MOHOTEpAIUH, NPUBEIO K UCUE3HOBEHHUIO aIcHOMATO3a 3H-
JOMETPHS M IPYTHX BUIOB THUIEPIIACTHYECKUX TPOIECCOB.
JleyeOHbIH 3hexT MpenapaTa CONPOBOXAAETCH U3IMEHEHH-
€M B CBA3bIBAHHU 3CTPOTCHOB B LUTO30JBHOH (hpakLUH ¢
uX peLenTopaMu; cHuxeHueM cogepxanus IIT'E B oOpasuax
TKaHed 3HgoMeTpus; noBbiieHHeM ypoBHs [ICCI u yMeHb-
LIEHHEeM OUOTOrUYeCKH aKTUBHOM pakiuy CBOOOIHBIX 3CT-
POICHOB B CBHIBOPOTKE KPOBH.
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CUCTEMHAS XUMHOTEPAITUS PAKA
MOYEBOI'O ITY3bIPA

HHH xaunuyeckoil onxoao2uu

HeynoenersopuTenbHble pe3yNbTAThI ONMEPATUBHOTO JIE-
4eHUS GONBHBIX PaKOM MOYEBOTO NYy3bIps, MPUYMHY KOTO-
PBIX MHOTHE UCCIIEA0BATEIN BUAAT B HATMUAH MHKPOMETA-
CTa30B K MOMEHTY BBINTOJHEHHUS OMNEPALH, 3aCTABHIIM HC-
KaTb HOBbIE TEPANEBTHYECKHE MOJXOAbl. 3HAYMTEILHOI'O
yIyYlIeHHs Pe3yabTaTOB JIEUEHUS YAAIOCH ZOCTHYL OJIaro-
Japs pa3sBUTHIO U BHEIPEHUIO B KIMHUYECKYIO MTPAKTHKY B
NOCJIEAHUE J1BA ACCATUIETHS XUMHOTEPAIEBTUYECKOTO Me-
ToAa. B HacTos1Lee BpeMs cCTaHAAPTHONW XUMHOTEpAITHedt pu
pake MOYEBOTO My3bIps ABNAETCA KOMOMHauua U3 3 wiu 4
[penapaToB, OCHOBaHHas, KaK IPaBHIIO, HA UCTIONIb30BAHUU
LMCMIAaTHHA U MeToTpekcaTta. CyMMapHbIif «OTBET» Ha Jie-
4eHHe ITPH 3TOM HabumoaaeTcst npubIM3nTeNsHO y 70% 601b-
HbIX, BKIouas 30% momHsix perpeccuit [5, 7, 20, 22].

Hanbonee mupoKo NPHMEHAIOTCS CXeMbl XUMUOTEpPA-
mun: MVAC [14, 19, 20]; CMV [5, 12, 24]; CISCA [7, 8];
CAP 11, 18].

Marepuans! 1 MeToapl. CHCTEMHAS XMMHOTEPAIINSA MPENapaTaMH Me-
TOTpEKCaT, BUHOIACTHH, a]pHaMHLIMH, IUTaTHIHaM Obina nposeaena B OHIL
PAMH 213 GonbHBIM pakoM MOYeBOro My3bIps: MyxuuH — 193 (90,6%),
xeHmMH — 20 (9,4%). CpemHuil BO3pacT MALMEHTOB  COCTABILUT
56 ner (31—79 ner). He nomyyanu panee jiededus 167 4enoBek, peLIHB-
Has onyxomb 6elma y 46 GonbHbIX. Y 197 nalieHTOB XMMHOTEpAIIHS pac-
cMaTpMBaJlach Kak IpeonepalioHHoe (HeOaXbIOBaHTHOE), a ¥ 16 — Kkak
CaMOCTOSITENTBHOE JIeYEHHE.

3amayeit XHMHOTepanuu y GONbHLIX, NOIIEKAINX ONEPATHBHOMY Iie-
YEHHIO, AB/BUIOCh YMeHbLIEHHE 0ObeMa ONyXOJIM U CO3MaHHe YCIIOBMit Ui
ab11acTHYHOT O BBIMOTIHEHAS PaIUKaTbHOM OpraHOCOXpaHsIoUIel onepatuy.

