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HEKOTOPLIE BO3MOXHOCTH
XUMHOTEPAIINHN AHTPAIIUKJINH-
PE3UCTEHTHOI'O PAKA MOJIOYHOM KEJIE3bI

HHUHA xaunuueckoti onkonoeuu

JunccemunupoBaHHblii pak MosouHoi xenessl (PMIXK) neusneunm —
3TO BO33peHnMe OOILENPHHATO B coBpeMeHHON meauuumHe. Hecmorpsa Ha
Nporpecc MEJHLUMHCKON HAYKH, JIEKAPCTBEHHOE JIeUeH e CYILIECTBEHHO He
YAYULIHIO MOKa3aTellb BLDKMBAEMOCTH, JIMWIb HHOTJA JaBano BO3MOXK-
HOCTB TONY4NTh AnuTensHble (9—19 ner) pemucenn [7], noaromy no cyti
JIeNIa OHO ABJIAETCH NAJTMAaTHBHBIM [6]. ITpoaomkuTeIbHOCTD XKH3HH n0ce
BBISIBJIEHHS METACTATHYECKOTO MpOLecca B CPedHeM cocTainser 18—24
MEC, XOTS 3TOT NOKA3aTeNb LIHPOKO BAPLHPYET B 3aBUCUMOCTH OT Xapak-
TEPUCTHKH MeTacTaTh4eckoro nmpouecca [12]. O6was addexruHOCTS NEp-
BOH JIMHHHN XuMHOTepanuu cocraBisaeT 40—60%, co cpeaHUM NEPHOIOM A0
nporpeccupoBanus 6—10 mec [12]. ITpumenenune gokcopyGuunncoaepxa-
KX PEXHMOB KaK Haubonee aKTHBHBIX YUIHIIAET CPeHION MPOAOITKH-
TEJIBLHOCTh peMuccHH B0 10—18 Mec 1 cpeHIOI0 NPOIOIKHTENBHOCTD KU3-
1 go 18—26 mec [3, 10, 13].

IInpoko pacnpocTpaHeHo MHEHHE 00 OTCYTCTBHH METOJA BBIGOpA /ISt
XMMHOTEpanuu aucceMuauposandoro PMXK, pedpakrteptoro k nokcopy-
Suunny [6]. HauGonee mepcrneKTHBHEI HOBBIE LUTOCTATHKH: NAKIHTAK-
cen — 22—45% [18], nouerakcen — 29—46% [11, 16], BuHOpensOHH —
16—40% [9]. DddexTHBHOCTE KOMOHHALMH ITHX MPENAPATOB MCKIY CO-
6011 M B COueTAHHH C APYTHMM LUTOCTATUKAMH, Kak U CJIE0BAJIO OXKHAATh,
BpIlIE, HO NPOGJIEMa YaCTOThI MOMHBIX PEMHCCHH, JITHTENBHOCTH NEPHOMA
6e3 nporpeccupoBaHUs 1 06LIEH BEDKMBAEMOCTH JUISE MHOIOKPATIIO JIEHeH-
HBIX GONBHBIX AucceMMHHpoBaHHbIM PMIK ewe e peurena,

Marepnasibl H MeToAbI. B HcceIoBaHUE BKITIOUEHO 68 GOBHLIX AHCCe-
MHHHpOBanHbeIM PM2K, oTBeuaBLIMX CHEAYIOLHM KPUTEPUSIM: HaJIMuMe
B anamuese neuebHoit xumuoTepanuu (XT) ¢ HCIIOIB30BANNEM AHTPAIMK-
JIMHOB 110 NOBOJY MECTHO-PACTPOCTPAREHHOTO HIIH JHCCEMHIH POBAHIIOTO
PMIX 1 00beKTHBHEIC TPU3HAKH IPOTPECCHPOBAHHA 3a60I€BAIHSA C U3ME-
PAEMBIMH OYaraMy IOpaxeHHs, 6€3 OrpaHHueHUIt KaK M0 YHCITY PEKHMOB
neuenys, kypcos XT, Tak U M0 CHEKTPY NPOBOAMBILENCS TOPMOHOTEPAIIHH
(xax ambIOBANTHOM, Tak 1 1euebHO). OGBEKTHBHOE COCTOSHHE (110 KpHTE-
puaM BO3) 0—II crenenn.

Bospact 6onbHbix cocrasnan 29—68 net (B cpeaiiem 49,5 roaa). Tonb-
KO y 2 MalMEHTOK Ha MOMEHT Haudana JiedeHus MeHCTpyaibHas QyHKLHS
6bia coxparena. 40 (58,8%) nepBoHAYANBHO MOJYUHIH PALHKATILHOE Jie-
uenue no nosogy PMIK (Menmana nnutensHocTy 6e3pelMANBHOTO MIEPHO-
na cocraBuia 23,5 mec — oT 2 1o 112 Mec), y 28 GONbHBIX HA MOMEHT ycTa-
HOBJICHNS [MAarHo3a npouecc Obul HeonepaOeNbHbBIM WM BCIEACTBHE
MECTHOH pacnpoCTPAHEHHOCTH, WM M3-33 OTHAJCHHBIX METACTA30B.
CrpyKTypa NpeALIECTBYIOLIETO JIEYEHNS PACMPOCTPAHEHHOTO Mpolecca
npezacTapieHa B Taoi. |.

Hza pexxnma XT 1 6ostee monyuanu 44 (64,7%) 6onbHeIx, 3 1 6once —
18 (26,5%). DddekTUBHOCTD Kak B NepBOi, TAK M BO BTOPOii IUHMHU Bbla
HEBBICOKA — HIKe 23%, U1 paJiHKaIbHO JedeHHsIx — 20%. Takoit ypo-
BeHb 3(QQEeKTHBHOCTH MO3BOJISIET CYUTATH NPEACTABIEHHYIO Ipynny 6o0b-
HBIX OTHOCHTENILHO PE3UCTEHTHON K LIUTOCTATHYECKOH Tepanuy.

