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Jlocmuoicenus monexyaapHoti 6uoao02uYy n0380AUAYU GbIACHUMb OCHOGHbIE NAMOEHeMUUecKue Nymu pa3eumus NO4eYHO-KAeMOYH020 PaKa
(IIKP), umo cnocobcme06ano co30aHuI0 HOBbIX Npenapamos 04s aeveHus memacmamuteckoeo I[1KP, omrocauuxcs Kk epynne mapeemHuix
npenapamos Uy uHeUOUMopo8 mupo3uHkurassl. B xaunuueckux uccaedosanusix Il u 111 ghazvl dokazarnv 3¢pgpexkmusrocms u ynpaeasemolii
npoghunb besonacHocmu WUPOK020 cneKkmpa npenapamog 0as aeueruss memacmamuueckoeo ITIKP. Passusarowjascsa peaucmenmHocms
U HenepeHoCUMOCMb Npenapamosg 00yca08auearom HeodXo0umocms 8 NpoedeHUU HOGbIX KAUHUYECKUX UCCAe008aHUll, NOUCKA HOBbIX
npenapamos u cxem Ae4eHusl, HanpaeAeHHbIX HA YAYHUuleHUe NoKa3amenell GblicUueaeMocmu U Kauecmea Jcusnu ooavHuix. Ilposedennsie
uccnedoganus no uzyveHuro 3ggekmugHocmu U 6e30nacHocmu NOcAed08amenbHo20 NPUMEHeHUs: AHMUAHSUOLEHHBIX NPenapamos
U ux KombuHayuu noomeepounu yeaecoobpasHoCms UCHOAb308AHUS dSMUX cmpameeuti aedeHus y 00abHbIx Memacmamuyeckum [IKP.
Ooicudaemble pe3ynbmamot NPOOOANCAIOWUXCA KPYNHBIX KauHuueckux uccaedoganuii 111 ¢paszvl nosgonasm gviacHums, KaKk onmMumManibHo
UCHO0b308aMb MAP2EMHbIe NPenapamol, 8 KAKoi KOMOUHAYUU UAU NOCAe008AMEAbHOCU.

Karoueenie caosa: memacmamuueckuii NOHeHHO-KACMOUHbLI PAK, MAP2eMHAs Mepanus, UH2UOUMOPbL MUPO3UHKUHA3b

Sequential use of target agents and their combination in the treatment for metastatic renal cell carcinoma

B. Ya. Alekseyev, A.S. Kalpinsky
P.A. Herzen Moscow Research Oncological Institute, Russian Agency for Medical Technologies

The development of molecular biology led to the discovery of major pathogenetic pathways in the development of renal cell carcinoma (RCC),
contributing to the designing of novel drugs to treat metastatic RCC, which belong to a group of target agents or tyrosine kinase inhibitors.
Phases 11 and 111 clinical trials have proven the efficacy and controlled safety profile of a broad range of drugs for the treatment of metastatic
RCC. The developing resistance to drugs and their intolerance determine the need to conduct new clinical studies and to search for novel
agents and treatment regimens to improve survival and quality of life in patients. The performed studies of the efficiency and safety of sequen-
tial use of antiangiogenic drugs and their combination have supported that it is expedient to apply these treatment policies to patients with
metastatic RCC. The expected results from the ongoing large Phase 111 clinical trials will let one find out how to optimally use target agents,
in what combination or in what sequence.
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3/10Ka4eCcTBeHHbIE HOBOOOpa30BaHMs MOYKU B 85%
CllydaeB IIPEACTABICHBI ITOYCUHO-KJIETOYHBIM PAaKOM
(ITKP) [1]. B Poccuu pak 1moyku 3aHMMaeT 2-€ MECTO
B OOIIIE CTPYKTYpe 3a00JIeBAEMOCTH 3JI0KAYeCTBEHHBIMU
HOBOOOPA30BaHUSIMA MOYETIONIOBOM CUCTEMBI TI0C/IE OITy-
XOJIeil TpencTateibHoi kenesbl. [lo TeMriaM mpupocTa
OHKOJIOTMYECKOI1 3a0oyieBaeMocTu B Haueil ctpaHe [TKP
YCTOMYMBO 3aHMMaeT 1-¢ Mecto (41,35%) B 0o61IEei TTOMy-
Ty 1 2-¢ MecTo (42,94%) nocie paka IpencTaTesIbHON
xkenesbl y MyxkurH. B 2008 . B Poccuu 3apeructprupoBain
17 563 6ompHBIX [TKP, Tpy 3TOM TTOKa3aTeb CMEPTHOCTH
OT 3TOTO 3a00JeBaHus goctur 8 370 [2].

3a mocieaHue roabl Ojaromapsl JOCTIDKCHUSIM MO-
JIEKYJISIPHOM OMOJIOTMU OBbLIM OTKPHITHI OCHOBHBIE I1aTO-
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reHetnyeckue mytu pasButusi I[1KP, omocpenoBaHHBIE
yepe3 dakrop, nHayuupoBaHHbIii runokcueit HIF (HIF
— Hypoxia-Inducible Factor), ¢akrtop pocra sHaoTeIns
cocynoB VEGF (VEGF — Vascular Endothelial Growth
Factor), a Takke 4epe3 MUIIICHb pallaMUIIMHA MJICKOIM-
tatomiux MTOR (mTOR — mammalian target of rapamicin)
[3—6].

IIporpecc B MOHMMaHWM MOJEKYJISIPHON OWOIIOTUU
MPUBEJT K OTKPBITUIO HOBBIX JIEKAPCTBEHHBIX CPEACTB IS
tepanuu Metactatudeckoro ITKP, oTHocamxes K rpym-
IIe TapreTHBIX IperapatoB. B HacTosiiee BpeMsl OHU ykKe
MMEIOTCS B apceHayie OHKOJIOTOB M YPOJIOTOB: OeBaIn3y-
Mab (aBacTUH), CYHUTUHUO (CyTeHT), copadeHnO (Hekca-
Bap), TEMCUPOJIUMYC (TopHUces1), 3BepoanuMyc (apuHUTOD).
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HecoMHeHHO, KTMHUYECKUE UCCeTOBAHUS TPOJOIKAIOT-
Cs Y OXUIAETCS TOSIBJICHUE HOBBIX JIEKAPCTBEHHBIX areH-
TOB U cXeM JieueHus [7, 8].

B Hacrosiiee BpeMsi Tpy HATMYUU IIIUPOKOTO CIIEKTpa
Mpenaparos Jyis JedyeHust Metactarudeckoro ITKP ¢ noka-
3aHHo# B uccnenoanusix I1 u III dasel apdexTuBHOCTHIO
U C ympapisieMbIM MnpoduieM 6e30MacHOCTU 10 KOHIA
HESICHO, KaK ONTUMAJIbHO KCMOJIb30BaTh 3TU Mpernapa-
Thl ¥ TEM CaMbIM YBEJMYMTh BBDKMBAEMOCTh U KauyeCTBO
>KU3HU OOJIBHBIX, YTO JIENIaTh B CIy4ae pa3BUBLICICS pe3u-
CTEHTHOCTH WJIK HerlepeHOCUMOoCTH [9].

