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Lienb pa6oTbi: nosbiweHmne 3hHeKTUBHOCTU CTAHAAPTHON KOMOUHUPOBAHHOI Tepanuu 6oMbHLIX pakom sauuHNKoB (PS1) nyTem BKAKYEHHUS B Cxemy
OCHOBHOTO IEYEHUS MYNILTUTAPTETHBIX MPenaparoB, coaepaliux uHaon-3-kapounon (I3C) u coyetarue I3C c anuranokarexut-3-rannatom (EGCG).
Marepuanbl n MeToabl. B uccnefosaHue sownu 284 nauueHTku, NpoxoauBLIMe obcnefoBaHue U neverue pacnpoctpaHeHHoro (III craguu)
cepo3Horo P, conpoBoxpaatowerocs acuTom u/uan nnespuToM. YyacTHuL uccnefoBaHus pasaenunu Ha 5 rpynn. Bo Bcex rpynnax ucnosb-
30Bancs O6WENPUHATBIA BapUAHT KOMOMHUPOBAHHOTO NIEYeHHs, BKIIOYaOWMI cTaHaapTHY0 nonuxumuotepanuio (MXT) no cxemam TP, TC, DC
W LUTOpEeayKTUBHYIO Onepauuio B Haubonee onTMManbHOM BO3MOXHOM 0Obeme.

Mpw 3TOM y NauneHToK 1-3-it rpynn XMpypruyeckoit onepaLuu npeflecTsoBana HeoaabloBaHTHas xumuotepanus (HAXT) (2—4 kypca) c 3abna-
rOBPEMEHHBIM W NPONIOHTMPOBaHHbIM npuemom npenapatos I3C (MHanHon ®opto) (ans 1-it rpynnbl, n = 46) u ero couetanus c EGCG (Mpomucan)
(Bns 2-1 v 3-i rpynn, n =76 1 n =42 cooTBeTCTBEHHO). Kpome TOro, nauneHTku 3-il rpynnbl nocne kypca HAXT 1 nocnegyiolero onepatuBHoro
BMeLLaTeNbCTBA NOJyYanu nponoHruposarHyo MNXT. B kKauecTBe KOHTPOJbHbIX OblIM MPUHATLI 2 pynnbl 60bHbIX aCLUTHOI HOPMOI CEpO3HOro
PA III cTaguu, B cxeMy JIeYeHNs KOTOpbIX He Obiun BKtoYeHbl npenaparsl I3C. MauneHTku 1-i1 rpynnbl cpaBHeHUs (n = 40) NpOXofunu neyeHne
no CTaHAAPTHOI METofMKe: LUTOPEAYKTUBHAA onepaLus U 6 KypcoB afbloBaHTHOM xumuoTepanun (AXT); naumeHTKU 2-i rpynnbl CpaBHEHUSA
(n=80) — no cxeme: HAXT, onepauus 1 6 kypcos AXT.

Pesynsbrartbl. BkntoueHue B cxemy HAXT pacnpoctpaHeHHoro cepo3Horo Pl npenaparos I3C v ero couetanus ¢ EGCG cywectBeHHo yBennynsaet acdek-
TMBHOCTb JIeYEHUSA, @ TaKXKe MOBbILAET BO3MOXHOCTb peann3alun ONTUManbHOroO YCI0BHO PafMKaabHOTO XMpYpruyeckoro nedenus. lNpumeHenue
npenapatos I3C u ero kombuHauum ¢ EGCG B cocTae cTaHAapTHON KOMOMHUPOBAHHOM Tepanuu cepo3Horo P NpakTUYecKW MCKIIOYAET acLuTHbI
BapWaHT peLuanBa; CnocobCTBYET COXPAHEHMUIO YyBCTBUTENBHOCTH OMYX0U K 1-i IMHUM XuMUOTEpanum y 60MbLIMHCTBA GONbHBIX; NO3BONAET Gosee
LIMPOKO UCMONb30BaThb MOBTOPHbIE XUPYPrUYECKMUE BMELIATENbCTBA, YTO PACLUMPAET CNEKTP BO3MOXHbIX BAPUAHTOB fleueHus npyu peuuamsax PA.
bonbWMHCTBO nauueHTok Ge3 nporpeccupoBanus Pf, nomumo craHpapTHoit Tepanuu, nonyyanu npenapatsl 13C (17,4% wu3 rpynnsl 1), I3C
n EGCG (19,7% w3 rpynnbl 2) 1 ux Kom6uHauuio ¢ nponoHruposaHHoi MXT (21,4% w3 rpynnbl 3). B rpynnax cpaBHeHus 1 n 2 KonuyecTso
GonbHbIX 6e3 nporpeccuposanns — 5,0% u 2,5% COOTBETCTBEHHO.

Mepmnana 5-neTHeit BbxX1BaemMocTu coctasina 60 mecaues B rpynnax 1-3, 46 mecaues B rpynne cpaBHeHusa 1 u 44 mecaua rpynne cpaBHeHUs 2.
3akniouenue. Mpuem npenaparos I3C u coyetanmne I3C c EGCG fononHMTENbHO K CTaHAAPTHOM KOMOMHMUPOBaHHOI Tepanuu PA cnoco6eTeoBan
noBbIlWeHWI0 ee 3DdEKTUBHOCTU NyTeM HOPMUPOBAHWA YCNOBHIl ANA [OCTUKEHUA Gonee AnuTeNbHON Ge3peunanBHON U obLieil NPORONKU-
TENbHOCTU XNU3HW.

Kntoyesslie cosa: pak sUYHUKOB, ONYX0NeBas CTBOJIOBAs KNeTKa, BOCMNaneHue, acLuT, MHA0N-3-KapOuHON, INUranoKaTexuH-3-rainar.
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Objective of the Paper: To improve the efficacy of standard combination treatment for ovarian cancer (0C) by adding multitarget medications
containing indole-3-carbinol (I3C) with or without epigallocatechin-3-gallate (EGCG) to the background regimen.

Materials and Methods: The study included 284 patients who had been examined and treated for advanced (stage III) serous OC associated
with ascites and/or pleuritis. Study participants were divided into five groups. In all groups, women received conventional combination
treatment, including standard polychemotherapy (PCT) — TP, TC or DC regimens — and the most optimal surgical cytoreduction.

In groups 1, 2, and 3, patients also received 2 to 4 cycles of neoadjuvant chemotherapy (NACT) and prolonged treatment with I3C
(Indinol Forto) alone (group 1, n = 46) or with EGCG (Promisan) (groups 2 and 3, n = 76 and n = 42, respectively), which was started well
before surgery.

In group 3, NACT and subsequent surgery were followed by prolonged PCT.

Two control groups included patients with stage III serous OC associated with ascites. These patients did not receive I3C medications.

In control group 1 (n = 40), patients received conventional treatment: surgical cytoreduction and 6 cycles of adjuvant chemotherapy (ACT).
In control group 2 (n = 80), patients underwent NACT, surgery and 6 cycles of ACT.

Study Results: Addition of I3C with or without EGCG to NACT used for advanced serous OC significantly improves treatment outcomes and
increases the chances to provide optimal relatively radical surgical treatment. Using I3C with or without EGCG as part of conventional
combination treatment for serous OC makes relapses of ascites very unlikely; maintains tumor sensitivity for first-line chemotherapy in most
patients; and allows for a wider use of repeat surgery, which expands the range of treatment options available for patients with relapsed OC.
In addition to conventional treatment, most women without disease progression received I3C (17.4% in group 1), I3C and EGCG (19.7% in
group 2) or a combination of these medications with prolonged PCT (21.4% in group 3). In control groups 1 and 2, the percentage of patients
without disease progression was 5.0% and 2.5%, respectively.The median 5-year survival was 60 months in groups 1, 2, and 3 and 46 and 44
months in control groups 1 and 2, respectively.

Conclusion: When used together with conventional combination treatment for OC, I3C medications with or without EGCG helped improve
the efficacy of conventional treatment, allowing for an increase in relapse-free and overall survival.

Keywords: ovarian cancer, tumor stem cell, inflammation, ascites, indole-3-carbinol, epigallocatechin-3-gallate.
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COBpeMEHHOM Mupe Gopbba C OHKONOrMYeckumu 3abo-

NIeBaHMAMU OCHOBaHa Ha (yHAAMEHTaNbHbIX MPUHLMNAX

MeAWLMHbI — aKTUBHON NpoduNakTUKe, paHHEN [uarHo-
CTUKe 1 3PPeKTUBHON Tepanuu.

Pak suuHukoB (Pfl) He ABNAETCA WCKIIOYEHUEM U Npef-
CTaBsfeT co6OM TOT 3/10KAYECTBEHHbIM NPOLECC, B OTHOLWEHUU
KOTOPOr0 He AOCTUFHYT [OMXHbIA YPOBEHb HU NO OAHOMY U3
0603HaYeHHbIX MYHKTOB. 3TO 00YCIOBNEHO OTCYTCTBMEM 00Le-
MPUHATON KOHLEeNuMu, No3BONAIOLWEN MNOAHOLEHHO OnucaThb
MexaHu3Mbl KaHueporeHe3za npu Pfl. B pesynbrate ana Hero
OTMEYaeTCA CcaMblii BbICOKWI MOKasaTelb CMEPTHOCTWU cpeau
OHKOTMHeKonoruyeckoi naronoruun [1-3].

