MATEPUAJIBI IV
POCCHUHMCKOI'O
HALIMOHAJBHOTI'O
KOHI'PECCA «YEJIOBEK
U JEKAPCTBO»

8—12 anpens 1997 r. B Mockge cocrosutcsa [V Poceuiickuit Haunonans-
HbIH KOHrpece «HenoBex U NeKapcTBO», B pAMKaX KOTOPOTO BIEPBLIE Obln
NPOBeJIeH KOHKYPC MOJIOAIbIX OHKOJIOroB. B koHkypce npuusiau yuacrue 18
MOJTOJIBIX CIIELHATIHCTOB B BO3pacTe 40 35 feT U3 pasHbIX ropoaos Poccuu.
Hnisi MHOTMX YUaCTHUKOB 3TO ObUIM NEPBLIE MyOIHYHBIC BBICTYIUICHHS,
1 pabOTHI, NPEACTABACHIILIC Ha KOHKYPC, ABISIOTCS MX TepBLIMU My6InKa-
uMamu B kypnanax. Ilepsoe mecto npucyxaeno A. KO. Ipomosoit (HUU
otnkontorud Tomckoro nayunoro entpa CO PAMH) 3a pabory «[Ipotu-
BOONYX0JIEBAs AKTHBHOCTE M UMMYHHBII OTBET, HHAYUHPOBAHHbIE BAKLMH-
HBEIM LUTAMMOM BHPYCa BEHECY/TLCKOTO IHLE(ATOMHUETNTA, BTOPOC MeC-
T0 — b. . Anekceeey (MHWOM wum. TI. A. Tepuena) 3a pabory
«BHYTpHIy3BIpHAsS HMMYHOTEPAITHS [IOBEPXHOCTHOIO PAKA MOYEBOI0 My-
3BIPA NPENAPATOM PEKOMOUHAHTHOrO UHTEPIEHKUHA-2», TPEThE MECTO —
T. A. Bopucosoit (OHLL um. H. H. Baoxnuna PAMH) 3a pa6oty «Ponb
TAKCOTEPA B NEYEHUH OOIBHBIX JAMCCCMUHHMPOBAHHLIM PAKOM MOJIOUHOI
HKEIC3bI»,

[To6enurenn KOHKypca MONYYHIHN MOAEPKKY [V YUACTHS B MEKIAYHA-
POAHBIX KOH(EPEHIMAX, ellie 5 YHACTHHKOB HATPaX/1eHbI LIEHIBIMU TTPH3AMH,

TIpencenatens koHKypea,

PYKOBOJHWTE/IL OTAEIIEHUA XUMHOTEPANTHHN
OHLI um. H. H. Broxuna PAMH,

JIOKTOP Mell. Hayk npoeccop B. A. Fopbynosa

©T. A. Bopucosa, 1998
YK 618.19-006.6-085.28

T. A. Bopucosa
(Tperse MecTo Ha KOHKYpce)

POJIb TAKCOTEPA B JIEYEHHUU BOJbHBIX
ANCCEMMUHHUPOBAHHBIM PAKOM MOJIOYHON
KEJE3bI

HHH xnunuueckoii onkonozuu

Pak monounoii xene3st (PMXK) no-npexuemy 3aHuMaeT Befyliee MeCTO
B CTPYKTYpe 3a60/1eBAEMOCTH 37I0KAYIECTBCHIBIMH OMYXOJIAAMH Y KCHIIHMH,
ITo manubiM BO3 [3), exkeromno B Mupe perucrpupyercs 6onee 700 000 1o-
BbIX criyuaes 3abonesatins u 6onee 300 000 cnyuaes cmepty ot PMX. Bo-
Jiee UeM y TONIOBUHBI OOJBHBIX BO3HHKAIOT OTHANEHHBIE METACTA3bl. bomb-
LIHHCTBO MAUMEHTOK C pacnpocTpaHernsiM PMXK MoryT nageartbest Ha
YITyUUIeHHE TONBKO OF adekTnBHON xumuotepanuu. [opmoHOTepanus
KaK CaMOCTOSTENBHBIH BHA NEUCHHS HCIONb3YETCA MPEHMYLIECTBCHHO
y 6OMbHBIX C MONOKHUTENLHBIMH PELENTOPAMHU K CTEPOMINBIM OPMOHAM
1 61arompHATHLIM POTHO30M [4, 5].

K coxkanenuio, coBpeMeniiags XMMHOTEPANHA MO3BOIAET MOAYUHTD
JHWb MANNHATHBH B 5dbexT. Tak, npu npuMeHeHnH MOHOTEPATIMH YAAET-
¢ AOOHTBCS PEMHUCCHIT NIMTENLHOCTBIO OT 3 10 9 Mec y 30—50% 6onblibix.
Kom6unnposannas xumuorepanus 6oinee addextunna (40—75%), a mn-
TEeNBHOCTH peMHCCHi yBetnunBaercs ot 18 1o 24 mec [6, 7).
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The 4th Russian National Congress “Man and Drug” was conduct-
ed during April 8-12, 1997 in Moscow. A competition of young oncol-
ogists was for the first time held within this congress. Eighteen young
cancer research scientists under 35 years of age from different Russian
cities joined the competition and their contributions were their first
publications in scientific journals. A.Yu.Gromova from the Cancer
Research Institute, Tomsk Scientific Center, SD RAMS, won the first
prize for the study of ‘Antitumor Activity and Immune Response
Induced by Vaccine Strain of Venezuela Encephalomyelitis Virus”.
B.Ya.Alekseyev (P.A.Hertzen Oncology Institute, Moscow) with his
study of “Intravesicular Immunotherapy with Recombinant
Interleukin-2 for Superficial Bladder Cancer” was the second and
T.A.Borisova (N.N.Blokhin CRC RAMS, Moscow) with “The Role of
Taxotere in Treatment for Advanced Breast Cancer” was the third in
this competition.

