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HeemoTps 1a To uto onyxonesslit npoucce npofostkact
Pa3BHBATLCA, BO3PACTACT HITOKCHKALIS OPraHiisMa, fnpo-
BCIEHNC TA3CPHONH pekananusalui OponxoB Heonepabess-
TBIM OOJILHBIM CMOCOGCTBYCT YNYULICHHIO NPOXOMMMOCTH
OpoHXoB, 4TO B CBOIO Ouepedb BEACT K YIYHIUCIHIO y
HUX (DYHKUMM BICHIICTO ABIXAHMS W KAuecTBA KU3IM.
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TAKCOJl B COYETAHUU

C JOKCOPYBHUHWHOM IIPH JEYEHWUU
BOJIbHBIX JTHCCEMHUHUPOBAHHBIM PAKOM
MOJIOYHOU KEJE3bI

HHH xknunuueckoii onxonozuu

OTKpbITHE HOBBIX MPOTHBOOMYXONEBBIX npernapaTos
BCENACT HAaNEXNBl, YTO PE3YAbTATHI JIUCHHA PaKa MOJIOYU-
HOH 3KeNe3sl, JOCTUTHYThIE B 70-¢ TOMOBI MOCIE TOABICHHS
AHTPAUKMKIIHHOB, ¢ 1aCTOTOH 06BekTHBHOTO 3dPexTa 60—
70% ¥ NpODONXHTENBHOCTHIO peMHCCHI 8—12 Mec MOTYT
ObITh ynyuwmiensl. OQHUM M3 TakuX NpenapaToB ABISETCS
TaKCOI (MaKmuTaKcem). DTO aHTHMHUTOTeH DPACTHTEIHHOTO
NPOUCXOXKIEHNSA, CTUMYIMPYIOWIMI TTONUMeEpPH3aLIUIo TYOy-
TMHA, YTO TNPHBOAMT K HApPYMIEHHIO (YHKUHH MHKDOTPY-
601UKOBOTO anmapata W 6IOKMPOBAHMIO TIPOLECCa AeIeHNS
OTYXOIIEBOM KNETKH, B Pe3yNbTATE 4ero HacTYNaeT ee I'M-
Genb [10]. OcHoBHEBIE MOGOUHBIE 3DexTsl NMpH JTeueHHU
TaKCONOM CBS3aHBI C I'€MAaTONOTHYECKOH TOKCHYHOCTBIO
(B Gonmbuwle# cTeneHH B OTHOUIEHWM TPaHYTOLUTAPHOTO
pocTKa), HeHpo- M KapAHOTOKCHYHOCTBIO [2, 9].

O(PPeKTUBHOCTL Takcoma NMPH WCMONB3OBAHHH €0 B
Ka4€CTBE MOHOXHMHWOTEPAIHNH TIepBOil MHHMM y GOIBHBIX
ANCCEMHHHPOBAHHBIM DAaKOM ‘MOJIOMHOH »ene3bl, Mo JaH-
HbIM HEMHOTOYHCIIEHHBIX HccaenoBaHui [6, 8], cocTtaBuna
56—62%; y paHee JeueHBIX GONBHBIX OGBHEKTHBHBIE 3p-
(bextbl Habmopanuce B 16—53% cnyuaes [1, 12]. Cpasny-
TENLHO BBICOKAS MPOTHBOOIMYXOJNIEBAA AKTHBHOCTh TAKCONA
Yy OONBHBIX PakOM MOJIOYHOI JKENe3bl B MOHOTEPATTHH [IENAeT
TIPHBIIEKATENBHOMH HIEIO O COYETaHHH €TO C JOKCOPYOHLMHOM,
KOTOPBIH TMO-TIPEXHEMY OCTAETCA HAMOOTEE aKTHBHBIM Mpe-
MapaToM Mpy JIeYeHHH 3TOH (hOPMBI ONMYXOMH.

Llensio Hawero wccieqoBanus GbII0 paspaBoTaTs am-
OynaTOpHBIH pekuM KOMOUHUPOBAHHOTO NPUMEHEHUS TaK-
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in volumes and capacities characterizing lung clasticity.
While the main cvidence of the improvement in external
respiration, i.c. partial oxygen pressure in capillary blood
demonstrated a statistically significant rise from 67 to
the normal 70 mmHg.

The patients undergoing study of external respiratory
function at 6 months following treatment had bronchial
lumen preserved as detected endoscopically and presented
with stable characteristics of external respiratory function
(good patency of large and medium bronchi, increase
in minute ventilation due to a considerable increase in
respiratory volume). Partial oxygen pressure in capillary
blood remained within the normal limits.

Notwithstanding progression of the tumor disease
and increasing body intoxication, the laser recanalization
of bronchi in inoperable patients provides better bron-
chial patency which in its turn leads to improvement
in external respiration and quality of life of these patients.

M. B. Stenina, A. Yu. Toropov, N. Yu. Sidorova,
A. E. Stetsenko, D. Z. Kupchyan, S. M. Portnoy,
A. M. Garin, S. A. Tjulandin

TAXOL IN COMBINATION
WITH DOXORUBICIN IN BREAST CANCER
TREATMENT

Research Institute of Clinical Oncology

The clinical application of new anticancer drugs in-
spires the hope that the progress in breast cancer treat-
ment made in the seventies and associated with an-
thracycline therapy which increased the objective
response to 60-70% and the response duration to 8-12
months may still be developed. Taxol (paclitaxel) is
one of these new drugs. It is a vegetable antimitogenic
agent which stimulates tubulin polymerization leading
to microtubular system dysfunction and tumor cell di-
vision inhibition resulting in cell death [10]. Main side
effects of taxol therapy are hematotoxicity (mainly con-
cerning granulocytes), neuro- and cardiotoxicity [2, 9].

