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KJIIMHUYECKUI OIIBIT IPUMEHEHUSA
TAMOKCH®EHA ITIPU ATEHOMATO3E
SHAOMETPHUS U BOJBHBIX

B PEINPOAYKTUBHOM BO3PACTE

HHUHN xnunuseckoit onxonozuu, Poccutickuti nayuno-uccredosamenverutl
YeHmp aKkyuepcmed, 2UHeKoRo2uu U nepunamanozuy, Mockea

Bricokas 4acToTa pa3BUTHA paka IHIAOMETPHUSA HACTOM-
TENbHO yKa3blBaeT HA HEOOXOIUMOCTb COBEPLIEHCTBOBAHHS
NpoQHUIAaKTHKH, TUATHOCTHKU M TEPANHU THIEPIIacTHYEC-
KMX IPOLIECCOB 3HAOMETPHS, KOTOPble HaBIIOAI0TCS Y JKeH-
IIKMH B TIOOOM BO3pacTe U y psaa OONbHbIX MpeIIlecTBYIOT
paky 3HpoMetpus {10, 12, 14, 16]. Ocoboro BHuMaHus 3a-
CIIyXHBAKT JUIMTENbHO CYIIECTBYIOLUINE, YACTO peLUAHBH-
pYyIoUIYe TMIEPNIACTHYECKHE MPOLIECCHI, TPEXAE BCErO, HAU-
6onee Taxenble MX GOPMbI — aJAEHOMATO3 U ATHIIHYECKASA
THIEPNIa3ns 3HAOMETPHA, TECHAS CBA3b KOTOPHIX C pa3BH-
THEM HMHBa3HUBHOTO paka oTmeueHa B 20—50% Haburone-
Huii [1, 18, 19, 22]. AHaNU3 COBpPEMEHHBIX KOHCEPBATHBHbBIX
METOAOB JIeYeHHs 3THX 3a00NeBaHMH HE JaeT Ul NpPaKTH-
YecKMX Bpadeil 0OHaleXXMBAMOIIMX MEPCIEKTHB. YacTo BO3-
HHMKAIOT PELUIMBbI, MOSBIAIOTCA PE3UCTEHTHbBIE K reCTareH-
HBIM mpenapaTtaM ¢Gopmbl.

B 6onbiunHCTBE HccnenoBaHUE AOKa3aHa PoNib CTEPO-
UJIHBIX TOPMOHOB B DEryJSLUM NPOLECCOB pocra, mudde-
peHUMaLKHU ¥ nponudepaluu kiaeTok sugoMerpus [3, §]. Ilo
JaHHbIM KIMHHYECKUX HaOMIOIeHHH, BOSHUKHOBEHUE THITED-
H HEOMNIACTUYECKHX NPOLIECCOB IHIOMETPUS, B YACTHOCTH
aJleHOMaTO03a, MOXKET ObITb CBA3aHO C HapyIUeHHEM TOpMO-
HaJIbHOTO OaaHca, XapaKkTepH3YIOIUMCH, 1O JaHHBIM pa3-
HbIX aBTOPOB [5, 16, 24}, nuOo runepscrporeHnei, 1M6O ru-
nepaHAporeHued. DTH HapylleHus HaOIIOZAIOTCS MPH Xpo-
HMYECKOH  AHOBYNALMH, MOJUKMCTO3HBIX  AMUHHMKAX,
FOPMOHAJIbHO-aKTUBHBIX ONYXOJSAX AUYHUKOB [1, 2, 4]. Pac-
LIMPEHHE 32 NOCIEAHHE TOIbl UCCIICTOBAHUMA, KACAIOLUXCS
OMOJIOTMH OMYXOJIEBOTO POCTA MPM paxe IHIOMETPHS, MO-
3BOJIMJIO BBICKA3aTh MPEANOIOXEHHE O POJIM HE TOJILKO rop-
MOHOB B MATOreHe3e HMEPITIACTHYECKHX MPOLECCOB IHIO0-
METpHS, HO U PAAA APYruX OHOJOTMYECKU AKTUBHLIX Be-
IIECTB, TAKUX KaK [MPOCTATJAHAWHBI, MOMUMENTHIHbIC
(bakTopbl POCTa, a TAKXKE CUCTEMbI TYMOPAJILHOT'O M KJIETOY-
Horo ummyHurera [6, 7, 11, 15, 17, 21].

OnHol 13 OCHOBHBIX NPUYHUH HEIPHEKTUBHOCTH HCIIONb-
3yEMbIX METOOB JIECYEHUSA TUNEPIIACTHYECKUX MPOLIECCOB IH-
JOMETPHA CIIERYET CUATATb HEAOCTATOYHOE 3HAHKME NATOreHE-
THYECKMX MEXaHU3MOB, KOTOpbIE JIEXAT B OCHOBE 3THX 3a60-
neBaHuil. B cBsA3M ¢ 3TUM NpeACTaBIsAeTCS BeCbMa aKTyallbHbIM
NOMCK HOBbIX METOJIOB TEPANUH CTONKHMX TUNEPIIACTHYECKHX
NIPOLIECCOB 3HIOMETpPHSA, B YACTHOCTH MPEAPAKOBLIX €ro Co-
CTOSIHMH, HA OCHOBE YXK€ U3BECTHBIX (AKTOB, KOTOPbIE UMEIOT
TECHYIO CBS3b C [ATOTEHE30M 3ITHX MPOLIECCOB, 4 UMEHHO, HC-
N0Jb30BAHNE AHTHICTPOTEHOB B JIEUEHHH 3THUX 3a00NIeBaHH.

ene HacToswero vcciaegoBaHHS — COBEPLIEHCTBOBA-
HHeE JIeYEHHA aJeHOMATO3a SHAOMETPUA B PENPOIAYKTHBHOM
BO3PACTe C UCMOIb30BaHHEM TamokcudeHa,

Marepnanas! u Metoasl. Hamu oGcnetoBana 51 keHlMHa penpomyk-
THBHOTO Bo3pacTa (cpeHuit Bospact 30,940,97 rofa) ¢ peunMBIPYIOIMMH
TUMEPIIACTHYECKMMH [IPOLIECCAMHU SHIOMETPHS U a1eHOMATO30M, KOTOPbIM
paHee GesycreilHo NpoBoAMack ropmoHotepanus 17-OTK, nporecrepo-
HOM M IecTareHaMM HopcTepoHAHOro psajga. KOHTponbHyio rpynmy cocTa-
Buad |l KeHIUMH pPEMpPOIYKTHBHOTO BO3pacTa (CpeHUA BoO3pacT
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The high incidence of endometrial carcinoma neces-
sitates measures to improve prevention, diagnosis and ther-
apy of endometrial hyperplasias that are encountered in
women of any age and in some casess are precursors of
endometrial cancer [10, 12, 14, 16]. The most dangerous
are long-term, frequently recurring hyperplasia and its se-
vere forms such as adenomatosis and atypic endometrial
hyperplasia, whose association with invasive cancer is es-
tablished in 20—50% of cases [1, 18, 19, 22]. The con-
servative therapeutic methods used currently in the clinical
practice are not encouraging because of high frequency
of disease recurrence and appearance of new forms re-
sistant to gestagenous drugs.

