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B Hacrogiee BpeMs KOMIDIEKCHBIE COSTUHEHUS TUTATHHE Hapsi-
Iy C aTPAIMKIHEAMI COCTaBNIAI0T OCHOBY B CXeMaX ITONMXMAMMO-
Tepanyy, B MENHIMHCKON HpaKTHKe IIHPOKO HCIIONb3YIOTCS
MHBEKIHOHHBIE TEKAPCTBEHHEIE GOPMEI IIpeIapara IepBoro TIOKO-
JIeHHs IFCIUTATHHA Y BTOPOro — xapboraThaa [12] B XUIKOM H
RO WIN3APOBAHHOM BUIE.

IIpoTHBOOIIYXONEBHIIT TIperapar INTATHHEL BTOPOrQ ITOKONCHHST
IEKIIOUIATAM — S-MalaTo(aMMUH)UKIOTCHTHIAMTHIDIATIHA
(IT) cumTesupoBan B UHCTUTYTE 0OINEH ¥ HEOPraHWIECKOH XUMUM
um. H. C. Kypuaxosa PAH B 1982 . I1. A. YensiosbiM B COaBT. [6]
¥ OTOBpaH B OTHeNe DKCIEpHMEHTANRHON Xumuoreparmu HUN
SKCIIEPUMEHTATBHON AHArHOCTHKY ¥ Tepanuu omyxoieit POHII
uM. H. H. Bioxuuwa PAMH [5, 6, 8, 9, 10, 14, 15].

B 1mI0CKOKBapaTHON CTPYKTYpe IMKIIOIUIATaMa TIPHCYTICTBYET He-
CHMMETPUYHEIA IC-THaMIHOBBIA (hparMeHT (aMMUaK M IKIIONEeH-
THIAMIH) ¥ HECHMMETPUIHELA aHWOH TIPHPONHOM S-s0I0UHOM Kuc-
JIOTHY, OGPa3YIOLIIA 7-WICHHBIA TaGIIBHE (IETKO PasSMBIKAKOIIIACS
TIPY aKBaTall) XeNATHBIA LK. B pe3ysbraTe Kak B pacTBOPax IHK-
JIOIUTaTaMa, TaK ¥ B TBEPIOM BHNE CYIUECTBYIOT JBa TEOMETPUUCCKIX
M30MEPHBIX XeJIATHBIX KOMITIEKCa ¥ OYeHb GOMEINOe YHCHO MOHO- U
OUANEePHBIX aKBAaKOMIDIEKCOB, CITOCOOHBIX B PACTBOPE K JIETKOMY B3ar-
Mortpespanieriio. 1o 310l TIpUdIHe CTaBIM PYTHHEBIM METOL BEI-
cokoadhbeKTHBHON KUAKOCTHOR xXpoMaTorpadum HerpueMIeM LI
KOHTPpOJIST Ka4ecTsa Tpernapara. TeM He MeHee UCTIONMb30BAHYe TPaIy-
LIMOHHBIX MHTETPATBHBIX XapaKTepHCTUK (CTIEKTPOhOTOMETPHS, IO~
PEMETPHS ¥ Ip.) TIO3BOIIST 00eCISMTh CTAHNAPTHOCTH ITpEITapara.

Heo6xoaumMo TTOAIePKHYTH, YTO O0pa3oBaHWe aKBAKOMILIEK-
COB, OGEIYHO PACCMATPHMBAEMOE B JIMTEPATYPe KaK <«IeTpalaliisis,
ABndgerca HeoOXONWMOM M 3a4acTyio CKOPOCTBIMMUTHPYIOMEt
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Platinum complexes together with anthracyclines are principal
components of polychemotherapy for cancer. First and second
generation injection drugs cisplatin and carboplatin {12] in liquid
and lyophilized forms are widely used in the treatment for cancer.

An antitumor, second generation platinum complex, cyclo-
platam (S-malato(ammine)cyclopentylaminoplatinum(Il) was
synthesized at the Institute of General and Non-Organic
Chemistry, RAS, in 1982 by P.A.Cheltsov et al. [6] and screened
at the Experimental Chemotherapy Department, Institute of
Experimental Diagnosis and Therapy of Tumors, N.N.Blokhin
CRC RAMS [5,8,9,10,14,15].

The cycloplatam flat square structure contains a non-symmet-
rical cis-diamine fragment (ammonia and cyclopentyl amine) and
a non-symmetrical anion of natural S-malic acid that produces a
7-member labile chelate cycle. As a result there are two isomeric
chelate complexes of cycloplatam in solutions and in solid state
and a large number of mono- and binuclear aqueous complexes
that can readily turn one into another. By this reason the routine
HPLC cannot be used to control the drug quality. However, the
use of traditional integral characteristics (spectrophotometry,
polarimetry etc.) ensures the drug standard condition.

It should be emphasized that the production of aqueous
complexes generally considered as degradation in the literature
is a necessary and often velocity-limiting stage in the interaction
of antitumor diamine platinum complexes(IT) with the target
DNA molecule. This means that all the numerous aqueous
complexes existing in cycloplatam water solutions are the reac-
tive particles that directly act on DNA molecules and generate
N7 intrastrand bridges of neighbor guanines and therefore the
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cragueil Mpy B3auMOHeiicCTBIM NPOTHBOOIIYXOJIEBhIX KOMIDIEKCOB
ruratnasl (II) puamMuBoBOro THIA ¢ MONeKyIoi-Mumensio JTHK.
CreoBaTebHO, BCe MHOTOYMCISHHBIC aKBAKOMIUIEKCH, CYIECT-
BYIOLIYE B BOTHBIX PACTBOPAX LIMKIOIUIATAMA, SBISIOTCS KIMEHHO
TeMU PEaKUMOHHBIMH JaCTHLAME, KOTOPHIE HEeNIOCPEICTBEHHO pe-
arppytoT ¢ JIHK, o6pasysa BHyTpHHUTEBEIE CINUBKH 110 N7 cMexX-
HBIX TVAHUHOB, U, TAKM 00pa3oM, Hpernapar "He comepxuT Gana-
CTHEIX, He B3aumopeiicTryiomux ¢ JHK coenunenumii.

