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HUTOI' TIEPBOI ®A3BI

KIIMHUYECKUX UCCJIEIOBAHUN
KOMIIIEKCA JOKCOPYBUIINH — DCTPOH

Y BOJBHBIX CO 3TOKAYECTBEHHBIMU
HOBOOBPA3OBAHUSMU MEYEHU

TP XUMHMOSMBOJU3AIIAA C JATIMOA0JIOM

HHH xnunimeckott onkonozun

OMbonuzauus MPEANONaraeT OKKIIO3MIO COCYIHCTOTO
PYyCna OfyXomnH ¢ MOMOILbIO PA3IHYHBIX IMBOAHIUPYIOLIMX
MaTepHaoB.

XuMHOIMOONMH3ALMA NEUEHH — HOBBII pa3fen peHTre-
HOJHIOBACKYNIIPHOTO BMELUATENLCTBA, KOTOPbIi 06beau-
HAET B ce0e MMArHOCTHUECKOE AHTMOTPadMueckoe Hccie-
AOBaHHUE U JIeueOHOE BO3EIICTBHE LINTOCTATHKA, BBOAUMOTO
B COCYNHCTOE PYCIO ONYXOIH.

Teopetnueckum 060CHOBaHMEM aAPTEPHANBHON XMMHO-
IMGONM3AUNK ABNSETCS MONIOKEHHE O TOM, YTO OMYXONH
MeYeHH, KaK MEPBUUHbIE, TAK W METACTATHYECKHE, KPO-
BOCHAGXQIOTCA B OCHOBHOM H3 CHCTEMbl MEYEHOYHOI ap-
Tepuu. XuMuoaMO0IM3aLMS — COBPEMEHHBIH METOX Jeue-
HHA 3JIOKAYECTBEHHBbIX OMYyXOJeH INeyeHH U B HacToALLee
BpEMs C yCTNIEXOM HCMONB3YETCS Kak B Halled crpaue [l],
TaK M 3a pyGexom [2, 4, 3.

O6s3aTenbHBIM  KOMITIOHEHTOM XHMHO3MOOIH3HPYIO-
el CMECH ABIAETCS JIMIHOLOMN, NPEACTABIAIOLMIA cObOil
CMECh CIOXKHBIX 3(HPOB KUPHBIX KHCIOT MAKOBOTO Macia
H cojepxawuit go 37% iona. YHHKANBHOCT 9TOTO CO-
CAMHEHNA 3aKII0YaeTCs B TOM, YTO NPH €ro BHYTpHApTe-
PHAJIbHOM BBEACHUH OOPA3YIOLHECH MULIETIb! CIOCOGHBI Ha
ATMTENBHOE BpeMs (00 2 MEC) 3aIepXKHBATHCA B ONYXONEBOH
TKaHU H ObICTPO BBIBOIMTHCA M3 HOPMaJibHOM (~ 24 4). Mu-
LieJUIb1 JIMMHOAONA BBINONHSAOT POJb ACMO I PACTBOPERHOTO
UATOCTATHKA, YTO MPHBOAMT K 3HAUUTENLHOMY YBENTHUYEHHIO
BPEMEHH KOHTAKTA MOCIIENHETO C MOPAXKEHHOH TKaHblo. Bpems
IMbGY3UM LMTOCTATHKA U3 MMLUENT JMIHMOJONIA BO3PACTAET
C YBENHYEHHEM CTeneHn ero ruapodobuoctu [5].

B HacTosieit pabote npeacTaBneHbl pe3ysbTaThl nep-
BO#i (pa3bl KIMHUUECKUX MCCNEMOBAHHI KOMIUIEKCA TOKCO-
pybuunn — actpon (J3) u tunuomona Kak COCTABHbIX Yac-
Teit npenapata DDS — DEA (peTanbHblii o-(heTonpoTenH
uenoseka + xommekc JI19) y 60nbHbIX pakoM nevenu. Kom-
meke I3 npenctaenser coGoit KOBAJNEHTHbIN KOHDBIOTAT
NPOTHBOONYXONIEBOTO AHTHOHOTHKA JOKCOPYBHLMHA U CTe-
POMIHOTO FOPMOHA 3CTPOHA, XMMHUECKAs CTPYKTYpa KOM-
nnekca [ npenacrasneda Ha puc. 1.