Ilpu oTCYyTCTBUMM NMAaHHBIX, MOATBEPXAAIOIIMX TMepe-
KPECTHYIO PE3UCTEHTHOCTh MEXIy TapreTHbIMM Iperna-
patamu, ObLIM TIPOBEACHBI UCCIENOBAHUS MO U3YYEHUIO
53¢ (HEeKTUBHOCTU MOCIEN0BATEILHOTO MPUMEHEHUS] aHTU-
AHTMOTEHHbBIX ar€HTOB TOCJIE TTOSIBJICHUS PE3UCTEHTHOCTHU
K JIDYTYM TapreTHBIM TIperiaparam.

YV nocnenoBaTebHOTO MCMHOAB30BAHUS JIEKAPCTBEH-
HBIX CPEICTB HAIpaBJICHHOTO JEHCTBUSI CYILIECTBYET
HECKOJIBKO TMOTeHUUATbHBIX MPEUMYIIECTB. Bo-MepBhIX,
Takasi CTpaTerus Mo3BOJUT MAKCUMAJIBHO YBEIUUUTH CyM-
MapHYIO JUIUTEIbHOCTh BEDKMBAEMOCTH 0€3 MPOorpeccupo-
BaHusi (BBII). Bo-BTOphIX, €€ UCMOJb30BAHUE TapaHTU-
pYeT, YTO MAalMEeHThl MOIYYaT ONTUMAJIbHBIE TO3UPOBKU
npemnapara IMpu XOpoIlle MepeHOCUMOCTU. B-TpeThbux,
C YY4ETOM MHOTOYHUCIIEHHBIX TATOTEHETUYECKUX MyTel pa3-
putus [1KP nocnenosateibHOE MPUMEHEHUE AHTUAHTHO-
TeHHBIX MpenaparoB MO3BOJUT B NaJlbHEWIIEM MOJy4aTh
3¢ dexT OT TapreTHON Tepanvuu, HECMOTPS Ha TOSIBJIEHVE
pe3ucteHTHOCTH [10].

B HacTosIiee BpemMsi MMEIOTCS NaHHbIE HECKOJIb-
KUX TIPOCIIEKTUBHBIX KJIMHUYECKUX WCCIIEIOBaHUI TI0
U3YYEHUIO TMOCIEN0BAaTEIbHOIO WCIOAb30BAHUSI TapreT-
HBIX MPENapaToB y MalUeHTOB ¢ MeTactaTuyeckum [TKP
(Tabn. 1), pe3yJabTaThl KOTOPBIX YKa3bIBAIOT HA OTCYTCTBUE
MEePEKPECTHON PE3UCTEHTHOCTU MEXY TapreTHBIMU Tpe-
raparamu, TOATBepXIas KIMHUYECKUI TIOTeHIMAT 3TOM
crpareruu ripu [TKP [11—19].

Ha ocHoBanuu naHHbIx ucciaenoBanus 11 ¢asbl, npe-
napatr copadeHMO pPeKOMEHIYIOT MCMOJb30BaTh B Kaue-

CTBe TIperiapara 2-i JTUHUM TIOCTIe TTPOrPECCUPOBAHMS HA
¢oHe nmpueMa UUTOKUHOB [7, 8, 11]. B Hacrosiilee BpeMs
JIOCTYITHBI JaHHBbIE HECKOJIBKUX MCCIIEIOBAHUI, KOTOPbIE
MOATBEPXKAAOT 3(DGEKTUBHOCTh copadeHnbda B Kaye-
CTBE 2-Ui JuHUU Tepanuu Mmeractatnyeckoro ITKP mo-
cJie TIPEIIIIECTBYIOIIET0 PUMEHEHMS IPYTUX TapreTHBIX
npernapatoB. B xonme 2 peTpoCreKTUBHBIX MCCIENOBAHUIA
C ToCIenoBaTeIbHBIM — UCIIOJb30BAHUEM CYHUTMHUOA
u copadeHn0a MONTBEPXKIEHO OTCYTCTBUE TEPEKPECTHOM
PE3UCTEHTHOCTU MEX]IY TIperapaTaMu, 4TO TTO3BOJISIET UC-
MOJIb30BaTh UX MocjaeaoBareabHo [12, 20].

Tak, B peTpOCIEKTMBHOM MCCJIEIOBAHUM, BKITIOUAB-
mwem 90 marueHtoB, M.P. Sablin u coaBT. usyyanu aggek-
TUBHOCTb MOCJIEA0OBATEJIbHOTO MpUMeHeHUs copadeHnda
nocje Oe3ycrneliHol Tepanud CyHUTUHUMOOM, U Hao0o-
port. MccrienmoBarenv 3aperucTprupoBaIv YaCTUIHBIN OTBET
(M0) y 7 (10,3%) n crabunusanmio 3a6oaeBanust (C3) y 28
(41,2%) 13 68 MaLMEHTOB, Y KOTOPBIX OTMEUEHO IIPOrPeC-
cupoBaHue Ha (oHe rnpuema copadeHnda U KOTOphIe 3a-
TEM ToJTydasii CyHUTHHUO. M3 22 manueHToB, epBUYHO
TIOJTy4aBIINX CYHUTUHUO M 3aTeM TIepellelnX Ha Tpu-
eM copadenuda, YO u C3 6bulM 3aperucTpUpoOBaHbl y 3
(13,6%) u 11 (50%) GoabHBIX COOTBETCTBEHHO [20].

B npocnektuBHOe KiMHUYecKoe wuccieaoanue I
(azel o M3yyeHU10 3HEKTUBHOCTA U TIEPEHOCUMOCTH
copadeHrba B KayecTBe Mpemnapara 2-il JUHUU ObUIO
BKJTI0UeHO 37 60nbHBIX MeTacTaTnyeckuM [TKP, momydas-
MX B |-l TMHUM Tepanuu CyHUTUHUO Win OeBaliu3ymao.
MenuaHa JJIMTENbHOCTH Teparnuyd CYHUTUHUOOM WK Oe-
BalM3yMaboOM cocTaBuia 8,5 Mec, IIpy 3TOM BpeMsi 0e3 Jie-
YeHUsI TIoCIe TIpeKpalleHnsT Tepanuu 1-il TMHUY CoCTaBU-
10 4,4 ven (2,1-59,1 ven). Y 15 (52 %) u3 29 nauueHToB
BBISIBUWIN «MaJIblii» OTBET oIyxoiu, MeauaHa BBIT cocta-
Buia 3,8 mec [13].