K mocrouHCTBY TIpernapara OTHOCHTCS OUYeHb BHICOKas €TI0 pac-
TBOPUMOCTE B Bofie (Dojiee 1 T/MiT), 4TO HEOOEIYHO JIT KOMIUICK-
cos nnatuas! (II) mraMuHoBOTO THIIA,

TIo TIpOTHBOOIYXONEBOH AKTHUBHOCTH IHUKIOIIATAM 3HAYH-
TeIBHO MPEBOCXOMMT UMCIIIATHH IIPY JISISHUE MBINICH ¢ reraTo-
Moli 22a ¢ mnazMouurToMo MOPC-406 (achuTHLIN ¥ COMHMTHBIA
BapuanTel) [5]. B oTimraue oT IHcInaTyHa, KOTOPHIH TOIMBKO yBe-
JIMIUBAT TIPOAOICKUTENBHOCTD KU3HH, LIVKIIOIUIATAM H3ICUHBAN
80—90% xupoTHEIK. I1pu reMo0iiacTo3ax npernapar BHI3EBaN yBe-
MMYEHTe TIpomoukuTenbHOCTH Xustw (VIIK) Mereii ¢ gelixo-
30M L-1210 ma 131 %, P-388 — wa 104% u remo6macTozom La —
Ha 119 %, B TO BpeMs Kak g uuciviatiHa YITK Ha oTHX Xe
mrrammax — 71, 115 u 31% cooreercrsenHo. Kap6olllaTuH IIpu
JICUCHUM IeMOoOIacTO30B TIPOSBWII IIOTPAHUYHYH AKTHMBHOCTS,
VITX — 20—35 %. Kpome TOTO, IIpenapatr akTHBEH in Vivo Ha oIry-
XOJLIX ¢ IpHOOpeTeH O JeKapCTBEHHOM YCTOMYINBOCTRIO K IIHC-
IDIATUHY ¥ IIMPOKO KCIIOAb3YEMBIM B KIIMHUKE TIpenapaTaM Ipy-
rux ximaccos (HMM, BXHM, capKomu3uHy, BUHKPUACTHHY).

CpaBHHTENTHHOE U3YIESHUE C UUCIUIATIHOM Ha 15 XJICTOIHBIX JIH-
HIVSIX OITYXOJIEH in vitro 1o MeTORY ¢ cynbpdhoponamuroM-B nmoxaza-
JIO OTCYTCTBHE IEPEKPECTHOM Pe3UCTEHTHOCTH Ha HEKOTOPEIX MO-
JIEIAX W HETTOITHYIO TIePekpecTHYIO Pe3UCTeHTHOCTE Ha ApyTux [13].

TIperMyIIECTBOM IIperapaTa sBsercs ero 0ojee BBICOKUIA TIO
CPaBHEHMIO C LUCIUIATIHOM TepalleBTHyecKuit mHmeke. I1Ipy omHo-
KpaTHOM BBEISHMM MBIILAM ¢ IutasMormToMoil MOPC-406 coorHo-
wrerve JI s, /Ellsq cocrasuno 17,6 st IMKIIoIUIaTama 1o CPaBHEHIIO
¢ 6,25 mma npcriatiaa, Ha 1-1210 — coorBerctendo 4,7 u 1,94 [5].

OnHako Xax npernapar IUTOTOKCHYECKOTO ASHCTBIS B DKCIIePH-
MEHTATEHBIX UCCIIeTOBAHIAX LIUKIOIUTATAM BHIHIBAJ TACTPOHHTEC-
THHANGHYI0O ¥ TeMATOJIOTHYECKYI0 TOKCHUHOCTD (JEMKOHECHMS U
TPOMOGOITATOIICHIA), HO ITPY XPOHIYECKOM €T0 IIPIMEHECHIY OTCYT-
CTBOBaJIa HePO- ¥ KapAUOTOKCHYHOCTS. KpoMe Toro, B pesysisraTe
HCCICHOBAHUI YCTAHOBIIEHO OTCYTCTBYE KYMYJISITUBHBIX CBOMCTE, a
TOKCHYECKME TIPOSBICHIA ¥ XUBOTHEIX IIPY MPUMEHEHHUH IUKIIO-
TUTaTaMa UMEIOT 0OpaTHMEIil XapaKTep U JO30BYIO 3aBHCUMOCTS [8].

TakuM 06pa3oM, 0UeHb BEICOKAsS PACTBOPHMOCT CYOCTAHIIMN B
BOZE, IMIPOKUI CIIEKTP ¥ BHICOKAS TIPOTHBOOITYXONEBAS AKTHB-
HOCTb, OTCYTCTBHE HEePOTOKCHYHOCTH M IEPEKPECTHON pesumc-
TEHTHOCTH ¢ M3BECTHHIMY TUTATHHOBBIME IIPOU3BOAHEIMIL U HEKO-
TOPEIMU IUTOCTATHKaMK IPYTUX IPyNIl IIO3BOJIAIOT CUMUTATh
LAKITOTUTATAM TIEPCTIEKTHBHBM HOBEIM TNATUHOBEIM IPEIIapaToM
BTOPOTO TIOKOJICHUS.

