B UX KOJMYECTBE KaK MpPU PAa3NHYHBIX THCTOJOTHYECKHX
THNAX, TAK M HA Pa3sHbIX CTAAUAX OMYXOJM LIEHKH MATKH.
ITo ¥X MHEHMIO, KOJIHUECTBO IpaHyN cepebpa He ABIAETCA
MapkepoM nponudepaTHBHOH aKTUBHOCTH B 3TUX OIyXONAX.

JlaHHbIE HALIErO UCCIIENOBAHUS HOKA3aIH, YTO €CTh JOCTO-
BepHbIE PA3IMYMs KOJIMYECTBA TPaHyll cepebpa Ha OXHO Ao,
a Taioke uHaexkca OSIOP Mex Iy HOpMAasIbHBIM INUTEIIHEM LIEHKH
MaTKH ¥ PaKOM in Sifu i NHBa3WBHbIM TLIOCKOKIIETOUHBLIM (Opo-
[OBEBAIOIMM M HEOPOTOBEBAIOLIMM) PAKOM ILEHKH MaTKH.

3HauMMOro pa3iuyKs H3YUEHHBbIX MOKa3aTenel Mexiy
pakoM in situ W WHBA3UBHBLIM IIJIOCKOKJIETOYHBIM PaKoM
LIEHKHU MATKH HallIEHO He ObIIO, YTO OTPAXKAET EAUHYIO CYLI-
HOCTb 3THX ABYX IpPOLECCOB.

TaxkuM 006pa3oM, AaHHbIE IMTEPATYPh] K IPOBEACHHOE HAMH
HCCITENOBAHME MO3BONSIOT CYMTATH [TONE3HBIM HCTIONL30BAHUE B
KayecTBe JIOTONHUTENLHOTO MeToza BbisBienre OSOP npu mua-
THOCTUKE PAIIMYHBIX OMYXOJEBbIX MOPAXKEHUH LIEHKH MaTKH.

BriBoapl

1. CpenHee KONMMYECTBO IpaHyN cepebpa HA OJHO AP0
B CJIy4asX C HEM3MEHEHHbIM 9KTOLEPBUKANLHbIM IMHUTENHEM
cocTaBuio 2,1, a cpennee 3Havenue ugexca OSJOP — 1,87,
NpY paxe in situ weiiku MaTku — 5,43, u 3,2, Ipx UHBA3KB-
HOM TUTOCKOKJIETOYHOM OPOTOBEBAIOILEM K HEOPOTOBEBAI-
LIEM pake LIeWKn MaTku — 5,6 U 3,25 COOTBETCTBEHHO.

2. UMeeTcs TOCTOBEPHOE Pa3siIMiKe KOINYECTBA IPaHyI
cepebpa Ha OIHO AP0, a Takke HHAekca OSIOP Mexay Hop-
MaJbHBIM JMMTEAHEM IIeHKH MaTKH, C OOGHOH CTOPOHBI,
pPaKkoM in situ W WHBA3WBHBIM [JIOCKOKJIETOYHBIM PaKoM
LIeHKY MATKM — C IpYyTrou.

3. He BbISBIEHO 3HAYMMOLO Pa3IMuMs MPH M3YYEHUH Cpea-
Hero KoMuecTsa rpadyn cepebpa n naaexca OSOP mexy pakom
in situ ¥ MHBA3MBHLIM [UIOCKOKIIETOUHBIM PAKOM LUEHKH MATKH,

Pa6ora BbImonHeHa npH ¢puHaHcoBoH momaepxke Poc-
cuiickoro ¢oHaa ¢yHaaMeHTaNbHBIX HcceaoBanud. Kox
npoexra: Ne 93-04-22050.

© Koiextus asropos, 1994
VIK 616.62-006.6-085.37

B. I1. Mamsees, O. b. Kapaxun, K. M. @uzypun,
A T Jlesu, K. H Caguyanun, B. H. Ivieany

BHYTPUIIY3BIPHASL UMMYHOTEPAIIUSA
IIOBEPXHOCTHOI'O PAKA MOYEBOI'O
ITY3bIPSI BAKIITMHOU BIIK

HUH xmunusecxoit onkonozuu, Mockea, HUMMP PAMH, O6nunck

B nocnennee gecaTunerie MMMYHOTEpAnus U UMMYHO-
npodunakTuka paka Mouesoro my3sbipa (PMII) moxyuunu
IIMPOKOE pacnpocTpaHeHue. 13 uncna n3BeCTHBIX UMMYHO-
MOJYIATOPOB HAUOOIbilIee KONUUECTBO HCCIEN0BAHUIA TIPO-
BEIEHO ¢ Mcrosib3oBaHueM BakuuHbl BIDK, Brepsnie npu-
MeHEHHOM B KIuHMYecKoi npaxtuke A. Morales B 1976 1.
[3]. UccnenoBatenu, npoBOAMBLINE CPABHUTENBbHYIO OLICHKY
pasnuuHbix MeTonoB jedeHns PMII, coobmanT o BeICOKOI
30 ()EKTUBHOCTH BHYTPUNY3bIPHBIX UHCTHIIALUMHA BaKIINHbI
BIX B 1e4eHMH MHOXKECTBEHHBIX TOBEPXHOCTHBIX HOBOOO-
pasosaHuit MoueBoro ny3bipa (MII) ¥ CYMTAIOT 3TOT METOX
Haubosee 3¢deK THBHLIM CPEACTBOM NPO(UIAKTHKH peLH-
IUBOB Tocie TpaHcyperpanbHoii pesexuud (TYP) MII
{1, 2, 4, 5].