Most investigations prove contribution of steroid hor-
mones to regulation of growth, differentiation and pro-
liferation of endometrial cells [3, 8]. Clinical observations
of different authors [5, 16, 24] show that development of
hyper- and neoplastic endometrial diseases, particularly
adenomatosis, may be related to hormonal disbalance
either as hyperestrogeny or as hyperandrogeny. This ab-
normality is observed in cases with chronic anovulation,
polycystic ovaries, hormone-active ovarian tumors
[1, 2, 4]. Recent biological investigations of endometrial
cancer suggest that, besides hormones, some other bio-
logically active agents such as prostaglandins, polypeptide
growth factors and systems of humoral and cellular im-
munity also contribute to pathogenesis of endometrial hy-
perplasia [6, 7, 11, 15, 17, 21].

The methods of treatment for endometrial hyperplasia
applied to-day are not effective mainly due to insufficient
knowledge of pathogenic mechanisms that underlie the
disease. Therefore, it seems reasonable to develop new
methods of therapy of persistent endometrial hyperplasias,
in particular the precancer conditions, basing on the al-
ready known facts closely related to the pathogenesis, viz
those involving antiestrogens.

The purpose of thisinvestigation was to improve meth-
ods of treatment for endometrial adenomatosis in patients
of reproductive age by administration of tamoxifen.

Materials and Methods.. The study was performed in 51 women
of reproductive age (mean 30.9+0.97 years) with recurring endometrial
hyperplasia and adenomatosis having a history of uneffective hormono-
therapy with 17-OPC, progesterone and steroid gestagens. The control
group consisted of 11 women of reproductive age (mean 28.6+0.78 years)
without endometrial hyperplasias or ovarian dysfunction.

The patients with endometrial adenomatosis received tamoxifen
at 30 mg/day continuously during 3 mo. All the patients were evaluated
for condition of the endometrium and cervical channel mucosa at baseline
and 3 weeks after the drug was discontinued, the examination involved
check hysteroscopy and differential diagnostic uterine curettage. Before
onset of treatment with tamoxifen on day 5—7 of the cycle and 3 weeks
after treatment discontinuation the patients underwent ultrasonic scan
of small pelvic organs, hormonal evaluation including serum basal levels
of luteinizing hormone {LH), folliculostimulating hormone (FSH), total




28,610,78 roma) 6e3 runeprIacTUYECKHX MPOLIECCOB 3HIOMETPHSA H Hapy-
weHuH GYHKLUMH SHYHUKOB.

I'pynne 60IbHBIX ¢ aJeHOMATO30M 3HJIOMETPHS HA3HAYAITH TAMOKCH-
¢en B m03e 30 MI/cyT B HENPEPHIBHOM peXHMe B TeueHHe 3 Mec. Y Beex
0O0TBHBIX 6BUIO H3YYEHO HCXOIHOE COCTOSHHE 3HIOMETPHS H CIM3HCTO# 060-
TIOUKH LEPBHKAJTLHOTO KaHalla [0 JICYeHHS M CIYCTA 3 HeJl 110CTIE OTMEHB!
npenapaTa, KOra NpOH3BOAHIIH KOHTPOJIBHYIO THCTEPOCKOITHIO H Pas/ieiib-
HO€ JMATHOCTHYECKOe BbicKabrmBanue MaTkH. [lo Ha3HayeHHs] TaMOKCH-
¢dena Ha 5—7-i OeHb LMKIA ¥ Yepe3 3 HeJl Mocle ero OTMEHbI MPOBOIUIM
YIILTPa3ByKOBOE CKAHHPOBaHHE OPTaHOB MaJIoro Tasa, FOPMOHANILHOE 06-
CIeOBaHHe, BKIIOYAIOLIEe ONpeNeTicHHE B ChIBOPOTKE KPOBH 0a3albHBIX
ypoBHeil moTenHusupyrouero ropmora (JIIN), dowmkynocrumyupyrome-
ro ropmona (PCT), obuiero acrpamona (E2), TecTocTepoH-3CTpaMOJICBS-
3BIBAIOLIETO ITI06Y/IMHA (WM [OIOBbIC CTEPOHMIBI CBA3LIBAKOWIETO TII0bY-
nvna — [ICCT). ®pakuuro cBobogHoro Ez paccunTeIBaIN METONIOM, NIpe-
noxennsiM W. Bartsch (1980) u R. Sodergard u coast. (1982), a unaekc
cBobomubix acrporeHoB (MCI) — no Meromy G. Carter u coabr. (1983).
B o0pasuax CHIEpNIasHpOBaHHOW TKaHW ONPENEISIIH COAEPKAHUE NpPO-
crarmagmuuoB cepur E (IITE) nocre npeaBapHTENbHON 3KCTPAKLMM HX H3
oGpa3suoB TkaHeit B kucitoi cpene (pH 3,5—4,0) aTunaueratoM no MeToxy
E. Karmali u coasr. (1983) c nocnemyrommm paauoMMMYyHOTIOTHYECKHM Of1-
peneslenneM HaGopamu ¢upmbl «Clinical Assays» (CLLA).

TTocKOJIbKY OTHUM H3 OCHOBHBIX 3TAMOB B peaJIM3aliui FOPMOHAILHOTO
sdekra sBIIsICTCS CBA3bIBAHHE TOPMOHA €O cieldHYeckuM GerkoM-peLien-
TOPOM B LIMTO30JIBHOM (ppakLiiH KIEeTOK-MHUILIEHEH, ONMpPEIesiIi PELENTOPhI
scrpaanona-17p (PD) B TkaHM SHAOMETPHA 1O W TOCHE JICYEHHS.

VYposess PD B uuto3onbHo# $pakuuu M3 o6pa3uos runepiasnpo-
BAHHOW TKaHM 3HIOMETPUA ONPEACIBUIN METOJOM, OCHOBAHHBIM Ha OCaX-
JIEHHH TOPMOHOPELENTOPHOI0 KOMIUIEKCa NMpPOTaMHHa CyTb()aToM M BbI-
paxany B eMTOMOIISIX CBA3AHHOTO C PELIENTOPOM JIMTaHAa Ha | Mr obuero
Bemxa B npobe uuTo30Ms. ['HCTEPOCKONHIO NPOU3BOIHIIM THCTEPOCKOIIOM
¢upmbl "Storz" (CepMaHHs) ¢ NPAMBIM 5-KpaTHbIM yBelM4eHHeM. Mopdo-
JIOTHYECKOE COCTOSIHME SHAOMETPHS M FHOOLEPBUKCA HCCIIENOBAIH 110 Me-
TOIMKe, MpHUMeHseMoii B PoccHiickOM Hay4YHO-HCCIIEA0BATENLCKOM LIEHTPE
AKYIIEPCTBA, THHEKOJOTHM M MEPUHATAIOrHH. YpoBeHb ropmonos (JIT,
OCT, Ez) B cbIBOPOTKE KPOBH ONPEREIIATH PaJHOMMMYHOJIOTHYECKHM Me-
TomoM ¢ nomolipo Habopos GupMbl "CEA-IRE-Sorin" (®panums), koH-
uentpaumio [ICCI" — panMoMMMyHOJIOTMYECKHM METO/IOM C ITOMOLILIO Ha-
6opos peaxTuBoB Qupmbl "Farmas Diagnostica" (PuHIaHIMS).

