Kraununecxue uccaedobanus

JAUTCABHOTO 3aB0MCBAINISL XHPYPTHUCCKOC JICUCHHE JTOMKIO
OrpaniyuBaTLCAH T)KOHOMHOH, 0c3 CHIITHLICCTBY, HEKPIK-
TOMHCHI.

[Mocne BekphiTus THOl MK 110GXOMUMBI UaCTbIC nepe-
BA3KH (2—3 pasa B CYyTKH), NPOMBIBAHME MOMOCTH THONHHKA
AlTHCCIITHKAMH, A TMOC/IC CTHXAHWA BOCTIANIMTENBHBIX MPO-
LECCOB — MA3CBBIC NMOBA3KYU. XUPYPrUUECKOE JeUeH e HOTIK-
HO COMpOBOKNATBCA MOIWHOH aHTMOHOTHKOTEpanueil ¢
TIPUMEHCHHEM alTHONOTHKOB IIMPOKOTO CHEKTpa AeiCTBHA
(ueanocnopHIoB, AMUHOTTHKO3HOB, MOy CHHTETHUECKHX
TNCHULMIIIMHOB, (TOPXHHONOHOB U Op.), C YYETOM aHTH-
OHOTHKOrpaMMBI mocne onpenenenus ¢bnopsl Ha uyBcT-
BUTCNBHOCTS. JIeueHne MTOCTATHKAMH TIPOBOLHUTCA 1O MO-
Ka3aHHAM C  y4eTOM OCHOBHOTO TeMAaTOJIOTHYECKOTO
3aboneBanns. ITo NeueHHe TOMONHAETCA AETOKCHKAIHOH-
HOW M KpoBezaMemaomeii Tepanuen ¢ nepenuBaHueM Jeil-
KOTPOMOOMACCHl M APYrHX KOMIIOHEHTOB KpOBH.

Taxoe mangmee xupypruueckoe JeueHHe ¢ «IKOHOM-
HBIM» BCKPBLITHEM THOHHWKA NpPH OOGA3ATENBHOM MpHMe-
HEHHH MOIIHON aHTHOMOTHKOTEPANNH TIPUBOIUT K TOMY,
UTO THOWHBIH OYar GhICTpee CAHUPYETCS, 3HAYNTENBHO Gbi-
CTPCE TPAHYNIMPYET W JMUTENU3NPYETCH, 0OCOOEHHO MpH yc-
NIEUTHOM JIEYEHUH OCHOBHOTO TeMaTONOrMYecKoro 3abone-
BaHuA. CnyyaeB reHepanM3alMH M NPOTPECCHPOBAHMS
THOHHHMKOB NPU TAKOM METOIE JIEHeHHS He OTMEYEHO HH
Y OOHOrO GONBHOTO.
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CUCTEMHASI KOMBUHHPOBAHHASA
XUMHOTEPAINA C BKIYOYEHUEM
HONCIUIATUHA, BUHBJIACTHHA

N NAKAPBA3UHA ITPH JIEMEHUU
AUCCEMHAHUPOBAHHOI MEJIAHOMBI

HHH knunuseckoii onxonozuu

B Hacrosmee Bpems mucceMuHMpoBaHHas MeTaHOMa
TPOIOIKAET OCTABATHCA OMHON M3 HanGOIee Pe3UCTEHTHBIX
K JIEKapCTBEHHOMY JIeYeHHUIO onyxoneit. [TonHas perpeccus
ONYXONH pErUCTPUPYETCS PEIKO, a JOCTHTHYTHIA 3ddekT
OOBIYHO JUTUTENBHO He COXpaHseTCs. Boneusle, nposxkupmue
5 ner u Gonee, cOCTABNAIOT MeHee 5% [11]. Hau6onee
AKTUBHBIM MPENApPaTOM IUIA JIEHEHHS METAHOMBI CUMTAETCS
ndakapbasus [8]. YacToTa 06BEKTHBHOTO sddexTa npu ero
MCNIONB30BAHNK cocTaBngeT 20—30%, Mo MaHHbIM pa3HbIX
4BTOPOB, MPH NONHOH perpeccun — 5—10% [2,7], npuuem
BBIDWKEHHOCTH 3(Q(EKTa TeCHO B3aUMOCBA3AaHAZ C BBIKHU-
BaeMoctsio [1, 10]. dpyruMm mocraTouno BBICOKO3(dek-
THBHBIM NPENapaToM ABNAETCA UMCIIIATHH, 3(PPEKTHBHOCTD
KoToporo mpesermaer 20%, B TOM uucie M y GOTBHbIX,
PaHee GesycrellHO MONMy4aBlMX makapbazun [4, 9. Op-
()EKTMBHOCTL BUHKAATKAIOH/IOB Iic npespiaer 8—10% [5],
ONHAKO OHHM MOCTATOYHO YaCTO BKIIIOHAIOTCS B KOMOH-
HHUPOBAHHBIE PEXUMBI JICUCHHS, KAK HE YCHIMBAIOLIHE Cy-
IECTBEHHO MX TOKCHYHOCTB. McXoas u3 Bblueckasanmoro,
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some peculiaritics of much practical significance. Massive
administration of antibiotics allows narrow abscess dis-
cission without large damage to the tissues in such pa-
tients.