CyHUTUHUO, pEKOMEHIOBAHHBII B KaueCTBe Tepanuun
nuccemuHupoBaHHoro ITKP mis rpynmn 6naronpusitHOro
1 TIPOMEXKYTOYHOTO ITPOTHO3a, TAKXKE NCTTOTb30BAJTY TTOCTIe
Hea(PhEKTUBHOTO JIeYeHUST IPYTUMHA aHTMAHTUOTEHHBIMU
npenapatamu. B kiamHudeckoMm uccieaoBaHuu Il ¢asbl
CYHUTUHUO TIPUMEHSTM Y OOJIbHBIX C METaCTaTUUECKUM

Tadmua 1. IIpocnexkmugtvle Kaunuveckue uccaed08arus ¢ UCH0Ab308AHUEM NOCAe008AMENbHOR0 HA3HAYEHUs mapeemHblX npenapamos [23]

®a3za

IIpenapar Hasnauenne
HCCIIeJOBAHNUS
Copaderu [13] 1l Cg:;;“:;;i;‘g”
CyHutunu6 [14] 11 BeBanusymao
BBeponumyc/ 11 CyHUTUHMO U/Win
mane6o [15—17] copadeHud
CyHuTMHUO U copadeHno

Axcutunu6 [19] 11 LutoxkuHsl u copacdeHnd

Copadenuod

Yucno

ANHeHTOB 400, % Menmuana BBIT Menuana OB
37 0 3,8 mec —
61 23 30,4 Hen 47,1 nen
14,78 mec/14,39
410 2 4,9 mec/1,9 mec mec (p=0,177)
7,1 7,1 mec 11,5 mec
62 27,6 9,1 mec 18,5 mec
25 7,8 mec 9,2 mec
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ITKP, pe3srcTeHTHBIM K Teparmu 6eBaruzymadom. YO 3a-
pervctprpoBanu y 14 (23%) n3 61 BKIIIOUEeHHBIX OOJIBHBIX,
a C3 —y 36 (59%). Mennana BBII cocraBuna 30,4 Hen,
MenunaHa oomeii BbpkuBaemoct (OB) — 47,1 Hen. Pesyinb-
TaThl aHam3a ypoBHelt VEGF no3Boniv npenonoxXuTh,
YTO CYHUTWHUO MOXET WHTMOMPOBATh CUTHAIBHBIE TTYTH,
00YCITOBIMBAIOIINE PE3UCTEHTHOCTH K OeBarm3ymaoy [14].

Motzer 1 COaBT. IPOBEJIN MEXIYHAPOITHOE MHOTOLIEH-
TPOBOE PAaHIOMM3WPOBAHHOE ABOWHOE CJeroe Iiaiedo-
koHTponpyemoe uccienoBanue 111 ¢aser (RECORD-1)
T10 U3y4eHUIO 3(PGHEKTUBHOCTY MPUMEHEHUSI IBEPOJIUMYCa
ToCJie TIPOTpeccupoBaHust Ha (hOHE TapreTHOU Teparuu
rpemnaparaMy CyHUTUHUO 1,/ copadeHn6. bouto BKITO-
yeHo 410 nauueHToB ¢ MetactatnyeckuM [1KP. CortacHo
JTAHHBIM WTOTOBOTO CTaTMCTUYECKOTO aHaIn3a MeauaHa
BBII B rpynme OGoOfbHBIX, MPUHUMABIIKAX 3BEPOIUMYC,
cocraBwia — 4,9 mec potuB 1,9 mec B rpymrie manebo.
Menuana BBII B rpymme OOJbHBIX, MOMYYaBIIUX 3BEPO-
JIIMYC TIOC/IE TIPEIIIECTBYIOIIEH Teparnuu CyHUTUHUOOM,
coctaBmia 3,88 mMec, o cpaBHeHMIO ¢ 1,84 Mec y GOJTBHBIX
Tpynisl 1iaie6o. B rpymie manueHToB, TPUHUMABIINX
5BEPOIMIMYC TIOC/Ie PAa3BUTUSI PE3UCTEHTHOCTH K copade-
HuoOy, menuana BBIT cocrasuina 5,88 mec, a B rpyrre uia-
e6o — 2,83 mec. YO 3adukcuposamu y 5 (2%) G0NbHBIX
u C3 —y 185 (67%) malmeHTOB U3 UCCIIeAYyeMOil TPYTIIHI,
B IpyTIie Tuiane6o — H1 y oqHoro 1 'y 45 (32%) naieHToB
COOTBETCTBEHHO [15—17].

IMocne monmyueHnst yoeAUTENbHBIX JAHHBIX O JI0Ka3aH-
HoOM 3D (heKTUBHOCTU 1 GE30TTACHOCTHU IBEPOJIMMYCA B MC-
cnenoBanusx 11 v 1T da3el npenapaT ObUT peKOMEHIOBaH
B KauecTBe 2-if TMHUM Tepanuu meracratuueckoro [TKP
mpu Hea(PHEKTUBHOCTY aHTHAHTUOTeHHOM Tepanuu [7, §].

IMocnemoBaTembHOe HazHaueHne mHruomropa VEGF
aKCUTMHMOA M3YYalu B KIMHUYECKOM uccienoBaHuu 11
(azpl, B KOTOpOE OBLTO BKITIOYEHO 62 MalleHTa ¢ MeTacTa-
TuyeckuM copadeHud-pesucteHTHeIM [TKP. Perpocrnek-
TUBHO OBbUI MPOBENeH aHaIu3 3(O(HEKTUBHOCTU JIEUECHUS
T10 TIOATPYMIAaM B 3aBUCHMOCTHU OT TIPEAIIECTBYIONIEH Te-
panuu:

1-51 — monmyuaBiie CcyHUTUHUO U copadeHuno (n=14);

2-51 — TMOJTy4YaBIlIvie TUTOKUHBI U copaceHnod (n=29);

3-9 — mosry4aBIlKe TOJbKO copadeHut (n=16).

B o6uieit monynsiiuu yactota 0ObeKTUBHOIO OTBETA
(10O0) cocraBuna 22,6% npu MeauaHe MPOIOJIKUTETb-
Hoctu oTBeta 17,5 mec. Menuana BIIb B oO1iueit omy-
JISSIIMU MCCIIeAyeMBIX OOJBHEIX mocTuria 7,4 Mmec; B 1, 2
u 3-i monrpynmax — 7,1, 9,1 u 7,8 Mec COOTBETCTBEHHO
[18, 19].