DURNKO-XAMUYECKHE MCCIIENOBAHMS TTOKas3aly, YTO OTHA W3
OCHOBHBIX OCOOEHHOCTEH CYOCTaHIIK IMKIOIUIATAMA COCTOUT B
XUMITIeCKOM JIAOWIHLHOCTH. Jerpananus BOTHEIX pacTBOPOB, CBA-
3aHHasA ¢ HeOOPATUMBIME THMAPOIHUTHYECKMMH TIPONECCAMU K C
OKUCIeHHEM (BBIIICOMICAHHBIE 00paTHMBIE aKBATAIIOHHBIE IIPO-
LIECCHL HeTpaialieil He SBASIOTCS), 3aBUCUT OT YCIIOBUI U BpeMe-
HU XpaHEHHMS ¥ YCKOPSICTCS IIPY NOBHIINEHUM TEMIEPaTyPhl M
nsMenenusx pH pactsopoB. KpoMe Toro, necTabumu3npyonuM
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drug is free from unnecessary compounds that do not interact
with DNA.

The drug has the advantage of high solubility in water (more
than 1 g/ml) which is not common for diamine type platinum
complexes(IT).

Cycloplatam was significantly more potent than cisplatin in
mice with hepatoma 22a and plasmocytoma MOPC-406 (ascitic
and solid types) [S]. Unlike cisplatin that increases life-span, cyclo-
platam cured 80-90% of experimental animals. When administered
to mice with hematological malignancies cycloplatam increased
life-span by 131% in leukemia L-1210, by 104% in P-388, by 119%
in hemoblastosis La, cf. 71%, 115%, 31%, respectively, of cisplatin
on the same strains. Carboplatin demonstrated border-line poten-
cy against hematological malignancies with a 20-35% increase in
life-span. Besides, the drug demonstrated in vivo activity against
tumors with acquired drug resistance to cisplatin and drugs from
other classes actively used in the treatment for cancer.

Comparative study of cycloplatam and cisplatin on 15 tumor
cell lines in vitro using sulforhodamine-B demonstrated no
cross-resistance on some models and incomplete cross-resis-
tance in the others [13].

The drug has a higher therapeutic index than cisplatin. After
a single administration to mice with plasmocytoma MOPC-406
ratio LDso/EDs, was 17.6 for cycloplatam versus 6.25 for cis-
platin, the respective rates for L-1210 were 4.7 vs 1.94.

As a cytotoxic drug cycloplatam induced gastrointestinal and
hematological (leukopenia and thrombopenia) toxicities in experi-
mental study, though did not induce nephro- or cardiotoxicity after
chronic administration. Besides, there were no cumulative effects,
and the animal toxicities were reversible and dose-dependent [8].

Owing to the high water solubility, broad range of antitumor
activity, the absence of nephrotoxicity and cross resistance with
widely used platinum complexes and some cytostatics from
other classes make cycloplatam a promising platinum-based
drug of second generation.

As demonstrated by physico-chemical study, cycloplatam
demonstrated chemical lability. Degradation of water solutions
associated with irreversible hydrolysis and oxidation (the above-
mentioned aquation processes cannot be referred to as degrada-
tion) depends upon conditions and time of storage and accelerates
with temperature rise and pH alteration of solutions. Other desta-
bilization factors include light, presence of nucleophils and heavy
metal ions in solutions. Since the agent demonstrated high reac-
tivity, easy oxidation and thermal lability it was necessary to devel-
op a lyophilized pharmaceutical form of cycloplatam without
addition of extra substances. 5% glucose solution is used to dissolve
the drug before administration because chloride isotonic media fail
to interact readily with cycloplatam aquaforms in solution.

Phase [ clinical study [1,2] established maximal tolerable
dose of cycloplatam 140 mg/m? as administered daily intra-
venously for 5 days. Limiting toxicities were myelosuppression
(41.7% of patients at a dose 100 mg/m?), gastrointestinal (nau-
sea, vomiting) which was dose-proportional, moderate neuro-
toxicity as somnolence and limb paresthesia. Basing on the
cycloplatam toxicity findings the following dosage was recom-
mended for phase I1 clinical trial; 80 mg/m? for previously treat-
ed patients and 100 mg/m? for primary treatment, days 1 to 5, by
intravenous drip in 5% glucose solution.




Clinical Investigations

dakTopamy ABISIOTCH OCBEIEHHOCTD, IPUCYTCTBHE B PACTBOPAX
HyKIIeodHIOB ¥ MOHOB TSXENBIX MeTaJUioB. BrICOKas peakivoH-
Hasl CTIOCOGHOCTD, CKJIOHHOCTb K OKUCIEHAIO ¥ TePMITIECKAsT He~
CTaBIIILHOCTD, YYBCTBUTELHOCTE K AESHCTBIIO CBETa — BCE TO IO~
TpeGoBaAIO CO3MAaHUS JUOMWININPOBAHHOU JIEKapCTBEHHOU
dopmsr nupkIoIIIaTaMa €3 BBeACHUS BCTIOMOTaTENbHBIX BELIECTB.
s pacTBOpeHMA NeKapCcTBeHHONM (GOPMBL IIepell BBEIEHNUEM Clle-
JIYeT MCIIOMB30BaTh 5% pacTBOp DIIOKO3bI, TaK KaK XIOPHIHEIE
HM30TOHUYECKHE CPEAbl MEIUIEHHO B3alMOIEMCTBYIOT ¢ akBadop-
MaM¥ LIMKIOIUIATAMA B PACTBOPE.

