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1. HAUMEHOBAHUE JJEKAPCTBEHHOI'O TIPEITAPATA

% % carnaAcoBAHO
Korennuk, 20 Mr, TaGeTKH, OKPHITHIE IJIEHOYHOH 000I0YKOi T e

PECNYB/INKN BENAPYCb
Mpuka3 MuHWCTEPCTBAa 34PaBOOXPAHEHNS

2. KAYECTBEHHBIA M KOJMYECTBEHHBIA COCTAB | "0oms &g 4,

Jle#icTByIOIIIEE BELIECTBO: KOOUMETUHHO.

Kaxxnas Tabnerka, noKpeITas MIEHOUHOH 000704KoH, cogepxut 20 Mr koduMeTuHHOA (B BUJIC
kobuMetnHuOa remudymapara 22.20 mr).

BcnomorarenbHble BEIECTBA, HATHYNE KOTOPBIX HAJ0 YUUTHIBATH B COCTABE JICKAPCTBEHHOTO
[penapara: JIJaKT03bl MOHOTHIpAT (cM. pazzen 4.4).

Kaxxnas tabneTka, MOKphITas TNICHOYHOH 000JIOYKOMN, COIEPIKHUT JTAKTO3BI MOHOTHpaTa 36.48
MT.

[omHbit mepedyeHb BCIOMOTATENBHBIX BELIECTB MPUBE/ICH B paszene 6.1,
3. JEKAPCTBEHHASA ®OPMA

TabneTku, MOKPHITHIE IJICHOYHOH 000TOUKOH.
Kpyrisle, IBOSKOBBINYKIIbIE TAOIETKH, MOKPBITHIE MJICHOYHOU 000J0UYKOH, 6€I0ro BeTa; Ha

OZHOH cTopoHe TabneTku rpaBupoBka «COBy.
4. KIMHUYECKHUE JAHHBIE

4.1. ITokazaHUus K NPUMEHEHHUIO.

KoTemnuk rmokaszan Kk IpUMEHEHHIO Y B3POCIIBIX MAIMEHTOB C HeolepabenbHON T
MeTacTaTHueckoi Menanomoi ¢ BRAF V600 myranueit B komOuHamu ¢ BeMypageHu6om (cM.
paznensi 4.4 u 5.1).

4.2. PexxuM 103UPOBAHHS U CIOCO0 MPUMEHEHNSI.

Jleuenne npemnaparom Kotennmuk B koMOMHAIINH ¢ BeMypaheHHOOM TOJKeH HaUHHATE U
KOHTPOJIMPOBATH TOJIBKO KBAJIM()MIIMPOBAHHEIA Bpad, UMEIOIIUN ONBIT MPUMEHEHHUSI
IIPOTHUBOOIYXOJIEBBIX JIEKAPCTBEHHEIX MIPEMapaToB.

Ilepen HagamoM Tepanuu HEOOXOIUMO YOSTUTHCS B TOM, UTO Y TAIIMEHTA KMEETCS MeaHOMa C
MOJIOXKUTENBHBIM cTaTycoM BRAF V600 myTaunu, moaTBep)KIEHHBIM € ITOMOIIBIO
BAJIMIUPOBAHHOTO TecTa (cM. pazaensl 4.4 u 5.1).

PexuM no3upoBauus

Pexomennyemas nosa npenapara Koremnmuk coctariser 60 Mr (Tpu tabnetku mo 20 Mr) oguH
pa3 B CYTKH.
Kortennuk npuanMarot 28-mHeBHEIMU 1ukiiamu. Kaxnas noza npenapara Korennuk cocrout uz

Tpex Tadnetok 1o 20 Mr (60 Mr), U ee ciielyeT MPUHUMATh OJMH pa3 B CYTKU B TeueHue 21 JHs



noapsan (mepuof aedeHus ¢ 1 no 21 aeHp) ¢ mocieaAyIomuM 7-THEBHEIM MEPEPBIBOM (IIEpePLIB B
nevyennu ¢ 22 no 28 aens). Kaxasiil nocaeqyromumit UK jieuenns npenaparoM Koremuk
ClIeyeT HAaYMHATH IIOCJIe 7-JHEBHOTO MepPEepPhIBa B JICUCHHH.

Wudopmanuio o 103upoBaHud BeMypadeHnta cM. B COOTBETCTBYIOIIEN 001IeH XapaKTepPHCTUKE
JekapcrBeHHOro npenapara (OXJIIT).

IIpodonocumenvrocmo newenus

Jleuenue npenaparom KoTewmk ciienyeT mpoIoiKaTh 10 TeX IOP, 0Ka COXpaHAeTCs 10JIb3a
JUIS ALMEHTa WM 10 Pa3BUTHs IPA3HAKOB HEIIPUEMJIEMOH TOKCHYHOCTH (CM. Tabnuiy 1 Huke).
Llponywennvie 0031

[Ipu npomycke A03BI IpenapaT MOKHO IIPHHSATE, €CIIM [0 IIPHEMa CIIe/yIOIIEH 1035l 0CTaNoch 12
1 00JIee YacoB, C LETbI0 COXPAHCHHUS CXEMbI JICYEHHS ¢ TIPUEMOM OJIMH pa3 B CYTKH.

Peoma

B cnydae BO3HUKHOBEHUS PBOTEHI MOC/IE IPHEMa ITpernapara He ClleAyeT IPUHUMAaTh
JMOIOJIHATENBHYIO O3y MIperapara B TOT jKe J€Hb, a CJICYeT IPOJO/DKUTD JICUCHHE COITacHO
Ha3HAYEeHHOU CXeME Ha CICAYIOLUN IeHb.

Obwjue pexomenOayuu no UMEHEeHUIO 003bl

CHmxenue 10361 mpenapata Koremmuk u/une Bemypadenuba J0JKHO OCHOBBIBATLCS Ha OLEHKE
0€30I1acHOCTH U MIEPEHOCHMOCTH JISYAIllUM BPauoM Y KOHKPETHOIO maluenTa. M3MeHesue 10351
npenapara Korennk He 3aBUCUT OT U3MEHEHHS J1036I BemypadeHuoa.

Eciu npomyck 03B CBSI3aH C MOSBICHUEM TOKCHYHOCTH, IPOMYIIEHHEIE 035l HE CIEIyeT
BOCIOJIHATE. [Tocie cHUKEHMS 103b] Ipenapara B JajbHeHIeM He clie/yeT BHOBD [TOBBILIATE
no3y. B tabmune 1 Huoxe npuseieHb! 001Me peKOMEHIAUY 110 U3MEHEHHIO JIO3EI Ipemnapara

Koremmuxk.

Tabnuua 1. PekoMeHaany mo u3MeHEeHHIO A035I Ipenapara Koremuk

CreneHb TSKeCTH PexomennoBannas no3a npenapara Koreank

HeXKeJIaTeJdbHbIX SIBJeHMH*

Crenenb 1 win cremeHs 2 bes cumxenus nossl. [IpomoinkaTe jiedyeHre npenapaTom

(mepeHocuMas) Kotennuk B 103e 60 Mr onuH pa3 B cyTkH (3 TaONEeTKH).

Crenenn 2 (HemepeHOCHMAN)

HJIH cTelneHb 3/4

1 nposiBnenue IIpepriBanue geueHus 10 <1 CTEIIEHH TKECTH
He)KeNaTeNIbHbIX ABJIEHUH, BO300OHOBIICHHE TEpaIliy B

s103e 40 Mr ouH pa3 B cyTKH (2 TaOJIETKH).




J

2 MMPOSBJICHUC HpepHBaHI/Ie JIedeHUs 0o <1 CTereHH THKeCTH
HCXCIIATCJIIbHBIX HBHCHHﬁ, BO300HOBIICHUE TCpalunu B

Jo3e 20 Mr ouH pa3 B cyTkH (1 TabneTka).

3 IMPpOSABJICHHUE PaCCMOTpeTL ITOJTHOC MMPEKPALICHUE JICUCHUA.

* HTEHCHBHOCTb KTMHUYECKNX HEXENaTelbHbIX SBICHHI KNacCu(ULMPYETCS B COOTBETCTBHH ¢ Kputepusamu

o0uIel TEpPMUHOIOTHH HEXeNaTeNbHBIX ABieHu, Bepens 4.0 (CTC-AE).

Hsvenenue 003wl npu Kpoeome4eHu

[Ipy BO3HUKHOBEHMH KPOBOTEUEHUH 4 CTENEHH TSDKECTH WK KPOBOM3IIUSHUS B MO3T CIIELYET
npepBath jJeueHue npenaparoM Korenmuk. B cinydae, eciii BO3HUKHOBEHHE KPOBOTEYEHUS
CBSI3aHO ¢ MpUMEHEHHEM Ipenapara Koremnuk, repanus JaHHBIM IpenapaToM J0JDKHA OBITh
[IOJIHOCTBIO IIPEKpalleHa.

I1pu pa3BuTHH KPOBOTEUYEHHH 3 CTEIICHU TSDKECTH CIIEAYET PEepPBaTh JEYEHHE IIPENapaToM
KoTtennnk Ha iepro] OlleHKH Bo 30eXaHue M000ro NOTeHIHATBHOIO BIMSHUS TEpAIlUd Ha
sBjienye. JlaHHble B OTHOIIECHUH 3 )EeKTHBHOCTH U3MEHEHUs 0351 IpenapaTa KoTemk B
Cily4yae BOSHMKHOBEHHUS KPOBOTECYCHUH OTCYTCTBYIOT. PellieHue o BO30OHOBIICHHUH Teparuu
JIOJDKHO OBITh IPUHATO JIeYallliM BPauyoM Ha OCHOBAHMH OLICHKH KIIHHMUYECKON KapTHHBL
Jleuenne BemypadeHHOOM MOXKET OBITH IIPOODKEHO [TPHU [TPEPHIBAHUH JICUCHUS [TPENAPATOM
Koremmuk (IIpy HAIMYUH KIMHUYECKUX ITOKA3aHUN ).

Hzvenenue 0ozel npu QuchyHKYUY 186020 HCeayOoUuKd

CJIeIIyCT PacCMOTPEThL HEOOXOIMMOCTE ITOJIHOTO IIpEKpallleHUus TCPAIlU MperapaTomM KOTCJ’IJ’II/IK,

€CJIM CUMIITOMEBI CO CTOPOHEI CEPAILIA CBA3aHBI C IPUMEHEHHUEM JAHHOTO IIpenaparta B TOM

ClIyqae, ¢CJIM HE IIPOU3OIIIO YIIYUIICHUSA ITOCTIC BPEMEHHOIO IIPCPLIBAHUS JICUCHUS.

Tabnuna 2. PekoMeH1auuu o U3MEHEHHIO /1036l Ipenaparta KoTemmnk y maiueHToB co

CHIDKeHHeM (pakuuu BeIOpoca jeBoro xenynouka (PBJIXK) mo cpaBHEHHIO ¢ HCXOAHBIM

MOKa3aTeyieM
IlanuenT Iloka3arear | PexomengoBannoe IokazaTens PexomennoBanHas
OBJIK H3MEHEHHE 103bI ®BJIK nmociie cyTO4YHAas 034
npenapara nepepbLIBa B nmpemnapara
KoTtennuk JevYeHUH Korennnk
bes >50% [IpotomKUTh H/TT H/TI

cumntomoB | (i 40-49% | nedeHue B TEKyIIeH

H CHUXXCHHUC 03¢

<10%




a0COJIIOTHOTO

MOKa3aTes
OT
HCXOOHOTO
YPOBHS)
<40% [IpepsiBanue CHmxenue 1 mosiBnenue: 40 mMr
(mmm 40-49% | nevenus Ha 2 <10% 2 nosienenne: 20 mMr
U CHIDKEHUE | HeJeau abCOIOTHOrO 3 mOsARICHHUE:
>10% IoKazareiis oT oJiHas oTMeHa
abCoMOTHOrO HCXOJHOTO
roKasarens YPOBHS
oT <40% ITonmas orMeHa
HCXOOHOTO (wm CHIDKEHHE
YPOBHS) >10%
a0COJIIOTHOTO
[I0KAa3aTeNs OT
HCXOHOTO
YPOBHSI)
C H/T1 [IpepriBanue be3 cummromoB | 1 mosiBnenue: 40 mr
CUMIITOMaMH JeveHus Ha 4 W CHIJKCHHE 2 nosinenue: 20 Mr

HEICIIH

<10%
aOCOIIOTHOTO
moKas3aTes oT
HCXOIHOrO

YpOBHS

3 MOABJIEHUE:

IIoJIHas1 OTMCHaA

bes cumnromoB
u

<40% (nnu
camxenne >10%
a0COIIOTHOTO
oKasareJsi OT

HUCXOJHOTO

[MTonuas orMena

C cUMIITOMAaMH,

HE3aBUCHMO OT

OBJIK

Tlonnas orMeHa




H/I1 = He npumMeHUMO ) N

[Tpu u3MeHeHWH cXeMBI Tepanuu npenapaToM Korennuk nedyenue semypaheHHOOM MOKET OBbITh
MIPOJIOJKEHO MTPU HATMYIWH KIIMHAYECKUX MTOKa3aHUH.