V 53,6% GonbHBIX B 3]10Ka4YeCTBEHHbIH TIpoLece 65110 BoBeHeHno 60b-
e 2 opraHoB (MM cHcTeM) OpraHu3Ma. Buclepanbible MCTACTa3bl HMe-
JHCh Y 54,4% GonbHBIX: 25 ciyuaeB MOPAXEHHS NETKHX (MHOXECTBEH-
Hple — y 6 Gonbueix, mumpanrut — y 1), 11 — nnespst (conyTeTByiowmit
maeBputT — y 9), 13 — nevenu, | — suunuka, | — xopuouseu, 1 — riepu-
kapaa. [Topaxenue Gonee 1 oprana otMeueno y 18 (26,5%) 6onbHbIX.

ITpu ouenke pe3yNbTaTOB JICUEHUs HCIONB30BAIMCE kKpuTepnu BO3 [18].

Bhuia BuiaencHa rpynna 60MbHBIX, JEYCHHBIX ¢ MUHUMANBHBIM 3(Qek-
TOM, ONpPENENIeMOM MPH YMEHbLIEHHU H3MEPSeMOH ONYXOJIM MEHEE YeM Ha
50% n Bonee ueM Ha 25%, a TakkKe NPU MOJIOKUTENLHOIM IMHAMUKE CO CTO-
POHBI HEU3MEPSIEMbIX OUYArOB.

Konrpons pocra onyxonu (KPO) paccunrsiBancs kak obiuee 4ucio 60J1b-
HBIX, JIEYEHHBIX ¢ 06BeKTHBHBIM 3¢ipekToM 1 co crabunusanueii npouecca.

54

V.V.Breder
(Competition participant)

SOME POTENTIALS OF CHEMOTHERAPY
IN ANTHRACYCLINE-RESISTANT BREAST
CANCER

Research Institute of Clinical Oncology

Introduction. Modern medicine considers advanced breast cancer
(BC) incurable. In spite of the progress in medical science conventional
drug therapy failed to improve considerably survival in BC, resulted in
some cases in relatively long (9-19 years) remissions [7] and in fact was
palliative [6]. Patient’s life time after detection of metastatic disease is 18-
24 months on the average though this time may vary depending on char-
acter of metastatic disease [12]. Total response to first-line chemotherapy
is 40-60%, mean time to progression being 6-10 months [12]. Most active
doxorubicin-containing chemotherapy increases mean remission time to
10-18 months and mean life time to 18-26 months [3,10,13].

It is a common opinion that there is no chemotherapy of choice for
advanced doxorubicin-refractory BC [6]. New cytostatics such as pacli-
taxel (22-45%) [18], docetaxel (29-46%) [12,16], vinorelbin (16-40%) [9]
are most promising. Efficiency of combinations of these drugs and
combined therapy including these and other cytostatics is higher,
though the problem of complete response, long-term disease-free and
overall survival for patients with advanced BC having undergone mul-
tiple treatment cycles is still unsolved.

Materials and Methods. We performed a study in 68 patients with
advanced BC meeting the following inclusion criteria: a history of
anthracycline chemotherapy (CT) for locally advanced or metastatic
BC, objective evidence of measurable disease progression, no limita-
tions as to the number of CT cycles and hormonotherapy (including
adjuvant). WHO performance score 0-2.

Mean patients’ age was 49.6 years (range 29-68 years). Menstrual
function was preserved at baseline in two cases only. 40 (58.8%4) patients
had a history of previous radical treatment for BC (median disease-free
survival 23.5 months, range 2-112 months), at diagnosis 28 patients had
inoperable disease due to local advance or distant metastases.

Forty four (64.7%) patients had received 2 CT schedules or more, 18
(26.5%) patients had received 3 CT schedules or more. Response to

Tabnuuya 1 Table 1
CTpykTypa npeawecTBYIOULLEro fneyeHus
LOUCCEMUHUPOBAHHOTO Npouecca
Previous treatment for advanced disease
Bua nedvexnns Yucno 6onbHbIX
abc. %
XT+NT+3T 26 38,2
CT+RT+ET
ST+ XT 32 47 1
ET+CT
NT+XT 3 4,4
RT+CT
XT 7 10,3
CT
No. %
Treatment Patients

NMpunmevanune. JIT — nyyeBas Tepanus, 3T — 3HAOKPUHOTEPANUS.
Note. RT, radiation therapy; ET, endocrine therapy.
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Tabnnuya 2 Table 2
PeaynbTathl nevyeHus B 3 rpynnax
Treatment results in 3 patient groups
pynna YurcnobonbHbIX O6bEeKTUBHBIN ne 4yp Crabunusauvs Mporpeccu- KPO
60nbHBLIX adpekT poBaHue
1-a abc. 7 1 6 28 14 35
% 14,3 2,0 12,3 57,1 28,6 71,4
2-q abc. 1 1 - 11 6 12
% 5,6 5,6 0 61,1 33,3 66,7
3-q abc. - - - 4 6 4
% 0 0 0 40 60 40
Beero...:
abc./abs. 8 2 6 43 26 51
% 10,4 2,6 7,8 55,8 33,8 66,2
Patient group No. of cases Objective response CR PR Stabilization Progression TGC

Bonbubie arccemuunposanibiv PMK (68 uenoBek), BKIIIOUEHHBIE B HC-
cnefoBaHye, ObIM pa3fieNieHbl Ha 3 IPYIIBl COOTBETCTBEHHO NMPUMEHSB-
wmmcest pexxumam XT. Bee natuenTtkyn nomyyanu cucreMmuylo XT, cocras-
JISIOME 3JIEMEHTHI KOTOpOH camu no cebe obnagalor yMmepcHHOH
axkTuBHOCTEIO pr PMOK 1 B pexxume monoTepanuu. Pexumsl 6b6UTH paspa-
BoTalbl ¢ yyeTOM JaHHBIX 00 OTCYTCTBMM NOJIHOI nepexpecTHOM pe3uc-
TEHTIOCTH MPHUMEHABIINXCS XMMHOIIPENapaToB ¢ aHTPALUKIHHAMY.

