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2420-576460EA/085
TEPANEBTUYECKME KOMIIO3UIIMM, KOMEWMHALMM M CIIOCOBE INPMMEHEHUSA

CBSA3AHHHE 3ASABKU

Ilo HacToAWeV 3asBKe UCIpallMBAeTCsa IIPUOPUTET, B COOTBETCTBUU
c 35 U.S.C. 119(e), BpeMeHHON 3asgBku Ha mnaredHT CIA 62/186,197,
nomaHHom 29 wmioHa 2015, xoTopas MHNOJNHOCTBIO BKJNUEHA B HacTofAllee
ONMCAaHUE NyTeM CCBUIKM.

OBJIACTHL M3OBPETEHNA

o970 wm30OpPEeTeHMe OTHOCUTCHS K crnocotaM JedeHud 3aboJIeBaHUA
WM  HapylleHus, OINMCAaHHOTO B HacCTOodlleM IOKyMeHTe (Hanpumep,
aHOMAJILHOTO pOoCTa KJeTOok (HaIpMuMep, paka)), BKIDUYAKIVM BBeIeHUE
naumeHTy (Hanpumep, UeJIOBEKY) VHDTUOUTOPA FAK u
MMMYyHOTEpPANeBTUUECKOTO aTleHTa.

YPOBEHL TEXHUMKU

YbenuresibHEE OaHHEHE CBUIOETEJIBCTBYT O TOM, UYTO KMHA3a
dokasibHOM anresmm (FAK), T.E. PTK2, umuToryiasMaTuyeckas
HepeLlelTopHas TUPO3MHKMHARE, HUI'paeT CyLecTBeHHY poJjib B IIyTAX
TPAHCOYKLUMM CUI'HAJIOB KJjerTka-marpukc (Clark and Brugge 1995,
Science 268: 233-239), wu ee abeppaHTHas aKTUBauUMUA CBsS3aHa C
yBeJIMUeHreM MeTacTaTHUYeCcKOoI'o IloTeHLMasa onyxojerm (Owens et al.
1995, Cancer Research 55: 2752-2755). FAK OwJla IEepBOHAYaJIbBHO
MOSHTUOMUMPOBaHA Kak BeJsiok pasMepoM 125 xlla, BBICOKO
boCchopUIMPOBAHHEI THUPOSMHOM B KJI€TKaX, TPAaHCOOPMMPOBAHHEIX V-3rcC.
FAK y uenoBeka komupyercs reHoM PTK2. FAK, Kak BIOCJEICTBUM OBLJIO
OBHAPYXEHO, IMpeICcTarjgeT Ccof0M TUPOBUHKMHAZY, JIOKAJIMIYWOIENCS B
boxasibHEIX aaresMsax, KOTOpHEe HABJIAKTCH TOYKaAMM KOHTAKTa MeXIy
KYyJbBTUBUPYEMEIMM KJIETKAMU M UX HMXeJexammM cybcTpaToM M MecTaMu
VHTEHCHBHOTO QochopunmupoBauma THUpo3MHa. FAK dochopunupyeTrcs u
TakuM oOpa3oM aKTUBUPYETCHd B OTBET Ha CBS3LBaHME BHEKJIETOUHOTO
MaTpMUKCca (ECM) c MHTETPUHAMN . HenaBHMe UCCJIEOOBAHUS
IPOINEeMOHCTPUPOBANIM, UYTO yBelMdeHMe ypobHeM MPHK FAK comnpoBoOXIaeT
MHBABUBHYID TpaHcOopMalM OINyxXoJjeMr, a ocjiabjieHMe »skchpeccum FAK
(c 1noMOWBI AaHTUCMBEICJIOBEIX OJIMTIOHYKIIEOTHIOB) BH3EBAET alONTO3 B
OTMIYyXOJIEBEHIX KJeTkax (Xu et al. 1996, Cell Growth and Diff. 7:
413-418) . IoMmMMO TOIO, UYTO OHa BKCIOpeccupyeTrcsa B OOJLUMHCTBE

TUIIOB TKaHel, FAK OOHapyXMBaeTCH Ha IIOBHIIEHHBEIX  YPOBHAX B



OOJIBMIMHCTRE Clydaep paka |y @ UeJIOBEeKa, HanpuMep, B BEICOKO
MHBA3MBHEIX MeTacTaszax. Hanpummep, naTtenr CHA 8,247,411 oTHOCHUTCHA
K IMPOKOMY KJIACCY HOBEIX IIPOUBBONHEIX NUPUMMIMHAE, KOTOPHE SABJAIOTCH
MHIUOUTOpaMu  KMHASH, u Bojee CeumMpmyuHoO, mHTUbuTopamMmu FAK.
CoenmMHeHMUs, TaKMe Kak 3TH, MOTYT OBTb MCIOJIL30BAHHE B JI€UEHUU
AHOMaJILHOT'O POCTa KJIETOK.

Pak MOXeT pacrno3HaBaTbCH VIMMYHHOMU cucTeMou, KoTopasa
peryaMpyeT M IJaxe YHUUTOXaeT OINYyXOoJM. VMMyHHBE KOHTPOJIbHEIE TOUKU
OTHOCATCA KO MHOXECTBY MHIMOUPYOIMX [IyTeM, KOTOPHE [IOMOTaKnT
NOOOEPXMBATE AYTOTOJIEPAHTHOCTE ¥ MOOYJIMPYIOT OPOOOJIXKUTEJIBHOCTE U
AMILIUTYOY  OMBUOJOTUUYECKMX MMMYHHHX OTBETOB B IHIepudeprueCcKUx
TKAHAX IJIS yYMEHBbUIEHMS KOJIJIaTepPalJlbHOTO IIOBpexXOeHMs TKaHu. OnyxoJu
IIOTJIOWAKNT HEKOTOPHEe I[IyTM MMMYHHEIX KOHTPOJIBHEIX TOUeK, Takue Kak
MEeXaHM3M VIMMYHHOT'O COIPOTHUBJIIEHMS, B YaCTHOCTM, IMIPOoTMB T-KJIETOK,
KOTOPHEE SABRJISIOTCH CrelurMOMUeCKuMy IJIS aHTUTeHOB OIyXOoJiM. PasBuUTHue

GHOKMpyEOU_H/IX KOHTPOJIbHEIE TOUKY aHTUuTeJI, HallprMep, VIHPM@MPYEOHH/IX

pPeLernTopos, KOTOpHE  HalueJIeHsl MWJX  HalpaBJIeHE K, HarpuMep,
AHTUTEeHYy uMToOTOoKCHUYeckoro T-numpoumra 4 (CTLA-4) w©m peluernTtopy
IIpoTrpaMMMpyeMo  CMepTHu 1 (PD-1), MOXeT obJlerumuTs JleueHue
3abosieBaHUs WJIM  HapylWeHusl, OIMCAHHOI'O B HacCTOsAlleM HOOKYyMEeHTE

(HanpuMep, AaHOMaJIbHOT'O POCTa KJIeTOK, HalpuMep, paka (Hanpudmep,

paka, OIMCAHHOTO B HacTosmemM nokyMeHtTe)). CTLA-4 m PD-1 wMoTyT
(I_)yHKL[MOHMpOBaTb Kak oTpmuaTelibHbBIe reryJjiaATopPe 18 iMeTb
HellepeceKapmmecHd oI B MOIOYITALVM VIMMY HHBIX OTBETOB. OHM

BKCIPECCUPYITCS Ha Ccrheumupnueckmux K onyxonam T-mammbpoumrax M MOTYT
NPUBOIUTH K CKOMIIPOMETUPOBAHHOM aKTMBaUMM n [IOJIaBJIEHHBIM
s0bexTOopHEIM QYyHKLMAM, HaAIpuUMep, Ipoambepaumm, Ccexpeuuys LIOUTOKMHA
M JIUBUCY OIYXOJIEBEIX KJIETOK. CTLA-4 MOXEeT YMEHBUIIMTEL PAaAHHID
AKTUBALIMIO HAMBHHEX T-KJIeTOK U T-kJIeTOok HOamMarm. PD-1 yuyacTByeT B
MOOynaAuMM T-KJIETOYHOW AaKTWMBHOCTM B, HAIpUMep, IepubepruuecKux
TKAaHAX, HaIpuMep, UYepes B3aMMOIEMCTBME CO CBOMMM JMIT'aHIaMy,
T.e., PD-L1 m PD-L2. BJIOKATOPH IIYyTU MMMYHHBIX KOHTPOJIBHEIX TOUEK
(ranpmuMep, aHTU-PD-1, awtm-PD-L1, a”Htm-CTLA-4) MOTYyT YyJydllaThb
IIPOTUBOOIIYXOJIEBEM MMMYyHUTET M oBecneurpaTh BO3BMOXHOCTM JieueHUS
zaboJiepaHMa WM HapyWeHMs, OIMCAHHODO B HaACTOdUEM INOKYMEeHTE

(HanmpuMep, AaHOMaJIbHOTO PpOCTa KJETOK, HalpMMep, paka (HalopuMmep,



paka, OIMCAHHOTO B HACTOAWEM IOKYMEeHTe)), HalpuMep, o00ecClIeuMBaTh
Dosiee 3QPeKTUBHOE JI€UEHME MNalLUMEeHTOB, CTPalaplMx PaKOM.

HecmoTpsa Ha TO, 4YTO COOOWAJIOCE O HOOJTOBPEMEHHBIX OTBEeTax Ha
SIVMHCTBECHHEIS aI‘eHTbI—I/IHI‘MGMTOpr MMMyHHOﬁ KOH’I‘pOJ’[bHOﬁ TOUKM,
IONOJIHUTEJIbHBIE IOOXOOb HEeOOXOOVMEL OJIS TOTO, UYTOOB PaCHpPOCTPAaHUTH
5TO TepaleBTUYECKOe MIPeMMYyWEeCTBO Ha OOJbUyl MIPONOPLUMID OOJIbHHX

PaxkoMm. CoOTBETCTBEHHO, IIO—IHNpPeXHeMy INPUKIIaAbIBalnTCHd CYyLeCTBEHHEIE

yCUIMA  OJA MIOSHTUOUMKALMM  aTeHTOB, KOTOPHE MOI'YyT YCUIIMBATH
ornocpenyemoe T-xIeTKaMu YHUUTOXEHNUE Oy XOJIEBHX KJIETOK "
noTeHUMPOBATE 250QexkTH MHIMOMTOPOB KOHTPOJIBHOM ToukM. KuuHaza

boxanpHOM anresmm (FAK) m OJNMBKOPOILCTBEHHE UYJjIeH CceMercTBa PYK2
ABJIATCSA IOTEHUMAJBHO LIE HHEIMU MUILEH AMU B 3TOM OTHOWEHWM
BCHIEACTBME POJIEM D3TUX (QEPMEHTOR B PEeTyIsalUMM KJIIOUYEBBIX KJI€TOUYHEHIX
MONYJIALUMM B MMKpOCpele ONnyxXosn. WVHTuburops FAK MOTYyT yBeIMUYMBATH
uMToTOKCHMUecKkre T-kjeTkyu (sxcrnpeccupyomme CD8+ LUMTOTOKCHUYUECKME
T-xJjeTKM) B OIYyXOJaxX ¥ YMEHbUWATH I[IONYyJISLUMIO MMMYHHBX KJIETOK,
ITOZNAaBJISIIMX [MPOTUBOOITYXOJIEBEIM MMMYHHEM oTBeT xo3samHa (T-regs,
accoUMMPOBaHHEIE C ONyxOoJiblo Maxkpobarm M2, CyrnpecCopHBe KJIIeTKHU
MUEJIOMIHOT'O IPOMCXOXaeHMs) . UWHrmuburops FAK wmoryT =3anyckarb PD-
1/PD-L1 10yTh MMMYyHHOM KOHTPOJIBHOM TOUKM ¥ MOTYT YBEJIMUMBATH
IIPOTMBOOIIY XOJIEBYIO 50PeKTUBHOCTD PasIIMYHEIX IIPOTUBOOIIY XOJIEBEIX
vMMyHOTepanuit. KoMOuHalLMs Tepanmu paka (HarnpuMmep, uHITUOuTop FAK)
C WMMyHOTepanmem paka (Hanpumep, autu-PD-1, auTu-PD-L1, aHTH-

CTLA-4) MOXeT YyCHUJIMBATBL TIeHepaumrion U 300eKTMBHOCTL ClIeluudUuuecKmUx

onsa Oy XOJIun HUTOTOKCUUECKUX JIVvMPOLUMTOB 1721 obecrneunTsb
MHOT'OODemanmi nonaxon oJjisa TOT'O, YTOOR s0dexTHUBRHEE JIeUMThb
zaboJsieRaHre WIM HapyleHue, OTIMCAHHOE B HACTOANEM IOOKyMEeHTe

(HanpuMep, aHOMAJILHEIL POCT KJETOK, HANPpUMep, pak (HanpuMmep, pak,

ONMCAHHHM B HacTodlleM JOKYyMeHTe)) . CoenuHeHUsd, OIIMCAHHEIE B
HacrTogumeM IOKyMEeHTe, HanopuMep, VHT YOV TOPEL FAK, MOTYT
MUCIIOJIBE30BATHECH B koMOMHaALMM C MMMYyHOTepalmuewu, ONMCAaHHOM B

HacTodlWeM IOKyMeHTe, IJg IMNPOoOUIakTUKM U JiedueHuda 3abojieBaHUa UM
HapyleHusd, ONMMCAHHOTO B HacTosAlleM IOKYMEHTE, HanpuMmep,
aHOMAaJILHOT'O pPOoCTa KJEeTOK (HamopMuMep, paka, OIMCAaHHOTO B HACTOSIEM
OOKYMEHTE) .

CYIIHOCTE M3OEPETEHUA



B omHOM acnekTe B HACTO4IleM IOOKYMEHTEONMCAaH CHocod JedeHusd

JeJjiOBeKa, CcTpagapnmero 3aboJIeBaHueM WU HapylueHnueM, OIIMCaHHBEIM B

HacTodAumeM JOKYMEHTE (HaanMep, AHOMAJIb HBIM pocToM KJIEeTOK,
HamnpuMmep, pPaxkoM (HanpuMep, pakoM, OICAaHHEIM B HacToAleM
IOKYMEHTe) ), BKJOUAKIMK BReIeHue uHIMOMUTOpa FAK B xoMOMHaAUUM C
MMMYHOTEPAaleBTUUEeCKMM aT'eHTOM WM [OPpOoLUenypoM  (HanpuMmep, TIOe

VMMYyHOTEPANeBTUUYECKUN AaTeHT HABJIAETCS COEeIMHEHMEM, MWHIUOUPY UMM
oyTh OJOKaIE VMMMYHHOM KOHTPOJBLHOM TOUYKM) .

B HEKOTOPHIX BapMaHTax OCYIEeCTBJIEHMS pPakK SBJISETCHS COJUIHOU
ONYyXOJIbID, OMNYyXOJIbID MATKOM TKAaHM, MEeTacTasOoM WMAM HEeCOJMIHBIM
paxkoM. B HEKOTOPHIX BapMaHTax OCYUECTBJIEHUS PaK ABJISETCS COJUIHOU
ONyXOJibiD. B HEKOTOPHIX BapMaHTaAX OCYHECTRBJIEHUS COJUOHAS OIYyXOJib
ABJISeTCHA 3BJIOKAUEeCTBEHHEIM HOBOODpPAazOBaHMEM (HanpuMmep, CapKOMH],
aIeHOKaAPLUMHOME ¥ KapLUMHOMBI) OpTaHa (HanpmMmep, JeTrKoI'o, MOJIOUHOM
Xeressl, auMbomMmHOT O, KeNYyIIOUHO—KHUIIeUHOTO (HanpuMmep, TOJICTASA
KMIIKA) ¥ MOUErIoJIOBOI'O (HaAlpuMmep, IIOYeuHHe, YypOoTeJiMaJIbHBEE WK
TECTUKYJISPHEIE OINyXOJiM) TpakKTa, IJIOTKM, IIPelCTaTesIbHOM XeJIel3s U
AMYHMKA) . B HEKOTOPHIX BapMaHTax OCYHIECTBJIEHMS PakK HABJISeTCS
MEe30TeJIMOMOM; HepodmbpoMaTo30M; HarpuMep, HerpodmbpoMaTo30M
THUra 2, HeupodubpomaTozoM Tura 1; pPaxkoM IIoYeK; pPakKoMm JeI'Kux,
HEeMEeJIKOKJIETOUHEIM pPakoM JIeTKMX; pPaKoM I[IedueHM; pPaKOM MIUTOBUIHOM
XeJjiessl; PakoM SAWYHMKA; pPak MOJIOUHOM XeJIe3H; OIYyXOJIbI0 HEePBHOM
CUCTEeME; MBAHHOMOM; MEHMHI'MOMOM; WNBAHHOMATO30M; AKYyCTUUYECKOM
HEeBPOMOM; AIeHOKMCTOBHOM KapLMUHOMOM ; BTIEHIMMOMOM ; W
SMNEeHOVMMAJILHEIMM  OMNYyXOJISAMM. B HEKOTOPHIX BapMaHTaxX OCYIECTBIIEHUS
pPaxK MABJISETCS MEe30TeJIMOMOV (HarnpuMep, S2JI0KaUueCTBEHHOM I1JIeBPAaJIbHOM
Mes0TeJIMOMON, HanpuMep, XUPYyPTHUUECKU onepabesbHON
3JIOKAYECTBEHHONW IUJIEBPAJIBHOM ME30TEeJIMOMOM) , PaKOM MOJIOUWHOM XeJle3H
(HanmpuMep, TPWMXIOE HETATUMBHEIM PakKOM MOJIOYHOM  XeJjie3H), PaKoM
AMYHYKA (HanpmMmep, OIPOTPEeCcCUPYRIMM PaxkoM SAWYHUKA), PaKoOM JIeTKUX
(HanmpuMep, HEMEJIKOKJIETOUHEM pakoM JeTkux (NSCLC), xHanpumMmep, KRAS
MYTaHTOM NSCLC) ) NI HeETEMATOJIOTUYECKUM 3JIOKaUeCTREHHBIM
HOBOODpPAa30BaAHUEM. B HeKOTOPHX BapMaHTax OCyWEeCTBJIEHUA  pak
aBngeTcs MeJIaHOMOM (HanpuMep, N-Ras-MyTUPOBaHHOU JIOKAJILHO
Iporpeccupynmen W MeTacTa’upyolen 3JI0KaUeCTBEHHOM KOXHOM

MEJIaHOMOM) , pPaxoMm 060OUHOM " npaMom KUIIKM (HanpuMep,



MeTacTaTUYeCKUM pPakoM OBOOMOYHOM M  [OPAMOM  KUMHOIKM) , JIEMKO30M
(HanpuMep, OCTPEIM MMEJIOMIOHBIM JIeVIKO30M) , aIleHOKapLVHOMOM
(HanpuMep, aOeHOKaPLMHOMOM IMOIXEJIIYOOYHOM XeJie3bl) WM COJIMIOHOM
ONyXOJIbID (HalpyMep, JOKAaJIbHO NPOTPecCcHUpybliey COJMIHOM ONyXOJIbIo,
MEeTacTaTUYEeCKOM COJIMOHOM ONyXOJibl, I'eNaTOLEeJIJIOJIAPHEIM PakoM) .

B HeKOTOpPEIX BapMaHTax OCyWeCTBJIeHus MHIUOMTOp FAK BBOOAT
IIEePOPAajsIbHO .

B HEeKOTOPHIX BapmaHTax OCyWEeCTBJICHUA MHITUOUTOP FAK
npencraeisger cobom VS-4718, VS-5095, VS-6062, VS-6063, BI 853520
nnm GSK2256098.

B HEKOTOPEIX BapmraHTax OCyWEeCTBJICHUA VMHITUOUTOP FAK
npencraeijsgeT cobom VS-4718. B HEKOTOPHX BapMaHTax OCYMEeCTBJIEHUA
nHIMbuTop FAK npencramiseT cobom VS-6063.

B HeKOTOPHX BapMaHTax OCYWecCcTBJeHUd MHIUOKuTop FAK BBOAAT I10
MeHBbIen mMepe OIVH pas B IeHb. B HEeKOTOPLIX BapmaHTax
ocyuecTBlieHns uHIMOuTop FAK BBOIAT OINMH Pa3 B leHb. B HEKOTOPHIX
BapMaHTax ocyuecTslyieHnsa MHIMOuTop FAK BBOINAT 11Ba pasa B II€Hb.

B HekKOTOpHX BapMaHTax oOCylWecTBJIeHud uHIuburop FAK BBOIAT B
xoymmuecTBe OT npubtimamuressHo 100 Mr mo npubnmsmuresnisHo 2000 Mr.

B HEKOTOPHBIX BapMaHTax oCcyuecCTBIJIeHUA MHTUOUTOP FAK
npencrasaseT cobom VS-6063, m uHrudbmurop FAK BBOIOAT B KOJMUYECTBE
or npubmmaurenvbuHo 200 Mr mo npubim3urensHo 600 M mBa paza B
IeHb. B HEeKOTOPHX BapMaHTax ocymecTBJeHus VS-6063 BBOOST OO WK
nocse (HanpuMep, HEeNOCPeACTBEHHO [Iepell WMIM HeMeIJIeHHO IIOCye)
ensl.

B HEKOTOPLIX BapMaHTax OCYyUEeCTBIIEHNS MHIUOMTOP FAK
npencrasasgeT cobom VS-4718, um uHruburop FAK BBOOAT B KOJIUUECTEE
oT mnpubauzuTespHo 300 M no npubausuTesbHo 500 MTT ommMH paz B
OEeHb . B HEKOTOPHIX BapraHTax oCyleCTBJIEHUS VMHTUOUTOP FAK
npencraeiger cobom VS-4718, m mHTUOMTOP FAK BBOOAT B KOJIMYIECTBE
oT mnpubausuTenpHo 200 M po npmubamsurenbHo 400 M OBa paza B
IOEeHb .

B HEKOTOPBIX BapMaHTax OCYHECTBJIEHMS MMMyHOTEpaneBTUUECKUN
areHT BBONAT [IaPEHTEPAallbHO.

B HEKOTOPEIX BapMaHTax OCYWMECTBJEHMS MMMyHOTepalneBTUUeCKUN

aTeHT npencraBisaeT cobou AHTUTEJIO aHTu—-CTLA-4 (Hanpumep,



nnuamnMymat, TpemenuMyMmat). B HEKOTOPHX BAapMAHTAX OCYLECTBIICHUA
VMMMYyHOTEepaleBTUYECKMM areHT [IpencTaBygeT coboM JmuraHm aHTu—-PD-1
(HanpuMmep, PD-LI (HanpuMep, B7-HI wmmm CD274); mwnmu  PD-L2
(HanpuMmep, B7-DC Wi CD273)) . B HEKOTOPBIX BapMaHTax
OCYHMECTBJIEHMS MMMYHOTEpPAaNeBTUYECKUN areHT OpencTaBjseT cobou
AHTUTEJIO anTu-PD-1 (HanpmuMep, aHTu-PD-1 M anTtn-PD-LI1,
Hanpumep, HuBosymad® (T.e., MDX-1106, BMS-936558, ONO-4538); CT-
011; AMP-224; neMbponuszymMmad; oununmu3ymMmad; unn  MK-3475) . B
HEKOTOPHEIX BapMAaHTax OCYULECTBJIEHMS MWMMYyHOTEPAIEBTUUECKMM aTeHT
npeacTaByasgeT Ccobom  aHTuTeyio  aHTu-PD-L1 (Hanpumep, BMS936559

(r.e., MDX-1105); MEDI4736; MSB0010718C (amesymad); wmim MPDL-

3280A) . B HEKOTOPEIX BapMaHTax OCYLEeCTBJICHNUH
VMMYyHOTEepaneBTUYIE CKUN areHT npencTaBJisgeT cobour AHTUTEJIO,
BIIOKMPYIIIEe KOHTPOJILHYI TOUuKy (Hanpwumep, IMP321, MGA271). B

HEeKOTOPHIX BapuaHTax OCYIEeCTRBJIEHMS VMMYyHOTEPAleBTUUECKUN areHT
npencrapasgeT cobom aHTuTesno aHTu-CTLA-4 (HanpuMmep, wumamMymatd,
TpeMesimMmymad, aHnTu-TIM3, aHnTu-LAG3, antu-TIGIT). B HEeKOTOPHIX
BapMaHTax OCYHMEeCTBJIEHMS MMMyHOTEpPAlleBTUUECKUNM aTreHT IIPeICTaBJISeT
cobom Teparmo Ha OCHOBE KJIETOK. B HEeKOTOPBIX BapMaHTax
OCYyHWEeCTBJIEHMS  TepanmMs Ha OCHOBEe KJIeTOK IpelxcTaBiasgeT cobowm
Teparmo CART. B HEeKOTOPEIX BapmaHTax oCcyueCcTBJIEHUHA
VMMYHOTEPAaleBTUUYSCKUM areHT [pelcTaBjseT cofoM KOCTUMYJIMPpYyolee

anTuTesio (HanpuMmep, aHTM—-4-1BB, anHTu-0X40, auTu-GITR, anTmu-CD27,

anTn-CD40) . B HEKOTOPHBIX BapmaHTax OCYHEeCTBJIEHUS crioco®
IOIOJIHUTEJIEHO BKJIOUAET BBEeIeHUE IOTOJIHUTEJIBHOTO
XVMMOTEPAaIleBTUUYECKOTO areHTa WM paiuoTepalmo. B  HEeKOTOpPBIX

BapmaHTax oOoCyleCTBJIEHNA crioco® IOONOJHUTEJIEHO BKJKNUAEeT BBeIeHUE

UMTOTOKCHUYUECKOTO aTeHTa. B HEKOTOPBIX BapMaHTax OCYWEeCTBIEHHUI
UMTOTOKCUUECKUN areHT npencTaBlgeT cobon reMUnTabuH UK
nakamMrakces (HanpuMmep, nab-nakimMrakces). B HEKOTOPHX BapMaHTax

OCYWEeCTBJIEHMA MMMYyHOTEpaneBTUYECKUNM AaT'eHT [IpeICcTaBliseT Ccobon
KOCTUMYJIMpYKIlee aHTUTeso (HamnpuMep, aHTu-4-1BB, antm-0X40, a”HTuU-
GITR, anTm-CD27, anTm-CD40).

B HEKOTOPEIX BapMaHTax OCyUWeCTBJIeHUd CHOoC0O IONOJIHUTEJIBHO
BKJIIOUAET BBEIEeHME JONOJIHMUTEJBHOTO XUMMOTEpAaNeBTUUEeCKOTO aleHTa

W pamnoTepanuo. B HEKOTOPBIX BapMaHTax OCYWECTBJIEHUS



IOTIOJIHUTEJILHEIM TepaleBTUYSCKUM aTeHT BHOpaH M3: AJKUIMPYIOIMX
areHTOB, AHTUMETAOOJIMTOB, AHTUOMOTUKOR, I'opMOHAaJIBHEIX
TeparneBTUUECKMX BEIEeCTB, I[[POTUMBOONYXOJIEBEIX BEIEeCTB PacCTUTEJILEHOTO
[IPOUCXOXIEHNSA, IMTOTOKCHUUECKUX areHToOB, VHI'VOVP YO
TOonmomsoMepasy, VIMMYyHOJIOTUUE CKUX cpencrs, MonndmxaTopoB
OMOJIOTUUECKOTO OTeBeTa, HIpyrux OPOTMBOPAKOBEIX AareHTOB, /[pyrmux
AHTUAHTUOTEHHBIX CoenMHeHuN, CKOOPIOUMHUPOBAHHEBIX IJIATUHOM
coenuHeHUM, VHITUOUTOPOBR TUPOIMHKMHASBE, AHTUTEJ U VHTepdepOHOB.

B HEeKOTOPEIX BapMaHTax OCYHEeCTBRJIeHMAa MHIMOMTOp FAK BBOOAT IO
BBEIIEHUA MVIMMYHOTEPANEBTUUECKOTO Aal€HTa. B HEKOTOPHIX BapMaHTax
OCyleCTBJICHUA VHTVOUTOP FAK BBOIOAT nocrjue BBEeOEHUHA
VMMYHOTEPANEeBTUUECKOT'O areHTa. B HEKOTOPEIX BapmMaHTax
ocymecTBJIeHMsa MHIUMOMTOP FAK BBOOAT OHNDHOBPEMEHHO C BBEICHUEM
VMMYyHOTEPAlIeBTUUYECKOT'O areHTa.

B HeKOTOpPEIX BapMaHTax OCYIUEeCTBJIeHUA IlaliMeHTa paHee Jeudusn
XUMMOTEPAlleBTUIECKMM aT'@HTOM MWJIM panmoTeparnmer. B  HEeKOTOPBIX
BapMaHTax ocyliecTBjieHrs OOBUHOE WM CTaHZapTHOe JledeHMe paka
(HarpuMep, XUPYyPI'UsS, Tepalnmus paka I1epBOM JIMHMM) Yy I[IaumeHTa OBLJIO
HeyIlauHEM (HanpuMep, peunans, HEeUYyBCTBUTEJIbHOCTE, oTCcyTCTBUE
pesysbTaTa WM MMHMMAJIBHBIY IIOJIOKMTEJIBbHBIM pe3yJlibTaT). B HeKOTOPBIX
BapMaHTax OCYIeCTBJIeHMS I[epBUYHOE JleyeHMe  (HanpuMmep, Tepalus
paka [nepBOV JIMHMM) Yy HauMeHTa ObBJIO HeyHNaudHeM (HANpUMEp, Peuumamns,
HEeUyBCTBUTEJILHOCTE, OTCYyTCTBUE pesyibpTara VI MMHVIMAaJIb HEIM
[TOJIOXMUTEJILHEI Pe3yJibTaT) .

