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OIIMCAHUE U30BPETEHUA
2420-560204EA/042
HUHTUBUTOPBI FGFR2 JIUIA JIEYEHUA XOJTAHI'MOKA PIIUHOMBI

OO6nacTb TEXHUKH

[0001] B nanHOM HOKYMEHTE MPEAyCMOTPEHBI CIIOCOOBI JIEUEHUS XOJJAHTHOKAPLIUHOMBI Y
NaLUeHTa ¢ OJHUM WK HeckoiabkuMu MyTaHTHeIME FGFR ¢ momomeio naruburopa penenrtopa
¢akropa pocra GudbpodaacToB.

[Tpennocbutku H300peTEHHSI

[0002] BeisiBneHHe TeHETUYECKHUX AHOMAJIUN MOXKET OBITh MPUTOAHBIM TIPH BBIOOpPE
MOJXONALIETO(-MX) TEPANEBTUUECKOTO(-MX) CPenCcTBA(CPENCTB) I MALUEHTOB, UMEIOIINUX paK.
3TO TakKe MOKET OBbITh MPUMEHUMBIM /ISl TALIMEHTOB, HMEIOLINX PaK, KOTOPBIM HE MOIXOAUT
OCHOBHOH BapHaHT Tepanuu (Tepanus MepBod JMHUM) U JAHHOTO THIMA Paka, OCOOEHHO eCiH
HE CYINECTBYET OOIICNPUHATOrO CTaHAApTa JICUEHHs B OTHOLICHWHM TEPanmuu BTOPOH W
nocnenyromux JuHui. Penenropsr dakropa pocta pudpodiacros (FGFR) npencrasnsitor codoit
CEMEICTBO  pEeLEenTOpPHbIX THPO3MHKMHA3, YYaCTBYIOLUIMX B PEryJsILUM  BbDKUBAHMS,
nposudepanuu, murpanuu u nuddepenuuporku kierok. Usmenenns FGFR, Bkitodast mytanmu
FGFR u cnusiaus win tpanciokaru FGFR, HaOmomanuce mpu HEKOTOpBIX BHIax paka. Ha
CETONHSIIHUI NeHb HET YTBEPIKIEHHBIX CPEACTB TEpanuu, KOTopble Obutn Obl 3¢ (eKkTHBHBI Yy
manueHToB ¢ n3meHeHusiMu FGFR.

Kpatkoe onucanne n3o0pereHust

[0003] B naHHOM MOKYMEHTE pPaCKPBITHI CIIOCOOBI JIEYEHUS XOJAHTMOKAPLIMHOMBI Y
NAalMeHTa, BKJIIOYAIOIINE OLIEHKY OMONOrM4eckoro ooOpasna OT TMalKueHTa B OTHOLIEHHWH
NPUCYTCTBUSI OJHOTO WJIM HeCKONbKUX MyTaHTHbIX FGFR u nedenune manmeHTa mHruOMTOpOM
FGFR, ecnu B oOpasue npucyTCTBYET OJUH HWIIN HECKOJIbKO MyTaHTHbIX FGFR.

[0004] B naHHOM HOKYMEHTE PaCKPBITHI CIOCOOBI JIEUEHHs XOJAHIMOKAPLIMHOMBI Y
MAlMEHTa, BKJIIOYAIOIIME OLIGHKY OWOJNIOTHYECKOro oOpasua OT MalueHTa B OTHOIICHUH
MPUCYTCTBHUSI OAHOTO WJIM HECKONbKUX MyTaHTHbIX FGFR, B TOM uuncie mo MeHbluei mepe
FGFR2 ¢ SNP C383R; wiu omHoro uinu Heckonbkux MyTaHTHbIX FGFR, B ToM umcne mo
menbiiei mepe cnusianst FGFR2-BICC1; wnu ogHoro unu Heckoibkux MyTaHTHBIX FGFR, B TOM
gucne no meHsinel Mepe cnusHusg FGFR2-CCARI; unu onHOro miaM HECKOJbKUX MYTaHTHBIX
FGFR, B tom umcne mo wmenbineir mepe cinusaust FGFR2-KIAA1598; wnu omHOoro wnu
HeckoJibkux MyTaHTHbIX FGFR, B ToM uncne no mensmeit mepe cnusinusgs DTWD2-FGFR2; unu
OJIHOrO MM HeckoJabkux MyTaHTHbIX FGFR, B ToM uncie no mesbiueil mepe ciusiHusg ESR2-
FGFR2; unn omgHoro mnu Heckonbkux MyTaHTHbIX FGFR, B ToM umcne mo MeHbluei mepe
cmusinusg FGFR2-MGEAS; unu onHoro uin Heckonbkux MyTaHTHbIX FGFR, B TOoM umcne mo
menbluei mepe cnusinuss FGFR2-SBNO2; unu ogHoro wim Heckoiabkux MyTaHTHbIX FGFR, B
ToM uyncie 1o MeHbued mepe myrtaunu FGFR2 C390> YS; unu omHOTO WM HECKOJBKHUX
myTaHTHbIX FGFR, B Tom uncne no messiueil Mepe mytanun FGFR2 N549K; B uacTtHOCTH, B
OTHOLIEHUU MPUCYTCTBUS OAHOIO MM HecKOoNbkux MyTaHTHeIXx FGFR, B TOoM uucie no

menbineir mepe FGFR2 C383R; u neuenue nanmenra mnrudburopom FGFR, ecnu B obOpasue



MPUCYTCTBYET OAMH WJIM HECKOJbkO MyTaHTHbIXx FGFR, ommcaHHBIX BbIIIE, B YaCTHOCTH,
neuenue nanueHta uaruOutTopom FGFR, ecnu B oOpasie mpucyTCTBYeT OAWH WJIM HECKOJBKO
myTaHTHbIX FGFR, B ToMm uncne no menbuieit mepe FGFR2 ¢ SNP C383R.

[0005] B naHHOM MOKYMEHTE pPaCKPBITHI CIIOCOOBI JIEUEHUS XOJAHTMOKAPLIMHOMBI Y
maruenTa, uMeromero FGFR2 ¢ SNP C383R unu umeromero ciausaue FGFR2-BICCI1; unu
umeromero ciusiHue FGFR2-CCARI1; wimu wmmeromero ciausinue FGFR2-KIAA1598; wnu
umeroiero ciausaue DTWD2-FGFR2; unu umeromero cnusiine ESR2-FGFR2; unu umerorero
cmusinne FGFR2-MGEAS; unu umeromiero cnusane FGFR2-SBNO2; win uMeromero MyTaluo
FGFR2 C390>YS; wnn umeromero mytrauuto FGFR2 N549K; B wactHocTH, umeromero FGFR2
C383R, Brmouaromue BeeneHne naruouropa FGFR ykazanHOMy nmanueHTy. Y marnueHTa MOXKeT
UMETBCS OMH WJIM HECKOJIBKO TOMOJHUTEIbHBIX MyTaHTHBIX FGFR.

[0006] B nanHoM nokymente packpbiT nHruOuTop FGFR nnst npumenenus npu iedeHun
XOoNaHruokapuuHoMs! y nanuenta, umeronero FGFR2 ¢ SNP C383R wnu umeroiiero ciusHue
FGFR2-BICC1; nmu nmeromero ciusinne FGFR2-CCAR1; nmn umeromero cnusaue FGFR2-
KIAA1598; nnm umerommero cnusitaue DTWD2-FGFR2; wnn umeromero cnusinue ESR2-FGFR2;
unu umeromero ciaussane FGFR2-MGEAS; unmu umetomero ciausiane FGFR2-SBNO2; unu
umeromero mytanuio FGFR2 C390>YS; wmu umeromero wmyrtamumio FGFR2 N549K; B
yactHocTH, uMeromero FGFR2 C383R. VYV mamueHTa MOXKET UMETBCS OOUH HJIM HECKOJBKO
JONOJIHUTENbHBIX MyTaHTHbIX FGFR.

[0007] B npaHHOM pOKyMeHTe packpbito npumeHenne wuHruoutropa FGFR B
U3TOTOBJICHUM JIEKAPCTBEHHOI'O Mpernapara sl JIEUEHUs] XOJIAHTMOKAPLIMHOMBI Yy TMAIUEHTa,
umeromero FGFR2 ¢ SNP C383R, mimm umeromero ciausane FGFR2-BICC1; nnn umeromero
ciusane FGFR2-CCARI1; unu umeromero ciusaue FGFR2-KIAA1598; unu umeromero
cmussane DTWD2-FGFR2; unn umetoinero cnusaue ESR2-FGFR2; unu umeromero ciusiHue
FGFR2-MGEAS; unu umeromero ciusaue FGFR2-SBNO2; unu umeromero myrtauuto FGFR2
C390>YS; mwnmu umeromero mytanuo FGFR2 N549K; B wactHocTu, umeromero FGFR2 C383R.
VY nmauueHTa MOKeT MMEThCSI OJTMH UJTH HECKOJIBbKO JOMOJHUTENbHBIX MyTaHTHBIX FGFR.

[0008] B nanHoM nokymente packpbiT uHrHOuTop FGFR nnst npumenenus npu ieueHun
XOJIAHTMOKAPLIUHOMBI y MAIMEHTA, T/I€ y MaleHTa YCTAHOBJICHO HAJUYHe BOCIIPUUMYHBOCTH K
neyennto wuHrHOuTopoM FGFR wmnm  BeposATHOCTM OTBETA Ha HEro NYTEM OLEHKH
OuoJiorndeckoro oopasia, MoJy4eHHOTO OT MALMEeHTa, B OTHOLIEHUH MPUCYTCTBHUSI OJHOTO WJIH
HeckoJbkux MyTaHTHBIX FGFR, B Tom uncne nmo menbwmeit mepe FGFR2 ¢ SNP C383R; wnm
ofHOro unu Heckojapkux MyTaHTHbIX FGFR, B Tom uncne no mensiieit mepe ciusiaust FGFR2-
BICCI1; unu ogHoro mnu Heckonbkux MyTaHTHBIX FGFR, B TOM uuncie mo MeHblueil mepe
cmusinusg FGFR2-CCARI1; unu ompHoro unu Heckoiabkux MyTaHTHBIX FGFR, B Tom umcne mo
menbluei Mepe cnusiiust FGFR2-KIAA1598; unu onnoro wim Heckonbkux MyTaHTHBIX FGFR, B
TOM uncie no MeHbiner Mepe chausauss DTWD2-FGFR2;, unam omHOro MM HECKOJbKHUX
myTaHTHbIX FGFR, B TOM uncne no menbiwueii Mepe cnusaHusgs ESR2-FGFR2; unu ogHOoro unu
HeckoJibkux MyTaHTHbIX FGFR, B ToM uncne no menbiieit mepe cnusinust FGFR2-MGEAS; unu

OJITHOrO Uiu HeckoJabkux MyTaHTHbIX FGFR, B Tom uncne no mensuieii mepe ciausinust FGFR2-



SBNO2; unn omHOro wian HeckoJbkux MyTaHTHbIX FGFR, B TOoM uncie mo meHblneil mepe
myTtauuu FGFR2 C390>YS; unu ognoro unu Heckonbkux myTaHTHbIX FGFR, B TOM uncne no
menbuield Mepe mytaunu FGFR2 N549K; B yacTHOCTH, B OTHOLUIEHUH MPUCYTCTBUS OHOTO MU
Heckonbkux MyTaHTHbIX FGFR, B ToM umncne no menbweii Mmepe FGFR2 C383R, npu stom
BBISIBJICHO NMPUCYTCTBUE OAHOTO WM HECKOJbKUX MyTaHTHbIX FGFR, B TOM uncne no meHbliei
mepe FGFR2 ¢ SNP C383R; unu ogHoro mnn Heckonbkux MyTtaHTHeIXx FGFR, B ToM uncnie no
menbiei mepe ciausiaust FGFR2-BICC1; unu ognoro mnu Heckonbkux MyTanTHbIX FGFR, B ToM
gyucne no menbined Mepe cnusHuss FGFR2-CCARI; unu onHOTO MM HECKOJIBKUX MYTaHTHBIX
FGFR, B tom umcrne mno wmenbieir mepe cinusausi FGFR2-KIAA1598; wnu omHOoro wimu
HeckoJibkux MyTaHTHbIX FGFR, B ToM uncne nmo menbiueit mepe cnusinusgs DTWD2-FGFR2; unu
onHOro win HeckoJabkux MyTaHTHbIX FGFR, B ToMm uncne no menbineii mepe cnusaust ESR2-
FGFR2; unn omgHoro mnu Heckonbkux MyTaHTHbIX FGFR, B TOoM umcne mo MeHbluei mepe
ciussaust FGFR2-MGEAS; unu onHoro unu Heckoibkux MyTaHTHbIX FGFR, B ToM uuncie no
menbiei mepe cnusHus FGFR2-SBNO2; unu omHoro unu Heckonbkux MyTaHTHbIX FGFR, B
ToM 4yHcie no MeHbuied mepe MmyTtauuu FGFR2 C390>YS; unan ogHOro MM HECKOJBKUX
myTaHTHBIX FGFR, B ToM uncne no menbiuei mepe myrauuu FGFR2 N549K; B uactHOoCTH, NTpU
5TOM BBIIBJIEHO IMPHUCYTCTBHE OJHOIO WM Heckosnbkux MyTaHTHbIX FGFR, B Tom uncne mo
menbiei mepe FGFR2 C383R.

[0009] B pmaHHOM nOKyMeHTe packpeito npumeHeHune wunruoutopa FGFR  mns
M3TOTOBJIEHUs] JIEKAPCTBEHHOIO CPEACTBA IS JICUEHHUS] XOJAHTMOKAPLIMHOMBI Y MALUeHTa, TAe Y
NAalMeHTa YCTAaHOBJEHO HAJIW4YHE BOCIPHUUMYHUBOCTH K JjedeHuro uHruouropom FGFR wumm
BEPOSITHOCTU OTBETa HA HEro IyTeM OLIeHKU Ouojorudeckoro odpasua, MOJYyYEHHOTO Y
NALUeHTa, B OTHOLIEHUH IPUCYTCTBUSL OHOTO Win HecKonbkux MyTaHTHbIX FGFR, B ToM uncne
no menbineit mepe FGFR2 ¢ SNP C383R; unn ogHoro mnn Heckonbkux MyTaHTHbIX FGFR, B
ToM uyucine no MeHbuied Mepe cnusHus FGFR2-BICCI1;, unm ogHOro mim HECKOJBKUX
myTaHTHBIX FGFR, B Tom uncne no mensiueii mepe ciusiaust FGFR2-CCARI1; wnu onHoro uiu
Heckobkux MyTaHTHbIX FGFR, B Tom uncne mo mensbiueli mepe cnusHus FGFR2-KIAA1598;
WIM OJHOTO WM HeckoJbkux MyTaHTHbIX FGFR, B TOM uuncie mo MeHbluedl Mepe CIMUSHUS
DTWD2-FGFR2; unu onHoro wiu Heckonbkux MyTaHTHbIX FGFR, B Tom uncie mo meHbiueit
mepe cnusHusg ESR2-FGFR2; unu ogHoro mnn Heckoapkux MyTaHTHbIX FGFR, B ToM uncie no
menbiel Mepe cnussHusi FGFR2-MGEAS; unu ogHoro unu Heckonbkux MyTaHTHbIX FGFR, B
ToM uucie no Menbued Mepe causHuss FGFR2-SBNO2; unm ofgHOro MiIM HECKOJIBKHUX
myTaHTHbIX FGFR, B ToM uncine nmo menbuiein mepe mytauuun FGFR2 C390>YS; unu onnHoro
nnu Heckosbkux MyTaHTHbIX FGFR, B ToM uncne no menbiueit mepe myrauuu FGFR2 N549K; B
YaCTHOCTH, B OTHOIIEHUHU TNPHUCYTCTBUS OJHOTO WM Heckonbkux MyTaHTHeIX FGFR, B TOM
yucne no Meneiied mepe FGFR2 C383R, mpu 3TOM BBISBIEHO NPUCYTCTBUE OJHOIO WM
Heckonbkux MyTaHTHBIX FGFR, B Tom uncne no menbiueii mepe FGFR2 ¢ SNP C383R; unu
OnHOro uiau Heckonbkux MyTaHTHbIX FGFR, B TOM uncne no menbiueit mepe cnusinusi FGFR2-
BICC1; unu onHoro unu Heckosnbkux MmyTaHTHbIX FGFR, B TOM uncie mo MeHbllel mepe

ciusaauss FGFR2-CCARI1; nnu opHoro unu Heckonbkux MyTaHTHeIX FGFR, B ToM uuncne mno



mMenbluei Mepe cnusiiust FGFR2-KIAA1598; unu onHoro wim Heckonbkux MyTaHTHBIX FGFR, B
TOM uyucie 1o MeHpued mepe ciausHuss DTWD2-FGFR2, unu OfHOrO WM HECKOJNbKHUX
myTaHTHbIX FGFR, B TOM uncne no menbueii Mepe cnusgusg ESR2-FGFR2; unu ogHOro unu
HeckoJibkux MyTaHTHbIX FGFR, B ToM uncne no menbiieit Mmepe cnusinust FGFR2-MGEAS; unu
OJITHOTO Uiu Heckoabkux MyTaHTHbIX FGFR, B Tom uncne no menpiein mepe cnussaus FGFR2-
SBNO2; unu ogHoro mnu Heckoinbkux MyTaHTHbIX FGFR, B Tom uncie mo MeHslueil mepe
myTtauun FGFR2 C390>YS; unu ogHoro unu Heckonbkux myTaHTHbIX FGFR, B TOM uncne no
meHbielr mepe myrtauuu FGFR2 N549K; B 4acTHOCTH, NMpU 5TOM BBIIBIEHO IPUCYTCTBHE
onHoro mnu Heckonbkux MyTaHTHbIX FGFR, B ToM uncne no mensbiueii mepe FGFR2 C383R.

ITonpoOHOE onrcaHue HIUTFOCTPATUBHBIX BAPHAHTOB OCYINECTBICHUS

[0010] Orcbuika Ha OmpeneseHHOE YHCIOBOE 3HAUYEHUE BKIIIOYAET B ceOsl MO MEHbIIeH
Mepe 3TO KOHKPETHOE 3Ha4YeHMe, €ClIM U3 KOHTEKCTa sIBHO He cienyeT uHoe. Ecnu npusoaurcs
IMana3oH 3HAUYEHUH, TO 00O BapHAHT OCYINECTBJICHUS BKJIOUAET B €05l 3HAYEHUST OT OTHOTO
KOHKPETHOT'O 3HA4YeHHs W/MJIHM IO APYroro KOHKPETHOro 3HaueHus. Kpome Toro, cceuika Ha
3HAYeHHs, YKa3aHHbIE B IHAla30HAaX, BKIOYAaeT B ceds Bce 0e3 HUCKIIIOUEHHs 3HA4YeHHs B
npezaenax 3TOro auarasoHa. Bee nuana3oHbl SIBISIOTCS BKJIIOYAIOIIUMU 1 KOMOMHUPYEMBIMH.