B nocnepHue rofpl Hawm 3HaHWA O NaToreHese 1 MHULMALUK
HeonponudepaTUBHbLIX MPOLECCOB 3HAYMTENBHO MPUYMHOXMU-
JINCb, U B 06MXO0[, Bpayeii-OHKONOrOB BOLNYM TaKUe NOHATMS, KaK
nepcoHMULpOBaHHAA MeAWLMNHA, TapreTHas Tepanus, Oonyxo-
nesas crtBonoBas knetka (OCK), anureHetnyeckune mopmnduka-
LMK 1 MHOTVe apyrue. Tem He MeHee, HECMOTPSA Ha MOLLHbINA NPO-
rpecc MoNeKynspHON 6UONOTUM B MOHUMAHUW MHOTUX aCMeKTOB
KaHueporeHe3a, P npopomkaeT ocTaBaTbca 3aboneBaHueM,
npy KOTOPOM NpaKTUYECKWEe NpUeMbl NeYeHUA CyLLEeCTBEHHO
OTCTalOT OT Hay4YHbIX JOCTUKEHNIA.

MaToreHeTnyeckuii cueHapuin Pl umeer psapg BaxHbIX MOMEH-
TOB, KOTOpPbIe CNlefyeT 4eTko 0603Ha4YnTb. OCHOBHbLIM (haKTOpPOM
pa3BUTMA XPOHUYECKOTO BOCNaneHus u nponudepauumn apnaet-
sl TpaBMa NOBEPXHOCTHOTO 3NUTENNA AUYHMKA, 06YCNOBAEHHAS
osynauuneir. KnioyeBoi MOMEHT, NepeBOAALMIA XPOHUYECKMI
nponudepaTUBHO-BOCNANUTENbHBI NPOLECC B HOBOE Kauye-
CTBEHHOE pyC/I0, COMPSXEH C BKAOYEHMEM B NpoindepaTnBHbIii
MMMYbC MyTareHHoi CTBONOBOMN KNeTku [4].

Mpu 3TOM BO3MOXHbI [Ba BapuaHTa ero fanbHenwero pas-
BUTUA. ECNM NOKPOBHbIN 3nuTenunin NnpeacTaBneH Me3oTenunans-
HbIM KOMMNOHEHTOM, TO GOopMUpyeTCs efuHbIA nponudepaTvs-
HbIl CWUTHAN, obecneynBalwLmMii 06WMPHOE ONyxoneBoe nose
Ha CaMblX paHHWX 3Tanax KaHueporeHesa, — QopmupyeTcs
I BapwaHT PA. Ecnu e nokpoBHbIA 3nuTennit chopmMmpoBaH
npou3BofHbIMU Mionneposa 3nuTenua, TO W3Ha4yanbHO MMeeT
MeCTO OTHOCUTENbHO JIOKANM30BaHHbLIA OMyxONeBbl npoLecc
B 30He AWYHWKOB, NOCTEMNEHHO PaCMpOCTPaHAWMIACA Ha BCIO
NOBEPXHOCTb Majoro Tasa W fanee no GpIOWHON NonocTu, —
IT BapuanT PA (puc. 1).

KonoccanbHblii MaccuB HakoMNeHHO| Ha cCerogHA MHdopMa-
LMK N03BOAAET OAHO3HAYHO YTBEPKAATb, YTO MPOLECC Pa3BUTHUSA
nepsnyHoro PSl 1 0cobeHHO ero peuupuBHBIX M MeTacTaTuye-
CKux (hOpM nAeanbHO ONUCLIBAETCA MOAENbI0 KaHLeporeHesa,
ocHoBaHHOM Ha KoHuenuun OCK. AKkTUBMpOBaHHble OBapu-
aneHble OCK, copepawuecs B OnyxoneBbix ovarax, a Takxe
B acuute y 6onbHbIX Pfl, MMelT Bce xapaKTepHble CBOWCTBA
OCK: cooTBeTCTBYIOWMNIA MONEKYNAPHO-TEHEeTUYeCKU nop-
TpeT, cnoco6GHOCTb K CaMOOOHOBNEHMIO U AuddepeHUnpoBKe,

NOBLIWEHHYI0O TYMOPOreHHY0, MeTacTa3-obpasyiolylo aKTuB-
HOCTb W ycToiuMBOCTb K XxumuoTepanuu [5-9]. CoBpemeHHas
MeToAMYEeCKass W MHCTPYMeHTaNbHas 6a3a Mo3BONAET HE TONb-
KO [eTaNbHO W3Y4uTb W OXapaKTepu3oBaTb Cojepaliuecs B
acuute npu PA KneTouyHble monynAuMM M pacTBOpUMblE Mpo-
BOCnanuTenbHele (hakTopbl, HO M BOCMPOU3BECTU MOAENbHbIE
3KCMEPUMEHTLI, AAEKBATHO OMWCHIBAIOLLME B YCOBUAX in Vitro u
in vivo BCe 3Tanbl ONOCPeOBaHHON acLUTOM OMyX0NeBoil Npo-
rpeccuu: oT 06pa3oBaHMUs TYMOPOTEHHbIX OMyx0neBbix chepou-
noB 13 OCK B ycnoBuax npoBOCNanUTeNbHOrO MUKPOOKPYXKEHUA
LO nochedyolein Ux WHTPanepuUTOHeanbHON AuccemMuHaumum
1 GOPMMPOBAHNA BTOPUYHBIX OMYXONEBbIX 04AroB.

C 6onblION CTENEHbID BEPOATHOCTU MOXHO YTBEPXKAATh, YTO
B opraHusme 6onbHoit PAl uMeeT MecTo cnepytowas nocne-
poBateNbHoCcTb cobbiTuit [10-12]. Ha MOMEHT ycTaHoBNEeHus
AMarHo3a B NepuToHeanbHo Xuakoctn (6e3acuntHole hopMmsl
PA) wnn B acuute (acuutHole dopmbl PA) nmeetcs Heko-
Topoe KonuyecTBo oBapuanbHbix OCK, npeumyliecTtBeHHO B
BUAE onyxoneBbix cdhepoupos (puc. 2). Mocne npoBefeHHOro
HayaNbHOTO NleyeHUs (3BaKyaLWM acuuTa) OCHOBHAs 4acTb
oBapuanbHbix OCK ectecTBeHHbIM 06pa3oM ypansercs, ofHaKo
oCTaBlasca Yactb, nononHsemas 3a cyet OCK, guccemuuupo-
BaHHbIX U3 MEPBMYHOTO OMYXONIEBOTO 0Yara WK Nepenporpam-
MUPOBAHHbIX U3 HECTBOJNIOBbLIX OMYXONEBbIX KNETOK, COXpaHAeT
Xu3HecnocobHocTb. [lanee 3tn OCK B xoae UMKIOBON HEOadb-
I0BAaHTHOM M/UNK NevyebHON NoNUXUMUOTEPaANUN CTaHAAPTHBIMM
NPOTUBOONYXONEBLIMU NpenapaTamMi HeusbexHo npuobpeTatoT
XMMUOPE3UCTEHTHOCTb, @ TaKXKe MOBbIWEHHYIO TYMOPOTEeHHYIO
1 MeTacTaTUyecKyto akTUBHOCTb, MPOXOAA NPOLECC INUTENUaNb-
HO-Me3eHxuUMansHoro nepexona (EMT).

Mpwu 3atom B Hayane kypca xumunotepanun OCK acuymuta oTHO-
CUTENIbHO HearpeccyBHbI, UMEKT HU3KYI CKOPOCTb Mpofu-
tepaumu 1 nNpoABAAIT YYBCTBUTENBHOCTb K CTaHAAPTHbLIM
npoTuBoonyxonesbiM npenapataM. OfHAaKO C KawpblM Kyp-
com xumuoTepanuu copepxawmecs B acumte OCK craHoBsATCA
Bce GoJiee arpeccuUBHbLIMU.

l Puc. 1. [aTorenermyaeckre BApHAHTHI paKka SHIHIKOB

I OBynaumns I

¥ A

Tpasma NOKPOBHOTO 3NUTENINA — XPOHUYECKOe BOCNaneHune

\d

OnyxosieBble CTBOIOBbIE KNETKU —
narosioruyeckas nponudepauyns

MocTHaTanbHble paspactanus u v
retepotonuu (Mionnepos anutennii) MesoTennit
II BapuaHT I Bapuant
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Cnepylowmit 3a 3TUM Nepuoj PeMUCCUM, KAXKYILMUIACA Bpaydy
W MALMEHTKe CMOKOWMHbIM W 6NaronofyyHbiM, Ha CaMOM pAene
aBnfAeTcA 6onee UM MeHee HenpOAOIKUTENbHbIM BPEMEHHbIM
MPOMEXYTKOM, B TE€YEHWe KOTOPOr0 NMPOUCXOAWUT CTPEMUTENb-
Hoe yBenuueHue konuyectsa (nponudepaums) BbICOKOTYMO-
pOreHHbIX MeTacTa3-obpasyowmx oBapuanbHbix OCK, cTaBwimnx
TaKOBbIMU B pe3ynbraTe XMMUOTEpaneBTUYECKOro feveHus. Mpu
3TOM POCT YMCA arpecCUBHBIX OMYXONEBbIX KIETOK B BPIOWHOIA
NoNOCTU CTUMYNMPYET MOCTOSAHHOE HAKOMIEHUe NMepuUTOHeaNb-
HOI MAKOCTH, YTO, B CBOI o4yepefb, cnocobeTByeT Bce Gonee
06WIpHO AUCCEMUHALMM.