PesyabTarsl M ux 00cyxaeHue. AHaIU3 pe3yIbTaTOB 00-
CIIEI0BAHUA OONBHBIX MO3BOJIMI JHATHOCTUPOBATL y 0OMb-
IKMHCTBA M3 HUX (76,6%) HapyiueHue XuUpoBoro obmeHa.
Cpeanuii nokasatenb HHAEKCA Macchl Telda COCTAaBHI
29,0£2,09 (Hopma 19—25). Y 36 (70,5%) GonbHbIX OTMEUEH
rUpCcyTH3M. Y Bcex GONbHBIX BbISABIIEHBl XPOHHYECKAS aHO-
BYJIALMS, HAPYLIEHUS MEHCTPYAJIbHOTO LIHKJIA: [0 THITY OJIH-

Tabnuna l Table 1
HcxonHsle NMoKa3zaTe/lM FOPMOHAJILHOTO CTaTyca Y GONBHBIX ¢ rHIEpiac-
THYeCKMMH NPOLECCAMH IHIOMETPHS H B KOHTpoJie

Hormonal status baseline values in patients with endometrial hyperplasia and
in the control

Uccnenyemblii BomHble © KoutponsHas p
rapaMerp aJIcHOMATO30M rpynna

IHIOMETPUS
JIT, ME/n 15121 11,117 >0,05
LH, 1uU/l
@®CI, ME/n 10,6£1,9 7,942,0 >0,05
FSH, 1UN
E2, nmMoib/n 451,0£57,7 420,3£32,3 >0,05
E2, pmol/l
ITCCT, umons/n 41,4+31 60,5+5,3 <0,05
SHBG, nmol/l
Hco 1,1£0,13 0,610,05 <0,05
FEI
PO, dpmorb Ha 1391124 93,747,5 <0,05
| Mr Genxa
ER, fmol per mg
protein

Patients with | Control group ¥4

Parameter endometrial
adenomatosis

estradiol (E2), testosterone-estradiol binding globulin (or sex hormone
binding globulin, SHBG). E; free fraction was calculated according to
the technique proposed by W.Bartsch (1980) and R.Sodergard et al.
(1982), the free estrogen index (FEI) was determined by the method of
G.Carter et al. (1983). Radioimmunologic assay of prostaglandins E
(PGE) in hyperplastic tissue was performed using sets from the Clinical
Assay (USA) after PGE preliminary extraction from tissue specimens
in acid medium (pH 3.5—4.0) with ethylacetate by the technique of E. Kar-
mali et al. (1983).

As hormone binding to specific receptor protein is a main stage
in realization of the hormonal effect we determined estradiol-17f re-
ceptors (ER) in the cytosol fraction of endometrial target cells before
and after treatment.

ER content in the cytosol fraction from endometrial hyperplastic
tissue specimens was determined by a technique based on precipitation
of the hormone-receptor complex with protamine sulfate and expressed
in terms of femtomoles of receptor-bound ligand per mg total protein
in the cytosol sample. The hysteroscopy was performed using a Storz
(Germany) hysteroscope with direct 5-fold magnification. Morphologies
of the endometrium and endocervix were studied by a technique adopted
at the Russian Research Center for Obstetrics, Gynecology and Peri-
natalogy. Serum hormones (LH, FSH, Ez) were determined radioim-
munologically using CEA-IRE-Sorin (France) sets, SHBG concentration
was determined by radioimmunological assay with reagent sets from the
Farmos Diagnostics (Finland).

Results and Discussion. The investigation resulted in
diagnosis of fat exchange disturbance in most patients
(76.6%). Mean body weight index was 29.0+2.09 (normal
19—25). Hirsutism was detected in 36 (70.5%) patients.
All the patients had chronic anovulation, abnormal men-
strual cycles: as oligomenarrhea in 14 (27.5%), oligomenar-
rhea alternating with metrorrhagia in 32 (62,7%), secon-
dary amenorrhea in 5 (9.8%) cases. Primary infertility was
found in 42 (82.4%), secondary infertility in 9 (17.6%)
women. 29.4% (15/51) of the patients presented cystic
changes of the ovaries as discovered by ultrasonic scan.

The analysis of the hormonal evaluation findings
showed the following (table 1).

Although the difference in mean gonadotropic hor-
mone levels was not significant, the ratio LH/FSH was
more than 3 in 15 (29.4%) patients. Mean total E, level
was 451.0+57.7 pmol/l and did not difter considerably from
that in the control (420.3£32.3 pmol/l). There was a de-
crease in serum SHBG in 86.3% of the patients. Its mean
level in the patient group was 41.4+3.1 nmol/l which is
lower than in the control 60.5+5.3 nmol/l, the difference
being statistically significant (p<00.5). There was also an
increase in free estrogen fraction. Mean FEI was 1.1+0.38,
i.e. about 2-fold higher than in the control (0.6+0.05). ER
were detected in 83.3% of the cases with endometrial ade-
nomatosis, their mean concentration being 139.1+12.4 fmol
per mg protein. In the control group ER were present in
the vast majority of the patients, but their mean concentration
was significantly lower than in the patient group (93.7+7.5
fmol per mg protein, p<00.5). Together with increased frac-
tion of free estrogen and ER the patients presented higher
endometrial PGE content as compared to the controls.

There were two types of menstrual response to ta-
moxifen therapy, i.e. 24 (47.1%) patients did not have men-
struations (group 1), in 27 (52.9%) cases it was regular or
rare (group 2). Tamoxifen did not have any side effects.

After 3-months therapy with tamoxifen 46 (90.2%)
patients presented complete regression of adenomatosis,
29 (56.9%) showed complete regression of adenomatosis
and any form of endometrial hyperplasia. We considered
these outcomes as complete response. Cases with regres-
sion of adenomatosis, but hyperplasia remaining were
treated as incomplete response.



roMeHopen y 14 (27,5%); omuroMeHopen, yepenyroieics ¢
meTpopparusmMu, y 32 (62,7%), BTOpHUYHOH aMeHOpEH Y
5 (9,8%) 6onbubix. IlepBuuHoe Hecnuoayie UMENO MECTO Y
42 (82,4%), BropnuHoe Gecruogue — y 9 (17,6%) skeHIUH.
IIpu ynbTpa3sBykoBOM ckaHupoBaHuu y 15 w3 51 6ob-
HoH (29,4%) oGHapyeHb! KHCTO3HO U3MEHEHHbIE SHYHUKH,

ITpu aHanu3ze pe3ynbTaTOB rOPMOHATILHOTO 0OCIIEN0Ba-
HHUS BBIABJIEHBI CAENYIOIIME 3aKOHOMepHOcTH (Tabm. 1).