[0011] Crnenyroime coxpalieHus HCIONB3YIOTCA 1o Becemy onmcannio: FGFR (peuentop
dakropa pocra ¢udbpodnactos); FFPET (pukcupoBannas GpopMairHOM 3anutasi mapapuHOM
TKaHb); SNP (OZHOHYKIJICOTHUAHBINA MOTUMOPHU3M).

[0012] Ucnonp3yeMslii B JTaHHOM JAOKYMEHTE TePMHH "NeueHne" U mogo0HbIe TEPMUHBI
OTHOCATCS] K YMEHBLICHUIO TSKECTH W/WJIN YaCTOTHI MPOSIBIIEHUS CUMIITOMOB paka, YCTPAaHEHHIO
CHUMIITOMOB paka W/WIN JieXalled B OCHOBE NMPUYMHBI YKa3aHHBIX CHMIITOMOB, YMEHbBIIEHHIO
94aCTOThI UJIM BEPOSITHOCTH MPOSIBJIEHUs] CUMIITOMOB paKka W/ JIeXKalell B UX OCHOBE MPHUYNHBI
Y YMEHBIIEHHIO MJIH BOCCTAHOBJICHHIO yIepOa, MpsMO MIIM KOCBEHHO HAHECEHHOT'O PAKOM.

[0013] "buonoruueckue oOpasupl" OTHOCATCA K Jr0OOMy oOpasuy OT MalueHTa, C
UCTIOJIb30BAHUEM KOTOPOTO MOTYT OBbITh MOJIYYE€HBI PAKOBBIE KJIETKH U BO3MOXKHO BBISIBJICHUE
myTtantHoro FGFR. IMoxxonsmue Guonornvyeckue o0Opasubl BKIIOYAIOT O3 OrpaHHYEHHs KPOBb,
TMM(}ATHYIECKYIO JKHUIKOCTh, KOCTHBIM MO3T, 00pa3er COJUIHOH OMyXOJu WM JIOOYH HuX
KOMOMHaIMo0. B HEKOTOpBIX BapUaHTaX OCYLIECTBJIEHHUs] OHMOJIOTMYECKHA OOpaser] MOKEeT
npenctanisath codoii FFPET.

Mymanmnwie FGFR

[0014] IIpumensieMmoe B JaHHOM AOKyMeHTe BelpakeHue "MyTaHTHbI FGFR" otHOCHTCS
k rudpunHomy reny FGFR, onnonykneorngHomy nonmumopdusmy FGFR, myrarmu FGFR nnmm
BCEMy TepeuncieHHoMy. B omHOM Bapmante ocymectieHust ¢pasa "myranTHbli FGFR"
oTtHOcUTCs K ruOpuaHoMy reny FGFR, onnonykneornaHomy nonumopdusmy FGFR win u tomy
u apyromy. B omHOM BapuaHTe ocyuiectBieHusi ¢paza "myrtantHeii FGFR" otHOCcHTCS K
ruOpunaomy reny FGFR. B omHom Bapumante ocymectBieHusi ¢pasza "myrantasii FGFR"
otHocutcs k myTtanuu FGFR.

[0015] "Cnusame FGFR" wmmu "rubpupsbii ren FGFR" ortHOcuTCS K reny,

konupyromemy FGFR (nanpumep, FGRF2 umun FGFR3), unn ero wactu, W mapTHepy IO



CIMSHMIO WJIM €ro 4YacTH, CO3JaHHOMY IyTeéM TpaHCIOKaLUu MeXAy JBYyMsl T'€HaMH.
IIpucyrcTBre omHOrO MM Heckoabkux ruOpuaHsix reHoB FGFR B Ononormueckom obpasie ot
MAIMEeHTa MOXET OBITh OINPEENIEHO ¢ MPUMEHEHHEM PACKPBITHIX CIIOCOOOB MIIH C IIPUMEHEHUEM
COOTBETCTBYIOLINX CIIOCOOOB, ONUCAHHBIX B JINTEPATypE.

[0016] "Onnonyxneorunnsiii nomumoppusm FGFR" (SNP) ornocurcs k reny FGFR2
wii FGFR3, B KOTOpOM OIMH HYKJIEOTH] OTiINYaeTcs cpenu nHnuBuayyMmoB. Konkperubsim SNP
FGFR B packpbIThIX B JAHHOM JIOKYMEHTE CIIOCO0aX JICUSHUS WIIN My TsIX IPUMEHEHHUS SBIISAETCS
FGFR2 C383R. IIpucyrcreue onnoro wim Heckoibkux SNP FGFR B Guonorudyeckom obpasue
OT TaLUeHTa MOXET OBITh ONpPEeAeJeHO C MNPUMEHEHHEM PACKPBITBIX CIIOCOOOB WU C
NPUMEHEHUEM COOTBETCTBYIOIIHX CIIOCOOOB, ONTMCAHHBIX B JIUTEPATYpE.

[0017] Bo Bcex cayuasix npumeHeHust B f7aHHOM nokymeHTe FGFR2 ¢ SNP C383R wnu
FGFR2 C383R o6o3navator mytaumto FGFR2, mpu koropoit 1mcremH B mosokeHuu 383
3aMEHEH apTUHUHOM. TepMUHBI MOTYT OBbITh MPUMEHEHbI B3aMO3aMEHSIEMO.

Hueubumopvr FGFR 0na  ucnonv306anusi 6 packpuimsix cHOCoOax unu  nymsx
npumenents

[0018] IMomxonmsmme unruOutopsl FGFR s mpumeHeHHss B pacKpbITBIX criocobax
NPEIyCMOTPEHbI B JAHHOM JJOKYMEHTE.

[0019] B HekoTOpBIX BapuaHTaX OCYILIECTBIEHMs, €CIM B 0Opasle MPHUCYTCTBYET OAMH
unn Heckoipko MyTaHTHBIX FGFR, B Tom umcne mo menbineli mepe FGFR2 ¢ SNP C383R,
MAallMeHTa C XOJAHTMOKAapUMHOMOM MoxHO Jeuntb uHruoutopom FGFR, packpsiteiM B
nyOnukanuu 3asBku Ha nateHT CHIA Ne 2013/0072457 Al (BKiItOU€HHOH B JaHHBIM JOKYMEHT
NOCPENCTBOM CCBIJIKH), BKJIIOYAs JIFOOYIO €ro TayTOMEPHYIO WIN CTEPEOXUMHUECKH H30MEPHYIO
dopmy u ero N-okcuza, ero QapmMaleBTHUYECKH TNPUEMIIEMYI0 COJb HIH €ro COJIbBAT
(momxopmsmue R-rpynmsl Takke packpeITel B myOnukanmuu 3asBku Ha mareHT CIITA  Ne
2013/0072457 Al). B HEKOTOpBIX acHeKTax, HapUMep, MAlUeHTa MOXKHO JIEYUTh C TIOMOIIBIO
N-(3,5-numerokcupennn)-N'-(1-meTundtin)-N-[ 3-(1-merun- 1 H-nirpazo1-4-1ui1 ) X MHOKCa T H-6-
wi|stan-1,2-quamrHa  (0003Ha4aeMoro B JAaHHOM JOKyMmeHTe Kak "JNJ-42756493" wumu
"JNJ493" mnu sprnadutiaUO):

MH

0 N N =S (D,
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s
B TOM 4Hcie ero N-OKCHIOM, ero (papMaLeBTHUECKH NPUEMIIEMON COJIBI0 WM €ro
COJIBBATOM. B HEKOTOpBIX acrekTax (papMaLeBTUUECKH MpUeMIIeMast COJIb MPENCTaBIsAET OO0

cosb HCI. B HEKOTOPBIX acmekTax marreHTa MOKHO JISYUTh ¢ TOMOIIBbIO ocHOBaHUst JNJ493.



[0020] B HekoTOpBIX BapuUaHTax OCYILIECTBJEHUs MAllUEHTa C XOJAHTHOKapLHUHOMOMN
MokHO Jieunth uHruOuropom FGFR, ecnmu B oOpasue mpucyTcTByeT OOWH WM HECKOJBKO
myTtaHTHbIX FGFR, B ToMm uncne no menpineii mepe FGFR2 ¢ SNP C383R, rne unruburopom
FGFR SIBJISIETCS N-[5-[2-(3,5-numeTokcudenmn)stn |-2H-nmupazon-3-wmn]-4-(3,5-
auMeTununepasus- 1-un)oensamun (AZD4547), onucannbiii B Gavine, P.R., et al., AZD4547:
An Orally Bioavailable, Potent, and Selective Inhibitor of the Fibroblast Growth Factor Receptor
Tyrosine Kinase Family, Cancer Res. April 15, 2012 72; 2045:
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BKJIFOYAsi, KOIZAa OTO XHUMHYECKH BO3MOXKHO, JIOOYHO €ro TayTOMEPHYIO WM
CTEPEOXMMHUYECKH H30MEpHYI0 (popMmy U ero N-okcua, ero ¢papMaleBTHYECKH MPUEMIIEMYIO
COJIb WJIU €0 COJIbBAT.

[0021] B HeKOTOpBIX BapuUaHTAaX OCYILIECTBJEHUS MAIlUEHTa C XOJAHTHOKAPLHHOMOM
MokHO Jieunth uHruOuTopoMm FGFR, ecnmu B oOpasime mpuUCYTCTBYeT OOWH WM HECKOJBKO
myTtaHTHbIX FGFR, B ToM uncne no menbineii mepe FGFR2 ¢ SNP C383R, rne unruduropom
FGFR  sBmsercs  3-(2,6-guxiop-3,5-numerokcudennn)- 1-{6-[4-(4-stunmunepazus- 1-mn)-
bennnamuHO |mupuMua-4-un}-1-merunmoueuna (NVP-BGJ398), onucannas B nyOnukanun

MEXAYHapOAHOM 3asBkH Ha mateHT Ne W(O2006/000420:
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BKJIFOYAs, KOTIZAa OTO XHUMHYECKH BO3MOXKHO, JIIOOYHO €ro TayTOMEPHYIO HJIH
CTePEOXMMUYECKH H30MEpHYI0 (opMy U ero N-okcua, ero (papManeBTHYECKH MPUEMIIEMYIO
COJIb WJIU €r0 COJIbBAT.

[0022] B HexkOoTOpbIX BapUaHTAax OCYLIECTBJIEHUS MAalLMEHTa C XOJAHI'MOKapLMHOMOM
MokHO Jieuuth uHruOuTopoMm FGFR, ecnmu B oOpasie HpuUCYTCTBYeT OOWH WM HECKOJBKO
myTtaHTHbIX FGFR, B ToMm uncne no menbineii mepe FGFR2 ¢ SNP C383R, rne unrudburopom
FGFR sBnsiercst 4-amuHO-5-¢TOp-3-[6-(4-MeTunnunepasus- 1-un)-1H-0ensumunazon-2-mn)-1H-
XUHOJIMH-2-OH (JJOBUTHUHHO), OMMCAHHBIN B MyOJUKALIUN MEXIYHAPOIHOHN 3asBKH Ha MaTeHT Ne

W02006/127926:
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BKJIFOYAsi, KOTJa OTO XHUMHYECKH BO3MOXKHO, JIIOOYH0 €ro TayTOMEPHYIO WM
CTePEOXMMUYECKH H30MEpHYI0 (opMy U ero N-okcua, ero (papMaleBTHYECKH MPUEMIIEMYIO
COJIb WJIU €r0 COJIbBAT.

[0023] B HEKOTOpBIX BapUaHTAaX OCYIIECTBJEHUS MAIlUEHTa C XOJAHTHOKAPIMHOMOMU
MokHO Jieunth uHruOutopom FGFR, ecnmu B oOpasie HpUCYTCTBYET OOWH WM HECKOJBKO
myTtaHTHbIX FGFR, B ToM umcne mo menbweit mepe FGFR2 ¢ SNP C383R, rme mHrudburop
FGFR mnpencraBusier coGoii  6-(7-((1-aMHHOLIMKJIOIPOITNI )-METOKCH )-6-METOKCUX HHOJTUH-4-
winokcu)-N-mermin-1-Hadgramun (AL3810) (smountann®, E-3810), onucannsiii B Bello, E. et al.,
E-3810 Is a Potent Dual Inhibitor of VEGFR and FGFR that Exerts Antitumor Activity in
Multiple Preclinical Models, Cancer Res February 15, 2011 71(A)1396-1405 u nyOnukauuu
MeXIyHAPOIHOH 3asBku Ha maTteHT Ne W02008/112408:
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BKJIFOYAsi, KOIAa 3TO XHMHYECKH BO3MOJKHO, JHOOYIH0 €ro TayTOMEPHYH HIU
CTEePEOXUMUYECKH H30MEpHYI0 (opMy u ero N-okcun, ero (apMareBTHUYECKU MPUEMIIEMYIO
COJIb WJTU €T0 COJIbBAT.

[0024] B HEKOTOpBIX BapUaHTAaX OCYILIECTBJIEHUS MAIlUEHTa C XOJAHTHOKAPIMHOMOMU
MokHO Jieuuth uHruOuTopom FGFR, ecnmu B oOpasie mpuUCYTCTBYeT OOWH WM HECKOJBKO
myTtaHTHbIX FGFR, B ToM umcne mo menbmeit mepe FGFR2 ¢ SNP C383R, roe unHrudurop
FGFR npencrasnsier codoit anturesnio k FGFR2, takoe kak onncannoe B W0O2013/076186.

[0025] Homonuutenbhbie noaxomsmue uHruouropsl FGFR Brirowyaror BAY 1163877
(Bayer), BAY1179470 (Bayer), TAS-120 (Taiho), ARQO087 (ArQule), ASP5878 (Astellas),
FF284 (Chugai), FP-1039 (GSK/FivePrime), Blueprint, LY- 2874455 (Lilly), RG-7444 (Roche)
win JIOOYI0 HMX KOMOWMHAIIMIO, BKJIIOYAs, KOTAAa 5TO XHUMHYECKH BO3MOJKHO, JIHOOBIE UX
TayTOMEPHBIE MU CTEPEOXUMHUECKH U30MepHble popmbl, X N-OKCHIbI, UX (apMaleBTHUECKU

MPUEMIIEMbBIC COJIN UJIN UX COJIbBATBIL



[0026] B HexkoTOpbIX BapHaHTAaX OCYLIECTBJIEHUS MALUEHTa C XOJAHTMOKAPLIMHOMOM
MokHO Jieunth uHruoOuropom FGFR, ecnmu B oOpasme mpuCyTCTBYeT OOWH WIIM HECKOJBKO
myTtaHTHbIX FGFR, B ToM uncne no menpineii Mepe FGFR2 ¢ SNP C383R, rae unruduropom
FGFR saBnsercss BAY 1163877 (Bayer), Bkiito4asi, KOrza 3TO XMMUYECKH BO3MOXKHO, JIFOOYIO €ro
TAyTOMEPHYIO WJIH CTEPEOXUMHUYECKH H30MEpHYyI0 (popmy, ero N-okcup, ero (papmaneBTu4ecKu
IPUEMJIEMYIO COJIb UJIH €TI0 COJIbBAT.

[0027] B HeKOTOpBIX BapHaHTaX OCYIUECTBJIECHUs MAallUEHTa C XOJAHIMOKAPLMHOMOM
MOkHO JieuuTh uHruouropom FGFR, ecnmu B oOpasiie NpUCYTCTBYET OOWH WM HECKOJBKO
myTtaHTHbIX FGFR, B ToM uncne no menbineii mepe FGFR2 ¢ SNP C383R, rne unruburopom
FGFR sBsiercst BAY 1179470 (Bayer), BKiIto4asi, KOria 5TO XUMHYECKH BO3MOXKHO, JIFOOYIO €ro
TAYTOMEPHYIO HJI CTEPEOXUMHYECKH M30MEPHYIO Gopmy, ero N-okcHI, ero papmManeBTH4ecKu
MPUEMJIEMYIO COJIb UJIH €T0 COJIbBAT.

[0028] B HexkoTOpbIX BapuaHTax OCYLIECTBIEHUS MAaLHEHTa C XOJAHIMOKapLMHOMOM
MOkHO JieunTh uHruOuTopoM FGFR, ecnu B oOpasie mpuUCyTCTBYeT OIWUH WJIH HECKOJBKO
myTtaHTHBIX FGFR, B Tom uncne no menbineit mepe FGFR2 ¢ SNP C383R, rne unrudburopom
FGFR sBnsercs TAS-120 (Taiho), Bxmouasi, Koraa 3TO XMMHYECKH BO3MOJKHO, JIFOOVIO €ro
TAYTOMEPHYIO HJIH CTEPEOXUMHUYECKH N30MEPHYIO (GopMy, ero N-oKcHI, ero (papmManeBTHIeCKu
MPUEMJIEMYIO COJIb UJIH €r0 COJIbBAT.

[0029] B HexkoTOpbIX BapHaHTAaxX OCYLIECTBJIEHUS MAaLMEHTa C XOJAHTMOKAPLMHOMOM
MokHO Jieunth uHruOuropom FGFR, ecnmu B oOpasme mpuUCyTCTBYeT OOWH WIJIM HECKOJBKO
myTtaHTHbIX FGFR, B ToMm uncne no menpineir Mepe FGFR2 ¢ SNP C383R, rae unruduropom
FGFR sBnsiercas ARQO87 (ArQule), Bkirouasi, korga 3T0 XUMHUYECKH BO3MOXKHO, JIFOOYIO €ro
TAyTOMEPHYIO MJIH CTEPEOXUMHUYECKH H30MEpPHYI0 (popmy, ero N-okcuf, ero (papmaneBTudecku
PUEMJIEMYIO COJIb UJIH €r0 COJIbBAT.

[0030] B HexkOoTOpBIX BapHaHTaX OCYIUECTBJIEHUs MAlE€HTa C XOJAHIMOKaPLMHOMOM
MokHO Jieuntbh uHruOuropom FGFR, ecnu B oOpasiue NpuCyTCTBYeT OAMH WJIM HECKOJBKO
myTtaHTHbIX FGFR, B Tom uncne no menbineii mepe FGFR2 ¢ SNP C383R, rne unruburopom
FGFR sBnsiercss ASP5878 (Astellas), Bkirodasi, korna 3TO XMMHUYECKH BO3MOXKHO, JIFOOYIO €ro
TAyTOMEPHYIO HJI CTEPEOXUMHYECKH M30MEpHYIO Gopmy, ero N-okcHz, ero apmManeBTHIecKu
MPUEMJIEMYIO COJIb UJIH €T0 COJIbBAT.