Matepiaasl 1t MeTomsl. BuyrpuapTepuanbhoe BBenenue KoMmruiekca
A3 nposeneno 9 GonpubiM (MyKuHHb — 3, JKeHInHbl — 6) co 3Toka-
ECTBEHHBIMI HOBOOOpasoBanHsMi NeveHH. Bo3pacT Gombiibix KoneBaics
or 41 roga no 67 ner (cpemunit Bospact 57,2 ropga). Pacnpenenenne
GonbHBIX MO Ho30/IOTHYeCKHM (popMaM NpelcTaBeHo B Tabm. |.

Kax umito u3 1abn. 1, y 6 60/1bHBIX GBITH EPBHYHBIE 3/I0KAUECTREHHDIE
HOBOOGPA3OBAHNS MEUEHH: TeraTOUe/LIONAPHBIT pak (2), 3n0kavecTBeN-
1blil FOPMOMATEHO HeAKTHBHEIN KaplHHOUZ (2) 1 HEHIEHTHHUHpOBaH-
nplii pak (2). Takum o6pasos, Moponornueckas BepuUKaLns AHarnosa
HMENa MECTO y BeeX GONBHBIX MEPBHYMLIM pakoM Hevewn. Matepuan
ANt MOP(OIIOTHIECKOr0 HCCIEQOBAMIIS NOYYel TPH JANAPOCKOMHH ¢
Guoncuell 1M NPH MYHKUHOHHOI Ypeckoxioil GHOMCHH 1o KOHTPOJIeM
YJILTPA3BYKOBOIl HIIM KOMIMBIOTEPHOIT TOMOrpaduH.
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RESULTS OF PHASE I

CLINICAL TRIAL

OF DOXORUBICIN-ESTRONE COMPLEX

IN PATIENTS WITH HEPATIC CANCER
AFTER LIPIODOLE CHEMOEMBOLIZATION

Research Institute of Clinical Oncology

The embolization is occlusion of tumor vessels with
embolizing materials.

Liver chemoembolization is a new x-ray-guided en-
dovascular treatment that is a combination of diagnostic
angiography and cytostatic therapy with the
chemotherapeutical being administered into tumor ves-
sels. The chemoembolization is a new modality of liver
cancer treatment widely applied both in this country
[} and abroad [2, 3].

The chemoembolization agent contains lipiodole that
is a mixture of fat acid esters of poppyseed oil and 37%
of iodine. The method is unique because lipiodole corpuscles
that are formed after intra-arterial administration of the
agent stay in the tumor for a rather long time (up to
2 months) while being eliminated rapidly (for about 24
hours) from normal tissue. The lipiodole corpuscles act
as a depot for dissolved cytostatics which increases con-
siderably the time of cytostatic contact with the affected
tissue. Time of cytostatic diffusion from the lipiodole cor-
puscles increases with hydrophobic capacity [5].

This paper presents results of phase I clinical trial
of doxorubicin-estrone (DE) complex and lipiodole as
components of a drug DDS-DEA (human fetal o-fe-
toprotein + DE complex) in patients with liver cancer.
The DE complex is a covalent conjugate of an anticancer
antibiotic doxorubicin and a steroid hormone estrone.
Fig. 1 presents chemical structure of the DE complex.

Materials and Methods. DE was administered intra-arterially to 9
patients (3 males and 6 females) with hepatic malignancies. The patients’
age was ranging from 41 to 67 years (mean 57.2 years). Table | dem-
onstrates distribution of the cases with respect to disease nosology.

As seen there were 6 patients with primary liver cancer: hepa-
tocellular carcinoma (2), malignant hormone receptor-negative car-
cinoid (2) and cancer type not identified (2). Thus the diagnosis
was verified morphologically in all the cases. Specimens for morphology
study were obtained by transcutaneous needle biopsy guided by ul-
trasound or computered tomography.