Takum oOpasom, Xxupypruueckoe neuense rHoMHHO-
BOCHAIMTENILHBIX 04aroB ((mermoH, abeueccoB M ap.)
NpH TEMATOCAPKOMAX UMEET HEKOTOPBIE HIOAHCHI, OYeHb
BAXHBIC B TPAKTHYECKOM OTHOLIEHWH. [IpuMeHeHKe Mac-
CHBHOH aHTHOMOTHKOTEpANHM MO3BOJAET HENATH DAac-
CEYEHHE THOMHUKOB Y 3THX OONBHBIX WANAINHAM H 3KO-
HOMHBIM, 0e3 OOUIMPHOTO BCKPBITHA TKaHEH.
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SYSTEMIC COMBINED CHEMOTHERAPY
WITH CISPLATIN, VINBLASTINE

AND DACARBAZINE IN PATIENTS

WITH DISSEMINATED MELANOMA

Research Institute of Clinical Oncology

Disseminated melanoma is most refractory to medi-
cation. Complete tumor regression is observed in rare
cases, while the remission is not durable. The S-year
survival is less than 5% [11]. Dacarbazine is considered
the most efficient chemotherapeutical for this disease
[8], objective response being 20-30% with a 5-10% com-
plete response [2,7]. The response degree is related to
the survival [1, 10]. Another agent demonstrating rather
high efficiency in melanoma is cisplatin with a 20%
response including cases refractory to previous dacar-
bazine therapy [4, 9]. Though the effect of vincaalcaloids
is not higher than 8-10% [5] these agents are often
included in combined treatment schedules as they do
not increase toxicity. It is therefore interesting to evaluate
efficacy and toxicity of combinations including the three
drugs, i.e. cisplatin, vinblastine and dacarbazine (CVD).
According to foreign authors [3, 6] the CVD schedule
developed and modified in the USA is rather efficient
(objective response 25-37%) [3, 6]. Some authors believe




Clinical Investigations

HECOMHCHHBIH HITEPCC NMPC/ICTABASCT H3YUCHHE (e THB-
HOCTH H TOKCHYHOCTH K()M6MII£1HMH, BKHIO‘IaIO[IICi"I B cchOs
BCE TPH NpenapaTa: IHMCIaTHH, BUIOIacTHI 1 akapbasun
(CVD). Tlo pmannsiM 3apybcxknbix aBtopoB [3, 6], cxema
CVD, npepnoskennas W 3aTeM MOIU(UUHpOBaHHas B
CUIA, pocratouHo aktuBHa — 25—37% 00BEKTURHOTO
appexTa {3, 6], MpUUEM PAl aBTOPOB BHAAT BO3MOXHOCTH
YIYUYlICHHs Pe3YNBTATOB JIEUCHHS MyTeM yBEIHUEHH H03
rpernapaTtoB BBHAY CPaBHUTENBHO HH3KOH TOKCHYHOCTH
CXEMBI.

Hame nccnenoBanue npencrasnseT co0oi nepsbii oTe-
YECTBEHHBIH ONBIT HCMONB30BaHWA KOMOWHALMHK IMCMNa-
THHa, BUHOMacTHHAa W jgakapOazvHa IS JIEYeHUs Jucce-
MHHHPOBaHHOH MENAHOMBI B MOIU(pUILIHPOBAHHOM PEXHME,
pa3paborandHoM B Llentpe M. D. Anderson B 1987 1.