B pesynerate npoBefeHys I dhasbl KIVFITIECKOro u3ydeHud [1, 2]
TIpenapara onpeneicHa MaKCHMaTbHO IepeHocMad 03a LIKIIoIia-
Tama 140 Mr/M® IpH €KeTHEBHOM BHYTPUBEHHOM BBEACHYH B TeUSHUE
5 muepi. OOHapyxeHa TMMUTHUPYIOIIAsS TOKCAYHOCTh: MHUENOCYIIPEC-
cug (tipy gose 100 Mr/M? v 41,7% GONBHELX), XeNYLOTHO-KHIIeYHAT
(TOIIHOTA M PBOTA), CIETICHD ¢¢ MPONOPLIHOHATIBHA J03€, YMepeHHaT
HeHPOTOKCHYHOCTD B BUAE COHNMBOCTY M ITapacTesuit B 00iacTH XKo-
HeuHocTed. Vicxonsa U3 MOMyIeHHBIX JaHHBIX 0 TOKCUYHOCTH 1IHK-
sormiatama, g 11 ¢aspl KIMHIIECKOTO M3YIeHI PEKOMEHIOBAHE]
CIEAYIONTHE JIO3BL JNTA paHee JedeHHBIX GOMBHEX — 80 Mr/M%, s
TlepBOHAYANBHOTO JieweHust — 100 mMr/M? IuKkiiormaTtama B 5% pacrso-
pe IIIOKO3BI BHYTPUBEHHO KATIEBHO € 1-10 110 5-ii IEHE.

B KIMBUYECKUX WCIBITAHMSX TOATBEDXICHO, YTO LIMKIIOILIA-
TaM TIPaKTHYECKH He O0NafaeT BBHIPAXCHHOM He(MpPOTOKCHIHOC-
THIO, a Io6ouHbIe 3¢ dexTs 06paTUMBL U He TUMUTHPYIOT TIPOBe-
JleHwe xuMmuorepanau [1, 2].

Bricokas ma0upareNbHAsS UYBCTBUTENHHOCT paka SIMYHHUKOB K
TIpenaparaM IDIaTHHBI TIOCKYXIUIa OCHOBAaHMEeM i MCIIONB30BAHES
IUKITOTIATaMa, KaK JUIS JIeUeH s NIePBIYHBIX OOJBHEIX, TaK 1 peliy~
JIUBOB 3a00IeBanus, a TAKKE TIPH PE3UCTEHTHOCTH OITYXOJIH K LUC-
IUIATHHY. B TpoBeIeHHEIX HCITBITAHMX IMKIOIUIATAM ITOKA3a) CBOIO
HeCOMHEHHYI0 2(hdeKTUBHOCTE IIPYU paKke SAWYHMKOB, obIas o¢b-
dexTrBHOCTS cocTaBmia 60% [11]. B npolecce KIMHIIECKIX KCITbI-
TAaHMH YCTAHOBJIEHO, YTO LIUKIIOIIaTaM He 06JanacT ITOJHOM mepe-
KPECTHOM PE3UCTEHTHOCTHIO K LUCILIATHHY M IO3TOMY MOXET
WCIIOMB30BaThCA Kak B 1-i1, Tak M BO 2-4 JIMHUY XUMHUOTEPAIIMH Pa-
Ka SUIHUKOB. DhdeKTHBHOCTh TUKIIOIIIaTaMa B KagecTBe 2-i -
HUM XUMUOTepanuu coctapmwia 54,7 %, nprdem 2 u3 11 GombHeIX
IIOTyJay NUCIUIATHH B KadecTBe 1-if mupmy neyenus. Y GONBHEIX,
He TONYYaBIInX paHee cuernududeckoro tevenys (1-s muHmd), sd-
(hexTHBHOCTB cocTapuna 63,6 %. B pe3yisrare IPOBEAEHHBIX HCCIE-
Joparuit 3¢ heKTHBHOCTS KOMOGHHUPOBAHHOTO PEXUMa: IIUKIIOIUIa~
TaM 100 Mr/M? BHYTpHUBEHHO ¢ 1-TO IO 4-#1 meHs + nuxnodochan
600 Mr/M* BHYTPMBEHHO B 5-1 neHb cocrapuna 58,6%. MobGasinerue
K IUKJIOIUIaTaMy IKIodochata He YAyJLIaeT Pe3yNIETATHL JIeue-
HIS, HO YCYTYOISIET FeMaTOJOTMIECKYIO TOKCUIHOCTD.

Db dexTUBHOCTD LHKIIOTUIaTaMa ObIIA OLICHEHA Y GOILHEIX TOp-
MOHOPE3HUCTEHTHRIM PaKOM IPEACTaTenbHOM xexessl [3]. O6pex-
TUBHAs perpeccus Gbuia JOCTUIHYTa v 7% OOMBHEIX. MUHUMATL-
Hag perpeccusi HacTyimna y 46,7% GonpHeIX, CTAOMIM3AIMI — ¥
26,7%. JNedeyre UUKIIOIIIATAMOM YIIYUIIMIO OOINEe COCTOSHME
GombHBIX: 80% GONBHBIX OTMETWIX YMEHBIIGHYE GOIEBOTO CHHII~
poma, 30,4% — ucuesHOBeHMe au3ypun. OTICIBPHO aHANH3UPOBa-
Jiach TUHAMMKA TIPOCTATUYECKOTO CHIBOPOTOYHOIO aHTHUIGHA, Y
52,1% GONMBHBIX OTMEUEHO CHIXEHYE €10 Oomee yeM Ha 50% B 1po-
ecce Neverus, 3 Hux v 30,4% — Hopmanmsanusa ero yposus. Ilox
BIVSTHUEM IIPOBEICHHON XUMMOTEpammyl LUKIIOIIaTaMoM Gomb-
HBle HaXOAWIHCH B DEMUCCHH B cpefHeM 4,7 Mec.

