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TOPEMU®EH — HOBBIA NEPCIIEK TUBHBIN
AHTHUOCTPOTEH

HHH kaunuveckold OHKOROZUL

TopemuceH — HOBBIT AHTUICTPOTEH, CHMHTE3UPOBAH-
HuH B Aabopatopun ¢upmu "Gapmoc” (OuraaTHANS).

TopemugeH cBSI3BIBAET ICTPOreHHBIE PELENTOPH OIy-
XOJIEBHIX KJIETOK M TakuM 00pa3zoM Memaer nposudepa-
THUBHOMY AEHCTBHIO JHAOreHHbIX actporeHos [1]. Umeror-
C4 SKCNEPUMEHTAIbHHE JAHHBIE, AOKA3WBAIOIIME BO3-
MOXHOCTbh PEBEPCHH MHOXECTBEHHOHN JIEKAPCTBEHHOHM YC-
TOMYMBOCTH MOJ BJAMSHUEM 3TOro npemnapata [2]. B oran-
yge Ot TaMokcudeHa aug ropeMudeHa He NOKA3aHO KaH-
LieporeHHoe aeicreue [4].

Ilpn uccaepoeanuu mpenapara mo I dase 6su10 ycTa-
HOBJIEHO, YyTO TopeMudeH B 103ax a0 680 Mr He BHI3BIBA
Cepbe3HHX MODOUHBIX ABJEHHMH. B TeueHme Kypca jeue-
HHS ¥ IOC/Ie BBEIEHHs npenapara He ObLIO OTMEYEHO OT-
K/JIOHEHUH reMaToJIOTHYECKMX, TEMOAMHAMHUUECKHX U KJIH-
HHUKO-OMOXUMHMUYECKHMX napamerpos [3].

Bo II ¢ase nccienosanuit 6610 MOKA33aHO, UTO TOPEMH-
(hen obnagaer BHIPAXEHHBIM NPOTHBOOITYXOJEBBIM JEHCT-
BHEeM, 0COOEHHO KaK MpPEnapaT MEPBOM JHHHMHM Y MOCTME-
HOIAy3HBIX BOJIBHBIX C PACTIPOCTPAHEHHBIM PAKOM MOJIOY-
HOH Xxene3sl (PMX).

B otpenennn xaumHmMueckoit ¢apmakosorun OHIJ
PAMH c 1987 r. no Hacrosuee BpeMs nposogutcs 111 da-
34 KJIMHHUYECKUX UCNBITAHWNA ABYX JO30BHIX PEXHMOB TO-
pemuceHa B CPAaBHEHMH C TAMOKCH(EHOM MpH JICUEHHMH
GonbHBIX HeomepabeapbHeM PMIK.

Lenp uccnenoBanuss — cpaBHeHMe TopeMu(peHa B J0-
3ax 60 u 240 Mr/cyt ¢ Tamokcugenom B mose 40 mr/cyr.

Tak kKax ynoMsaHyTOe HCC/IEAOBAHHE SBASETCS KOOME-
PHPOBAaHHBIM M MEXAYHAPOAHBIM, CJEIOBATENbHO, UTOrH
€ro OKOHUAaTeJIbHO He MOABEAEHBI, B HACTOLAIIEM coo0uie-
HHH Mbl OCTAHOBWUMCS TOJBKO HA PE3yJbTaTax MpPUMEHe-
Hus TopeMUAEeHa B OTHEJEHHH KJIAMHUUYECKON (PapMaKo/0-
run 1 xumuorepanuu OHL] PAMH.