All patients with primary cancer had bilobal disease which made
impossible radical surgery. Disease size varied from 24 cm in 2
cases with malignant carcinoid to 7-18 cm in patients with non-identitied
and hepatocellular cancer. The 2 patients with liver carcinoid had
undergone previously 3 and 4 liver chemoembolization procedures
with farmarubicin and adriamycin without response, 4 patients had
received no previous specific treatment. 3 patients had metastatic
liver cancer as metastases of cancer of the head of pancreas (1)
and of the sigmoid (2). In 2 cases the diagnosis of liver metastases
was made during laparotomy and confirmed by ultrasound and com-
puter tomography, angiography findings. In I case the diagnosis was
based on instrumental study only.

The patients with metastatic liver cancer had bilobal, large focal,
multiple disease of size ranging from 4 to 18 cm. All the 3 cases had
a history of previous surgery as gastropancreatoduodenal resection (1),
and left hemicolonectomy for sigmoid cancer (2). The latter 2 patients
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VY ncex GOALULIX ¢ MCPRHUHBIMII 3IOKAUCCTBCHIILIMIT HOBOOOPA3OBA-
HIEIMU NIEUeH BuIABcto Ounobapioe nopaxkeiie opraia, 4To HEKJIIOYano
BO3MOXIOCTL PAUIKANLIOTNO ONepaTusHoro Jetdenist. PasMephl ouaron
nopaxenis konebamict ot 2—4 ¢m y 2 GOALILIX €O 3IOKAUECTBCHIILIM
kapuunonaoM 1o 7—I18 cM y OonbHLIX NeMupepetupoBaniniy U re-
NATOUEIUIONAPHLIM PAKOM. 2 GOMILIILIM ¢ KAPLIIOIIOM [ICUCII patice
BLIMOMMIAMIICL MOBTOPLLIE, 3- 11 4-KPATIILIC XHMIOIMBOMIBALINT ONYXOCii
¢ dapmapybiymon 11 agpuamuiunior 6¢3 adpekta, 4 GonbuLIX pance
CREUHANLIIONO JICKAPCTBEHIIOTO Ileycunst 1i¢ nonywasu. Y 3 Gonbubix
Ouim MeTacTaTIMecKIl pak nevueli: MCTacTasbi Paka TONOBKI MOIKC-
nynounoii xenesbt (1) m Meractasul paka cirrmopitatoli kimwky (2). Jua-
IHO3 METACTATIHYECKOrO MOPAXEHHS reveliit ObUT yeTanosnett y 2 60bibIX

BO BpeMs JITANApPOTOMHII H PEBI3HII OpraioB OPIOWIHON MOMOCTH W B
JanpHeHeM NOATBEPXAEH AAHULIMIL YILTPA3BYKOBOIT H KOMIILIOTEPHOI
ToMorpadui, axruorpaduni, y | 6oabHOro — OCHOBLIBAJICS TONBKO HA

PE3YALTATAX HICTPYMEHTAIBHBIX METOAOB HCCHAEN0BAHMS.

Y 60MbHBIX METACTATHYECKHM PAKOM T€4eHH NIOPUKEHHE OPraHa TaKkKe
6ui10 GHOBapHBIM, KPYMTHOOUATOBBIM, MHOXECTBEHHBIM, PA3MEDPLI O4ArOB
nopaxenuss oT 4 no 18 cm. Bee 3 GonbHbIX panee omepupoBansl; y |
BLIIIOJIHEHA TACTPOMAHKPEATOAYONEHANIbHAS PE3EKLHS 110 [OBOAY paka
FOJIOBKH TODKETYIOUHOI JKene3bl, Y 2 — NeBOCTOPOHHSAS TeMHKOIIKTO-
MHS 10 MIOBOAY paka cHrmoBHAHO#H knwkn. TMocmenme 2 GonbHLIX patee
fOTIYYanH [JIHTENbLHYIO BHYTPHIEUEHOUHYIO XMMHOTEPAIIO TI0 HOBOLY
METACTATHYECKOTO MOPAXKEHH MevelH,