B otaenenusix yponorun OHLI PAMH u HUUMP
PAMH ¢ 1988 r. npoBOaAMIOCE KIIMHUYECKOE UCTILITAHUE OTE-
yecrBedHoro npenapata BLIXK — «bIJK nna nedenus u
PO HIAKTUKH PaKa MOYEBOTO My3bIPS», MPHTOTOBIEHHOTO
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INTRAVESICAL IMMUNOTHERAPY OF
BLADDER SURFACE CANCER WITH BCG
VACCINE

Research Institute of Clinical Oncology, Moscow, Research Institute
of Medical Radiology RAMS, Opinions

Immunotherapy and immunoprophylaxis of bladder
cancer (BC) have been practised on a large scale over the
last decade. Among other immunomodulators the largest
number of investigations was performed with BCG vaccine
first used in the clinical practice by A.Morales in 1976
[3]. Comparative evaluation of various methods of treat-
ment for BC give evidence of high efficacy of BCG in-
travesical instillations in treatment of multiple surface neo-
plasms of the bladder and relapse prevention after tran-
surethral resection (TUR) of the bladder {1,2,4,5].

A clinical study of domestic BCG preparation called
"BCG for treatment and prevention of bladder cancer”
produced on the basis of domestic substrain M. Bovis BCG-1
has been performed since 1988 at Urology Units of the
CRC RAMS and RIMR RAMS. This paper presents re-
sults of immunotherapy of surface BC.

Criteria of inclusion in the study were multiple surface
recurrent tumors of the bladder; primary surface tumors




U3 oTeuecTBeHHOro cybwraMmMa M., Bovis BCG-1. B Hacro-
suedl paboTe MpeacTaBlIeHbl PE3yNIbTATI KMMYHOTEPANUH
nosepxHocTHoro PMII.

IlokazaHUAMHU [N BKIIOYEHHS B MCCIeJOBaHUE Gbinu
MHOX€CTBEHHOE nmopaxeHHe MII noBepXHOCTHBIMHM peLH-
JHMBHBIMH ONYXOJIAMH; IEPBHYHbIE TOBEPXHOCTHbIE ONYXOJH
MII, koraa u3-3a MHOXECTBEHHOCTH NIOPAXKEHUS HEBO3MOX-
HO 65110 BuIMOMHUTL TYP, B TOM uMcie 6obHbIE MOCTE He-
3¢ dexTUBHON BHYTPUNY3bIPHOH XMMHOTEPANMH.

[IpoTHBONOKA3aHUAMU AJIS BKIIIOUEHHMS B UCCICAOBaHMHE
ABIINCh TsKeJIble UHTEPKYPPEHTHbBIE 3a00eBaHNs B CTa-
OUH AEKOMIEHCALMH; HAIMYHe B aHAMHe3€ MEPEHECEHHOTO
paHee TyGepkyIesa; COMyTCTBYIOLHE 3a00JIEBaHNS ATLNEPTH-
YCCKOW TMPHUPOABI, HAJIHYHE MNY3bIPHO-MOYETOYHHKOBOI'O
pedmrokca; aieHOMa NPOCTAaThi ¢ KOJMUYECTBOM OCTATOYHOM
Mouu Gonee 50 mi.

Ho Hauana neyeHus MPOBOAMIM KIMHUYECKOE, PEHTIE-
HOJIOTMYECKOE, yIbTPa3BYKOBOE, 3HAOCKONUYECKOe obcie-
AoBaHue GONBHBIX C LEJbI0 YCTAHOBIIEHHS CTaiuH 3a0oe-
BaHHA, KOJIMYECTBA, Pa3MEPOB U JIOKAIH3AUMH OMYXOJIEBBIX
oGpasoBanuii. B 06s13aTensHOM nopskike NPOU3BOAHIIN GHO-
TCHIO OIYXOJIH U LINTONIOTHYECKOE HCCTlefoBaHHe MouH. H3y-
Yalnd UMMYHOJIOTMYECKHH CTaTyc OONBHBIX, MPOBOIMIH
BHYTPHKOXHYIO Npody ¢ TYOEpPKYIHMHOM.

JInopumusupopanunas BakuuHa BIXK Gbita npuroros-
neda B HUMOM PAMH um. H. @. Tamaneu u pacdacosaHa
B amnysnax 1o 50 Mr. KoHTpoxb kayecTBa BAKUMHBI OCYILECT-
Bisncsa B TMCK nm. JI. A. Tapaceuua. B 1 Mr npenapata
coaepxanoch (5—10)-10% xxu3HeCMOCOOHBIX KIIETOK.