Marepuanet 1 Meroabl. C 1987 no 1993 r. mo maHHO# nporpamme
neyuny 36 4enoBex C AMCCEMHMHWMPOBAHHOW MenaHOMOH koxu (Bcero 80
unknos). Kenwmd Obu1o 19, myxuun — 17. BospacT GonbHbIX BapbH-
poean oT I8 mo 62 ner (B cpeanem 44 roma). YV 6 (16,7%) GonbHbIX
HMeETach BBIPAXEHHAA COMYTCTBYIOWas MaTojorus. Y Bcex GonbHBIX Ofy-
xonb Gelna mopdonornuecku Bepuduunposana. Y 21 (58,3%) GonsHoro
fIPOULIO MEHEE TOAa OT yAaleHHA MEPBUIHOH ONYXONIM 10 HMCCEMHUHALUHUK
npouecca MO0 OTHANEHHBIC METACTA3bl MMENUCh YXKEe HA MOMEHT 00-
paiueHns K Bpauy; 25 (69,4%) GonsHBIX nonyuanu paHee XUMHOTEPANUIO
u 7 (19,4%) — nyyeBylo, npruem nedenue nmpoBoauiock Ge3 sdpexra.
VY 12 (33,3%) nauMeHTOB METACTa3b! HAXOAMIIMCH HA KOXe, ¥ 24 (66,7%) —
B MOJKOXHOH KkieTyaTke, y 8 (22,2%) — B nerkux, y 2 (5,6%) — B neuenn.
Y 18 GonbHBIX MMeNO MecTO mopaxkenue nepudeprueckux TumMdoysnos,
y 2 — NOAB3JOWHEIX, & TaKXe 3a0PIWHHHBIX TUM(OY3NIOoB, y 2 — JINM-
thoy3noB kopHs B cpenoctenus. Y 41,7% 60AbHBIX OTMEUATOCH COMETAHHOE
MIOPAXEHUE DPa3NMYHBIX OpraHoB u TkaHeH. Kpome Toro, xoauuectso
OMYXONEBHIX Y3/IOB B MArKMX TKaHAX (1 JokanM3auus) HepeaKo JOCTHTANo
20 u Gonee.

Pexnm xumnorepamiu (CVD):

uucnnarud — 20 mr/m?, 2, 3, 4, 5-ii guu

BuHONacTHH — 1,6 mriv2, 1, 2, 3, 4, S-it guu

nakap6asus — 800 mr/m2 B 1-i meHs.

Wurepsan Mexny kypcamu coctasnsn 3—4 nen. Peaykuus 103 ocy-
LIeCTBAANIACh KpaHHE PEIKO B CBA3M C reMaTOJIOTHYEcKOil, MeueHOUHON
HIIK noveyHOH TokcuuHOcThIO (8 kypcor u3 80, unu 10%). Bee GonbHsie
noayuunaM oT | mo 6 UMKNOB XMMHOTEpanuu, B cpegHem 2,2.