B HEeKOTOPHIX BapMaHTax OCYylUeCTBJIEHUA N4 malLumreHTa
naeHTudmMUMpyeTcsa BeHCOkuY PD-L1 wmim PD-12, HanpuMmMep, BHCOKMM PD-
L1l wmam PD-L2 B ONYXOJIEBHIX KJIeTKax. B HEKOTOPHEIX BapmaHTax
OCYHWEeCTBJIEHUA Yy NalMeHTa MUIAeHTUpMuupyercs HU3kui PD-L1 wuam PD-
L2, HanpumMmep, Hu3kuM PD-L1 wujgu PD-L2 B OIyXOJIeBHX KJIeTKax. B

HEKOTOPEIX BapuraHTax OoCylmeCTBIJICHWA Y HnaumMeHTa MH@HTM@MHMPY@TCH

3KCIHOpeccus IaMMa-MHTepdepOH MHIYLUMPOBAaHHEIX T'eHOB (IFN-vy) .
[NOOPOEHOE OIIMCAHUE M3OEPETEHWUS
B HacTosmeM HOOKYyMeHTE OIMCAHHE CIOCOBH JieueHMS AaHOMAaJIBHOTO
pocTa KJIeTOK, HalpuMep, paka, HalpuMmMep, paka, ONMCAaHHOIO B

HacToAleM IOOKYyMeHTe, IIpUnYeM crioco6 BKJOYaeT BBeIcHUE MHPM@MTOpa



FAK »n wuMMyHOTepanmuo paka. 3adBUuTreib OOHApyXmui, UYTO JIeUeHUue
nauMeHTa, CTpajaplero aHOMAaJIbHEM POCTOM KJIETOK, HalpuMmep, PakoM,
C MCIOJIb30BaHMeM MHIUMOMTOpa FAK B koMOMHALMM C MMMyHOTepanueM
paka 20dexTMBHEee MNpemoTBpallaeT M JIeUMT aHOMAaJIbHEI PpPOCT KJIETOK,
HaIpMMep, pak, 4YeM C JIOOBM M3 areHTOB MHIMBUIOYAJIBHO.

Criocobsr nevYeHuss ¥ BBeIEHUS

CriocoBbrl, ONMCAHHEE B HACTOAINEM OOKYMEHTE, KAaCawnTCsda JIeUeHUS
JeJIOBEKa, CcTpazapmero 3abojieBaHMeM WM HapylleHMeM, OINMCaHHEIM B
HacToAleM IOOKYMEHTe (HanpuMep, aHOMAJIb HEIM pocToM KJIETOK,
HanpmMep, paxkom (ranpumep, pakoM, ONMICAaHHEIM B HaCTOAILEeM

IOoKyMeHTe) ), mHrubuTopoM FAK B kKoOMOMHALMM C MMMYyHOTEpanMeu paka.

Beemenre "B koMOuHauumu’, B pamMkax us3obpeTeHus, O3HadaeT, UYTO IOBa
(i ©oJiee) PaszJIMUHEIX JIeUEHMUS I[IPUMEHSIT K [IaluMeHTy B TedeHue
BpEMEeHM, KOTOpOe IallMeHT CcTpalaeT HapylleHyeM, HalpyMep, 3TK IBa
ui Gojiee JiedeHMsS OCYWEeCTBJIST I[10Cjle TOI'o, KaK Yy IMalueHTa OBUJIO
IMarTHOCTUPOBAHO  HAapylieHye, ¥ IO TOT'O, KakK HapyumeHue  ObIO
BEIJIEYUEHO MJIM YCTPaHEeHO, WM JedeHMe IIPpeKpaTusiochk IO OPyIUM
npuuMHaM. B HEKOTOPHIX BapMaHTax OCYUECTBJIEHMS BCE ele IMPOUCKOIUT
OCyumecTBJIeHMEe  OIHOT'O  JIeuyeHusd, KOI'Ia  OCYyUeCTBJIEHME  BTOPOIO
HayyHaeTCs, Tak, UYTOOH IIPOMCXOIMIIO HaJIOXKeHMEe C TOUKM 3PEeHUs
BBEIIEHMS. OTO MHOTJA YIOMMHAETCsS B HACTOAWEM JOKyMEeHTe Kak
«OIHOBPEMEeHHas» WM «llapajulelyibHas IoCTaBKa». B IOpyrmMx BapuaHTax
OCYWEeCTBJIEHUS OIHO JieUeHMe BaKaHUMBAEeTCs, I[pexle YeM HauMHaeTCsd
IpyToe JiedeHMe. B HEeKOTOPHX BapMaHTax OCYyLeCTBJIeHUs JioO0oTo U3

DTUX  CJIydaeB JIeueHue ABRJIAETCHA onee osddexTURHEIM OJjaromapsa

KOMOMHUMPOBAHHOMY BBeIneHMHO. Hanpumep, BTOpOe JIeUEeHUE SABJIIETCH
Bonee sbbexTUBHBIM, HaNpuUMep, SKBUBAJEHTHHY 5bbexT 3BamMeueH C
MEHB M KOIMYEeCTBOM BTOPOTO JeueHusd, VI BTOpPOE JIeUYeHME

yMEeHbIIaeT CHUMIITOME B OOoJbllel CTeleHM, uYeM OhJIO OB 3aMeueHO, eCJu
OB BTOpPOE JieueHMe OBJIO Ha3HaAUYeHO B OTCYTCTBME IIepBOTO JIeUeHMHd,
WM aHaJIoOTM4YHasg CUTyalMsa BaMeueHa C IIepBBM JiedeHMeM. B HeKOTOPHX
BapMaHTax OCYIeCTBJIeHMsS JocTaBKa ABJIgeTCsa TakolM, UYTO YyMeHblleHUue
CUMIITOMa WY IOPYTOM apaMeTp, OTHOCAUWMMCSA K HapPYUEeHMIO, SABJISeTCHd
oapmMM, UWeM Habaowdajock OB C OIHMM JIeUeHUMEM, OCYIEeCTBJIEHHBIM B

OTCYTCTBME IOPYToro. 3dbekT 3TUX OBYX JIEUEHMM MOXeT OBTH YaCTUUHO



AIOMTUBHEIM, I[IOJIHOCTBHI aIOUTUBHEM WM OOJbIKMM, UYeM aIOWUTHMBHHIM.
HocTaBka MOXeT OHTbL TakoM, dYTO 29bekT NepPBOTO JIeUeHUS SABJISETCSH
BCe elle NOoNnamimMcAa ODHAPYXEHMO, KOT'LAa HAUMHAETCA BTOpPOe.

B HEKOTOPHIX BapMaHTax OCYLEeCTBIIEHUA criocot BKJIOYaET
BBeIeHue uHTUMOMUTOpa FAK mnepen BeBeIeHMEM MMMyHOTepanMM paka. B
HEKOTOPBHIX BapMaHTax OCYleCTBJIeHMA CHOCO0  BKJKNYAET BBEeIOEHUE
nHrMburTopa FAK nocjsie BBeOeHUS MMMyHOTepanumM paka. B HEKOTOPHX
BapMaHTax OCYIECTBJIEHMA CIOCOD BKIKUAET BBeneHMe MHIHbOMTOpa FAK
OOHOBPEMEHHO C  BBEeIEeHMEM UMMMyHOTepanMy  paka. B HEKOTOPEIX
BapMaHTaxX OCYyWeCTBJIeHMa MHIMOuUTOp FAK npencramjsgeT cobom VS-4718
(PND-1186), VS-6063 (PF-04554878; nmedaxTtmHmMO), VS-6062 (PF-
562271), VS-5095, GSK2256098 mnm BI 853520.

AHOMAJIBHEI POCT KJIETOK

Crtoco®rr, OnMCaHHbBE B HaCTOAlleM IOKyMeHTe, HallpaBJIeHE Ha
JleyeHre WM INIpodMilakTUKy aHOMaJlIbHOI'O poCcTa KJIeTOK Yy IalMeHTa
(HanpuMep, JesioBeKa) . AHOMAaJIb HEI pocCT KJIETOK, B paMKax
n3obperTeHrs M ecJiM He yKasaHO MHOe, OTHOCHUTCS K pPOCTYy KJIIETOK,
KOTOPEIN He3aBUCKUM oT HOPMaJibHBIX PEeryIATOPHBIX MEeXaHU3MOB
(HanpuMep, IoTepsa  KOHTAKTHOI'O  MHI'MOMPOBAaHMUA) . 9TO  BKJIOYAET
aHOMAaJIb HEIM pocT: (1) OIYy X OJIEBEIX KJIETOK (ontyxomnu) ,
PO EePUP YLK, HanpmuMmep, nyTem 3KCIpeccun MYy TUPOBaAHHON
TUPO3MHKMHABE WMJIM CYINEP3KCIPEeCCUM PeLerNTOPHOM TUPO3MHKMHA3E, (2)
nobpoxadeCcTBEHHBIX 17 3JI0KAYEeCTBEHHBIX KJIETOK OPYTHUX
nponubpepaTUBHEX 3aboJIeBaHMM,  HAIpUMEp, B KOTOPHX IIPOUCXOIUT
abeppaHTHaA aKTUBaLMA TUPO3MHKMHASBEL; (3) JIOOBIX oIy xoJei,
npoanpepupymommx, HalpuMep, 3a CYeT PEeLEeIlTOPHEX TUPO3UMHKMHA3; (4)
JIOBBEIX  ONyxoJiey, npojubepupypomx, HanpuMep, =3a cuer abeppaHTHOM
aKTUBAIIUM  CEePUH/TPEeOHUH  KUHASH; 128 {5) ODOOPOKAYECTREHHEIX U
3JI0Ka4YeCTBEHHBIX KJIETOK OPYTMX npondepaTUBHEIX 3aboyieBauui,
HanpuMep, B KOTOPEIX IPOUCXOOUT abeppaHTHas axKTuBaLMsa

CepuH/TPEOHMH KMHAa3B. AHOMAJILHEM POCT KJIETOK MOXET OTHOCUTHCH K

pocTy KJIETOK B STIUTENMATE HBIX (HanpuMep, KapLMHOMEL,
ANeHOKAPLMHOMEI) ; MES3EeHXMMAJILHBEIX (HanpMuMep, CapkoMH (HaopuMep,
JeroMmocapkoMa, capkoMa mHTa)); TIeMaTolO3TUUECKUX (HanpuMep,
IAMMQOMEL, JIEVMKOBE, MMEJIOOUCIIaAZMM (HanpuMmep, OpelpakKoBBE)); WK

IPpyTUX (HanpumMmep, MeJlaHOMa, MesoTenMoMa M OpyITMe  OIYyXOJu
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HeM3BeCTHOTI'O HpOMCXOXﬂeHMH) KJIEeTKaxX.

B HEKOTOPHIX BapMaHTax OCYIECTRIIEHUS criocob ABJAEeTCHA
9@@GKTMBHHM B JIeYEeHMMU HeI'eMaTOJIOTUUEe CKUX IIJIOKAYUEe CTBEHHBIX
HOBOODpPAasBOBAHUN. B  HEKOTOPHEIX BapMaHTax OCYWECTBJIEHMA CIOCOD
aApngeTca H50OeKTMBHEIM B JIeUEHMM paka [OOIXEeJIyOOUYHOM  XeJliesHl,
HEMEJIKOKJIETOYHOT'O paka JIETKOTO (NSCLC), MEeJKOKJIETOUHOTO paka
Jerxkoro (SCLC), Me30TesIMOMH, MEeJIaHOMBI, paka MOJIOUHOM XeJjle3b U

paka SuMYHMKA. B OOHOM BapMaHTe OCYMECTBJIEHMS pPakK MOJIOUHOM XeJie3H

ABJIAETCSHA TPVIXIOBI HeT'aTVIBHBIM PakKoM MOJIOUHOM XeJie 3B (HaanMep,
PakKoOM  MOJIOYHOM  XeJlesH, He JKCIPECCHUPYRIIMM TEHH  pelenropa
3CTpOTeHa, pelenTopa nporecrTepoHa M Her2/neu). B OIOHOM BapuaHTe

OCYIECTBJIEHNA Pak JETKMX SABJAETCH HEMEJIKOKJIETOUHEIM pPakoM JIETKUX
(NSCLC) , HanpuMep, KRAS MyTaHnToMm NSCLC. B OOHOM BapmuaHTe

OCyUeCTBJIEHMA PaK AMUHMKA ABJIAeTCHd IPpoIpeCCHpyrlViM PakKOM AMYHKMKA

(HaanMep, IIporpecCcrpylurMm ParKOM AVMUHVIKA 1ZnpR%N MeTacTaTMmyeCKMM
PaxroM SAMYHUKA) . B OIHOM BapraHTe OoCylleCTBIJI€eHMA criocot 4gBisgeTcs
9®®GKTMBHHM B JIiedYeHUuM Me30TeJIMOMEI (HaHpMMep, 3JI0KAUECTBEeHHOM
nﬂeBpaanoﬁ Me30TeJIMMOMEL, HalipmMep, XMpyprmiyeCKm OH@p&@@ﬂbHOﬁ

3JI0KaYeCTBEHHOM HneBpaanoﬁ ME30TEJIMOMEI) .
Heorracruyeckue HapylmeHNA

AHOMAJIbHEI poCT KIJIETOK MOXeT OTHOCHTBCAHA K HeOollJlaCTHMYeCKOMY

HapymeHno. "Heomnnacruueckoe HapymeHue” gapisercs s3abojieBaHMEeM WM
HapylleHMeM, XapaKTepu3yKRLUMCH KJIeTKaMM, MWMEOIVMM CIOCOOHOCTL K
ABTOHOMHOMY POCTY WM pPenjuKaluuu, HaopuMep, IaToJIOTMUYECKOMY

CTaTyCcy wWJiInm COCTOAdHMI, XapaKTepmusyolumeMyCcHd HpOHM@epaTMBHHM poCcTOM

KJjeTok. llaTojormuyeckas Macca TKaHM B pe3yJbTaTe aHOMAaJIbHOTO
pocTa I OeJIeHUS KJIETOK, I KOMIYXOJIb», MOXeT OBITH
no6pokravyeCcTBEHHON, IpenpaxoBOU (kapumHOMA in situ) ZR)VZ1

3JI0KAYECTBEHHOW (pakx) .

[IpUMEpPH HEOIJIACTUHUECKMX HAaPYIIEHMM BKJIOYAKT: pPakK, CapkoMmy,
MeTacTaTMyeckre HapylleHus (HanpuMep, OnyxXoJM, pas3BuBanlMecs us
IpencTaTeNbHOM XeJieskl, TOJCTOM KUUWKM, JIeTKOTO, MOJIOUHOM XeJIe3H U
IeyeHM), TEeMaTONO3TUUECKME HeOoNJlaCcTUYeCcKMe HapylleHus, HalpuMmep,
JIEMKOBE, MEeTAaCTaTUUeCKMe ONyXoJu. JleueHue CcoeOMHeHMEM MOXeT OBITh

OCYUWECTBJIEHO B KOJIMUECTBE, DS0OEeKTUMBHOM OIS VYJYUIIeHUMS I[I0 MEeHbUEeN
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MEpEe  OOHOT'O  CHMMIITOMA  HEOIJIACTUYUEeCKOI'0  HapyleHMHd, HAIIpUMEDP,
YMEHbIIEHUA HOpoudpepaumm KIETOK, YMEHBUIEHMA MACCHE ONYXOJM M T.I.

Pak

Crnoco6bu COIJIaCHO HacToAleMy MN300peTeHN MOT'YT OBITB
MCIIOJIb30BAHE B NPOPMIIAKTHMKE M JI€UeHMM paka, BkJoUasg, HAIpUMeEDp,
COJIMOHEIE  OIYXOJIU, OMyXOJIM MATKMX TKaHeM u UX MeTacCTasH.
PackpelTele CHOCOOBL TakKXe MOI'yT OBTbH MCIOJB30BAHEL B JIEUESHUU
HECOJMOHEIX  PaKORBEIX oBpasoBaHUN. [TprMmeprl COJIMIHEBIX Oy x0JIen
BKJIOUAKT, HO HE OTI'PAHMUEHH MMM, 3JI0KAUeCTBEHHHE HOBOODOPA3ZOBAHUSA
(HanpuMep, CapKOMEL, AOECHOKAPLUMHOMEL U KAPLMHOMEL) Pa3JINYHBIX
OPT'aHHEIX cucreM, TaKMX KakK JIETKOTO, MOJIOUHOM XEeJIE 3B,
JIVMMOOMIOHOTO, XeJYyIOOUHO-KUIIEUYHOTO (ranpuMep, TOJICTad KUIIKA) u
MOUEIIOJIOBOTO (ranpumMmep, [IOYEYHEIE, YPOTENNAJIbHEE IV
TECTUKYJIAPHEE OIyXOJM) TPaKTOB, IJIOTKM, IIPEICTaTeJIbHOW XeJie3bl U
AvyHMKa . [lpyMeps alleHOKAPLUMHOM BKJIOWAKNT, HO HEe OI'PaHUYEHBl UMM,
paxk OOOIOYHOWM M IPAMOM KUIIKK, II0UEUHO-KJIETOUHEM pakK, pak Iled4eHu
(HanpuMep, I'ernaToUueJUJIoJIsPHEM pPak), HeMeJIKOKJIETOUHEM pak JIeI'koTo,
MOIXEeJIyZIOYHOM XeJle3kl (HalpuMmep, MeTacTaTuyeckas alleHoKaplyHoMa
TTOIXEJIYZIOUHOM XeJIe3H) M PaK TOHKOM KUUKM.

Pax MOXeT BKJIOUATH Me30TeJIMOMy; HeMpodmbpomMaTos; HalpuMmep,
HerpodmbpomMaTos Turna 2, HeupodmubpomaTos Tura 1; pak IIoUeKk; pak
JIETKMX, HEMEJIKOKJIETOUHBIM pak JIeTKMX; pak I[IedueHy; pPaK WMTOBUIHON
Xxejieswl; pak  AMYHMKA; pPak  MOJIOUHOM  XeJIesb; OIYyXOJib HEePBHOM
CHUCTEMEH; LBAHHOMY ; MEHMHIUOMY ; MBAHHOMATOS; AKYCTUUECKYIO
HEeBPOMY; alleHOKMCTO3HEIM pPak; DIeHIVMMOMY; WM DIIEHOMMHBE OIIYyXOJIM.
B HeKOTOpPEHIX BapMaHTax OCYWECTBJIEHUS, pPak HeMOHCTPUPYET CHWXEHHYI
SKCIOpeccun u/uiu MyTaumon TreHa merlin, w/wir  gejeumno u/uim
TUIIEPMETUIIMPOBAHME MIpoMOoTopa TeHa NF-2. B BapmMaHTe OCYHEeCTBJIEHUH
pak sABJIIETCS MEe30TeJIMOMOM, IEMOHCTPHUPYHIEN CHUXEHHYK 3KCIPEeCCUD
u/ v MY T AL reHa merlin, v/ v IeJIeLMD n/mnm
TUNIEPMETUIIMPOBAHMEe OpoMOTOopa IeHa NF-2.

B HeKOTOpHIX BapuaHTax OCYUeCTBJIeHMs pak HgBJISeTCs pPakoM
IoyueK.

Pak MOXeT BKJNOUATh BUIE paKa, XapaKTepusyplmecs TeMm, UYTOo
OHM BKJIOUAKT CTBOJIOBEE pPAaKOBHE KJETKM, AaCCOUMMPOBAHHEIE C pPakKOM

ME3EHXVMMaJIbHEIE KJIETKM WJIM OIIYyXOJIb —MHMIMMPYILME pPaKOBLRIE KIIETKM.
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Pak MOXeT BKJKYATH BUIH Paka, XapakKkTepmnayriumecd TeM, 4TO OHM
oboraneHs CTBOJIOBEHMU PaKOBEIMM KJIETKaMlM, aCCOLMMPOBAHHBIE C PaAKOM
Me3eHXMMaJlb HBIMMA KJIETKaMM 1ZB18%) OIIyXOJIb ~MIHVITVVP Y IOIVIMM PaKOBEIMM

KJIEeTKaMM1 (HaanMep, OITyXOJIb, oboraleHHasa KJieTKaMlr, IIOAOBEePTIMWMMUCH

SIUTEMAJIbHO—MEe3eHXMAJIbHOMY nepexony, VI MeTacTaTuueckas
OTMIYyXOJIb) .
Pakx MoxeT OHTbH I[EePBUYUHOM ONYXOJbK, T.€., PACIOJOXEeHHOW B

AHATOMMNYECKOM MeCTe VIHVIIV Al procTa OIIYyXOJIN . Paxk MOXeT TaKXe
OHITBb MeTacTaTuueCKyM, T.e., BO3HUMKAKIVM B IIO MeHbLL[ef/Jl Mepe BTOPOM
AHaATOMMYECKOM MeCTe, OTJIMMTUHOM OT aHaTOMMHMUeCKOI'O MeCTa HVHUIIMAalLIVU
pocTa oOnyxojau. Pak wMoxeT OHTbH pPeLMIMBHEM pPakoM, T.e., PakKoM,
BO3BpAMAKIMMCSA [OCJe JIeUeHMsa U I[I0CJIe HNPOMEXYyTKa BpPEeMeHU, B
TEe4YeHMMe KOTOpOoIr'o pakK He MOoT OBITE BLIABJISH. PeLU/I,JIMBHbe/JI raxk MOXeT
BBITE aAHATOMUMUECKM PAacIlIOJIOXeH JIOKaJIbHO K IIePBOHAYAJIBLHOM OIIyXOJiu,
HallpyMep, aHaTOMMUECKM OKOJIO IIepBOHAUAJIBHOM OIIyXOJM,; PeTrMOHaJIbHO
1O OTHOHIEHMIO K IIepPBOHAYAJIBHOM OITYXOJIM, HarpuMep, B JmMbaTrueCcKOM
y3jle, PacrioJIOXKEeHHOM OKOJIO T[1IepPBOHAYAJIBHOM OIYyXOJM; WM OTIAJIEHHO
OT IIepPBOHAUYAJILHOM OIYyX0JiM, HallpuMep, aHaToMMuecku B objacTiH,
OTHAaJIEeHHOM OT IePBOHAYAJIBHOM OIYyXOJIM.

Pakx MOXeT TakKxXe BKJIOUAThL, HaArpuUMep, HO He OT'PaHMUeH UMM,
snMTeNMasbHEEe PAaKOBHE 00pa3l0BaHMS, Pak MOJIOUHOM XeJjie3H, JeTKOoTO,
IOIXEJIYyIOUHOM XeJIe3bl, KOJIOPeKTAaJIbHEM (HanpuMep, MeTacTaTUdeCKUMn
KOJIOPeKTAaJIbHEIM, HanpmuMep, MeTacraTudueckuyi K-Ras-MyTUPOBAHHEI) ,
npeacTaTesbHOM XeJIel3H, TOJOBH M leu, MejaHoMy (Hanpumep, N-Ras-
MYTUPOBAHHYIO JIOKAJILHO [IPOTPeCCUPYIOIY0 nUIm METACTATUUECKYIO
3JIOKAUECTBEHHYID KOXHYI MEeJIaHOMY), OCTPHM MHUEJIOT@HHHM JIeMKO3 U
mauobaacTomMy. IIpUMepeE paka MOJIOUHOM XeJI€3H BKJIOYAKnT, HO HEe
OTpPaHWYEeHE MMM, TPWXIE HEeTAaTMBHEN pPak MOJIOUHOM XeJles3bl, 0aszsajibHO-—
IONOOHEIM pPakK MOJIOUHOM XeJIeB3E, [OATUII pakKa MOJIOWHOM XeJle3H C
HV3KVM YPOBHEM KIayaonmHa, MHBaBMBHbHZ, BOCHaJ'H/I'I'e.HbeH;I,
METaNnJacTUYeCKUM U OpoTrpeccupyiommMy Her-2-no3mTUBHEN wiIu  ER-
IIOBUTUBHEIN PakK, PE3UCTEHTHHENM K TepaluM.

IpyTme paxkoBHE O0O0Paz30BaHMA BKJIIOUAKT, HO HEe OTPAaHUYEHB UMM,
pak  wMos3Tra, OPOIWHOM  IIOJIOCTH, MIeBona, KEJNTYIOUHO —KHUIIEUHOT'O
TpakTa, IJIMOMY, pPpak IIedeHM, SfABeKa, HerpobjlacToMy, OCTEOCapKOMYy,

paxk  auyHuKaE, peTuHoOBIIACTOMY, Oy XOJIb BuimMa, MHOXECTBEHHYIO
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MMEeJIOMY, Pak KOXmu, JuMbdoMy, PakK KPOBM ¥ PakoBHe ODOpasOBaHuS B
KOCTHOM MO3Te (ranpuMep, IpoTrpeccupynlme TeMaTOJIOTUUECKUE
3JI0KAYECTBEHHBIE HOBOOOpPA3OBaHMUA, JIeuKo3, HanpuMmep, OCTPEI
MMEJIOMIOHEM JIeMKO3 (HalpuMep, I[IEPBMUMUHHM WMJIM BTOPMUHBIM), OCTPHM
IMOOOIJIACTHEM JIEMKO3, OCTPeM JuMdosierkos, T-KJIETOUYHHM JEUKOS3,
TeMaToJIOTUUYECKUE 3JI0KauUeCTBEHHHE HOBOODpPAaszOBaHMSA,
nporpeccupynlme MUeJionponndepaTuBHEE HapyueHusd,
MUEJIOOMUCIJIACTUYECKUM CUHOPOM, PEeUUMOMBUPYRIYID MWIM pedpakTepHyo
MHOXECTBEHHYIO MMEeJIOMY , nporpeccupyonme MUeJIonpoinbepa TUBHEE
HapyumeHus), pakK pPeTuHB, MOUYeBOTO I[IYy3HPSA, HNEeWKM MaTKM, IIoUekK,
SHOOMETPUSA, MEeHUMHTUOMY, JuMdoMy, pPak KOXu, MaTKM, JETKOTO,
HEMEJIKOKJIETOUHE pPakK JIeTKOTO, pPak HOCOIJIOTKM, HeupodjacTomy,
COJIMOHYIO OIIyXOJIb, TeMaToJIOTUYECKOE 3JI0KaUeCTBEHHOE
HOBOODpAa30OBaHMe, IUJIOCKOKJIETOUHEM Pak, TEeCTUKYJISPHEM Pak, pak
IMTOBUIHOM XeJIe3E, Mes0TeJIMOMYy, PakK TOJIOBHOTO MO3T'a, BYJILBEH,
CapkoMy, PakK KHUIIEUHUKA, POTOBOM IIOJIOCTHM, DHIOKPUHHOM CUCTEMH,
CJTIOHHEBIX xeres, CriepMaToOLUTaAPHYIO CEeMUHOMY, criopanmMyeCcKun
MEeNyJIJISPHEM PakK WMTOBUIHOM XeJiesel, Hernponubepupyolme  KJIIETKU
AMYex, PaKOBEE obpazopaHusd, CBS3aHHBIE co 3JI0KaUueCTBEeHHBMU
Ty U HEIMMI KJIETKaMM, HEXOIIXKMHCKYIO JIMMOOMY 17 onddy3HYO
KPYIHOKJIETOUHYIO B-KJIeTOUHYK JIuMboMy .