A5 BHYTPHAY3bIPHOH MMMYHOTEPANUM MCIONb30BAIH
TPH CXEMBbI JICUCHHS.

Ilepsas cxema. BoabHbIM nocne onopoxuenus MIT anac-
THYHBIM KaTeTepoM BBoAuIH B MIT 100 Mr Bakuuusl BLK,
PaCTBOPEHHO# B 50 MJI M30TOHMYECKOT'O PacTBOpA HATPHs
XJIOPHAIA, U PEKOMEHIOBANU yIepXKUBATh PENapaT B Teye-
Hue 2 u. Yepes 2 4 OHM caMOCTOATENBHO onopoxHan MIT
NOCPeACTBOM MOueucnyckanua. Beenenue npenapara npo-
u3BoauiM 1 pas B Hefemo B TeyeHue 8 Hem. Uepes 2 Hen
Hocne OKOHYAaHUA 8-HEeAeNbHOrO LMKJIA MPOBOAMIN KOH-
TPOJIbHOE 00CIe0BaHUE, BKITIOYABLIEE LIMCTOCKOMHIO H LIU-
TOJIOTHYeCKOe HCCIIEAOBaHIE MOUH. BONBHBIX € OTCYTCTBHEM
addekTa, a TaKKe ¢ YaCTHUHBIM 3PPEKTOM, HO TLIOXO MEPe-
HOCALMX TEPANHIO, TIEPEBOAMIN HA APYroil BHI JEueHHUS.
[Taunentam c yacTUYHBIM 3BheEKTOM U XOpOMWEH MepeHo-
CHMOCTBIO IPenapaTa NPOBOJAUIIN MOBTOPHBIH 8-HeeHbHBIH
uukn BIDK-Tepanuu B Toit xe 1o3e ¢ mocneaymoueit oLeHKoi
3¢ dexTa U pelIeHHEM BOMPOCA O MONIEPKHUBAIOLLEM JIeUe-
HAH. B Tex cnyyasx, xoraa oTMeuany MOJHYIO PErpeccUIo
OIyXOJIH, MPOBOAUNH NOIIEPKHBAIOILYIO Tepanuio: 100 mr
BakuuHbl BIIK BBoanmu B MII 4 pasa ¢ untepsanom 2 Hex,
3aTeM 6 pa3-c uHTeppanoM | Mec, 3aTem 4 pasa ¢ MHTEpPBAIIOM
3 mec. 3a 20 Mec MOAAEPKUBAIOILETO JIEYEHUS 032 BAKLHHbI
BIIX cocrasnsana 1400 mr. KonTponbHble 06caenoBanus
IPOBOAWIIM yepe3 Kaxible 3 Mec. B manmbeiiiem npu co-
XpaHeHUH MOJIHOM perpeccur HOILHOrO TOIbKO HAOIIOAANH,
OpH TNOABJICHUM PELMOMBA NEPEBOJUIM HA APYIHE METOIBI
JEYCHHA.

Bropas cxema. BonbHbiM B MIT BBOAMAN 120 Mr Bax-
uuHbl BIK, pactBopennoii B 50 Myt M30TOHHYECKOTO pac-
TBODPA HATPUS XJIOPUIIA, C YAEPKAHUEM MIPENapaTa B TeUeHHE
2 y. KpoMe TOro, peKOMeHIOBANIM Yepe3 Kaxable 15 MuH
MEHATH TONIOXEHUE TeNa € MOCIEAYIOLIUM MOYEHCTTYCKAHH-
eM. Jleuenue npoBoxumu 1 pas B Hememo B TeyeHue 6 Hex,
KoHTponeHelil ocMOTp npoBoaunu yepes 4 Hex mocie 6-ro
BBEICHMA MpenapaTa. B nocnepyromeM 601bHOro mepeso-
AU Ha NMONIEPXKMBAIOLIYIO TEPANHUIO: 6 MHCTWLIALMIHA MO

of the bladder making TUR impossible, including cases
after ineffective intravesical chemotherapy.

Exclusion criteria were severe intercurrent disease in
decompensation stage; a history of previous tuberculosis;
concurrent allergic disorders; vesicourethral reflux; pro-
static adenoma with more than 50 ml residual urine.

Prior to treatment the patients underwent clinical, X-
ray, ultrasonic, endoscopic examinations for evaluation
of disease stage, number, size and site of neoplasms. Tumor
biopsy and urine cytology were obligatory. The patients were
examined for immunological status and tuberkulin tested.

Freeze dried BCG vaccine vials 50 mg were manu-
factured at the N.F.Gamaleya Institute of Epidemiology
and Microbiology. Vaccine quality control was performed
at the L.A Tarasevich State Standardization and Control In-
stitute. Each mg of the preparation contained (5—10)10%
viable cells.

The intravesical immunotherapy was performed ac-
cording to three schedules, as follows.