Metonnka BBemennss komiuiexca JJ. IToarotoBka K
npoueaype He OTJIHYAETCS OT TaKOBO{l MpPH 0OLIYHOM aH-
ruorpaduueckom HccnenopaHun. ITocne upeckokHoi ka-
Terepuzaunu aopThl no CembAHHTEpY AMCTalbHAA 4acTh
KaTeTepa YCTAHABIUBAETCA B CHCTEME MEYeHOUHOH apTepuy
(MpaBoil WiK NEBOH), BLIMONHSAETCA AHCHOrpadus ¢ mocie-
OYIOUUM aHAJTM30M apTepHasIbHON M KarmuiapHoi ¢a3. He-
obxomumo y6ennTbhcs B OTCYTCTBHM cOpOCA KPOBH B IpPyIHe,
KpOMe CHCTEMBI EYEHOYHOH apTEPHH, COCYUCTbIE HacCeiHbl.
CrepuneHblii npenapar xommiekca 19 ex tempore pactso-
paerca 1—2 M abconmoTHOro staHosna npu cnabowm, fo
40 °C, narpesanuu. ITomyueHHblii PacTBOp CMEIIMBAIOT C
10 Mn nunuogon-ynvrpadmonga. Ilocne atoro staHon yaa-
JIAIOT yNapHBaHUeM TpH KureHnn B Teuenue 20—30 muH.
Cycnensus xommnekca I3 B TMNHORON-YIbTPA(IIOMAE BBO-
JUTCA NOJ KOHTPOJIEM DPEHTTEHOTENEBHACHHS B MEYeHOUHYIO
apTEPUIO, NPH 3TOM HABMIOAAETCS HAKOMIEHHE XHMHO3MOO-
JIM3UPYIOILEH CMECH B 30HE OMYXONEBOrO MOPAXKEHHMS TEUEHH.

B Tabn. 2 npusenmeHsl 3ckanauus Qo3 kommuexca IO
y OONbHBIX CO 3110KA4YECTBEHHBIMH HOBOOOPA30BAHUAMM Tie-
4YeHH, YUCIO OONBbHBIX M BBemeHWH [13.

W3 maHHbiX Tabn. 2 BUAHO, YTO KaXAblil n3 9 BxO-
YEHHBIX B HCCIEAOBAHUE OOJNBbHBIX TMOJYUHII HO OXHOMY
BBeAeHuio koMmmnekca 3. HauanbHas mosa kommiekca
2 npu BHyTpHapTepuasbHOM BBeJEHUH paBHANach 50 Mr
(2 GonbHBIX), 2 GonbHLIX momyunnd 60 Mr npenaparta,
1 —70 mr u 4 —mno 80 mr. Buibupas ucxomuywo nosy
xommnnekca 3, Mbl HCXOZHIM M3 TOTO, YTO MNPUMEHAEMAs
HaMH [03a YHCTOTO JOKCOPYOMLMHA NPH XMMHOIMOOMM-
3aUMK neveHu npu pake cocraBiser 60—80 wmr.

IIpy BbInONHEHUHM XMMHOIMOOIN3ALUNM Y BGONLHBIX 00-
CNENOBAHHOI TPYNMbl KUCTANbHbIA KOHEl KaTeTepa ycTa-
HOBieH Yy 4 OonbHbIX B oOuleit, y 4 B cobcTBEHHO nede-
HOUHOH apTepuu M y | BOALHOrO YAANOCL BLIMONHHTL
CYNEPCENEKTUBHYIO XUMHOIMOONMM3AUHMIO, T. €. BBEAEHHEM
XUMHOaMOBonusupytoweit cmecn (I3, nunuogon-ynstpad-
JIIOHA W BeporpadMH) cHadajia B MPaBYIo, a4 3aTeM B JIEBYIO
JONIEBYIO ApTEPHU MeYeHH.

Peayabratsl u obcyxnenne. OcrodicHenus, c6a3auHble
€ HOCIMANOBKOL U 13671eYCHUCM KQAINeMepa 0N XuMuoimbo-
mupayine. Y 1 60bHOrO Mbl HADNIOAAIN Pa3BUTHE HeOOMNb-
1Io# (10 2,5 cM) NOAKOXKHOH reMaToMbl B 00JIACTH NYHKLHH
npasoil beapeHHoi aprepuu.