Marepuaas u Metoanl. Topemuden npuMensuics ans neueHns 78 60b-
HbIX AMccemuHuposaHHbIM PM2K. 40 6oabHbix (1-g rpynna) nosyuanm
npenapar B no3e 240 mr/cyr, 38 Gonbubix (2-91 rpynna) — 60 mr/cyt. B
I-# rpynne ouenke nomnexart 36 60abHbIX, BO 2-#1 — 35 GOJbHbBIX.
Kputepun BrIIOYEHMS B MCC/IEAOBAHME: MOCTMEHOMay3Hbie OOMbHBIE;
pacnpoctpaHeHHbit PMXK; rucrosornueckn BepudULMPOBAHHBIN fHar-
HO3; MON0XHUTENBHBIE MJIM HEU3BECTHbIE PELIENTOPBI 3CTPOTEHOB B ONYX0-
JlM; n3MepaeMasl MM OLeHuBaemas (TOJIbKO Meracraabl B koctu) 0o-
JIe3Hb, PaHee He NPOBOAMBIUASICS MOPMOHANbHAs Tepanus; cratyc Kap-
HOBCKOro Gosblue 50; npeanonaraemas NpoaoOJKMUTEbHOCTb XHU3HH 60-
nee 3 Mec.

BaxHO nopuepkHyTh, YTO HUKTO W3 NALMEHTOB PaHee He MoaBepra-
CHl TOPMOHAJIbHOM Tepanuu (XMMHOTEpPanMs ObUia paHee TOJAbKO aXbio-
BanTHOM) . Takum 06pa3oM, TopemudeH Ha3HAuANCS KaK Npenapar nep-
BOW JIMHUM NpH edeHnn pacnpoctpaHernnoro PMK. TIpuHuMnuManbuo B
MCCIIENIOBAHME HE BKJIIOYANUCH GONbHbBIE C OTPULATEbHBIMH PELIENTOPa-
MM 2cTporeHos. Bce GosibHbIE MMETH OMCCEMMHMPOBAHHBIE OMTYXONEBbIE
npoueccsl Man Heonepabeannyio onyxoas (tabn. 1).

Topemuden B noze 60 mr/cyt npumensanca no 1 tabnerke 1 pas yr-
pom, B 1o3e 240 mr/cyt — no 2 tabnetku 2 pasa B [eHb.
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TOREMIFENE — A NEW PROMISING
ANTIESTROGEN

Research Institute of Clinical Oncology

Toremifene is a new antiestrogen synthesized at
Pharmos (Finland).
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Toremifene binds estrogen receptors of tumor cells
and thereby prevents proliferative action of endogen-
ous estrogens [1]. There are experimental data sup-
porting the possibility of reversion of multidrug resist-
ance under the effect of this drug [2]. Toremifene’s
carcinogenic activity is not proven, unlike tamox-
ifen’s [4].

In phase I clinical trial toremifene at doses upto
680 mg did not induce serious side effects. There were
no deviations in hematological, hemodynamical and
clinical biological parameters on therapy and after ad-
ministration of the drug [3].

Phase II trial showed marked antitumor effect of tore-
mifene, especially as first line therapy of postmenopausal
patients with advanced breast cancer (BC).

Since 1987 the Department of Clinical Pharmaco-
logy and Chemotherapy of the CRC, RAMS has been
conducting phase III clinical study of two dose regi-
mens of toremifene in comparison with tamoxifen in
therapy for inoperable BC.

The purpose of our investigation is to compare the
effect of toremifene at 60 and 240 mg/d with tamox-
ifen at 40 mg/d.

The investigation is cooperative and international.
Its results are interim and this report deals with out-
comes of clinical application of toremifene alone at the
Department of Clinical Pharmacology and Chemother-
apy of the CRC, RAMS, only.

Materials and Methods. Toremifene was applied in therapy of 78 pa-
tients with disseminated BC. 40 patients (group 1) received the drug
at 240 mg/d, 38 patients (group 2) at 60 mg/d. 36 patients in group
1 and 35 patients in group 2 were evaluable. Criteria of inclusion in
the study were: postmenopausal patients, advanced BC, histologically
verified diagnosis, positive or unknown tumor estrogen receptor status,
measurable or evaluable (bone metastases only) disease, no previous
hormonal therapy, Karnofsky performance status more than 50, ex-
pected life time more than 3 mo.