The competition prize winners were provided support to attend
international conferences, another 5 competitors received valuable pre-
sents.

V.A.Gorbunova, M.D., Professor
Competition Chairperson

Head, Chemotherapy Department
N.N.Blokhin CRC RAMS

T.A.Borisova
(Competition participant)

THE ROLE OF TAXOTERE
IN TREATMENT FOR ADVANCED
BREAST CANCER

Research Institute of Clinical Oncology

Introduction. Breast cancer (BC) is the most common female malig-
nancy. The WHO reports of annual BC incidence of 700,000 and death
rate of 300,000 [3]. More than half the cases develop distant metastases.
Most patients with advanced BC may only hope in efficient chemother-
apy for improvement. Hormone therapy alone may be used mainly in
steroid-positive cases with good prognosis [4,5].

Unfortunately chemotherapy may currently provide only palliation.
Monotherapy results in a response of 3-9 months in 30-50% of the
cases. Combination chemotherapy is more efficient (40-75%) with
response duration 18 to 24 months [6,7].

Clinical application of new efficient antitumor drugs is promising as
to improvement of immediate and follow-up results of treatment for
advanced cancer.

Taxoids typified by taxotere hold most promise as active BC
chemotherapy. Taxotere mechanism of action involves stimulation of
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Buenpenne B KNMHHAYECKYIO NPAKTHKY HOBBIX 3()(PEKTUBHBIX MMPOTHBO-
OIYXOJIEBBIX NPENAPATOB OTKPLIBACT JONONHUTENBHBIE NEPCIIEKTHBLI TS
YIIYYLIE€HHS HEMOCPEICTBEHHBIX H OTJAIEHHBIX PE3YJIBbTATOB JieueHus Gojb-
HBIX JINCCEMMHMPOBaHHBIM PMOK.

Cpeliv MHOXECTBA HOBBIX IIPOTHBOOIYXONEBBIX CPEICTB, AKTHBHBIX
npu PMIK, nanGomnblnii HHTEpec NpeCcTaBseT IPyNa JeKapcTB — Tak-
COVIIIbI, OZIHMM M3 [IPEACTAaBUTENEN KOTOPOI ABIAETCH TAKCOTED.

MexaHu3sM ero AeHCTBHS 3aKIIOYAETCS B CTHMYJIALMH COOPKH aHOMaTb-
HBIX MHKPOTPYOOUEK KIIETKH 1 CTA0UAN3AIMH CTPOUTENBLHOTO OefKa MUK-
poTpy6ouek — TybynuHa. ITO PUBOAKUT K HAPYIUEHUIO JEMOTHMEPH3a-
UMM TIOCIEAHErO BO BPEMsl MHTO3a, YTO [ENAET HEBO3MOXHBIM
PacXox/IEHHE XPOMOCOM K roiocaM. Takoi MexaHM3M MPHHUHIHAIBHO
OTIHYAETC OT JEHCTBHS HA MMKPOTPYOOUKH KOJIXHLHMHA, BBI3BIBAIOLIETO
MX PaspylleHne, a TAKXKEe BUHKAATKATIOHAOB, TOABIAIOIINX TOJIMMEPH3A-
LMIO MHKpOTpy6ouek [1].

Taxcorep 6b1 cinTesnposan 8 1986 r. Ipn U3yueHHH Ha DKCTICPUMEH-
TANBHIX OIYXOJIEBBIX MOMENSX Obla MOKA3aHa €ro BHICOKAS aKTHBHOCTH
Ha MBIUIMHBIX OMYyXOJISAX U YeJIOBEUECKHX KJICTOUHBIX JIMHUAX. AKTHBHOCTD
nojiydeHa Ha 15 u3 16 yenoseyecknx KCeHOrpadTHHIX KIETOYHBIX THHHMI
C MOJIHBIMH PErPECCHAMH Ha OIMyXoJeBhIX THHUAX PMXK u menanomer [1].

B pesymbrarte I (hasbl KIMHAYECKHX MCHBITAHUI GBIIA PEKOMEHIOBAHA
no3a npenapata — 100 Mr/M* B pexkuMe MOHOTEPAIIHH, Mpe- M MOCTMEINKA-
LM IIKOKOPTHKOMAAMH B TEHEHHE 5 CYT AJIS PEAOTBPALLIEHHA PeaKluii
TUMEPUYBCTBHTEIBHOCTH.