Efficacy of taxol as the first line monochemotherapy
in patients with advanced breast cancer is 56-62% [6,
8], objective response in previously treated patients is
16-53% [1, 12]. The relatively high antitumor activity
of taxol monotherapy in breast cancer makes attractive
the idea of its combination with doxorubicin as the
most efficient drug in breast cancer.

The purpose of this study was to develop an out-
patient schedule of combination therapy with taxol and
doxorubicin, to evaluate its antitumor efficacy, its effect
on patients’ life time and disease-free survival as well
as to study the combination toxicity in the treatment
of patients with advanced breast cancer.

Materials and Methods. Paticnts were eligible to be entered into
our study if they complied with the following criteria: locally advanced
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Clinical Investigations

colia M JOKCOPYOHIIHIA, OLCHHB €ro dPPeKTHBHOCTD, MPo-
MOJKUTENbHOCTD KH3HW W [UIHTCIBHOCTE Oe3pCHMANBHOIO
Mepruoga, a TAKXKC TOKCHYLIOCTH TPH JICUCHUN OOIBIIBIX
pACMpOCTPAHEHHBIM PAKOM MOJIOYHOH JKEIe3bl.

Martepuan n MeToRbl. B Hcenenopatve BKMOUAAHCh BONbHLIE MECT-
to-pacnpocrpatiediibiv (T4N [-——2MO0) 1 MeTacTaTiHeCKHM PAKOM MOIOMIION
enesbl, HE TNONy4aBluie paHee XMMHUOTEPaIHio Mo NOBOMY NPOrPeccHpo-
BaHua mpolecca (IONMYCKanoch HAMMYME B aHAMHe3e afblOBAHTHOH MM
HEOAABIOBAHTHOM XMMHOTepanuu 63 BKIIOUEHH JoKcopyOULMHA), B BO3-
pacte or 18 po 67 ner (cpeanuit sospact 47 ner), oblieM yHROBIETBO-
puteastom cocrosuun (no ECOG, meupwe 2), umeioume Mopdonoru-
uecKoe TMOATBEPXKAEHME J[MarHO3a, M3MEPSeMble MM  OLEHUBAEMbIE
MposABIIeHNs GONe3HH, HOPMATIBHYIO (PYHKLIMIO NedeHn (06wni Gunnpyoun
menbiie 20 MxMmosnb/), novex (kpeaTuuH MeHbule 115 Mxmons/n), cep-
NEYHO-COCYAMCTON CHCTeMbI ((ppakums Beibpoca J1eBOro xenyxouka 60oms-
we 65%), HOpMasibHble reMaToliornueckue noxasarenn (abcomoTHoe
uucno Heitrpodmnos — AYH — Gonswe 2:10%1, TpomGounts! Gonblue
100-10%n). BonbHbie B MeHOMay3e ¢ MOJIOKHTEIbHBIMH PELENTOPaMH K
3CTPOreHaMm M/HilM MPOrecTepOHY BKIIOUANIMCh B HCCAEROBAHUE B CIyuae
NPOrpeccupoBaHua Ha (JOHE FOPMOHOTEpANHH.

[TpoTyBONOKa3aHMAMH K BKJIOUEHMIO B ncchaegoBaHue Obn obuiee
nnoxoe cocroande (no ECOG, 3—4), npeanonaraeMas MpOIOJDKHTENb-
HOCTb XM3HM MeHee 3 Mec, MeTacTasb! B TOJIOBHOH MO3r, Hajluune B
aHaMHe3e CEpAEYHO-COCYAMCThIX 3aboneBanuil (OCTpeli HHpapKT MHuO-
Kapla, HEAOCTATOMHOCTb KPOBOOOPALUEHHS, ADHTMHUH, HEKYNUpYeMasd -
NePTOHUA).

Beem GonbhsiM amMGyIaTOPHO MPOBOIMMIN XHMHMOTEPANMHIO IO CXEME:
Takcon 125 Mmr/mM? BHYTpMBEHHO KanenbHO, 3-uacoBas MH(y3ua B l-H
JeHb, IOKCOpYOHLMH 50 Mr/m2 BHYTPHMBEHHO CTpYiHO B 1-if Jewb cpasy
nocne oxoHYaHus uH(py3uu Taxcona. [lepen BBeneHneM Takcosna GonehHble
noNyyany npeMefqKauyio: npeaHusonon no 125 mr per os3a 12 v 6 v,
uuMmeraud 300 mr v S mn 1% auMenpona BHyTpuBeHHO 3a 30 MMH
o uHdpy3uu. B Teuenye Bcero neprona nHQpy3sHy Takcona KOHTPOIMPOBAIIH
apTepUaIbHOE NaBJIEHWE, YACTOTY NyNbca M ObixaHuA. [1OBTOpHbBIE KypChI
JIeveHHs MPOBOOMAM Ha 22-# JeHb NPH HOPMAaNbHBIX NOKa3aTensx KpoBH
(AYH 6oasbwe 2-10%n, tpomBounts Gonbiue 100-109n) nnm B cayuae
HelTpo-, TPOMOOUMTONEHNHM OTKAAALIBANM IO BOCCTAHOBIIEHHUS TEMON033a,
Ho He Gonee uem Ha | Hen.

