Kaunurecrxue uccaedobarnus

OBUIM BBIMOJIHCIIBI ONEPALMI 110 KH3HEHNHIM MOKA3AHISIM
B CBSI3H € yrpo3oil pacnajga I HOBTOPHBIX KpOBOTCHEHTTT
13 OMyXONH M TOJIBIM CTEHO30M M Amc(arieit.

Bumogpl.

1. Hamnune B anamiese G0IbHBIX npobIoit oneparnmi
TNpH O6IIEM YHOBIECTBOPHTENBHOM COCTOSIHHU HauuenTa u
OTCYTCTBHH THCTOJIOTHYECKOTO WIM LMTONOTHYECKOTO MOJI-
TBEPXICHIST TCHEPAITH3ALIMH OITYXOJICBOTO MPOLIECCA HE MOXKET
CIYXUTB TIPUMUHOM OTKa3a OT MOBTOPHBIX OIIEPATHBHBIX BMe-
IIATENLCTB TIO MOBOAY IEPBHYHOTO pakKa KeTyKa.

2. Tlon aBCONMIOTHBIMH TIPOTHBOMOKA3AHMSIMH K BBIIIOJI-
HCHHIO NOBTOPHBIX ONEpauuif NpH NMEPBHIHOM paKe xe-
JyRKa Mbl IIOHMMAEM TAKOE COCTOSIHHE OIYXOJEBOIO npo-
Hecca, IpH KOTOPOM J1060€ ONEPaTHBHOE BMELIATENLCTBO
B TpeGyeMoM 06BeMe MM JTHIIEHO BCIKOTO CMBICHA C OH-
KOJIOTHIECKUX MO3UUMHA, WIM HEBBINOJHUMO 110 TeXHUYEC-
KHM yCcoBHAM. K TaKUM COCTOSHHSIM MBI OTHOCHM: a) omny-
XOJNCBBIC JHUCCEMHHALMH IO OpIOIIMHE ¢ aCIMTOM;
0) omyxoneByio MHGbMIBTpaLMIO NEYEHOUHO-[IBEHATLATH-
TIEPCTHOM CBA3KM; B) MacCHBHEBIE METACTA3bI B 3abpromuH-
HBIE JIUM(OY3NBI, MeTacrtas Mlnwurepa; r) omyxonessrit
TUMQAHTHT ¢ IPYGBIMH H3MEHEHMSAMH CTEHOK KenyaKa H
TOHKOH KHIUKH, MeTacra3 Bupxosa; 1) MHOKECTBEHHBIE
METAacTa3bl B MEYEHDb; €) PAKOBYIO KAXEKCHIO.

3. Hon oTHocHTenbHBIMU NPOTHBONOKA3aHUAMH K BEI-
TIOIIHEHUIO MMOBTOPHBIX ONEPALMI NPH NEPBUHOM paKe e-
JIyIKa Mbl MOHUMAEM TaKOE COCTOSHHE OIYXOJIEBOTO npo-
fiecca, IpH KOTOPOM LIENECO0OPA3HOCTH TOBTOPHOIM ONepamuu
PCIIACTCA € YYETOM OBIIETO COCTOSHUS GOMBHOTO WM KOH-
KPCTHBIX TEXHHYECKHX YCIOBMH. K TakuM cocTosmmsM i
OTHOCHM: a) eVHHYHBIE BBICBIIAHHS IO Gpromute 6e3 ac-
1uTa; 6) CONUTAPHBIE METACTA3LI B IIEYEHH; B) BpacTaHus
B TIO/DKENMYNOUHYIO Xelle3y; I) Meracras Kpyxenbepra; m)
PACIIPOCTPAHEHHUE OIYXONEBOH MH(WILTPALUKM B 30He BEpX-
HHX OpBDKEEUHBIX COCYIOB; €) AJTMMCHTAPHYIO KaXeKCHIO.

4. Kpome Toro, Mpl cuuraem HEOOXOMUMBIM BBILEINTE
B OTACNBHYIO TDYNIy CPOYHBIE NOBTOPHBIE onepauuu
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AOKCOPYBULIMH — 3CTPOH U ®ETAJBLHOI'O
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HHH kmunmeckoii onkoiooun

“Jleuenue 3MOKavCCTBEHHEBIX HOBOOOpazoBanuil neuenu
ABASETCA OQHOH M3 aKTyalbHDLIX Npobiiem COBpEeMEHHOIT
OHKoNoruu. JInms y 10—15% GonpHbIX K MOMEHTY Yyc-
TaHOBJICHHA QHAaTHO3a BO3MOXHA PajuKaNbHas onepars,
OCTAJILHBIM MOXET OBITh HPEANPHHATA MOMBITKA TONLKO
KOHCCpBaTHBHOTO JicucHus. Ilevens Apmserca opraHom, B
KOTOpOM HauboJlee 4acTO Pa3BHBAIOTCS METACTA3EL Tak,
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y OOJNBHBIX MEPBHUYHBIM PAKOM SKETyIKa. Cpoutipie mo-
BTOPHBIC OTICPALIHH TIPH MEPBHYUIIOM PaKe XKeXyaKa Mpo-
BOJUAITCS 110 KHU3HEHHBIM MOKA3aHHAM B CBS3H C pacnaioM
ONYXOJIH M MOBTOPHBIMH KPOBOTEUSHHAMHU, 4 TAKXKE 10T~
HOMH Jucharueit wiu cTeHo30M.
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The treatment for liver cancer is an important problem
of modern oncology. Radical surgery can be performed
at the time of diagnosis in 10-15% of the patients only,
the remaining cases having to receive conservative ther-
apy. Hepatic metastasis is common in cancer patients.
For instance, liver metastasis is encountered in 15-67%
of cases with breast cancer [5]. Mean life-time of patients




Clinical Investigations

HAMpUMED, IIPH PAKS MOJIOUHOI JKeIe3bl METACTA3DI B Tic-
yenu obnapyxupaiorest B 15—67% cnyuaes [5]. Cpennsas
NIPOJOIDKHTCILIIOCTDL JKH3HH TIPH HEJICUCHBIX MeTacTaTH-
YECKUX OMYXOJIsIX licucHu cocrapisier 2—6 mec [1]. Tpu
3TOM TONLKO OKOJIO 7% OGOALHBIX ObUIM KXUBBI B TEUYCHHE
1 roma.

