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OIIMCAHUE U30BPETEHUA
2420-559720EA/061
JIEYEHUE HER2-ITOJIO’)KUTEJIBHbIX 3JIOKAYECTBEHHBIX
HOBOOBPA30BAHHNH

HNEPEKPECTHASA CCBIJIKA HA POACTBEHHDBIE 3AABKH

[0001] ITo HacTosel 3asiBKE€ WUCHPALIMBAETCS MPUOPUTET IO BPEMEHHOM MaTEHTHOM
sasieke CIITA Ne 62/491872 (monanHoti 28 anpens 2017 roga). Coneprkanue 3TOH 3asBKU U BCEX
IOPYTHUX CCBUIOK, MPEACTABJIEHHBIX B HACTOSIILEM OMMCAHUHU, BKJIIFOUEHO B HACTOSIIIEE OMUCAHUE B
MIOJTHOM O0BbeMe ISt BCeX LeNeH.

YPOBEHb TEXHUKH

[0002] 3nokauecTBEHHBIE HOBOOOPA30OBAHUSI SIBJISIOTCS 3a00JIEBAHUSIMU, HAJIararolIUMHU
3HaYUTENbHOE OpeMst Ha 3[paBOOXPaHEHHE U 3HAYUTENBHO BIMSAIOMUMHU Ha obmectso B CLIA u
no Bcemy wmupy. Tompko B CIIA mnoxpcumranHo, uyto y Oonee 1,6 MHJUTHOHOB YeNOBEK
IUAarHOCTHPOBAHbI HOBBIE CJIy4aW 3JI0KAYECTBEHHBIX HOBooOpa3oBaHmii B 2016 romy wu
npubnusutensHo 600000 dyenmoBeK yMepaM OT  3JI0KAYECTBEHHBIX HOBOOOPA3OBAHUH.
3/10KaueCTBEHHbIE HOBOOOPA30BAHUS SIBJISIIOTCS KpaliHE TeTepOreHHBIMHU 3a00JIeBaHUAMHU, TPHU
5TOM OMNYyXOJH PAa3BUBAIOTCA NPAaKTHUUECKU M3 BCEX TUIIOB KJIETOK B OpraHu3Me, U OHU
ACCOLIMMPOBAHBI C ITUPOKUM CIIEKTPOM (PAKTOPOB PUCKA, CBSI3AHHBIX C OKPYIKAIOIIEH Cpenoi u
reHetnkoil. Kpome Toro, 3mokadecTBEHHbIE HOBOOOpA30BaHMS TOPAXKAKOT JIIOJEH BCex
BO3PACTOB U BCEX 3THUUECKUX, KYJIbTYPHBIX U COLTMOIKOHOMUYECKUX TPYIIIL.

[0003] 3nokavyecTBEHHBIE HOBOOOPA30BAHMS 3a4aCTYIO SIBJIAIOTCS PE3YJIBTATOM MYTAaLUH,
KOTOpPbIE MOTYT BO3HHKATh B OOJIBIIOM KOJMYECTBE F€HOB, UI'PAIOIIMX POJIb B INUPOKOM CIIEKTPE
KJIETOUHBIX MPOLECCOB. BO MHOrUX Cilydasx 3J10Ka4€CTBEHHbIE KJIETKU HECYT MyTALUU B I'€HAX,
KOHTPOJIMPYIOIIMX TakHe MPOLECChl, Kak poCT, AedeHue, aAudQepeHunupoBKa WIN
B3aMMOZCHICTBHE KIETOK C BHEKJIETOUHOW cpenoil. Hampumep, MyTauuy, HDOBBIIAKOLINE
akTuBHOCTh HER2, siBJIsIFOIIETrOCS] PELIENITOPOM TTOBEPXHOCTH KJIETKH, CIIOCOOCTBYIOIIUM POCTY
U JIeJICHUIO KJIETOK, BOBJIEYEHBI BO MHOJKECTBO 3JI0KAYECTBEHHBIX HOBOOOPAa30BaHUI.

[0004] Bo MHOrux ciydasx OIYXOJU SBJISIOTCS PE3UCTEHTHBIMH K KOHKPETHOM
IIPOTUBOOIYXOJIEBOM Tepanuu WM CHaydaja SBJISIOTCA UYBCTBUTENBHBIMM K KOHKPETHOM
Tepanuy, HO IMO3JHEE CTAHOBSTCS PpE3UCTEHTHbIMU. Pa3BuUTHE pPE3UCTEHTHOCTH 3a4acTyIo
SIBJIIETCS CJIEICTBMEM MYTallMi, M3MEHSIOLINX AKTHBHOCTb KOMIIOHEHTa KJIETKH (Hampumep,
MYTAalHi, JEJaIUX CUTHAIBHYIO MOJIEKYJY KOHCTHTYTHBHO AaKTHBHOW) WU MPHUBOISIINX K
MU3MEHEHHOM 3KCIPECCHH TeHa (HampuMmep, MyTallUuH, MPUBOMALIECH K MOBBIIIEHHON SKCIPECCHH
CHUTHAJIbHOTO peuenTopa kietku, Takoro kak HER2). B HEKOTOpBIX cilydasix pe3UCTEHTHOCTb
COBMAJa€T C BO3HMKHOBEHMM MyTalUMN WM SIBJIAETCS Pe3yJbTaTOM BO3HUKHOBEHHS MyTallUil,
TpaHCHOPMUPYIOIINX 3JI0KAYECTBEHHOE HOBOOOpasoBaHuEe B Oojiee arpecCHBHYIO (Hampumep,
METacTasupyoIyw) ¢opmy. MeracTasupyromne 3J0Ka4eCTBEHHbIE HOBOOOPA30BaHUS, Kak
NPaBWIO, KOPPENUPYIOT € YXYALIEHHWEM IPOrHo3a MO CPaBHEHUIO C HEMETACTa3HUPYHIOLINUMHU

3JIOKa4YCCTBCHHBIMU HOBOO6pa30BaHI/I$[MI/I.



[0005] B xmmamdyeckom wucnbitannd  MOUNTAINEER  (upentudukatop Ha
ClinicalTrials.gov Ne NCT03043313) uccneayoT 3¢ ¢$eKkTuBHOCTE KOMOWHAIIMM TyKaTHHHUOA |
Tpacryzymaba mist neuenus nanueHTos ¢ HER2—nonoxkurensubiM Metactazupyromum CRC.

[0006] 3nokauecTBEeHHBIE HOBOOOpPA3OBaHMs, OTIMUArOIIHecs runepakcnpeccueii HER2
(obo3Havyaembie kak HER2-mojoxuTenbHbIE 3J0KaYECTBEHHbIE HOBOOOpPA30BaHMs), YacTO
KOPPEIUPYIOT ¢ HEONAronpusTHBIM HPOTHO30M MJIM PE3UCTEHTHbl KO MHOTHM CTaHIApPTHBIM
ciocobam Tepanuu. Takum oOpasoM, CylecTByeT MOTPeOHOCTb B HOBBIX TEPANEBTUYECKHX
CpeAcTBax, SBISIOIMXCS 3((EKTUBHBIMU TPU JICYCHUH 3JI0KAYECTBEHHBIX HOBOOOPA30BAHMUM,
takux kak HER2—monokurenpHbIe 3710Ka4eCTBEHHbIE HOBOOOPA30BAHUS WIIM METACTa3UPYIOLIHE
HER2-nosoxutenpHble  3JI0Ka4eCTBEHHbIE HOBOOOpa3oBaHusi. Hacrosimee u3o0pereHue
YIIOBJIETBOPSIET TAKYIO MOTPEOHOCTD, a TAaKXKe 00ECIeunBaeT APyrue NPeruMyIecTna.

CYHIHOCTDB U30BPETEHUA

[0007] B HeKOTOpPBIX acmekTax HACTOsIIee H300pEeTeHUe OTHOCUTCS K CIOCOOY JIeUeHUsI
win ynydmenus: 3¢g¢pexroB HER2-monoKUTeTbHOrO 3710Ka4eCTBEHHOTO HOBOOOpPA30BaHUS Y
WHIMBUAYYMa, BKIIOYaOIeMy BBereHne anturtena nporus HER2 B komOuHammm ¢
TYKaTHHUOOM M XHUMHOTEpPANeBTHYECKUM cpenctBoM 1 Jedenuss HER2-monoxwurensHOrO
3JIOKAYECTBEHHOTO  HOBOOOpa3oBaHMsA. B HEKOTOpBIX  BapHMaHTaX  OCYIIECTBJICHUS
3JIOKAYE€CTBEHHOE HOBOOOpAa30BaHME BBIOPAHO W3 TPYMIBL, COCTOSINEH W3 KOJOPEKTAIBHOTO
paka, paka MHUIIEBOJA, PaKa >KeIyAKa, XOJaHTMOKAPLIMHOMBIL, HEMENKOKJIETOYHOIO paKa JEeTKHX,
paka MOUYEBOTO My3bIPs, paka JKEIYHBIX MMPOTOKOB, paka MOJIOYHOMN KeJe3bl U UX KOMOWHAIIMH.
B HekoTOpbIX BapuaHTaxX OCYINECTBJICHUS 3JI0KAU€CTBEHHOE HOBOOOPA30BaHHUE SIBIISIETCS PAKOM
MOJIOUHOM  kene3bl. B HEKOTOpbIX  BapuaHTaXx  OCYILECTBIEHHUS  3JI0KAY€CTBEHHOE
HOBOOOpa3OBaHME SIBJIIETCS METACTA3UPYIOLIMM 3JI0KAYECTBEHHbIM HOBOOOpa3oBaHHeM. B
HEKOTOPbIX BApUAHTaX OCYIIECTBJIEHHUS 3JIOKAYECTBEHHOE HOBOOOPA30BaHME  SIBIISIETCS
Hepe3eKkTabeIbHbIM, MECTHOPACTIPOCTPAHEHHBIM 3JI0Ka4€CTBEHHBIM HOBOOOPA30BAHUEM.

[0008] B HeKOTOpbIX BapHaHTax OcCylecTBieHus: antuteno nporus HER2 BriOpano u3
TPYNIbI, COCTOSIIEW W3 TpacTy3ymada, nmeprysymada, amo—TpacTy3ymad dMTaH3MHA,
MapreTykcumada u ux komOuHaimu. B HekoTopeix cinyvasx antuteno npotus HER2 ssnsercs
Tpacty3ymaboMm. B HekoTopbix ciyvasx antuteno npotuB HER2 sBnsiercss komOuHanmei
Tpacty3ymaba u mepTysymada. B HEKOTOpBIX BapMaHTax OCYINECTBJICHUS BBEIEHUE AHTHUTENA
nporus HER2 ocymecTBistoT 10, BO BpeMsl HITH [TOCJIE BBEIEHHS TYKATHHNOA.

[0009] B HekOTOpBIX BapHaHTaX OCYLIECTBIEHHS 3JOKAYECTBEHHOE HOBOOOpPA30OBaHUE
BKJIOYAET KJIETKY, UMeIoINyto reHoTun 5k30Ha 2 KRAS nuxoro tuna. B HekoTOpbIX BapHaHTax
OCYIIECTBIIEHHsI 3JIOKAUECTBEHHOE HOBOOOPA30BaHHE BKJIOUAET KIJIETKY, WMEIOINYI0 TeHOTHI
NRAS npukoro Tuma. B  HeEkOTOpeIX BapuaHTaX OCYILECTBJEHHsS]  3JI0KAU€CTBEHHOE
HOBOOOpA30BaHME BKIIFOYAET KJIETKY, UMeromyi reHorunn BRAF nukoro tuma. B HekoTOpbIX
BApUAHTAaX OCYLIECTBICHHUS UWHAWBUAYYM HMMEET 3JI0Ka4eCTBEHHOE HOBOOOpa3oOBaHME,
ABIsAtoIIeecss peppakTepHbIM K CTaHAAPTY JIEUEHMs, BKIIOYAIOIIEMY LETYKCUMad WIn

NaHUTYMyMao.



[0010] B HexkoTOpbIX BapuaHTax OCYLIECTBJIEHHUS JIeU€HWE WHAUBUAYYMa MPUBOAMT K
uHnekcy uHruomposanus pocra onyxoiu (TGI) mo meneineit mepe npubnusurensHo 85%. B
HEKOTOPBIX CIIydasxX JiedeHne MHANBHAyyMa npuBoauT k uHnekcy TGI npubmmsurensao 100%.
B HexoTOpBIX BapuaHTax ocyuiecTBieHus komOuHaus anturena nporus HER2 u tykatunmnOa
ABJIAETCS CHUHEPrMYecKoi. B HEKOTOpBIX BapHaHTax OCYLIECTBJICHUs JIEUEHUE WHAMBHIYYMa
npuBoaut K uHaekcy TGI, npesbimaromemy nHaekc TGI, HaOmomgaemblii IpH HCHOIb30BAaHUN
antutena nporuB HER2 wnn TykatuanGa B OTAEIBHOCTH.

[0011] B HekOTOpBIX BapUaHTaX OCYLIECTBJIEHHUS 10332 TYKaTMHUOA COCTaBJISIeT
NPUOU3UTENBHO OT 3 10 7 MI' Ha KI' MACChI TeJIa HHAUBUYYMa ABAKABI B CTYKH. B HEKOTOPBIX
BapHaHTaX OCYIIECTBJIEHUS 1033 TYKaTMHHOA CcOCTaByisgseT mpuOnu3utenbHo 300 Mr ABakabl B
CyTKH. B HEKOTOpBIX BapuaHTax OCYLIECTBJEHUs Ao03a aHtutena nporus HER2 cocrasnser
NpUOU3UTENIBHO OT 6 Mr 10 8 Mr Ha Kr Macchl Teja MHIWBUAyyMa pa3 B TpU Hexenn. B
HEKOTOPBIX BAapHaHTAX OCyLIeCTBIeHUs pAo3a aHrurena nporus HER2  cocrasnser
npubnusutensHo 600 Mr pa3 B TpU Hemeau. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHUS
TykaTnHUO nim antuteno npotuB HER2 BBOAST nepopaibHO, BHYTPUBEHHO HIIH MTOIKOXKHO.

[0012] B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHHS CHOCOO AOMOJHHUTENBbHO BKIFOYAET
BBEJICHUE XUMHOTEPAIEBTUYECKOrO CpeacTBa (HAampuMep, AaHTHMETaOOJIUTa, TAaKOro Kak
KaneruTabuH). B HEKOTOPBHIX BapHaHTaxX OCYIIECTBJICHUS aHTHMETAOOJNUT BBIOPAH W3 TPYIIIIbL,
cocrosiliel w3 kamenuraOuHa, kapmodypa, nokcudaypuansHa, ¢gropypamnmna, terapypa u ux
KoMOMHamMu. B HEKOTOpBIX  BapWaHTax OCYINECTBJICHUS AHTUMETAOOJIHUT  SIBJISETCS
KaneruTabuHOM. B HEKOTOpBIX BapHaHTax OCYINECTBJIEHHMs 103a KaleuuTaOWHAa COCTaBIISIET
npudmmsuTensHo 1000 Mr Ha M~ [LTOLA/H MOBEPXHOCTHU TeJIa UHAUBUYYMA JIBAXXbl B CYyTKU. B
HEKOTOPbIX BapUaHTaxX OCYLIECTBJICHUS XUMUOTEPANEBTUYECKOE CPEACTBO BBOIAT MEPOPAIBHO.
B HekOTOpBIX BapHaHTax OCYIIECTBICHUS KanenuTaOuH BBOAAT B TabneTkax 150 mr umu SO0 mr.

[0013] B mpyrux acmekTax HacTosiiee H300peTeHHe OTHOCHTCS K (papMaleBTH4eCKOi
KOMIO3UIMH, coxepxkamiein antureno npotuB HER2, tykatuau® u  QapmaueBrudecku
IpUEeMJIEMBI HOCUTENb. B HEKOTOpBIX BapuaHTax ocyuiecTBiaeHUs aHTuTeno nporus HER2
BBIOPAHO U3 TPYIIIBI, COCTOSIIEH U3 TpacTy3ymada, nepry3ymada, ano—Tpacty3ymad SMTaH3MHA,
MapreTykcumada u ux komOuHanmu. B HekoTopeix cinyvasx antuteno npotus HER2 smsercs
TpactysymaboMm. B HekoTopbix chy4asx antuteno mnpotuB HER2 sBisiercss komOuHanmein
Tpacty3ymMaba u mepry3ymadba. B HEKOTOpBIX BapuaHTaX OCYIIECTBICHUs (hapMaLeBTUUECKas
KOMITO3ULMST AOTMOJHUTENBHO COAEPKUT XUMHUOTEPANEBTUYECKOE CpPEACTBO. B  HEKOTOpBIX
BapPHUAHTaX OCYIIECTBJIECHUS XUMHOTEPANEBTHUECKOE CPEACTBO sBIsETCS aHTHMeTadonutoM. B
HEKOTOPBIX BAPHAHTAX OCYINECTBJIEHHUS] aHTUMETAOOHNT SIBJISIETCS KAIeLIUTAOMHOM.

[0014] B mpyrux acmekrax, HacTosiee n300peTeHne OTHOCUTCS K HaOOpy IJIsl JICUEHHSI
wi ynydmenus: 3¢g¢pexroB HER2-monoXUTeTbHOro 3J710Ka4eCTBEHHOTO HOBOOOpPA30BaHUS Y
UHIUBUAYYMa,  coaepikameMy  (apMaleBTUYECKYR0  KOMIIO3MLMIO IO  HACTOSIIEMY
n300peTeHNI0. B HEKOTOPBIX BapuaHTaX OCYLIECTBJIEHHs HAOOp IOMOJHUTENBHO COAEPIKUT
MHCTPYKLUHU TI0 HMCIIOJIb30BAHMIO. B HEKOTOPBHIX BapHaHTaX OCYINECTBJIEHUS HAOOp CONEP>KUT

OIIUH WK 0OJiee PEareHTOoB.



[0015] [pyrue uenw, mMpU3HAKHM W IMPEUMYLIECTBA HACTOALIET0 H300peTeHust OynyT
OYEBHUIHBI CIIELIMAJIMCTY B 3TOH 00JIaCTH U3 CIENYIOIEro NOAPOOHOTO OMUCAHUS U YEPTEKEH.

KPATKOE OITHCAHHUE YEPTEXEN

[0016] Ha ¢ur. 1 nokaszano, yro ammuuduxanus HER2 npoucxoautr BO MHOrux
kapiuHoMax (Yan et al. Cancer Metastasis Rev. (2015) 34:157-164).

[0017] Ha d¢ur. 2A u 2B mnoka3ana B3aumMOcBA3b Mexay crarycom HER2 wu
BbDKHMBAEMOCTBIO Tpu HemeskokyieTodyHoM pake Jerkux (NSCLC) (Journal of Thoracic
Oncology. Vol. 3, Number 5, May 2008). Ha ¢ur. 2A noka3zans! >p¢extol cratryca HER2 B
orHomeHnu obmel BepkuBaemoctu (OS). Ha ¢ur. 2B mokasansr s¢dextor craryca HER2 B
OTHOIIIEHUU BbDKMBaeMOCTH Oe3 nporpeccuposanus (PFS).

[0018] Ha ¢ur. 3A-3C noka3zaHo, 4TO KOMOMHAIIMS TyKaTUHUOA U TpacTy3ymada Obuia
AKTUBHOHM B MOJEJISIX MOJYYEHHOrO U3 MalueHTa kceHorpancmiantara (PDX) konopekTaapHOro
paka (CRC) ¢ ammmudukarnueit HER2. JlanHble OKa3aHbl B BUIE CpeaHero aist rpynmnbl = SEM.
Ha ¢wur. 3A nokazansr 3¢ ekTsl TyKaTHHHOA U TpacTy3ymMada, B OTACIbHOCTU U B KOMOHMHAIINHY,
B oTHOWWeHnH pocta onyxoiu B Monenn PDX CRC CTG-0121. Ha ¢ur. 3B noka3ansl 3¢ ekt
TyKaTHMHUOA M TpacTy3ymada, B OTAENbHOCTH M B KOMOMHALIMH, B OTHOIIEHHH POCTa OIYXOJH B
monen PDX CRC CTG-0784. Ha ¢ur. 3C nokazanst 3¢ dexTsl TykaTuHHOA U TpacTy3ymada, B
OTIEJIHHOCTH M B KOMOMHAIINH, B OTHOLIeHUU pocTa onyxonu B monenn PDX CRC CTG-0383.

[0019] Ha ¢ur. 4A u 4B noka3aHo, 4To KOMOMHALMS TyKaTUHUOA U TpacTyszyMada Obuia
AKTUBHOHM B MOJEJISX IMOJIyYeHHOTO U3 MarueHnTa kceHorpancmianrara (PDX) paka numesona ¢
amruindukanuern HER2. Jlannble mokaszanel B Buae cpenHero ans rpynnsl = SEM. Ha ¢ur. 4A
nokas3anbl 3¢¢ekTbl TykaTHMHHOAa M TpacTy3ymMaba, B OTHEIBHOCTH W B KOMOHWHALIUH, B
oTHOLEHUU pocta onyxonu B Mogenu PDX paxa numesona CTG-0137. Ha ¢ur. 4B noka3aHbl
s¢exTbl TykaTuHUOA U TpacTy3ymada, B OTAEIbHOCTH M B KOMOWHALIMK, B OTHOIIEHHH POCTa
onyxonu B Mozenu PDX paka numesoga CTG—-0138.

[0020] Ha ¢ur. SA-5C noka3zaHo, 4TO KOMOWHAIMS TyKaTUHHOA U TpacTy3ymaba Obuia
AKTUBHOH B MOJENSX IMOJYYEHHOrO M3 manueHta kceHorpancruiantara (PDX) HER2-
MOJIOXKUTENIBHOTO paka kenyaka. JlaHHble moka3aHbl B BUAE cpennero st rpynmsl £ SD. Ha
¢ur. SA nokazansl 3¢ pexThl TYKaTHHHOA U TpacTy3ymada, B OTACIBHOCTH U B KOMOWHALINH, B
OTHOLIEHNH pocTa onyxonu B monenu PDX paka sxenynka GXA 3038. Ha ¢ur. 5B noka3ansl
s dexTrr TykaTuHUOA U TpacTy3ymada, B OTHEIbHOCTH U B KOMOWHAIIMH, B OTHOIIEHHUU POCTA
omyxomu B moxmenn PDX paka sxkemynka GXA 3039. Ha ¢ur. 5C mnokasanel 3¢ dexTs
TyKaTHMHUOA U TpacTy3ymada, B OTAEIbHOCTH U B KOMOMHALIMY, B OTHOILIEHHUH POCTA OMYXOJIH B
moznenu PDX paka sxenynka GXA 3054.

[0021] Ha ¢wur. 6 mokazaHo, 4ro KoMOWHaIusi TykaTuHuOa W Tpacty3ymada Obiia
aKTUBHOH B MOJENU IIOJYYEHHOr0 W3 TnanueHTta kceHoTpaHcruiantata (PDX) HER2-
MOJIOKUTENbHOU XonaHnruokapuuHombel CTG—-0927. JlanHbie mokasaHel B Buae cpeaHero + SEM.

[0022] Ha ¢ur. 7A u 7B nokasaHo, 4To kKoMOMHALMS TyKaTUHUOA U TpacTy3zyMada Oblia
akTuBHON B Mozpemsix HER2-monoxurensHoro HemenkokjaerodHoro paka Jyerkux (NSCLC).

JlaHHble MoKa3aHbl B BUae cpenHero i rpynnel £ SEM. Ha ¢ur. 7A noxaszansl 3dexTst



TyKaTHMHUOA M TpacTy3ymada, B OTAEIbHOCTH M B KOMOMHAIIMK, B OTHOIIEHHH POCTA OMYyXOJH B
moznenu kceHotpaHcruiantatra NSCLC Calu-3. Ha ¢ur. 7B nokazane! 3¢ ekt TykaTuHnOa U
TpacTy3ymaba, B OTHENBPHOCTH M B KOMOHMHALIMU, B OTHOLIEHMH POCTAa OMYyXOJU B MOJENHU
kce”HoTpaHcruiantata NSCLC NCI-H2170.

HHOJAPOBHOE OITMCAHUME H30OBPETEHUA

1. Beenenue

[0023] Ammmmndukanust rera HER2 mnpoucxomur B psie pasIUUHBIX KapLMHOM.
Hanpumep, Ha ¢ur. 1 mokasano mnpeodnaganne HER2-mONOKUTEIBHBIX 3JI0KAY€CTBEHHBIX
HOBOOOpA30BaHMI B MCCIIEAOBAHUH, B KOTOPOM aHanmu3upoBaiu 37992 obpasuos (Yan et al.
Cancer Metastasis Rev. (2015) 234:157-164). B s3tom uccnenoBanuu o0pa3ibl aHATU3UPOBAU B
LeHTpajabHOU Jjaboparopuu wu onpenensyiu craryc onyxoiu HER2 ¢  wucnonbp3oBaHueM
ummyHorucroxumun (IHC). Onpenensnm, uro oOpasen siBisiercss HER2—nonoskurenbHbIM, eciiu
6ammer  ITHC  cocraBmsuin 3+, HekoTtopele U3  3JI0KQYECTBEHHBIX ~ HOBOOOpA30OBAHUU,
NPEACTABICHHbIX Ha (ur. 1, SBISIOTCS YyBCTBUTEIbHBIMH K TYKaTHMHHUOY B HCCIEIOBAHMSX,
CTIOHCHPYEMBIX ~HCCIIEOBaTeNeM, WM OJOOPEHO WX JIEYeHHe C TIIOMOIUBI0 TEepaluy,
HarnpasjeHHou npotus HER2.

[0024] Ilpu xonopekranbHOM pake (CRC), KOTOpBIH TUArHOCTUPYIOT Y MIPUOIU3UTENBHO
130000 manmenToB exeroaHo, ammutugukaunio HER2 obHapyskuBatoT B mpuOIM3UTENHHO 3,5%
BCEX CiIydaeB M B npubOnusutenpHO 6—10% ciaydaeB, B KOTOPBIX OMYXOJHM HUMEIOT Te€HOTHIIBI
KRAS, NRAS u BRAF nukoro tuna. B kauecTBe TepameBTHMUECKOIrO MOAXOAA BajJUAMPOBAH
tapretunr HER2 nnsa neuenuss CRC, Hampumep, no pesynapratam ucnbeitanus HERACLES, B
KOTOpOM oueHuBaIH 3pdexkTuBHOCT KoMOUHauuu antutena nporuBs HER2 tpacrysymaba u
uHruOuTopa THpo3uHKKMHA3 snanatuHuOa. B ncnbrrannn HERACLES nonsepranu CKpUHUHTY
914 nanmenTos ¢ metactazupyromnuM CRC (umeromux reHorunbsl KRAS nukoro tuma B 5x30He 2
(xomonsl 12 m 13)) — 48 u3 stux manueHToB (5%) mMenu omnyxonu, siBasBmuecs HER2-
NOJIOXKUTEIBbHBIME. B 3TOM uccnenoBanuu HaOMoamu 4actoty oObekTUBHBIX 0TBeTOB (ORR)
30% (1 mamMeHT ¢ MOJHBIM OTBETOM M 27 MAIMEeHTOB C YaCTHYHBIM OTBeToM). Kpome Toro, 12
u3 27 maumeHtoB (44%) wmenu crabunbHOe 3a0oneBaHue. Bcex marnmeHTOB paHee JIEUMIIH
aHTUTENaMu LeTykcuMabom win nmanutymymadom ¢ 0% ORR. Kpome Toro, mokasaHo, 4rto
koMOuHatms antuten npotuB HER2 Tpactysymaba m mepry3ymaba Oblia akTUBHOW B 3TOH
BbIOOpKke manmeHToB. Habmromamu ORR 38% wu wactory kimuHmueckoi sddexrtunoctu 54%,
IpU 3TOM MeJuaHa BPEMEHHU 10 MPOTrpPeccCUpOBaHMs Cpeld BCEX MAllMeHTOB cocTaBisja 5,0
MECSILIEB.

[0025] Cpemn npubmmzutensHo 16980 HOBBIX CclydaeB paka MHUIIEBOJA,
IUarHOCTHUPYEMBIX KaXKAbIH rox (mpuMedareibHo, uTo B Kurae yacrora B nmpubnusutensHo 20—
30 pa3 Bbime), yacrora HER2-nonokuTenpHbIX OMyXosel cocTaisieT npuoOam3uTeabHo 20%.
Kak u B cnygae CRC, taprerunr HER2 npu paxe kenyaka U pake MuUileBoJa BaJUIAUPOBAaH B
KauecTBe TepameBTHueckoro mnoxaxofa. B wucneitanun TOGA, B KOTOpPOM OLEHUBAJIH
3¢ ¢peKkTUBHOCTP KOMOHMHAIMM TpacTy3ymada M ILHCIJIATUHA WM (PTOPIUPUMUANHA T10

CpaBHCHHUIO C XHMHOTepaHHeﬁ B OTACJIbHOCTHU, KOM6I/IHI/IpOBaHHOe JICHCHUE TMPUBOAUIIO K



TOBBILICHUIO O0MIel BeRKUBaeMocTH Ha 2,7 mecsueB (13,8 mo cpasuenuro ¢ 11,1 mecsmamu u
otHomenue puckos 0,74 (95% CI 0,60-0,91, p=0,0046)). Kpome Toro, B ucnsitannun GATSBY
OLIEHUBAJIN al0—TpacTy3yMad 3MTaH3MH (Takke u3BecTHbII kak T-DM1) B cpaBHeHMH C
TAKCAaHAMM HA MAIMEHTax, Y KOTOPBIX HAONIOJANN MPOTrpecCUpoBaHKe 3a00JE€BaHUS B TEUCHHE
WIN TIOCTIe TE€PaNuy NMepBOH JMHUM (PTOPIUPUMUAMHOM U coefauHeHusMu miuatuHel (¢ HER2-
HAaIpaBJIEHHBIMH CPEACTBAMU WIIN O€3 HUX).

[0026] ITpu HemenkokierouHoM pak jerkux (NSCLC), npubmausurensHo 200000 HOBBIX
CJIy4aeB KOTOPOro, Kak MPOTHO3UPYIOT, OyaeT auarHocTupoBaHo B 2017 roay, amruiudukarivs
HER2 Bo3Hukaer B mpubmusutenbHo 3% omyxojeil. HaOmonaroT TEeHIEHIHMI0 K CHIDKEHHIO
oOmiell BBDKMBAGMOCTH W BBDKHBAEMOCTH Oe3 mporpeccupoBaHusi y mnanueHTtoB ¢ HER2—
nojoxkutebHbIM NSCLC, KOTOPBIX JISUMITH ¢ MTOMOIIBIO CTAHAAPTHON XUMHOTepanuu (¢ur. 2),
HO JI0 HACTOSIIIEro BPEMEHH KJIMHUYECKHE HCIBITaHUs He Obuin cdokycupoansl Ha HER2
3+/FISH+ manmeHTtax, U He CYIIECTBYET aJrOPUTMa CIHEHaTn3upoBaHHOrO JieueHuss HER2—
nonoxurenbHoro NSCLC (Cancer (2004) 104:2149-2155; Annals of Oncology (2004) 15:19—
27). Kpome Toro, ammmmndukanms HER2 moxker ciykuTb NpHOOPETEHHBIM MEXaHHU3MOM
pesucreHTHOCTH K uMHruomropam tuposuHkuHaz (TKI) penenropa snmupepmansHOro dakropa
pocra (EGFR). Jlo 12% EGFR-myTantabix omyxoneii NSCLC umeror ammmudukanuio HER2
(xoTropast Bo3HMKaeT He3zaBucuMO oT MyTtauuu T790M EGFR);, menee BeposiTHO, 4TO 3Ta
BbIOOpKA manueHToB oTBeTUT Ha HER2—CcenekTuBHYIO Tepamnuro.

[0027] Hacrosimee u300peTeHHE HYACTUYHO OCHOBAHO Ha HAOMIONEHHUH O TOM, HTO
koMOuHauust Hu3komosiekysipHoro TKI tykarunuba u anrurena nporus HER2 tpacry3zymaba
NPUBOJUT K PErpecCUpOBAHUI0 OIMYyXOJU B MOJENM KCEHOTPAHCIUIAHTATa paka MOJIOYHOM
xene3bl ¢ amrumpuxanueii HER2 BT-474, u uro ammudukammss HER2 npucyrcrByer BO
MHOTUX 3JIOKAYeCTBEHHBIX HOBOOOPA30BaHMSX, KaK OMHMCAHO Bhime. HekImHuueckue NaHHbIE
BAJIMMPOBAHBI 10 aKTMBHOCTU TyKaTHHHOA M TpacTysymada, HaOMOmaeMol B HCCIEIOBAHUU
nByxkoMnoHeHTHON  Tepamuu  ONT-380-005 nans  neuenus HER2-monoxxurensHOro
METaCTa3upPYIIEro paka MOJIOYHOH »kene3bl. Hacrosimee wu3o0peTeHHe TaKke YaCTUYHO
OCHOBAaHO Ha OTKPBITUM TOrO, 4YTO KOMOMHAIMs TyKaTMHHOAa W Tpacry3ymaba Obuia
3¢ ¢eKkTUBHOW B HMHIHOMPOBAHMM pPOCTAa OMYXOJHM B HECKONBKUX JIPYTHX  MOJEISIX
kceHoTpaHcuiantatoB HER2—nonoxurensubix onyxosnei, Bxiodass CRC, pak numieBona, pak
Kenyaka, xonanruokapuuHomy u NSCLC.

I1. Onpenenenus

[0028] Ecnu KOHKpPETHO HE YKa3aHO WHOE, BCE TEXHUYECKHUE U HAyYHbIE TEPMHUHBI,
UCTIONB3YEMbIE B HACTOALIEM ONHCAHUH, HWMEIOT 3Ha4deHHe, OOLIENPUHSTO TOHSTHOE
crienMaIucTaM B 00JacTH, K KOTOPOH NMPUHAMNIEKUT Hacrosimee nzobperenune. Kpome Toro, B
NPAKTUYECKOM OCYIIECTBIEHHH HACTOSIIErO N300PETeHNsT MOJKHO UCTIONb30BaTh JIFOOOH criocod
WIN MaTepual, CXOXHMH WM 3KBUBAJIEHTHBI CIOCOOY MM Marepuaiy, MPENCTaBICHHOMY B
HACTOSIIEM OIMMCaHWU. B 1emsix mo HacrosmeMmy H300pETEHHIO OIpeneNieHbl CIEAYIOLINe

TEPMHUHBI.



[0029] B pamkax n300peTeHUsI TEPMHUHBI B €IMHCTBEHHOM YHCJIe HE TOJBKO BKIIFOYAIOT
ACIIEKThI C OTHUM KOMITOHEHTOM, HO TAKJ)KE€ BKJIIOUYAIOT aCMEKThI C HECKOJIBKIMU KOMITOHEHTAMH.
Hanpuwmep, ¢popmbl B €1MHCTBEHHOM YHCIIE BKJIIOYAIOT MHOXKECTBEHHOE UHCIIO, €CJIU KOHTEKCT
YeTKO He yKas3blBaeT Ha HMHOe. TakuM oOpa3oM, Hampumep, CChUIKa Ha "KJIEeTKy" BKJFOYaeT
MHO’KECTBO TaKMX KJIETOK, a CChUIKa Ha "CpencTBO" BKJIKOYAET CCHUIKY HAa OJHO WM Oolee
CPENCTB, U3BECTHBIX CHELUAINCTAM B 3TOH 00JIaCTH, U T.J.

[0030] B pamkax u3o0pereHHs TepMHUHBI "TPHONN3UTEIBHO", KaK NPABUIIO, MOJIKHBI
O3HA4aTh MPUEMIIEMYIO JTOJIFO TIOTPELIHOCTH ISl U3MEPSIeMOro KOJIMYECTBa, YUUThIBAsI TIPUPOIY
WJIM TOYHOCTh u3MepeHus. Kak npaBuiio, mpumep JOJU NOTPEIIHOCTH HaXOAUTCs B penenax 20
nporeHToB (%), MpennouTUTEeNbHO — B nipeaenax 10%, u Goyee mpeArnodTUTENEHO — B IIpeeiax
5% OT yKa3aHHOTO 3HAYEHHs WM THana3oHa 3HaueHui. JIrobas cepuika Ha "mpubnusurenbHo X"
KOHKPETHO BKJIFOYAET MO MeHbliel Mepe 3HaueHus X, 0,95X, 0,96X, 0,97X, 0,98X, 0,99X,
1,01X, 1,02X, 1,03X, 1,04X wu 1,05X. Takum oOpazom, TepMuH 'mpudbiuzureapbHo X"
npeaHa3Ha4YeH Uit 00ecneueH sl OATBEPKACHNS MTUCbMEHHOTO ONMCAHUS OTPAHMYEHUS IyHKTa
dbopmybl, Harpumep, "0,98X".

[0031] AunpTepHaTMBHO, YTO  Kacaercs  OHOJOTHYECKHMX  CHUCTEM, TEpMHH
"puOMU3NUTENBPHO" MOXKET O3HA4YaTh 3HAYEHHS], HAXOMALINECS B Mpeaesiax MOpsAKa BEJIUYHHBI
NPEATIOUYTUTENIBHO — B Tpeneiax S—KpaTHOro, W Oojiee MPEANOYTUTENIbHO — B Ipenenax 2-—
KPaTHOTO YKa3aHHOTO 3HaueHMs. UNCeHHble 3HAUEHUs], IPUBEICHHbIE B HACTOSIIEM ONMUCAHUH,
ABIIAIOTCS TPUOTM3UTEIBHBIMHE, €CJIH HE YKa3aHO HHOE, YTO O3HAYAET, YTO MOXKHO MPENATOaraTh
TEPMHUH "TIpUONNU3UTENBHO", Taske €CIIM OH KOHKPETHO HE YKa3aH.

[0032] Ecmu TepMuH "npHOIM3UTENBHO" HCHOJB3YIOT IO OTHOLIEHHWIO K Havaly
YHCJIOBOTO JIMAMa30Ha, €ro UCHOJb3YIOT MO OTHOIIEHHIO K O0€MM I'paHULIaM 3TOTO JHAIa30Ha.
Taxum obpazom, "mpubnuszutensHO OT S 10 20%" SKBUBAJIEHTEH TEPMUHY "OT MPHUOIU3UTENBHO
5% no mpubmusutensro 20%". Ecinu TepMuH "prOIM3UTENTEHO" HCTIONB3YIOT MO OTHOLIEHHUIO K
NIepPBOMY 3HAYEHUIO M3 HaOOpa 3HAYEHHUH, €ro UCMONb3YIOT MO OTHOLICHUIO KO BCEM 3HAYCHUSIM
B 3TOM Habope. Takum obpazom, TepmuH "mpubnusutenbHo 7, 9 umu 11 mMr/kr" 3KBHUBalieHTEH
TEPMHUHY "TIPUOIU3UTETBHO 7, MPUOIMZUTEIBHO 9 Win npubau3utenbHo 11 mMr/kr".

[0033] B pamkax uzobpeTeHusi TepMuH "WiK", B OCHOBHOM, CJIEYeT UCTOJKOBBIBAThH KAK
Heuckimrovaromuii. Hanpumep, ykaszanme Ha "KoMmo3uiuio, copepskamyro A wumun B", kak
npaBwiIo, OyZeT MpeAcTaBsITh COOOW acmekT ¢ KoMmosunuel, comepxameit A u B. OpnHako,
TepMUH "Win" clieyeT UCTOJIKOBBIBATh KaK UCKIIOYAIOIIUI IPECTaBIEHHbIE aCMIEKThI, KOTOpPbIE
HeNlb3si KOMOMHUPOBaTh 0e3 mpoTtuBopeunii (Hanpumep, pH KOMIIO3UINH, COCTABISIOLINI OT 9
1o 10 umm ot 7 no 8).

[0034] I'pynma "A wnu B", kak nmpaBuiio, SKBUBAJICHTHA IpyIine "BeIOpaHHAs U3 TPYIIIIHL,
cocrosimen u3 A u B".

[0035] B pamkax wusoOpereHuss TepMUH "comepskammuii', B OCHOBHOM, CIIEAyeT
HCTOJIKOBBIBATh KaK HEMCKIIIOYAIOIUI TOMONHUTENbHbIE MHIpeaneHThl. Harpumep, yka3anue Ha
"KOMIO3UIHIO, conepskayo A" Oymer oXBaThlBaTh KOMIIO3ULIUM, BKJIOHaromue A u B; A, B u
C,A,B,CuD;A B,C_DuE;utn.



[0036] B pamkax n3zo0pereHus TEPMUHBI "WMHAMBUAYYM" M "HanHeHT' B HACTOALIEM
OTMCAHHUU UCTIONB3YIOT B3aUMO3aMEHsIeMO JIJIs1 0003HAUYEHUs TO3BOHOYHOTO, MPEANOYTUTENBHO
— MJIEKONHTAIOIIEro, Ooyiee MPEANOYTHTEIbHO — uelIOBeKa. MIEKONUTAIIUe BKIIOYAIOT, B
KayecTBE  HEOTPAHMYMBAIOIIMX  MPHUMEPOB,  MbIed,  Kpbic,  00e3bsiH,  JIHOHEH,
CEJIbCKOXO35IICTBEHHBIX JKUBOTHBIX, CIIOPTUBHBIX JKMBOTHBIX U NMUTOMIEB. Takke BKIFOUEHBI
TKaHH, KJIETKH ¥ UX MOTOMCTBO C OHOJIOTMYECKOH HWACHTHYHOCTBIO, MOJYYEHHbIE in Vivo WiIn
KYJIbTUBHPYEMBIE in Vitro.

[0037] B pamkax u3zo0pereHus TepMUH "TeparneBTH4eCKU 3((PEKTUBHOE KOJHYECTBO"
BKJIFOYAET J103y, HOCTAaTOYHYIO Ui JOCTHDKEHHs JKEeJJAaeMOro pe3yJibTaTa B OTHOIICHUH
YKa3aHHOTO HAPYUICHMs], COCTOSHUSI WJIM TICUXHYECKOro cocTosiHus. JKemaeMblil pe3yJsbTar
MOJKET BKJIFOYaTh CYOBEKTHBHOE WJIM OOBEKTHBHOE YJYYIIEHHE Yy HHAUBHIYYMa, KOTOPOMY
BBOAMIM N03y. Hampumep, 3 dexTnBHOE KONMM4YecTBO KoMOWHamu antutena nporus HER2 wu
TYKaTMHUOA BKIJIFOYAET KOJIMYECTBO, NOCTATOYHOE IJIsi OOJIErdeHHs NPH3HAKOB, CHMIITOMOB,
3¢ ¢deKkToB WM NMPHYUH 3J0KAYECTBEHHOIO HOBOOOpPa30BaHUs (HAMPHUMEpP, KOJOPEKTAIBHOTO
paka, paka MUIIEBOMA, paKa KENMyIKa, XOIaHTMOKAPLIUHOMBI, HEMEJIKOKJIETOYHOTO PaKa JIETKHX,
paka MOYEBOrO Iy3BIpsl WM paka S>KEIYHBIX NPOTOKOB). B kadecTBe npyroro mnpumepa,
s¢dexkTuBHOE KOMMUYECTBO KoMOWHaruu aHtutena npotuB HER2 um TykatuHmOa BKIOYaeT
KOJINYECTBO, OCTATOYHOE Ui OOJIErYeHHsl NMPU3HAKOB, CHMITOMOB, 3(PQEKTOB WM NPHYUH
metactazupyromero win HER2-monokurenpbHOro 3710Ka4eCTBEHHOTO HOBOOOpasoBaHms. B
Ka4yecTBe APYroro mnpumepa, 3¢pHekTHBHOE KOJNYeCTBO KoMOMHamu anTurena npotus HER2 u
TyKaTMHHOa  BKJIIOYAET  KOJNHMYECTBO, JAOCTATOYHOE  JJIsI  NPOPHUIAKTHKH  Pa3BUTHUS
3JI0KQYE€CTBEHHOTO HOBOOOPa30BaHUS.

[0038] Takum obpaszom, TepaneBTUYECKH >P(PEKTHBHOE KOJIUYECTBO MOXKET SIBJIATHCS
KOJINYECTBOM, 3aMEJISIOIIMM, PEBEPCUPYIOLIUMM MJIM NPEAOTBPALIAIOLINM POCT OIyXOJIH,
NOBBILIAIOIINM BpPeMsi BbDKMBAHUS WM HHTHOMPYIOIIMM IPOrPECCHPOBAHUE ONYXOJIH WU
mertactazupoBanue. Kpome toro, Hanpumep, 3¢ (HekTuBHOE KOIU4ecTBO antuTena nporus HER2
U TYKaTHHHOA BKJIIOYAET KOJIMYECTBO, JOCTATOYHOE, 4YTOOBI BBI3BIBATH CYIIECTBEHHOE
yJIy4IIeHHe Y WHAWBHAYYMa, UMEIOLIEro 3JI0KaYeCTBEHHOE HOBOOOpAa3OBaHME, MPU BBEICHUU
UHIUBUAYYMY. DPPEKTHBHOE KOJIUYECTBO MOXKET BapPbHPOBATHCS B 3aBHCUMOCTH OT THMNA H
CTaJu¥ 3JI0KAYECTBEHHOTO HOBOOOPA30BAHMUS, MTOIBEPTracMOro JICUEHHUIO, THITA U KOHLIEHTPALUU
OnHOM niu OoJiee BBOAMMBIX KOMIIO3HLUH (HampuMep, coaepkammx aHtureno npotus HER2 u
TYKaTHMHUO) M KOJIMUECTB JPYTUX JEKAPCTBEHHBIX CPEACTB, KOTOPBIE TAKKE BBOJIAT.

[0039] B memsix 1o HaCTOSIIEMY HW300peTEeHUI0 TepaneBTudecku 3(dexTuBHOe
KOJINYECTBO OMPEAEISIFOT C y4eTOM (PaKTOPOB, M3BECTHBIX B 3TOH obnactn. KonmndecTBo n1omKHO
ObITh 3(p(PEeKTUBHBIM TSI TOCTHIKEHHUS JKENAEMOT0 TepaneBTHYECKOro ¢ eKTa y HHAUBUIYYyMa,
UMEIOIIEro 3JI0Ka4eCTBEHHOe HOBooOpa3oBanue. TepameBruuecku 3¢ (EeKTUBHOE KOJIHYECTBO,
MIOMHUMO TIPOYETO, 3aBUCHUT OT TUMA U TSHKECTH 3a00JI€BaHUS, MTOIBEPTraeMOro JISYEHUIO, U CXEMBbI
neueHns. TepaneBTudeckd 3(PQPEKTHBHOE KOJNUYECTBO, KaK IPABWIO, ONPEAEISIIOT B
COOTBETCTBYIOLIMM OOpa3oM CIUIAHMPOBAHHBIX  KJIMHMYECKHX MCIBITAHUAX (Hampumep,

UCCIIENIOBAHMUAX JMANa30HOB J103), U CHELMAIUCTY B 3TOH oOmactu OyneT H3BECTHO, Kak



NPaBWIBHO TMPOBOAUTH TaKUE HCIBITAHUSA JJIs1 ONPENENeHUsl TeparneBTu4ecku 3((eKTuBHOrO
konndectBa. Kak m3BecTHO, TepaneBTHdyecku 3 PEeKTHBHOE KOJINYECTBO 3aBUCUT OT MHOKECTBA
¢dakTopoB, BKMOUas MNPOQUIL pPACIpEneNeHUs] TepaneBTHYECKOro cpencTsa (Hampumep,
koMOuHaumu anturena nporus HER2 u TykarmHn®a) wiam KOMIO3ULIMM B OpraHU3ME,
B3aUMOCBSI3b MEXAY PA3UYHbIMU (PapMaKOJIOTMYECKUMHU NapaMeTpamu (HampuMep, BpeMeHeM
NOJY’KU3HU B OPraHM3Me) U HeKeJaTeJIbHbIMH MOOOUHBIMHU d(¢ekTaMu U aApyrue (GaxTopsl,
TaKHe KaK BO3PAcCT, MO U T.JI.

[0040] Tepmun "BbDKHMBaeMOCTB"' WIHM  "BpeMmsi BBDKHUBAHUSA"  OTHOCUTCS K
NPOOJLKUTEIBHOCTH BPEMEHH TOCHE TUArHOCTUKH 3a00JIeBaHMS WM HAaydajla WM 3aBEPLICHUS
KOHKPETHOTO Kypca Tepamnuu 3aboieBaHusi (Hanmpumep, 3J0Ka4eCTBEHHOTO HOBOOOPA30OBAHMS).
Tepmunr "oOmiasi BBDKMBAEMOCTB' BKJIIOUAET KIMHHYECKYI) KOHEYHYIO TOYKY, C ITOMOIIBIO
KOTOPOH OMHCBHIBAIOT MAIIMEHTOB, OCTAIOIIUXCS B JKUBBIX B TEUEHHE ONPENEICHHOro Mepuoaa
BPEMEHH T0CJIe MMOCTAHOBKH JIMArHO3a WU JICUeHHs 3a00JI€BaHMSI, TAKOTO KaK 3JIOKAUYECTBEHHOE
HOBOOOpa3oBanue. TepmuH "Oe3pelMaNBHAS BBDKMBAEMOCTH'" BKJIFOYAET MPONOJIKUTEIBHOCTD
BPEMEHH TIOCJ€ JIEUEHHS KOHKPETHOro 3aloneBaHus (HampuMmep, 3JI0KaYeCTBEHHOTO
HOBOOOpa30oBaHUs), B TEYEHHE KOTOPOrO MAI[MeHT BbDKMUBAaeT Oe3 mpu3Haka 3a0oJeBaHMS
(Harmpumep, Oe3 W3BECTHOrO PELUAMBUPOBAHUS). B onpeneneHHBIX BapHaHTaX OCYIIECTBIICHHUS
Oe3perunrBHAs BBUDKUBAEMOCTD SIBJISIETCA KIMHUYECKHM IIApaMETPOM, HCTOIb3YEMBbIM IS
oueHKHU 3(pPeKTUBHOCTH KOHKPETHON Tepanuy, Kak MpaBuiIo, U3MEPSIEMbIM B €IMHHALIAX 3a | uin
5 ner. Tepmun "BbDKMBaeMOCTh Oe3 mporpeccuposanust (PFS)" Bximouaer npogouKUTENbHOCTD
BPEMEHH B TEUEHUE U TIOCJIE JICYEHUSI KOHKPETHOTrO 3a00JeBaHus (HarpuMep, 3JI0Kaue€CTBEHHOTO
HOBOOOpAa30BaHMsI), B TEUEHHUE KOTOPOTO MALIMEHT JKUBET C 3a00eBaHneM Oe3 TOMOIHUTENbHBIX
CHMITTOMOB 3a0onieBanus. B HekoTOpbIx Bapuanrtax ocyuiectsieHus PFS onenuBaror kak PFS
uentpanpHoii HepBHOH cucrembl (IIHC) wnu PFS wHe-IIHC. B HekoTOphIX BapuaHTax
OCYILECTBJIEHHsI BBDKHUBAEMOCTb BBIPAXKAIOT B BUJIE MEIMAHBI WJIM CPEAHErO 3HAYEHUSI.

[0041] B pamkax wu3o0pereHHsi TepMUH '"JedeHue" BKJIIOYAET, B KAueCTBE
HEOTPAaHMYUBAIOIIUX TMPUMEPOB, CHOCOObI M AEHCTBUS Ui JOCTHIKEHHs] OJNaronpHsTHBIX
U3MEHEHUH COCTOSIHUSI 3/I0pPOBBbSl pELHNUeHTa (Hampumep, Craryca 3JIOKQYe€CTBEHHOTO
HOBOOOpa30BaHMs ManueHTa). MiaMeHeHnss MOryT ObITh CYyOBEKTUBHBIMU M OOBEKTUBHBIMHU H
MOTYT OTHOCHUTBCSI K TAaKUM IMPH3HAKAM, KaK CHMIITOMBI 3JJOKaY€CTBEHHOTO HOBOOOPa30BaHUS,
MOJBEPraeMoro JedeHuro. Hanpumep, ecinu MmanueHT OTMEYaeT CHUKeHHE OOJIH, MPOUCXOIUT
ycrnemHoe JiedeHne Oonm.  Hampumep, eciu MPOUCXOIUT CHUJKEHHE CTENEeHH OTEKOB,
NPOUCXOOUT YCIEIHOE JICYCHWE BOCHAJNEHUs. AHAJIOTHYHO, €CIH KJIWHULIHUCT OTMEYaeT
OOBEKTHBHbBIE U3MEHEHUS, TAKUE KaK CHIDKEHHE KOJHMYECTBA 3JIOKAYECTBEHHBIX KJIETOK, POCTa
3JIOKQYECTBEHHBIX KIJIETOK, pa3Mepa 3JIOKAUYEeCTBEHHBIX ONyXOJeH WM PEe3UCTEHTHOCTH
3JIOKQYECTBEHHBIX KJIETOK K JAPYroMy NPOTHBOOIYXOJIEBOMY JIEKAPCTBEHHOMY CpPEICTBY,
JeUeHHe  3JIOKAYEeCTBEHHOTO  HOBOOOPA3OBaHUS  TaKXKe  SIBJIAETCS  OJArOTBOPHBIM.
IIpenorBpamenne yxyaIIeHus] CTaTyca PELUITUEHTa TAKXKe BXOAUT B 3TOT TePMHH. B pamkax
n300peTeHus TepMHUH "NeueHue" TakKe BKJIIOYAeT BBEACHHE KOMOWHAIIMKM aHTHTENIA MPOTUB

HER2 u TykatuHnOa naunueHTy, MMEIOLIeMy 3JI0KadeCTBEHHOE HOBOOOpaszoBaHHE (HArpuMep,
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KOJIOPEKTAJIbHBIN PaK, paKk MUIIEBOJA, PaK JKEIyJKa, XOJAHMMOKAPLIUHOMY, HEMEJIKOKJIETOUHBIH
paK JIETKHUX, PaK MOYEBOTO ITy3bIPs UJIH PAK SKEITIHBIX TPOTOKOB).

[0042] Tepmunbl "BBeAeHHE" BKIIOYAIOT MEpPOpalbHOE BBEAEHUE, MECTHBIM KOHTAKT,
BBEJIEHUE C  IOMOLIBIO  CYNIO3UTOpHS, BHYTPUBEHHOE, MHTPANepPUTOHEABHOE,
BHYTPUMBILIEYHOE BBEJCHHUE, BBEJEHHE B Oyar IOBPEXAEHUS, BHYTPHUOIYXOJIEBOE,
MHTpaTeKaJIbHOE, UHTPAaHA3aJIbHOE (HAIIPUMED, WHTAJSLMS, HA3aJbHbIM CIIpel MM Karuii) UIIH
NOJKOXXHOE BBEJEHHE WIM WMIUIAHTALMIO MHAMBUAYYMY VYCTPONCTBA C 3aMEAJICHHBIM
BBICBOOOKIICHHEM, HAIPUMEP, MUHHOCMOTHYECKOTO Hacoca. BBeneHue oCcyecTBIsoT JI0ObIM
nmyTeM, BKIIOYas  MapeHTepPaJbHbI W YPe3CHM3UCTbI  (Hampumep, OYKKaJbHBIH,
CyONMHIBajbHBIA, HEOHBIM, JECHEBOW, HAa3aJbHBIA, BarMHAJbHBIA, PEKTATBHBIN WU
TpaHCAEepMaNIbHBIN) MyTh. [lapeHTepanbHOE BBENEHUE BKIIIOYAET, HANPUMEP, BHYTPHUBEHHOE,
BHYTPUMBILLIEYHOE, BHYTPUAPTEPHUOJISIPHOE, BHYTPUKOXKHOE, MOJIKOXKHOE,
UHTpATePUTOHEATbHOE, BHYTPIIKEIYAOYKOBOE U BHYTPHUEPENHOEe BBeneHue. Jpyrue crnocoOsl
BBEJIEHUs], BKJIIOYAIOT B KaUe€CTBE HEOTPAaHUUNBAIOIUX IPUMEPOB, HCIIOJIb30BaHNUE JTUITOCOMHBIX
COCTAaBOB, BHYTPHUBEHHYIO HMH(QY3HIO, TpaHCAepMalibHble maTtyd U T.0. Cnenwanucty B 3TOH
o0xactu OynyT M3BECTHBI JOMOJHUTEIbHBIE CIIOCOOBI BBEACHNUS TepaneBTHUECKH 3(PPEeKTUBHOTO
KondecTBa kKomMOnHanmu anturtena nporus HER2 u tykarnanGa B COOTBETCTBHHM CO CrtocoOaMu
[0 HACTOSIILEMY H300peTeHHI0 M NPOQUIAKTHKH WM OOJNerdeHHsl OJHOro WiIn Oolee
CHMIITOMOB, aCCOLIMUPOBAHHBIX CO 3JI0KaY€CTBEHHBIM HOBOOOPA30BAHUEM.

[0043] B pamkax wu300peTeHHs TEpPMHUH 'COBMECTHOE BBEIECHHE" BKIIIOYAET
NOCJIEIOBATENIbHOE HMJIM OJHOBPEMEHHOE BBEJEHHE JABYX WWIH Ooyiee CTPYKTYPHO pPa3HbIX
coennHenuil. Hanpumep, nBa unm Oojee CTPYKTYpPHO pasHBIX (papManeBTUYECKU AKTHUBHBIX
COEAMHEHUs] MOXHO BBOJUTH COBMECTHO IIOCPEICTBOM BBeA€HUs (papMalieBTHUECKOM
KOMITO3HMLIMY, AaNTHPOBAHHOM Ui IEpOpaibHOrO BBENEHMs, COAepsKaueid nsa wiu Ooiee
CTPYKTYPHO pa3HbIX (papMaLeBTHYECKN aKTHBHBIX COeAMHEHMs. B kauecTse npyroro mpumepa,
aBa WM Oojiee CTPYKTYPHO Pa3HBIX COEOUHEHUS MOXKHO COBMECTHO BBOAMTH TOCPEICTBOM
BBEJICHUSI OJHOTO COEIMHEHHs, a 3aTeM BBEICHHs IpPyroro coenuHenus. JBa wiu Oonee
CTPYKTYPHO Pa3HBIX COEAMHEHUS MOTYT COCTOSITh U3 aHTuTena npotuB HER2 u Tykarunuba. B
HEKOTOPBIX CIy4asiX COBMECTHO BBOAMMBIE COEJUHEHHUS BBOAAT OJHUM myTeM. B npyrux
Clly4asix COBMECTHO BBOJUMBbIE COEJUHEHHs BBOIAT pasHbIMU nyTsimMu. Hanpumep, onHo
CO€JMHEHHE MOKHO BBOJUTH NMEPOPANBHO, a APYroe COeNMHEHHE MOXKHO BBOJUTH, HaIpUMeED,
MOCJIEIOBATENbHO MJIM OJHOBPEMEHHO, IOCPEACTBOM BHYTPUBEHHOW, BHYTPHUMBILIEUHOI,
MOJKOXXHOW WJIM HHTpanepuTOHealbHOW MHBeKUHH. OAHOBPEMEHHO WM IOCJIEN0BAaTEIbHO
BBOJIUMBIC COEIUHEHMs WM KOMIO3ULUH MOXHO BBOOUTH TaKHMM OOpa3oM, HYTO AHTUTEINO
nporuB HER2 u TykaTuHHO OZHOBPEMEHHO HAXOIATCA B OPraHU3ME MHIMBUAYYMA MIIH KIIETKE
B 3(ppeKTHBHOIT KOHIIEHTPALIUH.