HecMoTps Ha OTCYTCTBHE JOCTOBEPHBIX PA3NHYMIA B Cpea-
HUX YPOBHSX FOHAAOTPOIHbIX TOPMOHOB, Y 15 (29,4%) 60:b-
Heix uHaekc JIT/OCI 6bur Beine 3. CpeaHuil ypoBeHs 06-
mero E, cocraBun 451,0+£57,7 nMonb/n ¥ CylleCTBEHHO
HE OTIMYalcs OT OJTOr0o MOKa3aTensd B KOHTpOIE
(420,3£32,3 nmonw/m). Bmecre ¢ TeM y 86,3% 6oNbHBIX OT-
MeueHo cHwkeHHe koHueHTpauun IICCIT B ceiBopoTke
kpoBu. CpeiHUI ero ypoBeHb B rpynne OONbHBIX COCTABUI
41,443,1 HMONB/N, YTO KOCTOBEPHO HHUXKeE, YEM B KOHTPOJIb-
Ho# rpynne — 60,5+5,3 aMomns/n (p<0,05). CoorBeTcTBEHHO
OTMEYaNIOCh NMOBbILIEHHE GPAKLUUU CBOOOIHBIX 3CTPOreHOB.
Cpenuuit noxazarens UCD cocrasun 1,140,38, 4Tto moutH
B 2 pa3a Bbilile, YeM B KOHTpoJLHOH rpynme (0,6+0,05).
B obpa3snax TkaHed 3HIAOMETPUS ¢ ABIEHUAMH aJeHOMATO3a
B 83,3% nabmonenuit Obin oGHapyxeHbl PO, a cpeanss ux
KOHLeHTpauus coctaBuna 139,1+12.4 dmonb Ha 1 Mr Oenka.
B xoHTponbHOM rpynne PO BbisBIIeHbl TAKKE ¥ MOIABISAIO-
1ero HONBIINHCTBA JKEHUIHH, OJHAKO CPEAHSAS UX KOHICHT-
pauus okaszanacb A0CTOBEpHO Hike (93,7£7,5 dmonb Ha | mr
Oenka), yeM B rpynne GonbHbIX (p<0,05). OaHOBpeMeHHO ¢
yBelMueHueM (ppakuuu cBOOOIHBIX 3cTporeHos U PO orme-
4yeHO nosbleHue conepxanus IITE B 3nmoMeTpHu G0NbHBIX
XKEHLUMH B OTINUYME OT TeX Xe Mokasarelledl B KOHTPOJIbHOM
rpymre.

ITomyueHHble maHHBIE NO3BONMIM MPEANOIOKHTb, YTO
y OonbLIMHCTBA 0OCNEOBAHHBIX XKEHIHH ¢ aJIEHOMAaTO30M
3HIOMETPUS MMENU MECTO TMIEP3CTPOreHUS W, BEPOATHO,
3CTPOreH3aBUCHMOE PAa3BUTHE THNEPILIACTHYECKOT O MPOLIEC-
€4 B 3HAOMETPHU. DTH JAHHbIE TOCTYXHUIU OCHOBAHHEM IS
Ha3Ha4YeHHsS aHTU3CTpOreHa — TaMokchdeHa (B HempepbiB-
HOM PEXHME B T€YeHHE 3 MeC) B JIEUeHUH aIEeHOMATO3a JH-
JOMETPHS Y XEHIHUH PEMPOAYKTHBHOT'O BO3pacTa.

Ha done neueHns TamokcugpeHoM oTMeYanoch 1sa THIA
MEHCTpYyaJIbHON peakuuu: y 24 (47,1%) 601bHbIX MEHCTpYa-
uus orcyrcrBoBana (l-1 rpynna), y 27 (52,9%) 6bina pery-
nApHOH MM peaxoit (2-1 rpynmna). IToGouHbix 3¢ddexTon
npenapatra HaMH OTMEYEHO He ObLIO.

TTocne 3-MecsuHO Tepanuy TaM OkcU(EHOM HCUE3HOBEHHE
afieHoMaTo3a oTMeuanoch y 46 (90,2%) XeHIIMH, Hcue3HOBe-
HME aleHOMaTo3a BMeCTe ¢ Mo6oi GopMoil runeprutactiyec-
Koro mpouecca sHgoMerpus —y 29 (56,9%), uto TpaxkToBa-
JI0Ch HAMH KaK NOoNHbIA Mopdonoruyecknii adhdekr. B cnyuae
MCYE3HOBEHHS TOIBLKO AIEHOMATO3a NMPU COXPAaHEHHH TMIEp-
NIaCTHYECKOro npouecca 3¢hexT OLeHHBANM KaK HeTIONHbIH.

Ananu3 pe3ysbTaToOB MMCTONOTHYECKOTO MCCIEI0BAHUS
cocko0OB IHIOMETPUS MOCHe 3-MecAYHO Tepanuy TAMOK-
cudeHOM MPOBOAMIH OTHEIbHO B KaXKIOM YCIOBHO Bbife-
neHHoii rpynne (tabn. 2). Tak, B 1-i rpynne noaoxuTenb-
HbIH 5 dEKT B BUIE HCUE3HOBEHMS aleHOMATO3a OTMeYacs
B 100% HabmozneHuid. ¥V 15 (62,5%) GONbHLIX BLIABIANACH
aTpodus snnomerpus. Y 2 — causznctas o60JI04YKa MATKH
6b171a HEPABHOMEPHOM TONLUMHBI C TIPU3HAKAMH CEKPETOP-
HOW TpaHcthopMauuH, y 6 (25%) manueHTOoK OTMeuanach
ouarosas TUIEpNIa3ns 3HAOMeTpus, y 1 6oibHOM nocite oT-
MeHbl TaMokcudeHa HacTynuiaa 6epeMeHHOCTs. TakuM 06-
pasom, B JaHHoi rpymnmne 60JbHBIX NONHBIA 3 dexT B BUIE
HOPManU3aluH COCTOAHHUS CITM3UCTON OOONOUKH U OTCYTCTBHS
TMIEPILIACTUYECKOTO Mpoliecca Habmopancs y 75% >KeHIuH.

Ta6auua 2 Table2

CocrosiHne 3HIOMeTpHA Moc/ie 3-MecsYHON TepanuM TamoKcHdeHoM
Endometrium condition after 3-month therapy with tamoxifen

Mopdonornyeckoe cocrosHre

IHAOMETPHUSL 1-s rpynima 2-s rpynna

abc. Yo abc. Yo

Toukas cM3ucTas 0600YKA 15 62,5 — e
Tena MaTKH
Thin uterine mucosa

Crmzucras 060104Ka HepaBHO- 2 8.3 6 22,2
MEPHOH TOJIIIMHBI ¢ NPH3HAKA-
MM CEKPETOPHO# TpaHcdopMa-
LMK

Unevenly thick mucosa with
signs of secretory transformation

Cmm3ucras 0607104Ka B CTalMH —
nponaudepaunu
Mucosa in the proliferation stage

4 14,8

Quarosas runepriasus 6 25,0 9 333
IHAOMETPHS
Endometrial hyperplasia foci

I'nnepniasus ¢ 04aroBsIM —
aJeHOMATO30M

Hyperplasia with adenomatosis
foci

4 14,8

Hacrymenue 6epeMenHoCcTH 1 4,2 1 3,8
rocile OTMEHB! NIpenapara
Pregnancy after discontinuation
of tamoxifen

Endometrial morphological No o, No o
condition i i

Group 1 Group 2

Analysis of results of the endometrial scrape histo-
logical study after 3-month therapy with tamoxifen was
performed separately in each conventional group of the
patients (table 2). There was a 100% percent positive re-
sponse as complete regression of adenomatosis in group 1.
15 (62.5%) patients presented endometrial atrophy. In 2
cases the uterine mucosa was unevenly thick and showed
signs of secretory transformation. There were also 6 (25%)
patients with endometrial hyperplasia foci, 1 patient become
pregnant after tamoxifen was discontinued. Thus, 75% of
patients in group | showed complete response as normal-
isation of the mucosa and regression of hyperplasia.