Hvenenue 003bl npu pabdoMuoIU3e U NOGLIUMEHUY AKMUCHOCMU Kpeamun(ochoKunasbl

KDK,

Paboovuonus uru cumnmomamuyecroe nogviuteHue akmusHocmu KOK

Jleuenune npemapatom KoTemmvk cnefayeT npepeath. B ciiydae, ecinu TSKECTh pabAOMHUOINA3A
HJIH CUMIITOMATHYECKOro MoBbImeHns aktTuBHOcTH KK He cHu3mnack B TeueHue 4 Hesleb,
nedeHue npenaparoM KoTemnmuk cienyer MoNMHOCTBIO IPEKPATUTD.

Eciu TsHKecTh YMEHBIINIACH, TIO MEHBIIIEH Mepe, Ha OJIHY CTEIIEHb B TeUECHUE 4 HEEb,
npuMeHeHue npenapara Koteumk cieyeT Bo30OHOBUTH B J103€, CHIDKEHHOH Ha 20 Mr, B
COOTBETCTBUU C KJIIMHUYECKUMU NoKazaHUsMU. CiielyeT TPOBOAUTH TINATEIbHBIA MOHUTOPUHT
COCTOSIHHS TallieHTa. JleueHne BeMypageHHOOM MOXKET OBITh IPOJOJIKEHO TPH U3MEHEHHUU
CXeMBbI Tepanuu npenaparom Koremiuk.

beccuvnmomnoe nogviuternue akmusnocmu KOK

[Ipu 4 cTemeHn TsHKECTH JieyeHHe npenaparoM KoTelmuk crienyeT npepsark. B ciyyae, ecnu
akTuBHOCTE KK He cHu3mnacek 10 <3 cTelneHn B TeUeHHE 4 HEAECIIb 1IOCIIE IPEPLIBAaHUS
Tepanuu, jeueHue npenaparoM KoTemmk ciaenyeT MOTHOCTRIO PEKPATUTE.

Ecnu TsokecTh SIBICHUS YMEHBIIHIIACK 10 <3 CTENEHH B T€UEHHUE 4 HENENb, IPUMEHEHHE
npenapata KOTe UMK B COOTBETCTBHHM C KJIMHHYECKUMH TTOKa3aHUSAMHU CJIelyeT BO30OHOBHUTE B
J103€, CHMJKEHHOM Ha 20 Mr, Ipy YCIOBHH TIATEILHOTO HAOMIOIeHUS 3a nanueHToM. JleueHue
BeMypadheHrnOOM MOXKET OBITH IPOAOKEHO ITPU U3MEHEHUH CXEMBI TEPAIIUU IIPENapaToM
Koremnuxk.

[Tpu <3 cTeneHn TSKECTH TMOCIIC UCKITIOUEHMsI padOMHUOIIN3a HET HEOOXOAUMOCTH U3MEHATh
o3y npenapara Kortemnuk.

Pei\'o.weHdauuu 10 UBMEHEHUIO 003bl npenapamd K()Wl@.’l.’luk‘, NPUMEHACMO20 6 K0.146Z/IHCILIHLI C

gemypagernubom

OmxnoneHus 1abopamopHbix nokasameel QYHKyuu neveHu

B ciyuyae OTKIOHEHMI Tab0paTOPHBIX MMOKa3aTesel QyHKIMN NeYeHH | 1 2 CTENEHH THKECTH
neyenue npenapatoM Korennuk n BemypadeHrO0M clienyeT IpoJo/KUTE B Ha3HAYCHHOU J03€.
[Tpu 3 cTeneHn THKECTH ClieIyeT IPOIOJDKUTE JieueHne npenaparoM KoTe/uiik B Ha3HAYeHHON
no3e. Jloza Bemypadernda MoxeT OBITh CHIDKEHA B COOTBETCTBUH C KITMHUYCCKUMHU

nokaszanusmu (cM. OXJIIT Bemypadenuda).



Ilpu 4 cTenenu TSHKECTH JIEYSHUE TIperiapaToM Ko*re;ﬁmkn BemypadeHnbom crieayer nmpeppars.

Ecnu oTxiioHeHUs 1a00paTOPHBIX MMoKa3areinell (yHKIUH [TIeYeHN YMEHBIIUITUCE 10 <1 cTeneHu

TSDKECTH B TeUeHHUe 4 Hellellb, MpuMeHeHue npenapaTta Kotemmrk cieayeT BO30OHOBUTE B J103€,

CHIKeHHOH Ha 20 MT, mpuMeHeHre BemypadeHuda ciaeayeT BO30OHOBUTE B COOTBETCTBUH C

KJIMHMYECKUMU NoKazaHusMu coritacno OXJII semypadenuba.

Jleuenne npenapatom Kotennuk u BemypadeHHO0M cieayeT NpeKpaTuTh, €N OTKIOHECHUS

n1abopaTopHBIX MoKazaTenel QYHKINK NIeYeH: He YMEHBIIHIIUCH 10 <] CTEIeHH! TAKECTU B

TeyeHue 4 HeJlenb WK OTKIIOHEHUS TabopaTOPHBIX Moka3arenell G yHKIMH IIeYeHH 4 CTeNeHN

TSDKECTH BO30OHOBIISIIOTCS [1OCHIE MIEPBOHAYATIBHOTO YITYUIIICHUS.

DomouyscmeumeIbHoCms

Benenue nanueHToB ¢ POTOUYBCTBUTENBHOCTRIO <2 CTEMEHU TSDKECTH (IIEPEHOCUMOMR) TOJIKHO

BK/IIOYATh NOAIEPKUBAIOIILYIO TEPAITHIO.

B cnydae pazButusa (OTOUYBCTBHTEIBHOCTH 2 CTCIICHH (HEMEPEHOCUMOM ) HJIH >3 CTEIICHU:

neuyenue npenaparom Koremnuk u BemypaderndoM HeoOX0aUMO MpepBaTh 10 YMEHBIICHUS

TSDKECTH CUMIITOMOB J0 <1 cTenenu. JleueHne MoXeT OBITh BO30OHOBIEHO 0€3 M3MEHEHHUS JO3bI

npenapara Korenmuk. Jlo3y Bemypaderunda HeoOX0IMMO CHU3UTE B COOTBETCTBUU C

KIIMHU4YecKkUMU nokazanusiMu (cM. OXJIIT Bemypadenuoda).

Covine

ChIIb MOKET BO3HHUKATh KaK Ha GoHe JedeHus npenaparoM KoTemrnuk, Tak u BemypadeHuOo0oM.

ITpu pa3zButuu chiny JeueHue mpenaparoM Kotemuk u/wim BeMypadeHnO0M MOXKeT OBITh

BPEMEHHO IIPEPBAHO H/WIIH BO3MOYKHO CHHIKEHHUE JI03bI OJJHOTO U3 IpenapaToB Wi 000uxX

IIPENapaToB MO KIMHAYECKUM ITOKA3aHUSIM.

JlomonHUTENBHO, IIPU PA3BUTHH CHIIIH:

¢ <2 crernenu (MEPEHOCUMOM) — BeJIeHHE NAllMEHTOB JOJDKHO BKIIOYATh MOUICPKUBAIOIYIO
Tepanuio, jedenue mnpemnaparom KoTemmk MoKeT OBITh IIPOJOIKEHO 0e3 U3MEHEHUS J03BI;

*  axHeu(opMHAas CHIIB 2 CTEICHH TSHKECTH (HEIIePEHOCHMAsT) UK >3 CTENeHH TSDKECTH —
HE0OXOIMMO ClleIoBaTh OOIMKUM PEKOMEHIAIMSIM 110 H3MEHEHHIO 036l penapara Korennuk
coriacHo Tabmuie 1; nedeHue BemypaheHnOOM MOXKET OBITH IIPOJOJIKEHO IIPH M3MEHECHUN
cxeMbl Tepanuu npenaparoM Korenmuk (1pu HAIMYUU KIMHUYECKUX [MOKa3aHUN);

* HeakHen(OpMHAs WK MaKyJO-MaIyie3Has Chlllb 2 CTEIeHH TsHKeCTH (HelepeHoCuMast) Utk
>3 cTeleHHU TIKECTH — JiedeHue npenaparoM KoTemmmk MoxeT ObITh MPOJ0IHKEeHO 0e3
W3MEHEHHUS 1036l 110 KIMHUYECKUM TTOKa3aHusIM; JiedeHne BeMypadeHn0oM MoKeT ObITh

BpEMEHHO TIpepBaHo u/uim ero jgo3a cumxena (cm. OXJII semypadenuda).



Yonunenue unmepsanra QT
Ecmn BO Bpems nedyeHus anurenpHocTh HHTepBana QTc mperwmmaer 500 Mcek, cienyeT
obopatuteest Kk OXJIIT Bemypadenuda (pazuen 4.2) OTHOCUTENBHO HUHPOPMALUU IO U3MEHEHUIO
036l ocneanero. [Ipu koMOUHUpOBaHHOU Teparuu npenapaToMm Koremmuk U BemypadeHudbom
U3MEeHeHHUs o3kl Mpenaparta KoTtennux He TpedyeTes.

Ocobrle rpyOnbl NAalTMCHTOB

Iayuenmul noocunr020 ospacma
Koppekuun no3s! npenapata KoTennuk y maiueHToB B Bo3pacte >65 neT He TpeOyeTcs.
THayuenmor ¢ noyeyHot HedOCMAMOYHOCHBIO
CornacHo JaHHBIM (apMakOKMHETHYECKOTo aHamm3a (cM. pazfen S5.2) y NalUeHTOB C
HapyleHueM (YHKIIMH ITOYEK JIETKOW WM YMEPEHHON CTEeNeHH KOPPEeKUUH J03bl He TpedyeTcs.
Janusle o OezomacHocTH U 3ddexTuBHOCTU mpenapara KoTeliMK y MalMeHTOB € TSHKEIBIM
HapylleHneM (DYHKIIMH [TOYeK OrpaHU4EHbl, BO3AEHCTBIE HE MOXKET OBITH UCKITIOUeHO. KoTemnuk
y TAalUCHTOB C TSDKEABIM HapyIIeHHeM (YHKIUH [O0YeK [JOJDKEH HCIONb30BaThCI C
OCTOPOXHOCTHIO.
Hayueumer ¢ neyeHo4YHOU HEOOCMAMOYHOCMBIO
VY nanmeHToB ¢ HapylleHueM (YHKIIMM IIeYeHN KOPPEKIUS 1036l HE peKOMEHyeTCs. Y
TIAIMEHTOB C TSHKEJIBIM HapyIieHrneM (QYHKIUK EeYeHU MOYKET MOBBIMATHECS KOHIEHTPALUS
HECBA3aHHOTO KOOMMETHHHOA B TIa3Me 10 CPABHEHUIO ¢ TTAIIMEHTAaMH ¢ HOpMaJIbHON (hyHKIMEeN
reueHu (cM. pazzen 5.2). KoTennuk CTOUT NpUMEHATH ¢ OCTOPOXKHOCTBIO ¥ MAllUEHTOB €
HapyuieHreM ()YHKIUH TeYeHn JTI000# CTeTIeH! TsHKECTH, IIOCKOJIBKY Ha (JOHE JISYEHHUS. MOTYT
BO3HUKHYTEH OTKJIOHEHHUS JTaOOpaTOPHBIX MOKazaTened GyHKUUH NeYeHH (cM. pazzaen 4.4).
Hayuenmei, He npuHad.Iedcawjue Kk e6poneouoHoll pace
bezonacHocTs U 3dpekTuBHOCTE NpenapaTta KoTeunk y manueHToB, He IPUHAMLIEKAIIUX K
€BpPOTNIEONHON pace, He yCTaHOBJICHBI.

eTH
BezonacHocTh U 3¢ pekTUBHOCTE npemnapaTta KoTennuk y aeteit 1 mogpoCcTKOB B Bo3pacte A0 18
JIeT He YCTaHORBJIEHBI. VIMeroluecs Ha CETOMHSAIIHNAN 1eHb JaHHbIE [IPUBEIEHBI B paszjeinax 4.8,
5.1 1 5.2, oilHaKO HEBO3MOJKHO JIaTh PEKOMEHJALUHU [10 PEXKUMY JO3UPOBAHUSA.

Criocob npuMeHeHus!

KoTemmuk npeaHasHavyeH JUTsl pieMa BHYTpb. TaOJeTKU clenyeT NporaaThlBaTh LETHKOM,
sanuBas Bojgo#. [lpenapar MOKHO IPUHUMATL HE3ABUCUMO OT IIpHeMa MUIIH.

4.3. [IpoTBONOKa3aHHA.

[ToBbIIIEHHAs YyBCTBUTENFHOCTh K KOOMMETHHHOY MM K JIFOOOMY M3 BCIIOMOTaTENbHBIX

BCHICCTB, NEPCUUCIICHHLIX B pa3/icJic 6.1.



4.4. OcoOble ykazaHHS U MePBbI HpeZIOCTOpOM(iIOCTH.‘ﬁpH anMeHéHnu.

Jo Havana npuema npenapara Kotemmuk B KoMOMHaINK ¢ BeMypa@eHuOOM Y MalHeHTOB
HEOOXOAMMO MOATBEPIUTH MTOJIOKUTEIBHBIN cTaryc onyxoiad no BRAF V600 myrauuu ¢
[IOMOIIIBIO BATUAUPOBAHHOTO TECTA.