It should be emphasized that none of the patients had undergone
hormonal therapy previously (previous chemotherapy being adjuvant
only). Therefore, toremifene was given as first line therapy for ad-




Ta6bauua 1 Table 1
Xapakrepuctuka G0abHBIX
Patients’ characteristics
[Moka3saTtensb 1-9 rpynna 2-q rpynna
(nosa 240 mr/cyt) | (no3a 60 mr/cyT)
CpeaHniA BO3pacT, roabl Mean age, years 66,5 62,3
CpeaHui NocTMeHONay3Hbi nepuof, roasl Mean postmenopausal period, years 131 103
MecTHo-pacnpocTpaHeHHbI npouecc Locally advanced disease 15 11
Meracrasb B MArkne TKaHun Soft tissue metastases 8 6
MeracTassl BO BHYTPEHHME opraHbl Visceral metastases 6 9
Metactaaw B kocTu Bone metastases 6 10
AcTporeHt Menblwe 30 ¢pMonb Ha 1 Mr Benka Estrogens less than 30 fmol per mg protein 17 15
JcTporeHbl bonbwe 30 ¢pmone Ha 1 Mr Benka Estrogens more than 30 fmol per mg protein 14 13
HeuaBecTHuie peyentopsl Unknown receptors 4 8
Bcero HonbHbix... Total 35 36
Characteristic Group 1 Group 2
(dose 240 mg/d) | (dose 60 mg/d)

Ta6baunua 2

Table 2

CpokH nporpeccuposanus 60J1e3Hu npu npuMeneHUH 00OMX IO30BBIX PEXMMOB TOpeMrdeHa B 3aBHCHMOCTH OT PACMPOCTPAHEHHOCTH Nporecca
Progressive disease onset with respect to disease advance in both toremifene regimens

PacnpoctpaHeHHocTb Honesnn Yucno Cpok nporpeccupoBaHus, Mec
obcnepo-
BaHHBIX Ao 3 Ao 6 no 9 Ao 12 Ao 15 Ao 18
MectHo-pacnpocTpaHerHnn  Locally advanced disease 26 8 7 2 3 4 2
npouyecc
42,3%
Meractasm B Markue Tkanm  Soft tissue metastases 14 4 6 1 l 1 I 2 | —
28,6%
MertacTasbl Bo BHyTpeHHue  Visceral metastases 15 7 3 3 | 2 — —
oprans
33,3%
Meracraau 8 KoCcTH Bone metastases 16 8 8 - — — —
Bcero bonbHbIX... Total 1 27 24 6 6 6 2
(38%) (33.8%) 28,2%
Disease advance No of | within 3 | within 6 | within 9 ‘within 12 | within 15 l within 18
cases
Progression onset, mo

MaumenTsl 06CNEN0BAINCH PETYISPHO ¢ UHTEPBANOM 2 Mec. OueHu-
BAJMCh BCE M3Mepsiemble Tposiienus Gonesun. IMposommancs nabopa-
TopHbie TeCThl (001Mit M GMOXMMMYECKMIT AHANTM3BI KPOBH, AHAJIM3bI MO-
4M, OnpeseseHre roOpMOHOB Kposh) . KOCTHBIE METACTA3bl OLIEHNBAIMCD €
WMHTEPBAJIOM 3 MeC, MO JIaHHbIM CKAHMPOBAHMS CKEJIETa M PEHTIeHOrpa-
¢uu xocreit.

PesyabraThl uccaeaoBaHus. ITockobKy OCHOBHBIM Me-
XAaHU3MOM JEHCTBHS AHTHUICTPOTEHOB SBJISETCS HHATOCTA-
THUYECKMH (IIpeKpalieHue pocTa), a He IUTOTOKCHUYECKHH
(rubens kjerox) od¢dekT, aKUeHT B aHAJIA3e NPOTHUBO-
OIYX0J/IEBOTO AEUCTBHS TopeMudeHa OyneT cAesaH Ha Cpo-
Kax OT HAauasa JIEUEHHUs 0 TporpeccupoBaHus 60Je3HH.