Ho30mMMHTHPYIOIIMM BHAOM TOKCHYHOCTH Obuia Heiirponienus. Cpemy
HEreMaToJIOMUYECKUX MOGOUHBIX IPhEKTOB OTMEUATNCH CTOMATHT, HEHpO-
TOKCHYHOCTb, AMapes, KOKHBIE pPeakLUM, H3MEHEHHs HOLTEH, KOTOpbIE
B GOJIBLUMHCTRE ClTy4aeB cooTseTcTBoBanu I—II cTenenu v He MpensTCTBOBa-
JIM IPOBEJEHHIO JieueHus. Ele oHiM BHIOM TOKCHYHOCTH GhIT CHHAPOM 3a-
JEPXKKH KHUJKOCTH, MOABJIEHHE KOTOPOro CBA3BIBAIIM C HAPYIIEHUEM KaIIMII-
JispHOR nponunaeMocTH. IIpH 3TOM CTepou/bl, HA3HAYAEMBbIE B KAUYECTBE
NpPEMEANKALMH, YMEHBIUAIH CTEMEHb BRIPAXKEHHOCTH 3TOro cHHapoMa {1, 9],

Wccnenopanus B pamkax II a3l KIIMHUYECKHX HCTIBITAHMIT TAKCOTEpA,
HauaTele B 1992 r., mokasamu BEICOKYIO 3(¢xpeKTHBHOCT MOHOTEPAIIUY TIPH
pake SMYHHKOB, HEMEJIKOKJIETOYHOM pake, capkoMax MATKHX TKaHei
1 0co6eHHO MpH AKcceMuHUpoBanHoM PMXK (50—70%) [9]. BrissiBaet un-
Tepec aKT BBICOKOH aKTHBHOCTH TAKCOTEPA, IPUMEHAEMOTO B KAYUECTBE
BTOPOI JINHKH XMMHOTEPAIHH B cydasx peaucrentaoct PMXK k antpa-
unkiaaMm (35—50%;) [10], Tak xe, Kax U ero 3bGpeKTHBHOCTE IIPH METacTa-
3ax PMIK B nieuess (60—75%) [2, 8].

C anpenst 1995 r. B OTAETEHUM XMMHOTEPAIIHH IPOBOAUTCA KITHHUYEC-
KOE H3y4eHHUE TAKCOTEPa y OOIBHBIX AHcceMUHUpoBaHHEIM PMOK B paMkax
MEXIYHAPOHOTO MYJIHTHUEHTPOBOIO HCCIEAOBAHHUS.

Marepuanst u meroasl. Beero B HccnenoBaHue BKIIOUEHO 39 GOIBHBIX
B Bo3pacre 32—67 ner (cpenunit Bo3pact 49,4 roaa) ¢ MopdoIornuecku
MOATBEPXKACHHBIM JAHCCeMHHHpoBaHHeiM PMX., O6inee cocrosmue, 1o
wkane BO3, cootsercrayer 0—II crerenu. 29 6onbHBIX GBUTH B MeHONAY-
3¢ (13 HUX y 14 HckyccTBeHHas), B mpeMeHonayse — 10. TTpeamecteyiomee
nevenue GOJBHBIX: ONEpalvoHHoe — y 27, nyuesas Tepanus — y 22 (e
BKJIIOYas Jy4eBYIO KACTPAINIO), FOPMOHOTepanus — y 18, xumMuorepanus
HeoaJ pioBaHTHad — y 5, aapioBantaas — y 23 (y 7 ¢ aHTpalMKIMHAMH),
neuebnas — y 18 (y 17 ¢ anrpauukiannamu). Hporpeccuposanne nocie
6 Mec aABIOBAHTHOrO JIEIEHHS 0TMEUANOCh y 8 BONbHBIX, noce 12 Mec —
y 7, nocne 24 mec 1 6onee — y 8 GOBLHEIX.

B kauecrse nepBoit IMAMH NeuerHst 17 GONBHBIM NPOBOAMIH XUMHOTEDA-
NHI0 C BKIIIOYEHHEM B PEXHMBI aHTPAUUKINHOB, | — no cxeme CMF, Un-
TEPBAJL MEXLY MEPBOMN JIMHHUEH XMMHOTEPaNMH U TAKCOTEPOM COCTABHIL: ITPO-
rpeccHpoBaHue B TeueHne 6 Mec — 13 6ombHBIX, MOCNE 6 MeC — 5 GOJILHBIX.

V BCeX NalMEHTOK OTMEYasIoch 3HAYMTEILHOE PACTIPOCTPAHEHHE OITy-
X0NeBoro npouecca. Y GOMBIIMHCTBA M3 HUX ONpEACTSINCH METACTA3bI
B 11e1eHb, nepudepuueckue muMboyaisl, erkue, kocru (tabn. 1).

Y 18 GONbHBIX OJHOBPEMEHHO 3APETUCTPUPOBAHO 3 JIOKAU3AUMH Me-
TaCTATHYECKHX ovyaros u Goee.

Beero 39 6onbHeIM MpoBeneno 250 KypCoB JieueH s, B cpeiieM 6,4 (1—12).

Jleuenue NMpoBOAMIM [I0 PErHCTPALMH NPOIPECCHPOBAHMA TpPOIecca,
TP JOCTHXKEHHUH PEMHUCCHH MAKCHMATLHOE YHCIIO KYPCOB COCTAaBHIO 9, of1-
HaKo 2 MAIMEHTKH ITOTYHHUIN 1O 12 KypCOB B CBA3M ¢ HAPACTAIOLMM ITONIO-
JKUTEIBHBIM 3QEKTOM H OTCYTCTBHEM CEPLE3HOH TOKCHYHOCTH.