Kotennmmk B KoMOHHALIMY C BeMypadeHuboMm v MAlMEHTOB ¢ IIPOrPEecCHPOBAHNEM 3a00IeBaHUS

OpH IpuMeHeHun uaruoutopa BRAF

Jlannble mo npuMeHeHHIo npenapara Kotemnuk B koMObuHamu ¢ BeMypadeHHOOM V IalueHTOB
C IPOrPECCUPOBAHUEM 3a00JIEBaHUS, KOTOPBIE paHee MpUMeHsUH HHrnoutop BRAF,
orpanu4eHbl. COriacHo 3TUM JaHHBIM 3G ()EKTHBHOCTH KOMOMHALUHN Y TAKUX MALUEHTOB OYyAET
HKe (cM. pazgen 5.1). Takum o6pazom, cielyeT pacCMOTPETh aJlbTEPHATHBHEIE CITOCOOBI
JIeYeHus Iepe]] IPUMEHEHHEM KOMOUHALIMY B TPyIIIe MAalUeHTOB, KOTOpPbIe paHee MPUMEHSITH
unruoutrop BRAF. IlocieoBaTenbHOCTD JIEYSHHUST TIOCTIE ITPOTPECCHPOBAHMS 3a00IeBaHUs IIPU
npumeHeHnn uaruoutopa BRAF ve ycranosiena.

Korennuk B KOMOHHAIUH C BeMVDad)eHI/I6OM Y DAOKWEHTOB ¢ METACTa3aMU B FOJOBHOM MO3T

Ouenka 6e3omacHOCTH B 3P PEeKTUBHOCTH JTedeH s mpenaparom KoTeuuk B KOMOUHAIINY ¢
BeMypadeHnO0M y MaIMEeHTOB ¢ MeTaCTaTHIECKOH MeaHoMOM (ipu Hanuauu BRAF V600
MyTalli{) ¢ MeTacTa3aMu B FOJIOBHOW MO3T HE TPOBOAMIIOCH. HTpakpaHuaibHast aKTHBHOCTD
KoOUMeTHHUOA Ha TaHHBIA MOMEHT Hen3BecTHA (CM. pasaensl 5.1 u 5.2).

KpoBorteuenne

[Ipu npumenennn npenapata KoTemuK MOryT OTMEYAaThCss KPOBOTEUESHHS, BKIIIOYAs MACCHBHBIE
(cm. pazmen 4.8).

Cnenyer cobmronaTh OCTOPOKHOCTD IIPH JICUSHHUH MAIMEHTOB C IOMOJHUTEIbHBIME (PaKTOpaMu
PHCKa KPOBOTEYEHHUH, TAKUMHU KaK MeTacTa3bl B TOJIOBHOM MO3T, H/HIIK NAIIUEHTOB, KOTOPhIE
OJTHOBPEMEHHO IIPUMEHSIOT JIEKaPCTBEHHBIE CPEICTBA, ITOBBIIAIOIIIE PUCK KPOBOTCUCHU I
(BKIIIOYAss aHTUTPOMOOTHUUECKHE B aHTHKOATYJISIHTHBIE CpeJCTBA). PekoMeHaiuu 1mo BeICHUIO
[TallHEHTOB, Y KOTOPBIX BO3HUKIIN KPOBOTEUEHHUSI, IPEJICTABIIEHBI B pazjaeiie 4.2.

Cepo3znas PETHHOIIATHA

VY mauueHnTtos, nony4aBmux uHruOutopst MEK, Brimrovast Koremnk, HaOMOIaIluCh cliydan
CEpO3HOU PETHHONATUH (CKOIIJIEHHE )XKUIKOCTH B CIIOSX ceTdarku) (cM. pasuen 4.8). B
OOJIBIIMHCTBE CIIy4aeB HaOMIONATUCH XOPUOPETHHOIATHS UJIA OTCIIONKA CETUATKH.

Mennana BpeMeHH 10 IEPBOTO MOSBICHUSA CEPO3HON PETHHOMATHH COCTABIISIET | MecsIIl
(nnanazoH 0-9 MecsinieB). BONBIIUHCTRBO SBIIEHUH, HAOIONABIINXCS B KIIMHUYECKUX
HCCIIE0BaHUX, PA3PELIMINCh, WK UX TSHKECTh YMEHBIIIIIACH 10 OECCHMIITOMHOTO TedeHus 1

CTCIICHU ITOCJIC MPEPBIBaAHUA JICHCHUS NI CHUXXCHHUA TO35B1.



Heo6xoauMo mpoBOIUTE OIIEHKY HOBBIX CI/IMHTOMOB]I/IJiI\‘/I ycﬁn’eﬂnﬂ paccTpolicTBa 3peHus y
NAMEHTOB MTPH KakI0M BU3HTe. [laniienTam, y KOTOpBIX BIEpPBble BOZHUKIIN HITH YCHITIIIUCEH
HapyLICHWs 3PEHNUS, PEKOMEH0BAHO MTPOHTH O TalbMOJIOrHUecKoe obcaenoranue. B cinyuae
JUArHOCTUKU CEPO3HON PETHHOINATHH CIIeyeT IPHOCTAHOBUTE JiedeHue mpenapatom KoTemnuk
70 00JIerdYeHus TSHKECTH 3PUTENBHBIX CHMITOMOB N0 <1 cTenenu. BeeHue manueHTos ¢
CEpO3HOU PeTHHONATHEH BKIIIOYAET IPEPHIBAHUE JICUCHMs, CHIDKEHHUE JIO3bI UJIH MIpEeKpallieHue

Tepanuu (cM. Tadbnuiy 1 B pasgere 4.2).

JIncd YHKIUS JI€BOr0 XKENVI0UKa

VY mauueHTOB, noiy4aromux Kotennmk, oTMevatock CHIKEHIE (ppakliu BBIOpOCa JIEBOTO
xenynouka (OBJDK) otHOcUTENnbHO HCX0qHOTO MOKa3aTens (cM. pasnen 4.8). Menuana
BPEMEHH JI0 IIEPBOTO BOZHUKHOBEHHUS SIBJICHUH cocTasiisieT 4 mecsua (1-13 Mecsren).

OBJDK HeoOX0oauMOo OlleHUBATh NEepel HayalloM JIEYeHHUs TS ONpeAeICHUs UCXOHBIX
3HA4YEHMH, 3aTEM Yepe3 MecsIl JIEYEHUS U, KaK MUHUMYM, Ka)XJple 3 Mecsiiia WiIH 10
KJIIMHUYECKUM IIOKa3aHUsIM JI0 TIpeKpallleHus edeHus. BeeHue NalueHToB cO CHUKCHUEM
OBJDK oTHOCHTENEHO UCXOAHOTO YPOBHS BKIIFOUAET IIPEPHIBAHUE JICUCHUS, CHIDKEHUE TO3BI
WM TIpeKpalleHue Teparnuu (cM. paszen 4.2).

VY BceX ManueHToB, KOTOPBIM OBLITO BO30OHOBIIEHO JieueHHe MpenapaTom Kotemmmk B Honee
HH3KOH f03e, HeoOxoauMo npoBoauTh n3Mepenue ®BJIK nmo Bo3moxHOCTH uepes 2 Henenu, 4
Henenu, 10 Hexens u 16 Heneb, najiee Mo KIMHAYECKUM MOKazaHusaM. [TaliMeHTs! ¢ HCXOTHBIM
3HaueHueM OBJDK Hike HI)KHEN yCTaHOBJIEHHON MPaHUIBI HOPMBI WK HIbke 50% He
U3Y4TUCH.

OTxIIoHEHUS Ta00PATOPHEIX MoKa3aTeneil QVHKIINY NeYeHN

[Ipu npumenenun npenapara Koremnnk B komOuHauu ¢ BemypadeHnOoM, a TakxKe Ipu
MoHoTepanuu Bemypapenudom (cm. OXJII Bemypadennba), MOTYT OTMEUATHCS OTKJIIOHEHHS
nabopaTopHbIX ITOKa3aTenel QyHKIUU TeUeHH .

Y mauueHToB, nony4dapmux KoTemmuk B KOMOHHAIINY ¢ BeMypadeHUO0M, OTMEYATHCh
OTKJIOHEHUS 1a00paTOpHBIX MMoKazarenel pyHKINH NeUeHH, OCOOEHHO, MOBBIIIEHHE
nokazareneil ananuHamuHoTpancgepassl (AJIT), acmapraramunoTpancdepassl (ACT) u
meaognor gocdarassr (LLLD) (cm. pazaen 4.8).

OTKIIOHEHU MTOKa3aTeNiel (YHKIUHU TIeUeHH HeOOXOAMMO OIIEHUBATh 110 pe3ybTaTaM
71ab0PaTOPHBIX KCCIIEAOBAHMH Mepe]l HagaaoM KOMOMHUPOBAHHOTO JIEUEHHUs, €XKeMECSYHO BO
BpeMsI JICUCHHS WITH varre (TIpu HATHYUU KIMHUYECKUX TToka3zaHui) (cM. paszaen 4.2).
Benenue manyeHToOB ¢ OTKJIOHEHUIME JIaO0OpaTOPHBIX TTOKa3aTenei pyHKIMY eUeHH 3 CTeNeHN
TSOKECTH BKJIIOYAET NpePhIBAHKE JICUSHUs WITH CHIDKEHUE 1036l BeMypadenuda. Benenue

NAUEHTOB ¢ OTKJIOHEHUAMH Jab0paTOPHBIX Moka3aTesled QyHKIMUM NeYeHH 4 CTENICHH THKECTH



BKJTFOYAET [IPEPHIBAHUE JICUCHUS, CHIIKEHIUE JI03BI WK IPEKPalieHue Tepavy KaK npernapaTtom
Kotemnuk, Tak u Bemypaderndom (cMm. paznen 4.2).

PabpomMuonms u nossimenne aktuBHocTH KOK

VY nmanueHToB, MOJy4aBmuX KOTemmK, 0TMeYanuch ciaydau pabaomMuonusa (cM. pasaen 4.8).
Ecnu nuarnoctuposan pabaomuonus, iedeHue npenapatoM KoTemumk crienyer npepsaTh U
MOHUTOPHUPOBaTh akTUBHOCTHL KOK 1 npyrue cuMrromel 10 UX paspelenus. B 3aBUCUMOCTH OT
CTETIEHH TSHKECTH pabJIoMHOIN3a MOXKET HOTPeOOBATHCS CHIDKEHUE 035l HIIK IIPEKpaIlicHHE
nedeHus (cM. pazaen 4.2).

[ospinenne aktueHOCTH KOK 3 1 4 cTeneny, Bkio4yasg 0€CCUMITOMHOE IIOBBIIIEHHE T10
CPaBHEHMIO C UCXOIHBIM YPOBHEM, OTMEYAIOCH Y MAIIMEHTOB, MoMyJaromuX Koremiuk B
KOMOMHaLUK ¢ BeMypa(eHHOOM B KIMHIYECKUX HCCleoBaHuAX (cM. paszen 4.8). Meauana
BPEMEHH 10 NepBOro nopeleHus akTuBHOCTH KK 3 unm 4 crenenn cocraruna 16 nueit (B
muanasone 11 queit — 10 Mecsnes); MeauaHa BpeMEHH J0 TIOTHOTO pa3pelleHns cocTapuna 16
JHel (B aAuamnazoHe 2 aHsa — 15 Mecsies).

Iokasaremu kpeatrHuHA 1 KOK cHIBOPOTKH KpOBH HEOOXOIHMO H3MEPSATH IEPe] HAuaIoM
JeveHus JJid ONpeIeIIeHUs NCXOQHBIX 3HAaUeHUH], 3aTeM KaXK/IbIil MecsIl BO BpeMsl JISUeHHS WA
10 KITHHUYECKUM IToKa3aHuAM. Ecnu aktuBHOCTh KOK CHIBOPOTKH MOBBIIIEHA IO CPAaBHEHHIO €
HCXOJHBIM YPOBHEM, CJIEAYET MPOBECTH OLEHKY HATMYHS MPU3HAKOB U CUMIITOMOB
pabaoMHOIM3a UITH IPYTUX IPHYNH, BHI3BABIIMX MMOBBIIIEHUE JAHHOTO J1ab0paTOpHOTO
IokKasarens. B 3aBUCHMOCTH OT TSDKECTH CHMIITOMOB WM cTeneHHd noBbimenns KOK moxer
noTpeboBarhCs NEePEPBIB B JICUSHUH, CHIDKEHHUE JT03BI HITH TIPEKpallieHre Tepanuu (CM. pa3ae
4.2).

Juapest

VY nanueHToB, nonydaBumx Kotemmuk, ObUTH OTMEUYEHBI Cy4Yan TSOKEIOU Auaper U auapeu >3
CTEIIEHHU TsDKECTU. Be/leHue naluenToB ¢ auapeeii BKIIIOYaeT B ceOs MpUMEHEeHHe
[IPOTUBOIMAPEHHBIX CPEACTB U MO Iep KUBalolyto Tepanuto. [Ipu auapee >3 cTeneHU TAKECTH,
BO3HMKIIEH, HECMOTPS Ha IPUMEHCHHE ITOICPKUBAFOIIEH Tepannu, CleAyeT IPUOCTAHOBUTE
nedenue npemnapatom Koremnuk u BemypadeHndom 10 Tex mop, noka He Oy1eT OTMEUEHO
CHW)KEHHE TsDKeCTH sABNeHus 10 <1 crenenu. [Ipun BO300OHOBIICHUH AUapen >3 CTEMEHU TSHKECTH
HEOOX0AUMO CHU3UTH 103y Npenaparta Kotennmuk u Bemypadenunoda (cM. pazaen 4.2).