[py Tepanuu MCPBHUIBIX M METACTATHUCCKUX OTyXONEH
IleUeHH BCC Yalle HCIONL3YeTCS pPerHoHapHas XUMMOTE-
panust [13, 14, 24], xorna pacrsopexusiii B ruapodobHOM
HocuTene (JIMMHOI0NE) IPOTUBOONYXOJIEBEIH penapar (Jo-
KCOpYOHMLMH, MHTOMHIMH) BBOAMTCS HEIOCPEACTBEHHO B
IEYCHOYHYIO apTepHIo. DTUM JOCTUracTCs HampaBIeHHOE
BO3[EHCTBHE Ha OMYyXONb Gnarofaps CENeKTHBHOMY HAaKOIl-
JICHHIO JIMIMOAOJNIA ¥, CIIENOBATENBHO, MPOTHBOOIYXOIEBOIO
nperiapaTa B NopaXeHHOH Tkanu [12]. Mbl noneiranucek yse-
JIMUUTD CENEKTHBHOCTL XUMHOTEPAIIEBTHYECKOT'O BO3AEHCTBUSA
npu xumuoambonmsanun nedenu (XOI1), ucnonssys B Ka-
qeCTBE IPENapaToB (eTalbHbiil (-QeTOIPOTEHH YElOBEKa
(ADIT) n xoMmnexc mokcopybuuut — sctpoH ([3). Bos-
JIeHCTBHE 3THX IIpEeNapaToB HA OIYXOJIEBBIE KIETKH MO-
CTHraerTcs CIeLYIOIUMH criocobaMu: 1) UCNoIb30BaHHEM
A®II B KauecTBe TpaHCHOPTHOrO GeNka s HalpaBIeHHOH
JocTaBkU JID TONBKO B OMyXOJeBbIE, HO HE B HOPMAIBbHbIE
KJIETKH; 2) IpUMEHEHHEM XHMHOAMOONHU3anuy; 3) UCHONb-
30BaHUEM BXOAAIIErO B cocTaB [D 3CTpOHa B KavecTBE
JIMraHza, B3aUMOJCICTBYIOMIETO € IIIIOKOKOPTHKOCTEPOH-
HeM penentopoM (T'P) TOMBRKO B OIyXONEBBIX, HO HE B
HOPMaJIBHBIX KIIETKaX; 4) arlonTOTHYeCKUM BO3ICHCTBHEM
A®II ToNbpKO Ha ONYXONEBBIE, HO HE HA HOPMAJILHBIE KIIET-
KH; 5) BOBMOXHBIM aHTHICTPOTE€HHBIM JeHCTBUEM KOMILIEK-
ca ADII — I3.

H3BecTHO, 4TO MHOTHE ONYXONEBHIE KIETKH HMEIOT CIIe-
uuduyeckuii MeMOpaHHslit peuentop x A®II, nocpeacTBoM
KOTOpOro TIPOMCXOAMT KIETOUHBINM 3axBaT Oemka [4, 30,
31]. YcranoBneHo Hamuuue peuerrropos x ADIT y muHmit
KJIeTok rermatoMsl uenobeka HepG2 [31], Hep3B (22], HuH-7
[20], KIM-1 [7], PLC/PRF/5 [25], Li-7 [29], NuE [23], y
JIMHUA KJIETOK paka MoNouHoit xkenmeswl yenoBeka MCF-7
[4, 31, 32], HO He Yy HOPMAJBHBIX KJIETOK B3pOCIOro Op-
ranu3ma [31]. Mcnonp3oBanvie MOHOKIOHANIBHBIX AHTHTEN
k MemOpanHoMy penentopy ADII (AFPr-1 u 2) no3zsonuino
0GHapyKUTh PeLENTOPH K 3ToMy Genky Goiee yem B 90%
cllyyaeB aJlcHOKapLUHOMEL YenoBeka [15, 17]. PenenTophl
K AQIT npucyrcrByoT B 91% crnyuaes onyxoneil MOJIOUHOM
xkenesnl, B 100% — paka Tonctoit xumku, B 93% — paka
nerkoro. C gpyroil cTopoHsi, usBectHo, uyto AMII rpol-
3YHOB COJIEPKHT BBICOKOA(D(PUHHBIE MECTa CBA3LIBAHHA CTE-
POMIIHBIX TOPMOHOB, B uacTHocTH 3crpona [3, 27} Has
A®IT uenoBeka JaHHBIE O HANUYHY TAKHX MECT CBA3BIBAHHS
CTEPOUIHBIX TOPMOHOB IPOTHBOPEUUBEI, UTO CBJI3aHO, Be-
POSITHO, C UCTOUHUKOM Oelka M METOJAMH €ro BBIIETICHHS
{16, 27). Hamn 6Grouto obuapyxeno, uro A®II n3 abop-
THBHOTO MaTepHana 4elnoBeKa (K THBHO CBSI3LIBACT ICT-
pot u I3 (n =8, Ki~3 - 10"M), uTo MOATBEPXKAACTCA He-
3aBHCHMO  TIOJIYUeHHBIMH  pesyiabratamu  [2].  IMocne
TNPOHUKHOBEHUS B KIETKU-MHIIEHH KoMIeke ADIT —12
JHccouuupyeT, a ceobomubiii APIT cBA3bIBacT HOBLIH JIH-
raus. Takum o6pazom, ogua Monexyia AMDIT MmoxeT nepe-
IIOCHTL B KJIETKH-MHIIEHH MOJEKYNIsl 1D B KOJIMECTBE,
3HAYMTEILHO TPEBBILIAIONEM 8.

with untreated liver metastasis is 2 to 6 months [I],
with only 1% surviving 1 year.

Regional chemotherapy, i. ¢. administration of an an-
titumor drug (doxorubicin, mitomycin) dissolved in a
hydrophobic carrier (lipiodole) directly into the hepatic
artery becomes an important component of therapy for
primary and metastatic liver cancer [13, 14, 24]. This
approach provides target-specific action on the tumor
due to selective accumulation of the lipiodole and an-
titumor drug in the affected tissue {12]. We attempted
to enhance the selective chemotherapeutical effect of
the liver chemoembolization (LCE) by administration
of human fetal o-fetoprotein (AFP) and doxorubicin-
estrone (DE) complex. The target-specificity of the treat-
ment is assured by: 1) the use of AFP as a transport
protein for target-specific delivery of DE only to neo-
plastic but not to normal cells; 2) chemoembolization;
3) the use of estrone from the DE complex as a ligand
binding to glucocorticosteroid receptor (GR) only in
neoplastic but not in normal cells; 4) AFP apoptotic
effect only on neoplastic but not on normal cells; 5)
AFP-DE antiestrogenic potential.

