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AKTUBHOCTb Of -AJIKWJITI'YAHHUH
JHK-ATKWITPAHCO®EPA3BI B JUMOPOLUTAX
MEPUPEPUYECKOU KPOBM BOJBHBIX

C IUCCEMUHUPOBAHHOM MEJAHOMON
KOXXU U IIPOTUBOOITYXOJIEBBIA DOOEKT
KOMBUHALIMUN «TAKAPBA3WH, HUJJPAH,
NUCILIATHH»*

HHUH raunaeckoit onxoaoauu, MHucmumym Ouoxusuueckoi (husuku
PAH, Mockea

Pe3ncTeHTHOCTL ONyXOJeH K IUTOTOKCHYECKOMY JIeH-
CTBMIO MPOTHBOOMYXOJEBHIX IpenapaToB M3 kiacca N-
ankwi-N-Hutpo3zomouesuds (AHM) Ha MOIEKYISIpHOM
YpOBHE  OIpEHeNseTcss aKTMBHOCThIO  O%-alKMIryaHuH
JHK-anxunrpanchepasst (AI'T). AI'T nepeHoCUT alKuIIb-
Hele Tpymnnl ¢ Of-metuaryanuna B coctaBe JJHK Ha cBoit
COOCTBEHHBIH IIMCTEMHOBLIM OCTATOK, BBITOTHAS (DYHKIIUIO
aKIeNTOpHOro OeNka B HeoOpaTUMOH peakIMH IepeHoca
[1, 2]. O{dexTUBHOCTh PA3IHIHBIX ITUTOCTATUYECKUX JIe-
kapers u3 kimacca AHM (BCNU, CCNU, ACNU, d¢o-
TeMYCTHH U ap.) obyciosichHa ypoBHeM AI'T B omyxosax:
BBICOKHI YPOBEHb OIpeAeNsieT YCTOHRIUBOCTD, 8 HU3KHIT —
YYBCTBUTEILHOCTE K 3THM JiekapcTBaMm [9, 12]. B akcme-
PUMEHTax i1 vitro W C ONMYXOJUIMHU UelIOBEKAa, TpaHCIUIaH-
TUPOBAHHBIMH OCCTUMYCHBIM MBIIIAM, OBLIIO ITOKA3aHO, YTO
TOJHAs WIM YacTU4YHAsT PErpeccHsl OIIYXONIH JOCTHTaeTCs
TONBKO Mpy Hu3koi aktuBHoctu AT'T [7]. Huskwii yposennb
AT'T penko oOHapyXMBacTCsl B OIYXOISMX YCIOBEKA.
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Tumor resistance to N-alkyl-N-nitrosourea (ANU)
drugs can be measured at molecular level by activity
of Of-alkylguanin DNA-alkyltransferase (AGT). The
AGT transfers alkyl groups from DNA O¢%-methylguanin
onto its own cystein residual thus functioning as an
acceptor protein in irreversible transfer reaction [I, 2].
Effect of cytostatics from the ANU . class (BCNU,
CCNU, ACNU, etc.) depends on tumor AGT content:
tumors with high AGT content arc resistant and those
with low enzyme content are responsive to these drugs
[9, 12]. Experiments in vitro on human tumors trans-
planted to athymic mice demonstrated that complete
or partial response may be achieved only in tumors
with low AGT activity [7]. Human tumors rarely have
low AGT levels. Analysis of tumors from 74 patients
failed to discover AGT activity in 6 specimens only
(1/24 small-cell lung carcinoma, 3/5 esophageal car-
cinoma, 1/5 colonic carcinoma, 1/14 brain tumors)
{4, 13].

* The study was supported by the Russian State Science and Technology

Program “National Prioritics in Mcdicine and Health Carc”.
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Kaunuvecxue uccaredobarnus

Ipu anammze omyxoieit y 74 6oibHBIX akTMBHOCTE AT
He Opl1a obHapykeHa Tonbko B 6 ofpasuax (B 1 w3 24 —
HEMCIIKOKJICTOUHBIH pax JIETKOTO, B 3 W3 5 — pak Muine-
BoJa, B 1 U3 5 — pak Toncroii xumky, B 1 u3 14 — onyxomnu
mo3zra) [4, 13].