Pe3ynsraTsl 0OJBIIMHCTBA KIMHUYECKUX UCCIIE0Ba-
HUI TIOKAa3aJiv, YTO XOPOIINI OTBET Ha TOCIe0BaTE N b-
HYIO TapTeTHYIO Teparnuio y OOJbHBIX TPYIN OJaronpu-
SITHOTO W TIPOMEXYTOYHOTO TIPOTHO3a BO3MOXEH TPHU
YCJIOBUY UCTIOJIb30BAHUS B Ka4ecTBe |-il TMHUM Teparnuu
GeBalu3yMada, mpeacTaBIsIoIEero co00i peKOMOMHAHT-
HOE TYMaHM3UPOBAaHHOE MOHOKJIOHAJIbHOE aHTUTEJO,
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UHTHOUpYIoIee ouonorndeckyto aktuBHOCTL VEGE be-
BalM3yMa0 BXOIUT B MEPEYEHb OCHOBHBIX MEXAYHAPO/I-
HeIX (NCCN, EAU) u poccuiicknx peKOMEHIAIUNA I10
JneyeHuto Metacratudeckoro I1KP B kayecTse ctaHaap-
ta 1-it iuauu tepanuu [7, 8]. [Ipu onpeneneHun onru-
MaJIbHOW TOCJIEIOBATEIbHOCTA TApPTeTHHIX TPENnapaToB
CJIeIyeT ONMpaThesl Ha UX MexaHu3M aeiicTBusi. 3Bect-
Ho, uTo VEGF skcrnipeccupyercss Ha TpOTSKEHUM BCETO
JKMU3HEHHOTO TWKJIa OMyXOJW W TIO MEpe ee pPa3BUTHUSI
YBEJIMUMBAETCS BbIPAaOOTKA NOMOJHUTENbHBIX (DAKTOPOB
anruoreHesa. C y4eToM 3Toro ¢hakTa MOXET ObITh OOBSIC-
HeHa 3(D(EeKTUBHOCTD TTOC/IEA0BATETLHOTO TIPUMEHEHUS
TapreTHBIX TMPENapaToB, HAUMHAS C HA3HAYEHUST aHTU-
VEGF-arenra 6GeBamm3ymMaba B KadecTBe |-iI JUHUU
C TIOCHENYIOUIMM WCTIOJb30BaHUEM MYJIBTUKUHAZHBIX
UHTUONTOPOB. IMEHHO Takol TOAXOMA TIPENOCTABIISIET
BO3MOXHOCTb TOJYYUTh MaKCUMATbHYI0 KIMHUYECKYIO
BBITO/Iy OT Ha3HAYEHUsI TAPTETHBIX TIpenaparos [21].

Takum 06pa3oM, MOTyYeHHbIE KIMHUYECKNE TaHHbIe
MOATBEPXKIAIOT 11eJIECO00Pa3HOCTh TOCEN0BATEIHHOTO
TPUMEHEHUs TapTeTHBIX MPEenapaTroB y OOTbHBIX MeTa-
cratuyeckuM [TKP, 4To cBsi3aHO ¢ yay4ylieHUeM OTBETa
Ha JieueHre 0e3 MepeKPeCcTHOM Pe3NCTEHTHOCTH.

TeM He MeHee TPOMOIKAIOTCS NCCIeTOBAHMS TIOCTIE-
JIOBaTEeNIbHOW Tepanmuu Tpu HedDHOEKTUBHOCTU WU
HEMEePEHOCUMOCT  IPYTUX TapreTHbIX IIpernaparosB.
Inanupyrotcst uccnenoanue Il daspl Mo U3ydeHUIO
aKCUTMHUOA B KauecTBe Mpemnapara 1-if TMHUU Tepanuu
meTactatudeckoro ITKP B cpaBHeHuu ¢ copadpeHuoO0oM;
CpPaBHUTEIbHBIN aHamM3 3()GhEKTUBHOCTA aKCUTUHUOA
u copacdeHunba B Tepanuu 2-i IMHUW; UCCIIeTOBAHNE TI0
onieHKe 3(GEKTUBHOCTU Tepanuu 2-if TuHUU copade-
HUOOM B CpPaBHEHUM C TEMCUPOJIMMYCOM y TAllMEHTOB
c TiporpeccupoBaHueM Ha ¢doHe Tepanuu 1-it nuHUM
CYHUTUHUOOM. 3arulaHMPOBaHO TPOBEIEHNE WCCIIENO0-
Banus 11 ¢paszer RECORD-3 ¢ miesbio ory9eHus JoKa3a-
TEJBCTB B TIOJIEPXKKY YETKO OMPEAEIEHHON ONMTUMalTb-
HOI MOCJIeA0BaTEIbHOCTY JieueHUs1. B uccinenoBaHUU
TPOBOJIUTCS CPaBHEHUE TPYIIT OOJIBHBIX, TMOIYyYaBIIAX
9BEPOJIMMYC TIOCTIE CYHUTMHUOA B CTAaHOAPTHBIX JO3M-
pOBKax, 1 HA000poT [22].

[MoMumo mocnenoBaTeIbHOTO Ha3HAYEHUs TapreT-
HBIX ITPETNapaToB B HACTOSIIIIEE BPEMsI aKTUBHO U3Y4aeTCsI
3¢ HeKTUBHOCTH MCTIOTH30BaHUSI KOMOMHAIIUM aHTUAH-
TMOTEHHBIX TIPenaparoB ¢ 1enbio yeennuenust YOO, mo-
Kazareyeil BBKMBAEMOCTH U Ka4eCTBA XXU3HU OOJTbHBIX.

CyliecTByeT HECKOJIBKO BO3MOXHBIX BapUaHTOB
KoMOUHUpoBaHHOI Tepanuu (puc. 1). K 1-My BapuaHTy
OTHOCSIT KOMOMHUPOBAHUE TIPETapaToB, OJOKUPYIOIINX
HIF—VEGF-nyTh Ha HECKOMBKUX YPOBHSIX (BEPTUKATb-
Hasl 0JioKaja), HampuMep IMpenaparbl, UHTMOUPYIOIIe
VEGF u ero peuenropsl. Jpyroit BappaHT Imogpasyme-
BaeT MapasuieibHOe OJOKUPOBAHWE HECKOJBbKUX HUC-
xomsuux mocie HIF-curHanpHBIX TyTeil (Tipemapartbl
onokupytonme VEGE, PDGF, EGF-dakrops u nx pe-
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AZD2171 CyHUTUHUG, copaceHnb, Umatuumné  SpnoTuHub, recmuTuHUG,
aKCcUMTUHMG, nasonaHnG nanatuHue

Puc. 1. KOM5LIHM])06[IHH£Z}Z mepanus: 6epmuKaibHdn U COPU30HMANbHAA
onokaoa [23]

LIENITOPBbl) U MHTMOMPOBAaHUE APYIMX MyTel, TAaKMX Kak
mTOR (ropusonTtanbHas 6nokana). K eme ogHomy pa-
LIMOHAJILHOMY IOJXOIY OTHOCSIT KOMOMHALIMIO 2 TIpera-
paToB, OMMH U3 KOTOPBIX MOXET MOIYJIUPOBATh IEUCTBUE
Ha 1eJb 2-TO Tpernapara, TaKUM 0o0pa3oM, yBeJIu4yuBast
3(HeKTUBHOCTh MocaeaHero [23, 24].