ITockOMBKY CYIIECTBEHHOM 3aBMCHMMOCTH IIMTOCTATHYE-
cxoro agdexra o 4036l TOpEMU(PEHA MBI HE BHISBUIH, T10-
caenyomuii ananus Gyner coesaH [UIs Bl rpynnH B 1e-
JIOM B 3aBHCHMOCTH OT PACIPOCTPAHEHHOCTH OMYXOJIEBOIO
npouecca (taba. 2).

Cpenssis AMMTENBHOCTh CTabWiu3anuu B 00eMX rpyn-
nax cpasHMMa M cocraBiser 0,5 mec mas Topemudena B
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vanced BC. We did not enter into the study patients with negative es-
trogen receptors on principle. All the patients had disseminated tumor
disease or inoperable tumors (table 1).

Toremifene in the 60 mg/d regimen was given at 1 tablet once in
the morning, in the 240 mg/d regimen at 2 tablets 2 times daily.

Regular examinations of the patients were performed at a 2 mo in-
terval and included evaluation of all measurable lesions. The labora-
tory tests consisted of complete blood count, determination of blood
boichemical profile, blood hormones, urinanalysis. Bone metastases
were evaluated at a 3 mo interval by bone isotopic scan and X-ray.

Results. The main mechanism of action of antiestro-
gens is cytostatic (growth inhibition) rather than cyto-
toxic (cell destruction) effect. That is why the em-
phasis in the study of toremifene antitumor activity
was put on time from treatment to disease progression.

We failed to discover any remarkable dose-effect de-
pendence for toremifen, therefore, the analysis to fol-
low concerns all the patients as a whole and is per-
formed with respect to tumor disease advance
(table 2).




Tabamua 3 Table 3
Cpoku nporpeccHpoBanns y GOJIbHBIX C BHICOKHM H HU3KMM YPOBHEM PElIENITOPOE B OMYXOJH
Progressive disease onset in patients with high and low tumor receptor levels
YposeHb pelenTopos 3CTPOreHos., Yucno Cpok nporpeccupoBanus, Mec
$™Monb/Mr obcnepno-
BaHHbIX no 3 no 6 ao 9 no 12 no 15 no 18 bonee 18
Menbwe 30 Less than 30 32 10 8 8 4 1 1 —
43,7%
30 u sbiwe 30 and more 27 12 6 6 | 2 | — —
33.3%
HewnssecteH Unknown 12 5 3 2 l 1 | 1 — —
33,3%
Estrogen receptor level, fmol/mg No of cases| within 3 within 6 within 9 | within 12 | within 15 | within 18 more
than 18
Progression onset, mo

nose 60 mMr/cyr u 6,7 mec ang Topemucdena 240 mr/cyr.

Y 42,39 GOnBHBIX C MECTHO-PACIPOCTPAHEHHBLIM MpPO-
ILECCOM TNPHUMEHEHUE TOpeMH()EHA NPHUBEIO K OCTAHOBKE
pocta omyxonu Oonee uem Ha mnoaroaa (B cCpemHEM
12,1 mec). Tlpu meractasax mo koxe u B JuMdOy3nax
crabuinsaums Gonee 6 mec otmeuena y 28,6% (B cpen-
Hem 11,2 mec). Ilpn BHCuepanbHBIX MeTacTaszax 3amepX-
Ka pocra omyxonu Gosee uem Ha 6 mec ormMeuena y §
(33,3% B cpenuem 8,7 mec) us 15 naumenros. I1pu mera-
cTasax B KOCTH Y BCex GOJIbHBIX CITyCTd 6 Mec 3apermcr-
pHpOBaHO mnporpeccHposanne. B uesom amme y 389,
Gonprbix (27 u3 71) NpOrpecCHpOBaHHE POCTA OMYXOJH
[POAOIXANOCE B NMEPBHE 3 MeC MPUMEHEHHd TopeMHue-
Ha, eme y 33,8% — B Teuenue 6 mec, y 28,29, — 6Goxee
6 mec (B cpennem 11,1 mec).