Ilpu menanome koxu aktuBHocTh AT B 6oJIbIINICTBE
CIIyyacB ToctaTouHo BBICOKast (0,2 MMonb/Mr 6erKa) u Majo
PasIMIaeTCs B MEPBUYHON OIYXOIH U METAacTa’aX B KOXKY,
nuM(pOY3IBI y OJHOIO M TOro e GolbHOrO [6]. OTMeUeHb
SHAYUTECIBHBIE pa3nuuust akTuBHocTH AT B Menanomax
Yy OTHENBHBIX GonbHEIX [4]. ITocKONBbKY y GONBIIMHCTBA
60iBHEIX ypoBeHh AT'T 10CTaTOUHO BEICOK, CAMOCTOSTENb-
HO€ TpHUMEHEHHE TpenapaToOB U3 TPYIHIB XIOP3THIHUT-
PO30OMOYCBHH B 3TOM CIIydae PEOKO OKasbplBaeTcsl s(ek-
TUBHBIM (JacTH4Hast perpeccust Menee 10%). Bumecte ¢ Tem
IIpENapaThl STOM TPYNIBI BXOMAT B COCTAB BBICOKO3((eK-
TUBHBIX KOMOMHALIMI TIpU MegaHOME, MeIKOKJIETOUHOM
pake JIErKOro, Mo3ra M Ap., OCHOBAaHHBIX HA COYETAHHH
JIEKapCTB C pasIMYHbBIM MeXaHU3MOM peiicrBust. McHomb-
30BaHKUC TpenapaToB, HHIUOUPYIOMNX aKTHBHOCTE AI'T,
HDPUBOIHUT K YCHIICHHIO 3(h(eKTHUBHOCTH HEHCTBUA XiIOp-
STUIIHUTPO30MOYeBUH. Boiee mmm mMeHee usbuparenbHoe
cHwkeHne akTuBHocTM AI'T B omyxomu pocrHraercs
IIpH BBEACHHM AakapOa3HHa, CTPENTO30TOLMHA, TEMO-
30J1aMUJIa M HEKOTOPBIX ApYrux npenapatos [1, 2, 8, 10,
14]. Veranosneno, uro mocie BBe/eHUs nakapbasuHa yepes
1-—6 4 yposens AI'T cHimkancs na 44—92% B muMdonuTax
13 GoinpHBIX ¢ MenmaHoMmoi koxu [11].

Henpto Hacrosimeil paGoTel Gbula paspaboTka HOBOIL
KOMOMHAIIMM JUIsT JeUeHns GOJILHBIX C METacTas’aMH Me-
JaHOMEBI, KOTOpas BKIIOYala BBeAeHHe AaxkapOasuHa
(5-(3/,3/-JII/IM6TI/IJ'I-1-TpI/IaSCHO) nMuaaszon-4-xkapboxkcaMmum)
nepexn Hugpanom (ACNU, 1-(4-aMuHO-2-MeTIII- 5-IIMPUMU-
JUHIUT) METHII-3-(2-XT0paTHIT)-3-HUTPO30MOUYEBHHA), a
TaKxke nucimaTiia. Ilpeanonaranocs onpeenTh ypoBeHb
akrugoctu AI'T B nmmdornurax ¥ omyxoneBofl TkaHu
1 CONOCTABUTE HMOIYYEIHDIE 3HAUCHUS ¢ KIMHHYCCKHM Pe-
3YIBTATOM.