OdhekTHBHOCTE NICUEHHS OLEHUBAIN KaXIbIE 3 Kypca TONBKO y Tex
BombHBIX, KOTOPEIM ObIIO NPOBEAEHO He MeHee 2 KYpPCOB XHMHOTEPAIIUH
TakcoTepoM. TOKCHYIHOCTE OLEHMBAITH KAK/IbIH KypC.

PesyanTaTii. DbdexTHBHOCTS NCUeHNs OLEHUBAIH Y BeeX 39 GOIbHBIX.
Pe3ynbTaTel JIeyeHHs B 3aBHCHMOCTH OT JIMHHM TEPanuH MpeACTABICHDI
B Tab. 2.

abnormal cellular microtubular assembly and stabilization of the
microtubular building protein tubulin. This leads to disorder of tubulin
depolymerization during mitosis which makes impossible chromosomal
movement towards poles. This mechanism is basically different from
colchicine action resulting in destruction of the microtubules and vin-
coalkaloids that inhibit microtubule polymerization [1].

Taxotere was synthesized in 1986. Experimental study in tumor
models demonstrated its activity in murine tumors and human tumor
cell lines. Taxotere produced effect on 15 of 16 human xenograft cell
lines with complete regression of BC and melanoma cell lines [1].

As a result of phase I clinical trial taxotere was recommended to be
administered at 100 mg/m’ as monotherapy with 5-day glucocorticoid
pre- and postmedication to prevent hypersensitivity reactions.

Neutropenia was a limiting toxicity. Hon-hematology toxicity includ-
ed stomatitis, neurotoxicity, diarrhea, skin reactions, nail changes. These
symptoms were mainly assessed as grade I-II and did not require thera-
py discontinuation. Liquid retention syndrome (LRS) occurred in some
cases which was related to decrease in capillary permeability. Steroid pre-
medication reduced severity of this adverse reaction [1,9].

Phase II clinical trial started in 1992 demonstrated taxotere monothera-
py to be highly efficient in ovarian cancer, non-small cell carcinoma, soft tis-
sue sarcoma and especially in advanced BC (50-70%) [9]. Interestingly, tax-
otere was very active as second-line chemotherapy in anthracycline-resistant
BC (35-50%) [10] as well as in liver metastasis of BC (60-70%) [2,8].

Since 1995 the Chemotherapy Department has been carrying out
clinical study of taxotere in patients with advanced BC within an inter-
national multicentric study.

Materials and Methods. A total of 39 patients aged 32-67 years
(mean 49.4 years) with morphologically verified BC were entered in this
study. The patients had WHO performance status 0-IT , 29 patients
were in menopause (including 14 artificial) and 10 in premenopause.

Tabnunuya 1 Table 1
XapakrepucTuka MeTacTaTU4eckoro npouecca y 605bHbiXx,
nony4YaeLKUX TaKcoTep

Characteristics of metastatic BC in patients receiving taxotere

Nokanuaauma MetacTasos Hucno 60nbHbIX

MepauyHas onyxons 12
Primary

Mepudepunyeckre numaooyansl 24
Peripheral lymph nodes

Msirkue TkaHu 7
Soft tissues

MeyeHb 19
Liver

Nerkne 19
Lungs

Koctun 17
Bones

Metastasis site No. of patients

Previous treatment consisted of surgery (27), radiation therapy (22
(radiation castration excluded), hormone therapy (18), chemotherapy:
neoadjuvant (5), adjuvant (23, including 7 cases having anthracycline-
containing therapy), main treatment (18, including 17 cases having
anthracycline-containing therapy). Disease progression was detected in
8 patients at 6 months, in 7 patients at 12 months and in more than 8
patients at 24 months following adjuvant chemotherapy.

Seventeen patients received first-line anthracycline chemotherapy, 1
patient received first-line chemotherapy by the CMF schedule.
Taxotere was started within 6 months of progression following adju-
vant chemotherapy in 13 and after 6 months in 5 cases.

All the patients presented with a considerable disease advance, most
cases having liver, peripheral lymph node and bone metastases.

Eighteen patients had 3 or more sites involved.

The 39 patients received a total of 250 therapy cycles, mean 6.4 (1-12).

Treatment was continued till disease progression, maximal number
of therapy cycles in responsive cases was 9 though 2 patients received
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Tabnuuya 2 Table 2
Pe3aynurarbl NeMeHust TakCoTepoMm B 3aBUCUMOCTU OT JIMHUW NeHeHNA
Results of taxotere therapy with respect to therapy line
MNonHas YactnuHas Mporpec-
NuBua Tepanuun HYucno 60NbHLIX perpeccus perpeccus O6wnin adpdexr Crabunmnzaums cuposaHue
MNepsas 21 2(9,5) 12(57,2) 14 (66,7) — 7 (33,3)
First
Bropas 18 1(5,5) 5(27,8) 6 (33,3) 7(38,9) 5(27,8)
Second
Beero ... 39 3(7,7) 17 (43,6) 20 (51,3) 7(17,9) 12 (30,8)
Total
Therapy line No. of patients Complete Partial Objective response | Stable disease Progressive
response response disease
NMpumeyvanune. 3neck u B Tabn. 3—5 B ckobkax ykazaHO NPOLIEHTHOE COOTHOLLIEHME.
Note. Here and in tables 3-5: numbers in parentheses show percentage.
Tabnuua 3 Table 3
AP dekTuBHOCTL TakcoTepa y 60/1bHbIX C MeTacTaTU4eCKMM NOPAXEHNEM MNeYeHU B 3aBUCUMOCTH OT JIMHWAN NleYHeHnst
Taxotere efficacy in patients with liver metastases with respect to therapy line
MonHan YactnyHas Aporpec-
Nununa Tepanun Yucno 6onbHbIX perpeccus perpeccust O6wwmin acdexT Crabunusaimsn cupoBaHue
NepBas 8 1(12,5) 6 (75) 7 — 1(12,5)
First
Bropas 11 — 3 3 5 (45,4) 3(27,3)
Second
Beero ... 19 1(5,3) 9 (47,4) 10 (52,8) 5(26,2) 4(21)
Total
Therapy line No. of patients Complete Partial Objective response | Stable disease Progressive
response response disease