Schedule 1. After emptying the bladder the patients
received 100 mg of BCG vaccine in 50 ml of saline solution
through an elastic catheter to be held in the bladder for
2 hours. At 2 hours following administration the patients
emptied the bladder by urination. The vaccine was ad-
ministered once a week for 8 weeks. At 2 weeks following
the last administration of the 8-week cycle the patients
underwent check examination including cytoscopy and
urine cytology. Non- responders or partial responders
showing poor tolerance were transferred to other treatment
modalities. Patients with partial response and good tol-
erance underwent a second 8-week cycle of BCG therapy
at the same dosage with evaluation of response and further
maintenance therapy to follow. In cases of complete re-
sponse the maintenance therapy consisted of 4 BCG in-
travesical administrations at 100 mg at 2-week intervals
to be followed with 6 instillations at 1-month intervals
and 4 instillations at 3-month intervals. The total dose
of BCG given for 20 months of maintenance therapy was
1400 mg. Check examinations were performed every
3 months. In cases of complete tumor regression main-
tained the patient was followed up without treatment, in
the case of disease recurrence the patients were transferred
to other treatment modalities.

Schedule 2. The patients received intravesically 120 mg
BCG in 50 ml saline solution to be held for 2 hours. The
patients were recommended to change body position every
15 minutes and to urinate. The therapy was given once
a week for 6 weeks. Check examinations were performed
at 4 weeks following the 6th administration of the vaccine.
After that the patients received maintenance therapy con-
sisting of 6 instillations of BCG at 100 mg at 2-week in-
tervals with a check examination to follow, then 6 BCG in-
stillations at 100 mg at 1-month intervals. The total vaccine
dose was 1920 mg. After that complete responders were fol-
lowed up without specific therapy, patients with residual tu-
mors were transferred to other treatment modalities.

Schedule 3. The patients received 150 mg of BCG vac-
cine in 50 ml of saline solution through an elastic catheter
on a weekly basis for 6 weeks. The patients were recom-
mended to hold the preparation in the bladder for 2 hours
and then to urinate. Check examinations were performed
at 1 month following treatment. Complete responders were
followed up, partial responders with good tolerance re-
peated the cycle. Patients with partial response and poor
tolerance as well as non-responders were transferred to
other treatment modalities.




100 mr Bakuunsl BIIXX ¢ unTepBamom 2 Hel M 3aTeM, Mocie
0YEePEHOrO KOHTPOJIILHOrO 00CIIeNOBaHUs, 6 MHCTHIUIALHUI
no 100 Mr Bakuunel BIIDK ¢ untepBanom 1 mMec. Takum 06-
pa3oM, cyMMapHas zo3a npenapata coctasisia 1920 wr.
3ateM mpu HanMYUM NMONHON perpeccun O6oNbHOTO Habmo-
Ianu 6e3 celnanbHOR Tepanuu, a Mpy HAJIMYKH OCTATOYHOH
ONYyXONH NMEePeBOXUIIN HA APYToit BUI JIEUEHUS.

Tperbs cxema. 150 mr Bakuumubsl BIIXK, pactBopeHHOi
B 50 MJI M30TOHHYECKOTO pacTBOpPa HAaTpUA XJIOPUIA, BBO-
v 60bHBIM B MIT yepes kaTeTep exeHeelnbHO B TeUeHHe
6 Hen. Ilpemmaranu ynepxuBath mpenapaTr B TedeHHe 2 4,
nocne uero OonbHbIe MoymiMch. KoHTponsHoe obcnenosa-
HHe MPOBOAMIK uepe3 1 Mec nociie okoHuaHus neyeHud. [Ipu
MOJHOM perpeccuy DobHOro HabIIOAaMH, NPH HATTMYHH Yac-
THYHOU perpeccHd M XOpoLleil NMepeHOCUMOCTH MpenapaTa
Kypc noBTopsny. ITanmenTos ¢ yacTHyHbIM 3¢ deKTOM U NII0-
XOH MePEHOCHMOCTLIO MpenapaTa, a Tak)Ke NPOJIeYeHHbIX 6e3
a¢dexTa NEPEBOIUIN HA APYrUe METOMIbI JIEYEeHUS.

C 1988 nmo 1991 r. BHyTpHNY3bIpHA8 UMMYHOTEpanus
akuuHo# BIIXK Obuta npoBeaeHa 51 6onbHOMY: 30 M3 HUX
nmeunuck B OHI] PAMH u 21 — 8 HUUMP PAMH. Xen-
KH 6610 26, MyX4KH — 25. Bo3pacT 60JIbHbIX COCTABNAN
oT 33 mo 78 ner (B cpenHeM 55,4 roma). 8 GoNbHBIX paHee
He JICYMITUCh, Y 43 manueHToB OblIN PEUMINBHbIE OMYXOIH.
VY Bcex 00JbHBIX ObUT BeprUIUPOBAH NEPEXOAHOKIETOYU-
Hblid PMII, y Bcex O6bUI0 IHarHOCTUPOBAHO MHOXKECTBEHHOE
MOBEPXHOCTHOE MOpPaXXEHHE, COOTBETCTBYIOLIEE CTagUAM
Ta—INOMO. Pa3smep onyxoneii konedaincs ot 0,2 10 3 cm.
Cpoku HabmoaeHHs coctaBuan oT 7 1o 26 Mec.