Clinical study confirmed that cycloplatam had practically
zero nephrotoxicity and its adverse effects were reversible and
not limiting for chemotherapy [1,2].

Since ovarian cancer is responsive to platinum derivatives
cycloplatam was tested in primary and recurrent cancer of
ovaries as well as in cisplatin-resistant tumors. In the clinical
study cycloplatam demonstrated high potency in ovarian cancer
with a 60% overall response [11]. Cycloplatam did not show
complete cross-resistance with cisplatin and therefore could be
used both as first and second line chemotherapy for ovarian can-
cer. As second line chemotherapy cycloplatam induced a 54.7%
response, with 2 of 11 patients having received cisplatin as pri-
mary treatment. The response in untreated patients was 63.6%.
Response to combination therapy consisting of cycloplatam 100
mg/m?* IV, days 1 to 4, cyclophosphamide 600 mg/m? IV on day
5 was 58.6%. The addition of cyclophosphamide to cycloplatam
did not improve response but aggravated hematological toxicity.

Cycloplatam effect was assessed in patients with hormone-
resistant prostatic cancer [3]. Objective response was detected in
7% of patients. Minimal regression was found in 46.7%, stable
disease in 26.7%. Cycloplatam therapy improved patient perfor-
mance status with 80% of patients reporting of amelioration of
pain and 30.4% of dysuria disappearance. Measurement of
serum prostate-specific antigen discovered a more than 50%
decrease in 52.1% of patients with 30.4% of them presenting with
normal antigen levels. Mean duration of response in patients
receiving cycloplatam was 4.7 months.

Clinical study of combination of vinblastine 6 mg/m? IV daily
infusion on day 1 plus cycloplatam 80 mg/m? by IV drip on days
2 through 5 in hormone-resistant tumors resulted in a 30%
objective response, a 40% minimal response, a 20% disease sta-
bilization. Mean duration of response was 9.2 months.

Of much interest was study of cycloplatam efficacy in malignant
pleural mesothelioma. When administered as a single drug to 13
patients cycloplatam induced complete response as disappearance of
pleural effusion and pleural nodes confirmed by x-ray in 2 (15.4%),
partial response in 4 (30.8%) and stable disease in 6 (46.1%) patients;
1 (7.7%) patient presented with progressive disease [4].

In a study of 19 patients with polyresistant multiple myeloma
cycloplatam induced response in 38.7% of cases, mean duration
of response was 5.6 months [7].

Cycloplatam was studied by phase II protocol in the
Armenian Cancer Research Center in patients with advanced
breast cancer as first line chemotherapy and demonstrated a 40%
response rate.

Of much importance is cycloplatam intrapleural administra~
tion [2]. Malignant pleuritis is an urgent problem since production
and accumulation of malignant effitsion deteriorates considerably
quality of life of the patients and leads to cardiac and pulmonary
failure. Tumor pleuritis is most frequent in Jung and breast can-
cers, pleural mesothelioma, ovarian cancer. According to CRC
RAMS data intrapleural administration of cycloplatam at 100
mg/m? for 1-3 days after maximal evacuation of effusion resulted
in a 20% complete response as disappearance of pleural effusion.
Partial response as slower accumulation of fluid not requiring
evacuation or its encystation was detected in 53% of the patients.

Clinical study is in progress of cycloplatam in the treatment of
patients with cancers of the bladder and cervix. Study was started
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KpomMe Toro, y TopMOHOPE3HCISHTHELX GOJBHEIX OlieHeHa (-
(hEeKTUBHOCTS KOMOUHUPOBAHHOIO PEXUMA: BIHOIACTHH 6 MI/M*
BHYTpHBEHHas cyrogHas madysus B 1-it gedp + muxmoriaTaM 80
MI/M? BHYTPUBEHHO KalleJbHO co 2—5-10 fHa. OOBEKTUBHAA per-
peccus 3aperucTpupoBana y 30% NMaleHToB, MUHUMANRHAS — ¥
40%, crabmmmzanua — y 20% GompHbX. Cpengee BpeMst peMUACCHI
cocraBwio 9,2 Mec.

TIpencraBnger mHrepec u3ydeHue 5(deKTHBHOCTHA TUKIOIUIA-
TaMa I[P 3J0KAYeCTBEHHOM Me30TeoMe InieBphL. [Ipu npuMene-
HVM Nperapara B MosopexuMe v 13 manuenTos ronHeni sbdexr B
BHIe UCYE3HOBEHUA IUIEBPAJLHOTO BHIIOTA W Y3JI0B Ha IUIEBpE,
TIOATBEpXACHHEIl DEHTTCHOMOTNIESCKH, TOCTHIHYT v 2 (15,4 %)
GONBHEIX, YACTHYHELA 2ddexT otMedeH v 4 (30,8 %) GonpHbIX, ele
v 6 (46,1 %) CONBHBIX OTMeTeHA cTabmInsarus 3a00JIeBaHMsL, IIPO-
rpeccupoBarue — y 1 (7,7%) Gomproro [4].