Beina mpenycMorpeHa 3ckamauus Ko3sl Takconma co 125 mo 150 u
175 Mr/mM? Ha nociepyrowWMX Kypcax Npd OTCYTCTBMM NPOSBAEHHE re-
MaTonoruueckoit (deiirponenns Il cremenn wu/umm TpoMOGounTOnEHMS
1 crenenu) u/mnu nefitpotokcuurocty II crenenn. Inanmposanoce npo-
BEJIEHHE 6 KYPCOB XMMHUOTEPAIKH, MOCAe 4Yero OOMbHbIE MONYYaaH BECh
HEOOXOOMMBIH B KaXIOM KOHKDETHOM Clyyae KOMIUIEKC JieyeOHbIX Me-
ponpudaTHii (nyueBast Tepanus, BbIKMiOUeHMe (YHKLMHM SAHYHHKOB, Top-
MOHOTEpANnus, OMepaTHBHOE JSIEUeHHE).

Jo Hayana neveHus BceM GONBHBIM MPOBOAMNM OOCnENOBaHME, He-
06x0AMMOe U OLEHKM JIOKANM3ALMH U Pa3MepOB BCEX NMpPOsBICHHIT Oo-
nesun (namsnaums, mammorpadus, Y3W opraHoe Gprownolt nonocth,
R-nornueckoe vccneqoBaHve OPraHoB IPYAHOH KIIETKM, CKaHHpPOBaHHE
ckenera). Tlpy Hanuuuy nepsuyHOro ouara (HeyJaneHHas MOJIOUHAA Xe-
fle3a) BBITOMHANK TPENaHOGHONCHIO ¢ 0OA3aTENbHBIM THCTOIOFHUECKHM
HCCNENOBAHUEM W OMpeNeeHUEM YPOBHA PEUenTOpoB k ropmonam. Jle-
uebHbId 3upekT oueHnBanu xaxasle 2 xypca. Beem GonbHeiM 0 Havana
NIEUEHNs M Jaliee MOoCie KaxablX 2 KYPCOB MpPOBOLMIM 3JIEKTPOKApAH-
orpaduiieckoe M 3xoKapavorpauieckoe HCCIeoBaHU ¢ ONpeneneHitem
(l)pal(ulm BblﬁpOCa JICBOrO XKeayJouKa. IeMaTOJIOCHYECKHE | OHOXHUMH-
YECKHE NOKa3aTeNnH KPOBH KOHTPOIMPOBAJIH Mepen KaXablM KypPCcoMm; re-
MaTONIOFHMYECKHE MOKA3aTeNy OfPEReNsuIH, KpoMme Toro, na 8-ff u I5-i
Ay kaxaoro kypea. [Mocse 3aBeplienus nonHoro obbema XuMuoTepariti
NpoBOAnAK 0oOCre0BaHHE, AHAIOTHUHOE TAKOBOMY JO JeMeHHs (3a Mc-
KJIIO'IEHHEM TpenaHoOHONcuu MOJIOUMHOMN JKene3bi).

DPHeKTHBHOCTL JIEUEHHA W TOKCHMHOCTH OLEHMBAIIM COTAACHO KMic-
cuuxanun BO3.

[penapaT Takconm Gbul npemocTasieH IS HCCAenoBanus  (HPMOIL
«bpucron—Maitepc—CrBuG6».

Pesyabratel. C oxtaGps 1994 r. no ampens 1995 r. o
uccnenoBanne ObIT0 BKIMOYEHO 17 GOMBHBIX METACTATHYIEC-
KHM M MECTHO-PACTIPOCTPAHEHHBIM PAKOM MOJIOMHOR JKCIE3bL.
XapaxTepucTka GOnbHBIX NpegcTaBieHa B Tabm. 1.

Bomemas wacte (16 w3 17) 6onbHBIX, BKIIOUCHHBIX B

(T4N1-2M0) or metastatic breast cancer, no prior chemotherapy for
progressive discase (except adjuvant or ncoadjuvant chemotherapy
without doxorubicin), age 18-67 ycars {(mean 47 years), satistactory
performance status (ECOG less than 2), morphologically verificd breast
carcinoma, measurable or evaluable disease, normal hepatic (total
bilirubin level less than 20 mcmol/l), renal (creatinine level less than
115 mcmol/), cardiovascular (left ventricular ejection fraction more
than 65%) functions, normal hematological tests (absolute neutrophit
count, ANC, more than 2 - 109, platelet count more than 100 - 10911).
Menopausal patients with positive tests for estrogen and/or proges-
terone receptors were included in the study if they presented with
disease progression when on hormonal therapy.

Exclusion criteria were poor performance status (ECOG 3-4), ex-
pected life time less than 3 months, brain metastases, a history of
cardiovascular diseases (acute myocardial infarction, circulation failure,
arrythmia, uncontrollable hypertension).

All the patients received chemotherapy on an out-patient basis
by the following schedule: taxol 125 mg/m? by 3-hour intravenous
drip infusion on day 1, doxorubicin 50 mg/m? by intravenous bolus
immediately after taxol infusion on day 1. Before taxol administration
the patients received premedication consisting of prednisolone 125 mg
per os at 12 and 6 h, cimetidine 300 mg and 1% dimedrol 5 mi
intravenously at 30 min before the infusion. Arterial pressure, pulse
and respiration rates were monitored during taxol infusion. The cycles
were repeated every 21 days in patients with normal blood tests
(ANC more than 2 - 109/, platelets more than 100 - 10%1) or postponed
till hemopoiesis recovery (but for not more than ! week) in patients
with neutrothrombopenia.