Many tumor cells are known to bear an AFP specific
membrane receptor mediating protein uptake by the
cell [4, 30, 31]. The AFP receptor is found on cells
of human hepatoma HepG2 [31], Hep3B [22], HuH-7
[20], KIM-1 [7], PLC/PRF/5 [25], Li-7 {29], NuE [23],
human breast cancer MCF-7 [4, 31, 32] but is absent
on normal cells of adult organisms [31]. As discovered
by experiments with monoclonal antibody to AFP mem-
brane receptor (AFPr-1 and 2), more than 90% of human
adenocarcinomas are receptor-positive. On the other
hand rodent AFP is known to contain high-affinity bind-
ing sites for steroids, in particular estrone [3,27]. As
concerns human AFP the data on such steroid hormone
binding sites are equivocal which may be due to different
protein sources and extraction techniques [16,27]. We
found the AFP from human abortive fetuses to bind
effectively to estrone and DE (=8, Ki~3:10"M)
which was also confirmed by independent investigators
[2]. On penetrating the target-tissue the AFP-DE complex
splits and the free AFP binds to a new ligand. Thus,
one AFP molecule may deliver much more than 8 DE
molecules to the target tissue.

We chose human AFP as a transport protein for’
DE due to: 1) no or poor production of endogenous
AFP by tumor cells in 60-70% of primary and 90%
of metastatic liver cancer cases [6]; 2) low risk of primary
or secondary immune response to AFP [6]; 3) low risk
of immunosuppression by AFP at doses administered [33].

Lipiodole is widely used in LCE. Numerous experi-
mental and clinical findings proved effective the LCE
with lipiodole and doxorubicin [10, 13, 14, 24], mitomycin
C [12-14], SMANCS (neocarcinostatin styrene conjugate)
[8, 11-14), aclarubicin [11-13]. The lipiodole LCE is used
in therapy for primary and metastatic cancer of the
liver, bronchi, bladder and pancreas [14]. The compound
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)
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Metanbhptii ADIT ycnopeka 6bin BuIOpan namMi B ka-
YeCTBE Tpanicnioptiioro Genka mrst I3 1o cnenyronmm npu-
THHAM: 1) H3-3a OTCYTCTBHSI HIIH HEAOCTATOUHOTO CONCPXKAHHS
augorenHoro AMII, NpoxyUHPYeMOro OMyXoNeBbIMH KieT-
Kamu, y 60—70% 6GonbHBIX NepBHUHBIM DPAaKOM TICUCHH M
y 90% GONBHBIX ¢ METACTATHYECKHMHU MTOPaXEHHSIMH TIEUEHH
[6]; 2) u3-3a HM3KOIt BeposTHOCTH NEPBHYIHON U BTOPUYHOIT
HMMYHHOH peakiiu opraHusma Ha APl [6]; 3) u3-3a Huz-
KOH BEpOSTHOCTH MMMYHOCYIPECCHBHOTO AeiicTBus AMII
B HCTONB3YyEMBIX f03ax [33].

Jlumuonon mupoxo ucronn3yercs ans X3I1. Muoro-
IHCICHHBIC SKCNEPHMCHTANLHBIE H KIIMHWYECKHUE MAHHDIE
YKasBIBAIOT Ha 3((eKTHBHOCTh imruomona npu XOII ¢
HCITONB30BaHHEM JoKcopybunmua [10, 13, 14, 24], muro-
munia C [12—14], SMANCS (CTHPEHOBBIt KOHDBIOTAT
HeoKapuuHocratiua) [8, 11—14], aknapy6urmna [11—13].
XOIT ¢ mpUMeHEeHMEM JHIHOLONA UCITOAB3YeTCS TIpH Te-
Palii IIEpBHHOTO ¥ METACTATHIECKOTO PaKa MEYeHH, paka
OpOHXOB, KETYHOTO My3BIPS H MOJKENYIOYHOM Kene3bl
[14]. YHUKANBHOCTE 3TOTO COCMUHEnMS 3aKI0OuaeTCs B TOM,
YITO IpH €ro BHYTPHAPTEPHANILHOM BBEICHUH 06pasyIoLHe-
C MHLEIUTBI CHIOCOOHBI HA JUIMTENIbHOE BpeMs (o 2 Mec)
3a[CPKUBATECA B OIYXOJIEBOH TKAHU U GBICTPO BBIBOMUTHCA
M3 HOpPMalnbHOH TKaHM (~24 u) [12]. Takum obpazoum,
MHIEILIBL M3 JIMITHOMONIA BBIMONHSIOT PONb [ENo [UIst pac-
TBOPEHHOTO LUTOCTATHKA, YTO NPUBOMUT K 3HAUHTENLHOMY
YBEJIMICHHIO BDEMEHH KOHTAKTA IMOCIEIHEro ¢ IIOPasKeHHO
TKaH5Io.

Yposens I'P 3HaUMTENBHO BhINE B KIIETKAaX renaToMBI
ICIOBEKA II0 CPaBHEHHIO C HOPMAIBHBIMH KIETKAMH Ile-
ueHH. Cogepxanue I'P B KiIeTKax remaTomsi Konebnercs
ot 1,9 mo 86,5 ¢pmons/Mr Genka, Torma kax B HOPMAJIBHBIX
TENaTOLUTAX STOT PENENTOp NPAKTHYECKH HE OGHApyXu-
Baercs (< 0,2 dmons/mr 6enxa) [18]. [Momumo €CTECTBEHHBIX
JTUTAHMOB, KAKOBBIMH ABJIAIOTCS TNIOKOKOPTHKOCTEPOUIEL,
I'P cnocoben a¢dexTuBHO CBA3BIBATH M HEKOTOpHIE CTe-
POMIHBIC TOPMOHBI, BKIIOYas 3CTPOH. DTUM JOCTHIraeTCs
CEJIEKTHBHOE BO3NcHcTBUE JID Ha KmeTku renaToMsl, HO
HE Ha HOpMasbHBIE TeNaTOUMThL. MHorue aBToper [18, 19
OTMEHAIOT, MTO CTEPOMIHBIC TOPMOHBI HI'PAIOT CYIIECTBEH-
HYIO pONIE B NATOr€HE3¢ NEPBHYHOIO paka medeHH. O6
3TOM, B YaCTHOCTH, CBHIETEIBCTBYIOT MAHHBIE O YaCTOTe
3TOro 3abo0JeBaHUsA Cpend >kuteiell TajtBans. B mannom
PETHOHE MEPBHYHBIA PAK MEUEHH BCTPEYACTCH Y MYKTHH
B 5 pa3s vyaile, YeM Y >KEHIMH [18]. O6HapyxeHo, uro
[JIIOKOKOPTHKOCTEPOHIBI ¥ CTEPOMAHBIE TOPMOHBI CIIOCOG-
HBI MOZYJIHPOBATH GHOCHHTE3 H cekpemyio ADIT B KieTkax
renatoMel wepes I'P, uto MoxeT GbITh CBA3aHO C pery-
JAUMEH oIyxoneBoro pocra [21, 26]. Hexotopsie aBTops
[19] mpeanaraloT Mcnonk30BaTH CTEPOHIHBIC TOPMOHBL 151
TCpallii IIEPBHYHOTO PaKa IEUCHH.