Ilo mammusiM Kadenpr remaronorun PMATIO PAMH, npenapat
TPOSABKIL CBOIO aKTUBHOCTH B JEeYSHHH 19 GOJBHHBIX IIOIHPE3KC-
TEHTHO} MHOXECTBEHHOM MuemoMOoi. DhbeKTUBHOCTE COCTABUNA
38,7%, mIATEABHOCTD PEMUCCHM — B cpenHem 5,6 mec [7].

B nponecce mpopemerma II ¢daspl KIMHUYECKOIO U3YIESHMA
"ITUKNOIDIATAM IIPMMeHSITH B OHKOJIOIHYecKoM IeHTpe Peciryomu-
K ApMeHHMS TIPH JICIeHUH GONBHBIX AVCCEMIHIPOBAHHBIM PaKOM
MOJIOUHOM XeJe3bl B Ka4eCTse 1-i JITHUMA XMMIOTepaIy; ero ad-
(exTUBHOCTH cocTaBmia 40%.

3aCiIy:KUBAeT OTHESAHLHOTO BHMMAHUS IIPUMEHEHYE IIMKIOIUIa~
TaMa IIpY BHYTPUIUIEBPATLHOM BBeIeHUH [2]. JIedeH e 37I0KadecT-
BEHHEBLX IUICBPUTOB OCTACTCA AKTYyalbHBIM, IIOCKOJIBLKY HaINYUe
3I0Ka9eCTBEHHOIO BEIIIOTa M GHICTPOE HAKOIUIEHHE €I0 C TEYCHN-
€M 3a60JICBAHUST 3HAYWTETHHO YXYIIIACT KAYeCTBO XKU3HU OOMb-
HBIX, BefieT X PasBUTHIO JISTOYHO-CEPHEYHON HEZOCTaTOYHOCTH.
OrnyxoseBsle IVIEBPUTEL Yallle BCero BCTPEYalOTCs IIPH PAKe JIETKO-
0, MOJIOYHOMH JKeJIe3hl, ME30TEIMOME IUICBPEL, paKe SHIHUKOB. I1o
Janusiv POHLL PAMH, ipy BHYTPHMIUICBpabHOM BBEACHIH LUK~
moriatama B noze 100 Mr/m? 1—3 AHA mochae TIPerBapHTEIBHON
MaKCHMaIBHOM 5BaKyalluy SKCCyNaTa TONHEIN 3¢ (]exT B Buie Uc-
Ye3HOBEHMA XUIKOCTU B IUIEBPATLHOM TIojocTH oTMedeH B 20%
ciaydaes. Jactuaasiit a¢ddexT B BUAe YMEHBIIEHNS CKOPOCTH Ha-
KOIUIEHUS XUIKOCTH, He TpeOyIoueil sBaKkyalu, 1100 ee 0OCYMKO-
BaHUe 3apeTUCTPHPOBAHEL B 53% cirydaes.

TIpomoickaeTcsa KIMHHISCKOe N3YICHIE LIMKIOILIaTaMa IIPH JIe-
YeHUH GOJNBHEIX PAKOM MOYEBOIO ITY3BIps, NIeHKH MaTki. Hagarsr
HCCIeIOBAHNS KOMOMHUPOBAHHEIX PEXMMOB: C HaBEIHOMHOM —
PX AUCCEMUHKPOBAHHOM TOPMOHOPE3UCTEHTHOM PaKe IIpelcTa~
TEJILHOM KeJEe3bl, ¢ TEM3apOM — TIPH ME30TEIIHOME ILIEBPEL.

IuxtoriaTaM IpUMEHsICS B JiedeHHH 13 GONBHBIX PakoM
TIeHKN MaTKi. Paree MallMEHTKY HOMYIAIM COUETAHHYIO JIyIEBYIO
TEpamo £ OTIEPATUBHOE JICYCHHE B 00BEMe DKCTUPIIAITME MATKH C
TIPUIATKAMHE ¥ Pe3eKIMY GONBIIOTO CATBHUKA, HEKOTOPEIE GONb-
HBIE IIOAYYaid XUMMOTepanmo. MuHuMaIsHeI 3¢ dexT 3apervc-
Tpuposad y 3 (23%) GonpHEIX, crabwimsanms — ¥ 4 (30,7%).

VyeTBepTH OOMLHBIX HETIOCPEACTBEHHBIM OCIOKHEHHEM JeYeHUA
SIBYIACH TONTHOTA # PBOTA, HECMOTPSI Ha TIPUMEHEHWE COBPEMEHHBIX
AHTUSMETHKOB, BRIOUasI aHTaronuctsl S-HT3-perterrropos. OnHaxo
HEOGXOIUMO OTMETHTh, YTO CTETIeHE TOITHOTHL 1 PBOTHL OBLTA HEBBI-
cokoif, B rpegenax 1—II cremexu. OCHOBHEIM BYTOM TOKGIUHOCTH
IMKIIOIDIaTaMa sBIiack remaTonormdeckas. CHIDKeHWe IToKasare-
JIelt KpoBH oTMevanock Ha 8—10-e cyTKH 1ociie OKOHYaH XUMHO-
Tepary. JIUTensHOCTS NeiiKo- M TPOMOOLMTONEHNM B CpefHEM
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of combinations with navelbine in advanced hormone-resistant
prostatic cancer and with hemsar in pleural mesothelioma.

Cycloplatam was used in 13 patients with cervical cancer. The
patients received previously radiotherapy + surgery consisting of
extirpation of the womb and adnexa and resection of the epi-
ploon, some patients received chemotherapy. Minimal response
was detected in 3 (23%) and stable disease in 4 (30.7%) patients.