AHanu3 ypoBHS PELenTOpOB SCTPOreHOB M 3(eKTHB-
HOCTH JIEYEHUs NpenctasieH B taba. 3, M3 KOTOpoH BHMA-
HO, YTO HaM HE YAAJIOCh BHIIBHTh KAKMX-THOO 3aKOHO-
MEPHOCTEM.

B obenx rpynnax GonpHmXx noGounbe 3¢hdeKTH BHpa-
XeHbl ¢1a60. Tonbko y 1 60abHOM, NOTyyaBIIed TOpeMH-
en B no3e 240 Mr/cyr, neyeHHE NPHILIOCh NPEKPATHTD
B CBY3H C BHPAXEHHOH TOIHOTOM, 6onsiMH B o0acTi xe-
JIYAK4, DBOTOH. OTH CHMIITOMB IPOLIIM NOCAE OTMEHBI
npenapara.

Y 4 GOMbHBIX OTMEYAMCh YMEPEHHO BHIPAXEHHbBIE BHI-
JEJIEHHS M3 BJIATA/IMIUA U Yy 8§ GONIBHHX — MPHIMBHL Pa3-
JIMYHOH CTENEHH MHTEHCHBHOCTH.

B nanHOil paboTe MB AKLEHTHPOBAIM BHHMAHHE HA
BJIMSHHM TOpeMMeHA HA IJIMTENBHOCTh NEPHOAA OT Ha-
yasia JEeYeHHs A0 NPOrpecCHpPOBAHMS OMYyXOJEBOIO Mpo-
uecca. M3 tabsr. 2 BUAHO, YTO MPUMEHEHHE TpenapaTa y
BOJBHBIX ¢ HEOMEepaGeNbHHM MECTHO-PACIIPOCTPAREHHBIM
MPOLIECCOM ¥ METACTAa3aM# B MATKHME TKAHH MO3BOJISIET JIO-
cTuyp crabmnmsanmu npomecca a0 15—18 mec. Menee
s¢pdexTuBer TopeMudeH Npu METACTA3aX BO BHYTPEHHHUE
Oprasbl M KOCTU, 3aBUCUMOCTh OT YPOBHS PELIENTOPOB 3C-
TPOT€HOB BBIDAXEHA HEUYETKO. MBI He OTMETH/IM 3aBUCH-
MOCTH NPOJOKHTENBHOCTH CTACHIM3ANMM OT HAMMYHS
WIM OTCYTCTBHS PELENTOpOB TiporecrepoHa. Topemuden

The mean stable disease duration was compatible in
both groups: 6.5 mo for toremifene at 60 mg/d and 6.7
mo for toremifene at 240 mg/d.

In 42.3% of patients with locally advanced disease
toremifene therapy resulted in more than half year dis-
ease stabilization (mean 12.1 mo). Stabilization of
more than 6 mo was also achieved in 28.69, of patients
with skin and lymph node metastases (mean 11.2 mo),
and in § of 15 (33.3%,, mean 8.7 mo) patients with vis-
ceral metastases. All patients with bone metastases de-
veloped progressive disease 6 mo following treatment.
As a whole tumor growth continued during the first 3
mo of therapy with toremifene in 38%, (27/71), during
6 mo in 33.8% and more than 6 mo (mean 11.1 mo)
following treatment in 28.29, of the patients.

The analysis of treatment effectiveness with respect
to estrogen receptor level is presented in table 3. As is
seen we failed to find any regularities here.

The side effects were mild in both groups. 1 patient
receiving toremifene at 240 mg/d developed markable
nausea, stomach pain, vomiting, which required treat-
ment discontinuation. The symptoms disappeared after
the drug was withdrawn.

4 patients presented moderate vaginal discharge,
8 patients had affluxes of variuos intensity.