ITo neproii cxeme ieueHne ObITO MPOBeieHO 19 BONBHBIM
(1-s rpynna). ITocsne 8-HeenbHOro Kypca BHyTPHITY3BLIPHOR
BILK-Tepanuu nosiHas perpeccus onyxosei Obia 3aperu-
CTpUpPOBaHAa y 5 GOJIbHBIX, 1 OHU NEpeBeAeHbl Ha MOIED-
XUBAIOIYIO Teparnuwo. B nanpHeilmem y 3TUX 00IbHBIX Ha-
6mozany 6e3pelINBHOE TeueHHe 3aboneBanus. Y 5 6oub-
HbIX OTMEYEHO YMEHbILEHHe OnyXxonu Ooiee yem Ha 50%.
BBy BbipaXXeHHOH MU3ypuH ABYM OONbHBLIM HdanbHeiliee
JIEYEHHE He NPOBOMWIH, UM npousseneHa TYP octaBumxcs
omnyxosei. TpeM GonbHBIM ObUT MpOBeIeH MOBTOPHLI 8-He-
IesIbHBIA KypC JleueHHs, B pe3yabTaTe KOTOporo y 1 nauueHTa
IOCTHTHYTA TOJIHAS PErpeccHs, M OH MepeBeleH Ha MoJuiep-
JKMBAIOLLYIO TEPANHMIO, ¥ 2 OONLHBIX pa3Mepbl ONYXOJIH He U3-
MEHUIIHCh, U OHH IepEeBEeJEHb! HA IPYTHE METO/bI JIEYEHHS.

¥V 9 manuenToB nocne §-HeAENLHOTO Kypca IedeHUs Bak-
uunoit BIIX addexra He oTMeueHo.

Takum 06pa3oM, B pe3ysIbTaTe JieueHus B 1-if rpyrre nonHas
perpeccust gocturHyTa y 6 (31,6%) GombHbix M3 19, yactnunas
perpeccus — y 4 (21%), nedenue ObuT0 HeahdekTHBHLIM y 9
(47,4%) uenosex. Pe3ynbraThl leueHns peAcTaBiIeHb! B TaOM. 1.

Jleuenue no BTOPO#i cxeMe npoBedeHo 21 OombHOMY (2-4
rpynmna). [Tpu KOHTPONEHOM 00CIEOBAHUU IO OKOHYAHUH
sedyenus (depes | roJ OT Havana edeHUs) N0JIHasg perpeccus
onyxouu 3aperucTpupoBanay 17 (81%) 6ombHbIX, yacTHYHAsA
perpeccus — y 3 (14,3%), neyenue Obino HeadPEKTHBHLIM
y 1 (4,7%) SonbHoro. IlauueHTsl ¢ yacTHYHbLIM 3(dexToM
1 0e3 3¢pdexTa ObIIM nepeBeleHbl HA APYyrHe METOAbI Jie-
ueHuA. Y 17 60NbHBIX ¢ MOJHOM perpeccueil onyxoiu B Jaib-
HelweM Habmonamu 6e3peuaUBHOE TeueHHe 3a00eBaHus.

ITo Tperbeit cxeme neyeHne nposeaeHo 11 60ybHbIM (3-1
rpynna). [Tpu xoHTpoIBHOM 00CIIEeNOBaHNY NOIHAS perpec-
CHs OTIYXOJIM OTMeueHa y 1 601IbHOTO, yacTHYHast — y 9, oT-
cyrcrBue 3ddexra — y | mauuenTa. 7 60JBHBIM C YacTHY-
HBIM 3¢d¢eKkToM OblI NPOBEAEH NMOBTOPHBIM aHAJIOTMYHBIH
kypc nmmynoTepanuu bIDK. B pesynbtarte y 3 w3 Hux yna-
70Cb JOOUTHCA MOJTHOW pErpeccuy OMyxonu, a y 4 oHa oc-
tajach 6e3 u3MeHeHHid. B LenoM mpu neuesuu no TpeTheit

Tabnuua I Tablel

D deKTHBHOCTD JIedeHHs NIOBEPXHOCTHOrO paKa MOYeBOro My3bips
BHYTPHMINY3bIPDHRIMH HHCTHLIsALMAMH Bakiuuubl BIK
Efficiency of intravesical BCG instillations in surface BC

T'pynma [Monnbrit YacTHuHbIH Be3 s¢pdexTa
GOMbHE addexr addext
abec. Y% abe. Y abc. Yo
1-a 6 31,6 4 21,0 9 47.4
2-51 17 81,0 3 14,3 1 47
3-a 4 36,4 6 54,5 1 91
Bcecero.. 27 52,9 13 25,5 1 21,6
Total.
. No. Yo No. Yo No. %
Patient
group
Complete Partial No response
response response

During 1988-1991 the intravesical immunotherapy
with BCG vaccine was given to 51 patients, including
30 patients receiving treatment at the CRC RAMS and
21 patients managed at the RIMR RAMS. There were
26 females and 25 males. The patients’ age was ranging
from 33 to 78 years (mean 55.4 years). 8 patients were
previously untreated, 43 patients had residual tumors. All
the patients had verified diagnosis of transitional cell blad-
der carcinoma as multiple surface lesions evaluated as stage
Ta—INOMO. Tumor size was 0.2 to 3 cm. Terms of ob-
servation were 7 to 26 months.