[Ipu mauTeIbHOM MCIIONIB30BAHUM TapreTHBIX Ipe-
MmapaToB y BCEX IMAIIMEHTOB Yepe3 HECKOJBKO MeCSIIeB
WJIX HECKOJIBKO JIET, B KOHEYHOM CUETe, pa30BbETCS PE3U-
creHTHOCTh. Cpenu mpeciaeayeMbIx Liejaeil KOMOMHUPO-
BaHUS aHTUAHTMOTEHHBIX IIpernapaToB — 3TO YBEJIMUECHUE
4yacTOoThl MOJHBIX 0TBeTOB (I10), mocTukeHue GoMbIIEH
3((HEKTUBHOCTHU Y OONBIIETO YMCia MalUeHTOB B Teue-
HHUe 0oJjiee MPOMOIKUTEIBHBIX MepruoaoB. HauTeabHbIe
peMuccum ¢ MearaHoi B 2—3 rofa ObLIUA OBl 3KeJJaeMbIM
pe3ynbsratoM. Kpome Toro, mnpuMeHeHHEe KOMOMHA-
LIMY TapreTHBIX MperapaToB MOXET MOCIOCOOCTBOBAThH
YMEHBIIICHUIO JO3UPOBOK MpernapaToB, a CJIeJ0BaTeIbHO,
Y YMEHBILIEHUIO CTOUMOCTH JieueHus [23].

OnHako CyLIECTBYET psifi MOTEHIIUAIBHBIX MPOOJIEM.
Bo-nepBhIX, Npu nociieaoBaTeIbHOM IIPUMEHEHUU Tap-
TeTHBIX IIperapaTroB IOMYCTUMO HECKOJbKO IIepHUOIO0B
PEeMMCCHUU, YTO CYMMapHO COCTaBJIsIeT 00Jiee TTPOIOIKU-

Tadmuua 2. Tapeemnas mepanus: noboursie 3¢hgpexmor npenapamos [23]

IIpenapatsi
ChIlb WM JIAJOHHO- A
" pTepHajbHas
TOIOIIBEHHBII
TUNepTeH3us
CHHIPOM
CyHUTUHUO Ha Ha
CopadeHud a Ha
BeBanuzymad - Ha
Temcuponumyc Ha —

TeJBHBIN TIepUO BPEMEHU, YeM PEMUCCUU, NOCTUTHY-
Thle MPU KOMOWHAIMM AaHTUAHTUOTEHHBIX MPErapaTos.
B Hacrosiee Bpems mosipisieTcs Bce 0oJblie myoauKa-
uuii 00 3¢ @HEeKTUBHOCTU 2-i U 3-i1 TMHUIA MOcye Mpo-
rpeccrpoBaHus Ha oHe |- IMHUU TapreTHOU Tepanuu
[11-21]. Bo-BTOpPBIX, KOMOMHAIMS TTPeNapaToB CIIOCO0-
Ha yBEIWYUTh TOKCUYHOCTH JICUEHMS, YTO, BO3MOXHO,
CBSI3aHO C M3MEHEHUsSIMU B METabOJM3Me WJIU pacripe-
JIeJIeHUM JieKapCTBEHHOro cpeactBa. KoMOUHUpPYs npe-
rapaThl, HEOOXOIMMO YUYUTHIBATh MX TOOOYHBIE SIBJIEHUS,
BKJTIOYAsi KOXHYIO TOKCUYHOCTh, apTePUAIBHYIO TUTIEP-
TEH3UI0, TIPOTEeUHYPUIO, CYMIPECCUI0 KOCTHOTO MO3ra M
MyKo3uThl (Tadj. 2) [23]. Tak, 6eBa3ymad Gnarogaps
CBOEMY OJTATOTIPUSITHOMY UM TPOTHO3UpPYEMOMY Mpodu-
JII0 O€30T1aCHOCTHU SIBJISIETCSI YIOOHBIM TperapaToM Jist
KOMOWHVPOBAHHOM Teparuu.

IMepBble uMccaenoBaHMS, TOCBSIIEHHBIE W3YYEHUIO
KOMOMHAIIMM TapreTHBIX TPenaparoB W TOPU3OHTAJIb-
Hoil Onokane Hucxondmux HIF-curHanpHbIX myTEH,
nposeau Hainsworth u coaBT. Kak nokasasno uccienosa-
nue Il ¢a3bl, npumeHeHre GeBalM3yMada B COYETAaHUU
C 3pJOTUHUOOM oOKa3zanoch 6ojee 3(pHEeKTUBHBIM, YeM
MoHoTepanus O6eBanu3dymadom. YO 3apeructpupoBaiu
y 14 (23%) u3 59 nanmenTos, [10 —y 1 (2%) GoabHOTO,
C3 — y 36 (61%) GONBHBIX, «MaJIbIii» OTBET HAOIIONATIC
eie y 13 6onbHbIX. [TporpeccupoBaHue 3a001eBaHUS 3a-
bukcuposanu nuib y 8 (14%) nmanueHTOB Tocie 8 Hen
tepanuu [25]. TTonbITKK 100ABUTh UHTUOUTOP TUPO3UH-
krHa3bl PDGFR (uMaTnHu0) npuBenu K mioxoil nepe-
HOCHUMOCTH JIEUEHUSI MIPU OTCYTCTBUU TOBBILIEHUS (-
(ekTMBHOCTH KOMOUHALWY [26].

Bukowski u coaBT. MOJydwiu CXOXHe pe3yJibTa-
Thl B XOJ¢ MHOTOLIEHTPOBOTO PaHIOMU3UPOBAHHOTO
JIBOMHOTO CJIETIOTO TJIale00-KOHTPOJIUPYEMOTO UCCIIe-
JIOBaHUS MO OlLEHKe A(P(HEeKTUBHOCTU Tepanuu Oesa-
IM3yMabOM B COUYETAHWU C IPJIOTUHUOOM B CpPaBHEHUU
¢ MoHoTepanueit 6eBauuzymadom [27]. YOO coctaBuna
14% B viccneayemoii rpynre, 13% — B rpyriie miane6o;

ITo6ounbie 3(hdhexThI

TacTpouHTeCTHHATBHAS
Iuronenus IIporeunypus
TOKCHYHOCTb; MYKO3UThI
Ia — Ha
_ _ Ila
_ Ta _
Ha — Jla
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meauaHa BBIT — 9,9 u 8,5 mec coorBeTcTBeHHO. Takum
obpasoM, 1obaBeHre 3pJOTHHUOA HE MPHUBOAUIO K CTa-
TUCTUYECKU 3HaUMMOMy yBeaudeHuto BBIT u YOO.

TeopeTuyecku, TOpPU3OHTAJIbHAs OjoKaga TO-
MpeXHEMY TPUBJIEKATEIbHBII MOAX0/ B JICUEHUU METa-
cratuueckoro ITKP, ocobeHHO mpu KOMOWHALIUMA UHTU-
OUTOPOB Pa3TUYHBIX MATOTEHETUYECKUX MYTEH.