[IpyMeprs PaKOBHIX OBOpasoBaHwy BKJUanT: OcTpei JimMbobiiacTHEM
Jlenkos, B3pPOCIIEIX ; OcTphI JImMmboBiiacTHE Jlerkos, IeTcKoTo
BO3pacTa; OcTpew MuesounHel JIemkos, Bapociux; AIPEeHOKOPTUKAJLHBIM
Paxk; AIPEeHOKOP TUKAJIBb HEIM Paxk, Herckoro BO3pacTa; Clinig-
accoummporaHuynn Jinmbpomy; CIII-accouumpoBaHHbEe 3JIOKaAUEeCTREHHEE
HOBOODOPA30OBaAHUSL; Pak OpAMOM KUMIIKK; ACTPOLMUTOMY, MoO3XeUKOBYL,
Herckoro Bo3pacTa; AcTtpoumromMy, Mosra, JHeTckoro BospacTa; Pak

XKesiluHOTO  IPOTOKA, BHEeeueHOUHE; Pax MOWUeBOI'O INIYy3HPA; Pak

MOUEBOTO Iy 3eIpA, JeTckoro BO3pacTa; Pak Kocren,
OcTeocapkoMy/3JI0KAaYECTBEHHYI OUBPOBHYID TucrTuoumTOMY ; T'nuomy
Crposyla MO3Ia, IDeTckoro BoOszpacTa; Onyxosb TOJIOBHOTO  MO3Ta,

Bspocaeix; Onyxojib TOJIOBHOTO MO3Ta, I'smmomy Crposna MoszTa, JJeTckoro
BO3pacTa; OnyxoJib  ID'OJIOBHOT'O  MO3Ia, Mo3%euKOBYID ACTPOLMUTOMY,
Jerckoro BO3pacra; OnyxoJib T'OJIOBHOT'O Mo3Ta, Mo3ToBYIO

AcTpoumToMy/3M0KkavecTBeHHY I[JmMoMy, JeTckoro BospacTa; OnyxoJb
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TOJIORHOTO MO3Ta, DneHauMOoMY , JeTckoro BO3pAacTa; OnyxoJib
TOJIOBHOTO MOZ3Ia, MengynnofiacToMy, IJeTckoro Bo3pacTa; OnyxoJsb
T'OJIOBHOTO MO3Ta, CynpaTeHTopHrallbHEe [MpyMUTUBHEIE
HevposkTonepMallb Hble Onyxonu, JeTckoro BO3pacTa; OnyxoJib
TOJIOBHOTO MO3Ta, IJymoMy 3pUTeJIbHHX OyTer u I'mnorajlaMMyuecKylo,

Ilerckoro BoO3pacTa; Onyxojib TOJOBHOTO MO3Ta, JleTckoro Bo3pacTa

(Ipyrme) ; Paxk MOJIOUHOM XeJlesH; Paxk MOJIOUHOM  XE&JIE3H u
BepemMeHHOCTE ; Pak MOJIOUHOM  XeJIe3H, JeTckoro BO3pAacTa; Paxk
MOJIOYUHOM XeJlesHl, MyXCKOM ; BpouxuasbHEE AneHoMel/ KapLUyHOUIEL,
JdeTckoro BO3pacTa; Kapumsuownm, JeTckoro BoO3pacTa; KapumHoun,

XeslyDOYHO—~KUIIEeYHEIM ; KapuuHowmy, ANPEHOKOPTUKAJIEHYIO; KapumHomy,
Knerox Octrposka; KapumHomy HemzsecrtHOTO IllpoucxoxmeHusa; Jimvmbomy
eHTpaJIbHOM HEPBHOM CHCTeMEH, llepBuuxHasg; MoszxeuxkoBasa ACTPOLMTOME,
OercrBo; MO3TOoBYKHD ACTpOoLMTOMY/3JIO0KAUECTBEHHYHD [JIMOMY, JIeTCKOIO
BO3pacTa; Paxk melky MaTku; JeTckum pak; XpoHuueckui JIumMbosemkos;
XpoHudyeckum MuesioreHHEM Jlenko3,; XpoHudeckue MuesionposimbpepaTrBHEE
Hapywenusa; Caerioxksierounyiln CapkomMy CyxoxwuJibHBIX Bilarasuiy; Pak
TOJICTOM KUIWKM; Pak O0OOIOYHOM ¥ IPpAMOM KMWKM, JJeTCKOoT'o BO3pacTa;

Koxuyio T-xjerouHyno JiuvMbpomy,; Paxk IHImoMmMeTpuss; IleHIMMOMY, JHJeTcroro

BOBpacTa; onmurenuanbHeEM Pakx, OpapmalibHEM; Pax numenona; Pak
nIMumerona, IeTckroTo BO3pacTa; CeMencTBO OonyxoJjen OmuTa;
OKCTPaKpaHUaJbHYIO OMOPMOHAJIBHO—KJIETOUHYI OnyxoJib, JeTckoro

BO3pacTa; OKCTpal'OHAZAJIbHYKD OMOPMOHAJIBHO-KJIETOUHYK Onyxojb; Pak
BHeneuyeHOUHBIX KEJTUHBIX [IPOTOKOB; T'nnazsxHom Pax, BHYTpUIJIa3HYIO
MesnaHoMy; I'smasuom Pak, Permuobaacromy; Paxk XeJIlUHOTO I1y3bIPHA;
Kenynouunmt (Kenynka) Paxk; Xenynouuwmm (Xenynka) Pakx, IeTckoro
BozpacTa; XeJlyOOUHO-KMIEeUHHN KapumHoun; OMOPMOHAJIBHO-KJIETOUHY
OnyxoJb, SKCTpaKpaHMAaJbHYIO, IeTckoro BO3pPacTa; OMOPMOHAJIBHO—
KJIETOUYHYIO OnyxoJin, JKCTparoHalallbHYD; SMOPMOHAJIBHO—KJIETOUYHY
OnyxoJjib, OBapualbHyl; I'ecTraumoHEy®L TpogpobracTuueckyrw OnyxoJib;
I'nmnoMmy, CrmBojla Mo3Ta JleTckoro Bo3pacTa; IJamMoMmy, 3pUTEesbHEX OYyTen
n TumnoTajlaMuueckyio, JeTckKoro BO3pacTa; BOJIOCATOKJIETOUHEM JIeMKO3;
Pak Tomnoer m lHlewn; TenaTol eIl SPHEM (IleueHnN) Paxk, Bapocarex
(lepBuuHel) ; TenatTouesuuonapHent (Ileuenm) Pakx, JeTckoro Bo3pacTa
(llepBUYHEIN) ; Jimmpomy  XOIXKKMHA, Bspocauslx; JImvmpomy  XOIOXKMHA,

JeTcxkoro Bos3pacrTa; Jlmmpomy  XomxxkmHa Bo Bpemsa BepemMeHHOCTH;
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TunodpapmureanpHe Pak; I'mmoMy I'MDoTanaMrMyeckKoro M 3PUTEJIBHOTO
nyTru, JeTckoro BO3pacTa; BHyTpUIIIa3HY0 MejsiaHoMy ; Kapumnuowmy
Kneroxk OcTpoOBKA (SrpmokpmHHasa [lOIXeJNIyIOUHOM  XEeJIe3H) ; CapKoMy
Kanomm; Paxk nouek; Pak T'opradHm; Paxk I'opraHmM, JeTckoro Bo3pacra;
Jlemkos, OcTpet JimpoBiacTHEM, B3pOCUbIx ; Jlemkos, OcTpem
JlmmpoBracTHell, [JeTckoro Bo3pacTa; Jlerkos, OcCTpelM MUEJIOMOHHM,
B3pocsrx; Jlemkos, OcTpem MuenounHeli, [IeTckoro Bo3pacrTa; Jlemkos,
Xpouuueckuy JinMboOUMTaAPHED; Jlemxos, XpoHMUeCkuy  MMeJIOTeHHE;

Jlemko3, BojocaTokJeTOouHslM; Pak I'yOul m PoTOBOM MOJOCTU; Pak

IleueHu, B3pOCJBIxX ([TepBUUHEM) ; Paxk IleueHn, JeTckoro BO3pAacCTa
(llepBUYHHM) ; Pax JIETKUX, HeMeJIKOKJIe TOUHEIM; Pak JIETKUX,
MesIkOKJIe TOUHEI ; JrmbobiiacTHEM Jlenkos, OcTpeM B3pOCIBIX;

JimmpobnacTaem Jlemkos, Octpemt Jerckoro BozpacTa; Jiumbonemkos,
Xpounueckun; Jiumbomy, ClHUI-accoummpoBaHuywo; Jinmboomy, IleHTpaJibHOW
HEePBHOM CHICTEeMEl (llepBUUYHYD) ; Jinmbomy, KoxHyio T-KJIETOUHYO;
Jinmpomy, XOIIXKVHAa, Bapocusx; Jinmbomy, XOIOXKMHA , IIeTcroT0

Bo3zpacrTa; Jinmpomy, XomxkmHa Bo BpemMsa BepemennoctTu; JimMmpomy, He-

XOOXKKMHCKYIO, Bapocimx; Jinmbomy, He—-XOIXKMHCKYIO, Jerckoro
BO3pAacTa; Jinmmopomy, He—XOOXKMHCKYI Bo BpeMs BepemernHOCTH;
JIinmpomy, [lepBUUHYIO IenTpPasIbHOM HeprpHOM CucreMsl;

Maxporso®ynmHeMmrio, BajnbmeHcTpema; MyXCkoM PakK MOJIOUHOM XeJie3bl;
3J7I0KaUYeCTBEHHYI MeszoTesnnomy, Bapocimix; 3JI0KaQUEeCTBEHHYIO
MeszoTenuoMy, IeTckKoro BO3pacra; 3J10KaUYEeCTBEHHYIO TuMoMy ;
MenyanobnacTomy, JdeTckoro BO3pacTa; MesiaHOMY ; MeJsiaHowmy,
BHYTpPUIUIA3HYO; KapumHomy us Knerox Mepkesn4d; MeszoTesmmomy,

3JI0KauvecTBeHHY; Meracrarmuyeckuy CKBaMOBHEM Pak ller, KiMHMUYECKH

HenneHTnOMUMPOBAHHEI [IepBUUHEMN; CuuOpoM MHOXeCTBEHHOM
SHOOKPUHHOM Heonmnaszswuu, JeTckoro BO3pacrTa; MHOXEeCTBEHHYIO
Mresomy /InasMaKkIe TOUHYIO Onyxomnsb; OYHTOMUOHBIN Muxkos;

Myesnonucriactudeckre CHUHOPOMBE; MueJIoOTeHHHY JleMko3, XPOHWUECKUN;
MMre oM IOHEIM Jleiko3, OCTpBM IeTckoro BO3pacTa; MuesaoMmy,
MHoOxecTBeHHYD; MuesionpoampepaTuBHEEe Hapymenmsa, XpoHMUeCKMe; Pax
HHojsocTH HOCa 2! OKOJIOHOCOBOM rnasyxm; HoCOTJIOTOUHEM Paxk;
HocoToTOYHEM Pak, IIeTCKOTO BOBpacTa; HewpobiacTomy;
HexomxkmHCkyn JuMmpoMy, B3pocielx; HeXODXKMHCKYK JauMpoMmMy, [JeTCKOoTo

BO3pAacrTa; HexXOoOXKMHCKYI Jlmmpomy Bo BpeMda BepemeHHOCTH;
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HemenkokyeTounem Paxk Jlerkux; Paxk nojocTty pra, JeTCKOoTo BO3pacTa;
Pak PoToBOM MIOJIOCTHU 1z I'vo; POTOTJIO TOUHEMN Pak;
OcTeocapkoMy/3j0kauecTBeHHy0 Oubpos3Hyin I[mcTroumToMy KocTu; Pak
AMUHUKAE, JeTckoro BO3pacTa; OBapuasibHEIM SNUTEJIMAJIb HEI Pak;
OBapmasibHYK OMOPMOHAJIBHO-KJIETOUHYH Onyxojsb; IlorpaHuuHy®n ONyXOJb
AumuHuka; Pak ODOIXEJIYIOOUHOM XeJesbl; Pak NOIXeJYyIOUYHOM XeJIesHl,
IeTcxkoro BoO3pacTa; Pak nomxenynouHou xejesrl, KieTvok OCTpOBKaA;
Pax OxoJjioHOocOoBOM nasyxmu u llojocTu Hoca; Pax llapalMTOBUIOHOM
XKeJIe3H; Paxk TIlosmoBoro YneHa; PeoxpoOMOLUTOMY ; IMmKOBMOHEIE U
CynpaTeHTOopHraslbHES [TpMUTUBHEE HelposkxTOonepMasbHEE Onyxonmu,
JeTckoro BO3pacCTa; I'mnodpmszsapHyn© OnyxoJib; [MnasMakJjIe TOUYHYIO
OMyXOJb/MHOXECTBEHHY Muesomy; JlerouHyw BracTomy; BepeMeHHOCTbL u
Pak MOJIOUHOM XeJIe3bl; BepeMeHHOCTh n JInmbomy XOIOXKUHA ;
BepemMeHHOCTB " HeXOIXKMHCKYIO JImmMboMy ; [lepBUUHYID Jinmmpomy
IeHTPAasIBHOM HEePRBHOM cucTemsl; IllepBuuHe Pak Ileuenu, B3pOCIEIX;
Nepeuunel Pak [eueny, JeTcKoOIo BoO3pacTa; Pak ripercTaTesIbHOM
XKeJieswl; Pax P AMOM KUK ; [loueuHO-KJIE T OUHBIM (ITouxw) Pak;
lloueuyHO-KJIETOUHEM Pak, JJercrso; IloueuHass JiOXaHkKka U MOUETOUHUK,
[lepexonHO—KJI& TOUHEI paxk; PerunobiriacTomy; PabnomMmocapkomy,
IODercxkoro BozpacTa; Pax CimoHHOM xeJjiesel; Paxk  CJIOHHOM  XeJiesH,
IOerckoro Bo3pacTa; Capxomy, Cemencrreo Onyxosgen OmHra; Capkomy,
Kanou; Capkomy (OcreocapkoMy) /3J10KAUECTBEHHY PUBPO3HYIO
T'ncruoumromy Koctm; CapkoMmMy, PadnoMmocapkoMy, HeTckoro BO3pacTa;
Capkowmy, MarkKmx TKAHEeM, Bapocielx; Capkowmy, Markmux TKaHewu,
DeTckoro BoOBpactTa; CumHapom Cezapm; Pax xoxu; Pax xoxmu, IeTCKOTO
BO3pacTa; Pak KOXM (Mesnanomy) ; Pak Koxiu, Knerxm Mepkess;
MeJIKOKJIETOUHEM pakK JierKux; Pakx Toukon kuiiky; CapkomMy Marxux
TkaHelM, Bapocikmx; CapkomMy Markmx TkaHeM, [JeTcKoOTo BO3pacTa;
CxBaMOBHEM Paxk e KnmHMYUeCKM HeuneHTUOUUMPOBAHHEM [[epBUUHE,
MeTacTaTHUUYeCKUM; KerymouHsm Paxk (Xenyoka) ; Xesy DOUuHBM Paxk
(Kenynxa) , Jerckoro mBoszpacTa; CynpareHTopMaJibHEle  [IPUMUTUBHEE
HelposkTonepMalbHEE Onyxomnu, HJeTckoro BO3pacra; T-KIETOUHYIO
amMboMy, Koxuywo; TecTukyJIdapHeM Pak; TuMmoMmy, IeTCKOT'O BO3pacTa;
TuMoMy, 3JIOKAUYEeCTBREeHHYI; Pak IMTOBUIHONM XeJjes3s; Pak [UTOBUMIHOM
KeJlesH, JeTckoro BoOBpacTa; lepexOOHO-KJIETOUHHM pak IlloueuHoOU

JIOXaHKM u MouerouHuKa; TpodobnacrTuueckyrw Onyxojsb, I['eCTalMOHHYIO;
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HemszBecTHOTO [lepBUYHOTO Camnra, Pak, JeTckoro BO3pacTa;
HeTunuuHele PaxkoBele o0OpasoBaHMda [JeTCKOro BO3pacTa; MOUeTOUYHMKa U
[ToueuHoM JIOXaHKM, I[lepexXONHO-KJIETOUHEM pak; YpeTpajibHHM Pak;
CapxkoMy MaTkm; Paxk Brraranuua ; T'nmromy 3puUTesIbHBIX nyTemn n
T'mnorasnaMmMueckyo, JeTckoro BO3pacTa; ByJIbBapHLM Pak;
MakporjgoOynmHeMmo BanbmeHcTpeMma; M OnyxoJsb BuiaMca. MeracTasw
BHIIEYIIOMAHYTEIX PAaKOBHEHX OOpPaA30BaHMM MOT'YT Takxe OBTb [IOIBEPTHYTEHL
JIeUeHMI0 U/WAM  OPeOOTBPAalleHHE B COOTBETCTBUM CO  crocobamwu,
ONMCAaHHBEIMM B HACTOGHEeM OOKYMEHTE.

B  HEKOTOPHX BapuaHTax  OCYHIEeCTBJIIEHUSA Oy XOJIb ABJIISETCSH
ONYyXOJILID TEeMaTONO3TUUECKUX U JUMOOMOHEIX TKaHEeW WM ONYyXOJIbI,
nopaxamimer KpPOBL, KOCTHHM MO3T, JuMby ¥ JIuMbaTHUeCcKyw CUCTEMY.
TeMaToOJIOTHMUECKME 3JIOKAUECTBEHHEE HOBOOOPAROBAHUA BKJIOUYAKT OCTPHIM
TMOOBIIACTHEI JIEMKO3, OCTPHM MMEJIOT'eHHBEIM JIeMKO3, XPOHUYECKUN
IMOOIIeNKO3, XPOHUUYECKMN MUEJIOT'@HHEM JIeMKO3, OCTPBIM MOHOLMTAPHBIN
JIeMKo3, opyrme  JIeMKO3EHL, aumbomMel  XOIDXKKMHA M HexXOIXKMHCKMUE
JIMMPOMEI .

B  HEKOTOPBIX BapMaHTax  OCYHEeCTBJIeHUS OITYy XOJ1b ABJISIEeTCSH
COJIMZIHOM OITyXOJIbI0. B HEKOTOPHEX BapraHTax OCYUWeCTBJIEHMS COJMIHAas
OIlyXOJIb SBJISIETCs JIOKaJIbHO IIpOoTpeccHupyplle WM MeTacTaTUUeCKOoM. B
HEeKOTOPEIX BapMaHTax OCYWECTBJIEHMS COJMOHasA OIIyXOJlb  SABJISETCH
pebpakTepHOM (HANIPMUMEpP, PEe3UCTEHTHOM) I[10CJIe CTAHIAPTHOM Teparuu.

CriocoBrl, OImMCaHHBIE B HaACTOAWEM [OKYMEeHTEe, MOTYT YMEeHbLIMTH,
oBJIerunuTL MM B LEJIOM YCTPaHUThb HapyleHue W/MUiayM ero  CUMIITOMEL,
yTOBE MNPEernATCTBOBATL €TI0 YXYIUEeHMO, 3aMelnjMTb YPOBEHB IIPOTPeCcCUM
WY MMHUMMM3VPOBATL YPOBEHB PeUMIMBa HaPyleHMS, KakK TOJIbKO OHO
OBLIIO IEPBOHAYAJIBHO YCTPaHeHO (T.e., n36exaThb peumnomuBa) .
Nomxomsamas mnOo3a ¥ TEepPaneBTHUUECKMM pPeXuM MOTYT BapbUPOBATH B
3aBUCUMOCTHU oT KOHKPE THHIX COoenVHEeHWH, KOMOUHALINUHA n/nnv
UCTIOJIE3YEMEX dapMaleBTUUYECKUX KOMIOBULIMUN M CIOCODOB OOCTABKU
cCoedVHeHUN, KOMOMHALUMY U/ uinv  bapMalleBTUUECKMX  KOMIO3ULMM. B
HEKOTOPEIX BapMaHTax OCYUEeCTBJIEHMS CrIocod yBeJIMuMBaeT CPeInHn
NPOOOJIXNUTEJIEHOCTD BBDKMBAHUSA, yBeIMUuMBaeT CPEenHI
MMPOIOJIKMTEJIEHOCTE  BBEIKMBAaHMA 0e3 [Oporpeccuyr U/MIM  yMeHbIaeT
YVPOBEHb peluunuBa Yy [NaUMEeHTOB, IIoJydanlMX JiedeHMe KOMOMHaLUAIMM,

OIIMCaHHBEIMMA B HacTodleM OJOKYMEHTE, CTarTmMcCcrTmudYeCKmM SHaAYMMBIM
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obpasoMm.

B HeKOTOpHX BapMaHTax OCYUWEeCTBJIEHMA PpakK ABJIAETCA PaKOM
JIETKUX (HanpuMep, HEMEJIKOKJIE TOUHEM paxoM JIETKUX (NSCLC),
Hanpumep, KRAS-myTanToM NSCLC; MeTacTaTUUYeCKMM PaxoM), PpPakKoM
KOCTEM, PaKOM IOIOXEeJIyOOWHOM XeJIe3H, PaKoOM KOXM, pPakKoOM I'OJIOBH WMJIM
mer, KOXHOM MJIM BHYTPUIJIABHOM MEJIAHOMOM, pPaKOM MaTKM, pPakoM
AVNYHUKA (HanpuMep, HeonepalbeJIbHEM  pPakoM  AMYHMKA C  HU3KOU
creneHpl IUOOEepeHLUMPOBKM, MNPOTPECCUPYRIMM MM MeTacCTaTUdeCKUM
PakoM SAMUHMKA), PakKoM OPpAMOM KMIIKM, PakoM aHaJbHOM obJjacTy,
pPakoM XeJjyIkKa, PakoM TOJICTOM KMIIKM, pPakKoM MOJIOUWHOM  XeJle3EH
(HanpuMep, TPWXIH HETATHMBHEIM pPaKOM MOJIOUHOM XeJie3H (Halpumep,
PakoM MOJIOWHOM XeJIe3Bl, He DKCIPEeCCUPYIMM I'eHB IOJsS pelenTopa
SCTPOTeHa, pelenrTopa nporecrepoHa u  Her2/neu)), pakoM MaTKu,
pakoM MaTOUHEIX TPy®, pakoM OOOJIOUKM MAaTKM, PpPakKoM Leyky, pPakKoM
BJjlaraamila, pPakoM ByJbBE, 0O0Jje3HbK0 XOIXKKMHAE, PakKoMm I[ulesona,
PaKOM TOHKOM KMUIKM, PaKOM 3SHIOKPMUHHOM CHCTEeMs, PakKoOM WHMTOBMIHOM
xesiessl, PaKoMm IapalyToOBUIHON XxeJiessl, pPaxom HallOUYedHMKa,
CapKOMOM MSAI'KMX TKaHeM, pPaKoOM YpeTps, pakKoM IIOJIOBOI'O UJIeHa,
pakoM IpeICcTaTesJIbHOM XeJle3E, XPOHMYECKMM MJIM OCTPEM JIeMKO30M,
JIMMOOLMTAPHEIMM  JIMMPOMaMM, PAKOM MOUEBOI'O IIy3bPH, PaKOM IIOYKM
(HanpuMmep, OIyxXoOJibio BuimMmca, MaJIOUKOBUIHOM OIYyXOJIbIo; HedpoMOM
(HanpuMep, AaIeHOMMOCAPKOMOM)) WJIM PaKOM MOYUETOYHMKAE, I[IOYEeUHO-

KJIETOYHEIM PpPaxKoOM, pPaKOM [IOUeUHOM JIOXAaHKM, OITy XOJIAMU ueHTpaﬂbHOﬁ

HepBHOM cucTemel (IHC), nepBuuHonM Jsmmdomor [HHC, onyxojgamMmu OCwu
[MO3BOHOUHUKA, TJIMOMOM  CTBOJIA  MO3Ta, TUNIOPMUIAPHOM  aIeHOMOM,
MEe30TeJIMOMOM (Hanpumep, 3JI0KAUECTBEeHHOMN [IJIeBPaJIbHOM
ME30TEeJIMOMOM, HanpuMmep, XUPYPTUUECKU onepabesyibHOM

3JIOKAYECTBEHHOY IJIEBPAJIBHOW ME30TEJMOMOM) WM KOMOMHALMEW OINHOTO
unu OoJyiee BHIETIEPEUUCIIEHHBX PakoBHX o6pasoBaHuli. B HEKOTOPHIX
BapmaHTax OoCylmeCTBJICHUA rak aBJIdeTCHA PakKoM ANYHNMKA, PakKoM
IOIIXENIYAOUHOM  XeJle3H, HEMEJIKOKJIETOUHEIM  PakKOM JIeTKUX, pPakKoM
TOJIOBEL M mer. B HEeKOTOPHIX BapMaHTax OCYLeCTBJIEHUS pak gBJSeTCs
MeTacTaTUYeCKMM. B HEKOTOPHX BapMaHTax OCYHWEeCTBJIEHMS AaHOMAaJIbHEM
pPoCT KJIETOK JIOKAJIbHO peuuiImueupyeT  (HalpuMep, IalMeHT UMeeT
JIOKAJIbHO peluuIrBHOe 3abojieBaHMe, HaANPUMEpP, Ppak) .

B cnocofbax CcoIJlaCHO HACTodAlleMy HM300peTeHMI0 pacCMaTpUBAKTCH
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ONHOKpAaTHEE, a TaKXe MHOTOKPAaTHEIE BBEeOEHUA TepalneBTUYECKA
30PeKTMBHOTO KOJIMUeCcTBa MHIUOUTOPA FAK B KOMOMHALIUMU C
MMMyHOTepanuel. KoMOuHauMM, HalpuMep, KOMOMHALIMS, KaK OINMCAHO B
HaCToOAlleM IOOKYMEHTe, HanpuMmep, uHrudurop FAK B KOMOMHauumM C
MMMyHOTEepanmelM, MOI'yT OBTb BBEIEHE PaBHOMEPHO, B 3aBUCUMOCTM OT

NpPUPOIbl, CEPLE3HOCTM U CTENeHM COCTOSHMS IaluMeHTa. B HEeKOTOPHX

BapMaHTax OCYylIeCTBJIEHMA KOMOMHALUMIO, KaK OIMCAaHO B HACTOAIEM
OOKYMEHTE, HaIpuMep, MHIUOUTOPR FAK B KOMOMHaUUM C
MMMYyHOTEepanmneu, BBOOAT B E€IMHCTBEHHOM  IHO3e. B HEKOTOPBIX
BapMaHTax OCYIEeCTBJIEHMA KOMOMHALMI, KaK OINMCAHO B HAaCTOMAUEM
OOKYMEHTE, HanpmuMmep, MHIUOUTOPR FAK B KOMOMHALUN C

MMMYyHOTEepanver, BRBOOAT B MHOXECTBE O03. B HEKOTOPHX BapMaHTax
OCYHECTBJIEHNA TepalneBTUUECKM 3O0PEeKTUBHOE KOIMUECTBO KOMOMHALINM,
KaK ONMCaHO B HacCToOSueM IOoKyMeHTe, Halpumep, uHrudturop FAK B
KoOMOMHALIMM C WMMyHOTepanuey, MoxXeT OBTbL BBeIeHa IIepopalJilbHO U
nepmoImMyecku paBHomepHo (manpumep, 1, 2, 3, 4, 5, 6, 7, 8, 9, 10
nnm HoJiee pasz kaxaee 1, 2, 3, 4, 5 wim 6 nHenM WM Kaxmaee 1, 2,
3, 4, 5, 6, 7, 8 wnm 9 Henenn, wim xaxoee 1, 2, 3, 4, 5, 6, 7,
8, 9 mMecsUeBR MM JOoJILlIe) .

B HEeKOTOPEIX BapMaHTax OCYWECTBJIEHUS KOMOMHAaLMIO, KakK OIIMCaHO
B HacCToAWeM IOKyMeHTe, HalnpuMmep, uHIuoOmrop FAK B xoMmMOMHaAUMM C
MMMYyHOTEeparme, BBOIAT C I[IPEeABAPUTEJIBHO OIpPeiesieHHEM MHTepPBaJIOM
(Hanpumep, 1, 2, 3, 4, 5, 6, 7, 8, 9, 10 wmnu OGojiee pas kaxmwpe 1,
2, 3, 4, 5 wmnmm 6 pgHewm wmnm kaxmee 1, 2, 3, 4, 5, 6, 7, 8 wmm 9
HenejabL, wWwiM Kaxoee 1, 2, 3, 4, 5, 6, 7, 8, 9 wmecsHueB wWIHu
goJsibue) .

Coenurnenns

CriocoBbel, ONMCAaHHBIE B HACTOAHEM IOOKYMEHTe, BKJKNUYAKT BBeOcHUE
uHTUOUTOPa FAK ¥ MMMYyHOTEpaluM HaluMeHTy, MUMEKRIEeMy aHOMAaJIbHBIN
POCT KJETOK. [IpuMMEepH COoenuHeHUM, MWHIUMOuUpyommx FAK, BKJIOYAKT, HO
He OTPaHMUEHBE MMM, CJeIyoIMeE :

WHrMbuTopr FAK

MomHEIe MHIMOMTOPBE HOPOTEMH THUMPO3MHKMHA3 FAK MoryT OHTH
ananTUpOBaHE IoJis TepaleBTUUdeCKOoI'O IpVYMEHEHMSA B KauyeCcTBe
aHTHnponmudpepaTUBHEIX ATEeHTOB (HanpuMep, IIPOTUBOPAKOBEIX) ,

IIPOTUBOOIIYXOJIEBEIX (HanpuMep, 2dbe K TUBHBIX IIPOTUB COJIMIOHBIX
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Onyx0QJien), HNPOTHUB aHTMoTeHesa (HanpuMep, OCTaHaABJIMBAKIMX WJIU
IpenoTBpalanImnx nposamndpepanmn KPOBEHOCHEIX COCyIOB) N
MJIEKONIMTAKIMX, B UYACTHOCTM, Yy UeJioBeka. CoenmMHeHMs, OIMCAHHBE B
HacTodAmeM  IOOKYMEeHTe, HanpmuMep, mHIMOuTOPE  FAK, MOTyT  OBITBb
MCIIOJIb30BAHE B NPOQMIIAKTMKE M JiIedeHMM 3aboJieBaHMS WMIAM HapyLeHUd,
ONIMCAHHOTO B HAaCTOAlleM HOOKYMeHTe (HalpuMep, aHOMajbHOT'O pocTa
KJIETOK, HamopuMep, Ppaka (HanpuMmep, paka, OIMCAHHOTO B HaCTOSIUEM
OOKYMEHTE) ) . CoenuHeHUsd, OTIVICAaHHEIE B HaCcToOSAleM OOKYMEHTE,
HanpmMmep, MHIMOMTOpPH FAK, MOTYT OBITE MCIOJIB30BAHE B NPOPMIIAKTUKE
M JIEUEHUM HeTeMaTOoJIOTHMUYECKMX 3JI0KAYEeCTBEHHBEIX HOBOOOPAa30BAHUM,
MHOXECTRA UEJIOBEUECKUX IUINEPHNPpOoNIMPepaTBHEIX HaPYHIEeHWM, TaKUx Kak
3JIOKAQUEeCTBEHHEE U OOOPOKAYECTBEHHEE OMIYyXONM  IIedeHU, nouex,
MQOUEBOT'O Iy3eIP4, MOJIOUHOM KeJie 3k, XenynoKa, AUMYUHUKA,
KOJIOPEKTAaJIbHEIX, nperncTaTelbHOM  XeJies3:, MOIXEJIYIOUHOV  XeJIes3H,
JIeTKOT'O, BYJIBBB, IUTOBUIHOM XEJI€3bl, [1€UEeHOUHBEX KapLMHOM, CapKOM,
Tno®sacToM, T'OJIOBE M Heu U IPYyTUX TUIEepIia3udyecKux COCTOSHUM,
TakMx KakK JobpokauvecTBeHHad ITUIIePIJIal3usa KOXM (HanpuMmep, I[copuas)
n nobpokauvecTBEeHHas ITUllepriasma IpercTaTesIbHOM XeJjieswl (HallpuMmep,
BPH), n B npoduriakTmUKe 21 JeuyeHum HapyleHnN, TaKMUxX Kak
MeszoTesMoMa. B HEeKOTOPHBIX BapMaHTax OCylleCTBJIeHMS COelVHeHU’s,
OIMCAaHHBEIE B HaACTOLlleM IOKYyMeHTe, HanpmuMmep, uHTdbuTopr  FAK,
MHITMOVPYIT MNPOTEMHTUPOIUHKMHAZY 2 (PYK2).