O6cnenoBanue, MOMHMO OGIIEKIIMHHYECKHX METOJIOB, BKITIOUYAJIO LIFIC-
TOCKOTIHIO, GUMaHyaTIbHYIO NaJIbIIALMIO, YIbTPA3ByKOBYIO HITH KOMIBIOTED-
HYIO PEHTTEHOBCKYIO TOMOrpadHio MO4EBOTO MMy3bIpsl M OPTaHOB Ta3a, 3KC-
KPETOPHYIO yporpadHIio, LMTOIOTHYECKOe HCCIEeAOBaHHE MOuYM. Y Bcex
GONBHBIX MMENAch LMTONOTMYECKAst MIIM MCTOJIOTHYecKast BepHpHKaLs
JIMarHo3a: MepeXOIHOKIETOYHbIH pak.

ITpu pacnpeaenenny GoJLHBIX M0 CTaAUsIM 3a6071EBAHKS ObLITA HCIIOTb-
30BaHa KMHuueckas knacchukauus TNM, npemnoxentas Mexaynapos-
HBIM [IPOTHBOPAKOBBLIM COI030M M AononHeHHas BO3 u Eeponeiickoit op-
raHusaurel no u3yueHuo M nederuio paka (EORTC) (1989 r.).

Cramus TINXMO 6buta y 44 (20,7%), T2NXMO —y 76 (35,7%),
TINXMO —y 77 (36,2%), TANXMO —y 2 (0,94%) 6onbHbIx; 14 nauu-
€HTOB MMEIIM METACTa3bl B pErHoHapHble TuMdaTHueckHe y3bt MO0 OT-
HaneHHele MeTacrasel. Cpemn 77 maumentoB co cramueit T3NXMO
y 57 mmarHocTHpoBaHa cTamus T3a u y 20 — T3b.

MEI HCMOMBb30BaMHM CIETYIOMIYIO CXEMY XHMMOTEDAITHH: METOTPEKCAT
20 mr/mM° BHyTpUMBensHO, 1-it M 8-it qHU; BUHONAcTHH 4 mr/m? BHYTPUBEHHO,
1-i m 8-ii_nuu; anpuamMuiue 30 Mr/M~ BHYTpHBEHHO, 2-if JeHb; LIHCIUIATHH
100 mr/um? BHYTPUBEHHO, 2-if ieHb. M HTepBaI MeIly KypcaMH JledeHHs co-
CTaBJBUI, KaK MpaBwio, 28 ImHeil.

45

22. Surico N., Amedeo M. S., Givello T. et al. /{/ Panninerva. — 1988.
— Vol. 30(3). — P. 164—168.

23. Tabibzaden S., Kaffka K. L. /I ).
Vol. 70. — P. 1000—1006.

24. Vitoratos N., Gregorion O. et al.
1991. — Vol. 34(2). — P. 157—161.

clin. Endocr. — 1980. —
Int. J. Gynaec. Obstet. —

IMoctynuna 22.08.93 / Submitted 22.08.93

K M. Figurin, B.P. Matveyev, B.V.Kudashev

SYSTEMIC THERAPY FOR BLADDER CANCER

Research Institute of Clinical Oncology

Unsatisfactory results of surgery for bladder cancer, that
in the opinion of many investigators are due to the presence
of micrometastases at the time of surgery, necessitate the
search for new therapeutic approaches. The treatment results
have been improved considerably over the last two decades
owing to development and clinical application of chemo-
therapy. At present standard chemotherapy schedules for
cancer of the bladder consist of 3 or 4 drugs, as a rule including
cysplatin and methotrexate. Response to such treatment
reaches 70%, with 30% complete response [5, 7, 20, 22].

The most common chemotherapeutical schedules are
%VIVAC [14, 19, 20], CMV [5, 12, 24], CISCA [7, 8], CAP

11, 18].

Materials and Methods. Systemic chemotherapy with methotrexate, vin-
blastine, adriamycin, platidiam was given at the CRC RAMS to 213 patients
with bladder cancer. There were 193 (90.6%) males and 20 (9.4%) females.
Mean age 56 years (31—79 years). 167 patients were previously untreated,
46 patients had cancer recurrence. In 197 cases the chemotherapy was treated
as preoperative (neoadjuvant) and in 16 cases as autonomous.

In the patients eligible for surgery the purpose of the chemotherapy
was to reduce the tumor mass and to create conditions for ablastic de-
finitive bladder-salvage surgery.

The patients’ examination, besides general clinical methods, in-
cluded cystoscopy, bimanual palpation, ultrasonic or computered X-ray
bladder and pelvis tomography, excretory urography, cytologic urinana-
lysis. All the patients had transitional cell carcinoma verified cytologically
or histologically.