B utore konuuyectBo u TymoporeHHocTb oBapuanbHbix OCK
B pacTyliem o6beMe acuuTa JOCTUrAIOT JpaMaTUyecknx 3Have-
HUIA. AKTMBMPOBaHHble CHepouAbl, NepemeLlaomuecs ¢ TOKOM
NepUTOHeanbHOW XWUAKOCTU, KOHTAKTUPYIOT C KNeTKaMu Me30-
TENMANbHOTO C0S, BLICTUIAIOWEr0o OpraHbl GPIOLWHOI nonocTy,
nocne yero cnepyet Aesarperauus chepoupioB Ha OTAesbHble
KneTkum u uHuuuupyetcs npouecc EMT, cnepgctBuem kotoporo
CTaHOBUTCA KONOHM3ALWA Me30TeNns u obpasoBaHMe BTOPUY-
HbIX OMYXOJIEBbIX 04ar0B — PeLuAMBOB U/UM METACTA30B.

B HekoTOpbIX Cnyyasx Takue peuufMBHbIe OMyXonu MOryT
COXPaHATb YYBCTBUTENbHOCTb K Mpenaparam CTaHAapTHOW Xu-
MUOTEpPanuu, ucnonb3yemsim npu neveduun PA. OgHako B KoHLe
KOHLLOB Npu hOpMUPOBAHNM MOCTEAYIOWMX ONYXONEBbIX PeLU-
aueoB copepxanume OCK c KaxpabiM KypcoMm XxXumuoTepanuu
BO3pacTaeT, pa3BuUBaeTCa abCcoNOTHAs ONyxoneBas XMMUOpe3u-
CTEHTHOCTb C HEN30OEKHbIM NeTaNbHBIM UCXOLOM.

MonyyeHHble K HACTOAWEMY BpPeMEHW faHHble NO3BONAIT
YBEPEHHO roBOpUTb O TOM, 4To oBapuanbHble OCK Ha pasHbix
3Tanax obpaTMMoro nepexofa OT JOPMAHTHOCTU K MAKCUMaJib-
HOW TYMOPOTFeHHOW W MEeTacTaTMYeCKOW aAKTUBHOCTU MMeloT
pasHblil MONEKYNAPHO-TEHETUYECKUIA NOPTPET, BapuabenbHOCTb
KOTOPOr0 [OMNONHUTENbHO YCUAWBAETCA BCIEACTBUE pa3HO-
06pasus ructo-/GeHoTUNoB U KIMHUYECKUX BapuaHToB PA
V pa3HbIx nauneHTok [14].

Takum obpa3som, npobnema ahdekTuBHoM Tepanuu PA conps-
)KEeHa C pelleHueM psfa KnoyeBblX 3afay. B nepsyto ouepeppb,
Heo6Xo[MMO Hapagy CO CTaHJAPTHOW MpPOTUBOOMYXONEBO
Tepanuen, 3NUMUHUPYIOLLE OCHOBHOWM MacCWMB OMyx0NeBOM
KNETOYHOW NonynsLuM, MOWHO MHrMOGUPOBaTL (yHKLMOHANb-
HYl0 aKTUBHOCTL oBapuanbHbix OCK. HemanoBaxHo npepycmoT-
peTb 610Kafly OCHOBHOW NPOBOCNANNUTENbHOI HUWM — aCLMTa,
B 30He KOTOPOro OMyxofib Pa3BWUBAETCH W NpUOBpeTaeT MHO-
ECTBEHHOe KayeCTBEHHOE pa3Hoobpasue, obecneyuaioliee
LalbHeillwylo nporpeccuio — MeTacTasupoBaHue. Tonbko
npu MCMONb30BAHWU MpPenapaTtos, NOAABAAIOWMX BOCMANeHue
u aktueHocTb OCK, B npouecce KOMOMHUPOBAHHOTO NeYeHUs,
a TaKXe B BMAe MOHOTEpanuu nocie OKOHYaHNA NleYeHns y Bpa-
4a-OHKOJIOTa NOABNAETCA BO3MOXHOCTb KaK MaKCUMyM WUCKHO-
UUTb peuuamB 3N0KAYECTBEHHOW OMYXONW, a KAk MUHUMYM,

=

eCc/u TaKoM peuupuB BCe-TaKM BO3HWKAET, He AaTb Pa3BUTbCA
OMNYX0NeBOW PE3UCTEHTHOCTU (T. €. COXPaHWUTb YyBCTBUTENb-
HOCTb OMYXOAM K CTAaHAAPTHOW XMMMUOTEPANUK).

B TeyeHue nocnemHUx HECKOMbKMUX NET Obinn ony6iMKOBaHbI
COTHM paboT, B KOTOPbIX AN PAfA HOBbIX COEAMHEHUN, @ TaKKe
LNA HEKOTOPbIX paHee W3BECTHbIX JIEKAPCTBEHHbIX Mpenapa-
TOB, NPUMEHSEMbIX A5 fleyeHus 3aboneBaHuii HEONyxoNneBoro
reHesa, 6bila NPOAEMOHCTPUPOBAHA MHTMBUPYIOLAs aKTUBHOCTb
B OTHoweHun oBapuanbHeix OCK [15, 16]. Cpeau W3BECTHbIX
NPOTUBOOMYXONEBLIX COEAUHEHUN PACTUTENBHOTO MPOMCXOXK-
AeHUs 0C060ro BHUMAHWA 3aCNYKWUBAKT NMULEBON WHRON —
uHpon-3-kapbuvon (I3C), ero metabonut-3,3"-gUuHpONUAME-
TaH (DIM) u cnaBoHoup 3nurannokarexuH-3-rannar (EGCG).
K HacTtosiiemy MOMEHTY BCECTOPOHHE M3y4yeHa W nopgpoOGHO
onucaHa MynsLTUTApreTHas nNpoTuBoonyxonesas akTueHocTb 13C,
DIM n EGCG B oTHOWeEHWMM onyxonei pasnn4yHOro NPOMUCXOXae-
Hus [17-19], B Tom uucne u PA [20-25], a Takxe oOHapyxeHa
cnoco6HocTb DIM [26, 27] u EGCG [28-31] cenekTMBHO UHrUOM-
poBatb akTMBHOCTb OCK. M3bupatenbHoe uHrubupyiollee aei-
cteue DIM u EGCG Ha OCK o6ycnoBneHo cnoco6HOCTbIO AaHHbIX
BeLLECTB creunduyecku 610KMPOBaTh KiTlOYeBble MONIEKYNAPHbIE
muwenn cammx OCK, a Takxe pacTBopuMble haKTOPbI HULWH, ABAA-
folMecs KOMMOHEHTAMU CUTHaNbHbIX KAacKafjoB, OTBETCTBEHHbIX
33 KW3HecnocoOHOCTb M TymoporeHHble ceoictea OCK, B Tom
4UCTIE UX XMMUOPE3UCTEHTHOCTb U METAaCTaTUYECKYI0 aKTUBHOCTb.

Llenb Hawero uccnepoBaHuA: nosbieHne 3PPeKTUBHOCTH
CTaHAAPTHON KOMOWHMpPOBAHHOM Tepanuu GonbHbIX PA nyTem
BK/IIOYEHWA B CXEMY OCHOBHOTO JIeYeHUs MynbTUTApreTHbIX npe-
naparos, cofepxauux I3C n covetanme I3C c EGCG.

MATEPUAJIbI U METO/ bl

B cooTBeTCTBMM C 3asBNEHHON LeNblo B UCCiefoBaHue Obinu
BK/IOYEHbl 284 nNauUMeHTKM, NPOXOAUBLIME 06ChAefoBaHNe
u neyerune B ®IbY PHUPP Muusgpasa Poccum no nosogy pac-
npoctpaHerHoro (III ctapuu) ceposHoro PA, conpoBoxpatolle-
rocs acLUMTOM U/Unn NNEBPUTOM.

Bospact 6onbHbix PSl BapbupoBan ot 39 fo 76 net u B
cpepHem coctaBun 55,2 + 1,5 roga. Mel pacnonaranu Bcemu
HEOOXOAMMBIMU KIUHUYECKUMHU, NaGOPATOPHLIMU AAHHBIMU 1
MHGOpPMaLMet 0 NPOLOKUTENLHOCTU KU3HW ITUX NALUEHTOK.

Y BCex JKeHWMH WCMONb30Banu OOLWENpPUHATLIA Bapu-
aHT KOMOWHUPOBAHHOTO JleYeHWUs BMEpBble YCTAHOBEHHOMO
PA, BknoyamWMn cTaHOAPTHYI XxumuoTepanuio 1-i nuHuUM
no cxemam TP, TC, DC u xupypruyeckoe BMelWaTeNbCTBO,
nojpasymeBaioliee 3KCTUPNALMIO MaTKU C NpUAATKaMu BMecTe
€ cybTOTanbHO pesekumein 6oNbIIOrO CcaNbHUKA U MAKCUMab-
HbIM yaneHneM ANCCEMUHMPOBAHHbIX OMYyX0NEBbIX 04AroB.