Hamu 6p1mn IOJIy4€HB! AaHHBIE O TOM, yTto ADIT 06-
JIa1acT paHee HEH3BECTHBIM CBOICTBOM BBI3BIBATL aTlONTO3
OIyXOJICBBIX KIIETOK, HMEIOMMUX PELENTOP K 3TOMY Oenky
[28]. HokasaHo, uro B KOHHeHTpauHax Beime 0,25 Mr/mi
B KynbType AMII BHI3BIBACT amoONTO3 KIETOK T[eNATOMEL
uenoseka HepG2 u muMbo6nacTonIHBIX KIeTOK uenoBeka
MT4, uto BBIDAXACTCA B KOHACHCALUM XpOMATHHA, pas-
pymennn JIHK 1 Apyrux u3MeHeHNsX, CBOMCTBEHHDIX a0~
To3ucy. HopmalnbHbie KneTkn B3pocioro Opranu3sMa moj-
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while being eliminated rapidly (for about 24 hours) from
normal tissue. The lipiodole corpuscles act as a depot
for dissolved cytostatics which increases considerably
the time of cytostatic contact with the affected tissuc.
The GR concentration in human hepatoma cells is
much higher as compared to normal liver cells. The
GR content in hepatoma cell varies from 1.9 to 86.5
fmol per mg protein while being practically absent in
normal hepatocytes (< 0.2 fmol per mg protein) [18].
Besides natural ligands such as glucocorticosteroids, GR
can bind to some steroid hormones including estrone.
This assures the DE selective effect on hepatoma rather
than on normal cells. Many authors [18, 19] believe
steroid hormones to play a significant role in primary
liver carcinogenesis. This opinion is supported, for ex-
ample, by data on incidence of this pathology in Tai-
wanese population. In this region primary liver cancer
occurs in men 5-fold as frequently as in women [18].
Glucocorticosteroids and steroid hormones can modulate
AFP biosynthesis and secretion by hepatoma cells via
GR which may be associated with tumor growth control
[21-26]. Some authors [19] suggest that steroid hormones
should be used in therapy for primary liver cancer.
We discovered that AFP demonstrated the previously
unknown ability to induce apoptosis of tumor cells
bearing the protein receptor [28]. The AFP at concen-
trations above 0.25 mg/ml induced cell apoptosis in
human hepatoma HepG2 and human lymphoblastoid
cells MT4 as detected by chromatin condensation, DNA
decay and other changes specific for the apoptosis. Normal
cells of adults are fully refractory to the AFP apoptotic
action. Our method of drug administration provides AFP
local concentration in the affected tissue close to that
needed for the AFP apoptotic effect on tumor cells.

One hour incubation of AFP and 17B—estradiol (1
and 0.5 mcg, respectively) at room temperature leads
to generation of a complex able to inhibit estrogen-
dependent growth of human breast cancer cells MCF-7
transplanted to immunocompromized mice [9]. This effect
appeared to be associated with antiestrogenic action
of the AFP and 17B-estradiol complex. It is therefore
reasonable to expect a similar effect of the AFP-DE
complex on estrogen-dependent tumors.

This paper presents results of phase I clinical trial
of AFP and DE complex (DDS-DEA) in patients with
primary and metastatic liver cancer.

Materials and Methods. The phasc I clinical trial was perlormed
in 8 paticnts with liver cancer (4 malcs, 4 females). The patients’
age was ranging [rom 19 to 60 ycars (mcan 46 ycars). Distribution
ol the cascs with respect o cancer nosology is presented in table |,

The diagnosis of primary liver cancer was verilied morphologically
in 7 paticnts mainly (6) by laparoscopy with biopsy or transcutuncous
finc nccdle biopsy, onc patient had previously undergone surgery
(rescction of liver segment VI at the CRC RAMS) and thercfore
the diagnosis was made basing on morphological study of the surgical
specimens. In one case the diagnosis of primary cancer was bascd
on angiography, computed tomography and ultrasound findings. Hepa-
tocellular carcinoma was the predominant morphological type. Tumor
ype was not identified in onc paticnl, two patients had primary
liver cancer superimposed on cirrhosis. In three cases the tumors
were AFP-positive.

All the paticnts were inoperable: 3 patients due to bilobur liver
discasc with multiple foci 4 1o 15.6 ¢m in size, the remaining 5 presented
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Tabnuya 1

Table 1

Pacnpenenenune 6onbHbiX, nonyuuswunx AP v komnnexc A3 BHYTpuaprepuanbHO, Mo Hosonoruveckum dopmam
Distribution of patients receiving AFP and DE-complex intra-arterially with respect to disease nosology

flon BospacT, rogbt AwnarHoa Mopdponorus paka A®M-npoba quaMfwﬂ, [103?"[13.

X.IF 56 [epBuuHbLIA pak neueHu lenarouennonapHbIdA OrpuuarenbHas 12 20—40
Primary liver cancer Hepatocellular Negative

XK./F 58 MNepsuyHbil pak neuyenun, nnesput |HenaeHTUbUyMpoBaHHLIN « 1 20
Primary liver cancer, pleuritis Not identified

M./M 19 MepBuuHbIi pak nedeHu, MeTa-|FenaTouennoNApHLIA « 1 30
cTast B 3abpiowunHHble numdo- | Hepatocellular
yansi
Primary liver cancer, retroperi-
toneal lymph node metastases

M./M 46 MNepeuyHbil pak neveHn, metacra- « « 2 40
3bl B KOCTH
Primary liver cancer, bone meta-
stases

WK IF 53 MepeuuHbIA pak neuenu, UUppo3 « NonoxurensHan 2 60
neyeHu Positive
Primary liver cancer, liver cirrhosis

M./M 37 MNepsryHas onyxonb neyeHun HenaentuduunposarHbiii |OTpularensHasn 2 60
Primary liver tumor Not identified Negative

M./M 60 MepeuuHbii pak nevenu, yuppos|FenaTouenmonapHbIi NonoxvrensHas 4 60
neyeHu Hepatocellular Positive
Primary liver cancer, liver cirrhosis

XK. /F 31 MNepBuyHEIA pak neyeHn, metacra- « « 4 70
36l B nerkwe, numdoysnel cpepo-
CTEHUA
Primary liver cancer, lung and
mediastinal lymph node meta-
stases

Sex Age, years Diagnosis Cancer morphology AFP-test AFPrggse, DEnc‘i;se,

HOCTBIO PE3UCTEHTHH K alloNTOTHYeCKOMY aeiicTBrio ADIT.
Hcnons3yemsiit HaMH crioco6 BBENEHHA TpENapaToB IO-
3BONAET CO3MaTh JMOKaNbHYl0 KoHLeHTpauuio APII B mo-
PaKCHHOH TKaHK, OIH3KYI0O K TOH, YTO HeoOXomuMa st
NposBIIeHHA anonroTudeckoro 3ggexkra ADIT Ha omyxo-
JIEBBIE KIIETKU.