B HeKOTOpHIX BapMaHTax OCYyUEeCTBJIEHUA COeIMHEHMS, OIMCAaHHBE B
HacTodumeM IOOKyMeHTe, WM UuxX OJdapMaleBTUUECKM IIPpUEeMJIEMBIE COJIM
IPUCYTCTBYIOT B KOMIO3MUMM B KkojamuuecTee 5, 10, 11, 12, 12.5, 13,
14, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60% mMac./mac. wuiu bBojee.
B HekxOTOpEIX BapMaHTax OCYUWEeCTBJIEHMS COEOMHEHMA, OINMCAHHEE B
HacTodAWeM OOKYMEHTe, WM MX QapMaleBTUUECKM IIPUEMIIEMBIE COJIU
IPUCYTCTBYIT B KOMIO3UIUM B KOJIMUUECTBe NPUOIMIUTEIBHO OT 5% 1o
60%, or 5% mo 50%, or 10% mo 50%, or 10% mo 40% mac./mMac.

Crnenpymouye OPUMEPE MHIMOMTOPpOoB FAK BxInUawT, HO HE IOJDKHE
OBITE MCTOJIKOBAHE KaK OTI'PAHUUEHHEE CJIEeIYIOWMM :

CoegmHenmusa VS-4718 m VS-5095

[IpmmMeps MHIUOMTOPOB FAK BKJNOUAKT, HO HEe OIPaHUUEeHB UMM, VS-
4718, VS-5095 m poncTBeHHBE COEIMHEHMS WMIM Ux OGapMaleBTUUECKHU

npueMsIeMyo  COJIb. CoenuHeHus VS-4718, VS-5095 wu poOOCTBEHHHE
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CoenMHEeHUS ONIMCaHEL B PCT/US2010/045359 n 0520110046121,
comepXxaHMe KaxXIoI'0 M3 KOTOPHX IIOJIHOCTBHI BKJIOUEHO B HacTodlee
onucaHue. CoemmHeHume OQopMmyJiEl (I-a) Takxe yIOMMHaeTcs Kak VS-
4718. CoenuHeHume dopmynel (I-b) Takxe ynoMmHaeTrcsa xak VS-5095. B
HEeKOTOPBIX BapMaHTax OCylIEeCTBJIEHUA VHITUOMUTOP FAK ABJIASTCHA

coenuHeHueMm dopmysel (I-a) uam (I-b):

P N NP>
H ! H
Ole C ~
Qopmyna (I-a) Popmyna {I.by
GSK2256098

IpuMeps UHTUOMUTOPOB FAK Takxe BKJIOYAKT, HO HEe OIPaHUYEHH
mvm, GSK2256098 M pOOCTBEHHHE COEIMHEHMSI WM MX ¢apMaleBTUUEeCKM
npremMsieMyo coJib. GSK2256098 u poncTBeHHHE COeIMHEeHMS OIMCAaHBE B
0520100113475, UsS20100317663, Us20110269774, Us20110207743,
Us20140155410 w US20140107131, comepXaHue  KOTOPBIX IIOJIHOCTBIO
BKJIIOYEHO B HacTosflee OnycCaHue . B HEKOTOPEBIX BapMaHTax
ocyumecTByeHnsa uHIubturop FAK gaBisercsa coenmHeHuem dopmysel (I-cl),

(I-c2), (I-c3), (I-c4) wmmm (I-c5):
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®opmyna (14 ®opmyna (I-¢5)

Coenomuenus VS-6063 u VS-6062

[Ipumepsr mHTUOUTOPOB FAK Taxkxe BKIOYAKT, HO HEe OI'PAHMUEHEH
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VMM, VS-6063, VS-6062 u POLCTBEHHEE COeIMHEeHUS I ux
bapManeBTHUECKM [IPMEMJIEMYI COJIb (Hanpumep, IuipoxJjopmun VS-6063,
rugpoxJsiopun VS-6062) . VS-6063, VS-6062 m pPOOCTBEHHEE COEOMHEHUS
TakXe PacCKpPHTH B, HanpuMmMep, oaTteHTe CHA 7,928,109, EP1578732,
PCT/IB2004/202744, PCT/IB2003/005883, PCT/IB2005/001201, n
PCT/IB2006/003349, cozmepxaHme KaxmoT'O M3 KOTOPHEX BKJIOUEHO B
HacTodmee OIMcaHue nyTeM CChIkM. VS-6063 Takxe M3BECTeH Kak
coenuHeHue OQopwmyse (I-d), mebaxTmHmMO wu PF-04554878. VS-6062
TaKXe WM3BEeCTeH kak coenuHexHue dopwmynel (I-d) m PF-00562271. B
HEeKOTOPHIX BapmraHTax OCyleCTBJIEHUA VMHITVOUTOP FAK ABJIAETCHA

coenuHenueM dopmysiel (I-d) wmam (I-e):

50:CH: S0,0H
N_ N N
SCHy i
f | ! NN,
\?\é |
g N NH H X
! L Y
H.C7 Z CF 4 © : NV;[ )
N CF.,
Qoprayna {I.dy Popmyna (I-e)

Jpyrue mMHIuOnTOops FAK

[IpuMeps MUHTUOMTOPOB FAK Takxe BKJIOYAKT, HO HEe OI'PaHUUYEHEH
nMM, coenmHeHme OQopmysner (I-f), <dopmynel (I-g) ¥ pPOOCTBEHHEE
CoemMHEeHMa WM ux O¢apMaueBTUUYECKM IIpHeMIeMyl CcoJib. CoenmMHeHue
dopMmysiel  (I-f) ® pPOOCTBEHHBIE COEIMHEHMA ONMCaHBl B HnareHTe CIA

8,569,298, comepxaHMe KOTOPOTO IOJHOCTBI BKJIOUEHO B HACTOSAIEE

onmucaHmue. B HEKOTOPEIX BapMaHTax OCyHeCTBJIeHUMA MHIMOMTOPp FAK
npencraBjsgeT cobom 2-[1[2[ (1, 3-ogumeTunnupasoi-4-uj)aMmHO ] —5-
(TpudbTopMeTHI) —4-TIMPUONII] aMUHO | —5-dTop-N-MeTOoKCH-OeH3aMUI, W

coenmHenue dopmyser (I-1f):

Popmyna A1)

B HEKOTOPHIX BapMaHTax OCYyWEeCTBJIEHUA MHTUOUTOP FAK
npencrarjaseT codom BI 853520.

MaayHOTEPanNsS
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CriocoBrel, ONMCAHHEHE B HaCTOAWEM IOOKYMEHTE, BKJKNUYAKT BBEeIESHUE
nHTMOUTOPa FAK ® wMMMyHOTEepaluy HalMeHTy, MUMENIeMy aHOMaJIbHB
poCT KJEeTOK. IlpMMeps MMMYHOTEPAlMM BKJIOWAKT, HO HE OIPAaHUYEHEH
MM, CJenyoume .

B HEeKOTOPHX BapMaHTax OCYUWECTBJIEHUS MMMYyHOTEPAIleBTUUECKUNA
areHT ABJIAETCS COeIMHEHUEM (HanpumMep, JIMTAaHIOOM, aHTUTEJIOM) ,
KOTOpoe MHTUOMPpYeT nOyTh OJOKAIE MWMMYHHOM KOHTPOJILHOM TOUKM.
MuMmyHOTEpanusa paka OTHOCUTCS K TMPUMEHEeHMIO MWMMYHHOM CUCTEMH IOJiS
JedyeHusda paka. TpuM TJIaBHBEIX TPYINE MMMYyHOTEPAaluM, MCIOJL3YEeMOV IJid
JIedeHusl paka, BKJUAanT Tepalus Ha OCHOBE KJIeTOK, Ha OCHOBe
aHTUTEJN I LINTOKMHOBYI. DBce TI'PYIilEl MUCIOJB3YIT I10Ka3 PaxKOBBMU
KJIETKaMU HE3HAUUTEJIBHO PasINYAnLMUXC A CTPYKTYP (ranpuMep,
MOJIEKYJIAPHAA CTPYKTypPa; aHTUIEeHH, OeJIKM, MOJIEKYJIBE, YIDJIEBOIBI) HAa
"X TIOBEPXHOCTM, KOTOPHE MOTYT OBTHL OOHAPYXEHE MMMYHHOM CUCTEMOM.
VMvyHOTEepanmsa paka (T.e., IIPOTUBOOIYXOJIeBad MWMMYyHOTeparnusa WU
IIPOTUMROOIIYXOJIeBasd MMMyHOTepalneBTUUYeCKMe CpelCTBa) BKJOUYaKnT, HO
He  OI'PaHMYEeHBl WUMHU, aHTUTeJa K MMMYHHOM  KOHTPOJIBHOM  TOUYKe
(HanpuMep, AHTUTEJIO PD-1, aHnTuresa PD-1L1, anTuTesia PD-L2,

aunrmresna CTLA-4, anTuTena TIM3, anrTuresia LAG3, auTuresa TIGIT);

M BAKLMHEL [TPOTUEB pPakKa (T €., [NPOTUBOOITYXOJIEBEIE BaKIIWHEL) .
Tepanumm Ha KJIETOYHOM OCHOBEe (HAIpuMep, BaKLMHE [IPOTHUB
paka), OOHYWHO BKJOYAT 3ab0p MMMYHHEIX KJIETOK OT IIalMeHTa,

cTpafanmero pakoMm, Jubo u3 KPOBM, JAMOO W3  ONyXOJdM. VIMMyHHHE
KJIETKM, crieundUUHLE K  OIyXOJwu, AKTUBUPYIOT, BHIPAIIUB AT "
BO3BpamWamnT NalyeHTy, CcTpajanieMy PakoM, DA€ MMMYHHHE KIIeTKU

obecrieuymMBpaKnT MMMyHHbIﬁI oTBeT IIPpOTMB paka. TuriamMmm KJIETOK, KOTOPEBIE

MOT'YT VICIIOJIBE30BATHLCH TaKVIM obpasomM, ABJIAITCSH, HaIpUMEp,
€CTEeCTBEHHEE KJIe TKU—KUJLJIEPH, JIMMPOKMHAKTUBUPOBAHHEIE KJIETKU—
KUJIJIEPHL, LUTOTOKCUUESCKUE T-xynerky, OSeHIOPUTHEE  KJIETKU, CAR-T

Tepanuu (T.e., T-KIETKU-PELENTOPE XMMEPHOTO aHTHUITEHa, KOTOpPHE

ABISKTCSA T-kJIeTKaMH, CHPOEKTUPOBAHHEMU oJis HalleJIMBaHUA
crieumMpmMueCcKmUx AHTUITEHORB) , Tepanmsa TIL (T.e., BReIEeHUE
IMMOOLMTOB, MUHOUILTPYOUMX ONYyXOoJM), TIeHoTepanusa TCR, BaKLUMHHE Ha

OCHOBe OeJlka M BaKLUMHE Ha OCHOBE HYKJIEMHOBOM KUCJIOTH. [IpHMepoM
OCHOBAHHOM Ha KJeTKax Tepanuy 4gBjageTcs Provenge. B HeKOTOPHX

BapMraHTaXxXx OCyleCTBJIEHMA OCHOBaHHasdA Ha KJleTKaX Tepalmsa ABJideTCH



24

Tepanuen CAR-T.

VHTepJenKknuH-2 17 anepa-uHTEPOEepPOH ABJIACTCA nprMepaMm
LIMTOKMHOB, 6esnKoB, PeErYyIMPpYIMX M  KOOPAMHUPYKRIMX  I[OBeIeHUe
VMMYHHOM CUCTEMH .

AHTHUTEJNBHEIe Tepanmumn ABJISIOTCH OeNTKOBEIMU aHTHUTeJIaMM,
NPOOYLMPYEMEMM  MMMYHHOM  CUCTEMOM ¥  KOTOPHE  CBSABHBAKNTCS C
AHTUTEHOM-MUIIEHLID Ha I[IOBEPXHOCTM KJETKM. AHTHUTENa, Kak IPpaBuio,
KOOMPYIOTCSA TEHOM WM TEeHaAMUM MMMYHOTJIOOYJIMHA WM uUxX OoparMeHTaMmu.
B HopMaJIbHOM OGMBMONIOTUM aHTUTEJa MWCIOJbL3YITCH MWMMYyHHOM CUCTEMOM
ojia OopbOE C HnaTtoreHaMu. Kaxnoe aHTUTEJNO [ABJSETCSH CIEeUMOMIHBIM
IS OOHOTO WM HEeCKOJbKUX OeJIKOB, U Te&, KOTOPHE CBSA3BBAKTCS C
aHTUTEeHaMy paka, MUCHOJbL3YTCsa, HaIpuMep, IJisa JIeUeHMs paka.
AHTUTENIa CHOCOOHE K chnenmdryeckoMy CBSABHBAHUKLD AHTUTEHA WA
srnurona. (Fundamental Immunology, 34 Edition, W.e., Paul, ed.,
Raven Press, N.Y. (1993). Crneumbrueckoe CBSA3HBAHME IIPOUCXOIUT C
COOTBETCTBYUMM aHTUTEHOM MJIM  SBIIMTOIIOM Jaxe B IIPUCYTCTBUM
TeTepOTeHHOM IOy JIALINAM BesikoB n IPYyTHMX BuoriperiapaTos .
Crieuudmueckoe CRBA3EHBAHME aHTHUTeJIa YyKasbBaeT, UYTO OHO CBSS3HBAeTCH
C ero aHTUTeHOM-MUIIEeHLI WM 3nMTornoM ¢ addmHHOCTRI, KOTOpas
CyHmeCTBEeHHO Bosbue, ueM CBA3LIBAHVE c HEeCOOTBEeTCTBYIIMM
anTurenaMmu. OTHOCHTEJIbHAasS pazHula B addmMHHOCTM UYacTO IO MEeHBbIEMN
Mepe Ha 25% OoJsbme, uyame 00 MeHbmey Mepe Ha 50% Oosbme, uale
BCero 1o MeHbmey wMepe Ha 100% Oonpme. OTHOCHUTENBHAS pPal3HMUIA
MoxeT OBITHL, HAIPUMEp, 10 MeHbIIeM Mepe 2-KPpaTHOM, 10 MEeHbIeM Mepe
S5-xpaTHOM, 1o wMeHbmeym wMepe 10-kKpaTHOMV, II0 MeHbUEer Mepe 25—
KpaTHOM, 1o MeHbmenm Mepe bLO0-xpaTHOM, 110 MeHbmen Mepe 100-xpaTHOM
mian 1o MeHbmelr Mepe 1000-xpaTHON!.

[IpyMe s TUIIOB AHTUTETT BKJIOUYALT, tes OTpPaHUYEHUS,
yeJjioBeueCcKue, TYMaHU3MPOBAHHEE, XUMEPHEHE , MOHOKJIOHAJIbHEIE,
IONMKJIOHAJILHEE, OIHOLENOUeUHEEe, O(parMeHTs CRBS3HBAKNIETO aHTUTEJA
M Ou-aHTuTesa. llocse CBA3HBaAHMSA C aHTHUDEHOM paka, aHTUTeJla MOTYT
BEIBEIBATH 3aBUCUMYIO oT aHTHUTEeJa orocpenyemyio KJIETKOM
LUMTOTOKCUYHOCTL, aKTUBUPOBATH CUCTEMY KOMILJIEMEHTA, IIPENOTBPaTUTH
B3aMMOIENCTBME pelenTopa C eIo JMTaHIOM MJIM HOOCTaBUTH IIOJIE3ZHYI
3aTrpy3Ky XUMUOTEpaluM UIM OOJydeHUsS, YUTO MOXET IPpUBEeCTH k Iubesu

KJIETOK. HpI/IMepr AHTUTETI JIA JIeUEeHVA Paka BKJIOYAKOT, HO He
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OTPaHMYEHB MMM, aJjieMTy3ymad, Oeaumszymad, OperykcemMad BeOOTHH,
nerTykcmman, reMTy3yMad 030TaMULIMH, nbpuTymomMad TUYyKCEeTaH,
unuiammymano, obaTymymao, nasurTymMymMad, purykcmumad, TO3UTYMOMAaD,
TpacTysymad, HuBoayMad, neMmOponmsaymad, asejyiymMad, gypBajiyMad u
nmomunansyman.

AHTHTENa, OJOKMpYyKRIMEe KOHTPOJIBHYK TOYKY

CriocobHl, OINIMCAaHHBEIE B HACTOAIlEM IOKYMEHTE, BKJIOUAKT, B
HEeKOTOPHX BapMaHTax OCYWEeCTBJIEHUS, JieueHMe UYeJjioBeka, CcTpalarnlero
3abo0JIeBaHUEM WM HapylleHMeM, ONMCAHHEIM B HaCTOAmeM OOKYMEeHTe,
npuyem crioco® BKJIOUaET BBEeJeHUE KOMITO3UILINH, BKJIIOUAIEN
MMMYHOTEPAaNr paka (HanpuMmep, MMMYyHOTepaneBTUUEeCKUM aTreHT). B
HEKOTOPHIX BapMAaHTax OCYHECTRBJIEHUS WMMYHOTEPANEBTUUYECKUM AaTEeHT
ABJIAETCA COeIVMHEHMEM (HanpuMep, MHIUMOMTOPOM MJIM  3HTUTEJIOM) ,
KoTOpPOEe MHIUOMPpyeT IIyTh OJIOKaOs UMMYHHOM KOHTPOJIBHOM TOUKM.
BeJsik MMMYHHOM KOHTPOJIBHOM TOUKM, B HOPMaJIbHBIX OU3UOJIOTUUYECKUX
YCJIOBUSX, MOoNIePXUBanT ayTOTOJIEPaHTHOCTH (HanpuMmep,
npeaoTBpamlanT ay TOMMMY HHEIE peaxumm) 17 3aMMIanT TKaHA oT
IoBpexXaeHns, KoIja M¥MMyHHas CcucTeMa OTBedaeT Ha, HalpuMep,
MaTOTeHHYID MHOEeKUMI. BeJyIkM MMMYyHHOM KOHTPOJIBHOM TOUKM MOT'YT OBTH
OINCPeTyJIMPOBaHE Oy XOJISIMMU Kak B aXHbIM MexXaHM3M  MMMyHUTeTa.
(Pardoll, Nature Rev. Cancer, 2012, 12, 252-264). ATOHWCTH
KOCTUMYJIMPYRUNMX PEeLEenNTOPOR WMJIM AaHTADOHMCTH MHIUOMPYOUMX CUTHAJIOB
(HanpuMep, OesikM  VMMMYHHOM  KOHTPOJIBHOM  TOUKM) , obecrieumBanT
yCuJIeHre CrneumM@mMuHbX IJIS aHTureHa T-KJIeTOUHHX OTBEeTOB. AHTMUTENa,
BIIoKUpyRIMe VIMMY HHEIE KOHTPOJIbHEIE TOUKM, He HaleJIMBanTCH
HEeIoCPelCTBEHHO Ha Oy XOJIEBEIE KJIETKH, HO, Kak rnpaBmo,
HalLeJIMBAKTCA Ha  peuenTtopel auMboUMTOB  MAM UMX  JIMTAHIOBL  0Jis
YIAYYIIEeHWsT SHIOTEHHOUW NPOTUBOONYXOJIEBOM AKTUBHOCTI.

[IpuMeps aHTUTeJ, OJOKMPYKIMX KOHTPOJIEHYI TOUKY BKJIIOUAT, HO
He oTI'paHuueHsl wumy, aHTu-CTLA-4, a”HTtm-PD-1, aHTU-LAG3 (T.e.,
aHTuTesa K TeHy aKTHMRauuMmM JIuMOoMTOoR 3), M aHTtmu-TIM3 (Tr.e.,
anTuTesila K T-KJIEeTOYHOMY MeMOpaHHOMYy ©Oelky 3) . IlpuMmepsl aHTUM-CTLA-
4 QHTUTEJ  BKJIOYAnT, HO He OTU'paHMYeHB WMH, unuauMymad u
TpeMenuMyman. [IpuMeps  JIMI'aHIOB aHTu-PD-1 BKJIIOYUAT, HO HEe
orpaHudeHsl umu, PD-L1 (r.e., B7-H1 m CD274) um PD-L2 (T.e., B7-DC

n CD273). IpuMeps aHTUTeJ aHTM-PD-1 BKJI0OUaAT, HO HE OIPaHMUYEHE
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MM, HuBosayMa® (T.e., MDX-1106, BMS-936558 wmmm ONO-4538)), CT-
011, AMP-224, nembponmaymad® (ToBapHBEM 3Hak Keytruda), m MK-3475.
MpuMmeprer PD-Ll-crneumduUHBIX aHTUTEJN BKJIOYAKT, HO HE OTPaHMUYEHH
vy, BMS936559 (T.e., MDX-1105), MEDI4736¢ m MPDL-3280A. IIpuMepH
aHTUTEeJ, OJOKMPYRUMX KOHTPOJIBHYK TO4YKY TakXe BKJIOYaKnT, HO He
orpaHMYeHH uMu, IMP321 m MGA271.

T-perynaTopHEE KJIeTkM (HanpuMmep, CD4+, CD25+ wmmm T-req)
TaKXe YYaCTBYIT B KOHTPOJE pas3iMuMsa MexOy ayTo— UM He—-ayTo-
(HanpuMep, UYyXEepOIHHEMM) aHTHUI'e€HaMM M MOI'YyT ODOECHeuYMBATL BAaXHBIM
MEXaHM3M B CYNpPeccuM HMMMYyHHOTO OTBeTa BO MHOITMX CJydasax paka.

Knerxu T-reg MOT'YT Njezielel NPOUCXOIUTD nus3 THUMyCa (r.e.,

"ecTecrBeHHrle T-reg”), mmbo MOTYyT IMbbEepEeHUMPOBATHCS U3 3PEeJibix T-—

KJIETOK IIp" obcToATeNbCTBAX MHOYKUMMK HepM@equeCKOﬁ TOJIEPaHTHOCTH

(r.e., "MHIOYLIUPOBAHHEE T-reg”) . CrpaTerun, MVHUMUBUPYIOI/E
nericreme kijerok T-reg, Kak I[I03TOMY MOXHO OXKMIATh, OOJeruanT
VMMYHHEI OTBeT Ha omnyxojm. (Sutmuller, van Duivernvoorde et al.,
2001) .

B HEKOTOPEIX BapMaHTax OCYUECTBJIEHKS COeIMHeHUSs (COoeIMHeHUs,
OInMCaHHBIE B HacTodmeM JIOKyMeHTe, Hanpumep, wuHrnbmurop FAK) wu
KOMITO 3ULIUN (HampumMep, KOMITO3ULIMHA, BKJTIOYA0INE coeluHeHue,
OnMCaHHOEe B  HACTOAIWEM HOKYMEHTE, HalnpmuMmep, nurubuTop  FAK)
MCIIOJIb 3YTCS c VIMMYHOTepanuemn paka (HanpuMep, AHTUTEJIOM,
OJIOKMPYOUMM KOHTPOJBHYID TOUKY) IJis JieYeHMs [auueHTa (HanpuMmep,
yeJjioBeka), HamnpuMmep, crpajapmero 3abojeBaHMeM WM HapyUeHUeM,
ONMMCAHHBEIM B HACTOAmMEM HOOKYyMeHTe (HanpuMep, aHOMaJIbHEM POCTOM

KJIETOK, HaIllpuMep, pPakxKoM (HaanMep, PaxkoM, OIMCaHHBEIM B HacCTOAlleEM

OOKYMeHTe) ) .
CnnocoOur COIJIaCHO HaCTOAlEMy N300pEeTEeHND BKJIIOYA0T
OOHOKpaTHOE, a TaKxe MHOT'OKpaTHEIE BBEIOCHMA TepalrnepTU4YeCKM

30PEeKTUBHOTO KOJMUECTBA COEIMHEHMS, KakK OIMCAaHO B HaCcTodlleM
noxkymeHtTe. CoenmMHeHUs, HalpuMep, CcoeIMHeHue, Kak OIMCaHO B
HacToOgmeM IOOKYyMEeHTE, MOTY'T OBIT b BBEIEHE c PaBHOMEPHBEIMU
MHTEpPBAJaMM B 3BaBUCUMOCTM OT IIPUPOMHE, CEPLE3HOCTM U CTeleHU
COCTOSHUA naumMeHTa. B HEKOTOPHIX BapraHTax OCYUEeCTBJIEHNUS

COelIMHEHNME, OIIMCAaHHOE B HacTodleM JOKYyMEHTE, BBOIAT B
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eOVHCTBEHHOM mose. B HEKOTOPHIX BapMaHTax OCYHIECTBJIEHUSA
COeIMHEHVEe, OIMCaHHOEe B HACTOMAWEM JIOKYMEHTE, BBOISAT B MHOXECTBE
003.

KocTuMmynupyroimme aHTuTeIa

Criocobwr, ONMCAHHEIE B HACTOAUWEM OOKYMEHTe, BKJIOUAWT, B
HEKOTOPHIX BapMaHTax OCYWEeCTBRJIEHMH, JIeUeHMe UYeJIOBeKa, CcTpalapmero
3ab0JIeBaHMEM WM HapyleHMEM, OINMCAHHBEIM B HaCTOsAmeM IOKYMEHTE,
npuyuem crioco® BKJIOUaET BRBeJeHUe KOMITO3UILINM, BKJIOUANEN
VMMYHOTEPAanuin paka (HanpuMmep, MMMYyHOTEepaneBTMUeCKMM aTeHT). B
HEKOTOPHIX BapMaHTax OCYHECTBJIEHUA WMMYHOTEPAIEBTUUECKUM AaTEHT
ABJIAETCH KOCTUMYJIMPYIOLMUM MHIUOUTOPOM MM AHTUTEJIOM. B HEKOTOPHIX
BapUaHTax OCYIIECTRJIEHW A croco®er, ONMCaHHHE B HaCTOAmEM
OOKYMEeHTe, BKJIOUAT MCTOeHMe WM akKkTuBauumiow aHTtu-4-1BB, aHTuU-

0X40, anTu-GITR, auTmu-CD27 u aHTM-CD40 ¥ MX BAPMUAHTOB.

HdononuurensHsie TepaneBTHYeCKHUe areHTs1/KOMOUMHUPOBAHHAST
Tepanus
Criocobet COIJIaCHO HaCTOSEeMy n300peTeHno MOT'YT OBITEH

MCIIOJIB30BAHE B KOMOMHALMM C IOIOJIHMTEJIbHEIM al'@HTOM (HaanMep,
TepalileBTHMYe CKMM areHToM) . ﬂOHOHHMT@J’IbeH?I areHT MOXeT BKJIOYATL,

HO He OI'PaHMYeH VMM, HpOTVIBOOHYXOJIeBbIﬁ nin HpOTMBOpaKOBbIﬁ areHT,

HarpmuMep, IPOTUBOOITY XOJIEBEIM areHT, BBHIOP A HHLIM us TPYIIH,
cocTOoSANEeN U3 MUTOTUUECKUX MUHIMOMTOPORBR, AaJKUIMPYRIMX aT'eHTOB,
aHTUMEe TaboNMUTOR, VHTEPKAJIMPYIOIMX AHTUOMOTHUKOR, MHTUOUTOPOB
bakTopa pocTa, UHTUOUTOPOB KJIETOUHOI'O uuKsa, bepmeHTOB,

MHI‘M@MTOPOB TOIIOM30OMEPa3El, MOHM@MKaTOpOB OUMOJIOTMUECKOTO OTBeTa,
aHnrmres, IMNTOTOKCUUECKUX areHToB, AHTUT'OPMOHAJIbHEIX areHTOB n
AHTMAaHOPOI'€EHOB.