YyacTHUL, MCCNefoBaHMA pas3aenunn Ha natb rpynn. Y nauu-
eHTok B rpynne 1 (n = 46) cTaHpapTHoe KOMOWHMpPOBAH-
HOe JleyeHMe COMPOBOXAANoChb nepopanbHbiM npuemom I3C
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B CYTOYHOI# jo3e 400 mr (no 200 Mr 2 pasa B CyTKM B BUJe npe-
napata iHguHon ®opTo) 3a 7-14 AHel KaXAbIA AeHb [0 Hava-
na HeoapbloBaHTHON xumuoTtepanun (HAXT) u npoponxanocs
BMIOTb 10 3aBEpLIeHUs HAONIOfEHMS.

B rpynne 2 (n = 76) cxema neyeHus Oblna aHaNOTUYHOW,
HO C TOW pa3HuUUEeW, YTO MALMEHTKM LOMONHUTENbHO K Mepo-
pansHomy npuemy I3C 400 mr B cyTku nonyyanu EGCG B po3e
280 mr B cyTku (no 140 mr 2 pasa B AeHb) B BUAE npenapara
MpomucaH.

B rpynne 3 (n = 42) nocne TpaguLUOHHOIO J€YEHUS, BKIIO-
yaBwero HAXT, eHWMWHAM NPOBOAWAWN MNPOSIOHTMPOBAHHYIO
nonuxumuotepanuio (MXT): oTcpoyeHHble Kypchl no cxemam TP,
TC, DC yepe3 kaxpble 8 Hefenb B TeyeHune 3 net. 3a 7-14 pHen
Jo Hayana HAXT n fanee Ha NpoTAXeHUU BCEro nepmoja neve-
HUA U HabMofeHUs NALMEHTKU TPynnbl 3 TaKkKe NEPOPasbHO
nonyyanu I3C 400 mr B cytkm 1 EGCG B po3e 280 mr B cyTkM B
BuAe npenapara [lpomucaH.

B KauecTBe KOHTPOJbHBIX BblIM MPUHATHI ABE rpynnbl 60/b-
HbIX acuutHow copmoit ceposHoro PA IIT crapgum, B cxemy
NleyeHus Kotopbix He Bxogunu npenapatel 13C, EGCG n/unu
nponoHruposanHas MNXT.

MauueHTkM U3 rpynnbl cpaBHeHus 1 (n = 40) npoxogunu
fleyeHne No CTaHAAPTHON MeTOfMKe: XMpypruyeckoe BMella-
TEeNbCTBO U 6 KYypPCOB afbloBaHTHOU xumuotepanuu (AXT) no
cxemam TP, TC, DC. [laHHas rpynna Obina BBEfEHa B WUCCIeRo-
BaHWEe BBUAY aKTUBHbIX AUCMYTOB OTHOCWUTENIbHO YBENUYEHUS
obuiei n 6e3peynanBHOI BbXXMBAEMOCTH Npu oTKase oT HAXT.

MauneHTkM n3 rpynnel cpaBHeHus 2 (n = 80), momumo
XUPYPruyecKoro NeyeHus, noayyanu XMMUOTEPaNnuI No cxemam
TP, TC, DC v B apbtoBaHTHOM (6 KypCOB), M B HEOA[bIOBAHTHOM
(2-3 kypca) pexumax.

Mocne 3aBepweHWs NEePBUYHOTO NEYEHUS MOHUTOPUHT
COCTOSIHMA YYaCTHUL, OCYLLECTBAANM KaXAbl Mecsil, B TedeHue
nepBoro roaa Habnogexnus (0-12 mecaues); B Nepuos co BTO-
poro no TpeTuii rog HabNIAEHNS — He pexe YeM OfMH pas B
3-4 mecsua (12-36 mecaueB); fanee Kaxaple 6 Mecaues B 4-i
u 5-i1 roasl (37-60 MecALEB), NpU YCIIOBUU, YTO He OblIO Mpo-
rpeccupoBaHUA OCHOBHOTO 3a00JE€BaHUA UAU APYTUX MPUYKH,
Tpebytolwux 6onee 4acToro KOHTPoONA v [oobcneaoBaHms.

MporpeccupoBaHue 3aboneBaHWsi AWArHOCTUPOBAAW C MC-
nofb30BaHWEM pa3NUYHbIX METOLOB JIYYEBOI BM3yanu3aLuu
(¥3K, KT, MPT, N3T, N3T/KT) 1 knuHuko-nabopaTopHbIX Uccie-
LoBaHWi (onpeneneHns yposHs oHkomapkepa CA-125), ocHo-
BblBafACb Ha Kputepuax Response Evaluation Criteria in Solid
Tumors (RECIST) Bepcum 1.1, Gynecologic Cancer InterGroup,
W AATUPOBANU YUCIOM, MECSLIEM U TOAOM 06CNef0BaHMs, BNep-
Bbl€ €r0 BbIABUBLLErO.

BpemeHHOI NpoMeXyTOK OT MOMEHTa Hayana fleyeHus [0
NpOrpeccMpoBaHus UK CMEPTU No Noboi NpuUYKMHe, BKIOYas
TOKCUYECKME OCOXKHEHNSA, Obln 0603HaueH Kak 6e3pelnanBHas
BbIXKMBAEMOCTb.

Mocnepytowasn Tepanus PS ocyuecTasnacs cornacHo obuie-
MPUHATBIM CXEMaM B 3aBUCMMOCTYW OT IOKaNM3aLuu peLuanBoB,
BPEMEHW [0 MPOTrpPeccUMpoBaHWUA U UHAWBUAYANbHBIX XapaKTe-
PUCTUK MALMEHTOK, C NMPUMEHEHUEM XMMUOTEPANEBTUYECKOTrO
(NpeumyLLecTBEHHO), XMPYPrUYECKOTO MAW JIy4eBOrO METOLOB
Mo OTAENbHOCTU UK B COYETAHUU.

MpPOAOIKUTENBHOCTD XMU3HM PAacCcuuTbIBANM OT AHA nocTa-
HOBKW [AMarHo3a Jo faTtbl nocnefHero HabnwaeHus/cmepTy.
Cpok HabnlofeHMs 3a yyacTHULAMM MCCNef0BaHWUS COCTaBU
5 net (60 MecsALEB) UK MeHblUEe B Clyyae JIeTaNbHOro0 UCX0Aa.
[Ins KeHWWH C OrpaHUYeHHbIMKU CPOKaMKU HabNaeHUs NPOBO-
LUNOCL ONpefeNneHne AOXUTUA CTaHAAPTHbIM CTaTUCTUYECKUM

MmetofoM (no KannaHy — Meitepy). Paznnunsa cuutanu cratu-
CTUYeCKW 3HaYuMbIMK npu p < 0,05.

PE3VNIbTATbI

[locTXXeHWe MaKCMManbHO BO3MOXHOW MPOJOMKUTENLHOCTH
XU3HW HAaMOONBLIKMM YNCTIOM NALMEHTOK U NMOAAEPIKAHNE [OMK-
HOTO ee KayecTBa HE3aBMCMMO OT UCCNeAyeMoii rpynnbl Obinn
NpUMOpPUTETOM B Halueii paboTe.

I dhekTMBHOCTL Tepanuu GonbHbIX PA perynspHo oueHuBa-
AW, MONYYEHHble AaHHble Pe3IOMUPOBANMN Kak HenoCpefCTBEHHO
MO 3aBeplWeHWN KaX[Ooro 3Tana NepBMYHOrO JNleyeHus, Tak
M 4epe3 OTAANEHHble Nepuofbl: NMOCAe MPOJOHTUPOBAHHOM
XMMUOTEPANUK, MO UCTEYEHUM YCTAHOBIEHHOMO CpPOKa Habnio-
peHus (60 mecaues).

JdbdektnBHocTb HAXT 060CHOBbIBANM [UHAMUKONM YPOBHSA
CA-125 — cornacHo kputeputo Rustin u oTBeToM onyxonu
B cooTBeTCTBMU C KpuTepuamu RECIST.

YmeHblwenne yposHa CA-125 nocne 2 kypcos MXT Ha 25%
1 nocse 3 KypcoB Ha 50% roBOPUT O BbICOKOI 3hdheKTUBHOCTH
HAXT, oHo Habniofanock y y4acTHuL, Bcex rpynn. Tem He MeHee
B rpynnax 1-3 (cpegu npuuumaswux I3C) nonoxutensHyo
LMHAMUKY PerucTpupoBanu yalle, oHa Obina bonee BbipaxeHa
1 pocTuranacb MeHbWwum yucnom Kypcos HAXT, uem B rpynne
cpaBHeHus 2 (puc. 3).

[uHamuka cHuXeHus ypoBHA oHKomapkepa CA-125 nocne
2 kypcoe HAXT B rpynnax 1-3 okasanacb npuGAU3MTENbHO
oanHakoBoit: 91,3%, 90,5% 1 90,0% cOOTBETCTBEHHO. 3TO Bbille
cpefHero nokasatens B rpynne cpaBHeHus 2 (79,9%; npw cpas-
HeHuun ¢ rpynnamm 1-3 p < 0,05).