O6HapyxeHo, YTo MHKYOaLus NpH KOMHATHOM TemIe-
patype B tedeHde | u A®II u 17B-acrpagmona (1 u 0,5
MKI' COOTBETCTBEHHO) NPHBOAUT K TreHepalid KOMILIEKCA,
CII0cO6HOro HHIHGHPOBATE 3CTPOrEH3aBHCHMBII POCT KIETOK
paxa MolouHoH xene3sl uenoBeka MCF-7, TpancmiaHTu-
POBaHHBIX HMMYHOJEPUIMTHEIM MbliaM [9]. Okaszanocs, 4To
obuapyxeHHbIH (QEKT CBA3AN ¢ AHTUICTPOTEHOBLIM JEii-
crBueM xomrmekca AMIT — 17B-scrpamgnon. Ha stom oc-
HOBaHHH MOXHO OXMIaTh aHAJOTWMYHOIO JACHCTBHA M JUIS
obpasylomerocst komuiekca ADPIT —J13 npH neYeluH 3¢T-
POTEH3ABHCHMBIX OIIyXOJNEH,

B nacrosmeit paGote npeacrapiaenst pesyasTats! 1 pasnt
KinHnuueckoro ueenenosanusa A®IT u xommnekca I3 (npe-
napar DDS —DEA) y 6GonbLHLIX ¢ NEpBUULLIMI H Me-
TACTATHICCKUMH HOBOOOPA30OBAHUSIMH IICUCHH.

Marepnann u meroant. ITo | Gpase KIMHUUCCKHX HCIBLITARKNIT MPOBCACHO

neucic 8 GONBHBIX CO IOKAUCCTBCHHBIMH HOBOOBPUZOBAIHAMIL TICUCHL
(MyxunH — 4, sxcnwmnn — 4), Bospacr Goasibix koncbancs or 1Y po

with total or subtotal discase with mctastasis to bones (1), retrop-
critoncal lymph nodes (1), lungs and mediastinal lymph nodes (1),
pleura (1). Seven paticnts had no previous specific treatment, 1 paticnt
had reccived 3 cycles of regional intrahcpatic chemotherapy with a
short stabilization period, on discase progression he received DE and
AFP, lipiodolc-ultrafluid.

Mode of DE and AFP administration. The preparatory procedure
was similar to that of angiography. On Scldinger transcutancous aortal
catheterization the catheter distal end was fixed in the hepatic artery
(common or proper) to perform angiography and further analysis
of arterial and venous phases. It is important to makc surc (by
means of x-ray moniloring) that blood docs not get into vesscls
other than the hepatic artery system.

Sterile AFP was dissolved in 0.9% sodium chloride solution to
bc administered by slow bolus (I ml/min). Solvent to drug ratio
was 5 ml to 2 ml

Sterile DE was first dissolved in 1-2ml ol absolulc cthanol at
mild hcating. The resultant solution was mixed with 10-12 ml of
lipiodolc-ultrafluid. Ethanol was then vaporized ofl by 20-30 min
boiling. The DE suspension in lipiodolc-ultralluid was administered
under the x-ray guidance to the hepatic artery and accumulation
of the chemoembolization mixture in the liver tumor was monitored.

The accumulation of the chemocembolizing mixture in the affcected
tissuc, slow-down or cven temporary complete block ol hepatic (com-
mon or proper) artery blood low arc criteria of correet and clfective
procedure.

Tablc | demonstrates that AFP starting dose was 1 mg, maximal
4 mg, DE doscs varied [rom 20 to 70 mg. Seven patients received
1 and one paticnt 2 administrations. Thus, 8 paticnts received 9 LCE
administrations. The procedures in the § patients included 3 supersc-
lective chemoembolizations, 3 chemocembolizations with cathelerization
of the proper hepatic and 3 of the common hepatic artery.
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Kaununecxue uccaedobarus

Ta6bnuya 2

Table 2

YacTtoTta u BbIPAXKEHHOCTL l'IOCT3M60nM3aLlMOHHOl'O cuHapoma y bonbHbIX co 3noKa4yeCcTBeHHbLIMU HOBOOGpa3OBaHMHMM nevexn,

nonyyasuwmx A®M u O3 BHyTpuapTepnanbHo

Frequency and severity of postembolization syndrome in patients receiving intra-arterial treatment with AFP and DE-complex

KnuHuueckue NpyU3Haku nocr-
3M60ﬂM3auMOHHOfO cuHapoMa

20—30 mr A3 + 1 Mr Adf1
(3 BBegeHus)

40 mMr 13 + 2 mr AdnN
(2 BBEpEHUR)

60 mr 13 + 2—4 wmr A®I1
(3 BBEAEHUS)

70 mMr I3 + 4 mr AN
(1 BBegeHue)

bonu 8 xusoTe:
Abdominal pain:

| crenenu / grade | 1/3
Il crenenu / grade I 0
Il crenenu / grade || 0

TowHoTa — peoTa
Nausea/vomiting

| crenenu / grade | 0
If crenenn / grade It 0
Il crenenn / grade I 0
MNoBbiweHne Temnepatypbl Tena
Fever
| crenenn / grade | 2/3
Il crenenn / grade | 0
Il crenexn / grade 1l 0

1/2 213
0 1/3 in
0 0 0
1/2 2/3 0
0 1/3 0
0 0 n
1/2 213
0 1/3 171
0 0

20-30 mg DE + 1 mg AFP

Postembolization clinical symptoms (3 administrations)

40 mg DE +2 mg AFP
(2 administrations)

60 mg DE + 2-4 mg AFP
(3 administrations)

70 mg DE +4 mg AFP
(1 administration)

NpuMeuanue. B uucnurene —umcno GonbHbIX ¢ AAHHLIM NPU3HAKOM, B 3HaMeHaTene — oblyee YUCNO GONLHBIX.
Note. Numerals in the numerator demonstrate the number of patients having the symptom, numerals in the denominator demonstrate the total number of

patients.

60 ncr (cpeammit pospacr 46 ner). Pacnpenenenuc 6oapHbix 1Mo HO%O-
JIOTHYCCKUM (hOpMaM NPCACTABICHO B Tabn. 1.