[0031] B HexkoTOpbIX BapuaHTAax OCYLIECTBIEHUS MAalLMEHTa C XOJAHIMOKapLMHOMOM
MokHO Jieunth uHruOuTopom FGFR, ecnu B oOpasie mpuUCyTCTBYeT OIUH WJIH HECKOJBKO
myTtaHTHbIX FGFR, B ToMm uncne no menbineit mepe FGFR2 ¢ SNP C383R, rne unruburopom
FGFR sBnserca FF284 (Chugai), BkIrOYas, xorma 3TO XMMHUYECKH BO3MOJKHO, JIFOOYIO €ro
TAYTOMEPHYIO HJIM CTEPEOXUMHUYECKH N30MEpHYI0 (Gopmy, ero N-oKkcHI, ero (papmManeBTHIecKu
MPUEMJIEMYIO COJIb UJIH €r0 COJIbBAT.

[0032] B HekOoTOpbIX BapuUaHTAax OCYLIECTBJIEHUS MAaLUMEHTa C XOJAHTMOKAPLIMHOMOM
MokHO Jieunth uHruOutopom FGFR, ecnmu B oOpasme mpuCyTCTBYeT OOWH WJIM HECKOJBKO
myTtaHTHbIX FGFR, B ToMm uncne no menbineii mepe FGFR2 ¢ SNP C383R, rae unruduropom

FGFR sBnserca FP-1039 (GSK/FivePrime), Bkitouasi, KOrna 3T0 XUMHYECKH BO3MOXKHO, JIFOOYIO



€ro TAayTOMEPHYI0 WM CTepeOXMMHYECKH H30MepHyro ¢opmy, ero N-okcup, ero
(bapMareBTHUECKH TPHEMIIEMYIO COJIb UJIH €TI0 COJIbBAT.

[0033] B HekOTOpBIX BapHaHTax OCYILIECTBJIEHMs MAIlUEHTa C XOJAHTHOKapLMHOMOMN
MokHO Jsieunth uHruouropom FGFR, ecnmu B oOpasime mpuCyTCTBYeT OOWH WIIM HECKOJBKO
myTanTHbIX FGFR, B ToM uncie no mensuieli mepe FGFR2 ¢ SNP C383R, rae unruéuropom
FGFR sBnsiercst Blueprint, Bkimrodas, Korma 3TO XHMHYECKH BO3MOXKHO, JIIOOYIO €ro
TAyTOMEPHYIO WJIM CTEPEOXMMHUYECKH M30MepHYIO Gopmy, ero N-okcuz, ero papMareBTHUECKH
MIPUEMJIEMYIO COJIb UJTH €r0 COJIbBAT.

[0034] B HekOTOpBIX BapUaHTAaX OCYIIECTBJIEHUS MAIlUEHTa C XOJAHTHOKAPIIMHOMOMN
MOkHO Jieuuth uHruoOuropom FGFR, ecnu B 00pasiie mpuCyTCTBYET OOMH HIJIM HECKOJBKO
myTtaHTHbIX FGFR, B ToMm uncne no menbineii mepe FGFR2 ¢ SNP C383R, rne unruburopom
FGFR sBnsiercs LY-2874455 (Lilly), Birouasi, Koraa 3T0O XUMHYECKH BO3MOXKHO, JIFOOYIO €ro
TAyTOMEPHYIO HJIM CTEPEOXUMHUYECKH H30MEpHYI0 Gopmy, ero N-oKkcHI, ero papmManeBTHIecKu
MPUEMJIEMYIO COJIb UJIH €r0 COJIbBAT.

[0035] B HeKOTOpBIX BapuUaHTaX OCYIIECTBJEHUS MAIlUEHTa C XOJAHTHOKapLHUHOMOMN
MokHO Jieuuth uHruOuTOopoM FGFR, ecnmu B oOpasime mHpUCYTCTBYeT OOWH WM HECKOJBKO
myTtaHTHBIX FGFR, B ToMm uncne no menbineii mepe FGFR2 ¢ SNP C383R, rae naruburopom
FGFR sBnsercs RG-7444 (Roche), Bkimrodas, Korga 3TO XUMHUYECKH BO3MOXKHO, JIFOOYIO €ro
TAYTOMEPHYIO MJIH CTEPEOXUMHUYECKH H30MEpHYIO Gopmy, ero N-okcHz, ero papmManeBTH4ecKu
IPUEMJIEMYIO COJIb UJIH €T0 COJIbBAT.

[0036] Comu wmoryT OBITH CHHTE3MPOBAHBI M3 HMCXOMHOTO COENMHEHUS, KOTOPOe
COZEPKUT OCHOBHBIM MM KUCJIOTHBIM (PparMeHT, TPaIULMOHHBIMU XMMUYECKUMHU CIIOCOOaMH,
TaKMMHU Kak crocoObl, onucaHHbie B Pharmaceutical Salts: Properties, Selection, and Use, P.
Heinrich Stahl (Editor), Camille G. Wermuth (Editor), ISBN: 3-90639-026-8, Hardcover, 388
pages, August 2002, kOTOpO€ BKJIIOUEHO B JaHHBIM JOKYMEHT IOCPENCTBOM CChUIkM. Kak
NPABUJIO, TAKHE COJIM MOTYT OBbITh MOJIYYEHBI MyTEM PearupoOBaHMsi CBOOOTHBIX KUCIOTHBIX HJIH
OCHOBHBIX ()OPM 3THUX COCTUHEHUH C MOIXOISIUMH OCHOBAHHUEM HJIM KHCJIOTOW B BOJE HJIU B
OPTaHUYECKOM DPACTBOPHUTENE, WIM B CMECH 3THUX JABYX; KaK MPABUJIO, UCTIOJIB3YIOT HEBOJHBIC
cpenbl, Takue Kak 3(Qup, STUIALETAT, 3TAHOJ, U30MPOMAHON WIN AlleTOHUTPUI. MHruOHTOpHI
FGFR nns mpuMmeHeHUs: B PaCKPBITBIX CIIOCOOaX MOTYT CYIIECTBOBaTh B BHJE MOHO- HJIH
nucoJieit B 3aBUCUMOCTH OT pKa KHCIOTHI, U3 KOTOPOH 00pa3yeTcs COlb.

[0037] KucnoTHO-aAaquTUBHBIE COJTM MOTYT OBITh 0OOpa30BaHbl C OOLTMPHBIM PSIOM Kak
HEOPraHMYeCKUX, TaK M OPraHMYeCKHUX KHCIOT. [Ipumepbl KHCIOTHO-aAUTHUBHBIX COJIEH
BKJIFOYAIOT COJM, OOpa3OBaHHBIE C KHUCIOTOH, BKJIOUas O€3 OrpaHWYeHHUs YKCYCHyH, 2,2-
IUXJIOPYKCYCHYIO, aJUITUHOBYIO, aJIbTHHOBYIO, aCKOPOMHOBYIO (Harmpumep, L-ackopOuHOBYO),
L-acmaparuHoByro, OeH30JCYIb(pOHOBYIO, OCH30MHYI0, 4-areraMuno0eH30lHy0, OyTaHOBYIO,
(+)-xkampopnyro, kampopcyabporoByro, (+)-(1S)-kamdpop-10-cyappOoHOBYIO, KaIPUHOBYIO,
KaIlPOHOBYIO, KaNpPUJIOBYIO, KOPUYHYIO, JIUMOHHYIO, LIMKJIAMOBYIO, NOAEIMICEPHYIO, 3TaH-1,2-
aucyIb(OHOBYIO, 3TaHCYJIb(OHOBYIO, 2-rUAPOKCUATAHCY Ib( OHOBYIO, MYypPaBbHHYIO,

(byMapoByl0,  TrajakTapoByl0,  T€HTH3HMHOBYIO,  IJIOKOT€NTOHOBYIO,  D-INIIOKOHOBYIO,
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IJIIOKYPOHOBYIO  (Hampumep,  D-TioKypoHOBYI0),  IIyTaMMHOBYK  (Hampumep,  L-
IJIyTAMHHOBYIO), (-OKCOTJIYTapOBYIO, TJIMKOJIEBYIO, THIINYPOBYI, OpPOMHCTOBOAOPOAHYIO,
XJIOPUCTOBOIOPONIHYIO, HOAMCTOBOJOPOAHYIO, M33THOHOBYIO, MOJIOYHYIO (Hampumep, (+)-L-
MOJIOUHYIO, (*)-DL-MO049HYI0), JTaKTOOMOHOBYIO, MAJIEMHOBYIO, sI0JIOUHYIO, (-)-L-s106m0unyto,
MaJIOHOBYIO, (£)-DL-MunpanpHyto, MeTaHCyNb(OHOBYIO, HapTaINHCYIb()OHOBYIO (HarpuMep,
HadTanmuH-2-cynbHoHOBYIO),  HadTamuH-1,5-nucynpdoHoByro,  1-ruapokcu-2-HadToIHYIO,
HUKOTHUHOBYIO, A30THYIO, OJIEMHOBYIO, OPOTOBYIO, LIABEJIEBYIO, MAJIbMHUTHHOBYIO, IaMOEBYIO,
dochopHyrO, NPOMUOHOBYIO, L-MHPOrIyTaAMHUHOBYIO, MHPOBHHOTPAIHYIO, CAJULUIOBYIO, 4-
AMHHOCAJTUIMIIOBYIO, CE0allMHOBYIO, CTEAPHHOBYIO, SHTApHYIO, CEpHYI0, AyOmibHyr, (+)-L-
BUHHYI0, THOLMAHOBYIO,  TOJNYOJCYJb(OHOBYHO  (HAmpumep,  H-TONYOJCYIb(POHOBYIO),
VHICLWICHOBYI0 U BAJIEPUAHOBYIO KHCJIOTBI, a TAKXe AalUINPOBAHHBIE AMHHOKHCIIOTHI M
KaTHOHOOOMEHHBIE CMOJIBI.

[0038] OnHa KOHKpETHAst TpyNIa COlel COCTOUT U3 COJlel, 0OPa3OBaHHBIX U3 YKCYCHOW,
XJIOPUCTOBOOPOAHOM, HomucToBogoponHoi, ¢ochopHOH, a30THOW, CEpHOH, JIMMOHHOM,
MOJIOYHOM, STHTapHOM, MaJICHHOBOM, SIOJIOUHOM, HM33THOHOBOM, (hymapoBoii,
OeH30ICYTb()OHOBOM, TONYOJICYIH(POHOBOH, MeTaHCYIH(POHOBOH (Me3uIaTa), 3TaHCYIb(POHOBOM
Ha(pTaTMHCYIb()OHOBOMW, BaJIEpPUAHOBOM, MPOMAHOBOH, OyTaHOBOH, MaJIOHOBOH, TJIFOKYPOHOBOM
U JIAaKTOOMOHOBOH KHCHOT. [lpyras rpymma KHCIOTHO-aAJUTHBHBIX COJIEH BKIFOYAaeT B ceOs
coyii, 0Opa3oBaHHbIE U3 YKCYCHOMW, aJMITMHOBOW, aCKOPOWHOBOW, acmaparnHOBOM, JTUMOHHOM,
DL-monouHOH, (pyMapoBOH, IIFOKOHOBOM, INIFOKYPOHOBOH, TUIIIYPOBOH, XJIOPUCTOBOJOPOTHOH,
riaytamoBoli, DL-a0mouHO0#, MeTaHCyab(pOHOBON, Cce0alMHOBOW, CTEAPUHOBOH, SHTApHOW U
BUHHOM KUCJIOT.

[0039] Ecnu coenuHeHue sIBASETCS aHUOHHBIM MM MMeeT (PYHKIMOHAJIBHYIO IPYIIY,
KOTOpasi MOXkeT ObITh aHHOHHOH (Harmpumep, -COOH moxer mpeacrasnsate coboit -COO"), To
MOXHO 00pa30BBIBATh COJIb C MOAXOASLIIMM KaTHOHOM. [IpuMeps! MOIXOAAINX HEOPTraHUIECKUX
KaTHOHOB BKJIOYAIOT B cebsi 6€3 OrpaHM4eHus MOHbI IENOYHBIX METaJIoB, Takue kak Na* u K,
KATHOHBI LIIENIOYHO3EMeNbHBIX METAILIOB, Takue kak Ca’* u Mg™*, i apyrue KaTHOHBI, TAKHE Kak
AI**. TIpuMepsl NOAXONSIIMX OPraHHYECKHX KATHOHOB BKIIOYAIOT 0E3 OrpPaHHYEHHs HOH
ammonusi (T. e. NHy") u uonsl 3amemennoro ammonus (Hampumep, NH3;R*, NH,R,", NHR3™,
NR,).

[0040] TIpumepamu HEKOTOPBIX MOAXOMSIINX HOHOB 3aMEIIEHHOTO aMMOHUS SIBJISIFOTCS
WOHBI, TOJYYEHHbIE W3 OTHJIAMHHA, AMSTHIAMHHA, JAWLUKIOTEKCHJIAMHHA, TPUITHIAMHHA,
OyTuiamMHuHa, STWICHAWMAMUHA, 3TAHOJNAMHHA, AWATAHONAMHUHA, NHIEpa3HHa, OEH3WJIaMUHA,
¢dennnbeH3nIaMuHa, XOJIHHA, METJYMUHA U TPOMETAMHHA, a TaKK€ aMHHOKHCIIOT, TAKUX Kak
JV3UH W apruHuH. lIpumMepoM pacnpoCTpaHEHHOrO MOHA YETBEPTHYHOTO AMMOHUS SIBJISIETCS
N(CHs),".

[0041] Ecmu coenuueHus comepkaT (PyHKIHOHAJIBHYIO aMUHOTPYIIY, TO OHH MOTYT
(dbopMHpPOBATh COJMM YETBEPTUYHOTO AMMOHUS, HANpUMep, MyTeM PEAKIUU € AIKWIHUPYIOLIIM
CPEACTBOM COIJIACHO CIrocobaM, XOpOWIO HW3BECTHBIM CIELUANUCTY. Takue COenMHEHUs

YETBECPTUIHOIO aMMOHUA HAXOOATCA B IIpEACiax obbema PaCKpPbIThIX COeI[I/IHeHI/II\/'I. COC)II/IHGHI/ISI,
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comepxaiie (PYHKLIMOHAIBHYIO aMHUHOTPYIITY, TaKKe MOIyT o00pa3oBeiBaTh N-OKCHIBL
VYnoMuHaHWe B JAaHHOM JOKYMEHTE COEAMHEHHUS, KOTOPOE€ CONEPXKHUT (PYHKIHUOHAIBHYIO
aMHUHOTPYIIy, Takxke npeaycmarpusBaer N-okcua. Eciom coepnHeHne COAEp)KUT HECKOJBKO
(YHKIMOHAIBHBIX AMHUHOTPYIIN, TO OAMH HJIK Oojiee 4eM OIWH aTOM a30Ta MOTYT OBbITh
okHCJeHbl ¢ oOpasoBaHueM N-okcuna. KonkperHbiMu npumepamu N-OKCHIOB SIBISIOTCS N-
OKCHJIbl TPETUYHOIO aMHHA HJIM aTOMa a30Ta B COJEpIKalleM a30T rerepouukie. N-OKCHabl
MOTyT ObITh 00pa30BaHbl MyTeM 00pabOTKM COOTBETCTBYIOIIETO AMUHA OKHCIIUTENIEM, TAKUM Kak
NIEPOKCH]] BOIOPOA MITH MEPKUCIIOTA (HATPUMED, TIEPOKCHUKapOOHOBAsI KUCIIOTA), CM. Harpumep,
Advanced Organic Chemistry, by Jerry March, 4™ Edition, Wiley Interscience, pages. bonee
KOHKPETHO, N-OKCHIbI MOTYT OBITh MOJIY4€HbI C MOMOILIBIO mpouenypsl u3 L. W. Deady (Syn.
Comm. (1977), 7, 509-514), npu KOTOpOH aMHUHOCOCOUHEHHE IOABEPTaIOT PEAKIHH C M-
xJoprepokcudensoinoi kucnoroii (MCPBA), HanpuMmep, B MHEPTHOM PacTBOPUTENE, TAKOM
KaK JUXJOPMETaH.

[0042] Ucnonp3yeMelii B JAHHOM JOKYMEHTE TEPMHH "COJNbBAT"' O3HaYaeT (PU3MUYECKYIO
CBSI3b COCOMHEHHUs] C OJHOW WJIM HECKOJbKUMH MOJIEKYJIAMHU PacTBOpHUTEN. JTa (u3ndeckas
CBSI3b IMOAPA3yMEBAET PA3JIMYHYIO CTEIEHb HMOHHOTO U KOBAJEHTHOTO CBSI3bIBAHHUS, BKIIFOUAs
BOJIOPOJHYIO CBsi3b. B HEKOTOPBIX ClTydasix COJbBAT OyIeT COCOOEH K BBIACIEHHIO, HAIPUMED,
KOTZla OJJHA WJIM HECKOJIbKO MOJIEKYJ PAaCTBOPHUTENS BKIIIOYEHBI B KPUCTAJUIMYECKYIO PEIIETKY
KPUCTAJUIMUECKOTO TBEPIOTo BeulecTsa. IloapasymeBaeTcs, YTO TEPMHUH "COJNBBAT" OXBATHIBAET
KaKk KUIKO(pa3oBble, TaKk U H30JHpPYyeMble COJbBAaThl. HeorpaHWYMBarOIINEe MPUMEPHI
NOAXONALINX COJBBATOB BKIIIOYAIOT PACKPBITbIE COEAMHEHHUS B COYETAHMM C BOJIOH,
W30MPOMAHOJIOM, 3TaHOJOM, MeTraHosoM, DMSQO, »sTunaneratoMm, YKCyCHOM KHUCJIOTOH,
STAHOJAMUHOM H TOMY MNOnOOHBIM. COeIUHEHHEe MOMKET OKa3bIBaTh CBOM OHOJOTMYECKHe
3¢ deKThI, HAXOISICh B PaCTBOPE.