Marepnaint u meroinl. O6cncnobany 8 GONBHBIX ¢ MHOKCCTBCHHBIMH
MCTACTA3AMN MCIAHOMbI KOXKH. KIMHHYCCKHE XapakTepHCTHKH 60/bHBIX
TIPHBCACHBI B Tabiuiic. BONbHBIC NPCKAC HC HONYYAIH XMMHOTEPATHIO,
Jleuctnpiit ohdEKT OLICHMBANN NOCIC KAKAOIO Kypca XHMUOTCDAMHH 110
CTaHAApTHEIM KpuTepusM. Tlonueit sddiekT — neuesnoBeHue Beex omy-
XOJICBBIX OYAIOB, YACTHUHbIH 3DGCKT — perpecers OMyxoscBbIX OUATOB
Ha 50% mnu Gonbliue, NpOrpecCUpOBAHUC — YBCITHUCHIIC Pa3MCpOB OITy-
xonu Gojiee yeM Ha 25% M/MIIN MOSBICHUC HOBBIX MCTACTA30B. PCkuM
neucHust: B 1-i neub scucHus 250 mMr/m? pakapbasuHa BHYTPUBCHHO (B/B)
3a 3 4 10 BBeAcHMst | Mr/Kr uuapaHa B/B, BO 2-i ¥ 3-# OHW — B Tl
xe ao3c, 80 Mr/mM2 uucnnaTiHa B/B ¢ ruapaTtauuck B 3-if acHe. MHTCpBABI
MCIKRY KypcaMu 4 HCH.

Ho navana neucnus otéupanu 10—15 ma kposu B ipoGupky ¢ ITA
(xoneuHas koHucHTpauus 0,2—0,5%) ¥ Bbiaensm HCpUQCPHUCCKHC JTHM-
(ouuTEl KPOBK MO CTAHZAPTHOH McTOAMKC [3]. VIANCHHBIC OITyXOMICBBIC
Y3Mbl MOMCWIANN B JKMIAKMH 30T M COXpaHANM B HCM [0 Havyala HC-
CIICOBAHMSI,

Hcrounnkom AT cnmyxunmu nnsatsl TuUMGOLUTOB OMyXONCBBIX
yanos. Tlonyuctine nusaton, npurotosschne [PHJAHK-cy6erpata, coaep-
auiero OS-MeTHITYaHuH, W yenoBus onpeacncHus axtusoctd AT no-
ApobHo omucaubr paHee [5]. AxrtupHocte AIT BeIpaskanu B bmorsx
MCTHIBHBIX TPYII, NCPCHCCCHHBIX ¢ cyberpata JHK Ha | wmr 6cnka
Mzata B TedcHUC |1 4. Ha pUCYHKC NPCACTABICHBI XapaKkTCPHLIC KPHBBIC
sapucumMocTH axtusHoctl AI'T or xonuucerBa Genka nuzata B npoBax.

PesyiabraThl u o6cyxnenne. B Tabnuue npencTaBieHb
pe3yNIbTaTHl ompenenetusa akTHBHOCTH AT B muM@onuTax
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AGT activity in cutaneous melanoma is rather high
in most cases (0.2 pmol per mg protein) and is slightly
different in the primary and skin, lymph node metastases
of the same patient [6]. There are significant differences
in AGT activity in individual cases [4]. Since most cases
present with high AGT levels independent administration
of chloroethylnitrosourea drugs is hardly effective (partial
response less than 10%). However, these drugs are in-
cluded in high-potency combinations to be administered
in melanoma, small-cell cancer of the lung, brain etc.
and having different mechanisms of action. Admini-
stration of AGT inhibitors increases chloroethylni-
trosourea effectiveness. More or less selective reduction
in tumor AGT activity may be achieved by admini-
stration of dacarbasine, streptozotocine, temozolamide
and some other drugs [1, 2, 8, 10, 14]. Dacarbasine
administration resulted at 1-6 hours in a 44-92% AGT
reduction in lymphocytes from 13 cutaneous melanoma
patients [11].

The purpose of this study was to develop a new
drug combination to treat metastases of cutaneous mela-
noma consisting of dacarbasine (5-(3’,3’-dimethyl-1-triazeno)
imidazole-4-carboxamide) prior to nidran (ACNU,
1-(4-amino-2-methyl-5-pyrimidinyl)methyl-3-(2-chloro-
ethyl)-3-nitrosourea) and cisplatin. We planned to meas-
ure lymphocyte and tumor AGT and compare the find-
ings with clinical response.