Taxol dose escalation from 125 to 150 and 175 mg/m? was designed
at further cycles in patients with no evidence of hematotoxicity (grade
1I1 neutropenia and/or grade I thrombopenia) and/or grade II neuro-
toxicity. The chemotherapy consisted of 6 cycles after which the
patients received other treatment (radiotherapy, suppression of ovarian
function, hormonal therapy, surgery).

Before treatment all the patients underwent examination to locate
and measure all disease (palpation, mammography, abdominal ul-
trasound, chest x-ray, bone scan). Patients with the primary (affected
breast) underwent punch biopsy for histological study and determi-
nation of hormone receptors. Therapeutic effect was evaluated every
2 cycles. At baseline and after every 2 cycles the patients underwent
ECG and echocardiography to evaluate left ventricular ejection fraction.
Blood tests were performed before and on days 8 and 15 of every
chemotherapy cycle. After chemotherapy completion the patients un-
derwent the same examination as at baseline (except punch biopsy
of the breast).

Treatment efficacy and toxicity were evaluated according to WHO
recommendations.

Taxol was supplied for the trial by the Bristol-Myers-Squibb.

Results. During October 1994 to April 1995 17 patients
with metastatic and locally advanced breast cancer were
entered into the study. The patients’ characteristics are
summarized in table 1.

Of the 17 patients 16 completed treatment (6 cycles),
in 1 case treatment was discontinued after cycle 2 due
to brain metastases not-clinically detectable at baseline.
Data for this patient were not considered in analysis
of treatment efficacy. Thus, toxicity was evaluated in
17 and efficacy in 16 patients.

A total of 96 cycles was performed. Maximal (175
mg/m?) dose escalation of taxol was achieved in 13 of
the 16 patients, mean cycle dose being 153 mg/m2

After 6 cycles of chemotherapy objective response
was achieved in 14 (87.5%) patients (I complete and
13 partial responses), 1 patient presented with progressive
disease on therapy.

Three patients with partial tumor response as a result
of chemotherapy underwent radical mastectomy after
radiotherapy to the breast and regional lymph nodes.
Histological study of operative specimens discovered
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HCCITCAOBAIIHE, TOMYYHITN 3aTaHHpOBalbIi 00BCM JICUC-
HUg (6 Kypcos), vy 1 Gonshoii XHMHOTCepanmis Oputa npe-
KpalIictia nocie 2-ro Kypca H3-3a O()Il:’.lpy)KCIlHﬂ MCTAaCTa308B
B TOJIOBHOH MO3r, KOTOPBIC KIIMHMYCCKH HC TIPOSABISIHCEH
Ha MOMCHT Havanma Tepanuy. Pe3yneTaTel HCUCHMS ITOI
MAUUCHITKY TIpK anasan3c SOPEKTHBIIOCTH ¢ YUHTBIBATH.
TakiuM 06pa3’oM, TOKCHYHOCTE oueneita 'y 17 GonblbIx,
appextrBHOCTS NCuenns — y 16. Beero nposeaeno 98 kypcon
XuMuoTtepannu. Jlo3y Takcoma yAanock MOBBICHTL 0 Mak-
cnmanenoit (175 mr/m?) y 13 u3 16 maumentok, NpH 3TOM
Cpellas KypcoBas [o3a Tpenapara cocTaBuia 153 mr/m2

[ocne nposenenns 6 kypcos nevenns o6beKTHBHBI
abdext monyuen y 14 (87,5%) GombHsix (I momnas u 13
HaCTHUHBIX pErpeccHii), y | MauHeHTKH MOCTMTHYTa cTa-
Onnmsauus npouecca u y 1 orMeyeno MPOrpecCHpoBanHe
bonesiu na (one xumuoTepanmy. Crenyer oTMeTHTB, 4TO
Yy 9 GOnBHBIX MaKCUMabHBIN NeYeGHBII 3pdext 3aduk-
CHpOBaH nocne 4 Kypcos.

Tpem GombHbiM, y KOTOpBIX B pesylbTaTe XMMHOTG-
panuu ObiTa JOCTMTHYTA YACTHUMHAS PETPECCHS OMyXOTH,
TIOCIIC TIPOBENIEHHA JIyYEBOH TEPATTHH HA MOJIOYHYIO XKeJe3y
M PETHOHAPHbIE 30HB! OblIa BBIMONHEHA pagHKaNbHASL Mac-
TokTOMHA. [lpu rucTomOrMueckoM HccnenoBanuu ymaneH-
HBIX TKaHEH y 2 GONbHBIX OTMEUYCH YMEPEHHBIH M BbIpa-
EHHBIH 1eueOHbIit naTomMopos, y 1 GonbHON — monHas
pe3opbuMs omyxonu.