[0043] ConpBarhl XOpOIIO H3BECTHHI B (hapManeBTuueckod xumun. OHM MOTyT OBITH
BAXHBIMH JUIsI CIIOCOOOB TMOJIyYeHHUsl BellecTBa (HAampuMep, B OTHOLIEHUHU €ro OYHCTKH),
XPaHEHHsI BeIeCcTBa (HApUMep, ero CTadMIbHOCTH) U YAOOCTBA OCYIIECTBICHUS MAHUMYJISILUAN
C BELIECTBOM, M 3a4aCTy0 HMX 00pa3ylT KaK 4acTb CTaauil BBLACICHHS WJIM OYUCTKH IPH
XUMHYeCKOM cuHTe3e. CrneuuanucT B HaHHOW OONAaCTH CMOMKET ONPEeNenTb MOCPEICTBOM
CTaHIAPTHBIX M JJIMTEJIbHO HCIIOJIB3YEMBIX METOIWK, 00pa3oBalicsi JM THUAPAT WIH JAPYrod
COJIbBAT TIPU YCJIOBUSIX BBIIEICHUS WM YCJIOBUSX OYHCTKH, UCHOJB3YEMBIX IUIS TTOJNyYEHHS
TaHHOTO coenuHeHus. [IpuMepsl TaKUX METOOUK BKIIFOUAIOT B ceOs TEPMOrPaBUMETPHUECKUHN
anamus (TGA), nuddeperumnanpayo ckanupyromyo kajmopumerputo (DSC), peHTreHOBCKYIO
Kpuctaorpaduro (HarpuMep, MOHOKPHCTAIUTMYECKYIO PEHTTEHOBCKYIO KPUCTAIUIOTPa(HIO HITH
PEHTI€HOBCKYIO MOpOWKOBYK auppaktomerputo) u AMP TtBepmoro tema (SS-NMR, Ttaxke
u3BecTHbIN Kak SIMP ¢ Bpamenunem obpasua nox marmueckuM yriaoM mwin MAS-NMR). Takue
METOAMKH SIBIIIFOTCSI TaKOH JK€ YacThbi0 CTAaHIAPTHOTO AHAJIUTHYECKOTO WHCTPYMEHTAPHS
kBanuguuuposanHoro xmmuka, kak SMP, IR, HPLC u MS. B kadecTBe ajgbTepHATHBBI
KBaJTM(PULMPOBAHHBIN CHEMMAIUCT CMOXKET IPH HEOOXOMUMOCTH C(HOPMHPOBATH COJNbBAT C

HUCITIOJIb30BAHHUEM y&]’[OBHI’I KpUCTAJLNIU3allUH, KOTOpPBIC MNPEAYCMATPHUBAIOT KOJUYCCTBO
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pacTBopuTENs, HEOOXOAMMOE /Uil KOHKPETHOTO CONIbBaTa. BroOCIeNCTBUM CTaHOApTHBIE
CHIOCOOBI, ONMUCAHHBIE BBILIE, MOTYT OBITh HUCIMOJB30BAHbI AJIs1 YCTAHOBIEHUS (DOPMHUPOBAHUS
CONBBATOB. TaKke OXBATHIBAIOTCS JIOOBIE KOMILIEKCH! (HAIpUMeEP, KOMIUIEKCHI BKJIFOUEHHS HITH
KJIATPaThl C TAKUMH COEJUHEHUSMH, KaK LMKJIOJEKCTPUHBI, WJIM KOMIUIEKCHI C METaJUIaMH)
unrnouropa FGFR.

[0044] Kpome TOro, coeauHeHHE MOXET UMEThb OJHY WJIM HECKOJIbKO MOJUMOP(HBIX
(xpucTanmnmyeckux) win aMopdHbIx Gopm.

[0045] CoenuHeHusT BKIIOYAIOT COEAUHEHHS] ¢ OOHUM WM HECKOJIbKHUMH H30TOITHBIMHU
3aMELICHUSIMH, U YIIOMHHAHUE KOHKPETHOTO 3JIEMEHTA BKJIFOUAET B CBOIl OOBEM BCE W30TOIbI
JaHHOTO 3jieMeHTa. Hanpumep, ynmoMuHaHHE BOJOPOA BKIIIOUAET B CBOM 00beM 'H, *H (D)u *H
(T). IlonobubIM 0Opa3oM, YIIOMUHAHUS YIJIEpOna M KUCJIOPOAa BKIIOYAIOT B CBOW O00BEM 2c,
BC u C u 0 u "™O coorsercrBenno. M30TONBI MOrYT GObITh PaJHOAKTHBHBIME HIIA
HEpaJuOaKTUBHBIMU. B OfZHOM BapuaHTe OCYLIECTBJIEHUs COEAMHEHUs HE COAaepikar
pPamuMOAKTUBHBIE H30TOMbI. Takue COENWHEHHs SBISIFOTCS  MPENNOYTHTENbHBIMUA  JUIS
TeparneBTHYeCKOro mnpumMeHeHus. COriacHO JpyroMy BapUaHTy OCYIIECTBIEHHs, OJHAaKO,
COEJMHEHHE MOXET COAepXkaTb OJWMH WM HEeCKOJNbKo panuousoronoB. CoenuHeHwUs,
cofiep KalIfe TaKue PalluON30TOIIbL, MOTYT ObITh MPUMEHHMBI B IHArHOCTUYECKOM KOHTEKCTE.

[0046] B HekOTOpBIX BapUaHTAaX OCYILIECTBJEHUS MAIlMEHTa C XOJAHTHOKapLHHOMOMN
neuyatr uHruouropom FGFR, ecnn B oOpasie mpuCyTCTBYET OAMH WM HECKOJIBKO MYTAHTHBIX
FGFR, B Tom umcne mo menbuieli mepe FGFR2 ¢ SNP C383R, rpe maruburopom FGFR
SIBJISIETCSI N-(3,5-numerokcudenmn)-N'-(1-merunatun)-N-[ 3-(1-merwn- | H-nupazon-4-
WJI)XUHOKCAJNH-6-Ui|3Tan-1,2-1naMuH (Ha3biBaeMblii B JaHHOM nokymeHTte "JNJ-42756493"),
wii ero (apmauneBTUYECKH IpuemiieMas COjb, HJIM €ro coibBaT. B omHOM BapuaHTe
ocywectenenust unruoutop FGFR npexncrasisier coboii ocHoBanue JNJ-42756493.

Cnocobvr nevenus pakay nayuenma

[0047] B naHHOM HNOKYMEHTE pPaCKPBITHI CIIOCOOBI JICYEHUS XOJAHTHOKAPLIMHOMBI Y
NAlMEHTa, BKJIIOYAIOIIHME OLICHKY OMOJIOTHYecKOro oOpasua OT MalueHTa B OTHOIICHUH
MPUCYTCTBUSI OAHOrO WM Heckodbkux MyTaHTHbIX FGFR, B Tom uncne mo meHbineil mepe
FGFR2 ¢ SNP C383R; wu neuenue mnauuenta wunHruouropom FGFR, ecniu B 0oOpasue
MPUCYTCTBYET OAWH WK HeCKOJIbkO MyTaHTHBIX FGFR, B ToM uncne no menbineit mepe FGFR2
¢ SNP C383R. B oxgHom Bapmante ocymecrieHus uaruonrop FGFR mpencrasnser coboit
sprapuTHHUO.

[0048] B naHHOM IOKYMEHTE PACKPBITBI CHOCOOBI JICYEHHS XOJIAHTHOKAPIIUHOMBI Y
nanuenta, umeromero FGFR2 ¢ SNP C383R, skimrouaromme BBenenne wHruomropa FGFR
YKa3aHHOMY MalMeHTy. Y MallMeHTa MOKET UMETbCS OAMH WM HECKOJBbKO JIOMOJHUTENbHBIX
myTtaHTHbIX FGFR. B onnom Bapuanrte ocymecteinenns naruoutop FGFR npencrasnser codoii
sprapuTHHUO.

[0049] B nannom nokymente packpbiT naruouTop FGFR nnst npumenenus npu nedeHun

XOJaHruokapuuHombl y maunuenra, umeromero FGFR2 ¢ SNP C383R. V nauuenra moxer
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UMETbCA OJMH WJIM HECKOJBbKO JOMOJHUTENbHBIX MyTaHTHbIXx FGFR. B onHom Bapuante
ocymectenenust unruourop FGFR npencrasisier coboii apraputunud.

[0050] B nmaHHOM JOKyYMeHTe packpbito npuMeHeHue wunruOutopa FGFR B
W3TOTOBJICHUH JIEKAPCTBEHHOI'O Ipemnapara IJisl JIEYeHHs] XOJAHTMOKAPLMHOMBI Yy IalUeHTa,
umeromero FGFR2 ¢ SNP C383R. V mnanueHta MOXXeT MMETbCA OJUH WM HECKOJBKO
nonoiauTenbHbIX MyTaHTHBIX FGFR. B omHoM Bapuanrte ocymectsienus uaruoutop FGFR
npencTasisieT codoi 3paadpuTHHUO.

[0051] B nanHoM nokymente packpbiT uHruOuTop FGFR nist npumeHenust npu jie4eHnn
XOJIAHTMOKAPLHOMBI y MALUeHTa, I7le Y MalleHTa YCTAHOBJICHO HaJHuKie BOCIIPUUMUYHUBOCTH K
aeyennto wHruOuTopoM FGFR  wmiam  BeposATHOCTM OTBETA HAa HEro NyTeM OLEHKH
Ounonornyeckoro odpasia, NOJYYEHHOTO OT MALMEHTa, B OTHOLICHUH MPHUCYTCTBUS OAHOTO MJIH
Heckonbkux MyTaHTHBIX FGFR, B Tom umcne no mensiueii mepe FGFR2 ¢ SNP C383R, npu
5TOM BBIIBJIEHO IMPHUCYTCTBHE OJHOIO WM Heckosibkux MyTaHTHbIX FGFR, B Tom uncne mo
menbineit mepe FGFR2 ¢ SNP C383R. B ognom Bapuante ocymectsienuss uaruonrop FGFR
npencTaBisier coooit spnaduTuHuO.

[0052] B pmaHHOM nOKyMeHTe packpeito npumeHenune wunruoutopa FGFR s
W3TOTOBJIEHUs JIEKAPCTBEHHOI'O Mpenapara AJs JIeYeHUs] XOJNaHMMOKapLMHOMBI y MallueHTa, IAe
y TalMeHTa YCTAaHOBJIEHO HAJU4YME BOCIPHUHMYHUBOCTH K JjeueHHto mHruoutopom FGFR wmmm
BEPOSITHOCTH OTBETa HA HEro IMyTeM OLEHKH OHOJOrM4YecKoro oOpasma, MOJYYeHHOTO OT
NAalLUeHTa, B OTHOLIEHUH IPUCYTCTBUS OJHOTO UK HecKobkux MyTaHTHbIX FGFR, B ToM uncne
no Menblieil mepe FGFR2 ¢ SNP C383R, mpu 3TOM BBISBJIEHO NPUCYTCTBHE OAHOIO WM
Heckonbkux MyTaHTHBIX FGFR, B Tom uncne no mensiuein Mepe FGFR2 ¢ SNP C383R. B ognom
Bapuante ocyiectsienus naruonrop FGFR npencrasisier codoii spradpurunud.

[0053] B onHOM BapuaHTe OCyLIeCTBIeHuUs 3paaGuTuHIO BBOAUTCS B 103€ 10 Mr.

[0054] B omHOM BapuaHTe OCYLIECTBJIEHMs OCYLIECTBJISETCS NPEPHIBUCTOE BBEJEHUE
spnaduruHuba B 103e 10 mr.

[0055] B omHOM BapuaHTE OCYILIECTBJIICHHS OCYIIECTBJISIETCS MPEPBIBUCTOE BBEIEHUE
sprapuTHuOa B 1o3e 10 Mr, mpu 5TOM mpenycMmatpuBaeTcst 7 OHEW ¢ BBeneHHeM/7 maHeW Oe3
BBEIICHUSI.

[0056] B omHOM BapuaHTe OCyIIECTBIIEHUS 3pAapUTHHUO BBOAWTCS B 03¢ 8 MI, B
YaCTHOCTH 8 MI' OZIMH pa3 B IeHb. B OTHOM BapuaHTe OCYIIECTBICHUS 3pAaQUTHHHO BBOIUTCS B
03¢ 8 MI, B 4aCTHOCTU 8 MI OAMH Pa3 B JI€Hb, C BO3MOKHOCTBIO MOBBIIIEHUS OO0 9 Mr B
3aBHCUMOCTH OT ypoBHeH ¢ochara B CBHIBOPOTKE KpOBH (Hampumep, ypoBHH ¢ocdara B
CBIBOPOTKE KPOBU COCTABJLSIIOT < 5,5 MI/mi, WM COCTaBISAIOT < 7 MI/IJ, WM HaXOOATCS B
auanasoHe OT 7 Mr/ain 10 <9 Mr/a BKIFOUUTENBHO, MIIH COCTABIISIIOT <9 MI/IUT) U B 3aBHCUMOCTH
OT HaOJIOJaeMbIX HEONAronpUsATHBIX SIBJICHWUH, CBSI3aHHBIX C JieueHHeM. B omHOM BapuaHTe
OCYIIECTBIIEHHsI YPOBHHU (PochaTOB B CHIBOPOTKE KPOBU AJISI ONPENENICHUS TOTO, TOBBIIATD JIH
703y WIN HET, U3MEPSAIOT Ha HEKOTOPBIM JEeHb JIEYEHMs] B TEUEHHUE NEpPBOro LUKJA JICUEHUs C
MOMOIIBI0 3pAaguTHHUOA, B YACTHOCTH Ha JeHb 14 + 2 nHs, Oojiee KOHKPETHO Ha AeHb 14,

BBeIeHUs 3pAaduTuHuoA.
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[0057] B omHOM BapuaHTe OCYINECTBJICHHSI HACTOSIIEro H300peTeHHss B crocodax
JIEUCHUs] U TMYTAX NPUMEHEHHs, Kak omucaHo B naHHOM nokymeHte, FGFR2 ¢ SNP C383R
moxkeT ObITh 3amMeHeH Ha cnuThblii FGFR FGFR2-BICC1.

[0058] B naHHOM HNOKYMEHTE pPAaCKPBITHI CIIOCOOBI JIEYEHUs XOJAHTHOKAPLMHOMBI Y
NAaLMEeHTa, BKIIIOYAIOIINE OLEHKY OHOJOornyeckoro odpasna OT NalUeHTa B OTHOIIEHWU
NPUCYTCTBHUSI OHOrO WM Heckosbkux MyTaHTHbIX FGFR, B ToMm uucne mo meHbiueil mepe
FGFR2-BICC1; u neuenue nanuenta naruburopom FGFR, eciu B o6pasue npucyTcTByer onuH
uiau Heckosibko MyTaHTHbIX FGFR, B Tom umcne nmo mensineit mepe FGFR2-BICC1. B onnom
Bapuante ocyectsieHus: nHruouTop FGFR nmpencrasnsier codoii spaagurunud.

[0059] B naHHOM HOKYMEHTE pPaCKPBITHI CIIOCOOBI JICYEHUS XOJAHTHOKAPIIMHOMBI Y
nanuenTa, umeromero FGFR2-BICC1, sxmouaromme Beenenne naruonropa FGFR ykazanHoMy
nanueHty. Y nanueHTa MOXXeT MUMETbCs OJUH HJIM HECKOJbKO JOMOJHHUTENbHBIX MYTaHTHBIX
FGFR. B omgHom Bapumante ocymecteienusi uaruobutop FGFR mnpencrasmser coboi
sprapuTHHUO.

[0060] B nannoM nokymente packpbiT uHruOuTop FGFR nnst mpumenenns npu eueHun
xOoJaHruokapuuHombl y mauuenta, umeromero FGFR2-BICCI1. ¥V nanueHTta MOXXeT UMEThCS
OJIMH UJIM HECKOJIbKO AOMOJHUTENbHbIX MyTaHTHbIX FGFR. B ogHOM BapuaHTe oCylecTBiIeHUs
unruourop FGFR npencrasnser codoit spnaputunmd.

[0061] B nmaHHOM JOKyMeHTe packpbiTo npuMeHeHne wuHruoutopa FGFR B
W3TOTOBJIEHUU JIEKAPCTBEHHOI'O Mpernapara Jsl JIeUeHHUs XOJaHTMOKAPLMHOMBI Yy MallUeHTa,
umeromero FGFR2-BICC1. V¥V  nanuenta MOXXET HMETbCS OIWH WM HECKOJIBKO
nononHuTenbHbIx MyTaHTHBIX FGFR. B ogHom BapmanTe ocymectsnenus unrudbutop FGFR
npencTasisierT codoit apaadpuTHHUO.

[0062] B nanHOM nokymente packpbiT nHruourop FGFR s npumenenus npu nedeHnn
XOJIAHTHOKAapLUHOMBI y MALUEHTa, I7le Y NalUeHTa YCTAaHOBJICHO HAJIN4NUe BOCIIPUUMUYUBOCTH K
aedennto uHruOuTopoM FGFR wmnm  BeposSTHOCTH OTBETa Ha HEro MyTeM OLEHKH
Ounonornyeckoro odpasua, MOJYyYEHHOTO OT MALMEHTa, B OTHOLICHWH MPHUCYTCTBUS OAHOTO MJIH
Heckonbkux MyTaHTHbIX FGFR, B Tom umcne mo menbuieir mepe FGFR2-BICCI, mpu stom
BBISIBJICHO NPUCYTCTBUE OAHOTO WJIN HecKoJbkUX MyTaHTHbIX FGFR, B TOM uncne no mMeHsiuei
mepe FGFR2-BICC1. B omnom Bapuante ocymectsienust uaruoutop FGFR mpencrasnser
coboit spnadpuTuHub.

[0063] B pmaHHOM nOKyMeHTe packpeito npumeHenune wunruoutopa FGFR s
W3TOTOBJIEHUs JIEKAPCTBEHHOI'O Mpenapara AJs JIeYeHUs] XOJAHTMOKapLMHOMBI y MalllueHTa, Ie
y TaIMeHTa YCTAaHOBJIEHO HAJW4YME BOCIPHUHMYHMBOCTH K JieueHHto mHruouropom FGFR wmmm
BEPOSITHOCTH OTBETa HAa HEro IyTeM OLEHKH OHMOJOrn4eckoro oOpasua, MOJYYEHHOrO OT
NalUeHTa, B OTHOLIEHUH IPUCYTCTBUS OIHOTO UK HecKobkux MyTaHTHbIX FGFR, B ToM uncne
no menbuieil mepe FGFR2-BICC1, npu 3TOM BBIABIEHO MPUCYTCTBUE OJHOTO UM HECKOJIBKUX
myTaHTHbIX FGFR, B TOM uncine no messbiueii mepe FGFR2-BICCI. B omHoM BapuaHTe

ocymectsineHust uaruourop FGFR npencrasisier coboii apraputunud.
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[0064] B omHOM BapuaHTe OCYINECTBJICHHSI HACTOSIIEro H300peTeHHss B Crocobax
JIEUCHUs] U TMYTAX NPUMEHEHHs, Kak omucaHo B naHHOM nokymeHte, FGFR2 ¢ SNP C383R
mokeT ObITh 3amMeHeH Ha cnuTheli FGFR FGFR2-CCARI.

[0065] B naHHOM MOKYMEHTE pPaCKPBITHI CIIOCOOBI JIEUEHUS XOJAHTHOKAPLIMHOMBI Y
NAaLMEeHTa, BKIIIOYAKOIINE OLEHKY OWOJOrH4eckoro obpasma OT MalueHTa B OTHOLICHHH
NPUCYTCTBHUSI OHOrO WM Heckosbkux MyTaHTHbIX FGFR, B ToMm uucne mo meHbiueil mepe
FGFR2-CCARI1; u neuenne mamuenta uHruounropom FGFR, ecnum B oOpasue mpucyTcTByer
onuH unu Heckonbko MyTaHTHBIX FGFR, B Tom uuncne no mensineii mepe FGFR2-CCARI1. B
OHOM BapuaHTe ocyectsieHus uuruontop FGFR npexncrasisier coboi apnadutunmo.