Materials and Methods. Eight paticnts with multiplc mctastascs
of cutancous melanoma were cntered into this study. The patients’
clinical characteristics are presented in the table. The paticnts received
no chemotherapy previously. Therapeutic effect was cvaluated alter
cvery chemotherapy cycle using standard criteria. Complete response,
i.c. disappearance of all known discasc, partial responsc, i.c. a 50%
or morc decrcase in tumor load, diseasc progression, i.c. a 25% or
morc increasc in the size of tumor and/or the appearance of new
motastases. Treatment schedule: dacarbasine, day 1, 250 mg/m2, in-
travenously (i.v.) at 3 h before nidran at 1 mg/kg, i.v., the samc
dosc on days 2 and 3, cisplatin 80 mg/m2, i.v., hydration, day 3.
The treatment was repeated cvery 4 weeks.

Before treatment blood (10-15 ml) was harvested in a test tube
containing EDTA (end concentration 0.2-0.5%) to isolate peripheral
lymphocytes by standard technique [3]. Dissected lymph nodes were
placed into liquid nitrogen to be stored 1ill study beginning.

Lymphocyle and tumor nodc lysates were used as AGT sources.
Preparation of lysates and [*H]JDNA substrate containing O-mcthyl-
guanin as well as conditions of AGT mecasurement were described
in detail elsewhere [5]. AGT activity was expressed in fmols of methy!
groups transferred [rom the DNA substratc onto mg lysale protein
for an hour. The figure presents typical curves of AGT activity with
respect to amount of lysate protein in the specimens.

Results and Discussion. The table summarizes AGT
measurements in patients’ lymphocytes before treatment.
Baseline AGT levels demonstrated a 10-fold and greater
difference in individual patients. Four patients presented
with a rather low AGT contents (25, 30, 123, 137 fmol
per mg protein). There was no relationship between
disease advance (metastasis number, size) and AGT ac-
tivity. A considerable tumor response to the nidran,
dacarbasine, cisplatin combination was achieved in 6
of the 8 patients (1 complete and 5 partial responses).
The response was the highest in 3 patients with low
baseline AGT content.
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GONBHBIX 0 JedeHus. BuaHo, 4To HCXOOHEI yposenb ATT
MOXCET OTJIMYATHCS Y OTMACNbHBIX GONBHBIX B 10 pas u
bonee. Y 4 GONBHBIX OTMEYCH OTHOCHUTEILHO HHU3KHIl ypo-
Benb AI'T (25, 30, 123, 137 ¢mons/Mr 6enka), y Apyrux
4 6onpHBIX — Gonee BeIcOKME ypoBHU (200—320 ¢mons/Mr
6enka). He BBISIBICHA 3aBUCHUMOCTh MEKIY CTCHECHBIO pac-
MPOCTPaHECHUsl OMYXONU (YUCIO, pa3sMephl METACTA30B) H
akTUBHOCTBIO AI'T. 3HaUMTENBHBIH NMPOTHBOOITYXOJEBBIN
a3 dekT KoMOMHAIMH «HUJpaH, JakapOa3uH, IIUCIUIATHH»
nonydeH y 6 u3z 8 GonpHbx (1 monHas M 5 YACTHYHBIX
perpeccuii omyxonu). Haubompmmit sddexr 3apermcrpu-
poBan y 3 GONBHBEIX ¢ HCXOAHO HM3KUM ypoBHeM AI'T.