[0044] B pamkax m3o0pereHHs TepMHUH "(QapMaleBTHYECKH MPHEMJIEMbI HOCHUTEND"
OTHOCHUTCS K BEIECTBY, 0OJIEr4aroimemMy BBECHNE aKTUBHOT'O CPEACTBA B KJIIETKY, OPTaHU3M UJIH
uHauBuayyma. TepmuH "dapManeBTHYECKH NPUEMIIEMbIII HOCUTENb" OTHOCHTCS K HOCHUTEIIO

HUJIN SKCHUITUCHTY, KOTOPBIC MOXHO BKJIIOYaTh B KOMIIO3ULIUHU IO 1/1306peTeH1/1}0, " KOTOPBIC HE
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BbI3BIBAIOT ~ 3HAUUTENbHBIE  TOKCHUYECKHEe  MOOO4YHble  3p¢eKTel Yy  HHIUBUAYYMA.
Heorpannuuparonye npumeps! (GapMaleBTHUECKH MPUEMIIEMBbIX HOCHUTEIEH BKIIIOYAIOT BOAY,
NaCl, HOopManbHbIi (U3NONOTHYECKUN pacTBOp, JakTaT PuHrepa, HOPMaIbHBIH PacTBOP
caxapo3bl, HOPMAJbHBbI pAcCTBOP TIJIIOKO3bI, CBSI3BIBAIOLINE CPEACTBA, HATOJIHUTEINH,
Pa3pBIXJIUTENN, CMa30uHbIE CPEICTBA, IOKPBITUS, ITOACIACTUTENH, BKYCOBble HOOAaBKH H
KpPacUTENH, JIMIIOCOMBI, JAUCHEPCHUOHHBIE CpPEebl, MHKPOKAICYJbl, KATHOHHBIE JIUIHIHbIE
HOCHTENH, M30TOHMYECKHe W 3amemisitomue abcopOuumro cpencrBa u T.1. Hocurenb Takxke
MOJKET SIBJIATHCS] BEIIECTBOM JUJIsl OOECTIeUeH sl CTa0MIbHOCTH, CTEPHIIBHOCTH  U30TOHUYHOCTH
cocTaBa (Hampumep, NPOTHBOMHUKPOOHBIE KOHCEPBAHTBI, AHTUOKCHIAHTBI, XEJNATHPYIOLIHE
cpeactBa W Oydepsl), M TPEAOTBPALICHUS IEHCTBHS MHKPOOPTaHU3MOB (HAmpumep,
NPOTHBOMHUKPOOHBIE W TNPOTHBOIPUOKOBBIE CPEACTBA, Takue Kak mapabeHbl, XJopOyTaHOI,
¢eHon, copOUHOBAsE KHCIOTA M T.IL.) WJIM JUJIsl MPUAAHUS COCTAaBY NMPHUSTHOTO BKyca M T.A. B
HEKOTOPBIX ~ CJIy4YasX  HOCHTENb  SIBISIETCS  CPEACTBOM,  OOJIETYarOLIUM  JOCTAaBKY
HU3KOMOJIEKYJIIPHOTO JIEKAPCTBEHHOTO CPEACTBA WJIM aHTUTENA B KJIETKY—MHIICHb MM TKaHb.
Crenmanucty B 3TOH oOnacth Oyder MOHSTHO, YTO B HACTOSIIEM H300PETEHHMH MOXKHO
UCTIONB30BATh IpyTue papMarieBTHIECKHE HOCUTEIH.

[0045] B pamkax wu300peTeHHss TEPMUH "3JI0KQUEeCTBEHHOE HOBOOOpa3oBaHue"
NpedHa3HadeH Ui BKJIIOYEHHMs — 4WieHa  kjacca  3a0oneBaHWi,  OTVIMYAIOLINXCS
HEKOHTPOJIUPYEMBIM POCTOM AaHOMAJBHBIX KJIETOK. TepMHH BKIOYAET 3JI0KAaYEeCTBEHHBIE
HOBOOOpA30BaHMsI BCEX CTaIUil M KaTEropui, BKIIFOYAsl 3JI0KAUECTBEHHbIE HOBOOOPA30BaHMS Ha
NO3/HEH CTanuy, pPeLUAMBHUPYIOIINME, Tpe— M IMOCT-METACTa3UPYIOLINe 3JI0Ka4eCTBEHHbIE
HOBOOOpasoBanusi. TepmuH Takke BkIodaer HER2-monoxkurenpHble 3J10Ka4€CTBEHHBIE
HOBOOOpasoBanus. TepMHH Takke BKIIOUAET PE3UCTEHTHBbIE K JIEKAPCTBEHHBIM CPEICTBAM U
MYJIbTUPE3UCTEHTHbBIE 3JI0Ka4E€CTBEHHbBIE HOBOOOPa30BaHMS. 3/10Ka4eCTBEHHbIE
HOBOOOpa30BaHMs, NOAXOSIINE JUI JIEYeHHS CHOCOOAMH IO HACTOSLIEMY H300pETEHHIO,
BKJIFOYAIOT KOJIOPEKTAJIbHBIA PaK, Pak JKeNyIKa, pak JIETKHX (Hampumep, HeMEJIKOKJIETOYHBIH
pak serkux (NSCLC)), pak KemuHbIX MPOTOKOB (HANpPUMEpP, XOJAHTMOKAPLUHOMY, paK
JKEJTYHOTO TMY3bIPsI), PAK MOUYEBOTO My3bIPs, PaK MHUINEBONA, MEJAHOMY, PaK SUYHHUKOB, PaK
NIEUEHH, PaK MPEACTATEeIbHON JKeJle3bl, PaK MOKETyIOYHON JKeJIe3bl, PAK TOHKOTO KHIIEUHHUKA,
paK TOJIOBBI M LIEH, PAaK MATKH, PaK MOJOYHOH JKeJle3bl M paK IIeHKH MaTKH. B HEKOTOphIX
Clydasix ~ TOAXONSALIMMH  SIBJITEOTCSL ~ HEM3BECTHbIE  NEPBUYHBIE  3JIOKAYECTBEHHbBIE
HOBOOOpa3zoBaHMs, ocoOeHHO ecnu oHM sBisitoTC HER2-monokurenpHbiMi. B HEKOTOpPBIX
BapPHUAHTaX OCYIIECTBJICHUS 3JIOKAYECTBEHHOE HOBOOOPAa30BaHHME METAcTa3HpyeT (Hampumep, B
rojoBHOH Mo3r). B pamkax wu3oOpereHust "omyxonp" COmEpKUT OOHY WM Ooree
3JIOKQUECTBEHHBIX KJIETOK. TepMHH He HCKII0YaeT KOMOWHAIMM  3JIOKAUYECTBEHHBIX
HOBOOOpPA30BaHHH.

[0046] Yto kacaeTcst 37I0Ka4€CTBEHHBIX HOBOOOPA30BaHMIA, TEPMUH "CTanusl" OTHOCUTCS
K KJacCU()MKALUY CTETIEHHU 3JI0Ka4eCTBEHHOIO0 HOBOOOpa3oBaHusi. PakTophl, yUUThIBAEMbBIE MTPU
CTaJUPOBAHUU  3JIOKAUYECTBEHHOTO HOBOOOPA30BaHMs, BKJIFOYAIOT, B KauecTBe

HEOrpaHNYMBAKOIIUX IMPUMECPOB, Pa3MEp OIIYXOJIM, MHBA3UI0 ONMYyXOJIMU B COCCAHUE TKAaHU U
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METACTa3UPOBAHHE ONYyXOJH B JApyrne Mecta. KOHKpeTHble KpUTEpUHM U TMapaMeTpbl IS
nudQepeHIpPOBaHUs OJHON CTaUU U APYTod CTAANM MOTYT BapbUPOBATHCS B 3aBUCHMOCTU OT
TUIA 3JI0KQU€CTBEHHOTO HOBOOOPA30BaHMSI. CranupoBanue 3JI0KAUY€CTBEHHOTO
HOBOOOpPA30BaHMsI HCHOJB3YIOT, HAImpUMep, sl OOJerdeHus OIpeNeNeHUs] IMPOrHO3a WIIH
HanOoJiee MOIXOASIUX BAPUAHTOB JIEUEHHUS.

[0047] OpmuH W3  HEOrPAaHUYHUBAIOIIMX  MPUMEPOB  CHUCTEMbI  CTaJUPOBAHMUS
3JI0KaYeCTBEHHOrO HOBOOOpa3zoBaHusl 0O0o3Ha4yaroT kak cucremy "TNM". B cucreme TNM, "T"
OTHOCHUTCSI K pasMepy ¥ 00beMy OCHOBHOM omyxosiu, "N" OTHOCHTCS K KOJHYECTBY COCEIHHX
AUM(QOY3JIOB, IO KOTOPBIX PACIPOCTPAHUIIOCH 3JI0Ka4YeCTBEHHOEe HOBOoOOpa3oBanuwe, u "M"
OTHOCUTCSI K TOMY, METaCTa3MPOBAJIO JIM 3JI0OKA4eCTBEHHOE HOBOOOpaszoBanue. "TX" o3HadaerT,
YTO OCHOBHYIO OIyXOJb HeNb3sd u3Meputh, "TO" O3HAUaeT, 4TO OCHOBHYIO OMYXOJib HEJb3si
obHapyxkuth, 1 "T1", "T2", "T3" u "T4" o3HavyaeT pasmep WM 0OBEM OCHOBHOW OIYXOJIH, 1€
OoJpliee YHUCIO COOTBETCTBYET OoJiee KPYIMHOH ONyXOJM WM OINyXOJIH, Pa3poCLICHCs B
cocennue TKaHU. "NX" O3Hauaer, YTO 3JIOKAUYECTBEHHOE HOBOOOpPA30BaHHE B COCEIHUX
auMmdoysnax  Hemb3sh  m3Mmeputh, "NO"  0O3Hayaer  OTCYTCTBHE  3JIOKAYE€CTBEHHOTO
HOBOOOpa3oBaHus B cocequux qumdoysnax, u "N1", "N2" "N3" u "N4" o3Ha4aeT KOJU4eCTBO U
JIOKAIM3ALHIO JTUM(OY3IJIOB, B KOTOPBIE PACIIPOCTPAHUIIOCH 3JI0KAYECTBEHHOE HOBOOOPA30BaHHUE,
rae Ooublliee YHCIO COOTBETCTBYET OOJBbIIEMY KOJWYECTBY JHUM(OY3JIOB, COIEpIKAIIUX
3JI0KQYeCTBEHHOE HOBOOOpa3oBaHue. "MX" 03Hauaer, 4To MeTacTa3sMpOBAHNUE HENb3sI H3MEPHTD,
"MO" o3HayaeT OTCyTCTBME MeTacTazupoBaHus, U "MI1" o3HauaeT, 4TO 3JI0KaYECTBEHHOE
HOBOOOpa30BaHHE METACTA3UPOBAJIO B JPYTUE YACTH OPTaHU3MA.

[0048] B npyroM HEOrpaHMYMBAIOILEM IpPUMEPE  CUCTEMBl  CTaAMPOBAHUSA
3JI0KAYECTBEHHBIX HOBOOOPA30BaHMN HX KJIACCH(PUUUPYIOT Mo mstu cramusim: 'cragus 0,
"cragua 1", "cramus 11", "cragus III" unm "cragmst IV". Cragus O o3Ha4aeT, 4TO aHOMAJIbHbIE
KJIETKH NIPUCYTCTBYIOT, HO HE PACIPOCTPAHIINCH B COCEHIOK TKaHb. DTy CTAIHIO TAK)Ke 4aCTO
Has3biBatOT kKapuuHomoii in situ (CIS). CIS He siBisiercst 30Kka4eCTBEHHBIM HOBOOOPA30BAHUEM,
HO 3aTeéM MOXKET pa3BUBATBCS B 3JI0KauecTBeHHOe HoBooOpasoBanue. Crammm I, 1T u III
O3HAYAKOT, YTO MPUCYTCTBYET 3JI0KAYECTBEHHOE HOBOOOpa3oBaHue. bojee BbICOKHME 4YHCIIA
COOTBETCTBYIOT OOJiee KPYITHBIM pa3MepaM OMyXOJied MM OMyXOJsiM, PACIPOCTPAHHBIIUMCS B
cocennue TkaHu. Cranust IV o3Hauaer, 4TO 3710Ka4eCTBEHHOE HOBOOOPA30BaHUE METACTA3HPYET.
Crenmanmucty B 3ToW oOjmacth OyAyT WM3BECTHBI pA3jIMYHbIE CHCTEMBl CTaJUPOBAHUS
3JIOKQYE€CTBEHHOTO HOBOOOPA30BaHMS, U OH JIETKO MOJKET HCIIOJIb30BATh MIJIM HHTEPIIPETHPOBATH
UX.

[0049] Tepmun "HER2" (taxxke wusBectHoli kak HER2/neu, ERBB2, (CD340,
peuenTopHas ~TUPO3WH-TIPOTeMHKHHAa3a erbB—2, mporo—oHkoreH Neu u  penenrop
3MUIEPMATIBHOTO (pakTopa pocTa 4enoBeKa 2) OTHOCHUTCS K WIEHY PELeNTOPHBIX TUPO3MHKHUHA3
cemeiictBa penentopoB snuaepmanbHoro (akropa pocra (HER/EGFR/ERBB) wuenoseka.
Ammumbukanus unu runepakcnpeccuss HER2 urpaer 3HaunmTenbHy:0 pojb B pa3sBUTHH U
NPOTPECCUPOBAHNM HEKOTOPBIX AarpeCCHBHBIX THUIIOB 3JIOKAYECTBEHHBIX HOBOOOPAa30BAaHMUH,

BKJIFOYAsl KOJIOPEKTAJBHBIN pakK, paK XKelyaKa, pak Jerkux (HarnpuMmep, HEMEIKOKJIETOYHbIN pak
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aerkux (NSCLC)), pak >Kel4HBIX MPOTOKOB (HAIpUMep, XOJAHTHOKAPLHMHOMY, PaK >KEIYHOTO
My3bIpsl), PAK MOYEBOTO My3bIPsi, PaK IMHUINEBONA, MEIAHOMY, PaK SIUYHUKOB, PaK MEYEHH, PaK
NIPECTATENIbHON JKese3bl, paKk MOIXKENTyAOYHON JKeJle3bl, paK TOHKOIO KUIIEYHHUKA, PAK TOJIOBBI
U LIeH, paK MaTKH, PaK LIEHKU MAaTKU U PaK MOJIOUYHOMN »ene3bl. Heorpanuunparouue npuMepsl
HyKJeoTHaHbIX rnocnenoBarenbHocrei HER2  npusenenst B GenBank mnox Homepamu
NP_001005862, NP_001289936, NP 001289937, NP 001289938 u NP 004448.
Heorpannuuaromue npuMepel NENTHAHBIX mnocienosatenbHocrer HER2 mnpusenenel B
GenBank nmox Homepamu NP 001005862, NP 001276865, NP_001276866, NP_001276867 u
NP_004439.

[0050] ITpu ammundukanun wim runepskcnpeccut HER2 B kieTke uiam Ha HEH KIIETKY
obo3HauaroT kak "HER2-monoxurensHyo". YpoBeHb aMIUIM(UKALUN HIIH THIIEPIKCIIPECCUH
HER2 B HER2-10IOKUTENBHBIX KJIETKAX, KaK MPABHIIO, BHIPAXKAIOT KaK OaJJIbl B AUAMa30HE OT
0 no 3 (r.e. HER2 0, HER2 1+, HER2 2+ wmu HER2 3+), npu sTom Oonee BbICOKHE Oaibl
COOTBETCTBYIOT O0JIe€ BBICOKHM CTETICHSIM SKCIIPECCHH.

[0051] Tepmun "TykatuanO", Taxke nzsectasiil kak ONT-380 m ARRY—-380, orHocutcs
K HU3KOMOJIEKYJISIPHOMY HMHTHOWUTOPY THPO3MHKHHA3, CYNMPECCHPYIOIEMY WIH OJIOKUPYIOIEMY

axtuBanmo HER2. TykaTuHHO MMeeT CIenyoInyio CTPYKTYpPY:

Isae
H R QZ“
><q:__ YN Ty N
0 N
[0052] Tepmun "antureno nporus HER2" oTHocuTCs Kk aHTHTENy, CBA3BIBAIOIIEMYCS C
6enxom HER2. Anrurena nporuB HER2, ucnonmp3yemble Ui JI€YeHHS 3JI0Kau€CTBEHHBIX
HOBOOOpPa30BaHMH, KaK MPABHIIO, SIBJISFOTCS MOHOKJIOHAJIBHBIMH, XOTS TEPMHUH HE HCKIIOYAET
NOJIMKJIOHAJIbHBIE aHTUTeNna. AHturena npotuB HER2 unrubupyror axtuBaumo HER2 wmm
HIDKENeXKalyl0 Iepenady CHUrHaja ¢ TIOMOIIBIO pa3HbIX MeXaHu3MOB. B kauecTse
HEOrPaHMYHUBAKOIIUX NMPUMEPOB, aHTuTena npotuBs HER2 Moryt mpenoTBpamarh CBS3BIBAHHE
JUraHaa, akTUBALMIO PELENTOpPOB WJIM PACHpOCTpaHEHHE CHUTHaja pelentopa, NPUBOAUTH K
cHkeHHOH 3kcnpeccun HER2 wmm ero nokanusanyiy Ha OBEPXHOCTH KJIETKH, HHTHOHUPOBATh
pacuerienne HER2 wunm uMHAyOMpOBaTh aHTUTENO—OMNOCPENOBAHHYIO LIUTOTOKCUYHOCTb.
HeorpannuuBaromne npumepbl antuten npotuB HER2, koTOpbhle MOXHO HCMNOJB30BaTh B
cnocofax W KOMIO3WLHUSAX [0 HACTOALIEMY H300PETEeHHI0, BKIIOYAIOT TPacTy3ymao,
nepTy3ymad, amo—Tpacty3ymad sMTaH3uH (Takke U3BeCTHbI kak T-DM1), maprerykcumad u
UX KOMOWHALIHH.
[0053] TepmuH "XUMHOTEpaNeBTUUECKOE CPEACTBO" OTHOCUTCA K I'pyIIe COEAMHEHUH,
KOTOpblE MOXHO  MCIONb30BaTb B  JIEUYEHUHW WUIM  YJIY4YLUIEHMM  3JI0KauYe€CTBEHHOTO

HOBOO6pa30BaHI/Iﬂ WIM €ero CuMIToMOB. B HEKOTOPbIX  BapuaHTax  OCYLICCTBJICHUSA

XUMHUOTEPANECBTUYCCKUEC CPECACTBA BKIIKOYAKOT AJKUIUPYIHOMINE aHTUHCOINIACTUYCCKUE CPEACTBA
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(HarmpuMep, Aa30THUCTBIE MIIPHUTBHI, TaKHe Kak MexJjoparaMuH, wudochamun, wmendanas,
xjaopamOymmn  u uukiodochamun, — ankwicyiabpOHATBl,  Takue  Kak  Oycynbdaw,
HUTPO3OMOYEBHHBI, TAKHE KaK CTPENTO30LMH, KAPMYCTHUH U JIOMYCTHH, TPHA3HHBI, TaKHe Kak
nakapOasMH M TEMO3OJIOMUA, M OJTWICHUMHUHBL, TaKkHe KakK THOTeNa M aJTPETAMUH),
aHTUMETaOONUTHI (CM. HUXKE), MPOTHBOOIYXOJIEBbIE AHTUOMOTUKHU (HAIPUMEp, aHTPALMKIIMHBL,
TaKue Kak AayHOPYOMIMH, JOKCOPYOMIMH, SMuUpyOUIMH, WIapyOMUMH W BajpyOULWH;
OneomuumHbl, MUTOMHIMH C, MHTOKCAHTPOH M AaKTHHOMHIMH), WHTHOUTOPHI apoOMaTasbl
(HampuMep, CTepPOUIHbIE MHIHOUTOPBI, TAKHE KaK HK3eMECTaH; U HECTEPOUIHbIE HHTHOUTOPBI,
TaKMe KaK aHacTPO30J U JIETPO30J), HMHIHOUTOpbl KWHA3 (HAampuMep, HHTHOUTOPBI
TUPO3WHKWHA3, TaKWe KaKk HMMATHHHO, reguruHuO, >pnoTuHUO, nanatuHUO, HUJIOTUHHO,
cyHUTHHUO U copadenud; u, Hanpumep, OOCYHHUTUHHO, HEPATUHHUO, BaTaaHUO U ToLEpaHHUo),
uHruouropel mMTOR (Hampumep, pamaMHLMH W €ro aHAJIOTH, TaKHEe KaK TEMCHPOJIUMYC,
sBeposumyc u punadoponumyc; neoriHbie UHrHOUTOPbI PICK/mTOR; 1 AT®—kOHKypeHTHBIE
uaruoburopel MTOR, Takme kak camaHucepTu®), peTuHOUABI (HAMPUMEP, TPETUHOUH,
ANTPETUHONH, OEKCapoTeH M H3O0TPETHHOWH), WHITUOWTOpPBI TOMOHM30Mepa3 (Hampumep,
TOKCOPYOUIINH, 3TOMO3M I, TEHUIIO3H, MUTOKCAHTPOH, HOBOOMOLMH, MepOapoOH, aKJIaTyOHLIUH,
KaMOTOTEIMH M TPOJIEKAPCTBA WJIM IMPOW3BOJAHBIE KAMNTOTELMHA, TaKHEe KaK MPUHOTEKaH MU
TOTIOTEKaH) M PACTUTENIbHBbIE ANKAJOUAbI (HampuMmep, ajKaJouabl OapBUHKA BHHOJACTHH,
BUHOPENOWH, BAHKPUCTHH U BHHJE3WH, TAKCAHBI, TAKHE KaK JOLETAKCE U MAKIUTAKCEN).

[0054] TepmuH "aHTHMMETaOONUT" OTHOCUTCS K IPYIIE COEAMHEHHUH, KOTOPbIE MOXKHO
UCTIONB30BaTh B JICUEHUU 3JIOKAUYECTBEHHBIX HOBOOOpPA3OBaHUH. AHTUMETaOONUTBHI, Kak
NPABUIIO, 110 CBOEH CTPYKTYPE CXOXKH C COSAMHEHUEM, YUACTBYIOLIMM B OOBIYHOM METabOJH3ME,
TaKUM Kak (osneBasi KUCJIOTa, MyPUH WM MUPUMHIUH, YTO MO3BOJISIET UM IPOTUBOAECHCTBOBATh
MeTabOIMUeCKHM TPOLeccaM, BKIIIOYAIOIIMM CTPYKTYPHO CXOkee coeanHeHue. Hampumep,
aaTumeradonmur S—¢propypaunn ("¢propypauun") NpOTUBOAEHCTBYET META0OINYECKUM IyTSIM,
BKJIFOYAOLIIM COeTMHEHHUE ypauui. B HEKOTOPBIX BapHAaHTaX OCYIIECTBIEHUS] AHTUMETAOOHUTHI
BKJIFOYAIOT AHTAarOHHCTbl MHUPUMHIWHA, TaKHe Kak KamenuraObwH, uuTapabuH, nerurtaOuH,
¢Topypauma ¥ TreMUUTaOWH, AaHTAarOHUCTHI NypHHA, Takue Kak (uaymapabun u 6-—
MEPKAaITOIYPHH;, U aHTArOHUCTHI (poJIaTa, TAKME KaK METOTPEKCaT U neMeTpekcen. B HekoTopbIx
BAPUAHTAX  OCYIIECTBJCHUS  AHTUMETA0OJHMTBI  BKIKOYAOT  KapMmodyp,  uurtapabuH,
nokcudypunut, GiaokcypunuH, Gropypam, ¢iaynapaduH, reMIuTabuH, THAPOKCUKapOaMuUL,
6—MepKanTONypHH, METOTpeKcaT, meMerpekcen u Teragyp. B HEKOTOpBIX BapuaHTax
OCYIIECTBIIEHHUsSI aHTUMETA0ONIHUThI (Hanmpumep, (PTOPIUPUMHUINHBI) BKJIIOYAIOT KareluTaOuH,
kapmodyp, nokcuduypunus, ropypaumi, u Teragyp (MPearnodTUTETHHO, KaneuTaduH).

[0055] Tepmun "kanmenuTaOWH" OTHOCHTCS K TPOJIEKAPCTBY (PTOPypaliia, HMEIOIIEMY

CJIENYIOIIYIO CTPYKTYPY:
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Kanmenurabun mnoaBepraeTcst TUAPOIU3Yy B TEUEHHE M TKAaHAX C OOpasoBaHHEM
(dTopypaumnia, SBISAIOMEroCcsi aKTUBHBIM BemecTBOM. Dropyparu siBisieTcst propupoBaHHBIM
AHTUMETA0ONUTOM THPUMHIWHA, HWHTUOUPYIOIINM THMHIWIATCHHTETA3y, OJOKUPYIOIIUM
METHJIMPOBAHNE J€30KCHYPHUIMHOBON KUCJIOTHI O THMUAMJIOBOH KHCJIOTBL, MPEMSTCTBYOLINM
cunresy JIHK, u B menbiueit crenenn, PHK.

[0056] Tepmun "unnexkc naruOuposanus pocra onyxonu (TGI)" oTHocuTCs K 3HAUEHHIO,
UCTIONB3YEMOMY Ul BBIPQKEHHUSI CTEMEHH, A0 KOTOPOH CpencTBo (Hampumep, TYKaTUHHO,
aatuteno npotuB HER2 wnm ux xoMOMHALMS) MHTHOMPYET POCT OMYXOJH 1O CPABHEHHIO C
HETIOABEPTHYThIM JieueHHI0 KoHTposeM. Munekc TGI BBIUMCIAIOT A1 KOHKPETHOIO MOMEHTA
BpeMEHHU (HampuMep, KOHKPETHOrO KOJIMYECTBA JHEH B SKCIEPHUMEHTE WM KJIMHUYECKOM

UCTIBITAHUH) B COOTBETCTBUU CO CIIENYIOIIEH (HOpMYIION:

TGI=1—( )xlOO%,

VOEu"wtreated {Tx Day X) ~ VOluWLetreated (Tx Day 0)

Vo{umecuntrul (Tx Day X) — VOlumemntrul (Tx Day 0)

rne "Tx menp 0" o3Ha4aeT mepBbIi JA€Hb, KOTJA BBOAST JIEKAPCTBEHHOE CPENCTBO (T.€.
NEepBbI JIeHb TMPOBENEHUS OKCIEPUMEHTAJbHON Tepanmuu WM KOHTPOJBHON Tepamuu
(HampuMep, TOJIBKO HocuTenb)), U "Tx nerp X" o3Havaer konudectBo X nHel nmocie aus 0. Kak
NPaBWIO, HCIONB3YIOT CpefHHe OOBeMbl B TpyNNax JIEYeHHs W KOHTPOJIbHBIX rpymnmax. B
Ka4yeCTBE HEOTPAHUYHMBAIOLIETO MPHUMEPa, B SKCIEPUMEHTE, B KOTOPOM AeHb uccienoBanus 0
coorBercTByeT "Tx nuro 0", u ungexc TGI BbrumcnsoT B aeHb uccienoanus 28 (T.e. "Tx neHb
28"), ecnu cpenHuii 0ObEM OMyXOJIM B 00eHX TpyImax B AeHb uccienoBanus 0 cocrasiser 250
MM’, i CpeIHIe OGBEMBI OMXOJeH B SKCIIEPHMEHTAIBHOM H KOHTPOJIBHOMN IPYINAX COCTABISIOT
125 mm® 11 750 MM3, cootBeTcTBeHHO, TO nHAeKC TGI B nenb 28 cocrasmsier 125%.

[0057] B pamkax u300peTeHHst TePMUH "CHHEPTUYeCKHH" WK "CUHEPTUs" OTHOCUTCS K
pe3yabTaTy, HaONMIOJaeMOMy, KOTJa BBeIeHHEe KOMOWHAIMM KOMIIOHEHTOB WIIM CPEICTB
(Hampumep, koMOmHamM TykaTHHMOa W aHTuTena nporue HER2) mpusomutr x sddexty
(HampuMep, WHTUOMPOBAHHUIO POCTAa OMYXOJH, YBEJIUYECHUIO BPEMEHHM BBDKUBAHUS),
npepbinanImeMy 3GQexT, KOTopbIii MOXKHO OBIIO OBl OKUAATH C YUYETOM aJINTHBHBIX CBOMCTB
i 3((HEeKTOB OTAENBbHBIX KOMIIOHEHTOB. B HEKOTOPBIX BapHUaHTAaX OCYIIECTBIICHUS CHHEPTH3M
OTIpeneNsoT NMOoCpencTBoM aHanusa bimcca (cm., Hanpumep, Foucquier et al.Pharmacol. Res.
Perspect. (2015) 3(3):e00149; BktOYEHHYIO, TAKUM OOpa3OM, B KaueCTBE CCHUIKM B ITOJHOM
oOwpeme 1A Bcex Leneil). B momenu nHesaBucumoctu bimcca mpenmonararor, 4To 3¢ eKThI

JICKAPCTBCHHBIX CPEACTB IMPEACTABIIAIOT coboii HUCXOAbl BEPOATHOCTHBIX IIPOLECCCOB, U YTO
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JIEKapCTBEHHBIE CPENICTBA AEHCTBYIOT MOJHOCTBIO HE3aBUCHMO (T.€. JIEKAPCTBEHHBIE CPECTBA HE
MEIIArOT APYT Apyry (Hampumep, JIeKapCTBEHHBIE CPEICTBA UMEIOT Pa3Hble MeCTa AEHCTBUS), HO
Ka)XJ10€ U3 HUX BHOCHT BKJIaJ B OOIIUH pe3ysbTaT). B cOOTBETCTBUM ¢ MOJENbIO HE3aBUCUMOCTH
bnucca, nporHosupyemelii 3¢ ekt koMOMHAIMK ABYX JIEKAPCTBEHHBIX CPENCTB BBIYUCIISIOT C

MCIIONIB30BAHUEM (DOPMY JIBI:
Epp=Es+Eg-EsXEp ,

rne Ex u Ep mnpencraBnsitor coboii 3 dexTbl JekapcTBEHHBIX cpenctB A u B,
COOTBETCTBEHHO, U Eap mpencrasisier codoii 3¢ ekt KoMOUHAIMK JIEKAPCTBEHHBIX CPEACTB A U
B. Ecnu nHabmonaemslii 3¢¢dekt koMOMHAIMK TPEeBbIIaeT MPOrHO3UpyeMblil 3p¢dexT Eap, TO
KOMOMHALIMIO JBYX JIEKAPCTBEHHBIX CPEACTB CUYHTAIOT CHHEprudeckoil. Ecmu HaOmomaemblit
s¢ppext xomOuHaumu paBeH Eap, TO 3¢dexkr komMOMHAmmMM ABYX JIEKAPCTBEHHBIX CPENCTB
CUMTAIOT AAUTHBHBIM. AJIbTEPHATHUBHO, eciu HaOmonaembiii 3¢(ekT KOMOWHAIMK MEHbLIe
E B, TO KOMOMHAIMIO JIBYX JIEKAPCTBEHHBIX CPEICTB CUYMTAIOT AHTATOHUCTUYECKOM.

[0058] Habmromaemblii 3¢¢exkT KOMOMHALMN JIEKAPCTBEHHBIX CPENCTB MOXKET OBITh
ocHOBaH, Hampumep, Ha wuHAekce TGI, pasmepe onyxommu (Hampumep, oObeme, Macce),
aOCONIOTHOM M3MEHEHHH pa3Mepa Omyxosu (Hampumep, oObema, Macchl) MEXAY IBYMs HIIH
Oonee MOMEHTaMH BpEeMEHH (HampuMep, MEXAY INEepPBbIM JHEM NPOBENEHUs JIEUCHUS WU
KOHKPETHBIM KOJIMYECTBOM JHEH IOCIIE MEPBOTrO JHS BBEAEHHS), CKOPOCTH M3MEHEHUs pa3Mepa
omyxonu (Hampumep, oObema, Macchl) MEXAy IBYMs MM 0ojJee MOMEHTAaMH BpEMEHH
(HarpuMep, MEXAY IMEPBBIM THEM NPOBENEHUs JIEUSHHs M KOHKPETHBIM KOJHUYECTBOM JHEM
IIOCJIE TEPBOTO JHS BBEACHHWS) WJIM BPEMEHU BbDKHMBAHUS WMHIMBHAYYMAa WJIHM IOMYJISLUN
uHauBUAYYMOB. Eciiu B kauecTBe Mephl HaOmonaeMoro 3¢gpdexra koMOMHAIIMN JIEKaPCTBEHHBIX
cpencTB ucnoib3yroT mHAekc TGI, ero MOXHO ompenensaTb B OOWH WiIHM Oojee MOMEHTOB
Bpemenu. Eciu unnexc TGI onmpenensiroT B nBa uiau O6oee MOMEHTa BPEMEHH, B HEKOTOPBIX
clydasix B Ka4yecTBe Mepbl HaOmomaeMoro s¢pd¢exrta MOXKHO HCIOJNb30BaTh CpPEIHee WIIH
MeanaHHoe 3HaueHue MHokecTBa uHaekcoB TGL Kpome Toro, unnexc TGI moxxHO onpenensts
y OTAENbHOTO MHAUBUAYYyMa WK nonyssiuuu naauBuayymoB. Ecmu unnekc TGI onpenensroT B
NOMYJISIMK, B KayecTBe Mepbl Habmromaemoro 3¢ddexra MOXKHO HCHOJIb30BATH CPEOHHUH HIIH
menuaHHbll nHAeKC TGl B momymsaumu (Hanmpumep, B OOMH WM 0OJiee MOMEHTOB BPEMEHH).
Ecnu B kadectBe Mepbl HabmomaeMoro 3dexra UCMONb3YIOT pa3Mep OMyXOJH WU CKOPOCTh
pocTa OmyXOJHW, pa3Mep OIyXOJNU WM CKOPOCTb pPOCTA OIYXOJNH MOXKHO U3MEpSTh Y
WHIMBUAYYMA WIA B TONYJSIIMA WHAWBUAYYMOB. B HEKOTOPBIX Ciydasx CpenHUN WM
MeIMaHHBIN pa3Mep OIMYXOJU W CKOPOCTb POCTA OMYXOJU ONPENENSOT Y HHANBUAYYMA B J1Ba
wi Ooee MOMEHTa BPEMEHHU WM B MOMYJIILUH WHANBHAYYMOB B OJUH WM OOJiee MOMEHTOB
BpemeHHU. Ecnu BpeMst BBDKMBAHUSI W3MEPSIOT B MOMYJISILIUHN, B KQ4eCTBE Mepbl HAOI0AaeMOro
3¢ dexTa MOKHO HCIIONB30BATh CPEAHEE WIIN METUAHHOE BPEMsI BbDKUBAHUS.

[0059] [IlIporHosupyemsiii >¢¢dexr «komOuHammm Esp MOXHO  BBIUHCIATH C
UCTIONb30BAHUEM OJHOKPATHOH JO03bl WM MHOTOKPATHBIX J103 JIEKAPCTBEHHBIX CPENCTB,
COCTAaBJIAIIOLINX KOMOMHanmioo (Hampumep, TykatuHuOa u aHturena mnporus HER2). B

HEKOTOPBIX BapHAHTAX OCYINECTBJIEHUs NMPOrHo3upyemblii o ekt komOuHanmu Eap BEIMUCIAIOT
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C WCIIOJIb30BAaHMEM TOJBKO OIHOKPATHOW MO3bI KaXKAOTO JIEKAPCTBEHHOro cpeacrsa A u B
(mampumep, TykatuHuOa u antutena nporuB HER2), a snauenuss Ex u Ep ocHOBaHbI Ha
HabmomaemMoM 3¢ dexTe KakIoro JeKapCTBEHHOTO CPENCTBA IMPH UX BBEINCHWH B KaveCTBE
oraenbHoro cpencrea. Ecnmu 3Hauenwss E4 m Ep ocHoBaHbl Ha HabmomaeMblx sddexTax
BBOJMMBIX JIEKAPCTBEHHBIX CpeACTB A U B B kauecTBe oTnenbHbIX cpencts, Ex u Eg MoryT ObITh
OCHOBaHbI, Hampumep, Ha uHAekcax TGI, pasmepax onyxonu (Hampumep, oOveme, macce),
U3MepsieMbIX B OOWH WM Oojiee MOMEHTOB BPEMEHH, a0CONIOTHBIX HM3MEHEHHsX pa3Mepa
onyxonu (Hampumep, oObeMa, Macchl) MEXIy IBYyMsi WM 0Oojiee MOMEHTAMH BpPEMEHHU
(HampuMep, MEXAy MEPBbIM THEM NPOBENEHUs JICUSHHs U KOHKPETHBIM KOJHYECTBOM JHEH
NIOCJIe TIEPBOTO JHS BBEICHHSI), CKOPOCTSAX M3MEHEHHs pPa3MepOB OMyXoJin (Hanmpumep, oobema,
Macchl) MEXIy IOBYMs HJIH Oojiee MOMEHTAMH BpEeMEeHH (HAlpuUMep, MEKAY NEepPBbIM ITHEM
NPOBENEHUS JICUEHHUs] U KOHKPETHBIM KOJHMYECTBOM JIHEH IMOCie MepBOro JHS BBEACHUS) WIIH
BPEMEHH BBDKMBAHMS WHAMBHAYYMa WM TONYJSILUHA WHAWBUAYYMOB B KaXIOH Tpymrme
JICUESHHSL.

[0060] Ecniu B kauecTBe Mepbl HabmonaeMbix 3¢ dexroB ncnonp3yrot uHnekcol TGI, nx
MOJKHO OMNpEeAeNsaTh B onuH uin 6onee MmomenToB Bpemenu. Eciu uanexcer TGl onpenernsiroT B
aBa Wi Oojiee MOMEHTa BPEMEHH, B HEKOTOPBIX CIy4asx B KadeCTBE Mepbl HaOJIF0IaeMBbIX
3¢ (eKkTOB MOXKHO HCIIONIb30BaTh CPENHUE HIIM MeOuaHHble 3HadeHHs. Kpome Toro, MHIEKCHI
TGI MOXHO OmpenensaTe y OTAENbHOIO HHAWBUAYYMAa HJIM B TONYJSIUUMA HHIUBUAYYMOB B
Kaxnoi rpymnmne nedeHusi. Ecnu mnaekcel onpenenstor TGl B monmynsauusx WHAWBUAYYMOB, B
KadyecTBe Mepbl HabmogaeMbix 3()(eKToB MOXKHO HCHOJB30BATH CPENHHUE WIN MeIHaHHBbIE
uHnekcol TGl B kaxnoit monynsanuu (Hanpumep, B OANH WK Ooee MOMEHTOB BpeMeHH). Eciu B
Ka4yecTBe Mepbl HabMoaaeMbIX 3(p(PeKkToB NCTIONB3YIOT pa3Mephl OMyXOJIU WIH CKOPOCTH pPOCTa
OIyXOJIH, Pa3Mephl OMYXOJH UM CKOPOCTU POCT OMYXOJH MOXHO H3MEpSATh Y MHAMBUAYyYMa
WIN B NOMYJISIIUYA UHIMBUAYYMOB B KaKAOW IpyImie JieueHus. B HEKOTOpPBIX cilyuyasix cpenHue
WIA MEIMAHHBIE pa3Mepbl OMYXOJH MK CKOPOCTH POCTA OMyXOJH ONPENeNsioT IS
WHIMBUAYYMOB B JIByX WM OOjiee MOMEHTaX BPEMEHHM WM B TOMYJISIIHSIX WHIUBUIYYMOB B
onuH wiu Oojee MOMEHTOB BpeMeHHU. EcCiu BpeMsi BBUKMBAHUSI M3MEPSIOT B TOMYJILUH, B
Ka4yecTBe Mepbl HabromaeMbIx 3((PEKTOB MOKHO HUCTIONb30BATh CPEHEE UM MEIMAHHOE BPeMsI
BbDKUBAHMSL.

[0061] B HekOTOpbIX BapHaHTAX OCYIIECTBIEHHUS MPOTHO3UpyeMblid  3(pdeKT
KoMOWHaMU Eap BBIYUCISIOT C UCMOJNB30BAHMEM JHanasoHa 103 (T.e. 3(pQeKThl KakIoro
JIEKApCTBEHHOTO CPENCTBA MPHU BBEICHUH B KAUECTBE OTAEIBHOIO CPENCTBA HAOIIONAIOT NpPHU
MHOTOKPATHBIX 703aX, U HaOmonaemble 3QpQeKTsl MPU MHOTOKPATHBIX 103aX HUCIOJIB3YIOT IS
ompeneneHus mporHo3upyeMoro s¢dexkra komMOMHAIIMM B KOHKpETHOH nmo3e). B kadectse
HEOrPAaHUYMBAIOLIEro npumepa, Eap MOKHO BBIYUCIATH ¢ UCHOJIB30BaHUEM 3HaueHu E4 u Eg,

BBIUMCJICHHBIX I10 CIEAYIOMUM (popMyJiam:
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at

= X —
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e
Ep = Egmax X Py

ra€ Eamax U Epmax mpencraBistor coOoli MakcumaibHble 3((eKThl JIeKapCTBEHHBIX
cpenctBs A u B, coorBeTcTBeHHO, Asy U Bso SBISIOTCS MONYyMakCHMalbHBIMU 3(PeKTHBHBIMU
J03aMH JIEKapCTBEHHBIX CPeicTB A U B, COOTBETCTBEHHO, a U b SIBJIAIOTCS BBOAUMBIMH J103aMHU
JIEKApCTBEHHBbIX CpPencTB A u B, COOTBeTCTBEHHO, U p W ( SABISIOTCS KO3(dumenTamu,
MOJNYYEeHHbIMU C TIOMOILNBIO KPHMBBIX J03a—OTBET MAJI JIEKAPCTBEHHbIX CpeAcTB A u B,
coorBeTcTBeHHO (cM., Hampumep, Foucquier et al.Pharmacol. Res. Perspect. (2015)
3(3):¢00149).

[0062] B HEKOTOpBIX BapuUaHTaX OCYLIECTBICHHS KOMOWMHAIIMIO JBYX WJIH OoJjee
JEKApCTBEHHBIX CPEACTB CYMTAIOT CHUHEPTHYECKOW, €Cli KOMOHMHAUMS TPUBOIUT K
HaOmonmaemomy wuHaekcy TGI, mnpespimaromemy mnporao3upyembiii umHaekc TGl s
KOMOWHAIIMY JIEKAPCTBEHHBIX CPENCTB (HarpuMep, eciu nporHosupyemeiii naaekc TGI 3aBucur
OT TMPEIIOJIOKEHHUS, YTO JIEKAPCTBEHHBIE CPEICTBA MPUBOAAT K KOMOMHHPOBAHHOMY 3 (deKTy,
ABIISIOIIEMYCS aAIUTUBHBIM). B HEKOTOPBIX Cllydasx KOMOWHAIMIO CUUTAIOT CHHEPTHYECKOH,
ecnu HaOmonaemslil nHAEKC TGI coctaBmser mo mMenblei Mepe Ha npudbnusutTensHo 1%, 2%,
3%, 4%, 5%, 6%, 1%, 8%, 9%, 10%, 11%, 12%, 13%, 14%, 15%, 16%, 17%, 18%, 19%, 20%,
25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75% wmu 80% Oombiue
nporxHozupyemoro nuaekca TGI nins koMOMHALNY JIeKapCTBEHHBIX CPEICTB.

[0063] B HEKOTOpPBIX BapuaHTax OCYIIECTBIEHUS CKOPOCTh POCTa OMyXOoJyid (Hampumep,
CKOPOCTb H3MEHEHHusi pa3Mmepa (Hampumep, oObeMa, MaccChl) OMYXOJIH) MCHONB3YIOT IUIS
OIIPEAENIeHNs] TOTrO, SIBJSIETCS] JH KOMOHMHALMS JIEKAPCTBEHHBIX CPEACTB CHHEPTUYECKON
(Harmpumep, KOMOWHALMS JIEKAPCTBEHHBIX CPEACTB SIBJISETCS CUHEPTUYECKOH, €CJIU CKOPOCTh
pOCTa OMyXOJM MEHbIIE CKOPOCTH, OKHUAAEMOMW, €CIM KOMOHMHALUS JICKAPCTBEHHBIX CPENCTB
NPUBOAUT K aaAUTUBHOMY 3(dekTy). B HEKOTOpPBIX BapHaHTaxX OCYIIECTBJICHUS BpeMsI
BbDKHBAHHS HCIIOJB3YIOT JJIsl OMPENEIeHUs] TOTO, SIBISIETCS JIM KOMOWHALMS JIEKapCTBEHHBIX
CPEACTB CHHEPrHYecKOW (Hampumep, KOMOWHAIMS JIEKAPCTBEHHBIX CPENICTB  SIBIISIETCS
CUHEpPruYecKol, €clii BpeMsl BbDKMBAaHUSA HHAUBUAYYMa WIH MOMYJSIHUM HHIUBUAYYMOB
Oonplie BpEeMEHH, OXXHIAEMOIO, €CIM KOMOWHAIMSA JIEKAPCTBEHHBIX CPEICTB MPHBOAHUT K
anauTuBHOMY 3 dexry).

[0064] Tepmun "KRAS" otHOCcuTCs K reny, koaupyromemy I Tdazy KRAS. I'en KRAS
TaK)Ke M3BECTEH KaK TOMOJIOI BHPYCHOrO OHKOreHa capkomy kpeic Kirsten V—Ki-ras2, K-Ras,
C—Ki—RAS, K-Ras2, KRAS2 u tpancopmupyromuii 6enok p21. V moneit KRAS nokanmmszosan
Ha XpoMocoMe 12 U COmep>KUT YeThIpe KOAUPYIOUINX 3K30Ha U S'-Hekoaupromuii 5k30H. KRAS
aBnsieTcs diaeHoM noxacemeiictea ['T®a3 Ras u, rimaBHbIM 00pa3oM, y4acTBYET B pEryJsiLuN
pocta u neneHus kinerok. B uactHoctu, KRAS mnepenaer curnanbl OT MOBEPXHOCTU KJIETKH

(marpumep, ot aktuBupoBaHHbIX perientopoB HER2) k snpy knerku gepe3 myts RAS/MAPK.
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Unentndpunmposansl mytanun B KRAS, B 9acTHOCTH, aKTUBUPYIOIIHE MYTalUH (HAIPUMED,
MyTallU{, TPUBOJALIME K KOHCTUTYTHUBHO akTUBHOMY I Td-cBA3aHHOMY COCTOSHUIO H
aKTUBALIMM HIDKENeXANX NponnudepaTUBHBIX MyTeH Nepenadd CHUrHajga), U B HEKOTOPBIX
Clly4asix OHHM KOPPETUPYIOT C IJIOXMM OTBETOM Ha HampasyieHHble mpotuB HER2 crmocoOsr
tepanuu. Mytaunu B KRAS oOHapyxuBaror B mpubmmsutensHo 35-45% CRC y mropeii, u
KOHKpeTHble KOmOoHbI 12 u 13 (oOHapyxuBaemble B 3K30HE 2) SIBJISIOTCS MYyTaLMOHHBIMH
rOPSTYUMH TOYKAMH, IIPH 3TOM Npubam3uTensHo 95% myTaunii KRAS nokanusyroTcs B OTHOM U3
STUX JIBYX KOHOHOB. PacmpocrpaHennbie mytauuu KRAS, obHapyxuBaembie B CRC, BkirO4aroT
G12D, GI12A, GI2R, GI12C, GI12S, GI2V u GI13D. Heorpanuuusarouiye MpuUMepbl
nocienosarenbHocTeli MPHK KRAS mpusenenst B GenBank moxn mHomepamun NM_ 004985 —
NP _ 004976 u NM_033360 — NP_203524.

[0065] Tepmun "NRAS" otHocurcs k reny, kogupyromemy [ ' T®@azy NRAS. I'er NRAS
TaK)ke U3BECTEH KaK rOMOJIOT BUPYCHOTO OHKOreHa Heipodnactomel Ras, N-Ras, NRAS1, CMNS
u ALPS4. V moneiti KRAS nokanuszoBaH Ha XxpomocoMme | W comepKuUT cemb 3k30HOB. NRAS
siBasieTcs wieHoM noacemerictea [ Tda3 Ras u yyacTByeT B peryJisiiii pocTa U IEJICHHs KJIETOK.
B uactHoctn, NRAS nmnepemaer curHaibl OT TMOBEPXHOCTH KIETKA (Hampumep, OT
akTuBupoBaHHbIX pernentopoB HER2) k sapy xnerkn uepes myte RAS/MAPK. B HekoTOpBIX
ciydasx aktuBupyromue mytanun NRAS (Hanpumep, MyTaluu, NpUBOAAIINE K KOHCTHTYTUBHO
akTUBHOMY | T®—CBS3aHHOMY COCTOSIHUIO M aKTHUBAL[MHM HIDKEJIEKAIUX MPOIU(epaTHBHBIX
NyTel mepenadyy CUrHaja) KOPPENUpPYIOT C IUIOXUM OTBETOM Ha HarpasieHHble npotuB HER2
crioco0bl Tepanuu. MyTtanuyu, UAeHTU(UIUPOBAHHbIE NPH KOJOPEKTAJIBHOM pakKe, BKIIOYAIOT
1263T, S310F, A466T, R678Q, L755S, V777L, V8421, R868W u N1219S. Heorpannuusaromuii
npumep nocnenosarenbHocTy MPHK NRAS npusenen B GenBank nox nHomepom NM 002524
— NP 002515.

[0066] Tepmun "BRAF" OTHOCHTCSI K T€HY, KOIUPYIOIIEMY CEPUHOBYIO/TPEOHHHOBYIO
kuHa3y B—Raf. I'en BRAF Takke m3BecTeH Kak nmpoTto—oHkoreH B—Raf, romonor B Bupycuoro
onkorena capkombl mbimeld v—Raf, B-RAF1, BRAF1, NS7, B-Raf, u RAFBI1. V moneii BRAF
JIOKaJIM30BaH Ha Xxpomocome 7. B—Raf sBisercss uneHom cemeiictBa kuHa3 Raf u yuactByer B
peryJsiuM pocTa U JesieHus: KieTok. B yactHocTn, B—Raf nepenaer curnanel oT moBepxXHOCTH
KJIETKH (HampuMep, OT akTUBHpPOBaHHBbIX penentopoB HER2) x sapy kieTku uepes myTh
RAS/MAPK. Myraimmun B BRAF BHOCAT BKJan B Pa3BUTHE HEKOTOPBIX 3JIOKAUYECTBEHHBIX
HOBOOOpPA30BaHMA W B HEKOTOPBIX CJIydasX acCOLMHUPOBAHbI C IUIOXHM OTBETOM Ha
HanpasieHHble ipotuB HER2 crioco6sr Tepanmu. Mytauus BRAF V600E mpenTudguumnposana
NpU  KOJOPEKTaJbHOM pake. JlomomHutenbHble uUAEHTUUIMPOBaHHBIE MyTanun BRAF
BrirouaroT R46011 14628, G463E, G463V, G465A, G465E, G465V, G468A, G468E, N580S,
ES85K, D593V, F594L, G595R, L596V, T5981, V599D, V599E, V599K, V599R, V600K u
A727V. Heorpannuusaromuii npumep mnocnenosarenbHocty MPHK NRAS mnpusenen B
GenBank noxg Homepom NM_ 004333 — NP_004324.

III. Onucanue BAPHAHTOB OCYLIECTBJICHHUS

A. Crioco0pl jieueHus U yJIydIIeHus 3JI0KaueCTBEHHOTO HOBOOOPa30BaHUS
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[0067] B omHOM U3 acmeKTOB HAcTosilee M300PETeHHE OTHOCHUTCS K CIIOCOOY JICUSHHSI
Win yay4iieHus 3G eKkToB 3JI0Ka4eCTBEHHOIO HOBOOOpa3oBaHusl (HapuMep, KOJIOPEKTAIbHOTO
paka, paka MHUIIEBOMA, paKa XKeNyaKa, XOIaHMMOKapLIUHOMBI, HEMEJIKOKJIETOYHOTO PaKa JIETKHX,
paka MOYEBOTO Iy3bIps, pakKa >KEJIYHBIX IPOTOKOB, paka MOJIOYHOM JKeJe3bl I HX
KOMOMHALIMK) Y WHAUBUAYYMA, BKJIIOYAIOLIEMY BBEIEHUE WHAMBHIYYMY AaHTUTENA IPOTUB
HER2 B komOuHaumu ¢ TykaTHHUOOM. B HEKOTOPBIX MPEANOYTHUTENBHBIX BapHUaHTaX
OCYILIECTBIIEHHsS] CMOCOO JOMOJHHUTENIBHO BKJIIOYAET BBEIACHHE XHMHOTEPANEBTHYECKOTO
cpenctBa (Hampumep, aHTHUMeTa0OJWTa, TAKOro Kak KarmeuutabuH). B HEKOTOpBIX
NPEATIOYTUTENIbHBIX BAPHAHTAX OCYLIECTBJICHUS 3JI0KAYECTBEHHOE HOBOOOPA30BAHUE SIBJIETCS
HER2-nonoxwurensibiM ~ (Hanpumep, HER2 1+, 2+ wmm  3+) 370Ka4eCTBEHHBIM
HOBOOOpazoBaHMEeM. B HEKOTOpPBIX  BapHAaHTAX  OCYINECTBJICHUS  3JIOKAYECTBEHHOE
HOBOOOpA30BaHME SBJISIETCS METACTA3UPYIOIIMM 3JI0KAYeCTBEHHBIM HOBOOOpasoBaHueM. B
HEKOTOPBIX Cllydasix 3JI0Ka4eCTBeHHOe HOBooOpasoBanue siBisiercs HER2-monoskuTenbHBIM
METACTa3UPYIOIUM  3JI0KaYeCTBEHHBIM HOBOOOpa3OBaHMEM. B  HEKOTOpPBIX  BapuaHTax
OCYIIECTBIIEHHUsI ~ 3JIOKAYECTBEHHOE  HOBOOOpPAa3OBaHHE  SBJSIETCS  HEPE3EKTaOENbHBIM,
MECTHOPACTIPOCTPAHEHHBIM 3JIOKaYE€CTBEHHBIM HOBOOOPAa30BAHUEM.

[0068] Awnturtena nporuB HER2, mnonxondinee njs JedeHUs] WIH  YJIy4LIEHHs
3JIOKQYE€CTBEHHOTO HOBOOOPAa30BaHUsS CHOCOOAMH IO HACTOALIEMY M300PETEHHIO, BKIIFOYANOT, B
Ka4eCcTBE HEOrPAaHMYMBAIOLINX IPUMEPOB, TpacTysymad, mnepTy3ymad, amo—Tpacty3ymad
SMTaH3MH, MapreTykcumMad M HMX KOMOHMHaLUMIO. B HEKOTOpBIX BapHaHTaX OCYIIECTBIEHUS
antureno nporuB HER2 Bxmowaer Tpacty3ymal. B HeKOTOpBIX BapHaHTax OCYIIECTBIIEHHS
antuteno nporus HER2 Bkiroyaer koMOMHAIMIO TpacTy3yMada u neprysymada.

[0069] CnocoObl MO HACTOSLIEMY H300PETEHHIO MOXHO HCIOJNb30BaTh IS
NpOQUIAKTUKN WM JIEYeHUs JOOOro KOJIMYECTBAa 3JI0KAYeCTBEHHBIX HOBOOOpPA30BaHUIA,
BKJIIOYAsl  pa3ju4Hble COJNUAHBIE omyxohau, B dvactHoctH, HER2-nonoxurenbHbie
METaCTa3upyIIIUe  3J0OKAYeCTBEHHbIE  HOBOOOpa3oBaHUs. B HEKOTOpPBIX  BapUaHTaX
OCYIIECTBJIEHHsSI THUI 3JIOKAYeCTBEHHOTO HOBOOOPA30BAHMS, MOABEPraeMOro JICUEHHIO HIIH
YJIYYLICHUIO, BBIOPAH M3 TPYIIIbI, COCTOSLIEH M3 KOJOPEKTAJIBbHOTO paka, paka JKelyJaKa, paka
nerkux (Hampumep, HemenkokyierouHoro paka jerkux (NSCLC)), paka >KemT4HbIX MPOTOKOB
(HarmpuMep, XOJIAHTMOKAPILIMHOMBI, paka >KEIYHOrO Iy3bIpsi), paka MOUYEBOrO My3bIps, paka
NUINEBOJA, MEJIAHOMBI, paka SMYHHKOB, Paka MMEUeHH, paka MPeNCTaTeIbHOH JKele3bl, paka
NOJKETYAOYHOM JKeJe3bl, paka TOHKOrO KUIIEYHHKA, Paka TOJIOBBI U IIEH, paka MAaTKH, paka
MOJIOYHOH JKkeJie3bl M paka MeHKu MaTKi. B HEKOTOPBIX ciydasx crocoObl MOXKHO HCTIONB30BATh
s nedeHnss HER2-monokuTenpHBIX 371I0KaYeCTBEHHBIX HOBOOOPAa30BAaHUI HEW3BECTHOI'O
NepBUYHOTO THUMA. B HEKOTOPBIX  BapHaHTaxX  OCYLIECTBJIEHHS  3JIOKAUECTBEHHOE
HOBOOOpAa30BaHMeE, MOABEPraeMoe JICUEHUIO WJIH YIIYYIIEHHIO, BBIOPAHO U3 TPYIIIBL, COCTOSLIEH
U3 KOJIOPEKTAJIbHOTO pakKa, paka NHUIEeBONa, paka JKeIyAKa, XOJAHTHOKAPLHOMBI,
HEMEJIKOKJIETOYHOTO paka JIETKHX, paka MOYEBOIO IMY3bIps, paka MOJIOUHOW JKeNle3bl M paka
JKETYHBIX TIPOTOKOB. B  HEKOTOPBIX MPENMOYTUTEbHBIX BAapUAHTAX  OCYINECTBJICHHS

3JIOKa4YCCTBCHHOC HOBOO6pa3OBaHI/Ie ABJIACTCS PAKOM MOJIOYHOM KeJIe3bl.
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[0070] B HekOTOpBIX BapHaHTaX OCYLIECTBIEHHs 3JOKaYECTBEHHOE HOBOOOpPA3OBaHUE
SIBJIIETCS 3JI0KAYECTBEHHBIM HOBOOOpPA30BAaHMEM Ha MO3JHEH CTaguu. B HEKOTOPBIX BapHaHTax
OCYIIECTBJIEHHsI ~ 3JIOKAYECTBEHHOE  HOBOOOpa3OBaHWE  SBISIETCS ~ PE3UCTEHTHBIM K
JIEKaPCTBEHHOMY CPENCTBY 3JI0Ka4€CTBEHHBIM HOBOOOpa30BaHHEM (Hampumep,
3JI0KAYECTBEHHOE  HOBOOOpAa3OBaHWE  SBISIETCS  PE3UCTEHTHBIM K  LeTykcumMaly — HIIH
naHuTymymaly). B HEKoTOpeIX cilydasix 3JI0OKAUeCTBEHHOE HOBOOOPA3OBaHME SIBJISETCS
MYJIbTUPE3UCTEHTHBIM 3JIOKAYeCTBEHHBIM HOBOOOpasoBaHMEM. B HEKOTOpbIX BapHaHTax
OCYILIECTBJICHHUS] WHAMBHIAYYM HMEET 3JIOKAYeCTBEHHOE HOBOOOpPA30BaHUE, SIBJISIFOILEECS
PEeLUUANBHUPYIOLUTUM, pe(pakTepHbIM MM PE3UCTEHTHBIM K OTHOMY WM OoJiee JIeKapCTBEHHBIM
CPeACTBaM WJIM CIIOCO0aM Teparuy, SIBJISFOIIMMCS CTAHAAPTAMHU JICUEHHS IS 3JI0KAYE€CTBEHHOTO
HOBOOOpA30BaHMs, TOABEPraeMoOro JICYCHHI0. B HEKOTOPBIX Clly4dasx HHIUBHUAYYM HMEET
3JIOKQYEeCTBEHHOE HOBOOOPA30BAaHME, SIBISFOINEECS PELUAMBHPYIOLINM, peppaKTepPHBIM N
PE3UCTEHTHBIM K CTaHOAPTY JICUEHHs], BKIIIOYAIOIIEMY LETykcuMad Wi maHuTymymad. B
HEKOTOPBIX BapHaHTaxX OCYILIECTBJICHUS MAaILMEHTa paHee Jedwid (QTOPIUPUMUIHHOM
(Hampumep, S—¢TOpypanuioM, KameuuTaOMHOM), OKCAJIUIUIATHHOM, WPUHOTEKAHOM WJIH
aaturenom nporus  VEGF  (mampumep, OeBamusymaboMm, pamynupymabom,  3UB—
admbeprienToM), I TaKOE JIeUeHHE MPOTHBOIOKA3aHO HHANUBUIYYMY.