¥ 11 nanuenTok Habmonainack pesucreHTHOCT PMX K aHTpaumkiu-
HaM, Y 4 U3 HUX OTMeueH 06beKTHBHBIN 3(peKT, Y 4 — cTabunuzauuns npo-
Hecea, y 3 — nporpeccupoBaHue.

IIpu ananmse 3 ek THBHOCTH TaKcoTepa B 3aBUCHMOCTH OT JIOKAJIN3a-
LHMH METACTATHYECKHX O4AroB oOHapyXeHOo, UTo HanGoee 4yBCTBHTEIbHBI-
MH K JIEUEHHIO OKA3allHCh METACTA3bl B NepHdepHueckie AuMQoysbl, Iie-
yeHb. MeTacrassl B KOCTH OKa3aIMck Hanbosiee pesCTeHTHBIMU K TEPAITHH.

Ob6pamraer Ha ce6s BHIMAaHYe 3QDEKTUBHOCTE NPENApaTa IIpKH METACTA-
3ax B neveHs (Tabin. 3).

Heo6r1uHbM 6610 HabnonaBIIeecs HAMH HAPACTAHHE TTOJIOKHTEITLHO-
ro a¢dexta y 6 GonbHBIX yepe3 3 Mec Mocje OKOHYAHUS XMMHUOTEPAITHH
TakcoTepoM. Y OfHOM U3 HUX mocre 12-ro kypca XuMuotepaniu Habmona-
JIaCk YACTHYHAA PErPeccHs METACTa30B B KOCTH, KOTOpPbIE Yepe3 3 Mec no-
Clle OKOHYaHHA TEPANHH NEePeCcTalIy onpeaenarsed. JuTenbHoCTh MoMHOM
peMHcCcHM Y Hee coctaBuia 5 Mec. Octanbibie 60IbHBIE HMETH PEMUCCHH
JUTMTEIBHOCTBIO 0T 9 10 22 Mec. Tpoe 60nbHbIX OBUIH B MEHOMNAY3E, Y TPEX
OTMEUEHO MpeKpallleHHe MEHCTpyalUuu Ha ()OHe XUMHOTEpAHH TaKcoTe-
pom. MHTepecHo, uTO nporpecciipoBaHie MPOLECCa PA3BUBAIOCH HA QOHe
BO30GHOBNEHHS MEHCTPYANBHON QYHKUMH y BCex Tpex seHuud, B nocre-
ZIYIOLIEM TpeM GONBHBIM MIPH PA3BUTHH NPOrpecCHpoBanus npouecca Gbi-
710 BO306HOBIIEHO TeYEHHE TAKCOTEPOM. Y OJIHOI BBIABIEHO MPOrPECCUPO-
BaHue 6o7e3HH mocme 2 KypcoB, Y /BYX BHOBB 3apeTHCTPHPOBAIH
YACTHYHEIE PEIPECCHH OIYXOJM, HO MEHbLIEH [UIMTENBHOCTH NO CpaBHe-
HMIO C NIEPBOHAYANBHBIMH (5 M 6 Mec npoTuB 11 1 22 Mec).

BrixnsaemocTs. Meauana BEDKHBAEMOCTH I BCeX OOJIBHBIX CO-
crasuna 19,7 Mec. AHAJIH3 NPONOIDKUTENBLHOCTH XH3HH GONBHBIX C MeTa-
CTaTHYECKHUM IMOPaXKeHHEM MeUeHH NOKA3aMd, YTO MelHaHa BbDKHBAEMOCTH
¥ 3THX NALUEHTOK paBHa 18,7 mec.

B rpynne G0NbHBIX, Y KOTOPBIX B XO/I€ JIeYeHHs GbUT OTMeHEH OGbEKTHBHBIHN
aekT, MeMaHa BEDKMBAEMOCTH K HACTOAIIIEMY BPEMEHH He JOCTHIHYTA.

1 ron u 6onee mpoxumy 82% GOMBHBIX.
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12 cycles each due to increasing response and no serious toxicity.

Response to therapy was evaluated after every 3 cycles. Only
patients receiving not less than 2 taxotere cycles were evaluable.
Toxicity assessment was made after every cycle.

Results. All the 39 patients were evaluable. Table 2 summarizes
treatment results with respect to therapy line.

Analysis of taxotere therapy with respect to tumor site discovered
peripheral lymph node and bone metastases to be most resistant to therapy.

Of note is the taxotere effect in liver metastases (table 3).