Treatment according to schedule 1 was given to 19 pa-
tients (group 1). The first 8-week cycle of intravesical im-
munotherapy with BCG resulted in 5 complete responses.
These patients further received maintenance therapy and
remained disease-free. 5 cases presented a more than 50%
tumor regression. Two of them received no further therapy
due to marked dysuria and underwent TUR of residual
tumors. The rest three patients received a second 8-week
therapeutic cycle resulting in complete response in | pa-
tient who continued with maintenance therapy, in 2 cases
there was no reduction of tumors, and the patients were
transferred to other treatment modalities.

Nine patients showed no response to 8-week BCG therapy.

Thus, in group 1| (19) there were 6 (31.6%) complete
responses, 4 (21%) partial responses, and 9 (47.4%) patients
showed no response. The treatment outcomes are pre-
sented in table 1.

Treatment according to schedule 2 was given to 21 pa-
tients (group 2). Final check examination at | year following
treatment onset discovered 17 (81%) complete and 3
(14.3%) partial responses, no response in 1 (4.7%) case.
Partial and non-responders were transferred to other treat-
ment modalities. The 17 complete responders were fol-
lowed up disease-free.

Treatment according to schedule 3 was given to
11 patients (group 3). Check examination found 1 com-
plete and 9 partial responses, no response in | case. 7 partial
responders received another BCG-therapy cycle by the
same schedule resulting in 3 complete responses and no
changes in 4 cases. As a whole the therapy of 11 patients
by schedule 3 resulted in 4 (36.4%) complete, 6 (54.5%)
partial and 1 (9.1%) no responses.




Tabnuua 2

Table2

ToGounsie nposBieHnst BHYTPHIY3BIPHOTO MpiMenenns Bakuuibl BLIXK npu nosepxnocTHOM pake mMoueBoro my3bipst

Side effects of intravesical BCG vaccine administration in surface BC

CxeMa Jeuenust
MoGounie nposnnenms nepeas (19 60/bHBIX) BTOpasi (21 GombHOI) TpeThs (11 6onbHBIX) Beero (51 6ombHoit)

abec. Yo abc. Yo abc. Y% abc. Yo
HAuzypus 8 42,1 13 62,0 6 54,6 27 53,0
Dysuria
Bonb B 06mactu MIT 7 36,8 6 28,6 — — 13 25,5
Pain in bladder region
Maxporematypus 4 21,0 6 28,6 5 455 15 29,4
Macrohematuria
IToBbitieHne TemnepaTypsl g0 38°C 8 421 15 7.4 6 54,6 29 56,9
Fever upto 38° C
Aptpanrus 3 15,8 1 4,8 — — 4 7,8
Arthralgia
Hucrur 6 31,6 8 38,0 2 18,2 16 31,4
Cystitis
I'punnononobHoe cocTosHue 8 421 10 47,6 3 273 21 41,2
Grippe-like conditions

No. % No. Yo No. % No. %

Side effects I (19 patients) 2 (21 patients) 3 (11 patients) 4 (51 patients)
Treatment schedule

cxeMe MONHbINA 3¢ bexT nocTiurayTy 4 (36,4%) u3 11 6oabHbIX,
YACTHYHBIA —y 6 (54,5%), He OoTMeuyeHO yayuineHus y |
(9,1%) GomasHoroO.

CpaBHuBas pe3ynbTaThl JiedeHHs BO BceX 3 Ipymnmax
GONbHBIX, MOXHO OTMETHTb, YTO 3G (PEKTUBHOCTL TEPaNUH
3aBHCENA OT pa3oBOH 103kl BBOAMMOI# BakiyHbl BIDK. Tax,
XyAUIME Pe3yNbTaThl JIEYEHHS NONYyUYeHbl B |-if rpynne 60ib-
HbIX, [Ie pa3oBas no3a cocraeinsia 100 mr, a Bo 2-if u 3-ii
rpynnax pesynbTaThl JedeHus nyquie. [To-BuauMomy, urpaet
POJb U NPOXOJDKHTENLHOCTD JieyeHUsa. Hanpumep, Bo 2-i
rpynime OONbHbIX, TI€ AMUTEIBHOCTD JIEYEHHUA coCcTaBisIa |
roJl, YaCTOTa MOJHbIX PErpeccHil 3HAYNUTENBLHO BhIIIE, YEM
B 3-ii rpynne, HeCMOTPA Ha TO, YTO Pa3oBas 1034 NpenaparTa
Obia BbIE B 3-i rpynme. O BIMAHMHU POJOIKUTEIBHOCTU
JIeYEHHA HA ero Pe3ysabTaT FOBOPUT TAKKE M TOT QaKT, 4TO
Y HEKOTODBIX 6OJIBHBIX ¢ YACTHYHOU perpeccHeii IPOBENCHHE 110~
BTOPHOTO KYpCa JIEYeHHs TT03BOIIIIO AOCTHYb ITONHOT0 3ddekTa.

