIX 1 OTAA-
JICHHBEIX PE3yNBTaTOB JIEUeHMsl OOJIBHBIX JUCCEMIHUPOBAHHEIM
PAKOM XeJIynKa. B HacTosIIee BpeMs aKTHBHO M3y4aeTcsl PO COBpe-
MEHHBIX IIPENIapaToB, MOKA3ABIIX AKTHBHOCTE B OTHOIHEHMM MHO-
TYX 37I0KA9eCTBEHHEIX OIyXoNieii. V3 511X ipenapaToB aKTHBHOCTD B
OTHONIEHMH TUCCEMIHUPOBAHHOTO PaKA KeJIVAKA IOKA3AIL JOIe-
rakcel, naxmarakcel, Kamirro, UFT, OcoOrnif mHTepec peacTaBiIaeT
U3YYeHHe POV TAKCAHOB, B YACTHOCTH TAKCOTepa (TOLeTakcena), B
XAMMOTEPATINY JUCCEMUHIIPOBAHHOTIO PAKA XKeJTyIKA.

TaxcoTep Brepshie ObUT CUHTE3UPOBaH B 1986 1. vz 61oMacChl Ui
eBporeiickoro Trca B Jaboparopyu Komriapmm «Pox-Ilynenk Po-
pep» B compyxecrse ¢ HalHoHAILHM HAYIHO-UCCHEH0BATeECKIM
uenrpoM Ppanty (CNRS). B ocHOBe IPOTHBOOIYXONEBOTO ASHCT-
BUS TAKCOTEPa, KaK M BCEX APYIMX TAKCAHOB, JEXKUT CIIOCOCHOCTD
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Introduction. Gastric cancer is one of the commonest
malignancies world-wide and accounts for a high percentage of
mortality [2,4,6].

Chemotherapy plays an important role in treatment for
gastric cancer. The reasons for this importance are high
percentage of advanced disease at diagnosis, poor results of
surgery and development of metastases in 60% of cases
undergoing surgery. Treatment for advanced gastric cancer is a
significant problem of clinical oncology. Gastric cancer is low
responsive to chemotherapy though is the second most sensitive
gastrointestinal tumor after colonic cancer.

Results of chemotherapy for advanced gastric cancer remained
poor until recently. In the seventies patients with stage IV gastric
cancer survived 6 to 7 months on the average, 10% survived 1 year,
5% survived 2 years and complete response to chemotherapy was
achieved in 1-2 % [10]. However, there was a certain progress in
this field over the last years. Systemic chemotherapy increased life
time and quality of life of these patients with the toxicity reducing.
For instance, response to treatment in the nineties as compared to
the seventies increased from 20% to 40%, complete response was
achieved in 10% of the patients. Survival time increased from 6 to
11-12 months. The progress in therapy for advanced gastric cancer
was mainly due to combination chemotherapy.

Application of new antitumor drugs opens good prospects for
improvement of immediate and follow-up results of treatment in
advanced gastric cancer.

There is a vast clinical study of drugs demonstrating activity
against many malignant tumors world-wide, The drugs with
activity against advanced gastric cancer include docetaxel, pacli-
taxel, campto, UFT. Taxanes in particular taxotere (docetaxel)
are of much interest for the treatment of advanced gastric cancer
among other new drugs.

Taxotere was first synthesized in 1986 from European yew at
Rhone Poulenc Rorer laboratories jointly with the National
Scientific Research Center of France. Antitumor activity of tax-
otere like that of other taxanes is based on stimulation of tubulin
polymerization. Phase I clinical study of taxotere was started in
1990. It included 5 studies aimed to establish optimal single and
cycle dosage, administration schedules, t6 determine limiting
toxicities and pharmacokinetic properties. Previous clinical trials
demonstrated high efficacy of taxotere in the treatment for breast
and ovarian cancer, non-small cell lung cancer, head-and-neck
and pancreas tumors [1,3,4].
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Ta6nuuya 1 Table 1

Knununyeckas xapaktepucTuka 60nbHbIX, NOSYyYaBLUKX JIeYEeHNe
Mo cxeme Takcorep+5-¢ropypauuntuvcnnarii

Clinical characteristics of patients receiving therapy with
taxotere + 5-fluorouracil + cisplatin

Yucno
MpogaeneHusa 6onesnu 6

0JIbHBIX
CrMMTOMB! XXENYA0YHO-KULLIEYHOTO AMCKOMpoOpTa 7
Gastrointestinal discomfort
Bonb / Pain 10
Nuxopapka / Fever 2
Cuumxerue maccesl Tena / Weight loss 9
Ducdarus / Dysphagia 5
CnaBocTb, HefomoraHue / Weakness, malaise 13
OteuHocTs Hor / Lower limb edema 1