In this investigation we focussed on toremifene ef-
fect on time from treatment to tumor disease progres-
sion. Table 2 shows that therapy with toremifene for
inoperable locally advanced disease with soft tissue
metastases resulted in stabilization upto 15—18 mo.
The drug was less effective in cases with visceral and
bone metastases. There is no clear dependence of the
effect on estrogen receptor level. We failed to correlate
duration of stable disease and progesterone receptor
status. Toremifene also took direct antitumor effect.
Objective (complete+partial) response was 30% in both
dosage regimens. The side effects were mild. None of
the patients developed thrombophlebitis, changes in
the blood profile. Afflux was rare.
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OKAa3HBAET TAKXE HEMOCPEACTBEHHOE MPOTHBOOILYXOJIEBOE
aeitictue. Ilo HammM AaHHBM, OObeKTHBHHIN 3¢hdexT
(mosiHas + YACTHYHAS PEMMCCHSI) COCTABALET MIS O0OMX

nosoBuix yposHel 309%. TloGounsie 3¢gpexTn mpenapara
cnabo Beipaxesn. Hu y onsoit 6onbHOM MB He Habona-
an TpombogieOMTOB, M3MEHEHMI MMOKa3aTesied KpOBH.
Penko oTMeuanuch NMPHIMBH.

Topemuden sBaserca 3dpeKTHBHEM NpenapaToMm, no-
3BOJIMIOUIMM JOCTHYb IJIMTENLHOM cTabmamsauuu y OOb-
HHX C MOJOXWUTEABHHMH PELENTOPaAMHU 3CTPOTEHA B OMNYy-
xosn. [lpenapar He mMeeT cephe3Hbix mobounux ddex-
T0B. JlanpHeluii aHAJIN3 BCEX AAHHBIX M CPABHEHHME TO-
pemudeHa ¢ TaMOKCU(DEHOM MO3BOJILT ONPEAEJUTh €T0 Me-
CTO B TOPMOHAJIbHOM TEpAaNMH PAaCNpOCTPAHEHHOTO paka
MOJIOUHOM Xesesn. HecomHeHHo, B OymymeM mpemapar
GyneT NpUMEHSTBCS B KOMIUIEKCHOM M KOMOMHHPOBAHHOM
aexkapcreeHHoM JeyeHun PMIK. Tlpeacrout onenka agbio-
BAHTHOTO TIPUMEHEHMS JIEKADCTBA Y MEHONAY3HHX 60Jb-
Heix PMXK nocie Xxupypraueckoro Je4yeHus.
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S3OPEKTUBHOCTD TAKCOJIA U TAKCOTEPA
TP PAKE MOJIOYHO! XKEJIE3bI