HecOMHEHHO, 4TO Ha Pe3y/IbTATBI JEYEHHSA OKa3bIBAET
BIIUSAHUE MHOXECTBO APYTHX GaKTOPOB, TAKHX KaK pasMepsl
OIYXOJIH, CTereHb AUPPepeHIMPOBKY OMYyXOJIEBbIX KIETOK,
COCTOSHME WMMYHHOH cHCTeMbl OGONBHOIO, KOJIUUYECTBO
XUBBIX MUKPOOHBIX TeN B MCNOIb3yeMoil BakLHe. OqHAKO
aHanmu3 3(QEKTUBHOCTH JleyeHHus TpeGyeT CneLHabHOro
pasbopa 1 OyJeT OCBellleH B MOCTEAYIOMMX MyOIUKaLMAX.

Hannble 0 nobouHoM aeiicTBun Bakuuuel BIK npu ee
BHYTPHITY3bIDHOM BBEAEHUM MpPEACTABNIEHbI B Tabl. 2.

MecTHas peakuus Ha BBefieHHe Npenapara B BUIE yMe-
PEHHOH IM3YPHUH MeNach NPAKTHUECKH Y BCeX BOJIBHBIX He-
3aBUCHMO OT CXeMbl JleyeHHs. OHa HosBiAIaCh, KaK Mpa-
BUJIO, 110CIIE 3—4 MHCTWILTALMIA. [{U3ypUs HAYMHATIACE Yepe3
HECKOJIbKO YacOB [10CNI€ BBEACHUS Npenaparta HIM Ha clie-

Comparison of treatment outcomes in the 3 groups shows
that therapy efficacy depended on the single BCG dose ad-
ministered. The response was the poorest in group 1 receiving
BCG at a single dose 100 mg, while groups 2 and 3 showed
better response. Treatment duration seems to be important
too. For example, in group 2 with ! year duration of therapy
the rate of complete response was much higher than in
group 3 receiving BCG at higher single dosage. The im-
portance of treatment duration is also supported by the fact
that some patients with partial response after cycle 1 showed
complete response after the second cycle of therapy.

There are many other factors that must influence treat-
ment outcomes, including tumor size, tumor cell differ-
entiation, patient’s immunity status, amount of live or-
ganisms in the vaccine used. Evaluation of treatment re-
sults requires comprehensive study which will be described
in further publications.

Side effects of BCG intravesical administration are
summarized in table 2.

Local reaction to vaccine administration as moderate
dysuria was observed practically in all cases irrespective
of therapeutic schedule. It occurred as a rule after 3—4
instillations. Dysuria started at several hours or the next
day following vaccine administration to disappear after
1—2 days of symptomatic therapy. There were rare cases
of acute cystitis requiring discontinuation of treatment.
To counter cystitis we used both urological antiseptics and
antibiotics, and an antituberculosis drug isoniazide at a
daily dose of 10 mg per kg body weight.

Besides dysuria, side effects not requiring specific ther-
apy included pain in the bladder region, fever upto 38°C,




JYIOLU JeHb U 0ObIUHO Hcue3ana yepe3 1—2 aAHA Ha GoHe
CUMIITOMATHYeCKOW Tepanuu. Pexe pa3BuBaiach KapTHHa
0CTPOro UUcTHTa, TpeboBasias mepepbisa B neueHud. [Ipu
JeYeHHH LIUCTUTOB Hapsaay ¢ MPUMEHEHHEM YPOaHTHUCENTH-
KOB M aHTHOMOTHKOB MCIIONb30BAJIM NPOTUBOTYOEpKyIe3-
HBIA TpenapaT W30HHa3uA B CyTOUHOM go3upoBke 10 Mr Ha
1 kr Maccel Tena 60JIbHOrO.

Hapsay ¢ nusypueil k oGoYHbIM IeHCTBUSM, HE Tpe-
OYIOIHM CIIELHATLHOIO JICYEHHS, MOTYT ObITh OTHECEHBI
6onb B obnacty MII, nossiienne temnepatypsl xo 38° C,
aprpanrus. Kak npaBuio, 3Td CUMIITOMbI IOABIAIHUCH MTOCTIE
BBEJEHMS IPeapaTa ¥ KyupoBalIvch B TedeHue 1—2 aHel
Ha GoHEe CMMITOMAaTHYECKOH Teparuu.

V¥ 15 601bHBIX HABIIOAATIH TOSABICHNE UITH YCUTIEHHE YKe
MMEIOILENCA TeMaTypuH, 9TO TaKXe TPeOOBAIO MPOBELEHUS
CUMIITOMATUYECKOH TEpanuu.