Toxcuunocimos komnaexca 3. B Tabn. 3 npeacrapiensl
JaHHBIE O 4YaCTOTE PA3BHTHA M BbLIPAKEHHOCTH MOCTIM-

H,C O

Puc. 1. Xumunyeckan cTpykrypa Komnnekca A3.
Fig. 1. DE chemical structure.

had received supplementary intrahepatic chemotherapy for liver me-
tastases.

DE Administration. The preparatory procedure is
similar to that of angiography. On Seldinger transcu-
taneous aortal catheterization the catheter distal end
is fixed in the (right or left) hepatic artery system to
perform angiography and further analysis of arterial
and capillary phases. It is important to make sure that
blood does not get into vessels other than the hepatic
artery system. Sterile DE is dissolved ex tempore in
1-2ml absolute ethanol at mild heating (not more than
40°C). The resultant solution is mixed with 10 ml lipio-
dole-ultrafluid. Ethanol is vaporized off by 20-30 ‘min
boiling. The DE suspension in lipiodole-ultrafluid is ad-
ministered under the x-ray control to the hepatic artery
with accumulation of the chemoembolization mixture
in the liver tumor being monitored.

Ta6bnuya 1 Table 1

PacnpepneneHune GonbHLIX O HO30MOrKYeckum chopmam
Distribution of cases with respect to disease nosology

Konuuectso GonbHbix

Hosonoruueckue dopmel

abc. %
MepBuyHble 3noKayeCTBEHHbIE ONYXonu
nevenv / Primary liver cancer:
renaTouenmonspHbIA pak 2 22,2
hepatocellular carcinoma
NEPBUYHLIA 3110KAYECTBEHHbIA 2 22,2

KapuWHOUA neuveHn
primary malignant carcinoid
HeUAEHTUDMLNPOBAHHBIA pak 2 22,2
not identified
Metactatuyeckuit pak neueHu:
Liver metastases:
meracrasbl paka CUIMOBUAHOR 2 22,2
KMWKA B NEYeHb
of sigmoid cancer
MeTacTasbl paka ronosku 1 11,1
NOAXENYyACHHOR Kenesbl B neuyeHb
of head of pancreas
Becero / Total... 9 100

Nosology Cases
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Tabnuya 2 Table 2

JOckanauua fo3 komnnekca O3 y 60nbHbIX
CO 3N0KaYeCTBEHHbIMU HOBOOOPA3IOBAHUSIMKU NEYeHKn
DE dose escalation in patients with liver cancer

Konuvectao =
Sckanauus o3 Yucno eeepenmii
xomnnekca A3, Mr on:ogéﬁm:rwa Yucno BonbHbix npenapara
50 30 2 2
60 36 2 2
70 42 1 1
80 48 4 4
Bcero... 9 9
Total...
DE dose Doxorubicin No. of drug
escalation, mg amount in DE, mg No. of cases administrations