B HEKOTOPEIX BapMaHTaAX OCYUWeCTBIJIECHNVA CHOoCOOBl U KOMIIO3MLINYL,

OIMCAaHHEIE B HACTOAIEM OOKYMEHTE (HanpuMep, wuHIUMOMTOP FAK B
KOMOVHALIMY C VMMYHOTEpanuey), MUCIOJb3YKT BMeCTe C OOMNOJIHUTEJbHOM
Tepanuem (HanpuMep, JIEUEeHMEM paka) . B OIIHOM BapuaHTe
OCYHEeCTBJIEHNUSA CMeCh ONHOTO W DoJee COEeINVHEHUN nIm

bapmalleBTUUYECKMX  KOMIO3MLUMM MOXEeT OHTh BBeIeHa MHallMeHTy C
KOMOMHalMeN, ONMCaHHOM B HacToAlleM OOKYyMEeHTe, HalpuMep,
nHruburTopomM FAK B xoMOMHaAUMM C MMMyHOTepalueM. B eume OIHOM

BapMraHTe OoCyleCTBJIEHVA OIHO WJIM foJjiee CcoeIMHEHMM WM KOMIIO3ULIUN
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(HanpuMep, OGapMaleBTUUYECKUX KOMIIO3ULIUM) MOT'YyT OBTBE BBEIEHHE C
KoMOUHAaLMEN, ONMMCAaHHOM B HacTo4dleM OOKYMEHTE, HaIlpuMep,
narubuTopom FAK B KOMOMHALMM C MMMyHOTepanueM, Ojs JIeUeHMsS WIu
NpodUIIaKTUKM pPaszsJIMUHHX 3aboJjieBaHuiM, BKJIOUAHA, HamopuMmep, pak,
omnaber, HeypoInereHepaTUBHLIE 3aboJieRaHMUA, CepOedYHO—COCyIouUCTOE
3ab0JIeBaHME, CBEPTHIBAHME KPOBM, BOCIAaJIeHME, [IPWIMBE, OXUPEHUE,
cTapeHme, CTpecc ¥ T.IO. B pasaMuHHX BapMaHTax OCYUEeCTBJIEHUS
KOMDOUMHUPOBAHHASA Tepanusd, BKJIOYA0NA S CoenMHEHUE U
bapMalleBTUUECKYID KOMIIO3UIIMIO, OINMCAHHYID B HACTOAmEM IOKYMEHTE,
MOXEeT OTHOCUTbCS K (1) dapMaLeBTUUECKMM KOMIO3MLMAM, BKIIOUAOINM
OomHO uUIM BOoJiee COeIMHEeHMM B COodUeTaHMM ¢ KoMOMHAaLMel, ONMCAHHOV B
HacToAlleM IOKyMeHTe, Hanpumep, uHruburopom FAK B KoOMOMHaUMU C
nMMyHOTepanver; u {(2) COBMECTHOMY BBEIEHMI OIHOTO MM OoJee
COeIMHEeHUN ZR)871 bapMalleBTUUYECKMX KOMITO 33U, OTIYICaHHBIX B
HacTosameM JIOKyMeHTe, c koMmBuHauMen, ONMMCAaHHOM B  HACTOSIEM
IOKyMEeHTe, HariprMep, UHTUOMTOPOM FAK B KOMOMHay C
MMMyHOTeparnmen, npuyem coemHeHue VI bapMmalneBTHUUYECKaS
KOMITOBULIMS, OINMCaHHBE B HaCTOodlleM IOKyMeHTe, He OBJIM COCTaBJIeHEBI
B Tex Xe KOMIO3MUMAX. B HEeKOTOPEX BapMaHTax OCyUleCTBJIIEHUI
KOMOMHaLMM, ONMCaHHEE B HAaCTOsAWEM MOOKyMeHTe (HanpmuMmep, MHIUbOUTOP
FAK B koMOMHaAUMM C MMMyHOTepanmem), BBOINAT C JOMNOJIHUTEJILHBEIM
JleyeHMeM (HamnpuMep, IOOMNOJIHUTEJIBHEM JIeueHMeM paka). B HEeKOTOPHX
BapMaHTax OCYIIECTBJIEHUS IOMOJIHUTEJIBHOEe JieuyeHue (Hanpumep,
IIOTOJIHUTEJIbHOE JieueHue paka) MOXeT OHITH OCYIIECTBJIEHO
OINHOBPEMEeHHO (HampuMMep, B TO Xe caMoe BpeMs), B TOM Xe WM B
OTIEeJIbHEX  KOMIIO3ULMAX, UM TI0CJIenoBaTeJIbHO. [locyienoBaTesyibHOE
BBelleHUE OTHOCHUTCS K OCYWECTRBJIEHMIO OIOHOTO JeueHMs OO0 (HalpuMmep,
HelOoCPeInCTBEHHO Iepeln, MeHble dYWeM 3a 5, 10, 15, 30, 45, 60
muuyr; 1, 2, 3, 4, 6, 8, 10, 12, 16, 20, 24, 48, 72, 96 wwu
Gosapme uyvacoe; 4, 5, 6, 7, 8, 9 unmu 6Goabme npHem; 1, 2, 3, 4, 5,
6, 7, 8 wunm Oonpme HemeJjbh OO 3TOT0) OCYUEeCTBJIEHUS NOCIeIyIIeIO
JledeHusa (HamnopuMep, COeIMHEHMEe WM Tepanud) . [lopganok BBeIEHUA
IeEPBOTO M BTOPOTO COEIMHEHMSA WIM TepaluM MOXeT Takxe OBTh
OOpPAaTHEIM.

CrnocoOel IO M3OOPETEHUK MOI'YT MCIONbB30BATHCSA WM I[IPUMEHATHCH

B KOMOMHAalLMU C onOHOM jZB)8%) Boree JOIIOJIHM T EJIb HEIMI TepalmaMm
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(HanpuMep, JIeUeHHME paka, HalpuMep, XUPYPIMA, OOIOJHUTEJIBHOE

JIEKapCTBEHHOE CPEenCTBO (a) wmam TepaleBTHUYECKME ATEeHTH) IJ4
JIEUEeHUSA YIIOMSAHYTOT'O HapyueHusa/3aboJIeBaHUA . HOTIOJIHUT EJIE HEIE
Tepanuu (HanpuMep, JleueHue paka, HaIlpuMep, JleKapCTBEHHOE

CpPencTBO (a) WM TepaleBTUYUECKME AaTeHTH, ONMCAHHEE B HaCTOSIEM
IOKYMEHTEe) MOIyT OHTb BBEINEHB B TOM Xe& COCTaBe MIM B OTIEJIbHEX
cocTamax. Ecam uMx BBOIOAT B OTIOEJIBHHX COCTaBax, COEeOMHEHUS IO
M300pEeTEeHUI MOTYT OBTH BBEHOEHE I[IOCJENOBATEJIBHO WM OIOHOBPEMEHHO
C OPYTMM JIEKAPCTBEHHBM CPEICTBOM (aMu) .

B ponojsHeHME K BO3MOXHOCTM BBEIEHMA B KOMOMHALIMM C OIHUM
uam OoJjiee IOONOJIHUTEJILHEIMM TepanusaMy (HalpuMmep, JedeHMe paka,
HallpyMep, XUPpYypIMsa, OOIOJIHUTEJIBHOE JIEKAPpCTBEHHOE CpencTso (a)
WIIY TepaneBTUYECKME ATEHTEHI), CHOCODOB IO MI00peTeHMI MOTYyT OBThH
IIPUMEHEHE OIIHOBpPEeMeHHO (B oGopMe KOMOUMHMPOBAHHOI'O IIpelapaTa) Wi
rnocyienopaTesIbHO IJIA  JIOCTWXEeHUs xejlaeMoro sddexrTa. 370 OCOBEHHO
XejlaTesIbHO, eClM TeparepTudeckuy rnpoduiis KaxIoro  COeIMHEeHUS
ornmyaeTcs, TaxK Esie) COBMECTHOE BOBJENCTBHUE 3TUX IByx
JIeKapCTBEHHEIX CpelcTB ofecrneumpaeT YIIYUIEHHBM TepaleBTUYeCKUn
pesyseTar.

[IpuMep  JledeHMAa  paka  BKJKYaeT, HalpuMmep : XYIMMOTeparmo,
HaleJIeHHBle Tepanmy, Takue Kak aHTUTEeJIbHBIe Tepalmu, MMMyHOTepanmda
M  TOpMOHAaJIbHad  Tepanus. [lpyMeps  KaxIoro U3 DBTUX JIEUEHUM
IIPUBEIEHE HMXE .

XuMmorepamnmnsa

B HeKOTOpPEIX BapMaHTax OCYWEeCTBJIEHUS CIOCOOB 10 M300peTeHMU
MCIOJIB3YIT C XUMMOTepanuen. XuMMoTepanms SABJISeTCHS JIeYeHMEeM paka
JIEKAQPCTBEHHEIMM  CPenCcTBaMM, KOTOPEIE MOTYT Ppas3pyllaTbk pPakoOBEHE
KJIETKU . «XyIMMIOTEepanma» OOBIUHO OTHOCUTCH K LUTOTOKCUYECKUM
JIEKAPCTBEHHEIM CPENCTBaM, OKAZBBRANIMM BJIMAHME Ha OBCTPO Oejadammecs
KJIETKU B LLeJIoM, B OTINYNE oT HalelMBaeMom Tepannn.
XuMmoTepanepTUYEeCKMe  CpencTBa BMEUMBAaKWTCH B IeJIeHMe  KJIEeTOK
PasIMYHEIMM  BO3MOXHBEIMM I[IyTAMM, HalnpuMmep, B pernnukaumio ITHK wmianm
pas3nejieHMe HelaBHO CQOOPMMPOBAHHBIX XPOMOCOM. BOJBUIMHCTBO GopM
XMMMOTEPpanuM InpelnHasHadaeTcsa g BceX OHCTPO LOeJIAUMXCS KIeTOK U
He ABJAeTCHA CcHeuupruecKMM OJIs PAakKOBHIX KJIETOK, HEeCMOTpsa Ha TO,

uToO oHnpeneijyieHHaAa CTeIIeHDb CH@I_LM(DMT{HOCTM MOXeT MMEeTb MeCTO B CUITY
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HEeCIOCOOHOCTM MHOI'MX PAaKOBHX KJIETOK K penapaumm [JJHK, B TO BpemMda

KaK HOpMaJjlbHbe KJIETKM OOBUHO 2TOM CHOCODHOCTHI 060JaIailT.

CriocoOul 1o N300PETEHND MOTYT MCIIOJIE30BATbHCH C
IIPOTUMBOOITY XOJIE€BBEIMM BeumecTeaMll, AJIKMJIINP Y IOIVIMI areHTamMm,
aHTuMeTaboImuTamH, AHTUOMOTHUKAMH, IPOTUBOOIYXOJIEBEIMM  aT€HTaMU
PacCTUTEJIBHOTO IPOUCXOXIEHUS, [IPOMU3BOOHBIMU KaMIITOTEeLMHE,
MHTUOMTOPaAMM  TUPO3UHKMHASBH, aHTUTEeJIaMH, uHTepdepoHaMmu  U/UIU

mMogudpmraTopaMm OUMOJIOTUUECKOTO OTBETA. B DTOM OTHOULEHUM Clenyplee
ABRJIAETCH HeOoT'paHUYMBAIIMM CIIMCKOM IPUMEPOB IOOTIOJIHUTEJIb HEIX
areHTOR, HanpuMmep, OOTIOJIHUTEJIb HEIX TepalneBTUUECKUX areHTOB,
KOTOPBE MOTYT MCHOJIB30BATHCHA CO CrHocobaMm N0 M300pPEeTEHMD.

ANKUIIMPYIOMME aTeHTH BKJIOYAKT, HO He OIPaHMYeHHE ¥MM, N-OKCUI
as’0TUCTOTO unpmurTa, umkgopochammm, nudpochamun, Mmendanas,
BycynvbaH, MUTOOPOHMUTOII, KapOOKOH, THoTerna, PaHUMYCTUH,
HUMMYCTMH, TeMo3oJyiomun, AMD-473, anebTperammi, AP-5280, arnasmkBOH,
pocTasMUMH, OeHIaMyCTHH, KapMyCTHH, D3CTPaMyCTHH, QOTeMyCTUH,
ranydocbammi, nbocoamm, Kw-2170, mMadochammnm n MUTOJIAKTOJI;
CKOOPIMHMPOBAHHEE IIJIATUMHOM AaJIKUJIMPYyRIMe COeIMHEHMS BKJIOYAKnT, HO
He OTpPaHMYEHBI VMM, LMCIIIIaTMH, KapOorJjaTuH, arrarsaTuH,
sobaryiaTvH, HeImarJlaTMH, OKCaJMIJIaTMH WIIM CaTpIlJlaTuH;

AHTMMEeTaOOJMTE BKJIOYAIT, HO HEe OTIPaHMUYEeHB MMM, MEeTOTpeKcarT,
6-MepKanTonypPrH pubozum, MEePKAaIlTONYypPUH, S-drTopypaumi (5-FU)
VHAVBUOYAJBHO WAM B KOMOMHALMM C JIeMKOoBOpuMHOM, Terabyp, UFT,
OOKCUPIYPUIONH, KapModyp, umrapabuH, umMTaprabmuH oxkdocoaT,
DHOUMTAOUH, s-1, reMumnTadbuH, bnynapabuH, S5-azaumnrunmH,
kaneumradbuH, KJIanopubmH, kjobapabus, meunrabuy, 5OJIOPHUTUH,
DTUHUIILMUTUIOVH, LMTO3UH apabuHOBMUI, TUOPOKCUMOUYEBUHA, TS-1,
mesbasiaH, HeJlapabul, HOJlaTpeKcen, oxbocohar, OVHATPUN
npeMeTpekcen, I[IeHTOCTaTUH, [IeJIMTPEeKCOJI, paJTuTpekcen, TpUANOUH,
TpUMeTpekcaT, BunapabmuH, BUHKPUCTMH, BMHHOPEeJIOMH; WIM, HalIpUMep,
OIOMH nu3 NPEeOnoOUYTUTEIbHEIX AHTMMeTaboaInUTOR, PaCKPBITEIX B
EBpPONeMCcKON 3asgBke Ha naTeHT No. 239362, Taxoym kak N-(5-[N-(3,4-
OIUTUIOPO—2-MEeTUII-4-0KCOXMHABOJIUH-6—UIMeTIII) ~N-MeTUJIaMUHO | =2~
TEHOWMJI) —L—-TJlyTaMMHOBaSA—-KUCJIOTA;

AHTMOMOTHKM BKJIOYUAKT, HO He OI'PaHUUYEHBEl MMM: akjJapyOMLiUH,

akKTMHOMMLMH D, aMpy®OULMH, aHHaAMMUUMH, OJEeOMMIMH, JayHOPYOMLMH,
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OOKCOPYOMLMH, 3JICAMUTPYLMHE, 3OMPYOMIMH, TIajlapyOMLMH, KMIAPpyOMLIVH,
MUTOMULIVH cC, HEMOPYOULIUH, HEeOKapUMHOCTATHUH, [IEIIJIOMULIUH,
oupapyoOuLumH, pebekKaMuUlLMH, CTUMajlaMep, CTPEeNTO30LMH, BaJpyOULUH
WV 3UHOCTATUH;

I'opMOHasNIBHEIE TepaleBTUUYECKMEe AaTreHTE, HalpuMep, DSKCeMecTaH
(apomMasuH), JYOPOH, AaHACTPO30JI (apuMmumexc), IokcepkKalbumudpepos,

damposzos, dopmMecTaH, AaHTUMDCTPOI'EHE, Takue KakK TaMmMokcupeH LMUTpPaT

(HONIBamekc) u QynpecTpaHT, TpeJyicTap, TopeMmndeH, pasokcudpeH,
nazodpokcudpeH, JeTpo30J (demapa) MIM aAHTUAHIOPOTEHH, TakKMe Kak
BukanyrTamun, bayrTammn, MubenpucToH, HuayTamun, Casodex® @ (4'-

umMaHo-3- (4-bTopdbeHnnCysbOHMIT) —2-TUIPOKCU—2-MeTuII—3' -
(TPpMdTOPME THIT) MPONIMOHAHUIIUIT) M MX KOMOMHALWNM;

[IPOTMBOOIIYXOJIEBHE BemecTBa PacTUTEJIEHOTO TIPOUCXOXIEHN A
BKJIOYAOT, HanpuMmep, BEIOPAHHEIE Y3 MUTOTHUUECKMX  MHIUOUTOPOB,
HanpmMmep, BMHOJIACTMH, »oleTakces (TakcoTep) M IakJIMTakKce;

IUTOTOKCHUUECKUE areHTHl, VHTUOUpPYyIMe TOTOM30MEPa3y,

BKJIOUAKT OIMH Wi OoJjiee areHTOoB, BHGpaHHMX M3 I'PYIIIE, cocTodamen

nus akJlapybuumHa, amoHabunna, bejyioTrexkaHa, KaMIITOTEeLMHa, 10-
ITUIOPOKCUKaMIITOTELMHAE, 9-aMMHOKaMIITOTelMHa, nudsoMoTexkaHa,
npuHorexaHa HCl (kawmrrToszsap), >sH0TeKapuHa, D3IuMpyduumHa (3J151€eHC),

3TONO3UIa, DSK3aTekaHa, I'MMaTekaHa, JypToTekaHa, MUTOKCAHTPOHA,
nnpapyouumHa, IMKCaHTPOHA, pyburexaHa, cobysoKcaHa, SN-38,
TadayIIo3MIa M TOIOTeKaHa UM UMX KOMOMHALIMIA;

MMMy HOJIOTUUECKUE cperncrTea BKRJIOUWAKT, HO He OI'PaHMYEHBl UMMM,

MHTep@epOHH nu MHOT'OUMICJIECHHEIE opyrue areHTHl, yay4udumamoiue
UMMYHUTET . VnTepbepOoHE BKJIOUAWT, HO He OTPaHMUEHE M,
uHTepbepoH aibda, vHTepbepoH anwda-2a, uHTepbepoH anabda-2b,

nHTepbepon OeTa, uHTepbepoH-la uam uHTepdepoH-nl. Jpyrme aTeHTH
BKJIOYAKT, HO HEe OI'PAHMUEHH MMM, OUITpacTyM, JIEHTMHAH, CcusoduiaH,
TheraCys, ybeHuMekc, WEF-10, anmecrnemkuH, ajaeMTysymad, BAM-002,
nakapbasuH, Daknmusyman, OEeHUJIeMKMH, reMTy3yMab 030TaMMLIVH,
ubpurTymoMad, ¥VMMKBUMOI, JIeHOTPACTMM, JEHTMHAH, BakKlUVHY I[IPOTUB
MeJIaHOMEI (Corixa), MOJITPaMOCTHUM, OncoVAX-CL, caprpaMoCcTuM,
Ta30HEPMMH, TeKJIeMKMH, TuMaJasuH, To3uTymoMad, BupynmusuH, Z-100,

snpary3symMad, MuryMoMad, operosoMad, NeMTyMoMad M IIPOBEHX;
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MoandprxkaToOpE OMOJIOTUYECKOT O oTBETAa ABJIAITCSA areLTamm,
M’3ME H SI0IMMIM A THBIE MeXaHM3MEL XUBBIX OPTaHU3MOB RN |
BrosJoTMUYeCcKMe OTBETH, Takme Kak BEDXKMBAHMUE, pocT U

nuddepeHUIUPOBKA KJIETOK TKaHM, C IIPUIAHMEM UM HIPOTUBOOIIYXOJIEBOM
AKTUMBHOCTHU. Taxue areHTH  BKJOYAKT, HO He OTUpPaHMYEeHHE UMK,
KPeCTHKH, JIEHTMHAaH, Ccu30dupaH, OMUMOAHUI MM YyOEHMMEKC;

Ipyrme MNpoOTMBOPAKOBEE AaTl'eHTH BKJIOYAKT, HO He OT'PaHUUYEeHEH
VMM, aJIUMTPETUMHOMH, AaMIIJIMI'€H, aTpaceHTaH, OekcaporeH, OopTeszoMud,
BoseHTaxH, KaJlbLUUTPHUOI, SKCUCYJIMHI, buHacTepun, dboTeMyCTUH,
MOAHIPOHOBYIO KUCJIOTY, MUITePOCHH, MUTOKCAHTPOH, l-acnaparmHasy,
npokapbasmuH, nakapfasuH, TUMOPOKCUKapOaMmni, neracnaprasy,
IIeHTOCTAaTMH, TazapoTeH, TLK-286, Benkan, TapieBa WM TPETUHOMH;

Opyrue AHTUMAHTUOT EHHHE coenmMHeHUs BKJIOUAT, HO He
OTPaHMUEHH UMM, alUUTPeTUH, OQeHPeTHHMUII, TaJIMIOMUIl, 30JIeIPOHOBYIO
KMCJIOTY, AaHIMOCTaTUH, alJMIvH, LIuJIeHITul, koumOperacTraTtwuH A-4,
3HIOCTaTUH, raJIobyI'MHOH, pebumacTar, pemonBab, PEBIIVIMUII,

CKBajlaMVMH, YKparH M BTUTAKCUH;

CKOOpﬂMHMpOBaHHMe IJIaTUHOM CoOoellVIHeEHMA BRJIOYAKT, HO He
OT'PaHVMYEHBL My, OMCIJIaTvH, Kap@@HHaTMH, HellallJlaTVH Wim
OKCaJIMITJIaTNH

[Ipou3BOOHEE KaMITOTELMHA BKJOYAKNT, HO HE OI'PaHUUEHBE MMM,
KaMIIToOTelH, 10-rMOpoOKCUKAMIITOTEIMH, 9-aMMHOKAMIITOTELMH,
upmuHoTexaH, SN-38, »moTexapuH M TONOTEKAaH;

VHTUOUTOPE TUPOSMHKMHASBE BKJIOUAKT, HO HE OT'PaHUUEHHE UMH,
Iressa wunmu SUS5416;

AHTUTEJa BKJIOUAT, HO He OTPaHUUYEHH UMM, TepLUernTuH,
3pOUTYKC, aBaCTUH UM PUTYKCUMad; u

VHTepbepOoHE BKJIOYAKT, HO He OTPaHMUeHE UMM, UHTepdepOoH
ansbda, vHTepbepoH annda-2a, uHTepbepor ansda-2b, vHTepbepoH
Bbera, uHTepbepoH-la mnam mHTepdepoH-nl.

[IOCKOJIEKY HEKOTOpHe JeKapCTBeHHBe cpelcTBa paboTanT Jydile
BMeCTe, uYeM OIMH, IBa WM ©0oJiee JeKapCTBEeHHEX CPelICTB YacTo
BBOOAT OIHOBPEMEHHO WM [ocJenopaTenbHo. UYacTo InOBa wuIM 0OoJee
XVUMMOTEPAaNeBTUUECKUX ATEHTOB MCTIOJIb BYIOT B KauecTBe
KOMOMHUPOBAHHOM XVMUOTEPAIIUNA . B HEKOTOPHIX BapMaHTax

OCyueCTBIJIEHUA XVIMyoTepalieBTHYeCKYEe AT'*€HTEhI (BrIOUa s
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KOMOMHMPOBAHHYK XMMMOTEPANMi) MOTYT MCHOIbB30BATHCHA B KOMOMHALUM
co cnocobamy, ONMCAHHBEMM B HaCTOANEM IOKYyMEHTEe.

HanpaBiieHHass Tepanmus

B HEKOTOpPHIX BapMAaHTaAX OCYUWECTBJIEHMA CIOCOOBE IO M300peTeHU
VICIIOJIb 3YOT c HalpapBJIEeHHOM Tepanmen. HanpaeyneHHasa Tepanmnsa
COCTaBJIAET VICIIOJIb 30BaHUE aTeHTOR, CreUPMUHBIX 0J1a
IMCPEeTyJIMPOBAHHEIX OEJIKOB PAaKOBEIX KJIETOK. JIekapCTBEHHEE CpPEeOCTBa
IJ1s1 HaNpaBJIEHHOMW Tepanuy, NpelcTaBiaolue coOoM Majlsle MOJIeKYJIH,
OBOBIYHO ABJIAITCA VHITUOUTOpaMu bepMeHTaTUMBHEIX oBJacTen Ha
MYyTaHTHEX, CYHNEP3KCIPECCUPYEMEIX MM B MHOM OTHOWEHUM KPUTHUUECKUX

Beskax B PakOBOM KJIeTKe. SpKuMM IpMMepaMM [ABJIAOTCS MWHIMOUTOPEH

TUPOSMHKMHASEL, TakKmue Kak akKCcUTUHUO, bocyTUHUOD, nenmMpaHmo,
mecaTuHuo, 3POJIOTUHUOD, UMaATUHUO, redUTUHUO, JanaTuHuo,
necraypTuHmo, HUJIOTUHUD, ceMakcaHuo, copadenmnd, CYHUTHHUO U

BaHmeTaum®, a Takxe UHITUOMTOPH UUKJIMH-3aBUCKUMOM KMHAZBI, TaKue
Kak ansouunm® um ceymumriam®d. Tepanus MOHOKJIOHAJIBHEMM aHTUTEeJIaMuy
ABJISETCS IPYI'o¥M cCcTpaTerver, B KOTOPOM TeparieBTUYEeCKMM areHT
ABJISIETCS  AHTUTEJIOM, Crheurduuecku CBISLRBANIMMCS ¢ OesJIkoM Ha

IIOBEPXHOCTM PaKOBEIX KIJIETOK. HpVIMepr BKJIIOYAKT, HO He OI'PaHMYEHEI

UMM, aHT-HER2/neu aHTHTe a TpacTysyMmad (Herceptin®), KakK
IPaBUJiO, MCIIOJb3YEMHE IIPM Pake MOJIOUHOM XeJjie3bl, ¥ aHTUTeJyla aHTU-
CD20 puryxkcmMad wm To3muTyMoMad, KakK [OIPaBUIIO, MCIOJb3yeMele BO
MHOXECTBE B-KJIE TOUYHBIX 3JI0KAUEeCTBEHHEIX oBpasoBaHUM. Ipyrue
[IPMMEePLE aHTUTEJI BKJIOUYAKT, HO He OTI'PaHMuUeHb M¥MM, LOUuTykcumad,
naHnmMrtymymatd, Tpacrtysymad, anemMrysymad, Oepaumsymad, sapexkosioMad
u TeMTysyMmab®. IpuMepel CIMTEX OEJIKOB BKJKYAKT, HO HE OI'PaHUYEHH
My, abmmbepcenT ¥ OeHMJIEMKMH OUQTMTOKC. HamnpaBJjeHHasa Tepanusd
MOXET Takxke BKJOUYATh Majee OeNTHOs B 2 KadyecTBe 'yCTpOMCTB
camoHaBenenusa”, KOTOPEHE MOTY'T CBABBIBATHCSH C peLenTopaMm
IIOBEPXHOCTHU KJIETOK WU OKa3BBaATH BIAUSHME Ha BHEKJIE TOUHBIN
MaTPUKC, OKPYyXalWMM ONyXoJb. PaIMOHYKJIMIE, KOTOPHE IIPMCOEOMHEHEH
K »TuM nentunaM (HanpmuMmep, RGDs), B KOHeUYHOM cuUeTe, yOMBaAKOT
PaKoOBYK KIJIETKY, eCJi¥ PaIMOHYKIIMI pPacllalaeTcsd OKOJIO KJIETKM.
llpuMep TakoM Tepanur BKaoUaeT BEXXAR®. B HEKOTOPHX BapuaHTax

OoCyumeCTBJICHNMA HalipaBJICHHAaA TeparmnAa MOXeT MCIIOJIBE30BATBECH B
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KOMOMHALIUKM CO CcnocobaMm O M300pPEeTEHMO.

I[IpoTBOBOCHAIHATEIILHEIE CPEICTRBA

CriocoOul 1o N300PETEHUD MOTYT OHITB MCIIOJIb 30 BAHEL C
IPOTURBOBOCIANUTEJIEHEIM CPEeOCTBOM. [IpOTHMBROBOCHAJNIMTEJIBHEIE CPEenCcTBa
BKJIOUAT, HO He OTPaHUUYEHE] VMM, HECTEPOUIHEIE
IPOTHMBOBOCIANIUTEJIBHEIE CpencTea (HampMMep, CcaJauluuiaTe (aChOMpUH
(aueTuncanuumMIoBas KucjoTa), aubiyHucalsl, caJjcajyaT), IPpOM3BOIHBIE
IIPOIMOHOBOM KM CJIO TH (mbynpodesH, HaAOpPOKCEeH, benonpodesH,
xkerTonpodeH, oqaypdbunpodeH, OKCaANPO3MH, JIOKCONPOodbeH), MNIPOU3BOIHEE
YKCYCHOM KMUCJIOTH (MHIOMETAaUMH, CYJIMHIAK, D3TOoIOoJjlak, KeTopoJjak,
aukjgobeHak, HaOyMeTOH), MOPOMIBOIHEE DHOJIOBOM KUCJIOTH (OKCHKaMa)

(HMPOKCMKaM, MEeJIOKCUKAaM, TECHOKCUKAaM, IPOKCHUKaM, JIOPHOKCUKAaM,

M30KCHUKAaM) , NIPOM3BOIHEE benaMoBOM KM CJIOTHI (benamaThI)
(medpenamoBas Kucriora, MKJIObeHamMoBasd Kucriora, bnydeHamMmoBad
KMcJjiora, ToJjibeHaMoBas kKmucJyoTa), CceJIeKTUBHEE MHTUOMTOPEl COX-2
(KOKCUOEL) (uenexoxkcmd) , CyJbQOHAHUITMIIE (HuMmecym) , CTEePOUIIE

(HanpuMep, I'MIPOKOPTM30H (KOPTM30J), KOPTMSOH auerTaT, I[IPeIHM30H,
IpeaHn30JI0H, MEeTUJINPEeIHNBOJIOH, nexcaMeTasoH, feTameTasoH,
TOMaMLMHOJIOH, OekJjlaMeTasoH, Iy IPOKOPTU30H auerar,
II€30KCUKOPTUKOCTEPOH aleTarT, allbIOCTEePOH) .