bonesnas WM. (Ne 1). Mcracrazel MCTaHOMBl B TOAKOXKHYIO KIICT-
uatky (4x4,5 oM, 2x2 cm), numboysnsr (2 x2 cM), nerkoe (2,5 x 3
cM). YposeHs AI'T B numdouurtax xpoBu no ncucHus 30 dmons/mr
6cnxa. [Tocae 2 kypcoB OMyXoneBbIc y3mbl yMCHBIIHIHCE Ha 50% 1 Gonblic,
TocIc 4 KypCeOB YCTaHOBIICHA NOJIHAS PCIPCCCHs BCCX OTTYXOJICBBIX OYAroB.
onyunna 10 xypcos xumuorcpanuu. Cpok OT Hauyanma jeucHUs — 23
Mce. B Hacrosiice Bpems manMeHtka 6¢3 NPH3HAKOB GONC3HM.

bonpro#t B. (Ne 2). Mcracrassl MCIAaHOMBI B MOAKOKHYIO KIICT-
vatky (11x 13, 12x 15 cm). Yposeus AI'T B numdounTtax KpoBH A0
sicucHus 25 gmons/Mr Genka. [locne 2 KypecoB XMMUOTCPAITHK OTIYXOJICBBIC
yanel ymcHbwanek 1o 2 u 3 oM. [locne 5 xypcoB Ha Mecte y3noB
OCTAJIUCh YNIIOTHCHUS TKaHU. Cpok HAOJIONCHKS OT HAYaIa JICUCHUS —
6 mcc.

bonpnas K. (Ne 3). Mcracrassl MCIAaHOMBI B MOAKOXKHYIO KICT-
yaTiy (2% 3 ¢m), nerkue (MHoxecTBeHHbIC oT 0,5 no 1,7 M), ronoBHoi
MO3r (MHOXCCTBCHHBIC oT 1 a0 3,5 ¢M). Vposeus AI'T B numdouurtax
KpoBH 710 NedcHust 123 dmons/mr Genka. TTocne 3 xypcoB xuMHOTepanmuu
HCUC3NH TIOMTHOCTBIO MCTACTA3bl B JICTKUC M TOJKOXHYIO KICTYATKy, B
TOMOBHOM MO3IC COXPaHWIACh JIMWL 30HA oTeka 1,5 ¢M M omuH oudar
0,5 cm.

YactuyHast perpeccust OMyXonmu nonyucHa cuic y 3 6onpHbix. MuTe-
pecHbl HabmonacHus 6onbHoit M. (Ne 5) mw 6onbuoit K. (Ne 4).
JlcucHue NPUBENIO K YMCHBLICHHIO TOJNIBKO HCKOTOPBIX OMYXOJICBBIX Y3108
MpH YyCTOMYMBOCTH K JICUCHHMIO IOPYTHX McracTtas’oB. YposcHe AT y
ooneHoi K. 6bin 137 ¢mons/Mr Gcnka, a y GomsHoH WM. cHM3mncs Ha
done addexrunoro neuchus (¢ 230 go 140 dmons/Mr 6emka mocnc
3-ro xypea). B ogHOM ciydac 4acTHUHAst PCTPCCCHS BCCX MCTACTA30B
TIOJTy4CHA TIPH OTHOCHTCNBHO BbIcOKOoM ypoBHe ATT — 250 ¢monw/mr
Genka (6 o n b H O U 5L, Ne 6).

Ipwu seicokom yposhe AI'T (200-—320 dmons/mr 6cnka) Habmoaanocs
nporpeccupoBaHuc GoscsHn (6 o m b H o B A, N 7, 6 o n b-
Ho# T, N §).

IMpencraBiacHHbBIC JaHHBIC CBUICTEILCTBYIOT O TOM, UTO
omnpenenenue ucxoaHoi aktusHocTH AT B mumdorurax
KpOBU OOJIBHBIX ¢ METACTa3aMU MEJIAHOMBI KOXU MOXET
OBITH UCMONB30BAHO JIISA TPEACKA3aHUS YYBCTBUTEIBHOCTH
K KOMOHMHALMM_«IaKapbasuH, HUAPaH, LUCIUIATHHY.