B HacTosumee Bpems npu cpenxem Cpoke HabmomaeHus
10 mec (7—13 Mec) y 7 GOBHBIX, B TOM uHCIe y OnHoit
TALMEHTKH NOCHIE PafHMKaNbHOW MacT3KTOMHH, HACTYIIHIIO
NiporpeccupoBaHye 601e3HN; CpeqHas MPOLOKUTENLHOCTD
OespenmyMBHOrO mNepuoma cocTaBMiIa Yy 3THUX OONbHBIX
4,5 mec (3—7 mec). CoCTOSHME OCTaNbHBIX § GONBHBIX
CTaOMIIbHOE, B TOM YHCIe 2 MALMEeHTKH MOCIe pPaguKanbHOH
MAacCTIKTOMHUM XHBYT Oe3 mnposapneHuil Gome3nn. Kombu-
HalMA  Takcon + JOKCOPYOMIIMH XOpOLIO IEepPEHOCHITACh
OombHbiMu. Hu B ofHOM ciyuae pa3sBHTHE OCITOXKHEHHi
HE MOTPeOOBAIO IKCTPEHHOM TOCMUTANH3AUMH IS npo-
BENEHUA CUMITOMATHYECKON TeparnuH.

Yacrota meiitponiennn III—IV crenenu cocrapmna
37,6% (B ToM uucie IV crenenu 11,8%), HH B omHOM
CIIyMac IUIMTENBHOCTL €€ He JIOCTHrana 7 nHei. B 5,1%
CIy4aeB MMENA MECTO acenTHyecKas JIMXOpajxa. PasBHTHs
TIIyboKoi TpomGouuTonenun He HaGIIONANOCh, THUIL B
1 cnyvae 3apuxcupoBano mameHne YpOBHA TpoMOOLMTOB
no 96-10°/n.

SBnenus Toxcuueckoil MOMHHeponaTHH (mapectesun,
OHEMEHMC MaNbLEB PYK U HOT) HAOMIOAANHCh Y 15 GONbHBIX,
BOSHUKANIM vallle HAa NOCHENHHUX Kypcax Je4eHHS M Gbiiu
BbIpaxeHsl ymepento (I crenens). Jlumb B omHOM cnywae
no3a Taxcona Osuta pemyunmpoBana co 150 mo 125 Mr/m?
B CBA3H C HEHPOTOKCUYHOCTBHIO.

B 3 cnywasx (no ommomy smmsonmy y 3 OOMBHBIX) MBI
HABITIONANH PA3BHTHE YMEPEHHO BBIDAKCHHBIX PeaKIMi IU-
NEPYYBCTBHTENBHOCTH B MepHON WH(Y3UU Takcoma. Kimu-
HUYECKH 3TO MPOSABIANIOCH OUYLHEHHEM MOKEHHS W MOKpac-
HEHHEM  KOXH  JMUA, 3aTpymHeHHeM [bIXaHHs  (6e3
aYCKYJIBTATUBHBIX MPH3HAKOB OpoHXOCMa3Ma), TeMOIHHA-
MHUYECKHE MMOKA3ATENH OCTABATIHCE MPH ITOM CTAGHIILHBIMIL.
Bo Beex cnywasix mpueTynsl ObUTH KymUpOBRaHD! IONON-
HUTENBHEIM BBEACHHEM IMMEIPONA I HE MOCTYKHIH MpH-
YHHON MpekpaieHus HHPY3NH.

Cpaenutensho wvacro (41,8%) Gonbubie kamopamices
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Tabnuya 1 Table 1

XapakTepucTuka GOMbHLIX PAKOM MOSOMHOM XKenesbi
Characteristics of patients with advanced breast cancer

XapaktepucTuka Yuneno BonbHeix

®opma 6onesHu / Disease type:
MmeTactatuieckas / metastatic 12
MecTHO-pacnpocTpaHeHHas / locally advanced 5

Mpegwecrsylowee nedeHue:

Previous treatment;
onepatusHoe * flyyesasn Tepanus 7
surgery + radiotherapy

CMF * ropmoHoTepanus 5
CMF # hormonotherapy

ropmoHoTepanus / hormonotherapy 2
He npoBoAunock / none 8

CocrosHue MeHCTpyanbHoW hyHKLMM:
Menstrual status:

coxpareHa / positive 8

MeHonayaa Gonee 1 ropa 9
menopause more than 1 year

PelenTopel Kk 3cTporeHam u nporectepoHy:
Estrogen and progesterone receptor status:

nonoxurensHeie / positive 6
oTpuuarensHeie / negative 2
HEWU3BECTHbI / unknown 9

Cocrosiiue, no ECOG:
ECOG performance status:

0 8

1 8

2 1
Characteristic No. of patients

moderate and marked therapeutic pathomorphosis in
2 and complete tumor resorption in 1 cases.

Now, after a mean follow-up of 10 (7 to 13) months
7 patients including 1 undergoing radical mastectomy
have progressive disease, mean disease-free survival in
these patients being 4.5 (3 to 7) months. The remaining
8 patients including 2 after radical mastectomy are alive
with no evidence of disease.

The taxol + doxorubicin combination was well tol-
erated. None of the cases with complications required
emergency hospitalization and symptomatic therapy.

Grade III-1V neutropenia frequency was 37.6% (grade
IV 11.8%), duration less than 7 days in all the cases.
Aseptic fever was detected in 5.1% of the cases. There
were no patients with deep thrombopenia, a thrombocyte
fall upto 96 - 10%1 was observed in 1 case.

Toxic polyneuropathic events (paresthesia, finger and
toe numbness) were mild (grade 1) and detected in 15
patients, mainly during final treatment cycles. Taxol
dose was reduced from 150 to 125 mg/m? in one case
only due to neurotoxicity.