[0071] B HeKOTOpBIX BapHaHTAX OCYLIECTBJIEHHUS 1032 TYKAaTHHHOA COCTaBISIET
npudmmsutensio or 0,1 mMr mo 10 Mr Ha Kr Macchl Tella HWHOWBHAyyMa (Hampumep,
npubnusutensHo 0,1, 0,2, 0,3, 0,4, 0,5, 0,6, 0,7, 0,8, 0,9, 1, 1,5, 2, 2.5, 3, 3,5, 4, 4,5, 5, 5,5, 6,
6,5,7,7,5,8,8,5, 9,9,5 umu 10 Mr Ha Kr Maccel TeJla HHIUBUAYYyMa). B HEKOTOpPBIX BapUaHTax
OCYIECTBJIEHHSI 1032 TYKaTUHUOA COCTABISIET MPUOIU3UTENBHO OT 2 10 8 MI' Ha KI' MaccChl Tena
UHIUBHAyYMa (Hampumep, NpuONU3UTENIbHO OT 3 po 7, mpubnusurensHo ot 4 po 7,
npuOIU3UTENBHO OT 2,5 10 6; mpubnausurensHo 2, 2,5, 3, 3,5, 4, 4,5, 5, 5,5, 6, 6,5, 7, 7,5 unu 8).
B HekOTOpBIX BapHaHTaX OCYINECTBIEHHUS 103a TYKATUHMOA COCTaBsAeT NpUOIM3UTENbHO OT 10
mr u 100 Mr Ha Kr Macchl Tesia MHAUBUAyyMa (Hanpumep, npubmusurensho 10, 11, 12, 13, 14,
15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40,
41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95 wnu 100 Mr Ha K Macchl
TeNna WHAWBHUAyyMa). B HEKOTOPBIX BapHaHTax OCYLIECTBJCHHs 10332 TYKaTHMHHUOA COCTaBJISET
npuOIU3NUTENBEHO OT 1 Mr 1 SO Mr Ha KT Macchl Tejla MHAUBUAYYMa (HarpuMep, MPpHOIU3HTENbHO
1,2,3,4,5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29,
30, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49 unu 50 mr Ha kr
Macchl Tella HWHAMBHAyyMa). B HEKOTOpBIX ciydasx /032 TyKaTHHHOA COCTaBIISET
npuOIU3NTENBEHO SO MI Ha KT MacChl TeJla HHIAUBUAYYMA.

[0072] B HeEKOTOpPbIX BapHUaHTaxX OCYIIECTBJICHUS 032 TYKATUHHOA COIEPIKHUT
npudmm3uTensHo ot 1 mr u 100 mr (Hanpumep, npudmmsutensho 1,2, 3,4, 5,6, 7, 8,9, 10, 11,
12, 13, 14, 15, 16, 17, 18, 19, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95 unu
100 mr) tykatmHuOa. B HEKOTOPBIX BapHaHTaX OCYILIECTBIEHUS 1032 TYKaTHUHHOA CONEPIKUT
npubnusutensHo oT 100 Mr go 1000 mr (Hanpumep, npudmmsurensao 100, 105, 110, 115, 120,
125, 130, 135, 140, 145, 150, 155, 160, 165, 170, 175, 180, 185, 190, 195, 200, 205, 210, 215,
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220, 225, 250, 275, 300, 325, 350, 375, 400, 425, 450, 475, 500, 525, 550, 575, 600, 625, 650,
675, 700, 725, 750, 775, 800, 825, 850, 875, 900, 925, 950, 975 unu 1000 mr) Tykatuauda. B
HEKOTOPBIX BAapHAHTaX OCYIIECTBJIEHHUsS 1034 TYKaTMHHOa cocTaBisgeT mpubiausurenbHo 150,
200, 250, 300, 350, 400, 450 wnu 500 mr (Hampumep, NMPU BBEACHUHU ABAXKIbI B CyTKH). B
HEKOTOPBIX BAPHAHTAaX OCYINECTBJCHHUS 1034 TyKaTHHHMOA cocTtaBisieT mpudbausurensHo 300 mr
(HanmpuMmep, NpU BBEICHUH JBAXKABI B CYTKH).

[0073] B HeKOTOpHIX BapuaHTaX OCYINECTBICHUS 1032 TYKATHHHOA CONEPXKHUT IO
MeHbIneil Mepe npubamsutrenbHo or 1000 mr mo 10000 mr (Hampumep, MO MEHbIIEH Mepe
npubnusutensHo 1000, 1100, 1200, 1300, 1400, 1500, 1600, 1700, 1800, 1900, 2000, 2100,
2200, 2300, 2400, 2500, 2600, 2700, 2800, 2900, 3000, 3100, 3200, 3300, 3400, 3500, 3600,
3700, 3800, 3900, 4000, 4100, 4200, 4300, 4400, 4500, 4600, 4700, 4800, 4900, 5000, 5100,
5200, 5300, 5400, 5500, 5600, 5700, 5800, 5900, 6000, 6100, 6200, 6300, 6400, 6500, 6600,
6700, 6800, 6900, 7000, 7100, 7200, 7300, 7400, 7500, 7600, 7700, 7800, 7900, 8000, 8100,
8200, 8300, 8400, 8500, 8600, 8700, 8800, 8900, 9000, 9100, 9200, 9300, 9400, 9500, 9600,
9700, 9800, 9900, 10000 mnu Hosee Mr) TyKaTHHHOA.

[0074] B HekoTOpbIX BapHaHTax OCYIIECTBJICHUS 1032 TYKaTUHHUOA CONEPIKUT
TepaneBTHUeCKH 3(PQPEKTUBHOE KOJWYECTBO TyKaTHHMOAa. B  HEKOTOpBIX  BapuaHTax
OCYIIECTBIIEHHUs] 71032 TYKaTUHHOA COAEPIKUT KOJIMYECTBO TYKATHHHOA, MeEHbIIEe, YeM
TepaneBTHIeCKU 3()(HEeKTUBHOE KOJNYECTBO (HampuMep, MPU BBEACHUH MHOTOKPATHBIX 1103 IJIS
TOCTHDKEHUS JKENAeMOro KIIMHUYECKOTO MITH TEPAINeBTHYECKOro 3P dexTa).

[0075] B HexkoTOpbIX BapHaHTax OCYLIECTBJEHUsA pA03a aHTurena nporus HER?2
cocTasiisieT npuoausuTenabHo ot 0,1 mr mo 10 Mr Ha Kr Maccel Tejla UHAMBHIAyyMa (Harpumep,
npudmmsurensho 0,1, 0,2, 0,3, 0.4, 0,5, 0,6, 0,7, 0,8, 0,9, 1, 1,5, 2, 2,5, 3, 3,5, 4,45, 5, 5.5, 6,
6,5,7,7,5,8,8,5,9,9,5 unu 10 Mr Ha Kr Maccel TeJla HHAUBUAYYyMa). B HEKOTOpPBIX BapuaHTax
ocyuiecTyieHus no3a anrutena npotus HER2 cocrasmsier npubamsurensHo ot 10 mr go 100 mr
Ha KT MaccChl TeJla MHAUBUAYyyMa (Hanpumep, npudnusutensho 10, 11, 12, 13, 14, 15, 16, 17, 18,
19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44,
45, 46, 47, 48, 49, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95 unm 100 Mr Ha Kr macchl Tena
WHIMBUAYYMa). B HEKOTOpBIX BapHaHTax OCYLIECTBICHHMs nao03a aHtutena mnporus HER2
COCTaBJIIET MO MeHbIIeH Mepe npuOmmsurensHo or 100 mMr go 500 Mr Ha Kr Maccel Tena
UHIMBHUAYYMa (Hampumep, o MeHbluel mepe npudiamsurensao 100, 125, 150, 175, 200, 225,
250, 275, 300, 325, 350, 375, 400, 425, 450, 475, 500 unu OGonee Mr Ha KI' MacChl Tena
uHAMBHUAYYMa). B HekoTopelx ciydasx jpgo3a adturena nporuB HER2  cocrasnser
npuONU3UTENHO 6 MI' HA KI' MacChl Tella MHIMBUAyYMa. B Opyrux ciydasx nosa aHTHTENa
npotuB HER2 cocrapnsier npubnmusurenbHO 8 Mr Ha Kr Macchl Tella MHAWBUAyyMma. B
HEKOTOPBIX Ciydasix no3a antureia nporus HER2 cocraBmsier nmpuOmu3uTenpHO 2 Mr Ha Kr
MaccChl Tejla WUHAMBUAYyMa. B HEKOTOpPBIX Apyrux ciydasx po3a anrtutena nporus HER?2
COCTaBJIsIET NMPHUOIM3UTENbHO 20 MI' Ha KI' MacChl Tejla MHANBUAYYMa. B HEKOTOPBIX BapuaHTax
OCYIIECTBIIEHHs] BBOJAT HAYAJbHYIO YAAPHYIO 103y 8 MI/KI, a 3aTeéM BBOIST MOCJIEYIOLINE

O3BI 6 MI/KT.
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[0076] B HexkoTOpbIX BapHaHTax OCYLIECTBIE€HUsA nA03a aHTurena npotus HER?2
conepskut npuoIIm3uTeNbHO OT 1 Mr o 100 Mr (Hanmpumep, npubnmsurensHo 1, 2, 3,4, 5,6, 7, 8,
9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90,
95 umu 100 wmr) antutena nporuB HER2. B HekoTophIX BapwaHTax OCYINECTBICHHS 1032
antutena nporus HER2 copmepxkur nmpubmmsurensHo or 100 mr go 1000 mr (Hampumep,
npubmmsutensHo 100, 105, 110, 115, 120, 125, 130, 135, 140, 145, 150, 155, 160, 165, 170, 175,
180, 185, 190, 195, 200, 205, 210, 215, 220, 225, 250, 275, 300, 325, 350, 375, 400, 425, 450,
475, 500, 525, 550, 575, 600, 625, 650, 675, 700, 725, 750, 775, 800, 825, 850, 875, 900, 925,
950, 975 wnu 1000 mr) antutena npotus HER2.

[0077] B HexkoTOpbIX BapHaHTax OCYLIECTBJIEHUs po03a aHTturena nporus HER2
cogepxut npudbmusutensHo ot 100 mr go 400 mr (Hampumep, npubnusurensao 100, 125, 150,
175, 200, 225, 250, 275, 300, 325, 350, 375 unmu 400 mr) antutena npotuB HER2. B kadectse
HEOTPAaHMYHUBAIOINETO TPUMEpa, MPH HCIOJIBb30BAaHUHM A03bI 6 MI/KI 1032 JJsl MHAHBHIYYMa
maccoit 50 xr cocraisier nmpuOnusutenbHo 300 Mr. B xadecTBe Apyroro HEOrpaHHMYHBAIOIIETO
npuMepa, MPH UCTIONB30BAaHUH J03bI 8 MI/KT 1032 Ul MHAWBHAYYMa Maccoi SO Kr cocTaBisieT
npubnusuTensHo 400 Mr.

[0078] B HexkoTOpbIX BapHaHTax OCYLIECTBJIEHUs p03a aHTturena npotus HER?2
COIEPKHUT IO MeHblIel Mepe mpudbmusutenbHo ot 1000 mMr mo 10000 mr (Hampumep, mo
MeHblIel Mepe nmpubmmsurensao 1000, 1100, 1200, 1300, 1400, 1500, 1600, 1700, 1800, 1900,
2000, 2100, 2200, 2300, 2400, 2500, 2600, 2700, 2800, 2900, 3000, 3100, 3200, 3300, 3400,
3500, 3600, 3700, 3800, 3900, 4000, 4100, 4200, 4300, 4400, 4500, 4600, 4700, 4800, 4900,
5000, 5100, 5200, 5300, 5400, 5500, 5600, 5700, 5800, 5900, 6000, 6100, 6200, 6300, 6400,
6500, 6600, 6700, 6800, 6900, 7000, 7100, 7200, 7300, 7400, 7500, 7600, 7700, 7800, 7900,
8000, 8100, 8200, 8300, 8400, 8500, 8600, 8700, 8800, 8900, 9000, 9100, 9200, 9300, 9400,
9500, 9600, 9700, 9800, 9900, 10000 uu 6onee mr) antutena npotus HER2.

[0079] B HexkoTOpbIX BapHaHTaX OCYLIECTBJIEHUs no03a aHTurena nporus HER2
conepkuT TepaneTruecku dpdexTuBHoe KoNMdyecTBo antutena npotuB HER2. B HekoTOpbIX
BapUaHTaxX OCYLIECTBIEHUs no3a aHturena npotuB HER2 copepxkuT KoaW4ecTBO aHTUTENA
nporus HER2, meHbinee, yem TepaneBTHYeCKH 3PPEKTHBHOE KOJIUYECTBO (HANpUMeEp, MpH
BBEICHUM MHOTOKPAaTHBIX JA03 Ul  JOCTHKEHMsI  JKEJIaeMOro  KJIMHUYECKOro  WIH
TeparneBTHYECKOro 3¢ dekra).

[0080] B HeKkOTOpBIX BapHaHTaX OCYIIECTBJCHHsS J03a aHTuMeTaboiuTa (Hampumep,
KareuTabnHa) COCTaBiseT npubmmsuTensHo or 100 Mr go 2000 Mr Ha MM’ IUIOIaxH
MOBEPXHOCTH Tejla MHAMBHAyyMa (Hampumep, npudmusurensao 100, 150, 200, 250, 300, 350,
400, 450, 500, 550, 600, 650, 700, 750, 800, 850, 900, 950, 1000, 1050, 1100, 1150, 1200, 1250,
1300, 1350, 1400, 1450, 1500, 1550, 1600, 1650, 1700, 1750, 1800, 1850, 1900, 1950 nnu 2000
MI Ha MM’ IUIOMIAIH MOBEPXHOCTH TeJNa WHAMBHIAyyMa). B HEKOTOpBIX ciy4asx [103a
aHTUMeTadonuTa cocrasisier npudnusurenbHo 1000 mr Ha MM® TUTOIIAH IIOBEPXHOCTU TeJa
UHIUBUAYYMA. B HEKOTOPBIX Cilyyasx 103a aHTUMETA0OJINTA COCTABIAET NMPHONIU3UTENbHO 1250

MI' Ha MM2 mjaomanu nNOBEPXHOCTU TECJIa UHAUBUAYYMaA.
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[0081] B HekOTOpBIX BapHaHTaX OCYIIECTBJCHHsS J03a aHTHUMeTadojuTa (Hampumep,
kareuuTabuna) cogepkut npudmm3uTensHo ot 100 mr 1o 4000 Mr (HarmpuMep, MPUOITH3UTEITBHO
100, 150, 200, 250, 300, 350, 400, 450, 500, 550, 600, 650, 700, 750, 800, 850, 900, 950, 1000,
1100, 1200, 1300, 1400, 1500, 1600, 1700, 1800, 1900, 2000, 2100, 2200, 2300, 2400, 2500,
2600, 2700, 2800, 2900, 3000, 3100, 3200, 3300, 3400, 3500, 3600, 3700, 3800, 3900 unu 4000
Mr) karerurabruHa. B HEKOTOPBIX BapuaHTax OCYILIECTBICHHS 1032 AHTUMETAOONTa COCTABIIAET
npubnusutensHo 150, 300, 450, 500, 600, 650, 750, 800, 900, 950, 1000 wnu 1100 mr. B
HEKOTOPBIX BapHAHTaX OCYLIECTBIEHMs 1032 KameuutabuHa Haxoautcsi B Tabnerkax 150 wim
500 wmr.

[0082] B HeKkOTOpBIX BapHaHTaX OCYIIECTBJCHHS a03a aHTuMeTabosiuTa (Hampumep,
KarenuTtabMHa) COAEPIKUT TepaneBTHYeckn 3((eKTHBHOE KOMM4ecTBO aHTUMerabonurta. B
HEKOTOPBIX BApUAHTAaX OCYLIECTBICHUS 032 AaHTUMETabOJUTa COAEPIKUT KOJIUYECTBO
AaHTUMETA0ONIUTa, MEHbIIEE, YeM TEPareBTUUYCCKU 3PPEKTHBHOE KOJIHYECTBO (HAmpUMeEp, MPH
BBEICHUM MHOTOKPAaTHBIX JA03 JUIsl  JOCTHKEHMsI  JKEJIaeMOro  KJIMHMYECKOro  WMIIU
TepaneBTHYeCKOro 3 dexra).

[0083] /laHHbIE, MOJNyYEeHHbIE, HAMPUMED, B UCCIIEIOBAHUSIX HA KMBOTHBIX (HampHUMeEp,
IPpI3YHaX W 00e3bsHaX) MOXKHO HCIOJb30BaTh Ui COCTaBJICHUS [AHMANa3oHa 103 Ui
UCTIONIb30BAHUS Ha JMOsX. Jl03a COeNMHEHHI 10 HACTOSIIEMY H300PETEHHIO, MPENOYTUTEIBHO,
NomagaeT B JMANA30H KOHLEHTpAaUWHd B KPOBOTOKE, BKJIOUaromux EDsy ¢ HeOobIIoH
TOKCHUYHOCTBIO MK Oe3 Hee. J[03a MOXKET BapbUPOBAThCS B 3TOM AHMANa3OHE B 3aBUCHMOCTH OT
UCTIONIB3YeMON JIEeKapCTBEHHOH (opMbl M MyTH BBeAeHHs. B ciydae mr000H KOMITO3UIUH
(Harmpumep, copxepikameil koMOMHanuir TykaTuHuOa, aHturena npotuB HER2  wmm
KaneuuTabMHA) JUIA  UCIONB3OBaHMS B CHOCO0aX MO M300pETEeHHIO, TepaneBTHYECKU
5 PEKTUBHYIO 103y MOYKHO OLIEHHUBATh UCXOIHO C MOMOIIBIO aHAJIM30B KYJIbTYp KieToK. Jlo3y
MO>KHO COCTAaBJISITb B MOJENSX HA JXMBOTHBIX ISl AOCTMKEHMsI AMANa30HA KOHLIEHTPALUN B
wiasme, Brmovaromero ICsy (KOHLIEHTpaluu TeCTUPYEMOTO COSIUHEHUsI, C TTIOMOIIBI KOTOPOIt
JOOCTUTAIOT MOJYMaKCUMAJIBHOTO MHTMOUPOBAHMS CHMIITOMOB), YTO OINPENENSIOT B KYJBTYpe
KJeTok. Takyro HWHGPOPMALMIO MOXKHO HKCIIOJNB30BaTh MAJIsi OOJiee TOYHOrO OINpeneIeHUs
NOAXOAAIINX 103 Yy JIoAeH. YPOBHU B IUIa3ME€ MOKHO HU3MEpPSTb, HAIPUMEP, MOCPEACTBOM
BBICOKO3( () EeKTUBHOM KUIKOCTHOM Xpomartorpaduu (BIXKX).

[0084] Kpome Toro, crueayer IOHUMATb, YTO TMOAXOASIINE JO3bl KOMIO3WULIUU
(Hampumep, coxepikamedl KOMOMHaUWIO TykaTuHHOa, aHturena mnporuB HER2  wm
KarenuTabnHa) 3aBUCST OT AKTUBHOCTH KOMITO3MLIMU B OTHOLIEHWH JOCTUIAEMOTO JKEIaeMOTO
s¢pdexra. Korma wmiekonuraromemy HeEOOXOOUMO BBOAWTH ONHY WM Oojiee U3 3THX
KOMITO3ULIMM, Jle4alluil Bpad, BETEPUHAP WJIM HUCCIEeNOBaTeNlb, HAPUMEpP, CHadajga MOXKET
NPONMKCBIBATh OTHOCHUTEIBHO HHU3KYK [03y, 3aTeéM IMOBbIIAasi J03y A0 AOCTUXKEHHUs
COOTBETCTBYIOLIErO oTBeTa. Kpome Toro, cnenyer moHuMaTh, YTO KOHKPETHBIM YPOBEHD 403 AJIs
m000r0 KOHKPETHOTO MIIEKONHTAIOMIEr0 3aBHCUT OT PAa3JIMYHbIX (PAKTOPOB, BKIIKOUAS
AKTUBHOCTb KOHKPETHOH HCIIOJIb3YEMOI KOMITO3ULIMH; BO3PACT, MAcCy Tesa, o0Iee COCTOSHUE

3A0POBbA, IMOJT U MUTAHUC UHAUBUAYYMA, BPEMs BBCIACHUs, IIYTb BBEACHUA, CKOPOCTh U criocod
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BbIBEZICHUST, 3P (PeKThI TFOObIX KOMOWHAIMHN JIEKAPCTBEHHBIX CPEICTB M CTENEHb SKCIIPECCHH UITH
AKTUBHOCTH, TIOUIEKALTUX MOIYJISILIUH.

[0085] B ompeneneHHBIX BapHaHTaX OCYIIECTBJIEHUS WUHAUBUAYYMY  BBOAST
KOMOMHaIMI0 TykaTuHuOa, anturena mnporuB HER wnm  antumerabonura (Hampumep,
kaneuutabuHa). Ecnu MHAMBHAYYMY COBMECTHO BBOZST TyKaTWHUO, aHTHTeno nmpotu HER2
WIN aHTUMETa0OoNHUT, TyKaTHHUO, anTuTeno npotus HER2 nnn antnMeTabomutT MOKHO BBOIUTD
OJJHOBPEMEHHO HJIM MOCJIE0BaTeNbHO. B HEKOTOpPBIX BapHaHTaxX OCYIIECTBJIEHHUs] AHTUTENO
nporus HER2 wnu aHTHMMeTaOOMUT BBOIAT BO BpEMsl BBEIEHHs TyKaTHHHOA. B HEKOTOpBIX
BapHaHTax ocyuecTsiaeHus aHtuteno npotuB HER2 wunm anTumerabonut BBOIST mepen
BBEJICHUEM TyKaTHHHOA. B HEKOTOPBIX BapuaHTax oCyliecTBiIeHus aHTuTeno npotus HER2 unn
AHTUMETA0ONUT BBOAST TOCJTE BBEACHUS TykaTuHHOA. TykaTWHHMO W KamenuTaOMH MOKHO
BBOJIUTh COBMECTHO HJIM TOCJIEIOBATENbHO (HANMPUMEp, TYKATUHHO MOXXHO BBOAMTBH IO WU
TocJie KanenuTaduHa).

[0086] B HEKOTOpBIX BapHaHTaX OCYIIECTBIEHHUsS TyKaTWHUO W aHTuteno nporus HER2
WIA aHTHMETaOOJNUT BBOAST OOHOBPEMEHHO. B HEKOTOPBIX BapHaHTaX OCYLIECTBIEHHS
TykatnHuO U antuTeno npotus HER2 wnn anTMeTabonuT HE BBOAAT OAHOBPEMEHHO, & BBOMST
OMHAKOBOE KOJHMYECTBO Pa3 B CYTKH, WM OAWHAKOBOE KOJHYECTBO pa3 B HEAEINI0, WIIH
OJIMHAKOBOE KOJIMUECTBO Pa3 B MeCAL (HAIIPUMED, BCE BBOIAT Pa3 B CYTKH, ABAKIBI B CYTKH, pa3
B HENENI0, ABAKABI B HENENIO U T.7.). B HEKOTOPBIX BapuaHTaxX OCYINECTBJICHUS TYKATHHHO,
aarureno mnporuB HER2 wnm anTUMeTra0oiauT BBOIAT MO pasHbIM cxemaM. B kauectse
HEOTPaHMYMBAIOINErO MPHUMEpa, TYKAaTMHUO BBOAAT pa3 B CyTKH, a aHTHTeno npotuB HER2
BBOJAT ABAXKIBl B CYTKH, WM HA0OOpOT. B KadecTBe Apyroro HEOrpaHWYMBAIOLIETO MPUMEPA,
TYKaTUHHO BBOIAT pa3 B CyTkH, a aHTHTeso npotuB HER2 BBozAT pas kaxabie 2, 3, 4, 5, 6 uin
Oonee nHell, mwmu HaoOopor. Cnemnmanucram B 5TOH 00JacTH Takke OyOeT MOHSTHO, YTO
HEKOTOpble (akTOpbl MOTYT BJIMATH HA J03y U BPEMEHHOH pEXUM, HEOOXOAUMBIE IS
3¢ (eKTUBHOTO JIeUeHUs] UHAMBUAYYMa, BKJIIOYAs, B Ka4eCTBE HEOTPAHUYHMBAIOLINX MPHMEPOB,
TSDKECTb 3a00JIEBaHUSI WM 3JI0KAYECTBEHHOTO COCTOSHUS, MPEAIIECTBYIOIIEe JieueHue, olree
COCTOSIHUE 3/I0POBbsSI WJIM BO3PACT MHAMBUAyYMa M ApPyrue umeromuecs: 3adoneBanus. Kpome
TOTO, JICYCHUE MHIMBHIYYMa C HUCIOJIb30BAHHEM TEParneBTU4YeCKU 3(PPEeKTHBHOrO KOJIMYECTBA
KOMIO3UINH (HampUMep, Conmepskalieil KoMOWHAIMID TykaTuHuOa 1 anturena npotus HER2)
MOJKET BKJIFOYaTh OJJHOKPATHOE BBEJEHHE WIIH, TIPENIIOUTUTEIBHO, KYPC JICUSHHS.

[0087] OntumanbHbie H03bI, TOKCUYHOCTb W TepaneBTHueckas 3((HEeKTUBHOCTD
KOMITO3UIINI (HampuMmep, comepkaiux KOMOWHAIMIO TykaTuHHOa u aHTtutena npotus HER2),
BBOJIMMBIX CIIOCOOAMH MO HACTOSIIEMY H300PETEHHI0, MOTYT BaPbHPOBATHCS B 3aBHCUMOCTH OT
OTHOCHTEJIbHOW aKTUBHOCTH BBOAMMOHN KOMITO3ULIMH, U X MOYKHO OIPENENSATh CTAaHAAPTHBIMU
(apMaeBTHIECKUMH CIIOCO0aMHU B KYJIbTYPax KJIETOK WJIM Ha SKCIEPUMEHTAJIbHBIX JKUBOTHBIX,
Hanpumep, onpenenssi LDsy (mosy, neranpayro mis 50% monymsiuuu) u EDsg  (mo3y,
tepaneBTiuecku dpdextuBnyro st 50% monymsiuum).  COOTHOLIEHHWE 03  MEXKIY
TOKCHUYECKUMH U TepaneBTHYECKUMH 3(dexTamMu mnpencraBiseTr coOOH TeparneBTUYeCKHi

WHJIEKC, U €r0 MOXKHO BbIpakaTh Kak cooTHolieHne LDsy/EDsg. IIpeanouTurenbHbIMU SBISIOTCS
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CpeAcTBa, AEMOHCTPHpYIOIIHe OONbIINE TEParneBTUYeCKHe HHAEKCHl. XOTS  MOXKHO
UCTIOJIB30BATh CPEACTBA, JNEMOHCTPUPYIOLINE TOKCHYecKrne mobounble 3¢ ¢eKThl, HEOOXOIUMO
cOOII0IaTh OCTOPOKHOCTD MPH AM3aiHE CUCTEMbI JOCTABKH, HANPABJSIOIINE TAaKUE CPENCTBA B
y4acTOK MOBPEXACHHON TKaHW, JJIs1 MMHUMU3ALMKU MOTEHLUAJIbHOIO BpEAa sl HOPMAJIbHBIX
KJIETOK U, TAKUM 00Pa30M, YMEHBIIEHHs TOOOYHBIX 3PP EKTOB.

[0088] OnTumanbHBIE CXE€Mbl BBEACHHUS MOXKHO BBIYHCISTH C TMOMOIIBI) H3MEPEHHI
HAKOIUIEHUS AaKTHUBHOIO MHIPEJUEHTAa B OpraHu3Me HHAuBUAyyma. B OCHOBHOM, n03a
COCTaBJyisieT OT mpuOIM3uTEeNbHO 1 Hr mo npubnusurenbHo 1000 Mr Ha Kr Maccel Teja, U ee
MO’KHO BBOJUTBH OAMH pa3 WM OoJjiee B CYTKH, HEAE0, Mecsl wiu rof. Crnenuaauctel B 3TOH
00JJaCTH JIETKO MOTYT ONPEAENSATh ONTHMAaJbHBIE JO3bI, CIOCOOBI BBEICHUS U YaCTOTY
nosropeHust. Crenuamuct B 5TOW OONACTH MOXKET ONPEeNeNsiTh ONTUMANBHYK A03y JUIA
BBEJICHUS] KOMOMHAUMHU TykaTuHuOa, antutena npotus HER2 wnm xanenuraObuHa udenoBeky C
MOMOIIBIO OOIIETIPHHSATHIX MPOTOKOJIOB, U3BECTHBIX B 3TOW 00JACTH M ONMHCAHHBIX B HACTOSIIIEM
OMHUCAHUMU.

[0089] Ecmu TtykatuauO, antureno mnporuB HER2 wmu aHTUMETaOONUT BBOAST
OJHOBPEMEHHO WJH TIIOCIENOBATEIbHO, 03Bl TykKaTuHuOa, antutena nporus HER2 wmm
AHTUMETA0ONIUTa MOTYT SIBIATHCS JEOOOH 10300, MpeACTaBIeHHON B HACTOSIIEM OmucaHuu. B
HEKOTOPBIX BapHAaHTaX OCYIIECTBIEHHsI I03bl TyKaTHHHOa, aHTuTena npotuB HER2 wumm
aHTUMETa0ONIUTa TPEACTABIAOT Cco00H TepameBTuuecku d(pdexkTuBHple KoiamyecTBa. B
HEKOTOpPBIX ~ BAapUAHTAX OCYINECTBJIECHUS 11032 TYKAaTMHUO SBISETCS  TePaneBTUYECKH
3¢ ¢deKTUBHBIM KONMUYECTBOM, U no3a aHTurena npotuB HER2 wnu antumerabonura sBrsOTCS
MEHBLIUMH, YeM TepaneBTudecku 3¢dexTuBHOe KonuyecTBo (T.e. OAHY wuiau Oojee
nocienyroumux no3 anturena npotuB HER2 wnm antumerabonura BBOOAT A1 BBEAEHUS
VUHIUBHAYYMY TepaneBTH4YeCKH 3(P(EeKTUBHOro Koau4yecTBa). B  HEKOTOpBIX BapHaHTax
ocyuiecTBieHus 1o3a anTuTena nporus HER?2 mmn anTuMeTadonuTa SBISIOTCS TEPANeBTUYECKU
3¢ (EeKTUBHBIM KOJIMYECTBOM, a 1032 TYKATUHUOA SIBJISIETCS MEHbLICH, YeM TeparneBTUYECKH
s dexTuBHOE KOIMUECTBO (T.€. ONHY WK OOJiee MOCIEAYIOIUX 03 TYKaTUHHOA BBOIST IJIs
BBEJICHUS] MHAMBHAYYMY TEpaneBTHYECKU 3PPEKTUBHOrO KONIUYEeCTBA). B HEKOTOPBIX Cityyasix
no3a TykatuHuOa coctaBisier nmpubmmsurenbHo 150, 200, 250 ugm 300 mr (Hampumep, npu
BBEJICHUU JBAKIBI B CYTKH), 103a aHtutena npotus HER2 cocrasmsier mpubnusurensHo 2 mr, 6
MTI WA 8 MI' Ha KI' MacChl TeJla HHAUBUAYyyMa (HampuMep, MPU BBEIEHUH Pa3 B CYTKH WIH pas3
Kaxnple 2, 3,4,5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21 unu Oonee nHei), min
no3a aHtuMerabonuTa cocraBisier nmpuOnmsutenbHo 1000 Mr Ha MM® TUIOLIAZH IIOBEPXHOCTU
TeNna WHAWBUAYYMa (HampuMmep, NMPH BBEICHUU IBAXIbl B CYTKH). B apyrux cinydasx nosa
TykatuHuOa cocrasnsier npudausutensHo 150, 200, 250 wmu 300 Mr (HanpuMep, Py BBEAESHUH
OBKOBl B CYTKH), nmo3a aHtutena nporuB HER2 cocrasnser npuOmmsurensHo 600 wmr
(HampuMmep, MpU BBEIEHUH pa3 B CYTKU WK pa3 Kaxkaeie 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 13, 14,
15, 16, 17, 18, 19, 20, 21 wuu Oonee paHeW), wiIM J03a AHTUMETaOOJUTA COCTABJISIET
npubnusutensHo 1000 mMr Ha MM TUIOLIAZH MOBEPXHOCTH TeJla MHAWBUAYYMA (HampuMmep, mpu

BBEJIEHUH JIBAXK/IbI B CYTKH).
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[0090] Ecmu tykatunuO, antureno nporme HER2 wnmm antumera®omut BBOZAT
WUHAUBUIYYMY COBMECTHO M OAHOBPEMEHHO, MX MOXHO BBOAWUTb OJHUM IyTEM WM Pa3HbIMU
nyTsiMU. B kauecTBe HEOrpaHMUYMBAIOIIErO NpUMeEpa, TYKATMHUO WM aHTHUMETaOOJUT MOXKHO
BBOAUTDH NEPOpabHO, U aHTUTENO0 NpoTuB HER2 MOXHO OAHOBpEMEHHO BBOAUT BHYTPUBEHHO,
BHYTPUMBILIEYHO, TOAKOKHO WJIK UHTPANIEPUTOHEANIBHO.

[0091] B ciydae mocienyroimero COBMECTHOTO BBEIEHUS] TYKaTUHHO MOKHO BBOIUTh JIO
antutena nporuB HER2 wnm antumeraGomura, wim HaoOOpoT. B HekoTOpBIX BapuaHTax
OCyILIECTBIIEHHUs] TyKaTMHUO W aHtuteno npotus HER2 wnu aHTHMMETaOONUT BBOAST OJHUM
IyTeM, HO BBeJeHHe TyKaTHHUOA U aHtuTena nporue HER2 wnu kanermrabuHa OCyLIECTBISIFOT
C HEKOTOPBHIM BPEMEHHBIM UHTEPBAJIIOM. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHUS TYKATUHUO U
antureno npotuB HER2 wnu aHTHMETa00IMT BBOIAT PA3HBIMU MYTSMH, U BBEICHUE TYKAaTHHUOA
u anturena npotus HER2 wim aHTMMeTaboiMTa OCYLIECTBISIFOT C HEKOTOPBIM BPEMEHHBIM
UHTEpPBAIOM. B KkadecTBe HEOrPAHWYMBAKOLIETO MPUMEPA, TYKATUHUO BBOIAT MEPOPATBHO, a
3areM antuteno mnpotuB HER2 Beomar ppyrum mnyTtem (HampuMep, BHYTPUBEHHO,
BHYTPUMBIIIEYHO, TTOAKOXKHO, BHYTPHOMYXOJIEBO MM WHTPANEPUTOHEATHHO) Yepe3 HEKOTOPOe
Bpemsi, i HaoOopoT. Kpome Toro, aHTUMeTaboIUT MOKHO BBOJUTH NEPOPATBHO A0 WIIH MOCTE
TykatnHuOa nim antutena nporus HER2.

[0092] B ciyyae mocnenyromero COBMECTHOTO BBEACHHUS CIIELHAIUCT B 3TOH OOJIACTH
JIETKO MOXET ONpEeNeNsThb COOTBETCTBYIOLIMII BPEMEHHOH UHTEpBal MEXIy BBEICHHEM
TykatuHuOa # Apyroro cpencrsa wiau  cpeacts (T.e. aHturena mnpotus HER2  wmm
aHTUMeTadonuTa). B HEKOTOPBIX BapUaHTaX OCYLIECTBJIEHHs BBEIEHHE TYKaTMHHUOA U IPYroro
CpeICTBa WIN CPEICTB OCYIIECTBISIIOT C MHTEepBajioM npubmusurtensHo 1, 2, 3,4, 5,6, 7, 8, 9,
10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35,
36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49 50, 51, 52, 53, 54, 55, 56, 57, 58, 59, 60 umm
Oonee MuHYT. B HEKOTOpPBIX BapHaHTaX OCYLIECTBJIEHHsS BBEACHHE TYKaTHHHOA W JIPyroro
CpeICTBa WM CPENCTB OCYIIECTBISIIOT ¢ MHTepBajoM npubausutenbho 1, 2, 3,4, 5,6, 7, 8, 9,
10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24 umu Gonee 4acoB. B HEKOTOPHIX
BAPUAHTAX OCYIIECTBJICHUS BBEACHUE TYKaTHHMOA W JPYroro CpencTBa WM CPEncTB
OCYIIECTBJISIIOT ¢ UHTEpBaJIoM npubnusutenbHo 1, 2, 3, 4, 5, 6, 7 unu Gonee aHeil. B HeKoTOpBIX
BApPUAHTAaX OCYIIECTBJCHUS BBEICHHWE TYKAaTHHUOA W JPYroro Cpencrsa WIH CpPEACTB
OCYIIECTBJISIIOT ¢ MHTEpBAJIOM npuOmmsutensho 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12 wmu Gonee
Henesnb. B HEKOTOPBIX BapHaHTax OCYINECTBJICHUS BBEICHHE TYKAaTHMHHOA M PYrOro CpeacTBa
WK CPEACTB OCYIIECTBIISIIOT C MHTEpBaJIoM npuOm3uTensho 1, 2, 3, 4,5, 6,7, 8,9, 10, 11, 12,
13,14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24 unn Ooniee MECSILIEB.

[0093] B HeKOTOpBIX BapuUaHTaX OCYILIECTBJIICHUS TYKATUHUO W JPyroe CPencTBO WM
cpexnctsa (1.e. anTHTeno nporus HER2 wnu anTiMeradonut) BBomar 1, 2, 3, 4, 5 wim Oonee pas
B CYTKU. B HEKOTOPBIX BapuaHTax OCYLIECTBIEHHA TYKATHHUO U JPYroe CPeaCcTBO WM CPEACTBA
(mampumep, antureno npotus HER2 u xummoTepaneBTudeckoe cpeacTso) Beomst 1, 2, 3, 4, 5,

6, 7 wiu Oonee pa3 B Hele0. B HEKOTOPBIX BapraHTaX OCYIIECTBJICHHS TYKaTUHUO U Pyroe
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CpencTBO WU cpencTsa BBOIAT 1, 2, 3,4, 5,6, 7,8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20,
21,22, 23,24, 25,26, 27, 28, 29, 30 unu Gonee pa3 B MeCsLI.

[0094] B HeKOTOpBIX BapuUaHTaX OCYLIECTBJICHUS TYKATUHUO U JAPYroe CPEencTBO WIIH
CpencTBa BBOAST pa3 mpuOmusuTenbHo Kaxnbie 1, 2, 3,4, 5, 6, 7, 8, 9, 10 unu Gonee nueit. B
HEKOTOPBIX BApUAHTAX OCYILECTBJIEHUS TYKATUHHO M IPYroe CpeiAcTBO WM CPEACTBA BBOISAT
npubMu3uTeNbHO pa3 kaxkabie 1, 2, 3, 4 wunu Oonee Hemenu. B HEKOTOPBIX BapuaHTaxX
OCYLIECTBJICHUs] TYKaTUHHO W JPyroe CpeACTBO WM CPEACTBA BBOIAT Pa3 NPUOIM3UTENBHO
kaxnapie 1,2, 3,4,5,6,7,8,9, 10, 11, 12 unu 6oee MeCSILIEB.

[0095] Tlocne ycCHemHOro JieYeHHs KENATEIbHOH MOXKET OBbITh TOIAEePKUBAIOIIAS
Tepamusi  MHOUBUAYyMa Ui NPOQUIAKTHKH  PELUAMBHPOBAHUS  3JIOKAYECTBEHHOI'O
HOBOOOpa3oBaHMs (HAmNpUMep, KOJOPEKTAJbHOTO paka, paka TMHIIEBOAA, paka >KeIyakKa,
XOJIAHTMOKAPIIMHOMBI, HEMEJIKOKJIETOUHOTO paka JIeTKUX, paka MOYEBOrO Ty3bIps, paka
JKEITYHBIX TPOTOKOB, PaKa MOJIOYHOH JKeJIe3bl HIIH HX KOMOMHALINY).

[0096] CnenmanucThl B 3TOH 0OJNACTH MOTYT OINpPENeNsaTh TepaneBTHdeck 3pdexTuBHOE
KOJINYECTBO, OCOOEHHO C y4Y€TOM NOAPOOHOrO OINWCAHMS, MPEACTABICHHOTO B HACTOSIIEM
ormucannu. Kak mnpasuno, s¢dexrnBHOE wIM TepaneBTHYEeCKd >PPEKTUBHOE KOJIUYECTBO
KOMITO3UIINH (HAmpuMep, cozaepskaiieldl KOMOWHAIMIO TyKaTMHHOAa W APYroro CpeacTBa WU
CPEACTB) OMPENENSIOT, CHaYala BBOIS HU3KYIO 103y HUIM HEOONBIIOE KOJHMYECTBO KOMITO3HIIHY,
a 3aTeM MOCTENEHHO MOBBIIIAsi BBOAUMYIO 03y WJIN O3Bl A0 JOCTHXKEHUS KelaeMoro s dexra
y TOJBEPraeMoro JEUEHHI0O HHAWBUAYYMA C MHHHMMAJIbHBIMH TOKCHYECKUMH MOOOYHBIMHU
s¢pdexramu nmm Oe3 HUX.

[0097] OcyimecTBisiIOT OJHOKPATHOE WM MHOTOKPAaTHOE BBEACHUE KOMIIO3ULIUU
(Hanmpumep, copepskamiedl KOMOMHAIMIO TyKaTMHUOA M JIPYyroro CpeacrBa MM CPEACTB) B
3aBHCHMOCTH OT JO3bI M YaCTOThI BBEJEHMs, HEOOXOAMMBIX MALMEHTY U MEPEeHOCHMBbIX UM. B
moOoM cilydae, KOMITO3HLIUS AOJDKHA 00€CNeunBaTh JOCTATOYHOE KOJINYECTBO KOMIO3HULIUH JUIS
3¢ dexkTuBHOrO JieyeHus: mnanueHta. Kak mpaBuio, 103a SBJSIETCS JOCTAaTOYHOM  JAJist
PO UIAKTHKY, JICYSHUST WK yiy4dlieHus 3G(eKToB, CHMITOMOB WM MPU3HAKOB 3a00I€BaHUs,
HE MPHUBOZS K HEMPUEMJIEMOH TOKCHYHOCTH JJ1s1 TIALIUEHTA.

[0098] B HekoTOphIX BapuaHTaX OCYIIECTBJIEHUS JICYCHHUE WHIMBHAYYMa BKIIFOYAET
UHTUOMPOBaHHWE  pOCTAa  KJIETOK  3JIOKAYeCTBEHHOrO  HOBOOOpa3oBaHus  (Hampumep,
KOJIOPEKTAJIbHOTO ~ paka, paka NHUINEBOJA, paka  JKeNyOKa,  XOJAHTHOKAPLTHOMBI,
HEMEJIKOKJIETOYHOTO paka JIEKHX, paka MOYEBOIO Iy3bIPs, paka >KEIYHBIX MPOTOKOB, paka
MOJIOYHOH JKeJie3bl WJIM UX KOMOWHAIMM), MHrUOWpOBaHUE Mpojudepanny 3J10Ka4eCTBEHHBIX
KJIETOK, HWHTHOMPOBAaHME MUTPALMM 3JIOKAYECTBEHHBIX KJIETOK, HWHTMOMPOBAHHE WHBA3HH
3JIOKAYECTBEHHBIX KJIETOK, CHIDKEHHME WJIM 3JIMMUHALMIO OFHOrO WM Ooyiee MPH3HAKOB HIIN
CHUMIITOMOB 3JIOKa4eCTBEHHOIO HOBOOOpA30BaHUs, YMEHbIICHHE pasMmepa (Hampumep, odbema)
3JI0KAYE€CTBEHHOTO HOBOOOpa30BaHUs, CHIDKEHHUS KOJINYECTBA 3JI0KaUE€CTBEHHBIX
HOBOOOpPA30BaHMM, CHIDKEHHSI KOJIMYECTBA 3JJ0KAYECTBEHHBIX KJIETOK, HHIYLIUPOBAHHE HEKPO3a
3JIOKAYECTBEHHBIX KJIETOK, ITMPOINTO3a, OHKO3a, alloNnTo3a, ayToparui UM Apyrux BUAOB rHOenu

KJICTOK, IOBBINICHUEC BPCMCHU BBDKHBAHHUA HWHAUBUAYYMA WINW YCHUIICHUS TEPANICBTUYCCKHUX
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3¢ ¢deKkToB Opyroro JIEKapCTBEHHOIO CPENCTBA WM Tepanuu. B KOHKPETHBIX Clydasx y
MHIMBUYYMA HET 3JI0Ka4€CTBEHHOI'O HOBOOOPA30BaHMSI.

[0099] Pasmep omyxonu (Hampumep, OO0bEM) MOXKHO M3MEpSTh Crocobamuy,
BKJIFOYAIOLIIMH, B KAU€CTBE HEOTPAHUYHMBAIOIINX ITPUMEPOB, PEHTT€HOrpap U0, KOMITBIOTEPHYIO
tomorpaduro (KT) ¢ konTpacTom uiu 0e3 HEero, MarHUTHO—pe3oHaHCHY10 ToMorpaduo (MRI) ¢
KOHTPAacTOM WiH 0e3 Hero, Mo3uTPOHHO—AMHUCCHOHHYIO ToMmorpaduio (PET), ymprpassBykoBoe
UCCIIeIOBAaHNE M MX KOMOMHALMK. B HEKOTOPBIX BapHAHTaX OCYILIECTBIICHHS N3MEPSIIOT HATUYHNE
WIA pa3Mep MeTacTa3OB OINMYyXOJH (HampuMmep, B TPYIHOH KJETKe, OPIOLIHOW MOJIOCTH, MAJIOM
Ta3y WU TOJOBHOM Mo3re). Ouard ONyxoJid Takke MOXHO TNOABEpraTb MOHHTOPUHTY C
UCTIOJIB30BAHUEM TaKUX CIOCOOOB, Kak (poTocheMka (Hampumep, GoTocheMKa KOXKH), OUomncus,
BU3yaM3alisl KOCTHOI TKaHM, JaapOCKOIUs U 3HIOCKOIHSL.

[0100] B HexkoTOpbIX BapuaHTaxX OCYLIECTBJIEHUS JieUeHHE WHIAUBUAYYMa MPUBOAMT K
uHzeKkCcy nHruouposanus pocra onyxonu (TGI), cocrapmsromemy npudnusurensHo ot 10% no
70% (mampumep, npudmusutenbro 10%, 15%, 20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%,
60%, 65%, unu 70%). IIpennoyTuTenabHO, TeYeHne UHANBUAYYMa MPUBOIUT K wHAEKCy TGIL,
COCTABJISIFOLIEMY TIO MeHbIIeH Mepe npudmmsurensro 70% (Hanpumep, npudbnusutensHo 70%,
1%, 72%, T3%, 4%, 15%, T76%, 17%, 18%, T19%, 80%, 81%, 82%, 83%, 84%, 85%, 86%,
87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wumu 100%). Bonee
NPEANOYTUTENBHO, JIeUeHHe WHAMBHAyyMa npuBoauT k uHaekcy TGI, cocrasnsromeMy Mo
MeHblIel mepe nmpubmusurenbHo 85% (Hampumep, npubmusutensHO 85%, 86%, 87%, 88%,
89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% umu 100%). Haxe Oomee
NPEANOYTUTENBHO, JIeUeHHe WHAMBHAyyMa npuBoauT k unaekcy TGI, cocrasnsromemMy mno
MeHbLIeH Mepe Npuoan3uTeNnsHoO 95% (Hampumep, npubmusuTeabHo 95%, 96%, 97%, 98%, 99%
wii 100%). Haubonee mpeanoyTHTENbHO, JIEYeHHE MHAMBUAYyMa NpuUBOAMT K wHAEKCy TGI,
cocraisirouieMy npudnusutensHo 100% nnn 6onee (Hanpumep, npudimsutensHo 100%, 101%,
102%, 103%, 104%, 105%, 106%, 107%, 108%, 109%, 110%, 111%, 112%, 113%, 114%,
115%, 116%, 117%, 118%, 119%, 120%, 125%, 130%, 135%, 140%, 145%, 150% wunu Gonee).

[0101] B HexkoTOpbIX BapuaHTaxX OCYLIECTBJIEHUS JieUeHHWE WHAUBUAYYMa MPUBOAMT K
unnekcy TGI, npeppnmaromemy wunaexc TGI, HaOmromaembld, Korma TYKaTHHHO W JIpyroe
CPEINCTBO WJIM CPEACTBA MCIONB3YIOT IO OTHEIbHOCTH. B HEKOTOpBIX chydasx, JedeHHe
uHAMBUAYYMa npuBoanT K uHAekcy TGI, mpepsimatomemy unzneke TGI, Habmonaemsrii, ecnu
UCTIONB3YIOT TOJBKO TYKaTWHUO. B npyrux ciydasx jedeHHe WHAWBHAYyMa TNPUBOIUT K
unnekcy TGI, npesbimaromemy wunaekc TGl HaOmromaeMeld, €CIM HCIOIB3YIOT TOJBKO
antuteno nporus HER2. B HEKOTOpBIX BapuaHTax OCYILIECTBJIEHUs JIEYEHUE WHIAUBHUIYYyMa
npusoauT K uHAekcy TGl mpessimaromemy nanexkc TGI, HaOmMromaembli, €CIM HCIIONB3YIOT
TOJIBKO ~ XMUMHOTEPAIEeBTUYECKOE CPEACTBO  (Hampumep, AHTHUMETAOONUT, TaKOW Kak
KaneruTabuH). B HEKOTOPBIX BapHaHTax OCYIIECTBJICHUS JIeYEHHE WHAMBUAYYMa MPUBOIUT K
unaekcy TGI, cocrapnsitomemy o MeHbinel Mepe npudausutensHo Ha 1%, 2%, 3%, 4%, 5%,
6%, 1%, 8%, 9%, 10%, 11%, 12%, 13%, 14%, 15%, 16%, 17%, 18%, 19%, 20%, 25%, 30%,
35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75% wmn 80% Oonabme, yem unHpekc TGI,
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HaOmomaeMbll, ecnu TykaTuHHO, aHTHTeno mnpotuB HER2 wumm xummorepameBTHUEcKOe
CPEICTBO UCMONB3YIOT MO OTAEIbHOCTH.

[0102] B HeKOTOpBIX BapHaHTaxX OCYyLIeCTBIEHHsI komOuHams antutena npotus HER2,
TYKaTMHHOAa U XUMHOTEpPANeBTUYECKOTO CpPEeACTBA (HAmpUMep, aHTUMETA0OJUTa, TAKOrO Kak
KaneuuTaOMH) SIBISIETCS] CHHEPrHYecKOi. B HEeKOTOpbIX BapuaHTax OCYIIECTBICHHS B
OTHOLICHHH CHHEPTHYeCKON KOMOWHALIMM JIeYeHHe WHIMBHAyyMa NPUBOAMUT K mHAekcy TGI,
npespinatomemy usaekc TGIL, koropeiii MoxxkHO ObIO OBl OXMAATh, €CIM KOMOWHALUS
TykatuHuOa, antutena npotuB HER2 u XuMHOTEpaneBTHUECKOTO CpPEACTBa MPUBOAMUT K
annutuBHOMY 3(dexty. B HekoTopbix ciydasx unaekc TGl HaOmonmaemblii, Korma BBOIST
koMOuHanmtioo anturena npotuB HER2, TykarmHmba M XHUMHOTEpaneBTHYECKOrO CPENCTBa,
COCTaBJISIET MO MeHbINel Mepe Ha npudausutenbHo 1%, 2%, 3%, 4%, 5%, 6%, 7%, 8%, 9%,
10%, 11%, 12%, 13%, 14%, 15%, 16%, 17%, 18%, 19%, 20%, 25%, 30%, 35%, 40%, 45%,
50%, 55%, 60%, 65%, 70%, 75%, umu 80% Oonbiue, yem unaekc TGI, kOoTOpBI MOKHO OBLITO
OBl OXHIaTh, eciu KOMOWHauus TykaTuHuOa, anturena npotuB HER2 wu antumerabonmra
NPUBOJUT K aJAUTUBHOMY 3P DeKTy.

[0103] B HexkoTOpbIX BapuaHTax ocyllecTBieHus onpenensitor cratyc HER2 B
aHanmu3upyemoil kierke. OmpeneneHne MOKHO OCYILIECTBISITH NEpeA HadalioM JiedeHus (T.e.
BBeIeHUs] TykaTnHHMOa, aHtutena npotus HER2 u XuMumorepaneBTHUECKOro CpEencTBa), BO
BpeMsl JICUCHMs] WJIM IO OKOHYAHUU JIEYEHUsA. B HEKOTOPBIX CilydasiX OIpenesieHHue CraTyca
HER2 npuBomuT K pelIeHHI0 W3MEHHUTb Tepanuio (Harmpumep, MepeidTH Ha APYroe aHTHTENIO
nporus HER2, noGasute npyroe antuteno mporus HER2 B cxemy neueHus, mpekpaTuTh
ucnonb3oBanue antutena nporus HER2, TykatuHnOa mim XUMHOTEPaneBTHUECKOTO CPENCTBa,
NPEKPATHTh BCIO TEPAIHIO WM MEPEHTH C APYroro cnocoda JieueHus: Ha Croco0 MO HACTOSIIEMY
N300pETEeHNIO).

[0104] B HexkOTOpBIX BapUaHTaX OCYIIECTBJIEHUS OMNPEENSIOT, YTO aHAJIU3Upyemas
KJIETKa TUIEepIKCIpeccupyer uiau He runepakcnpeccupyer HER2. B HekOTOpBIX BapuaHTax
OCYIIECTBJICHUS OMPENESISIFOT, 4TO KieTka npencrasisier coooit HER2 3+, HER2 2+, HER2 1+
win HER2 O (t.e. HER He rumnepskcnpeccupoBaH).

[0105] B HeKkOTOpBIX BapHaHTAaX OCYIIECTBJICHHS aHANIM3UPyeMasi KJIETKa SIBJISIETCS
3JI0KA4€CTBEHHON KJETKOH. B HEKOTOpBIX Cly4asX aHAIM3UPYEMYH KIETKY MOJy4arT W3
WHIUBUAYYMA, HMEIOLIETr0 3JIOKAYeCTBEHHOE HOBOOOpa3oBaHHE. AHAIMZHPYEMYIO KIETKY
MOXKHO TOJNy4aTh B BUAE OWONTATa, MOCPENCTBOM XHUPYPIHUECKOW pE3eKIHMH WIH B BUIE
TOHKOUTONBHOTO nyHKTata (FNA). B HEKOTOpbIX BapuaHTaX OCYINECTBJICHUS aHAIH3HpyeMas
KJIETKA SIBJSIETCS UPKyIupyromei onyxonesoi kinerkoi (CTC).

[0106] Dxcnpeccuro HER2 MokHO cpaBHUBATH ¢ pedpepeHCHON KieTkol. B HEKOTOphIX
BApPHUAHTAaX OCYINECTBJIEHUS pedepeHCHast KJIeTKa SBJISETCS HE3JIOKAYeCTBEHHOH KJIETKOM,
MOJIy4€HHOU U3 TOTO K€ MHAWBUAYYMA, YTO U aHAJIU3UPyeMas KJIeTKa. B HEKOTOpBIX BapuaHTax
OCYIIEeCTBJICHUs] pedepeHCHasT KJIeTKa SIBJISIETCS] HE3JIOKAYeCTBEHHON KIJIETKOM, MOJyYeHHOU U3
APYroro HHAWBUAYYMAa WIA TOMyJSALUUM WHAUBUAYYMOB. B  HEKOTOpBIX BapuaHTax

ocylecTsiaeHus: usMepeHue okcrnpeccun HER2  Bxirouaer, Hampumep, OINpeAeseHHe
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konmitHocTH wim  ammuudukanmu reHa HER2, cexBeHupoBaHME HYKJIEHMHOBBIX KHUCIOT
(mampumep, cexBenupoBanue reHomuoi JIHK wmm xJIHK), usmepenme skcmpeccuun MPHK,
u3MepeHne KonudecTBa Oenka mwin ux komouHaumto. Criocobw! Tectuposanust HER2 BxirouaroT
ummyHorucroxummuo (IHC), ¢ayopecuentnyro rudpummzanmo in situ (FISH), xpomorennyro
rudpuauzamumto in situ (CISH), ELISA u xonnuectBennsiii ananns PHK (manpumep, skcnipeccun
HER?2) ¢ ucnonp3oBaHreM Takux croco0oB, kak RT-TTLP u aHanu3 ¢ MOMOLIBE) MHUKPOUHIIOB.

[0107] B HexkOTOpBIX BapUaHTaX OCYIUECTBJIEHUS OMNPEAENSIOT, YTO aHAJIU3UpyeMast
kietka siBisiercs HER2-nonoxurensHoi, eciu HER2 skcnpeccupyercss Ha OoJiee BBICOKOM
YPOBHE B aHAJIM3UPYEMOW KJIETKE IO CPaBHEHHUIO ¢ pedepeHCHON KieTkoi. B HexkoTophIX
BApUAHTAaX OCYLIECTBJIEHUS ONPENENSIOT, 4To KieTka spisercs HER2-nonoxurenbHON, ecau
HER2 runepskcrnpeccupoBaH MO MeEHbLIeH Mepe B mpubmusutenbHo 1,5 pasa (Hampumep,
npubmmsuTensHo 1,5 pasa, 2 pasa, 2,5 pasa, 3 pasa, 3,5 pasa, 4 pasa, 4,5 pasa, 5 paz, 5,5 pas, 6
pas, 6,5 pas, 7 pas, 7,5 pas, 8 pas, 8,5 pas, 9 pas, 9,5 pas, 10 pas, 11 pas, 12 pas, 13 pa3, 14 pas,
15 pas, 16 pas, 17 pas, 18 pas, 19 pas, 20 pas, 25 pas, 30 pas, 35 pas, 40 pas, 45 pas, 50 pas, 55
pa3, 60 pa3, 65 pa3, 70 pa3, 75 pa3, 80 pa3, 85 pa3, 90 pas, 95 pa3, 100 pa3 wimm Oonee) mo
CpaBHEHUIO ¢ pedepeHCHON KIeTKOW. B HEKOTOphIX BapuaHTaX OCYIIECTBIIEHUS OMPENEsOT,
yTo KJjeTka sBisgercs HER2—nonoxurensHoi, ecnu HER2 runepskcnpeccupoBaH Mo MEHbLIEH
Mepe B MpuOIH3UTENBbHO 1,5 pa3a mo cpaBHEHHIO ¢ ped)epeHCHOM KIIETKOM.

[0108] B HekoTOpbIX BapuaHTaxX OCYINECTBJICHUS OIPEACNAIOT, YTO aHATU3UpyeMasi
kinetka siBisiercss HER2-monoxurenbHoi, ecnmu coorHomenue curHana FISH wmm CISH
coctaBisier Oonee 2. B HEKOTOPBIX BapuUaHTAaX OCYINECTBJICHUS OMNPEAENSIOT, YTO
aHanu3upyemasi kierka siisgercs HER2-nonoxwurensHol, ecnu konuitHOCTh reHa HER2
cocrasJsier Ooee 0.

[0109] B HEKOTOpBIX BapHaHTaX OCYILIECTBJIEHUS OINpPENENSIOT I'€HOTUIIBI OJHOTO WM
Ooyee T€HOB B aHAIM3UPYEMOW KiieTKe. B HEKOTOpBIX ClydasX ONpPEAeNsIOT FeHOTUIBI WIIN
nocienoBaTeabHOCTH KRAS, NRAS i BRAF. Mo)kHO reHOTUIHpPOBATh HEJbIi TeH HIIH TOJIBKO
4acTb reHa. B KOHKPETHBIX Cilydasix, TeHOTUIIUPYIOT TOJNBKO 3K30HBL [ eHOTUnMpOBaHne MOKHO
OCYIIECTBIISITh IO Haudajia jedeHus (T.e. BBeNeHHs TykatuHuOa, antutena npotuB HER2 wumm
XUMHOTEPAIIEBTUYECKOTO CPEICTBA), BO BpeMsl Kypca JICUEHHs MM 110 OKOHYAHUH JieueHus. B
HEKOTOPBIX CIIy4asix T€HOTUIMPOBAHKUE MPHUBOAHT K PEIIEHHIO U3MEHUThb TEPANHI0 (HAmpumep,
nepeiitn Ha npyroe antuteno nporus HER2, noGasuts apyroe anrureno nporus HER2 B cxemy
JeYeHHs, TPEKPaTHThb HUCHOJb3OBaHWEe aHtuTtena mnpotuB HER2, Tykatmamba wim
XUMHOTEPATIEBTUYECKOTO CPENCTBA, MPEKPATHTD BCIO TEPAITUIO MJIH MEPEHTH ¢ OJHOro crocoba
JICUEHUS Ha CIIOCO0 MO HACTOAIIEMY U300PETEHUIO).