Disease manifestations No.
of patients

CTUMYJHPOBATE TIOJMMepH3aluio TyGymHa. 1 daza KramyecKoro
M3YYeHHs TakcoTepa Opa Hadara B 1990 . Beino mpoBeneHo S mc-
CIEAOBAHMIA 110 YCTAHOBICHUIO ONITUMAaIBHELX PA30BBIX H KyPCOBBIX
03, CXeM EBENCHUA Ipeliapara, ONPeACCHMIO JIMMUTHPYIOIMICH
TOKCHYHOCTH B ocobeHBOCTE! dapMakoxuneruku. [Iposenennee
KIMHWYECKIE UCTIHITAHMS TIOKA3aJII BEICOKYIO 3 heKTHBHOCTD TaK-
coTepa IIpyt NEYCHUY paxa MOJOYHOM XKele3bl, SMIHHUKOB, HEMEN-
KOKJIETOTHOM PakKe JIETKOT0, OIYXOJISIX TONIOBBI ¥ LUCH, ITOIKEILY N0~
Ho# XemesHl [1, 3, 4].

ITokazaHo, 4TO TakcoTep 06IANAET BEIPAXXEHHOMN IPOTHBOOILY-
XOJIEBOY aKTHBHOCTBHIO IIPH JICYEHMM paka Xelyika. Brepsrie
3dGEXTHBHOCTE TaKCOTEPA M vivo HA KIETOYHBIX JIUHUIX paka
Kejyaka Gpiia NpoxeMoHCTpupoBana B pabote M. Tonako [9].

Ipotusoomyxonersni 3¢dexT OHUT HCCASTOBAH Ha MBIIIAX, aK-
TUBHOCTH OBbUTA CpaBHEHA ¢ TaKOBO Imakimrakcena. Jlolerakcen 6511
Goee 2 deKTHBHBIM, YeM ITAKUTaKCeN, (56 11 6% COOTBETCTBEHHO).
Db HEeKTHBHOCTH TAKCOTEpa IPH JISYSHIH DONBHBIX INCCEMHHHPO-
BaHHHIM DakKOM Xenygka Oblla IoKasaHa B HCCISXOBaHUH
A. I. Einzing [5].

TaxcoTep 65T HaszHaYeH B pasoBoit nose 100 Mr/M* — 1-yacoBad
wHby3usa kaxoeie 3 Hea. B uccnenopanue 6BUT BKIIOUEH 41 many-
ent. O6beKTHBHBIA 2¢dbeRT — 17% TIpH YMEePEHHOM TOKCHYHOCTH.
JIvMuTHpyIOIed TOKCUIHOCTBIO GBUTN 3aIePXKA KIUIKOCTH, HEl-
TPOIIEHWsI, CTOMATUTEL, AHapes.

A. Sulkes m coasT. [7] 6eUM MpuBeneHK pesyabTaTe 11 dasnr
KIMHMIECKOro M3yYeHns Takcorepa Npy pake xenymka. O0bex-
TuBHEIN 3addexT — 24% Tpu cpemHeit BEDKMBaeMOCTd 7,5 Mec.
Db HeKTUBHOCTH TAKCOTEPA B JIEICHIN TUCCEMUHUPOBAHHOTO Da-
Xa Xerynka ObUia jokazana Takke B padbore T. Taguchi [8].

B yccienosanue ORUIO BKITIOYEHO 15 MAaIAEHTOB TUCCEMUHIPO-
BaHHEIM PAKOM Xemyaka, v 20% u3 uux GbuUia IoMyJeHa JacTHIHAS
perpeccus.

TaxuM o6pasoM, rokazaHa 3G hekTHBHOCTE JOIeTaKcena B pe-
XUMe MOHOTEPAIMY IIPH JIEUeHIH TACCEMUHUPOBAaHHOTO PaKa Xe-
nynka. JampHeifiiee M3y4eHHe TaKCOTepa CBS3aHO C CO3NaHUEeM
3t HEeKTUBHEIX KOMOWHAIMIH | JICKAPCTBEHHBIX PEXVMOB Ha €0
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Tabnuua 2 Table 2

XapakTepucTyka MeTacTaTu4ecKoro npowecca y 60nbHbIx,
MONYYABLINX SIEHEHNE N0 cXeme
TakcoTep +5-¢dTopypaunn+uucnaaTiH