BiaumonerictBue ¢ uarnouropamu nzohepmenta CYP3A

Crnenyet usberarb 0JHOBPEMEHHOTO NMPUMEHEHHs npenapara KoTe/uiK ¢ MOIITHBIME
unHruduropamu uzodpepmenta CYP3A. Crenyer cobiioaTh OCTOPOKHOCTE IIPU IIPUMEHEHUU
KoOMMeTHHHOA OJTHOBPEMEHHO C YMEpeHHBbIMUA HHruouTopamu usodhepmenra CYP3A. Eciau

OJHOBPEMCHHOTO ITPUMEHEHUA C MOITHBIM HJIH YMECPEHHBIM I/IHFI/I6I/ITOpOM I/I30(1)epMeHTa
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N )
CYP3A Henp3s u30exaTh, CIeAyeT TIIATENBHO CICIUTH 3a 0€30acCHOCTRIO MALMEHTOB, a TakkKe
MpU HEOOXOAMMOCTH CHUXKATH JI03Y COTJIACHO peKOMeHAausIM (cM. Tabiuiy 1 B paznene 4.2).

Yunuuenne uareppana QT

Ecnu Bo Bpemst neueHus anmutenbHocTh nHTepBana QTc npepbimaer 500 Mmcek, cnenyer
obpatutsest k OXJIT Bemypadenuda (paznenst 4.2 u 4.4).

BcnoMorarenbHbie BCIICCTBA

JlaHHBIN TeKapCTBEHHBIN Mpenapar CoAepKUT JakTo3y. [Tanuentam ¢ pefikoit HacjieACTBEHHOH
HENEPEeHOCUMOCTBIO TAJIaKTO3bI, TOJIHOM HEJOCTaTOUYHOCTHIO JIAKTa3bl MJIU TJIIOKO30-
raJlakTO3HOH MasbabcopOiueit He ciaelyeT MPUMEHITh JaHHbIH JIeKapCTBEHHBIN Mpemnapar.
JlaHHBIH eKapcTBEHHBIN NMpenapaT COAEpKUT MeHee | MMoJb HaTpus (23 mr) B 1 TabneTke, TO
€CTh MOYKHO CKa3aTh «IIPAKTHYECKH HE COAEPKUT HATPUI».

4.5. BzaumojeiicTBHe ¢ APYTUMH JIeKAPCTBEHHBIMH MpenapaTaMu H Apyrue BH/bI
B3aUMOJCHCTBUSA.

BausHHE CONYTCTBYIOIMX JEKAPCTBEHHLIX IPEMapaToB Ha KOOUMETHHUO

Hueubumopwr usogpepmenma CYP3A

Kobumetnnubd metabonuzupyercs ¢ yuactueM uzodepmerra CYP3A. V 310poBBIX JIHIL B
MPUCYTCTBUU MOIIHOTO HHTHOUTOpa u3odepmenta CYP3A (utpakonazona) AUC
KOOMMeTHHHOA YBEIMUNBACTCS IPUOITM3UTENBHO B 7 pa3. CylECTBYET BEPOSTHOCTb, UTO
MArHuTya B3aUMOJICHCTBHS Y ITAIHEHTOB OyIeT HUXKE.

Mownvie uneubumopwr uzogpepmenma CYP3A (cu. pazden 4.4): cnenyet usberarhb

OJIHOBPEMEHHOT0 MMPUMEHEHUS MOITHBIX UHIHOUTOPOB u3opepmenta CYP3A npu neueHun
koO6uMeTHHHOOM. [IprMepnl MotHEIX HHTHOUTOPOB H30depmenta CYP3A Biiro4aroT
PUTOHABUP, KOOMIIUCTAT, TEJIAIIPEBUP, JIOITMHABHP, UTPAKOHA30JI, BOPUKOHA30JI,
KJIAPUTPOMMUIINH, TETUTPOMUIINH, [T03aKOHA30J1, He}a30/10H U IrpedndpyToBLIf COK, HO HE
OTPaHUYUBAIOTCS UMH. ECITH 0THOBPEMEHHOTO MPUMEHEHHUSI C MOLIHBIM HHTHOUTOPOM
uzotpepmenta CYP3A Henb3s nzbexars, cliefyeT TIIATeIbHO CIeUTh 3a 0€30I1aCHOCTHIO
ManueHToB. B ciydae kpaTkoBpeMeHHOTOo (<7 AHel) NPUMEHEHMS MOLIHBIX UHTHOUTOPOB
nzodepmenta CYP3A cnenyer paccMOTpeTh BO3MOKHOCTE IPUOCTAHOBKH JIEYEHUS

KOOUMETHHUOOM BO BpEMS IPUMEHCHUS TaKOT'O I/IHFH6I/ITOpa.

Vuepennvie uneubumopor usogpepmenma CYP3A (cym. pasden 4.4): cnenyet codmonaTs
OCTOPOXKHOCTB MPU ITPUMEHEHHH KOOUMETHHNOA OTHOBPEMEHHO C YMEPEHHBIMU HHTHOUTOPaMH
nzopepmenta CYP3A. Ipumeps! ymepeHHBIX HHTHOUTOPOB M30depMentTa CYP3A BritovaroT
aMHOJIapOH, SPUTPOMHUIINH, (ITYKOHA30)I, MUKOHA30JI, JUITUA3EM, BEpallaMuJl, ACIaBUPIVH,

aMIpeHaBup, pocaMnpeHaBup, IMAaTHHUO, HO HE OrPaHNYMBAIOTCA UMH. [IpH OHOBpEMEHHOM
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TIPUMeHEHNH KOOMMETHHMOA ¢ yMepeHHBIM HHrHONTOPOM i3odephenta CYP3A cnemyer

TIIATEIHLHO CAEIHUTH 3a 0€3011aCHOCTELIO MAlIHEHTOB.

Cradvie uneubumopotl uzopepmenma CYP3IA: KOOMMETUHUO MOYKHO MIPUMEHSTH OJHOBPEMEHHO

co cnabeiMu uHrHOUTOpaMu nzopepmernta CYP3A 6e3 KoppeKIMu J03Bl.

Hnoyxkmoput uzoghepmenma CYP3A

OnHoBpeMeHHOE IpUMEHEeHHEe KOOMMeTHHIOA ¢ MOTIIHBIM HHAYKTopoM u3odepmenta CYP3A
HE OLIEHUBAJIOCH B X0/ KIIMHUYECKOTO UCCIIEAOBAHMUS, OJIHAKO BEPOSTHO CHIKEHUE IKCIIO3UIIUU
KoOumetTuHu6a. Takum 00pazoM, OAHOBPEMEHHOTO MTPUMEHEHHSI YMEPEHHBIX U MOIIIHBIX
uHayKTOopoB u3opepmenta CYP3A (mampumep, kapOaMazenuH, pudaMuiini, (PeHUTOUH U
3BepoOOit IPOABIPSIBICHHEIH) cienyeT u3berarb. HeoOXoIuMo paccMOTPETh BO3MOKHOCTD
IIPUMEHEHHUs IIpenapaToB ¢ OTCYTCTBYIOMIEH WM MUHUMATLHOR MHAYKLIMEH n3odepmenTa
CYP3A B kauecTBe allbTepHATUBLL. D(PPHEKTUBHOCTE MOKET ObITh CHUXKEHA, I0CKOJIBKY
CYIIECTBYET BEPOSTHOCTh 3HAUYUTEIHFHOTO YMEHBIIIEHHM KOHIEHTpAMi KOOUMEeTHHHOA [TpH
OJTHOBPEMEHHOM IPUMEHEHHH ¢ YMEPEHHBIMU U MOIIHBIMHM UHIYKTOpaMH H30(hepMeHTa
CYP3A.

Hueubumopwr P-enuxonpomeuna

Kobumernnub sensercs cyoctparoM P-rimukonporenna (P-rm). [Ipu ognoBpeMeHHOM
IPUMEHEHUHU C UHTUOUTOpaMu P-ro, TakuMu Kax HUKIOCIOPUH U BEpariaMuil, CyIleCTBYET
BEPOATHOCTH MOBBIMIEHUS KOHIIEHTpalluK KoOUMeTHHNOA B IJIa3Me KPOBH.

Biusinue xobumMeTnnuba Ha Apyrue NeKapCTBEHHBIE MpenaparThl

Cybcmpamur uzsogpepmernmos CYP3A u CYP2D6

Kinunueckoe uccnegoBanue IEKapCTBEHHBIX B3aUMOJCHCTBUN Y MAIUEHTOB C OHKOJIOTHYECKAM
3a00JIeBaHUEM TI0KA3aJI0, YTO B MPUCYTCTBUU KOOMMETHHUOA KOHLIEHTpAIMK MU 1a30IamMa
(ayBcTBHUTENBHOTO cyOcTpara CYP3A) u nexctpoMeropdana (4yBCTBUTEILHOTO cyOcTpaTa
CYP2D6) B nnazme KpOBH HE MEHSUTHCH.

Cybcmpamur usogpepmenma CYPIA2

Kobumernnuo sBisgeTcs MOTeHIMATBHBIM HHAYKTOpoM H3odepmenta CYP1A?2 in vitro, Takum
00pa3zoM, BEpOSITHO CHIKEHHE 3KCIIO3UIIUU CyOCTpaTOB JaHHOTO (epMeHTa, HallpuMep,
teodrmuHa. KIIMHUYeCKMX UCCIeIoOBaH JIEKAPCTBEHHBIX B3aUMOICUCTBUN IS OLIEHKU
KJIMHAYECKOW 3HAYUMOCTH JaHHOT'O SIBJIEHUSI HE IIPOBOJIMIIOCH.

Cybocmpamur BCRP (breast cancer resistance protein - 6€10K YCmMOUYUEOCMYU paKd MOAOYHOU
oicenesnl)

Kobumernnub sisnsercs ymepenusiM uarnOuTopoM BCRP in vitro. Knmuanyeckux

HUCClIeI0BaHA M JICKapCTBCHHBIX B3aHUMOJACUCTBHAH IS OLUCHKH JAHHOTO SBJICHUS HE
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NpOBOAMIOCE. KiMHMUYecKas 3HauMMOCTh MHTHOUpoBaHus HHTéeTHHANBHOrO BCRP He MOXeET

OBITH UCKIIIOUEHA.

Jpyrue npoTHBOOIYXOJIEBLIE nopernaparsl

Bewypaghenuod

VY nmanueHToB ¢ HeonepabenbHON HIIM METACTATHIECKOH METaHOMOW HE OTMEUEHO KaKHX-JIH00
KJIMHUYECKH 3HAYUMBIX JIEKAPCTBEHHBIX B3aUMOACHCTBHI MeX Ay mpenaparoM KoTemmk u
BeMypapeHUOOM, TaKUM 00Pa3oM, KOPPEKIH TO3bI HE PEKOMEHIYETCSI.

Brusgaue koOuMeTnHuba Ha TPaHCHOPTHBIC CHCTEMBI JICKAPCTBCHHEBIX TIpEIapaToB

B nccnenoBanusx in vifro mokasaHo, 4To KOOUMETHHHUO He SIBISECTCS CyOCTPAaTOM TPAaHCIOPTHBIX
oenkop neuenn OATP1B1, OATP1IB3 u OCTI, HO TeM He MeHee ABIAETCS UX ClabbIM
uHruouTopoM. KimHn4eckasi 3Ha4MMOCTE 3THX JAaHHBIX HE YCTAHOBJICHA.

eTd
Hccnenosanus B3auMoIeHCTBHSI TPOBEAEHBI TOJIBKO Y B3POCIIBIX.
4.6. ®epTUILHOCTH, 6€PEMEHHOCTH W JAKTALMS.

KeHIMHEI ¢ ACTOPOJHBIM HOTCHIII/I&J’[OM/KOHTD&HCHHI/ISI

JKeHIUHEI ¢ 1eTOPOAHBIM HOTEHIMATIOM JIOJKHBI HCITOJIB30BATh JIBA HAJECKHBIX METO/Ia
KOHTpAIENIMH, HAlIpHMep, IPE3epBaTHB W Ipyroi OapbepHbIi METOA (CO CIIEPMHUIIHIOM, TIPH
HaJIMYMH), BO BpeMs JIeUeHus IpenapaToM KoTennyk 1 BIIOTH 10 3 MECSIIER TOCIIE 3aBEPIICHHUS
TEparuy.

bepeMeHHOCTD

JlanHsle 0 npuMeHeHuU npenapara Kotemmuk y 6epeMeHHBIX JKEHIUH OTCYTCTBYIOT. B
UCCIIEJOBAHUAX HA )KUBOTHBIX HAOIIOAAUCEH THOENb SMOPHOHOB U MIOPOKH PA3BHTHS
MarucTpaJbHBIX COCYNOB U Yepena y mioza (cM. paszzen 5.3). Koremnuk He cieyeT NIpuMeHSTh
BO BpeMsl OEpEMEHHOCTH, 33 UCKITIOYEHHUEM CITy4aeB KpaiiHel HeoOXOIMMOCTH, ITOCTIE
TLIATEIBHOTO PACCMOTPEHHUS MOJIB3bI JICUSHHUS IIpenapaToM Ui MaTepH B PUCKa JUTs TUI0a.