[0110] B HexoTOprIX BapuUaHTax OCYIIECTBJIEHUS JIeU€HUE OCYLIECTBISAIOT, €CJIH
3JIOKAYE€CTBEHHOE HOBOOOPa30BaHNE COAEPIKUT KIETKY, nMeroinyto renotun KRAS nukoro tuma.
B HEKOTOpBIX cly4asx 3J0Ka4eCTBEHHOE HOBOOOPA30BAaHUE COAEPIKUT KIETKY, HMEIOIIYIO
reHotun aukoro Ttuna B 3k30He 2 KRAS. B KOHKpETHBIX ClydasX 3J0Ka4eCTBEHHOE
HOBOOOpPA30BaHME COAEPIKHUT KJIETKY, HIMEIOLIYI0 TeHOTHIT JUKOTO THIA B KOAOHE 12 MM KOOHe

13 KRAS. B HeKkOTOpbIX BapHaHTaX OCYIIECTBJIEHUS JIEYEHHE OCYILECTBIAIOT, €CIU
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3JIOKQYE€CTBEHHOE HOBOOOPA30BaHNE COAEPIKUT KIETKY, MMerolyto reHotun NRAS nukoro tumna.
B HexkoTOpBIX BapMaHTaxX OCYILECTBIEHMs JIEUEHHE OCYIIECTBISIOT, €CIU 3JI0KAYeCTBEHHOE
HOBOOOpA30BaHUE COAEPXKUT KJIETKY, uMmerolnyr reHotun BRAF aukoro tuma. B HeKOTOpBIX
BAapPUAHTaX OCYIIECTBIEHU JIEUEHUE OCYLIECTBIISAIOT, €CIM 3JI0KAUeCTBEHHOE HOBOOOPA30BaHUE
COIEPKUT KJIETKY, UMEIOIIYy0 reHoTur nukoro tumna B komOuHaiun KRAS, NRAS wmn BRAF.
3710Ka4eCTBEHHYIO KJIETKY MOJKHO IOJIy4aTh B BHJIE OMONTaTa, MOCPEACTBOM XUPYPTUYECKOH
pesekumu wiM B BuAe ToHKourojgpHoro mnyHkTtata (FNA). B HekoTopelx BapuaHTax
OCYLIECTBJICHUS] 3JIOKAYECTBEHHAsl KJIETKA SIBJISIETCS LIUPKYJUPYIOIIEH ONyXOJIeBOM KJIETKOU
(CTO).

[0111] B HekoTOpBIX acmekTax HACTOsIIEe H300peTeHUe OTHOCUTCS K CIOCOOY JIeUeHUsI
wi ynydmenus: 3¢g¢pexroB HER2-monokUTembHOro 3710Ka4eCTBEHHONO HOBOOOPA30BaHUS Y
WHIMBUAYYMA, BKIIIOYAIOIIEMY. BBEIEHHE KOMOWHHMPOBAHHOTO JIEKAPCTBEHHOTO CPENCTBA,
BKJIFOHaroero antuteno npotuB HER2 B koMOMHALINY C TYKATHHHOOM U aHTHMETaOOJIUTOM, U,
TakuM obpazom, ederne HER2—1onoxurenbHOro 310kaueCTBEHHOTO HOBOOOPAa30OBaHHUSI.

[0112] B HekOTOpPBIX acmeKTax KOMOWHHUPOBAHHOE JIEKAPCTBEHHOE CPEICTBO
JOTIOJIHUTENIPHO  BKJIIOYAeT XMMHOTEPANIEBTUYECKOE CPEACTBO. B HEKOTOpBIX —acmekrax
XUMHOTEPAIIEBTUYECKOE CPEACTBO SIBISIETCS AHTHMETaOONUTOM. B HEKOTOpBIX acmekTax
AHTUMETa0ONUT BBIOpaH W3 KamenuraduHa, kapmodypa, mokcudaypuauHa, Gropypaumia,
terapypa © wux KoMOuMHammu. B  HEKOTOPBIX acmeKkTax aHTUMETaOONUT  SIBJSIETCS
KareuuTabuHOM.

[0113] B HeKkoTOpbIX acHeKTax 3JI0Ka4eCTBEHHOE HOBOOOpA3OBaHHWE BBIOPAHO W3
KOJOPEKTAJIbHOTO  paka, paka IMHUIIEeBOAA, paka  JKeNyAKa,  XOJAHTMOKAPLUHOMBI,
HEMEJIKOKJIETOYHOIO paka JIETKUX, paka MOYEBOIO Iy3bIps, paka >XEeT4YHbIX NPOTOKOB, paka
MOJIOYHOH JKele3bl W KX KOMOMHAImu. B HEKOTOpBIX —acmeKkTax 3JI0Ka4eCTBEHHOE
HOBOOOpa3OBaHUE SIBISIETCSI Hepe3eKTaOeIbHbIM MECTHOPACIPOCTPAHEHHBIM 3JI0KaYeCTBEHHbBIM
HOBOOOpA30BaHMEM WJIM METACTA3MPYIOLIMM  3JIOKAYECTBEHHbIM HOBOOOpa3zoBaHHeM. B
HEKOTOPBIX ACMEKTaX 3JI0KaYeCTBEHHOE HOBOOOPA30BAHME SIBJISIETCS] PAKOM MOJIOYHOH JKEJe3bl.

[0114] B HekOTOpBIX acrekTax aHTUMETaOONUT BbIOpaH U3 kKameuutabuHa, kKapmodypa,
nokcubpaypununa, ¢ropypammia, Terapypa M uUX KOMOWHALMM, TII€ HMHAMBHIyyMa paHee
MOJBEPTaNI JICYEHUIO TpacTy3ymadom, meprysymabom u T-DMI1. B HeKOTOpBIX acrekrax
AHTUMETAOOIUT SIBJISIETCS KATIELIUTAOUHOM.

[0115] B Hekoropbix acmekrtax aHtureno npotuB HER2 BeiOpano u3 Tpactysymada,
neptysymada, ano—Tpacty3ymad sMTaH3MHA, Maprerykcumada u ux komOuHanmu. B HEKOTOpBIX
acriektax antureno npotus HER2 sisercst TpactyzymadboMm. B HEKOTOPBIX acrekTax aHTUTENO
npotuB HER?2 sBrsiercss komOuHanmeln Tpactysymada u nepTysymada.

[0116] B HexoTophIx acnekTax BBeneHue antutena npotus HER2 ocyiiecTsisoT 10, BO
BpEMs1 WJIM TIOCJI€ BBEICHUS TYKATHHHOA.

[0117] B HEKOTOpBIX acmeKTax 3JI0Ka4eCTBEHHOE HOBOOOPA30BAHME BKIIIOYAET KIETKY,
uMerolyo reHotun 3k30Ha 2 KRAS nuxoro tuma. B HEKOTOpBIX acmeKkTax 3J10KaueCTBEHHOE

HOBOOOpa3oBaHHE BKJIIOYAET KJETKYy, uMmeromyro reHotunn NRAS nukoro tuma. B HekoTOphIX
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acrieKTax 3JI0Ka4eCTBEHHOE HOBOOOPA30BaHHE BKJIKOYAET KIETKY, uMerinyro reHotun BRAF
JVKOTO TUIIA.

[0118] B HEeKOTOpBIX acmekTax MHAMBUIYYM UMEET 3JI0KaYeCTBEHHOE HOBOOOPa30BaHUE,
ABIIAIOIIEECS PELUAUBUPYIOIUM WM peppakTepHbIM K CTaHAApTy JieueHHs (Hampumep,
CTaHIAPTY JIEYEHHUs], BKIIFOUAIOLIEMY LIETYKCUMA0 UM MaHUTyMyMao).

[0119] B HekoTOpbIX achekTax JeueHHe HHAUBHIyyMa MPHUBOOUT K HHIEKCY
uHrnouposanus pocra onyxoiu (TGI) mo mensieit mepe npudnusnTensHo 85%. B HEKOTOPBIX
acreKTax jieueHre nHAuBUAyyMa npuBonuT K uaaekcy TGI npubnusurensao 100%.

[0120] B Hekoropbix acmektax komOuwHauus aHTurena nporuB HER2 u TykatuHubOa
SIBJISIETCS. CHHEPTUYeCKOil. B HEeKOTOpBIX acnekTax JieueHne UHAUBUAYYyMa IPUBOIUT K UHIEKCY
TGI, npesbinaromemy unnekc TG, HaOmromaeMblii MpU UCHONB30BAHUU AHTUTENA TPOTHB
HER?2 nnmm TykatuHuba B OTAEIBHOCTH.

[0121] B HexOTOpBIX acmeKkTax 103a TYKaTHHHOA COCTABJISIET MPUOIU3UTEIHHO OT 3 10 7
MT Ha KI' Macchl TeJla MHAWBHUAYYMa JIBAXKIbI B CYTKU. B HEKOTOPBIX acmekTax 103a TyKaTHHHOa
cocTaBisieT NpUOIH3UTENbHO 300 MI ABaKABI B CYTKH.

[0122] B Hekoropbix acmektax pgo3a aHturena nporuB HER2  cocrasnsier
NpUONU3UTENBHO OT 6 Mr 10 8 Mr Ha Kr Maccel Teja MHIUBUAYyMa pa3 B TpU Henenn. B
HEKOTOpBIX acriekTax no3a antutena npotuB HER2 cocrasnsier mpubnmsurensao 600 Mr pas B
TPHU HEAEIH.

[0123] B HekoTOphIX acmekTax TykaTMHUO win aHtureno nporuB HER2 Beomsr
NepopasbHO, BHYTPUBEHHO WJIM MOJKOKHO (HAIpUMep, NEPOPAIbHO).

[0124] B HEKOTOPBIX acMeKTax aHTUMETAOOIUT BBOISAT NEPOPAITIBLHO.

[0125] B HekoTOphIX acmekTax Ma03a aHTuMmerabonurta (HampuMmep, KameruTraOuHa)
cocraBisier npuonmmsuTenbHo 1000 mr Ha M mIomamm MOBEPXHOCTU Tejla HMHAUBUAYyYMa
ABaXKZbl B CYTKU.

[0126] B HekoTtopwix acmektax aHTuTeno npotuB HER2 BBOAST BHYTpUBEHHO WM
MOAKOKHO.

[0127] B HekoTOpbIX acmekTax OAMH Wiu Oojiee TeparneBTHUECKHX 3PPEKTOB Y
WHIMBUAYYMa TIOCJI€ BBEICHUS KOMOWHHPOBAHHOTO JIEKAPCTBEHHOTO CPENCTBA YIIYHYLIAKOTCS
OTHOCHTEJIbHO MCXOIHOTO YPOBHS. B HEKOTOpBIX acrekTax OAMH WM Oojiee TepareBTHUECKUX
3¢ ¢dexkToB BBIOpaHBI W3 TPYIIIBL, COCTOSINEH H3: pa3Mepa OIMyXOoJH, OOpa3oBaBIUEHCS U3
3JIOKQYEeCTBEHHOTO HOBOOOPA30BaHMs, YaCTOThl OOBEKTHBHBIX OTBETOB, JUIMTEIBHOCTH OTBETA,
BPEMEHH 10 JOCTWXKCHHS OTBETa, BBDKMBAEMOCTH 0€3 TpOrpeccCHpoBaHus M OOIei
BbDKMBAEMOCTH.

[0128] B HEKOTOpBIX acrekTax pa3Mep OMyXOJH, O0pa30BaBLICHCS U3 3JI0KAYECTBEHHOTO
HOBOOOpA30BaHMs, CHIDKAETCA IO MeHbIneld Mmepe Ha npudmmsurensHo 10%. B HekoTopbIx
aCTMeKTaxX pasMep OIMYXOJHM CHIDKAeTCsl MO MeHbIneld Mepe Ha npubmusurensHo 15%, mo
MeHbIIel Mepe npubnusnutensHo 20%, Mo MeHbluel Mepe NpUOIM3UTENbHO 25%, MO MEeHbLIEH
Mmepe npudnusurenbHo 30%, mo MeHblied Mepe npudmusuTenpbHo 35%, Mo MeHbInel Mepe

npubnusutensHo 40%, 1o MeHbinel Mepe npubnusurenbHo 45%, N0 MeHbIIeH Mepe
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npubnusutensHo 50%, mo MeHbineli Mepe mnpubnmsurenbHo 60%, TO MeHbIIeH Mepe
npudmmsuTenbHo 70% wiu o MeHbluel mepe npubinsureabHo 80% OTHOCHTENBHO pa3Mepa
OnMyxojy, OOpa3oBaBIIEHCS M3  3J0KAYECTBEHHOrO HOBOOOpAa3OBaHUS, OO  BBEAEHHS
KOMOWHHPOBAHHOTO JIEKAPCTBEHHOT'O CPEJICTBA.

[0129] B HEKOTOPBIX acHeKTax 4acTOTa OOBEKTUBHBIX OTBETOB COCTABJISIET [0 MEHBLIEH
mepe npudnusuTenbHo 20%. B HEKOTOPBIX acrekTax 4acToTa OObEeKTHBHBIX OTBETOB COCTABIISIET
O MeHbIIeil Mepe mnpuOnusurenbHo 25%, mo MeHblneil Mepe mnpubmusurenbHo 30%, 1O
MeHbLIeH Mepe mpudan3nuTeNbHo 35%, Mo MeHblued Mepe npuoan3uTeabHo 40%, MO MeHbLIEH
Mmepe npudnausuTrenbHo 45%, mo MeHbled Mepe nmpuOmmsurenbHo 50%, MO MeHbIIel mepe
npubnusutensHo 60%, mo MeHblnel Mepe npudOausuTensHo 70% WM MO MEHbIIEH Mepe
npubnusuTensHo 80%.

[0130] B HekoTOpBIX acmeKkTax y WHAMBHIyyMa HAOJIOA0T BBDKHMBAEMOCTH 0e€3
NPOTPECCUPOBAHMS IO MEHbIIEH Mepe NpUOIM3UTENbHO | Mecsll TMocie BBENEHUS
KOMOWHHPOBAHHOTO JIEKAPCTBEHHOTO CpPEACTBA. B HEKOTOpBIX acmekrax y HHIUBHIyyMa
HaOJFOIAFOT MO0 MEHBIIEH Mepe MPUOIN3UTENBHO 2 Mecsla, O MEHbIIeH Mepe MPUOIU3UTENBHO
3 Mecsna, Mo MeHbIIEH Mepe MPUOIU3UTENBHO 4 Mecsla, 0 MEHbIIeH Mepe NMPUOIM3UTEIBHO 5
MECSILIEB 110 MEHbIIEH Mepe MPUOIU3UTENBHO O MECSLEB, IO MEHbIIEH Mepe NMPUOIM3UTENbHO 7
MECSILIEB, N0 MEHbINIEH Mepe MPUOIU3UTENBHO 8§ MeCALEB, 10 MEHbIIEH Mepe MPUOTU3UTENHHO 9
MECSILIEB, 110 MEHbLIEH Mepe mpudnn3uTenbHo 10 Mecses, Mo MeHbILIEH Mepe MPUOIU3UTENBHO
11 wMmecsaueB, mo MeHbLIeH Mepe NPUOTU3UTENBHO 12 MecsleB, IO MeHbIIEH Mepe
NpUONU3UTENPHO BOCEMHAALATh MECSIEB, MO MEHbIIeH Mepe NMPUOIM3UTENBHO J1BAa TOAa, IO
MeHbLIeH Mepe MPUOIU3UTENBHO TPU IO, IO MEHbLIeH Mepe, NPUOIHU3UTENBHO YeThIpe rofa
WIN 10 MeHbLIeH Mepe, NPUOIM3UTENbHO ISITh JIET MOCie BBENEHHs KOMOHMHHPOBAHHOTO
JIEKapCTBEHHOIO CPEACTBA.

[0131] B HEeKOTOpBIX acrekTax y HHAWBUAYYMa HAOMIOMAIOT OOLIYI0 BBDKHBAEMOCTb IO
MEeHbLIeH Mepe MPUOIM3UTEIBHO 1 MecsL mocie BBeneHHs] KOMOMHUPOBAHHOTO JIEKAPCTBEHHOTO
cpeactBa. B HEKOTOpBIX acmekTax Yy WHAMBHAyyMa HAaOJIOMAOT MO MeEHbIIeH Mepe
NpUOU3UTENBHO 2 MeCsLa, 0 MEHbLIeH Mepe MPHOIU3UTENBHO 3 Mecsla, 0 MEHbLICH Mepe
npUOIU3UTENBHO 4 Mecsla, MO MEeHbLIeH Mepe MPUOIM3UTENBHO 5 MECSIEB, 0 MEHbINEH Mepe
NPUOU3UTENBHO 6 MeCsLIEB, IO MEHbINEH Mepe MPUOIN3UTENBHO 7 MECSLEB, O MEHbIIEH Mepe
NpUOTU3UTENBHO 8 MeCsLEB, IO MEHbIIEH Mepe MPUOTU3UTETEHO 9 MeCsLEB, IO MEHbIIEH Mepe
npubnusuTensHo 10 MecsiueB, Mo MeHbInell Mepe npudam3uTenapHO 11 MecsneB, Mo MeHbLIeH
Mepe NpUOTM3UTENbHO 12 MecsleB, MO MEHbIIeH Mepe NPUOIU3UTENIbHO BOCEMHAALATH
MECSILIEB, 10 MEHbLIEH Mepe, MPUOIU3UTENBHO [1BA TOAa, N0 MEHbIIEH Mepe MPUOIN3UTENbHO
TPU Trofa, MO MEHbLIEH Mepe NPUONU3UTENbHO 4YeThIpe TOfa WM [0 MEHBbIIEH Mepe,
NPUOIU3UTENBHO ST JIET TIOCJIE BBEACHNUSI KOMOMHUPOBAHHOTO JIEKAPCTBEHHOTO CPE/ICTBA.

[0132] B HEKOTOpBIX AacleKkTax [JIUTEIbHOCTh OTBETA HA KOHBIOTAT AHTUTEIO—
JIEKApCTBEHHOE CPEACTBO COCTABJISIET MO MEHbIIEH Mepe MpuONM3uTeNnbHO 1 Mecsl mocie
BBEJICHUS KOMOMHHMPOBAHHOI'O  JIEKAPCTBEHHOTO CPEICTBA. B HEKOTOpBIX  acmeKTax

JUTUTENIBHOCTD OTBETAa COCTABJISIET 110 MEHbIIEH Mepe MPUOIU3UTENBHO 2 MecsIa, 0 MEHbIIeH
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Mepe NpUOIU3UTENBHO 3 Mecsla, M0 MEHbIIeH Mepe MPUONU3UTENbHO 4 Mecsla, 10 MEHbLIeH
Mepe MpUOU3UTENBHO 5 MeCsALIEB, IO MeHbIIEeH Mepe MPUOIN3UTENBHO 6 MECSLEB, IO MEHBLIEH
Mepe NpUOIU3UTENBHO 7 MeCALIEB, IO MEHbIIeH Mepe NPUOIN3UTENBHO 8 MeCALEB, IO MEHbIIEH
Mepe npubIu3uTeNnbHO 9 MecsleB, MO MeHblled Mepe mnpuOmusurenbHo 10 Mecsnes, o
MeHblIel Mepe npuOam3uTeNnsHO 11 Mecsnes, o MeHbLIel Mepe NPUOIH3UTENbHO 12 MecsIes,
IO MeHpIIell Mepe TNPHOIM3UTENBHO BOCEMHANATh MECsALEeB, [0 MEHbLIeH Mepe
npuOIM3UTENPHO J1BA IO/, IO MEHbIIEeH Mepe MPHOJIM3UTENbHO TPH IOAa, IO MEHbIIeH Mepe,
NpUOU3UTENIPHO YeThIpe rojia WM MO MeHbIIeH Mepe NpHOIM3UTENBbHO MSATh JIET MOCHe
BBEICHUS] KOMOMHHPOBAHHOTO JIEKAPCTBEHHOT'O CPEICTBA.

[0133] B HekoTOpbIX acmekTax y HWHANBHAyyMa HAOMIOMAIOT ONHO Wi Oojee
HEXEJATENbHbIX SBICHUN M BBOJAT €My JOMNOJHUTEIbHOE TEPANeBTUYECKOE CPENCTBO AJIA
YCTPaHEHUS WJIH CHUKEHHUS TSDKECTH OJJHOTO WK O0Jiee HeXKeNaTeNIbHbIX SIBJICHUH.

[0134] B HEKOTOpPBIX acmeKTax WHAMBHAYYM HMEET PHCK Pa3BHTHS OTHOTO WM Oolee
HEXKEJATENbHbIX SIBJICHUN, W €My BBOAST JOMNOJHUTEIBHOE TEPaneBTUYECKOE CPEACTBO AJIA
PO UIAKTHKY W CHHYKEHUS TSDKECTH OJJHOTO MUK O0Jiee HeXKeNaTeNIbHbIX SBJICHHH.

[0135] B HEKOTOpBIX acmeKTax OAHO I OoJiee HeXKeNaTeNIbHbIX SIBJICHUN MPEICTaBIISET
co0oi1 HexkeNaTeNIbHOE SIBJICHUE CTeNeHn 2 min Oosiee. B HEKOTOPBIX acmiekTax OnHO win Ooee
HE’KEJIaTEeNIbHBIX SIBICHUH MPEACTaBisieT cOO0i HekeaTeNnbHOe SIBJICHUE CTENeHH 3 min Ooee.
B HekOTOpBIX acmekTax OJHO WM OoJiee HEXKeNIaTeNbHbIX SIBICHUN SBISAETCS CEPhE3HBIM
HEXKEJATEJIbHBIM SIBJICHUEM.

[0136] B HEKOTOpBIX acneKTax HHAUBUIYYM SIBJISIETCS YETOBEKOM.

[0137] B HEKOTOpBIX acrekTax HACTOsLIee H300PETeHUe OTHOCUTCS K CIOCOOY JIeUeHUs
HER2-1070XUTENBHOTO 3JI0KAY€CTBEHHOIO HOBOOOPA30BaHMSA y HHAUBUAYYMA, Y KOTOPOTO
HaOMIOZAIOT  HEXeNaTeNbHOe SsBJIEHHE IOCJAe Havyajla JIeYeHHs KOMOWHHPOBAHHBIM
JIEKapCTBEHHBIM CPEICTBOM, coeprkamum antureno nporus HER2 u TykatunuO, Ha HaYaIbHOM
YPOBHE J03bl, BKJIIOYAKOLIEMY BBEIEHHE WHIMBUAYYMY KOMOMHHUPOBAHHOTO JIEKAPCTBEHHOT'O
CPeICTBa HA CHM>KEHHOM YPOBHE JTO3bI.

[0138] B HekoTOpBbIX acmekTax KOMOWHHUPOBAHHOE JIEKAPCTBEHHOE CPEICTBO
JNONOJIHUTENIBPHO BKJIKOYAET XHMMHOTEPANEBTUUECKOE CPEeNCTBO. B HEKOTOpBIX acmekrax
XUMHOTEPAIIEBTUYECKOE CPEACTBO SIBJISIETCS aHTHMETaOONMTOM. B HEKOTOpBIX acmekTax
AHTUMETA0ONIUT BBIOPAaH W3 TPYMIbL, COCTOsAIIEH W3 KameuutabuHa, Kapmodypa,
nokcupaypunuHa, ¢ropypaunia, Terapypa M HX KOMOMHAIMH. B HEKOTOPBIX acmekTax
AHTUMETAOOIUT SBIISIETCS KAMEUTAOMHOM.

[0139] B HEKOTOpBIX acmeKTax OAHO I OoJiee HeXKeNaTeNIbHbIX SIBJICHUN MPEICTaBIIsIeT
co0oi1 HelkeNaTeNIbHOE SIBJICHUE CTereHu 2 win Oosiee. B HEKOTOPBIX acmekTax OmHO WM OoJjiee
HE’KEJATEeJIbHBIX SIBICHUH MPEACTaBisieT coO0H HekeaTeNnbHOe SIBJICHUE CTENEeHH 3 Win Ooee.
B HEKOTOpBIX acmeKkTax HeKENaTeNbHOE SIBJIEHUE MPEACTaBIsieT cOOOH renaTOTOKCHYHOCTh. B
HEKOTOPBIX aCIHEKTaX HEXKEJATeNbHOE SIBJICHUE SIBISETCA NUCPYHKLMEH JIeBOro skenynouka. B

HEKOTOPBIX aACTICKTAX HEXKEJIATCJIbHOC SABJICHUEC ABJIACTCA YAJIUMHCHUEM UHTEPBAIa QTC
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[0140] B HekoTOpBIX AacmekTax 3JIOKAYeCTBEHHOE HOBOOOpPa3OBaHHUE SIBJISIETCS
Hepe3ekTabenbHbIM MECTHOPACIPOCTPAHEHHBIM  3JIOKAUYECTBEHHBIM HOBOOOPA30BAaHMEM WM
METACTa3UPYIOIIUM  3JIOKaYeCTBEHHBIM HOBOOOpasoBaHuMeM. B HEKOTOpBIX  acmekrax
3JI0KQYE€CTBEHHOE HOBOOOPA30BaHUE SBIISIETCA PAKOM MOJIOYHOM JKeJe3bl.

[0141] B HekOTOpBIX AacmeKkTax UWHAUBUAYyMa paHee IOJABEpraju JICYCHHUIO
Tpactyzymabom, neprysymabom u T-DM1.

[0142] B HEKOTOpBIX acleKTaX HA4aJbHbIH YPOBEHb O3Bl TYKaTHHHOA COCTABIISET
npubnusuTensHO 300 Mr ABaKABI B CYTKH. B HEKOTOPBIX aCNeKTaX CHHKEHHBIH YPOBEHb JO3bI
TYKaTMHUOA COCTaBJsieT MPUOIM3UTEIbHO 250 Mr JBaXIbl B CYTKU. B HEKOTOPBIX acmeKkTax
CHIDKEHHBIN YPOBEHb JI03bl TYKATHHHOA COCTaBJIsieT MpuOan3uTenbHo 200 Mr IBaX bl B CYTKH.
B HEKOTOpBIX acmeKTax CHU)KEHHBbIH YPOBEHb J03bl TYKATHHHOA COCTABIIIECT MPHOJIM3UTEIBHO
150 Mr nBakzibl B CYyTKH.

B. ®apmaneBTHYeCKHE KOMIIO3ULIMU

[0143] B mpyrom acmekTe HacTosiiee M300peTeHHe OTHOCUTCS K (hapMaleBTUYECKOM
KOMITO3UIINH, coaeprameil TykatuHuO, antuteno nporue HER2 wu  dapmanesruuecku
MpUEMIIEMBI HOCUTENb. B HEKOTOpBIX BapuaHTax ocyullecTBiaeHUs aHTuTeno nporus HER2
BBIOPAHO U3 TPYIIIBI, COCTOSIIEH U3 TpacTy3ymada, mepry3ymada, ano—Tpacty3ymad SMTaH3HHA,
MapreTykcumada u ux komOuHaiuu. B HekoTopbix crnyuasx aHtureno npotuB HER2 ssisercs
TpacrysymaboMm. B HekoTopbix chydasx antuteno mnpotuB HER2 sBisiercss xomOuHanmei
Tpacty3ymMaba u mepry3ymadba. B HEKOTOpBIX BapuaHTaxX OCYIIECTBJIEHUs (hapMaleBTHUECKas
KOMITO3UIUST  IOMIOJIHUTENBHO COAEPKUT XHUMHOTEPANeBTHYECKOE CPEACTBO  (Hampumep,
AHTUMETa0OJIUT, TAKOW KaK KamernuTadnH).

[0144] B HEKOTOpPBIX BapUaHTaX OCYIIECTBJICHUS TYKaTUHUO HAXOAUTCS B KOHLIEHTPALIUH
npubnusutensHo ot 0,1 HM no 10 HM (Hanpumep, npubnusurensho 0,1, 0,2, 0,3, 0,4, 0,5 0,6,
0,7, 0,8, 0,9, 1,0, 1,5, 2, 2,5, 3, 3,5, 4, 4,5, 5, 5,5, 6, 6,5, 7, 7,5, 8, 8,5, 9, 9,5 unu 10 uM). B
HEKOTOPBIX ~ BapHUAHTaX  OCYLIECTBJICHHS  TYKATHHMO  HAXOOUTCSI B  KOHLIEHTPALMH
npubm3uTensHo ot 10 HM o 100 HM (Hanpumep, npudnusutensho 10, 15, 20, 25, 30, 35, 40,
45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95 unu 100 HM). B HEKOTOPBIX BAPHAHTAX OCYIIECTBJICHHUSI
TYKaTMHUO HAXOAMTCS B KOHLEHTpauuu npudmmsurenbHo ot 100 HM no 1000 HM (Hampumep,
npubnusutensHo 100, 150, 200, 250, 300, 350, 400, 450, 500, 550, 600, 650, 700, 750, 800, 850,
900, 950 wimm 1000 HM). B HEKOTOpBIX BapuUaHTAaX OCYLIECTBICHUS TYKATUHHO HAXOIUTCS B
KOHLIEHTPALUK 10 MeHbIneH Mepe npudmmsurensHo or 1000 HM no 10000 HM (Hampumep, 1o
MeHblIel Mepe nmpudmmsurensao 1000, 1100, 1200, 1300, 1400, 1500, 1600, 1700, 1800, 1900,
2000, 2100, 2200, 2300, 2400, 2500, 2600, 2700, 2800, 2900, 3000, 3100, 3200, 3300, 3400,
3500, 3600, 3700, 3800, 3900, 4000, 4100, 4200, 4300, 4400, 4500, 4600, 4700, 4800, 4900,
5000, 5100, 5200, 5300, 5400, 5500, 5600, 5700, 5800, 5900, 6000, 6100, 6200, 6300, 6400,
6500, 6600, 6700, 6800, 6900, 7000, 7100, 7200, 7300, 7400, 7500, 7600, 7700, 7800, 7900,
8000, 8100, 8200, 8300, 8400, 8500, 8600, 8700, 8800, 8900, 9000, 9100, 9200, 9300, 9400,
9500, 9600, 9700, 9800, 9900, 10000 nnu 6onee HM).
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[0145] B HexoTopbIx BapuaHTax ocyliecTBieHus aHtuteno npotus HER2 naxomutcs B
koHIeHTpanuu npudausutenbao oT 0,1 HM no 10 HM (wanpumep, npudmmsurensho 0,1, 0,2,
0,3,0,4,0,50,6,0,7,0,8,09, 1,0, 1,5, 2, 2,5, 3,3,5,4,4,5, 5, 5,5,6,6,5,7,7,5, 8,85, 9, 9,5 unu
10 HM). B HekoTOpbIX BapuaHTax ocyiuecTBieHus antureno nporuB HER2 naxomurcs B
KOHLEHTpauuu npudnusurenbHo ot 10 HM no 100 HM (manpumep, npubimsutensHo 10, 15, 20,
25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95 unu 100 HM). B HEKOTOpBIX BapHaHTax
ocymectsieHus anturesno npotus HER2 Haxomurces B KOHUeHTpauuu npudiamsurensHo or 100
HM no 1000 HM (Hanpumep, mpubausutensuo 100, 150, 200, 250, 300, 350, 400, 450, 500, 550,
600, 650, 700, 750, 800, 850, 900, 950 wnu 1000 HM). B HEKOTOPBIX BapHAHTAX OCYLIECTBJICHHSI
antureno npotuBs HER2 HaxomuTcs B KOHLEHTpPALMU MO MEHbINEH Mepe MPUOIU3UTETHbHO OT
1000 HM mo 10000 HM (Hampumep, O MeHbLIeH Mepe mpuOmusurenasHo 1000, 1100, 1200,
1300, 1400, 1500, 1600, 1700, 1800, 1900, 2000, 2100, 2200, 2300, 2400, 2500, 2600, 2700,
2800, 2900, 3000, 3100, 3200, 3300, 3400, 3500, 3600, 3700, 3800, 3900, 4000, 4100, 4200,
4300, 4400, 4500, 4600, 4700, 4800, 4900, 5000, 5100, 5200, 5300, 5400, 5500, 5600, 5700,
5800, 5900, 6000, 6100, 6200, 6300, 6400, 6500, 6600, 6700, 6800, 6900, 7000, 7100, 7200,
7300, 7400, 7500, 7600, 7700, 7800, 7900, 8000, 8100, 8200, 8300, 8400, 8500, 8600, 8700,
8800, 8900, 9000, 9100, 9200, 9300, 9400, 9500, 9600, 9700, 9800, 9900, 10000 mnu Gomnee

[0146] B HeKOTOpPBIX BapUAHTAX OCYLIECTBJEHUS XHUMHOTEPANEBTUYECKOE CPEACTBO
(Harmpumep, aHTUMETAOONUT, TaKOW Kak KanmenutaOWH) HAXOOUTCS B KOHIEHTPALUH
npudmsuTensHo or 0,1 HM no 10 HM (Hanmpumep, npubnusurensHo 0,1, 0,2, 0,3, 0,4, 0,5 0,6,
0,7, 0.8, 0.9, 1,0, 1.5, 2, 2,5, 3, 3,5, 4,4,5,5,55,6,6,5,7,75, 8, 85,9, 9,5 umu 10 iM). B
HEKOTOpBIX BapHAHTaX OCYLIECTBJIEHHs aHTHUMETAOONUT HAXOAWUTCS B KOHLEHTPALUH
npubnusuTensHo oT 10 HM o 100 HM (ranpumep, npudmausurensrao 10, 15, 20, 25, 30, 35, 40,
45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95 unu 100 HM). B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS
XUMHOTEPAIeBTUYECKOE CPEACTBO (HANpHMEp, AHTUMETA0OJHUT, TAKOW KaK KamenuTaOuH)
HAaXOOUTCS B KOHLEHTpauuu npudmmsuresbno ot 100 oM nmo 1,000 BHM (Hampumep,
npubnusutensHo 100, 150, 200, 250, 300, 350, 400, 450, 500, 550, 600, 650, 700, 750, 800, 850,
900, 950 wmu 1000 HM). B HEKOTOPBIX BapHaHTaX OCYINECTBJICHUS XHUMHUOTEPAIEBTUYECKOE
CpencTBO (HAmpUMep, AHTUMETA0OJUT, TAKOW KaK KaneuTaOuH) HAXOMUTCS B KOHLIEHTPALIUHU TTO
MeHbIIei Mepe nmpudmmsurensHo or 1000 HM mo 10000 HM (Hampumep, Mo MeHbInel mepe
npubnusutensHo 1000, 1100, 1200, 1300, 1400, 1500, 1600, 1700, 1800, 1900, 2000, 2100,
2200, 2300, 2400, 2500, 2600, 2700, 2800, 2900, 3000, 3100, 3200, 3300, 3400, 3500, 3600,
3700, 3800, 3900, 4000, 4100, 4200, 4300, 4400, 4500, 4600, 4700, 4800, 4900, 5000, 5100,
5200, 5300, 5400, 5500, 5600, 5700, 5800, 5900, 6000, 6100, 6200, 6300, 6400, 6500, 6600,
6700, 6800, 6900, 7000, 7100, 7200, 7300, 7400, 7500, 7600, 7700, 7800, 7900, 8000, 8100,
8200, 8300, 8400, 8500, 8600, 8700, 8800, 8900, 9000, 9100, 9200, 9300, 9400, 9500, 9600,
9700, 9800, 9900, 10000 mnu Sonee HM).

[0147] <®PapmaueBTHYeCKHE KOMIIO3UIMHU [0 HACTOSIIEMY HW300PETEHHIO MOKHO

NoJly4aTh JIIOOBIMH ~ CIIOCOOaMHM, XOpPOLIO U3BECTHBIMM B 00NacTH  (hapMaLeBTHKH.
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dapmMaleBTUYECKH MpHEMJIEMblE HOCUTENH, KOTOpPblE MOKHO HCIOJB30BaTh B HACTOSALIEM
n300peTeHNH, BKJIFOYAIOT JIIOObIE U3 CTaHAAPTHBIX (hapMaleBTUYECKHX HocHTenel, Oydepos u
SKCLMITUEHTOB, BKtoUasi gocdarno—cosnesoii Oydep, BOoOy U dMyJIbCHH (TaKue KakK 3MYJIbCUU
"mMacno-B-Boae" wiu "Boga-B—Macie"), W  pas3NuYHble TUIBl YBJIAXKHUTENEH WU
BCIIOMOTaTeNbHbIX BemecTB. llogxopsiue ¢apmaneBTHUECKHE HOCHUTENIH M HUX COCTaBbl
onucanel B Remington's pharmaceutical Sciences (Mack Publishing Co., Easton, 19th ed. 1995).
ITpeanoururenbHele (apMaleBTHUECKHE HOCHTENM 3aBUCAT OT MPEIojaraeéMoro crocoda
BBEJICHUs] aKTUBHOTO CPEJICTBA.

[0148] apmanieBTHYECKHE KOMITO3UIUM [0 HACTOSIINEMY H300PETEHUI0 MOTYT
BKJIFOYATh KOMOWHAIIMIO JIEKAPCTBEHHBIX CPENCTB (HANpUMEp, TyKATHHHOA, aHTHTENIAa MPOTUB
HER?2 wnu XMMHOTEpaneBTHYECKOrO CPENCTBA) MK JI0ObIe HX (hapMaleBTHYECKH TPHUEMIIEMbIE
COJIM B KQ4eCTBE AKTHBHBIX MHIPEAMEHTOB U (DapMaleBTHUECKH MPUEMJIEMBIH HOCHUTEINb, HIIH
SKCUUMHEHT, WM JWIOeHT. PapMaieBTHYeCKass KOMIIO3MLIMS, HEOoOs3aTeNbHO, MOXKET
COJZIEPIKaTh APyrue TepaneBTHUeCKHe HHIPEeIUEeHTHI.

[0149] Komnosuuuu (Hampumep, copepskamue TykaTuHHO, antuteno npotus HER2,
XUMHOTEPAIIEBTUYECKOE CPENCTBO WIIM MX KOMOWHALMIO) MOKHO KOMOWHHPOBATH B KAa4eCTBE
AKTUBHBIX HHIPEIUEHTOB B OJHOPOJHON CMECH C MOIXOAALINM (papMarleBTHYECKIM HOCUTENEM
WA SKCLUIUEHTOM B COOTBETCTBHH C OOLIEPUHSATBHIMH (PapMaleBTUUECKUMH CIIOCO0aMu
coctaBieHus. [l UCHONB30BAaHUS C COEAUHEHMSIMH, IPEICTaBJICHHbBIMH B HACTOALIEM
ONUCAHWHY, TPENyCMOTPeH JIO00H HOCHUTENb WM SKCLUUMHEHT, NOAXOAAIMH s (popmbl
npemnapara, KOTOpPYIO JKeJIaTeJIbHO BBOJUTD.

[0150] ®apmaneBTUUECKHE KOMIO3ULUN BKJIIOUAOT KOMIO3ULUHU, MOAXOMALIUE JIs
NEepOPAIbHOIO, MECTHOIO, MNapeHTEPAJbHOIO, JIETOYHOIO, HA3aJbHOTO WM PEKTAJIBHOTO
BBeneHms1. Hanbonee nmomxopsmuii myTh BBEAEGHUS B KQXKIOM ciiydae OyieT YaCTHYHO 3aBUCETh
OT NPUPOJBI U TSHKECTH 3JI0KAYECTBEHHOIO HOBOOOPA30BaHMs, a TaKKe, He0OA3aTeNIbHO, CTaTyca
HER?2 wu ctaanu 3710Ka4€CTBEHHOI'O HOBOOOPA30BaHUSI.

[0151] dpyrue dapmaueBTudeckue KOMIO3ULUK BKJIIOYAIOT KOMIO3ULIUH, MOIXOASIIUE
IUIE CUCTEMHOTO (HampuMep, SHTEPAJbHOrO WM TapeHTepaibHOro) BBeneHus. CHcTeMHOe
BBEJICHUE BKJIFOYAET TEPOPAIIbHOE, PEKTabHOe, CYOJMHTBaibHOE WM CyOjnabuambHOe
BBenieHue. [lapeHTepanbHOe BBeeHUE BKIIIOYAET, HAIIPUMEP, BHYTPUBEHHOE, BHYTPUMBILIEUHOE,
MHTPaapTepUOIIIPHOE, BHYTPUKOXHOE, MOJIKOKHOE, UHTpaINepUTOHEAIBHOE,
BHYTPHKEITyJOUKOBOE M BHyTpUYEpEeNHOe BBeneHue. Jlpyrue crnocoObl BBEIEHHUs BKIIIOYAIOT, B
KayecTBe  HEOIPAaHMYMBAIOLIMX  IPUMEPOB,  MHCIOJb30BAaHUE  JIMIIOCOMHBIX  COCTAaBOB,
BHYTPUBEHHYIO HWHQY3HIO, TpPaHCACPMAJIbHBIE TMaT4d W T.A. B HEKOTOPBIX BapHaHTaX
OCyIIECTBIeHHsT (papMaLEBTHUECKHE KOMIIO3MLMHU I10 HACTOSINEMY H300PETEHUI0 MOXKHO
BBOAIUTb BHYTPUOIYXOJIEBO.

[0152] Kommno3umuu  ajisi  JIETOYHOTO  BBEAEHUS  BKIIOYAOT, B  Ka4yecTBe
HEOTPAaHMYHUBAIOIIUX NPUMEPOB, CyXHE€ MOPOLIKOOOpa3Hble KOMIIO3HMLIUHM, COCTOSIINE W3
MOPOIIKA COENHMHEHMs, IMPEIACTABJIEHHOTO B HACTOALIEM OINUCAHUU (HAIpUMep, TyKaTUHHOA,

anturena nporuBs HER2, XxuMuoTepaneBTHUECKOro CpeacTBa WJIM MX KOMOWHAIMM), WIH €ro
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COJIM W MOpOIIKA MOAXOASLIEr0 HOCHUTENSl WIM CMa304HOro cpencrsa. Kommnosunmu ais
JIETOYHOTO BBEJEHUS] MOXKHO BBOJHUTH IIOCPEACTBOM HWHIASIIMM C TIOMOILIBIO JIFOOOTO
HOIXOASALIETO MOPOLIKOBOTO MHIANIATOPA, N3BECTHOTO CIIELMANIUCTY B 3TON 00JIacTH.

[0153] Komno3umuu [y CUCTEMHOTO  BBEACHHUS  BKJIIOUAKOT, B  KAyecTBe
HEOTPAaHMYHUBAIOIIUX NPUMEPOB, CyXHe€ MOPOLIKOOOpa3Hbleé KOMIIO3MLIMH, COCTOSILINE U3
KOMITO3HLIMH, MPEACTABICHHOW B HACTOSALIEM OIMCAHUM (HAampuMep, TYKaTWHUOA, aHTHTeNa
nporuB HER2, XumuorepaneBTHYeCKOro CpeAcTBa MJIM HMX KOMOMHAIMM), ¥ IOPOLIKA
MOIXOJAIIEer0 HOCUTENl WIM SKcuunueHTa. KoMmmosuuuu ajis CHUCTEMHOrO BBENEHHUS MOTYT
NPEACTABISTh COOOM, B KAUECTBE HEOTPAHUYMBAIOLINX MPUMEPOB, TAOJETKH, KATICYJIbl, MUJIIOJIH,
CUPOIIBL, PACTBOPHI U CYCIIEH3UU.

[0154] B HeKOTOpPBIX BapUAHTAX OCYLIECTBJICHUsS KOMIO3UIMU (HAIPpUMEp, TyKaTHHHOA,
aaturena mnpotuB HER2, XuMuorepameBTHUECKOro CpencTBa WM WX KOMOWHALINN)
IOTIOJIHUTENBPHO BKIFOYAKOT  (PapMaLeBTHUECKOE IOBEPXHOCTHO—AKTHBHOE BEIIECTBO. B
HEKOTOPBbIX  BapuUaHTaxX  OCYLIECTBJEHHS  KOMIIO3ULMH  JIOMOJHUTEIbHO  BKJIIOYAIOT
KPHONPOTEKTOP. B HEKOTOPBIX BapHaHTaxX OCYLIECTBISHHS KPHOMPOTEKTOP BBIOPAH M3 TPYIIIIbL,
COCTOSIIIEeH U3 TITFOKO3bI, CaXapo3bl, TPEraiao3bl, JakTo3bl, riayramara Hatpus, PVP, HPBCD, CD,
TNIMLEPUHA, MAJIbTO3bl, MAHHUTA U CAXapO3bl.

[0155] dapmaueBTHYECKHE KOMIO3ULUKU WM  JIEKAPCTBEHHbIE CPEACTBA IS
UCTIONb30BAHUSI B HACTOALIEM H300pPETEHHH MOXHO COCTABIISITh CTAHAAPTHBIMH CIIOCOOAMH C
UCTIONIb30BAHUEM OJHOro Wi Oosee (PU3MONOTMYECKH TPUEMIIEMBIX HOCUTENEH WM
skcuunueHToB. Ilomxomsmue ¢apmaieBTUYeCKe HOCUTENIHM IPENCTaBJIE€Hbl B HACTOALIEM
onucanuu U B Remington: The Science and Practice of Pharmacy, 21st Ed., University of the
Sciences in Philadelphia, Lippencott Williams & Wilkins (2005).

[0156] ITapenTepanbHble COCTaBbI KOMIO3ULMHA (HampuMmep, TYKaTHHHUOA, aHTUTENA
npotuB HER2, xuMuoTepaneBTHYECKOro CpeAcTBa WM UX KOMOMHAIMM) C KOHTPOJIUPYEMbIM
BbICBOOOJKIICHMEM MOJKHO TIOJy4aTh B BHJAE HMILUIAHTATOB, MACJISIHBIX MHBEKIMH MM
nucnepcHeix cucrem. O030p cucrem nocrasku cMm. B Banga, A.J., THERAPEUTIC PEPTIDES
AND PROTEINS: FORMULATION, PROCESSING, AND DELIVERY SYSTEMS,
Technomic Publishing Company, Inc., Lancaster, PA, (1995), BK/IIOYEHHOM B HaCTOsIIEe
OINHCAHKE B KAUECTBE CCBUIKU. J{MCIIEPCHBIE CUCTEMBI BKJIFOYAIOT MUKPOC(hEphl, MUKPOYACTHIIBI,
MUKPOKAIICYJIbI, HAHOKAIICYJIbl, HAHOC(HEphl 1 HAHOYACTHUIIBL.

[0157] ITomamepsl MOXKHO MCIOJB30BATh JJISI HOH—KOHTPOJIHPYEMOTO BBICBOOOKIECHHS
KOMIIO3UIIMI TO HAacTosimeMy u300peTeHHr0. B 3Toil 00jacTu W3BECTHBI pa3JIMUHBIC
JerpagupyeMble U HeAerpajupyeMble MOJUMEpPHble MaTpULbl [AJ  WCIIOJNb30BaHUS B
KOHTPOJHPYeMOi paocTaBke JsekapctBeHHoro cpencrtsa (Langer R., Accounts Chem. Res.,
26:537-542 (1993)). Hanpumep, 61ok—cononumep nosokcamep 407 CyImecTByeT B BUIE BA3KOH,
HO TIOJIBMYKHOHM >KUAKOCTH TPH HU3KUX TEMIEeparypax, HO OoOpa3yeT MOJNyTBEPHAbIH rellb MpU
temneparype Tena. [TokazaHo, 4To oH siBisgeTcst 3QHEKTUBHBIM HOCUTENEM ISl COCTABICHUS U
3aMeJUIEHHON JOCTaBKH PEKOMOMHAHTHOIO MHTepJielikuHa 2 u ypeasnl (Johnston et al., Pharm.
Res., 9:425-434 (1992); u Pec et al., J. Parent. Sci. Tech., 44(2):58 65 (1990)). AnbrepHaTUBHO,
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I KOHTPOJIMPYEMOTO BBICBOOOXKIIEHHsSI OENKOB B KaueCTBE MHKPOHOCHTENSI HCIIONB3YIOT
rugpokcuanatut ([jntema et al., Int. J. Pharm., 112:215-224 (1994)). B eme ogHoM acniekre ais
KOHTPOJIMPYEMOTO BBICBOOOXKIEHHS, a TAKXX€ TapreTMHra WHKAINCYJIUPOBAHHOIO B JIUIHUJIBI
JIEKapCTBEHHOTO CpeAcTBa HUCHONb3yioT jmrnocoMbl (Betageri et al., LIPOSOME DRUG
DELIVERY SYSTEMS, Technomic Publishing Co., Inc., Lancaster, PA (1993)). HM3BectHbl
MHOTHE JIOTIOJHUTENIbHbIE CUCTEMBI Il KOHTPOJIMPYEMOH JTOCTABKH TEPANEBTHYECKUX OEIKOB.
Cwm., Hanpumep, matent CIIIA Ne 5055303, 5188837, 4235871, 4501728, 4837028, 4957735,
5019369 u 5055303; 5514670; 5413797; 5268164; 5004697; 4902505; 5506206, 5271961,
5254342 u 5534496, xaxnblii 13 KOTOPBIX BKJIIOUEH B HACTOSALIEE ONMUCAHUE B KAYECTBE CCHUIKH.

[0158] B cnydae mepopasiibHOrO BBeAEHUS KOMOWHAIIMM TYKATUHUOA, WM aHTHTENa
nporus HER2, unn XuMHOTEpaneBTH4YeCKOro cpeactsa (papMaleBTHUECKAs KOMIIO3ULIUS I
JIEKApCTBEHHOE CPEACTBO MOXKET HAXOAWUTHCS B (opMe, HAlpUMep, TAOJETKU WU KariCyJibl,
MOJIY4€HHOH OOIIENPUHSATBIME CIIOCOOAMHU C HCIIONB30BaHHEM (DapMaLleBTHUECKU TPHEMIIEMOTO
skcuunuenTa. Hacrosinee n3oOpeTeHne OTHOCHUTCS K TaONeTKaM W JKEJIATHHOBBIM KarlCyJiam,
cozep KalM TyKaTHHHO, antuteno nporus HER2, xuMuorepaneBTHUECKOE CPENCTBO MM WX
KOMOWHAIIMIO MJTH BBICYLIEHHBIN TUIOTHBINA MOPOLIOK 3TUX JIEKAPCTBEHHBIX CPENICTB BMECTE C (a)
IVTFOEHTAMU WJIM HATIOJHHUTENSIMH, HANpUMep, JIAKTO30H, NEKCTPO30H, caXxapo30i, MAaHHHUTOM,
COpOUTOM, LEIUTIOJIO30! (HampuMep, STHIILEIUTION030H, MUKPOKPUCTAIUTHYECKON IEeJITF0I030H ),
TJIULUHOM, TEeKTHHOM, NOJHAaKpWIaTaMH WM ruapooprodochaToM Kamplus, Cyib(parom
kanpius, (b) CMa304YHBIMH CpPEACTBAMH, HAIpPUMEP, IUOKCHIOM KPEMHHs, TaJbKOM,
CTEapHHOBOM KHCJIOTOM, COJII0O MAarHusl WJIM KaJblLUsi, CT€apaTaMyd METaJUIOB, KOJUIOWIHBIM
OUOKCUAOM  KPEMHHs, THUAPOT€HU3UPOBAHHBIM  PACTUTENbHBIM  MAaCJIOM, KYKypPYy3HBIM
KpaxmajoM, O€H30aTOM HaTpHs, AaueTaTOM HATPUs WM MOJIUITWICHIJIMKOIEM, B Cly4ae
TabJIETOK TaKXke CO (C) CBSI3BIBAIOIIUMHE CPEACTBAMHU, HAPUMED, CUIIMKATOM AJIFOMHHUS MArHUS,
KpaxMaJbHOM MAaCTOW, >KEJIAaTMHOM, TPArakaHTOBOM KaMeAb), METUJILEJUIIOJIO30M, HaTpui—
KapOOKCHUMETHIILIEITFOJIO301H, MOJMBUHHUJIITUPPOITUAOHOM WIn TUAPOKCHUITPOITHII—
METHJILIEIJUTIONIO30H, mpu skenaHud, (d) pa3pbIXJMTENsIMH, HampuMmep, Kpaxmayiam (Hampumep,
KapTOeNbHbIM KPaxMaJlOM MM Kpaxmaj T[JIMKOJATOM HATpUsi), TJIMKOJSATOM, arapom,
AJIbTUHOBOM KHUCJIOTOW HJTH €€ HATPUEBOW COJIBIO U IMUIYYHMHU CMECSMHU; (€) YBIAKHUTEISIMHU,
HanpuMmep, Jaypuicyiabparom Hatpusi, uid (f) abcopbeHTamu, KpacUTEISIMH, apOMATU3ATOPAMHU
Y TIO/ICTIACTUTEIH.

[0159] TabneTku MOXXHO TOKPBIBATH IUICHKOW WJIM PACTBOPSIFOLIMMCS B KUIICYHHKE
MOKPBITHEM H3BECTHBIMH B 3TOH obnactu cnocodamu. JKuakue mpenaparsl Al EPOPATBHOTO
BBEJICHUSI MOTYT HAaXOAHUTHCS B (hOpMe, HAPUMeEp, PaCTBOPOB, CUPOIIOB MIIM CYCIIEH3UH, WIJIH UX
MOXHO TOJNy4aThb B BHIE CYXOro MPOAYKTA [JIsl BOCCTAHOBIEHHS BOJOW WM APYTHM
NOAXOZSALINM HOCUTEJIEM IIepeN MCIIONb30BaHUEM. Takue JKUIKHE MpenapaTbl MOXKHO MOJyYaTh
OOIIENPUHATHEIMU CHOCO0AMH € HCHOJBb30BaHHEM (PapMalleBTUYECKH NPHEMJIEMbIM TOOABOK,
HampuMep, CYCIEHIUPYIOIIUX CPENCTB, HAampumep, COPOUTOBOrO CHPOMA, MPOU3BOIHBIX
LIEJUTIOJIO3B] WIIM THAPOT€HU3UPOBAHHBIX MUINEBBIX )KUPOB; SMYJIbraTOPOB, HAIPUMED, JIELUTHHA

nJIn FYMMI/Iapa6I/IKa; HEBOAHBIX HOCI/ITeHefI, HarmpuMmep, MUHAAJIBbHOI'O Macjia, JXKUPHBIX CJIOXKHbBIX
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3(UpPOB, STUIOBOrO CHHUPTA UM (PPAKIIHOHUPOBAHHBIX PACTUTENIbHBIX Macell, 1 KOHCEPBAHTOB,
HapuMep, METWJI— HJIH TNPONMWI—P-TUAPOKCHOEH30aTOB WM COPOMHOBOM kucaoTel. [lpu
HEOOXOIMMOCTH, IpernapaTbl TakXKe MOTYT cojepkaTb Oy(epHble COJH, apOMaTH3aTOPBI,
KpacuTenu Wiu noaciaacturenu. Ilpu skenanuu, npemnaparsl A NEpOPAIbHOIO BBEEHUS MOKHO
COOTBETCTBYIOIIMM 00pa30M COCTaBJISAThH JJISI JOCTHIKEHUs] KOHTPOJIMPYEMOIO BBICBOOOKIECHUS
AKTUBHBIX COCTUHEHUI.

[0160] TumuuHble COCTaBbI Ui MECTHOTO BBEACHMs TYKaTUHHOA, aHTHUTENA MPOTHB
HER2, XuMHOTEpaneBTUYECKOTrO CPEACTBA WJIM MX KOMOWHAIMK BKJIIOYAIOT KPEMbI, MasH,
crpeH, JOChOHBbI U TuIacThipu. OnHAKO (PapMaLEBTHYECKYI) KOMITO3UIIMIO MOYKHO COCTaBJISITh
i J00Or0  THINA BBENEHHs, HANpPUMep, BHYTPHUKOXKHOH, TOIKOXKHOHW, BHYTPHUBEHHOM,
BHYTPUMBILIEYHONW, IOAKOKHOW, WHTPAHA3AIbHONW, BHYTPUMO3IOBOHM, BHYTPHUTPaxe€ajbHOM,
BHYTPUApPTEPUAIbHON,  WHTPANEPUTOHEANbHON,  BHYTPUIY3BIDHOH,  BHYTPUILIEBPAJIBHOM,
BHYTPUKOPOHAPHOH WJIM BHYTPUOIMYXOJIEBOM UHBEKIIUN C UCIIOIb30BAHUEM LUNIPULIA WU APYTHX
ycrpoiictB. Takke MpeaycCMOTPEeH COCTaB IJIsl BBEACHHUS MMOCPEACTBOM HMHTANSLUH (HAIIPUMED,
a3p030J1s1) WK TS IEPOPATBHOTO HITH PEKTAIIbHOTO BBEACHUS.

[0161] Tlomxomsimme COCTaBbl IJIs1  TPAHCAEPMAIbHOIO BBEAEHUS  BKIFOYAIOT
3¢ pexTHBHOE KOMMYECTBO OOHOTO WM 0Oojiee COSNMHEHUMN, MPEICTABJICHHBIX B HACTOSIIEM
ONMUCAaHWM, Heo0s3aTeNpHO, ¢ HocuTeneM. [IpennmouyTHTeNbHBIE HOCHTEIH  BKJFOYAOT
abcopOupyembie  (papMaKOJOTUYECKH  MPUEMJIEMblE  PACTBOPHUTENH Uil  OOJIeTYeHHS
IIPOHUKHOBEHUs] dYepe3 KOXy peuunueHra. Hampumep, TpaHcaepMaibHble YCTpPOMCTBa
HaxoIATCs B (popMe MepeBs30UHOro MaTepuala, ConepsKallero NoANep KUBAIOIINNA KOMIIOHEHT,
pe3epByap, COIEpKaIllUi COEAMHEHHUE, HeoOsA3aTeNbHO, C HOCUTEISIMH, HEoOsS3aTeNbHO,
KOHTPOJIUPYIOIIMH CKOPOCTh Oapbep sl JOCTaBKM COEAMHEHMS B KOXY PELUIHEHTa C
KOHTPOJIUPYEMOII M 3apaHee ONPEAENIEHHOW CKOPOCTBIO B TEUEHUE AJIUTENBHOIO MNepuona
BPEMEHH, U CPEACTBA JI NPHUKPEIUIEHUs yCTPOMCTBa K Koxke. Taxke MOKHO HCIOJIB30BaTh
MaTpUYHbIE TPAHCAEPMaJIbHbIE COCTaBBI.

[0162] Kommo3unmu 1 COCTaBbI, MPEACTABICHHBIC B HACTOSIIEM OMHCAHUH (Hampumep,
TykatuHuO, antureno npotuB HER2, xuMuorepaneBTHUECKOE CPEACTBO WIIM UX KOMOHMHALIHS),
MOJKHO COCTaBJIAITb JJIi TApEHTEPabHOTO BBENEHUs IOCPEACTBOM HWHBEKLUM, HampuMmep,
NOCPENCTBOM OOJIFOCHOW MHBEKIMU W HeNpepbIBHOW NHY3uH. COCTaBbI AJ11 HHBEKLIUH MOTYT
HAXOIUTBCS B CTAHAAPTHOHN JIEKApCTBEHHOH (popme, HampuMep, B aMmITyJiaX WM MHOTO030BBIX
KOHTelHepax, C  JONOJHUTENbHbIM  KOHCepBaHTOM. HHbeLupyemble  KOMIIO3ULIUY,
MPEANOYTUTENBHO, SIBJSIFOTCSI BOJHBIMU M30TOHMUYECKMMM PacTBOpPaMHU WM CYCHEH3UsIMH, U
CYMIIO3UTOPUH, MPEANOYTUTENBHO, TMOJIY4Yal0oT U3 JKUPHBIX O3MYJbCUM MIH  CYCIIEH3HIL.
Kommnozuiun MOKHO CTEpUIIN30BaTh, WJIM OHU MOTYT COZEp>KaThb BCIIOMOTaTesIbHbIE CPEICTBA,
TaKMe KaK KOHCEPBAHTHI, CTAOWIIM3ATOPBI, YBIAKHHUTEIM WA SMYJbraTOPbl, YCHIIUTENN
PacTBOPUMOCTH, COJIU JUJIsl PErYJISILIUHA OCMOTHYECKOTO JIaBJIeHUs Uin Oydeprl. AJTbTepHATUBHO,
AKTUBHBIE MHTPEJUEHTHI MOTYT HAXOAUTHCS B MOPOLIKOOOPa3HON (popMe Al BOCCTAHOBIICHHS C
UCTIONIb30BAHUEM TOAXOAILIET0 HOCUTENS, HAIIPUMEp, CTEPUIIbHON BOZbI O€3 MHPOreHOB, Nepen

ucronb3oBaHueM. KpoMe TOoro, OHM Takxe MOTYT COIAEp:KaTb APYTHe TEPANEBTHUUECKH BAXKHBIC
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BemecTBa.  KomMmosuumu — mony4yaroT — OOIIENPUHSATBIMH  CIIOCOOAMH  CMEIIMBAHUS,
IpaHyJIMPOBaHUS WM NOKPBIBAHUS, COOTBETCTBEHHO.