YuureiBas, uro 7 nauueHTOK MOJYYWIM MOCHEAOBATENBHO 2 pexiMa,
a | 6onmbuag — 3 pexxnma XT B paMkax JAaHHOTO MCcCe0BaH M, OBIIO MpoO-
aHanu3upoBaHo 77 ciyuaen:

1-a rpynmna (49 6oneHbx), cxema MEP: mutomuuny C, 10 Mr/M2 BHYT-
pusenno (8/8) B 1-i mens, sronosui, 100 mr/m2 B/B 3,4 u 5-it nuM, uuenna-
THH, 50 Mr/M2 B/B Kanensro 2-i 1 6-i aHy;

2-a rpynna (18 6onbHbIX), cxeMa MiP: mutokcanTpoH, 10 Mr/mM2 B/
B 1-ii mens, uncrnarux, 50 Mr/M2 B/8 kanensHo 1-i u 5-it quu;

3-1 rpynma (10 6oneueix), cxema VF-M: Bunbnactun, 10 Mr 8/8 nHby-
3HOHHO B Teuenye 24 u B 1-e cyTKH, MUTOKcaHTpoH, 10 Mr/M2 B/B crpyiiHo
B 1-91 meus, S-ropypaun, 750 mr/m2 B/s/nenb nHdyY3MOHHO B TeueHue 24
1 B 2, 3, 4-e cyTku. Beero nposenero 165 kypcos XT. B tabn. 2 oTpaxeHsl
TOJTyUeHHbIE Pe3ybTaThI.

B 1-#i rpynne 49 maumentkam nposeaeHo |14 xypcos XT. Jleuenne no
cxeme MEP Obino yenewnsim B 14,3 £ 5,0% cnyuaes — 7 06K THBHBIX pe-
muccuit — 1 nonnas (ITP) + 6 yactnuneix (UP). IMokaszatens KPO cocra-
sun 71,43 * 6,67% 3a cuer NAKCHTOK, JOCTUIIIMX CTAOUNIU3aIMH ITPOLIec-
ca, — 28 (57,14 £ 7,07%) uenosek. B noarpynne crabunusauyun 6simo 9
(18,37 % 5,53%) nauuenToB, OTBEUYAIOLIMX KPUTEPHIM MHHUMAIBHON 3(-
ekruBrocty u S (10,2%) — ¢ cybbekTuBHBIM 3ddekTom. das rpynmel
C IPOrpeccHpOBaHHEM [IPOLIECCa MEIHAHA BPEMEHH JIO IIPOrPeCCHPOBAHNUS
(puc. 1) cocraBuna 4 Hex, npy crabunuzannu (6e3 yuera MUHUMAJILHBIX 3()-
(exToB) — 13,3 nen, npu MuHUMansHoM atdekte — 21,6 nen, npy oO6bek-
THBHOI pemuccun — 51,2 wen (p < 0,05). Cpennasa anmurenbHocTs 06bek-
THBHOH pemuccHM coctaBuna 44 (9—106) nen.

Bpems 1o nporpeccrnpoBanus ans 1-it rpynnsi B uenom — * 14,9 ven (CI
95%, 10—23 Hea) — KOCTOBEPHO MEHbILIE, YeM IS JICUCHHBIX C 3(dekToM
(TTP + YUP + munnmansHslit addexr) — * 40,7 nen (CI 95%, 22—96 Hen).

O6nbexkTHBHBIE 3 (DeKTH PErHCTPHPOBATIMCEL HE3ABUCHMO OT ek THB-
HOCTH TIPCALLECTBYIONIEro NUTOCTaTHYecKoro aevuenus. Ho npu orpuua-
TENILHOM PEe3yNIBTATE B AHAMHE3E NPOrpecCUpOBaHye 3a00eBaHUs PETHCT-
puposasiocs B 50% crmyuaes — B 3 pasa ualie, 4eM B ciydasx aypexta uinu
CTabNIN3aLMK B alamIese.

Meauana BebkHBaeMOCTH npu nporpeccuposannn — 3,7 mec (CI 95%,
3 — 14 mec) — Huxke, ueM rpu crabunusaun npouecca — 7,8 mec (CI 95%,
6 - 14 mec). TTpy 3¢ ek THBIIOM JTeuelnu JUIsi MHHUMANIBHOTO 3¢ dekTa Me-
Jnana BeDKHBaeMocTH coctasiana 16,8 mec (Cl 95%, 8 — 14 mec), nns o6b-
extusnoro adexra — 15,6 mec (CI 95%, 11 — 27+ mec). Paznnua B BbI-
KHBAEMOCTH NMPY MUHUMAIIEHOM UM 00BeKTHBHOM 3((heKTC HeAOCTOBEpHa
(puc. 2). Meanana BbDKMBAEMOCTH JIEUEHHBIX C MHHHUMAlbLHBIM H O0OBEK-
TUBHBIM 3hhexrom — 16,7 mec (CI 95%, 11— 27 mec) — HOCTOBEPHO BbI-
we, yem a1 MEP-rpynnsl B nenom, rae aroT nokasartens paBHsics 10,8
mec (CI 95%, 8—14 mec).

both first- and second-line therapies was low 23%, for those undergo-
ing radical treatment 20%. This efficiency level renders these cases rel-
atively resistant to cytostatic therapy.