Ompenencune aktuBHoct AI'T B omyxoneBo#l TkaHu
npoBeyieHo ¥ 3 6onpHBIX. Y 60mpHON U, (Ne 1) akTUBHOCTD
AT'T He cMOITIM OTIPEHCNUTh (HIKE YYBCTBHUTCIBHOCTH ME-
TOJIa OIPEACICHUS), MPU 3TOM B JIUM(OIUTAX KPOBH OLII
BBIABIICH HU3KHH yporeHs (30 pMonn/Mr Genka). Y 60abHOH
T. yposenpr AI'T B onyxoneBol Tkauu Obul 69 (HhMOIb/MI
fenka, a B muMmdonurax — 170 ¢mons/Mr Henka (TaHHBIC
B Tabnuie He NpuBeacHB). B ogHom ciydac (6onbHas
WM., Ne 5) Oputn ymaneHBl 2 IMOOKOXKHBIX MeTacTa3za Me-
JIJAaHOMBI U YCTaHOBJIGHO, 4TO YpoBHU AI'T Moryr ObITBH
pasHeiMu: 135 u 50 ¢moss/mMr Oenka. Pasnnina B akTuB-
Hoctn AI'T B MOAKOXHBIX MeTacTa3ax y OJHOTO U TOTO
ke HOIBHOTO MOXHO OOBACHUTHL TETCPOTCHHOCTHIO MOIY-
JISAIUU METACTa3HPYIOMHUX KJIETOK MEPBUYHON MEJIAHOMEI,
KOTOpbIe paziimuatorcs 1o yposHio AI'T [6], uto mposs-
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Figure. Typical curves of AGT activity with respect to amount
of lysate protein in a sample.

Numbers on the x axis demonstrate mcg of protein, numbers on
the y axis show AGT activity in pulses per min per mg protein.
1, lymphocyte lysate from Patient No.5; 2, the same from Pa-
tient No.8.; and 3, the same from Patient No.4.

Paticnt T. (No. 1). Mectastascs of melanoma to subcutancous cellular
tissuc (4x4.5, 2x3 cm), lymph nodes (2x2 cm), lung (2.5x3 cm).
Basclinc lymphocylc AGT level was 30 [mol per mg protein. Aller
2 treatment cycles the tumor nodes reduced by 50% or more, complete
responsc of all discase was achicved after 4 cycles. The patient reccived
10 chemotherapy cycles. Time from trecatment start is 23 months.
The paticnts is alive with no cvidence of discase.

Paticnt B. (No. 2). Mctastases of melanoma into subcutancous
cellular tissue (11 x 13, 12 x 15 ¢m). Basclinc lymphocyte AGT content
was 25 [mol per mg protein. Alter 2 chemotherapy cycles the tumors
reduced to 2 and 3 c¢m. Tissuc induration was preserved in the place
ol tumors alter 5 cycles. Time [rom (reatment start is 6 months.

Paticnt K. (No. 3). Mctastascs of mclanoma to subcutancous
cellular tissue (2 x 3 cmy), lungs (multiple 0.5 to 1.7 em), brain (multiple
1 to 3.5 cm). Bascline lymphocyte AGT level was 123 fmol per mg
protein. Complete disappcarance of lung and subcutancous ccllular
lissuc metastascs was achicved, edema 1.5 ¢cm and a solitary metastasis
were [ound in the brain after 3 treatment cycles.

Partial tumor response was achieved in another 3 patients. Of
note arc cascs No. 5 (Paticnt 1.) and 4 (Paticnt K.). The
trcatment resulted in reduction of some tumors and no responsc in
the remaining discase. Paticnt K.’s bascline AGT level was 137 (mol
per mg protein, as a result of trcatment Patient I. presented with
an AGT reduction [rom 230 to 140 fmol per mg protein. Partial
response was achicved in onc patient with a rather high baseline
AGT level 250 [mol per mg protein (P a t i ¢ n t Ya, No. 6).

PaticntA (No.7)and PaticntT (No 8 with high
AGT levels (200-320 fmol per mg protein) presented with progressive discasc.