Metastatic disease in patients receiving therapy with
taxotere + 5-fluorouracil + cisplatin

Mucno
XapaxTep pacrnpocTpaHeHus GonesHu GonbHbIx

abc. %
MopaxeHne 3a6pIOWMHHBIX NTM$OY3NoB 8 53.3
Retroperitoneal lymph node involvement ’
BpacTaHue B NOMXKeNyOo4HYIO Xeneay 6 40
Pancreas involvement
Nndunbrpauus nonepedHoli 060404HON KULLKK 2 13
Transverse colon infiltration
Undunbrpaumst TOHKON KULLIKK 4 26 6
Small intestine infiltration ’
MeTacTtasbl B neveHu / Liver metastases 9 60
JAvccemurHauna no OplollvHe, acumT 4 6.6
Peritoneal dissemination, ascites ;
Meracraskt B nerkue / Lung metastases 2 13
MeTacTtasel LHnwiepa / Schnitzler metastases 5 33,3
MeTacraset B suyHuky / Ovarian metastases 1 6,6
MNopasxeHne WeHO-HAZKIIIDYNYHBIX TMMGOY3NOoR
Cervical and supraciavicular lymph node 2 13
involvement

No. %

Disease advance No.
of patients

Taxotere was shown to produce marked antitumor effect in
gastric cancer. Taxotere in vivo activity was demonstrated for the
first time by M.Tonako [9] on gastric cancer cell lines. The anti-
tumor effect was studied on mice and compared with that of
paclitaxel. Docetaxel was more effective than paclitaxel, the
respective response rates being 56% vs 6%.

Taxotere efficacy in advanced gastric cancer was demonstrat-
ed by A.LEinzing [5]. Taxotere was given at a single dose
100 mg/m? by 1-hour infusion every 3 weeks. A total of 41
patients were enrolled in this study. Objective response rate was
17% with moderate toxicity. Limiting toxicities were liquid
retention, neutropenia, stomatitis, diarrhea.

A.Sulkes et al. [7] reported results of phase II clinical study of
taxotere in the treatment of gastric cancer. Objective response was
24%, mean survival time was 7.5 months. Taxotere efficacy in the
treatment for advanced gastric cancer was also demonstrated by
TTaguchi [8]. His study was performed in 15 patients with
advanced gastric cancer and resulted in a 20% partial response.

Docetaxel monotherapy was thus shown effective in
advanced gastric cancer. Further study of taxotere aimed to find
effective combinations and regimens of taxotere-based
chemotherapy. Of much interest are combinations of taxotere
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OCHOBE. BONBINON MHTEpeC NpPEeICTaRIAIOT KOMOMHALIMM TaKCOTe-
pa ¢ IUCIUIATHHOM M S-hTOopypailyioM, NMOKa3aBUIYE BBICOKYIO
5thdbexTHBHOCTD B AeYeHNY TUCCEMUHUPOBAHHOIO paKa XKeIynKa.
Heny #cCaenoBaHMs — HM3YYCHUE HEIIOCPEACTBEHHBIX U OTa-
JICHHBIX PE3YAETATOB JegeHus OONBHBIX, CTPAJAIOIIHX TUCCEMHM-
HUPOBAHHBIM PAKOM XeIVAKa, ¢ IIOMOLILI0 KOMOMHANUA TaKCO-
Tepa, 5-(Topypania ¥ UcIUIaTHHA.

Marepuais! 1 MeTOAp!. B MCCTenoBanie BKITIOIAIA TIALIMCHTOB NUCCEMAHPOBAHBIM
DAKOM JKEMTYIKA, HMEIOTTIX THCTONOTHIECKY0 BeprhHKAIIIO FMArHO032, HAMIHE U3MepI-
€MBIX /1M OLICHMBAEMEIK TIPOSIBIICHUI OOJIe3HH, OTHOCHTEIBHO YAOB/IETBOPUTEILHYIO
KUSHENEATENHHOCTD XU3HEHHO BAXHEIX (DYHKIWMI ¥ CHCTeM opranusMa. TIepBuambLi cTa-
Tye GoympHb 110 ECOG MensIne 3, BospacT Monioxe 75 JieT. B HcenenopaHye He BRIOYaIE
TIAIMEHTOB C BBIPAXEHHOIM TOYeTHOIM | IIEIeHOYHOM HeIO0CTATOIHOCTEIO, HUBKIMH F'eMa-
TONOTHIECKIUMHM TTOKA3ATEISIMY, TSOKEMToM COmyTCTBYIOMEH atonorreli, METacTasaMy B
TOJIOBHOH MO3T ¥ KOCTH (KOTH2 5TO ABISUIOCH SMUHCTBCHHBIM IIPOSBICHHEM GOIE3HMH).