Cpepnue nokasatenn CA-125 nocne 2 kypcos HAXT B rpyn-
nax 1-3: 50,5 + 17,4 Ep/mn, 53,3 + 21,3 Ep/mn u 583 +
31,4 Ep/mn cooTBeTCTBEHHO, B rpynne cpaBHeHUs 2 —
108,4 + 27,4 Ep/mn.

Takum 06pasoMm, KOJAMYECTBO NALMEHTOK, KOTOPbIM MOTpe-
6oBasocb nposefeHue 3-ro unmM 4-ro kypca HAXT pns
LOCTUXEHUA ONTUMANbHOTO pe3ynbTata M accoLMMPOBAHHOTO
¢ Hum ypoBHa CA-125, oka3zanock Huxe B rpynnax 1-3: 15,2%,
14,5%, 14,3% cooTBeTcTBEHHO, NpoTNB 31,2% B rpynne cpaBHe-
Hua 2 (npu cpaBHeHuu ¢ rpynnamu 1-3 p < 0,05). CHuxeHune
yncna Kypcos HAXT cnoco6CTBOBaNO YMEHbLWEHUIO NPOSIBAEHUS
LIMTOTOKCUYECKMUX peaKLuit.

Prc. 3. Yrcao Kypcos HEOAABFOBAHTHON
xnmuoreparnn (HAXT), neobxoaumoe
AASl AOCTIKEHHA OIITUMAABHBIX PE3YABTATOB,
B HCCAEAYEMBIX IPYIIIIAX
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Mo okoHyanun atana HAXT cpeanuit yposeHnb CA-125 goctur
unu OblN HUXKe MOPOroBoro 3HauyeHus B rpynne 1 (31,5 + 26,1
En/mn), He3HAuUUTENbHO NpeBbIWAN HOPMY U Haxoauncs B obna-
CTU TaK Ha3blBaeMOW «cepoii WKanbl» B rpynnax 2 u 3 (37,7
14,3 Ep/mn u 42,3 + 22,1 E§/Mn COOTBETCTBEHHO), B rpynne
CpaBHEHWs 2 JaHHbll nokasaTenb coctaBun 68,7 + 354 En/mn.
B rpynne cpaBHeHusa 1 ypoeHb CA-125 ocTaBancs no-npexHe-
My BblcokuM (589,6+ 24,3 En/mn), HAXT He npoBogunace.

KnuMHUYECKMMN NpOABNEHUAMMU MapKepHoii (auarHocTupo-
BaHHOW B nabopatopHbix ycnosusx) addektusHoctn HAXT
CTann UCYE3HOBEHME acLMTa, YMEHbLIEHME ONyX0NeBbIX 04aros
B pa3smepax, UX MeHblas AUCCEMUHALUA, YTO NO3BONMNO Ha
CNefytoleM 3Tane BbINOJHUTL ONepaLuio B Hanbonee NosHOM
06beMe U CHU3UTb PUCK NOCIEONEPALMOHHBIX OCNOXKHEHNIA.

CornacHo wkane RECIST 1 faHHbIM, NONy4YeHHbIM 0603HAYEH-
HbIMU METOZiAMU JIy4eBO AnarHoctuku, nocie HAXT y 6onblinH-
CTBA y4YaCTHML, BCEX rPyNn Habofanach CTabunnsaums TeyeHus
3aboneBaHns (yMeHblieHMe CYMMbl HaUGONbLIMX AWAMETPOB
Kaxgoro oyara Ha 20-30%): B rpynnax 1-3 — y 69,6%, 68,4%
1 69,0% cooTBeTCTBEHHO, B rpynne cpasHeHua 2 — y 90,0%
KEHLWWMH (Npu cpaBHeHuu ¢ rpynnamu 1-3 p = 0,09) (puc. 4).

Y psapa 60nbHbix PA pernctpupoBanu 4YacCTUYHbLIA OTBET
onyxonu: cpegu npuHumaswmx npenapatel I13C (rpynnsi 1-3)
YMEHbLIEHUE CYMMbl HaubOMbWNX AMAMETPOB KAX[Oro oyara
6onee yem Ha 30% otmevanu yauwe — B 30,4%, 31,6% u
31,0% Hab0AEHN COOTBETCTBEHHO; B Tpymnne CpaBHEHUs 2
LaHHbI nokasatens He npesblwan M 10% (nNpu cpaBHeHUM
¢ rpynnamu 1-3 p =0,11).

JNlornuneim cnepcteuem nposeperHoit HAXT B rpynnax 1-3
cTana TeXHWYecKas BO3MOXKHOCTb BbIMONHEHUA LUTOPeSYyKTUB-
HOW onepauuu B Haubonee oNTUMANLHOM CTaHAAPTHOM 0bbeMeE.
YuuTbiBasA 3HaYMMYI0 NPOrHOCTUYECKYIO PONib pa3mMepa ocTaTou-
HOII OMyxo/u, 3a4acTylo npefonpefensiolylo bespeynanBHyio
u 0oOlWyYI0 NMPOAOKUTENBHOCTb JXU3HM, Mbl NMPOBENW aHanu3
o6beMa onepawyum BO BCEX rpynnax.

OnTUManbHy0 UUTOPEAYKLUMIO C Pa3MEPOM OCTaTOYHOW ony-
X0/ MeHee 1 CM yAanoch BbINOAHWUTL B rpynne cpaBHeHns 1 —
52,5%, B rpynne cpaBHeHus 2 — 63,8%, B rpynnax 1-3 — 15,2%,
11,8% u 19,0% nauuMeHTOK COOTBETCTBEHHO (MPU CPaBHEHUM C
rpynnamu KoHTpons 1 u 2 p < 0,05). BbINONHUTL NONHYKO MaKpo-
cKonnyeckylo pesekumio (Korga pasmepbl OCTaTOMHOW OMyxonu
He BU3yanu3upytoTcs) 6610 BO3MOXHO Y 84,8%, 85,5% 1 81,0%
y4acTHUL, npuHumaslumx npenapatbl I3C (rpynnbl 1-3), v xKeH-
WWH rpynnbl cpaBHeHUs 1 [aHHAs BO3MOXHOCTb Oblna MUHU-
manbHo — 12,5%, a B rpynne cpaBHeHUs 2 COCTaBWUIA OKOJO
25% (npu cpaBHeHuu ¢ rpynnamu 1-3 p = 0,078 ansa rpynnsl
KoHTpons 1, p = 0,071 pna rpynnsl KOHTpoNs 2).

Prc. 4. Orerxa apdpeKTHBHOCTH IIPOBEACHHOM
HCOAABIOBAHTHON XUMHIOTEPAIINN B HCCACAYEMBIX
rpymax 1o mkase Response Evaluation Criteria
in Solid Tumors (Bepcus 1.1)

O 4acTUyHbIA OTBET onyxonu
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KonnuectBo eHIWWH C pa3MepoM OCTaTOYHOW OMyXonu
1 cm unu Gonee okasanocb HaMBOMbWKM B Tpynne cpaBHeHUs 1
(35,0%), HaMHOro MeHblle B rpynne cpaBHeHus 2 (11,3%),
TaKue nauuMeHTKM OTCYTCTBOBANM B rpynnax 1-3, cpeau npuHu-
MaBlwmx npenaparbl I3C (Npu cpaBHEHUM C rpynnamMu KOHTpoOns
11 2p=0,062np=0,0053 COOTBETCTBEHHO).

Bce xupypruyeckue BmewaTenbCcTBa BbIMOJAHANNCL ONepu-
pyloweit 6puragoit oteneHus oHkoruHekonoruu ®rby PHLPP,
4TO NO3BONMNO CHU3UTH 3aBUCUMOCTb NMOJYYEHHBIX Pe3ynbTaToB
OT TEXHUKHM W cneundukn paboTsl xupypra.

Jlyywne pe3ynbTatbl NeYeHUs NOCAe XMPYPruyeckoro atana
oToXAecTBAANUCH ¢ npoBefeHnem HAXT B coyetaHuu c 3abna-
rospemeHHbiM npuemom npenapatoB I3C (MHanHon ®opTo,
MpomucaH), onepaums HoCUNa YCIOBHO PaAnKanbHbIN XapakTep,
4TO B MONHOM Mepe YKNafblBanoCb B PaMKW NpeACTaBleHHO
KOHLenuuu natoreHesa PA.

3aBeplUaloLMM 3TANoOM NePBUYHON KOMOUHMPOBAHHOI Tepa-
nuu PAl ctano npoeegexune 5-6 kypcos AXT no cxemam 1-i1 nNUHUM
TaKcaH- u nnatuHocopepxalwmmu npenaparamu (TP, TC, DC).

Yncno KypcoB 3aBUCENO OT UHAMBUAYANbHBIX KITUHUKO-Nabo-
PaTOPHbIX XapaKTEPUCTUK NaLMEHTKU (pa3mepa 0CTaTOuHOM ony-
X0J11, YpOBHA oHKkomapkepa CA-125, o6uiero coctosHuUs 1 nado-
paTOpPHO-ANArHOCTUYECKUX TECTOB); MeAMaHa B rpynnax 1-3
COCTaBuia 5 Kypcos, B rpynnax cpaBHeHnsa 1 u 2 — 6 Kypcos.