Pesyibtatel n obcyxnenue. O6BexTHBHBIN 3dpexT GbIT
nonyyen y 11 (30,6%) u3 36 GONMBHBIX, MONHBIE PETrPECCHH
oTMmeueHsl y 5 (13,9%) OonbHBIX M HacTHYHBIE —Y 6
(16,7%). ¥ 12 (33,3%) naunenTtos oTMe4YeHa cTaGHIM3alMs
omyxonesoro npouecca u y 13 (36,1%) — nporpeccupo-
Banue. HecmoTps Ha HemocTraTouHo Gomnbloe uucio GOmb-
HBIX, MBI COYITM HEOOXOOMMBIM NMpPOAHAIH3UPOBATH IPdex-
THBHOCTB IAHHO# CXEMB! B 3aBHCHMOCTH OT NpeALIecTBYIOLeH
Tepanun. OObexTUBHBHI 3(idekT GbUT 3apervucTpupoBat y
5 (45,4%) u3 11 panee HenedeHbIX GONBHEIX (y 3 — MomHas
M 2 — yacTuyHas peMmHuccHs) My 6 (24%) u3 25 panee
MONYYaBIIMX XUMHOTepanuio (y 2 — ronHas U y 4 — vac-
THYHAA pEMHCCHA) (MprUeM MpH NpellIeCTBYIOMEH ekap-
CTBEHHOH Tepannu addext oTMmedancs y 20% 6GompHbIX).
MOXHO KOHCTATHPOBATD, YTO PEXKHM OKA3AICT JOCTATOUHO
BBICOKOI(EXTHBHBIM I NledeHus TUCCEMHHHPOBAHHOM
METAHOMBI, OCOOEHHO B KAUECTBC I1EPBOH IMHHU JIeYeHus,
Mpu GIaronpuUATHOM COOTHOLIEHHWH YACTOTBI MOJIHBIX H
YaCTHYHBIX pemuccuit. HeobGxommMo OTMETHTB, 4TO cXeMa
Gbina moctartoyno 3(GdexTHBHOR U NpPH BTOPOH W Jaske
TPETbEH JIMHMU JIeKapCTBEeHHOW Tepanuu. JUIMTENbIoCTb
perpeccun coctaBuna 36, 24+, 28+, 24+, 18+, 12, 10, 6,
4, 4, 2 Mec. Meauana AIUTeNbHOCTH pErpeccuy Mnpu KoM-

that the combination cfficacy may be improved by in-
creasing drug dosage since the drugs demonstrate rather
low toxicity.

Our study was the first experience in this country
of using the modified cisplatin, vinblastine and dacar-
bazine combination (M.D.Anderson, 1987) for dissemi-
nated melanoma.

Materials and Methods. During 1987-1993 36 patients with dis-
seminated melanoma received treatment by this schedule (a total of
80 cycles). There were 18 females and 17 males. The patients’ age
was ranging from 18 to 62 years (mean 44 years). 6 (16.7%) patients
had marked concurrent pathology. Diagnose was verified morpho-
logically in all cases. In 21 (58.3%) cases time from removal of the
primary till dissemination was less than | year or distant metastases
were already present at examination. 25 (69.4%) patients had a history
of previous chemotherapy and 7 (19.4%) of radiotherapy, both being
a failure. Metastasis sites were: skin (12/33.3%), subcutaneous cellular
tissue (24/66.7%), lungs (8/22.2%), liver (2/5.6%). Peripheral lymph
node involvement was detected in 18, ileac and retroperitoneal in
2, radical and mediastinal in 2 patients. 41.7% of the patients presented
with associated affection of various organs and tissues. Besides, the
number of soft tissue nodes (1 site) often reached 20 and more.

Chemotherapy Schedule (CVD):

Cisplatin 20 mg/m?, days 2, 3, 4, 5

Vinblastine 1.6 mg/m2, days 1, 2, 3, 4, 5

Dacarbazine 800 mg/m2, day I.

Intercycle interval was 3 to 4 weeks. Dose reduction was undertaken
in few cases due to hematologic, hepatic or renal toxicity (8 of 80
cycles, 10%). All the patients received | to 6 chemotherapy cycles,
mean 2.2.

Results and Discussion. Objective response was
achieved in 11 of 36 (30.6%) patients, complete response
in 5 (13.9%), partial response in 6 (16.7%). Another
12 (33.2%) patients had stabilization and 13 (36.1%)
progression of disease. Although there were but few
cases to analyze we thought it reasonable to evaluate
the schedule efficacy with respect to previous therapy.
Objective response was detected in 5 (45.4%) of 11
previously untreated patients (3 complete and 2 partial
responses) and in 6 (24%) of 25 patients previously
receiving chemotherapy (2 complete and 4 partial re-
sponses), objective response of the previous chemother-
apy being 20%. Basing on these results and the rather
good ratio of complete and partial responses we may
state that the schedule was rather efficient in disseminated
melanoma especially as the first line therapy. It should
be mentioned that the schedule worked rather well in
the second and even third lines of drug therapy too.
Time of regression 36, 24+, 28+, 24+, 18+, 12, 10,
6, 4, 4, 2 months, median 14.5 months, was also rather
good for disseminated melanoma and raised our hopes
for good follow-up results in responsive cases. Of note
that 16 (44.4%) patients further received chemotherapy
by other schedules with only I partial response.