In group 2 positive effect as complete regression of
adenomatosis was observed in 23 (85.2%) patients. Re-
sponse to treatment as regression of adenomatosis and
of any form of endometrial hyperplasia was detected in
11 (40.7%) cases, which was approximately 2-fold less than
in group 1. The histological study discovered no cases with
endometrial atrophy, 4 (14.8%) cases with proliferation
phase in the endometrium, 6 (22.2%) cases with mucosal
secretory changes, 9 (33.3%) cases with focal endometrial
hyperplsia and 3 (11.1%) cases with endometrial hyper-
plasia. Similarly to the previous group | patient became
pregnant after the drug was discontinued.

The patients with incomplete morphological response
(22, 43.1%) continued to receive tamoxifen therapy for 3
months more. Complete response was achieved in another
18 (35.3%) cases. There were only 3 cases with remaining
endometrial hyperplasia and | case with focal adenoma-
tosis. The patient was proposed to undergo surgery.

Thus, the analysis of results of endometrial scrape
histology following long-term therapy with tamoxifen sug-




Bo 2-i1 rpyrnine nonoxuTensHbll 3¢ exT B BUAE Ucyes-
HOBEHHUS ajeHoMaTo3a Habmionancs y 23 (85,2%) G0ONbHBIX.
OddexT B BiIe HCUE3HOBEHHUS aeHoMaTo3a ¢ oboit ¢op-
MOU THIEPIUIACTHYECKOrO Mpolecca 3HIOMETpHUs Habio-
mancs y 11 (40,7%) 60NbHBIX, YTO MPUMEPHO B 2 pa3a pexe,
yeM B |-it rpyrne. Kak nokasan aHanu3 pe3ynbTaTOB T'MC-
TOJIOTMYECKOTO UCCIEROBAHUS COCKOOOB, aTPOdUH IHAOMET-
pus He ObLIO OTMEUEHO HU Y ofHO# SombHOH, ¥y 4 (14,8%) na-
UMEHTOK B 3HOOMeTpuHM Oburta ¢dasza mnponudepanny,
y 6 (22,2%) — B CIIM3UCTOM 000JI0YKE OTMEYEHBI CEKPETOP-
Hble U3MeHenus, y 9 (33,3%) — umena MecTto ouaropas T'H-
neprutaszus sHaometpus u y 3 (11,1%) — runepnnasus su-
momerpus. Kak u B 1-i1 rpynne, nmocie oTMeHBI npenapara
y | GonmpHOM HacTymuiIa 6epeMeHHOCTb.

BonbHbIM ¢ HeMmoJMHBIM MOPHOTOTHIECKUM 3DPEKTOM —
22 nanueHTkd (43,1%) — Tepanus TamoxcugeHoMm Obuia
npoxoinkeHa 1o 6 Mec. [lonHblii Mopdonornueckuit adpdext
Hactynu eme y 18 (35,3%) GonbHbIX. Tombko y 3 601bHBIX
OCTalach 04aroBas rUmeprurasus sHIoMeTpus Uy | coxpa-
HUJICA 04aroBblii aseHoMarto3. IoatoMy el 6buTO Npemto-
KEHO ONEepPaTHBHOE JIeUeHUE.

Taxum 0Opa3oM, NPOBEJEHHBIN aHATIU3 PE3YJILTATOB I'MC-
TOJIOTMYECKOTO MCCIIEIOBaHNs Ccocko0a IHIOMETPUA MOcIe
IUTMTEJIbHOTO TNpHeMa TaMoKcubeHa IT03BONSET CUMTATh, YTO
HauboItee GIIAronpHATHbIE Pe3yIbTATHI IEYeHUs HAOMI0Aa0TCs
NpyU OTCYTCTBUM MEHCTPYaIbHOH peakuuu Ha (oHe MpueMa
nipenapara. CiieJ0BaTeNIbHO, OTCYTCTBHE MEHCTPYalri y 3THX
ALHEHTOK MOXET CIIYXKUTb CBOEOOPA3HBIM IIPOTHOCTHYECKUM
KkpuTepueM 3pQeKTUBHOCTH NPOBOAMMOM TEPAIINH.

Conocrasienue 3¢ hexTa Tepanuy TAMOKCH(DEHOM U pe-
3yJIBTATOB TOPMOHAILHOTO 00CIIeIOBaHMUs O3BOJIUIIO yCTa-
HOBUTH CJIEYIOL[HE 32KOHOMEPHOCTH.

CyluecTBeHHBIX HU3MEHEHHH B Oa3albHbIX YPOBHSAX TOHa-
JOTPOIHBIX TOPMOHOB B CHIBOPOTKE KPOBU OOJIbHBIX He 6b1I0
BblgBiieHo. I1pu momHom MopdonornueckoM addexre yepes
3 Mec Tepanmuu ypoBeHb o0lIero E, Takke CyUIECTBEHHO He
OTJIMYAJICA OT HCXOTHOIO €ro 3HaueHUs (COOTBETCTBEHHO
420,8+21,3 u 412,8+18,8 nmomnb/n). OnHako oTMEYEHb! 3HAYHU-
TemsbHoe noBbllleHde ypoBHS IICCIT B chiBopoTke KpOBM
(67,6£4,4 HMOJIB/IT) IO CPABHEHUIO C TAKOBBIM [I0 MPOBEAEHUS
Tepamiu (p<0,05) ¥ cumwkenne UCD po 0,620,06, uto npax-
TUYECKH COOTBETCTBYET JAHHBIM B KOHTPONBHOH IpyIIE.

Hasnayenne TamoxcueHa B yKa3aHHOH [103€, BEPOATHO,
TIPMBEJIO K TIOTHOMY OiokupoBaHuio PO (y Bcex 60mbHBIX, 32
UCKITIOUEHHEM OZIHOM, PO noce jeyeHus He OMPeNessInch).
Vpoeuu I1IT'E B 06pa3iiax runepriasupoBaHHOrO SHIOMETPUS
I10CJIE JIEYEHHS TAK)Ke CHU3HIIUCD 1O CPABHEHUIO ¢ HCXOIHBIMH
€ro 3HaYeHHAMH [OYTH B 2 pa3a U COOTBETCTBEHHO PaBHAIIMCH
52074327 n 9728+483 nr sa | r Tkanu (p<0,05).

VY 60nbHBIX C OTCYTCTBHEM WIIH HeNOJIHbIM 3 dexToM
Tepanuy B OTJIMYUE OT OOJIBHBIX |-il TPYINIIBI HE OTMEYANIOCH
ysennyerns ypoBHs [ICCI Ha QoHe neyeHns — COOTBETCT-
BeHHo 31,5t4,4 u 36,8+6,4 umonn/n; p<0,05. YpoBeHs 00-
wero E, moBbicuiicst y 4acTH OOJBHBIX MOCHIE NPHEMA Ta-
Moxcubena  (405,1£10,4 nmMomp/m gm0  nedeHus U
808,0+25,3 nMons/i nocie neyeHus). [Ipy 3ToM oTMedanocs
TPaH3UTOPHOE YBEIMUYEHHe IMYHUKOB B TeueHHe 10—16 auei.