[0163] B cnydae BBemeHHsT MOCPENCTBOM HHTAJSIIUM KOMITO3ULUHU (HAmpuMep,
comepxkalie TykatuHuO, antureno nporuB HER2, xummorepaneBTuieckoe CpeacTBO HIIM UX
KOMOMHAIHsT) MOKHO BBOAUTH B (popMe aspo30J1st B OasIoHax Moj AaBJIeHUEM WK HeOynai3epe
C  HCIONB30BAHMEM  MMOAXOISINEr0  IMPOMEIUIEHTa, HampuMep, AUXJIOPIU(PTOPMETaHa,
Tpuxyopdropmerana, TuxiaopTeTpadTOpITaAHA, TUOKCHIA YIIIEPOAA MM APYTOro MOAXOSINErO
raza. B caoyudae asposonss moa fAaBieHUEM, €AUHULY AO3UPOBAHMUS MOXKHO ONPENENSTh,
WCIIONB3Yysl KJIANAH JUJIsl BBEACHMS] OTMEPEHHOIO KOJM4eCcTBA. MOJKHO COCTaBJIATH KAmCyJjbl U
KapTPUIDKK, HAMPUMEpP, U3 JKEIaTHHA JJI MCIOJb30BaHMA B MHTraysiTope win HHCYy(ddasTope,
cofiep Kalie MOPOIIKOOOPa3HYI) CMECh COEIMHEHHH W TMOAXOISINYI0 MOPOLIKOBYK) OCHOBY,
HaIpuMep, JaKTO3y WIH Kpaxmall.

[0164] Komnosuuuu (Hampumep, copepskamue TykatuHuO, antuteno npotus HER2,
XUMHOTEPAIIEBTUYECKOE CPEACTBO HIJIM WX KOMOMHAIIMIO) TaKXK€ MOXHO COCTaBJISITh B
PEKTalbHbIX KOMIIO3ULIUSAX, HAlpUMep, CYIIO3UTOPUAX WIM YAEPKUBAIOIIMX KJINU3MaX,
HaIpuMep, COIEPIKAIIUX OOIENPUHAThIE CYNIO3UTOPHBIE OCHOBBI, HAITPHMEP, MACJIO KaKao WIN
ApyTUe ULEepUbL.

[0165] Kpome TOro, akTHBHBIE WHIPEIUEHTHl MOXKHO COCTaBJISATH B BUIE Mpenapara—
neno. Takue cOCTaBbl AJIUTENBHOTO AEUCTBHMA MOXXHO BBOAUTH MOCPEACTBOM HMILIAHTALIUU
(HarpuMep, MOAKOXKHOW WJIM BHYTPHUMBIIIEYHON) WIM BHYTPHMBIIIEYHOH HMHBEKIUU. Takum
o0pa3omM, Hampumep, OIHO WIM OoJiee W3 COENMHEHWH, MPENCTaBICHHBIX B HACTOSIIEM
ONMCAHUH, MOXKHO COCTAaBJSITb C HCMOJb30BAHMEM TMOAXOASIIUX TMOJUMEPHBIX WJIH
ruapooOHBIX MaTepualioB (HAampUMep, B BHIAE SMYJbCUH B IOIXONAINEM Macie), WIN
MOHOOOMEHHBIX CMOJI, WJIM B BHIE YMEPEHHO PACTBOPHMBIX MPOU3BOMIHBIX, HAIPHMED, B BUE
YMEPEHHO paCTBOPUMOM COJH.

[0166] B  HeKkOTOpBIX acmeKTax  HacTosilee  W300peTeHHe  OTHOCHUTCS K
(dbapMaleBTHYECKON KOMMO3ULMK, coxepxkameli antuteno mnpotus HER2, TykaTtuHuo,
XUMHOTEPAIIeBTUYECKOE CPeACTBO  (Hampumep, aHTUMeTabonuT) ©  (papmMauneBTHYECKH
MIPUEMIIEMBI HOCUTED.

[0167] B HexoTOpbIX acnekTax aHTHTENO MpoTB HER2 BRIOpAaHO M3 TPYIIIbI, COCTOSIIIEH
u3 Tpactysymaba, mnepry3ymada, amo-TpacTy3ymad »SMTaH3WMHA, MapreTykcumada U ux
koMOuHamu. B HekoTopbix acmekTax aHtuteno nmporuB HER2 seisiercs tpactysymabom. B
HEKOTOPBIX acmekTax aHtuteno npotuB HER2 sBusercs komOuHammeid Ttpactysymaba u
nepty3ymada.

[0168] B HeKoTOpBIX acClmeKTax XHUMHOTEPANEBTHUUECKOE CPEICTBO  SIBJISIETCS
KareuuTabuHOM.

C. HaGops1

[0169] B opyrom acrmekte Hacrosiliee U300peTeHHe OTHOCUTCS K HaOOpy AU JICUCHHSI
wii  ynydmeHuss  3(GQEeKTOB  3J0KAYeCTBEHHOrO HOBOOOPA30BaHUS Y  HMHOAUBHIAYYMA,

comepxalieMy (papMaleBTUUECKYI0 KOMIIO3HMLMIO 10 HACTOSAIIEMY H300peTeHHI0 (Hampumep,
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(bapMaeBTHUECKYI0 KOMITO3HUIIMIO, COAEPIKAIYI0 KOMOMHAIIMIO TYKaTUHUOA, aHTUTENAa MPOTUB
HER2 wunm XUMHOTEpamneBTUYECKOrO CPenCcTBa). B HEKOTOpPBHIX BapHMaHTaX OCYIIECTBIICHUS
antureno mnporus HER2 sBnsiercss Tpactysymabom, mepty3ymadoMm, amo—TpacTy3ymad
SMTAH3MHOM, MapreTykcuMaOoM MM HX KOMOMHanued. B HeKOoTOphIX ciy4asx aHTHUTENO
nporuB HER2 sBnsiercs Tpactysymabom. B Hekoropeix ciydasx antureno nporus HER2
SIBJIIETCSI KOMOMHALIMEH TpacTy3ymada u nepry3ymada.

[0170] HaGope! moxxonaT aJist Je4eHus: Win yaydieHus 3($¢GexToB Jo00ro Koau4ecTsa
3JIOKaYECTBEHHBIX ~ HOBOOOpa3oBaHmii, B  4acTHOCTH, HER2-monoxureapHbIX WU
METACTa3UpPYyIOIUX  3JIOKAYECTBEHHBIX  HOBOOOpa3oBaHMH. B  HEKOTOpbIX  BapuaHTax
OCYIIECTBIIEHHSI THIT 3JI0OKAY€CTBEHHOTO HOBOOOPA30BaHUS, KOTOPBIH IMOABEPTAOT JICYCHUIO HJIH
YJIYYLICHUIO, BBIOPAH M3 TPYIIIBI, COCTOALIEH M3 KOJOPEKTAJIBbHOTO paka, paka JKelIyJaKa, paka
Jerkux (Hampumep, HemenkokyierouHoro paka jerkux (NSCLC)), paka >KeT4HBIX MPOTOKOB
(HampuMep, XOJIAHTMOKAPLIMHOMBI, paKa >KETYHOrO Iy3bIpsi), paka MOUYEBOrO My3bIps, paka
NUINEBOJA, MEJTAHOMBI, paka SMYHHKOB, Paka MMEUeHH, paka MPeNCTaTeIbHOH JKele3bl, paka
NOKETYAOYHOM JKeJe3bl, paka TOHKOTrO KULIEYHHKA, Paka TOJIOBBI M LIEH, paka MaTKH, paka
MOJIOYHOH JKeJe3bl M paKa MMeHKH MaTKU. B HEKOTOPBIX cirydasx HaOOPBI MOAXOIAT IS JICUSHHSI
3JIOKQYECTBEHHBIX HOBOOOPA30BaHHMI HEM3BECTHOTO IMEPBHYHOTO THUIA, OCOOEHHO, €CIU OHHU
apisitores  HER2-monoxurtensHeiMu. B HEKOTOpBIX — BapuaHTax  OCYLIECTBIEHUS
3JIOKQYE€CTBEHHOE HOBOOOPA30BaHUE, KOTOPOE MOABEPTAOT JICUSHUIO WIIH YIIYYIIEHHUIO, BBIOPAHO
U3 TPYNNbl, COCTOSALIEN M3 KOJOPEKTalIbHOIO paka, paka IMHIIEBOAA, paka XKelynaka,
XOJIAHTMOKAPIIMHOMBI, HEMEJIKOKJIETOYHOIO paka JIETKHX, paka MOYEBOTrO My3bIpsg U paka
JKETYHbIX  INPOTOKOB. B HEKOTOpBIX  BapuaHTax  OCYLIECTBIEHHS  3JI0KAYeCTBEHHOE
HOBOOOpAa30BaHME SIBISIETCS 3JIOKAYECTBEHHBIM HOBOOOpAa3OBaHMEM Ha NO31aHeH craxuu. B
HEKOTOPbIX BApUAHTaX OCYIIECTBJIEHHUS 3JIOKAYECTBEHHOE HOBOOOPA30BaHME  SIBIISIETCS
PE3UCTEHTHBIM K JIEKAPCTBEHHOMY CpPEACTBY 3JIOKAYeCTBEHHbIM HOBOOOpasoBaHueMm. B
HEKOTOPBIX CJIy4asiX, 3JIOKAYECTBEHHOE HOBOOOPAa30BaHUE SBJISIETCS MYJbTUPE3HCTEHTHBIM
3JIOKQYEeCTBEHHbIM  HOBOOOpa3oBaHHMEM. B HEKOTOpPBIX  BapHaHTaX  OCYINECTBJICHUS
3JIOKQYeCTBEHHOE HOBOOOPA30BaHUE SIBJISIETCS Hepe3eKTabesbHbIM, MECTHOPACTIPOCTPAHEHHBIM
3JIOKQYEeCTBEHHbIM  HOBOOOpa3oBaHMEM. B HEKOTOpPBIX  BapHaHTaX  OCYIIECTBJICHUS
3JIOKQYECTBEHHOE  HOBOOOpPA30BaHME  SBJIIETCS ~ METACTA3MPYIOLINM  3JI0OKaYeCTBEHHBIM
HOBOOOpa30BaHUEM.

[0171] Marepuanbl M peareHTbl Ui OCYIIECTBJICHHS PAa3JIMYHBIX CIIOCOOOB IO
HACTOSIIEMY H300PETEHHIO MOXKHO TPEIOCTABJISITh B HAOOpax IJisi 0OJIerueHus] OCYIECTBIICHHS
criocoboB. B pamkax wusobperenuss TepmuH "Habop" BKJIOYaeT KOMOWHALIMIO W3IEIIHIA,
oOnervarommx crnocod, aHanmu3 WM jAelicTBue. B wacTHOCcTH, HAOOpPBI MO HACTOSIIEMY
M300pETEHNI0 MOJXKHO TMPHMEHSATh B IOUPOKOM CIIEKTpe oOJjacTel, BKIIOYasi, HArpumep,
INarHOCTHKY, POTHO3UPOBAHUE, TEPAITHIO H T.II.

[0172] HaGops! MOTYT cofepKaTh XUMHYECKHE PEareHThl, a TAKXKe APyrHe KOMIOHEHTHI.
Kpome Toro, Habopbl 1O HacrosimeMmMy H300pPETEHHI0 MOTYT BKJIKOYaTh, B KadeCcTBE

HEOTrPaHUYMBAIOLINX MPUMEPOB, HHCTPYKIHUH JUIsl TOJb30BaTeNss HaboOpa, yCTPOiCTBA W
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peareHThl U1l BBeIEeHUs] KOMOMHaumi TykatuHnoOa, anturen nporus HER2, antumerabonuros
Wi ux (apMaLeBTUUYECKUX KOMIIO3MLNH, NPOOUPKHM U AHAJIW30B, JEepXKATelH, JIOTKH,
MOJICTABKH, YAaIlK{, TUIAHIIETHI, PAacTBOPBI, Oydepbl WM Apyrue XHUMHYECKHe peareHTh. B
HEKOTOPBIX BapHAHTaX OCYLIECTBIEHHs HAOOpbl COMAEpPXKAT WHCTPYKLMH, YCTPOHCTBA WU
peareHTHI It onpeneneHus reHotuna reHa (Hanpumep, KRAS, NRAS, BRAF) unu onpenenenus
skcrpeccun HER2 B oOpasue. HaGopsl mo HacTosuieMy H300PETEHHIO TaKXe MOXKHO
YIIaKOBBIBATh 11 YAOOHOTO XpaHeHus: 1 0e301MacHOl TPaHCIIOPTUPOBKH, HAIIPUMeEpP, B KOpOOKe
C KPBILIKOM.

[0173] B HekoTOpbIX acHeKTaxX HACTOsllee HM300peTeHHe OTHOCHUTCS K Habopy s
neyenns  win  ynyumenus  3¢dexroB HER2-monokurenbHOro  3J0Ka4eCTBEHHOTO
HOBOOOpA30BaHMsI y HMHIUBUAYYMA, conaepkameMy (papManeBTHUYECKYI0 KOMITO3ULIHUIO,
NPEACTABICHHYI0 B HACTOSINEM ONHCAaHUH. B HEKOTOpBIX acmekTax HadOp AOMOJHHTEIBHO
COAEPKUT MHCTPYKLUHU MO HCIOJIb30BAHUIO. B HEKOTOPBIX acmekTax Habop AOMOJHUTENBHO
COIEPIKUT OJUH WUJIH OOJIee PeareHTOB.

IV. Ilpumepsl

[0174] Hacrosimee w3o0pereHue Oyaer Ooyiee TOAPOOHO OMHCAHO C TMOMOIIBIO
KOHKpEeTHbIX mpumepoB. Crenymroliye MOpuUMepbl  MPEACTaBI€Hbl  HCKIIOYUTENIBHO B
WLTFOCTPATHBHBIX IENIIX U HE NMpPeAHAa3HA4YeHbl ISl KAKOro—InOO OTpaHUYEHHUs M300peTeHMUs.
CrenmanmucraM B 3TOM oOjacTu OyneT MOHITHO MHOMKECTBO HEKPUTHUECKHX IapaMeTpOB,
KOTOpblE MOXHO H3MEHSATh WIM MOAM(ULUPOBATH IJIsI MOJYYEHHUs, MO CYIIECTBY, TEX XK€
pE3yJIbTaTOB.

[0175] B mpumepax, MpenCTaBICHHbIX B HACTOSIIEM OINUCAHUM, II0KA3aHO, YTO
TYKaTUHHO M TpacTy3ymad Obuin 3¢ (eKTHBHBIMA B WHTMOMPOBAHMU POCTA OMYyXOJU B s
MoOzeJIel MOJy4eHHbIX U3 MALMEeHTOB KceHoTpaHcmuantatoB (PDX). B wactHOoCTH, TyKaTHHHO 1
Tpactysymad Obutn 3(G(EeKTUBHBIMU B JICYEHUM ONyXojieh, mnonydeHHbix #n3 HER2-
MIOJIOXKUTEJIBHBIX 3JIOKAUYECTBEHHBIX HOBOOOpPA30BaHMIA, BKIIOYasi kosopektanbHbiii pak (CRC),
paK THINEBOAA, paK >JKeNyIKa, XOJaHTHOKApLHUHOMA U HEMEJKOKJIETOYHBIH paK JIerkux
(NSCLC). Kpome Toro, koMOMHaIMsl TyKaTHHUOA 1 TpacTy3ymada Obuta Oonee 3ppeKTHBHON B
UHTUOMPOBAHUHM POCTA OIYXOJH, YeM JII00Oe JIEKapCTBEHHOE CPENCTBO B OTHENbHOCTH. B
HECKOJIbKUX ONyXOJsIX HaOMIOJamy HEOXKHIAHHBIH CHUHeprudeckuii >¢¢ekT, Korma aBa
JIEKApCTBEHHBIX CPENICTBA MCIIOJIb30BAIN B KOMOHHALIUH.

IIpumep 1: KomOunanms TtykatuHubéa u Tpactysymadéa B mogeasix PDX
KOJIOPEKTAJbHOI0 paKa

[0176] B srom mpumepe 3¢(eKTUBHOCTh TYKaTHHMOA W TpacTy3yMada OLIEHUBAIU B
mozemsix PDX HER2-nonoxutensHoro CRC. MblliaM HOAKOXXHO HMHOKYJIHPOBAIN KIJIETKU
CTG-0121, CTG-0784 wmun CTG-0383, a 3areM BBOAWIM TYKaTWHUO, Tpactysymad WIu
KOMOMHAIIMIO JIBYX JleKapcTBeHHbIX cpencts (n=10 nHa rpynmy). Tykatuu® BBOZMIH
nepopanbHO B 103¢ SO MI/Kr ABakAbl B CYyTKU B TedueHue 28 nHell (mHu uccnenosanus 0-27).

Tpacty3ymal BBOAMIIM UHTpANEPUTOHEATbHO B 03¢ 20 MI/KT pa3 B TpH IHS. BBOAMIU NEBSTH
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703 TpacTy3ymada, HauuWHas B JeHb uccienoBaHus 0. I'pymmy, KOTOpPOW BBOIMIJIM TOJIBKO
HOCUTEJIb, BKJIIOUAJIN B KAU€CTBE OTPULIATENIBHOTO KOHTPOJIS.

[0177] Kak noka3zano Ha ¢ur. 3A-3C, u TykaTuHuO, 1 TpacTy3ymMad MHrHOUPOBAIN POCT
onyxonu Bo Bcex Tpex mozemsix PDX CRC. Kpome toro, mpu BBeAeHMH KOMOWHAIMU ABYX
JIEKaPCTBEHHBIX CPEICTB MHIMOMPOBAHHE POCTa OMyXOJiH ObUIO OoJiee BBIPAXKEHHBIM, Y€M IPH
UCTIOIb30BAHUH JIFOOOTr0 M3 JIEKApCTBEHHBIX CPeACTB Mo otnenbHocTd. B momenn CTG-0121
TYKaTUHHO, TpacTy3ymMad 1 KOMOMHALIUS ABYX JIGKAPCTBEHHBIX CPENCTB MPUBOAMIN K HHAEKCAM
uHrubuposanusi pocra omyxomu (TGI) 104%, 109% wu 124%, COOTBETCTBEHHO, B [€Hb
uccnenoBanus 29 (tabmuma 1). B mogenmn CTG-0784 tykatnau0, TpacTy3ymad U KOMOMHALUS
IBYX JIeKapCTBEHHBIX cpencts mnpusoawnn k wuHAekcam TGI 50%, 36% u 103%,
COOTBETCTBEHHO, B JeHb Hccienosanus 29. B mogenmu CTG-0383 tykatnHHMO, Tpacty3ymad u
KOMOMHAIMS ABYX JIEKAPCTBEHHBIX CpeAacTs npuBoamin k mHAekcam TGl 117%, 80% u 137%,
COOTBETCTBEHHO, B JIeHb HccienoBanus 29. HeoxunanHo, HaOmonanu cHHeprudeckuil s3QpQext
NpU BBEACHWH KOMOHMHALMU JBYX JIEKAPCTBEHHBIX CPEICTB BO BCEX TPEX MOJEISX.
IIpumedarenpbHO, YTO AKTUBHOCTh KOMOMHAIIMK TYKaTUHUOA U TpacTy3ymMada B KaKIOW MOIEIH
PDX HER2-nonoxwurensaoro CRC Obuta cpaBHUMON ¢ aKTUBHOCTBIO, HAOJIFOAa€MOM B MOZENTH
HER2-10710KUTENBHOTO paka MOJIOUHOM kene3nl (BT-474).

IIpumep 2: KomOunanusi tTykatuHuOa M Tpactysymada B moaeasix PDX paka
NHIIeBOAA

[0178] B srom mpumepe oueHuBaIn 3PQPEKTUBHOCTh TYKaTUHHOA M TpacTy3ymada B
mozaensix PDX HER2-nmonoxurtenpHOro paka nuineBona. MplllaM MOAKOKHO HMHOKYJHUPOBAIU
kietku CTG-0137 wmum CTG-0138, a 3arem BBOOWIM TYKaTWUHUO, TPacTy3ymad WM
KOMOMHAIIMIO JIBYX JIeKapCTBEHHBIX cpencrs (n=10 wa rpymmy). TykaruHu® BBOAMIH
nepopajbHO B 103e SO MI/Kr IBaKAbl B CYTKH B TeueHue 28 nHeil (nHuM uccienosanus 0-27).
Tpacty3ymal BBOOWIM UHTpANEPUTOHEATbHO B n03e¢ 20 MI/KT pa3 B Tpu AHs. BBOAMIN NEeBSTH
703 TpacTy3ymada, HauuHas B JeHb uccienoBanus 0. ['pynmy, KOTOpPOW BBOOWIIM TOJIBKO
HOCUTEJIb, BKJIFOUAJIM B KAU€CTBE OTPULIATEIbHOTO KOHTPOJIS.

[0179] B wmopmenmu CTG-0137 u TykatuHuO, u TpacTtysymad WHrHOMPOBAIH pPOCT
omyxonu, uyro npuBoauno k wuHaekcam TGl B penp wuccnemoBanust 15 49% wu 55%,
coorBercTBeHHO (ur. 4A u Tabnuua 1). Kpome Toro, Habmonanu cuaeprudeckuii 3¢pdext npu
BBEJICHUN KOMOMHALIUY JIBYX JIEKAPCTBEHHBIX CPEICTB, YTO NMpUBOAMIO K uHAekcy TGI 85%.

[0180] B mogenu CTG-0138 TykarnHMO MHrHOMPOBAI POCT OMYXOJIU NPH BBEIECHUH B
KaueCTBE OTHEJIbHOTO CPeNncTBa, YTo npuBoamwio Kk uuaekcy TGl 69% B nenb uccnenosanwus 30
(ur. 4B). Opnako, cuHeprudeckuii >Q¢exT HaOmomanu Npu BBEACHUH TYKaTHHHOA W
Tpacty3ymaba B komMOuHanmu, uto npusonmwio k uaaekcy TGI 120% (tabmuna 1).

IIpumep 3: KomOunanusi TykatuHuOa M Tpactysymata B Mmoaeasix PDX paka
AKeJyaKa

[0181] B srom mpumepe oueHuBann >PQPEeKTUBHOCTh TYKaTUHHOA M TpacTy3ymada B
mozensix PDX HER2-monoxuTenbHOro paka »xenyaka. MpllnaM MOAKOXKHO WHOKYJIHUPOBAIH

kietku GXA 3038, GXA 3039 unn GXA 3054, a 3areM BBOIUIIN TYKaTUHUO, TPACTy3yMald WiIH
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KOMOMHAIMIO JIByX JleKapcTBeHHbIX cpencts (n=10 nHa rpymmy). TykaturuO BBOZMIH
nepopanbHO B 03¢ SO MI/Kr aBakabl B CyTKU B TedueHue 28 nHell (mHu uccnenosanus 0-27).
Tpacty3ymal BBOAWINM HMHTpANEPUTOHEATBHO B 03¢ 20 MI/KT pa3 B TpH AHs. BBoaunm neBsTsh
703 TpacTy3ymala, HauuHasi B JAeHb uccienoBaHuss 0. I'pymmy, KOTOpOW BBOAMJIM TOJIBKO
HOCUTEJIb, BKJIIOYAJIHN B KAU€CTBE OTPULIATEIbHOTO KOHTPOJIS.

[0182] Kak nmoka3zano Ha ¢ur. SA-5C, u TykatuHuO, 1 TpacTy3ymad HHrHOUPOBAIUA POCT
omyxosu BO Bcex Tpex monensix PDX paka sxenynka. Kpome Toro, nmpu BBeIeHUN KOMOMHALIIH
IBYX JIEKAPCTBEHHBIX CPEICTB MHTHOMPOBAHHE POCTa OMyXOJH ObLIO OoJiee BBIPAKEHHBIM, Ye€M
NPU HMCTIOJIb30BAaHUU JIFOOOTO M3 JIEKAPCTBEHHBIX CPEACTB MO OTAeNbHOCTH. B mMomenmn GXA-—
3038 TykatuHuO, Tpacty3ymald M KOMOHMHALMS JBYX JIEKAPCTBEHHBIX CPEIACTB MPUBOIMIN K
unaexcam TGI 110%, 50% u 116%, coOTBETCTBEHHO, B IeHb HcchenoBanus 28 (tabmuua 1). B
monenu GXA-3039 tykaruHuO, TpacTy3ymMad M KOMOMHAIMS ABYX JIEKAPCTBEHHBIX CPEICTB
npuBoami Kk uaaexcam TGI 48%, 38% u 103%, cooTBeTCTBEHHO, B eHb uccienoBanus 29. B
monenu GXA-3054 tykatmHuO, TpacTy3ymMad M KOMOMHAIUS ABYX JIEKAPCTBEHHBIX CPEICTB
npuBoamm Kk uHAekcam TGI 65%, 93% u 136%, COOTBETCTBEHHO, B NIeHb UCChenoBaHus 17.
Heoxxunanno, HaOmomamu cuHepruueckuil 3¢@exkr npu BBeOEHWH KOMOWHALUHM JIBYX
JIEKAPCTBEHHBIX CPEJICTB BO BCEX TPEX MOJEISIX.

IIpumep 4: KomOunauusi TtykatuHu®éa u Tpactysymadéa B Moaeaun PDX
XO0JIAHTHOKAPLHHOMBI

[0183] B srom mpumepe oueHuBain 3(HHEKTUBHOCTh TyKaTUHHOA M TpacTy3ymada B
mopenmu PDX  HER2-moOnOXUTENbHOW  XOJAHTMOKAPLUUHOMBL  MblmaMm  MOAKOXKHO
uHokyupoBaimu kietku CTG-0927, a 3areM BBOAWJIM TYKaTUHUO, Tpacty3ymad wWiH
KOMOMHAIIMIO [JIBYX JIeKapCTBeHHBbIX cpeactB (n=10 wHa rpynmy). Tykarunu® BBOIMIN
nepopajbHO B 103e SO MI/Kr IBaKAbl B CYTKH B TeueHue 28 nHeil (nHuM uccienosanus 0-27).
Tpacty3ymal BBOAMJIM MHTpANEPUTOHEATBbHO B 03¢ 20 MI/KT pa3 B Tpu IHS. BBomwnm nessThb
703 TpacTy3ymada, HauumHas B JeHb uccienoBanusi 0. ['pymmy, KOTOpPOW BBOIMJIM TOJIBKO
HOCUTEJIb, BKJIFOUAJIM B KAU€CTBE OTPULIATEIbHOTO KOHTPOJIS.

[0184] Kak mnokazano Ha ¢ur. 6 u Tabmuue 1, u TykatuHUO, U Tpacty3ymad
UHrUOUPOBaIHM POCT onyxosu. Kpome Toro, mpu BBEAEHUHM KOMOWHAIMU ABYX JIEKAPCTBEHHBIX
CPEACTB MHIMOMPOBAHHE POCTA OIMYXOJH ObUIO OoJiee BBIPAKEHHBIM, Y€M NPU HUCTIOIb30BAHUH
JEOOOTO M3 JIEKAPCTBEHHBIX CPEICTB MO OTHeabHOCTU. B nenb uccienoBanus 28 uanekcol TGl B
rpymnmnax TyKaTMHHOAa, TpacTy3yMaba ¥ KOMOMHHMPOBAHHOTO JieueHUs1 cocTaBysiin 48%, 63% wu
86%, COOTBETCTBEHHO.

IIpumep S: KomOunanus tykatuanda u Tpacrysymada B mogeasix NSCLC

[0185] B sToM npumepe oueHnBanu 3p(HEeKTUBHOCTb TYKATHHHOA B TPACTy3ymMada B IBYX
pasubix wmogmensix HER2-nonoxurensHoro NSCLC. [lna 3Tux [ABYyX  HUCCIEAOBaHUI
ucnons3oBamu kietku Calu—3 u NCI-H2170, skcnpeccupyromue Bbicokne ypoBHH HER2,
UMEOINe aMIUTU(PHUKALMIO Te€Ha, CPABHUMYIO C aMIUTH(UKALed B 3JJ0OKAYeCTBEHHBIX KJIETKaX
MOJIOUHOH sxene3sl BT-474, u panee 1eMOHCTPUPOBABIINE XOPOLINE OTBETHI HA TYKaTHHUO in

vitro.
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[0186] Mpiuam noakoxxHO wHOKyJaupoBanu kietku Calu—3 mmu NCI-H2170, a 3atem
BBOJIMJIM TYKaTHMHUO, TpacTy3yMad WM KOMOHMHALIMIO ABYX JIEKAPCTBEHHBIX cpeacts (n=10 Ha
rpynmy). s uccnenosanust Calu—3 TykaTuHHO BBOAMIIN MEPOPATBLHO B 103€ SO MI/KT ABAKABI
B CyTKH B TeueHue 21 naHs, HauWHas B JeHb uccienoBaHus 7. Tpactysyma® BBOOMIU
UHTparNepUTOHeaJbHO B n03e¢ 20 MI/KT pa3 B TpPU [AHS, HauWMHAs B JIeHb HCCIENOBaHUA 7.
Beomunu cemp 103 Tpactysymada. I'pymmy, KOTOpOH BBOIMIM TOJBKO HOCUTENb, BKIIFOYAIN B
Ka4ecTBE OTPULATENIbHOrO KOHTpossA. JlIs Tpex OTHEeNbHBIX JKUBOTHBIX MHCIOJB30BAJIH
nepepbIBbl BO BBEACHUU 103 (OAHOTO B TPYINE OTPULATEIBHOIO KOHTPOJISA M JBYX B IPYIIIe
KOMOWHHUPOBAHHOTO JICUEHHST).

[0187] [dns uccnenosanus NCI-H2170 TykaTiHUO BBOIMIIN MIEPOPATBHO B 103e SO MI/KT
IOBAXKIbI B CYyTKU B TeueHue 21 nHs, HaunMHas B neHb uccrienoBanus 18. Tpacty3zymad BBOIMIH
UHTPANePUTOHEATbHO B 03¢ 20 MI/KI IBaKIbl B HEIEN0, HAUWHAs B J€Hb HCCIenoBaHus 18.
I'pyny, KOTOPO# BBOIMIIN TOJBKO HOCUTENb, BKIFOYAIHN B KAYECTBE OTPHLIATEIbHOTO KOHTPOJIS.

[0188] Kak moka3zano Ha ¢ur. 7A u 7B u Tabmuue 1, u TykatuHud, u Tpacryzymad
uHrubuposann poct onyxoian B obeux monenssx NSCLC. Kpome Toro, mpu BBenEHHH
KOMOMHAIIMMA IBYX JIEKAPCTBEHHBIX CPEINCTB HHTHOMPOBAHHE pOCTa OMyXodH ObwLio Oojee
BBIPAKEHHBIM, Y€M TPH UCIOJIB30BAHUH JIFOOOTO U3 JIEKAPCTBEHHBIX CPEACTB B OTAEIBHOCTH. B
monemu Calu-3 TtykatuHu®, Tpacty3ymad M KOMOWHAIMSI JIBYX JIEKAPCTBEHHBIX CPENCTB
NPUBOAMIM K UWHAEKcaM wuHrubuposanusi pocra omyxonn (TGI) 63%, 86% wu 100%,
COOTBETCTBEHHO, B JIeHb uccienoBanus 28. Heoxunanuo, HaOmopamy cuHeprudeckuii 3 pexr B
rpynmne komOuHupoBaHHoro Jsedenus. B wmomenmm NCI-2170 tykatunHu®, Tpactysymad wu
KOMOMHAIMA ABYX JIEKapCTBEHHBIX CpeAcTB npuBoaunu k muHaekcam TGI 91%, 61% u 98%,
COOTBETCTBEHHO, B JIEHb UCCIEAOBaHUsA 39.

Tabmuna 1. Manekcs! TGI

Ha6mronaembrit TGI (%) [Tporuo
3UpyeM
pii %
TGI

Hassanue Tun Tun ITocraBmuk | Tykatun | Tpacry | Tykatunu | Tykatu

OIyXOJTN 3JI0Ka4eC | KCEHOT ub 3ymab | 6+Tpacty | HuG+Tp
TBEHHOT'O | PaHCILI 3ymad acTy3y
HOBOOOp | aHTaTa Mab
a30BaHUs

Calu-3 NSCLC | CDX BioDuro 63 86 100 95

NCH- NSCLC | CDX CobctBenn | 91 61 98 97

H2170 ble
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CTG-0121 | CRC PDX Champions | 104 109 124 100
Oncology
CTG-0784 | CRC PDX Champions | 50 36 103 68
Oncology
CTG-0383 | CRC PDX Champions | 117 80 137 103
Oncology
CTG-0137 | Pax PDX Champions | 49 55 85 77
MUIIEBOA Oncology
a
CTG-138 Pax PDX Champions | 69 -34 120 59
MULIEBOA Oncology
a
CTG—-0927 | Xomauru | PDX Champions | 48 63 86 81
OKapLUH Oncology
oma
GXA-3038 | Kapuuno | PDX Oncotest 110 50 116 105
Ma
KeTyaKa
(ypoxxeH
1Bl
Azun)
GXA-3039 | Kapuuno | PDX Oncotest 48 38 103 68
ma
KeTyKa
(ypoxeH
1Bl
A3un)
GXA-3054 | Kapuuno | PDX Oncotest 65 93 136 98
Ma
KeTyaKa
(ypoxxeH
1Bl
Aszun)

IIpumep 6: PanaoMu3upoBaHHOE, IBOHHOE CJI€N0€¢, KOHTPOJIHPYEMOe HCCJIeJ0BAHHE

¢a3bl 2 TykaTHHH0Aa MO CPABHEHHIO € MJane00 B KOMOMHALMH € KANELHUTAOMHOM H
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TpacTry3ymadoM Ha mNalHeHTaxX ¢ T[OJBEePrHyTOil JieYeHHI0, Hepe3eKTabeabHoi,
MEeCTHOpACHPOCTPAaHeHHOH uJau Mertactasupywmein HER2+ kapumHomMoil Mo0J1049HOM
KeJie3bl

[0189] B sToM mpumepe OINMUCHIBAIOT ABOMHOE CJIENOE UCCIIEAOBAHUE TYKATUHHUOA WIIH
riane6o B KOMOMHALMH ¢ KareUTaOMHOM U TPacTy3yMaOOM, OCYIIECTBIIIEMOE Ha MAllMEeHTaX C
Hepe3eKTabeIbHbIM  MECTHOPACIPOCTPAaHEHHbIM Wi Metactasupyromum  HER2+  pakom
MOJIOYHOH JKeJe3bl, KOTOPBIX paHee JIeUIN TpacTy3ymadom, neprysymadom u T-DMI1.

IpeanochblIKu U 000CHOBAHME

HER2+ pakx monounoii srcenesol

[0190] Pak MOJO4YHOW 3Keje3bl SIBISAETCS HauOoyiee pacnpocTpaHeHHOU (HopMoii
3JIOKQYEeCTBEHHOTO HOBOOOpa3oBaHHMs y JKEHIIMH 1o Bcemy wmupy (1), u Bropoil mo
pacnpoCcTpaHEeHHOCTH MIPUYHUHON CMEpTH, CBSI3aHHOM co 3JI0Ka4€CTBEHHBIMU
HoBooOpasoBanusimu, B CIIIA (2). B mpubnusurtensuo 20% ciy4aeB paka MOJIOYHOMN JKeJIe3bl
HaOJFOIAI0T THITEPIKCIIPECCHIO PeLienTopa 3nuaepManbHoro pakropa pocra 2 uenoseka (HER2)
(3, 4). HER2 sBnsiercs TpaHCMeMOpPaHHBIM THPO3WHKUHA3HBIM PELIENITOPOM, OMOCPEAYIOLINM
poct, muddepeHunpoBky u BbDKHBaHHE KieToK. Omyxomu, rumepakcnpeccupyrommne HER2,
ABIIIIOTCST  OOJiee arpecCMBHBIMH M HCTOPHYECKH ACCOLMHPOBAaHbI C XyAmed oOmeil
BbokuBaeMocTbio  (OS) mo cpaBHenmo ¢ HER2-oTpunarensHbIMH  3710Ka4€CTBEHHBIMHU
HOBOOOpa3oBaHUsIMHU (5).

[0191] Buenpenne HER2-nanpaBieHHON Tepanmuu C HUCHOJb30BAHHEM Tepamuu Ha
OCHOBE AaHTHUTENl WIH HU3KOMOJeKysspHoro uHruourtopa tuposunkuHas (TKI) mpusemo
3HAYUTENIPHOMY M HETIPEeKpPALIAIoIEeMyCsl yIydlleHno Oe3pennanBHoi BbokuBaemocT (DFS),
BbDKMBaeMocTu 0Oe3 mporpeccupoBanus (PFS) m OS B ycnoBusIX afAbIOBAHTHOW Tepamuu U
meractasupoBanus (6-9). Tpacty3symad, rymannsupoannoe antureno nporus HER2, ocraercs
OCHOBOH JIEYEHHMs] B YCJIOBMAX AIBIOBAHTHOW TepanmuM MW TEpanuud MEepPBOH JIMHUU IIPH
METaCTa3uPOBAHHMM, KaK MPABWIIO, B KOMOMHAIMK ¢ TakcaHoMm. Hanpasnennas mporus HER2
Tepamuss B KOMOMHAIIMM C LUATOTOKCHYECKOW XHMHOTEpanuedl JejaeT BO3MOXKHBIM
OJIHOBPEMEHHOE JIeUeHHE CpPENCTBAaMH, HMMEIOLIMMHU JBa Pa3HbIX MeXaHH3Ma AEHCTBUs, 4TO
NPUBOAUT K Ooyiee BBICOKOW 3()(HEKTUBHOCTH, Y€M IMPH HCIOJIB30BAHUH JIFOOOTO U3 CPEZCTB B
otaenbHOCTH (6, 10, 11).

[0192] Hecmotpst Ha ynyumenue ucxonoB npu HER2+ pake MonouHO# >kene3bl Ha
paHHel cTaguy, 0 YeTBEPTH BCEX MALMEHTOB, KOTOPBIX MOABEpPrajyd HAIpPaBJIEHHON MPOTUB
HER?2 Tepanuu B yCIOBUSAX aABIOBAHTHON TEPAIUH, HCIIBITHIBAIOT peluanB. Pa3paboTka HOBBIX
HanpaByieHHbIx Ha HER2 cnocoboB Tepamuu, takux kak mneptysymad m T-DMI1 (ago-—
TpacTy3yMad 5MTaH3WH WM TPAcTy3ymad >MTaH3MH), Ui Meracrasupyromero HER2+ paka
MOJIOUHOM >KeJe3bl, IpUBesia K 3HAYUTEIbHOMY MPOJOHITMPOBAHUIO MEIUAHbI BBDKMBAEMOCTH Y
STUX MALUEHTOB; OJHAKO, MO CYIIECTBY, Y BCEX MALUEHTOB B YCIOBHUSIX METACTA3HUPOBAHUS B
KOHEYHOM uTOore HabmroaaroT nporpeccuposanne. HeappekTHBHOCTD Tepanuy MOXKET SIBJISATHCS
pe3yJIbTaTOM TEePBHYHON WM TpuoOpeTeHHON pesucreHTHOoCcTH K Onokame HER2 (12-15).

Cy1mecTByIOT JOKa3aTeNbCTBA TOrO, 4yTO ABOHHOM Tapreruar HER2 ¢ momommpio komOuHamm 2
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pasHbix antuten nporuB HER2 wmnu mocpencTBoM Tepamuu Ha OCHOBE AaHTHUTEN, TaKUX Kak
Tpactysymadb u TKI, MoxxeT mpuBoauTh K AajbHEWIIeMy yiydineHuto 3ddexTuBHOCTH TpU
MeTacrazupyomem 3adbonesanuu (8, 16). B vacraocTn, komOuHaimst Huskomouekyssipuoro TKI
C Tepamuell Ha OCHOBE AHTUTEN MOXeT ObITb 3()(EKTUBHOM, T.K. C MOMOLIBIO HEE MOXKHO
NpEeoaoieBaTb  PE3UCTEHTHOCTh K  AHTUTEJIO—ONOCPEOBAHHOMY  HMHIMOMPOBAaHHMIO  C
UCIIOJIb30BAHUEM aJIbTEPHATHBHOTO MEXaHW3Ma HMHIHOMPOBAHMIO peuenrtopa. IlokazaHo, 4TO
nmanmatuHUO, nBOHHOH mnepopanbHbii TKI penentopa snupepmanbHOoro ¢akropa pocra
(EGFR)/HER2, wuMeer MNOBBIIEHHYIO AaKTHBHOCTbH B KOMOHMHALMK C TPacTy3yMaboM IO
CPaBHEHHIO C JIAMTATUHHOOM B OTHENIbHOCTH, JaKe MPU BBENEHUH MAallUEHTaM, Y KOTOPBIX paHee
HaOJIFIO1alI TPOrPECCUPOBAHUE BO BpeMs MPEAIIECTBYIOLIEH Tepanuu Tpactysymadbom (17,18).
OnHako WCMONB30BaHHUE JAAaTUHHOA OrPAaHUYEHO AKTHBHOCTBIO JIEKAPCTBEHHOTO CPENCTBa
nporus EGFR/penenropa snunepmansroro ¢gakropa pocra 1 uenosexka (HER1), npuBonsmeii k
TOKCUYHOCTH, TAaKOW Kak CbIllb, AWapes M yTOMJIIEMOCTb. TakuMm o00pa3oM, CyIIECTBYET
noTpeOHOCTh B OoJiee CeJIEKTUBHOM HU3KOMOJeKysipHoM nHrnonrope HER2, xotopslit MOXHO
KOMOWHHpOBAaTh C APYyrUMHU HampaeieHHbIMH mnpotuB HER2 cmocobamu Tepanum  1Jist
YIIYYLICHUS] KITMHUYECKUX HCXOMIOB.

[0193] CywecTByromuii cranaapT JedeHus 111 nauneHTos ¢ HER2+ meracrasupyromum
3a00N€BaHNEM COCTOHMT U3 JIEUEHUs] NMepTy3yMadoM C TpacTy3yMaboOM M TaKCAaHOM B KadeCTBE
JIEYSHHs TIEPBON JIMHHUH B CIIydae METACTa3upPyIOIIero 3a00eBaHmsl C MOCIEAYOLINM JIEYEHUEM
T-DM1 Bo BTOpOI# MHMY (4,19). BapuaHTe! neueHns i MaLUEHTOB, Y KOTOPHIX HAOMOJAI0T
NporpeccupoBaHue mocie JiedeHus meprysymabom u T-DMI, ocraroTcss OTHOCHUTENBHO
orpaHuyeHHbIMU. [laneHToB, kak NpaBuUiIo, JedaT MOCPEACTBOM IPOAOJDKEHUS HAIIPABJIEHHOM
nporuB HER2 tepanmu (B ¢Qopme Tpactysymaba wnm nanatuHn®a) B KOMOMHALMU €
LIUTOTOKCUYECKUM XHUMHOTEPANIEBTUYECKUM CPEACTBOM, TaKUM Kak KamenurtaOud. Taxoke
MOXHO paccMaTpuBaTh KOMOWHHPOBAaHHYK HampasieHHylo mnporuB HER2 Ttepamuio ¢
UCTIOJIb30BAaHUEM TpacTy3ymada u janatuHuOa. OQHAKO HU OHY U3 CXEM JICYSHHs HEe CUHUTAIOT
CTaHIAPTOM JIEYCHHUS B STUX YCJIOBUSIX, 1 HEOOXOAUMBI JIyYLIHE BAPUAHTHI JICYCHUS JIJIsl TAKUX
MaIUEeHTOB.

Memacmaset 6 2conoenom moszee npu HER2+ paxe mMoaounoii sicenesnt

[0194] BeposiTHO, Hauboiee HEYIOBIETBOPEHHOUN MOTPEOHOCTHIO B 00JIACTH MEIHUIIMHBI
B 3Py IIOCJIe BHEIPEHUS TPACTy3yMada sBISIETCS JICUeHHE U MPOPHIAKTHKA METACTA3UPOBAHHS B
rojioBHOM Mo3r. HenaBHO MOy4YeHHbIE JaHHBIE TO3BOJIAIOT MPEANOJaraTh, 4TO 4acTOTa NEPBOTO
peLuBa, BOSHUKAIOIIETO B TOJIOBHOM MO3Te, MOBBIIAETCS Y MallMeHTOB, KOTOPBIX MOJBEpraiu
aJbIOBAHTHOHN Tepamuy Ha OCHOBe TpacTty3dymada (20), m y mpubnusutensHo 30-50% HER2+
NAMEHTOB C METACTa3HPYIOIIUM 3a00jieBaHHEM OyIOyT pa3BUBATbCS METACTa3bl B T'OJIOBHOM
mosre (20-22). IlpuanHOHM yBENTUYUBAIOLIEHCS PAaCIPOCTPAHEHHOCTH METACTa30B B T'OJIOBHOM
mo3re y nanueHToB ¢ HER2+ pakoM MOJIOYHON 3kejie3bl MOTYT OBITh HECKOJIBKO (hakTopoB. Bo—
nepsbix, HER2+ pax MOnO4HON >kene3bl, MO—BUAUMOMY, MPOSBIAET TPONU3M B OTHOLIEHUU
rOJIOBHOrO Mo3ra. Bo—BTopsIX, mpu JydineM koHTpolsie 3aboneBaHusi, He cBsizaHHoro ¢ [[THC

NaluEHTbl MOT'YT JKUTb AOJIBLIC, YTO ITO3BOJISACT ME€TACTA3aM B T'OJIOBHOM MO3I€ CTAaThb Oonee
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BXHOHM KJIMHUYECKOH mpoOnemoil. M HakoHEL, TOJOBHOH MO3I MOXKET NPEACTaBIATbH COOOM
"yoexwume" miust HER2+ 3aboneBaHusi, T.K. KpyIHbIE MOJIEKYJIbI, TaKHUE KaK TpacTty3ymad, He
MOTYT MPOHUKATH Yepe3 remarodHredammdeckuii dapoep (23).

[0195] BapuaHTbl ledeHUs] METACTA30B B TOJJOBHOM MO3re orpanuueHsl. He cymectByer
CTeLAIbHON CUCTEMHON CXEMBbI JISYeHUs], ONOOPEHHON Il METaCTa30B B FOJIOBHOM MO3Te, U B
HACTOsIIee BpeMs JICUeHUe, IIIaBHBIM 00pa3oM, OCHOBAHO Ha MCIOJIb30BAHUH MECTHOH Teparuy,
TaKOW Kak JydeBass Tepamusi Bcero rojoBHoro mosra (WBRT), crepeortakcuueckasi jydesast
tepanusi (SRS) mmm xupyprudeckoe BmematenabcTBO. [laliMeHTOB Takke MOTYT TOABEPrarhb
TOJIbKO XMMHUOTEPAIIUN WM JICYUTh KAMEUTA0MHOM U JIAMATHHUOOM HJTH TPACTy3yMaOOM, XOTs
YacTOThI OTBETOB B TOJIOBHOM MO3re, Kak TIPaBUJIO, SIBISIIOTCS yMmepeHHbiMU (24, 25).
Pazpaborka HER2—HamnpaBieHHBIX CUCTEMHBIX CIIOCOOOB TEPAINUU ¢ KJIMHUYECKOH MOJIB30H MpH
oyarax 3a0oyieBaHUsI B rOJOBHOM Mo3re u o4arax He B [IHC MokeT mpuBecTH K yIy4IIEHHIO
KJIMHUYECKHX HCXOAOB rmocpenctsoM yiayumenus odmed PFS u OS, a takke mocpencrtsom
n30eTaHys WK 33JeP>KKU HCIIONb30BaHMS JIYY€BOH TE€paruy U CBSI3aHHOHN C HEW TOKCHYHOCTH,
BKJIFOYAs] HEHPOKOTHUTUBHBIE HAPYIIEHMUSI.

JIu3aiig uccjae10BaHus

[0196] Ilocne ynoBieTBOpPEHMsI BCEX KpPUTEPUEB BKJIIOYEHMsI MALIUEHTOB CIy4dalHbIM
oOpa3oM B cooTHOmeHWH 2:1 pacmpemensuid Uil BBEAGHHMS TyKaTMHHOAa WM Tuanedo B
KOMOWHAIIMY C KaleUTabMHOM U TpacTty3ymaboM. B mccnenoBannu B KadecTBE albTEPHATHBBI
TpacTy3ymMaly Takke MOXKHO HCIIONb30BaTh ONOOpEeHHbIe OHOaHAJIOrW TpacTyzymada
(BHYTpUBEHHBIE MJTH ITOJIKOXKHbIE COCTABBI).

[0197] PangoMu3aLui0 MALIMEHTOB JJIl UCIIBITAHUS OCYLIECTBISJIN C HCIOJIb30BAHUEM
JMHAMUYECKON HepapXu4ueckoi cxembl pannomusauuu. Rosenberger, William F., and John M.
Lachin. "Chapter 7." Randomization in Clinical Trials Theory and Practice. Hoboken, NJ: John
Wiley & Sons, 2016. ®@aktops! cTpaTuduKanuy BKIIOYAOT TEKyllee HAJMYHe WIM HAJIUYUe B
aHaMHe3€ IMOJIBEPrHYThIX WM HEMOJBEPrHYTBHIX JIEUEHHUI0 METACTa30B B TOJIOBHOM MO3re
(ma/uer), 6amnel no mkane cocrosinusi Eastern Cooperative Oncology Group (ECOG PS) (0 u 1)
u peruon mupa (CLIA, Kanana, ocranprol mup). CTparudukaiys no HaJHYUI METACTa30B B
rOJIOBHOM MO3T€ 3aBHCHUT OT aHamHe3a M OLeHkH uccieposarereM MPT rojmoBHoro mosra c
KOHTPACTOM MpPH CKpPUHUHTE. [laliMeHTOB, yke€ HWMEIIIUX METacTasbl B T'OJOBHOM MO3Ie
(TIOIBEpPTHYTHIE WM HEMOABEPTHYTHIE JICYCHHUIO) MM OJHO3HAYHO HMEIOINUX METaCTa3bl B
rosioBHOM Mo3sre ipu MPT Bo BpeMst CKpHHHMHTA, pacCMaTPUBAIOT Kak "na" mpu crparudukanun
u nocnenyromeil oneHkn 3¢dexruBHocTy. IlanmenTsl 6e3 MeTacTa3oB B TOJOBHOM MO3Te B
aHaMHe3€ U OJHO3HA4YHO BaxHbIX ouarax npu MPT ronosHoro mosra ¢ KOHTPacTOM IIpH
CKPHHMHTE TaKK€ pacCMaTpUBAIOT Kak "ma" mpu CTpaTUPUKAIMKU H  TMOCIEAYIOLIEM
HaOJII0 IeHNH.

[0198] JlexkapcTBeHHBIE CpeACcTBa BBOOAT LukyiaMu 1o 21 naro kaxnbiid. Tykatuaud (300
mr) wim mianebo sBoasT nepopanbHo (PO) aBaxkas! B cytku (BID). IIpun HeoOxonumocTH, 103y
TykaTuHuOa nim mianedo cHuxkaroT 10 250 mr, 200 mr wnu naxe 150 mr PO BID Bo uzbexanue

NOOOYHBIX 3PP EKTOB.
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[0199] Kanenutabun BBOAST B mo3e 1000 mr/m> PO BID B nau 1-14 xaxxmoro 21—
JHEBHOTO LIUKJIA.

[0200] Tpactysymab BBOAsiT B ymapuoii mo3e 8 mr/kr IV. Ilocne IV ymapHO#H n03bI
Tpactysymaba BBOAAT O MI/KI TpacTy3yMaba Kaxzaeli 21 AeHb, 3a HCKIIIOUEHHEM OCOOBIX
OOCTOSATENLCTB, KOTZIAa €r0 MOJKHO BBOJAUTBH €KEHENEeNbHO JUIs KOMIEHCALMH MOAWU(UKALUiT
CXeMbl JIYEeHHs. YAapHyl 103y TpacTy3ymaba He BBOISAT NALMEHTaM, KOTOPbIM BBOIMIN
TpacTy3ymab B mpenenax 4 Hedeldb OT Havaja IEPBOrO LIMKJA HCIBITAHUSA. JTHUM NalHeHTam
BBOIAT TpacTy3yMad B mo03e 6 MI/KI KaxIblid LMKJ, BKiItovas mukia 1. Tpacrysymab Taxxke
MOKHO BBOJIUTh €XKEHENEIBHO B 103€ 2 MI/KT IV kaxkable 7 MHEH, HO TOJBKO B OOCTOSTENbCTBAX,
Korga WHQY3MIO TpacTy3ymada 3anepKUBAU, a eXeHeneJdbHble MH(Y3UH HEOOXOOUMBI IS
PECUHXPOHHU3ALUN POAOCKUTEIbHOCTH LIMKJIA 10 21 AHs.

[0201] AnbTepHaTHBHO, TpacTy3yMad BBOIAT MOAKOXKHO B (pUKcHpoBaHHOH no03e 600 Mr
Kaxple 3 Hemenu. B ciyuae moakoKHOTO BBeAEHHs TpacTysymaba He Tpedyercs HU yOapHOH
703bl, HU €XKEHENENbHON CXeMbl, NOCTYNHOH [Jisi BHYTPMBEHHOro cocTaBa. IlanueHrtam
MO3BOJISIFOT NepexoanTh ¢ [V TpacTty3ymada Ha MOAKOKHOE BBEIEHUE TPacTy3yMada.

[0202] JleueHue mNPONOKAIOT OO JOCTHXKEHUS HEMPUEMIIEMONH TOKCUYHOCTH,
NPOTPeCCUPOBaHMs 3a00JI€BaHNs, OT3bIBA COTJIACHS HA YYaCTHE B MCIBITAHUH WM 3aBEPLICHUS
ucciefoBaHus. B ciydae manueHToB ¢ U30JIMPOBAHHBIM MIPOrPECCUPOBAHUEM B FOJJOBHOM MO3Te
U CTaOMIIbHBIM CHCTEMHBIM 3a00JIEBAaHUEM MOXKHO NMPOBOAMTH MECTHYIO TEPAINUI0 T'OJOBHOTO
MO3ra.

[0203] IlaumeHTOB mTOABEpraju OLEHKe Oe30macHOCTH Ha BCEM MPOTSHKEHUH
uccnenoBanusa. OneHky 0e30MacHOCTH, BKIOYas (pu3ukanbHbli ocMoTp, coop naHHbX 0 AE n
7a0opaTOpHble aHANU3bI, OCYINECTBIAIOT IO MEHbIIEH Mepe pa3 B TPU HENENH Ha BCEM
NPOTSKEHUM JIYEHUs B PAMKax HMCCIEAOBaHMsS W B TeueHue 30 mociie BBEAEHHUs MOCIEIHEH
J03bl HCCIENYEMbIX JIEKAPCTBEHHBIX CpeacTB. @pakuuio BbIOPOCA JIEBOTO JKENYAOYKa
oueHuBaroT nocpenctsoM ckanupoanust MUGA unmu OxoKI npu ckpunuHre, a 3atem pa3 B 12
Heselb.

[0204] JTabopaTopHbIe aHAIU3bI BKIOYAOT CIAEAYIOIINE MMOKA3aTe N, KaJIbLUiA, MarHui,
Heopranudeckuii (Gocdop, MOUYEBYHO KUCIOTy, obmuii Oenok, jakrarmeruaporenasy (LDH),
anbOyMuH, a30T MoueBuHbI KpoBu (BUN), kpearnHuH, OnkapOOHAT, TIIFOKO3Y, KAJIHH, XJIOPUA U
Hatpuil. Ilokasaremn ¢ynkuunm mnedenn (LFT) srmouaror cnenyromue: ACT/CIOT,
AJIT/CITIT, obwmuii OwnmpyOuH wu 1menouHyro ¢ocdarasdy. ['emaTonorndeckas maHENb
BKJIFOUAET CIICAYIOLINE TOKaszaTenu: kinHudeckuil aHanu3 kpou (CBC) ¢ nelikonurapHOii
dopmynol, remornodun, remarokpur (Hct) u TpomOoumtel. IlaHens CBEpTHIBAHHS BKIIOYAET
crnenyrommme nokazarenn: MHO, mporpomOmnoBoe Bpems (PT) m AUTB. Ananmuz moun
BKJIFOYAET (B Ka4€CTBE HEOIPAHUYHMBAIOIINX ITPUMEPOB) CIENYIOIINE TECThI: [[BET, BHEIIHUI BH],
pH, 6enok, rmroKo3y, KETOHBI U KPOBb.

[0205] MPT ronoBHOro Mo3ra ¢ KOHTPAacTOM OCYIIECTBJISIFOT Ha UCXOJHOM YPOBHE BCEM
NanueHTaM, He3aBUCHUMO OT Halu4Ms METacTa3OB B TOJIOBHOM Mo3re B aHaMHe3e. OLieHka

3} (PEeKTUBHOCTH BKIIIOYAET H3MEPEHUE BCEX H3BECTHBIX OUYArOB METACTa3HUPYIOIEro WU
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MECTHOPACTIPOCTPAHEHHOTO Hepe3ekTabesbHOro 3abojieBaHusl (BKJIIOYAsl 1O MEHbIIEH Mepe
IPYAHYIO KIIETKY, OPIOIIHYIO MOJIOCTh M Majiblii Ta3) mocpenctsoM crupaibHoil KT Bbicokoro
paspewenusi ¢ koHTtpactoMm, IIDT/KT (ecom Bkmoyeno ckanupoBanue KT Bbicokoro
paspemienusi) wnu ckanupoBaHuss MPT, mpu HEoOXOOUMOCTH, a Takke COOTBETCTBYIOIIYIO
BU3YAIN3ALUIO JIOOBIX JPYTHX M3BECTHBIX 04aroB 3aboneBanus (Hanpumep, Gpororpaduposanue
HOBPEXIEHUH KOXKH, BU3YaJIH3aLUI0 KOCTHOIN TKaHU) HA MICXOAHOM YPOBHE, KaXK/ible 6 HeneNb B
Te€YeHHe MepBbIX 24 Henenb, a 3aTeM Kaxable 9 Hepenb. 1o pemenuro uccnenoparenss MOKHO
OCYIIECTBJISATh JOIMOJIHUTENBHYIO BH3YAJH3aLUI0, TaKyl KakK pPEHTI€HOPaIuOJIOTHYECKOe
CKaHUPOBaHHE KOCTHOM TKaHU WM JIPyroe CKaHUpoBaHUe. PelleHuss B OTHOIIGHUU JIEUEHUs
MPUHUMAIOT B 3aBUCHUMOCTHU oT OLICHKHU uccleoBaTeneM pe3yJIbTaTOB
PEHTTEHOPAANOJIOTUYECKOTO CKaHUpOBaHUsA. Bcex mnaunmeHToB mnoasepraiu noTopHoi MPT
rOJIOBHOIO MO3Ta C KOHTpAacToMm B mpeaenax 30 aHel mocnie 3aBeplueHus jiedeHus, ecau MPT
rOJIOBHOTO MO3ra C KOHTPAacTOM e€lle He NpoBoawiu B mnpeaenax 30 nHeNH MM HET paHee
3a/I0KyMEHTHPOBAHHOIO MPOTrPECCUPOBaHMsl B TOJIOBHOM MO3re B Xofe uccienosaHus. Ecmu
UcClelyeMoe JieueHHe [MPeKpalaloT Mo [PUYMHAM, WHBIM, 4YeM [POrpeccCUpOBaHUE
3a00NeBaHMs, JENAT BCE BO3MOXKHOE, YTOOBI OLEHHTh M OTCIEOUTHh NPOTPECCUPYIOLIEe
3a0oneBaHne y MALMEHTOB. Bcex ManMeHTOB B HMCCIIENOBAHUHM MPONOJDKAIM HAOMIOIaTh Ha
npeamer OS mocie 3apepiIeHns UCCAEAYEMOro JIEUSHHsI.