Agajiresupyrnipe cpencrsa

Crioco®Bu 10 M300peTEeHUIO MOT'Y'T OBIT B VCIIOJIb30BAaHbL C
aHaJITe3UPYyRILMMM CPeICTBRaMM. AHaJITe3upyllyre CcpelcTBa BKJIOYAKT, HO
HEe OTPaHWYEeHH WuMM, OIMaTH (HanpuMmep, MopdwuM, KOIEeMH, OKCMKOIOH,
TUIPOKOIOH, OUTUOPOMOPOUH, IeTUIuH, BynpeHoOpPdMH, TPpaManoJ,
BeHJa®akCHH) , IapaleTaMoJl M HeCTepOMIHBE I[IPOTUBOBOCHIAJIMTEIELHBE
cCpencTrRa (HanpumMep, CaJIMLIMIIa TE (acnmpuH (aueTHicannuMIoBas
KucJjoTa), IoubsayHmMCcas, cajcajaT), OPOM3BOIHEE IIPOMNMOHOBOM KMUCJIOTE

(mbynpodeH, HaIpPOKCEH, bernonpodeH, keTonpoodeH, bnypbunpodeH,

OKCAaIpPO3UH, JokconpodeH) , OPOMBBOIOHEE YKCYCHOU KMCJIOTEL
(MHOOMEeTAaLMH, CyJMHIAaK, 3TOImONAK, KeTopoJsak, ImkjodpeHakx,
HabyMeTOH), IPOUI3BOIHEE DSHOJIOBOM KMCJIOTE (OKCMKaMa) (IMPOKCUKAM,

MEeJIOKCUKAaM, TeHOKCUKAaM, IPOKCHUKAM, JIOPHOKCHUKAM, U30KCHUKaM) ,
NIpOoMBBOIOHEIE (GeHaMOBOM KMCJIOTH (deHaMmaTrel) (MedeHaMOBasg KUCIOTA,
MekJiopeHaMoBasa KMCJIoTa, drnydeHamMoBasa KMCJIOTa, ToNndheHaMoBasA

KMCJIOTa), CeJeKTUBHEEe MHITUOUTOPE COX-2 (KOKCHMOEI) (nenexoxkcud) ,
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CyJibQOHAHUIIMOE (HMMECYJIMIORL) .
[IpoTHBOPBOTHEIE AI'€@HTEI
CriocoOul 1o N300PETEHUD MOT'YT OBIT b MCIIOJIE 30BAHE C

IIPOTVMBOPBOTHBEIM aI'€HTOM. HpOTVIBOpBOTHbIe AI'€HTHBl BKJIIOYAKRT, HO He

OTpPaHMYEeHE VMU, AHTaT OHMCTEI peuenTopa 5-HT3 (DonaceTpoH
(Anzemet), rmpanHucerpon (Kytril, Sancuso), oHzmaHceTpoH (Zofran),
TPONIMCETPOH (Navoban), NaJIOHOCETPOH (Aloxi), MUPTa3anuH
({Remeron) ), AHTAT OHMUCTEL OornaMMHa (DoMnepmnooH, OJIaH3aluH,
OpOonepmIno, TaJjionepuson, XJIOpnpoMas3suH, npoMeTasuH,
IPOXJIOPIEPA3UH, METOKJIONPaMNT (Reglan), anMzanpun,
IPOoXJIOpIIepasnH (Compazine, Stemzine, Buccastem, Stemetil,
Phenotil), AHTAT OHUCT peuenropa NK1 (anpenmTaHT (Emend) ,
AHTUTVCTAMNHEL (LMKJIIM3YH, OINQEeHUNTUOPAMNH (Benadryl),
auMeHTMapmHaT (Gravol, Dramamine), wmexkJiosm#d (Bonine, Antivert),
rnpoMeTasuH (Pentazine, Phenergan, Promacot), TUIPOKCU3UH) ,
BeHz30aMa3arInHE (mopasernam, MUIas0Jam) , AHTUXOJIMHEPIUUEeCKMUE
cpencTBa (I'MOCLMH), CTepOUIE (IeKcaMeTas3O0H) .

PanmanmoHHasa repariiAd
Crioco®Bel 110 HacTosAuweMy MBO@peTeHMIO MOT'YT MCIIOJIB30BATBCHA B

KOMOMHaAUUMU C Hal’IpaBJIeHHOﬁ SHepI‘VIeﬁ miim  dacTulaMMm Wi JIedeHMeM

pamuoms0oTonaMmM, — HalpuMmMep, pPaIMalMOHHBIMM  TepanusMy,  HalpuMmep,
panmMauroHHOM OHKOJIOTHUEN, st JeyeHUs nposndepaTuBHOTO
3abosieraumsi, HanpuMep, paka, HarnpuMmep, paka, CBS3aHHOTO CO

CTBOJIOBEIMM PAaKOBBMM KJIeTKaMM. CrocoOe 10 M300peTeHMi MOTYyT OBTH
IIPUMMEeHEHH K IalMeHTy OIHOBPEMEeHHO MM I[IOCJIeIOBRaTesIbHO BMecTe C
HANPaBJIEHHOM BJHEPTIMeM WM YacCTHULAMM MM JeueHMEeM PaIXOM30TONaMMU.
HanpmuMmep, CHOCOOBl IO M300pPeTEeHU MOTYyT OBTb NOPUMMEHEHB IO, BO
BpeMsa MM TIIOCJIe HaNpaBJIEHHOW DHEPIUM WMIM UYaCTULE, WM JIeUeHUd
pamomuomsoTonaMm, MM UxX  KoMOMHauum. Tepanmusa C 0 MCIOJIb30OBAHUEM
HapPaBJeHHOU SHEPTUU JZN)8%1 JacTull MOXEeT BKJIIOUATH TOTAJIBbHOE
oBbaydeHre OopTraHu3Ma, MeCcTHOe OOJiyueHre OplaHM3Ma WM TOUeUHOe
obisiydyeHMre . HampabBJleHHas SHEPI'MA WM dYacTHla MOTYT IIPOMCXOIUTH U3
KaTanmMsaTopa, CHUHXPOTPOHA, SIOepPHOM peakKluy, DJIeKTPOHHOM JIaMIIH,
Jazepa wWiIM OT pamuousoTona. TepanmMsa MOXeT BKJIOUATH HAPYXHYD
OMCTAHUMOHHYIO JIy4EeBYIO Tepanmo, TeJyerepanuo, bpaxurepanmo,

pPaamoTepaliMio C 3 aKPBITBIM MCTOWHMKOM MIJIYyUYEeHMA, CHUCTEMHYIO Tepalllio
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pPamrMomMs30TOIaMM WM PaIvoTepanmid C OTKPHETHM MCTOUHMKOM M3JIyUeHUd.
Tepanusa MOXeT BKJIOUYATH [IPOIJIATHIBAHME, WMJIM pasMelleHue B OJIM30CTU
K HeMy, paIuMoMs30TOoNa, HalpuMep, PaIMoOakKTMBHOTO Mona, kobanlbTa,
uesudsa, kauuda, Opoma, oTopa, yrJiaepona. HapyXHas IOIMCTAHLUMOHHAA
JydyeBas Tepanua MOXEeT BKJOUATH DKCIOHMPOBAHME K HalpaBJIEHHBIM
anbba—-uvacTuLaM, JEKTpoHaM (HanpuMmep, OeTa-dvacTulaMm), IPOTOHAaM,
HEeVTpOoHaM, Io3UTPOHaAM  uIu  QoToHaM (HanpuMep, pPaInoBOJIHAM,
MUJIJIMME TPOBEIM ~ BOJIHAM, MMUKPOBOJIHAM, vHbpaxpacHoOMYy, BUIVMOMY,
yabTpad@muoseTOBROMY, PEeHTI'E€HOBCKOMY M3JYUEHMUI0 WM ITaMMa-JIyueBBM
boToHawMm) . Panmaumsa  MOXeT OHITE HaopakRJieHa Ha JoOyln  4YacTb
nauMeHTa, OOoJydaKnmero JieueHUe.

Xupyprusa

CrnocoBel 10 M300pEeTeHMKn MOIYT MCIOJB30BATHCHA B KOMOMHALMM C
XUPpypIMer, HalpuMep, >BKCIJIOPaTUBHOM oliepallMel, BMellaTellbCTBOM,
Buoricuen, s JiedeHus IpoimbepaTuBHOTO 3aboyeBaHus, HallpuMep,
paka, HanpuMmep, paka, CBS3aHHOTO co CTBOJIOBBEIMMU PaKOBEIMU
kjerTkaM. Crocofel 10 u300peTeHM0 MOT'yT OBTH IIPMMEHEHE K IIaluMeHTy
OIIHOBPEMEeHHO MJIM IIoCJIeoBaTeJsIbHO BMecTe C xupypruer. Hanpumep,
CIIOCOBH 10 n300peTEeHU MOTYT OBITE IIPUMEeHEeHE o
(nmpenornepalOHHEE) , BO BpeMs MM I[10CJIe (rocJsieornepalioOHHEE )
XUPYPIMM WM UMX KoMOmHaUMM. XUPYypPIuMsa MoOxXeT ObTh ©Omorncmen, BO
BpeMsa KOTOPOM OnHy uiM O6o0Jiee KJIeTOK cofupanT IJisg HajlbHeMmero
aHanmza. bumoncma MoxeT OBTbH OCyULleCTBJI€Ha, HaAIpuUMep, CKajJblleseM,
MIJIOM, KaTeTepoM, DHIOCKOIIOM, MTarejieM MWJM HOXHMIaMM. Buorcusa

MoxeT OBTb DKCUUMI3MOHHOW OMONCHUEM, MHIUMIUOHHOM OMOoNICHuelr, KOop-—

Buorncuen WU MYyHKIVOHHOM Buoricuen, HarnpuMmep, UT'OJILHOM
ACIUPALUMOHHOM duoncuen. Xvpyprus MOXET BKJIOUATH yoajeHue
JIOKAJIUBOBAHHBX TKaHewu, KOTOPHIE IOOO3pPeRBRanTCs 1R OBLITHU
UOeHTUGUMIMPOBAHEE  KakK  ABJIARIMECS  3JI0KAYEeCTBEHHBMU. Hanpumep,

npolenypa MOXeT BKJIOUYAThH YyIaJleHMe 3JI0KAaUeCTBEHHOTO MopaxeHusd,
ONyXOJM, IMOoJauIa WiM pOIMHKM. Ilpouenypa MOXeT BKJOYATH YyHaJIeHUe
BoNBIMX KOJMUECTB TKAaHM, TakKoM¥ Kak TKaHb MOJIOUHOM XeJjesH, KOCTH,
KOXM, XMpa WM MBIIIE. [Ipolenypa MOXeT BKJIOUATE YIaJIeHMEe YacTu
UM BCETrOo opTraHa WM Yy3Jja, HalpuMmep, Jerkoro, IopJja, sA3BKa,
MOYEBOT'O Iy3HPS, WEeVKY MaTKM, SAWMUHUKE, Audka, JuMbdaTuuecKoITo

yaiaa, IeyeHu, MOIXEJIYOOUHOM  XeJIesH, MoB3Ta, Taza, IOYUKM,
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XKeJIYHOT'O IIy3EIp A, XeJlyIoKa, TOJICTOM KMHIKM, HpHMOIZ KMIIKM VI
KMHINe4YHMKA . B OOHOM BapMaHTE OoCyHeCTBJICHUA pak ABJIA€TCHA PaAKOM
MOJIOYHOM XeJIe3El, HalpuMep, TPWXIOE HEeTaTUMBHBEM pPakKoOM MOJIOUHOM
XeJle3el, W XUPYPIUA ABJIACTCHA MAaCT3KTOMUEN WUJIM JIOMIDSKTOMMUEN .

Tepamnns HNepBOM JIMHUA

B HacTodmeM uM300peTeHuUM ONMCAaH CIOCOD JiedeHud dJeJIOBeKa,
uMernmero pak, B KOTOPOM I[IEepBUUYHOE JieUueHMe (HaIpuMep, Tepanmsa
paka IIepBOM JMHMUM) Yy NalMeHTa OBJIO HeyIauHbBM (HaOpMMep, peLuuIus,
HedYyYyBCTBUTEJIBHOCTD, OTCyTCTBUE pesysieTaTa VI MUHMMAaJIb HEIN
[IOJIOXUTEJIBHEY pes3ysbTaT) . B HacTosameM M300peTeHMM TakKXe ONMCaH
Ccriocof JleueHmsa dYeJIoBeKa, MMEKrler'o pakK, B KOTOPOM CIHOCOOBL IIO
MSOGpeTeHMIO VICIIOJIB 3YKT C OOIIOJIHMTEeJIb HBIM AT'eHTOM. B HEKOTOPHBIX
BapmaHTax oOoCyleCTBJICHUA ,JZI;OHOJ'[HMT@J‘H:HBHZ areHT ABJIACSTCH Tepanmeﬁ
IIePBOM JIMHUM IJIs JIeYeHUS paka.

Tepanus I[epBOM JIMHMM, KakK IIpaBwWijio, SABJSeTCs I[IePBUUHBM
JledeHMeM, MVCIOJIb3yeMeM IJid 3abosepaHusa  (HanpuMmep, paka, Kak
ONnMCaHO B HacTodleM [OoKyMeHTe). YacTo OHO npencraeisgeT coboM
4acThb CTaHIapTHOI'O Habopa  JleyeHud, TaKOI'O Kak  Xupyprusd,
COIpOBOXIaeMasd XyMmMoTepanmen n oBJIydeHVEM. [Ipm OTHEeJIbHOM
MCIIOJIB30OBAHUM Tepalms I[IePBOM JIMHMUM OOEYHO  ABJSEeTCs TaKOBOU
IPMHATOM B KadecTBe Jyudmero JiedeHMs. ECjM OHa HEe BHJleuMBaeT
3abojsieraHMe WM BBI3BIBAET  TAXeJBe - I0OOuYHBEEe  50PexTH, npyroe
JledyeHMe MOXeT no0aBJIATHCA MM MCIOJNL30BATHCHA BMECTO 3TOTO.
Tepanuio [IepBOY JIMHMM TakXe Has3blBalnT MHIYKUMOHHOM Tepanmuen,

nemequﬁ Tepanmeﬁ " TIePBUYHEIM JIEYEHUEM.

Hanpumep, Tepanus I[IePBOM JIMHUM, HaIpuUMep, IS  JIMMOOMEL
XOOXKMHa  MOXET  BKJIOUATH : Adcetris (BpenTykcuMmaba BeOOTHH),
Adriamycin  PFS (DOKCOpYyOULIMHEHA  I'MOPOXJIOPUI) , Adriamycin RDF
(moxcopybuumHAa TUOPOXJIOPUD) , Ambochlorin (xJopaMOyLuwmiI) ,
Amboclorin (xJyTopamMBbyLl) , Blenoxane (BreoMmiiMH) , 6JIe OMULIVH,
OpeHTyKCUMaba BEeIOTHUH, xJjopamMOyLumi, Clafen (umxodpochammm) ,
umMkaopochamm, Cytoxan (umxnodpochammm) , nakapbasuH,
OOKCOPYOMLIMHA  I'MIPOXJIOPUI, DTIC-Dome (naxapbasuH) , Leukeran
(xyopaMbyLumn) , Linfolizin (xymopambyumi) , JIOMYCTHH, Matulane
(mpokapbazmHa rugpoxjopun), Neosar (umxiaodocohammn), npoxkapdazmHa

ruapoxJjiopmnn, Velban (BuHOIIacTMHa cyJasdaT), Velsar (BuHOJacTHHA
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cymnobdar), BMHOJIACTHMHA cynsdar, Vincasar PFS (BMHKPMCTHMHA
cynbpdaT) M BMHKPUCTMHA Ccynbdar.

B HEKOTOPHIX BapMaHTax OCYHEeCTBJIEHUS Tepanus [IepPBOM JIMHUMK,
HanpuMmep, aug JauMmMbpomel XOOXKKMHAE, BKJIOUaAET BBEIeHME KOMOMHALUU

TepaleBTUYEeCKMX aI'€HTOB, HaAlIpMMeEp, TepaleBTUYUYEeCKMX arceHTOB, Kak

ONMCAaHO B HaCToOsAWleM IOOKYMEHTE. Hanpumep, KOoMOMHaALMA  MOXET
BKJIOUATH OOKCOpyOUIIMHA TUIPOXJIOPUI (ampmaMmuLuMH) , OJI€OMUIIUH,
BMHOJACTHUHaA CcyabdaT um makapbasmH (r.e., ABVD). Kak mgpyromu
npmuMep, KOMOMHALMSA MOXET BKJKNYATh JOKCOPYOMLMHA I'MIOPOXJIOPUI

(amgpuaMmumvHe) , OJeOMMLUH, BUMHOJIACTMHA CyJabdbaT U »Tomo3mun (T.e.,

ABVE). B HEKOTOPEIX BapuaHTax OCYHEeCTBJIEHMHA KOMOMHALMS BKJIOUYAET
OOKCOPYDOMLUMHA IMIPOXJIOpMUI (aIpMaMMiMH) , OJeOMMLUMH, BUHOJACTHHA
cynpdaT, >3TOHNO3UIL, NOPEIOHMIOH ¥ umkinodpochpammn (r.e., ABVE-PC). B
HEKOTOPHIX BapuaHTax OCylEeCTBIIeHNHA KOMOMHAaUUA BKJIOYaET
BMHKPMCTUHa  CcyJibdar, IOoKCOopyDbMLUMHEA  I'MIPOXJIOPUIL (ampmaMmLIMH) ,
MEeTOTPpeKCaT M INpelHM30H (T.e., VAMP).

AnpoBbupoBaHHEE TeparneBTUYECKMEe areHTH ¥ KoMOMHALUUM  JJIg
JIeYeHMSs Pas’JIMUHBIX TUIIOB PakKa MOoTyT OBTH HaNIeHs Ha MHTEepHeT-—
camre National Cancer Institute B cocrase National Institutes of
Health Cancer 1o amnpecy
http://www.cancer.gov/cancertopics/druginfo/drug-page-index

Tepanms BTOPOM JIMHIM

B HacTosmeM wu3obpeTeHuMM OnMcaH Ccrocod JieueHus UJeJioBeKa,
MMEKIero pak, B KOTOPOM BTOPHMUHOE JieueHMe (HalpuMep, Tepanus
paKa BTOPOM JIMHMUM) Yy HaumeHTa OBLJIO HeyIadyHeM (HalpuMmep, pPpeuuImus,
HEeUyBCTBUTEJLHOCTE, OTCYTCTBUE pe3yabTaTra NI MMUHVMAaJIb HEI
IIOJIOXUTEJIBHEM pes’yJsbTaT) . B HacTodmeM M300peTeHMM Takxe ONucaH
crioco® JIeueHMs UYeJIOBEKA, MMERNEeIro pakK, B KOTOPOM CIOCOOBl IIO
MSOGpeTeHMIO VICIIOJIB3YKT C OOIIOJIHVITEJIb HEIM aTr'eHTOM. B HEKOTOPBIX
BapmaHTax OCylleCTBJICHUA ,JIOHOJ'IHMT@J‘II:HI:H;[ al’'eHT arJjideTcd Tepanmeﬁ
IIepBOM WM BTOPOM JMHMM IJid JiedeHUs paka. Tepanusa BTOPOV JIMHUU
OOBIUHO OTHOCUTCS K JIEUEHMIO, IIPOBOIMMOMY, KOTJa HauvaJIbHOE JIeUyeHUe
(HanpuMep, Tepanms IepBOM JIMHUN) He OOoCTHUTAaeT xKeJaeMoro
pesysbTaTa, HanpuMep, He paboraeT, He 500eKTMBHO; IIepecTaeT
paborars. TepanMio BTOPOM JIMHMM, KaK IIPaBUIIO, PaCCMaTPMUBALT WM

InIpoBOIOAT, KOI'la IlallMeHT He OoTkedaeT WIIM Yy IlalllMMeHTa pa3BMBaeTCH



39

PE3MCTEHTHOCTbL K HauaJIbHOMY JiedeHu (HaIpuMep, Tepaluu IIepBOou
JIMHVU) . Hanpuwmep, TEepanmio BTOpPOM JIVHUN, Kak npaBmiIo,
PacCcCMaTPUBAKT MJIn IIPpOBOIOAT naumeHTy C PeumMirMBMp Y OILMM VI
pedpakTepHEM 3ab0JIeBaHMEM.

BreneHMre M OO3H

CnocoOEl COIJIaACHO HACTOoMALEeMy M300peTeHMI BKJOYAKT BBEIEHUE

CoeﬂMHeHMﬁ, OIIMCAaHHBIX B HacCTOAeM JOKYMEeHTEe (HaanMep,
KOMIIO3MLUNN, BKJIIOUAKRIEN COeIIVIHe HU1e, OIIMICaHHOE B HacTodAmeM
ﬂOKYMeHTe). CoenvHeHUHA, OIIMMCaHHBIE B HacTOAlleM IJOKYMEeHTe, MOoITyT

OBITE BBEIEHH II€POPAaJIbHO, IIapPEeHTEPaJIbHO, TOIMYECKM, PEeKTAaJIbHO WK
Jepes VMIUIAHTMPOBAHHEI pPe3epByap, MNPellOodTUTENIbHO [IepOopaJibHBEM
BBEICHUEM VI BBEIeHUEM MHBEKLMVEN . B HEKOTOPBIX ciy4dasx
coeIMHeHMEe BBOOAT B GopMe KOMIOBMLMM, BKJIOUAIEN COeOWHeHMe,
OnMcaHHOe B HacToOAlleM IOKyMEeHTe . B HeKOTOPHIX BapMaHTax
OCylleCTBJIeHNSA pH KOMITOBULIUM (HanpuMep, bapMaleBTHUeCKOM
KOMITO3ULMM) MOXeT OBITE OTPpeIryJMpoBaH C IIOMOWBD QapMaleBTUYECKHU
[IpMeMIIeMEIX KMCJIOT, OCHOBAaHMI nim Bydepor s YITydle HM A
CTabUIIBHOCT MIIM 3PPEKTUBHOCTU KOMITO3ZULIUN .

B HEeKOTOPHIX BapMaHTax OCyWEeCTBIIEHNUA raumeHTy BBOOAT
KOMIIO3ULMIO,  BKJIOUAKIYID COeIMHeHMe, KaK OIMCaHO B  HacToAlleM
IJOoKyMeHTe, HanpmMmep, uHrubmurop FAK (Hamnpumep, uHrudurtop FAK, kax
ONMCaHO B HACTOAWEeM IOKYMEHTe), [NepOpallbHO.

B HEKOTOPHIX BapMaHTax OCYWEeCTBJIEHUA MaumMeHTy BBOOAT
KOMIIOBULMIO, BKJIIOUAKIYD MMMyHOTEpalMio (MMMyHOTepanuio, KakK OIMCaHO
B HACTOAWEM INOKYyMEHTE), [IapeHTepaynbHO (HalpMMep, BHYTPMBEHHO) .

IllepopajyibHOE BBeIeHUuE

Crnnocofrl, ONMCAaHHBE B HACTOMALEM NOKYMEHTE, BKJIOYAKDT BBEIeHME
NauMeHTy  KOMIIO3ULIUN (HanpuMep, bapMaleBTUYECKOM  KOMIIO3MIUM) ,
BKJIOYANIEN VHTUOUTOP FAK, 178 KOMIIO3ULIUH, BKJIOYUAIEN

MMMyHOTepaHeBTquCKMﬁ aredTr. B HEKOTOPEIX BapMaHTaX OCYUWeCTBIJICHMA

nalmeHTy BBOIAT KOMIIO3ZULINIO, BKJIOUALILY IO VHTUOUTOP FAK,
[IepopasibHO . B HEKOTOpPHIX BapMaHTax OCYUEeCTBJIeHMa  KOMIIO3ULIMD
(HanpuMep, OGapMaleBTUMUECKYH KOMIIO3MLIMIO) BBOIOAT II€pOpPaljibHO B

JIO0M epopalibHO I[IpMEeMIJIEMOY NO3MPOBAaHHOM OGopMe, BKJK0UYas, HO He
OTpPaHMuMBaAChk O2TUM, TabJeTKy¥ MIM KalCyJe JIMKBUTEJd, CHPOIH,

SMYJIbCUM UM BOOHBEIE CYCIEeH3MM. JIMKBUTENM MOT'YT BKJIOUATH XeJIaTUHE,
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NIacTUPUKATOPE  M/UAY  3aMyTHUTEJNM, IO Mepe HeOoOXOAMMOCTU OJisd
IOCTMXEHMS  [NOAOXOLSAMNEM  KOHCMCTEeHLUN, v  MOTYT  OBTB  ITOKPEITEL
SHTEPOCOJIOONIIbHEIMI IIOKPBITUSAMM, anpoOMpPOBaHHEIMU OJid
MCIIOJIb30BAHMA, HaOpuMep, mesjjakaMmMu. HONOJHMUTEJNIbHEES 3aryllanime
areHTH, HanpuMep, KaMenu, HaIpuMep, KCaHTaHOBaA KaMmensb,
KpaxMaJsiel, HalpyMep, KyKypPy3HBIM KpaxMmall, WIM IJIOTEeHE MOTYT OBTb
noBaBJIeHEl  IOJIS  IOOCTWXEHMs  XeJlaeMOM  KOHCUCTEHLMM  KOMIIO3MLIMM
(HanpuMep, bapMaLEeBTUYESCKOM KOMIIO3MLMM), KOI'Ia OHa MCIOJIb3YyeTCs
B KauUeCTBe I[I€ePOPAJIbHOM IJIO3UPOBAHHOM (Qopmel. I[lpmu XejaHuM MOTYT
OHTL OOOABJIEHEl HEKOTOPHIE [ONCJACTUTENM U/UIM apoMaTU3aTOPH /Uil
KpacuTenrM. B HEKOTOPEIX BapMaHTax OCYHECTBJIEHMS I[IaLUMEHTY BBOIAT
KOMIIOBUILIMI, BKJIOYALILYH MHIMOMTORp FAK, NEpOopalibHO.

B HEKOTOPBIX BapMaHTax OCyWEeCTBIIEHUS nalumMeHTy BBOIOAT
KOMITO3ULMILD  (HanpuMmep, O¢apMaleBTUUYECKYH KOMIIO3MLUML) B  dopwme,
IIoAXonsimey IJiss  IIepopalibHOI'O  BBeleHWus, TaKoM kKak Tabljerka,

raricyJsa, MMWJIIJIA, [IOPOUOK, CoCTaBbl 3IaMenJyIeHHOI'O BEICBODOXIOEHUH,

pacrTBOop ® CcycrneHsus. Koumnosunus — (Hanpumep, dapMaleBTUYecKas
KOMITO3ULIMS)  MOXeT OBTh B  CTAHIAPTHBIX  IO3UPOBAHHEIX (dopmax,
IO X O I SAUMX s pPasoBOIO BBEIeHUd TOUHEBIX IIO3UPOBOK.
dapMalLeBTUUECKME  KOMIIOBMUMM MOD'YT BKJIOYATHL, B  IOMOJIHEHME K
COEeIIMHEHMIO, KaK OINMCaHO B  HACTOSAWEM  OOKyMeHTe (Hanpumep,
nHTHMOMTOPY  FAK (HanpumMep, VS-6063 wmim ero dapMaleBTUUECKU
npueMsieMas coJib); dbapMaleBTUUYeCKM [IPUEeMIJIeMEI HOCUTEeJL, M MOXEeT B

Ccllydyae HeOOXOOMMOCTM IOIIOJIHMUMTEJIEHO BKJNYATHL OAMH WM HECKOJBKO
bapmMaleBTUUECKNM [IPMEMIIEMBIX 3KCLUMIMEHTOB, TakKMxX Kak, HalpuMmep,
cTabuam3aTops, pazbaBuUTenyu, CpAlyuMe ¥ JyOpuKaHTe. Kpome TOTO,
TabreTKa MOXeT BKJIDUATH opyrue JIeKapCTBEHHEIE VI
bapmaueBTHUECKME ATEHTH, HOCUTENM ¥ WIM aOBIOBAHTH. [IpMMEPEH
bapmaneBTUUIESCKUXK KOMIIOBULINN BKJIOUYA0T IpeCcCOBaHHEE TabreTxu
(HanpuMmep, HENOCPEeACTBEHHO [pPeCcCOoBaHHBle TabJjleTKHu), HanpmuMep,
BKJIOYA0IME VHITUOUTOP FAK (HanpuMmep, VS-6063 U ero
bapMaleBTUUYECKM IPUEMIIEMYK COJIb) .