BceM GONBHEM TIEpef HAYATIOM JledeHyst BEIIONHM 00s13aTeNbHoe 06CIef0BaHNe,
BRJIOYAIONIEE: ) OGN aHAIN3 KPOBH, B KOTOPOM KOJITUECTEO HeHTpohIIIOB GHUIO He
wmexee 2000 MIP, TpomBoruros — He Meree 100 000 M, remornoGue se MeHee 8,0 1/m;
6) GrOXUMITTIECKYT aHAIN3 KPOBHY, B KOTOPOM TI0KA3ATeNM KPEATHHIHA, MOYEBUHE, O1-
TpyOMHA, TPAHCAMIHa3 IpeBBIIATM HOPMY He Gonee 9eM B 2,5 pasa; B) TACTPOCKOIIIO;
I‘) PEHTICHONOTHYECKOC UCCIENOBaHIE Xenyrnxka u I’DYJH{Oﬁ KIIETKH,; 11) YAETPa3BYKOBYIO
/WA KOMITLIOTEPHYIO TOMOIPa(HIo 0praHoB GPIONIHOM I0JOCTH M MAJIOYO Ta3a.

PexxaM: 1-i ieHb — 80 Mr/mM> TAKCOTEpa BHYTPUBEHHO KaniebHO, 2—4-H 1eHs ~ 300
ME/M? 5-(TOpypaLiIa BHYTPUBEHHO CIPYIHO, 5-# neHh — 60 Mr/M? HUCIUIATUHA BHYT-
DHBEHHO KanenbHo. JleueHvie poBOMUH KaKEbe 3 Hel, BdhGeKT OlleHUBATH KAXIHe
2 Kypca ¢ HCIIOJE30BaHUeM TACTPOCKOIINH, YIBTPA3BYKOBON M KOMITLIOTEPHON TOMO-~
Tpaduy, PEHTTEHOrpadyy OpPTaHOB IPYJHOM KIETKH M XXeYIKA, OMpeAeeHISI YPOBHI
OIyXONeBbIX MapKepOB, TOKCHYHOCTE OLIEHHBAM IIPY TPOBEAEHIM KaXA0ro Kypea.

Pesymerarsl. B mccreioBaHUE BKIIIOYCHO 15 GONMBHBIX HUCCEMU-

HUpPOBAHHBIM paroM xeryrka. Cpenauil Bospact GonbHEIX 53 Toma
(35—66 xer); myxuvH 6510 11 (73,3%), xerunn — 4 (26,6%),
ECOG 0—3. Bce Gonpube ¢ MOphOIOTAIECKH TTOATBEPKICHHBIM
AuarHo3oM. Iicromormueckas ¢bopMa: afeHOKApIIMHOMAa BEICOKO-
i deperruposannas — 2 (13%), ymepenso nuddepeHIMPOBaH-
Has — 7 (46%), unskomaddepennuponannas — 2 (13%), nepcre-
HEeBUIHOKIETOUHbIN pak — 4 (26%). Ilpenpimyinee nedenue:
orepaTiBHOe — 7 (46%), xuimpoTepanus — 4 (26%), nydeBas Tepa-
U HUKOMY He TIpoBonwiIace. ¥ 5 (33%) w3 oneprpoBaHHEIX O60Ib-
HEIX TIPOM3BEEHA PaIMKaNbHAas onepauus, v 2 (13%) — mamiia-
TuBHAd. ¥ Beex GONBHEIX Ha MOMEHT JedeHus IV cranus G0oe3Hu.
'V 11 GOMBHEIX SO Havana JedeH s OBUIH TIONOXUTEIHHEL OITyXOJIeBhIE
MapKepEl paKoBo-aMGpuoHamsHoro aHTureHa (POA) m CA-19-9.
Beem 15 GonpHEIM GBUIO IPOBEAEHO 55 KypcoB neuenus. Jledene
TIPOFOIDKEHO 0 PErvCTPaIuy TIPOoTpeccHpoBanys nponecca. Kiu-
HYJECKasd XapakTepHCTHKa OONBHBIX, NOIYIMBIINX JEYEHHE TIO
cxeMe TakcoTep+5-Qropypamii, IpeacTasieHa B Tabi. 1, xapakre-
PUCTHKA METACTATHYECKOTO Tpoiecca — B Tabm. 2. Dddekrus-
HocTh JIEYSHUST olenena v BeeX 15 6onpbHEIX. ITomHoM perpeccuu
OITyXOJIY He OTMEUEHO, YaCTHYHAas perpeccust — v 7 (46,6%), cradu-
smzays — ¥ 3 (20%), nporpeccuposarve — ¥ S (33,3%) GOIBHEIX.
Cpemssi IPONOILKITENEHOCTD PETPECCHH 6 Mec, CTabrI3auy —
3,5 Mec. YMeHblIeHNe YPOBHS OILIYXONeBEIX Mapkepos POA u CA-
19-9 mabmonanock y 5 (45,5%) GoneHEIX. ¥ 6 (40%) GOTBHEIX OTME-
YeHO XKITHIIECKOE VIyYIIeHHe: yMeHbIIeH)e 60eBOro CUBIPOMa
—v5(30%), npubaeka B Macce Tena — y 4 (26,6%), mcaesHOBeHIE
mucharnn — v 2(40%), yMersmenne cnaboctn — y 4 (30,7%),
yMeHBIIEHHe OTeYHOCT HIDKHYX KOHeuHocTel — y 1 (6,6%).