[0206] B cnydae manueHTOB, MOJBEPraeMbIX MECTHOMN Tepanuy METaCTa30B B FOJIOBHOM
Mo3re, ciyd4aiiHo oOHapyskeHHbIX pu MPT ronoBHOro mMosra ¢ KOHTPACTOM IPU CKPUHHHTE, &
3aTeM MpOAODKAIOIIMX HccleayeMoe JedeHue, noBTopHyro MPT ¢ konrpacTom mocne
3aBepIIEHUs] MECTHOH Tepamuy OCYLIECTBISAIOT CIENYIOIUM 00pa3oM: B Cydae MalHUeHTOB,
MOJIBEPraeMbIX JIy4e€BOM Tepamnuy TOJOBHOIO MO3ra B mepuon ckpuHuHra, MPT ronosHoro
MO3ra C KOHTPAaCTOM HA HCXOAHOM YpPOBHE CIYyXXUT B KadeCcTBe HCXOAHOIO YPOBHS IS
CpPaBHEHUsl MpU TMOCIENYIOIIMX OLEHKAax OTBeTa. B ciy4ae NanueHTOB, NOABEPraeMbIX
XUPYPrU4eckol pe3eKIMH MeTacTa30B B I'OJIOBHOM MO3I€ B IEPHOJ CKPHUHUHIA, B KayeCTBE
HCXOIHOTO YPOBHSI CIY>KUT nocieorneparonHas MPT rosoBHOro Mmosra ¢ KOHTPacToM.

[0207] OcymecTBasitoT (PapMaKOKMHETUYECKYIO OLIEHKY IMMKOBOIO M OCTaTOYHOTO
YPOBHEH TyKaTMHHOA M METa0OJUTOB JICKAPCTBEHHOTO CPENcTBa. Takike MONIYyHaroT O0pasibl
KPOBU JUII BO3MOJKHOM OLEHKM TOTEHIHMAJIbHBIX OHOMapKepoB OTBETa,  BKJIKOYAS
mupkyaupyromyo onyxoneryro JIHK (ctDNA). Vkas3bpiBalOT KOHIIEHTpAalMH TyKaTHHHOA B
a3Me WHAMBHAyyMa (MAlUeHTa) Ml KaKAOro BPEMEHH 3a00pa; TakkKe BBIYHCISIIOT
COOTBETCTBYIOLIYIO CBOIHYIO CTaTUCTHKY UJIA Kaxknoro Bpemenu 3adopa. Ctpost rpaduku
npoduaell KOHIEHTpAaIMH TyKaTHHHOA B IUIa3Me€ OTHOCHUTENBHO BpeMeHH (TpH 3TOM
KOHLIEHTPALMH TPEACTABISIIOT B JorapuMuydeckoll © JHMHEHHON IIKane) Uid KaXIoro
NAlMEHTa, AHAJIOTUYHBIM O0Opa3oM CTPOST CyMMapHble rpaduKyd BPEMEHHOH 3aBHCHMOCTH.
Cootnomenne meradonura ONT-993 u poaUTENBCKOTO JEKAPCTBEHHOTO CPEACTBA TYKATHHUOA
YKa3bIBAIOT U 0O0OOIIAIOT AJIst KaXI0ro BpeMeHu 3adopa.

[0208] MoHuTOpUHT 0€30MaCHOCTH OCYINECTBIIIOT Ha BCEM MPOTSKEHUU HUCCIIEIOBAHMS

C UCIIOJIb30OBAHUEM MACKHUPOBAHUA. PerynﬂpHo AHATU3UPYIOT BCE COOTBETCTBYIOLHUEC NAHHBIC O
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Oe3omacHocT U 3¢ (eKkTHBHOCTH, BKJIOYAas (B KAayeCTBE HEOTPAHWYHMBAIOIIUX IPUMEPOB)
CMepTh, NpEKpalleHHe ydacTus B HCCIENOBaHUM, CHUIKeHue 103bl, AE, cepbe3Hble
HekenarenbHble siBieHust (SAE) u ciydan mporpeccupyroinero 3a0oneBaHus, B Inpenenax 6
HeJlesb OT Havajla UCCIeA0BaHMs (C MACKUPOBAaHUEM U 0€3 MACKUPOBAHMSA).

[0209] KavecTBO >kM3HM, OOYCIOBIIEHHOE COCTOSIHUEM 3JI0POBbS, U 3KOHOMHYECKHUE
aCTIEeKTBhI JIEUeHHs OLIEHHBAIOT C MOMOLIBIO ONMPOCHMKA KauecTBa ku3HU EQ-5D-5L u cOopa
JaHHBIX 00 MCIOJIBb30BAHUU PECYPCOB 3APABOOXPAHEHUS.

[0210] ITepBu4HO# KOHEYHON TOYKOM OLEHKH 3(PPEKTUBHOCTH SIBJISETCS] BBKHBAEMOCTD
0e3 nporpeccupoanust (PFS), onpenessiemasi kak BpeMsi OT paHIOMH3AIUH 0 LIEHTPATU30BAHO
AHATU3UPYEMOTO, 3aJI0KyMEHTUPOBAHHOTO MPOTpecCUpoBaHMs 3a00NeBaHUE WM CMEPTU IO
m000i mpUUMHE, B 3aBUCUMOCTH OT TOTO, YTO MPOU3OHAET paHbiue. UTO Kacaercs MepBUYHON
KOHEYHOU TOUYKH IEHTPAN30BaHHO aHanuzupyemoit PFS B uccnenosanuu B Lenom, 1Be TPyMIIIbI
JICYSHHSI CPABHHUBAIOT C MCIIOJIb30BAHUEM JIOTapU(PMUIECKOTO PAHTOBOTO KPUTEPHsL. S3HAYCHHE P
IUTSL 3TOTO KPUTEPHUS BBIMUCISIOT C UCMOJIB30BAHUEM CIIOCO0a PaHIOMHU3ALUH, YTOOBI OTPA3HUTh
JVHAMHWYECKOE paclpeAesieHne, UCIONb3yeMOe AN PAHAOMU3ALUN. U3BECTHBIE MOJBEPrHYTHIE
WJIM HETIOIBEPTHYTHIE JICUEHHIO METACTa3bl B TOJOBHOM Mosre B aHamHese (na/Het), ECOG PS
(0 m 1) u pernon mupa. B nepBu4HBIN aHATN3 BKIIOYAIH BCEX PAHIOMH3HPOBAHHBIX MTALIUEHTOB.
ITaiieHTOB  CYMTAIOT LEH3YPUPOBAaHHBIMM HAa MOMEHT HX T[OCIEAHEHl OLIEHKH Ha
MIPOrPECCUPOBAHHUE.

[0211] BrTopuYHBIMM KOHEYHBIMH TOYKAMH OLEHKH 3(PGEKTUBHOCTH SBISIOTCS
BbDKMBAEMOCTh O€3 IPOrpecCUpOBaHUsl Yy MAILMEHTOB C METacTa3aMd B TOJIOBHOM MO3TE,
JUTUTENIBHOCTD OOLIel BBDKMBAEMOCTH, YacTOTa OOBEKTHBHBIX OTBETOB, YaCTOTAa KIMHUYECKON
3¢ (eKTUBHOCTHU U AIUTENBHOCTh OTBETA ()11 OTBEYAIOIINX MALIEHTOB).

[0212] HccnenoBarenbCckyrd OLEHKY 3((GEKTHBHOCTH TaKXe OCYLIECTBISIIOT C
UCIIOJIB30BAHMEM  JBYXKOMIIOHEHTHOTO crocoba OLEHKH Omyxond. B 3tom ananuse
nporpeccupoBanre 3aboneBanuss He B I[HC (He3aBucHMAash IEHTpPAJU30BaHHAS OLICHKA)
oueHuBalOT ¢ momoupio Kputepues onenkn oreBera conuanbix omyxonseit (RECIST) 1.1, a
3abonesanne B [IHC ouenuBaroT ¢ momompio Kpurepues oLeHKH OTBETa B HEHPOOHKOJIOTHU —
Meractas3bl B roioBHoM Mo3re (RANO-BM). HER2 u nmpyrue myrauuu H3y4arOT B KaueCTBE
BO3MOXKHBIX OHMOMapKepOB OTBETA C HCIIOJIb30BAHMEM OINMMCATENBbHBIX AHAJIN30B TOATPYIHII IO
NEPBUYHBIM U BTOPUYHBIM KOHEUHBIM TOUYKaM.

[0213] Tlocnenyromee Habmonenue PFS mpomomkarorT B TedeHume 12 MecsleB mocCye
paHmoMusauuu mnocienHero mnanueHta. llocnenyromee Habmopmerne OS mpomomkarT A0
pEerucTpaluy AOCTATOYHOIO KOJMYECTBA SIBJICHMM, MMEIOUIMX MOIIHOCTb 90%, mnsd aHanusa
s¢dexra neuernns B orHomenun OS. T.k. MenuaHa BbDKMBAEMOCTH B KOHTPOJIBHOW TpyTIe
MOXKET HaXOAUTHCS B IMamna3oHe OT 15 mo 24 mecsies, nepBuuHbiii aHanu3 OS OCYLIECTBISIOT
npuOIM3UTENbHO uepe3 1-2+ roga nocie nepsudHoro aHanmsa PFS.

KoHeuynble TOUKH

Hepeuuﬁaﬂ KOHEYHAA mMo4YKAd
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[0214] PFS, ompenensiemasi kak BpeMs OT PaHIOMH3ALMU 1O HE3aBHUCUMO LIEHTPAJIbHO
AHATM3UPYEMOTO, 3aJOKYMEHTHUPOBAHHOTO mporpeccupoBanus 3adbosnesanusi (mo RECIST 1.1)
WM CMEPTH 10 0O0H MpUYNHE, B 3aBUCHMOCTH OT TOTO, YTO NPOM30HAET PaHbIIE.

Bl’}’lODu’iHble KOHEUYHbIE IMMOUYKU

[0215] Koneunsie Touku oueHku 3¢dekrtuBHOCTH BKmodaoT: PFS y manueHTOB €
METacTa3aMM B FOJIOBHOM MO3re Ha UCXOHOM ypoBHe ¢ ucnonpzoBanreM RECIST 1.1 ¢ yuerom
HEe3aBUCUMOro ILeHTpanu3oBaHHoro ananusza, OS; PFS, onpenensemyro kak BpeMs OT
paHIOMHU3aLIUN TUTST OLICHHBAEMOTI'0 HCCIIeIoBaTENIEM, 3a10KyMEHTHPOBAHHOTO
nporpeccupoBanusi 3abosneBanusi (mo RECIST 1.1), unu cmepth mo mo0OoOH mNpuYMHE, B
3aBUCHMOCTHU OT Toro, uro npousoiiner nepsbiM; ORR (RECIST 1.1) ¢ yyerom He3aBUCHMOTO
uenTpanusoBanHoro anaiausa, DOR (RECIST 1.1) ¢ yueToM HE3aBUCHMOIO LIEHTPATU30BAHHOTO
anammuza, CBR (RECIST 1.1) ¢ y4eToM HE3aBHUCHMOIO IEHTPAJU30BAaHHOTO aHAIH3a, |
CPaBHUTEIbHBIE SKOHOMUYECKHE aCTIEKThI JICUSHHsSI I TYKaTHHNOA U rutanedo.

[0216] KoHeuHble TOYKH OLIEHKH O€30MAaCHOCTH BKJIFOYAKOT. HE)KeJaTebHbIE SIBJICHUS
(AE); xnmHMYeckne nTa0opaTOpHBIE MapaMeTpbl, MOKa3aTeNH >KU3HENESTENIbHOCTH U APYyTUe
BAXHbIE TIEPEMEHHBbIE O€30MaCHOCTH, YaCTOTy YIEepKaHWUsS [O3bl, CHIDKEHUS J03bl |
NpeKpalleHnsl BBEIACHMs KamenutaOWHa, YacTOTy VAEpP)KaHUS JO03bl, CHIKEHUS O3Bl |
NpeKpalleHs] BBEACHNUs TYKATUHHOA, U YacCTOTY YAEp:KaHMS IO3bl U NMPEKPAIIECHUs] BBEACHUS
Tpacty3ymada.

[0217] dapmMakOKHMHETUUECKHE KOHEUHBbIE TOUKH BKJIFOYAIOT KOHLEHTPALUU TyKaTHHUOA
U MeTa0OJIUTOB B IJIa3Me.

[0218] KoHeuHble TOUYKHM 3KOHOMHYECKHX ACHEKTOB JIEYEHUs] U HCXOJOB BKIIIOYAIOT:
COBOKYIIHYIO 4YacTOTy MHCIIOJIb30BAHUsI PECYPCOB 3[PABOOXPAHEHMs, BKIJIOYas, B KadeCTBE
HEOTPAaHWYMBAIOIIMX  NPUMEPOB,  BpeMsl  NPOLEAYpPhl,  JIUTEIBHOCTb  INpeObIBaHM,
FOCHUTAJIN3ALMY, MOCEIIEHUs] OTHAENCHUs HEOTJIOXKHONW MOMOIIM, 3aIUlaHUPOBAaHHBIE H
He3aIJIaHUPOBAHHbBIE MMOCEIEHUs] MEIUILIMHCKUX YUPEKIEHHH, UCTIONb30BaHUE JIEKAPCTBEHHBIX
CPEICTB, PEHTIeHOPAaJAMOJIOrMYeCKOe U APYroe JeueHHe W MpOLEeAyphbl, M aHallu3 KauecTBa
JKU3HH, OOYCJIOBJIEHHOE COCTOSTHHEM 3JIOPOBBS/COCTOSIHUSL 3IOPOBbSl C HCIOJIb30BAHUEM
onpocHuka EQ-5D-5L.

Hcceneoosamenvckite koneynvie moyki

[0219] HccnenoBarenbckue KoHeuHble Touku BkimouaioT: PFS (mo RANO-BM ¢
UCTIOJIb30BAHUEM JIBYXKOMITOHEHTHOT'O Crocoda OIEHKH OIMyXOoJH (3a0oyieBaHHe HE B FOJOBHOM
mosre oueHnBaroT o RECIST 1.1, a 3abonesanne B [THC onennator no RANO-BM)); PFS ne
B IIHC no RECIST 1.1 y nauueHToB, NpOAOIKAIOIINX HCCAENyeMOe JIeUeHUEe ISl MOTy4YeHUs]
KJIMHUYECKOH MOJIb3bl MOCIIE Pa3BUTHS U MECTHOTO JieueHus nepsoro nporpeccuposanus LIHC;
ORR (¢ wucmonp3oBaHHEM ABYXKOMIIOHEHTHOTO crocofa oreHku omyxoimu nmo RANO-BM
MOCPENCTBOM HE3aBHCHMOTO LEHTPAIN30BAHHOTO aHAIN3a);, IIMTENbHOCTh oTBeTa (Mo RANO—
BM ¢ wucnonp3oBaHHEM ABYXKOMIIOHEHTHOIO Crocoba OLEHKH ONyXOJH MOCPEINCTBOM
HE3aBUCHMOTO LIEHTPAJIM30BAHHOIO aHAJM3a), BPEMs IO NPOrPECCUPOBAHUS B TOJIOBHOM MO3Ie

(mo RANO-BM mnocpencTsoM He3aBUCUMOTo LieHTpaian3oBaHHoro aHanusa), CBR (mo RANO-
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BM ¢ wucnonb3oBaHHEM [ABYXKOMIIOHEHTHOTO CIoco0a OLIEHKH ONyXOJH IOCPEICTBOM
HE3aBUCHMOTO LIEHTPAIIM30BAHHOTO aHain3a);, Hanunune myrauuii HER2 nnn apyrux myrauuii B
Ka4eCTBe MMOTEHIMAIBbHBIX OMOMAapKepPOB OTBETA;, U BPEMs O BMEIIATENbCTBA (XUPYPTrHUECKOTO
BMEIIATENbCTBA UJIH JIy4€BOH Te€parnu) B OTHOIIEHNH METaCcTa30B B TOJIOBHOM MO3TE.

BbI100p M MCKJII0OUYEHHE HALMEHTOB

Kpumepuu exnouenus

[0220] YtoObl ObITh MPUTOMHBIMU AJISI YYaCTUSI B MCCIEAOBAHUM, MALMEHTHI JOJIKHBI
COOTBETCTBOBATH OMMCAHHBIM BBIIIE KPUTEPHUSIM.

[0221] (1) IlamuweHTHl AOJKHBI MMETh THCTOJIOTHUECKU MOATBepkAeHHy0 HER2+
KapLUHMHOMY MOJIOYHOM skenesbl, nmpu 3ToM HER2+ onpenensitor nocpeacrsom ISH, unu FISH,
wim [HC. HeoOxomuMo mnpenocTaBiaTh OJOKM MM Cpe3bl TKAHEW Ui TOATBEPIKIEHHS
nonokurebHOCcTH 0 HER2 (¢ ucnone3zoBanuem ISH unmu FISH) B onpeneneHHON CIOHCOPOM
LEHTPAJIbHOH Jadopatopuu mepen paHaoMusanued. LleHTpann3oBaHHO NOATBEPIKIEHHbBIE
pesynbratel anamuza HER2 (mocpencrBom IHC, ISH wnum FISH) wu3 mnpemsigyimero
HCCJIEZIOBAHMSI MOXKHO HCIOJB30BATh AJIS ONpeAeSeH!s] IPUTOJHOCTH Il TOTO UCCIIEOBAHUS C
onoOpeHus CIIOHCOpAa.

[0222] (2) IlaumenTsl paHee MOJKHBI OBLTH IMONBEPTaThCs JICUSHHIO TPAcTy3ymadom,
neptyzymadom u T-DM1.

[0223] (3) IlaumeHTB! MAOKHBI MMETh MPOTPECCUPOBAHHME HEPE3EKTAOEIBHOTO
MECTHOPACIPOCTPAHEHHOTIO MJIM METACTa3UPYIOLIEro paka MOJIOUHOM JKelle3bl Mociie MoCIeaHe!
CUCTEeMHOH Tepanuu (IIOATBEpPXKAaeMOE HCCIeAOBaTeeM) WU JOJDKHBI OBUTH  UMETh
HEMEePEHOCUMOCTD IOCIEAHEN CUCTEMHOU TEepaIuu.

[0224] (4) IMaumeHThl OOKHBI UMETh HM3MEPUMOE WM HeusMepumoe 3abojieBaHUeE,
ouenusaemoe o RECIST 1.1.

[0225] (5) BospacT mauueHTOB JOJKEH COCTaBJIATh [0 MeHbIel Mepe 18 1er Ha MOMEHT
Jla4y COTJIaCHsI Ha YJacTHe.

[0226] (6) ITaunents! nomxab umets ECOG PS 0 wn 1.

[0227] (7) IlaumeHTHI NOJKHBI UMETh OXKHIAEMYIO MPONOJLKHTENbHOCTb JKU3HHU IO
MEHbIIEN Mepe 6 MeCALIEB 10 MHEHHIO UCCIIeIOBATEIIs.

[0228] (8) INamreHThI OKHBI UMETh TOCTATOYHYIO (PYHKLMIO MEYEHHU, ONPENEIIEMYI0
no obmemy Ommupybuny <1,5 BITH, 3a ucCKJIOUEHHEM MAIMEHTOB C WU3BECTHBIM CHHAPOMOM
KunpOepa, KOTOPBIX MOJKHO BKJIFOYATh B MCCIENOBAHHE, €CIH MPSIMON OMIMPYOHH COCTaBIISIET
<1,5 BIIH; u tpancamunassl ACT/CI'OT u AJIT/CITIT <2,5 BIIH (<5 BIIH, eciu ectb
METacTa3bl B IEYECHHU).

[0229] (9) ITammeHTHl JOJKHBI UIMETh JOCTATOYHBIC TeMATOJIOTHYECKHE MapaMeTphl Ha
MCXOIHOM ypOBHe, ompenensembie kak ANC >15x10°/MKI; KONMMYECTBO TPOMBGOLHTOB
>100%10°/MK1 (TALMEHTOB ¢ KOJMYECTBOM CTAGHIBHBIX TPOMOOIUTOB OT 75-100%10°/mMK
MOJKHO BKJIOUAaTh B MCCJIENOBAaHUE C ONOOpEeHUs MEIULIMHCKOTO HAOM0IaTess ); reMOorio0uH >9

F/I[J'I; U y HOAaUCHTOB, KOTOPBIM IMEPCIMBAJINA KPOBb TIEPEA BKIOYCHHUEM B HCCICAOBAHUC,



57

nepenuBaHue JOJDKHO OBLIO MPOMCXOANTH 32 >14 mnHel 1o Havala Tepanuu sl YCTAaHOBIICHUS
COOTBETCTBYIOILUX M€MAaTOJOTHYECKUX [TapaMETPOB, HE 3aBUCALINX OT MEPeTNBaHUS.

[0230] (10) ITareHTHI AOJKHBI UMETh KIUPEHC KpeaTHHUHA >50 MJI/MUH, BBIYHCIISIEMBbIi
[0 PYKOBOACTBAM, NPHUHATHIM B YUPEXKICHUM, WM, Yy MALMEHTOB Maccoil <45 Kr, KpeaTuHUH
CBIBOPOTKH JIOJKEH OBbITh B MPUHATBIX B YUPEKIECHHH IPEeIaX HOPMBL.

[0231] (11) IMamumentst momwkubl umMers MHO u AUTB <1,5 BIIH, ecimu oHu He
NPUHUMAIOT JIEKAPCTBEHHBIE CPEACTBA, O KOTOPBIX H3BECTHO, 4TO OHM u3MeHsroT MHO nu
AUTB. 3anperieHo UCMOIb30BaHUE MALIMEHTAMH BapdapruHa U APYTUX MPOU3BOAHBIX KYMapHHa.

[0232] (12) ITauuentsr moymkHbl uMeTb PBJDK >50%, oneHHBaeMyr MNOCPENCTBOM
OxoKI' wnmu ckanmpoBanust MUGA, 3a10KyMEHTUPOBAHHOTO B Tipenenax 4 HeAenb Iepen
BBEJIEHUEM I1€PBOI 103bI UCCIIENYyEMOr0 JIEKapCTBEHHOTO CPEACTBA.

[0233] (13) Ecnu manueHT SBISETCS KEHIIUHOW JIETOPOIHOTO BO3pAcTa, MALIUEHT
IOJDKEH UMETh OTPHLIATENIbHBINA PEe3yJIbTaT aHAIN3a CBIBOPOTKH Ha OEPEeMEHHOCTh B Ipenesax 7
JHel repen BBelEHHEM MEepPBOH 103bI MCCIENyEMOro JeKapCTBEeHHOro cpeacrsa. CUUTAIOT, 4To
JKEHIHA MMEET IETOPOAHBbIH BO3pacT (T.e. sABIseTcs (PepTHIBbHON) MOCie MEHapxe U [0
nepuoaa IMocie MEHOMay3bl, €Ci OHAa He SBJIIETCS HeoOpaTuMo crepriibHbIMH. CriocoObl
HEOOpaTHUMOH CTEPIIIN3ALNHU BKIFOYAIOT THCTEPIKTOMUIO, ABYCTOPOHHIOK CAJBIIMHIIKTOMHIO H
IBYCTOPOHHIOIO 00¢opakToMur0. COCTOSIHUE TOC/IE MEHONAy3bl ONPEAEISIOT KaK OTCYTCTBHUE
MEHCTpyanuii B TeueHne 12 mecsues 0e3 aJbTepHATUBHON MEIULIMTHCKON PUYNHBL

[0234] (14) XeHmuHBI ETOPOJHOTO BO3pacTa (KaK OMPENENICEHO BbIIMIE) U MYKYUHBI C
napTHepamMH JAETOPOTHOIO BO3PACTa JOJIKHBI COTIIACUTHCS NCIOIB30BATh BBICOKO3(P(EeKTHBHBII
Croco0 KOHTpALEeNUM{, T.€. CHOCOOBl, € TIOMOIIBKO KOTOPBIX JOCTUTAIOT YacTOThI
Hea(pdexTuBHOCTH MeHee 1% B rox mpu peryJsipHOM U NPaBHJIBHOM HCIONb30BaHUM. Takue
CrocoObl  BKJIFOUAOT: KOMOWHHPOBAaHHYIO  (COAEpIKAINyl0 OCTPOreH U IPOTeCTOreH)
TOPMOHAJIBHYIO KOHTPALIETILHIO, CBSI3aHHYKO C WHTCHOMPOBAHUEM OBYJSLUH (TIEPOPAIBHYIO,
BHYTPUBJIATAJMIIHYI WM TPAHCASPMAIbHYI0), TOPMOHAJBbHYIO KOHTPALENLHUI TOJNBKO C
MPOTEeCTOr€HOM, CBS3aHHYIO ¢ MHTMOMPOBAHUEM OBYJIILIUHU (NEPOPATIbHYIO, HHBEKIIUOHHYIO HJIH
UMIUIAHTHPYEMYIO);, BHYTPUMATOUHOE YCTPOMCTBO; BHYTPUMATOYHYIO TOPMOHAJIbHYIO CUCTEMY,
IBYCTOPOHHIOK 3aKYIMOPKY/TIEPEBsI3KY MAaTOYHBIX TPYO; Ba33KTOMHIO y TMAapTHEpPA HIIH MOJIOBOE
Bo3feprkaHue. IlalneHTel My’)KCKOro Mojia ¢ NapTHepaMHM JETOPOJHOTO BO3pPAcTa JIOJIKHBI
UCTIONB30BaTh OAPBEPHYI0 KOHTpALENIMI0. Beex ManueHToB B MCCIENOBAHUH HHCTPYKTHPYIOT
UCTIONB30BaTh 3(PQPEKTHBHYIO KOHTPALENLNIO, OMHCAHHYIO BBINIE, HAuWHAs C MOINHCAHUS
UH(QOPMHPOBAHHOTO COTJIACUS A0 7 MECSLEB NOCIE BBEAEHHs MOCIEAHENH 03Bl UCCIENyEMOTrO
JIEKapCTBEHHOI'O CPEACTBA UM HCCIEA0BATENbCKOrO JIEKAPCTBEHHOIO IIpernapara.

[0235] (15) IlamueHTBI OOJKHBI MPENOCTABNATH TMOAMHUCAHHOE WH(POPMHUPOBAHHOE
coryjacue B BHIE JOKyMeHTa HH(popmupoBaHHOro cornacus, onodpennoro IRB/IEC, mepen
HA4YaJIoOM JIFOOBIX CBSI3aHHBIX C HCCIENOBAHWEM AHAINW30B WIM TPOLEAYP, HE SIBISIOIINXCS
YaCThIO CTAHAAPTA JISUEHHs I 3a00JIeBaHHS TAIIUEHTA.

[0236] (16) [TanmeHThI AOKHBI XOT€Th U MOYb BBITIOJIHSITH MPOLETYPHI UCCIICTOBAHUS.
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[0237] (17) dnsa Bxmovyenus: B uccnenosanne [IHC ¢ yuerom MPT ronosHoro mosra c
KOHTPAaCTOM IpPU CKPUHUHIE NAaLMEHTbl JOJKHBI COOTBETCTBOBATb OJHOMY W3 OMNMCAHHBIX
Kpurepues: (1) OTCYTCTBHE NMPU3HAKOB METACTA30B B I'OJIOBHOM Mo3re; (11) HENMOABEPTHYThIE
JIEYEHUIO METacTa3bl B TOJOBHOM MO3re€, Ui KOTOpPBIX He TpeOyercss He3aMeIIUTEeNbHas
MeCTHas Tepanus (B ciydae NMaleHTOB C HeMoABeprHyThIMU JeueHno ogaramu B [ITHC >2.0 cm
npu MPT rojmoBHOro mo3ra ¢ KOHTPAaCTOM IPHU CKPUHUHIE HEOOXOOMMO OOCyXneHHe u
ono0peHne MeTULIMHCKOro HaOMoIaTeNs nepes] BKIIOYeHHeM B UcciiefoBanue); uin (iii) paHee
MOJIBEPTHYTHIE JICUEHHIO METACTa3bl B TOJIOBHOM MO3T€.

[0238] Meracta3pl B TOJJOBHOM MO3T€, KOTOPbIE paHee JICUUIH MOCPEACTBOM MECTHOMU
Teparuy, MOTYT ObITh CTAOMJIBHBIMH C MOMEHTA JICUEHHs] WMJIM MOTYT MpPOrPecCUpOBaTH C
MOMeHTa mpenuiecTByromeii mectHol Tepanuu LIHC, mpu ycnoBuu, 4TO HET KIMHUYECKUX
MOKa3aHUMN ISl HE3aMEeJINTENbHOIO MOBTOPHOTO JIEUEHHUsl MOCPEICTBOM MECTHON Tepamuu IO
MHEHHIO HCCIIeI0BATENSL.

[0239] [TaueHThI, KOTOPBIX JIeUHIH nocpencTsoM MectHou Tepanuu LIHC mo npuunne
HEeaBHO MICHTU(UIMPOBAHHBIX O4aroB, OOHapykeHHbIXx mnpu MPT romoBHoro mosra c
KOHTPAaCTOM, OCYILIECTBISIEMON BO BpeMsi CKPUHHHTA IJIsI 3TOrO HCCIIEOBAHHS, MOTYT OBIThH
IIPUTOJHBI U1l BKJIFOUEHUS, €CJIM OHHU COOTBETCTBYIOT BCEM U3 CIEAYIOLIUX KPUTEPUEB: BPEMsI C
momenta WBRT cocraBnser >21 gHs nepen BBeNEHHEM MEPBOM AO3bl JIEKAPCTBEHHOIO
cpenctsa, Bpemss ¢ MoMmeHTa SRS cocraBnser >7 nHell mnepen BBEACHHUEM IEPBONM IO3BI
JIEKapCTBEHHOIO CPEACTBA, WIH BPEMsi C MOMEHTa XUPYPTHYECKOM PEe3eKLUU COCTaBIsieT >28
IHEH; U MPUCYTCTBYIOT APYTUe OYaru OLeHNBaeMOro 3a00JIeBaHuUsI.

[0240] CootBercrByromue 3amucu O kakoM—ianbo Jedennn I[[HC pomkHbl OBITH
AOCTYIIHBI, YTOOBI MO3BOJIUTH KJIACCU(UINPOBATD 1I€JIEBbIE 1 HELeJeBbIe OYar.

Kpumepuu ucxniouenus

[0241] TlamueHTOB HCKJIIOYAIOT W3 HCCIENOBAHUS MO JIOOOH M3 ONMHUCAHHBIX HIKE
MIPUYHH.

[0242] (1) IMTaumenTa paHee Jeuwid JanaTMHUOOM B mpexaenax 12 mecsueB OT Hadaja
UCCIIEyeMOTO JIeueHUs! (32 UCKJIFOUEHUEM CJIydaeB, KOT/a JIANaTHHUO BBOIMIIN B TedeHue <21
IHSI ¥ TIPEKpAIlaii BBEIEHHE 10 MPUYUHAM, MHBIM, YeM MPOrPECCHpPOBaHUE 3a00JEBAHUS WU
TsDKEJNas TOKCHYHOCTb); FJTH HepaTHHUOOM, adhaTHHHOOM HITH APYruM HccienoBarenbckum TKI
HER2/EGFR nmn HER2 B mo0oe Bpemst panee.

[0243] (2) [MaumeHTa paHee JNEYWJIH KaneqUTaOWHOM IO MPUYHHE METACTa3UPYIOIIEro
3a0oneBaHus (3a UCKIIOUEHHEM CIIydaeB, KOTAa KarnenuTaOuH BBOAMJIM B TedeHHe <21 nmHA u
NpeKpallaiy BBEICHUE 110 PUYUHAM, HHBIM, Y€M ITPOrPECCHPOBaHUe 3a00IEBaHMS UIIH TSKETast
TOKCHUYHOCTB). IlammeHTsl, KOTOPBIM BBOAMJHM KaleUUTA0WH NIl  aJbIOBAHTHOTO WIIU
HEOAbIOBAHTHOIO JICUCHHUS 3a MO MeEHblIel Mepe 12 MecsueB [0 Hadanda HCCIEAYEMOro
JIeUeHUs1, IPUTOJHBI AJIs UCCIEIOBAHMUSI.

[0244] (3) IMaumenTta mOABEpPrajyd BO3ACHCTBHIO CIEAYIOIIUX KYMYJISSTUBHBIX 03

AHTPALMKIMHOB B aHAMHe3e: NOKCOpyOHmmH (>360 wmr/m®), smupybummn (3720 wMr/m°),
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MHTOKCAHTPOH (>120 mr/m®), mmapyOurma (>90 Mr/M>) HMIH JIMIOCOMHBIH TOKCOPYOHIHH
(HaTIpEMep, IOKCIJI, KEJIHKC, MHOLET) >550 Mr/m?).

[0245] (4) TlaumeHT wMeeT B aHaAMHE3€ aJUIEPTUYECKHE PEaKUUU Ha TPacTy3ymao,
KanenutabuH WM COEJUHEHHUS, XMMUYECKH WM OHOJIOTHMYECKH CXOXHE C TYKaTHHHOOM, 3a
UCKJTIOUeHHEeM HH(Y3HOHHBIX peakiMil Ha TpacTy3ymad cremeHu | wim 2, NOABEPrHYTHIX
YCHEIIHOMY JICUE€HUIO, WM HMMEeT W3BECTHYH QJUIEPTUI0 Ha OJMH U3 OKCLUIUEHTOB B
UCCJIEYEMBIX JIEKaPCTBEHHBIX CPEICTBAX.

[0246] (5) INaunuenta moaBepraju JICYSHHUIO C HCIOJb30BAHUEM JIFOOOW CHCTEMHOM
MPOTHBOOIYXOJIEBOW Tepanuy (BKJIFOYAasi TOPMOHAJIBHYIO TEPAIUI0), JyYeBOH Tepamnuud He B
IHC wnu »>KCepUMEHTANBbHOTO CpeAcTBa 3a <3 Heeldb [0 BBEAEHUs MepBOH 103l
HCCJIElyeMOr0 JIEKapCTBEHHOI'O CPENCTBA, WM OH B HACTOsIEE BpeMs y4acTBYeT B JIPYrOM
MHTEPBEHLINOHHOM KJIMHUYECKOM HCHbITaHUU. HICKIIIOUeHneM B ciydae Mepuosia OTMBIBKU IIPU
rOpMOHaJIbHOMN Tepanuu sBisitoTest aroHUucTbl GnRH, ncnonb3yemele a1 Cynpeccuu SIMUHUKOB Yy
KEHIOUH Tepel] MEHOMay30H, MNpencTaBsiomue cobol paspelieHHble COIMYTCTBYIOIIUE
JIEeKapCTBEHHbIE CPE/ICTBA.

[0247] (6) VY mnauuwenta HAOMIOOAIOT KAKYIO—IHOO TOKCUYHOCTh, CBS3aHHYIO C
MPEeALIEeCTBYOLENH MPOTUBOONYXOJEBON TEpanuell U He paspellMBIIYIOCS A0 cTeneHu <l, co
CIIEAYIOIIMMHU HUCKJIIOUEHHSIMH: aJIONEUsl U HelpomaTusi (KOTOpbIE JOJDKHBI PAa3pPEIIuThCS 10
crerienu <2); u CHF (nomkxHa nMerh TsKkecTh cTeneHn <1 Ha MOMEHT BO3HUKHOBEHHS M JOJIKHA
Pa3pEeLINTHCS TTOJTHOCTHIO).

[0248] (7) IMaumeHT WMeeT KJIMHUYECKU 3HAYUMOE CepAedHO—JIero4Hoe 3abosieBaHme,
TAKO€ KakK: JKeJNyJOuKOBas AapUTMHUs, IpPU KOTOPOH HY’)KHA Tepanus, HEKOHTPOJIUpPYyeMast
runepreH3us (ompenensemMas Kak CTOHKOE CHCTOJMUYecKoe namieHue >150 MM pT. cT. w/mnm
auacroauyeckoe aasieHue >100 MM pT. CT. NpU NpueMe TUIOTEH3UBHBIX JIEKAPCTBEHHbBIX
cpencts);, cumnromarudeckass CHF B anamuese; Tsokenast oxppiinka B nokoe (CTCAE crenenu 3
WY BBIIIE) TIO MPUYUHE OCJIOKHEHUH 3JI0Ka4eCTBEHHOrO HOBOOOPA30BaHUs HAa MO3JIHEH CTaquu
WJIA TUTIOKCHH, TIPY KOTOPBIX HEOOXOAMMAa BCIIOMOTaTeNIbHASI OKCUT€HOTEPAITHST, WJIA COCTOSTHUS,
MOTEHLUANbHO MPUBOASIINE K HHAYLUPYEMOMY JIEKAPCTBEHHBIMU CPEICTBAMH YAJIUHEHUIO
uHtepBasia QT WM MUPYITHOW TaxXWKAPAWH, TaKWE KaK BPOKACHHBIH WJIM TPUOOpPETEHHBIH
cuHapoMm yuanuneHHoro QT, cemelHbIli aHaMHE3 BHE3aMHOW CMEPTH, MPEIIECTBYOIIEE
UHAYLUPYEMOE JIeKapCTBEHHbIMHU cpeacTBaMu yianuHeHue QT wnu Tekyliee HCIONb30BaHUE
JIEKApCTBEHHBIX CPEACTB C W3BECTHBIM U OOINENPUHATBIM aCCOLMHPOBAHHBIM PHCKOM
ynnunenust QT (cm. ctpouky "OOmenpunsTas accoruanus" B Tadbnune 13 Hinke).

[0249] (8) V mamumenta Obul W3BECTHBI MH(pAPKT MHUOKApAa WIM HeCTaOMIIbHAs
CTEHOKapAus B TMpeaenax © MecsleB IMepel BBEACHHEM IepBOil J03bl HCCIENyEMOIo
JIEKapCTBEHHOI'O CPEZCTBA.

[0250] (9) ITaumeHT siBsIeTCSI M3BECTHBIM HOcUTeNeM renarura B wnn rematuta C wnm
UMEET IPYroe U3BECTHOE XPOHUUIECKOe 3a00IeBaHUE MTEUECHH.

[0251] (10) U3BecTHO, uTO MaLMeHT nojoxuresneH no BUU.
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[0252] (11) ITammentka siBisieTcss OepeMEHHOH, KOPMHUT TPYABI0 WIH TUIAHUPYET
OepeMeHHOCTb.

[0253] (12) ITaunenTy HeoOXoanMa Tepanusi BappapruHOM WIN APYTUMH IMPOU3BOAHBIMU
KyMapHuHa (HEKyMapHUHOBbIE aHTHKOAT'YJISIHThI Oy CTHUMBI).

[0254] (13) TlaumeHT He MOXKET MPOTJIATHIBATH MWIIOJU WM HMEET 3HAYUTENbHOE
JKEyIOUHO—KUIIeyHoe 3aboneBaHue, KOTOpoe Oyaer MemaTh MJOCTATOYHOH —OpajbHOM
abcopOLMU TEKAPCTBEHHBIX CPENCTB.

[0255] (14) IMaumeHT ucnonb3yer CuibHBbIA WHAYKTOp i uHruourop CYP3A4 wunm
ciibHbId WHAYKTOpP WM uHruourop CYP2C8 B TeueHwe 3 mepUONOB TOJYBBIBEACHHUS
UHrUOUTOpa WM MHAYKTOpA IMepel BBEACHUEM IEePBON J03bl MCCIEAYEMOrO JIEKAPCTBEHHOTO
cpeacrtsa (cM. Tabymuel 10 1 11 B KOHLIE 3TOTO IpUMeEpa).

[0256] (15) IMamuenT UMeeT HU3BECTHYIO HEJOCTaTOYHOCTh
TUTHAPOTIMPUMUAHHAECTUIPOTEHA3HI.

[0257] (16) ITanuenTa MO KakoW—uOO mpuYKMHE HEb3s noaBepruyTb MPT ronosHOTO
MO3ra ¢ KOHTPaCTOM.

[0258] (17) Ilamment wumeer sOOBIe APYrHe MEOUIMHCKHUE, COLMAJbHBIE I
NICUXOCOLHAabHbIE (DAKTOPBI, KOTOpPbIE IO MHEHHUIO HCCIIENOBATENsl MOTYT BIHATH Ha
0€30MacHOCTh WM KOMIUIA3HTHOCTD B OTHOIIEHUH MPOLIEAYP UCCIIETOBAHMSL.

[0259] (18) V maumeHTa B mpemenax 2 JIET OO Hadajla HCCIEAYEMOrO JICYCHHSI
HAOMOAIOT TPU3HAKU APYroro 3JI0KAYeCTBEHHOT'O HOBOOOpPA30BaHMs, NPU KOTOPOM
HEOOXOIMMO CUCTEMHOE JIEYEHNE.

[0260] B cnyvae uckmoueHus no npuuumHaMm, cesasanHbiM ¢ IIHC, ¢ yuerom MPT
TOJIOBHOTO MO3Ta MPHU CKPUHUHTE MALMEHT MOXKET HE COOTBETCTBOBATH JIFOOBIM 3 CIIEAYIOIINX
KPUTEPHEB.

[0261] (19) ITaumeHT MOXKET HE UMETh KaKHMX—JINOO HEMOABEPTHYTHIX JICUSHHIO OYaroB B
T'OJIOBHOM MO3Te pazmMepoM >2,0 cM, €CJIi 3TO He 0OCYKACHO ¢ MEIULIMHCKUM Ha0II0JaTeNieM 1
HE TAaHO OAO0OpEeHHe Ha BKJIIOUEHHE B UCCIIEIOBAHME.

[0262] (20) TlamuweHT MOXKET HE TNPUHUMATH CHCTEMHbIE KOPTUKOCTEPOUIBI IS
KOHTPOJIsI CHUMITOMOB METAaCTa30B B TOJIOBHOM MO3re B OOmeHd CyTOYHOH 1o3e >2 Mr
nexcameTasoHna (uau 3kBuBajieHTa). OHAKO, MAIUEHThI C XPOHUUECKON CTaOUIIbHOU 030U <2
MI' JleKcaMeTa3oHa (MJIM SKBUBAJICHTA) B CYTKH MOTYT OBITh NMPHUIOAHBI MPH OOCYKICHHH H
0OOPEHNN MEIUIIMHCKUM HaOII0IaTeNEM.

[0263] (21) ITamueHT MOXXET HE UMETh KAaKUX—JIHOO O4YaroB B T'OJIOBHOM MO3re, Kak
CUMTAIOT, TPeOYIOINX HE3aMEMIUTEIbHOH MECTHOH Tepamuu, BKIIOYas, B KauecTBe
HEOTPAaHMYHUBAIOIINUX IPHMEPOB, OYar B AHATOMHYECKOM YYacTKe, B KOTOPOM YBEJIHUYEHUE
pa3mepa WM BO3MOXKHBIA CBSI3aHHBIN C JIEUEHHEM OTEK MOTYT BBI3BIBATH PUCK JJIsI MAIMEHTA
(Harmpumep, ouyare B cTBOJie Mo3ra). [lanmeHTsl, MoABEpraeMble MECTHON TEPANUH 0 MPUYNHE
TAKUX OYaroB, UAEHTU(UIHPOBAHHBIX rnocpencTBoM MPT ronoBHOro mosra ¢ KOHTPAaCTOM MpHU
CKPHHUHTE, BCE PABHO MOTYT MOAXOAUThH Il UCCIENOBAHUS C YIETOM KPUTEPHUEB, ONMHCAHHBIX

BbIIIIE€ KAK KpPUTEPHUH BKItOUeHus B oTHoweHuu LITHC.
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[0264] (22) TTaumieHT MOKET HE UMETh M3BECTHOrO MK comyTrcrByromero LMD, uro
3aJI0KyMEHTPUPOBAHO HCCIIEOBATEIEM.

[0265] (23) IlaumeHT MOXeET He UMeTh IUIOXO KOHTposiupyemble (>1/Heneno)
reHEepaJIM30BaHHbIC WM CJIO)KHbIE MapLMajbHbIe MPUMAAKH, WIM Y HEr0 MOTYT He HaOJIOAaTh
MaHU(ECTAHIO HEBPOJOTHYECKOr0 MPOTPECCHUPOBAHUS IO MPUYHUHE METACTa30B B T'OJIOBHOM
mo3re, HecMoTpst Ha Tepanuio [IHC.

Kpumepuu npexpawenus uccnedyemoeo neuenus

[0266] UnmuBuayymMoOB, NpPEKpaTUBIIMX ydyacTHE B HCCIEAOBAHUU, HE 3aMEHSIOT.
[TprunHAMM UCKITIOUEHHS TIALIMEHTA U3 UCCIENOBAHUS MOTYT SIBJISITHCS JEOOBIE U3 CIEAYIOIIHX:
AE, mporpeccupyroinee 3aboieBaHHe, CMEPTb, OT3bIB COMJIACHS, yTpaTa Uil MOCIETYIOLIEro
HAOJFOICHNs], pelleHHe JIeYallero Bpada MO MNPUYHHE KJIMHUYECKOTO IPOrPECCHPOBAHUS,
pelIeHue Jevamero Bpava (1o JpyruM NpUYrHaM), pelieHre ManueHTa, HapyLUIeH!s IPOTOKOIA,
NpeKpalieHne HCCIeNOBaHUsI CIIOHCOPOM, OEpeMEHHOCTh WJIM TALMEeHT Hadal KOPMIICHHE
I'PYABIO BO BPEMs UCCIIENOBAHMS WIH APYTHUE KPUTEPUH, TTPH HEOOXOIUMOCTH.

[0267] ITpuuuHy HCKITIOUEHUS ALMEHTa U3 UCCIIENOBAHUS HEOOXOIUMO PETUCTPUPOBATH
B eCRF nmnamnuenra. 3aBepliaroT OLEHKH, 3alUlaHUPOBaHHblEe g Bu3uta 30—HEBHOTO
NOCJIENYIOUero HaOMIOAEHNUS M BU3UTOB JAOJTOCPOYHOTO IMOCIENYIOINEro HaONIONEHUs, €Clin
NalUEeHT He OTO3BaJl COINIaCHE HAa ydacTue B UCCIIENOBAHUM. Y MALMEHTOB TAaK)Ke OTCJIEKUBAIOT
nporpeccupyroiiee 3adoieBanne, MO MeHbIIeH Mmepe no noxteepkaeHus sisienus PFS. Ecim
IIPUYUHON MCKJIIOUEHHUs U3 uccienoBanus sisusercs AE, To B kadecTBe NPUUYNHBI TPEKPaLEHUS
y4acTusi B MCCIIEOBAHMM 3aIMCHIBAIOT "HEXeNaTeNbHOE SIBJIEHHE", a HE peLICHUE JIeUallero
Bpaua WM peuieHue mauueHta. IIpekpamienue nedenus no npuuuHe AE ormeuaroT B moboe
BpeMsi, Korja y nauuenta HabmonaroT AE Takum o0pa3oM, 4TO ManmeHTy Hesb3s BO30OHOBHUTH
BBEIEHNE TYKAaTUHHOA, 10 pEIICHUI0 UCCIEeNOBaTeNsl WIM MO TNpUYMHE TpeOOBaHHH
MOAM(UKAIMY JO3bI, OMMCAHHBIX HIKE (HampuMep, TpeOOoBaHUS CHIKEHHUs A03bl 10 <150 mr
BID tykatuHuOa, yaep»kaHusi N03bl TyKaTUHHOA >0 HeAeNb MO MPUYMHE TOKCUYHOCTH WU
orcyTrcTBUe paspeumieHnss AE 10 JOCTaTOYHOH CTemeHW sl BO3OOHOBJICHUS BBEICHUS
TykatnHuOa). IlalMeHTOB, KOTOPBIM MPEKPaTHJIM BBOAWTb TYKATHHHO WM IJianedo wiu
KarmeuuTabuH U TPacTy3yMad, PErnCcTPUPYIOT Kak "HelKeJaTelIbHOe sIBJieHHe" MO MPUYHHE
npekpaieHuss JedeHus, ecau AE mnpuBoAMT K MpeKpalleHHI0 BBEACHUS HCCIEeNyeMbIX
JIEKapPCTBEHHBIX CPEJCTB.

[0268] T.k. mepBUYHYIO KOHEUHYIO TOUKy HCclenoBaHus omnpenemstor kak PFS,
OTIpefieNIIeMYI0 NTOCPEACTBOM LIEHTPAIM30BAHHON PEHTTeHOPAANOIOTHUECKON OLEHKH, JEeNarT
BCE BO3MOXKHOE, YTOOBI PEHTIeHOrpadU4YecKy MOATBEPAUTH MPOTPECCHPOBAHME 3a00JIEBaHUS,
ecnii  Bo3MoxHO. OpHako, B ciydasX, KOrja NalUeHTbl, MO—BUIUMOMY, HMEIOT
IIPOrPeCcCUPYIOLINEe CUMITOMBI U MIPU3HAKK METACTa3HUPYIOLIEro paka MOJIOYHOMN JKeje3bl, HO UX
HeNb3sl WJIM HeleJecoO0pa3sHO MOABEpraTb PEHTreHorpaduvecKkoil OLEHKE, HCCIeNOBaTeIH
MOTYT HCKJIIOUUTbH TMallM€HTa U3 UCCJIENOBAaHUS B pe3ysbTaTe "pelIeHMsl Jiedalllero Bpada o
NPUYMHE KJIMHUYECKOTrO MPOrpeccupoBaHusa”. DTHUX MALUEHTOB LIEH3YPUPYIOT NPU KOHEYHOM

AHAJIN3€ HepBHqHOﬁ KOHEUHOH TOYKH, TAKHUM o6pa30M, HUCITIOIb30BaHUE STOU MIPpUYUHbIL IJIs
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HUCK/IFOYCHHUS TaKHUX IMMALUMCHTOB M3 HUCCICAOBAHUA OIPAHUYCHO CJIydasiMM, B KOTOPBIX IJIA
NanueHTa KIIMHUYECKU HEIPUEMIIEMO IOABCPIraTbhbCAa HOHOHHHTGHBHOﬁ peHTFeHOFpa(queCKOﬁ
OLIEHKE, U B KOTOPBIX IPOrPECCUPOBAHUE 3JIOKAYECTBEHHOTO HOBOOOPA30BaHUS SBISETCA
KJIMHUYECKH JOCTOBEPHBIM B OTCYTCTBUE peHTreHorpaduueckoro mnoarsepxaenus. Ocoboe
BHUMAaHHUE YAEJSIOT MOATBEPKASHHUIO TOTO, YTO APYTHe BO3MOXKHbBIE MPUUNHBI, B 4aCTHOCTU AE,
HE SBJIAIOTCS OOJjiee TOUHBIM OINMHCAHHUEM MPUYMHBI TPEKPALICHUsS BBEIEHHS HCCIIEIYEMOTrO
JIEKapCTBEHHOT'O CPEACTBA B STUX CIy4asX.

[0269] HonrocpouHoe mocieayroiee HaOMIOAeHHEe MOCe MPEKPAIIEHUsT UCCIENyEMOTro
JICYCHUS MPOAOJDKACTCA N0 HUCKIIOYCHHA MalucHTa U3 HCCICOOBAHUSA. HpI/I‘{I/IHbI HUCKJIIFOUCHU S
nanueHTa U3 UCCIICAOBAHUA MOTYT SABJIATbBCA .]'II-O6I:>IMI/I H3 CICAYIOIIUX. CMEPTDH, OT3bIB COIJIaCUA
Ha ToCieayroee HabMOAeHHe, yTpaTa il MOCIeNyIoIero HabMoAeH s, PELICHHE JIeYallero
Bpaya, MpeKpaleHnue NCCIETOBAHMsI CIIOHCOPOM WU APYrasi IPUYHHA, IPU HEOOXOIUMOCTH.

Moaundukaunu 103

[0270] B Tabnumax 2—7 mpencTaBieHO PYKOBOJACTBO MO MOAU(UKALMU 103 TYKaTUHUOA
wiH anedo, kaneuutabuHa U TpacTy3ymada.

[0271] Bce AE u otkioneHust 1abopaTOPHBIX NOKa3aTeIel NCCIIeOBaTENb OLEHHBAET HA
NpeaMET B3aUMOCBSI3M C TYKaTHHUOOM MM Iuiane0o, KaneuutabMHOM U TpacTy3ymMaOoMm, B
3aBHCUMOCTH OT 00CTOSATENBCTB. AE MOJKHO CUMTATh CBSI3aHHBIM C TYKaTHHHOOM WM Tutanedo B
OTHENbHOCTH, KaleUTa0MHOM B OTAEIBHOCTH, TPAcTy3ymMaOOM B OTHENbHOCTH, 2 U3 3
JIEKApCTBEHHBIX CPENCTB, BCEMH 3 JIGKAPCTBEHHBIMU CPEICTBAMM HJIM HU C OOHMM H3 HuX. B
cilydae, KOTa B3aUMOCBS3b HEACHA, C MEAULMHCKUM HaOronareneM OOCYXKAAIOT, KaKHe
JIEKapCTBEHHbIE CPECTBA YAEPKUBAIOT W/ UIH MOIUGUIMPYIOT. J[03y MOIuGUIHMPYIOT (BKIIOUast
yIep>KaHue J03bl, CHIXKEHUE A03bI UJIH MPEKpAlleHNe BBEIeHNUs JIEKAPCTBEHHOIO CPECTBA), Kak
OTUCAHO HIIKE.

[0272] Jlroboe wuccrnenyemoe JIEKapCTBEHHOE CPENCTBO NPEKPAINArOT BBOAUTH, €CIIH
HeoOXonmuMma 3aziepykKKa BBEICHHs JIEKAPCTBEHHOrO cpencTBa Oosiee 6 Hemenb MO MPUYMHE
CBSI3AHHOW C JIEYEHHEM TOKCUYHOCTH, ecliu Oojiee NJUTENbHAs 3alep’kKka He omoOpeHa
MEIUIUHCKIM HaOmoaareneM. B ciiyuae malueHToB, KOTOPbIM MPEKPATHIIH BBOJUTH TYKATUHUO
WM Tianedo, MPeKpaIarT HCCIIeAyeMOe JICUSHHE.

[0273] TlammieHTaM MOKHO MpeKpamaTh BBOAWUTH KaNeUTaOWH WU TpacTy3ymad Tmmo
NPUYHHE TOKCUYHOCTH W MPONOJDKATH BBOAWUTH TYKATHHHO MIIM TUiane0o0 B KOMOWMHAIMH C
KanenuTabMHOM WIIM TPacTy3ymMaOOM, B 3aBHCHMOCTH OT OOCTOSITENBhCTB. EcCmu mpekpamaroT
BBOJIUTh M KalleUUTA0WH, U TPACTy3yMald, MalMeHTaM TaKKe MPEeKPaIlalT BBOAUTH TYKATHHUO
i ianedo.

[0274] OnpeneneHHble MPOTOKOJOM BH3UTHI MPOAOJIKAIOT MO IUIAHY B TedeHue 21—
THEBHOTO LIUKJIA JA)KE B TEUSHHE TIEPUOOB YAEPKaHMS WIN 337€PIKKH BBEIEHHS JO3bI.

[0275] KaneuutabuH BBOAAT TOJbKO B qHU 1—14 mukna. Jlo3el He BBOAT B nHM 15-21

UKJIA.
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[0276] UccnenoBaTeab MOXKET OCYIIECTBIISITH CHUKEHUE 703 WM MPEPbIBAHUE JICUEHUS
MO MPUYMHAM, UHBIM, Y€M OMHCAHHBIE HUXKE, €CJIU CUMUTAIOT, YTO 5TO MAKCHMAJIbHO OTBEYAET
uHTepecam 0e30MacHOCTH MaleHTa.

[0277] 1o3bl, yaep:kaHHbIE N0 MPUYHUHE TOKCUYHOCTH, HE 3aMEHSIOT.

[0278] Hccnemyemoe JiedeHHE MOKHO yAep:KMBaTb OO 6 Hemeab, 4YTOOBI CHENATh
BO3MOkHOI MecTHyr0 Tepanuio LIHC. IlepopanbHble uccienyembie JeKapCTBEHHbBIE CPEICTBA
(TykaTHUO/Mane0o U KameuuTaOuH) CIEAYeT yaep:KuBaTh 3a | Hemenmro 0 3alIaHuPOBAHHOMN
teparu [[HC. Tlpu HeoOXOAMMOCTH, TYKaTMHUO MOXKHO yAEp:KHBATh IO JYYEBOW Teparuu
IMHC. KaneuutaOuH sIBJISETCS M3BECTHBIM CEHCHOUIM3ATOPOM ISl JIy4eBOU TEpAruu, W, TAKUM
oOpa3om, ero HeoOXoauMo yaepskuBath 10 ay4ueBoil Tepanuu [THC. ITokazaHo, 4To TpacTy3ymad
HE TIOTEHIUPYET PAANALIHIO, U, TAKUM 00pa3oM, ero MOKHO MPOAOJIKATh BBOAUTH MO MPOTOKOJTY
B TeUeHHUe JIyuyeBOH Tepamuu. MOKHO BO30OOHOBIISITh BBEAEHHE MEPOPATBHBIX HCCIIETYEMbIX
JIEKapPCTBEHHBIX CPencTB depe3 7 wiu Oosee aHeit mocie 3asepinennss SRS/SRT, depes 21 wnu
6onee nueir mocne WBRT u 28 unm Oonee nmHeit mocie Xupyprudeckoil pesekumu. Ilnaner mo
yIEePKAHUIO W BO3OOHOBJICHHIO BBENEHUS UCCIEAYEMbIX JIEKAPCTBEHHBIX CPEACTB IO U TOCTE
MECTHOU Tepanuu TPeOYIT 0OCYKIEeHUS W 3aJ0KYMEHTHPOBAHHOTO OMOOpPEHHs] MEANIIMHCKHM
HaOJro1aTeneM.

Cruoicernue 003 mykamunuda wiu niayedo

[0279] B Ttabnunax 2—7 npuBeneHbl TpeOOBaHMS MO MOIU(PUKALIUK 103 TYKATHHUOA I
ianebo. CHKeHre 103, peBblatolnee TpeOOBaHMs, TPUBEIEHHbIC B 3TUX TAOJHULAX, MOKHO
OCYILECTBIISATh 10 PELICHUI0 uccienosareis. JlomycTuMsl 10 3 CHIKEHMH 103 TyKaTUHUOA HITN
mianedo, HO HeAONMYCTUMO CHIKeHHue 103 Hike 150 mr BID. B cnyuae manueHToB, KOTOPBIM,
IO MHEHHIO HCclienoBatens, Tpedyercs: cHukeHne 103bl 10 <150 mr BID wnn noreHnmanbsHOe
YETBEPTOE CHIDKEHHE 103bl TYKATHHHOA, PEKPAILAIOT HCCIIEyeMOe JICUCHHE.

[0280] Ho3y TykaTrHMOA MK TUTanedo He MOBBIIIAIT OOPATHO TOCHE CHIXKEHHS T03bL.

Tabmauua 2. PekoMeHayeMasl cxemMa CHUKEHUS 103 TYKATUHUOA WM mianedo

HavaabHas 1-0e cHUKeHHe 103b1I | 2—0€¢ CHUKeHHE A03bI | 3—e CHUKEeHHUE A03bI
no3a’
300 mr PO BID 250 mr PO BID 200 mr PO BID 150 mr PO BID

a. MOXXHO OCYUIECTBJIAITb CHIKEHHE NTO3bI C OONBIINM INAroM, 4eM yKa3aHO B 3TOU
tabmuue (T.e. Oonee 50 Mr Ha CHUKEHHE J03bI), €CIIH UCCIENOBATENb CUUTAET 3TO KIMHUYECKU
npuemsieMbiM. OTHAKO TYKaTHHHUO WK TJ1ane00 Heib3st CHUKATh 10 MeHee 150 mr BID.

Moouduxauuu 0o3 mpacmysymada

[0281] He cymectByeT cHIkeHus 103 TpacTysymada. Tpacrtysymad Tak:ke MOMKHO
BBOJIUTh €KEHENENbHO B KojmuecTBe 2 MI/KT IV q 7 nHel mocne oOCyKaeHus: ¢ MEAULIMHCKIM
HaOJro1aTeNIeM, HO TOJIBKO B OOCTOATENBCTBAX, Koraa HH(PY3UI0 TpacTysymada 3a1epKUBaOT U
eXXeHesleIbHble NHPY3UH HEOOXOAMMBI Uil PECHHXPOHHM3ALUN MPOAODKUTEBHOCTH LKA JI0
21 npua. IlogkoxHyro no3y Tpacty3dymaba (600 mr) Hemb3s MoAu(HUUUPOBATh, T.K. €€ BBOIAT

ouwb pas B 3 Hexnenu. Ecnu Henmb3s BO3OOHOBUTH BBEJEHHE TPAcTy3yMada B TOM ke 703€ 1moce
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ynepxkanusi mo npuunHe AE, ero HeoOxomumo mpekpaTuth. T.K. TpacTy3ymad BBOIST B BHE
uH}y3uu IV, MoryT Bo3Hukate nH(py3noHHble peakiun (IAR).