KopMeHHE IpyaBIO

HewuspecTHO, BBIIENsAETCS TX KOOUMETUHUO C IPYIHBIM MOJIOKOM. Henb3s HCKITIOUUTD PHUCK s
HOBOPOKJCHHBIX/TPYAHBIX feTeld. PemeHne o pekoMeH Al TPy IHOTO BCKapMITHBAHUS HITH
HazHauYeHUH MpernapaTta KoTemk T0HKHO MPHHUMATHCS, YUUTHIBAS MOJIB3Y TPYIHOTO
BCKapMJIMBAHUs ISl peOeHKa U HE0OX0AUMOCTD JICYSHHS TIperiapaToM JJisi MaTepH.

DepTUIBHOCTE

JlaHHBIE TT0 KOOUMETUHUOY I YelloBeka OTCYTCTBYIOT. MccnenoBanuii pepTUILHOCTH Ha
YKHBOTHBIX HE TTPOBOMIIOCH, OJHAKO HAOMIONATHCh HexenaTeabHble 3()QeKThl B OTHOLICHUH
PENPOAYKTUBHBIX OpraHoB (cM. pazaen 5.3). KnnHudeckas 3HaYUUMOCTh 3TUX JaHHBIX

HCHU3BCCTHA.
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4.7. BiiusiHHe Ha cOCOOHOCTDH YIPaBIATE Tpaﬂe‘nopmﬁiun;cpéACTBaMﬁ U padorarts ¢
MeXaHH3MAMH.

Kotennuk oka3piBaeT cnaboe BIMSHUE HA CIOCOOHOCTD YIIPABIIATH TPAHCIIOPTHBIMU CPECTBAMU
1 paboTaTh ¢ MexaHu3MaMHu. Bo BpeMs IpoBeieHUsT KITMHMYECKUX HCCIIEN0BAHUM Y HECKOIBKHUX
NAIKEHTOB, IOIyYaBIIMX KOOUMETUHUO, OBIIIN 3aperucTpUPOBAHBI PACCTPOMCTBA 3pEHHUS (CM.
pazzener 4.4 u 4.8). [lanuenram cieayeT peKOMEHA0BATh BO3AEPKATHCS OT YIIPABIEHUS
TPaHCTIOPTHBEIMM CPEJACTBAMHM U pabOThl C MEXaHU3MaMHU, €CJIA Y HUX HAOIOAAI0TCS Hapy IICHHS
3pEHUS MM JTI00bIE IpyTHe HeXeNaTenbHble Q) QeKThl, KOTOPbIe MOTYT ITOBJIMATH Ha
CIIOCOOHOCTH YIPaBICHUs TPAHCIIOPTHBIMU CPEICTBAMH MM paboTy ¢ MEXaHU3MAaMHU.

4.8. HexenareabHble peakmuu.

PestoMe nipodmiig 6e30MacHOCTH

B pamkax Bceli mporpaMMbl KIMHAYECKOH pa3paboTku mpemnapara Koreiumk B o01mei clioxuocTu
376 mauueHTOB ¢ HeolepabeNnbHOH i MeTacTaTHIecKol Menanomoit ¢ BRAF V600 myranueit
noay4ainy npenapar Kotemnuk B KomOuHAIMK ¢ BemypadeHnooM.

besonacrocTs Tepanuu npenaparom Kotennuk B koMOHHAINY ¢ BeMYpadeHUOOM OLIEHUBANHN B
uccnenosanuu GO28141 y 247 nauueHToB ¢ pacipocTpaneHHo# menagomoi ¢ BRAF V600
MyTanue. MenuaHa BpeMeHH J0 TIOSBICHHUS TIEPBhIX HEKENATENbHbIX SBIEHUN >3 CTeneHu
TSDKECTH cocTtaBuia (.6 Mecsala B rpynne KOMOMHAPOBAHHON Tepanuu mnpenapatoM KoTemnuk u
Bemypadenudom u 0.8 Mecsua B rpymre rmiane6o 1 Bemypadenuda.

besonacHocTs Tepanuu npenaparom Kotemmk B KoMOHHAIMY ¢ BeMypadeHHOOM TakKe
ouenusanu B uccaenobanun NO25395 y 129 manuenToB ¢ pacnpocTpaHeHHONH MeTaHOMO#H ¢
BRAF V600 myramueii. [Tpoduns 6e3onacHocty B uccnenoBanmu NO25395 cooTBeTcTBOBA
npoduiro 6e3onacHocTH B HccaeqoBannu GO28141.

B uccnenosannu GO28141 B rpynne KoMOMHHPOBAHHOM Tepanuu rpenaparomM KoTemk u
BeMypadernOoM Hamboee yacto (>20%) u ¢ 6oiee BBICOKON 9aCTOTOM HabIIOJAINCh TAKHE
HEe)XeJIaTeNbHBIE PeaKIMH Kak Juapesi, ChIlb, TOIIHOTA, IUPEKCHS, PEAKIHH
(GOTOUYBCTBHTENBHOCTH, ITOBBIEHHE akTUBHOCTUH AJIT, nospiuenne aktupaoctd ACT,
nospienue akrusHocTH KOK B xpoBu m pBoTa. B rpymnne mianebo u Bemypadennda Hanbosee
4acTo (>20%) u ¢ HoJiee BHICOKOH YAaCTOTOH OTMEYANNCh aPTPAITHS, AJOTEIUS U THIIEPKEPATO3.
YacToTra pa3BUTHS MOBBIICHHON YTOMIIIEMOCTH ObLiIa COTIOCTABMMOMN B 0GEHX IPyIIIax.
[Tonnoe onucanue BCeX HEXeaTeNIbHBIX PeaKIIHii, CBA3aHHBIX C Tepalreil BeMypaheHrnoom, cM.
B OXJIIT Bemypadennbda.

Tabnuynoe pe3loMe HEXETATEIBHBIX PEAKIIUNA

I/IH(I)OpMaI_II/DI 0 HEXCIIATCIIbHBIX PEAKIIUAX OCHOBaHA Ha PE3YJIbTaTaX MHOTOLICHTPOBOIO,

PaHIOMH3HPOBAHHOTO, IBOWHOIO CIIENOTO, I1aned0-KOHTpoaupyeMoro uccneaoBanus ¢aszot 111
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(GO28141), B KOTOPOM OLIEHUBATIU OE30MACHOCTE U 3Q)PEeKTUBHOCTE Nperapata KoTemmk B
KOMOMHAIUH ¢ BeMypa)eHHMOOM B CPaBHEHUH ¢ MOHOTepanuei BeMypapeHrnOoM y panee
HEJICYEHBIX NIALIUEHTOB ¢ HeollepabelbHONH MeCTHO-pactipocTpaHeHHol (ctaaus I1lc) win

MeTacTatndeckoi (ctanus [V) menanomoit ¢ BRAF V600 myranuei.

HaHHLIC 0 4aCTOTEC HEKEJIaTECJIbHbBIX peaxunﬁ OCHOBAaHEI Ha aHayin3e 0e301MacHOCTH Yy NallUCHTOB,

HOJTy4aBIINX KOMOMHUPOBAHHYIO TEPAMUIO KOOUMETHHHOOM U BeMypadeHHOOM, ¢ MEAUAHON
nepuoa nocjeayromero Hadbmoenus 11.2 mecsna (nata cpesa ganueix 19 centsaodps 2014
rojaa).

HexxenatenbHble peakiiui, 3aperuCTPUPOBAHHBIC Y MAIIMEHTOB C METAHOMOIA, IIPEICTABIIEHE]
HHJKC B COOTBETCTBHU C CHCTEMHO-OPraHHON Kjlaccudukanueid cormacHo ciaoapro MedDRA,
YacTOTOHN M CTEMEHBIO THKECTH. [JIst KilaccH(UKAIIUU YaCTOTHI HEXeNaTeIbHBIX peaKiiuii
UCITONB3YIOTCS CIIEIYIONIHE KaTerOpHu:

o4eHb gacto (>1/10);

gacto (>1/100 — < 1/10);

HevacTo (>1/1 000 — <1/100);

penxo (>1/10 000 — <1/1 000);

oueHb penko (<1/10 000).

B Tabnuue 3 nmepeuunciieHsl HexenaTeNnbHble peakliiy, KOTOpbIe OBLUTH PacIiCHEHBI KaK

CBs3aHHBIC C IPUMEHEHUEM IIpeIiapara Kortemmuk. B paMKax KaKIoH KaTCeropuu 4acCToOThI

HEXEJIATCJILHBIC pCaKIIUU MIPEACTABJICHBI B ITOPAAKE YMEHBIICHUS TAXKECTH U B COOTBETCTBHHU C

kputepuaMu NCI-CTCAE Bepcun 4.0 (o61mue KpuTepuu TOKCHYHOCTH ), KOTOPBIE HCIIOIH30BAIH

JJIs OIIEHKU TOKCHYHOCTH B uccienopannu GO28141.

Tabumua 3. HexenarenpHble peaklu y TAllMeHTOB, MOJMyYaBIIUX MpenapaT Kotemuk B

KoMOUHAIMH ¢ BeMypadeHrn6oM B uccnenosannu GO28141°

CHcTeMHO-0praHHBIIH Ouenp yacTo Yacro HeuacTo
KJ1acc
JlobpokauecTBeHHBIE, bazansHoKIIETOUHAS
3]I0KA4Y€CTBEHHBIE U KapLHOMa,
HEYTOUHEHHBbIE MJIOCKOKJIETOYHAs
HOBOOOpa3zOBaHUs KapLUHUHOMAa KOXH **,
(BKJTIOYAst KUCTBI U KeparoakaHToma™**
MOJIUIIBI)




Hapymenus co cTOpOHBI Anemus Mk

KPOBH U MMM pATHIECKON 1

CUCTEMBI

Hapymenus merabonuzma O6e3BoKHBaHUE,

Y IIUTaHUs runodocdaremMus,
TUIOHATPUEMHUS,
TUIEPIIIUKEMHUSE

Hapymienust co cTopoHBI Cepoznast Hapymenwne 3penus

opraHa 3peHus peTuHOonmaTus®,

HEYUETKOC 3pCHUC

Hapymienus co cropoHsr

COCYZIOB

['mneprenzus,

KpOBOTeYeHHE™

Hapymienus co cropoHst
JBIXaTeJIbHOM CHCTEMEI,
OpraHoB IPYAHOH KIIETKH

" CPEAOCTCHHUA

IToesmonuT

>K€J'I}7}IOLIHO-KI/IH16‘{HLI€

HapylIeHUs

Juapesi, TomHOTA,

pBOTa

Hapymenus co ctopoHsl
KOXH U TTOAKOXKHBIX

TKaHen

(DOTO‘IYBCTBI/ITGJ'IBHOCT
P, CHINB, MaKyJo-
MarnyJse3Has ChIllb,
akHeu(hOPMHBIN
JIepMATHT,

kok C
ramepkeparos**, sya’,

CYXOCTh KOXKH®

Hapymenus co ctoponsr
MBIIIEYHOMU, CKEJIeTHON U

COCIIMHUTEIILHOM TKaH!

Patnomuonuz* **

OO6ume HapyueHus U
peaxIuy B MecTe

BBCACHHUA

[Tupexcus, 03000,

nepudeprueckuil oTek”

JlaGoparopHbie
UHCTPYMEHTAIbHEIE

JaHHBIC

[ToBrimenue
aktusHoctH KOK B

KpPOBH, ITOBLIIIICHUEC

YMeHblieHue Gppaxkiuu

BBIOpOCA, TIOBBIIIEHUE
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aktuBHOCTH AJIT, ypOBIA{SIV OnaIMpyOHHa B
ACT, ramma- KpPOBU
riyTaMmuiITpanchepassl

(I'TT), I1® B xpoBH

"lata cpeza naHHbIX — 19 centsadps 2014 roga.

* CM. nogpazaen «KposoreueHue» B pasneie «OnucaHue OTAENbHBIX HEXEIATENbHbIX PEAKLIUIN.

** Cm. noapaznen «ITnockokyeTouHas KapUMHOMa KOXH, KEpaTOaKaHTOMa U TuIepkepaTo3» B pasaene «OnucaHue
OTIEbHBIX HEXKENaTeNbHbIX peakuui».

**% Cm. noppaszaen «Pabnomuonusy B pazaene «OnucaHUe OTAENbHBIX HEXENTATENBHBIX PeaKLUiy.

A BK/OYaeT U XOPHOPETHHONATHIO, U SBJIEHHS OTCIONKY CETHATKH, YKa3bIBAtOLUE HA CEPO3HYIO PETHHOMATHIO (CM.
paznen 4.4).

» KoMOUHUPOBAHHBIH MOKA3ATENb BKITFOYAET COOOLIEHNS 0 PEAKIME (POTOUYBCTBUTEIBHOCTH, COJHEUHBIX 03KO0raX,
COJIHEUHOM JIEPMAaTHTE U aKTHHUUECKOM 3/1aCTO3€.