The cases were staged according to the TNM classification, pro-
posed by the International Union Against Cancer and supplemented by
the WHO and the European Organization for Research and Treatment
of Cancer (EORTC) (1989).

There were 44 (20.7%) TINXMO, 76 (35.7%) T2NXMO, 77 (36.2%)
T3NXMO, 2 (0.94%) TANXMO cases. 14 patients had regional lymph
node or distant metastases. Of the 77 patients with T3NXMO cancer
57 had stage T3a and 20 stage T3b.

We used the following chemotherapy schedule: methotrexate 20
mg/m’ intravenously days 1 and 8; vinblastine 4 mg/m2 intravenously days
| and 8; adriamycin 30 mg/m" intravenously day 2; cisplatin 100 mg/m
intravenously day 2. The intercycle interval was as a rule 28 days.

Treatment efficacy was assessed according to new proposals of the
WHO in standardization of reporting results of cancer treatment [1].

Chemotherapy toxicity was evaluated according to recommenda-
tions of the WHO and UICC for reporting toxicity.

Statistical analysis of the results was performed by Kaplan-Meier,
Longreng and chi-squared techniques.

Results and Discussion. 64 patients received 1, 102
patients 2, 40 patients 3, 7 patients 4 and more cycles of
chemotherapy. The 213 patients received a total of 419
cycles of chemotherapy.




ITpu oueHke 3¢ PeXTHBHOCTH JIeUeHHS Mbl PyKOBOACTBOBaHCh «Ho-
BbIMH npemioxeHusmMu BO3 no craHmapTH3alMy OLEHKH pe3ynbTaToB Jie-
YEHHSI OHKOJIOTHYeCKHX OoNbHbIX» [1].

OLlCH](y TOKCHYHOCTH XUMHUOTEPAITMH NPOBOMIIH COITIACHO «Pexomen-
nauuam BO3 u MexayHapoJHOT0 POTHBOPAKOBOIO COK03a [Tl Y4eTa TOK-
CHYHOCTH».

Ipu cratucTHyeckoll 06paboTKe pe3yNbTaTOB HCNOIbL30BAIH METO[,
Kaplan Meier, Longreng, 2.

Pesynbtrathi M X 00CykaeHue. 3aKOHYWIM JIEUCHUE
nocne npoeaeHua 1 kypca 64 naumenTa, nocie 2 KypcoB —
102, nocne 3 — 40, 4 xypca xuMuoTepanuu u 6osee Mpose-
JeHbl 7 nauueHTaM. Beero 213 60NbHBIM OBITO MpPOBEAEHO
419 xypcoB XHUMHUOTEPAIHH.

B pe3ynbraTte XUMHOTEPANIUY ITONHASA PETPECCHS OMYXO-
i otMeueHa y 25 (11,7%) OonbHbIX, YaCTUYHAS PeErpeccus —
y 60 (28,2%); y 116 (54,5%) nauueHTOB JieueHUE OBUIO He-
sdpdexTiBHbIM. DhdexT He ObUI OLEHEH y 9 MalMeHTOB.
Tpoe GONBLHBIX YMEPIH OT OCINOXHEHUH XUMHOTEPAIIHMH.

AHanu3 pe3yabTaTOB JICYEHHUS NoKa3an, 4yTo 3¢ dexTus-
HOCTb XHMHOTEPAIM{ 3aBHUCUT OT CTaguM 3ab0JeBaHus: ¢
YBEIHYECHNEM MECTHOU pacnpocTpaHeHHocTH onyxonH (T)
9 (HEeKTUBHOCTh XMMHUOTEPANIMM CHIDKAaeTcs. Y OONbHBIX B
cragun T2NXMO yactoTa MOJHBIX U YACTUYHBIX PErpeccuii
coctaBuna 26,3 u 26,3%, a y 6onbHbIX B cTagud T3aNXM0 —
5,3 1 29,8% cootBeTcTBeHHO. [IpK MHBA3WUU ONYXOJHM B Napa-
Be3UKalIbHYIO KkieTuatky (1T3b) BooOuie He moyydeHo HH
OOHOH MOJIHOW PErpecCHH.

3710 Halue HabJIoJeHKE NOJTHOCTbIO COTJIACyeTCH C JaH-
HBIMM Apyrux aBTOpoB [6, 13, 14, 16, 17]. Hanpumep, no
nanubiM H. Scher [15], nonxas perpeccus onyxomnu npH cra-
nuu 3aboneBanus T2 Obuta mocturHyra y 43% 60abHBIX, a
npu cragun T4 — tonbko y 8%.