[0066] B naHHOM HOKYMEHTE pPACKPBITHI CIIOCOOBI JICYEHUS XOJAHTHOKAPILIMHOMBI Y
nanunenta, wumeromero FGFR2-CCARI1, Bxmovaromue BBenenune wuHrnoutopa FGFR
yKa3aHHOMY MaLHeHTy. Y MalleHTa MOXKET UMETbCs OAMH WU HECKOJBKO JOMOJHUTENbHBIX
myTtaHTHbIX FGFR. B onHom Bapuante ocymecteinenns naruoutop FGFR npencrasnser codoii
sprapuTHHUO.

[0067] B nannoM nokymente packpbiT nHruOuTop FGFR nnst npumenenus npu iedeHun
XOJaHruokapuuHombl y nauuenta, umeromero FGFR2-CCAR1. V nauueHTa MOXET UMETHCS
OJIMH UJIM HECKOJIbKO AOMOJHUTENbHbIX MyTaHTHbIX FGFR. B ogHOM BapuaHTe oCylecTBiIeHUs
unruourop FGFR npencrasnser codoit spnaputunmd.

[0068] B nmaHHOM JOKYMEHTe packpbito mnpuMeHeHne wunruOutopa FGFR B
W3TOTOBJIEHUU JIEKAPCTBEHHOI'O Mpernapara JUisl JIEYeHHUs] XOJAaHTMOKAPLMHOMBI y MAlMEeHTa,
umeromero FGFR2-CCAR1. V¥V naumeHta MOXET HMMETbCs OJUH MM  HECKOJBKO
nornonHuTenbHbIXx MyTaHTHBIX FGFR. B ogHom BapuanTe ocymecrsinenuss unaruourop FGFR
npencTasisierT codoit apaadpuTHHUO.

[0069] B nanHOM nokymente packpbiT uarnoutop FGFR s npumenenus npu jgedeHun
XOJIAHTHOKAapLUHOMBI y MALUEHTa, I7le Y NalUeHTa YCTAaHOBJICHO HAJIN4NUe BOCIIPUUMUYUBOCTH K
aedennto wHruOuTopoM FGFR wmiam  BeposATHOCTM OTBETA HA HEro MyTeM OLEHKH
Ouonornyeckoro odpasua, NOJYYEHHOTO OT MALMEHTa, B OTHOLICHUH MPUCYTCTBUSI OJHOTO HIIU
Heckonbkux MyTaHTHbIX FGFR, B Tom umcne nmo mensweli mepe FGFR2-CCARI, npu stom
BBISIBJICHO NPUCYTCTBUE OJHOTO MU HecKoJNbkux MyTaHTHbIX FGFR, B ToM uncne no menblieit
mepe FGFR2-CCARI1. B onnom Bapumanrte ocyuiectsienuss naruoutop FGFR mpencrasnser
coboit spnadpuruHub.

[0070] B npaHHOM nOKyMeHTe packpeiTo npumeHenune wunruoutopa FGFR s
W3TOTOBJIEHUs JIEKAPCTBEHHOI'O Mpenapara AJs JIeYeHUs] XOJAHTMOKapLMHOMBI y MalllueHTa, Ie
y TalHMeHTa YCTAaHOBJIEHO HAJW4YME BOCIPHUUMYHMBOCTH K JeueHHto uHruoutopom FGFR wmmm
BEPOSITHOCTH OTBETa HAa HEro IyTeM OLEHKH OHMOJOrn4eckoro oOpasua, MOJYYEHHOrO OT
NalUeHTa, B OTHOLIEHUH IPUCYTCTBUS OIHOTO UK HecKonbkux MyTaHTHbIX FGFR, B ToM uncne
no menbiuel mepe FGFR2-CCARI1, nipu 3TOM BbISIBJIEHO NPUCYTCTBUE OJHOTO MJIM HECKOJBKUX
myTaHTHbIX FGFR, B TOM umncne mo menbwieii mepe FGFR2-CCARI. B onHoM BapuaHTte

ocymectsineHust uaruourop FGFR npencrasisier coboii apraputunud.
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[0071] B omHOM BapuaHTe OCYIIECTBJICHHsI HACTOSINEro H300peTeHHss B crocodax
JICUCHUs] U TMYTAX NPUMEHEHHs, kak omucaHo B gaHHOM nokymeHTe, FGFR2 ¢ SNP C383R
mokeT ObITh 3amMeHeH Ha cnuTbli FGFR FGFR2-KIAA1598.

[0072] B naHHOM MOKYMEHTE pPACKPBITHI CIIOCOOBI JIEUEHUS XOJAHTHOKAPLIMHOMBI Y
NAaLMEeHTa, BKIIIOYAIOIINE OLEHKY OHOJOornyeckoro odpasna OT NalUeHTa B OTHOIIEHWU
NPUCYTCTBHUSI ONHOrO WM Heckonbkux MyTaHTHbIXx FGFR, B TOM 4ymcne mo meHblueil mepe
FGFR2-KIAA1598; u neuenne manmenta uarnoutropom FGFR, eciu B oOpasue npucyrcryer
onuH uiny Heckosbko MyTaHTHbIX FGFR, B ToM uncne no menbieit mepe FGFR2-KIAA1598. B
OHOM BapuaHTe ocyectnieHus: unruoutop FGFR npencrasnsier coboit spaagurunud.

[0073] B naHHOM JOKYMEHTE pPaCKPBITHI CIIOCOOBI JICYEHUS XOJAHTHOKAPLIMHOMBI Y
nanuenta, umeromero FGFR2-KIAA1598, Bxmowatomue Beenenune wuHruouropa FGFR
yYKa3aHHOMY MaLHeHTy. Y MalleHTa MOXKeT MMETbCS OJWH WJIM HECKOJBbKO JOTOJIHUTENbHBIX
myTtaHTHbIX FGFR. B onrOM BapuanTe ocymectsienust uarnounrop FGFR npencrasisier coboii
sprapuTHHUO.

[0074] B nanHoM nokymente packpbiT nHruOuTop FGFR nnst npumenenus npu iedeHun
XOJIAHTMOKapLUMHOMBI y marueHTa, umeromero FGFR2-KIAA1598. V nanmenTa MOXeT UMEThCs
OJIMH UJIM HECKOJIbKO AOMONHUTENbHbIX MyTaHTHBIX FGFR. B ogHOM BapuaHTe ocyliecTBieHus
unruourop FGFR npencrasnser codoit spnaputunmd.

[0075] B nmaHHOM JOKYMEHTe packpbito npuMeHeHune wunruOutopa FGFR B
W3TOTOBJIEHUU JIEKAPCTBEHHOI'O Mpernapara Jsl JIeUeHHUs XOJaHTMOKAPLMHOMBI Yy MallUeHTa,
nMmeroiero FGFR2-KIAA1598. VYV namueHta MOKET HMMETbCSI OOWH WA HECKOJBKO
nornonHuTenbHbIXx MyTaHTHBIX FGFR. B ogHom BapuanTe ocymecrsinenuss unaruourop FGFR
npencTasisierT codoit apaadpuTHHUO.

[0076] B nanHOM nokymente packpbiT nHruourop FGFR s npumenenus npu jedeHnn
XOJIAHTMOKAapLHOMBI y MALUEHTa, I7le Y NalMeHTa YCTAaHOBJICHO HAJIM4YNUe BOCIIPUUMUYUBOCTH K
aedennto wHruOuTopoM FGFR wmiam  BeposATHOCTM OTBETA HA HEro MyTeM OLEHKH
Ounonornyeckoro odpasua, MOJYyYEHHOTO OT MALMEHTa, B OTHOLICHWH MPHUCYTCTBUS OAHOTO MJIH
Heckonbkux MyTaHTHBIX FGFR, B ToM uncne no menseii mepe FGFR2-KIAA1598, npu stom
BBISIBJICHO NPUCYTCTBHE OJHOTO MU HeCKOJNbKUX MyTaHTHbIX FGFR, B TOM uncne no menblieit
mepe FGFR2-KIAA1598. B ogHom Bapuante ocymectsienns naruonrop FGFR nmpencrasnsier
coboit spnadpuruHub.

[0077] B paHHOM JOKYMEHTe packpeiTo npuMeHenne wuHruoutopa FGFR  nos
W3TOTOBJIEHUs JIEKAPCTBEHHOI'O Mpenapara AJs JIeYeHUs] XOJAHTMOKapLMHOMBI y MalllueHTa, Ie
y TalHMeHTa YCTAaHOBJIEHO HAJW4YME BOCIPHUUMYHMBOCTH K JeueHHto uHruoutopom FGFR wmmm
BEPOSITHOCTH OTBETa HA HEro IMyTeM OLEHKH OHMONOrnyeckoro oOpasma, MOJYYEHHOTO OT
NalUeHTa, B OTHOLIEHUH IPUCYTCTBUS OIHOTO UK HecKonbkux MyTaHTHbIX FGFR, B ToM uncne
no mesblueii Mepe FGFR2-KIAA1598, mpu 3TOM BbIBJIEHO NPUCYTCTBUE OAHOIO WM
Heckonbkux MyTaHTHbIX FGFR, B Tom uncne no meneieilt Mmepe FGFR2-KIAA1598. B ognom

Bapuante ocyectsieHus nHruoutop FGFR nmpencrasnser codoii spaapurunumd.
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[0078] B omHOM BapuaHTe OCYIIECTBJICHHSI HACTOSINEro H300peTeHHss B crocodax
JIEUCHUs] U TMYTAX NPUMEHEHHs, Kak omucaHo B naHHOM nokymeHte, FGFR2 ¢ SNP C383R
MokeT ObITh 3amMeHeH Ha cnuTelii FGFR DTWD2-FGFR2.

[0079] B naHHOM HNOKYMEHTE pPACKPBITHI CIIOCOOBI JIEUEHUS XOJAHTHOKAPLIMHOMBI Y
NAaLMEeHTa, BKIIIOYAIOIINE OLEHKY OHOJOornyeckoro odpasna OT NalUeHTa B OTHOIIEHWU
NPUCYTCTBHUSI OHOrO WM Heckosbkux MyTaHTHbIX FGFR, B ToMm uucne mo meHbiueil mepe
DTWD2-FGFR2; u neuenune manuenra uaruobutropom FGFR, ecnn B oOpasue mpucyTcTByer
OonUH Wik Heckosbko MyTaHTHbIX FGFR, B Tom uncine nmo menbiieit mepe DTWD2-FGFR2. B
OHOM BapuaHTe ocyectsieHus uuruontop FGFR npexncrasisier coboi apnadutunmo.

[0080] B naHHOM HOKYMEHTE pPACKPBITHI CIIOCOOBI JICYEHHS XOJAHTHOKAPIIMHOMBI Y
nanuenta, wumeromero DTWD2-FGFR2, sxmouatromme BBeneHue wuHruomropa FGFR
yYKa3aHHOMY MaLHeHTy. Y MalleHTa MOXKeT MMETbCS OJWH WJIM HECKOJBbKO JOTOJIHUTENbHBIX
myTtaHTHbIX FGFR. B onnom Bapuante ocymecrsinenust uaruoutrop FGFR npencrasusier coboit
sprapuTHHUO.

[0081] B nanHoM nokymente packpbiT nHruOuTop FGFR nnst npumenenus npu iedeHun
XOJIAHTMOKAPUMHOMBI y manuenTta, umeromero DTWD2-FGFR2. V nanuenTa MoxeT UMeThCs
OJIMH UJIM HECKOJIbKO AOMOJHUTENbHbIX MyTaHTHbIX FGFR. B ogHOM BapuaHTe oCylecTBiIeHUs
unruourop FGFR npencrasnser codoit spnaputunmd.

[0082] B naHHOM JOKYMEHTe packpbito npuMeHeHune wunruOutopa FGFR B
W3TOTOBJIEHUU JIEKAPCTBEHHOI'O Mpernapara Jsl JIeUeHHUs XOJaHTMOKAPLMHOMBI Yy MallUeHTa,
nMmeroinero FGFR2- DTWD2-FGFR2. V maumeHta MOXET HMETHCS OOUH WIA HECKOJBKO
nornonHuTenbHbIx MyTaHTHBIX FGFR. B ogHom BapuanTe ocymectsinenus unruourop FGFR
npencTasisierT codoit apaadpuTHHUO.

[0083] B nanHOM nokymenTe packpsiT nHruourop FGFR s npumenenus npu nedeHnn
XOJIAHTHOKAapLUHOMBI y MALUEHTa, Ile Y NalUeHTa YCTAaHOBJICHO HaJu4ie BOCIPUUMYHUBOCTH K
aedennto wHruOuTopoM FGFR wmiam  BeposATHOCTM OTBETA HA HEro MyTeM OLEHKH
Ounonornyeckoro odpasua, MOJYyYEHHOTO OT MALMEHTa, B OTHOLICHWH MPHUCYTCTBUS OAHOTO MJIH
Heckonbkux MyTaHTHBIX FGFR, B Tom uncie mo mensweit mepe DTWD2-FGFR2, npu sTom
BBISIBJICHO NPUCYTCTBHE OJHOTO MU HeCKOJNbKUX MyTaHTHbIX FGFR, B TOM uncne no menblieit
mepe DTWD2-FGFR2. B onHom BapmanTe ocyuiectBienuss naruounrop FGFR mpencrasnsier
coboit spnadpuTuHub.

[0084] B pmaHHOM nOKyMeHTe packpeiTo npumeHenune wunruoutopa FGFR s
U3TOTOBJIEHUs] JIEKAPCTBEHHOI'O Mpernapara AJisl JIeHeHUs] XOJaHTMOKapLUHOMBI Y MallUeHTa, TAe
y TalHMeHTa YCTAaHOBJIEHO HAJW4YME BOCIPHUUMYHMBOCTH K JeueHHto uHruoutopom FGFR wmmm
BEPOSITHOCTH OTBETa HAa HEro IyTeM OLEHKH OHMOJOrn4eckoro oOpasua, MOJYYEHHOrO OT
NalUeHTa, B OTHOLIEHUH IPUCYTCTBUS OAHOIO WM HeCKOJbKUX MyTaHTHbIX FGFR, B ToM uncie
no Mesblueit Mepe DTWD2-FGFR2, npu 5TOM BBISIBJIEHO NPUCYTCTBUE OJHOTO WM HECKOJIBKUX
myTaHTHbIX FGFR, B TOoM uncne no menbwieii mepe DTWD2-FGFR2. B ogHoM BapuanTte

ocymecteneHust unruourop FGFR npexncrasisier codoii spaapurunumd.
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[0085] B omHOM BapuaHTe OCYIIECTBJICHHsI HACTOSIEro H300peTeHuss B crocodax
JIEUCHUs] U TMYTAX NPUMEHEHHs, Kak omucaHo B naHHOM nokymeHte, FGFR2 ¢ SNP C383R
MokeT ObITh 3aMeHeH Ha cnuTelii FGFR ESR2-FGFR2.

[0086] B naHHOM HNOKYMEHTE PAaCKPBITHI CIIOCOOBI JIEYEHUs XOJAHTHOKAPLMHOMBI Y
NAaLMEeHTa, BKIIIOYAIOIINE OLEHKY OHOJOornyeckoro odpasna OT NalUeHTa B OTHOIIEHWU
NPUCYTCTBHUSI OHOrO WM Heckosbkux MyTaHTHbIX FGFR, B ToMm uucne mo meHbiueil mepe
ESR2-FGFR2; u neuenne manuenta unaruouropom FGFR, ecnu B oOpasue npucyTcTByeT oguH
unn Heckobko MyTaHTHbIX FGFR, B Tom uuncne nmo menbineii mepe ESR2-FGFR2. B onnom
Bapuante ocyectsieHus: nHruouTop FGFR nmpencrasnsier codoii spaagurunud.

[0087] B naHHOM JOKYMEHTE pPACKPBITHI CIIOCOOBI JICYEHUS XOJAHTHOKAPIIMHOMBI Y
nanuenTa, umeromero ESR2-FGFR2, sximtouaromue Benenue naruoutopa FGFR ykazanHomy
nanueHty. Y nanueHTa MOXXeT MUMETbCs OJUH HJIM HECKOJbKO JOMOJHHUTENbHBIX MYTaHTHBIX
FGFR. B omgHom Bapumante ocymecteienusi uaruobutop FGFR mnpencrasmser coboi
sprapuTHHUO.

[0088] B nanHoM nokymente packpbiT uHruOuTop FGFR nnst mpumenenns npu nedeHun
XOJIAaHTUOKapUMHOMBI y nanuenTta, umeromero ESR2-FGFR2. V nanuenTa MmokeT UMEThCs1 OTUH
WIM HECKOJIbKO JAOMOJHUTENbHbIX MyTaHTHbIX FGFR. B onHOM BapuaHTe OCYIIECTBJIEHMS
unruourop FGFR npencrasnser codoit spnaputunmd.

[0089] B nmaHHOM JOKyYMeHTe packpbito npuMeHeHune wuHruoutopa FGFR B
W3TOTOBJIEHUU JIEKAPCTBEHHOI'O Mpernapara Jsl JIeUeHHUs XOJaHTMOKAPLMHOMBI Yy MallUeHTa,
umeroiero ESR2-FGFR2. V nanuenTa MOkeT UMETbCSl OAMH WA HECKOJIBKO JAOMOJHUTEIbHBIX
myTtaHTHbIX FGFR. B onnom Bapuante ocymiectsnenust uaruourop FGFR npencrasnsier coboit
spaadutTuHNO.

[0090] B nanHOM nokymenre packpsiT nHruourop FGFR s npumenenus npu nedeHnn
XOJIAHTHOKAapLUHOMBI y MALUEHTa, I7le Y NalUeHTa YCTAaHOBJICHO HAJIN4NUe BOCIIPUUMUYUBOCTH K
aeyennto wHrHOuTopoM FGFR wmnam  BeposTHOCTH OTBETA Ha HEro NyTeM OLIEHKH
Ouonornyeckoro odpasua, MOJYyYEHHOrO OT MALMEHTa, B OTHOLICHUH MPHUCYTCTBUS OAHOTO MJIH
Heckonbkux MyTaHTHbIX FGFR, B Tom uncie mo menpiedi mepe ESR2-FGFR2, mpu stom
BBISIBJICHO NPUCYTCTBUE OJHOTO MU HecKoJNbkux MyTaHTHbIX FGFR, B ToM uncne no menblieit
mepe ESR2-FGFR2. B ognom BapuanTte ocyiectieHus: naruoutop FGFR npencrasnsier coboit
sprapuTHHUO.