Unusual was the observed increase in response of 6 patients at 3
months after taxotere chemotherapy completion. One of these patients
presented with partial regression of bone metastases which disappeared
at 3 months following therapy completion. Complete response duration
in this case was 5 months. The remaining patients had remissions of 9
to 22 months. Three of the patients were menopausal, another three
patients had menopause against the background of taxotere
chemotherapy. Interestingly, disease progression occurred together
with recovery of menstrual function in all the three cases. Three
patients continued taxotere therapy after disease progression. One
patient showed progressive disease after 2 cycles, two cases presented
with partial response though shorter that the first one (5 and 6 months
versus 11 and 22 months).

Survival. Median survival of all the cases was 19.7 months.
Median survival of patients with liver metastases was 18.7 months,
Median survival is not reached so far in objective responders. 82% of
the cases survived 1 year or more.

Toxicity. All the 39 patients were evaluable for toxicity. Table 4
shows hematology toxicity.

Neutropenia was a dose-limiting toxicity and occurred in 33 of the 39
cases. Grade III-IV neutropenia was observed in 74.3% and depended upon
the number of cycles given. Neutropenia duration was not more than 7 days,
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Tabnuuya 4 Table 4
FemaTtonoruyeckas TOKCUYHOCTb {250 KypcoB)
Hematology toxicity (250 cycles)
Bup TokcuyHocTn CTeneHb TOKCUYHOCTU Bcero
| {] 11 v
Anemusi/Anemia 75 (30) 31(12,4) 2(0,8) 0 108 (43,2)
Jlenkonenusa/Leukopenia 40 (16) 70 (28) 34 (13,6) 8 (3,2) 152 (60,8)
HenTtponennsa/Neutropenia 28 (11,2) 20 (8,0) 40 (16,0) 48 (19,2) 136 (54,4)
Tpombouutonerus,/Thrombocytopenia 1(0,4) 0 0 0 1(0,4)
| 1] 1 v
Toxicity Toxicity grade Total
Tabnuuya 5 Table 5

Heremaronoruuyeckas TokCU4HOCTb (250 Kypcos)
Non-hematology toxicity (250 cycles)

Bup TokecuuHocTu Yucno 60nbHLIX Yucno kypcos
Cromatut |—Il cteneHu/Stomatitis, grade I-1l 35 (89,7) 90 (36)
Dwapes [—Il crenenu/Diarrhea, grade I-II 23 (58,9) 43 (17,2)
HeripoTokcuyHocTe/Neurotoxicity:
I—Il ctenenb/grade |-11 19 (48,7) 83 (33,2)
Il—IV cTenens/grade lI-IV 1(2,6) 1(0,4)
Mwanrus, aptpanrus/Myalgia, arthralgia 11 (28,2) 25 (10)
KoxHas TokcuiHocTb/Skin reactions:
1—Il ctenenb/grade -1l 6(15,4) 28 (11,2)
Ill—IV cTenens/grade IlI-IV 1(2,6) 1(0,4)
Cunapom 3aaepxkn xuakoctu I—Il ctenenu
Liquid retention syndrome, grade I-il 16 (41) 62 (24,8)
Namenenns HorTei/Nail changes 13 (33,3) 50 (20)
Toxicity No. of cases No. of cycles

ToxcuunocTb. OueHKa TOKCHIHOCTH NPOU3BEAEHA Y BeeX 39 60mb-
HBIX. M3MeHeHMA mokasareneil KpOBM B MpoOLECCe JIGHEHHs MPHBEICHBI
B Tabi. 4.

Ho30mMuTHpyommeit TOKCHIHOCTbIO GbUIa HETPONEHHS, KOTOpAS MMETa
mecto y 33 u3 39 maumenrok; III—IV crenens Heiftponenny Habmonanach
y 74,3 BONBHBIX B 3aBUCHMOCTH OT HHC/IA KYPCOB. JMTenbHOCTE HelTporTe-
HHM He npesbliiana 7 aHeil, ognako ¢heGpniibHas HENTPONEHHs MOCHYXMITA
NPUYKHHON PEAYKLIMH HO3bI TAKCOTEPA Y 6 GONBHBIX,

Anemus II1 crenenn saperucTpipoBata TONLKO y OfHOM 6oJbHOM Npy
NIPOBEJEHHH JIBYX KYPCOB JicdeHNs. Bo3MOXHOI IPHUHHOM aHeMUH Y 3TOi
GoBHON MOrIO GBITH HE TONBKO yrHETCHHE KPACHOTO POCTKA MOA AefcT-
BHEM NPENapaTa, Ho H BBIABIEHHOE NIepe/T HAYAIOM JIEUeHHs METacTaTHyCe-
CKOC ITOPAKEHHE KOCTHOTO MO3ra. HereMaTosornueckas TOKCHUHOCTB TaK-
coTepa oTpaxeHa B Tab. 5.

Anoneuns pa3BuIace y BCeX GONBHBIX, HauuHas ¢ 14-ro no 21-if xennb
TOCIIe EPBOTO Kypea, M IPOJ0IIKAJIAch B TEUCHHE BCErO MEPHO/A JIEUEHHSL.
V 11 yenosek (28,2%) OTMEUERBI peaKlM1 TUNEPYYBCTBHTEIBHOCTY B BHIE
THIOEPEMUH KOXKHU JIHLA HA CIEAYIOWHKH [eHb 1ocite XuMuoTepanny. Eme
y oanoit 6071bHO Ha 3—4-i1 MuHyTe HHQY3HH TaKCOTepa HABMIOAANNCE 32~
TPYIHEHHE IbIXaHHS U TMCKOMBOPT B IPpyHOI KIIETKe, KOTOPBIE PErpeccH-
POBAIH CAMOCTOATENILHO NP 3aMEATCHHH CKOPOCTH HH(Y3UH,

He 6bI0 3apericTpHpOBaHO CIY4aeB TOLIHOTEHI, PBOTHI, KAPIHOTOK-
CHYHOCTH.

though febrile neutropenia required taxotere dose reduction in 6 patients.