00oNMM3aUHOHHOTO CHHAPOMA y BONBLHBIX CO 3MOKAYECTBEH-
HbIMH HOBOOODA30BAHHAMH TMe4eHH, MOMyuuBlMMH [[D.
W3 naunbix Tabn. 3 cienyer, uTo y 601bLIMHCTBA GOMBLHBIX
nocye XAMHUOIMOONH3aLKY BOSHHKAIH GOJIN B KUBOTE, OT-
MEYAJIMCh [IOBLILEHHE TEMMEpPATyphl Tena, TOWHOTA H
peora. Kak npaBuno, 60ieBoii CHHIDPOM BO3HHMKAET y ma-
LIMEHTOB HEMOCPEACTBEHHO IMTOCNE BBENEHHS XUMHO3IMOO-
JH3UPYIOLIEN CMECH B MIE€UEHOYHYIO apTeEpHio, BOIM HOCAT
TAHYLUMA WM HOIOWMH XapakTep, TOKATH3YIOTCS B PABOM
nozfpebepbe (8 GONBHLIX) MIM 3NUracTpanbHOH 06JacTH
(1 GomboH). ¥ 2 GOMbHBIX MbI OTMETHIM MPPaIUALKIO
Gonedl B mpaBoe HaAIUledbe M TPABYIO MONOBHHY ILEH,
y 2 — dpennxyc-cumntom. ITponomkuTenbHOCTh O0MEBO-
ro CHHApPOMA cocTaBuila OT 7—8 u ;o S ¢yt (y 4 u 5
BOJIbHBIX COOTBETCTBEHHO). AHANLTETHYECKHE CPENCTBA He-
HApKOTHYECKOTO Psfa (AHAJbIWH, OAPANITMH, TPUIaH, Max-
CUraH) Ij1 KyNUPOBaHHA GONEBOro CHHAPOMA HCIIONb30OBAHbI
HaMmu y 6 GonbHBIX, MOpduH W HophuH —y 3. Bonesoit
CHHAPOM Y 3THX OONBbHBIX CBS3aH ¢ PENyKUHEH KPOBOTOKA
B MI€YCHH M PACTAKEHHEM IJIMCCOHOBOW KarlCylibi.

TowHoTa ¥ pBOTA 3aperHCTPUPOBaHbLI HAMH y BCexX
bombHbIX: y 4 NALUMEHTOB 3TH NPOABIEHAS Pa3BUIIHCh CPa3y
TI0CIIe OKOHYAHMA TIpOLERYPbl XUMUHOIMOOIHM3aUuMN, y | —
HEMOCPENCTBEHHO BO BpeMA Hee, y 4 — uepe3 5—7 4 nocne
ee OKOHYaHuA. g KynHpoBaHMS PBOTHI HA3HAYANM Jie-
KapCTBEHHbIE CPEACTBA ¢ AHTUIMETHYECKHM HEHCTBHEM —
uepykain, GppeHonoH, aMHHa3HH, PeriaH, HaBoOaH, 30dpaH,
Aponepupon. IloBbluleHHe TemmepaTyphl Telna OTMEYEHO
y 713 9 6onmbHbIX. Kak npaBuio, noBsilieHHe TEMMEPATY bl
oTMeueHo uvepe3 8—10 u mocne npouenypwl, NPOROIKH-
TeJIbHOCTh TEMIEPATYPHOH peakuuu 1—2 cyT uMena MecTo
y 5 6onbHbIX, 6 cyT — y 2 GonbHbix. Kpome Toro, otMeueHo,
UTO BBIPKEHHOCTh NOCTIMOOIMIALMOHHOIO CHHAPOMA 3a-
BUCHT OT [O3bl BBOAHMOIO mpenaparta. bojee BbICOKyIO
TOKCHYHOCTb Mbl DPETHCTPHPOBAIM NPHU  HCIIOJIbL30BAHHH
70—80 mr xomnnexca D (cM. Tabn. 3).

Hcecnedosarue neuerounotl Inokcudnocmu oKasaio, NTo
NPH OLHOKPATHOM BHYTPHAPTEPHATLHOM BBeAeHHM 1D oT-
MEUAETCA MOBbILIEHHE AKTHBHOCTH KaK BHYTPHKIETOUHBIX
(anaHnHOBas M acnaparuHOBas TPAHCAMUHA3bI), TAK U MEM-
OpaHocBA3aHHbIX HEPMEHTOB (Y-IlyTaMUATPaHCTIENTHAA3A,
wenoynas Gocaraza); cTeneHb NOBLILUEHUS AKTHBHOCTU
3aBucena OT JO3bl BBOAMMOrO MpenapaTa H JOCTUTANA
III cTenenn TOKCHYHOCTH y 3 GOMbHBIX; MOBBILIEHHE YPOBHS
Ounnpybnna B CbIBOPOTKE MepU(epuUecKoil KpoBH OTMe-
ueHo Takxke y 3 nauueHToB (I—II crenens). Iunamuueckie
HCCIIEIOBAHNS AKTHBHOCTH YKa3aHHbIX (EPMEHTOB MOKa-
3a5iM, YTO K 15—21-My HHIO OHM OOCTHTAIOT HCXOZHOIO
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Tabnuya 3 Tabile 3