IIpeacTaBneHHbIe B HACTOAILEM HCCIEAOBAHUM NaHHbIE
TO3BONAIOT CYUTATh, YTO Y OOJIBIIMHCTBA OOJIBHBIX C aje-
HOMATO30M JHIAOMETPUS UMEJIO MECTO 3CTPOTEH3aBUCHMOE
pa3BUTHE runepriacTiyeckoro npouecca. IloarsepxaeHu-
€M 3TOMY ABIAETCA TO, YTO MPH OTCYTCTBUH JIOCTOBCPHBIX
pas3nuumii B ypoBHsAX obuero E, kak B KOHTPOJILHOM Ipy1re,
Tak 4 B rpynne OOJbHBIX ¢ aeHOMATO30M JHAOMETPHA B
nocneaHel obHapyKeHo JOCTOBEPHOE MOBbILEHHE (HPAKLIUH
CBOOOIHLIX ONOIOTMYECKH AKTHBHBIX 3CTPOrEHOB, KOTOPbIE
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gests that treatment outcomes are the best in patients with-
out menstrual response to the drug. Therefore, the absence
of menses in these patients may be a prognostic criterion
for efficacy of the therapy.

Comparison of efficacy of therapy with tamoxifen and
results of the hormonal study showed the following regularities.

There were no significant changes in serum basal go-
nadotropic hormone levels. In cases of complete morpho-
logical response after 3-month therapy the level of total
E, was practically the same as the baseline value
(420.8+21.3 and 412.8+18.8 pmol/l, respectively). How-
ever there was a considerable increase in serum SHBG
(67.6+4.4 nmol/l) as compared to the baseline value
(p<00.5) and a decrease in FEI up to 0.6+0.06, which was
similar to the results in the control group.

Administration of tamoxifen at the dose mentioned
above seems to block completely ER (after treatment there
were no ER in all, but one patients). PGE levels in hy-
perplastic endometrial specimens were also about 2-fold
lower than the baseline ones (5207+327 and 9728+483 pg
per gram tissue, p<00.5).

Unlike group 1 the patients with no or incomplete
response showed no rise in SHBG after treatment:
31.5+4.4 vs36.8+6.4nmol/l, p<00.5. There was an increase
in total E, in some of the patients after treatment
(405.1+10.4 pmol/l before treatment, 808.0+25.3 pmol/l
after treatment). Transitory augmentation of ovaries was
observed during 10—16 days.

Our findings suggest that most patients with en-
dometrial adenomatosis have estrogen-dependant hyper-
plasia. This is confirmed by the fact that though there
were no significant differences in total E, content either
in the controls or in the patients with endometrial ade-
nomatosis, the patients presented significantly increased
fraction of free biologically active estrogens able to pene-
trate target cells and exert biological action on the en-
dometrium [11,13]. The increase in the free estrogen frac-
tion may be due to the considerable fallin SHBG in patients
with endometrial adenomatosis.

The considerable contribution of hyperestrogeny in
development of endometrial adenomatosis is also proven
by the high ER concentration in endometrial tissue found
in most of the patients. The excessive estrogens bind readily
to receptor proteins to stimulate hyperplasia, while the
mechanism of normal growth and development of en-
dometrial cells is disturbed due to the inadequate proges-
terone effect.

Our findings concerning increased PGE in en-
dometrial tissue suggest their close relation to mechanisms
of uterine hyperplasia, which is in agreement with results
of other investigators [10,11,17,20]. Taking into account
the above-mentioned changes in the patients’ hormonal
status we undertook an alternative therapy for endometrial
adenomatosis with an antiestrogenic non-steroid drug ta-
moxifen. The 3-month treatment with tamoxifen was
highly effective in the overwhelming majority of the cases
with endometrial adenomatosis. The hystological study of
endometrial scrapes confirmed the high percentage of fa-
vorable response to the therapy and proved the marked
blocking effect of tamoxifen at the level of endometrium
that is an estrogen target site. This supposition is confirmed
by the absence of ER in endometrial tissue after the repeated
therapeutic cycle. The complete ER binding by tamoxifen
prevents estrogens from stimulation of proliferation.

At the same time the comparison of treatment efficacy,
sex steroid and SHBG levels allow the conclusion that



CITOCOOHBI MPOHHMKATD B KIETKU-MUIIEHH U OKa3bIBATH OHO-
JIoruyeckoe aeiicreue Ha sHpometpuid [11, 13]. IloBeimenue
bpakuuH cBOGOAHBIX ICTPOrEHOB MOXET OLITL CBA3aHO CO
3HAYUTENbHBIM CHIDKeHHeM KoHueHTpauun IICCI y mauu-
€HTOK C aJeHOMATO30M 3H/IOMETPHSI.

O BaXXHOH POJIM THIIEPICTPOTEHHH B PA3BUTHM afEHO-
MaTO03a IHIOMETPHUS CBUAETENbCTBYET TAKXKE BBICOKAs KOH-
uentpanus PO B TKaHM SHAOMETPHS, BbISBIIEHHas Y 6OIIb-
IIMHCTBA 06CIeJ0BaHHbIX DONLHBIX, YTO, BO3MOXHO, II03BO-
JSIeT  3CTPOreHaM TIIPH  aKTUBHOM  CBA3BIBAHHH  C
6enKaMH-peLENTOPaMH  CTHMYIMPOBATh THIEPNIACTHYEC-
KM€ MPOLECChl, @ B OTCYTCTBUE aJEKBATHOTO BIIMAHUSA MPO-
recTePOHa MEXAHU3M HOPMAJILHOTO POCTA M PA3BHUTHA Kle-
TOK 3HIOMETPHUS HapylIaeTcs.

Iomy4enHble HAMM JaHHbIE O MMOBBLILIEHHOM CONEPXKAHHMH
IIT'E B TkaHM 3HIOMETPHUS MO3BOJAIOT BbICKA3aTh MPEANONIO-
XeHHe 00 MX TeCHOH CBS3M C MEXaHH3MaMH Pa3BUTHA THIEp-
TJTACTHYECKUX TPOLIECCOB B MATKe, YTO MOATBEPXKIAETCA TAKKE
pesynbraTaMu Apyrux uccnenopateneti [10, 11, 17, 20]. Yuutsi-
Bas BbIILIEYKa3aHHbIE M3MEHEHHS B TOPMOHAIILHOM CTATyCe Ma-
LIMEHTOK, B KaYeCTBE ANbTEPHATHBHO# TEpaiy aleHOMAT03a IH-
AOOMETpHs Obl1 HCHOJNB30BAH aHTHICTPOrEHHbIA HECTEPOMIHBIH
npenapar — TaMokchdeH. Hamu BoisBieHa BLICOKas 3 GeKTHB-
HOCTh JICYEHHS TAMOKCH(EHOM TMONABIAIOIEro OONBIIMHCTBA
OOJBHBIX C aIEHOMATO30M JHAOMETPUS TIOCIE 3-MECAIHOTO ErO
npuema. JlaHHbIe THCTOIOTMYECKOrO MCCEIOBAHUSA COCKODA JH-
JOMETPHA NOATBEPAUITH BLICOKUEA TPOLIEHT MOTOKHUTENBHbIX Pe-
3yNbTAaTOB HA (POHE MPOBOIMMON TEPANUH M CBUIETEILCTBYIOT
OBBIPOXECHHOM 6TIOKHPYIOLIEM HeHCTBUM TAMOKCH()EHA Ha YPOBHE
OpraHa-MMUIEHH 3CTPOTE€HOB — FHAOMETPHA. DTO IPearIoNoKe-
HYe TIOATBEPKIAETCA OTCYTCTBHEM PO B TkaHM 3HOOMeTpus
nocie NpoBeeHHOro Kypea Tepanuu. [lonmHoe cBsa3biBande PO
TaMOKCH()EHOM B CBOIO OYepelb He MO3BOJISET ICTPOTreHaM CTH-
MYJIMpOBaTh MpoLecchl Nponudepany.