Grade III anemia was found in 1 case only after two chemotherapy
cycles. Anemia was thought to be caused by both inhibition of red
blood cells by taxotere and bone marrow metastasis detected before
treatment.

Non-hematology toxicity is presented in table 5.

Alopecia was found in all the patients; it started from days 14-21
after cycle 1 and continued through treatment. 11 (28/2%) patients pre-
sented with hypersensitivity reactions as face hyperemia on the day fol-
lowing chemotherapy. Another patient had breathing difficulty and
chest discomfort at 3-4 minutes after taxotere infusion start which
regressed after infusion rate was reduced.

There were no nausea or vomiting episodes, nor cardiotoxicity events.

Discussion. Our findings suggest that taxotere is highly efficient in
treatment for advanced BC (51.35). We achieved 3 (7.7%) complete and
17 (43%) partial responses. Taxotere as first-line chemotherapy was
efficient in 66.7% of cases. These results are compatible with the effect
of FAC which is considered the most active and common chemothera-
py schedule administered in BC [5].

Unusual and very interesting was the increasing response at 3
months after taxotere chemotherapy completion in 6 patients. There
was no mention of similar cases in the literature. Mechanism of this
action may involve apoptosis or effect on endocrine system. This phe-
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O6cyxnenne. TlonyueHHble NaHHble YOEIUTENBLHO CBUAETENBLCTBYIOT
0 BBICOKOH 3((eKTUBHOCTH TAKCOTEPA IIPH JICUEHUH GOJILHBIX AHCCEMHHH-
posanubiM PMK (51,3%). ITpu 3ToM 3apeructpaposano 3 nonHeie (7,7%)
u 17 (43%) yacTHunbIx perpeccuil. Takcorep, MPUMEHAEMBIH B KA4ECTBE
MepBOH NTMHUU TEPAIMH, O3BOJHI JOGHTBCS ycrexa NnpH neueHnd 66,7%
GonsHeIx. [ToJOGHBIE PE3YIBTATH CONOCTABHMBI € 3Q(PEKTUBHOCTBIO KOM-
6unanun FAC — nanbosnee akTUBHON W UacTO MPUMEHSEMOM CXeMBI XH-
MHOTepanuu npu neuenun PMX [5].

Heo6rIYHBIM U OYEHb HHTEpPECHBIM OBUIO HabmonasLieecs HAMHU Hapac-
Tallke MONOKUTENBHOTO ddderTa uepe3 3 Mec Nocie OKOHYAHMS JIEUEHHS
TAKCOTEPOM, pa3BuBLIcecs y 6 nauueHToK. ITofo6HbBIX coyvaes B 10CTYI-
HOH HaM JIMTEPATYPE MbI He 0OHAPYXKHITH. MeXaHu3M 5TOrO ABJIEHHSA MOXET
6BITh MPEANIOIOKATENBHO OOBICHEH MO0 AIIONTO30M, NGO BIMAHHEM HA
IHAOKPHUHHYIO CHCTeMy. JlaHHBINA (PEHOMEH 3acCyXHBAEeT JalbHEHIIEro yr-
NyOEeHHOTO HCCIIefOBAHHU.

OcoGeHHO XO4ETCH OTMETHTD, YTO BBICOKHE NOKA3aTENH, NMOJYyYEHHBIE
[IPU OLIEHKE HEITOCPEICTBEHHBIX PEe3yNbTATOB JIEYEHHS, TIOATBEPXKAAIOTCS
XOPOUIMMH OTAAJEHHBIMH pe3yjibTaTaMH (MeIHaHa BBDKMBAEMOCTH I
Beeit rpynnet 19,7 mec).

JTUMHUTHPYIOIIEH TOKCHYHOCTHIO TAKCOTEpA OblIA HETPOeHH s, COCTaB-
nsowasn 54,4% kypeos (II—IV crenens — 35, 25%). Gebpunbhas HeATpo-
MEHKst MOCITYXKMIA TPHYHHON PEAYKLMH /103b TAKCOTEpPa y 6 NalHEeHTOK.

HeremaTonornyeckas TOKCHYHOCTS GbUIA JOCTATOUHO pasHoobpasHo,
omHako npenmymecrsedo I—II creneny, 4To He NPENATCTBOBANO NPOBe-
JIEHHIO JIeueHus Kaxable 3 ven. HellpoTokcHUHOCTD, pa3puBuiasics y 53%
GONBHBIX NpH MpoBedeHuH 32,8% KypcoB, HOCHIIA KYMYJIATHUBHBIA Xapak-
Tep. CpeaHssd KyMyASTHBHAS 1032 40 NOABIEHHS HERPOTOKCHUHOCTH COCTA-
suna 375 mr/m®. TIpn nosze 450—500 Mr/mM® cHMITOMBI TOKCHYECKOH noju-
HelponaTuy HaGNIONANKCE Y TONIOBHHBLI GOJBHBIX. PenyKuus 10351 B CBA3M
¢ 9THM BIOM TokcHuHocTH 1T crenenn npousBoaunacs 4 6oabHBIM.