Menyana BEDXKHBAEMOCTH I BCeX COMBHBIX COCTABMNA 9 Mec.
1 rox nmpoxunu 3(20%) GONBHEIX (CM. PUCYHOK).

ToKCHYHOCTE oLieHeHa ¥ BeeX 15 GoNbHEIX (Tabil. 3).

J030IMMHATHPYIOIIEN TOKCHIHOCTHIO ObLIa HETPOIICHI, KOTO-
past uMena Mecto y 9 uz 15 SombHEL; ITI—IV crenmens HEATPOIICHMEI

Ta6nuya 3 Table 3
TokcuuHocTh Nievenus / Treatment toxicity
Hucno GoNbHBIX
Bua TokcuuHocTyH
abc. %

CTomaTv!T I—II cTenenu 3 20

Stomatitis grade -l

Duapeq: / Diarrhea:

I—Il cTenews / grade (-1l 2 13,3

ll—IV cteneHs / grade lil-IV 4 26,6
HeiipotokeuuHocTe: / Neurotoxicity:

I—Il crenenb / grade -l 5 33,3
Hetitponenus: / Neutropenia:

I—Il crenes / grade I-II 9 60

ll—IV cteneHs / grade M-IV 5 33,3
Axemus: / Anemia:

1—Il ctenenb / grade |-l 4 26,6

il—IV crenens / grade -V 3 20
Nuxopagka: / Fever:

I—II crenens / grade I-1l 2 13,3

li—IV crenens / grade fli-iV 4 26,6
e wo |
CUHAPOM 320SPXKKV XKUOKOCTY:

Liguid retention syndrome:

1—Il crenenwn / grade [-1i 2 13,3
peiem o | e
TowHora, pBoTa 1—Il cTeneHn 9 60
Nausea, vomiting grade I-If
Mmam:m;t, apTpanrus 3 20
Myalgia, Arthralgia

No. %
Toxicity
Patients

with cisplatin and 5-fluorouracil demonstrating high efficacy in
the treatment of advanced gastric cancer.

The purpose of this study was to analyze immediate and fol-
low-up results of combination therapy with taxotere, 5-fluo-
rouracil and cisplatin in the treatment of advanced gastric cancer.

Materials and Methods. Patients with advanced histologically verified gastric
cancer, having measurable or evaluable disease, satisfactory status of vital body
functions and systems, At baseline the patients’ ECOG status was less than 3 and
mean age less than 75 years.

Exclusion criteria were marked renal or hepatic failure, poor hematological tests,
severe concurrent pathology; brain or bone metastases (as the only evidence of disease).

Al the patients underwent baseline examination including (a) total blood count with
neutrophils not less than 2000/ml, platelets not less than 100,000/ml, hemoglobin not
less than 8.0 g/1; (b) blood biochemistry test with creatinine, urea, bilirubin, transami-
nase levels not more than 2.5 normal; (c) gastroscopy; (d) x-ray of stomach and chest;
() ultrasound or computed tomography of abdomen and small pelvis.

Schedule: day 1: taxotere, 80 mg/m?, by intravenous drip; days 2 through 4: 5-
fluorouracil, 300 mg/m?, by intravenous bolus; day 5: cisplatin, 60 mg/m? by intra-
venous drip. This therapy was given every three weeks. Response was evaluated after
every 2 cycles using gastroscopy, ultrasound or computed tomography, chest and
stomach x-ray, tumor marker measurement, Toxicity was assessed at every cycle,
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PucyHok. BbikneaeMocTb 60JibHBLIX, NMOAyYaBLWIWX NedyeHue
TakcoTepom+5-dTopypauunom.