More than 2 sites (or systems) were involved in 53.6% of the
patients. Visceral metastases were detected in 54.4%, the sites being
lungs (25 cases including 6 multiple, 1 lymphangitis), pleura (11 includ-
ing 9 concurrent pleurites), liver (13), ovary (1), choroidea (1). More
than 1 sites were involved in 18 (26.5%) cases.

Treatment results were assessed by WHO criteria [18].

There were patients with minimal effect, i.e. decrease in measurable
disease less than 50% but more than 25% and positive changes in non-
measurable disease.

Tumor growth control (TGC) was calculated as the total of cases
with objective response and stable disease.

The 68 metastatic BC patients entered in this study were stratified
into three groups with respect to CT schedule. All the patients received
systemic CT with moderate activity of individual components in BC
when administered as monotherapy. The schedules were composed to
assure no cross-resistance with anthracyclines.
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Puc. 1. Bpemsa ao nporpeccupoBaunsa 8 MEP-rpynne B
3aBucumMocTy oT adoexTa.
Mo ocu abcumce — cpok HabnoaeHus, Hed,.

3peck 1 Ha puc. 2: 1 — nporpeccupoBanue, 2 — ctabunusauus,
3 — MuHMManeHeIn addekt, 4 — MNP + 4P,

3aeck v Ha puc. 2, 3 — No OCY OPAUHAT — NPOLLEHT BbIXUBLUMX.
Fig. 1. Time to disease progression in the MEP group with
respect to response.
Numbers on the x axis show weeks of follow-up

Here and in fig.2: 1, progression; 2, stabilization; 3, minimal
response; 4, CR+PR.

Here and in figs.2,3: numbers on the y axis show % of survival.
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Puc. 2. BoixusaemocTs 8 MEP-rpynne B saasncumoctu
oT addekra.

3neck 1 Ha puc. 3 no ocu abeumce — cpok HabnoaeHns, Mec.
Fig. 2. Survival in MEP group with respect to response.

Here and in fig.3: numbers on the x axis show months of follow-up

He BBIABIEHO NOCTOBEPHOI PA3HHLUbL B BBIKHBAEMOCTH B 3aBUCHMOCTH
OT PACIpOCTPAHEHHOCTH 3M0KAYECCTBEHHOTO Npouecca. XOTs NPH BoB/eve-
HUH B nipouece 1—2 opranos (13,6 mec; CI 95%, 4—18 Mec) Mennana BbI-
KUBAEMOCTH BBILUE, YeM IpH GObLLEl PACIPOCTPAHEHHOCTH 3a60/eBaHNS;
TIPH YPOBHE JI0OCTOBEPHOCTH 95% pasiiuHe HEAOCTOBEPHO.

BoknBaeMocTe He 3aBHCENa OT MOPAAKOBOrO HOMEpPA JIMHMK MPOBO-
Avsueiics XT. Meauana BeIKHBAEMOCTH GOJILHBIX, JIGUEHHBIX BO BTOPOI,
TpeThel, 4eTBepTol M nocneaywyx auHHUaX XT, cCOOTBETCTBEHHO GhIna
pasHa 8,8 mec (CI 95%, 4—16 mec), 12,3 mec (CI 95%, 8—16 mec) u 7,7 Mec
(CI 95%, 4—24 mec), pa3uyua CTaTHCTHUECKH HEOCTOBEPHA.

Bo 2-ii rpynne neuerne nposenero 18 GonsueM (34 kypca XT). Jleue-
Hue 6b1Io Menee d(dexTHBHBIM, ueM B 1-it rpynne — 5,6% 0GBEKTHBHBIX
pemucenit (1 ITP anurensuoctoio 48 nex). Ho ¢ yueTom 2 MHHHMATBHBIX
adbexToB (M3 rpynnel crabunusaunu) cymmapxas sddextusrocts MiP-
pexuma cocrasuna 16,7 + 9,07%. IToxazarens KPO cocrasun 66,7 +
11,43%. MeanaHa BbDKHBAaeMOCTH BO 2-i rpynne coctasuna 10,5 mec.

10 naupenrox (3-s rpynna) nonyuanu neuense no cxeme VE-M (17 kyp-
coB). O6pexTHBHBEIX 3ipeKTOB 3aperucTpupoBano He 6b110, KPO cocra-
Bun 40%. Menuaxa BbDKUBAEMOCTH B rpynme — 13 mec.

Wsyuenne pe3ynbTaToB jedeHMs B NPeACTABIEHHO rpynmne GojILHBIX
(68 mMauMenToK) BHLIABMIIO JOCTOBEPHOE YBETHUEHHE BEDKMBAEMOCTH MPH
sdppexrrBHOM nevennn — Meamana 16,9 mec (CI 95%, 12—36 mec) mo
CPaBHCHHIO C JAHHBIM [1OKA3aTeNieM AMs rpynmsl B ueiiom — 8,3 mec (CI
95%, 7—13 Mec). OgHoromuuHas BLDKMBAEMOCTb MpPH MPOrPECCHPOBA-
HUH — 16%, nipy crabunusauuy u A Beeit rpynnst 39—41%, npu adipex-
THBHOM JieveHnn — 69% (puc. 3).