[0282] Ecnu Bo3HuMkaer 3HauutenbHas [AR, uHQy3u0 mnpekpamarT U IPOBOAST
COOTBETCTBYIOLIlEE MEIMKAMEHTO3HOE JieueHHe (CM. HIKe). PaccMaTpuBalOT IMOCTOSHHOE
IpeKpaleHre y nauueHToB ¢ Tsokenod IAR. Dta kinmHHM4Yeckas OLeHKAa OCHOBAHA HA TSKECTU
NpEeLIeCTBYIOIIEl peakLui U OTBETE HA MPOBOJUMOE JIEUCHUE B Cllydae NOOOUHON peaKIuu.

[0283] Ecnu y mnanueHToB passuBaercsa [AR, manueHTOB JedaT MO CIEAYIOLIUM
PYKOBOACTBaM WJIM PYKOBOACTBAM, MPUHATHIM B YUPEKIEHHUH, IO PEIICHUIO0 HCCIIEeNOBATENs:
NpeKpaTuTh  MHPY3UMIO W YBEJOMMTH  JIEYAallero  Bpada, OLEHUTb  IOKAa3aTesH
JKU3HEHESITeIbHOCTH, BBecTH aneTamuHoden 650 mr PO; paccMoTpeTh BBeAeHHE MeNepuanHa
50 mr IM, mudenruapamuna 50 mr IV, panurununa 50 mr IV wim mumernnuaa 300 mr IV,
nexcametasona 10 mr IV wim pamoruauna 20 mr IV u, eciu mokasarenu KU3HEIESITEIbHOCTH
cTaOuTbHBI, BO30OHOBUTH HH(PY3HIO TpacTy3ymMada.

[0284] Ecnm y mamueHTOB pa3BWICS HH(PY3UOHHBIH CHHAPOM, JUIS TOCIEAYIOIINX
BBEJICHUI He TpeOyeTcst cTaHmapTHas npeMmenukauus. llepen BBeneHHEM MALMEHTaM MOKHO
BBOIUTH aneTaMHMHO(eH. Cepbe3Hble PeakLUd MOXKHO JIUUTh IMOCPEACTBOM IMOIAEPIKUBAOLIECH
TEpanuy, TAaKOH Kak OKCHUIeHOTepamusi, OeTa—aroHHCThl, KOPTUKOCTEPOHABI M OTMEHa
HCCJIEIyEMOTI'0 CPEACTBA MO0 NOKA3aHUSIM.

Tabmauua 3. Monudukamy 103 Tykatuauda wiy miaanedo U tpactyzymada o IpuYnHe

KJIMHUYECKUX _HEXKEeJIATEJIbHBIX _ SIBJIEHUH HWHBIX, YEM I[I/ICd)VHKLII/IH JICBOI'O  JKC€JIVIOYKA,

CBSI3aHHBIX C TYKAaTUHUOOM wmiy muanedo W/Wiau TpacTty3yMaOoM, WKW Ne4YeHOYHOKJIETOYHOH

TOKCUYHOCTHU*
Tykatunu6 nan nnane6o | Tpacry3symad
Knunnueckoe — HekenarenbHoe | CBsizaHHOE ¢ TyKaTHHHOOM | CBsi3aHHOE v
SIBIIEHUE WM T11a11e00 TpacTy3ymabom

AE crenenu >3, wWHBIE, YeM

YTOMJISIEMOCTD CTENEHU 3

;
ansmuecs <3 gHel; ajomenus
TOIIHOTA, PBOTA, AUAPES; ChIMb,
KOPPEKTUPYEMbIE  OTKJIOHEHHS
SNIEKTPOJIMTOB,

BO3BpaLlarolecss K cTeneHu <l

B IIpefenax 7 qHen.

VYnepxanue pi(e}

JNOCTHKEHUS TSIKECTH
creneHu <1 uiu ypoBHs A0
neueHus. Bo3oOHOBIeHHE
Ha CIIeNyIoLEM

HAaWMEHBINEM YPOBHE J103.

He BBOOUTH 0O HOCTHKEHUS
TSOKECTA cTeneHu <1 wiu

YPOBHSA JICYEHHUSI.

o
BoszoOHoBnenue Oe3

CHMIKCHUA NO3BI.

TowHoTa, pBOTa HAUM AUApes
crerieHd 3 0e3 ONTUMAJILHOIO
HUCIIOJb30BAHUSA  aHTUDMETUKOB

U IIPOTUBOAUAPEUHBIX

VYnepxxanue pi(e}

JOCTHKECHUS TSKECTH
creneHu 1 umu ypoBHS AO

JIeYeHHUs. HMuunmanus

He BBOOUTH 0O OOCTHKEHUS
TSOKECTU cTeneHu <1 wunu

YPOBHs JICYEHHUS].

Ao

Hunnuanys
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CPEICTB. COOTBETCTBYIOIIEIT COOTBETCTBYIOLIEH TEpaIHH.
Teparuu. BosoOHoenenue | BozoOHOBNEHNE oe3
0e3 CHUKEHUS JO3BbI. CHMIKCHUA JO3BbI.

TomnHoTa, pBOTA UAM [Uapes | YaepkaHue 1o | He BBoguth 10 nocTukeHus

CTeMeHH 3 C ONTUMAJbHBIM | JOCTHKEHUS TSDKECTH | TSDKECTH crenmeHn <1 win

UCHOJIb30BAHUEM AHTUIMETHKOB | CTENEeHH <] MM YPOBHs A0 | YPOBHS hi(o) JICUCHUS].

WIH NPOTUBOMAPEHHBIX | leueHusi. Bo3oOHoBneHHe | BozoOHOBNEHHE Oe3

CPEeICTB. Ha CJIEYIOIEM | CHUXKEHUS J103bl.
HauMeHbIIEM YPOBHE J103.

TomnHota, pBoTa UMM auapes | He BBOJUTH no | He BBoguthe 10 nOCTHX)EHMs

CTereHH 4  He3aBUCUMO  OT | AOCTHXKEHMUS TSKECTH | TSDKECTH crenenn  <I.

ONTUMAJIBHOTO  Hcronb3oBanus | cteneHn <1. CHm3uth n0 | Bo3oOHOBNCHME oe3

AHTUAMETUKOB WM | CIEAYIOLIEro CHU)KEHMSI 1O3BL.

MPOTUBOUAPENHBIX CPENICTB. HaUMEHbILEro YPOBHs J103.

Ceoimb CTENEHU 3 0e3 | Yaepxkanue 1o | He BBoguTh 10 noCTHX)EHUS

ONTHUMAJIBHOIO  HCIOJBb30BaHUS | JOCTHXKEHUS TSJKECTH | TSDKECTU cTeneHu <1 wunu

MECTHBIX KOPTUKOCTEPOUOB | CTeNeHU <] uiu ypoBHs 10 | yPOBHs hi(o) JICUEHUSI.

13151 NPOTUBOMH(EKIIMOHHBIX | JIEUEHHS. HWnanmmanus | Uannumanus

CPEICTB. COOTBETCTBYIOLIEN COOTBETCTBYIOILLEN Tepanuu.
tepanuu. BosoOHosnenue | BozoOHOBNEHNE oe3
0e3 CHMKEeHUS JO3bL. CHW)KEHMSI 1O3BL.

Chinb CTENEHU 3 ¢ | Yaepxanue 1o | He BBoauTh 10 DOCTUXKEHUS

ONTHUMAJIbHBIM HCIOJB30BAHUEM | JOCTHIKEHUS TSDKECTH | TSDKECTH cTeneHu <1 wnu

MECTHBIX KOPTHUKOCTEPOUIOB

UJIH NPOTHBONH(]EKITMOHHBIX

CPEncCTB.

cTeneHu 1 umm ypoBHS A0
neueHus. Bo3oOHOBIeHHE
Ha CIeNyIoLEeM

HAaUMEHBINEM YPOBHE J103.

YPOBHsI hi(o) JIeYEeHUs.

Bos3o0OHoBNEHUE oe3

CHMIKCHUA NO3BI.

Ceoinib cTenenn 4 HE3aBUCUMO OT
WCTIOJIb30BAHUS MECTHBIX
KOPTUKOCTEPOUJIOB 158051
POTHUBOUH(DEKITHOHHBIX

CPEncCTB.

VYnepxxanue 1o

JOCTUKEHUS TSKECTH
cTeneHu | umm ypoBHS AO
neueHus. Bo3oOHoOBIeHME
Ha ClenyoeM

HaWMEHbIIEM YPOBHE J103.

He BBOAUTH 0O OOCTHKEHUS
TSOKECTU cTeneHu <1 wunu
JICUEHUSI.

YPOBHsI hi(e)

Bos3oOHoBEeHUE Oe3

CHMIKCHUA NO3BI.

a. IIpu anoneunu He Tpedyercst MoguduKanms 1036l

*Heo0xoaumMo OTMETUTD, UTO, eCiii paccMarpuBaeMoe AE He pa3pemniocs 10 CTeneHH,




66

HeoOXOAUMOM [J11 BO30OHOBJIEHUS BBEJCHUS HCCIIEAYEMOTO JIEKAPCTBEHHOTO CPENICTBA, KaK
yKa3aHO B TaOJuIle, MALUEHTY MOKET IOTPeO0BAThCS MOJHOE NPEKPALEHNE BBEICHUS
JIEKapCTBEHHOTO cpeAcTBa. IlanneHTsl, KOTOPBIM HEOOXOIUMO yAep KaHue TYKaTHHUOA B
Te4yeHue >6 HelelNb, NOJKHBI IPEKPATUTh YUaCTHE B UCCIIEIOBAHUH, €CITN OoJiee AuTeNbHas

3ameprKka He 000peHa MeTUIIMHCKUM HaOJTI01aTeNeM.

Moouduxayuu 0o3vr kaneyumadbuna

[0285] do3bI kanenuTabuHa MOTU(PULHPYIOT, KAK OMUCAHO HUKe B TabiuLe 4.

[0286] KaneuuTaObuH yaep:KUBarOT [yist JEOOOrO ManueHTa, y kotoporo HadmonaroT AE
crerneHd 2 uiau OoJsiee, KaK CYHTAIOT, CBS3aHHBIE C KaIlELUTAOMHOM MJIM KOMOMHAI[UEH
TykaTuHuOa win 1ianedbo u  kameuuraOWHAa W/UIM  TpacTy3ymaba (4To ompenenser
UCCJIEZIOBATEND).

[0287] o3y kanernuTaOuHa He MOBBIMAT OOPATHO MOCIIE CHUXKEHUS TO3bI.

Tabmuma 4. MOI[I/Id)I/IKaHI/Iﬂ J03bI KaHeLII/ITa6I/IHa 10 TIPUYMHE KJIWHHUYCCKHX

HEXKEJIAaTCJIbHBIX ABJICHUAX, CUNTAOMIUXCA CBA3AHHBIMU C KaHeLII/ITa6I/IHOM

Crenenu Bo Bpems Kypca ne4yeHust KoppexTuposka

TOKCHYHOCTH A03bI AJst

CTCAE cJIeAyI0LIero
JIeYeHHsI (%

HAYAJIBHOM 103b1)”

Crenensn 1 ITonnepxuBarOT ypOBEHDb TO3BI. Ilonnep>xuBaroT

YPOBEHb J103bL.

Crenens 2°

1—oe nosinenue | IIpepbiBaroT 10 paspemeHus 10 cTerneHu <1. 100%
2—oe nosinenue | [IpepbiBaroT 10 pasperieHus 10 creneHy <1. 75%
3—e nosiBieHUE [IpepbIBaroT 10 paspeLieHus 10 crerneHu <1. 50%
4—0e TosiBNIEHNE IIpekpainaroT HaCOBCEM. NA
Crenens 3

1-oe nosiBnenue | IIpepbiBaroT 10 paspelieHus 10 creneHu <. 75%
2—oe nosiBnenue | IIpepbiBatoT 10 paspelieHus 10 creneHu <. 50%
3—e nosiBNieHNE IIpexpaimaroT HacCOBCEM. NA
Crenens 4

1—oe nosiBneHNE IIpexpaimaroT HacCOBCEM.

Coxpamenus: OOume TepMuUHOIOrHYecke kpurepun HexkenarenbHbIX siBineHuil (CTCAE); He
npuMeHUMO (NA).

a. Tabnuua monudukanmii 103 Ha OCHOBaHWY HH(OPMAIINHN HA BKJIABIIIE B YIIAKOBKY
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XELODA®; okpyrieHue 103 OCYIIECTBISAIOT MO NPUHATBHIM B YUPEKACHUHU PYKOBOACTBAM

b. B HEKOTOPBIX Cllydasix aCUMIITOMATHYECKUX MM C1ab0 CUMIITOMAaTHYECKUX OTKJIOHEHHI
71a00paTOPHBIX MOKa3aTenell creneHy 2 (Hanpumep, aHeMHUHN ), UCCIIEAOBATENIN MOTYT BBIOpATh
noj/iep>kaHle YPOBHS 103 KaneluTadnHa u/uin BO30OHOBJIEHHE BBEIEHHsI KareuTaOuHa 10
paspelieHus 10 CTeneHu 1. OTo OCyLIeCTBIAI0T TOJIBKO TOTAA, KOrJa PUCK sl MALIUEHTa OT
NpepbIBAHMS W/WIIH CHIDKEHUS TO3bI KareuTabuHa MepeBenInBaeT PIUCK AJIs MALUeHTa OT
HE’KeJIaTeJIbHOTO SIBJICHUS, U KO/ IefiCTBHE COOTBETCTBYET OOLIETIPUHATON KIIMHUYECKOH
npaktuke. Eciy B 3THUX yCIOBUSIX HCCIENOBATENb XOUYET CIeI0BaTh aIbTEPHATUBHOMN CXxeMe

MoauduKanuu 103 KanenurabuHa, He0OXOAUMO ONOOPEHHe METULIMHCKUM HAOFO aTeeM.

Moouduxayuu 003 6 ciyuae 2enamomoxCuyHoOCU

[0288] Monudukanust 103 MOXKET MOTPeOOBATbCS B Cly4dae OTKJIOHEHUH (QYyHKIUH

nedeHn. Monudukanuu 103 TyKaTHHHOA WK Mianedo u kanenurabuHa cM. B TaOIuIe S5 HIDKE.

Monudukammst 103 TpacTy3ymaba He SBILeTCS HEOOXOAMMOH, HO BBEIEHHE 03 MOXKHO

yAep>KUBATh 110 PELIEHUIO UCCIEI0BATENS.

Tabmuua 5. Momudukaumu no3 TykatuauOa wiau muaanebo u kaneuutaOuHA Cliydae

OTKJIOHEHHH d)VHKHI/II/I IIEYCHHU

OTtki10HeHus1 PYHKUMH NeYeHH

HeiicTBusi 51 TYKaTHHHOA HJIH

mianeoo HEe3ABUCHMO oT
B3aHMOCBSI3H C JIEKAPCTBEHHbIM

CpPeaACTBOM

Kaneuuradoun

ITosbimenue AJIT w/umu ACT
crenenu 2 (>3—<5 BIIH)

Monuduxkarus 103 He TpedyeTcst

IToseinenue AJIT w/uwm ACT
crenenu 3 (> 5-20 BITH)

CDI/IKCI/Ipy}OT a0 JOCTHIKCHUA

TsoKkecTH <1. BO30OOHOBISIIOT Ha
YPOBHE Cleayoleld HauMeHbLIeH

J0O3bI

Ilosbimmenue AJIT wwm ACT
crenenn 4 (>20 BITH)

IIpexpamienue BBEIECHUS

JICKaAPCTBCHHOT'O CPCACTBA

IMoseimenue AJIT w/umu ACT
(>3 BIIH) u Owmpybun (>2
BITH)

IIpexpauienue BBEIECHUS

JICKAPCTBCHHOT'O CPCACTBA

[ToBbimenue OmnupyouHa
crenenn 2 (>1,5-3 BIIH) u oGenx

us AJIT u ACT (<3 BITH)

@UKCUPYIOT o NOCTHKEHUS

Tsokectd <1, Bo300HOBIAKOT Ha

TOM K€ YPOBHE 103

IToBbrmenue OmnupyomHa

DUKCUPYIOT o TOCTHKEHUS

Ecnu  oTkinoHeHus
CUYUTAIOT
CBSI3aHHBIMH c
KaneuTaOuHOM,
MoaupUKALU
OCYINECTBJISIIOT IO
Tabsuie 4.

Ecniu oTkiioHEeHUs

HE CUUTAIOT
CBsI3aHHBIMH v
KarnenuTabuHOM,

MonupUKaIMA  HE

ABJIAKOTCA
00s13aTEIbHBIMH,
HO nux MOXXHO
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crenean 3 (>3-<10 BIIH) wu | msokectu <1. BO30OHOBJSIFOT Ha | OCYIIECTBJISATH  IIO
obenx m3 AJIT u ACT (<3 BIIH) | ypoBHe crenyiomell HanMEHbLIEH | PELICHUIO

TI03bI UCCIIEeN0BATEs.
IToBblIEeHNE OounupyOuna | IIpekpaiienue BBEICHUS
crenenu 4 (>10 BITH) JIEKapCTBEHHOI'O CPEACTBa

Coxpamenus: anannHamuHoTpaHcepasa (AJIT); acnapraramunorpancdepasa (ACT);

BepxHuii ipeaen Hopmbl (BITH).

Moouduxayuu 003 6 ciyuae ouchyuryuy 16020 HceayoouKd

[0289] PykoBoacTBa o MoauduKaimuu 103 TYKaTHHUOA WJIH T1anedo U TpacTty3ymada B

ciydae TUC(YHKIMK JIEBOTO JKETyA0YKa IPUBEIEHBI B TA0IHILIE 6.

Tabmuna 6. Moaudukanuu 103 B ciiyuyae 1UChYHKIMHT JIEBOTO YKEIYIOUKA

Cumnromaruue | ®BJIK <40% | ®BJIK  nHmke | PBIIK  40%— | ®BJIK >45%
ckasa CHF NPHHSATBIX B | <45%, "

yUpexRIeHUH CHHIKEHHE

npeneioB cOCTABJISIET

HOPMBI Ha | <10% nyHKTOB

>10% mNyHKTOB | OTHOCHUTE/IbLHO

HHEKE HCXOHOTO

HCXOHOTO YPOBHSI

YPOBHS ao

JIeYeHHsI, HJIH

abcoroTHOE

CHHIKEHHEe  HAa

>16%

OTHOCHTEJIbHO

HCXOHOTO

YPOBHSI Ao

JIe4eHH s
IIpexpamenue He BBoIAT | He BBOIAT | IIpogomxkator IIponomxaroT
BBEJICHUS TYKaTHHHUO, TYKaTHHHUO, JieueHue JeueHue
TyKaTHHHOA, mianebo  wm | mwanedo WIH | TYKATUHUOOM TYKaTHHUOOM
mianedo U | TpacTy3ymao. Tpactyzymad. win mwianebo u | wim mianedo u
Tpacty3ymada. IToBTOpSIIOT IToBTOpsiOT TpactysymaboMm. | Tpactyzymabom.

ouenky ®BJLK | ouenky ®BJLK B | IIoBTOpsitoT
B Ipeaenax 4 | npenenax 4 | ouenky ®BJLK B
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Henenb.  Ecnu | Hepens. Ecnu | mpenenax 4
noarsepxxaarot | PBJDK HE | HEAED.

®BJDK <40%, | BOCCTaHOBMJIACHh

HPEKPaIAOT b1 (o) npenesoB
BBEIICHIE HOPMBI u
TYKaTUHHOA, COCTaBJIAET B
ianebo u | mpenenax  15%

TpacTty3ymMaba. | MyHKTOB
OTHOCHTEJIBHO
HCXOTHOTO
YPOBHS,
NPEKPaLIAIOT
BBENICHHE
TYKaTHHUOA,
rtane6o u
Tpacrysymaba, B
3aBHCUMOCTU OT

00CTOSITENBCTB.

Coxpamenus: 3actoiinas cepaednas HenocrarouHocts (CHF); ¢paxius BeiOpoca neBoro
xenynouka (PBJDK).

[0290] Beenenue TykatunHuba uiaM manedo v TpacTy3ymada MpeKpaiaroT HACOBCEM B

ciydae coxpassirouerocs (T.e. >4 Henenb) cHrkeHuss @BJDK wnu npekpalueHus: BBEIEHHUS 103
npu >3 cayuasx cHuxkeHus @PBJDK.

Moouduxayuu 003 6 ciyuae yoaunenus unmepsana O1c

[0291] PykoBoacTBa moO MOAW(HUKALMK O03 TyKaTHHUOA WK Tutanedo B Cciydae
ynnuHeHus narepsaina QTc npuseneHs! B Tadnumue 7.

Tabmuua 7. Momubukaumu 103 TykatuHuOa WM 1ianebo B Cliydyae VIUIMHEHUs

HUHTEpBaJIa OTC, HE3aBUCHUMO OT B3AUMMOCBA3H C JICKAPCTBEHHBIM CPEACTBOM

MMosiBieHune Crenenn | Ctenennb 2 Crenenn 3 Crenenn 4

1 QTc 481500 | QTc >501 mcex mo | QTc >501 mcek niaun

QTe MCEK MeHbIlell Mepe HAa | H©3MeHeHHe Ha >60

450-480 2 otaeabHbIX JKI' | Mcexk oTHOCHTEILHO

MCeK HCXOJHOTO YPOBHS
H NUPy3THasI
TaxuKapausi, HJH
noJuMop(pHas
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AKeJyI0UKOBasI

Taxukapaus, HJIN

NPU3HAKH U
CUMIITOMBI
cepbe3HOM
apUTMHH

1-oe Her VYnepxxanne g0 | YaepxkaHue no | Ilpexpamenue

MIOSIBJICHUE JOCTHKECHHUSI TOCTYIKEHHST BBEIICHUSI

TSDKECTH CTETEHU | TSDKECTH  CTeTeHH | TyKaTuHuOa/mianedo
<1. <1. BozobHOoBISIOT
BozobHoBneHne Ha ypOBHE
oe3 CHIDKEHHSI | CIEOYIOLIeH
O3BL. HalMEHBIIEH TO3bI.
2—oe Her VYnepxxanne g0 | YaepxkaHue no | NA
NOsIBJIEHNE JOCTHIKCHHUSI TOCTHKEHHUST
TSDKECTH CTETEHU | TSDKECTH  CTETICHH
<1. <1. BozoOHOBIAIOT
BozobHoBIAOT Ha | HA ypOBHE
YPOBHE caeayrouen
chaeayrLen HaMMEHBIIEH T03bI.
HauMeHbLIEH
JO3BL
3—e nosinenune | Her Vnepxanune  no | Ilpekpamenue NA
TOCTHIKECHHUST BBEJICHUS
TSDKECTH CTETNeHH | TykaTuHuOa/ruianed
<1. 0.
BozobHOoBISIIOT Ha
ypOBHE
cheayroLen
HalMEHbLIEH
JIO3BL
4—oe Her IIpekpaienue NA NA
NOSIBJIEHNE BBEJICHUS
TyKaTHHUOA/Tan

ebo.
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OneHka 0€30MaCHOCTH

[0292] Onenka Oe30macHOCTH COCTOMT M3 MoHMTOpuHra u peructpaunu AE u SAE;
(u3MKaIbHBI OCMOTP, OLIEHKY IMOKa3aTeNel >KU3HEAEATENbHOCTH, U3MEPEHHE OIpeesIeHHbIX
MIPOTOKOJIOM KJIMHUYeckuXx JadoparopHbix mnokazatened, DK u OxoKI wumm ckaHupoBaHHE
MUGA cuuTaroT KIOYEeBBIMH JUI OLEHKH O€30MacHOCTH HCCIENyEeMbIX JIEKapCTBEHHBIX
cpencts. KimmHnueck 3HaunMble H3MEHEHUsI STHX MapaMeTpOB MOKHO (ukcupoBarth kak AE.

[0293] MHccnenoBaTenb OTBEYaeT 3a COOTBETCTBYIOLIUN MEOWIMHCKUN yXOn H
0e30MmacHOCTh ~ MALMEHTOB, BKJIOUEHHBIX B  HUCClenoBaHue. LccriemoBaTenb  JOJDKEH
nokymeHTupoBath Bce AE 1 yBenoMiaTh criorcopa o moObix SAE, pa3BUBIINXCS Y MAIMEHTOB,
BKJIFOUEHHBIX B UCCJIEIOBAHMUE.

Komumem no MmOHUMOPUH2Y OQHHBIX

[0294] HeszaBucumbiii DMC oTBe4yaeT 3a MOHUTOPUHI O€30MACHOCTH MALMEHTOB B
UCCIIEIOBAaHUN 4epe3 paBHblE BpeMeHHble nHTepBasibl. DMC Oyner peryisipHO paccMaTpuBaTh
MacCKHpOBAaHHbIE U HEMAaCKUPOBaHHbIE JaHHbIE, BKJOYAas CIy4au CMEpTH, IpeKpalieHue
yuactusi, cHmkeHue n03bl, AE u SAE. DMC paer pexkomMeHAalMu CHOHCOPY, KacCaroLIUecs
NPOBEACHUsS] HUCCJIENOBAaHMs, BKJIKOYas MPOJOJDKEHHE MCCIENOBAHUA @O IUIaHy WU C
NOMpaBKaMU K IMPOTOKONY WM paHHee IpeKpallleHHe y4dacTus B MCCIE[OBaHUE MO MpUYHHE
u30BITOYHON TOKCHMYHOCTH. B oTnensHoM periamente DMC yka3aH COCTaB KOMHTETA, POJIH H
OTBETCTBEHHOCTb YJIEHOB KOMHUTeTa U omnucanbl npouenypel DMC. CnoHcop npenocTasisieT
HCCIIEZI0BATENSIM KOMUIO Kax ol pekoMenaauuu DMC.

Knunuueckas 1abopamopuas oyenka

[0295] Bce naboparopHble TOKa3aTeNd AJisl OLEHKH OEe30MacHOCTH aHAIM3HPYIOT B
perHOHaJbHBIX J1a0OpaToOpusiX B yupekaeHusxX. LleHTpanbHyo 1abopaTopur0 UCTIONB3YIOT IS
noaTeep:kaaromero recruposanus HER2 nepea ckpMHUHIOM U BO BpeMsi CKPUHHHTA.

[0296] buoxumudeckasi maHeNb BKJIIOYAET CIEAYIOIINE MOKAa3aTeNU. KaJbLHi, MarHu,
Heopranudeckuii (Gocdop, MOYEBYIO KUCIOTYy, oOmuii Oenok, nakrtarmeruaporeHasy (LDH),
anbOyMuH, a30T MoueBuHbI KpoBu (BUN), kpeatnHuH, OrKapOOHAT, TIFOKO3Y, KaJIHH, XJIOPUA
HaTpUil.

[0297] Tlokazarenu ¢ynkuuu nedenu (LFT) Bxmouaror cnenyromue: ACT/CTOT,
AJIT/CTITIT, obmwmii OunupyouH u menounyro gocdarasy.

[0298] T'emaronoruveckasi MaHeNb BKJKOYAET CIEAYIOLINE TMOKA3aTeNd. KIMHUYECKUN
anamu3 kpoeu (CBC) c nefikonmrapnoii ¢opmynoii, remornodun, remarokpur (Hct) wu
TPOMOOLTUTBI.

[0299] [Ilamenp cBepThIBaHUS  BKJIOHaeT  cienyromue mnokaszarenu: MHO,
nporpombunHOBOE Bpemst (PT) m AUTB.

[0300] Ananu3 M™MOYM BKJIOYAET, B Kaue€CTBE HEOTPAHUUMBAIOLIUX MPUMEPOB,
CJIEAYIOIINE TIOKA3aTeNN: [[BET, BHEINHUH BHL, pH, Oenok, rItoKo3y, KETOHbI U KPOBH.

Ilnan oyenku Oe3onacrocmit 8 cayuae KapduomOKcuUHocmu

[0301] H3BecTHO, uTO Tpactysymad u apyrue HarpasiaeHHble npotuB HER2 criocoOsr

TEpaln MOBBIIIAIOT PUCK PA3BUTHUA ACUMIITOMATHYCCKOTO U CUMITOMATHYCCKOTO CHUIKCHUA
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®BJDK. U3penka cooOIAIOT O aCUMIITOMATHYECKON CePAeUHON HEJOCTATOUHOCTH Y TIAIIEHTOB,
KOTOPBIM BBOIAT TYKaTMHUO B KOMOMHALMM C TPacTy3ymaOOM B OTHENbHOCTH HWIM C
karerurabnHoM. Takum 00pa3oM, OCYIIECTBISIIOT TIIATEIbHBI MOHUTOPUHT (PYHKLIUU CEPILIA.

[0302] ITaumeHTOB Ha BCEM NPOTSIKEHWU HCCIIENOBAHMS TMOABEPTalOT TLIATEIbHOMY
MOHUTOPHUHTY Pa3BUTHS JIOOOH APYroi 0XKUIaeMON W/MITN HEOXKUIAHHON TOKCHYHOCTH. OLeHKY
dpakuuu cepaedHoro BbiOpoca ocyuiecTBsiIOT nocpenctBoM MUGA wmun OxoKIT mpwu
CKpUHHMHIE, NTIOTOM pa3 B 12 Hemenb 10 NpekpalleHus ucciaenosaHus U vepe3 30 gHel mocne
BBEICHUS TIOCJIEHEH 03Bl JIEKAPCTBEHHOTO CPENCcTBa (eC/IM e He OCYIIECTBJISIOT B Mpeaenax
12 Hepenb nepen BU3UTOM B nepro 30—qHEBHOTO MOCIEAYIOMErO HAOIIOIEHMUS ).

[0303] Puck ynnuaenus: unTepBana QTc mpu HCHONB30BAaHUHM TyKaTHHHOA erne
NOJTHOCTBIO He M3BeCTeH. TykaTWHUO HEOOXOAMMO C OCTOPOKHOCTBIO BBOAHTH MALIUEHTAM C
COCTOSIHUSIMHM, KOTOpble MOTYT MPUBOAUTH K yanuHeHMo uHTepBana QTc. DTu cocTosHus
BKJIFOYAKOT HECKOPPEKTHPOBAHHYHK) THMIOKAJIMEMHUI) WJIH TMIOMAarHUEMHUIO U IMPUEM
JIEKApCTBEHHBIX CPEACTB C OOIIENMPUHATON WM BO3MOXKHOH accouuanueidl ¢ yATHHEHHEM
uHTtepBasia QTc wim WMHAYKOWEW MUPYSTHOW Taxukapauu (cM. Tabmuiy 13 B KOHLIE 3TOrO
npumepa). M3 nccrenoBaHUsl MCKIFOYAIOT MALMEHTOB C BPOXKIEHHBIM MM TMPHOOPETEHHBIM
cunapomoM mmHHOrO QT, cemeilHbIM aHaMHE30M BHE3AMHONW CMEPTH, HHAYLHUPOBAHHOE
JIEKapCTBEHHbIM cpencTBoM yianuHeHne QT B aHamHe3e U TeKyllee HCIOJb30BaHUE
JIEKAPCTBEHHBIX CPEACTB C U3BECTHOH M OOLIeNpUHATON accorumanueit ¢ yammaenueMm QT (cm.
Tabnuny 13 B KOHILIE 3TOTO MpUMeEpa).

Ilnan oyenku Oe3onacrocmit 8 cyuae cenamomoKCuUdYrRocnu

[0304] XoTst OHM M He SBJAIOTCS HauOoJiee PacIpPOCTPAHEHHBIMH HEXeNaTelbHbIMU
peakLuH, PEerucTPUPYeMbIMH YV MALHEHTOB, KOTOPbIM BBOAAT TYKaTMHHO, HaOMIOMAroOT
nosbiienne LFT cremern 3 u 4 y HEKOTOPHIX MALMEHTOB B HCCIEAOBAHMSAX TYKATHHUOA.
Kaxnoro marpieHTa, KOTOPOMY BBOZST TYKaTMHHUO, NMOJABEPTalOT MOHUTOPUHIY IOCPEICTBOM
TECTOB (PYHKLIUU TTCYCHH.

[0305] Tlo mnpuyMHE W3BECTHOIO pPHUCKA TMOBBILEHUS (QEPMEHTOB TEUEHH TpH
UCTIOIb30BAHUH TYKaTUHHOA, MALMEHTOB MOABEPraroT TmareabHomy Monutopunry LET (AJIT,
ACT, obmero OunnpyOuna, menodnoit ¢pocdarasbr). TykaTHHHO yAEPKUBAIOT MO MPOTOKOIY,
€CNIM TOKa3aTean (YHKUUU TIEYEHH TMOBBIIICHbI, M OCYLIECTBISIFOT MOHHTOPUHT  JUIS
HOPMAaJTU3ALMH IO COOTBETCTBYIOIIET0 YPOBHS MO MPOTOKOIY Tepen BO30OHOBIEHHEM BBEICHHUS
HCCJIENYEMBIX JIEKAPCTBEHHBIX CPEICTB.

[0306] OmpeneneHne OTKJIOHEHUI (PEPMEHTOB IMEYEHH B KAUECTBE IMOTEHIHAJBHBIX
HE)KEJaTeNIbHbIX PeaKIMi Ha TYKAaTUHHO HE BIWSIET HAa OXXKMAAEMbIH OJaronpHsTHBIA NPoduib
NOJIb3a—PHUCK TYKaTWHUOA, W O HACTOSINEro BPEMEHH COOTBETCTBYET THUNAM M TsukecTH AE,
KOTOpBblE MOXKHO HaONIIOAaTh B CiIydae APYrod HMPOTHBOOIMYXOJEBOW TEPANHMH y TMALUEHTOB C
METACTa3UPYHOLUIUM PAKOM MOJIOYHOM JKEJIE3bI.

Ilnan OUEHKU be3zonacrocmit s HNAYUEeHMos6 ¢ Memacmasamt 6 20106HOM MO32€

[0307] ITaumeHThl C MeTacTa3aMd B TOJOBHOM MO3re MUMEKT puck pa3sutus AE mo

npuynHe Hamuuus odaroB B IIHC, mnporpeccupoBanust 3a0oneBaHMsi U TOKCHYHOCTH,
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NOTEHLMAIBbHO CBSI3aHHOMN C UCCIeyeMbIM JieueHueM. MHoraa nedeHne MeTacTa3oB B TOJIOBHOM
MO3r€ C UCTIOJb30BAaHUEM CUCTEMHOM WU JIyueBOH Tepalnuy aCCOLMNPOBAHO C JIOKAJIN30BAHHBIM
OTEKOM, CYMTAIOIIUMCS pe3ysnbTaToM 3(ddexra jeueHus, a He NPOrPEeCCHPOBAHUS OIYXOJIH.
Obnapy>xuBany, yro nanueHt B ucciegoBannun ONT-380-005 ¢ m3BecTHBIMH MeTacTa3aMH B
TOJIOBHOM MO3T€ MMEEeT OTEK MO3ra B 00JIACTH, OKpPY’KaroIeil N3BECTHBIN METAacTa3 B TajJaMyce
BCKOpE IOCJIe JICUSHHs] TYKaTHHUOOM, KarmenutabuHOM U Tpactysymadom. IlanumeHnt OvicTpo u
IIOJIHOCTBIO OTBEHYaJl Ha CHUCTEMHbIe KOpTuKoctepouabl. HemsBecTHO, ObUIM M CHUMOTOMBI Y
MalueHTa pe3yJIbTaTOM JIOKAJIbHOIO TMPOrPEeCCHUPOBAHUSl WM CBA3aHHOW C JIeYeHHEM
TOKCUYHOCTH. AHAJIOTHYHO, Y MALMEHTa, KOTOPOro JIEYMIN TYKaTUHUOOM U TPacTy3ymaOoM B
OTHENIbHOCTH HAOMIomanu yBenudeHue panee oOnydenHoro oudara B LIHC BO Bpems
uccienyeMoro JedeHus. llamueHta OTHpaBIsAIM  HAa  XUPYPTMYECKYHO  PE3EKLUI0 U
OOHapy’KUBAJIM, YTO y HErO HET JKU3HECIOCOOHOH omyxoiu. CUuTamy, 4TO pe3eLupOBaHHBIN
o4ar mpeACTaBisieT COOOH CBSI3aHHBIN C JIEYSHHEM HEKPO3.

[0308] Jlns MUHUMHU3ALUK PUCKA CUMITOMATHYECKOTO OTE€KAa MO3Ta y TMALHUEHTOB C
MeTacTa3aMHi B TOJIOBHOM MO3r€ B 3TOM HCCJIEOBAHUM MALMEHThl C METAacTa3aMU BBICOKOTO
pHCKa, BKIIIOYas MAILMEHTOB, KOTOPBIM HEOOXOIuMa He3aMeIIMTENbHAsi MECTHasl Teparius,
NAMEHTOB, Y KOTOPBIX €CTh OBICTPO TNPOTPECCHPYIOLINE Ouard, NalUeHTOB, KOTOPBIM
HEOOXOIMMBI KOPTHKOCTEPOUIBl B Hadalle HCCIEAOBaHUs (>2 Mr JeKcaMeTa3OoHa WM
SKBHUBAJIEHTa B CyTKH) Uit koHTposss cumnromoB LIHC, u mammentoB ¢ Oornee KpyNmHBIMH
HEMNOJBEPTHYTHIMU JICUEHUIO OYaraMy UCKIIIOYAOT U3 ucnbiTaHus. OHAKO, €CIU 3TU MallUeHTHI
npurogHel  Ais  HedamemnurtenbHol  teparuu  [[THC  mocpenctBoM — XUpypruueckoro
BMELIATEIbCTBA WU JIy4€BON Tepaluu, UX MOXKHO MOJABEpPraTb MECTHOM TEpaluu, a 3aTeM OHH
MOTYT OBbITh IPUTOMHBI JUIsl UCIIBITAHUS. B HEKOTOPBIX YCIOBUSAX MALIUEHTOB MOKHO IOJIBEPraTh
Tepanuy KOPTUKOCTEPOMAAMU [JIs1 HEOTJIO)KHOTO JICYEHUs CHUMITOMATHYECKOIO JIOKAJIbHOIO
oreka, npu yciuoBuy, 4to npu MPT ronoBHOro mosra ¢ KOHTPAacTOM He HAOMIOJAIOT YETKUX
nokasarenbcTB nporpeccupoanuss [THC. Bo Bcex Takmx ciyuasix TpeOyercs onoOpeHue
MEIUIUHCKOTO HaOII0IaTesl.

[lnan oyenku beszonacnocmu 0Jist NPeoomepaueHs bepeme HHOCmu

[0309] ITo mpuumHE NOTEHUHMATBHOTO 3(eKTa B OTHOIIEHWH pA3BHTHUS ILUIOAA BCE
MAIMEHTHI B UCCIIEIOBAHUH JOJUKHBI HCIOIB30BaTh 3((EKTUBHBINA COCO0 KOHTPALEINH, KaK
OMUCAHO BBIIE, HAYMHAS C TOAMUCAHHUS WHPOPMHPOBAHHOTO COTJIACHS JO ITOCTHXKEHHS 7
MECALIEB TMOCJIE BBENCHUS IOCIENHEH MO03bl HCCIEAYyEMOrO JIEKapCTBEHHOIO CPEACTBA WU
HCCIIEIOBATEIbCKOIO JIEKAPCTBEHHOrO TMpenaparta. JKeHIuHBI JeTOpOogHOro Bo3pacta (T.e.
JKEHIIUHBI, HEMOJBEPrHyTble XUPYPrUueCcKONW CTEepUIM3aLMU IOCPEACTBOM TUCTEPIKTOMUM,
IBYCTOPOHHEH CAJIbIIMHIIKTOMUU W/MIM ABYCTOPOHHEH OO(OPIKTOMHUHM W HEHAXONSIINECS B
MOCTMEHOTay3€e, KOTOPYIO ONpeneNstoT Kak >12 MecsleB aMeHOpeH) IOJKHBI HUMETh
OTPHLIATENIbHBIA PE3yJIbTAaT TeCTa Ha OEPEeMEHHOCTh Iepel] HAa4aJOM HCHBITAHUS U JIOJKHBI
UCTIONB30BaTh 3 (EeKTUBHBIA Crnocod KOHTpaLeNnuud BO BpeMmsi HCHbITaHHUs. D¢ (eKTUBHBIE
CHOCOOBI  KOHTPALEMIMH  BKJIKOYAIOT KOMOMHHPOBAHHYIO (COAEpIKALIyld 3CTPOreH W

MPOreCTOreH) TOPMOHAJIBHYIO KOHTPALENIUI0, CBS3aHHYKD € WHTHOWPOBAHUEM OBYJISILIHH
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(TepopasbHyI0, BHYTPUBJIATAIUINHYIO WIH TPAHCAEPMAIBHYIO);, TOPMOHAIBHYIO KOHTPALETILIHIO
TOJIBKO C TPOTECTOTEHOM, CBSI3AHHYID C HMHTCUOMPOBAHHEM OBYJISIHUU  (TIEPOPANIBHYIO,
MHBEKLMOHHYI0O WM HMIUIAHTUPYEMYIO), BHYTPUMATOYHOE YCTPONCTBO;, BHYTPHUMATOUYHYIO
TOPMOHAJIBHYIO CHCTEMY; JIBYCTOPOHHIOIO 3aKYNOPKY/TIEPeBsA3KY MATOYHBIX TPYO; Ba39KTOMHMIO
y MapTHEPa UJIH MOJIOBOE BO3Jeprkanue. ITaninenTel My»KCKOro nojia ¢ napTHepaMu J1€TOPOAHOIO
BO3PACTa JIOJKHBI UCIIOIBb30BATh OAphEPHYIO KOHTPALETILIHIO.

[0310] ITaumeHTOB NETOPOAHOrO BO3PACTa HEOOXOOMMO IOJBEPraTh TECTY MOYM Ha
6epeMeHHOCTb B I€Hb 1 KaXa0ro HUKJa JSeUYCHUS.

Heorceramenvnvie sinenus

OmnpeneneHus

[0311] "Hexenatenohoe sienenue (AE)" ompenensiroT kak Jiro0oe HeOIarompusiTHOE
MEAMLIMHCKOE sIBJICHHE y NallMeHTa WM TMalleHTa—y4acTHHUKA KIMHUYECKOTO HCCIEeNOBaHMS,
KOTOpPOMY BBOZAT (hapMaLeBTHUECKUI Mpernapar, U He O0sM3aTeNbHO, YTOOBI OHO HUMEJO
NPUYHHHO—CJIEZICTBEHHYIO CBsI3b CO CHOCOOAMH JICYEHMs, NPEICTABIEHHBIMH B HACTOSLIEM
OTMCaHUU.

[0312] Takum oOpa3zoMm, AE Moxer sBIATbCS JEOOBIM HEONArONpPUSATHBIM |
HeTpeIHAaMEePEeHHbIM TNPU3HAKOM (HampuMep, OTKJIOHEHHEe J1abopaTOpHOro MOKa3aTels),
CUMIITOMOM WX  3a00NeBaHMEM, BPEMEHHO AaCCOLMHPOBAHHBIM C  HCIIOJIB30BAHUEM
JIEKapCTBEHHOI'O Ipernapara, CYUTAIOT JIU €ro CBA3AHHBIM C JIEKAPCTBEHHBIM IpEenapaToM WU
Her (pykoBoxctBo International Conference on Harmonisation (ICH) E2A; Definitions and
Standards for Expedited Reporting; 21 CFR 312,32 IND Safety Reporting).

[0313] IlpuBeneHHble HuXKe (AKTOPBl PACCMATPUBAIOT IPH OMNpPENENEHUH TOrOo,
PEruCTPUPOBATH JIU, UJIU HET, PE3YJIbTAThl TECTA WM MEAULMHCKOTO COCTOsIHUSA B KauecTse AE.

[0314] JIroOoe HOBOE HEKENaTeNIbHOE MEOUIIMHCKOE SIBJCHUE MM HeOJaromnpHusTHOE U
HENpeIHAMEPEHHOE U3MEHEHHE YK€ CYIIECTBYIOLIErO COCTOSIHUSL, BOSHUKAIOIIETO BO BpeMs WUIH
1ocJie JIEUEHHUs] C WCIIOJIb30BAHMEM HCCIIEeNyEeMbIX JIEKApPCTBEHHBIX CPENCTB, PErHCTPUPYIOT B
kauectBe AE.

[0315] OcnoxxHeHus, BO3HUKAKOIIME B PE3YJIbTaTe Pa3PEIICHHbIX MPOTOKOJIOM
BMEIIATENIbCTB (HAMPUMEP, MHBA3MBHBIX IPOLENYP, TAKUX KaK OHWONCHs), PETHCTPHPYIOT B
kauecTtBe AE.

[0316] HeobszarenbHble NpPOLEAYPHl WJIM PYTHHHO CIUIAHUPOBAHHOE JIEUEHHE HE
cuntaror AE. OpHako, HeOMaronmpusiTHoe MEIULMHCKOE SIBJICHHE, BO3HUKAIOIIEEe BO BPEMs
3aIUIAHUPOBAHHON HEOOs3aTeIbHON MPOLEAYPBI, PETUCTPUPYIOT B KadecTBe AE.

[0317] Ucxonuble cocTosiHus HE cUUTalOT AE, ecnu cOCTOsHME He yXYyIIIAeTCsl MOCie
BBEJICHUSI HCCIIENyeMOro JIEKapCTBEHHOro cpezncrea. JlioOoe H3MEHeHHe, OLEHHBAEMOE B
Ka4eCTBE KJIMHUYECKH 3HAYMMOTO YXYAIIEHUs 3a00JI€BaHIsI OTHOCUTEIBHO UCXOJHOTO YPOBHS,
HeoOxomumo 3amokyMeHTHpoBaTh kak AE. McxonmHble COCTOSHHS, NPUCYTCTBYIOIIHE [0
NOANMCAaHUS HMH()OPMUPOBAHHOTO COTJIACHS, PETUCTPUPYIOT B KAYECTBE MEAMLIMHCKOTO

dHaMHE3a.
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[0318] KnuHMueckn 3HAYMMblE OTKJIOHEHUs JIAOOPATOPHBIX IOKa3aTeled WH
noKaszaresel JKU3HeAesITeNbHOCTH (HarpumMep, TpeOyrolire BMeIaTeIbCTBa, COOTBETCTBYIOLIHE
KPUTEPHUSM CEPbE3HOTO SIBJIICHUS, TPUBOASINNE K MPEKPAIIEHUI0 HCCIENOBAHUSA WM
NPEPHIBAHUIO UCCIIEAYEMOIO JIEYEHUs] WM aCCOLMHPOBAHHBbIE C MPHU3HAKAMHU U CHMIITOMAaMH)
peructpupyroT B kadectse AE. IIpu BO3MOXKHOCTH, OTKJIOHEHHsI JJaDOPaTOPHBIX INOKa3aTesel,
COOTBETCTBYIOLIME omnpeneneHuo AE, pernctpupyroT B BUIE KIMHHYECKOrO IHMArHo3a, a He
CaMOro AaHOMAJbHOTO 3Ha4YeHus (Hampumep, "aHemus" BMECTO "CHI)KEHHOTO KOJHYECTBA
(OPMEHHBIX 3JIEMEHTOB KpPOBH").

[0319] "Cepne3noe HexxenarenbHoe siBienue (SAE)" ompenenstor kak  AE,
COOTBETCTBYIOLIEE OJHOMY M3 CICAYIOIIUX KPUTEPHEB:

Tabnuna 8. Knaccudukanus cepbe3HbIX HEXKETATENLHBIX SIBICHUN
JlerasbHbIe: AE, npuBopsiiee Kk CMEpTHU.

Yrpoxamomue KU3IHU: AE BbI3bIBa€T HEMOCPEACTBEHHBIN PUCK CMEPTHU Y
nanueHTa. Jta Ki1acCUpHUKAIHsd HE OTHOCUTCS K
AE, KOTOPOE TUIIOTECTUYCCKU MOXKET MPUBECTU K

cMepTH, ecyii Obl OHO ObUTO OOoJIee TSIKEITBIM.

I[IpuBoasimue K roCIUTAIU3ALHUN: AE, B ciy4dae KoToporo  Tpelyercs
rOoCIUTaNIM3alMsl B CTAallMOHAp MU KOTOpOe
MPUBOAUT K MPOJIOHTUPOBAHUIO CYIIECTBYIOLIEH
rOCTIUTAJIN3ALUH. lNocniuranuzanuu TUTSt
HeoOs13aTeNbHBIX MEIULUHCKUX WIH
XUPYPrU4eCKuX  MOpPOLUEAYp  WIM  JIEUEHUs,
3aIUIAHUPOBAHHBIE 1o NOANMUCAHUS
UHPOPMHUPOBAHHOTO COTJIACHUST HA Yy4acTHe B
WCCJIEIOBAHME, WIIH JJII PYyTHHHBIX OCMOTPOB HE
siasitorcs SAE mo  3TOMy  KpUTEpHIO.

Iloctynnenue B  OTAeN€HUs  NAJUIMATUBHOU

IOMOIIH HUJIn XOCIIUC HE CUUTAKOT
FOCHHTaHHSaLIHefI. FoanTannsaunn 40051
MPOJIOHT'UPOBAHHBIE roCrnurTaianu3alun JJIA
3al'IJ'IaHI/IpOBaHHOI\/'I TEpannumn OCHOBHOI'O

3JI0Ka4€CTBEHHOTO HOBOOOPa30BaHHSA WJIH
3a0oneBaHusl,  SBJSIFOLIETOCS  LIENIEBBIM B
UCCJIEJIOBAHUM, HE HYXXHO pPErucTpupoBaTb B

kauectBe SAE.
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Ipusoasimmue K | [IpuBomAT K CyLIECTBEHHOMY M IOCTOSIHHOMY
HETPYA0CIOCOOHOCTH/MHBAJIMAN3AUMHU: | HAPYILICHUIO CIIOCOOHOCTH MAaIME€HTa BBIMOIHATh

MOBCCAHCBHYIO ACATCIIBHOCTD.

Bpoxkaennas asHomamusa wuau mnopok | HeOnarompusarHelii ucxon y pebeHka wiu miona
Pa3sBHTHS: MaLHEHTa, MIOABEPTHYTOIO BO3/EHCTBHIO
UCCJIEyEMOI'O JIEKAPCTBEHHOIO CPENCTBA MM
UCCNIEYEeMON CXEMbl JICUCHUsl TMepes 3adaTHeM

WA BO BpeMsi OEpEMEHHOCTH.

BaxxHoe MeauIMHCKOE sIBJIEHHE: AE He COOTBETCTByeT KakOMy—JHOO U3
yYKa3aHHBIX BbII€ KPUTEPUEB, HO MOXET
BbI3bIBATh PHUCK AJI MallM€HTa, U B €ro ciydae
MOXeT  moTpeboBaTbCs  MEAMLIMHCKOE  WJIH
XHUpyprudeckoe BMeELIATEIbCTBO 1Jist
npopUIAKTUKA OJHOTO W3 YKa3aHHBIX BBILIE

HCXOO0B.

[0320] Tepmun ‘"nepeno3upoBka" —ONpeneNsIOT Kak  BBEAGHHE  KOJIUYECTBA
HCCIIEIOBATEIBCKOTO JIEKAPCTBEHHOIO TIpenapara, Y4YUThIBAEMOTO HAa OJHO BBEIACHHUE WIIH
COBOKYITHO, IIPEBBIIAIOIIEr0 MAKCUMAJIbHYIO 103y I10 TPOTOKOJY .

[0321] Tepmun 'ommOka 103UpOBaHUA" OTHOCUTCS K HENPEIHAMEPEHHOH OIHNOKe B
pacripeneneHuy WM BBEJEHMM HCCIENOBATEIbCKOrO JIEKAPCTBEHHOIO IIperapara He 110
IPOTOKOJTY, OITMCAHHOMY B 3TOM IIpUMEpE.

[0322] Tepmun "HempaBuiibHOE yrnoTpedieHHe" ONpenesioT Kak JIoOYH CHTYalHuio, B
KOTOPOM MCCIIeNOBATENbCKHUI JIGKAPCTBEHHBIN IMpernapaT YMBIIIJIEHHO U HECOOTBETCTBYIOIIUM
00pa3oM HCIOB3YIOT HE TIO MPOTOKOJY.

[0323] Tepmun "3n0ynoTpebieHue”" ONMPEReNnsOT KaK MOCTOSIHHOE WUJIH CIOPAIUYECcKOe
YMBIIIJIEHHOE H30BITOYHOE YMOTpeOJIeHHe MCCIEAOBATENIbCKOTO JIEKAPCTBEHHOTO TMpernapara,
KOTOPOMY COIMYTCTBYIOT HEOJIAronpusITHbIC (PU3NIECKUE WIIN TICUXOJOTHYeCKHe 3P (PEeKThL

[0324] TIpu HeoOXOMMMOCTH, WH(POPMAIUID, KACAIOIIYIOCS TEPeNO3UPOBOK, OIIMOOK
IO3MPOBAHUS, 3JIOYIOTPEONEHNsT W HENpPaBUJIBHOTO ymoTpeOneHnss coOMparT Kak 4YacTh
UHpOpPMALMK O JO3UPOBAHHHM HCCIEAOBATENLCKOTO JIEKAPCTBEHHOIO Tpemnapara W/WIH Kak
HapYLICHHE MPOTOKOJIA.

[0325] Jlroboe AE, accouumupoBaHHOE C TEePEHO3MPOBKOMN, OIMMOKOW TO3UPOBAHUS,
HETIPaBWJIbHBIM  YIIOTPEONIEHHEM WJIH  3JI0YNOTPEeOJeHNEM HCCIENyeMOro JIEKapCTBEHHOTO
cpenctra, peructpupyroT B eCRF AE ¢ nuarnozom AE.

[0326] "HexenarenvHoe siBienue (AE), mpencrasisiromnee ocoOblii MHTepec" MOXKeT
SBIIATBHCS JIIOOBIM CEPbE3HBIM MM Hecepbe3HbIM AE, BbI3bIBatOIUM OECITOKOWCTBO ¢ HAyYHOH

UIn MGHHHHHCKOﬁ TOYKH 3PCHUS, YTO OMNPECACIIACT CIIOHCOP U XapaKTEPpHO AJIA IMPOrpaMMbl, B
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cilydae KOTOPOTO LenecoOOpa3HbIMU MOTYT SIBJISITBCS HENPEPbIBHbI MOHUTOPUHT M ObICTpast
CBSI3b CO CIIOHCOPOM.

[0327] O cnenyromux AE, mpeacraBisitominx OCOObI MHTEpeC, COOOINAIOT CIOHCODY,
HE3aBUCUMO OT HOPMATUBHBIX KPUTEPUEB CEPHE3HOCTU UJIM NPUYUHBI, B TeU€HUE 24 4acCoB.

IloTeHMaNbHOE MHAYLIHPYEMOE JIEKAPCTBEHHBIM CPEJICTBOM HOBPEIKIEHUE IEYSHH

[0328] JIroboit moTeHUMANbHBIA Clydail MHIYLUPYEMOTO JIEKAPCTBEHHBIM CPEICTBOM
MOBPEXKACHHS TIEUEHH, OLIEHHBAEMOTrO 1O JIAOOPATOPHBIM KPUTEPUSM IO 3aKOHY Xasi, CUUTAIOT
OnpenesieMbIM TMPOTOKOJOM SIBIIEHHEM, MPENCTaBISIOMNM 0OcoOblii uHTepec. Crhenyroinue
OTKJIOHEHHUsI JJaOOPATOPHBIX MOKA3aTeNei ONpenesioT MOTEeHUHNAIbHBIC CIyYan 10 3aKOHY Xasi:
nopbieHnss ACT wmu AJIT, cocraensiromnue >3 BITH ¢ conmyTCTBYHOLIMM MOBBIIIEHHEM (B
npenenax 21 mas ot mnosbimenudt ACT w/wmm AJIT) obwmero Ownupybuna >2 BITH, 3a
UCKJIFOUEHHEM MAIUEHTOB C 3aJ0KYMEHTHPOBAHHBIM CHHIpoMOoM JKusbepa.

AcUMOTOMAaTHYECKAs CUCTOJNYECKAS I[I/ICd)VHKLII/Iﬂ JICBOI'O KEJIYyA0YKa

[0329] B ocHoBHOM, acumnromaruueckue cHiwkeHus PBJDK we cnemyer
peructpupoBatb kak AE, T.x. mamabie o ®BJDK cobupator B eCRF otmensro. Opnnako,
acumrnromatudeckoe cHuwxkenne O@BJDK, mpusonsimme x W3MEHEHMIO HUCCIEAYEMOIO JIEYEHHUs
WA TIPEKPALICHUIO HCCIENYyEeMOro JICUSHHs, CUUTAIOT SIBJICHUEM, MPENCTABISIOMIM OCOOBI
UHTEPEC, U CEPbE3HBIM HEXKEIaTEIbHBIM SIBIICHHEM, H O HEM HEOOXOIMMO COO0IIAaTh CIIOHCOPY.

OTek mo3ra

[0330] JIroGoe sBIeHHWE OTeKka MO3ra, KOTOpPOE Helb3s YeTKO MPHUITHCATH
IPOTPECCUPOBAHMIO 3a00JI€BaHUs, PETHCTPUPYIOT KakK SBJIEHHE, IPENCTABISIOIINE OCOOBIN
UHTEpEC.

[0331] Tsxects AE knaccuduuupyroT ¢ ucnonb3oaHueM OOLINX TEPMHHOIOTHYECKUX
KpUTEepHUEB HekenaTenbHbIX siBjieHud HaumonanmpHoro wuucturyra onkosoruun CHIA (NCI
CTCAE) Bepcun 4.03. Otu kputepun npuBeAeHbl B Tadaune 12 B KOHLE 5TOrO MpHMepa.

[0332] Tsoxects u cepbesHocTb AE orneHuBaroT He3aBUCHMO. TSKECTh XapaKTepHu3yeT
uHTeHCUBHOCTh AE. Cepbe3HOCTh CHy)XUT B KauyecTBe PYKOBOACTBA MJIsI CIOHCOpa IS
ornpeneneHus: TpeOOBaHMUN PErIaMeHTHOW OTYETHOCTH (cM. onpenenerne SAE Bbime).

[0333] BsaumocBsiz3p AE u  Bcex HCCleAyeMbIX JIEKAPCTBEHHBIX  CPEACTB
(TykatuHuba/mnanebo, kamenuTabMHAa W TPAcTy3ymMada) OICHHBAIOT C HCIOJIb30BAHHEM
PYKOBOJICTB, PUBEACHHBIX B Tabmuue 9 mmxe. B cmyuae AE, ms kotoporo He ompeneneHa
NPUYHHHAS CBsI3b, HEOOXOIMMO MOCIENYIOIee HAOMOIEHUE IS €€ ONPEACIICHUS.

Tabnuna 9. PykoBOACTBA IO ONpeeaeHUI0 NPUIHHHOM cBsizu ¢ AE
ITonospesatot nu, uro AE/SAE BBI3BaHO HCCIIENOBATENLCKUM MPOAYKTOM, C yUETOM (PaKTOB,

TOKa3aTeNIbCTB, HAYYHO—OOOCHOBAHHBIX MPENIONIOKEHHH U KIIMHUYECKOH OLIEHKH?

Casi3aHHbBIE Bpemennass B3ammocesizb AE/SAE ¢ BBemeHHeM HCCIIENOBATEIBCKOTO
NPOAYKTa JelaeT MPUYMHHYI B3aUMOCBSI3b BEpPOSITHOM, a Jpyrue
JIEKAPCTBEHHbIE CPENCTBA, TEPANeBTUUECKUE BMEIIATEIbCTBA UM OCHOBHBIE

3a00JiIeBaHUs HE NAIOT AOCTATOYHOrO 00bsicHeHust AE/SAE.
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Hecpszannbie | Bpemennas B3ammocBsizsb AE/SAE ¢ BBegeHumeM HCCIIENOBAaTEIbCKOTO
NPOAYKTA [€JaeT NPUYMHHYK B3aUMOCBSI3b MAJIOBEPOATHOW, WIH APYTHE
JIEKAPCTBEHHbIE CPENCTBA, TEPANeBTUUECKUE BMEIIATEIbCTBA WU OCHOBHBIE

3a00JieBaHus Dar0T nocratoyHoe oopsacuenue AE/SAE.

Hpouenypbl BbBISIBJICHHUS H PErUCTPALMHA HEKEJIATEJIbHBIX SAIBJICHUH

BrissBieHne HekenaTeIbHbIX SIBICHUN

[0334] HccnenoBarenb OLIEHMBAET MAlMEHTOB Ha BO3HUKHOBeHHE AE BO Bpemsi Bcex
3aIUIaHUPOBAHHBIX U He3arulaHUpOBaHHBIX BU3UTOB. O Bo3HHKHOBeHMM AE y3HaroT, 3anasas
HenpsIMble BOTPOCHI MAILIUEHTY BO BpeMsl Kaxaoro susuta. AE Takike MOXKHO OIpenessiTh, Koraa
MAIMEHT CAMOCTOSITEJIBHO COOOIAET O HUX BO BPEMsl BU3UTOB U MEXKAY HIUMH, HITH IIOCPEACTBOM
(pU3MKATBHOTO OCMOTPA MIIH IPYTUX aHAIHU30B.