There were three cases (three patients with one episode
each) of moderate hypersensitivity reactions as burning
and flashes, difficult respiration (without auscultative
signs of bronchial spasm) during taxol infusion, hemody-
namic parameters remaining stable. The reactions were
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na yMCpEHio Beipaxcinnic (b cTencnu) TownoTty W pBOTY,
BO3HUKABUINC B PA3JIMUIIBIC CPOKH TOCIC TPOBCACHIONO
nedenys W He TpcOOBABINNC HA3NAUCHHA MOUUIBIX allTH-
aMeTHKOB. B 12,2% cnyuacs nadmnioganock pa3BUTHC CTO-
matuTa I—II cremenu.

BUOXHMITUECKHE MOKA3ATCIAHN OCTaBAIHCh CTAOUIIBHBIMH
Ha MPOTSHKEHHHA BCETO MEPHOJA JIEUEHHs, W JINIIb Y ORHOM
HonbpHOIM mocite 5-ro Kypca 3ad)MKCHpoOBaHo S-KpaTHoE Tpe-
XOJsilllee MOBBILICHHWE YPOBHSA TpaHCAMHHA3.

Hyu vy ogHOM MNalMEeHTKH Mbl He Habmogand cyulecT-
BEHHOTO CHIKEHHS COKPAaTHTENBHOI ClIOCOOHOCTH MUOKaP-
Ja BCJEACTBUE IPOBEACHHOIO JIEUEHMs: cpelHue Mnokasa-
Tenu (paxkuvu Bpibpoca JIEBOTO JKelNyJouka A0 Hadanla
XMMHOTEpANUU U MO0 OKOHYAHMH €€ JOCTOBEPHO HE paslii-
yamichk (p =0,1) ¥ cOCTaBMIM COOTBETCTBEHHO 66,6 = 3,8 U
63,4+ 5,5.

O6cyxaenue. ONBIT HCITONB30BAHUS KOMOWHALIMN TaK-
COJI + JOKCOPYOMUIMH IPH pake MOJIOYHOH >Xene3bl MOKa
HeBenuk. B Tabn. 2 npencTapieHsl pe3ynbTaThl OMyONH-
KOBAaHHBIX B NHTepaType HccrenoBaHuit [3, 5, 7, 11]. Kax
W CIIeNOBAalO0 OXHIATh, KOMOMHALMA OONaJacT BBICOKOH
MTPOTHBOOIYXOJIEBOH aKTHBHOCTBHIO C YaCTOTOH OOBEKTHB-
HbIX 3ddexToB o1 50 g0 94%, rpu ITOM MOJHAS perpeccus
onyxomu HaOmomaercst y 21—41% O6ompubix. Tomwsko B
OJIHOM HCCE[OBaHUH MPUBOIAATCSA MpeABapUTENbHbIE JaH-
Hbie 00 OTHANEHHBIX pE3yNbTATaX, CBUAETENLCTBYIOUIUE O
CpPaBHHUTENBHO OONBIIONH NPOFOTKUTENLHOCTH IOCTHTHY-
TBIX TIPOTHBOONYXONEBBIX 3(pdekToB [5].

B xone atux uccaenoBaHuit ObUIO MOKa3zaHo, UTO NOC-
JIeJOBATEIBHOCTh BBEIEHHUA TaKcoJla U JOKCOPYOHLIMHA CY-
LIECTBEHHO HE BIIMAET HA MMPOTUBOOMYXONEBYIO 3(dexTHB-
HOCTb 3TOH KOMOMHALIMH, HO CKA3BIBACTCA Ha TOKCHYHOCTH
npoBoguMoro nedeHus [5]. Tax, mpu BBEAEHUH HOKCOPY-
OunuHa mocne 24-yacoBod MH(PY3MM TakKcola OTMeueHa
Boree BpIcOKas 4acTOTa MYKO3HTOB MO CPaBHEHHIO € 1OC-
TIEMOBATENBHOCTHIO HOKCOPYOHUMH — Takcon [7]. DToT de-
HOMEH 00BAcHAETCS U3MeHeHHeM (apMaKOKHHETHKH MO-
KCOpYOHIIMHA MO BITUSHNEM NPEIUICCTBYIOWErO BBEACHHS
Taxkcoja, YTO BBIpaXkaeTcd B yMeHbLICHWHW KIHpeHca Ipe-
napaTta u Oonee BBICOKOH KOHLEHTpaLMH AOKcopyOuLMHa
U ero merabonuTor B KpoBHu [6]. [1pu 3-uacoBoit nH(pY3HH
Takcolla TakXke OTMedeHa Gonee NIUTENbHAs LUPKYIALIASA
B KPOBH MeTabONHTOB HoKkcOopyOMlLIMHA, OJHAKO 3TO HE
BIIMAJIC Ha TOKCHYHOCTH JeUeHus [4].