Mo ocu aGeumce — BbEKMBAEMOCTb G0MBHBIX, MEC; M0 OCY opamvHaT —
o6L1asn BELKMBAEMOCTb, %.

Figure. Survival of patients receiving therapy with taxotere

+ S5-fluorouracil + cisplatin

Numbers on the x axis are months of survival; numbers on the y axis
show overall survival.

Habimonanacek y 5 (33,3%) nmanpedtos. InuTenbHOCT HEUTPOIIEHNI
He npepeluana 8 mHell, omHako ¢eOpwIbHAS HeUTpomeHus y 2
GONBHBIX TTOCITYXUIIA TIPUIMHON PeTyKLIMI FO3B] TAKCOTEpa.

JI030MMMUATHPYIOIIEN TOKCHIHOCTRIO Obuta Taxxe muapes 111
CTeTeHH, KOTopas ORUIa TPWIWHON PelyKIMM O3 5-dTopypa-
uwia y 4 (26,6%) GONBHHEIX.

Asnonenyst passuBaiack v 12 60MpHBIX, HaquHas ¢ 14-ro no
21-# meHp IOCTE IEPBOYO Kypca, B MPOAOIKANACh B TeYeHHE BCe-
ro nepuona redenud. Y 2 (13,3%) GoNBHEIX OTMEYEHE! PeaKLMK
THITEPYYBCTBUTEABHOCTY B BHe I'MIEPEMUH KOXHW Juua B 1-i
JIeHb JIEYCHUS TToCie BBEICHHS TaKcoTepa.

Oocyxnenne. [ToMydeHHEIS NaHHbIC YOSTUTEIEHO CBUETELCTBY-
FOT O BHICOKOM 3¢hheKTHBHOCTH TIPUMEHSAEMOIO PeXuMa B JISISHIA
JIACCEMITHIPOBAHHOIO paka kenynka. [Ipy 5ToM GBUIO 3apervcTpi-
poBaHo 7 (46,6%) yacTIIHBIX perpecciii onyxomi. CpemHsis IPoxo-
KUTETBLHOCTE perpeccyit Oria 6 mec. TakimM obpasoM, IprMeHse-
MBI PESKIIM TIO3BOIIUL HOOUTECA 3¢ hHEKTUBHOCTH IIOYTH Y TIOJIOBHAHBI
neueHsX GosHbK, [1onoGHbIe pe3ysmEraThl COITOCTABUMEI (M IaXKe He-
CKOJIEKO BHINIE MX) ¢ PE3YIBTATAME JISICHUST GONBHBIX AUCCEMITHIIPO-
BaHHBIM DAKOM XKENYOKA CTAHNAPTHHIMU CXEMaMH XMMHOTEpPAIIUML.
‘TakviM 06pa3oM, YIHTHEBAST BEICOKYIO 2 (DEKTIBHOCTS peskyma, 6015~
1LIIOH MHTEpeC IpeAcTaRiIgeT N3ydeHre JAaHHOM KOMONHAWY B Kaye-
CTBE HEOQNBIOBAHTHOTO JICICHAS ITPY MECTHOPACHPOCTPAHEHHOM Pa-
Xe xexynka. Y 6 (40%) OGOmpHRIX OTMEUYAOCh KIMHHUECKOE
YIyWIeHKE, KOTOPOE BEIPAKATOCH B YMEHBILICHIY GOIeBOTO CUHIPO-
Ma—1y 5 (30%), mpubaBke B Macce Tena — y 4 (26,6%), ncue3HoBeHHI
mmcharv — y 2 (13,3%), yMmenpienny craboct — v 4 (26,6%),
YMEeHBIICHIM OTEUHOCTH HIDKHVX KoHegHocrel — v 1 (6,6%). Creny-
€T TIOMISPKHYTh BBLICOKYIO SHAYMMOCTh KIUHIYECKOIO YIyYUICHUS
IUISI 3TOM TSCKENIOH KATErOpHMH NalMeHTOB, Habmonasiierocs y 40%
GONMBHEIX. B TO e BpeMs CIeyeT OTMETHTD, YTO BEICOKUE ITIOKA3ATe-
JH, TIONYIEHHEIE TIPH OIIEHKE HeITOCPELCTBEHHEIX PE3YJIETATOB JIeue-
HVf, He NOITBEPXIAXOTCS XOPOIIMMIL OTIANCHHBIMU Pe3yyETaTaMu.
MenraHa BEDKUBAEMOCTH ST BCeli IpyInTs! cocTaBmia 9 Mec. 3 (20%)
GomeEEIX npoxkem 1 rox, OnHako, yaurssas SGOeKTUBHOCTD M yMe-
PEHHYIO TOKCIIHOCTD PEXKUMa, MBI CIATAEM, YTO M3ydeHue TaKcoTepa
¥ XOMOMHAIIA Ha €r0 OCHOBE IPEICTARIAET OONBIION HETEPEC B XU~
MMOTEPAITHH JACCEMMEMPOBAHHOIO paka Xenyrnka. Jiimurupylomei
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Results. 15 patients with advanced gastric cancer were entered
in this study. Mean age was 53 years (range 35-66 years); 11 (73.3%)
patients were males and 4 (26.6%) were females; ECOG status was
0 to 3. Diagnosis was verified morphologically in all cases.
Histological types were well differentiated adenocarcinoma (2,
13%), moderately differentiated adenocarcinoma (7, 46%), poorly
differentiated adenocarcinoma (2, 13%), signet-ring cell carcino-
ma (4, 26%). Previous treatment consisted of surgery (7, 46%),
chemotherapy (4, 26%), radiotherapy was not given. Radical
surgery was performed in 5 (33%) and palliation in 2 (13%) cases.