Mopdonornucckas sepudmuxanmus auarnosa MCPBHYHOTO PaKa NMCYCHU
nonyycHa y 7 HonbHbIX, y GonbumHcTBa (6 GonbHbIX) McTromoM nara-
POCKOMHHU ¢ GHOMCHEH MM MYHKLMOHHO#M YPCCKOXHOH GHOMNCHH, omHa
NAUNCHTKA paHee oncpupoBaHa (pesckuus VI cerMeHTa ncucHu OHI]
PAMH) u, cncmobatensHo, auarsos YCTaHOBJICH Ha OCHOBAHHM Mop-
(POJIOTHUCCKOrO  MCCICOBAHHS ONCPALIMOHHONO Matcpuana. Y opwHoro
60NBHOro AMArHO3 MEPBHYHON WIOKAYCCTBCHHOIM OMYXONH OCHOBBIBANCA
Ha JaHHBIX AHFHOTpadHUCCKOro, KOMIBIOTEPHO-TOMOTPAdHYCCKOro M
YNBTPA3ByKOBOro Heencaosanui neucHu. Ipeobnanan [CNIATOLCNMIONSAp-
Hbilt BAPHAHT MOPGONOTHYECKOrO CTPOCHHS TICPBUYHOTO paka. Y ofHOro
BonbHOro GbiT HCHACHTH(HLMPOBAHHBIH paK, y AByx GONbHBIX — mnep-
BHYHBIH pak Ha GOHC UMppo3a. Y Tpex GonbHbIX onyxone Gbuta AMII-
TOJIOXHUTCABHOMN.

Bee 6onbubic Geinu HeomepaGenbHbIC M3-31 MACCHBHOCTH OMyXONCBOro
TIOPOKCHHS NEYCHH — GUIIOBAPHOC MOPAKCHHE ¢ PASMCPAMM MHOKCCT-
BCHHBIX o4aroB oT 4 f1o 15,6 ¢m (3 GONbHLIX). V OCTANBHBIX § MauUCHTOB
TNOPANKCHUC NCUCHH OBIIO TOTANBLHBIM M CYGTOTANIBHBIM M H3-32 HATMUYHS
OTAAJICHHBIX MCTACTa30B: B KOCTH — Yy | 6oneHoro, B 3abprouiMHHbIC
AuMpoy3nsl —y |, B fCrkuC H NHMGOYIBI CPCOOCTCHUA — y 1, B nnes-
Py —Y L oHHM TaKke GpUTM HeomcpaBenbHbic, Patce 7 6obHbIX cre-
LMHUCCKOTrO JICKAPCTBCHHOTO JICYCHHSA HE MONYYanH, ORHOMY MAUMCHTY
NPOBCACHO 3 Kypea PCTHOHANBHON BHYTPHIICHCHOYHOI XUMHOTEPANTHH
C KOPOTKMM TICPHOLOM CTABHIMIALMA, MIOCMC MPOTPCCCHPOBAHUS GONIC3HHU
OH monyyan JID u ADdI], TUnUoaon-ynsTpagayun.

Memoduxka ssederus konmuexca 439 u AL BonbHoii rotobutes K
MIPOLCAYPC KAK K OBBIYHOMY aHrHorpadmycckomy Heenenobanmo. [ocnc
UPCCKOKHON KATCTCPU3ALIMM aOpPTHI MO CenbauHrepy AMCTANIBHBIN KoHew
KaTCTCPA YCTAHABIMBACTCA B CHCTCMC TICUCHOYHOIM apTepud (obuicit uau
COBCTBCHHO TNCUYCHOUHOM), BBIMOMHACTCA AHTHOTpa(Hs ¢ MOCICAYIOWHM
AHIUJIU30M aPTCPHANBHOH H BCHO3HOM da3. Tloa peHTICHOTCNCBM3HOHHDBIM
KOHTPONEM ¢ NOMOLUBIO PCHTTCHOKOHTPACTHOTO BCIICCTBA (scporpacdun,
TPHOMTPACT U ADP.) HCOOXOAHMO YBCAHTBCS B OTCYTCTBHH cBpoca KpoBH
B AAPYTHC, KPOMC CHCTCMBI NCYCHOUHOH APTCPHH, COCYAUCTBIC BACCCHHbL,

Crepuabhbiii npenapat AMI] pacteopsicred B 0,9% pactope xsopuma
HATPHA M BBOAMTUA BHYTPHAPTCPHANIBHO MCIICHHO CTPYitHO (1 MI/MHH).
Ortnowenne foncit pactpoputens « NpCHApaTy — 5 MA pacTBOpHTCHA,
2 M npenapata.

CrepunbHpiit nipeniapat koMmnckea AD cHauaia pactBopsactes 1—2
MIT aBCOMOTHOTO JTaHOMA NPy cllabom Harpesanud. IonyucHHsIi pacTnop
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Results and Discussion. There were no complications
associated with catheter fixation or removal.

AFP and DE gastrointestinal and renal toxicity. Table
2 summarizes data on frequency and severity of postem-
bolization syndrome in the liver cancer patients under-
going AFP and DE therapy. There was one episode
of abdominal pain immediately after administration of
the chemoembolization mixture at a DE dose 20-30
mg and an AFP dose 1 mg, another two patients pre-
sented with grade I fever. These patients had fever at
8 and 10 hours after the procedure that lasted for not
more than 8 hours. There were two administrations
of DE at 40 mg and AFP 2 mg. Grade I abdominal
pain, nausea, fever were detected during one admini-
stration. 4 chemoembolizations were performed with DE
at 60-70 mg and AFP 2-4 mg. The toxicity was more
marked: 2 patients had grade II abdominal pain im-
mediately after (1) and at 2 h following treatment. The
pain was intense, localized in right hypochondriac region
with irradiation to the right shoulder and lasted for
10-12 h. Grade I-II nausea and vomiting were detected
during three administrations, grade III during the ad-
ministration of DE at 70 mg and AFP at 4 mg. Grade
I-II fever was observed during all four administrations
of DE at 60-70 mg and AFP at 2-4 mg after the procedure
(2 patients) and at 7-8 h (2 patients). The symptom
lasted for 16 h on the average.

Table 3 demonstrates AFP and DE-complex effect
on aspartate aminotransferase (AST), alanine aminotrans-
ferase (ALT), alkaline phosphatase (AP), urea, creatinine
and bilirubin content. The DE plus AFP toxicity was
dose-dependent and not greater than toxicity of DE alone.