HacTota pasBUTUR U BbIPAXEHHOCTbL
nocTambonu3auMoHHOro cuHapoMa
Postembolization syndrome rate and degree

Knunnueckue [osa komnnexkca 03, mr (4ucno 6onbHbIX)
nposBneHus
nOGTaMﬁoﬂMBauMOHHOFO 50 (n = 2) 60 (n - 2) 70 (n = 1) 80 (n = 4)
cuHApoma

bonu B xuBoTe:
Abdominal pain:

| ctenenn / grade | 2/2 2/2
H « 171 2/4
"l « 214

TowHoTa — peoTa:
Nausea, vomiting:
| crenenun 12
] « 1/2
o o« 17 2/4
Mosbiwenue
TeMnepaTypel Tena:
High temperature:
| ctenenw / grade | - 212 11
i « - - 4/4

il « - - -

Postemboiization
syndrome clinical
manifestations

50 (n=2) |60 (n=2) |70 (n=1) | 80 (n=4)

DE dose, mg (No. of cases)

Mpumeyanue. B uncnutene — uucno GONbHLIX C AaHHbIM NPUIHAKOM,
B 3HameHaTene — obwee 4ucno GoNbHbLIX.

Table 2 presents DE dose escalation in patients with
liver cancer, the numbers of patients and DE administrations.

As seen, each of the 9 patients received 1 DE admini-
stration. DE starting dose was 50 mg in 2, 60 mg in 1,
70 mg in 1 and 80 mg in 4 cases. The starting DE dose
was selected basing on the fact that initial pure doxorubicin
dose in liver chemoembolization was 60 to 80 mg.

The chemoembolization was performed with the
catheter distal end placed in common (4) and proper
(4) hepatic arteries. 1 patient underwent superselective
chemoembolization, i. e. the mixture (DE, lipiodole-ul-
trafluid and verographin) was administered at first to
the right and then to the left hepatic artery.

Results and Discussion. Complications due to the
catheter installation and removal. 1 patient had a small
(not more than 2.5 cm) subcutaneous hematoma in the
femoral artery puncture site.

DE Toxicity. Table 3 summarizes data on frequency
and degree of postembolization syndrome in liver cancer
patients receiving DE. Most patients presented with ab-
dominal pain, fever, nausea and vomiting. As a rule
dull pain appeared immediately after administration of
the chemoembolization mixture to the hepatic artery.
The patients felt pain in the right hypochondriac (8)
or epigastral (1) regions. 2 patients had pain irradiated
to the right shoulder and neck, another 2 cases pre-
sented with the phrenic symptom. The pain lasted from
7-8 hours to 5 days (4 and 5 cases, respectively). Non-
narcotic analgesics (analgin, baralgin, trigan, maxigan)
were given to counter the pain syndrome in 6, morphine
and norphine in 3 cases. The pain in these cases was
due to reduction in liver blood flow and tension of
the Glisson capsule.

All the patients had nausea and vomiting: immediately
after (4), during (1) and at 5-7 hours after (4) the chemoem-
bolization procedure. Antiemetic therapy with cerucal,
phrenolone, aminasine, reglan, navoban, zofran, droperi-
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LG (c) [Hr/mn] dole was undertaken to control vomiting. Fever was
) observed in 7 of the 9 patients. As a rule the fever
47 occurred at 8-10 hours following the procedure and

lasted 1-2 (5) and 6 (2) days. Degree of postembolization
syndrome depended upon the drug dose. The toxicity
37 was the highest after DE administration at 70-80 mg
1 (see table 3).

Study of hepatic toxicity showed that a single DE
2 A intra-arterial administration lead to increase in both
1 intracellular (alanine and asparagine transaminases)

—— . and membrane-bound enzymes (y-glutamyl transpepti-
14 dase, alkaline phosphatase), the degree depending upon
2 the dose and reached grade III toxicity in 3 cases;
T = = elevation of serum bilirubin (grade I-II) was detected
T . v . r —t in 3 patients. Thus, abdominal pain, nausea-vomiting
and fever were dose-limiting toxicities in DE intra-ar-
terial administration.