ITpu ceetnoknerouHom ITKP HaGmomaercst BbICO-
Kas CTeMeHb 3KCIPECCUU PELENTOPOB AMUAECPMATBHOTO
daxropa pocta EGFR, HO nx uHrnbupoBaHue He IpUBO-
JIUT K MOJIyYEHUIO TEPAreBTUUYECKOU MOab3bl. Bo3aMox-
Ho, K-Ras myranuu nipu cBetnokierouHoM [TKP o6bsic-
HSIIOT PE3UCTEHTHOCTh K UHruouposanuio EGFR-mytH,
KakK TpU pake JIETKOro, TaK U TOJICTOU KUIIKU. TpeOyroT-
cs JajbHEeUIe UCCAeI0BaHNS B 3TOM HAMPaBICHUH.

Eme omHuM BapuaHTOM KOMOWHUPOBAHHOU Te-
panuyd CYUTAIOT COYETaHUE TMpPernaparoB, OJOKUPYIO-
wux HIF-nyts (uarubutopsr mTOR — Temcuponumyc
U 3BEpPOIMMYC), U TpenaparoB, uHruobupytomux VEGF
(6eBaunzymad) wiu VEGF-peuentopbl (CyHUTUHUO
u copadenud). JaHHble MccAeAOBaHUN MpeacTaBieHbI
B Tabs. 3 [28—34].

ITpu ucnosb30BaHUU B KOMOMHAIIMSIX HEKOTOpbIE
npenaparbl XOPOIIO MEPEHOCUMBI B TTOJIHBIX TO3UPOBKaX
(HammpuMmep, TEMCUPOIUMYC WU 3BEPOJUMYC C OeBaLIU-

Taomuua 3. Kombunuposannas mapeemunas mepanus: uccaedoganus I—I1 gpaze

3ymabom) [29, 30], opyrue He Tak 6€30MHacHBI K MOTYT IO~
TpeOoBaThb CHUXXEHUSI JO3UPOBOK (Hampumep, copade-
HUO ¢ O6eBalM3yMaboM, TEMCUPOJIUMYC C copadpeHUOOM)
[28, 34], unu BoBce He 6e30MacHbI MPU COBMECTHOM MPU-
MEHEHUU (TEMCUPOJIMMYC C CYHUTUHUOOM, OeBaliu3yMad
C CyHUTUHUOOM) [31-33].

Kaxk okazanoch, B ucciaegoBaHusix I ¢asbl yacrora
BCTPEUaeMOCTH TTOOOYHBIX 3(h(HEKTOB pazinyanach Mpu
MPUMEHEHNUU Pa3IMYHBIX KOMOWHAIIUI TapTeTHBIX Tpe-
naparoB y 6onbHbIX [TIKP u npyrumu conuaHeIMuU OITy-
xoyisimu [31—33].

BepositHO, maHHBI (DeHOMEH MOXET OBbIThb CBSI3aH
C OrpaHWYEeHHBIMU pe3epBaMU (QYHKIUM TOYKU WIN
ocobeHHocTsamu Ouonoruu I[TKP [23]. Beicokuit ypo-
BEHb TOKCUYHOCTH KOMOMHAIIMM TaPTETHBIX MPENapaToB
TakXXe HaOJIIoanu B psIJie MCCIIEIOBAaHUI, HE TIPOJIEMOH-
CTPUPOBABIIINX MEPEKPECTHOTO B3aUMOJEHCTBUS MEXITY
npernapaTaMm WM M3MEHEeHUsT uX (papMaKOKWHETUKU
[31-34].

He6opl1i10it OMBIT IEPBOTO MUCITOIB30BAHUSI KOMOM-
HaIMY CyHUTUHMOA C TEMCUPOJIMMYCOM ITOKa3aJl 10303a-
BUCUMYIO TOKCMYHOCTD JIaxke TIPU TMPUMEHEHUU TIpera-
paToB B HU3KUX A03UPOBKax [34].

B uccnepoBanum 1 ¢aser D.R. Feldman u coaBT.
uzydain 3¢Gp@GeKTUBHOCT U MEPEHOCHUMOCTb KOMOU-

HUccrenosanue IIaToaorus u rpynna Hasunauenne L AT e 400, %
KOMOMHAIMH NaUEeHTOB
[IKP: 1-4 rpynma — 6e3
TIpEIIIECTBYIOIICH 59 1-s rpymnma — 23,
Whorf2008 [29]  Tepamun; 2-s rpynna —  PCRALIAyMA0 (Cl?]l(‘)‘%‘f)r) eo0pOUI0 - (|_g rpymma — 25— 11
Tepanus CyHUTUHUOOM 1/ p Y p 30; 2-a —29)
wiu copaeHno60M
Xopolio
nepeHo-
ey e borauronad (0MID) e waras 12 5
(30 p Y TTOITYJISILIAST
0OJIbHBIX
Besauusyma6b (10 mr/kr)  IlotpeGoBanoch
Sosman 2008 [28] TIKP u copaeruo (400 mr 2 CHIDKEHME 48 46
pasa B CyTKH) JI03UPOBKU
B noze 10 Mr
Besauuszyma6 (10 mr/kr) KaxIble 30 (YO — 3 ciyvas
Cooney 2008 [32] ConuaHbIe OIMyX0JIn u cyHutuHuO (50 mr 1 pa3 2 Hen /50 mr 32 ¢ [IKP; 2 — ¢ PMII; 1 —
B ICHB) 1 pa3 B cyTKH, ¢ MegaHoMoli; 1 — ¢ PILI2K)
4/6 Hen
Feld —_— besainzymato
eldman (10 Mr/Kr Kaxple 2 Hel)
133] [MKP 1 CYHUTIHHG (50 MT 1 pas HenepeHnocuma 25 52
B CyTKU 4/6 Hem)
HenepeHnocuma
yKe Mpu 103e
Fischer 2008 [34] MKP Temcupormmyce 25Mn) i 15Mr 1 pas 3 Her 1aHHbIX

CyHUTHHUO (50 MT)

B 1 Hen/25 mr
1 pa3 B cyTKH,
4/6 Hen

Ilpumenanue. PMII — pak moueBoro my3sipsi, PLL2K — pak 1HIMTOBUIHOI Kesie3bl.
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HaluMU CYHUTHMHUOA U OeBalm3ymada. [laieHTs ¢ Me-
tactatnueckuMm [IKP (n=25) mnonyyanu cyHUTUHUO
B BO3pacCTaloNIMX 103axX ¢ (PMKCUPOBAHHOU TO3MPOBKOIM
6eBau3ymaba (10 Mr/Kr, BHyTpUBEHHO Kaxkable 2 Hel).
B rpynme wucciemyeMbix OONBHBIX 3apeTMCTPUPOBATN
1 TTO u 12 YO, gto BMecTe coctaBwio YOO, paBHyiO
52%. HecMmoTpst Ha BBICOKYIO 3 (HEKTUBHOCTh KOMOU-
HAIlMW, TIOCTOSIHHBIN TIPUEM TIpernapaToB (CyHUTUHUO,
50 Mr exemHeBHO) MPUBOAWI K BO3HWKHOBEHUIO TO-
60unbIX 3(pdexrtoB 111 u IV crenenu (remaTtosorudeckast
U CEPJEYHO-COCYINCTAasT TOKCUYHOCTH) [33].