N3yueHue pe3ynbTaToB JIEYeHUs NOKA3alo, 4To 3pPek-
THBHOCTb XMMHOTEpANIUH 3aBUCUT OT YHMCJIAa NMPOBEAEHHBIX
KypcoB (puc. 1). CyMMapHbIii OTBET ONYXOJM Ha JIEUEHHE
coctasui nocite | kypca xumuorepanuu 20,1% nocne 2 Kyp-
coB — 47,7%, nocne 3 xkypcoB — 70,2%. Ilpuyem Hapacra-
JIO0 YUCIIO KaK MOJNHbIX perpeccuil (ot 2,3% mociae | kypeca
1o 12,8% nocne 3 KypcoB), Tak ¥ YaCTUYHBLIX. Pa3nnuue pe-
3yILTATOB CTaTUCTHYecku moctoBepHo (p=0,05).

Mpul paccMmoTpenu pe3ynbTaThl edeHus 40 60IbHbBIX, 110-
AYYMBILKX 3 MOCIE0BATENBHBIX KYPCa XUMHOTEPAITHU. AHA-
JIM3 T0KA3aJ1, YTO C yBEJIMYEHHEM YHCNa KypcoB b ¢eKTHB-
HOCTb JICYEHHS TIOBBIIAETCA: YBETHYMBAETCA YHCIIO YACTHY-
HbIX perpeccuii, y 6 mMagueHToB nocne 3-ro Kypca yaanoch
IOOUTLCA MMOMHOM perpeccuu onyxonu. OnHaKo cyMMapHbIi
a¢dexT mocne 2 U 3 KypcOB XUMHOTEPANHUH NPAKTUYECKH
He H3MEHHIICS M cocTaBuil 65 1 70% coOTBETCTBEHHO. VY Beex
OONbHBIX, «OTBEYAIOUIMX» HA XMMHOTepanuio, 3Q(exT Ha-
pACTaJ MOCTENEHHO OT YaCTUYHOH PErpeccUy K MOJIHOMY HC-
Ye3HOBEHHIO ONYXOJH. Mbl He 0TMeuasd ckaukooOpa3Horo
Pa3BUTHS MOJHOM PerpeccHy OMYyXONHN y OONbHLIX, y KOTO-
PbIX NEPBbIE 2 Kypca XUMHOTepaniuy ObUIH He3QPeKTUBHDI-
mu. Ha ocHoBaHHHK 3TOr0 HAOMOAEHUS Mbl CMOTIIH 3aKIIIO~
YHTb, YTO JUIA PELIEHHA BOMPOCA O ATHTEIbHOCTH MpENoIIe-
PALMOHHOTO JIEYECHUs [OCTaTOYHO MpPOBECTH 2 Kypca
xumuoTepanuu. Eciii nocine HUX He OTMEYaeTCs «OTBETa»
OINYXOIIH Ha JieueHue, faNbHelee MPOBEACHUE XUMHOTEPA-
T1H HelenecooOpa3Ho, Tak KaK BepOSTHOCTb PErPECCHH Olly-
XOJM Mana, a BpeMms IJI1 OMepaTHBHOrO JIeYeHHsA ITOTEHIH-
anpHO onepabenbHbIX OOMBHBIX Ccokpawaercd. Ecmn ke
nocie 2 KypcoB JiedeHus MoyyeH YacTU4HbIid 3¢ dexT, npo-
IOJDKEHUE XMMHMOTEPAIIMH MOXET MPUBECTH K MOJHOH per-
PECCHH OMYXONM Yy YacTH OONIbHBIX.

Hamu HaGmoxeHnus COTNACYIOTCS ¢ AaHHBIMM JIMTEpa-
typbl. O 3aBucuMoOcTH 3bGEKTUBHOCTH XMMHOTEPANMU OT
YK CIIa NPOBEAEHHBIX KYPCOB U O TOCTENEHHOCTH HapacTaHUs

As a result of chemotherapy complete response was
achieved in 25 (11.7%), partial response in 60 (28.2%) and
no response in 116 (54.5%) cases. 9 cases were unevaluable.
Three patients died from chemotherapy complications.