VizobpereHue TaKxe OTHOCUTCSH K TabjerkaM, BKJIOYA0IMM
AKTUBHEI MM TepaleBTUUEeCKMY MHTPEeIMeHT (HalpuMmep, COoeIMHEeHMe,
Kak OINMCaHO B HacTodAmeM OOKyMeHTe (HanpuMep, uHTMOMTOP FAK

(HanpuMep, VS-6063 wmiam ero ¢apMaleBTUUECKM IPMEMIIEMYK COJIb). B
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IONOJIHEHME K AaKTUMBHEIM MM TepaleBTUUEeCKUM MHIpeIMeHTaM TabJIeTKU
MOTYT COOepXaTb MHOXECTBO MHEPTHHX MaTepMasoB, TakMx Kak
HOCUTEIN. dapMalleBTUUECKU IpueMJIeMele HOCUTENN MOTYT OBITB
CTEPUJIBHEIMM  XUIKOCTSIMU, TakMMM < Kak BOIma M @ MacJa, BKJIIOUA A
HebTaHOTO, XUBOTHOTO, PaCcTUTEJIBHOTO Wi CUHTETUYIECKOTO
IPOMCXOXIOSHMA, TaKMe KakK apaxmMcoBOe Macjyjo, KyHXYyTHOE MacJjio u
T.1. OM3MOJOTMUECKME PACTBOPEL M BOOHEM PACTBOP IEKCTPO3EI MOTYT
TakXe MCIOJIb30BATHLCHA B KaueCTBe XUIKMX HOCUTeJer. IlepopalibHbe
IO3MPOBAHHEE (QOPMBI IJi [OIPMMEHEHMS B COOTBETCTBMM C HaCTOSWMM
n3obpeTeHueM, TakKuM oO0pas0oM, MOT'YT OBTb COCTABJIEHBE CTAHIAPTHBM
obpasoM C MCIOJB30BAaHMEM OIHOTO uiM OoJjilee  dapMaLeBTUUECKU
IpreMJIEMEIX HOCUTEJIEM, BKJINUAKNIMX 3SKCLUUIMEHTE M BCIOMOTATEJbHBIE
BElEeCTBa, obJleruamnimme oOpaboTKy AKTUBHEIX MHITPENVEHTOB B
nperapatTH, KOTOPHEIE MOI'YyT  MCIIOJIL30BATHCH B dapMaLeBTUUYECKOM
obislacTu.

OKCUUIIMEHTE MOT'YyT I[IpMIaBaTh IIpecCyeMOMy MaTepualsly xopouue
XapaxkTepUCTUKN TEeKy4eCTHU IIOpomKa u CXMMaeMOCTH . [IpuMepsl
SKCUMIIMEHTOB OnMcaHe, HanpmuMmep, B Handbook of Pharmaceutical
Excipients (5% edition), Edited by Raymond C Rowe, Paul J.
Sheskey, and Sian C. Owen; Publisher: Pharmaceutical Press.

I I[1epopaJIbHOT'O BBeIeHMs AaKTMBHBIE MHIPEeAMEeHTH, HalpuMep,
coenmHeHne, KakKk OINMCaHO B  HacCTOodAWleM  HOKyMEHTe (ranpumMep,
nHrmnbuTop - FAK (HanpuMep, VS-6063 wmim ero  bapMalLeBTHUUECKU
npueMsieMas COJib); MOT'yT OBTE JIETKO COCTAaBJIeHH IyTeM OObeIMHEHUS
AKTUBHEIX MHIPEOMEHTOB C OQapMaleBTUUeCKM IIpUeMJIeMBIMM HOCUTEJIAMU,
M3BECTHHIMM B JaHHOM 06JjacTy TexHUKM. Takre HOCHUTENM I103BOJIST
AKTMBHEIM MHIPEIOMEHTAM IO M300peTeHUMK OBTh COCTABJIEHHEIMM B Qopme
TabreTok, NWIJL, KAICYJ, XWUIKOCTENM, Tejel, CUPOINOB, CYCIeH3uM,
IIOPOMKOB WMJAM TpPaHyJl, CYCIeH3UM MWIM PpPacTBOPOB B BOIHHEIX UK
HeBOIHEIX Cpedax ¥ T.I., nOJ4 I[IepopajlbHOTO IpHeMa I[IalKeHTOM.
dapMakKoJOTHMUECKMe IpenapaTsl IJis [IepOopPallbHOI'O BBeIeHMs MOTyT OBTH
IIOJIyYeHsl C  MCIIOJIB30BaHMEM  TBEPIOTO  SKCUMIIMEHTAa, B Cclydae
HeOOXOOMMOCTM IMYyTeM pas3MajitlBaHuUa I[IOJIYUeHHOM CMecru U o00paboTku
cMecHu TPaHyJI, rnocrie nodasJjieHusa MOOXONAaMMX BCIIOMOT'aTeJIbHEIX
BelleCTB, MNpM XejlaHuy, OJ8 I[IOJIydYeHMs, HanpuMmep, TabjleTok. MoryT

OBITEH XeJlaTeJIbHBEIMU [IOOXOOANeE SKCUIUIIMEHTHEI, TakKMe Kak paB@aBVITeﬂM,
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CBA3YKNIME MM Pa3PHEXJINTENN.

Jo3mMpoBKa MOXET BapbLMPOBATE B 3aBUCHUMOCTM OT MCIIOJIb3yeMOU
IO3UPOBAHHOM  QOPMBEI ¥  MCIOJBL3YEMOT'O IIYyTHM  BBEIOEHUS. TouHasa
peuenTtypa, NIyTb BRBREIOEeHMA U IO3MPOBKA MOTYT OHTbL BHOPAaHE BpPaudoM

BBUIOY COCTOsSHMA naumenra. (Cm., HanpuMmep, Fingl, et al., 1975,

in "The Pharmacological Basis of Therapeutics”). MoryT
Tpe@OBaTbCH foJsiee HUBKME WM 0OoJiee BLICOKUE IOO3EI, yeM YKa3aHHBIE
BHIIIE . KoHkpeTHas  IOO3MPOBKA UM  PEeXMMH JiedeHusa s Juodoro
KOHKPETHOTI'O ImalnumeHTa 6y,JIyT 3aRMICEeTDb oT MHOXeCTBa @aKTOpOB,
BKJIOUA A AKTUBHOCTB KOHKPEeTHOTI'O VCIIOJIb3YyeMOTI' O CcCoeIMHeHud,

BO3PAacCT, Maccy TeJjia, crartyc obmero COCTOAHMA 3400POBBHA, I1oJI1,

anery, BREMA BBEIOCHWA, YPOBEHDB SKCKpeunu, KOMOMHALIUNU
JIEKAaPCTBEHHEIX Cpeacrs, Cepbre3zHOCTDb n TedyeHune 3aboneraHusd,
COCTOAHUMA 1Z8)8%) CUMIITTOMOB, nmpenpacCiioJIOXeHHOCTDb ITagmMeHTa K

3ab0JieBaHNnln, COCTOAHMUIO WIIM CHMIITOMaM M CyXIeHue Jledalero Bpada.
Kypc Trepamnmy MOXeT BKJIOUATL  OJHO  WMJIM  HECKOJIBKO  OTIeJIbHBIX
BREeZIeHUN CoeInnHeHusd, Kak OIUCAaHO B HacTosameM IIOKYMEeHTe
(HanpuMep, wuHIMOMTOpa FAK, wumMMyHOTepanumu). Kypc Tepalmm MOXeT
BKJIOYUATL OIMH WJIM HECKOJIBKO LMKIOB COeIMHEHVs, KaK OIIMCaHO B
HacTosdAweM IOKyMeHTe (Halpumep, uHrubturopa FAK, mMMMyHOTepanmm) .

B HEKOTOPHIX BapmaHTax OCYIECTBJIEHWA LUMKJI, B paMKax
n300peTeHrsa B KOHTEKCTe LMKJa BBeIeHMA JIEKapCTBEHHOI'O CpelcTea,
OTHOCHUTCHA K IIPOMEXYyTKY BPEMEHM, B TEeUeHMEe KOTOPOI'O JIEKAPCTBEHHOE
CpenaCTBO BBOOAT HNauMeHTy. HanpumMep, ecam JIeKapCTBEHHOE CPelnCcTBO
BBOZAT B TEeUEHMEe LMKJAa [IPOIOJIKMTEJIBHOCTBRI 21 HOeHb, I[epUMoIndYecKoe
BBeIeHMe, HalpuMmep, OIMH Ppa3 B CYTKM MWIKM IOBa pasa B CyTKH,
OCYyHWEeCTBJIAT B TeueHMe 21 1nHA. JlekapCTBeHHOE CPEeICTBO MOXeT OHITH
BBEIOEHO B XxoOe OoJiblie YeM OIOHOTO LMKIIA. [IeprMone NOKOS MOTYT ORTH
BCTABJIEHH MexOy LMKjIaMu. [IMkJI oOTAeRIXxa MOXeT cocTaenadars 1, 2, 4,
6, 8, 10, 12, 1o, 20, 24 waca, 1, 2, 3, 4, 5, 6, 7 mHey mmm 1,
2, 3, 4 unu 6oJjee HeIeNb.

[lepopaisipHEIE OO3MPOBaHHEIE QOPMEI MOI'YT HNpPM  XeJlaHuu  OBITh
npercTaBJIeH B YyINaKOBKE WM JO3MPYHIEM YCTPOMCTBE, TaKOM Kak
anpooupoBaHHel FDA Habop, KOTOPEIM MOXET COHNEePpXaThb OHNHY WM Oojee

CTAaHIAPTHEX INO3MPOBAHHEX GOpM, CcoIepXallMxX aKTUBHEIN MHIPEeIMEeHT.
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YInakoOBKa MOXET, HAIPMMEpP, BKJOUATH METAJUIMYECKYK WM DOJIMMEPHYK
IIJIEHKY, TakKyln Kak OJMCTepHad YIaKOBKa. JYIAKOBKA WIM OO3MpyolEee
YCTPOMCTRO MOTYT COINPOBOXOATECH VHCTPYKLUMAMA 1o BBEIOESHUD.
YnakoBka WM OOo3upyolee YCTPOMCTBO MOTYT TakXe CONPOBOXIATLCS
yBeIOMJIEHMEM, CBS3aHHHM C KOHTeMHepoM B QopMe, HOpeldlMCaHHOM
TOCynapCTBEHHEM yupexneHueM, PeryampyRLyM M3TOTOBJIEHUE,
MCIIOJIb30BAHUE MM OPOoJdaxy ¢apMaleBTUUECKMX I[IPENapaToB, KaKOBOe
YyBeIOMJIEHME OTpaxaeT omobpeHMe yupexneHueM OGOPME KOMIO3MLMUNM MWUIIM
MEeIOMLMHCKOE VI BETEPUHAPHOE BBEISHUS . Taxkoe YBEeIOOMJIEHUE,
HanpuMep, MOXeT MMETh MapKUPOBKY onobpeHxHoro U.S. Food and Drug
Administration njsa oOTOyCKaeMHxX IO pPeLenTy JIeKapCTBEHHHX CPeICTB
WY JIMCTOK-BKJIQIOBII C OHNODPEHMEM.

llapeHTEepasIbHEE COCTABE

Crioco®rl, OIMCAaHHBIE B HACTOHAWEM HOKYMEHTE, BKJINOUAT BBeIeHMe
aumMeHTy  KOMIIO3ULUM (HanpuMep, bapMalleBTUIESCKOM  KOMITO3ULUMA) ,
BKJIIOUA0LEN UHTUBUTOP FAK, 11 KOMITOBULINUY, BKJIOUAKIEeN
MMMYyHOTEepalleBTUMUYECKUN areHT. B HEeKOTOPHX BapMaHTax OCYUeCTBJIeHNS
MMMYyHOTEepalrleBTUYeCKUM  ar'eHT BBOLOAT llapeHTepasrbHoO (ranpuMmep,
BHYTPMBEHHO) . B HEKOTOPLIX BapMaHTax OCYIEeCTBIJIEHNA
VMMYyHOTepalrleBTUMUYeCKOoe CpelCcTBO, OlIMCaHHOEe B HaCTOdAlleM IOKYyMeHTe,
cocTaBadgnT C QapMaUeBTUYECKMM  DKCLUIMEHTOM, IIOAXOOANMM  IIJIA
[IapeHTepasbHOT'O  BBEIEHUHA. [lpuMepsl QopM  IJIA  I[IapeHTEepaJibHOI'O
BBEIEHMS BKJKOYAKT BHYTPUBEHHYID, BHYyTPpHAPTEPHAJIBHY, IOIOKOXHY,
BHYTPUMHILIEYHYIO, BHYTPUCOCYOUCTYIO, BHY TPUOPOIMHHYIO VI
MHPY3MOHHYIO.

dopMEI, B KOTOPHE MMMyHOTEepalleBTUUEeCKOe CPpelCcTBO (Halpumep,
VMMYHOTEPANEBTUUIECKOE CPEeNCTBO, ONMCAHHOE B HACTOSAWEM IOOKYMEHTE)
MOXeT OBITh BKJIOUEHO IJid BBeIeHMS MHBEKUMEeM, BKJIUAT BOIHHE WIIU
MACJISHEE CYCIEH3UM WY 3BMYyJIbCHUM C KYHXYTHBIM MacJjioM, KYyKypPYy3HEBEM
MacJoM, XJIONKOBEIM  MacCJIOM MM  aPaxXMCOBBM  MacCJjoM, a Takxe
SIMKCHUPE, MaHHUT, IeKCTPO3y WIM CTEPUIIBHEIM BOIHEM pPacTBOP U

NonoOHEE QapMalleBTUUECKME HOCUTETIM.

BonHee PaCcTBOPH B COJIEBOM pacTBope MOT'Y'T TaKxe
MCIIONIEBOBATECA  IJId  MHBEKUMM. [IpuMepsl SKCUUIMEHTOB  BKJIOUYAIT
STaHOJ, TJIMUEPMH, NPONMJIEHTJIMKOJNb, KUIKUNM [DOJIMDTUJIEHTJIMKOID,

IIPOMI3BOIOHBIE LIMKIIOONEKCTPMHA M pacCTUTEeJIbHBIEe Macjla.
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CTepuJibHEE MHBELUMPYEMEE PaCTBOPEL MOT'YT OBTEH I[IOJIyUYeHBl IIyTeM
OOBEeNVHEHUA VIMMYyHOTEpPAaNeBTUUECKOTO cpencTrBa (ranpuMmep,
VMMMYyHOTEpaNeBTUUECKOTO cpencrTra, ONIMCAaHHOTO B HaCTOAllEM
OOKYMEHTE) B HeOOXOIOMMOM KOJMYECTBE B I[IOOXONAllEM pPaCTBOPUTEJIE C
onHMM MM 0oJlee  BKCUMUIMEHTaMM C [oCJIemyllley CTepuIn3yolen
bunbTpaumern. Jucnepcusa MoxeT OBITH IIOJIydeHa IIyTeM BKJIOUEHUHA
CTEPUIMI3OBAHHOTO TajiobyrMHOoHa MM eT0 ¢dapMaleBTUUYEeCKU IPpMEeMIIEMOM
coJu B CTEePWUJIbHEIN HOCUTEJb . VHBELUPY MBI cocTas MOXEeT
CTEPUIN30BATHLCH, HanpuMep, buneTpauven uepes 3aIEePXUB AN
BakTepun OUIABTP, WIM OYTEeM BKJIOUEHUS CTEPUIM3YRIMX aTl'€HTOB B
dopme CTEepPUJIbHEIX TBEePIObIX KOMIIO3ULIUM, KOTOPHIE MOTYT OBITE
PACTBOPEHHE WM OUCIEPTVPOBAHE B CTEPUJIMI0BAHHOW BOIE WM IPYTOU
CTEPUIJIEHOW MHBELUUPYEMOM CPpene OO0 MCHOJB30BaHMA. VHBEUUPYEMHE
KOMITO3ULIUM MOT'YT comepxaThb oT MPUOIIN3UTETIBEHO 0,1 bife
npubImManTessHOo 5% Mac./Mac. CcoemMHeHus, KaK OINMCAaHO B HACTOSIEM
IOKyMEeHTE .

3TO0 pPacCKpeEITME He OI'paHMyeHO B eI0 IIPUMMEeHeHMM JeTajiaMu
KOMITOBULIMM, HarnpmMep, KOoMOMHALUMSAMM COeOMHEeHMM, WM KOHKPETHBIM
IOPAIKOM MOJIYyUEeHU S VI BBeeHNns COeNMHEeHUN . CoenmHeHuUsd,
HalmpmuMmep, KOMOMHAaLUM CoeIVHEeHUN, OIMMCaHHBIX B HaCTOsmeM
IOKyMEHTE, MOT'YT OBTB COOTBETCTBEHHO I[IOJIYUYEHE C IIOMOIIBI IPYI'MX
Ccriocotos u/unm BBEIOEHH PasInYHEIMA Iy TSMM . Kpowme TOTO,
dpazeosyioTMsa M TEPMUHOJIOTHMS, MCIOJIb3yeMas B HacCTosdlleM IOKYMeHTEe,
nperHaszHadveHa MOJiS OIMCaHMsa WM He JOOoJIkHa OBTh pPacleHeHa Kak
OTpaHUUYEeHN e .

OnpeneseHus

B paukax muzobpeTeHMs, QOPMBl €IMHCTBEHHOTO YMKCJla OTHOCATCHA K
onHOMY MU k Oojiee ueM OIHOMY (HampmuMmep, IO MEeHbLIIEeN Mepe ONHOMY)
IpaMMaTUYECKOMY OOBEKTY.

«OKOJIO» U  «IOPUDIMBUTEJIEHO»  OOBYHO  O3Ha4awnT IpHUeMJIEMY
CTeneHb OmMOKM NS MBMEPEHHOTO KOJMYeCcTBa C Yy4YeTOM IMIPUPOIBE MU
TOUHOCTM U3MepeHMuM. IlIpuMepr cTeneHM ommbky Haxomarca B 20
npoueHTax (%), kak npaBmio, B 10%, 1 Oojee NOPenloOUTUTENBHO, B 5%
IAHHOT'O BHAUEHUS UM IMarnas30Ha SRHAaYeHUM.

B pamMkax m300peTeHMs, KOJIMUECTBO CoelMHeHusa, 30dbeKTUBHOE

oJa JiedeHus 3sabojieBaHusa WIu HapyueHud, OIIMCaHHOI'O B HacCToOdAlleM
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IOKyMeHTe (HampuMep, aHOMaJIbHOT'O pocTa KJIeTOK, HaopuMep, paka
(HanpuMep, paka, OINMCAHHOTO B HaCTodmeM nokymente)), "sbbexTuBHOE

komnuecTBO” wmiam  "sbbexTuBHBEMM  Kypc” < OTHOCATCS K KOJMUECTBY
COenmMHEeHMs, KOoTopoe sABJIgeTcsa 5QOeKTUMBHEIM, [OPMU OOHOKPATHOM MUJIMU
MHOTOKPATHOM BBEIEHUM (IX) INO3H NallMeHTy, B JIeUeHUM I[alMeHTa WK
B MCLeJIeHuM, OOJIeTUeHUy, YCTPaHeHUY WM YJIYULIeHMM COCTOSHUS
nauveHTa Cc 3aboJIeBaHMeM WM HapylleHMEeM, ONMCAHHEM B HACTOSIEM

JOKYMEeHTe (HaanMep, aHoOMaJIbHEIM POCTOM KJIETOK, HallprMep, PakoMm

(HanpuMep, pakoM, OMNVICAHHBIM B HaCcTOgmeM IOOKYyMEeHTE) ) CBepx
OXMITaeMOIT O B OTCYyTCTBUEC TaKOI'O JIeUeHMSA (HaanMep, JIieUeHVEe
nnauedo) .

Tepvmu "dbapMaueBTHMUeCKM MpreMmsieMet’, B paMkax umsobpeTeHus,
OTHOCUTCS K COEIMHEHMIO WM HOCUTEes (HarnpmuMmep, SKCUUIIMEeHTY),
KoTOopoe (B) MOXeT OBTh BBeIeH I[alyeHTy BMecTe C COoelMHEeHMUEM,
OINMCAHHEIM B HACTOSmEeM J[IOKyMeHTe, U KOoTopoe (BMi) He HapymaeT ero
bapMakoJIOTUMUYECKYD aKTMBHOCTL M HETOKCHMUEH IIPpM BBEIeHMM B J103aX,

JOCTATOYHEIX IJIA OOCTaBKM TepalleBTUYeCKOI'O KOoJIMYeCTBa COeIVHEeHNMA.

TepMuH "bapMaueBTHUYECKA preMJIeMele comu”, B paMkax
n300peTeHnss, OTHOCHTCS K IIPOMBBOIHEM COEIMHEeHMS, OIMCAaHHOTO B
HacToOAmEeM IOKyMeHTe, I[IpudYeM COelMHEeHMre MOIMOMUMPOBAHO IIyTeM
IpeBpalleHus CYMEeCTBYIEN KUCJIOTHOM WM OCHOBHOM TPYIIIE B €€
COJIEBYIO bopwmy . [IpyMePE! bapmalieBTHMUECKU preMIIEMBIX coJen
BKJIOUAKT, HO HEe OTPaHMUEeHB UMM, COJM C HEeOpTaHMUEeCKOM WU
OPTaHUYECKOM KMCJIOTOM OCHOBHEIX OCTATKOB, TakKMX KakK aMMHB; COJIU
MEeJIOUHOTO MeTajlla WM OpTaHMUueCKMe COJIM KUCJOTHHX OCTAaTKOB,
TAaKMX KakK KapOOHOBHBE KUCJIOTH; ¥ T.I. OapMaleBTHUUYECKMU IIPUEMIIEMEBIE
COJIM COTJIACHO PACKPHITMIO BKJIOYAKT, HO HE OTPAHUYEHH UMM, OOBIUYHHE
HETOKCUUHEE COJIM COeIMHEHMUS, OIMCAHHOTO B HACTOANEM IOKYMEHTEe,
oBpasoOBaHHHE, HanpuMmep, us HETOKCUUHEIX HEOPTAaHUUECKUX  WJIU
OpPTaHUYECKMX KuUcjaoT. dapMaleBTUUYECKM IIpPUEeMJIEMEE COJIM COTJIACHO
PACKPHTHUI MOTYT OBTE CHUHTERUPOBAHEI M3 COSIMHEHMS, OINMCAHHOTO B
HacTosleM JIOKYMEHTE, KOTOPOE COIEPXMUT OCHOBHYK MWAM KUCJIIOTHYO
TPYINy, CTAHIAPTHBEIMU XUMUUECKUMM crnocobBamm. OOBUHO TaKMe COJu
MOTYT OBITBE IIOJIYUEHH IIyTeM peakuuu ©GopM CBOODOIHOM KUCJIOTBE WU

OCHOBaHMA OTUX CO@HMH@HM% cO CTeXmoMeTprnYe CKMM KOJIMYeCTBOM
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NOAXOOAmMEeTO OCHOBAHUS WM KUCJIOTH B BOAEe WIM B OPTAaHUUYECKOM
pacrTBoOpuTEsNE, MM B cMecu  IOBYX; OBLIUHO NpennouYTUTes b HEMMU
ABJIAIOTCSA HEBOOHHE Cpelbl, TaKue Kak TIOIpocTou »bup, sTUlaueTarT,

OTaHOJI, M3O0IPOIIaHOJI WMJIM aAlUeTOHUTPMII. COMCKM TIOOXOOAIIMX coJen

MOTYT OHTb HaMAOeHH B Remington’s Pharmaceutical Sciences, 17th
ed., Mack Publishing Company, FEaston, Pa., 1985, p. 1418 wu
Journal of Pharmaceutical Science, 66, 2 (1977), xaxiom U3

KOTOPEIX TIOJIHOCTBIO BKJIIOYUEH B HaCTOHdllee OollMcaHMme IIyTeM CCBUIKM.

TepMuH "mepopanbHad DO3UPOBAaHHASA bopma”, B pamMkax
U300PETEHMUS, OTHOCUTCS K KOMIOSULMU WM CPele, MWCIOJb3yEeMOM IJis
BBEIEHMS aleHTa, HalpuMep, TeparneBTUUYECKOTO areHTa, HalpuMmep,
CoemMHeHMsI, KaK OIxCaHo B HACTOdmeM IOKyMeHTe, aureHTy. Kak
NnpaBmiio, I[epPOopalibHyn [HO3MPOBaHHY GOpPMy BBOIST uYepes poT, OIHAKO
"nmepopasibHas nos3upoBanHas dopma” oxBaTHBaeT Jioboe  BemecTBo,
BBOAMMOE raumMeHTy u abcopbupyeMoe uyepes MeMOpaHy, HaIIpUMED,
MeMOpaHy CJIM3UCTON OBOOJIOUKM, XeJIyIOUHO-KMIIeUHE TPpakT, BKJIOUYAS,

HalipMep, ror, nmmueBor, XKeJly ook, TOHKIM KUIIe4YHUK, T OJICTHIN
KUIIEUHMK ¥ OOOIOUHYI KUIKY . Hanpmmep, "nepopaanaH JO3MPOBaHHAA

bopma” oxBaTEBAET PACTBOP, BBOIMMEIM UYepes IIUTATEeJIbHYID TPpyOKy B
KeJyIoK.

TepMUH  «JIEUMTb» MM  «KJI€UeHUEe», B paMKax mu300peTeHusd,
OTHOCMTCAHA K HAHECEHMI MM BBENEHMIO COeIMHEHMSA, MHIOMBUIAYAJIBHO WMJIM
B KOMOMHaALUMM C HOONOJIHUTEJIbHEIM AaITeHTOM, I[alMeHTy, HalpuMep,
IauMeHTy, KOTOPHM uMeeT 3abojieBaHMe WM HapylleHre, ONMCAHHOE B
HacTodlleM INOKYyMEHTe (HalpuMep, AaHOMAaJIbHBEI POCT KJIIETOK, HalpMUMED,
pak (HanpmuMep, Pak, OINMCAHHHM B HaACTOAWEM HOOKYMEHTe)), WIHu
crpagaeT 3aboJjileBaHMEM MWIIM HAapylleHMeM, OIMCAaHHBIM B HACTOMALEM
IOKYyMeHTe (HalpuMep, AaHOMAaJIbHEIM POCTOM KJIETOK, HalpuMep, pPaKoM
(HanpuMep, pPaxKoM, OIMCAHHEIM B HACTOSLIEM JOKYMEHTE) ), CHMITOMOM
z3aboylepaHUsa WM HapylleHusl, ONMCAHHOI'O B HAaCTOsAlleM OOKYMEeHTE
(HanpuMep, aHOMallbHOT'O poCTa KJIeTOK, HalpuMmMep, paka (HanpuMmep,
paka, OINMCAaHHOTO B HacToglleM OOKYMeHTe) ), ZNRVZ]
IPenNpacloJyIOKEHHOCTBN K 3a00JIeBaHMK MM HapyULeHMI, OINMCAHHOMY B
HaCTOALlEM IOOKYMEHTEe (HanpuMep, AHOMAaJIb HOMY pocTy KJIETOK,

HanpuMmep, paky (ranpumMep, pPaxKy, ONMCAaHHOMY B HaCTO4ueM
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IOKYMEeHTe) ), C LeJyiblD BBEJIEUMTL, M3JIeuuTh, OOJIeTUMTb, CMATUUTH,
o0paTuTh, MCIPaABUTL, YCTPAHUTL, VYJYUYLMTL MJIM OKasaThb BJMSHME HA
3ab0JIeBaHMe WM HapyleHue, ONMCaHHOE B HAaCTOAHEM IOKyMEeHTE
(HanpuMep, aHOMAaJIbHHEM pPOCT KJIETOK, HaIPpMMEp, pak (HanopuMmep, pak,
ONMCAaHHBIM B  HACTOMAWlEM OOKYMEHTE)) . B pamkax wus00peTeHUd,
«BBEIEHHEM B KOMOMHALMUM», «COBMECTHOE BBeIeHUME», «COBMECTHOE
MCIIOJIE30BAHME» O3HAadaeT, uTO OBa WAM DoJiee areHTOB  BBOIOAT
IaluMeHTy OIHOBPEMEHHO WM B MHTepBaJje, TakKoM, UYTO CYIleCTBYeT
HajoxeHre sdbexTa KaAXIZOT'O areHTa Ha HaluMeHTa. I[IpennouyTuTesIbHO
BBEIOEHME QATEHTOB OCYWECTBJISIT IOOCTATOUHO OJIM3KO Opyr K IOPpyTy
TakuM o00pas’oM, UYUTO OOCTUTAETCH KOMOMHATOPHHEM 3ddexT. VHTepBaJ
MOXeT OBTbL MHTEPRBajioM B Macmrabe MMHYT, UYacOB, IHEW WM HeIelb.
OOBIUHO aTeHTHE ABJSKTCS HapajjleJIbHO OMOINOCTYIIHEIMU, HaOpuMmep,
MoJfanmyMMCss OBDHAPYXEeHMI B OPraHusMe IaumMeHTa. [IepBEM, BTOPOM U
TPETUN areHTH MOTYT OHTBL BBeIeHB B JHoOOM IIOPAIKe, WM KakK OIMH
unm OoJiee IperiapaTos, KOTOpPLE BKINUAKNT [IBa wiKu 0OoJyiee areHTon. B
IPEearnouYTUTESIbHOM BapMaHTe OCYmMEeCTBJIeHMS I[10 MeHbIIeM Mepe OJIHO
BBeIeHue OIHOTO nu3 aTeHTOB, HanpuMmep, IepBOTO areHTa,
OCYHEeCTBJISIOT B TedeHMe MMHYT, OJHOT'O, IBYX, Tpex WK dYeTHpeXxX
YacoB WM HOaxe B TeueHMe OIHOI'C WM IBYX IIHEeW II0CJjle IpyIroIro
areHra, HamnpunMep, BTOPOTO areHTa MJIM  TPEeTbBEero areHTa. B
HEKOTOPHX CJlydasax KOMOMHaAUMM MOI'YT HOOCTUIHYTbB CHUHEPIUUECKUX
pe3yJybTaToBR, T.e., IIPEeBHUAKIMX aIIUTUBHBE pPe3yJIbTaThl, HalpuUMep,
no MeHomem mepe Ha 20, 50, 70 mam 100% npeBHmARIMX AIIVNTUBHBIE .