¢ HesxxenaTesbHble PEAKIIMH, BLISBIEHHbIE B MCCIEN0BAHMI MOHOTEPANIMHM KOOUMETHHHGOM (ML29733;

uccnenosanne B CLIA). OnHako B KIMHUYECKUX WCCIIEIOBAHUX, MPOBEJCHHBIX Y MALMEHTOB C HeornepabenbHoH
WY MeTacTaTHYECKOH MeTaHOMOM, Takke coOOLIanoch O HeXeNaTeJlbHbIX peakLUUaX B KOMOMHUPOBAHHOI ¢

BeMypadeHUOOM Teparuu.

Onucanue OTAEILHBIX HEXKENATSIbHBIX PEAKIIHHA

Kposomeuenue

B rpynme komOuHMpoBaHHOH Tepanun mpemnaparoM Koremnuk u BemypaheHnOoM sBIeHUS
KpOBOTEYEeHHS (BCEX THUIIOB U CTENEHEH TSDKECTH) PETUCTPHUPOBAIIUCE YallEe, YeM B IPYIIIIE
miane6o u Bemypadenuda (13% B cpaBuenuu ¢ 7%). MeauaHa BpeMeHH 10 IEPBOTO
BO3HUKHOBEHUS SBJICHH cocTaBsia 6.1 Mecsla B rpyniie KOMOMHUPOBAaHHOW Tepaluu
npenapatoM Kotemnk 1 BemypageHUO0oM.

BobIIMHCTBO SBICHUH OTHOCHIIMCE K | UM 2 CTENeHU TSXKECTU M ObUIM HECEPhE3HBIMHU.
Bonpinas 4acTh siBIeHUN pa3pelinsiachk 0e3 uaMeHeHus 1036l penapara Korennuk. MaccuHable
KPOBOTEUCHHS (BKIIIOYAs BHYTPHUEPEITHOE KPOBOUBIUSHUE U HKENIy 10YHO-KUILIEYHOE
KPOBOTEUYECHHE) OBLTH 3aperMCTPHPOBAHBI B X0OJI€ IIOCTPETUCTPAIIMOHHOTO IpUMeHeHus. [lpu
OJIHOBPEMEHHOM MPUMEHEHUH aHTUTPOMOOTHYECKUX UJIM AaHTUKOATYJITHTHBIX CPEICTB PHCK
BO3HHUKHOBEHHS KPOBOTEUYEHHsI MOXKET OBIThH MOBHIIIEH. B ciyyae pa3BUTUS KPOBOTEUEHUS
JleyeHHe IPOBOJUTCS MO KITHHAYECKUM TIOKa3aHusIM (CM. pasfensl 4.2 u 4.4).

Paboomuonus

[Tpu moCcTperucTpanuoOHHOM TIPUMEHEHUH OBIITH 3apErUCTPUPOBAHbI ClIydan padJoMHUONIN3A.
[Tpu3HAKY WM CHMIITOMBI pabOMHOIN3a CIIy’KaT OCHOBAHMEM I IPOBECACHUS
COOTBETCTBYIOIIETO KITHHHYECKOTO 00CIeI0BaHHS U JIEUEHHS 110 KITMHUYECKUM MTOKA3aHHUsIM, a
TaKKe Ul CHIDKEHHS 10361 Ipernapara KoTelmuk win npekpalleHns TeEpaniy B 3aBUCUMOCTH OT

TSOKECTH HEXeNaTeIbHOM peakiun (cM. pazjensl 4.2 u 4.4).
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Peakunu (hOTOUYBCTBHTEILHOCTH OTMEUANUCH ¢ 06071¢6-BEICOKON YACTOTON! B.IPYIIIE

KOMOMHUPOBAHHOU Tepamuu npenaparom KoTemmik u BeMypa@eHUOOM 110 CPAaBHEHMIO C
rpynmo# mwiane6o u BeMypadennoda (47% B cpaBHeHUH ¢ 35%). BOIBIIMHCTBO SBIEHUH
OTHOCHIIOCH K 1 MM 2 CTENEHH TSDKECTH; SIBJICHUS >3 CTeleHH TSKECTH OTMEYaIUCh y 4%
[ALUEHTOR B IPyIllle KOMOHHHPOBAHHOM Teparmu npenaparoM KoTemnuk u Bemypapenudom u y
0% manueHTOB B rpylie mianedto u Bemypadenuoda.

He nabir0/1a/10ch KaKUX-JTHOO SBHBIX 3aKOHOMEPHOCTEH 110 BpeMEHN BOZHUKHOBEHHU SBJIEHUN
>3 crenenu. [Ipy BOSHUKHOBEHHY SABJICHUNA (POTOUYBCTBUTEIBHOCTH >3 CTEIIEHU B IPYIIIE
KOMOHMHHPOBAHHOM Tepanuu npernaparom Korennuk 1 BeMypadeHnOoM, IPOBOAUIACE
IPEUMYIIECTBEHHO MECTHAS TEPATIHS B COUYSTAHUH C MIPEepPBIBAHUEM TE€PANIUU OOOUMH
npenapatamu (cM. pazaen 4.2). [Ipu npoBeneHnr MoHOTepauy npenaparom Korennuk
IpU3HAKOB (POTOTOKCHYHOCTH HE HAOIIONAI0Ch.

[InockorknemouHas KApYUHOMA KOACY, KepamoaKanmoma u 2uNeprepamos

Cry4ad TIOCKOKIETOYHOH KapIUHOMBI KOXKH B TPYIIIIe KOMOMHHPOBAHHOM TEPaIIuH
npenaparoM Koremik U BeMypadeHHOOM peruCTpUPOBAIKCE ¢ 00Jiee HU3KOM 9aCTOTOH, 4eM B
rpymie mwiane6o u Bemypadenuda (Bce crenenu: 3% B cpaBaeHuu ¢ 13%). Ciryuau
KEPaTOAKAHTOMBI B IpyIiTie KOMOMHUPOBAHHOW Tepanuy npernapaToM KoTemmk u
BeMypapeHnOOM PErHCTPUPOBATUCH ¢ O0JNiee HU3KOW YacTOTOM, YeM B IpyIIle [auedo u
BeMypadenuda (Bce creneHu: 2% B cpaBHEHUU ¢ 9%). Cirydan runepkeparos3a B IpyIie
KOMOHHHPOBAHHOM Tepanuu npemnaparoM Kotemmik u BeMypaheHnO0M perucTpupoBaIuch C
foJee HU3KOM 4acTOTOM, YeM B rpymie mrane6o u Bemypadennoda (sce crenenu: 11% B
cpaBHeHuu ¢ 30%).

Ceposnas pemunonamus

VY manueHToB, moiydaromux KoTemmk, oTMedanch ciiydan CEpo3HOH peTHHONATUH (CM.
pasnen 4.4). [TaureHTaM, Y KOTOPBIX BIEPBBIE BOZHUKIIO WM YCUIMIJIOCH PACCTPOHCTBO 3PEHNS,
PEKOMEHIOBAHO MPOUTH odTanbMoiorndeckoe obcnenoBanre. Cepo3Hyr peTHHONATUHIO MOKHO
KOHTPOJIHPOBATH IIyTEM IIPEPBIBAHUS JCUCHHUs, CHIDKEHUS 0351 WM NTPEKpallleHUs TEPAMHHU (CM.
Tabmuny 1 B pazaene 4.2).

Huchynryus nesozo sxnenyoouxa

Y manueHToR, noaydarmuxX KoTemmk, otMedanochk cHuxKeHre OBJDK 0OTHOCUTENIBHO
UCXOJHOrO nokazaress (cM. pazzen 4.4). ®BJDK neobxonumo oleHUBaTh EPE] HAYAIOM
JIeUeHUsl ISl OTIPECIICHUsT HCXOHBIX 3HAYCHUM, a 3aTeM I0CJIe IEPBOTO MecsIla JeUeHUs U, KaK

MHUHHMYM, KAXXIBIC 3 MecAla UK 10 KIIMHUYCCKHUM ITOKasaHusaM 10 IMPEKPAICHUA JICHCHHA.



Cumxenre ®BJDK 0THOCHTENEHO HCXOAHOTO YPOBHS MOKHO KOHTPOJIHPOBAThH HYTEM

MIpephIBaHMA JICUEHHS, CHYDKEHUS O3Bl UIIKM TIpeKpalleHus Tepanuu (cM. pasaen 4.2).

OmrioneHus 1a60pamopHbix nokasame.iet

OmraoHeHUA 1a00pamopHbiX NOKazamenet hyHkyuy neyenu

Y MaluEHTOB, MMOJYYaBIINX Kotemmixk B KOM6I/IHaHHI/I C BeMypa(l)eHI/I6OM, OTMECHAIHCh

OTKJIOHCHUA Ha60paT0pHBIX nokazaresnemn (I)yHKIII/II/I ICYCHHU, B HaCTHOCTH, ITOBBIIIICHUE

aktuBHOCTH AJIT, ACT u I[® (cM. paznen 4.4). JlabopaTopHble nokazaTeid QyHKIIUN TEUCHH

HEOOXOAMMO OLICHUBATE nepea HadajioMm KOM6I/IHI/IpOBaHHOFO JICYCHUS, CIKEMECAYHO BO BpEMA

JIEYEHUS WK 4alle (IpU HAUTHYMY KIMHUYEeCKUX Toka3zaHuit) (cM. pasaen 4.2).

lHosviuwenue akmusnocmu KOK 6 kposu

B uccnenosanuu GO28141 6eccumnromuoe moeieHne akTuBHOCTH KOK B kpoBH

Habroganock ¢ 6osee BEICOKOM 4acTOTOH B rpyme KOMOWHUPOBAHHOW Tepanmuy Mpenaparom

Korennuk u Bemypadenudbom, ueM B rpymrie mianedo u Bemypadennda (cM. pasaensi 4.2 u 4.4).

B nanHOM HccneoBaHIH OBUIO 3apETHCTPUPOBAHO MO OJHOMY CIIyUaro pabIoMHOIIN3A C

OJHOBPEMEHHBIM MOBBIIIEHHEM aKTUBHOCTH KDK kpoBH B KaXK10U U3 TpyNN Teparuu.

B Tabnuue 4 mpuBeneHa 4acToTa OTKIOHEHUH TabOPAaTOPHBIX MoKazaTeNneil GpyHKIUHU TeYeHH ’

ciiydaeB noBeleHus akTuBHOCcTH KDK Bcex crenenet TsokecTH U 3-4 CTETIEHU TSKECTH.

Tabnuua 4. dyHKuHOHATEHBIE TPOOBI TEYEHH U APYTHE Tad0paTOpHEIE MOKA3aTelH,

usMepsiemele B uccnenosanuu I gazer GO28141

N3menenust Kooumerunu6 + IMnaue6o + Bemypadenuod
perucTpupyemMbIx BeMypadenud n=246 (%)
JadopaTOpHBIX MoOKAa3aTeeil n =247 (%)
Bce crenenu 3u4 Bcee crenenn | 3 u 4 crenenu
THKECTH CTeleHu THAKECTH THAKECTH
THAKECTH
QOyHKUMOHAJbHbIE MPOOLI TTeYeHH
ITopeinenue aktuBHOCTH [1[D 69 g/ 55 3
[ToBbIlIEHNE AKTUBHOCTH 67 11 54 S
AJIT
[IoBbIlIEHUE AKTUBHOCTHU 71 7 43 2
ACT
[Tosbienne aktuBHOCTH [ T'T 62 20 59 17
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TToBbILIeHHE YPOBHS 33 ) 43 1
OunupyouHa B KpOBH :

JApyrue oTK/I0HeHHsI 1a60pATOPHBIX MOKA3aTeJIeil

IloBblIeHMEe aKTUBHOCTH 70 12 14 <1
K®K B kpoBu

Oco0ble ONYISIAN

Hayuenmuvl nosxcunozo sospacma

B nccnenosanuu dassl 111 mo u3ydenunio npumMenenus npenapara KoTeaauk B KOMOWHALMY C
BeMypapeHHOOM y MallueHTOB ¢ HeolepabelbHON HITH METACTATHYECKOH MeTaHoMol (n=247)
183 nanuenra (74%) 6pu1u B Bospacte <65 ner, 44 nanuenra (18%) — B Boszpacre 65-74 ner, 16
nanueHToB (6%) — B Bozpacte 75-84 net u 4 nanuenta (2%) — B Bo3pacte >85 ner. Jlonu
MAIHCHTOB, Y KOTOPLIX OTMEYAIINCh HEXKEeaTeNbHbIC SABJICHHUS, [T AUEHTOB <65 JIeT 1 >65
JIET OBLTH COIOCTaBUMBL. Y ITALIMEHTOB >65 JieT ¢ GOMbIIeil BEPOSITHOCTHIO Pa3BUBANIUCE
CEpbe3HbIC HEXKEIATENBHEIE ABICHUS U He)KelaTeNIbHbIE SABIICHUS, KOTOPBIE IPHUBOIUIN K OTMEHE
KoOMMeTHHHOA, [T0 CPABHEHUIO C MarueHTaMu <65 JeT.