Bumecte ¢ TeMm conocraBnenue addexTa neyeHus, ypoBHe
nonosbix crepounoB U IICCIT mo3BoiseT 3aKim04uTh, YTO
610kasa nponndepaTHBHOTO 3dheKTa ICTPOrEHOB MOXET
OCYILECTBIIATLCA HE TONBKO Ha YpoBHe PO 3nxoMeTpus, HO
U NyTEM CBA3bIBAHHS 3CTPOT€HOB OCHOBHBIM HX TPAHCNOPT-
HbiM OenkoM kpoBH — ITCCT', koHLEHTpAIMSA KOTOPOTO MO/
BIMsHHEM TaMokcudeHa yBenmuuuBaeTcs. B pesynbrare
3TOT0 OTMEYAETCA CHUXKEHUE CBOOOIHBIX, DHOTOrHYECKH AK-
THBHBIX {paKUUi 3CTPOTEHOB, CIIOCOOHBIX OKa3bIBaTh JEH-
CTBHE Ha KJIETKH-MHLIEHH, B YaCTHOCTH SHIOMETPHIA.

Ilo maHHEIM psAna aBTOPOB, M3BECTHO, YTO E, cTHMYyNH-
PYeT CHHTE3 NPOCTArJIaHIMHOB B XKEIE3UCTHIX KJIETKAX 3H-
Jomerpus. IlpocTarnanauHe! B CBOIO OYepelb CTHMYIMPYIOT
aJIeHUIATUMKIA3y U MOBLILIAIOT coaepkanne UAM®, B ¢pu-
3MOJIOTHYECKUX YCIOBUAX CMOCOOCTBYIOT MHTO3Y KIIET-
kH [20]. Ha ocHOBaHUH MOJy4EHHBIX HAMU AAHHBIX OTHO-
CHTENIbHO CHIXeHMs coaepxanus III'E B TkaHH sHOOMeTpHS
NocJIe Kypca TepanuH TaMOKCH(EHOM MOXHO MpEemroio-
KHUTb cBA3b III'E ¢ maroreHeTnyeckuM MeXaHU3MOM pa3BH-
THS THIEPIUTACTUYECKUX NPOLECCOB IHAOMETPUS.

Ilpumenenne TaMoKcHdeHa He BO BCeX CyYasX BbI3bl-
BAJIO MOJOXUTEIbHLIK 3ddexT. Ilo-BUAUMOMY, He ¥ Bcex
OO0JIbHBIX B Pa3BUTHU FHIIEPILIACTHYECKOTO MPOLEcca IH/I0-
METpUsl BeAyllas poOJb NPUHAUIEXHT TUNEPICTPOTEHHH,
BaxxHoe 3HaueHHe B Pa3sBUTHHU TUMEP- U HEOMIACTHUECKHX
NPOLECCOB IHAOMETPUS MMEIOT TaKXKe U Jpyrue OUonoru-
4eCKH aKTHBHbIE COEIMHEHHSA, B YACTHOCTH MECTHO-NIPOMY-
LUpyourecs NolunenTHaHele $pakTopsl pocra [17, 23]

Takxum 06pa3oM. MOXKHO OTMETHTD, YTO IPUMEHEHHE Ta-
MOKCH(EHa B HENPEPBIBHOM DEXUME B TeUEHHE 3 Mec, a IpH
HeOOXOMMMOCTH B Te4deHue 6 Mec, y moaaBiswouero 6ob-
HIMHCTBA OOJIBHEIX, HE NMOAAAIOMHUXCS TPAAULIMOHHOM rop-

estrogens’ proliferative effect may be blocked both at the
level of endometrial ER and through binding of estrogens
by their principal blood transprot protein, i.e. SHBG,
whose concentration is increasing under the action of ta-
moxifen. This leads to decrease in free biologically active
estrogen fractions able to influence target cells, particularly
endometrial ones.

As reported by some authors E, enhances pro-
staglandin synthesis in endometrial glandular cells. Pro-
staglandins in their turn stimulate adenylacetase and in-
crease CAMP, promote cellular mitosis under physiological
conditions [20]. Our findings concerning PGE decrease in
endometrial tissue as a result of therapy with tamoxifen
suggest PGE relation to the pathogenetic mechanism of
endometrial hyperplasia.

Administration of tamoxifen did not have positive
response in every case. It seems therefore that hyperestro-
geny is not the only principal contributor to endometrial
hyperplasia. There are some other biologically active com-
pounds, in particular locally produced polypeptide growth
factors, that play a significant part in endometrial hyper-
and neoplasia development [17,23].

Thus, we may conclude, that continuous administra-
tion of tamoxifen for 3 months or 6 months if required
leads to complete regression of endometrial adenomatosis
and other types of hyperplasia in the overwhelming ma-
jority of the cases. The drug therapeutic effect was ac-
companied by changes in binding of estrogens to their re-
ceptors in the cytosol fraction, decrease in PGE in en-
dometrial tissue specimens, rise in SHBG and reduction
in serum biologically active free estrogens.
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MOHOTEpAIUH, NPUBEIO K UCUE3HOBEHHUIO aIcHOMATO3a 3H-
JOMETPHS M IPYTHX BUIOB THUIEPIIACTHYECKUX TPOIECCOB.
JleyeOHbIH 3hexT MpenapaTa CONPOBOXAAETCH U3IMEHEHH-
€M B CBA3bIBAHHU 3CTPOTCHOB B LUTO30JBHOH (hpakLUH ¢
uX peLenTopaMu; cHuxeHueM cogepxanus IIT'E B oOpasuax
TKaHed 3HgoMeTpus; noBbiieHHeM ypoBHs [ICCI u yMeHb-
LIEHHEeM OUOTOrUYeCKH aKTUBHOM pakiuy CBOOOIHBIX 3CT-
POICHOB B CBHIBOPOTKE KPOBH.
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CUCTEMHAS XUMHOTEPAITUS PAKA
MOYEBOI'O ITY3bIPA

HHH xaunuyeckoil onxoao2uu

HeynoenersopuTenbHble pe3yNbTAThI ONMEPATUBHOTO JIE-
4eHUS GONBHBIX PaKOM MOYEBOTO NYy3bIps, MPUYMHY KOTO-
PBIX MHOTHE UCCIIEA0BATEIN BUAAT B HATMUAH MHKPOMETA-
CTa30B K MOMEHTY BBINTOJHEHHUS OMNEPALH, 3aCTABHIIM HC-
KaTb HOBbIE TEPANEBTHYECKHE MOJXOAbl. 3HAYMTEILHOI'O
yIyYlIeHHs Pe3yabTaTOB JIEUEHUS YAAIOCH ZOCTHYL OJIaro-
Japs pa3sBUTHIO U BHEIPEHUIO B KIMHUYECKYIO MTPAKTHKY B
NOCJIEAHUE J1BA ACCATUIETHS XUMHOTEPAIEBTUYECKOTO Me-
ToAa. B HacTos1Lee BpeMs cCTaHAAPTHONW XUMHOTEpAITHedt pu
pake MOYEBOTO My3bIps ABNAETCA KOMOMHauua U3 3 wiu 4
[penapaToB, OCHOBaHHas, KaK IPaBHIIO, HA UCTIONIb30BAHUU
LMCMIAaTHHA U MeToTpekcaTta. CyMMapHbIif «OTBET» Ha Jie-
4eHHe ITPH 3TOM HabumoaaeTcst npubIM3nTeNsHO y 70% 601b-
HbIX, BKIouas 30% momHsix perpeccuit [5, 7, 20, 22].