In a quarter of patients most common adverse effects were
nausea and vomiting in spite of antiemetic therapy including 5-
HT3 receptor antagonists. However, the nausea and vomiting
were not sever (grade I-II). Hematological toxicity is the princi-
pal type of cycloplatam toxicity, Decrease in blood cell count
occurs on day 8-10 after cessation of chemotherapy. Duration of
leuko- and thrombopenia ranged from 7 to 28 days. In 12% of
patients long-lasting thrombopenia required treatment delay.

Grade I nephrotoxicity (slight elevation of serum urea and cre-
atinine) was found in 3.6%, proteinuria in 1.6% of patients. These
events were counteracted with common disintoxication methods.

Main adverse effect of intrapleural chemotherapy was pyrex-
ia up to 38-39 OC in 52.6% of patients for 2 days after cyclo-
platam administration and chest pain, though these events were
effectively countered with non-steroid anti-inflammatory drugs.

Hepatotoxicity was found in very rare cases and transaminase
elevation was classified as grade I or less and did not interfere
with treatment.

In conclusion, cycloplatam is an effective drug for the treatment
of cancer of ovaries, pleural mesothelioma, polyresistant multiple
myeloma, advanced hormone-resistant prostatic cancer
Cycloplatam ensures disease control in cervical and bladder cancer.

Cycloplatam is effective both as first and second line
chemotherapy. The drug inhibits significantly accumulation of
effusion after intrapleural administration. Its principal toxicities
are grade I or II nausea and vomiting, pyrexia after intrapleural
administration. Main hematological toxicities are leukopenia
and thrombocytopenia.

Cycloplatam is recommended by Pharmacology Committee
of RF Health Ministry for clinical use.

xojebanack oT 7 mo 28 mreit. B 12% ciyuaes mmaTeibHAs TPOM-
GOLUTOTICHHS TIPHBEia K OTCPOIKE B JICUSHIH.

Hedpororciarocts I cremenn (He3HaYATEILHOE IIOBEIIIE~
HUE VPOBHA MOYEBUHBEI W KPEaTHHWHA B CHIBOPOTKE KPOBH)
Habmonanack v 3,6%, 1osgeieHye OelKa B MOYE OTMEYEHO ¥
1,6% GompHEIX. DTH ABIEHUA KYIIUPOBAHEL O6IIEeIOCTYITHBIME
JIE3MHTOKCUKALIMOHHEIMI MEPOTIPUATHSIMI.

OCHOBHEIMH OCJIOXKHECHUIMY BHYTPHIUIEBPATHHON XHUMIO-
Tepaniy ABUINCH TuiepTepMust 1o 38—39 ©C vy 52,6% B Teue-
HHE 2 CyT ITOC/Ie BBeAeHMS LHKNOIUIATAMA ¥ G0N B IPYIHOMN
KJIETKE, OXHAKO JAHHbIE SBJICHI C YCIEeXOM KyIIMPOBaIucCh Ha-
3HAYCHUEM HECTEPOUTHEIX IPOTHBOBOCTIAATELHBIX CPEICTB.

TemaTOTOKCHIHOCT, OTMEUCHa B eMMHIYHEX CIyYads, TIPH
5TOM IOBBIICHHE YPOBHA TpaHcaMITHa3 6xut0 He Honee I creme-
HY TOKCHIHOCTH U HE IIPEIIATCTBOBANIO MPOBEISHIIO JCUCHII.

TaxyM 06pasoM, IMKIIOIUIATAM 33HsUT MECTO B DSy LIATOCTATH-
XOB, 3(h(QexTUBHBIX IIPY PaKke TMYHMKOB, ME30TE/IMOME IUIEBDEL,
TIOMMPE3UCTEHTHON MHOXKECTBEHHON MIENOME, IHCCEMIHUPO-
BaHHOM TOPMOHOPE3UCTCHTHOM paKe TPENCTATENLHOM JXEesbl,




Clinical Investigations

Braroyiapst TpUMEHEHMIO IIMKJIOIDIATAMA YHAETCA JOGUTECS KOHTPONS
POCT2 OIyX0JIA Y GOJBHEIX PAKOM IUEHKY MATKY ¥ MOYEBOTO TTy3HIps.

TIpenapar adbdexTuBeH B KavecTse Kak 1-i1, Tak 1 2-# 1 331 murmmit
XVMUOTEpaliH, CIIOCOOEH CYNIECTBEHHO TOPMOSUTH HAKOIUICHUE
SKCCymara [Ipy BHYTPYIDIEBpATbHOM MpuMetermm. Herocpencreen-
HBIMM OC/IOXXKHEHVSIMI B IUIAHE TIEPEHOCHMOCTH ABIIAIOTCH TOIHOTA
u pBota [—I1 CTeneHH, THIlepTepMU TIPY BHYTPYIUICBPATBHOM BBE-
Jetu. OcHOBHBIMY BHIAMM TeMATONOIMIECKON TOKCHMHOCTH ITHK-
JIOIUIATAMA SIBJITIOTCS JIEAKOIICHIA ¥ TPOMGOITOMEHYISL.