Lemu

besomacnocts mpemapara Korenmamk y gereff ¥ MOAPOCTKOB IIOJIHOCTBIO HE YCTAHOBIIEHBI.
besomacnocts npemnapara KoTe/umik oleHMBaid B MHOTOUEHTPOBOM OTKPHLITOM KIMHHYECKOM
HCCIENOBAaHUU ¢ IOBBIIIEHUEM 03Bl y 55 jiereld B Bo3pacTe OT 2 10 17 JIeT ¢ COMUTHBIMHU
onyxonamu. IIpodwns Oezomacnoctu mpemapara KoOTemIMK COOTBETCTBOBAI TAKOBOMY Y
B3POCIBIX MALMEHTOB (CM. pazjaein 5.2).

llayuenmul ¢ noyeunHoii HEOOCMAMOUHOCMBIO

DapMaKOKHMHETHUECKUX UCCIIENOBAHU ¢ YIaCTHEM MAI[EHTOB C HAPYIIEHUAME (PYHKIIHUHU ITOYEK
He MpoBoAUI0Ck. COryIacCHO JaHHBIM TONYJSIHOHHOTO (apMaKOKHHETHYECKOIO aHAIU3a Y
NAlMEeHTOB ¢ HapylleHHeM QYHKIMH NOYeK JIETKOH MIIH YMEPEHHON CTENEHH KOPPEKILIUH J1035]
He pexoMeHnayercs. [lanHble 0 mpuMeHeHnH npemnapaTta KoTe/UIuK y MalueHTOB C TSKEIbIM
HapylIeHHueM (YHKIUY NOYeK MUHAMAJIBHBL. Y MAI[HEHTOB C TSOKENIBIM HapylIeHHeM () yHKLUH
nodek KoTeuk ciaeayeT MpUMEHSITh C OCTOPOIKHOCTBIO.

IHayuenmul ¢ neueHOUHOL HEOOCMAMOYHOCINBIO

VY nmanueHToB ¢ HapylleHHeM (QYHKLIUH NeYeHH KOPPEKIHUS 036l He peKOMEHIyeTCst (CM. pasel
5.2).

CoobllteHne 0 Mo03peBAEMBIX HEXKEIATEIBHBIX DEAKIIHIX

Baxmo COO6IHaTB 0 IOAO3PEBAaCMbIX HEXKECITATEIIBHBIX PCAKIHUAX IIOCIIC PETUCTpaliui
JICKaApCTBEHHOTO MpeTapara ¢ Iejblo obecrneyeHus HEMPEPBIBHOI'O MOHUTOPHHI'a COOTHOIICHUA

«IIOJIB3a-pHUCK» JIEKAPCTBCHHOTI'O IIpeIiapara. MeIII/ILII/IHCKI/IM pa6OTHI/IKaM PEKOMEHAYETCA
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co001IaTh 0 TIOOBIX MOJ03PEBAEMBIX HeXeNaTeIbHBIX péaxunﬂx’nexapCTBeHHoro npenapara yepes
Hal[MOHAJIbHBIE CUCTEMBI COOOIIIEHHUS 0 HeXeNaTeNbHBIX PEaKIUsIX TOCYAapCTB — WICHOB
EBpasutickoro skonomudeckoro corosa (Y11 «LleHTp 3KCIIepTH3 U UCTIBITAHUH B
3JIpaBOOXpPaHEHUU» MUHHUCTEPCTBA 31paBooXpaHeHus Pecniyomiku benapycs,
https:www.rceth.by).

4.9. Ilepeno3upoBka.

B kMHHAYeCKUX HCCIIeTOBAHUSAX Y YeJIOBEKa He HaOMIOAN0Ch CIyYaeB Mepe03uPOBKHY.
Jleuenue

B ciiyuae npenmonaraemMoli mepe103MpOBKH JiedeHre npernapaToM Kotemmik crienyer
IIPUOCTaHOBUTEL M HAYATh NPOBECHUE Mo IepkuBatolei Tepanuu. Creruduueckoro aHTHAOTA,
KOTOPBII MOKHO OBUIO OBI HCIOJIB30BATh B CIyYasX IIEPEI03UPOBKH mpemnapata Kotemk, He

CYIIECTBYET.
5. PAPMAKOJIOT'MYECKHUE CBONCTBA

5.1. PapmakoguHAMHYeCKHe CBOIiCTBA.

dapmakorepaneBTudecKkas rpymnmna: [IpoTuBoomyxoseBsie # IMMYHOMOYJIUPYIOIIHE CPEACTBA.
[IpoTBOOMyXOa€EBBIE cpeacTBa. NHIMONTOPBI IPOTEHHKNHA3EI. MUTOTCH-aKTHBHPYEMBbIC
HIUOUTOPBI IPOTEUHKUHA3BI.

Kon ATX: LO1EEO2

MexaHu3M AeHCTBUS

KobumeTnuO — 3710 nepopaibHelii 00paTUMBIH CEJIEKTUBHBIN alNIOCTEpUUSCKUN HHTUOUTOP,
KOTOPBIHA OJIOKHpYeT CUTHAJIBHBIN IIyTh MUTOT€H-aKTUBUPYEMOH MpoTeuHKuHa361 MAPK
(mitogen-activated protein kinase) myTeM Bo3A€HCTBUSA HA MUTOTEH-aKTHBHPYEMYIO
BHEKJIETOUHYIO CUTHAJI-perynupyemyro kunazy MEK (mitogen-activated extracellular
signal-regulated kinase) 1 u MEK 2, uTo npuBoAuT K HHrHOMPOBaHHIO (hochopuIMpoBaHus
BHEKJIETOYHOM cUrHan-peryaupyemon knHassl ERK (extracellular signal-regulated kinase) 1 u
ERK 2. Takum oOpa3om, KOOUMETHHUO ONOKUPYET KIETOUYHYIO poHdeparuio,
WHAYIHUPYEMYIO Yepe3 cCUurnanbHbiil myTe MAPK mmyremM HHruOMpoBaHUs CUTHAIBHOTO ITYTH
MEK1/2.

Ha noxnuHuyeckux Mojensx ObU10 oKa3aHo, YT0 KOMOWHAINS KOOUMETHHUOA U
BeMypadeHnda 0IHOBpEMEHHO BO3/IEHCTBYET Ha ONYyXOJIEBbIE KJIETKA MEJIaHOMEI, HECYIIHe
mytauud BRAF V600 u MEK; komOununpoBanHas Tepanus OJOKUPYET peakTHBALIMIO
curnansHoro nytd MAPK, nyrem Bo3zaeiicteus Ha MEK 1/2, uto npuBoauT K 60jiee MOIIHOMY
MHIUOMPOBaHHUIO MEXKIIETOUHON NIepeiaur U MoJaBisieT NPoU(epariiio OmyXoleBbIX KIETOK.

Kmanuyeckad 3¢ GEKTHBHOCTE U 0€300aCHOCTE
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JlanHble 1o GezomacrocTH ﬁ’ad)q)eKTHBHOCTH ipeniapata KOTEIHK-B KOMOHHAIIH C
BeMypadeHHOOM y MAIMEeHTOB C MeTacTa3aMu B IEHTPAILHON HEPBHOM CUCTEME MITH Y
IIAIIHEHTOB € 3JIOKAYECTBEHHOW METaHOMOM HEKOXKHOU JIOKATM3alUHl OTCYTCTBYIOT.
Hcceneoosanue GO28141 (coBRIM)

Hccnenoanne GO28141 — 310 MHOTOIIEHTPOBOE, PAaHIOMH3UPOBAHHOE, IBOMHOE CJIETIOE,
nnauebo-KoHTponupyemoe uccaenoBanne dasel I st otieHK 6e30MacHOCTH U
apdexTuBHOCTH penapara KoTemink B KoOMOHHAIINHA ¢ BeMypadeHHOOM B CpaBHEHHH C
MoHoTepanueil BeMypadenudom (Bemypadenud + miamneto) y MalueHToB ¢ HeonepabenbHOR
MeCTHO-pacnpocTpaHeHHoi (ctaaus [llc) nnn metactatudeckoit (cranus 1V) Mmenanomotii ¢
BRAF V600 mytanueit, 1o moBogy KOTOpo# He MPOBOAWIOCH NIPEIIECTBYIOMIET0 TEUSCHHS.

B uccnenopanne GO28141 BriIroyany MaUeHTOB ¢ TOKA3ATENIEM OOIIEro COCTOSIHAS 10 LIKAJIE
Bocrounoii koonepupoBanHoii oHKOIOorHueckoi rpyiisl (Eastern Cooperative Oncology Group,
ECOGQG) 0 umu 1. ITanueHTHI ¢ mokasareineM o0mero cocrogaus o mkane ECOG 2 6putn
UCKJIIOYEHBI U3 UCCIICAOBAHUA.

ITocne noaTBepxxaenus Hammausa mytauu reia BRAF V600 mpu MmenanoMe (¢ IMOMOIIBIO TecTa
A7 BbIsIBIeHus MyTamuii cobas® 4800 BRAF V600) 495 manueHToB, paHee He MONYYaBIIMX
JIeYeHMUs 110 [TOBOY HeomepabelbHOH MECTHO-PACTIPOCTPAHEHHOM UITH METAaCTaTUYeCKON
MeJIaHOMBI, OBUIN PaHIOMHU3UPOBAHBI JJIS1 OTYyYCHHUS:

. rrane0o oAuH pa3 B CYyTKH ¢ 1 mo 21 geHb Kaxaoro 28-aHeBHOr0 UK TeueHus 1 960
MT BeMypadennOa 1Ba paza B CyTKH ¢ 1 110 28 JieHb

10051

. 60 mr npenapara Kotennauk oiuH pas3 B cyTku ¢ 1 1mo 21 geHpb Kaxa0ro 28-1HeBHOTO
nukia gedenus 1 960 mr Bemypadenunda nBa paza B cyTku ¢ 1 1o 28 1eHsb.

ITepBuyHO# KOHEUHOM TOYKOU ObLIa BEDKHBaeMOCTh Oe3 nmporpeccupoBanus (BBII), kotopas
OlLIEHUBAJIACH McclieoBaTeeM. BTOpHYHBIME KOHEUHBIMU TOUKaMHU () (HEKTUBHOCTHU SBIISUTHCD
ob1mmas BepKuBaeMocTh (OB), yacToTa 00bEKTHBHOIO OTBETA, JIMTENHHOCTE oTBeTa (J10),
olleHHBaeMble uccienoparensiMu, 1 BBII, onennBaeMas He3aBUCHMBIM HAOTIO1aTEILHBIM
opranom (HHO).

KnrodeBbie nCXOAHBIE XapaKTEPUCTHKA MPUBEACHBI HIDKE: 58% manueHToB ObUTH MYKCKOTO
1oJjla, MeIna"a Bo3pacrta cocranisiia 55 ner (quama3on ot 23 1o 88 ner), y 60% nanueHToB
UMeJlach METACTaTUYEeCKasi MeJIaHOMa Ha CTauu M1c; 10718 TAlMEHTOB C TIOBBILLIEHHON
aKTUBHOCTBIO JTaKTaTJETHApOoreHas3nl coctapisna 46.3% B rpynne KOMOMHUPOBAHHOM Tepanuu
koOuMeTnHuOOM + Bemypadenundom u 43.0% B rpymre iaredo + semypaderuo.

89 manuenTos (18.1%) 6vutn B Bo3pacte 65-74 rona, 38 maruenTor (7.7%) — B Bo3pacte 75-84

roga u 5 nanuenToB (1.0%) — B Bo3pacte >85 net B uccnegoBanun GO28141.
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Pesyneratre! oueHkn 3¢ eKTHBHOCTH MPECTaBAEHBI B TAOIHIIE 5.

Tabmuua 5. Pesynprars! oneHku appextuBHOCTH B HccnenoBanuu GO28141 (coBRIM)

Korteanuk + Ilnanedo +
BemypadeHud Bemypadenuod
n=247 n=248

IlepBuyHag KoHeyHas Touka™
Berxusaemocts 0e3 nporpeccupoanus (BBII)
Menuana (MecsIbI) 12.3 1.2
(95% ) (9.5-13.4) (5.6-7.5)
OtHommenue puckos (OP) 0.58
(95% JIN)° (0.46-0.72)
KiioueBble BTOpHYHbIE KOHeYHbIe TOUKkn®™ f
Ob6mas BeokuBaemMoctsb (OB)8
Menuana (Mecsibl) 22.3 17.4
(95% N) (20.3-HITO) (15.0-19.8)
OtHowenue puckos (OP) 0.70

(95% JN)° (0.55-0.90); 3nauenue p= 0.0050°
YacToTa 00HEKTUBHOIO OTBETA 172 (69.6%) 124 (50.0%)
(HOO0)

(95% AN) nns HOOC (63.5%-75.3%) (43.6%-56.4%)
Paznuune 8 HOO 19.6%

(95% I (11.0%-28.3%)

Haunay4umuii o6mmuii orser (HOO)

ITonHeblil OTBET

39 (15.8%)

26 (10.5%)

YacTHYHEIA OTBET

133 (53.8%)

98 (39.5%)

CrabunbHoe 3ab0eBaHue

44 (17.8%)

92 (37.1%)

JdnureasHoctsh oTBeTa (J1I0)

Mennana (MeCsIbI)
(95% )

13
(11.1-16.6)

9.2
(7.5-12.8)

HTITO = He nongaeTcst OLEHKE

* OLIEHEHO U NOATBEPKAECHO HUCcTiefoBaTeeM ¢ ucnonb3opanueM kpurepueB RECIST Bepcuu 1.1.

> Ananus cTpaTUUIMPOBAH MO reorpaduueckOMy PETHOHY U KIacCH()MKALIMKM METACTa30B (CTaAuH 3a00eBaHuU).
¢ C ucnonb3oBanreM Metoaa no Clopper-Pearson.