Puc. 2. ®apmakokMHeTHKa fokcopySuuuna (1) u O3 (2) npu BHYT- DE Elimination Pharmacokinetcs. Figure 2 demon-
puapTtepuanbHOM BHYTpUNE4YeHOYHOM BBefAeHUU C NUNKUOLONIOM. strates typlcal pharmacokinetic curves Of DE elimi-
Mo ocu asCuMCC—KOHueHTpauMﬂ npenaparToe 8 nnasme Kposu;, no nation in comparison Wlth fl’ee dOXOI’UbiCin [3] after
oov OpAYINAT — BPEMA, . intra-arterial administration of both drugs in lipiodole.

Fig. 2. Doxorubicin (circles) and DE (triangles) pharmacokinetics . . -
after intra-arterial intrahepatic administration with lipiodole. 70 mg doses of free doxorubicin and DE were used.
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Numbers on the x axis show ng/mi of drug concentration at 72 Unlike free doxorubicin DE was practically absent
hours after administration; numbers on the y axis show ng/mi of in peripheral blood even at 72 hours after drug ad-
doxorubicin and DE concentrations. ministration. This suggests that hydrophobic DE dif-
fusion from the lipiodole carpuscles is slow and its
ypoBHs. Takum o6pasom, JO30JIMMHUTHPYIOLIEH TOKCHYHOC- time is compatible with the stay of lipiodole carpuscles
TbIO NIPU BHYTPUAPTEpHAIbHOM BBeAeHMH I3 u nunuomona in the tumor (about 2 months).
ObumM GONM B XKMBOTE, TOWIHOTA — PBOTA M MOBBILIEHHE Thus, transient postembolization syndrome as ab-
TEMIEpaTypbl Tena. dominal pain, nausea, vomiting, fever was a dose limiting
®apmaxoknHeTHKa BbiBefeHH kommnexca [13. Ha puc. toxicity. No other dose limiting toxicities were detected.
2 npencTaBieHbl THIHYHbIE (APMAKOKMHETMYECKHME KPHBbIE
BbiBeEHUA KkoMriekca J[O B cpaBHeHMH ¢ CBOGOMHBIM J0- M3l UOHHOTO CHHApOMA: 6OJM B JKMBOTE, TOLIHOTA —
KCOPYOHLIMHOM [3] NpH BHYTPHAPTEPHAIILHOM BBEAEBMH 06OMX PBOTA, TIOBLILIEHHE TEMMEpPaTypbl Tena. Jpyrux BUOOB
TNpenaparoB B Ixnyonone. Jloza cBoOONHOrO HOKCOPYOHLnHA JUMUTHPYIOLIEH TOKCHYHOCTH Mbl HE 3aPETHCTPHPOBAJIH.

n xomrtexca 2 cocraBmana 70 mr. Kak BugHo Ha puc. 2,
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HNPOPHUIAKTHUYECKAS 3ABPIOINMHHASA PROPHYLACTIC REPTROPERITONEAL
JIAM®AJEHOKTOMUSA ¥V BOJIBHBIX LYMPHADENECTOMY IN PATIENTS
C KIIMHUYECKH 1 CTAIIUEN WITH CLINICAL STAGE 1
HECEMMWHOMHBIX 'EPMHHOT'EHHBIX NON-SEMINOMATOUS GERM CELL
OIIYXOJEN SINYKA TESTICULAR TUMORS
HHH knunuyeckoi onconozun Urology Department, Research Institute of Clinical Oncology,
CRC RAMS

Pax suuxa cocraBnsetr 0,3—1% OT Bcex OHKOMNOTI- Testicular cancer is 0.3 to 1% of all male malig-
uecknx 3aboneBaHui y MyxuudH n 7—8% oT Bcex 3abo- nancies, 7 to 8% of all testicular tumors [I, 14] and
neBanuit auuka {1, 14]. B cTpykType 3/10KauecTBEHHbIX 00- 4 to 10% of urogenital malignancies [5,7]. Testicular
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