Hanbonee mupoKo NPHMEHAIOTCS CXeMbl XUMUOTEpPA-
mun: MVAC [14, 19, 20]; CMV [5, 12, 24]; CISCA [7, 8];
CAP 11, 18].

Marepuans! 1 MeToapl. CHCTEMHAS XMMHOTEPAIINSA MPENapaTaMH Me-
TOTpEKCaT, BUHOIACTHH, a]pHaMHLIMH, IUTaTHIHaM Obina nposeaena B OHIL
PAMH 213 GonbHBIM pakoM MOYeBOro My3bIps: MyxuuH — 193 (90,6%),
xeHmMH — 20 (9,4%). CpemHuil BO3pacT MALMEHTOB  COCTABILUT
56 ner (31—79 ner). He nomyyanu panee jiededus 167 4enoBek, peLIHB-
Has onyxomb 6elma y 46 GonbHbIX. Y 197 nalieHTOB XMMHOTEpAIIHS pac-
cMaTpMBaJlach Kak IpeonepalioHHoe (HeOaXbIOBaHTHOE), a ¥ 16 — Kkak
CaMOCTOSITENTBHOE JIeYEHHE.

3amayeit XHMHOTepanuu y GONbHLIX, NOIIEKAINX ONEPATHBHOMY Iie-
YEHHIO, AB/BUIOCh YMeHbLIEHHE 0ObeMa ONyXOJIM U CO3MaHHe YCIIOBMit Ui
ab11acTHYHOT O BBIMOTIHEHAS PaIUKaTbHOM OpraHOCOXpaHsIoUIel onepatuy.

O6cnenoBanue, MOMHMO OGIIEKIIMHHYECKHX METOJIOB, BKITIOUYAJIO LIFIC-
TOCKOTIHIO, GUMaHyaTIbHYIO NaJIbIIALMIO, YIbTPA3ByKOBYIO HITH KOMIBIOTED-
HYIO PEHTTEHOBCKYIO TOMOrpadHio MO4EBOTO MMy3bIpsl M OPTaHOB Ta3a, 3KC-
KPETOPHYIO yporpadHIio, LMTOIOTHYECKOe HCCIEeAOBaHHE MOuYM. Y Bcex
GONBHBIX MMENAch LMTONOTMYECKAst MIIM MCTOJIOTHYecKast BepHpHKaLs
JIMarHo3a: MepeXOIHOKIETOYHbIH pak.

ITpu pacnpeaenenny GoJLHBIX M0 CTaAUsIM 3a6071EBAHKS ObLITA HCIIOTb-
30BaHa KMHuueckas knacchukauus TNM, npemnoxentas Mexaynapos-
HBIM [IPOTHBOPAKOBBLIM COI030M M AononHeHHas BO3 u Eeponeiickoit op-
raHusaurel no u3yueHuo M nederuio paka (EORTC) (1989 r.).

Cramus TINXMO 6buta y 44 (20,7%), T2NXMO —y 76 (35,7%),
TINXMO —y 77 (36,2%), TANXMO —y 2 (0,94%) 6onbHbIx; 14 nauu-
€HTOB MMEIIM METACTa3bl B pErHoHapHble TuMdaTHueckHe y3bt MO0 OT-
HaneHHele MeTacrasel. Cpemn 77 maumentoB co cramueit T3NXMO
y 57 mmarHocTHpoBaHa cTamus T3a u y 20 — T3b.

MEI HCMOMBb30BaMHM CIETYIOMIYIO CXEMY XHMMOTEDAITHH: METOTPEKCAT
20 mr/mM° BHyTpUMBensHO, 1-it M 8-it qHU; BUHONAcTHH 4 mr/m? BHYTPUBEHHO,
1-i m 8-ii_nuu; anpuamMuiue 30 Mr/M~ BHYTpHBEHHO, 2-if JeHb; LIHCIUIATHH
100 mr/um? BHYTPUBEHHO, 2-if ieHb. M HTepBaI MeIly KypcaMH JledeHHs co-
CTaBJBUI, KaK MpaBwio, 28 ImHeil.
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SYSTEMIC THERAPY FOR BLADDER CANCER

Research Institute of Clinical Oncology

Unsatisfactory results of surgery for bladder cancer, that
in the opinion of many investigators are due to the presence
of micrometastases at the time of surgery, necessitate the
search for new therapeutic approaches. The treatment results
have been improved considerably over the last two decades
owing to development and clinical application of chemo-
therapy. At present standard chemotherapy schedules for
cancer of the bladder consist of 3 or 4 drugs, as a rule including
cysplatin and methotrexate. Response to such treatment
reaches 70%, with 30% complete response [5, 7, 20, 22].

The most common chemotherapeutical schedules are
%VIVAC [14, 19, 20], CMV [5, 12, 24], CISCA [7, 8], CAP

11, 18].

Materials and Methods. Systemic chemotherapy with methotrexate, vin-
blastine, adriamycin, platidiam was given at the CRC RAMS to 213 patients
with bladder cancer. There were 193 (90.6%) males and 20 (9.4%) females.
Mean age 56 years (31—79 years). 167 patients were previously untreated,
46 patients had cancer recurrence. In 197 cases the chemotherapy was treated
as preoperative (neoadjuvant) and in 16 cases as autonomous.

In the patients eligible for surgery the purpose of the chemotherapy
was to reduce the tumor mass and to create conditions for ablastic de-
finitive bladder-salvage surgery.

The patients’ examination, besides general clinical methods, in-
cluded cystoscopy, bimanual palpation, ultrasonic or computered X-ray
bladder and pelvis tomography, excretory urography, cytologic urinana-
lysis. All the patients had transitional cell carcinoma verified cytologically
or histologically.

The cases were staged according to the TNM classification, pro-
posed by the International Union Against Cancer and supplemented by
the WHO and the European Organization for Research and Treatment
of Cancer (EORTC) (1989).

There were 44 (20.7%) TINXMO, 76 (35.7%) T2NXMO, 77 (36.2%)
T3NXMO, 2 (0.94%) TANXMO cases. 14 patients had regional lymph
node or distant metastases. Of the 77 patients with T3NXMO cancer
57 had stage T3a and 20 stage T3b.

We used the following chemotherapy schedule: methotrexate 20
mg/m’ intravenously days 1 and 8; vinblastine 4 mg/m2 intravenously days
| and 8; adriamycin 30 mg/m" intravenously day 2; cisplatin 100 mg/m
intravenously day 2. The intercycle interval was as a rule 28 days.

Treatment efficacy was assessed according to new proposals of the
WHO in standardization of reporting results of cancer treatment [1].

Chemotherapy toxicity was evaluated according to recommenda-
tions of the WHO and UICC for reporting toxicity.

Statistical analysis of the results was performed by Kaplan-Meier,
Longreng and chi-squared techniques.

Results and Discussion. 64 patients received 1, 102
patients 2, 40 patients 3, 7 patients 4 and more cycles of
chemotherapy. The 213 patients received a total of 419
cycles of chemotherapy.