Uccnenoranuamu [5] 6610 ycTaHOBNEHO, YTO TIPH BBe-
JeHnn nokcopybrnuuna B gose 60 Mr/mM? MakcHMansHO nepe-
HOCHMas [o3a Takcona npy 3-uacoBoii HHPY3NH COCTABNSAET
200 mr/m2 TIpu TAKOM pEXMME XMUMHOTEPAMUH TO30JHH-
MUTHUPYIOWIEH TOKCHYHOCTBIO OBINA TeMaTOJIOTHUECKas ¢
vactotoi wettponenun III u IV crenenn 23 u 50% co-
OTBETCTBEHHO, A TaKXKe KapIMOTOKCHUHOCTH: y 7 u3 34
OONBHBIX OTMEYEHO MOSBJIEHHE CHMITOMOB XPOHHYECKOH
CePAEYHON HEIOCTATOUHOCTH, ¥ 4 DONBHBIX MPU3HAKH CHH-
KEHUA COKPATHUTENbHOW (PYHKUMM MHOKAPAA OTMEYEHbI
nocjle  JOCTHXKEHHS CyMMapHOWH JO3bl  HOKCOpyDOHuMia
480 Mr/M® M y nmByx Gompubix nocie 360 u 120 mMr/m?
COOTBETCTBEHHO. PHCK Pa3zBHTHS 3TOTO OCHOKHCHHSA OCO-
O€HIO BBICOK Y JKEHIUMH, TONYYABIHHX PAHEE NIYUEBYIO Te-
PanuIo ¢ monajaHueM B 30Hy oOmyuenus cepaua. B coasu
C BBICOKOH YacTOTOH KAPAMOTOKCHUHOCTH B DTOM HCCIe-
OOBANMM CyMMapHas [03a MokcopyOuiyHa ObLTA CHUKCHA
¢ sannanupoBaHHbix 480 Mr/m? (mo 60 MIr/m* Kakabic

Tabnuuya 2 Table 2

PeaynsTaThl npuMeHeHUs KOMOMHaUun

Takcon (Tax) + gokcopy6uumi (Dox) y 60onbHLIX pakoM
MOMOYHOW Xenesbl

Results of administration of taxol {Tax) in combination
with doxorubicin (Dox) to patients with breast cancer

MNonHas + Mpogon-
Yucno + yacTuy- Kutenb-

GonbHbix [Has perpec-| HOCTb

cna, % pemucemm

CTOYHMK
nurepa-
TYpbI

Pexxum 1 [o3sbl, Mrim?

Tax 175—200 Mmr/im>, 24 21+29 | 11mec (1]
24 4 11 mo
Tax 175-200 mg/m?
24 hr

Dox 60—75 mr/m>
CTpY#iHO

Dox 60-75 mg/m2
bolus

Tax 125—150 mr/m?, 31 71 Her 7]
24 4 OaRHbIX
Tax 125-150 mg/m2 unknown
24 hr
Dox 40—48 mr/m>
48 4
Dox 40-48 mg/m?
48 hr

Tax 155—200 mr/mM?, 28 75 €« i3]

34

Tax 155-200 mg/m2
3 hr

Dox 50—60 mr/m?
CTPYyWHO

Dox 50-60 mg/m?
bolus

Tax 125—200 Ml'/M2, 34 41+53 |8—11 mec [5]
3y 8-11 mo
Tax 125-200 mg/m?

3 hr

Dox 60 mr/m?
CTpYIHO

Dox 60 mg/m2 bolus

Complete +
+ partial
response,
%

Response Refe-

Schedule and dosage, No. of
duration rences

mg/m2 patients

controlled by additional administration of dimedrol and
did not require infusion cessation.

Moderate (grade I) nausea and vomiting were en-
countered rather frequently (41.8%4) at vartous terms
following treatment but did not require antiemetic ther-
apy. Grade I-II stomatitis was found in 12.2% of the
cases.

Biochemical tests were stable during the entire treat-
ment, one patient only presented with a transient 5-fold
rise in transaminasc activity.

None of the patients demonstrated considerable de-
crease in myocardial contractility as a result of treatment:
mean respective values of left ventricular ejection frac-
tion before and after chemotherapy were 66.6 £ 3.8 and
63.4 £ 5.5, the difference being not statistically significant
(p=0.1).

Discussion. The experience of taxol + doxorubicin
therapy is not large so far. Table 2 summarizes the
published data [3, 5, 7, 11]. The combination demon-
strated high antitumor activity with an objective response
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Kaununecrue uccaedoBarus

3 Hex —8§ KypcoB) no 360 mr/am? (60 Mr/a* raxiasic
3 mea -6 kypcos). OcTacTcss MOKA HESCHBIM, MM 00b-
ACHACTCH  TAKAA BBICOKAS HACTOTA KapAHOTOKCHYHOCTH
HMENNO B 2TOM HCcCacIoBanwH. BosMoxiio, 3To ofycnos-
JENO CIHIIKOM MHTCHCHBHBIM BBCACHHECM JOKCOPYOHLIMIA,
110 HENb3a HCKIMNOUYUTL U MOTCHUHPOBAHUE KAPAHOTOKCHY-
HOCTH JOKCOPYOHUIIHITA TaKCOJOM.