ANUTeNLHOCT OGBEKTHBHBIX peMHUCCHi y GONbHBIX, IONyUYaBILKX Nep-
BYIO U BTOPYIO UM neuebHoit XT B aHaMHese, H Y 3aperuCTpUpOBAHHEIX
B PaMKax HACTOSALIETO HCCMNEAOBAHHUA, JIEUEHHBIX ¢ addexToM (06beKTHB-
Hble + MHHUMAJIBHBIE), KAaK pe3ynbrar TpeThell nuuuu XT (MEP-pexum)
CYLIECTBEHHO He pasnuuanack. He oTMeueHo HOCTOBEpHOCTH MeX1y Meau-
aHamu JutrensHocTH dbdexta: npu nepsoit auuun XT — 33 nepn, BTO-
po#t — 50 Hen, npy TpeTbeit — 29 nes.

s pamyxansHo NeueHHbIX MeAMaHa BEDKMBAEMOCTH COCTABHIIA 54,5 Mec
(CT 95%, 42—75 Mec) ¢ S-netiieit BenKMBaEMOCTbIO 46%, B ClIyuasIX mepBu-
Ho-pacnpocrpateHHoro npouecca — 24,6 mec (CI 95%, 18—42 mec). C mo-
MCHTA BBIABIEHHMS METACTA30R B IPYMINE PAAHKANBHO JIEYEHHBIX TEUCHUE 3a-
Gonepanus 66UT0 MONOGHO TAKOBOMY IIPH HEPBUMHO-PACTIPOCTPANIEHIOM
npouecce — MeauaHa BebkuBaemoctH 25,5 mec (CI 95%, 16—41 mec); 5-ner-
HSIS1 BBKHBAEMOCTDb TAK)KE IIPAKTHUECKH HE OTIIHYAETCs, cocTaBsa 18 u 19%.

Mocnenyiotnee UNTOCTATHHECKOE JICUECHHE, TIPE/ICTABIEHHOE MPAKTHHE-
CKH BCeMHM aKTHBHBIMK npu PMJK npenaparaMu xak B MOHOpeXHME, TaK
1 B KoMOHHAUMSAX, TpoBeeHo 18 GonbHbIM Ge3 adipekTa. XoTs Tepanus
HaBENLOHHOM B 5 Clyuasx MO3BOJIANA MONYYHTD JUTHTENBHYIO (4—6 Mec)
CTABHIH3ALMIO TPOLIECCA B COMETAHMH C CyGheKTHBHBIM 3dieKToM.

Toxcnunocts npy nposeaehnn 165 xypcos XT pacuenena Kak yMepeH-
Has. OCHOBHBIMM MPOABNEHHAMH TOKCHYHOCTH B 1-it m 2-it rpynnax Gsun
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Puc. 3. O6wan BbKMBA@MOCTb 60JIbHBIX, PE3UCTEHTHbIX
K aHTpaunKINHaM.

1 — nporpeccupoBanune, 2 — crtabwimsaums, 3 — adpdekT
(MUHUManbHLIN + 06bEKTUBHLINY, 4 — rpynna KPO, 5 — sca rpynna.
Fig. 3. Overall survival of anthracycline-resistant cases.

1, progression; 2, stabilization; 3, response (minimal+objective);
4, TGC group, 5, total group.

Since 7 patients received 2 consecutive schedules each and 1 patient
received 3 CT schedules within this study 77 treatment cases were
included in the analysis.

Group 1 (49 cases), MEP schedule: mitomycin C 10 mg/m® intra-
venously (i.v.) day 1, etoposide 100 mg/m? i.v. days 3, 4, 5, cisplatinum
50 mg/m® by i.v. drip days 2 and 6.

Group 2 (18), MiP schedule: mitoxantrone 10 mg/m’ i.v. day 1, cis-
platinum 50 mg/m* i.v. drip days 1 and 5.

Group 3(10), VF-M schedule: vinblastine 10 mg by 24-h i.v. infusion day
1, mitoxantrone 10 mg/m® by i.v. bolus day 1, 5-fluorouracil 750 mg/m*/day
by 24-h i.v. infusion days 2, 3, 4. A total of 165 CT cycles were given.

Group 1 patients (49) received a total of 114 CT cycles

Treatment by MEP schedule was beneficial in 14.3+5.0% of the cases
with 7 objective responses (1 CR+6 PR). TGC was 71.43+6.67% due to
cases with stable disease: 28 (57.14+7.07%). The stable disease subgroup
included 9 (18.37+5.53%) cases demonstrating minimal response and 5
(10.2%) cases with subjective response. Median time to disease progres-
sion was 4 weeks in the group with progressing disease, 13.3 weeks in the
stabilization group (minimal responders not included), 21.6 weeks in the
minimal response group, 51.2 weeks in the objective response group
(p<0.05). Mean duration of objective response was 44 (9-106) weeks.

The time to disease progression (fig.1) for group 1 as a whole (medi-
an 14.9 weeks, 95% CI, 10-23 weeks) was significantly shorter as com-
pared to responders, i.e. cases with CR+PR+minimal response (medi-
an 40.7 weeks, 95% CI, 22-96).

The objective responses were recorded irrespective of efficiency of
previous cytostatic treatment. However, disease progression was
observed in 50% of non-responders to previous treatment, i.e. 3-fold as
frequently as in patients with a history of response or stable disease.

Median survival in progressive disease was 3.7 months (95% CI, 3-
14 months), i.e. less than in stable disease (7.8 months, 95% CI, 6-14
months and in responders (15.6 months, 95% CI, 11-27+ months). The
difference in survival between minimal and objective responders was
not statistically significant (fig.2). Median survival of responders (min-
imal+objective response) was 16.7 months (95% CI, 11-27 months) and
significantly greater as compared with the MEP group as a whole
(median 10.8 months, 95% CI, 8-14 months).

There was no significant difference in survival with respect to dis-
case advance. Though cases with involvement of 1 or 2 sites (13.6
months, 95% CI 4-18 months) had a longer median survival as com-
pared to those with a greater disease advance, the difference being not
statistically significant at a 95% significance level.