Tpemapar pexomeHnosan PapMaKOIOTHMISCKUM KOMHUTETOM
Mumsapapa PO i IpHMEHEHUS B KIIMHUKE.,
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POJIb IIATOJOTMTYECKOTO METOJIA B TUATHOCTUKE
MEJAHOMBI KOXKHU V TETEI

HHH Oemcroil OHKOAOZUY U 2eMATMONOCUY

MenatioMa KOXH — ONYXOJb HeHPOIKTOREPMATBHOIO IIPOUCKOXK-
JeHUs, omHa W3 Hambomee 3MOKAYECTBEHHBIX ONYXOJEH YeloBeKa,
BCTpeuaercs B M0OOM BO3pacTe, ¥ AeTell OTHOCHTe 6HO pefko [1,2] . Tlo
JIAHHEIM PasHBIX aBTOPOB, OHA HAGIIONAETCS VIS B 2,5% CIIy4acs y me-
Tell ¢ pasIIHBIMI COMMMERIME OIYXOJISIMEL, 9T0 cocTarisaeT 0,3% seex
HOBOODBPA30BAHVI KOXKI ¥ CIIM3UCTHIX 0005I0ueK [S]. V B3pocnoro KoH-
THHIeHTA GONBHEX MeNaHoMa Koxu Konednercs ot 1 5o 4% [6, 7].

B Hacrosinee BpeMs B MUpe IIPOBOIATCS VICCIICAOBAHIS, HAKATUTHBA-
erCa KIVEIYIECKIA OITBIT, TIOJBMIIIOTCS HOBBIE JIEKAPCTBEHHEIC CPEICTBA
¥ METOIEI JIedeHis. TIpOrHo3 MeNaHOMBL KOXH Y JeTeil 3aBYCHT KaK OT
TIPOBOMYIMOTO JiedeHwsT B GopMBl 3a00NeBaHs, TAK M OT HEeKOTOPEIX
Ipyrax axropo. TIpy apeKBaTHOCTH JIedeOHBIX MEPOIIPUSTAN IIpO-
THO3, HECOMHEHHO, JIydilie Py JOKamsH0# opme 3aboneBanws, IT—II1
VpOBHE HHBazuu 110 KnapKy ¥ TomepEe omyxoi 2o 2,5 vy 1o bpecroy:.

TIpasmnbabii quarso3 — KINoY K yeIexy JedeHus. Jduarzocti-
Ka MeJIaHOMBI KOXY Y JeTeli omkHa OBITE KOMILUIEKCHOM U BKITIO-
yaTh B ¢ce0s, KaK IIPaBIIIO, BRISBIEHNE Xano0 GONBHOTO, KPUTH-
YECKYI0 OLEHKY aHAMHECTHYECKMX JAHHBIX, OCMOTP OOJBHOTO I
UCTIONB30BaKMe HONMONHUTENABHEIX METOAOB HCCIEHOBAHMA.

5. Konosanoga A. JI. // Uuxnorwiatam. — M., 1993, — C. 3—15.

6. Konoeanosa A. JI., Yenvyos I1. A., Kpasuenxo A. H,, Iesoroe P. H.
// Doxn. AH CCCP. — 1987. — T. 294, Ne 3. — C. 726~730.

7. Mazomedosa A. B., Andpeesa H. E. // Temaron. u TpaHChHY3HOIL., —
1997. — Ne 4. — C. 26—30.

8. Muxatinosa JI. M., Ynenosa E. JI., Konseea O. H., Epmaroea H. I1.
// Muxnommaram. — M., 1993. — C.16—25.

9. Ilpecroe M. A., Konosanoea A. JI., Top6ynosa B. A. // Bectn. AMH
CCCP. — 1986. — Ne 12. — C. 79—89.

10. Cunzun A. C., ITopbynosa B. A., Kosoykas O. B. // Becra. OHIT
PAMH. — 1995. — Ne 2. — C. 47—50.

11. Tonyuesa C. B. [IpoM3BOXHBIC ILTATHHEL BTOPOTO IIOKOJIEHHS B XU~
MMOTEpanuy paka SUIHUKOB: ABroped. IUC.... KaHI. MeJl. HayK.
— M., 2000. — C. 10—16.

12. Canettfa R., Rosencweig M., Carter S. K. // Cancer Treat. Rev. —
1985, — N 12 (Suppl. A). — P. 125—136.

13. Drees M., Dengler W. M., Hendriks H. R. et al. // Eur. J. Cancer. —
1995. — N 31A (3). — P. 256—361.

14. Konovalova A. L., Oborotova N. A., Polozkova A. P., Lopatin P. V. //
Abstract of International seminar Novel drug formulation systems
and delivery devices. — Riga, 1992. — P, 72—75.

15. Presnov M. A., Konovalova A. L. // Arch. Geschwulstforsh. — 1988.
— Vol. N 1. — P. 43—49,

IMocrymwra 19.03.01 / Submitted 19.03.01

N.V.Chernova, 1.1 Matveyeva, L.A.Durnov, V.I Lebedey

ROLE OF CYTOLOGY IN DIAGNOSIS OF CUTANEOUS
MELANOMA IN CHILDREN

Institute of Pediatric Oncology and Hematology

Cutaneous melanoma, is a most malignant human tumor of
neuroectodermal origin, occurs in any age, though rather rarely
in children [1,2]. It is found in 2.5% of children with solid tumors
and is 0.3% of all cutaneous and mucosal tumors [5]. Cutaneous
melanoma incidence in adults ranges from 1% to 4% [6,7].

There is a vast study of this disease worldwide, experience is
accumulated and development of new drugs and treatment
modalities is in progress. Prognosis of cutaneous melanoma in
children depends upon treatment, disease type and some other
factors. The prognosis is better in local disease, Clark's invasion
grade II-I1I and Breslow's tumor thickness up to 2.5 mm.

Correct diagnosis is a key factor of success. Diagnosis of
childhood cutaneous melanoma should be made on the basis of
complex examination including recording of patient's com-
plaints, study of patient's history, physical examination and a set
of specific investigations. Morphological study plays the deter-
minant role in the diagnosis.

Examination of melanoma suspects should answer the fol-
lowing questions: (1) tumor/non-tumor, malignancy grade; (2)
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