3 deKTUBHOCTb TEpANUN OLEHWUBANM MO KPUTEPUAM LWKaNbI
RECIST yepe3 21 feHb nocne oKoHYaHMsA nocnefHero kypca AXT.

BbicoKyto pe3ynbTaTBHOCTb NPOBEAEHHOIO TIeYeHNA OTMeYa-
JIN BO BCEX rpynnax: 06beKTUBHbI 3 HEKT, nofpasyMeBatoLmil
MOJHBIA M YAaCTUYHBIA OTBET ONyXonu, peructpuposanu y 98,7%
XeHwWwuH B rpynne 2,y 100% B rpynnax 1 u 3,y 95,0% B rpynne
cpaBHeHusa 1 ny 90,0% B rpynne cpaBHeHua 2.

HecmoTps Ha Kaxylueecs CXOACTBO NOJYYEHHbIX AAHHbIX, BO
BCEX rpynnax MMena MecTo BblpaieHHas AuddepeHLpoBKa
B 3aBUCUMOCTM OT MOSIHOFO WM YACTUYHOrO OTBETA OMYXOJNU.
B rpynnax 1-3 ucye3HoBEHMe BCEX OMYXOEBbIX 04AroB Habsto-
panocb y 93,5%, 94,7% wn 95,2% y4acTHUL, COOTBETCTBEHHO,
B TO BPeMA KaK B rpynne cpaBHeHMA 2 3TOT nokasaTenb cocTa-
Bun 73,8%, a B rpynne cpaBHeHua 1 He npesbiwan 62,5%.

Kpome TOro, y HEKOTOPbIX NaLMEHTOK OTMeYanu Nporpeccu-
poBaHue 3abonesaHus Ha toHe NPOBOAMUMON NIATUHOCOAEp-
Kauweit AXT: y 10,0% (MakcumanbHoe KONMYeCTBO) B rpymnne
cpaBHeHus 2,y 5,0% B rpynne cpaBHeHua 1,y 1,3% B rpynne 2
(Bcero y ogHOM nauueHTku), B rpynnax 1 v 3 nnatuHopedpak-
TEPHOCTb He pa3BnBanach.

Mocne 3aBeplieHns KOMOMHUPOBAHHOM Tepanun GOMbHbIX C
BMepBble BbiABNAEHHbIM P, NOMMMO OLeHKM OTBeTa OMyXonu no
wkane RECIST, HemanoBaxHoe 3HauyeHWe MMeno onpepeneHue
KOHUeHTpauun oHkomapkepa CA-125. Ero nokasatenb B 6onb-
et Mepe CNyXWUN NPOrHOCTUYECKUM (haKTOPOM, TOYKOI OTCYeTa
ANA nochefylolleil perucTpauuu oTpuLaTeNbHON [UHAMUKM
TeyeHus 3abonesaHus.

Cpepnuit yposeHb CA-125 BO Bcex rpynnax nocne 3aeep-
WeHMs KOMOWHMPOBAHHOM Tepanuu Obll HUKe ObWenpuHs-
TOro NOPOroBOro 3HadyeHus: B rpynne 1 — 12,8 + 15,2 Eg/mn,
Brpynne2 — 10,4+ 11,4 Eg/mn, B rpynne 3 — 12,7 +18,7 Eg/mn,
B rpynne cpaBHenns 1 — 31,1 + 16,3 Ea/mn, B rpynne cpaBHe-
Hus 2 — 32,4 + 14,1 Eg/mn.

WHavBMpyanbHble nokasaTtenu WUpOKO Bapbuposanun: oT 10
po 20 Eg/mn B rpynne 1, ot 8 go 42 Ex/mn B rpynne 2, ot 8 fo
35 En/mn B rpynne 3, ot 20 ao 54 Ea/mn B rpynne cpaBHeHus 1
u ot 20 go 55 Epn/mn B rpynne cpaBHeHUs 2.

Pestomupys onbiT neveHus PA B uccnepyembix rpynnax,
OTMeTUM, 4To mpumeHeHue npenaparos 13C 3abnaroBpeMeHHO
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po Hayana HAXT cnocobcTByeT noBbiweHuto ee 3ddeKTMBHO-
CTU, NOTEHLMPYA MOLLHbIA MPOTMBOBOCNANUTENbHbIN IPPeEKT,
BbIpaXaoLWMIACsA, NOMUMO NPOYErO, B UCYE3HOBEHUU BbINOTHOW
KUAKOCTU B OPIOWHON U/UAK naeBpasbHON MONOCTAX, B HOP-
Manu3auum ypoBHa oHkomapkepa CA-125, gaHHble mpenaparsl
TaKXXe OpraHu3ylT AUCCEMUHUPOBAHHbLIA NPOLECC, TeM CaMbiM
obecneynBas BO3MOXHOCTb BbIMONHEHUA ONepaLuu B YCIOBHO
pafvKanbHOM/NoNHOM obbeme.

InuTtenbHas noppepxuBatowas Tepanua 6onbHbix PA no
3aBepleHUN CTaHAAPTHOTO KOMBUHMPOBAHHOMO NeYeHus npe-
napatamu I3C B rpynnax 1 u 2 u ux coyetaHue C NpPONOHTUPO-
BaHHOM MNXT B rpynne 3 6bin NPU3BaHbI 06€CNEYNTb NPOFOITIKM-
TENbHbI NAaTEHTHbI NEPUOA C y4eToM 0603HAUYEHHbIX B paboTe
3TMoNaToreHeTMYeCKUX haKTOPOB TeyeHus 3aboneBaHus.

MpumeneHne npononruposaHHoi MXT B rpynne 3 B Teye-
Hue 3 neT Kaxpble 8 Hefenb crnocobcTBOBano rnbenn HOBOro
nyfaa onyxofeBblX KNeTOK, BbIWEAWNX U3 COCTOAHUA AOPMAHT-
HOCTM W 3aBEPLWMBLIMX K 3TOMY MOMEHTYy CBOI npoaudepa-
TUBHBINA LUK,

B npouecce HabnopeHWs 3a NauMeHTKaMKU B TeyeHue
60 MecsueB (5 neT) BO BCeX rpynnax perucTpupoBanu ciyvau
NpOrpeccMpoBaHns 0CHOBHOro 3aboneBaHus. N3 284 60NbHbIX
PAl, BKNIOYEHHbIX B MCCNEAOBaHUE, OTPULATENbHYIO AUHAMUKY,
pacLeHeHHyI0 Kak peLnauB, BolsBunu y 248 (87,3%).

MofpoOHbIA aHaNNU3 MONYYEHHbIX AAHHBIX MPOJEMOHCTPH-
poBan, YTo 6GONbWMHCTBO NALMEHTOK G€3 nporpeccupoBaHus
PA, nomumo cTaHpapTHoi Tepanuu, nonyvanu npenapatbl I3C
(8 (17,4%) n3 rpynnbl 1), I3C B coyetanuun ¢ EGCG (15 (19,7%)
U3 rpynnbl 2) U UX KOMOMHaLWiO C nponoHrupoBaHHoi MXT
(9 (21,4%) w3 rpynnsl 3). B rpynnax cpaBHeHus 1 u 2 yucno
KEHWWMH 6e3 NporpeccMpoBaHUs OKA3anoCb MUHUMAbHBIM —
2 (5,0%) 1 2 (2,5%) coOTBETCTBEHHO.

Y yyacTHuy, npuHumMaBWwnx npenapatsl 13C, 6e3peLnanBHbIil
nepuon Obin Gonee npopomkuTensHeiM. B rpynne 1 mepua-
Ha 0Ge3peuMaMBHOW BbIXMWBAaEeMoCcTW coctaBuna 39,5 mecs-
ua (95%-ubiit IN: 28,0-49,0), B rpynne 2 — 42,5 mecsua
(95%-Hbitt [IN: 38,0-49,0), B rpynne 3 — 48,5 mecsiua (95%-Hblii
[IN: 39,0-53,0), B rpynne cpaBHeHus 1 — 24,5 mecaua (95%-
Hblit IN: 14,0-34,0), B rpynne cpaBHeHus 2 — 22,0 mecsua
(95%-Hbiit OW: 15,0-26,0) (puc. 5).

Kpome Toro, B rpynnax nauueHToK, NonyyaBlunX Npenaparbl
I3C, BbisiBneHHble peunpusbl PAl ropaspo pexe conpoBoxpa-
JINCb HaNUuueM BbLINMOTHOM XUAKOCTU (acuuTom/nnespuTom),
a CMeKTp WX NoKanu3auuu Obil NPeuMylLecTBEHHO OrpaHUyeH
aHaTOMWUYeCKUM NPOCTPaHCTBOM Maoro Tasa.

besacuuTHblii BapuaHT nporpeccuposanus PA npeobna-
pan Bo Bcex rpynnax: B 92,1%, 91,8% u 90,9% HabnopeHui
B rpynnax 1-3 cooTBeTCTBEHHO, B 63,2% U 60,3% HabntoaeHni
B rpynnax cpaBHeHus 1 1 2 COOTBETCTBEHHO.