YacTeiM  1MOOOYHBIM MPOSBICHHEM BHYTPHITY3bIDHOM
BIIX-Tepanuu sBUiICA TPUNNONOROOHBIH CHHAPOM, XapakTe-
PU3YIOLIMICS OCTPbIM HAYAIOM C TeKTHUECKOH TeMMepaTypoH,
TOJIOBHOM DOJbIO, apTpairuelf, pUHHTOM, obIel c1abocTeio.
Ilpy nosBeHNH yKa3aHHBIX CUMIITOMOB GOJBLHBIM Hapsady C
CUMIITOMATHYECKOH Tepanuell HasHayanu uzoHuasug. Cocro-
sHKME OOBIYHO HOpMaIM30BaNoch B TeueHue 10—14 mpueid.

BoinieykasaHHble OCJIOXHEHUS UMENIH MECTO MPH BCEX
METOMHKAX JICUEHUS, U UX MOXHO CUMTATh XapaKTePHBIMH
JUTS JAHHOTO BHAA TEPaIHH.

TToMMMO THIIHYHBIX TOOOUHBIX MPOSBICHUI BHYTPHUITY-
spipHoit BIIXK-repanuu mbl HaOMIOAATH OCTPBIN MUANAHU-
MHUT ¥ | BOJILHOTO, KOHBIOHKTUBUT y 3, ciHapoM Pelitepa
y 1. Cienudrueckyio Tepanuio MpH JAHHBIX COCTOSHHUAX He
nposoawin. TybepkynesHoro nopaxenus MII mbl He Ha-
602 HU Y OJTHOro OONbHOTO.

V 1 manuenTa, Noy4aBIIero npodHIaKTHIECKOE JIeYeHne
BIX mocie TYP, pa3Busics cencuc, MpUYMHON KOTOPOro, Ha
HaL B3rJIS[1, ocyxuna katerepuszanus MII metammyeckum
KaTeTEPOM, IPUBEIIIAA K MOBPEXAECHHUIO CITU3HCTONH 06010UKH
MII u cnocobcTBOBaBIIAA TEM CAMbIM MACCHMBHOMY IOCTYII-
JIeHUI0 MUKOOaKTepuii Tybepkye3a B kpoBb. HecmMoTps Ha TO
yTO NMpodHIIakTHIeckas MMMYHOTEPANHA HE OTHOCUTCH K TEME
Hacrosueil paboTbl, JAaHHLIM MPUMEPOM Mbl XOTHM MMOJYEPK-
HYTb, yTO kaTeTepuzauns MII mpu npoBeeHKnK BHYTPHUITY3bIp-
HO# Teparnu BakuuHoit BLIXK mommkHa NMpOBOAXTLCA OYEHb
aAse ¥ TOJbKO MACTHYHBIM KATETEPOM.

Taxum 06pa3om, BHyTpUIy3bIpHAS HMMYHOTEPAMUA NO-
sepxHocTHoro PMIT BakuuHo# BIIK sBnsercs Bbicoko3g-
(hexTUBHBIM MeToO0M sieueHns. IloxasaHueM i ee IpHMe-
HEHHMA ABJIAETCA MHOXECTBEHHOE NopaxKeHue cnusucTod MII
MOBEPXHOCTHBIMHU OMYXOJIAMH (TTEPBUYHBIMU HUIIH PELIMIMB-
HBIMH), KOTIa HEBO3MOXHO BBINOJIHUTh pagukaibhyo TYP
Uiy HeaQHeXTUBHBI IPYTUe METOb] JIEYEHHUA.

arthralgia. As a rule these symptoms occurred after vaccine
administration and were arrested within 1—2 days of
symptomatic therapy.

Fifteen patients presented new or aggravation of the
existing hematuria also requiring symptomatic therapy.

Another side effect of intravesical BCG therapy was
grippe-like syndrome characterized by acute onset with
fever, headache, arthralgia, rhinitis, general weakness. Pa-
tients with these symptoms were given symptomatic ther-
apy together with isoniazide. The patients’ condition usu-
ally returned to normal within 10—14 days.

The above-mentioned complications occurred in all
treatment schedules and can be considered specific for this
therapeutic modality.

Besides these typical side effects there were 1 acute
epididymitis, 3 conjunctivites, | Writers syndrome. No spe-
cific therapy was undertaken in these conditions. There
was no bladder tuberculosis in any of the cases.

One patient receiving preventive BCG therapy after
TUR developed sepsis, in our opinion, caused by BCG
administration through metallic catheter, which led to af-
fection of the bladder mucosa and massive tuberculosis
micobacterial infection. In spite of the fact that preventive
immunotherapy is beyond the scope of this investigation
we should like to emphasize that bladder catheterization
during intravesical therapy with BCG vaccine should be
performed in a very delicate manner, and elastic catheters
only should be used.

Thus, intravesical immunotherapy for surface BC with
BCG vaccine is a highly efficient treatment modality. In-
dications for the therapy include (primary or recurrent) mul-
tiple surface tumors of the bladder mucosa that make TUR
impossible and other treatment modalities inefficient.
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