The schedule toxicity was moderate. Most common
complications encountered in 100% of the cases were
nausea and vomiting (WHO grade 1 9%, grade 11 32%,
grade IIl 38%, grade IV 1%). Leukocytopenia was ob-
served in 24 cycles (30%): grade I 10%, grade II 12%,
grades IIl and IV 1% each. Thrombocytopenia was
detected in 2.5% (grade I-11), grade II anemia in 2.5%.
WHO grade I-I1 hepatotoxicity was observed in 8.8%,
nephrotoxicity in 5% of the patients, in detail: urea
elevation (5), decrease in renal function by renography
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neloTepitoit obpaboTke coctasuna 14,5 mec, 4To Takke
ABMACTCA BBICOKUM MOKA3ATEACM JUIS AHCCEMHITHPOBAHHOI
MCITAlIOMbl M MO3BONACT HAACATBCS Ha COOTBCTCTBCHHO XO-
powMc otaanciiibie pe3ynsTatel. Ob6pamaer na cebs BHU-
Maive M TOT (hakT, uTo B nocuepyomem 16 (44,4%) na-
UHECHTOB MONYYadH APYTHE PEeXHMBbl XHMHOTEPAIHH, HO
TOIBKO B OIIOM cityuac OblIa 3aperHcTPHPOBAHA YACTHY-
Hasi perpeccus.

Tokcuunocts gannoit cxemspl 612 BecbMa YMEPEHHOM.
Hanbonec wacteiMu ocnoxuenusmu Gbimd TommHoTa W
PBOTa, KOTOpbIc ObIKM OoTMeueHbl B 100% cnyuaes (I cra-
masg — 9%, 11— 32%, 11— 38%, IV cramus — 1%, no
wkane BO3). Jlelikountonenns serpeuanacs Npa Mpose-
Aeunn 24 uuknos (30%): 1 cragus — 10%, 11— 12° o, I1
u 1V cramun —no 1%. TpomGoumrorenus 6bita 3ape-
ructpuposana B 2,5% cnyvae (I—I1 cramus), aHemus
Il crenenn —y 2,5%. Tematoroxcnunocts [—II CTETIEHH,
no wxane BO3, ormeuena B 8,8%, a HEPPOTOKCHIHOCTL —
B 5% cnyyvaes. TloBbleHHE YPOBHS MOYEBMHBI BBIABIIEHO
5 pas, cHmxenue (GYHKUHH ModYek NMpH peHorpagpuu —
5 pas, nossnenne Genka B Moue — 1 pa3, ypoBeHb JaK-
TATACTHAPOTEHA3b! TIOBBIWIAJICA TIPH NPOBEIEHHU 5 LIUKIIOB,
TpaHcaMuHa3 — 2 ¥ mEeNnoyHoH ¢ocdaTtasel — 1 rukia.
Xouetcs ewe pa3 MOmuEPKHYTH HEBBICOKYIO TOKCHYHOCTH
CXCMEI, IAIOIYIO B NEPCHEKTHBE BO3MOXHOCTb HEKOTOpOii
3CKaaUMn 103, 0cO6EHHO Ha (hOHE AHTHIMETHKOB HOBOTO
TIOKOJICHHUA, & TAKXe BO3MOXHOCTb COYETAHWA €0 C HH-
TephepoHamMm, TAMOKCH(PEHOM, YTO MO3BOMMT YIYYUIMTH
Pe3ynbTathl neyeHus. OQHaKo HAM KaxXeTcs uenecoobpas-
HBIM yXe cefiyac peKOMEHIOBATh HAHHBIN PEXHUM NeUeHHs
UIA WHPOKOro BHEAPEHWA B KIMHUYECKYIO OHKOJIOTHYeC-
KYI0 NpakTHKY.

(5), proteinuria (1), increased LDH (5 cycles), tran-
saminasc (2 cycles) and alkaline phosphatase (1 cycle).
We should like to emphasize once more the relatively
low toxicity of the schedule which allows some dosc
cscalation especially with the new generation of antie-
metics, and combination with interferon, tamoxifen to
improve treatment efficacy. We consider it reasonable
to recommend this therapy schedule for wide clinical
application.
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