At baseline all the patients had stage IV disease. 11 patients
had baseline positive tests for tumor markers carcino-embryon-
ic antigen (CEA) and Ca-19-9. The 15 patients received a total
of 55 treatment cycles.

The treatment was continued till disease progression. Table 1
summarizes clinical characteristics of patients receiving therapy
with taxotere, 5-fluorouracil and cisplatin. Table 2 presents
characteristics of metastatic disease.

Response to treatment was evaluated in 15 patients.
Complete response was not achieved in any of the cases, partial
response was detected in 7 (46.6%), stable disease in 3 (20%)
and progressive disease in 5 (33.3%) patients.

Mean time of response was 6 months, mean time of stabi-
lization was 3.5 months. Reduction in tumor markers CEA and
CA-19-9 was found in 5 (45.5%) patients.

Clinical amelioration was detected in 6 (40%) patients
including pain relief (5, 30%), weight gain (4, 26.6%), dyspha-
gia disappearance (2, 40%), weakness reduction (4,.30.7%),
lower limb edema reduction (1, 6.6%).

Median survival for all cases was 9 months. 3 (20%) patients
survived 1 year.

Toxicity was evaluated in all the 15 cases (table 3).

Dose limiting toxicity was neutropenia which was found in 9
of the 15 cases including 5 (33.3%) patients with grade III-IV
neutropenia. Neutropenia duration was not longer than 8 days,
however febrile neutropenia in 2 patients required taxotere dose
reduction.

Grade III diarrhea was also a dose limiting toxicity which
required 5-fluorouracil dose reduction in 4 (26.6%) cases.

Alopecia developed in 12 patients starting from day 14
through day 21 after cycle 1 and lasted throughout the treatment
course. 2 (13.3%) patients presented with hypersensitivity reac-
tions as skin hyperemia on day 1 after taxotere administration.

Discussion. Our findings are a compelling evidence of high
efficacy of the treatment schedule in advanced gastric cancer.
The treatment resulted in 7 (46.6%) partial responses. Mean
response duration was 6 months. The regimen thus appeared
efficient in about half the cases. These results are compatible or
even superior to results of standard chemotherapy schedules in
advanced gastric cancer.