Hama pa6oTa nonrsepamma Beicokyio YACTOTYy 00L-
EKTHUBHBIX d(D(HEKTOB NPU COBMECTHOM HCTONB3IOBAHMH TaAK-
cona u goxcopybuuuna y GONBHBIX DPACMpOCTPAHEHHBIM
PaKoM Monounoi xenespl. Kombunauus oGmagaer ywme-
PEHHOI TOKCHUHOCTBIO H XOPOLIO MEPEHOCHTCA GONBHBIMH,
TO MO3BOJIACT MPOBOAHTD JIEYEHHE B aMOYIaTOpHOM pe-
KMMe. Y HalluxX MauHenTok He ObLI0 OTMEUeHO NPU3HAKOB
KapIMOTOKCHYIHOCTH B PE3yNbTATE MPOBEIEHHOIO JICUEHHS,
Tak Kak Mbl HCTONB30BANHM H0sIee HU3KKE HO3BI MIPENapaToB
MO CPaBHEHHUIO € MPHUHATBIMH [5]. DTo GbITO cHENaHO CO-
3HATCNBHO C YYETOM JAHHBIX O BBICOKOH KapIHOTOKCHY-
HOCTH HoxcopyOuumua B gose 60 Mr/m2 B koMOGHHALMK
C TAaKCONOM M OOYCIOBIIEHO TakXkKe CTpEMJIEHHEM paspa-
GoraTb amMGymaTopHbIil pexuM XuMuoTepanui, Beina Bbl-
Opana cTanjgapTHas Ans NPUMeHEHHA B KOMOHHALKMH 1032
nokcopybuumna 50 Mr/m2, B COYETAHHH C KOTOPOH Y MO-
JaBfionero GonplIMHCTBA GONLHBIX YOAaNoCh JOCTHYE
Ro3y Taxcoma 175 mr/m? 6e3 cephesHBIX MOGOYHBIX 3(¢-
bexTOB. B CcBA3M ¢ 3TMM cuMTAaEM ONMpPaBNAHHBIM cpasy
HaMMHATE JIEUeHME C 03Bl Takcona 175 Mr/m2 BosmoskHo,
HEIOCTATOYHAA MHTCHCHBHOCTb MCIONB30BAHHON Hamu
KOMOWHALMY  ABIISETCS MPUYHHOM HEBGOMBIUON YaCTOTHI
TIOJIHBIX PErpeccHit W KOPOTKOH MPOXOIKMTENBHOCTH pe-
MHCCHH Y YaCTH HAalWX MAaUMeHTOK.

Takum oGpa3zoM, ucnonp3oBaHHast HAMH KOMGHMHAIMSA
Takcon + MOKCOpYOUUMH ABNSETCH MAIOTOKCHMYHOH M BbI-
COKO3((EKTHBHOH C TOUKH 3PEHHS HEMOCPENCTBEHHBIX pe-
3yIbTaTOB JieveHus. JanmbHeiee HaOmoneHue 3a GOIb-
HBIMH TMO3BOJIMT CKa3aTb, OoONMajaeT JM I3TOT BapHAHT
HHIYKOUHMOHHOK XMMHOTEPANUM NPEHMYLIECTBAMH B OTHO-
WICHHK HNHTENBLHOCTH Oe3pelMOUBHOrO TMepHoma M Mpo-
IOIDKUTETIBHOCTH KU3HHU.
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50 to 90% and complete response 21 to 41%. There
wis only one publication presenting interim follow-up results
with rather long duration of the antitumor effect [5].

This publication showed that sequence of taxol-dox-
orubicin administration was of no significance for an-
titumor activity, though had effect on treatment toxicity
[5]. Administration of doxorubicin after a 24-hour taxol
infusion led to increase in frequency of mucositis as
compared to the doxorubicin-taxol sequence [7]. This
was seemingly due to changes in doxorubicin pharma-
cokinetics under the effect of previous taxol admini-
stration as decreased clearance and, therefore, increased
blood concentration of doxorubicin and its metabolites
[6]. Long lasting circulation of doxorubicin metabolites
was also observed when taxol was administered by 3-hour
infusion, though treatment toxicity remained the same [4].

L. Gianni et al [5] determined maximally tolerated
dose of taxol by a 3-hour infusion as 200 mg/m? in
combination with doxorubicin at 60 mg/m?2. Dose limiting
toxicities in this chemotherapy schedule were hematologic
toxicity (grade III and IV neutropenia in 23 and 50%
of cases, respectively) and cardiotoxicity: 7 of 34 patients
presented with symptoms of chronic cardiac failure, in
4 patients signs of decreased myocardial contractility
were detected after a cumulative doxorubicin dose 480
mg/m? and in 2 patients after 360 and 120 mg/m?, re-
spectively. The risk of this complication was especially
high in women with prior chest wall radiotherapy. In
view of the high frequency of cardiotoxicity the cu-
mulative dose of doxorubicin was reduced from the
designed 480 mg/m? (60 mg/m? every 3 weeks x 8 cycles)
to 360 mg/m? (60 mg/m? every 3 weeks X 6 cycles). Rea-
sons of such high cardiotoxicity in this study are not
clear yet. This may be explained by too intense dox-
orubicin administration or potentiation of doxorubicin
cardiotoxicity by taxol.

The combined administration of taxol and doxoru-
bicin in our study also resulted in high rate of objective
response in patients with advanced breast cancer. The
combination showed moderate toxicity and good tol-
erability and therefore might be recommended for out-
patient treatment. Our patients had no evidence of cardio-
toxicity because lower doses of the drugs were used
as compared with [5]. We reduced the dosage in view
of high cardiotoxicity of doxorubicin as administered
at 60 mg/m? in combination with taxol and in order
to develop an out-patient therapy schedule. We chose
a doxorubicin dose 50 mg/m? which was standard for
the combination with taxol and in our study allowed
escalation of the taxol dose upto 175 mg/m? without
serious side effects in most patients. Therefore, we find
reasonable to start treatment with a taxol dose
175 mg/m?. It seems that insufficient intensity of the
combination accounted for the low rate of complete
response and short remission in a part of our patients.

Thus, the combination taxol + doxorubicin was
proven low toxic and highly efficient as concerns im-
mediate results. The patients’ follow-up will show
whether this variant of induction chemotherapy has ad-
vantages in respect of disease-free survival and life time.