IMpoTuBoomyxoJieBasi aKTUBHOCTh KOMOWHAIIUM CO-
padenuba ¢ 6eBaunzymMabom ObLIa TPOJEMOHCTPUPOBA-
Ha B 2 ucciegoBanusax. B nccnemoBanum I ¢a3sl, BKITIO-
yapmeM 48 6ombHBIX MeTacTatmaeckuM I[1KP, memnana
BpEMEHM [0 TIporpeccupoBaHus coctaBwia 11,2 mec,
a YO — 46% [28] . OmHako MpUMeHeHUe TaHHON KOM-
OMHAIIMY TapTeTHBIX MPENapaToB TPeOOBAIO CHUXEHUS
JIO3UPOBOK O0OUX TTperapaToB BCIEICTBUE HEOIaronpu-
SITHOTO PO st 6€30MaCHOCTH.

B 2008 . Whorf 1 coaBT. mpeacTaBwin pe3yabTaThl
uccnenosanus Il dasel mo nzyyeHuto 3¢p@HEeKTUBHOCTU
1 0e30MacHOCTU TPUMEHEHUS KOMOMHaiuu OeBalu-
3ymaba u aBeposumyca y 59 manumentoB ¢ [TKP [29].
[ManmeHToOB pa3meawiv Ha 2 TPYMNIbl B 3aBUCUMOCTH OT
MpeiecTByoieli repanuu. B 1-1o rpynmy Bxmouwim 30
MaIMeHTOB 0e3 peaIIecTBYIONIel Tepanuu, Bo 2-10 — 29
MaIMEeHTOB, TOJYYaBIINX CYHUTUHUO W/unu copade-
Huo6. Iocne 8 Hen tepanuu y 90% mnaLueHTOB ObUT 3a-
perucTpupoBaH 00beKTHUBHBII oTBeT — OO0 (21%) unn
«Manblit» otBeT/C3 (69%). B HabmomaeMbix rpymnmnax OO
cocraBwi 23 u 11%, meauana BBIT — 9 u 6 mec cooTBeT-
ctBeHHO. KoMOWHaIus mpernapaToB Oblj1a XOPOIIIO Tepe-
Hocuma [29].

ITo nocnegHuM paHHbIM, B ucciaenoBaHue I1 ¢asbl
Mo M3Y4YeHUI0 3(POEKTUBHOCTU U OE30MACHOCTU KOM-
OuHanmu OeBaru3ymaba m sBeposiumyca Bkmounau 80
OGOoJIbHBIX, U3 KOTOPBIX 50 ObLIM 0€3 MpeaeCTBYIOIIErO
neyeHus (1-s rpynma), a 30 malMeHToB MOTyJaau CyHU-
TUHUO /v copadenu6 (2-sa rpynma). Menuana BBIT
nocturia 9,1 mec B 1-i1 rpynme u 7,1 mec Bo 2-it. YOO
oKasajlach COIocTaBMMa B o6eunx rpyrnmnax — 30% u 23%
cooTBeTcTBeHHO. KOMOWHAIMs NaHHBIX TPENnapaToB
y 6onbpuHcTBa 60abHBIX [TIKP GbUTa XOpoOo1Io nepeHo-
cuma u 3¢ deKTrBHA KaK B KauecTBe 1-ii, Tak v 2-1 Ju-
HUU TapreTHOU Tepanuu Toche JIeYeHUs] CYHUTUHUOOM
u/vnmu copacdernoom [35].

B HacTosiiee BpeMst IpoI0KaeTcs HECKOJIBKO MEXKITY-
HApOIHBIX UCCIIENOBAHUI TI0 CpaBHEHUIO 3(D(PEeKTUBHOCTH
KoMOuHarmu 6esaimsymada u narepdepona (MHD) annha
¢ KoMOuHalmen 6eBal3ymMadba v 3BepovMMyca, OOHUM U3
KOTODBIX SIBJISIETCS PAHIOMU3UPOBAHHOE OTKPHITOE MCCIIe-
nmosanme 11 paser RECORD-2 (Renal Cell cancer treatment
with Oral RADOO1 given Daily) ¢ yJactmem IalieHTOB
¢ metacraruueckum [TKP, paHee He momydaBImx gjedeHusI.

Merchan 1 coaBT. OIMyOJIMKOBAIU JaHHbIE HEOOJb-
LIOTO HMCCAeaoBaHUs MO 3(h(MEKTUBHOCTA MPUMEHEHMUS
KOMOWHAIMM GeBalm3ymMada 1 TEMCUPOJIMMYCA B TIOJTHBIX
JIO3UPOBKaxX. BbIIM MOMydeHbl ClIEmyIoNue pe3yIbTaThl:
u3 12 maumeHToB y 7 6wt 3apeructpuposan YO, y 3 — C3
[30]. MHorooGemmatolme faHHbIE, TIOTy4YeHHbIE B MCCTIe-
noBaHuM | asbl, cTany NpUINHOM MPOBEACHUS UCCIIENO-
BaHus# 11 a3bl, B KoTopoe Bktouwu 171 nauueHra ¢ me-
tactatnyeckum [TKP ¢ comatnyeckum craTycoM Mo mkaie
ECOG > 2. INarueHTOB paHIOMU3UPOBAHHO PaCIIpeaen-
Jv B 3 Tpynmsl B cooTHOIeHUH 2:1:1 — monmydeHre Kom-
OMHaLMKU TeMcuposiuMmyca U Oesanusymada (1-g rpynmna),
cyHuTuHMOa (2-s1 rpynma) u 6eBanmsymada ¢ UOH (3-a
rpynma). OCHOBHOI 11eJTbIO MICCIIEIOBAHMUSI SIBJISLIOCH OTIpe-
JleJieHre oM OOJIBHBIX O€3 MPOorpeccupoBaHUsT 3a00JIeBa-
Hus Tiocye 48 Hen sneyenus. [Ipu MenuaHe HaOMIONEHUS
43 Hen oHa coctaBuia 43,2% B 1-ii rpynmne, 47,6% Bo 2-ii
1 65,9% B 3-i1 rpynme. YOO 6bina paBHa 25, 24 v 34% co-
OTBETCTBEHHO. TakuM 00pa3oM, HaWIydIllle TOKa3aTeIn
53¢ EeKTUBHOCTA ObUTA MPOAEMOHCTPUPOBAHBI B TPYIIIE
Teparnuu 6eBann3ymadoM B couetanuu ¢ MOH. IMpodbuns
TOKCMYHOCTH KOMOWHAIIMKM TEMCHPOJIMMYca 1 OeBalu3y-
Maba OKa3ascs BhIIIE OXMAaEMOTO, YTO TIPUBEJIO K BHICO-
KOIf 4aCTOTE OTMEHBI JIECYSHUS U HEe TIOATBEPIWIIO TaHHbIE
O CMHEPTeTUYeCKOW MM JOTOTHUTENTHLHOM 3(PheKTUBHO-
CTU 3TOM KOMOMHaLuH [36].