CioeofpasasiM MOGOYHBIM JICHCTBHEM TakcoTepa ObUI CHHADOM 3a-
nepxku xxuakoctit (C33K), mpossnssuuniics B BUAE OTEKOB HIKHHX KOHEY-
HOCTeil, 0/1HaKo y 2 GONBHBIX OTMEUANOCh HAKOTUIEHNE HeGONMbLIOTO KOIH-
YecTBA JKHAKOCTH B CHHYyCaX IUIEBPAJIbHBLIX IIOMOCTeH M emle y 2 —
B IOJIOCTH NeprKkapaa. MHHHMaNbHAS KYMYISITHBHAS J03a 10 €r0 BO3HHK-
HOBEHMs OKaszajiach paBHOi 325 Mr/mM’, a cpefHss KyMyIsSTHBHas 1034 —
550 mr/m2, Beero C3K saperucrpuposaH y 16 (41%) uenosex. ITpumenenne
METHIINPEIHU30JIOHA B KA4eCTBE MPEMEANKAlMM B HAIIEM HCCIIEAOBARHI
MO3BOJIMIIO COXPAHNUTE HauMeHbLMi nnpouedT C3XK npn cpaBHeHMH ¢ 1aH-
HBIMH JTUTEPATYPHI.

IMoaasnsoee GOMBUIMHCTBO GONBHBIX MEPEHOCHIIN JIEHUEHHE TAKCOTe-
poM 6e3 cepbe3HBIX XKanod, MHOTHE JIeYIIUCh aMOYIIAaTOPHO H COXPaHSIIH
TPYAOCTIOCOGHOCTD HA MPOTHKEHHH XHMHOTEPATIHH.

Buisoapl. CoueraHue BBICOKOH aKTHBHOCTH, YOBJIETBOPHTENLHOM nepe-
HOCHMOCTH, YIOGHDIH PeXXUM NPHUMEHEHNS MO3BOMAIOT PEKOMEHAOBATh TaK-
coTep s GONBHBIX aucceMuHupoBanHbiM PM2K B xauecTBe Kak nepBoH,
TAK H BTOPOIi JIMHUY JICHEHHUA B CITy4AasX PE3UCTEHTHOCTH ONyXOJIH K aHTpa-
wukianHam. Hapacranue adidexra nocne OkOH49aH1s JeUeH!s UKTYeT Heob-
XOIMMOCTb [aNbHEHIIEro U3yUeHHs NpenapaTa B 3TOM HalpaBlIeHHH.

© K. O. Aymbpaiic, 1998
YK 616-006.04-053

K. O. dymbpaiic
(ITpuszep KoHKypca)

PELEIITOPBI DJIIMAEPMAJIBHOI'O ®AKTOPA
POCTA 1 CTEPOVHBIX 'OPMOHOB B KIIETKAX
OITYXOJIEW Y JIETE/: HOBBIE ITOJIXO/IbI

K MPOTUBOOITYXOJEBON TEPAIINU

HHUH demckoit onkonozuu
CoBpeMeHHBI Ha0OP MPOTHBOOIYXOMEBLIX MPENAPATOR CO3AETCS HA OC-

HOBAHUH JaHHLIX 06 OGIUMX 32aKOHOMEPHOCTSAX OIyXOJIEBOTO POCTa 1 MeTabo-
JIM3Ma OIYXOJIEBBIX KIeTOK. IIpHMEHEHNE 3THX NPEeHapaToB — KOMIUIEKCHBIX
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nomenon should be further studied.

It should be mentioned that the good immediate results are con-
firmed by satisfactory follow-up findings (median survival of all the
patients is 19.7 months).

Neutropenia was a dose-limiting toxicity and was detected in 54.4%
of cycles (grade III-IV in 35.2%). Febrile neutropenia required dose
reduction in 6 patients.

Non-hematology toxicity was variable but mainly limited to grade I-I1
which did not require therapy withdrawal. Neurotoxicity was cumulative
and was found in 53% of cases after 32.8% of cycles. Mean cumulative
dose till neurotoxicity onset was 375 mg/m2. About half the patients pre-
sented with toxic polyneutropenia symptoms at a dose 450-500 mg/m2.
Dose reduction due to grade II neuropathy was required in 4 cases.

Taxotere produced an unexpected effect of LRS manifesting itself as
lower limb edema, though two patients had a small liquid accumulation
in pleural sinuses and another 2 patients in pericardium. Minimal
cumulative dose till the LRS onset was 325 mg/m2, mean cumulative
dose was 550 mg/m2. The LRS was found in 16 (41%) patients.
Premedication with methylprednisolone reduced the LRS rate to mini-
mum as compared to the published data.

Taxotere was well tolerated by overwhelming majority of the
patients, many of them receiving the therapy on an out-patient basis
and preserving their performance status.

Conclusions. Taxotere high activity in combination with good toler-
ability and patients’ compliance allow the drug to be administered as
first- and second-line chemotherapy for advanced anthracycline-resis-
tant BC. The increasing response after therapy discontinuation suggests
that further, more profound study of taxotere should be performed.
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Development of new antitumor drugs is based on knowledge of basic
regularities of tumor growth and tumor cell metabolism. Clinical appli-
cation of antitumor drugs such as platinum complexes, antimetabolites,