[0091] B pmaHHOM nOKyMeHTe packpeiTo npumeHenune wunruoutopa FGFR s
W3TOTOBJIEHUs JIEKAPCTBEHHOI'O Mpenapara AJs JIeYeHUs] XOJAHTMOKapLMHOMBI y MalllueHTa, Ie
y TaIMeHTa YCTAaHOBJIEHO HAaJM4YMe BOCIPUMMYHUBOCTH K JieueHHro uHruouropom FGFR wmmm
BEPOSITHOCTH OTBETa HAa HEro IyTeM OLEHKH OHMOJOrn4eckoro oOpasua, MOJYYEHHOrO OT
NalUeHTa, B OTHOLIEHUH IPUCYTCTBUS OIHOTO UK HecKobkux MyTaHTHbIX FGFR, B ToM uncne
no menbinell mepe ESR2-FGFR2, npu 3TOM BBIABIEHO MPUCYTCTBHE OJHOTO WJIM HECKOJBKUX
myTaHTHbIX FGFR, B Tom uncne no menbineii Mepe ESR2-FGFR2. B opHoM BapuaHTte

ocymecteineHust unruourop FGFR npencrasisier coboii apraputunud.
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[0092] B omHOM BapuaHTe OCYINECTBJICHHsI HACTOSINEro H300peTeHHss B crocodax
JIEUCHUs] U TMYTAX NPUMEHEHHs, Kak omucaHo B naHHOM nokymeHte, FGFR2 ¢ SNP C383R
MokeT ObITh 3amMeHeH Ha cnuThli FGFR FGFR2-MGEAS.

[0093] B naHHOM MOKYMEHTE pPaCKPBITHI CIIOCOOBI JIEUEHUS XOJAHTMOKAPLIMHOMBI Y
NALMEeHTa, BKIIIOYAKOIINE OLEHKY Ouosormdeckoro obpasma OT MNalueHTa B OTHOLICHUH
NPUCYTCTBHUSI OHOrO WM Heckosbkux MyTaHTHbIX FGFR, B ToMm uucne mo meHbiueil mepe
FGFR2-MGEAS; u neuenne naumenra unruouropom FGFR, ecim B obpasue mpucyrcrByer
onuH umi Heckosbko MyTaHTHbIX FGFR, B ToM uncne no mensineii mepe FGFR2-MGEAS. B
OHOM BapuaHTe ocyectsieHus uuruontop FGFR npexncrasisier coboii apradutunud.

[0094] B naHHOM JOKYMEHTE pPaCKPBITHI CIIOCOOBI JICYEHUS XOJAHTHOKAPIIMHOMBI Y
nanuenta, wumeromero FGFR2-MGEAS, Bxmouaromue BeeneHne uHruomropa FGFR
yKa3aHHOMY MalWeHTy. Y MalMeHTa MOKET UMETbCS OAMH WM HECKOJIbKO JOIMOJHUTENbHbIX
myTtaHTHbIX FGFR. B onHom Bapuante ocymectsinenns naruoutop FGFR npencrasmisier codoii
sprapuTHHUO.

[0095] B nannoM nokymente packpbiT nHruOuTop FGFR nnst npumenenus npu edeHun
XOJIAHTMOKAapUMHOMBI y manueHTa, umeromero FGFR2-MGEAS. V nmanmnenTa MOXeT UMEThCs
OJIMH UJIM HECKOJIbKO AOMOJHUTENbHbIX MyTaHTHbIX FGFR. B ogHOM BapuaHTe oCylecTBiIeHUs
unruourop FGFR npencrasnser codoit spnaputunmd.

[0096] B nmaHHOM JOKYMEHTe packpbito npuMeHeHne wunruOutopa FGFR B
W3TOTOBJIEHUU JIEKAPCTBEHHOI'O Ipemnapara sl JeUeHUs XOJAaHTMOKAPLMHOMBI Yy MallUeHTa,
nMmeroero FGFR2-MGEAS. VYV  namueHta MOXKET HWMETbCI OOWH WM HECKOJIBKO
nornonHuTenbHbIXx MyTaHTHBIX FGFR. B ogHom BapuanTe ocymecrsinenuss unaruourop FGFR
npencTasisierT codoit apaadpuTHHUO.

[0097] B nanHOM nokymente packpbiT nHrubutop FGFR nns npumenenus npu nedeHnu
XOJIAHTHOKAapLUHOMBI y MALUEHTa, I7le Y NalUeHTa YCTAaHOBJICHO HAJIN4NUe BOCIIPUUMUYUBOCTH K
aedennto wHruOuTopoM FGFR wmiam  BeposATHOCTM OTBETA HA HEro MyTeM OLEHKH
Ouonornyeckoro odpasua, MOJyYeHHOrO OT MALUEHTa, B OTHOLICHUHU MPUCYTCTBUS OJHOTO U
Heckobkux MyTaHTHbIX FGFR, B Tom uncne no menbiieit mepe FGFR2-MGEAS, npu stom
BBISIBJICHO NPUCYTCTBHE OJHOTO MU HeCKOJNbKUX MyTaHTHbIX FGFR, B TOM uncne no menblieit
mepe FGFR2-MGEAS. B ogHoMm BapuanTe ocyuiectienuss uaruourop FGFR npencrasnser
coboit spnadputuHub.

[0098] B pmaHHOM nOKyMeHTe packpeiTo npumeHenune wunruoutopa FGFR s
W3TOTOBJIEHUs JIEKAPCTBEHHOI'O Mpenapara AJs JIeYeHUs] XOJAHTMOKapLMHOMBI y MalllueHTa, Ie
y TalHMeHTa YCTAaHOBJIEHO HAJW4YME BOCIPHUUMYHMBOCTH K JeueHHto uHruoutopom FGFR wmmm
BEPOSITHOCTH OTBETa HA HEro IyTeM OLEHKH OHMOJOrH4eckoro oOpasma, MOJYYEHHOrO OT
NalUeHTa, B OTHOLIEHUH IPUCYTCTBUS OIHOTO UK HecKonbkux MyTaHTHbIX FGFR, B ToM uncne
no mesbluell Mepe FGFR2-MGEAS, npu 3TOM BbIAIBJIEHO MPUCYTCTBUE OJHOTO MJIM HECKOJIBKUX
myTaHTHbIX FGFR, B TOoM umncne mo menbumein mepe FGFR2-MGEAS. B ogHOoM BapuaHTte

ocymectsineHust uaruourop FGFR npencrasisier coboii apraputunud.
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[0099] B omHOM BapuaHTe OCYIIECTBJICHHsI HACTOSIIEro H300peTeHuss B crocodax
JIEUCHUs] U TMYTAX NPUMEHEHHs, Kak omucaHo B naHHOM nokymeHte, FGFR2 ¢ SNP C383R
mokeT ObITh 3ameHeH Ha cnuTbli FGFR FGFR2-SBNO2.

[00100] B nmaHHOM JOKyMEHTE PACKpPBITBHI CIIOCOOBI JIEUEHUS] XOJAHTHOKAPLIMHOMBI Y
NAaLMEeHTa, BKIIIOYAIOIINE OLEHKY OHOJOornyeckoro odpasna OT NalUeHTa B OTHOIIEHWU
NPUCYTCTBUSI ONHOro Wiu Heckonbkux MyTaHTHbIX FGFR, B ToMm uncie mo mesblueil mepe
FGFR2-SBNO2; u neuyenne naumenra nHrubutopom FGFR, ecnun B oOpasue mpucyTcrByer
onuH unu Heckoibko MyTaHTHBIX FGFR, B ToM uncne mo mensineit mepe FGFR2-SBNO2. B
OHOM BapuaHTe ocyectsieHus uuruontop FGFR npexncrasisier coboi apnadutunmo.

[00101] B nmaHHOM JOKyMEHTE PACKpPBIThI CIIOCOOBI JICUEHUsS] XOJAHTHOKAPLIMHOMBI Y
nanuenta, wumeromero FGFR2-SBNO2, sBkirovaromme BBenenwe wuHruouropa FGFR
yYKa3aHHOMY MaLHeHTy. Y MalleHTa MOXKeT MMETbCS OJWH WJIM HECKOJBbKO JOTOJIHUTENbHBIX
myTtaHTHbIX FGFR. B onHom Bapuante ocymectsienust uaruounrop FGFR npencrasnsier coboii
sprapuTHHUO.

[00102] B nanHOM pokymeHTe packpeliT uHruOutop FGFR nns npumenenus mpu
JICYCHUHN XOJAHTMOKapUUHOMBI y manuenta, uMmeromero FGFR2-SBNO2. V mammenta mosker
UMETBbCSl OJMH WJIM HECKOJBKO JomoiHuTenbHbIX MyTaHTHRIX FGFR. B opgHoM BapuanTte
ocymectenenust unruourop FGFR npencrasisier coboii apraputunud.

[00103] B nmaHHOM pAOKyMeHTe packpbito npumeneHune wuHruouropa FGFR B
W3TOTOBJIEHUU JIEKAPCTBEHHOI'O Mpernapara Jsl JIeUeHHUs XOJaHTMOKAPLMHOMBI Yy MallUeHTa,
umeromero FGFR2-SBNO2. V' nanueHta MOXeT MMETbCA OJWH WJIM  HECKOJIBKO
nornonHuTenbHbIx MyTaHTHBIX FGFR. B ogHom BapuanTe ocymectsinenus unruourop FGFR
npencTasisierT codoit apaadpuTHHUO.

[00104] B nmamnom nokymeHnte packpbiT uHrnobutop FGFR nns mpumenenus mpu
JICYEHUU XOJIAHTMOKAPLMHOMBI Yy TALMEHTa, TIAe Yy TNalueHTa YCTAHOBJIEHO Halu4due
BOCTIPUMMYHBOCTH K JiedeHnto MHruOuTopoM FGFR wnm BeposTHOCTH OTBETa Ha HEro MyTeM
OLIEHKH OHMOJIOrHYecKoro o0pasia, MOJYYeHHOrO OT MAIMeHTa, B OTHOIICHWU MPUCYTCTBHS
onHOro mwiu Heckonbkux MyTaHTHbIX FGFR, B Tom uncne no mensineii Mepe FGFR2-SBNO2,
IIPU 3TOM BBISIBJIEHO NIPUCYTCTBHE OJHOrO MM HecKonbkux MyTaHTHBIX FGFR, B TOM uncne no
menbiieit Mepe FGFR2-SBNO2. B ognom Bapuante ocymectieHuss uHruoutop FGFR
npeacTasisier coooit spnapuTuHus.

[00105] B pmanHOM #OKyMeHTe packpbiTo mpuMeHenne wunruouropa FGFR s
W3TOTOBJIEHUs JIEKAPCTBEHHOI'O Mpenapara AJs JIeYeHUs] XOJAHTMOKapLMHOMBI y MalllueHTa, Ie
y TalHMeHTa YCTAaHOBJIEHO HAJW4YME BOCIPHUUMYHMBOCTH K JeueHHto uHruoutopom FGFR wmmm
BEPOSITHOCTH OTBETa HAa HEro IyTeM OLEHKH OHMOJOrn4eckoro oOpasua, MOJYYEHHOrO OT
NalUeHTa, B OTHOLIEHUH IPUCYTCTBUS OIHOTO UK HecKobkux MyTaHTHbIX FGFR, B ToM uncne
no meHbiuel mepe FGFR2-SBNO2, npu 5TOM BbISBIEHO NPUCYTCTBUE OAHOTO MJIM HECKOJIbKUX
myTaHTHbIX FGFR, B TOM umncne mo messineii Mepe FGFR2-SBNO2. B onHoMm BapuaHTe

ocymecteneHust unruourop FGFR npexncrasisier coboii apaadgurunud.
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[00106] B omHOM BapwaHTe OCYILIECTBJICHHS HACTOSIIEr0 H300peTeHHs B Crocodax
JIEUCHUs] U TMYTAX NPUMEHEHHs, Kak omucaHo B naHHOM nokymeHte, FGFR2 ¢ SNP C383R
MokeT ObITh 3aMeHeH Ha myTannto FGFR FGFR2 C390>YS.

[00107] B nmaHHOM JOKyMEHTE PACKpPBITBI CIIOCOOBI JIEUEHHUS] XOJAHTHOKAPLIMHOMBI Y
NAaLMEeHTa, BKIIIOYAIOIINE OLEHKY OHOJOornyeckoro odpasna OT NalUeHTa B OTHOIIEHWU
NPUCYTCTBHUSI OHOrO WM Heckosbkux MyTaHTHbIX FGFR, B ToMm uucne mo meHbiueil mepe
FGFR2 C390>YS; u neuenne nauumenta uaruouropom FGFR, ecnu B oOpasue npucyrcTyer
onuH wnn Heckonbko MyTaHTHEIX FGFR, B Tom uncne mo menbiieit mepe FGFR2 C390>YS. B
OHOM BapuaHTe ocyectsieHus uuruontop FGFR npexncrasisier coboi apnadutunmo.

[00108] B nmaHHOM JOKyMEHTE PaCKpPBITHI CIIOCOOBI JICUEHHs] XOJAHTHOKAPLIMHOMBI Y
nanuenta, umeromero FGFR2 C390>YS, sxmouaromume BBeneHue wuHruouropa FGFR
yYKa3aHHOMY MaLHeHTy. Y MalleHTa MOXKeT MMETbCS OJWH WJIM HECKOJBbKO JOTOJIHUTENbHBIX
myTtaHTHbIX FGFR. B onHom Bapuante ocymectsinenns naruoutop FGFR npencrasmisier codoii
sprapuTHHUO.

[00109] B nanHOM pokymeHTe packpeliT uHruOutop FGFR nns npumenenus mpu
JICYCHUH XOJAHTHMOKApLUUHOMBI y marnuenTa, umeromero FGFR2 C390>YS. V mammenta moxer
UMETBbCSl OJIMH WM HECKOJIbKO JOMOJHUTeNbHbIX MyTaHTHBIX FGFR. B opHoM BapuanTte
ocymectenenust unruontop FGFR npencrasnsier codoii apaaguruaud.

[00110] B nmaHHOM pgOKyMeHTe packpbito mnpumeneHune wuHruouropa FGFR B
W3TOTOBJIEHUU JIEKAPCTBEHHOI'O Mpernapara Jsl JIeUeHHUs XOJaHTMOKAPLMHOMBI Yy MallUeHTa,
nMmeromero  FGFR2 (C390>YS. V mammeHTta MOXKET HMETbCSI OOUH MM HECKOJIBKO
nornonHuTenbHbIX MyTaHTHBIX FGFR. B ogHOM BapuanTe ocymiectBiaenus unruourop FGFR
npencTasisierT codoit apaadpuTHHUO.

[00111] B nmamnom nokymente packpbiT uHrunobutop FGFR nns mpumenenus mpu
JICYEHUU XOJIAHTMOKAPLMHOMBI Yy TMALMEHTa, IA€ Y MalMeHTa YCTAaHOBJIEHO HAJIUYHe
BOCTIPUMMYHMBOCTH K JiedueHut0 HHruoutopoM FGFR wnm BeposiTHOCTH OTBeTa Ha HEro myTem
OLIEHKH OHMOJIOrHYecKoro o0pasia, MOJYYeHHOrO OT MAIMeHTa, B OTHOIICHWU MPUCYTCTBHS
onHoro win Heckonabkux MyTaHTHbIX FGFR, B ToM uncne no menbuieit mepe FGFR2 C390>YS,
IIPU 3TOM BBISIBJIEHO MPUCYTCTBHE OJHOTO MM Heckonbkux MyTaHTHBIX FGFR, B ToM uncne no
menbmeir mepe FGFR2 C390>YS. B omnom Bapmante ocymectsieHusi uaruourop FGFR
npeacTasisier coooit spnapuTuHus.

[00112] B pmanHOM #OOKyMeHTe packpbiTo mnpuMeHenne wuHruoutopa FGFR s
U3TOTOBJIEHUs] JIEKAPCTBEHHOI'O Mpernapara AJisl JeUeHUsl XOJaHMMOKApLUHOMBI y MalleHTa, Ie
y TalHMeHTa YCTAaHOBJIEHO HAJW4YME BOCIPHUUMYHMBOCTH K JeueHHto uHruoutopom FGFR wmmm
BEPOSITHOCTH OTBETa HAa HEro IyTeM OLEHKH OHMOJOrn4eckoro oOpasua, MOJYYEHHOrO OT
NalUeHTa, B OTHOLIEHUH IPUCYTCTBUS OJIHOTO MM HECKOJIbKUX MyTaHTHBIX FGFR, B TOM uncie
no wmesblieli Mepe FGFR2 C390>YS, npu 5TOM BBISBIEHO MNPHUCYTCTBHE OJHOTO WIH
Heckonbkux MyTaHTHbIX FGFR, B Tom uncne no mensuieit mepe FGFR2 C390>YS. B ognom

Bapuante ocyectsieHus nHruoutop FGFR nmpencrasnser codoii spaapurunumd.
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[00113] B omHOM BapwaHTe OCYLISCTBJIICHHS HACTOSIIEr0 H300peTeHHs B Crocodax
JIEUCHUs] U TMYTAX NPUMEHEHHs, Kak omucaHo B naHHOM nokymeHte, FGFR2 ¢ SNP C383R
MoxkeT ObITh 3aMeHeH Ha myTao FGFR FGFR2 N549K.

[00114] B nmaHHOM JOKyMEHTE PACKpPBITBI CIIOCOOBI JIEUEHHs] XOJAHTHOKAPLIMHOMBI Y
NAaLMEeHTa, BKIIIOYAIOIINE OLEHKY OHOJOornyeckoro odpasna OT NalUeHTa B OTHOIIEHWU
NPUCYTCTBHUSI OHOrO WM Heckosbkux MyTaHTHbIX FGFR, B ToMm uucne mo meHbiueil mepe
FGFR2 N549K; u neuenne nauuenta naruonropom FGFR, ecnu B o0Opasie npucyTcTByer oauH
uian HeckoJibko MyTaHTHBIX FGFR, B Tom uncne nmo mensieir mepe FGFR2 N549K. B ogHOM
Bapuante ocyectsieHus: nHruouTop FGFR nmpencrasnsier codoii spaagurunud.

[00115] B nmaHHOM JOKyMEHTE PACKpPBIThI CIIOCOOBI JIUEHHUsS] XOJAHTHOKAPLIHHOMBI Y
nanuenTa, umeromero FGFR2 N549K, sxmouaromue BBenenue naruoutopa FGFR ykazanHomy
nanueHty. Y nanueHTa MOXXeT MUMETbCs OJUH HJIM HECKOJbKO JOMOJHHUTENbHBIX MYTaHTHBIX
FGFR. B omgHom Bapmante ocymecteienusi uaruobutop FGFR mnpencrasnser coboi
sprapuTHHUO.

[00116] B nanHoM npokymeHTe packpbiT uHruOuTOp FGFR nnms nmpumenenust mpu
JICYCHUHN XOJIAHTHOKapLUUHOMBI y marnueHTta, umeromero FGFR2 N549K. V nmaumnenta moxer
UMETbCSl OJMH WM HECKOJIbKO JOMOJHUTENbHbIX MyTaHTHbIX FGFR. B opHoM BapuanTte
ocymectenenust unruourop FGFR npencrasisier coboii apraputunud.