TakuM 00pa3oM, TOJydYeHHbIE KIMHUYECKUE HaH-
Hble TIOATBEPOVIN 11eJ1IeCO00pPa3HOCTh UCIOIb30Ba-
HUSI HEKOTOPBIX KOMOWHAIIMN TapreTHBIX TpEernapaToB
y OonbHbIX MeTacTtaTuyeckuMm [IKP, uyTto oOBsicHseTcs
yBenuueHuem YOO. BepositHo, momomHuTtenbHas 3¢-
(bekTUBHOCTH TpUMEHEHUS] KOMOWHAIMI TapreTHBIX
TpernapaToB 00yCIOBIeHA BO3IEICTBUEM Ha HECKOJIIBKUX
MaTOTEHETUIECKUX YPOBHSIX.

HecomHeHHO, Tpu BbIOOpE MpernapaTtoB HEOOXOAM-
MO OTIMPAThCS HA MEXaHU3M X IEHCTBUS U YIUTHIBATD UX
TMOOOYHBIE SIBJIEHUS, TIOCKOJIBKY TTOCIETHNE MOTYT CHU-
3UTh 3P(PEKTUBHOCTD JICYEHUS] WIIM YBEJTUYUTH OOIIYIO
TOKCUYHOCTh KOMOMHAIIMY TIperiapaTtoB. BoiabIIMHCTBO
npoBeaeHHbIX uccnenoBanuii [—I1 ¢a3el mokaszanu xopo-
1€ Pe3yyIbTaThl IPU COBMECTHOM MPUMEHEHUN MOHO-
KJIOHAJIbHOTO aHTUTeNa — OeBaln3ymMada 1 THTMOUTOPOB
mTOR (Ttemcuponumyc wiu 3Bepoiumyc). beBanusy-
Mal SIBIISIETCST HE TOJIBKO CTaHAApTOM 1-ii TWHUM Tepa-
nuu metactatmiyeckoro INKP, Ho 1 ynoOHBIM KOMOMHa-
TOPHBIM areHTOM OJlarofapsi MpUueMIeMoMy TpodUIIo
6e30MacHOCTH.

Jnst okoHYaTeTbHOW BHIPAOOTKM YETKUX PEKOMEH-
JALNi 0 TTPUMEHEHUI0 KOMOWHAIIMY U TIOCJIEI0BATE b~
HOTO MPUMEHEHUS TAPTETHBIX MPENapaToB HEOOXOANMBI
Oosiee KpymHbIE KIMHUYECKUE UCCIENOBAHUSI U UCCIIe-
JIOBAaHWSI, HAMpaBlieHHbIe HAa M3yYeHUE M TIOHWMaHUe
MEXaHU3MOB PE3UCTEHTHOCTHU, a TAKXKE TTOUCK OUOTOTH -
YECKUX XapaKTEPUCTUK OIyXOJU U MApKEPOB, KOTOPHIE
TTOMOTYT MIPOTHO3MPOBATh OTBET Ha JICYCHUE.
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3arniyeHue

IlosiBneHre TapreTHHIX MpernapaToB CIOCOOCTBOBAJIO
3HAYMMOMY M3MEHEHHWIO TaKTUKW JICUCHMS] W Yaydlle-
HUIO TIpOrHo3a sl O0oibHbIX MeTactatudeckuMm I[TKP.
OnHako pa3BMBalOLIASICS PE3UCTEHTHOCTb U HEIepeHO-
CUMOCTb MpErnapaToB TOBOPSIT O HEOOXOAUMOCTH HOBBIX
KJIMHUYECKUX UCCIIENI0BAaHMIA U MTOMCKa HOBBIX ITpenapa-
TOB 1 CXEM JIEUEHUSI, HAIIpaBJI€HHbIX Ha yJIy4IlleHUE T10-
KazareJjieil BbDKMBAEMOCTU 1 KaueCTBa XXM3HU OOJIbHBIX.
IIpoBeneHHbIE UCCAEAOBAHUS 10 U3YyYeHUIO 3(PPeKTUB-
HOCTH U 0€30IMacHOCTU MOCAeA0BaTeIbHOIO MpUMEHE-
HUSl aHTUAHTMOTEHHBIX MpernapaToB WJIM WX KOMOMHa-
LI TOATBEPAUIN 1I€JeCOO00Pa3HOCTh WCTOIb30BAHUS
9TUX CTpaATEruii Je4eHus y OOJIbHBIX METaCTaTUYEeCKHUM
ITKP. Oxunaemble pe3yabTaThl MPOAOIKAIOIINXCS KPYIT-
HbIX KJIMHMYeckux ucciaenoBaHuii 111 ¢asbl, BeposiTHO,
MO3BOJISIT OTBETUTh Ha BOMPOCHI, KaK ONTHUMAaIbHO MC-
M0JIb30BaTh TapTeTHBIE MperapaThbl, B KaKoil KOMOMHa-
LIMM WIK TIOCJIeA0BATEIbHOCTH.

Ve ceituac, mpu UMEIOIIEMCST apceHasie TapreTHbIX
MpernapaToB, OHKOYpPOJOTaM HEOOXOAMMO C JOJXKHBIM
MOHMMAaHWEM OTHOCUTBbCS K BOMPOCY MPaBUIBHOTO U
ONTUMAJILHOTO Ha3HA4YeHUs] JaHHBIX JIEKApPCTBEHHbBIX
areHTOB: KaKO# mpernapaT UCIOJb30BaTh B KayecTBe 1-id
JIMHUU Teparuu, a KaKue OTIOXUTD ISl MOCAEAYIOIIUX
JIMHUH.

C yueToM OMOJIOTMHM OMNYXOJEBOro Mmpolecca M
Toro, 4to akcrnpeccuss VEGF urpaer KiaouyeBylo poJib
B martoreHe3e IIKP B TeyeHue Bcero >KM3HEHHOIO
LIMKJIa, a TOTIOJHUTEeIbHbIE (DaKTOPbl POCTA CUHTE3U -
pYIOTCS B Mpoliecce pa3BUTUS U MPOrpecCUpoOBaHUS
OMyXoJiu, LeJieco00pa3HoO MpU OTCYTCTBUU MPOTUBO-
MokKa3aHUN HauyuMHATh JieueHUe OOJIbHBIX MeTacTaTU-
yeckuM ITKP ¢ HazHaueHuss GeBauusymaba B KOM-
ounanuu ¢ MO®H, ¢ mocnenyrommum MpUMeHEHUEM
MYJIbTUKMHA3HbIX UHTUOUTOPOB MPU MPOTPeCCUpOBa-
HUU 3a00JeBaHUS.
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