Analysis of treatment results showed that chemother-
apy efficacy depends upon disease stage, i.e. the greater
the local disease advance (T), the poorer the chemotherapy
results. In stage T2NXMO complete and partial response
rates were 26.3 and 26.3%, while in stage T3aNXM0—
5.3% and 29.8%, respectively. There were no complete re-
sponses among cases with cancer invasion in paravesical
cellular tissue (T3b).

This is in agreement with data of other authors
[6,13,14,16,17]. For example, by H.Scher [15] complete re-
sponse in stage T2 was achieved in 43%, and in stage T3
in 8% of cases only.

Chemotherapy efficacy also depended on the number
of cycles given (fig.1). Total response to treatment was
20.1% after 1 cycle, 47.7% after 2 cycles, 70.2% after 3
cycles of chemotherapy. The increase was observed in per-
centage of both complete (2.3% after 1 cycle to 12.8% after
3 cycles) and partial response. The difference was statis-
tically significant (p=0.05).

We analyzed results of treatment of 40 patients receiving
three consecutive cycles each. The analysis showed that re-
sponse to treatment increased with the number of cycles re-
ceived mainly due to partial response, in 6 patients complete
response was first achieved after 3 cycles of chemotherapy.
While the total response after 2 and 3 cycles was practically
the same: 65 and 70%, respectively. In all responders to che-
motherapy the response was increasing gradually from partial
to complete. There were no sharp improvement to complete
response in non-responders to the first 2 cycles of chemo-
therapy. Basing on these findings we came to the conclusion
that judgement on duration of preoperative chemotherapy
might be made after 2 cycles of chemotherapy. If there is
no response to treatment after 2 cycles, further chemotherapy
is not reasonable, because probability of tumor regression
is too small, while appropriate time for surgery in potentially
operable patients may be missed. If two cycles of chemo-
therapy result in partial response, its continuation may lead
to complete response in some of the patients.

Our observations agree with reports published in the lit-
erature. The correlation of chemotherapy efficacy and the
number of cycles is reported in [6,13,14]. In the investigation
of H.Scher et al. [21] response to treatment was 59% after
2 or less cycles and 82% after 3 or more cycles of chemo-
therapy. Continuation of chemotherapy in 17 responders to
2 cycles led to further cancer regression. The investigators
think that chemotherapy should be discontinued if there is
no response after 2 cycles, and surgery or radiotherapy are
more reasonable modalities of further treatment [6].

In our investigation there were 25 complete responses:
5 were achieved after 1 cycle, 14 after 2 cycles and 6 after
3 cycles of chemotherapy.

After complete response was established 17 (68%) of
the 25 complete responders received preventive chemo-
therapy for stabilization of the effect. Chemotherapy was
continued by the same schedule.

Four complete responders to chemotherapy under-
went surgery aimed to verify the result morphologically
within 1 mo following treatment. In 3 of the 4 patients
subjected to surgery histological study discovered cancer
cells in the bladder wall in spite of the fact that there was
no exophytic component of the tumor.

22 patients were folowed-up. 14 (63.7%) of the 22
patients developed recurrence of bladder cancer.
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Puc. 1. 3ddeKTMBHOCTL XMMHOTEepanMu B 3aBMCUMOCTH OT 4Yucha
NpoBeAeHHbLIX KypcoB.

Mo BepTukanyu — acbpekTUBHOCTL XUMUoTEpanuK, %; NO ropusoHTanu
— YNCSO NPOBEAEHHbIX KYPCOB.

benble cronbukn — nonHbii addexT, cToNbUKN € TouKaMu — 4acTuu-
HbIW.

Fig.1. Percentage of response to chemotherapy vs the humber of
chemotherapeutical cycles.

Numbers on the vertical show response to chemotherapy, %; numerals
on the horizontal show the number of cycles.

Light bars show complete response, dotted bars show partial response.

saddekTa coobluaroT pag aBTopos [6, 13, 14]. Tak, H. Scher
U coaBT. [21] oTMeTunH perpeccuio onyxomut y 59% 6Gonb-
HBIX, TOJyYHUBLIMX He OoJiee 2 KypCOB XHMHOTEPAIHH, B TO
BpeMs Kak cpefu OONBHBIX, MOMyYaBIIMX 3 Kypca JICHeHUSs
1 6onee, 3¢ hekTUBHOCTL ero coctaBuna 82%. ABTOpBI CO-
06warT, yTo y 17 6ONMBHBIX, «OTBETHBILMX» HAa MPOBEACHHUE
2 KypcoB XMMUOTEpaNuy, AaabHelllee JedeHUe MPUBENO K
YBEJIMUEHUIO perpeccud onyxonu. Ilo MHeHUIO MccienoBa-
TeJield, ecli mocie 2 KypcoB ONMyXOJb He pearupyeT Ha Xu-
MHOTEpAIUIO, JIeUeHHE MPEeKPAIlaroT W HA3HAYAKT Orepa-
LUMI0 WIH NY4YeBYIO Tepanuio [6].