[00117] B nmaHHOM JAOKyMEHTE packpbiTo npuMeHeHne wuHruomropa FGFR B
W3TOTOBJIEHUU JIEKAPCTBEHHOI'O Mpernapara Jsl JIeUeHHUs XOJaHTMOKAPLMHOMBI Yy MallUeHTa,
nMmeromero  FGFR2 N549K. VYV mamueHTta MOXKET HWMETbCI OOWH WIM  HECKOJBKO
nornonHuTenbHbIXx MyTaHTHBIX FGFR. B ogHom BapuanTe ocymectsnenus unruoutop FGFR
npencTasisierT codoit apaadpuTHHUO.

[00118] B nmamnom nokymente packpbiT uHrubutop FGFR nns mpumeHenus mpu
JICYEHUU XOJIAHTMOKAPLMHOMBI Yy TMALMEHTa, IA€ Y MalMeHTa YCTAaHOBJIEHO HAJIUYHe
BOCTIPUMMYHMBOCTH K JiedeHut0 MHruOuTopoM FGFR mim BeposTHOCTH OTBETa Ha HErO MyTeM
OLIEHKH OHMOJIOrHYecKoro o0pasia, MOJYYeHHOrO OT MAIMeHTa, B OTHOIICHWU MPUCYTCTBHS
onHoro miu Heckonbkux MyTaHTHbIX FGFR, B ToMm uncne no menpieir mepe FGFR2 N549K,
IIPU 3TOM BBISIBJIEHO NIPUCYTCTBHE OJHOrO MM HecKonbkux MyTaHTHBIX FGFR, B TOM uncne no
menbmeii Mepe FGFR2 N549K. B opmnom Bapumante ocymectBieHuss uaruoutop FGFR
npeacTasisier coooit spnapuTuHus.

[00119] B pmanHOM pnoOKyMeHTe packpbiTo mnpuMeHenne wuHruoutopa FGFR s
W3TOTOBJIEHUs JIEKAPCTBEHHOI'O Mpenapara AJs JIeYeHUs] XOJAHTMOKapLMHOMBI y MalllueHTa, Ie
y TalHMeHTa YCTAaHOBJIEHO HAJW4YME BOCIPUMMYHUBOCTH K JieueHHro uHruouropom FGFR wmmm
BEPOSITHOCTH OTBETa HAa HEro IyTeM OLEHKH OHMOJOrn4eckoro oOpasua, MOJYYEHHOrO OT
NalUeHTa, B OTHOLIEHUH IPUCYTCTBUS OIHOTO UK HecKobkux MyTaHTHbIX FGFR, B ToM uncne
no Menbuiel Mepe FGFR2 N549K, npu 5TOM BbISIBJIEHO IMPUCYTCTBHE OJJHOTO WJIM HECKOJBKUX
myTaHTHbIX FGFR, B TOM umncne mo menbweii Mepe FGFR2 N549K. B onHom Bapuanrte

ocymectsineHust uaruourop FGFR npencrasisier coboii apraputunud.
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[00120] B ogHOM BapHuaHTe OCYIIECTBJICHHS OJIS MALIMEHTOB C XOJAHMMOKAPLIMHOMOM, B
YaCTHOCTH, TMAIMEHTOB C XOJAHTMOKAPLMTHOMOW Ha MO3JHEH CTaJud, UMEIOIIHUX 10 MEHbIIeH
mepe oxauH u3 MyTaHTHbIX FGFR, onucaHHBIX B JaHHOM JOKYMEHTE, IEMOHCTPHUPYIOIIUX
94acTOTy OOBEKTHBHOIO OTBETA, COCTAaBJIsieT MO MeHblueil mepe 15%, umu 20%, umu 25%, wim
30%, v 35%, v 40%, unu 45%, wiu 6omee 45%.

[00121] Crnocobsl onpenenenus u aHanusa myTanTtHeIXx FGFR, Takux kak, Hanmpumep,
FGFR2 ¢ SNP C383R, moryT ObITh BBINOJHEHbI C TPUMEHEHHUEM METOAMK, H3BECTHBIX
CIELUAIUCTY B JAHHON OOJACTH TEXHHMKH, M ONHCAHHBIX B JAHHOM JOKYMEHTE, TaKHX Kak
noJiIMMepas3Hast enHasi peakuusi ¢ ooparnoit tpanckpunimed (RT-PCR) win ruOpuamsanus in
situ, Takas kak QuyopecuentHas rubpumuzanus in situ (FISH). JlmarHocruyeckue TecTbl U
CKPUHUHTH OOBIYHO TPOBOAST B OTHOLIEHHMHM OHMOJOTMYEeCKOro obOpasua, BBIOPAHHOTO H3
00pa31oB OHONCUU OMyXOJH, O0Opa3sloOB KPOBU (BbIAEIeHHE W OOOTAIEHUE LUPKYIUPYIOLIIX
OIyXOJIEBBIX KJIETOK) MJIM KaK OMHMCAaHO B JAHHOM JOKYMeHTe Bbie. [Ipornecc ckpuamuHra Oyer
OOBIYHO MpeAyCMaTPUBATh NPSIMOE CEKBEHUPOBAHHE, AHAIN3 OJIMTOHYKJIEOTH/Ia HA MUKPOYHIIAX
WK CTIeUn(pUIeCKOe B OTHOIIEHUH MYTAaHTa AHTHUTEJNO.

[00122] IIpu ckpununre ¢ nomoupio RT-PCR yposenr mRNA B onyxonu oLeHUBaOT
nyreM co3ganuss cDNA-kommun mRNA, a 3arem ammmudukaunu cDNA ¢ nomomeo TTLP.
Croco0sr TTP-ammum¢pukanny, BbIOOp MpaiiMepoB U YCIOBHHA ISl aMIUTU(UKALA HU3BECTHBI
CHEHUAJIMCTyY B JaHHOH oOnactu. MaHUTyJSIUU ¢ HYyKJIenHOBO# kuciotod u I1LP nposoasT ¢
TIOMOIIBIO CTAHIAPTHBIX CIIOCOOOB, ONMUCaHHBIX, Hampumep, B Ausubel, F. M. et al., eds. (2004)
Current Protocols in Molecular Biology, John Wiley & Sons Inc. unu Innis, M.A. et al., eds.
(1990) PCR Protocols: a guide to methods and applications, Academic Press, San Diego.
Peakuun v MaHUMyJIALUH, TPEAYCMOTPEHHbIE METOAMKAMM, CBS3aHHBIMH C HYKJIEHHOBBIMU
KHCJIOTAMH, TakKyKe OMUCBHIBAIOTCS B Sambrook et al., (2001), 3" Ed, Molecular Cloning: A
Laboratory Manual, Cold Spring Harbor Laboratory Press. B kauecTBe ampTepHaTHBBI MOXKET
OBITh UCIIOJIB30BaH KOMMepUecku noctynHbiii Habop anst RT-PCR (Hanpumep, Roche Molecular
Biochemicals) wiun meronuka, onucanHas B nareHTax CoennnHenHbix IlltatoB Amepuku NeNe
4666828, 4683202, 4801531, 5192659, 5272057, 5882864 u 6218529 u BKIIOYEHHas B
HACTOSIIIUI JTOKYMEHT TOCPEICTBOM CChUIKH. [IprMepom mMeronuku ruOpuau3anuy in situ s
oueHkn skcnpeccnn MRNA sBisiercst ¢uyopecuenTHas rudpuamsauus in situ (FISH) (cwm.
Angerer (1987) Meth. Enzymol., 152: 649).

[00123] O6bryHO THOpHAM3aLHKS N Situ BKIIOYAET B ceOst CIEAYIONE OCHOBHBIE CTAIUH:
(1) ¢ukcaumro aHanmuzupyemoin Tkanu, (2) oOpaboTky obOpasma mepen THOpUIM3ALMEH IS
MOBBIMIEHHSI TOCTYITHOCTH LEJIEBON HYKJIEMHOBOW KHUCIIOTHI M JIJIsI CHIDKEHUST HeCTIeIM(UIECKOTro
cBsi3bIBaHUSA, (3) THOPUAM3ZAIMIO CMECH HYKJIEMHOBBIX KHCIOT C HYKJIEHHOBOW KHCIOTOW B
OMONOrNYecKoil CTPYKType MM TKaHU, (4) MPOMBIBKY TOCiIe TMOpUAM3ALMH IS YAAJIEHHS
(parMeHTOB HYKJIEHMHOBOW KHUCIOTBHI, HE CBS3aHHBIX Npu ruOpuausauuu, U (5) BBIABICHUE
rHOpUAN3HPOBAHHBIX (PPArMEHTOB HYKJIEMHOBOH KUCHIOTHI. Mcronb3yemble Al TaKux NyTen
NPUMEHEHUs 30HABl OOBIYHO METST, HalpuMep, C MOMOINBI PAJAMOH30TONOB WM

¢bayopecueHTHBIX penopTepoB. IIpenmnodrurenbHble 30HIBI SBISIOTCS TOCTATOYHO IJIMHHBIMH,
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Hanpumep, ot npudmmsutenbHo 50, 100 mwiu 200 Hykneotunos o npudmmsutenbHo 1000 wim
Oosplie HYKJIEOTHIOB, YTO IIO3BOJISIET OCYINECTBIATh CHEHM(PUUECKYI0 THOPHIU3ALHUIO C
LIEJIEBOM HYKJIEMHOBOM KHCIOTOW(-aMH) B cTporux yciaoBwsx. CTaHmapTHbIE CIIOCOOBI
nposenenust FISH omucanbl B Ausubel, F.M. et al., eds. (2004) Current Protocols in Molecular
Biology, John Wiley & Sons Inc and Fluorescence In Situ Hybridization: Technical Overview by
John M. S. Bartlett in Molecular Diagnosis of Cancer, Methods and Protocols, 2nd ed.; ISBN: 1-
59259-760-2; March 2004, pps. 077-088; Series: Methods in Molecular Medicine.

Mytauuu U CIAUSIHUSL ONMHCAaHbl B JAaHHOM JOKYMEHTE€ CO CCBUIKOM Ha STaJOHHYIO
nocienosarenbHocTh  cormacHo  NCBI  Reference  Sequence: NM 0001414 u  ee
COOTBETCTBYIOIYIO aMHUHOKHUCIOTHAs [TOCJIEA0BATEIbHOCTb.

FGFR2 C383R obo3nauaer mytaruo FGFR2, nmpu KoTOpoii IUCTENH B MOJIOKEHHH 383
3aMEHEH apTUHUHOM.

FGFR2 C390>YS onucsiBaer mytaimo FGFR2, mpu koTopoil HUCTEHH B MOJOKEHUU
390 3aMEeHEeH TUPO3UHOM U CEPUHOM.

FGFR2 N549K onuceBaer mytauuto FGFR2, npu kortopoli acnaparvd B MOJOKEHUU
549 3amMeHeH JTU3UHOM.

FGFR2-KIAA1598 sBnsercs ciaussanem S5'-FGFR2 (ex1-17)-KIAA1598 (ex7-15)-3' ¢
REARR-POS1 chr10:123242270-123242562 u REARR-POS2 chr10:118709031-118709262
umn ¢ REARR-POS1 chr10:123242809-123243080 u REARR-POS2 chr10:118710247-
118710599.

DTWD2-FGFR2 sBnsiercsa cnusinuem S'-DTWD2(ex1)-FGFR2(ex18)-3' ¢ REARR-POS1
chr10:123242450-123242723 u REARR-POS2 chr5:118322151-118322550.

ESR2-FGFR2 sBnsiercsa cnusaueMm 5'-ESR2 (ex1-3)-FGFR2 (ex18)-3' ¢ REARR-POS1
chr10:123239893-123240042 u REARR-POS2 chr14:64740210-64740315.

FGFR2-MGEAS5 sBnserca cinusaueM 5'-FGFR2(ex1-17)-MGEAS5(ex11-16)-3' ¢
REARR-POS1 chr10:123241032-123241358 u REARR-POS2 chr10:103557129-103557439.

FGFR2-BICC1 sBnserca cnusiuuem S'-FGFR2(ex1-17)-BICC1(ex3-21)-3' ¢ REARR-
POST1 chr10:123242218-123242771 u REARR-POS2 chr10:60445416-60445560.

FGFR2-SBNO2 sBnsiercs cnusaueMm S'-FGFR2(x18) - SBNO2(x19-32)-3° ¢ REARR-
POST1 chr10:123240725-123240921 u REARR-POS2 chr19:1113573-1113710.

IMPUMEPHI

1) JleueHye DALIMEHTOB C XOIAHTUOKAPIIMHOMOMN

[0124] TlpoBoamnu KIMHUYECKOE HCCIEAOBAHUE, B KOTOPOE BKJIFOYUAIU MALMEHTOB B
BOo3pacTe >18 jer ¢ CONMMIHBIMU OMyXOJISIMH Ha TO3JHEW CTaAuH, JUIsl KOTOPBIX CTaHAAapTHas
neueOHas Tepanusi Oonbine He Obuta 3 dextuBnoit (NCT01703481; 4 yacTu UCCIEAOBAHMUS).

IToBbimenne no3bl (4acTh 1, BCe yYaCTBYIONIME) CIIENOBANIO cxeme 3+3, mpu 3TOM
MAIUEHTHI MOJTyYalid BO3pacTaromue 1036l dpaaduruanda B kogudectse 0,5, 2, 4, 6, 9 u 12 mr
QD (21-gHeBHBIE ITUKJIBI).

ITocne moBbIEeHUsT CYyTOYHON A03bI (YacTh 1) Tak»Ke OLIEHUBAJIH JIBE MPEPHIBUCTHIEC TO3bI

B kojmmuectse 10 u 12 mr, nmpenycmarpuBaroiiue 7 nHeli ¢ BBeneHuem/7 nHeit 6e3 BBeneHus (28-
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THEBHBIE LIUKJIIBI).

IMocnenyromue wactu (wactu 2-4) TpeOoBamm HAIUYUS 3aJOKYMEHTHPOBAHHOTO
noJyioskuteibHOTro B oTHOmeHuu FGFR-0nomapkepa 3abosnesanus.

Yacts 2 (papmakoguHaMudeckasi KOropTa, BCe Y4acTBYIOINME) U 4acTh 3 (KOropra ¢
paclIMpeHreM J03bl IJisi peKOMeHayeMoi no3bl a3l 2, cocTaBisiromei 9 mr QD, ¢ Hanmuunem
XOJIAHTHOKAPIIMHOMBI B IOTIOJTHEHUE K APYTHM BHJIAM PaKa):

- OIYXOJIM IOJDKHBI ObLTH npencTaBisaTh coboit KRAS mukoro tuma m npenycmarpuBaTh
moboe u3 cienyrouero: ammunpukaunu FGFR, akruupyromue myratmu FGFR, Tpancnokaumn
FGFR unu apyrue Hapymenus akrusaunu FGFR.

Yacte 4 (koropra ¢ pacHIMpeHHEM A03bI JJISi MPEPBIBUCTO BBOAMMOW 1103bl 10 Mr, ¢
HAJIMYUEM XOJIAHTHOKAPIITHOMBI B IOTIOJTHEHUE K IPYTUM BHIIAM Paka):

- OMYXOJIU JTOJUKHBI OBLTH XapaKTepU30BaThCs akTUBHPYOUUMHA MyTanusiMu FGFR wmn
TpaHcnokanusamu FGFR.

Cepuiinbie 00pa3ipl KPOBH COOHMpaNU Uil M3MEPEHHsI KOHLEHTpauuu spraduHuTHda B
Tu1a3Me KpoBH B HacTsx 1 u 2. Beibopouno orOupaembie oOpasubl coOupanu B 4acTsx 3 u 4.

PE3VJIbTATBI

Onunnanuare nanueHToB ¢ FGFR-aGeppanTHOl XOJaHMHOKapUUHOMOM mosydanu 9 mr
OnuH pa3 B eHb (n=1, yactsb 3) wim 10 mr npepoiBrcto (n=10, yacTs 4).

U3 11 naumentos: 3 (27,3%) umenu mytauuu FGFR u 8 (72,7%) nMmenu TpaHCIOKALIUH.

MennaHHast TPOJOJDKUTENBHOCTD JIEUEHHsI COCTaBIIsIA 5,3 Mecsina (B aAuamnasoHe ot 1 1o
16 mecsines).

MennuaHHOE YMCIIO IIUKJIOB, KOTOPOE MOJyYasld MallMeHThl, COCTABIUIO O (B IUanma3oHe
ot 2 no 17).

BosbMHCTBO manueHToB nony4dain >6 uukioB (8/11; 72,7%), B Tom uucie 4 (36,4%)
NOJTy4asu >9 [UKJIOB.

CucremHoe BO3JeHCTBHE dpaaduTHHHOA Y MALMEHTOB C XOJAHTHOKAPLMHOMON OBLIO
CXOIHbIM C TaKOBbIM y TMAaLHUEHTOB CO BCEMH JPYI'MM PAKOBBIMH MOKAa3aHUSAMU B 3TOM
HCCJIEZIOBAHUH.

N3 3 vactuunbix orBeroB | manuent umen mytauuto FGFR (FGFR2 C383R), a 2 umenu
tpancnokaiuu FGFR (cnusaus FGFR2-BICC1 [n=1] u FGFR2-CCARI1 [n=1]).

OOwmmii ypoBeHb KOHTpOJII 3a0OJI€BaHUS, BKJIOUAs CTa0WIM3aLMIO 3a00JeBaHUs,
cocraBysit 54,5% (6/11).

[Tpu MeanaHHOM TIEpUOJE MOCIEAYIOIUX HAOMOACHNUH, COCTABIISIFOIIEM 5,5 MECSILIEB:

MenuanHasi IpOAO/DKUTEIBPHOCTh OTBeTa cocraBisiia 11,4 mecsma (95% CI, 9,9-12.9
MECSIIIEB),

MennaHHasi BBDKUBAEMOCTh Oe3 mporpeccupoBaHus cocrasisuia 5,1 mecsaua (95% CI ot
1,6 no 11,8 mecsies)

- TIOKa3aTeNu 0- U 9-MeCSIMHON BBKMBAEMOCTH 0€3 MPOrpecCHpOBaHUs COCTaBISLIN 36%
U 24% COOTBETCTBEHHO;

Ha naty mpekpamenusi cOopa JaHHBIX | MalUEHT MPOAOJDKAET JIEYCHHE B paMKax
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UCCJIeIOBAHMSL.

YacTora 00BEKTHBHOTO OTBETa COCTaBIsLIA 27,3% Npy MEeAUAaHHON MPONOJKUTEIBHOCTH
oreBera 11,4 mecsna s spaapurunuba B xonuuectBax 9 mr QD mnu 10 Mr mpepbiBHCTO B
JAHHOHN IpyIIe, MOJy4YaBIIEH MHTEHCUBHOE IPENBAPUTENILHOE JICYEHUE, NMPUYEM BCE OTBETHI
HaOJIF01aTIMCh AJIS TIOCJIEAHEN CXEeMbl BBEICHUS 103bL.

YpoBeHb KOHTPOJIs 3a00seBaHust cocTaBisi 54,5%.