The survival did not depend on the number of CT lines. Median sur-
vival times of cases undergoing second-, third-, forth-line and further
CT were 8.8 months (95% CI, 4-16 months), 12.3 months (95% CI, 8-
16 months) and 7.7 months (95% CI, 4-24 months), the difference being
not statistically significant.
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TowHota U pBota (72,8 u 97,5%), remartonoruyeckne Hapywenus (72,8
n 85,3%). Tokcnunocts II—IV crenenu B 1-it rpynne — nefikorenus (15,8%)
TpomboumTonenus (2,7%); Bo 2-it — neiikonenus (41,3%) u TpomGouuTore-
Hus (2,9%). Beicokas uactora TOLWHOTLI 1 PBOTHI OOYCIIOBNICHA B OCHOBHOM
uucruiatiioM. flpumenenre dnokaropos HTs-pelentopos cepoToHnna nos-
BOJISIIO CYLIECTBEHHO YMEHBIINTD H CTENeHb, 1 HACTOTY Pa3BUTHA 3THX IPO-
sBIeHUH — He 6b110 HU otHoro cnyvast peotel IH—IV crenenn. Yacrora ac-
Tenuu npn MEP-pexxume — 35,1%, nocne 1-ro kypcea B 22,4% cnyuaes, nocie
2-ro — B 36,4%, a nocne 3—5-ro xypca XT B 55—60%. TokcnuHocTb 3-ro pe-
KHMa yMepeHHas: remarojioruueckast — 85,3% kypcos (III—IV crenenu
29,4%), Towtora n pora — 41,3 (I—I1 crenenn), acrenns — 11,8% kypcos.

PesyabTaTsi u obcyskaenne. 3a UCKIIOUEHHEM YCTIELIHBIX PE3YJIBTATOB,
TTOTYYECHHBIX B OT/ENIBHBIX HCCNEIOBAHUAX, TNPH JIEUEHHH PE3HCTEHTHOrO
K aHTPalMKJIMHAM NPOLIECCa MOXKHO FOBOPHTH O HACTYIIIEHHH OOBEKTHB-
HBIX peMHcCHi nub B 15—25% ciyuaes [5, 15]. PasButre pe3auCTEeHTHOCTH
K aHTPaLMKIMHAM HJIM HCXOJIHass MHOXCCTBEHHAs JIEKAPCTBEHHAs pe3Hc-
TeHTHocTh Npu PMJK — rnaBHble NpHunHbI HU3KOH 3¢ {)eKTUBHOCTH BTO-
poit n nocnexyromux aunnit XT [1, 6]. st 3100 rpynnsl naluneHToB Kpan-
HE BAXKHBIM NpPEACTaBNsAeTCAd (PAKT JOCTHXKEHMA KaK MHHMMalbHOTO
adihexTa, Tak M JOCTATOUHO UTHTENBLHOM cTabuM3aluu npotiecca. Her no-
CTOBCPHOTO PA3NIMUMA BO BPEMEHH JO IMPOrPecCHpOBaHHA MEXAy MHHH-
ManbHBIMH M OOBEKTUBHBIMH 3(pdeKTaMH, U NPOCISKUBACTC 3HAUUMOE
PAa3MyKe 3TOrO MOKA3aTels OT COOTBETCTBYIOLICTO KaK AJA rPYNMbI B Lie-
JIOM, TaK ¥ JUIS TPy co crabuiausaiuieil M nporpeccupoBaHneM. AHalo-
rMYHAS KApPTHHA M NPH AHATH3e BBDKMBAEMOCTH: MEAHAHA BBDKHBAEMOCTH
JUIS JledeHHbIX ¢ addexToM cocrasia 16,9 mec Bo Beeit rpynne (s oGbek-
THBHBIX peMHccHit 15,6 Mec 1 fu1st MUHMMATbLRBIX d(dexTon 17,1 mec) u ObI-
J1a IOCTOBEPHO BBILLE, YEM B IPyNNax co crabunn3anueii ¥ nporpeccuposa-
HueM. BosMmoxHOCTB focTibkeHHs adipekTa NMOATBepXKAaeT laHHBIE 00
OTCYTCTBMH NMEPEKPECTHONH YCTOHUMBOCTH MEXJIY AHTPALMKIMHAMU U CO-
CTaBJAIOWHMMH PEeXHMa — MHUTOMUUMHOM C, 3TONO3MA0M M LIHCIUIATHHOM.
KoCBEHHO 3TO MOXKET ObITh MOATBEPXKACHNEM IKCTIEPHMEHTAIBHBIX JaHHbBIX
0 HAJTMYMH CHHEPTH3MA MEXK/LY 3TOMO3UAOM H LMcIIaTHHOM [17].

B rpynne, xapaxtepusyowiecs pe3HCTEHTHOCTBIO K AaHTPALMKITHHAM,
pexum MEP B tperbeii muaun XT npoaeMoHCTpHpOBan yMepeHHYIO ax-
THBHOCTb — 14,3% nipu cpenueit pnutensHocT pemuccud 44 nen. C yue-
TOM MHHHMaNBHBIX a(ipexToB cymmaphnas aktusHocts MEP-pexuma npu
JIEYCHHH PE3UCTEHTHOTO K aHTpalMKIHHAM Mpolecca cocrasnger 32,67%.
Jleuenue ¢ 3thhexTOM NMO3BOIIACT YBEJIMUUTH BEDKHBaeMOCTh 10 16,9 Mec —
Oonee yeM B 2 pa3a No CpaBHEHHUIO C TAKOBOH B rpymmne B ienoM (8,3 Mec) —
M MOXET paccMaTpUBaThe Kak pakTop NMpOrHo3a ®U3HH.

BepknBaeMocTs He 3aBHceNa HM OT PacnpoCTPaHEHHOCTH Mpollecca,
HH OT KOJINUECTBA UCIONIB30BaBIINXCS peXkKMMOB X T — MeanaHa BbDKMBA-
eMOCTH [T noayyaslIHX 2, 3, 4 pexxuMa U 6osee koncHanack B npeaenax
7,7—12,3 mec.