TTomHas perpeccust onyxonmu ObuTa NOyyYeHa B HalUEM HCCie-
JIOBaHWHM Yy 25 GOMBHBIX: Y 5 mayueHToB nocite 1 Kypca JeueHns,
y 14 — nocrnie 2 KypcoB U y 6 — nociie 3 KypcoB XMUMHOTEPAIHH.

IMocne ycranoBneHus nonHo# perpeccuut 17 (68%) DonbHbIX
M3 25 nomyyany npoQUIAKTHYECKYIO XMMUOTEPANMIO IS 3a-
kperuieHus 3¢dexra. JleueHre NpoBOAUIIOCH MO TOM Ke CXeMe.

YetsipeM O0NbHBIM B TeueHHE | Mec Mociie KOHCTaTalHU
NOJHOH perpeccuy ObUTH MPOU3BEIEHBI OMEpPaLUH C LeNbio
Mopdotornueckod BepuUKALMHA M3TEUEHHOCTH. Y 3 u3 4
NpoONepUPOBAHHBIX OOJILHBIX NPH THCTONOTHYECKOM UCCITE-
JOBaHUM ObIIT OOHAPYKEHb! KITETKH paka B CTEHKE MOYEBOTO
Ny3bIpsi, HECMOTPSA HA TO, YTO IK30(DHTHBIA KOMIOHEHT Oy~
XOJIH He Onpenessiics.

IlpocnexxeHbl B OTHalleHHble CPOKM 22  OOJNBLHBIX.
Y 14 (63,7%) w3 22 nauMeHTOB TMOABWIMCh PeUMAMBHBIE
OIMYXOJHM B MOYEBOM My3bIpe.

Hawu Habmonesus NoATBEPKAAOT BLIBOABI IPYTUX HC-
cIIeJOBaTeNIeH O TOM, UTO TOCTW)XEHHE MOJTHOW perpeccuu
He rOoBOPUT 00 u3neueHHocTH OompHOro [2]. Ilo manHbIM
J. Flamm {4], Tonbko 12,5% GonbHbIX ¢ NOMHOMN perpeccueii
OINyXONU COXPAHAIOT peMuccuio 6e3 uucrakromun. O pas-
BUTHH PELUNIUBOB MIIM MOSBICHUH METACTa30B paka Moye-
BOTO My3bIpsA Y OOJIbHBIX ¢ MOJHOH perpeccueil coobwarT
MHOTHe aBTophl [6, 12, 21, 23]. [To manubim H. Herr [6], pe-
UHANBLL NosiBUITMCL ¥ 11 (61%) u3 18 OONbHBIX ¢ MOMHOH
perpeccueril ONMyxXoJlM B pe3ynbTaTe XUMHOTEPATIHH.
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Our findings support conclusions of other authors that
complete response cannot be considered evidence of a cure
[2]. J.Flamm [4] reports that 12.5% of complete responders
only retain remission without cystectomy. There are many
other reports of bladder cancer recurrence or metastasis in
patients with complete response [6, 12, 21, 23]. In the in-
vestigation of H.Herr [6] 11 (61%) of 18 complete responders
to chemotherapy developed cancer recurrence later.

Our results speak in support of the opinion of many
foreign authors that outcomes of preoperative chemother-
apy are of great prognostic value [3,9,10,11]. 5-year sur-
vival in complete responders (87.5+6.4%) was significantly
higher than in patients showing partial (5-year survival
39.746.1%) or no response (5-year survival 15.9+3.6%)
(fig. 2). S-year survival of partial responders is significantly
higher than that of non-responders to chemotherapy (p<00.5).