[0335] Bce AE, 0 kOTOpBIX COOOIIAeT MAlMEHT, PacCMAaTPUBAET HCCIIENOBATENb, U UX
HEOOXOIMMO PErUCTPUPOBATh B MEPBUYHON AOKyMeHTamu U npexacrasieHHol eCRF AE.

Perucrpanus HexxelaTeabHbIX SIBJISHUN

[0336] He3aBucUMO OT B3aMMOCBSI3H C HCCJIECAYEMBIM JIEKAPCTBEHHBIM CPEICTBOM, BCE
cepbe3Hble U Hecepbe3Hble AE, BO3HUKawoIMe BO BpeMsl OIPENEICHHOrOo IPOTOKOJIOM
OTUeTHOro mnepuona, cieayer peructpupoBaTb B €CRF. SAE, Bo3HuKaromue Mexny Aaden
corjacus mepen CKpHHUHIOM W TIOAIHUCAHHEM OCHOBHOU (popMbl MH(OPMHPOBAHHOTO COTJIACHS,
MOXHO HE€ JIOKYMEHTHPOBAaTh, €CJIM OHU HE BBI3BAHbI MPOLEAYPOH B pamMKax HCCJIEIOBAHUS
(Harpumep, buoncue).

[0337] Cnenyromyro uHboOpMaLuio OLeHUBAIOT U peructpupyot B eCRF misa kaxmgoro
AE: onucanue AE (BkJro4ast JaThl Hadaja W pa3pelueHusi), TSKeCTh (CM. ONpPeesieHUs BbILIE),
B3aMMOCBSI3b C KaXKIbIM HCCIIEyEeMbIM JIEKAPCTBEHHBIM CPEACTBOM (CM. OIPENECHUs BBIIIE),
UCXOJ KaKIOTO SIBJICHUS, CEPbEe3HOCTb (CM. ONpeNesieHHsl BBILIE) M MPEANPUHSTHIE IeHCTBUS,
KaCaroIINeCcs: KaXA0ro UCCIEAYEeMOro JIEKAPCTBEHHOTO CPENICTBA.

JInarHoCcTHKa U NPpU3HAKH UJIH CUMIITOMBI

[0338] Ilpu BO3MOKHOCTH, HCCIENOBATENb TIPYNIUPYET MPU3HAKH HIH CHUMIITOMBI,
COCTaBJISIFOLIME OTAEJIbHBIN JUArHO3 B paMKax OJHOIO TePMHUHA siBiIeHUs. Hampumep, xamens,
PUHUT U YMXaHHE HEOOXOAMMO BMECTE CTPYIIIHPOBATh KaK "MH(EKLNS BEPXHUX JBIXATEbHBIX
nytei". ['pynnupoBaHye CUMIITOMOB B JUAarHo3 OCYLIECTBIISIOT UCKIFOYUTENBHO TOTZa, KOrAa
KQKIbIM COCTAaBJSIIOLIMI MPU3HAK WIM CUMITOM SIBJISIETCS MEIULMHCKU MOATBEPKAECHHBIM
KOMIIOHEHTOM JIMarHo3a, 4YTO OYEBUIHO M3 CTAHJAPTHBIX MEAMLMHCKHX PYKOBOACTB. Ecim
KaKOH—10O0 acmeKkT MpH3HaKa WM CHMITOMAa HE BIIMCBIBAETCS B KJIACCHYECKHI MATTEPH
AVArHo3a, OTAENbHBIA CUMIITOM PETHCTPUPYIOT KaK OTAEIbHOE SIBJICHUE.

[IporpeccupoBaHKE OCHOBHOI'O 3JI0KAYE€CTBEHHOI'O HOBOOOPA30OBAHUS

[0339] T.k. mnporpeccHpoBaHHE OCHOBHOTO 3JIOKAYECTBEHHOTO HOBOOOPa30BaHUS
OLIEHUBAIOT Kak mepeMeHHyI 3(dexTuBHOCTH, ee He peructpupyror kak AE wmm SAE.
CumnToMarnyeckoe KIMHMYECKOE YXYJILICHHE IO MPUYHHE MPOrPecCHpPOBaHUs 3a00JeBaHus,

OTpezeNsieMoe UccieoBaTeneM, Takxke He peructpupyrot kak AE nnu SAE.
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[0340] OngHako, KIMHUYECKHE CHUMIITOMBI ITPOrPECCUPOBAHUS MOXKHO PErHCTPUPOBATH
kak AE wmm SAE, ecnu cuUMOTOM HENb3sl ONpEAessTh, Kak SBJSIOLIUNCA Pe3yJbTaTOM
UCKJTFOUUTENIbHO TPOTPECCHPOBAHUS OCHOBHOTO 3JIOKAYECTBEHHOTO HOBOOOPA30BaHMs, WM OH
HE BIUCBIBAETCS B OXKUAAEMBIH MATTEPH MPOTrPeCCHpOBaHUs UccieayeMoro 3abosesanus. Kpome
TOTO, OCJIO)KHEHMsI MPOTPECCHPOBAHMUS OCHOBHOIO 3JIOKAYECTBEHHOTO HOBOOOpPA30BaHUSI
peructpupytotT kak AE unmu SAE.

OTtueTHble MepHOABI M MOCJeAYIOIIee HAOIIOAEHHE HEeXeJATEJbHbIX SIBJICHUH H
Cepbe3HbIX HeXKeJIATeIbHbIX SIBJIEHHUI

[0341] Bce AE, uneHTHQHUUMpPOBAHHBIE BO BpeMs KIMHUYECKOTO HCCIIECAOBAHUS,
PETUCTPHUPYIOT C MOMEHTA MOAMMUCAHUS MAIHEHTOM WH(POPMHPOBAHHOTO COTJIACHS C TOMOIIBIO
BU3KTa 30—THEBHOTO MEPHUOAA MOCIENYIOIero HadmoaeHus (TykaTuHuO/manedo, KaneuutabuH
WJIH TPACTy3ymao).

[0342] O nmrobom SAE, BOHHMKAOIINM TOC/IE MPEKPAIleHHs MAlMEHTOM HCCIENyeMOro
JICYSHHsI, PACCMATPHUBAEMOrO HCCIEOBATENIEM KaK CBA3aHHOTO C JIEOOBIM HCCIIEAyeMbIM
JIEKAPCTBEHHBIM CPEACTBOM, COOOIAIOT CIIOHCOPY.

[0343] Bce SAE wu AE, mnpexacraensromue oOCOOBI HHTEpEC, OTCISKHBAIOT [0
paspemieHust WiIM CTAOWIM3alMK  OCTPOrO SIBJICHHS, MAa)XX€ €eCJIM NAlWUeHT MpeKpariaeT
ucciaenyemoe yedeHus 1o paspewmenuss SAE. OrcnexuBaror Hecepbe3Hble AE Ha oTueTHbIN
NeproJ, KaK YKa3aHO BbIIIE.

[0344] Ecnu HeceppesHoe AE coxpansieTcst K BU3UTY B pamkax 30—AHEBHOrO mepuona
nocienymwuiero Habmoaenus, AE perucTpupyroT Kak mpoaoIKaromeecs.

IIpoueaypbl perucTpauMu Cepbe3HBbIX HeKeJATeIbHbIX SIBJEHHI W sIBJIEHHH,
MPeACTABJISIIOIIHNX 0CO0bIii HHTepec

[0345] O6Go Bcex SAE/EOI, He3aBUCMMO OT B3aUMOCBS3H C  HCCIENyEeMbIM
JIEKApCTBEHHbIM CPEACTBOM, BO3HHUKAIOIIMX IIOCJIE€ IIEPBOTO BBEIAEHMS HCCIENyEeMOro
JIEKaPCTBEHHOI'O CPENCTBA, HeoOXoaumo coodmark crioncopy B popme SAE/EOI B npenenax 24
yacoB mocie oOHapyxkeHuss sBieHus. O SAE, BO3HHMKAaWOIUX TMOCTAE MOJMUCAHUS
UH(POPMHPOBAHHOTO COTJIACHS,, HO IO BBENEHUS HCCIENYyEeMOrO JIEKAPCTBEHHOTO CPENCTBa U,
BO3MOYKHO, CBSI3aHHBIX C MPENYyCMOTPEHHOH MPOTOKOJIOM MPOLEAYypOi, HEOOXOAUMO COO0IaTh
CTIIOHCOPY B mpenenax 24 4vacoB mociie oOHapyxeHus siBjeHus. JlroOyro wHpOpManuio wim
UH(POPMALIMIO TPHU MOCIEAYOIEM HaOIOACHNH, Kacarolyrocs panee coodmeHHbx SAE/EOL
coOOLIA0T CHOHCOPY B mpenenax 24 4acoB mociie OOHAapyXeHHs HOBOH HH(OpPMALUU HIIH
UH(pOPMALINH TIOCIEAYIOIIEro HAOIIOACHUS.

[0346] B cnydae umcxomubix otderoB 0 SAE/EOI nmoctymHbie mOApOOHOCTH Citydast
cnenyet peructpuponatb B ¢popme SAE/EOL OHu, BKIIOYAIOT 1O MEHBINEH Mepe CIeAYIOLIHe:
HOMep manuenTa, TepMuHbl AE (BKIJIIO4ast cepbe3Hble KPUTEPUN U 1aTy Hadasa), UCCIEeayeMoe
JIeYeHNEe U OLEHKY NPUYHHHON CBSI3HU.

[0347] Peructpanus u gokymentanusi SAE u EOI onucansl B cOOpHUKE MHCTPYKLUN K

uccinenosanur0. Uccnenosarenu orsevyaroT 3a cooduenue IRB w/umu IEC 00 3TUX SABIIEHUSAX B
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COOTBETCTBUH C (enepaibHbIMH W MECTHBIMM, NPUHATBIMH B YUYPEXKACHUU TPABWIAMH H
HOPMAaTHBaMH.

[0348] Hoeyro mHpOpMaImi0 uii WHOOPMALIUIO TOCIENYIOero HabIOeHusT ClieayeT
oTnpasiATh (pakcom B JlemapraMeHT KIMHM4YEeCKOW Oe30MacHOCTH CHoHcopa. MenuuuHCKue
npoOjeMbl  WJIM  BOMPOCHL,  Kacaromuuecss Oe30MacHOCTH,  aAPECYIOT  MEIULIUHCKOMY
HaOmoaaTento.

[0349] YkazanHble HIDKe (pakTOph! paccMaTpuBaroT npu peructpanmu SAE.

[0350] CmepTh mpexacraBnsieT coOOM MCXON sBeHUs. SIBIeHME, MPUBOSIIEE K CMEPTH,
peructpupyroT u coodmarot o HeM B popme SAE/EOI u eCRF.

[0351] B cnyuae rocnuranmuzanuii, XUPYPrUYECKUX WM TUACHOCTUYECKHX IMPOLENYD,
3a0oneBaHKe, MPUBOAALIECE K XUPYPTrHUECKON UM JUATHOCTUYECKOH MPOLenype, peruCTpUPYIOT
kak SAE, a He kak camy mpouenypy.

Coo0meHue CIOHCOPOM 0 0€30MACHOCTH PeryJHpyHIIHM OpraHam

[0352] HccnemoBarenu noypkHbI cooOmare 0060 Bcex SAE  cmoncopy. Croncop
OTIIpaBIsieT OTUET O Oe3omacHOCTH peryiaupyromum opradaMm, IRB u IEC B cooTBercTBHU C
MECTHbIMU TpeOOBaHUSIMH  perjiaMeHTHOW ordeTtHocTH. CroHcop aemackupyer SAE,
OLIEHMBAeMble KaK CBsI3aHHbIE W HeoxupgaHeble (o IB) pnma TykarmHmOa/rutanebo, s
UICHTU(QHUKAINYA HCCIEAYEeMOro JIEYeHUS] M COOOINaeT O HUX B COOTBETCTBHU C MECTHBIMHU
TpeOOBaHUSAMH PETJIAMEHTHON OTYETHOCTU. MccienoBaTeny moiy4yarT BCe SKCTPEHHBIE OTYETHI
MaCKHPOBAHHBIM 00Pa30oM.

Coo0menue 0 0epeMEeHHOCTH

[0353] Cnyuan OepeMEHHOCTH PErHCTPHUPYIOT B TeueHHEe 6 MeCsIeB I0C/e BBEICHUs
HOCJIeIHe 103l UCCIIEAYeMOro JIEKApCTBEHHOTO CpeAcTBa (TykaTuHHOA, KarmenuraOuHa WM
TpacTy3ymaba, B 3aBHCUMOCTH OT TOro, 4to Obul0 mocienHuM). Ecnm maunmeHTka WM
NapTHEpILIA NAlMeHTa—My KYHHbI OepeMeHeeT BO BpeMsl yUacTHsl B UCCIIEIOBAHUY, YBEJOMIISIOT
cnoHcopa. Ecnm ydacTHuIla uCClenoBaHus OepeMeHeeT BO BpeMsl MEpPHOAa BBEACHUS
JIEKAPCTBEHHOTO CPECTBA, JICYCHUE TIPEKPALIAFOT.

[0354] HccnemoBatenb cooOImaer CHOHCOPY 000 BCeX cCiy4asx OEpeMEeHHOCTH B
npenenax 24 dacoB, BKJIIOYAs MAPTHEPII MAIHMEHTOB—MYK4MH. CIIOHCOp 3amparinBaeT
nocJienyroliee HadMoieHne OepeMEeHHOCTH, TUToNIA U peOeHKa.

[0355] AOopT/BbIKMABIN, B pe3yJbTaTe HECUACTHOTO Cliydas, IO MEIUIMHCKUM
MOKA3aHUSIM HJI CAMOIPOM3BOJIbHBIH, perHcTpupYIOT Kak SAE. BpoxneHHbIe OTKIIOHEHUS UITH
MOPOKM pAa3BUTUS Takxke peructpupyror kak SAE, kak omnucaHo Bbime. Bcece cnydau
OepeMEeHHOCTH TOABEPraldT MOHHTOPHHIY B TEUEHHE BCEro Mepuona;, coolmarT 000 Bcex
NEePUHATATBHBIX M HEOHATAJBbHBIX HCXOAAX. 3a HOBOPOKACHHBIMH CJIEOSIT B TEYEHHE II0
MeHbineid mepe 8 Hemenb. O OepemMeHHOCTH COOOMAIOT B JlemapTaMeHT KIMHHYECKOU
0€30MacHOCTH CIIOHCOPA ¢ TOMOIIBIO (POPMBI OTHETa O OEPEMEHHOCTH.

Tabmauua 10. Hekoropele cunbEble UHrUOUTOPBL M1 MHAVKTOPEL CYP2C8 U UX Iepuoabl

IIOJYBBIBEACHHUA

b
JlekapcTBeHHOE CpeacTBo™ Bpems noJiyBbiBeeHHs (MACHI)
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CuibHble HHTHOHTOPBI

I'em¢pubposzun 1-2 gaca

MoHTenykact 3—6 9acoB (BKJIQABIII B YIIAKOBKY JIEKAPCTBEHHOTO
CpeIcCTBa)

Ksepuerun <2 4acos
3—7 vacoB

IInornurason

Pocurnurazon 16-24 qacoB

Tpumeronpum 8—10 gacoB

CuiabHbIH HHAYKTOP

Pudpamnun 3-5 yacos

a. FDA. "Drug Development and Drug Interactions: Table of Substrates, Inhibitors and
Inducers”
(www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/DrugInteractions
Labeling/ucm093664.htm#potency).

b. EMA. "Guideline on the investigation of drug interactions”
www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2012/07/WC500129
606.pdf

Tabmauua 11. HekoTopele CUIbHBIE U YMEPEHHbIE MHTMOUTOPBI uau uHAVKTOpel CYP3 A4

U X NIEPHUOALI ITOJIYBBIBEACHUA

4 b’
JlekapcTBenHoe cpeacTso™ Bpems nosyBbiBenenus (4achbl)

CunbHbIE HHTHOMTOPBI

Xnopam¢peHHKOI 4 qyaca

MaxkpoJsnaHbie aHTHOHOTHKH

Knapurpomuruu 3-7 dacoB
DPUTPOMULITH 2 uaca
puTp 10 gacos
Tenurpomuux
A30JbHBIE (PYHTHIIHABI 21 4vac nocyie OAHOKPATHOU 103bI, 64 yaca 10
PABHOBECHOT'O COCTOSTHUS
Hrpakonason
KerokoHazoun (cuCTeMHBII) 2-8 yacos
BODHKOHAZOM B 3aBucumocTH OT 10381
P 24-26 yacoB
Janazon
Hedazonon 2—4 gacos
CuibHbIe HHIYKTOPBI
Bbapburyparst Ilepemennbiit

Kapbamazenun 25-65 gacos
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DEeHUTONH 7-42 qaca
Pudpamnun 3—4 yaca
3Bepo0oii 9-43 yaca

a. FDA. "Drug Development and Drug Interactions: Table of Substrates, Inhibitors and
Inducers”
(http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/DrugIntera
ctionsLabeling/ucm(093664.htm#potency).

b. EMA. "Guideline on the investigation of drug interactions”
www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2012/07/WC500129
606.pdf

c¢. Cunbubie nHrHONTOPBI CYP3 A OmpenensoT Kak JeKapCTBEHHbIE CPENCTBA, TOBBIIIAOIINE
AUC nepopanpHOro Mupasonama wim apyrux cyocrpatoB CYP3A B >5 pa3. Purtonasup,
WHIUHABHD, HEN(PUHABUP, aTa3aHABHpP M CAKBHHABUD TaKXKe SBISIOTCS CHIJIbHBIMH
unruoburopamu CYP3A3, HO WX HE HCHOJNB3YIOT B 3TOM HCCJIEAOBAHUH, T.K. W3 HETO

UCKJIFOYEHBI MalMeHThI ¢ u3BecTHbiM BMY.

Tabmauua 12. [lkana oueHku TskecTd HeskenarenbHbix sasieanii (CTCAE sepcuu 4.03)

TsoxecTh Crenenu Onucaunue

Cnabas 1 ACHMIITOMATHYECKHE UM CJIA0ble CHMIITOMBI, TOJIBKO
KJIMHUYECKHE  WJIM  JUArHOCTHYECKHE  HaOJIOIEHMS,

BMEHIATCJIBCTBA HE IMMTOKAa3aHbI

YmepeHHas 2 ITokazaHbl MUHMMAaJbHblE, MECTHblE WJIH HEHHBA3UBHBIE
BMEILATENBLCTBA, OIPaHUYEHa COOTBETCTBYIOIIAs BO3PACTy
UHCTPYMEHTAJIbHAsi MOBCEAHEBHAs nesTeNbHOCTh (ADL).
Tepmun  "uncrtpymenrtanbHas ADL"  otHOcuTCS K
MPUTOTOBJIEHHIO MUIIH, TOKYIKE MPOAYKTOB MUTAHUS WJIN
ONEXNbI, WCIONB30BAHUIO TeNieOoHa, OOpAIEHUIO C

ACHbraMu U T. .

Tsoxenast 3 MenuuuHCKHe 3HA4YMMble, HO HE YIPOXKAIOLINE KU3HH,
MOKa3aHa  TOCHHUTAIM3ALMsS MM MPOJIOHTHPOBaHHE
TOCMUTANTM3ALNH, WHBATHIU3UPYIOLINE, OrpaHUYHBAOLIIE
ADL CaMoO0OCITyKUBAHUSI. Tepmun "ADL
camo00ciykuBaHHsA" OTHOCHTCSl K KYMaHHUIO, ONEBAHHIO H
pa3neBaHUIO, CAMOCTOSATENILHOMY  TMPHHSATHIO  ITHIIY,
UCIIOJIb30BAHUIO TyaJieTa, IPUEMY JISKAPCTBEHHBIX CPEICTB

U TOMY, YTO NALUCHT HE SABJIACTCS JICKATUM OOJILHBIM.
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VYrpoxaromas | 4 Yrpoxaromue xKu3HU MOCIEACTBUS, MOKA3aHO HEOTJIOKHOE
JKU3HU BMELIATEJIbCTBO.
Cmepth 5 CwmepTh, CBsI3aHHASA C HEXKEJIATENbHBIM SIBJICHUEM.
Tabmuma 13, JlekapcTBEHHBIE  CPENCTBA,  OOUIENPUHATO WM BO3MOXKHO
aCCOLMMPOBAHHBIEC C PUCKOM yAnnMHeHUs uHTepsana QT uiy nupy>THON TaxuKapauu
IIporuBoundexun | AHTHNCHXOTHYECKH | OnUHOUAHBIE | AHTHTHCTAM
OHHbIE CPeaCTBa e cpeacTaa AHAJIbTeTHKH | HHHbIE
cpeacrsa
Oowenpuns | Knapurpomuuux lanonepunon Meranon Tepdenanun
Tas DPpUTPOMULITH XnopnpoMasuH
accounanusi | XJIOPOXUH
IlenTamunun
Bo3moikHasi | ASUTpOMULIVH Pecnepunon
accoumanusi | PokcutpomunuH KBernanun
TenurpomuuuH Ceptunpnon
Moxkcugnokcaud | 3unpacumoH
AwmanraauH JIutuii
Knoszanun
AHTHAENPeCcCAHTb!I | AHTHIMETUKH/ IIporusBoony | AHTHAPHUTMH
JIeKAPCTBEHHbBIE Xo0JieBble yecKHe
CpeacTBa, cpeacTBa cpeacTsa
yAy4LIAomme
MOTOPHKY
KHIIEYHHKA
Oo0wmenpuns JomnepunoH AMuonapoH
Tas Hucanpun Coranon
accouHanus Jnzonupamu
pi
Hoderunun
IIpokanHamu
pi
XUHUOUH
Bo3morxknass | Dcuuranonpam OHpaHceTpoH Tamokcuden
accounauusi | Bennadakcun Jlonacerpon Hunornau®
I'panucerpon JlanaTuHnO
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Ortpacnesas unctpykuusi, E14 Clinical Evaluation of QT/QTc Interval Prolongation and
Proarrhythmic Potential for Non—Antiarrhythmic Drugs. U.S. Department of Health and Human
Services, YmpasieHHEe IO CAHUTAPHOMY HAA30py 3a KauyeCTBOM MMILEBBIX IPOAYKTOB U
menukamentoB, Center for Drug Evaluation and Research (CDER), Center for Biologics
Evaluation and Research (CBER) October 2005, ICH. Geoffrey K Isbister and Colin B Page.
Drug induced QT prolongation: the measurement and assessment of the QT interval in clinical
practice. Br J Clin Pharmacol. 2013 Jul; 76(1): 48-57.

CJ10BADb H TEPMHUHBI

SFU S5—¢ropypaumn
ADL IOBCEMHEBHAS aKTUBHOCTD
AE HeKelaTeJbHOE SIBJICHHE

AJIT/CITIT | ananmHamuHOTpaHChepas3a/ CbIBOPOTOYHAS TIIyTaMaT—HPYyBaTTPAHCAMHHA32

ANC abCOMOTHOE KOJIMYECTBO HelTpoduio

AHTHUTENO AHTHUTENA IPOTUB KOPOBOTO aHTUI€HA BUpyca rernatuta B

npotus HBc

AHTHUTENO aHTUTeNa NpoTUB BUpyca renarura C

IIPOTUB

HCV

API aKTUBHBIN (papMaleBTUIECKUI HHTPEIUESHT

AUYTB AKTUBHPOBAHHOE YaCTUYHOE TPOMOOIIIIACTUHOBOE BPEMsI

AR He)KeJIaTeNIbHasl PeaKLIMs

ACT/CI'OT | acmapratamuHoTpaHcdepasa/cbIBOPOTOUHAS riyTamar—

OKCaj1oaleTaTTpaHCaMrHasa

AUC TUIOIIA b TIOJ] KPUBOM

BID JBaXbl B CYTKU

BUN a30T MOYEBHUHBI KPOBH

CBC KJIMHUYECKUN aHAJIN3 KPOBU

CBR 4acTOTa KIMHUYECKOH 3¢ (EeKTHBHOCTH
CHF 3aCTOMHAas CeplieuHast HEAOCTATOYHOCTh
Cl JIOBEPUTENBbHBIN HHTEPBAI

Crnax MaKCHMallbHasl HaOJFogaeMasi KOHLIEHTPALHs
CNS LIEeHTpaJbHasl HEpBHAs CHCTEMA

CR TIOJIHBIN OTBET

KT KOMITbIOTEpHAs1 TOMOTrpadus

CTCAE OO0uue TepMUHOJIOTHYECKUE KPUTEPUH HEXKeNlaTeNIbHbIX SBJICHUN
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ctDNA nupKyaupyromas onyxosesas JJHK

DCC IleHTp KOOpAMHALMY TAHHBIX

DDI JIEKAPCTBEHHOE B3aUMOJECHCTBUE

DFS Oe3peLuuBHAs BBDKHBAEMOCTD

DMC Komuter MOHUTOpPUHTA JAHHBIX

JHK Ne30KCUPUOOHYKJICHOBAsI KUCJIOTA

DOR JImuTeNnbHOCTh OTBETA

ECG 3JIEKTPOKApAHOrpaMma

OxoKI' DxoKapauorpamma

ECOG PS IlTxana cocrosinus Eastern Cooperative Oncology Group

eCRF 3JIEKTPOHHAs MHIMBUYaJbHasl periucTpalioOHHas KapTa

EGFR pelenTop 3MUAepMaIbHOrO (pakTopa pocTa

EOI HWHTEPECYIOIIEe SIBJICHUE

EU Espomnetickuii Coro3s

FDA VYrnpasieHue no CAaHUTAPHOMY HAA30PYy 3a Kaue€CTBOM IMHUILEBBIX NPOAYKTOB U
MEINKaMEHTOB

FISH ®yopecneHTHast rTHOpUAN3ALUS in Situ

GCP Hannesxamas kiuHu4Yeckas IpakTHKa

GI HKeJTy IOYHO—KHUIIEUHBIH

HBsAg NOBEPXHOCTHBIN aHTUIEH BUpyca renatura B

HC MuHucTepcTBO 3apaBooxpaneHus Kanaael

Hct reéMaTOKPUT

HERI1 peuenTop 3nHaepMaiIbHOro pakropa pocra 1 yenoseka

HER2 peLenTop 3MUAepPMaIBHOrO (pakTopa pocra 2 yemoBeka

HER2+ TIOJIOSKUTENTBHBIN 1O PELIENTOPY SMUAEPMATBHOTO (PaKTOpa pocTa 2 4eioBeKa

BHUY BUPYC UMMYHOIE(UIINTA YETOBEKA

HR OTHOUIEHUE PUCKOB

TIAR UH(Y3UOHHAS PeaKLus

IB bpomropa uccnenosarens

ICF ®opma HHPOPMHUPOBAHHOTO COTIIACHS

ICH MexnyHapoaHast KOH(pEepeHIHs M0 TAPMOHU3AINH TEXHIHUECKHX TPeOOBaAHHMA K
pPErucTpaLii JeKapCTBEHHBIX CPEACTB [ UeJoBeKa

IHC UMMYHOTUCTOXUMUS

ILD UHTEPCTULHANIbHAS OOJIE3HB JIETKUX
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MHO MEXYHapOJHOE HOPMAJIN30BAHHOE OTHOLIEHHE
IUD BHYTPUMAaTOYHOE YCTPOUCTBO

v BHYTPUBEHHBIN

IRB/IEC HuctutyTckuii HaOmoaaTenpHbll coBeT/He3aBUCUMBIH ASTHYECKUI KOMUTET
IRT WUHTEPAKTUBHAsI TEXHOJIOTUSI CBSA3U

ITT NALHEHThl C HA3HAYEHHBIM JIEYEHUEM

KT KUJIOTPaMM

LDH JIAKTaTAETHAPOTeHA3a

LFT NoKa3arenb QYHKIU eYeHH

LMD JIEITOMEHUHT €aJIbHOE 3a00JIeBaHHE

OBJLK (bpakmust BEIOpOCa JIEBOTO JKETyA0UYKa

MedDRA MeauuuHCKu CIOBaph TEPMHUHOJIOTHN PETYJIATOPHON AEATEIbHOCTH
Mr MUJUTUTPaAMM

MIT MUJUTHIIATP

MM MUJTUMETP

MPT MarHUTHO—PE30HAHCHAsI TOMOTpadus

MPHK MaTpuyHasi puOOHYKJIEHHOBAs KHCJIOTA

MTD MaKCUMaJIbHasl IEPEHOCUMAast 1032

MUGA MHOT'OIPOEKLIUOHHOE PAAUON30TONHOE CKAHUPOBAHUE
NCI HanunonanbHblil uHCTUTYT OHkosoruu CITA

ORR Y4aCTOTa OOBEKTUBHBIX OTBETOB

OS 001masi BBUKUBAEMOCTb

PD nporpeccupymoiee 3adoieBaHue

9T TIO3UTPOHHO—3MHUCCHOHHAsI TOMOTpadust

PFS BBDKMBAEMOCTh O€3 MPOrpecCUpPOBaAHUS

P—gp P-rnukxonporenn

PIC MOPOUIOK B KarcyJe

PK (bapMaKkOKHHETHKA

PO nepopasbHOE BBEACHUE

PPE JIAIOHHO—TIOOLIBEHHAS SPUTPOAN3ECTE3 U

PR YaCTUYHBIA OTBET

PT IPOTPOMOMHOBOE BpeMsI

PVP-VA MOJTMBUHWINUPPOIUAUH-BUHUIIALETAT COMOIUMED
QTc KOppuruposaHHbliii uHTepBan QT
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RANO-BM | OueHka oTBeTa B HEHPOOHKOIOTMH — MeTacTasbl B FTOJIOBHOM MO3Te
RD peKoMeHayemas 103a
RECIST Kpurepues OLEHKH OTBETA CONMIHBIX OMyXOJen
PHK pUOOHYKJIENHOBAs KUCJIOTA
RP2D pekomeHayemasi 103a ¢asbl 2
SAE CEPBbE3HOE HEXKENATENIbHOE SIBJIEHNE
SAP IJIaH CTATUCTUYECKOTO aHAJIN3a
SD cTabuibHOE 3a00JIeBaHNe
SOC CHUCTEMHO—OPTaHHbBIA KJ1acC
SRS CTepeoTaKCHUYeCcKasi paAHOX UPyprist
SUSAR npeanoiaaraeMasi HenpeABUICHHAs Cepbe3Hasl HeXeNaTeNbHasl peakus
T-DM1 ano—Tpacty3yMad SMTaH3HMH WK TPACcTy3yMad SMTaH3UH
TEAE BO3HUKILIEE BO BPEMS JICUCHUS HEXKEIIATEIIbHOE SABJIEHUE
TKI UHTUOUTOP THUPO3UHKHUHA3BI
UGT1A1 Y A®D-rmokyponosuiarpancdepasza 1A1
BIIH BEPXHUU Npees HOPMBbI
WBRT Jly4eBasl TepaIusi BCEro roJIOBHOIO MO3Ta
Ccebuiku
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[0356] Cnenyer moHUMATB, YTO MPUMEPHI U BAPHAHTHI OCYLIECTBIICHUS, IPEICTaBICHHbIE
B HACTOSIILEM OMNHCAHWM, TMPUBEAEHBI WUCKIIOYUTENBHO B WIUIIOCTPATUBHBIX LENSAX, M UTO
paziu4Hble MOIU(PUKALIIH WIH U3MEHEHHs U300peTeHus OyyT OYeBHIHBI CIIELIMATMCTAM B 3TOH
0o0JacTH W BXONAT B CYLIHOCTb U COIEP)KaHHE HACTOSIIEH 3asgBKH U 00beM (HOpMyJibl
u3o0perenusi. Bce myOnmkanmuy, MaTeHTHI, MATEHTHbIE 3asiBKM W PErHCTPALMOHHBIE HOMEpa
MOCJIEI0BATENbHOCTEN, MPOLUTUPOBAHHBIE B HACTOSIIEM OINUCAHUH, BKJIIOYEHbI B HErO, TaKUM

00pa3oMm, B KaUeCTBE CCBUIKU B TIOJTHOM OOBEME JIJIsl BCEX LEJeH.
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POPMVYJIA U30BPETEHHUA

1. Cnocob6 gneuenmss wnu  yayumenus s¢pdexkroB  HER2-monoxwurensHoro
3JI0KAY€CTBEHHOTO HOBOOOPA30BaHUS Y MHHAMBUIYYMA, BKIIFOUAIOIIUIL:

BBEICHUE KOMOMHHMPOBAHHOTO JIEKAPCTBEHHOTO CPENCTBA, COAEPIKALIEro aHTHUTENIO
nporuB  HER2 wu tykatunu®, wu, Takum oOpasom, Jjedenne HER2-monoxuTensHOro
3JI0KaY€CTBEHHOTO HOBOOOPA30BAHUS.

2. Cnoco6 mo m.1, rme KOMOMHMPOBAHHOE JIEKAPCTBEHHOE CPENCTBO JIOMOJHHUTENBHO
BKJIFOYAET XUMHOTEPATIEBTUYECKOE CPENCTBO.

3. Criocob o 1.2, rae XMMHOTEPAneBTHYECKOEe CPENCTBO SBJISETCS aHTUMETA0OIUTOM.

4. Cnoco® mo m.3, rme aHTUMETadOJIUT BBIOPAH W3 TPYIMIbL, COCTOSALICH U3
kaneuuTabuna, kapmodypa, nokcudaypununa, Gpropypaunia, rerahypa U uX KOMOUHAIIHH.

5. Crioco6 mo .4, rue aHTUMETA0O IUT SIBIISIETCS KAITELIUTA0 HHOM.

6. Cnoco® no mmobomy u3 . 1-5, rae 3mokadecTBeHHOe HOBOOOPA30BaHKUE BBIOPAHO U3
IPYIBL, COCTOSALIEH W3 KOJOPEKTAJbHOIO paka, paka MHUINEBONA, paka IKeIyakKa,
XOJIAHTMOKAPIIMHOMBI, HEMEJKOKJIETOUHOIO paka JIerKHX, paka MOYEBOrO My3bIps, paka
’KEeJTUHBIX MPOTOKOB, PaKka MOJIOUHOM KeJie3bl U MX KOMOHHALIUH.

7. Cnocob mo mobomy u3 mm. 1—6, rae 3710KaueCTBEHHOE HOBOOOpAa3OBAaHUE SIBILSIETCS
Hepe3eKTabebHbIM MECTHOPACIPOCTPAHEHHBIM 3JIOKAYeCTBEHHBIM HOBOOOpa30BaHHEM HJIH
METaCcTa3UPYIOLINM 3JI0Ka4e€CTBEHHBIM HOBOOOPA30BAHHEM.

8. Crmocob mo mobomy u3 mm.1-7, rae 3J0KauecTBEHHOE HOBOOOPA30BAHUE SIBIISETCS
PaKOM MOJIOYHOM KEJIE3bI.

9. Cnocob mo mobomy u3 mm.1-8, rae MHAMBUAYYMa paHee IOABEPrajH JICYEHHUIO
Tpacty3ymabom, neprysymadbom u T-DM1.

10. Cnioco6 mo sobomy u3 mm. 1-8, rae antureno nporus HER2 BeiOpano u3 rpymmsl,
cocrosieil u3 Tpactysymada, neprysymada, ago—TpacTy3ymMad 3MTaH3MHA, Maprerykcumada u
X KOMOUHALIWH.

11. Cnoco6 mo mobomy w3 nml1-10, roe anmtuteno mnporuB HER2 sBnsercs
TpacTy3yMabom.

12. Cnoco6 mo mobomy w3 mnm1-10, roe anmtuteno mnporuB HER2 sBnsercs
KOMOUWHaLMel TpacTy3ymada u neprysymada.

13. Criocob mo mrobomy u3 . 10—12, rae aHTUMETa0ONUT SIBJISIETCS KATIEIIUTAOMHOM.

14. cnoco6 mno mobomy u3 mnml1-13, roe BBemeHue anturena mnpotuB HER2
OCYLIECTBJISIIOT J10, BO BPEMsI MJIM TIOCJIE BBEACHHUS TyKaTHHHOA.

15. Cnoco6 no mobomy u3 mm. 1-14, rae 310Ka4ecTBEHHOE HOBOOOPA30BaHUE COINEPIKHUT
KJIETKY, UMeIoLIy 0 reHoTuIl 3k30Ha 2 KRAS nukoro tuna.

16. Cnioco6 no mmobomy u3 mm. 1-15, rae 310kauecTBEHHOE HOBOOOPA30BaHUE COAEPIKHUT
KJIETKY, HMeroInyto renotun NRAS nukoro Tuma.

17. Cnioco6 no mobomy u3 mm. 1-16, rae 310KauecTBEHHOE HOBOOOPAa30BaHUE COAEPIKHUT
KJIETKY, uMero iy renotun BRAF aukoro tumna.

18. Cmoco6 mo mrobomy wu3 mm.l-17, rme WUHAMBHIYYM HMeEET 3JI0KAUeCTBEHHOE
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HOBOOOpAa30OBaHME, pELMAUBUPYIOIIEE IOCTE CTaHAapTa JedeHus Wi pedpakTepHOe K
CTaHIAPTY JICUEHHUSI.

19. Cnocob mo mrobomy u3 mm. 1-18, rae jgeveHue WHANBUAYYMA MPUBOAUT K MHIEKCY
uHruouposanus pocra onyxoiu (TGI) nmo menseit mepe npudausuTensHo 85%.

20. Crocob mo mrobomy u3 m. 1-19, rae nedeHne MHIUBUAYyMa MPUBOIUT K MHICKCY
TGI npubnusurensuo 100%.

21. Cnoco6 mo moGomy u3 mm.1-20, rae xomOuHaums antutena nporus HER2 wu
TYKaTHMHUOA SIBJISIETCS CHHEPTUYECKOIA.

22. Cnocob mo jgrobomy u3 mm. 1-21, rae jgedeHue WHAMBUAYYMa MPUBOIKUT K UHAECKCY
TGI, npesbimnaromemy wunagekc TGI, HaOmromaeMblii MPU UCMONB30BAHHHM AHTUTENA TPOTHUB
HER?2 unmm TykatuHuba B OTAEITBHOCTH.

23. Cnocob o mobdomy u3 . 1-22, rae 1o3a TykaTHHUOA COCTABIISIET MPUOITH3UTENBHO
oT 3 10 7 MI' Ha KT Macchl Tejla UHAUBUAYYMa IBAXKbl B CYTKHU.

24. Cnocob o modomy u3 m. 1-22, rae n1o3a TyKaTHHHOA COCTABIISIET MPUOITH3UTENBHO
300 Mr aBakIbl B CYyTKH.

25. Cnocob mo mobomy u3 mm.1-24, roe nosza anturena npotuB HER2 cocraBnsier
NPUOU3UTENBHO OT 6 MI IO 8 MI' Ha KT MacChl T€Jla MHAUBHAYYMa Pa3 B TPHU HEIEIIH.

26. Cnocob mo mobdomy u3 mm.1-24, rae nosza anrurtena npotuB HER2 cocrasmser
npubnusuTensHo 600 Mr pas B TpH HEEIH.

27. Cnoco0 no modomy u3 m. 1-26, rae Tykarnaud nim antureno nporus HER2 BBozsT
NEePOPAJIbHO.

28. Cnocob mo mobdomy u3 mir. 1-27, rie aHTUMEeTa0O0IUT BBOISAT NEPOPAITIBHO.

29. Cnoco0 no .28, rae no3a aHTuMeTadoamuTa cocrassieT npudnusutenabHo 1000 mr Ha
M” IIoma Iy MOBEPXHOCTH TeJla MHAUBUAYYMA JBAXKIbI B CYTKH.

30. Cnoco6 mo .28 mumu 29, roe antureno nporus HER2 BBOasT BHYTpHMBEHHO Win
MOJIKOXKHO.

31. Cnocob mo mobomy u3 mmn. 1-30, rae onuH unm Oonee TepaneBTUYECKUX 3P PEeKTOB y
UHIMBUAYYMA  VJYUIIAIOTCS  1OCJIEe  KOMOMHHUPOBAHHOTO  JIEKAPCTBEHHOTO  CPEICTBA
OTHOCHUTENIbHO UCXOJJHOTO YPOBHS.

32. Cnocob mo m.31, roe ogue unu Oonee TepaneBTUYECKUX 3(PQeKToB BHIOpaHBI U3
IpyNIbl, COCTOSIIEW W3: pa3Mepa OMyXOJH, T[IOJY4YeHHOH U3  3JI0KaUeCTBEHHOIO
HOBOOOPA30BaHMsI, YaCTOThl OOBEKTUBHBIX OTBETOB, [UIMTEIBHOCTH OTBETA, BPEMEHHU 10 OTBETA,
BbDKHUBAEMOCTH O€3 MPOrpecCUpPOBaHUs U O0IIeH BBKHBAEMOCTH.

33. Cmoco®d mo m.32, rme pasMep OMYXOJH, IOJIYYEHHOW M3 3JI0KaYeCTBEHHOTO
HOBOOOpA30BaHMsI, CHIIKAETCSl HA TI0 MEHbILIelH Mepe npuonmmsurenbHo 10%, mo MeHbInel mepe
npubnusutensHo  15%, mo MeHbmedn Mepe mnpubnusurenbHo 20%, MO MeHbIeH Mepe
npubnusutensHo 25%, 1o MeHbinel Mepe mnpubmmsurenbHo 30%, WO MeHbIIeH Mepe
npubnusutensHo 35%, mo MeHbineli Mepe mnpubnmsurenbHo 40%, TO MeHbIIEH Mepe
npubnusutensHo 45%, mo MeHbineli Mepe npubnamsurenbHo 50%, WO MeHbIIeH Mepe

npubnmsurensHo 60%, mo MeHblueil Mepe npubausurenbHo 70% WM O MEHbIIEH Mepe
2
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npubnusuTensHo 80% OTHOCHTENBHO pa3Mepa OIMYXOJH, MOJYYEHHOTO U3 3JI0KaUYeCTBEHHOTO
HOBOOOpA30BaHMs, 10 BBEIEHUS] KOMOMHUPOBAHHOTO JIEKAPCTBEHHOTO CPEACTBA.

34. Cnocob o .32, rae 4yacTota OOBEKTHBHBIX OTBETOB COCTABJIIET MO MEHBIICH Mepe
npubnusutensHo 20%, 1o MeHblnel Mepe mnpubausurenbHo 25%, 1O MeHbIIeH Mepe
npubnusutensHo 30%, mo MeHblnel Mepe npubausurenbHo 35%, N0 MeHbIIEH Mepe
npubmmsutensHo 40%, 1o MeHblIeH Mepe npubaM3uTenbHO 45%, MO MeHblueil Mepe
npubmmsurensHo  50%, mo MeHbliel Mepe npubiamsutenbHo 60%, MO MeHblueil Mepe
npubnusuTensHo 70% wiu o MeHbled Mepe npuomuTeabHo 80%.

35. Cmoco® mno m.32, rae UWHAMBHAYYM JEMOHCTPHUPYET BBIKHBAEMOCTb Oe€3
NPOTPECCUPOBAHMS MO MEHBIIEH Mepe NpPUOIM3UTENbHO | Mecsl, MO MeHbIIel Mepe
NPUOU3UTENBHO 2 MeCsLa, 0 MEHbLIEH Mepe MPHOIU3HTENBHO 3 MecsLa, 10 MEHbLICH Mepe
npUOIU3UTENBHO 4 Mecsla, O MEeHbLIeH Mepe MPUOIM3UTENBHO 5 MECSIEB, 0 MEHbINEH Mepe
NpUOIU3UTENBHO 6 MECSIIEB, 110 MEHbIIEH Mepe MPUOIN3UTENbHO 7 MECSIEB MO MEHBIIEH Mepe
NpUOU3UTENBHO 8 MeCsLEB, IO MEHbIIEH Mepe MPUOTU3UTETEHO 9 MeCsLIEB, IO MEHbBIIEH Mepe
npubnusutensHo 10 MecsiueB, Mo MeHbInell Mepe npubOam3uTenapHO 11 MecseB, Mo MeHbLIeH
Mepe TNpUOTM3UTENBHO 12 MecsleB, MO MEHbIIeH Mepe NPUOIU3UTENTPHO BOCEMHAILATh
MECSILIEB, 10 MEHbIIEeH Mepe MPUOJM3UTENBHO ABAa TOAd, MO MEHbIIEH Mepe MPHOIU3UTENbHO
TPU Trona, TO MeHbIIeH Mepe MNPHOIM3UTENbHO YeThIpe TOofa WM 1O MeHbIIeH Mepe
NPUOIU3UTENBHO MATh JIET NOCJIE€ BBEACHNU KOMONHUPOBAHHOTO JIEKAPCTBEHHOT'O CPEICTBA.

36. Cnocod mo m.32, rae WHANBUAYYM JIEMOHCTPHPYET OOIIYI BBDKHBAEMOCTH IO
MeHbLIeH Mepe MpuONIM3UTENbHO | Mecsl, 1Mo MeHbLIeH Mepe MPUONMU3UTENBbHO 2 MecsLa, IO
MeHbLIEH Mepe NMPUOIM3UTENBbHO 3 Mecsla, IO MeHbIIel Mepe NPUOIM3UTENbHO 4 MecsIa, Mo
MEHbIIeH Mepe MPUOIU3UTEIBHO 5 MECsILeB, 0 MEHbIIeH Mepe MPUOIN3UTENbHO 6 MeCSLEB, MO
MEHbIIEH Mepe MPUOIH3UTENbHO 7 MECSILEB, 0 MEHbIIEH Mepe MPUOTU3UTENbHO 8 MECsILeB, 10
MEeHbIIeH Mepe NpUOIM3UTENBHO 9 MecsleB, MO MeHblIeH Mepe npudbamsuTensHo 10 Mecsiues,
o MeHblueld Mepe npuOaM3uTeapbHO 11 Mecsues, Mo MeHbIIEH Mepe NPHOTUUTENbHO 12
MECSILIeB, MO MEHbLIeH Mepe MNPUOIU3UTETHPHO BOCEMHAALIATh MECSIEB, 1O MEHbIIEH Mepe
NPUOU3UTENIFHO J1BA IO, 10 MEHbLIEH Mepe MPUOIM3UTENPHO TPH TOJA, MO MEHbLIeH Mepe
NPUOJIU3UTENIPHO YeThIpe roja WM MO MeHbIIeH Mepe NPHOIM3UTENBbHO ISATh JIET MOCHe
BBEICHNUSI KOMOMHHPOBAHHOTO JIEKAPCTBEHHOT'O CPENCTBRA.

37. Cnocob mo m.32, rie AIUTENbHOCTh OTBETA Ha KOHBIOTAT aHTUTEIO—JIEKAPCTBEHHOE
CPEACTBO COCTAaBJIIET IO MEHbLIEH Mepe NpuONMM3UTENbHO | MecsAl, MO MEHbLIEH Mepe
NpUOU3NUTENBHO 2 MecsLa, 10 MEHbLIEH Mepe MPHOIM3UTENbHO 3 MecsIa, MO0 MEHbIIeH Mepe
npUOIU3UTENBHO 4 Mecsla, MO MEHbLIEH Mepe NMPUOIM3UTENBHO 5 MECSILEB, 0 MEHbIIEH Mepe
npUOIU3NUTENBHO 6 MeCALIEB, IO MEHbIIEH Mepe MPUOTU3UTENEHO 7 MECSLIEB, TIO MEHBIIEH Mepe
npUOIU3UTENBHO 8 MecsLEeB, IO MEHbIIEH Mepe MPUOTU3UTENPHO 9 MecsLeB, IO MEHbIIEH Mepe
npubnusutensHo 10 Mecsiues, Mo MeHbInell Mepe npubOam3uTenbHO 11 Mecses, Mo MeHbLIeH
Mepe NpUOTM3UTENPHO 12 MecsleB, MO MEHbIIeH Mepe NPUOIU3UTENPHO BOCEMHAILATH
MECSILIEB, 10 MEHbIIeH Mepe MPUONM3UTENbHO ABAa rOAa, MO MEHbLIeH Mepe NMpUOIM3UTENbHO

TPU Troja, IO MEHbIIeH Mepe NPUONU3UTENBHO 4YeThIpe TOAa WM 10 MEHbIIeH Mepe,
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NPHUOIM3UTENILHO ISATh JIET MOCJIe BBEACHHS] KOMOMHUPOBAHHOTO JIGKAPCTBEHHOT'O CPENICTBA.

38. Cnoco6 mo mobomy u3 mm.1-37, rae UHOAUBUAYYM HMEeT OAHO wiu Oonee
HEe)KEJIaTeJIbHbIX SIBJICHUH, U €My BBOJST JOIOJIHUTEJIbHOE TEPareBTUYECKOe CPEACTBO JUIS
YCTPaHEHUs WM CHIKEHUS TSDKECTH OHOTO MK O0Jiee HeXXenaTeIbHbIX SIBJICHUHN.

39. Cniocob o robomy u3 mi. 1-38, rne HHIUBUAYYM UMEeT PUCK Pa3BUTHS OAHOTO HITH
Oosiee HEXKENATEeNbHBIX SIBICHHUH, U €My BBOIST JOMOJHUTENIbHOE TEPANeBTHUECKOE CPEICTBO
111 TPOQMIIAKTUKY MITH CHUYKEHUS TSDKECTU OJTHOTO MUK O0Jiee HeXKeNlaTeNbHbIX SBJICHUN.

40. Cnocod mo .38 unu 39, raoe onHO uian 0oJiee HEKENATENbHBIX SIBIEHHI SIBJISIFOTCS
HE)KeJlaTeJIbHBIM sIBJIEHUEM CTereHu 2 uitu Oosee.

41. Cmocob mo m40, rme omHO HIH OOJiee HEXKeIaTEIbHbIX SIBIICHUI SIBJISIFOTCS
HE)KeJlaTeJIbHBIM SIBJIEHUEM CTereHu 3 uiu Oosee.

42. Cnocob mo modomy u3 mm.38—41, roe onHo wiu Oojiee HEXeNaTeNbHBIX SBJICHUM
SIBJISIFOTCS CEPBE3HBIM HEXKENATEIbHBIM SIBJICHHEM.

43. Crocob o modomy u3 mir. 1-42, rie MHAHBUIYYM SIBJISIETCS] YEJIOBEKOM.

44. Cnocob neuernss HER2-1ONOKUTENTBPHOTO 3J0Ka4eCTBEHHOIO HOBOOOPA30BaHUS Y
UHIMBUAYYMa, Y KOTOPOrO HAONIONAIOT HEKEJaTelIbHOE SBJICHHE IMOCIe Hadala JICYSHHs
KOMOMHHPOBAHHBIM JICKAPCTBEHHBIM CPEACTBOM, coxep:kamuM aHTuteno npotus HER2 wu
TYKaTUHUO, HA HAYaJbHOM yPOBHE JO3bl, BKJIIOYAIOIIMNA BBEICHUE WHAHBHIYYMY
KOMOMHHPOBAHHOTO JIEKAPCTBEHHOTO CPEACTBA HAa CHIYKEHHOM YPOBHE JO3BL

45. Crocob mo m.44, rae KOMOMHUPOBAHHOE JIEKAPCTBEHHOE CPENCTBO JOMOJHUTEIBHO
COZIEPKUT XUMUOTEPATIEBTUIECKOE CPEICTBO.

46. Cnocob no .45, rae XMMHOTepaneBTUIECKOe CPEICTBO SIBJISAETCS aHTUMETA0OIUTOM.

47. Cnocob mo m.46, rae aHTHUMETaOOJUT BbIOPaH W3 TPYMIbL, COCTOSLICH U3
kanernurabuna, kapmodypa, nokcudaypununa, Gropyparmia, Terapypa u X KOMOMHALIHH.

48. Cnioco6 no n1.47, rue aHTUMETAOOJUT SBJISIETCS KAEIUTA0OMHOM.

49. Crocob mo modomy u3 mmn.44—48, roe omHo win Oojiee HEXeNaTeNIbHbIX SBJICHHUM
SIBJISIETCSL HEYKeJIaTeNIbHBIM sIBJICHUEM CTereHn 2 Ui Oosee.

50. Cmocob mo 1m49, rme omHo wiau OoJiee HEKEIATEIbHBIX SIBJEHUM SIBIISIETCS
HE)KeJlaTeJIbHBIM SIBJIEHUEM CTereHu 3 uiu Oosiee.

51. Cnocob mno mrobomy wu3 mm44-50, roe HeXKeNaTeNbHOE SIBJICHHE SIBJISIETCS

2

IrernaToOTOKCHYHOCTBIO.

52. Cnocob mno mrobomy wu3 mm44-50, roe HeKeNaTelbHOE SBJICHHE SIBIISIETCS

2

nuc(yHKIMEH JEBOTO JKEeTyI0UKa.

53. Cmocob mno mrobomy wu3 mm44-50, rae HeKeIaTeNIbHOE SIBJICHHE SIBJISIETCS

;
yanuHeHueM uHtepsana QTc.

54. Cnoco0 mo modomy u3 mm.44-53, rae 3J0Ka4eCTBEHHOE HOBOOOPA30BaHUE SIBISIETCS
Hepe3eKTabebHbIM MECTHOPACIIPOCTPAHEHHBIM 3JIOKAYeCTBEHHBIM HOBOOOpa30BaHHEM WU
METaCTa3UPYIOLINM 3JI0Ka4e€CTBEHHBIM HOBOOOPAa30BAHHEM.

55. Cnoco0 no mobomy u3 n.44—54, rae 3710Ka4eCTBEHHOE HOBOOOPA30BaHHUE SIBISIETCS

PaKOM MOJIOYHOMU KEJIE3bI.
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56. Cnocob no mobomy u3 mm.44-55, roe MHIMBHAyyMa paHee MOABEPrad JICUSHHIO
Tpacty3ymabom, neprysymadbom u T-DM1.

57. Cnoco0 mo mobomy u3 m.44-56, rae HadaapHBI YpPOBEHb N1O3bI TyKaTHHHOA
cocTasisgeT npuoOan3uTenbHO 300 Mr ABaXKABI B CYTKHL.

58. Cnocob mo mobomy u3 mm.44-57, rne CHIKEHHBIH ypOBEHb N103bI TyKaTWHHOA
COCTaBJISIET MPHONU3UTENBHO 250 MI ABaX/IbI B CYTKH.

59. Cnoco6 mo mobomy u3 mm.44-57, rne CHIKEHHBIH ypOBEHb N103blI TyKaTWHHOA
cocTaBiisieT NpUOIH3UTENbHO 200 MI IBAKABI B CYTKH.

60. Cnocob6 mno mobomy u3 nmn.44-57, rae CHWKEHHBbIH YpPOBEHb IO3bl TyKaTHHHOA
COCTaBJISIET NMPUOIM3UTENHHO 150 MI ABaKABI B CYTKH.

61. @apmaneBTHUECKas] KOMITO3ULMSI, conepskammas antuteno nporus HER2, Tykatunuo,
XUMHOTEPANEBTUYECKOE CPENCTBO U (hapMarleBTUYECKH MPHUEMJIEMbIH HOCUTEb.

62. @apmanesTudeckas komrnosuius o .61, roe antureno nporus HER2 Bribpano u3
TPYNIbI, COCTOSIIEW W3 TpacTysymada, mneprysymabda, amo—Tpacty3ymad SMTaH3MHA,
MapreTykcumada v uX KOMOWHAIINH.

63. ®apmaueBTHYeCKass KOMIO3uLus no m61 wumm 62, rae antureno nporus HER2
SIBJISIETCSI TPACTY3YMaOOM.

64. ®apmaueBTuyeckass Komnosuuus no m6l wmmm 62, rae antureno nporus HER2
SIBJISIETCSI KOMOMHALMEH TpacTy3ymada u nmepTysymada.

65.  ®@apmaneBThdeckas ~ KoMmosumus ~no Jnobomy w3 mm.61-64, rme
XUMHOTEPATIEBTUYECKOE CPENICTBO SBISIETCS KANEIUTAOMHOM.

66. HabGop mna mneuenus wnu yayudmeHus 3¢gexkroB HER2-nonoskurenpHOro
3JI0KAYECTBEHHOTO HOBOOOPA30BaHMS Yy HMHAMBUAYYMA, COAepKauil (apMaleBTHUECKYIO
KOMITO3HUIHIO 110 JIFoOoMy U3 mi.61-65.

67. HaGop mo n.66, TOMOJHUTENBHO COeP KALINN HHCTPYKLIUH 110 UCTIOJIB30BAHHIO.

68. Habop no m.66 unu 67, OMOJHUTENBHO COAEPIKAIIUNM OIUH WU OOJiee peareHTOB.

ITo noBepenHocTH
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500- =&~ TyKaTUHNG + Tpactyaymab

06bem onyxonu (Mm3)

______ CpefHee ang rpynnbl £ SEM
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OUI.5A

——~

06bem onyxonu (Mm3

I dPeKT TyKaTuHnb6a 1 Tpacty3ymada B OTHOLUEHMU POCTA OMyXOnu
B PDX paka xenyaka GXA 3038
CpeaHuin o6bem onyxonu B rpynne (n=10) + SD

w45~ KOHTPOJbHbLIA HOCUTENb

- TykatnHu6: 50 mr/kr/po3sy, PO, BIDx28
“ Tpacty3yma6: 20 mr/kr/nosy, IP, Q3Dx9
=& TyKaTUHNG + TpacTy3yma6
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oUI.5B

06bem onyxonu (Mm3)

I deKT TyKaTnHn6a 1 Tpacty3ymada B OTHOLUEHMU POCTA OMyXOnu
B PDX paka xenyaka GXA 3039

CpefHuin 06bem onyxonu B rpynne (n=7) + SD
2000~

=3=KOHTPOJSIbHbIA HOCUTESb

~&TyKaTuHn6: 50 mr/kr/no3y, PO, BIDx28
~~-Tpactysyma6: 20 mr/kr/no3y, IP, Q3Dx9
~&=TyKaTMHNG + TpacTy3ymad

[leHb nccnenoBaHus
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OUIr.5C

[TpoTUBOONYXONEBLIN APMEKT TyKaTUHUOA 1 TpacTy3ymada
B PDX paka xenyaka GXA 3054

CpefHuii 06vem onyxonu B rpynne (n=10) = SD

-3~ KOHTPOJIbHBIA HOCUTESb

~& TykaTuHn6: 50 mr/kr/posy, PO, BIDx28
«S~ TpacTty3yma6: 20 mr/kr/ao3y, IP, Q3Dx9
ey =& TyKaTHNG + TpacTty3ymab
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OUI.6

JPAPEKTUBHOCTb TyKaTMHMOA 1 TpacTy3ymaba
B PDX xonanrnokapuuHombl GTG-0927
CpefHuiA 06bEM OMyxonu B rpynne

-3¢~ KOHTPOJIbHbIA HOCUTENb
~s= TYKATUHNG

-\ [pacTty3ymab

~&~ [YKaTUHNG + TpacTtysymad

Cpenxee ans rpynnbl = SEM
n=10/rpynny

[leHb uccnenoBaHus
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OUI.7A

JPPEKTUBHOCTb TyKaTMHMOA 1 TpacTy3ymaba
B mojenu kceHoTpaHcnnantata HER2+ NSCLC Calu-3
CpefHuiA 06LEM OMyX0nu B rpynne

~#~ KOHTPOJIbHbIA HOCUTESb
~s TyKatuHné 63%TGl

= Tpactysymab 66%TGl
~§ ™ Tykatunno + Tpactysymad 100%TGl

g e, CPEAHEE ANS FPYANbI + SEM
n=10/rpynny
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06bem onyxonun (Mm3)

JPPEKTUBHOCTL TyKaTMHMOA 1 TpaCcTy3ymaba

B Mmogenn kceHotpadcnnadtata HER2+ NSCLC NCI-H2170

1500+

1000+

500+

CpefHuiA 06LEM OMyX0nu B rpynne

~s= KOHTPOJIbHbIA HOCUTESb
~~ TyKaTuHno6

& ™ Tpacrysymab

\\ ©~* TykatnHnb + TpacTty3ymao

- Cpenxee ansa rpynnbl + SEM

o

n=10/rpynny
[leHb nccnenoBaHus

% TGl B oeHb nccneposanusa 39:
Tykatuun6 90%

Tpacty3ymab 61%

TykatnHn6é + Tpactysymab 98%
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