CHikeHHbIe pe3epBEI KPOBETBOPEHHS, PACMPOCTPAHEHHOCTh Mpolecca
M TOKCH4ECKOE BO3JICHCTBUE XMMUOIPENapaToB ONpPe/IeNstoT BEICOKUI ITpo-
LIEHT PA3BUTHS ACTEHUH Y GOJILHBIX BO BPeMs JICUeHHs, IIPH 3TOM OTMEUeHA
npAMas 3aBHCHMOCTb MEX/Y YMCIIOM KYPCOB H YaCTOTOH Pa3BUTHA OCIIOXK-
tenuns. [pexynpexnaenne ToWHOTEL U PBOTHI (74%), oOycnoBneHHo# B oc-
HOBHOM LMCIUIATHHOM, MO3BOJIHT CYLLIECTBEHHO MOBBICHTb KA4eCTBO XHU3HU
MALUEHTOK, YIYUIINT CYOBbEeKTHBHOE BOCIIPHITHE IIPOBOIMMOTO JICUCHHS.

Bruicokono3nas XT npu Mmetacratuueckom PMIXK y paHee NeueHHbIX
6onbHbIX ManonepcnekTHsHa [8]. MHTeHCHbHKALMA NO30BIX PEXKHMOB ITy-
TeM JUINTEJILHOTO, B TEUeHHEe MHOTHX JIHElT, TOCTOSHHOTO BBEJICHUS HU3KUX
1103 Ipenaparta 10 JOCTHXKEHHs GoabLIoi KypcOBOH O3k B NOTILITKE Npe-
OJI0JIETh JIEKAPCTBEHHYIO LIMTOKMHETHYECKYIO PE3UCTEHTHOCTL MPEACTAR-
NifieTCs MHTepecHbIM HarmpasiieHHeM [5]). Ho BeposTHOCTs nonyueHust oOb-
exTHBHOrO 3(ihexra cocraBnser 20—30% [5]. AHanoruuHsle pe3ynbLTATHI
TIONTYYEHBI U [IPH HCITONB30BAHMH MoaH(dHKaTOpa — JISHKOBOPHHA B coUe-
TaHuy ¢ dropypanmiom [2].

Huskas 3GeKkTHBHOCTD DPEKMMOB, BKIIOUYAKOLUIAX MHTOKCAHTPOH
y BonbHbIX pacrnipocTpaHenHsiM PMOK, panee nonmyuasiuux nokcopy6u-
LHH, MOATBEPXKIAACT HELEeNecOOOPa3HOCTb ero HCNONB30BAHUS MTPH PE3UC-
TEHTHOCTH K aHTpaLMKIHHaM [14].

C MOMEHTA NPOrpeccHPOBAHUS Y PAIHMKAIBHO JIEUeHHbIX DONBHBIX Te-
ueHye 3a0oneBaHus (JIMHAMHKA BEDKMBAEMOCTH) [TPAKTHYCCKH COBNAAATIO
C TAKOBBIM U1 HCXOAHO PacpOCTPaHCHHOTO Npolecca: MEAHAHA BbDKHBA-
€MOCTH ¢ MOMEHTA JICHEHHS 1O MTOBOAY PACMPOCTPAHEHHOrO MpPoLecca co-
craBnsana 25—26 Mec, a 5-neTHdgs BeDKHBaeMocts 18—19%.

ITonBoas uTor MccieoBaNUIO, MOXHO CKa3aTh, UTO NpobieMa Jieue-
HHA aHTpaLMKAKRH-pe3rcTeHTHOro PMIK Ha ceropnswmnuit aens ganeka ot
pewenus. [TpuMeHeHne aKTUBHBIX IUTOCTATUKOB, HE 0OMANAIONINX Tlepe-
KPECTHOH PE3NCTEHTHOCTBIO C AHTPALMKIHHAMH, B TOM YHCIIE TAKCAHOB,

In group 2 CT (34 cycles) was given to 18 patients. The treatment
was less beneficial with a 5.6" objective response (1 CR, 18 weeks) than
in group 1. Though if 2 minimal responses (from stable disease group)
are taken into consideration, MiP total efficiency was 16.7+9.0%. TGC
was 66.7+11.43%. Median survival in group 2 was 10.5 months.

Ten patients from group 3 received CT by VF-M schedule (17
cycles). No objective responses were detected. TGC was 40%. Median
survival was 13 months.

Analysis of treatment results in this group (68 cases) discovered a
significantly prolonged survival of responders: median 16.9 months
(95% CI, 12-36+ months) as compared to the group as a whole: medi-
an 8.3 months (95% CI, 7-13 months). One-year survival was 16% in
progressive disease, 39-41% in stable disease and the group as a whole,
69% in responders (fig.3).

Duration of objective response to previous first-and second-line CT
was the same as that for responders (objective+minimal response) to
third-line CT (MEP) in this study. There was no significant difference
between the median durations of response: 33 weeks after first-line, 50
weeks after second-line and 29 after third-line CT.

Median survival for cases undergoing radical treatment was 54.5
months (95% CI, 42-75 months), the 5-year survival reaching 46%, for
those with initially advanced disease 24.6 months (95% CI, 18-42
months). From metastasis detection the patients undergoing radical
treatment had the same disease course: median survival 25.5 months
(95% CI, 16-41 months), and 5-year survival 18 vs 19% as those with
initially advanced disease.

Further cytostatic treatment including practically all active drugs
both as monotherapy and combination therapy for BC was undertak-
en in 18 patients with no response. Though long term navelbine thera-
Py given to 5 patients resulted in a long (4-6 months) disease stabiliza-
tion and subjective response.