The chemotherapy schedules showed moderate tox-
icity. The most common toxicities were nausea and vom-
iting following platidiam administration. Many patients
presented alopecia. Hematologic toxicity was detected in
52.5% of the cases, in 9.2% it reached grades III and IV.
Nephrotoxicity as increased creatinine and blood urea was
found in 27.1% of the cases, in 2.3% nephrotoxicity was
assessed as grade II—III, in the rest of the cases mani-
festations of toxicity were mild. Oral and gastrointestinal
mucosal complications were discovered in 6.6%, septic dis-
eases (pneumonia, pyelonephritis, sepsis) in 7.0%, oto-
toxicity in 3.4%, ECG changes in 13.5% of the cases. In
3 (1.4%) cases chemotherapy complications were fatal. All
the deaths were caused by sepsis at the background of
marked leukopenia and thrombocytopenia.

Conclusions. 1. Systemic chemotherapy with methotre-
xate, vinblastine, adriamycin, platidiam resulted in a 39.9%
objective response of patients with transitional cell bladder
carcinoma.
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Puc. 2. MATuneTHAS BERKMBAEMOCTb GOMbHLIX PAKOM MOYEBOro
ny3oipsi B 3aBUCUMOCTH OT 3hpeKTUBHOCTM XUMMOTEPaNUK,
a— 6e3 adekTa; b — BCA rpynna; ¢ — yacTuuHbi achdekT; d —
NonHbIA acpdpexT.

Mo ocu abcuymce — Bpems HabNAEHUs, MEC; MO OCY OpPAUHAT — Bbl-
»uBaemoctb, %.

Fig.2. 5-year survival in bladder cancer vs response to chemo-
therapy.

a, no response; b, whole group; c, partial response; d, complete
response.

Numbers on the x axis show months of follow-up, numbers on the
y axis show percentage of survival.




Hain gaHHble MOATBEPXAAIOT BLIBOJ MHOTHX 3apybex-
HBIX KCCIIe[IOBaTeNe# O TOM, YTO PE3YNbTAThl MPEJONepaLH-
OHHOM XMMHOTEPAMTUY UMEIOT BRXKHOE MPOTHOCTHYECKOE 3Ha-
yenne [3, 9, 10, 11]. [IaTunerHas BbDKHBAEMOCTb B TpyIe
OonbHBIX ¢ MoOJHOH perpeccuedt (87,546,4%) mocTtoBepHO
BbIlIE PE3YNIbTATOB JieueHUs OONBHBIX C YACTHYHOH per-
peccueid (5-meTHAs BEDXUBaeMOCTh 39,7+6,1%) u JleueHbix 6e3
a¢dexTta (5-neTHAS BbKUBaeMocTh 15,9£3,6%) (puc. 2). I1s-
THJIETHAS BDKHBAEMOCTb OOJIBHBIX C YACTHYHOMH perpeccueif
TaKkXe JOCTOBEPHO BLIILIE, YEM 3TOT NOKA3ATENb Y OONBHBIX,
y KOTOpBIX XHUMHOTepamnus Obina HeaddekTusHOH (p<0,05).

TOKCHYHOCTL MPUMEHABIIEHCS CXEMbl XUMHOTEpanuu
6nuta ymepenHoil. Haubornee obiiumu ee NpoOsBIEHUSIMH
ObUTH TOLIHOTA W PBOTA MOCIE BBEJECHHA MuaTHIUaMa. Y
OonpmIMHCTBa GONBHBIX UMeNa Mecto anoneuus. ITpossie-
HHS TEMATOJOTMYECKOW TOKCHYHOCTM OTMEYasMch Y
52,5% GONbHBIX, MpHYEM TOIbLKO B 9,2% HabmoaeHHH oHa
6puta III u IV crenenu. HebpoTokcHyHOCTb B BuAE MO-
BbLIILIEHHA YPOBHSA KPeaTHHMHA U MOYEBHHbI B KPOBH HabIto-
nanack y 27,1% 6GonbHbIX, 13 HUX Y 2,3% oTMeuanach Heb-
porokcuyHocTh 1I—III cTenenu, a y ocTanbHbIX MALUEHTOB
HapyleHUs ObUIH MMHUMABHBIMA. OCIOXKHEHHUS €O CTOPO-
HBI CIM3UCTHIX 00OJIOUEK MOJIOCTH PTA U XKETYIOUHO-KHLIEY-
HOTr'0 TPAKTa OTMEYAIUCH B 6,6%, cenTuueckue (IHEBMOHHUS,
nuenoHedppur, cencuc) —B 7%, OTOTOKCHUUYHOCTb —
B 3,4%, usmenenus OKI — B 13,5% cnyuaeB. YMepaun ot
ocnoxHeHud xumuorepanun 3 (1,4%) 6onbubix. [IpnunHoi
CMEPTH Y BCEX MALMEHTOB SABUJICA CENCHUC, Pa3BUBLLMIACA HA
(oHe BLIpaXKEHHOMH JIeHKO- U TPOMOOLIUTOMEHUH.