Our findings suggest that measurement of baseline
lymphocyte AGT in patients with metastases of cuta-
neous melanoma may be predictive of disease response
to dacarbasine + nidran + cisplatin combinations.

Tumor AGT measurement was performed in 3 pa-
tients. We failed to measure the AGT activity in Patient I.
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Kaunuveckue uccaedobanus

Tabnuya

AxtusHocTb Al'T B numdouMTax KpOBM A0 NEYeHUs M NPOTMBOONYXOneBbii athekT KOMBUHAUMM «gakap6a3uH, HMAPaH,
LMCINaTMH» Npu AUMCCEMUHWPOBAHHOW MenaHoMe KOXu
Circulation lymphocyte AGT before treatment and tumor response to dacarbasine, nidran, cisplatin combination in disseminated
cutaneous melanoma

Table

AxtuBHocTb AT B NUM-

Ne n/n BonbHble Mon/BospacT Jflokanusagus metacrasos IteuebHbIA pesynbTaT cboumTax, hMONL/Mr Gernka
1 n./L1 K/39/F/39  |MopkoxHas knetyatka, numdoyanbl, nerkue NMP/CR 30+ 0,91
Subcutaneous cellular tissue, lymph nodes, lungs
2 b./B. M/46 / M/46  |TloaKoxHas knetvyatka YP /PR 25+ 0,86
Subcutaneous cellular tissue
3 K. /K. K/64 | F/64  |FonosHOW MO3r, nerkue, NORKOXKHAA KneTdaTtka YP (ronosHou Moar), 123 + 8,91
Brain, lungs, subcutaneous cellular tissue MNP (nerkue)
PR (brain)
CR (lungs)
4 K. /K. K/38 /F/38  [MopkoxHas kneTyaTka, nerkue YprP,CT 137 £ 9,24
Subcutaneous cellular tissue, lungs PR, ST
5 N/l K/42 1 F/42  [MopkoxHas kneTdyaTka YP,CT 230k 15,21 (nocne 3-ro
Subcutaneous cellular tissue PR, ST Kypca 140 + 9,61)
A./Ya. M/61/M/61  [Numdoyanel, koxa / Lymph nodes, skin YP /PR 250 + 14,72
A TA. M/44 / M/44 [ Numcboyanbl, nerkue, neveHb Nplr/ PrG 200 + 16,35
Lymph nodes, lungs, liver
8 T./T. M/68 / M/68 | flumcboysnk! / Lymph nodes MNplr / PrG 330 + 22,36
Pa- -
tiﬁg;s’ Patients Gender/age Metastasis sites Treatment result Lyrprsgloggre rr/-l\gG‘Ersgilxny'

Mpumeyanue. [P -—nonHas perpeccuss Bcex MeTacTasosB, YP — yMeHblleHWe METacTa3oB He MeHee uYeM Ha 50%, CT — oTcyTcTBUE AUKaMUKKM pa3mepoB
(cTabunusayua), Npl — nporpeccupoeakne, YP, CT — vacTuyHasi perpeccust v crabunusauus B pa3sHbiXx ovarax.
Note. CR, complete regression of all metastases; PR, metastasis decrease at least by 50%; ST, no changes in disease size (stable di ), PrG, di

progression; PR, ST, partial response and stabilization of different metastases.

JICTCA B MX HEOAMHAKOBOH WYBCTBUTEIBHOCTH K XHMHO-
Teparuu.

IMepcmexkTrBa JanpbHEHIINX UCCIICAOBAHMI COCTOUT B M3-

OGHpaTenbHOM CHIDKCHUM aktuBHOocTH AT B omyXouH c
UC/IBIO MOBBIMECHHA 3(Q()ECKTHBHOCTH JICUCHHS IIpeNapaTaMu
u3 rpynnsl AHM. [ BBIIOJHEHUSA MONOOHBIX HCCIEHO-
BaHHI 11e1ecO0OPasHO ONpeaenaTh akTuBHOCTE AT B THM-
(oLIUTax KpOBH M OITyXOJIEBOM TKAHMU.
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