B rpynnax 1-3 KOAMYECTBO XEHWMH C acUUTHbIMKU op-
mamun Pfl, coctaBnsslee fo nedenna 100%, cokpatunoch npw
nporpeccuposanun o 7,9%, 8,2% un 9,1% cooTBETCTBEHHO.
B rpynnax cpaBHeHus 1 v 2 Ux 4actoTa TaKXe CHW3MAACb, HO
He cToNb 3HayuTenbHo: co 100% po 36,8% u 39,7% cooTBet-
CTBEHHO. TaKoW xapaKTep NporpeccupoBaHus obycnosauBan
panbHeiwee Gonee GnaronpusTHOE, MEHEE arpeccUBHOE Teye-
Hue 3abonesanus (puc. 6).

B rpynnax 1-3 npobnema peunansuposanus PA Gbina ces-
3aHa B Gosiblieil CTeNeHN ¢ NOCAefytoWmMM pa3sutuem 3abone-
BaHWsA B NPUKYNbTEBON 30HE (KyNbTA BRaranuwya, bpiowmnHa npu-
Ky/IbTEBOW 30Hbl, NOPaXeHWe TMMPaTNYeCcKnX y310B — Ta30BbIX
1 napaaopTanbHblX, NapueTanbHoii 6powWwKHel Tasa). B rpynnax
cpaBHeHWs 1 M 2, NOMMMO MEeTacTa3oB B MONOCTU Manoro Tasa,

AOCTaTOYHO YaCTO BbIABAAAN OTAANEHHble MeTacTasbl B NapeH-
XUMe MeyeHu, Me30TennanbHoM nokpose Auadparmel, HagKo-
UMYHBIX, MoAAMadparmanbHbIX, NaxoBbIX MMMPATUYECKUX y3naXx,
ronoBHom mo3re v T. n. Cpepm yyactHuy, rpynn 1-3, npuHumas-
wux npenapartbl I13C, Takue ciyyam 6bIIM eUHUYHBIMU.

0606wasn nonyyeHHble [aHHbIE, Mbl YCNOBHO pasfenuim
xapakrep nporpeccuposaHua Pl Ha nokanusosaHHble U pac-
NpocTpaHeHHble BapuaHTbl. K nokanu3oBaHHbIM hopmam Obinn
OTHECEHbl C/lyyau fAanbHelillero MeTacTa3upoBaHus B pervo-
HapHble NMMdOY3Nbl, NPOLJOMKEHHOrO POCTA OMYyXONU B MaaoM
Tasy ¥ OTCYTCTBME acLWTa; K PacnpocTpaHeHHbIM dopmam —
BCEe OCTaNlbHble.

Pe3ynbTaTbl N03BOAMAWM OLEHWUTb [UHAMWUKY VYMeHblue-
HWA [OAW pacnpocTpaHeHHbIX (opm nporpeccupoBaHus PA:
B rpynnax 1-3 j0KannM30BaHHbIA XapaKTep peuuAnBOB OTMe-
yanu y 89,4%, 90,2% wun 90,9% cootBeTcTBeHHO. B rpynnax
cpaBHeHus 1 1 2, Ha060poT, NOKanM3oBaHHble GOPMbI Nporpec-
cupoBanua Pfl BcTpeyanuch pexe, YeM AMCCEMUHUPOBAHHbIE,
BCEro B 47,4% W 44,9% HabniofeHUin COOTBETCTBEHHO (puc. 7).

BonbHble P ¢ nokanuszoBaHHbIMM hopMamu nNporpeccupo-
BaHWA NpPU YCNOBUU ANUTENbHOTO Oe3peLuguBHOrO nepuoaa
(6onee 6 MecsuUeB), NonHOro obbeMa NpepblAyllell onepalum

Puc. 5. bespermausaas BEDKHBAEMOCTD
B MCCACAYCMBIX TPYIIIIAX
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Puc. 6. AHAAU3 COOTHOITIEHHUA ACITUTHBIX

1 Oe3acHUTHEIX POPM paKa AHIHIKOB

B HCCACAYEMBIX IPYIIIIAX B CAy9ae AAABHEHIIIETO
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O acuuTHas opma nporpeccupoBaHus
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(6e3 MaKpOCKOMMYECKN OnpefensieMon onyxonn) U yaoBneTso-
pUTENbHOrO OOLLEro COCTOSHUA PAacCMaTPUBANUCh KaK KaHaMaa-
Tbl Ha NPOBefieHNe NOBTOPHbIX LLUTOPEAYKTUBHbIX BMELIATENbCTB.

Hanuuue pnutenbHoro uHTepBana 6e3 nporpeccupoBaHus
TaKe No3BoAAN0 B nocieaytolleM npuMeHaTb 6onee sddek-
TUBHbIE CXeMbl XUMUOTEPANUW HA OCHOBE TaKCaH- U MNAaTUHOCO-
Jepxallux npenaparos.

MauneHTkam ¢ PA c GecnnaTMHOBBIM WHTEpBanoOM MeHee
6 MecAueB (B TOM YMClle XeHWMHAM C nnaTuHopedpaKTepHbIM
paKoM) MPOBOAMAN MOHOXMMUOTepanuto (2-i NUHUM) OJHUM
U3 Cnepylolmux XMMUONPenaparoB: JOKCOPYyOULMHOM, 3TOMO-
31J0M, BUMHOPenbOUHOM, TOMoTeKaHoM; UX 3heKTUBHOCTL B
TaKUX KAMHWYECKUX CUTYaLMAX He NpeBblllaeT, N0 AaHHbIM pAAa
aBtopos, 10-30%.

KonnuectBo xeHWwmH ¢ nporpeccupoBaHuem P n Bo3mox-
HOCTbIO NMPOAOIKMTL XUMUOTEPANUIO TaKCaH- W NNATUHOCOAEp-
Xawummu npenaparamu no cxemam 1-i nuHum B rpynnax 1-3
COCTaBMNO coOTBeTCTBEHHO 97,4%, 98,3% u 97%. B rpynne
CpaBHEHUs 2 TaKMX NaLWUEHTOK 0Ka3anocb 78,2% (MUHUManbHoe
4ucno), B rpynne cpaBHeHns 1 — 84,2%.

Cnyyan nnaTtMHOPE3UCTEHTHOTO M nnatuHopedpakTepHOro
PA cpepu 6onbHbIX, NpuHUMaBWKx npenapatbl 13C, 6biin egu-
HUYHBIMU — 1,6%, 2,6% 1 3,0% B rpynnax 1-3 cOOTBETCTBEHHO.
Nmeno 3HauyeHue u 1o, 4yTo nponoHruposaHHas MXT Ha doHe
npuemMa UHAMHON-COfEPIKalLero npenaparta (rpynna 3) He oka-
3blBafia CTaTUCTUYECKW 3HAYMMOTO BAWAHWA Ha yBeNUYeHue
AONU NNAaTUHOPE3UCTEHTHbIX opM. B rpynnax cpaBHeHus 11 2
JlaHHbI noka3atenb gocturan 15,8% un 21,8%, 4To cooTHOCUTCA
C pe3ynbTaTaMu MHOFOYMUCHEHHBIX OTEYECTBEHHBIX U 3apybex-
HbIX WCCNefoBaHUiA. HekoTopbiM 6OJIbHbIM, YYUUTbIBAS COXKMB-
WYIOCA COBOKYMHOCTb OMUCAHHBIX BblWe (AaKTOPOB, peLeHo
6b110 NPOBECTU NOBTOPHbIE LUTOPEAYKTUBHbIE ONepaLuu.

B03MOXHOCTb BEINONHEHUA MOBTOPHBIX LUTOPEAYKLMIA nocne
3aBeplIeHUs CTaHAAPTHOW KOMOUHWUPOBAHHOW Tepanuu cpepu
nauueHTok ¢ PA n3 rpynn 1-3 6bi1a Bhlle, YeM B rpynnax cpas-
HeHUs: npeobnafanyu MnosiHble NMEpBUYHbLIE MAKPOCKOMMUYECKUe
pe3eKkunn, NOBTOPHLIN POCT OMYyXONEBbIX O4YAroB OTMeYancs
NpeuMyLecTBEHHO B MPUKYILTEBOW 30HE, HOCU Ge3aCLMUTHBIA
XapaKTep U perucTpupoBancs 4yepes 6ofiee LaUTENbHbE Bpe-
MEHHbie MPOMEKYTKM, NpeBbilialoline Nonroa.

B rpynne 1 noBTOpHYIO LMTOPELYKTUBHYIO OMepauuio no
noBogy nporpeccuposanus PA BbinonHunu 9 u3 38 (23,7%),

B rpynne 2 — 15 u3 61 (24,6%), B rpynne 3 — 10 u3 33 (30,3%)
VYaCTHWUL, B Tpynnax cCpaBHeHWs 1 1 2 3TU NoKa3aTenu CoCTaBu-
m 2 u3 38 (5,3%) u 5 u3 78 (6,4%) KEHLWMH C Nporpeccuposa-
HUEM COOTBETCTBEHHO.