BeiBogst. 1. IIpoBenenne CHCTEMHOH XMMMOTEpPAIUU [Ipe-
napaTaMi MeTOTpeKcaT, BAHOIACTHH, alpHaMHLIVH, IIIaTHAMaM
MO3BOJIMIIO TOOUTHCS 06beKTHBHOFO 3bdekTa y 39,9% 6onbHbIX
[IEPEXOIHOKJIETOYHBIM PAKOM MOYEBOTO My3bIpA.

2. D deKTUBHOCTD I€YEHUS NOBBILIAETCA € YBEIHYEHH-
€M 4HClIa KYPCOB XMMHUOTEPANMHK: YaCTUYHAS U NOJIHAs per-
peccus onyxonu Habmronanucs y 20,1% OonbHBIX Mocie npo-
BefeHus 1 kypca, y 47,7% — nocne 2 kypcoB, y 70,2% —
MI0CNE MPOBEAEHHS 3 KYPCOB JIEUEHHUA.

3. ToKCMYHOCTB XMMHOTEpANUH ObLIAa YMEPEHHOM: remMaro-
nornyeckas TokcuuHocts III—IV crenenu otMeuanach y 9,2%,
Hedporokcnynocth II—III crenenn — y 2,3% GonbHBIX.

4. J1ns peuieHns BOMPOca O MPOAOIKUTENLHOCTH MpPea-
OMEPALMOHHON XHMHOTEPANHU [OCTATOYHO INPOBENEHUS
2 kypcos neyenuns. Eciu mocie HUX He OTMEYaeTcs perpec-
CHH ONYXOJIH, JajibHeiilllee NTPOBeNeHHEe XMMHOTEPANUU He-
LenecoobpasHo.

5. Bo Bcex ciiyyasx KIMHUYECKH MOJIHOW perpeccuu He-
06x0AMMO TPOU3BOIUTH TITY6OKYIO GHOTICHIO H3 MeCTa ObIB-
11eH OMYXOJIH C TIOMOLIBIO TPAHCYPETPAIbHON PE3EKLINH MO-
YEBOI'O My3bIPS I BEIMOJIHATH OTKPBITYIO PE3EKLIUI0 CTEHKH
MOYEBOTO MY3bIPA I8 TMCTOJIOTMYECKOrO MOATBEPXKIAEHHUS
a¢dexra. BosbHbIE ¢ NONHONH perpeccueld onyxonu Hyxzaa-
IOTCH B TILIATEILHOM HUHAMHYECKOM HAONIONEHNH, TaK Kak
y 63,7% nauueHTOB pa3BHBAETCH PELUIUB pPaka MOYEBOTO
My3bIpS.

7. PesynbraThi XMMMOTEpanu¥ OOJbHBIX WHBA3ZMBHBIM
PaKOM MOYEBOTO My3bips WMEIOT BaXXHOE NMPOTHOCTHYECKOE
snaueHue. [TaTuneTHss BbXHBaEMOCTb OOTBHBIX C MOJIHOIA per-
peccueii coctaenser 87,5£6,4%, ¢ yacTHuHO perpeccuei —
39,746,1% u ¢ orcyTcTBHeM 3¢ddexTa — 15,9+3,6% GONbHBIX.

48

2. Treatment efficacy is increasing with the number
of chemotherapeutical cycles: partial and complete re-
sponse was 20.1% after | cycle, 47.7% after 2 cycles and
70.2% after 3 cycles of chemotherapy.

3. Chemotherapy toxicity was moderate: grade III—IV
hematological toxicity was observed in 9.2%, grade II—III
nephrotoxicity in 2.3% of the cases.

4. Judgement upon duration of preoperative chemother-
apy may be made after 2 cycles. If there is no response after
2 cycles, continuation of chemotiherapy is not reasonable.

5. In all cases of complete response deap biopsy by
transurethral bladder resection or open bladder wall re-
section should be performed to verify histologically the
response to treatment. Patients with complete tumor re-
sponse should be carefully monitored, as 63.7% of them
develop bladder cancer recurrence.

6. Results of chemotherapy for invasive bladder cancer
are of great prognostic value. 5-year survival is 87.5+6.4%
in complete responders, 39.7+6.1% in partial responders,
and 15.918.6% in non-responders.
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