AFP and DE hematological toxicity. Table 4 summarizes
data on AFP and DE effect on hemoglobin content, WBC




Clinical Investigations

emeunBaioT ¢ 10—12 ma aunnopon-yasrpadaysaa. Tlocne aroro sranon
YAMTSIOT YIAPHBAIIHCM TIDH KHICHHH B TCUCHHC 2030 mun. CycrcHsus
xommackea JAD B aunuonon-ynabTpadayHac BBOAHTCSA MOA KOHTPONCM
PCHTCCHOTCIICBHICHHS B TICHCHOMHYIO APTCPHIO UCPC3 20 mun nocne ADILL

KpuTcpHcM NPaBHabiiocTt 1 ohhCKTHBHOCTH NPOBCACHHUS MTPOLCAYpbI
ABASCTCA BU3YAIBHO HaOMIOAMCMOC HAKOMACHHUC XMMHOIMOONH3KpYIOLCH
CMCCH B 30HC ONYXOINICBOTO MOPAKCHUS, 3aMCUICHHC, & WHOrAa W BpcC-
MCHHOC TIOMHOC MPCKPALICHHC KPOBOTOKA B McucHouHOMH (o6uci, cob-
CTBCHHO TICUCHOYHOM) apTCpHH.

W3 tabn. 1 suaso, uTo HauanbHasg Aosa AMIT 6bima 1 Mr, MakeH-
MTbHag —4 wr, poza A3 koncBamack ot 20 mo 70 mr. 7 GoibHBIX
MOAYHANM TI0 OAHOMY BBCACHHIO ¥ OfIHA MALIMCHTKA — 2 BBCACHHS. Taxnm
o6pasom, 8 GonbHBIM miponcacHo 9 XOI1. s XUMHMOIMBONHU3ALMH, Bbi-
MOJIHCHHBIX Y 8 TAUMCHTOB, B 3 clyyasX YAamach CYNCPCCACKTHBHASA
XHUMHOOMBOMM3ALMA, Y 3 BOMBHLIX AMCTAIIBHBIA KOHEL KaTcrepa Gbun
YCTAHOBJICH B COGCTBCHHO TICYCHOUHOM, y 3 — B obwicit TCUCHOUHOM ap-
TCPHH.

PesynbTathl M obcyskaenme. OCIOXKHCHUA, CBA3AHHBIC C
MOCTAHOBKOH M yHaneHueM KareTepa Hnsi XO OTCYTCTBO-
BaJIU.

Hccnedosanue jcely00uHO-KULUEHOU 1 NOYe HOT MOKCUY-
nocmu APIT u xomnnexca JI3. B T1abn. 2 mpeAcTaBlICHb
NAHHBIE O YACTOTE Pa3BUTHA U BBIPDAXKCHHOCTH IIOCT3M-
BONM3ALHOHHOIO CHHApPOMA Y GONBHBIX CO 3JI0KaYCCTBEH-
HBIMM HOBOOOpPA30BaHHSAMH TEYEHH, KOTOpBIC ITOIy4Yanu
A®II u ID. W3 pmauupix 1abn. 2 cielyeT, 4TO IIpH JI03C
2 2030 mr u A®II 1 Mr 6omu B XHBOTC BO3HHKAIH
cpasy IOCNe BBENEHHS XHMHOIMOONM3HpYIOIUICH CMECH
JWIIbP HA OMHOM BBENEHHH, €INEe B JIBYX CAy4YasX MbI OT-
MeTHIIM TTOBBINIEHHE TeMnepaTyphl Tena I crenenu. ITossbime-
HHE TeMIIEpaTyphl 3aperMCTPUPOBAHO Y ITHX DONBHBIX Yepe3
8 u 10 u moclme NpoUeAypsl C NPOAOIDKUTENBHOCTBIO HE
Gomee 8 u. ITo 40 mr D u mo 2 mMr A®II mposeneHo
nBa BBegcHMA. Ha ofHOM BBelEHMHM OTMeYeHb! 6omu B
HUBOTE, TONIHOTA, PBOTA, TIOBLIMEHUE TeMnepaTyphl I cre-
neru. Ilpu mosax O3 60—70 mr u ADII 2—4 wmr rnpo-
H3pegeHo 4 xumuosMmbonusauuu. IIpH 3TOM TOKCHIHOCTD
6b1a Gonee BbIpaxkeHa: y 2 GONBHBIX OTMEdaNuCh GONH
B kuBoTe II cTemenH, KOTOphIE BO3HHKAIM HEMOCPEICT-
BEHHO OCIe TpoBeleHUs jedeHus (B 1 caydae) U depes
2 9 (y JApYr¥MX HAlMEHTOB), OBUIM HHTCHCHBHBIMH, JIOKa-
JM30BAJIHCH B IPaBOM Iopefephe ¢ HppaJlalHei B IpaBoe
utedo. MpoxomxuTensHocTs 60M1eBoro cunapoma 10—12 .
Tommuora ¥ peota I—II crenenu ObLIM OTMEYCHBI IIpH
Tpex BBemeHMsx, III cremenu — npu BBeAeHUU 70 Mr J1iE)
u 4 mMr A®IL Tlossimenue Temneparyphl 1—II cremenn
OTMEUEHO Ha BCEX HETHIpEX M3 4eThipex BBeeHHH 60—70
mr 9 u 2—4 mr A®II cnyers 2—4 4 niocne NnpoBeAcHHA
npouenypsl (y 2 mauueHToB) W uepe3s 7—8 u (y 2 mauu-
eHToB). IIpOJNOIKUTENLHOCTh 3TOrO cHMITOMA Oblla B
cpefHeM paBHa 16 4.

B Tabn. 3 mpeacTapienb gaHusie o BaugHnun ADIL 1
KOMIUIexca I3 Ha aKTHBHOCTB acHapTaTaMHHOTpaHChepasbl
(ACT), anannHaMuHoTpaHchepassl (AJIT), wenoanoi goc-
(ataspr (IL{D), comepkaHue MOUECBUHBI, KpeaTHHHHA W OH-
nupy6uHa. BBIpaskeHHOCTD NPOSIBIEHUS TOKCHIECKHX 3¢ dek-
ToB xommiexca JID u ADII 3apucena 0T BBEAEHHOH H03bI
IIpenapaToB H He MIPEBOCXOIWIIA H3MEHEHHH, HAGMIOAEMBIX
npu BBemeHun 3 6e3 ADIL

Heenedosanue zemamonozuueckoti moxcuunocmu A®PIL u
xomnaexca JI3. B Tabn. 4 npeAcTaBiIeHb! JAHHBIC O BIHANHH
A®II u xommiekca JID Ha cofepxaHue reMoraobuna, neii-
KOLMTOB U TPOMOOLUUTOB. BeipaXKeHHOCTD IPOSBICHMS TOK-

Tabnuya 3 Table 3

BrnmaHue A®I u komnnexca 9 npu COBMECTHOM
OAHOKPaTHOM BHYTpWaprepuankHOM BBeAeHun