Jannble o Oe3omacHoctn u PK cooTBeTcTBOBaNM MaHHBIM paHee OIMyOJHMKOBAaHHBIX
pesynbratoB yactu 1 storo uccnenosanus (Tabernero J, et al: J Clin Oncol 33:3401-3408,
2015).

2) JleueHu€e NALMEHTOB C XOJAHTHMOKAPLIMHOMOM

UccnenoBanne  ayisi  OueHKH — kiuHH4Yeckor — addexrmBHOCTH  JNJ-42756493
(opnadurrHMOA) NS SBISIOMINXCS YPOKEHLAMU A3HHM YYaCTHUKOB C HEMEJKOKJIETOYHBIM
pakoM JIETKOrO Ha TO3QHEH CTaguM, pPakoM YpOTENWs, pakoM [MHUINEBONA  HIIU
xonanruokapaomoi (NCT02699606; LUC2001).

LUC2001 mpencrasisier co0OW OTKPHITOE MHOTOLIEHTPOBOE HccienoBaHue ¢asbl 2a,
BKJIFOYAOIIEE MALMEHTOB C XOJAHTHMOKapIMHOMON Ha mo3aHel craguu ¢ m3menenusimu FGFR
ucxons u3 recrupoanust FoundationOne, 1t KOTOpBIX XOTs Obl | mpeaBapuUTEIbHOE CHCTEMHOE
aeyeHne sBISUIOCH Hed(pGekTuBHbIM. OCHOBHOW KOHEYHOW TOUYKOH SIBJISETCSI HYacTOTa
oowextuBHOrO oTBeTa (ORR; Mo Kpurepusm ouenkn orsera B comunHbix onyxoisix (RECIST)
Bepcun 1.1). BTOpOCTenEHHBIMH KOHEYHBIMH TOYKAMH SIBJSIFOTCS YPOBEHb KOHTPOJIS
3abonesannst (DCR), Ge3onmacHOCTh U papMakOKHMHETHKA. 3a00JIeBAaHUE OLICHUBAETCS KaXable 8
Henenb 10 mporpeccupoBaHusi 3adoneBanusi (PD). YyacTHUKM TOMy4arOT HAa4YalbHYIO IO3Y
spaaduTuHNOa, COCTABIAIONMYIO 8 MI' OIMH pa3 B A€Hb, C BO3MOYKHOCTBIO TIOBBILICHUS 10 9 MT B
TeueHne 28-mHeBHOro mwukia. Jlo3a mpemapata MokeT ObITh H3MEHEHA, OTCPOYEHA HIIH
IpeKpalleHa Ha OCHOBAaHUH YKa3aHUH B IPOTOKOJIE.

Kpurepuu BximroyeHus:

[TaTONOrMYEeCKH WM LUTOJOTHYECKH TOATBEP)KICHHbIE HAXOASALIMECS Ha TO3JHEH
CTaguu WM pedpakTepHble ONMyXoyu (He UMEEeTCs OrpaHMYeHHN Ha oOliee KOJIMYECTBO JIMHUM
NPEAIIECTBYIOIIUX BUAOB TEPAIHMH, HO YYaCTHUK IOJDKEH ObLT MOJNYYUTh XOTA Obl 1 JIUHHIO
NPOTHBOPAKOBOW TEepamuy [COTJIACHO MECTHOMY CTAaHIAPTy JICUEHHs|): IUIOCKOKJIETOUHBIA H
HETJIOCKOKJIETOUHBINH HeMeNKOKJeTouHbl pak jierkoro (NSCLC), pak nmumeBona, pak ypoTemHs
U XOJIAHTMOKAPIIHHOMA.

VYYacTHUKH JTOJDKHBI COOTBETCTBOBATH CIIEAVIOIIMM  MOJIEKYJIIPHBIM ~ KPUTEPUM
BKJIFOUEHUS (IUarHOCTUPOBAHBI B LEHTPAILHOW MM MECTHOH JJa0OpPaTOpUHU C UCIIOJIB30BAHUEM
1r000ro aHamM3a Ha OCHOBE OMYXOJIEBOH TKAHH, KOTOPBIN AOJDKEH YKa3bIBATh: XOTs Obl HA OTHO
U3 CJIEAYIOIIEro): a) TPaHCIOKAINMK reHa perentopa ¢gakropa pocta GudpodiacroB (FGFR), b)
mytaimu reHa FGFR, koTopele CUMTAOTCS aKTUBHPYIOLIUMH, C) YYaCTHHKH C TPHU3HAKAMH
akTuBanmu curainbHoro nytd FGFR wnm apyroii moTreHumanbHOM MUIIEHH/ CUTHATIBHOTO MYyTH,
UHTUOUPYEMBIX 3pAadUTHHHOOM, TAKKE MOTYT PACCMAaTPHUBATHCS U IOMYCKATHCS K BKIFOUEHHIO,

€CJI1 5TO MOATBEPKAACTCA HOBbIMU NAHHBIMU B OTHOIICHHUN 61/10Map1<ep013.
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Hannume nopnaromerocs m3MepeHUro 3a0ofieBaHHMs B COOTBETCTBHU ¢ Kpurepusimu
oueHkn otBera B conuaHbix omyxonsix (RECIST, Bepcun 1.1) M 3a10KyMEHTHPOBAHHOTO
nporpeccupoBanust 3aboneBanus B coorBercTBuu ¢ ompeneneHueM RECIST (Bepcum 1.1) Ha
HCXOJTHOM YPOBHE.

ITokazaTenr (YHKIMOHAJIBHOIO CTaTyca COrjacHo BocTouHON KoomepaTuBHOM
onkogyiorndeckoii rpynmne (ECOQG), cocrapmsromuii O nim 1.

V4aCTHUKH JKEHCKOro mnoja (C AeTOPOAHBIM MOTEHLHAJIOM U CEeKCYaJbHO aKTHUBHBIE) U
YYACTHHKH MY’KCKOTO MoJia (C mapTHEPOM C JAETOPOIHBIM MOTEHIHAJIOM) AOJUKHBI MPUMEHSTh
npueMjieMble C MEIULMHCKON TOYKHU 3PEHUsI CPENCTBA KOHTpPALCTILUU. YYAaCTHUKH MY)KCKOTO
Nojia JIOJDKHBI HCIIOJIb30BaTh BBICOKOA((EKTUBHBIE CPEACTBA KOHTPALENLUUH, KOTAa OHH
CEKCyaJIbHO aKTHBHBI, U HE JOJDKHBI CIaBaTh CIIEPMY .

JloctaTouHasi pyHKIUsSI KOCTHOTO MO3Ta, TIEYeHH U TIo4YeK B TedeHue 14 mHeit no 1-ro gHs
1-ro uMKsa BIUIOTh 10 NpeABapUTEIbHON 103k 1-r0 HUKIA.

Kpurepuii uckimodeHus:

XuMuoTepanusi, BUAbl HANpPaBIEHHONW Tepanuy, HUMMYHOTepamus WM JiedeHUe
UCCJIelyeMbIM MPOTHBOPAKOBBIM CPEACTBOM B TeueHUE 2 Helenb WM IO MeHblIed mepe 5
MEPUOJOB MOJYBBIBEACHUS JIEKAPCTBEHHOIO CPEACTBA, B 3aBUCUMOCTH OT TOrO, YTO JAOJBLIE, 10
MakCUMyM 4 Henenb nepel MNEePBbIM BBENCHUEM HCCIEAYEMOrO JIEKapCTBEHHOIO CPENCTBA.
JIOmyCKaroTCsl JIOKAJIM30BaHHAs MaJUIMATHBHAs JiydeBas Tepanusi (HO He BKIOYAOLIAs
o0JlyueHue LeNeBbIX NOPAKEHHH) M aroHUCThl JroTenHusupyromero ropmona (LHRH) nHa
MOMEHT BKJIFOUeHus1, duchocdonarsl u qeHocymad.

VY4acTHUKH C OCTOSIHHBIM YPOBHIMH (poc(haTOB, NMPEBBIIAOLIIIMHU (>) BEPXHUH Mpenesn
HopMbl (ULN) Bo Bpems ckpuHuHra (B tedeHue 14 mHeit no 1-ro mHs 1-ro nukia BIJIOTH A0
IpeBapUTENbHON M03bI 1-r0 LMKJIA) U HECMOTPSl HA MEIUILMHCKUN KOHTPOJIb HaJ YPOBHSIMH
docdaros.

Y4acTHUKH, TPUHUMAIOLIHE JIEKAPCTBA, KOTOpbIE, KaK H3BECTHO, COMPSKEHBl CO
3HAUUTEIBHBIM PUCKOM pa3BuTHs mpojoHraunu QTc u mupysTHOI kenynouKOoBON TaXUKapIUu.
VY4acTHUKY, KOTOpbIE MPEKPATHIM IMPHEM JIIOOOro M3 3THUX NPEenapaToB, AOJDKHBI MPOUTH
NEePUOJl OTMBIBKU JJIMTENBHOCTHIO 10 MEHbIIEH Mepe S5 THEW WK [0 MEHbLIEH Mepe 5 MepruoaoB
NOJIyBbIBEZIEHHsI Tpernapara (B 3aBUCHMOCTH OT TOTO, YTO JAOJbLIE) A0 BBEACHHS MEPBON TO3bI
HCCJIeyeMOro Ipenapara.

Opaknusi BeiOpoca jesoro skenynodka (LVEF) menee (<) 50%, cormacHO OIEHKe ¢
MOMOIIBED  3XOKapauorpaduu  (Wim  paarou30TONHOW  BeHTpHuKyJorpapuu [MUGA]),
BBITMIOJITHEHHO!N NPU CKPUHUHTE.

HekoHTponmnpyemMbie HHTEPKYPPEHTHBIE 3a00JI€BaHMs, BKJIFOUYast 0€3 OrpaHIUYEHHs TIOXO
KOHTPOJIMPYEMYIO THIIEPTOHHIO WM IHA0ET, aKTUBHYIO WH(EKIMI0 HA MOMEHT BKIIFOYEHUS,
TpeOyIOLyl0 aHTHOMOTHUKOB, NCUXHATPUYECKOe 3a00JieBaHNE, HEKOHTPOJIHPYEMOE CEepAeYHO-
cocyaucroe 3a0oNeBaHHe WM HUMEIINUe PUCK Nepdoparyy KelydOoYHO-KUIIEYHOrO TPakKTa

COTJIACHO OLICHKE HCCJIeqOBaTeIeH.
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[Monyvanu npensapurenbHOe JeueHue cenekTuBHbIM HHruOuTopoM FGFR wnm neuenue
uHruouropom RET COOTBETCTBEHHO COIJIACHO pE3YJbTAaTy MPEIBAPUTEIBHOIO CKPUHHUHTA
OrOMapKepoB, UM €CJIM Y YYaCTHUKA UMEIOTCS M3BECTHbIE aJUIEPTHU, THIIEPUYBCTBUTEIBHOCTD
WM HETIEPEHOCUMOCTh B OTHOLIEHUHU 3pAaUTHHMOA MITH €r0 BCIIOMOTaTeNIbHbIX BEIIECTB.

JIro0ast aHOMaJIHsi POTOBHULIBI MJIM CETYATKH, BEPOSTHO, MOKET YBEJIMYUTh PUCK IJIA3HON
TOKCUYHOCTH.

[IpencraBurenu 0OOUX MOJIOB MOAXOAST AJISl yUACTHs B UCCIENOBAHUU. YYacTHUKAM 18
aeT u Oosble.

[TarmeHThl C XOJAHTHOKAPIIMHOMON Ha TMO3JHEW CTaauM, y KOTOPBIX HAOIIOAANOCh
NPOrPecCUPOBaHUE TIOCHE XUMUOTEpanmuu IepBON JIMHUM, XapaKTepPU3YIOTCS HaIUuueM
OTrpaHUYEHHBIX BAPUAHTOB JIEUEHHUS U TUIOXUM IIPOTHO30M.

IIpenBapuTenbHble pe3yabTaThl (OMHOMOMEHTHBIN aHanu3). [1o cocrosiHuio Ha 20 MapTa
2018 roma 150 mamueHTOB C XOJAHTHOKAPIIMHOMOHN Ha MO3AHEH CTamuu ObUTH TOABEPTHYTHI
MOJIEKYJISIPHOMY CKpUHHUHTY, a 25 umenu usMmeHeHus FGFR, u3 koropsix 11 monywanu nosy
sprnadpuruHuba 8 Mr qd, mpu 3TOM BCe OTBETHI MOIIABAIHNCH OLIEHKEe. MenuaHHBI BO3PAcT
coctasysin 53,0 roxa, a nmokasarenb ECOG cocrasmsn 0/1 y 6 1 5 cyOBEKTOB COOTBETCTBEHHO.
MenuanHoe YWCIO LUKIOB JieueHUs cocTaBisano 4,0, a MenuaHHas NPOAOCLKUTEIbHOCTb
JedeHHss cocTtaBisia 3,5 Mecaua. HaOmomamocs 3 wactuueeix  orBera  (PR), 2
HenoaTBepkaeHHbIX PR (uPR), 4 cnywas crabunmmsanmm 3abonesanus (SD) m 2 PD. ORR
(CR+PR+uCR+uPR) cocraBmsa 45,5%. DCR (CR+PR+uCR+uPR+SD) cocrasmsin 81,8%.
Illectb mnanueHTOB BCe e€lIe HAaxXOAATCA Ha JiedeHHMH. Bce nanueHTbl HCHbIThIBAIN
HeOnaronpustHele sBieHust (AE), 7 ucnbiteiBanun AE 3-ro unm Oonee BBICOKOrO YypoBHS, 3
ucnbiTeiBau cepbesble AE (SAE) 6e3 SAE, cBfi3aHHBIX C JIEKapPCTBEHHBIM CPEACTBOM, Y BCEX
O6butn AE, mpuBozsmMe K MpPEpbIBAHUIO TpPUEMa JIEKApPCTBEHHOro cpenctBa, 3 umenu AE,
NPUBOAALINE K CHIKEHHIO J03bI, B TO BpeMs kak HU ogHO AE He mpuBOAMIIO K MpEeKpaleHHIo
agedenus wiu  cmeptu. Hambonmee pacnpoctpaneHHeiMu  AE (> 30%)  sBisuuch
runeppocharemust (8/11), cyxocte Bo pry (7/11), cromarur (7/11), nmapes (4/11),
paccrpoiicTBo Horrel (4/11) u CHHAPOM JIaIOHHO-TTONOIIBEHHOM 3puTpoansectesuu (4/11).

Y4acTHUKM C TOATBEPXKACHHBIM WM HEMOATBEP)KAEHHBIM YaCTUYHBIM OTBETOM
BKIIIOHAOT y4acTHUKOB cO cinusHusiMu FGFR2-KIAA1598 u DTWD2-FGFR2, co cnusiHuem
ESR2-FGFR2, ¢ mytrauueiit FGFR2 C390>YS u co cnusnuem FGFR2-MGEAS.

VY4YacTHUKH CO CTaOWJIbHBIM 3a00JIEBAHMEM BKJIFOYAIOT YYACTHUKOB CO CIHSTHHEM
FGFR2-BICCI, co cnusnuem FGFR2 ¢ maptaepom SBNO2, ¢ mytanueit FGFR2 N549K u co
cmusinueM FGFR2-KIAA1598.

3akmouenue. Xapakrepuctuku PK cornacyrorcsi ¢ AaHHBIMH JpPYTrUX HCCIE€AOBaHUMN
spmadputuHuba. DpnaduTUHUO TPOAEMOHCTPHUPOBAT  OOHANEKHUBAKOLIYI  KIMHHYECKYIO
AKTUBHOCTb M YIOBJETBOPHUTENbHBbIH mpodmis OezonmacHoctn y mnauueHToB ¢ FGFR-

abeppaHTHON XOJIAHTHOKAPIIUHOMO Ha MO3AHEH CTaINH.
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®OPMYVYJIA H30BPETEHUA

1. Cnoco® nedeHHs XOJAHTHOKAPLIMHOMBI Y TMAIMEHTa, BKIIOYAOIIMNA OLIEHKY
Ounonornyeckoro obpasuia OT MAlMEHTa B OTHOIIEHUH NPHUCYTCTBUS OJHOTO WJIM HECKOJBKUX
myTaHTHBIX FGFR, B ToM uncie no menbiueit mepe FGFR2 ¢ SNP C383R; u neuenue nanuenra
unruouropom FGFR, ecnu B 00pasiie mpucyTCTBYET OAMH WM HECKOJIbKO MyTaHTHbIX FGFR, B
ToM uncie rno MeHbineit Mmepe FGFR2 ¢ SNP C383R.

2. Cnocob nedeHUsl XONAHTHOKAapLUUHOMBI y maumenrta, umeromero FGFR2 ¢ SNP
C383R, Brmovaromuii BBenenue nuruonropa FGFR ykazanHoMy manueHTy.

3. Uuarubutop FGFR nyis npuMeHeHus pu JIEYEHUH XOJIAHTMOKAPIIMHOMBI Y MAILUEeHTa,
umeromero FGFR2 ¢ SNP C383R.

4. TIpumenenune narunouropa FGFR nns u3roroBneHus nekapCTBEHHOrO Mpemnapara Jis
JIeUEHUs XOJIAHTMOKAPLIMHOMBI Y TMALMeHTa, [I7e Yy TalleHTa YCTaHOBIEHO Hajlu4due
BOCTIPUUMYHUBOCTH K JieueHH0 uHruountopom FGFR nyrtem ouenku Ouosnormueckoro obpasia,
MOJIy4YEHHOTO OT MAaLMEeHTa, B OTHOIIEHWU MPUCYTCTBUSA OJHOTIO MJIM HECKOJbKUX MYTAaHTHBIX
FGFR, B ToMm uncne no menbuieit mepe FGFR2 ¢ SNP C383R, mpu 3TOM BbISIBIEHO IPUCYTCTBHE
onHoro uiu Heckonbkux MyTaHTHbIX FGFR, B Tom umncne mo menbeit mepe FGFR2 ¢ SNP
C383R.

5. Cnoco6 nnmu npumeHerne no modomy u3 mm. 1-4, rone uarudburop FGFR npexncrasnser
coboit sprnadpuTuHub.

6. Crioco0 mnu npuMeHeHue 1o 11. 5, rae spaapuruaud BBoautcs B 1o3e 10 mr.

7. Cnoco0 niM NpuMeHEHHe 110 I1. 6, I7ie OCYIIECTBIISIETCS IPEPBIBUCTOE BBEACHUE 103l
10 mr.

8. Cnoco® wiM mpuMeHeHue Mo M. 7, TAe OCYLIECTBIISETCS MNPEPbIBUCTOE BBEICHUE
spaadutuanba B n03e 10 Mr, mpu 5TOM IpeaycMaTtpuBaercst 7 aHell ¢ BBeneHuem/7 nHei Oe3
BBEJICHUSI.

9. Criocob miu mpuMeHeHue 10 1. 5, rae SpaaduTHHUO BBOIUTCS B 103€ 8 M OAMH pa3 B
NIEHb.

ITo noBepenHocTn
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