Toxicity of the 165 CT cycles undertaken was assessed as moderate.
Main toxicities in groups 1 and 2 were nausea and vomiting (72.8 and
97.5%) and hematology toxicity (72.8 and 85.3%). Grade III-1V toxici-
ty in group 1 included leukopenia (15.8%), thrombopenia (2.7%); in
group 2: leukopenia (41.3%) and thrombopenia (2.9%). The high rate
of nausea and vomiting was mainly due to cisplatinum. Administration
of HT3 blockers reduced both degree and frequency of this toxicity:
there were no cases with grade III-1V vomiting. Asthenia frequency
after MEP was 35.1%: 22.4% after cycle 1, 36.4% after cycle 2 and 55-
60% after cycles 3-5. Toxicity of schedule 3 was moderate: hematology
toxicity 85.3% of the cycles (grade III-1V 29.4%), nausea and vomiting
41.3% (grade I-II), asthenia 11.8% of the cycles.

Discussion. Beneficial treatment for anthracycline-resistant disease
reported in some publications not taken into consideration, frequency
of objective response is 15-25% [5,15]. Anthracycline-resistance or ini-
tial multiple drug resistance of BC mainly account for low effect of sec-
ond-line and further CT [1,6]. Achievement of minimal and relatively
long response in this category of patients is therefore of much impor-
tance. There was no significant difference in time to disease progres-
sion between minimal and objective responders while a significant dif-
ference was observed between the responders and the whole patient
group as well as between the responders and patients with stable or
progressive disease. Analysis of survival demonstrates a similar situa-
tion: median survival was 16.9 months for responders (15.6 for objec-
tive responders and 17.1 months for minimal responders) which was
significantly greater than for those with stable or progressive disease.
The achieved response is evidence in favor of the absence of cross resis-
tance between anthracyclines and the schedule components mitomycin
C, etoposide and cisplatinum. This observation may indirectly confirm
experimental findings of synergism of etoposide and cisplatinum
actions [17].

The third-line CT by MEP schedule in the anthracycline-resistant
group was moderately efficient (14.3%), mean response duration
being 44 weeks. Minimal responders included, the total MEP activ-
ity in anthracycline-resistant BC was 32.6%. Survival of the respon-
ders was 16.9 months, i.e. two-fold longer than in the whole group
(8.3 months) and might be considered a good prognostic factor.

Patients’ survival demonstrated no dependence either on disease
advance or on the number of CT schedules given: median survival for
paticnts receiving 2, 3, 4 and more schedules was ranging from 7.7 to
12.3 months.

Decreased hemopoiesis, disease advance and chemotherapy toxicity
accounted for the high frequency of asthenia during treatment, with the rate
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HaBeJIbOMHA, HOBOT'O NOKOJIEHHA (PTOPIPOU3BOIHBIX TUPUMHUAMHA — 3TO
Hanbonee NEPCHEKTUBHBINA I1yTh, YTO W NOATBEPXKIACTCA Pe3yabTaTaMu
HaLLero UCCACAOBaHHUS.
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HHH sxcnepumenmansiioi ouaziiocmuxu
u mepanuu onyxoueu

Pak snuHKUKOB SBNAETCS OAHUM M3 HAUGOJIee JOKAYECTBEHHO TIPOTEKak0-
KX 3a607eBaHMii B OHKOOrHYecKoi npaxTike. HecMOTps Ha 3HAUHTENbHBIE
YCIIEXH B OMATHOCTHKE M TEPATIMM 37I0KAYECTBEHHBIX OMYXOJICH, Pe3ybTaThl
JIEUEHNS! OHKOJIOTMYECKHX OOJIBHBIX HENb3sI CUMTATD YAOBIETBOPUTENLHLIMH.
YuuTBIBaA 3HAUCHHE MMMYHONOTHYECKHX MEXAHM3MOB B NPOTHBOOMYXOJlE-
BOM I'OMEOCTA3€, 2 TaKKe TOT (HaKT, YTO MPHMEHSEMBIE METOIbI JIEUEHHS OITy-
XoneH OKa3bIBaloT HeGIAronpPHATHOE BO3AEHCTBHE HA CHCTEMY UMMYHHTETA,
OMNpEENeHHbIE HANEHK B! HA YIYUILEHHE Pe3ybTATOB JIeYeHNs CBI3aHbI C BHe-
JpeHHeM Pas3IMUHOTO POAA UMMYHOTEPANEBTHYECKHX CPE/ICTB.
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being directly related to the number of CT cycles. Prevention of nausea and
vomiting (74%) mainly due to cisplatinum administration improved con-
siderably patients’ quality of life and compliance to treatment.

High-dose CT is low effective in previously treated patients with
metastatic BC [8]. Intensification of dosing by continuous, many-day
administration of low-dose drugs till large cycle doses to overcome
cytokinetic drug resistance seems to be a promising approach [5].
Though probability of objective response is 20-30% [15). Similar results
were achieved when a modifier leukovorin in combination with fluo-
rouracil were used [2].

Low efficacy of schedules including mitoxantrone in cases with
advanced BC previously receiving doxorubicin confirms the treatment
unreasonable in anthracycline-resistant cases [14].

After start of disease progression the patients having undergone
radical treatment demonstrated the same disease course (survival) as
those with initially advanced disease: median survival from the start of
treatment for advanced disease was 25-26 months, the 5-year survival
being 18-19%.

In summary, treatment for anthracycline-resistant BC remains a
problem to be solved. Administration of active cytostatics including
taxanes, navelbine, new generation pyrimidine fluoroderivatives seems
to be the most promising approach, which is confirmed by our findings.
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Ovarian cancer is a most malignant disease. Although there is a cer-
tain progress in cancer diagnosis and therapy the results of treatment are
still poor. Since immunology mechanisms play a significant role in anti-
cancer homeostasis and tumor therapy affects the immunity, the appli-
cation of various immunotherapeutical agents provides some hope.

A number of natural and synthetic agents able to enhance immune
response of the body have passed experimental and clinical trial.
However, their clinical application is limited due to high toxicity,
adverse effects etc. [4-7).