Kypc Tepanuu, Kak OIMCAHO B HaACTOLIEM JOKyMeHTe, BKJIOUaeT
ONHO WMJIM HECKOJbBKO OTIEJIbHEX BBEINEeHUM TepaleBTHUUeCKOTO aTreHTa.
Kypc Tepanuu MOXeT BKJIUATLH OIOMH MJIM HECKOJIBKO LMKJIIOB BBeIeHUI
TepaneBTUYECKOTO ar'eHTa.

Iuxj, B paMkax us300peTeHMsS B KOHTEKCTe LMKJa BBEIEHUHA
JIEKAPCTBEHHOTO CPREnNCTBa, OTHOCUTCS K IIPOMEXYTKY BPEMeHH, B
TeyeHUe KOTOPOTO JJEKapCTBEHHOE CPenCTEO BBOIIAT MaluMveHTy .
Hanpumep, ecaM JIEKAPCTBEHHOE CPEICTBO BROOAT B TeuUueHMEe LUKJIa
IPONOJIXMTENBHOCTRI 21 1eHb, I[IepuoIMueckoe BBeIeHMe, HalpuMep,
OOMH pa3 B CYTKM WM IBa pasa B CYTKM, OCYUECTBJIST B TeueHue 21
OHA. JlekapCTBEHHOE CpPpencTBO MOXeT OHTh BBEeISHO B TeueHMe OoJiee

yeM OOHOTO uMkia. B HEKOTOPLEIX BaplMaHTaX OCYHeCTBJIEHNKA HepBbH;I 21
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BTOPOM WMJAM IOCJHenOy MM LMKJI SBJIFZeTCcs TeM Xe C TOUKM 3peHUud
IPONOIKUTEJIbBHOCTU MM [NePMOOAMYHOCTM BBeIeHMs, WIKM M TOTro, U
IpyToTro. B papmaHTax OCYULECTBJIEHMS TI[EPBEM U  BTOPOM  MJM
IOCHeny My LMKJI OTAMYAETCH C TOUKM 3PEHUS HPONOJIXKMUTEJIbBHOCTHU WIIM
IIEPUMOOUMYHOCTHM BBEIOEHMS, WJIM M TOTro, U IJpyroro. llepromsl [HOKOSA
MOTYyT OBITb BCTABJIEHE MeXIy LMUKIaMM. LMK OTIEXa MOXET COCTaBJATH
i, 2, 4, 6, 8, 10, 12, 16, 20, 24 waca, 1, 2, 3, 4, 5, 6, 7 nuenu

uam 1, 2, 3, 4 wuam OoJjiee HemeJib.

MHOTOUMCJIEHHBIE IValna30HEL, Harnprumep, JIVialla 30HEBL KOJIMMYeCTBAa
JIEKapCTBEHHOT'O cpencrTea, BBRBOOVMMOTI'O B CyTKHM, BXOIOAT B PaMKuM
MSO@peTeHMFI . B HEKOTOPBIX BapriaHTax OCyHmeCTBJICHWSA IMalnas30H

BKJIOUAeT oO0a KOHEUHHIX 3HAaueHUs. B OPyTUX BapMaHTax OCYIEeCTBJIEHUS
IMarnas30H He BKJKYAEeT OIOHO MM of0a KOHEeUHBX 3HaudyeHusa. [locpencTBoM
npuMepa, OuarnaszoH MOXeT He BRIYATE HKHee SHauveHme. TaKum
oBpaszoM, B TakKOM BapMaHTe ocylmecTBJIeHUs, nmarnaszoH oT 250 mo 400
MI'/CYTKM, HE BKJIOYAA HIMWXKHee SHaAUeHUe, OXBATHBAET KOJIUMUSCTBO
bosiee 250, xorTopoe MmeHbme uyeMm wim paBHO 400 Mr/cyTkm.

B pamkax wmz00peTeHUus, TEepMMH «IlaluMeHT» BKJIIoUaeT UYesjioBeKa U
XMBOTHEX. B HEKOTOPHBIX BapMaHTax OCYHIeCTBJIEHMS IallMeHTOM SBJISeTCH
yeJjIOBeK. [IpyMePE! yeJIoRekKa BKJIIOUAIOT yejioBeka, MMEHEeT O
3aboJyIeRaHMe WJIM HapylleHue, OIIMCaHHOe B HACTOSHEeM IOKYMeHTEe
(HanmpuMep, AaHOMAaJIbHEM POCT KJIETOK, HAlpuMep, pak (HanpuMmep, pak,
OIMCAHHBEIM B HACTOAWEM JOKyMeHTe)), WM cTpajaomero 3adojieBaHMEeM
WM  HapylleHreM, OIMCAaHHBIM B HACTOSIEM JOKYMEeHTEe (Hanpumep,
aHOMAJILHEIM POCTOM KJIETOK, HalpuMep, pakoMm (Hanpumep, pakxoM,
ONMMUCAaHHEIM B HacTogmeM  JOKyMeHTe) ) . TepMuH "xrBOTHEE" o
nzoBpeTeHnn BKJINUYAET BCEeX IIO3BOHOUHKEIX, HANPUMEP, HEeMJIeKOIUTAanIMX
(Takme Kkakx KypH, aMoubum, pPEenNTUIMM) M MIEKOIMTAIMX, TaKMxX Kak
IPYIMATH, oooMallHEeHHEE n/nnm CeJIbCKOXO3INCTBEHHEIE XUBOTHEIE,
HanpuMmep, oOBla, cobaka, Kkollka, KOpoBa, CBMHBA U T.I.

KPATKOE OIIMCAHUE $®UT'YP

SUT . 1 nokaswmpBaeT npuMep BSodexTa wmHTUMOUTOPOB FAK 1mo
CPaBHEHMI C IJIPpyTMMM MHIMOMTOPAaAMM TUPO3UMHKMHABE Ha Opojubepalmno
T-KJIETOK.

SUT'. 2 nokazmpBaeT npuMmep »ddbexTa OOHOTO TOJHBKO MHITUOMUTOPA
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FAK VS-4718 m B xoMOMHaluuM ¢ aHTu-PD-1 Ha BBXXMBaAHME Ha MOIOEJIU
paka OOOIOYHOM U NPSAMOM KMIIKM.

®UT'. 3 nokaszwBaeT puMep o»ddexTa OJOKATOPOB IMNYTU UMMYHHOU
KOHTPOJILHOM TOUKM UM KOPPeJNauuMr C OuoMapkepaMu MUMMYyHHOT'O OTBeTa.

SUT . 4 [IoKaskepBaeT IpuMep YITYUleHU S [MPOTMBOOIIYXOJIEBOM
30PEeKTUBHOCTM KOCTUMYJIMPYKRIMX aHTUTEJ MHTubOuTopamm FAK.

®UT'. 5 noxkaszwpaeT npuMmep stbexTa mMHIUOMTOPOB FAK Ha CD8+ T-
KJIETKU .

®UT'. 6 nokazmBaeT npuMmep sbbexTa MHTUMOMTOPOB FAK Ha MapKepH
nucroumeHmsa T-KJIETOK.

[IPVIME PEI

PackprelTHE naynee ONIMCAHO B CJIe Oy IOWVX npyMepax, He
OTPAHUYMBAKIMX OOBEM NPUTAZAHUN.

llpumep 1. WurMBupoBaHme FAK/PYK2 ycunueaeT 3pPeKTMBHOCTDL

MHTUOMPOBAHMST MMMYHHOM KOHTPOJILHOM TOYKM

[flokaszaHo, UYTOo Majias MoJieKyJna-uHruburop VS-6063 FAK/PYK2
VHTUOUPpYyEeT IpoMCXosmme ns MOHOLUMTOB mMakpodary, CHUXaeT
nponyxkumio IL-6 w IL-8 B wMaxkpodarax Iin vitro w yMeHblIaeT
CBS3aHHBIE C OIYyXOJIBID Makpodaru B MOIJSAX KCeHOTpPaHCIlJIaHTaTa.
KpomMe TOro, B OTAMUME OT JAPYI'MX MHIMOUTOPOB IIPOTEeMHKMHASBE, TaKUX
xaxk mHIMOurop SRC macartmHu®O u mHIUbOMrop MEK TpameTrmHMO, KOTOpPHE
3HAUMTEJIBHO CHuxaloT npojgmbepanmio CD8+ LUTOTOKCUUECKMX T-KIJIETOK,

VS-4718 m VS-6063 crumynupyiooT rnponubpepaumio CD8+ LMTOTOKCUUECKMX

T-KJIETOK (dUT. 1). OCHOBHEBIE yeJioBeueCcKue CD8+ T-xJI€eTKHU,
MB3OJIMPOBAHHEE OT  3IO0POBEIX  IOHOPCKMxX  PBMCs, MHKYOMPOBaIM B
IPUCYTCTBUN IIOKPBITEIX aHnT-CD3/auTn-CD28 DY CHMHOK C

YBENIMUUBAKRIMMUCSA KOHUeHTpauuaMu VS-4718 wummu VS-6063 B TeueHue 72
YacoB M TEeCTUPOBAJM B OTHOMEHMM MHKopHnopauuy BrdU kak Mepsl
cuHTeza HoBou [HOHK. O0O6a wmHTHMOUTOpa FAK yRenmuuBanu IponaudepalMio
CD8+ T-kJIETOK IOO303aBUCHUMEIM OOpPA3OM.

Ha ocHORe WMHIUOMPOBAHMS CBSA3AHHBEIX C ONYXOJIBID MakKpodarop u
YCUIIEHUS CD8+ T-xIeToK, OBLITO UCCIenOBaHO [IOTEHLVPOBaHME
MHIMOUTOPaMU FAK/PYK2 OPOTUBOONYXOJIEBOU 20PEeKTUMBHOCTHU
MOHOKJIOHAJIBHOT'O aHTuUTejsla aHTu-PD-1 B M3B0OTEeHHBIX MOIENAX ONYyXOJu
MBIV .  Meluewu, HeCcyuux YCTAHOBJIEHHEIE M3OT'€HHEE KOJIOPEeKTaJlbHEE

onyxonm MC38, obpabateeanm VS-4718 B TeueHMe 5 @OHeUM LnOepen
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KOMOMHMPOBAHHBM JIeueHUEM AHTUTEJIOM anTu—-PD1 BMECTE C
IPOOOJIXUTEJILHEM BBeneHueM VS-4718., KombumHauwmsa VS-4718 ¢ autu-PD1
yBeJMunila CcpelHee II0JIHOe BHXXMBAaHMEe 1o 42 nHeM 10 cpaBHeHUnO C 21,
25 w 28-OHEBHBIM CPEeOHMM [IOJIHEIM BEXKMBAHMEM C KOHTPOJIEM B BUIE

HOCHUTEeIIA, €IVMHCTBEHHBIM AaI'€HTOM aunTu-PD-1 M enOMHCTBEHHBEIM A&TEeHTOM

VS-4718, cooTBeTCTBEHHO (OMI'. 2). Kpome TOTO, B Z»meHb 56, 30%
MBIIEeN, obpaboTaHHEX KoOMOMHauuen VS-4718/auTtu-PD-1, BCe ele

OCTaBajIMCb B XUBHX I[10 CPABHEHMIO C OTCYTCTBMEM BEIXMBIIMX MBIIEY B
Tpylnax HOCUTeJIs, EeIOMHCTBEHHOTO areHTta VS-4718 ¥ eIMHCTBEHHOTO
areHTa aHTH-PD-1.

MHrmburop kKmHaz3el FAK wuinm reHeTuueckas abdiaumsa FAK BEBHBAJIM
IIOJIHEIM perpecc ONyXOoJjM B MOLesNM I[IJIOCKOKJIETOUHOI'O paka depes
VMMYHHEM MEeXaHM3M, Ha UTO YyKas3epBaeT yeenamuenme CD8+ m CD4+ T-
KJIETOK M CHWxeHMe T-regs.

OBuwas kKapTWHa  M3MEeHeHMM  MMMYyHHEIX  KJIeTOK B OTBeT Ha

MHTUOUTOPH FAK TIpPOgBJgeTCS Uepes MOJEesyIM MI30TeHHOT'O pakKa KOXMu,

[MOIIKEJIYIIOUHOM  XKeJIe3s, JIEIKOI'O UM MOJIOUHOM XeJjie3bl. [IOBHIISHHBIE
uMToToKCHUeckme T-xjeTKM HaAOGIONANMMCh @ IIPpM  ONyXoJm  (HarnpuMmep,
rnonyssuysa CD8+ T-kjerok) . Taxkxe HAOIOIANOCH yYMEHBIIeHUE I1OITYJISLUN

VIMMYHHEIX KJI€TOK, TIIOHaBJIALIMX I[TPOTUBOOIYXOJIEBEY WMMYHHEW OTBET
(HanpumMep, T-regs, CBS3aHHBEE C ONYyXoJbilo Makpobarm M2, MDSCs).
Crpykrypa yBesnuenms PDL1-High onyxojsieBHX KJIETOK U YBEJMUEHUS
PD-1 m umMTOTOKCHMUEeCKMX T-KJIeTOK Takxe Obljia 33aMeueHa. OTU [JaHHHE
[IO3BOJIAIT  [IPEIIIOJIOXUTE CMHEepI'M3M Mexny uHruburopamm FAK u
AHTUTEJIAMU MMMYHHOM KOHTPOJIBHOM TOoukyM (auTm—-PD-1 autu-CTLA-4) B
MHOXEeCTBEe MOIeJyiel ONYyXOJIM.

NDpumep 2. 3SbddexTuBHOCTL MHIMOMTOPOB FAK cCc AnTn-PD-1 u

KOppensaumss C 6uoMapkepamu

Memuer, HeCymMX M30TeHHBEe onyxoam MC38, paHOoOMMU3UPOBAIM,
KoTAa OmnyxoJyb mocturana 50-100 vmM3, u obpabaTeiBanu HocuTeneMm, VS-—
4718 (75 mr/xr, BID, m/0 OO KOHIla SKCHOepuMeHTa), aHTu-PDl (KJIOH
RMP1-14, 10 Mmr/xr B/6 B mHm 1, 4, 8, 11) wmmm VS-4718+auTrm-PD1.
CpenHumr oOBeM ONYXOJM 3a IHM DKCIEepMMeHTa CHMXallcd, Kak I[I0KasaHOo
Ha ®UT'. 3A. KombBuHaimsa VS-4718 um anTu—-PD]l mnokasbBaja YIIYUINEeHHYI
IPOTUBOONYXOJIEBYID 2OOEKTMBHOCTE Yy  MBIIEN, HEeCYyUMX  MWBOT'EHHHE

KoJIopeKTaJbHEe onyxosam MC38.
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VizorenHue onyxoam MC38 paHIOMM3UPOBaJY, KOTa  OIyXOJb
nocturana 50-100 mMm3, u 3arem obpaBaTmBanu HocuTesem, VS-4718 (50
Mr/xr, BID), autu-PD1 (xsiow RMP1-14, 5 mr/xT B mHM 1, 4, 8, 11)
mnn VS—-4718+anTu-PD1l B TeueHme 12 OHEM, B KOTOPEM MOMEHT BPEMEHU
onyxoyim obOpabaTeBajM XUBEIMM IJIS LUMTOMeTpuM rnorToka (PUT'. 3B-D).
KoMmbuuauma VS-4718 u antm—-PD1 B onyxonax MC38 cuwmxana Tregs u
yBenmuupajga CD8+ T-KJIeTKM.

VizoreHHBEe onyxoam MC38 paHIOMMUIUPOBAJU, KOorma  OIyXOJib
nocturasa 50-100 mM3, u zarem obpabaTeBanu HocuTejem, VS-4718 (75
Mr/xr, BID, n/o), autm-4-1BB (xjgon LOBl12.3, 10 Mmr/xr B/©® B OHU
1, 4, 8, 11) wmwm VS-4718+auntm-4-1BB. CpenHuy o0O0OBEM ONYXOJU
IMPOTUE BpeMeHu IokaszaH Ha SUI'. 4. Kombuuaumsa VS-4718 u aHTHU—-4-
1BB yJydllaeT OPOTUBOONYXOJNEBYKD 200eKTUBHOCTL Yy HeCYHIMUX M30TEeHHHE
KOJIOPEeKTAaJIbHEEe OIlyxoJm Menuerr MC38.

CD8+ T-KJIETKM M3IOJMPOBAJIM OT HOBEX 3I0POBHX UYEJIOBEUECKMUX
PBMCs oTpHULaTEeJIbHEM VIMMYHOMAaT'HUTHEIM pasznesieHreM OyCHUHOK.
Oummennsie CD8+ T-xjeTky BeiceBasm Ha CD3-TOKpPBITHE I[IJIAHIWETH B
MPUCYTCTBUM WM B oTcyTcTBMe VS-4718, VS-6063 wmmm GSK2256098 B
TeyeHye 72 uyacor. TecToBHe JyHKM obpabarTeBajiy uMmiylbcamm BrdU B
TeuYeHKe IIoCJlenHUx 3-4 YacoB KyJbTUBMPOBAHUSA U IIOIABepraliX TeCcTy
BrdU-mukopropauumy OJjisg  OnpernesyieHMsa aKTMBHO pPacTymMx  KJIETOK.
JanHee, [IOKAa3aHHEE Ha  ®UT. 5, npencraBJiIeHsE KakK  KpaTHOCTHb
VM3MEHEeHMS I[10 CPaBHEHMI C KOHTPOJIBHBIMU JIyHKamMu ¢ DMSO.

CD8+ T-kKJIETKM, MIOIUPOBAHHEIE OT HOBHX 3JOPOBHX UYEJIOBEUECKUX
PBMCs OTPHULIATEJIbHEIM VIMMYHOMaT'HUTHEIM pa3nesyieHueM BOyCHHOK,
BEHICEBaJIM Ha aHTU-CD3-NOKPHTHE IIJaHWeTE B IIpucyTcTBuMM VS—-4718
(dur. 6A) wmim VS-6063 (pur. 6B) B TeueHme 72 UYACOB U 3BATEM
cobupanu ¥ okKpammBaauM aHTu-LAG3 wim  aHTu-PD-1 @misa  OpOTOYHOM
umurToboTOMETPUM .

VHTHUOMTOPE. FAK  M3MEeHAKnT  MMMYyHHBM  OajlaHc ONyXOJaM  IJIA
IIOTEHLVMPOBAHNSA 50PEKTURHOCTHU PaBIIMUHBIX VIMMYHOOHKOJIOTMUYE CKIMX
ATeHTOB. KoMbuHaumsa VHDUOUTOPAa FAK CYUIECTBEHHO yiaydiaerT
NpoOTMBOONYyXOJeByln sdbexTMBHOCTE aHTM-PD-1 wmnm a”"Ttm—-4-1BB  no
CpaBHEHUD c TOJIBKO OIHUM MMMYHOOHKOJIOTMUYECKUM AHTUTEJIOM.
Kombuuaumsa wmHrudburop FAK+tanTu-PD-1 ymMmeHbmaeT Tregs U YyBeJIMUMBAET

CD8+ T-wxjeTkm npu onyxonax MC38. UVHrubuTope FAK yBeJIMUMBAKT
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npomubpepanumn CD8+ T-kJeTOK, YMEHBHAKT MapkKeps wucTomeHms CD8+ T-
KJIETOK 171 YBEeJINUYMBAT onocpenyeMoe T-xjeTrxKkaMm YHUUTOXEHYE

OMIYXOJIEBEIX KJIETOK in vitro.
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VBMEHEHHASI $OPMVYIJIA M3BOBPE TEHUA

1. Cnocof® JedueHMA UYeJIOBEKa, CTpalaklleTl’o OT pakKa, BKIUAKIUNA
BBelleHUE UeJIOBeKyY MHIMOUTOPAa FAK B KOMOMHAaLUN C
MMMyHOTepalleBTUUEeCKUM al'€HTOM, I[Ipu 5SToM MHIMOMTOp FAK BHOpaH u3
TPyNnH, cocToAmen w3 VS-4718, VS-5095, VS-6062, VS-6063, BI
853520, GSK2256098 wmiam ux dapMalleBTUUECKM I[IPpUeMJIEMHX COJIEN, U
BBOOUTCHA B IepopalibHO’ DO3VPOBaHHOM bopme, u npu BTOM
VMMYHOTEPAIIeRTUUECKUNM aTl'eHT BHOpaH M3 TPYINH, COCTOAMENW M3 aHTU-
CTLA-4 a”nTuTesna, a”HTuTesa, OJIOKUpPYKIEeT O KOHTPOJIEHYIO TOUKY,
KJIETOUHOM TepaluM M KOCTUMYJIMPYKIeIo aHTHUTela.

2. Cnoco6 mo n.l, B KOTOPOM pak HABJSETCS COJMOHOM OIIYyXOJIbIo,
OIlyXOJIbID MATKOM TKaHU, MeTacTa30M MM HeCOJIMIOHEIM pPaKOM.

3. CnocoB® mno m.2, B KOTOPOM pakK fABJSeTCS COJIMIHOM OIIyXOJIbIo.

4, Cnoco6 1o m.3, B KOTOPOM COJIMOHASA OIyXOJb ABJIAeTCA
3JI0KaYeCTBEeHHEM HOBOOOpa30BaHMEM (Hanpumep, CapKOMEHL,
aOeHOKapLMHOME M KaplLMHOMEI) oOpTraHa (HalpuMep, JeTKoT'o, MOJIOUHOM
KeJle3H, JIMMOOMIOHOTO, KEJIYDOUHO—KUIIEeUHOT'O (HanpuMep, TOJICTaA
KMIIKa) WM MOUYEIIOJIOBOTO (HallpMMep, I[IOUeUHHEe, YpoTeJiMaJlbHEEe WK
TEeCTUKYJIAPHEE OIYyXOJM) TPaKTOB, IJIOTKM, OIpeAcTaTesJIbHOM XeJie3h U
AVMYHKKA) .

5. Crnoco® mno 1m.l, B KOTOPOM Pak MABJSeTCI Me30TeJIMOMOM;
HelpodnubpoMaTo30M; HarpuMmep, HelpodpudpoMaTo30M THUIIa 2,
HeVpodrbpoMaTo30M THUIIa 1; PaxKoM ouex; PaxKoM JIETKUX,
HeMeJIKOKJIETOUHEIM pPakoM JIeTKMUX; pPaKoM IIeueHM; paKOoM MUTOBUIHOM
XeJIe3H ; AUYHUKE ; paxKkoM  MOJIOUHOWM  XeJIe3H; ONIyXOJIbID ~ HEPBHOM
CUCTEeMEl; MBaHHOMOM; MEHMHITMOMOW; MBaHHOMATO30M; aKyCTHUUECKON
HeBPOMOM ; aleHOKMCTO3HOM KapLMHOMOM’ ; SIIEeHOIMMOMOM ; VIV
BIEHOVMHEMY OIIYXOJIAMU .

6. Crnocot mno m.l, B koTopoM wuMHIUOMTOP FAK OpencrarBJIseT
cobom V5-6063 mam ero ¢apMalleBTUUECKM IpUeMIIeMyld COJIb.

7. CnocoB mo m.6, B KOTOpPOM MHTHOUTOp FAK BBOIAT IO MeHLIIEN
Mepe OIOMH pas3 B CyYTKM (HalpuMep, OIMH pa3 B CYTKM WJIM IOBa pas3a B
CYTKHM) .

8. Cnocot 1no mo.6, B KOTOpoM wuHIMOMTOPp FAK EBBOOAT B
KOJIMYeCTBe OT Npubn3mTesibHO 100 MT' mo npubimsurelibHO 2000 Mr.

9. Cnoco6 mo mn.l, B KOTOPOM MMMYyHOTEpPaleBTUUECKUN aTreHT
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BBOIAT IIapeHTepallbHO.

10. Cnoco6 mo 1rn.l, B KOTOPOM MMMyHOTepalleBTUUECKUM aIl'eHT
opencraByggeT cobor aHTU-CTLA-4 aHTUTeJO, BHOpaHHOe W3 TPYIIIH,
cocTodAmer M3 UIMInMyMaba M TpeMeJlumyMada.

11. Cnoco6 1mo 1rn.l, B KOTOPOM MMMyHOTepalleBTUUECKUM al'eHT
ABJIAEeTCA AaHTUTeJIOM, OJOKMPYIIMM KOHTPOJIBHYID TOUKY, BHOPAHHEM M3
TPYIIH, cocTodmer mu3 IMP321 m MGA271.

12. Cnoco6 mo 1r.l, B KOTOPOM MMMyHOTepalleBTUUECKMUM al'eHT
npencraByggeT cobor aHTu-CTLA-4 aHTUTeJO, BHOpaHHOEe U3 TPYIIIH,
cocTodAmeM M3 aHTuTeJl aHTu-TIM3, aHTM-LAG3 m aHTuM-TIGIT.

13. Cnoco6 mo n.l, B KOTOPOM MMMyHOTEepalleBTUUECKMUM al'eHT
ABJIAETCHA KJIETOUHOM Tepanuen.

14, Cnoco6 mno n.l3, B KOTOPOM KJI€ETOYHad Tepalusd ABJIAeTCSHA
Tepanuen CAR-T.

15. Cmnoco® mo m.l, B KOTOPOM MMMYHOTEpPaleBTUUECKUN aTreHT
ABJIAETCSH KOCTUMYJIMPYIOIVM AHTUTEJIOM, BHOPaHHBEM nu3 TPYIIIH,
cocrodAmey M3 aHTHUTeJ aHTu-4-1BB, auTn-0X40, auTmmu-GITR, auTmu-CD27
u aHnTu-CD40.

lo. Crnoco® 1mo 1.1, OOIIOJIHUTEJILHO  BKJIOUAKMMY  BBeIeHUe
HOIIOJIHUTEJILHOTO XVMUOTEPAaleBTUUeCKOTO areHTa WM IIpOoBeIeHUe

paoroTepalilim.

IIo mOBepeHHOCTHU
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EAPATIS, EMBASE, Espacenet, PatentScope, Pubmed

B. JOKYMEHTbDI, CHUTAIONIMECS PEJIEBAHTHBIMHU
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D TNOCACAYIOIHNE NOKYMECHTEI YKa3aHbl B IIDOAOJIKCHUH

«T» - Gonee NO3AHMUIN JOKYMEHT, ONYOIMKOBAHHBIH MOCIIE AAThl IIPHOPUTETA H

* Oco0ble KaTErOPHH CChUIOYHBIX JOKYMEHTOB: N
[pUBEACHHBIH A IOHUMaHUA H306peTenus

«A» - JOKYMEHT, OTIpEACIAIOMIt 00K YPOBEHE TEXHHKH

(D» - ROKYMEHT, IpHBe/{eHHEIi B eBpasmiicKoi 3asBKe («X» - HOKyMEHT, HMeIoHMH Hanbonee 6IM3KOe OTHOIIEHHE K IPEAMETY NOKCKa,
E» - Gollee paHHMI JOKYMEHT, HO OMyBAHKOBAHHEIH Ha JATY TIOAAYH [OPOYAIMIA HOBH3HY HIIH H300PETATENBCKHIA YPOBEHb, B3ATHIH B OTAENBHO-
cTH

leBpasuiickoit 3adBKH HIIK NOCTIE HEE

«O» - BOKYMEHT, OTHOCAIIHICS K YCTHOMY PACKPBITHIO, SKCIOHUPO-
BAHHIO M T.JL.

"P" - nOKyMeHT, ONyGINKOBAaHHBIN O JAaThl NOAAYM eBpasuiickoi
3asiBKH, HO [OCJIE AaThl MCIIPAIIXBAEMOTO NIpHOpHTETa"

«Y» - NOKYMEHT, NMelolumii Hanbonee 6H3K0e OTHOIIEHHE K NMPEAMETY TOHCKa,
nopoyaninii H3o6peTaTeNbCKHii ypOBEHE B COUCTAHHH C IPYTUMH AOKYMEH-
TaMH TOH XK€ KaTEerop1u

«(&» - JOKYMEHT, ABNAIOLIHIHCA IaTCHTOM-2HAIOTOM

«L» - IOKYMEHT, IPHBECHHAIH B IPYTHX LELAX

Jlata npoBeaenus natentHoro moucka: 10/08/2023

YN01IHOMOYEHHOE JIKLIO: /
3aMecTUTENL HaYATbHUKA YIIpaBJ'lCHPDl IKCIIEPTHU3BE -

HavansHuK OTAeNa XUMUH U MEAHLHHBL A.B. Yeban
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