Yncno GonbHbLIX, JOCTUTIWNX 5-neTHero pyGexa npoaomKu-
TENbHOCTY XU3HU, Nocne no3aHen sepudukauum PA okazanoch
He CTONb BEJIMKO, KaK XOTeNoCh Obl: U3 284 KEHLWMH, BKIIOYEH-
HbIX B MccnepfoBaHue, Tonbko 153 (53,9%) cMmornu 3aBepumTh
yyacTue B Hay4Hoil paborTe.

bonblWKHCTBO NepelwarHyBwWnx nopor 5-neTHero Habnio-
LEHWUA NPUHUMaNKU [ONOJHWUTENbHO K CTaHAAPTHOW Tepanuu
npenapatsl I3C: B rpynnax 1-3 — 30 (65,2%), 48 (63,2%) u
30 (71,4%) KeHIWNH COOTBETCTBEHHO, B rpynnax cpaBHeHus 1
n2— 16 (40,0%) n 29 (36,3%).

MefuaHa 5-neTHeit BbIXKMBAeMOCTM HBbina paBHa 60 MecsLam
B rpynnax 1-3 (gnsa rpynnel 1 95%-Hbiit IN: 58,0-60,0 mecsues;
ans rpynn 2 u 3 95%-Huiii ON: 58-60,0 mecsues). B rpynne
cpaBHeHns 1 mepuaHa 5-neTHel BbIXXMBAEMOCTW COCTaBMAIA
46 (95%-Hbiit IN: 28-60) mecsAues, a B rpynne CpaBHeHUs 2 —
44 (95%-Hbiit [IN: 33,0-58,0) mecsua (puc. 8).

JlornyHeiM 3aBeplieHUeM UCCNefoBaTeNbCKOM paboTsl cTana
oueHKka oblwero coctosHus 6GonbHbix PA no wkane Eastern
Cooperative Oncology Group (ECOG) 1 KayecTBa XU13HU C UCMONb-
30BaHMeM aHkeTol The European Organization for Research
and Treatment of Cancer QLQ-C30 (EORTC-QLQ-C30) Bepcuu 3.0.

Mo ucTeYeHUM YCTAaHOBNEHHOrO CPOKa MCCNefoBaHuA
60 Mmecaues (5 net) cpeau NaLMEHTOK, MPUHMMABLIKX MNpe-
napatel I3C, yaanocb OUEHWUTb Nyywumu Gannamu He TONb-
KO obliee COCTOSHWE U [BUraTe/bHYl0 aKTUBHOCTb MO WKane
ECOG, HO u nmonyyuTb Gonee 6GNaronNpuATHYIO CYOGBLEKTUBHYIO
OLieHKY Mo GOMbWMHCTBY NapaMeTpoB BOMPOCHWKA O KayecTse
*u3Hu EORTC-QLQ-C30.

TOKCMYHOCTb MPOBOAMMOIO XWMUOTEPANEBTUYECKOrO Jle-
YeHUs PYTMHHO OLEHWBaNAW B COOTBETCTBUM CO CTaHAAPTHOIA
wkanoit TokcuyHoctu Common Terminology Criteria for
Adverse Event v 3.0.

Y Bcex 6onbHbIX PAl GbinM 3aperucTpupoBaHbl HEKOTOPbIE
HEraTMBHbIE CUMMTOMbI MU UX COYETaHMUs, XapaKTepHble Ans
NPUMEHEHNA LIMTOTOKCUYECKUX NpenapaToB. TeM He MeHee OHU
KYNMPOBaNNCh CaMOCTOATENIbHO UM Ha3HAYeHMEM COOTBETCTBY-
foleit Tepanuu, He TpeGOBaNW pefyKLUM BBOAUMBIX L03 WM
OTMeHbl npenapaTos, Bkatoyas I3C, a yactota ux nposBneHus

Puc. 7. Xapakrep AaABHEHIIIETO IPOTPECCUPOBAHIA
paka AMIHUKOB B HCCAEAYEMBIX IPYIIIIAX
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He MMena CTAaTUCTUYECKM 3HAUMMBIX PA3NUYNIl MEXKAY rpynnammu
noce 3aBeplieHus KOMOUHUPOBAHHOW Tepanuu.

OBCYAEHUE

peacTaBneHHoe nccnegoBaHWe ABNAGTCA NUIOTHbIM, OfHAKO
Ha 3TOM 3Tane MOXHO BbICKa3aTb pAA coobpaxeHui, dop-
MUPYIOWMX HayanbHOE MOHWMAHWE JOCTUFHYTOro 3ddekTa B
neyenun ceposHoro PA III cragun. OnbiT neyernus PA orpomeH.
Ha npoTsxeHun Bceil ero UCTOPUM He YAANOCb CKONb-HUOYAb
CYLWeCTBEHHO ynyylwunTh 3thEKTUBHOCTb 5-NETHEr0 U3NEYEHNUs.
MpUYMHbI 3TUX Heyaay, Npexae Bcero, ObiM CAEACTBUEM OTCYT-
CTBMs SICHOTO MOHMMAHUs NaToreHes3a 60e3HUN U ero KyeBsbix
MoMeHTOB. OTHOWeHMe K cepo3HoMy PA Oblno TakuM e, KaK K
006bIYHOMY CONMAHOMY OMYX0NEBOMY MpoLeccy, 6e3 NOHUMaHus,
YTO M3HAYaANbHO NPOLLECC HOCUT CUCTEMHBIN XapaKTep, @ Hannyne
acuMTa ABNAETCA BAXHOW ero XapakTepuCTUKOW, oTpaxatolei
MOLLHbI/ BOCMANMTENbHbIA KOMNOHEHT. [lpyras HemanoBaxHas
COCTaBNAKOLWAA NatoreHesa 3akiyaercs B ToM, 4yto PA — 310
pak, B Go/blieil CTeNeHW NPeAcTaBieHHbI ONYX0NeBbIMU CTBO-
NOBbIMU KneTkamu. [laHHbI aKTOp B KOPHe MEHsSIeT pe3ynsrar
XMMUOTEPANWUM Ha MPOTAKEHUU BCErO Nepuofa NeveHus, genas
ee Mano3heKTUBHOI UIN BpeMeHHO 3theKTUBHON.

VIMeHHO y4WTBIBAf 3Ty NATOTEHETUYECKYID KOH(Urypaumio
3a60/1€BaHu1s, Mbl NOJOWNN K OPMUPOBAHUIO OCHOBHbBIX MPUH-
LMNOoB Tepanuu:

e ceposHblit PA III craguu siBASETCS CUCTEMHBIM 3a60-

neBaHueM;
® ajleKBaTHas Tepanus ero AOMKHA W3Ha4yanbHO ObiTh
CUCTEMHOW;

® fleKapCTBEHHAA Tepanus, KpoMe KaHLepouMLHOro pnein-
CTBMS HA COMAaTM4YeCcKue OnyxoneBble KIeTKM, [OSKHA
umetb BansHue Ha OCK, 6nokupys mexaHu3mbl hopMupo-
BaHUA PE3UCTEHTHbLIX KNOHOB, YCUMAMBAs anonTos;

® fleKapCTBEHHas Tepanua [O/MKHA OKa3biBaTb M MOLLHbII
NPOTMBOBOCNANUTENbHBIA 3hdeKT.
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Becb 3TOT MynbTUTapreTHbIN CNEKTP B NOMHOM Mepe NposABuMII-
€A B U3BeCTHbIX coeguHeHusx I13C, ero metabonute DIM u dna-
BoHouge EGCG. 3a nocnepHue 10 net MupoBas Hayka Hakonuna
MHOXEeCTBO LiefleHanpaBseHHbIX UCCNeA0BaHUN, NOATBEPKAAIO-
LWMUX MYNbTUTAPreTHOe BANAHME 3TUX COEANHEHUN Ha KNloYeBble
3BeHbA KaHLUeporeHe3a. Pfl okasancs BecbMa MnnCTPaTUBHOM
MOAENbIO, TAe OAHMM M3 BaXHbIX KpuTepues 3 (HeKTUBHOCTY
Tepanuu cTana NpofoMKUTENbHOCTb XKWU3HW GoMbHOIA. Mocne-
LylolLMe HayYHble [OKa3aTeNbCTBa KOHKPETU3UPYIOT OCHOBHbIE
TOYKM 3ddekTa (MoNeKyspHble MUWEHN) NOAO6HOTO noaxoaa.
Ho yxe ceilyac CTOMT NpuU3HaTb, 4TO NPUOTKPbLINACH KaUYeCTBeH-
HO HOBAas CTPaHWLA B JIEYEHWUU TAKOTO arpeccMBHOrO onyxosne-
Boro npouecca, kak PA III craguu.

3AKNKOYEHUE
Mpuem npenapatoB uHAon-3-kapbuHona (I3C) (MHauHona
®opto, MpomucaHa) AOMOMHUTENBHO K CTaHZAPTHOM KOMOM-
HUpPOBaHHOW Tepanuu paka sauyHukos (PA) cnocobcTBOBAN
noBblWeHMio ee 3pheKTMBHOCTM NyTeM HOPMUPOBAHMA YCIOBUI
BAA JOCTUMXKEHWA MOMHOTO WMAM YacTUYHOTO OTBETa OMyXOJsu
npu xumuoTepanuu 1-M NUHUW TaKCaH- M NNATUHOCOAEpXa-
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