Our data suggest that the combination in question may be
studied as neoadjuvant therapy for locally advanced gastric can-
cer. Clinical amelioration was detected in 6 (40%) patients and
included pain relief in 5 (30%), weight gain in 4 (26.6%), dys-
phagia disappearance in 2 (13.3%), weakness reduction in 4
(26.6%), reduction in lower limb edema in 1 (6.6%) cases. It
should be emphasized that clinical amelioration was achieved in
40% of this serious category of patients.
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TEMATONIOTIYECKOl TOKCHUHOCTEIO ObUIa HEHATPOIIEHYS, COCTaBIITIO-
mast 60% v 9 u3 15 60IBEEIX), ¥ 2 GoMBHEIX OBUTa (heOpLIbHAS HEHATPO-
ek, Herematonordyeckast TOKCHIHOCTD GBI Pa3HO0OpasHoi, o~
Hako mpemMyriectseHHO I—II cremeHy, 9T0 He TPEIIITCTBOBATO
TPOBENCHAIO JIeYeHs Kasknple 3 Hem, Jlimvmrupyroieil HereMaTomo-
IMYeCKOi TOKCAYHOCTHIO Obuia muapesi 111 cremery, Koropas ObUTa
TIPHYAEOMA DEMYKIW HO3BL Y 4 (26,6%) GomsHEX. HeApOTOKCHIHOCTS,
paspuBmagca vy 5 (33,3%) Gompreix, Grrra I—11 crenenH, He TpeGopa-
J1a peRyKLFH JO3H TIPEIlapaToB W HOCKNA KYMYJISTTUBHBIA Xapakrep.
Croeo6pasubM MOGOYHEIM TeliCTBHEM TAKCOTEpa OBUT CHHIPOM 3a-
Hepxxu xuakocry (C3XK), nposmupnmiicst ¥ 1 GOIEHOrO B BUAE OTe-
KOB HIDKHWIX KOHEYHOCTel 1y 1 GOIBHOTO CKOIUICHMEM XUITKOCTH B
TIONOCTY IieprKapaa. TIpuMerHeHre TeKkcaMeTas0oHa B Ka4ecTBe TIpeMe-
JUKAY B HAINEM MCCIENOBAHMY TIO3BOJIIO COXPAHUTH HAVMEHE-
i mporent (13,3) C3X B CpaBHeHWH C JaHHBIMM JIUTEPATYPEL
TaxuM 0Gpas’oM, TIONYIEHHbIC PE3YIIETATHI CBHETENCTBYIOT 0 3ddex-
THBHOCTH PEXMMA ¥ IO3BOJITEOT PEKOMEHIIOBATE €10 UL JICUCHIA IUC-
CEMMHUPOBAHHOTO paKa KeIymKa.
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JCIIONb30BAHIE HCTOYHUKOB KAIA®OPHMA-252
19 BHYTPUITOJOCTHOM JTYYEBOY TEPAITAY PAKA
MIEMAKA MATKH

HHHA xaunuuecxoii ouxonozuy, Mockxea, Meduyuncruil
paduosoeuteckuit nayunsiit yermp, O6HUHCK

TlepsBie BccaenOBAHMA 10 MCIIONB30BAHMIO UCTOYHUKOB Kajli-
dopHm-252 (**Cf) B MemuupHe GsUIA TaTHpOBaHbL HayamoM 60-x
rogos. Ha sTafe TeOpeTHIECKIX M SKCIEPUMEHTANBHBIX paspabo-
TOK ORUI HAKOIUIEH ONpeleNeHHbI YPOBEHD (GHM3NIECKIX, JO3UME-
TPUIECKYX ¥ PARIOCHOIOIIMECKIIX 3HAHUI, TI03BOJLIONIIX 060c-
HOBATEH IIPEMMYIIECTBA TIpUMEHeHNs nanyyenwst **Cf s teparnuu
37I0KAYECTBEHHRIX OIryxoJel [8].

However, these good immediate results were not supported
by follow-up results. Median survival was 9 months and 3 (20%)
patients survived 1 year. But taking into account the high
response to and moderate toxicity of this therapy we believe that
taxotere and combinations with this agent are very promising for
the treatment of advanced gastric cancer.

Neutropenia was a limiting toxicity encountered in 60%
(9/15) of the patients including 2 with febrile neutropenia.

Non-hematological toxicity was diverse but as a rule not
greater than grade I-IT and did not interfere in regular treatment
every 3 weeks. Grade I11 diarrhea was a non-hematological lim-
iting toxicity and required dose reduction in 4 (26.6%) patients.
Neurotoxicity grade I-11 was detected in 5 (33.3%) cases; it was
cumulative and did not require dose reduction.

Taxotere had a specific side effect, i.e. liquid retention, that
was discovered in 1 case as lower limb edema and in another case
as liquid accumulation in pericardium. Premedication with dex-
amethasone allowed this side effect to be retained at the lowest
level (13.3%) as compared to published data.

Our findings are evidence of high efficacy of the schedule
studied and suggest that the therapy can be recommended for
the treatment of advanced gastric cancer.
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INTRACAVITARY RADIOTHERAPY FOR CERVICAL
CANCER USING CALIFORNIUM-252 SOURCES

Institute of Clinical Oncology, Moscow; Medical Radiology
Research Center, Obninsk

Study of californium-252 (**Cf) medical application was
started in the early sixties. The theoretical and experimental
research resulted in accumulation of certain knowledge in
dosimetry and radiobiology that provided rationale for *:Cf
application in cancer therapy [8].

As known from publications on tumor radiosensitivity many
cancers contain large fractions of hiypoxic and anoxic cells. This
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