Ha akTueHocTb ACT, ANT, W®, cogepxaHne MOHEBUHDLL,
KpeaTMHMHa W Gunupy6uHa

Effect on AST, ALT, AP activity, urea, creatinine,
bilirubin content of AFP plus DE single intra-arterial
administration

KonuuecTso GOMbHbIX € TOKCHYECKUMA
nposBneHvaMn
MNokasaTenu neveHOHHOR
i i 1 1 il v
n noveuHoh yHKUUin
cTeneHy | cTeneHu | CTENeHy | cTeneHn

AlB{A]|B|A|B|A|B

e /AP 4laj2|211y11-1-
ANT/ACT / ALT/AST 213 (3(1|-{2]-1~-
MouesuHa / Urea el ==l =-]=-1=-1-10-
Kpeatutut / Creatinine -l1l=-1-=-1-]~-1-1-
Bunupy6un / Bilirubin 212y =-jtt=4=-1-1-

AlB|A|B|A|B]A|B

Liver function parameters grade | | grade Il | grade Ill | grade IV

No. of patients with toxicity

NMpumeuaHue. 3aeck v B Tabn. 4 onpepeneHue nokasatenei NeyeHosHoM
W nouyeuHoid yHKUMA nposogunu o (A) m cnycta 2—6 axen (B) nocne
BHyTpUapTepuancHoro BBefeHWs KoMnnekca 03 n AQMN; obiyee KONKYeECTBO
nayuexTos — 8.

Note. Here and in table 4 measurement of liver function parameters
was performed before (A) and at 2-6 days (B) following intra-arterial ad-
ministration of DE and AFP; total number of patients was 8.

and platelet count. The DE plus AFP toxicity was dose-
dependent and not greater than toxicity of DE alone.

So, the study demonstrated that DE plus AFP tox-
icities were dose-dependent and not greater as compared
to DE alone (at compatible dosage).

Chemoembolization with DE may be used in in-
operable primary liver cancer. Of much prognostic im-
portance may be high concentrations of endogenous
AFP, the presence of AFP receptors and GR in tumor
tissue which necessitates their testing.

Ta6bnuua 4 Table 4

Brnauue A®N u xomnnekca [13 npn COBMECTHOM
OAHOKPAaTHOM BHYTpuapTepuanbHoM BBefeHUU

Ha cofepXaHue reMornobuHa, neakounToB W TpoMGouuTOB
Effect on hemoglobin content, WBC and platelet count

of AFP and DE single intra-arterial administration

KonuuecTso GorbHbIX ¢ TOKCU4YecKumu
npoAsneHusMyu

Mokasartent Kposu
| cteneHu | Il cTenenu | Il cTenenn | IV cTeneHy

A B A B A B A B

[emornobuvH 4 2 — 2 - - — -
Hemoglobin
NevikounTsl - 1 - - - - - -
WBC
TpomGouuTbl - - - - - — - -
Platelets

A B A B A B A B

Blood parameter grade | grade i | grade il | grade IV

No. of patients with toxicity
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Kaunurecxue uccaredoBanus

cudecknX addexton xomrekca I3 u AMII 3asiicena or
BBEJCHHOH O3Bl MpPEnapaToB M HE MPEBOCXOMMIA H3MC-
HeHU, HaOmomaeMbix npu BBegeHun 3 6e3 ADIL

TaxkuMm o6pa3om, B pe3ynbpTaTe HCCICMOBAIIMS KOMILICKCA
A3 u A®IT obHapyxeHO, UYTO CTEeMeHb MOBOUIBIX TOK-
CHYECKHX 3(D(PEKTOB 3aBHCHUT OT 403 BBEACHIILIX npenapaTon
M 1060UHbIE TOKCHYECKHE 3(B(EKTDI IPH COBMECTIOM BBe-
JEHUH MPEenapaToB HE IPEBLIIANK TAKOBBIX (B CONOCTa-
BHMBIX [03aX) IIPH BBeJEHHHM KoMiulekca 3 6e3 A®DIL.

CrenoBaTensHO, METOL XHMHOIMGOIH3ALHH C JI3 Moxer
HCTIONB30BATECS Y HeONepabelbHbIX GONBHBIX C MEpBHY-
HBEIMH  3JI0KA4ECTBEHHBIMH HOBOOODA30OBAHMAMH [CUCHH,
TIPH 3TOM BAaXKHYIO POIb B IPOrHO3UPOBAHHM 3((EKTHB-
HOCTH XMMHOTEPAIIEBTHYECKOTO BO3AEHCTBHS MOTYT HTpaTh
BBICOKME KOHUEHTpaluu sHporenHoro AMII, a taike Ha-
muane ADII-penentopoB u I'P B onyxoneBoit TkaHu, uaTo
HenaeT HeoOXOMMMBIM HX ONpeacieHye.
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CPABHUTEJIBHASI OLIEHKA PE3VJILTATOB
JIEYEHHUA BOJIbHBIX PAKOM SHIOMETPUSI

HHH kmunmveckoit onkonosuun

JlaHHBIE INTEPATYPBl MOCHEAHHX JIET CBUAETENLCTBYIOT
O 3HAYUTENBEHOM pOCTE YPOBHsS 3a00JIeBaeMOCTH pakoM
SHIOMETPHA U NEPEMEILCHHH 3TOT0 3aD0NEBaHHS HAa MEPBOE
MECTO B CTPYKTYPE I'HMHEKOJOTHUECKOH OHKONATONOTHHM.
ITo-BunuMomy, 3TO CBA3aHO C POCTOM 9ACTOTHI H BBIpa-
KEHHOCTH OGMEHHO-3HJIOKPHHHBIX HADYIIEHUH, NMPUBOIS-
KX K THIEPICTPOTEHUH, aHOBYISAIUH, OXHUPEHHIO, HAPY-
mWeHHIo GyHxumn meuenu [1, 3, 5.

Ha oTmanennbie pesymbraTbr jeueHnst GONBHBIX pakoM
Tela MaTKH OKA3BIBAIOT BIMAHHE CTa/(yst 3a60JICBAHUS, THC-
TOJIOTHYECKast CTPYKTypa ONyXonu H ee Juddepenimposka,
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There was a rise in endometrial cancer incidence with
the melignancy becoming the most common gyneco-
logical cancer. This seems to be related to increase in
frequency and severity of exchange and endocrine dis-
orders leading to hyperestrogeny, anovulation, obesity
and liver dysfunction [1, 3, 3].

Follow-up results of treatment for endometrial cancer
depend upon disease stage, tumor histology and dif-
ferentiation, depth of uterine muscle invasion and ade-
nocarcinoma receptor status [1, 2, 4, 5]. The published
data on the role of surgery extent and the use of hormonal