HHH kaunuueckoii onxonoeuu OHILf PAMH

Hoswiit mpenapar pacTUTENBHOTO MPOXCXOXAEHHS TaK-
COJI B MOCJEOHUE TOABN MHTEHCHMBHO M3yyaeTcs 3a pybe-
XOM npH pake mosnounoi xeness (PMX). Ero akrtus-
HOCTh y OosmbHbix PMXK Owsina mokazaHa B mpouecce
I dasm kauuuueckoro usyuenud [3, 5]. B xone aTux uc-
CJAEA0BAHMIM yXe ObLIO BBICKA3aHO NPEANOJIOXKEHHE, UTO
TAXCOJ MO AKTHBHOCTH NMpPHOMMXAeTcd K apHaMULIMHY H
3¢pdEeKTHBEH B CIyyasX BO3HUKHOBEHWS PE3MCTEHTHOCTU
K aapuamupuuy. JlanbHeifliee W3ydyeHMe TAKCOJA TpH
PMX [7,9, 10] noaTrBepauao, 4to 00beKTUBHHN ekt
npu npueMme Takcosa Habmonaerca y 28—309%, GoabHBIX
PMX, pesucTeHTHBIX K aHTpauukiauHaMm. IlopoGHbie xe
pesynbrathl Obiin monyuedsl u F. Holmes u coart. [§].
OCHOBHBIM PEXHMMOM HKCIIOJb30BaHMs Takcosaa npu PMX
O6b1H 3- M 24-yacoBbie BHYTPUBEHHBIE HH(DY3HH KaXaHe
3 Hen ¢ o0s3aTeAbHON TIPEMENNKAIIMEN, BKIOYAKOLIEN Ae-
KCaMETa30H, OUMEApos W uuMeTHauH. Ilpemenmkanus
MPHUMEHSIACh OIS MpENyNpexXaeHus peakuuil runepuys-
CTBMTENBHOCTH, KOTOpHE HAOIIORAIOTCS NPH HCIMOJIb30Ba-
HHMHM Takcosia, O0yC/JOBJEHHHX JHOO JIeKapcTBOM, JH00
pacrBopuTeseM KpemadopoMm (moanne30KCHITHWIHPOBAH-
HOEe KacTtopoBoe Macyo). Ilpenacrasiser 3HAUMTEIbHBIH
HHTEpEC, YTO TIOCAENHMHA, KaK I0Ka3aJqM 3KCIEPHMEH-
TaJbHHE HccaenoBanusa [16], BoccTaHaBAMBaeT P-TJIMKO-
NpPOTEMH-00YCIOBAEHHYIO JIEKAPCTBEHHYIO  PE3HCTEHT-
HOCTh. MOXHO NPEANONoXUTh, YTO 3TUM 00yC/IOBIEHA aK-
THBHOCTb TAKCOJI4 TIPH DPE3NCTEHTHOCTH K AHTPALMKJIM-
HaM. B uccrnenoBaHMSX ¢ MOBHIIEHHEM NO3B TAKCOJIA 10
200—250 Mr MCnosib30BaUCh TEMATOTOPMOHHI (MpeuMy-
mecreeHHo -KC®) nns nopmepXxku umcna HeiTpodu-
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Toremifen is an effective drug that allows long-term
disease stabilization in patients with positive estrogen
receptors. The drug does not induce serious adverse
reactions. Further analysis of all data and comparison
of the drug with tamoxifen will determine the scope of
application of toremifene in hormonal therapy for ad-
vanced breast cancer. The drug will undoubtedly be
used in complex and combined therapy for BC. It is
planned to evaluate toremifene as applied in adjuvant
therapy of menopausal BC patients after surgery.
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EFFICACY OF TAXOL AND TAXOTERE
IN BREAST CANCER

Research Institute of Clinical Oncology

Taxol, a new drug of vegetable origin, has been stu-
died comprehensively abroad as a therapeutical for
breast cancer (BC). Phase II clinical study showed its
activity in BC patients [3, §]. Taxol is supposedly simi-
lar to adriamycin in efficacy and can be used in adria-
mycin-refractory cancer. Objective response to taxol in
anthracycline-refractory BC was 28—309% {7, 9, 101
Similar results were obtained by F. Holmes et al. [S].
The main route of taxol administration in BC was 3-
and 24-hour intravenous infusions repeated at 3 weeks
with obligatory premedication with dexamethazon,
dimedrol and cimetidine. The premedication was to
prevent hypersensitivity reactions observed during ther-
apy with taxol which were either due to the drug itself
or to the solvent cremophor (polydesoxyethylated cas-
tor oil). Of note that the latter is shown experimen-
tally [16] to restore p-glycoprotein drug resistance.
This may account for taxol activity in anthracycline re-
sistant tumors. Hematohormones (mainly G-CSF) were
used in studies of taxol with dose escalation upto 200—
250 mg to maintain neutrophil level. Taxol’s hemato-
logic toxicity mainly as leukopenia was dose limiting.
As well as peripheral neuropathy and mucositis. Other
adverse reactions were nausea, vomiting, local irrita-
tion, myalgia and arthralgia, alopecia and allergic re-
actions as flush and skin rash.

In further investigations taxol was administered to
BC patients in combined regimens, particularly with