4 C ucnonvzosanuem merona no Hauck-Anderson.

¢ 3nauenue p s OB (0.0050) npeojoneno 3apaHee YCTAHOBJIEHHYIO rpaHully (3HaueHue p <0.0499).
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f Ilata cpe3a maHHBIX 171 3TOro OGHOBIEHHOro aHamm3a BBH-H-BTopUuHbix KOHEqHEIX Tonek YOO, HOO u IO — 16

aHBaps 2015 roga. Meanana nepuosa nocieayromero HabmoaeHust coctapisina 14.2 mecana.
¢ JlaTa cpesa AaHHBIX LI 3aKITIOUnTelIbHOro aHanuza OB — 28 aBrycta 2015 roaa, a MeuaHa neproja

nocieayrouiero HabmoaeHus coctasisiia 18.5 Mecsua.

IlepBuunblii aHanu3 ganHbeX uccnenoBanus GO28141 Obu1 mpoBeAeH ¢ AaTOH cpe3a JaHHBIX 9
Mmas 2014 roga. YV nanueHToB, pacipeeeHHbIX B TPYIITy KOMOMHHPOBAHHOM Teparuu
Kotemnuk + Bemypadenno, Habmoganoch 3HaYMMOE yITYUIlIEHHE 110 TIOKa3aTeNto IEPBUYHOM
KOHEYHOH TOYKH (oLleHuBaeMoii uccnenosateneM BBIT) no cpaBHeHuUIO ¢ Tpynmnoi, noiyyasiiei
mnanebo + Bemypadenud (OP 0.51 (0.39-0.68); snauenue p <0.0001). Menuana olleHUBaeMOi
uccnenosareneM BBII cocrasisna 9.9 mecsana B rpynmne, nony4asine#t Koremmuk +
BeMypadenund, u 6.2 Mecsina B rpylrie, mony4asiiei mianebo + emypadennd. Meamnana
HesaBucHMO oleHnBaeMoil BBII cocrapnsna 11.3 mecsina B rpynne KoMOMHUPOBAaHHON Tepanuu
Korennuk + Bemypadenuod u 6.0 Mecsies B rpymie, mony4apiei miamnedo + semypadpenutd (OP
0.60 (0.45-0.79); 3nauenue p = 0.0003). YactoTta odvexkTuBHOTO 0TBeTa (HOO) cocTaBisiia
67.6% B rpynie komOuHUpoBaHHOK Tepanuu Kotemmk + Bemypadenutd u 44.8% B rpymre,
noy4asiueil ninanedo + Bemypadenu6. Pazmuaue 8 HOO mocturio 22.9% (3naueHue p
<0.0001).

3axmounTtensHbld ananmu3 OB B uccnenorannu GO28141 ObLT mpoBe/ieH ¢ JATON cpesa TaHHBIX
28 asrycra 2015 roga. ¥V manueHnToB, pacipeleleHHbIX B Ipylnny KOMOMHUPOBAHHOHN Tepanuu
Korennuk + Bemypadenno, Habnroganocs 3Ha4nMoe yiydlenue no mokazareno OB o
CPaBHEHHUIO ¢ I'PYIIION, IoTydaBie mianedo + Bemypadennsd (pucysok 1). 3navenus 1-netHet
(75%) u 2-netneit (48%) OB B rpynne koMOuHUpOBaHHOM Teparuu Kotennuk + BemypadeHud
OBUIX BBIIIEC TAKOBBIX B IPYIIIE, MOTy4aBlei mianedo + Bemypadenud (64% u 38%,

COOTBETCTBEHHO).
Pucynox 1. Kpusrie Kaplan-Meier mo pe3ynbTaraM 3aKIIOUUTEILHOTO aHaIM3a 001men

BbBDKUBAEMOCTH - IIOITYJIALNA ITAITUEHTOB, B OTHOIICHUH KOTOPBIX UMEJIOCH HAMEPCHHUE

NpPUMEHUTH Tepanuio (gaTa cpe3a nanubix 28 aBrycra 2015 roqa)
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(I)yHKLII/IH pacnpeacieHus BbIXKUBACMOCTHU

KonnuecTBo nauueHToB ¢ PHCKOM

Bemypadenud + kobumeTHund 247

100 -
80—
60~
40~
20~ Bemypadennd + kodumetunud (N = 247)
""" Bemypagennd + nnauedo (N =248)
++  LlensypupoBanHsie
0~ T T T T T
0 6 12 18 24 30
Mecsues
230 192 169 152 139 107 48 14
248 230 1635 142 126 106 71 41 11

Bemypadenno + nnaueso

Pucynox 2. ®opecT-rpaduk OTHOLIEHUS PUCKOB 0 Pe3yJIbTaTaM 3aKII0UUTEFHOIO aHalI3a

0011el BEDKUBAEMOCTH B MOATrpyIIIax - MOMYJIALNS TMTAllHEHTOB, B OTHOIIEHHUHU KOTOPHIX UMEJIOCH

HaMepeHHe IIPUMEHHUTE Tepanuio (1ara cpesa qaHHbIX 28 aBrycra 2015 rona)

IMnanedo +

BemypadieHHO

Kobumetunud +

BeMypadeHud

n=248 n=247 KoGumerunud + IMnauedo +
Menuana Meanana OtHomeHHe 95 % BeMypadeHHs Benypadenud
Hexoausle gaxtopsl pucka N n Asnenus  (Mecaues) n SAenenna  (MecALeB)  PHCKOB JIH Bansaa yvme Jyymie
Bce nanmenTsr* 495 248 141 17,4 247 114 22,3 0,70 (0.54-0.89)
Craams 3aboneBanus
e 34 13 6 19,1 21 4 HO 0,29 (0.08-1.03)
MIA 80 40 9 HO 40 8 HO 0.85 (0,33-2,19)
MIB 82 4220 233 40 22 19.4 1.13 (0.62-2.08)
NIC 299 153 106 14,8 146 80 18.9 0,65 (0.48-0.87)
Crazun 3adonesanus (11c/M1a/MIb unu Mlc)
MIC 299 153 106 14,8 146 80 18.9 0.65 (0.48-0.87)
Heonepadenenas ctanus INIC/M1A/MIB 196 95 35 HO 101 34 HO 0.83 (0,52-1,33)
BospactHas rpynna (roasr)
<163 362 179 99 18,3 183 85 22.1 0,75 (0,58-1,01)
=65 133 69 42 14,7 64 29 24.1 0,56 (0,35-0,91)
Paca
Esponeconanas 462 235 135 174 227 104 22,8 0.68 (0,53-0,88)
Heesponeounanas 33 13 6 HO 20 10 223 1,00 (0.36-2.76)
ITon
Kenckui 209 108 54 22,7 101 40 HO 0,72 (0,48-1,08)
My kckoit 286 140 87 15,0 146 74 21,1 0,66 (0,48-0,90)
[eorpadutiecknii perinox
Arctpanua/Hosas 3enanaus/[Ipyroii 78 38 16 23,0 40 13 HO 0,71 (0.34-1,48)
Espona 366 184 111 16,1 182 87 22.8 0.67 (0,51-0,89)
CepepHan ANMepHKa 51 26 14 22.7 25 14 19,2 0.95 (0,45-2,00)
Coctosnue no mrane ECOG
HewussectHo 8 4 2 HO 4 3 15,7 4,34 (0.42-44 42)
0 348 164 83 19,8 184 83 3. 0,80 (0.59-1,09)
1 138 80 56 11,7 58 28 21, 0,53 (0,34-0,84)
2 1 1 0 HO HO (HO-HO)
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CKPHHHUHT, CBIBOPOTOUHBIH yposens JIAT

Hewussectro 11 6 5 9.4 5 0 ] |2 ) R 1 fU.Ub-HO)

&-

MoesIweHue 216 104 70 11,2 112 73 14,8 0,77 (0,56-1,07)

B Hopme 268 138 066 233 130 41 HO 0,59 (0.40-0,87)
[penurecTBytomee NeueHHe METACTA30B B FOIOBHOM MO3T

Ja 3 2 I HO 1 0 HO <0,01 (0,00-HO)

Her 492 246 140 17.4 246 114 223 0,70 (0,55-0,89)
TMpenuecTByowas aIbIOBAHTHAS TeParus

Ha 48 24 13 19.1 24 10 HO 0,76 (0.33-1,75)

Her 447 224 128 174 223 104 223 0,69 (0.53-0,89)
Cratyc myTaumit BRAF ™"

VG600E 344 174 101 175 170 82 21,9 0,73 (0,55-0,98)

V600K 56 32 17 16.7 24 11 24,1 0.79 (0,37-1,69)
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OGHICC COCTOsAHUC 3IlOpOBI->§I/CBH3aHHO€ CO 3IOPOBBEM Ka4Y€CTBO XXHU3HU I10 COOOIIECHUSAM

MalMEHTOB OIIEHHBAJIOCH ¢ MMOMOIIEI0 OCHOBHOTO OINPOCHHKA KAa4eCTBa XXU3HH, COACPKAIICTO

30 BommpocoB EORTC (QLQ-C30). Munekcs! BceX HyHKIIMOHATBHBIX JOMEHOB U OOJIBIINHCTBA

CHMIITOMOB (HOTep}I arreTyuTa, 3amop, TOIHOTa U pPBOTA, OABIIIKA, 6OJ'II), YTOMHXGMOCTL)

TMoKa3zajid, 4YTO CPCAHHUEC N3MCHCHHUA MO0 OTHOUICHHIO K HCXOIHOMY YPOBHIO OBLIN COMMOCTABUMBI

MCXKAY I'pYIIIaMH JICYCHH:, T.C. [IOKA3aJIM OTCYTCTBUE KIIMHUYCCKU 3HAUUMBbBIX U3MEHEHUHU (BCG

U3MEHCHHUSA BO BCEX MHJACKCAX HE MPEBLIIIAIN 10 GamIoB 10 OTHOIIEHHIO K HCXOJHOMY

YPOBHIO).

Hceceneoosanue NO25395 (BRIM7)

OddexTuBHOCTh Mpenapata KoTemmuk oneHuBaiachk B pamkax ucciaegopanust NO25395 dasst

Ib, koTopoe 6bUT0 pa3paboTaHo A OEHKH O0E30MacHOCTH, MEPEHOCHMOCTH, (papMaKOKHHETHKH

u 3¢ dexTuBHOCTH Mpenapara Korennuk B coueTanuu ¢ BeMypageHuOOM y NMalUeHTOB C

HeonepalbenpHON Uik MeTacTaTHueckoi MenanoMoit ¢ BRAF V600 myranueit (o pe3yaprataM

TecTa Ha MyTaluu cobas® 4800 BRAF V600).

B xone storo uccnenopanus 129 manuenTos monydanu Koremwuk u Bemypadenud: 63 nauueHra

paree He nonry4dany uaruoutopsl BRAF (BRAF1), u y 66 nanmenToB Hadmogaioch

IporpeccupoBaHue 3abosieranus Ha (OHE MpeaIecTBYOMEeN Tepauy Bemypadenudom. M3 63

MalUeHToR, paHee He nojyuapmmXx BRAF1, 20 marueHToB MOMTyqany MpeAliecTBYOIYIO
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CHUCTEMHYIO TEpaIuio — B OOJIBITHHCTBE CHyJIIaCB (80%) IMMYHOTCPAIINIO — TIO TTIOBOJY
pacipoCTpaHEHHON METaHOMBI.

PesynbTraTsl B monyasiun mauueHToB ueciaenoanus NO25395, panee He monyyasmux BRAFI,
B L[EJIOM COIJIacyroTces ¢ pedynbratamu uccienoBanus GO28141. Cpeau manueHTOB, paHee He
nosydaBmux BRAFi (n=63), 6s11a nocturayra 87%-s1 4acToTa 00BEKTHBHOTO OTBETA, B TOM
YUCJIE MOJHBIA OTBET ObUI JOCTUTHYT v 16% manueHToB. MenuaHa JIUTEILHOCTH OTBETa
cocrasuia 14.3 mecsa. Menuana BBII y manenTtos, panee He monyuasmux BRAFi,
cocranyana 13.8 Mecdlla Ipy MeIMaHe Neproia MoclieAyIoiero Hadmoaenus 20.6 Mecsana.
Cpenu nanyeHToB, y KOTOPBIX HAOIIOAaI0Chk IPOrPeCcCHpOBaHue 3a00eBaHus Ha (GOHE Tepanuu
BeMypadeHubom (n=66), yactora 06ObEKTHBHOrO OTBeTa cocTasria 15%. Menuana
JUIMTENBHOCTH OTBETa cocTaBmila 6.8 mecsina. Menuana BBII y manueHTOB, y KOTOPBIX
HabJIIOJAIOCh POrpeccupoBaHye 3a00neBaHus Ha (JOHE Tepanuu BeMypadeHrnOoM, CoCTaBIsIIa
2.8 Mecsna Npu MenaHe Ieproia Mmoceayouero HabmoaeHus 8.1 Mecsua.

Menuana o61uelt BBDKHBAEGMOCTH Y AIHEHTOB, paHee He monyyasimmx BRAFi, cocrasnsna 28.5
Mmecana (95% JIU: 23.3-34.6). Meauana o01meil BEDKUBAEMOCTH Y TAIIHEHTOB, ¥ KOTOPHIX
HabJII0AaIoCch MpOorpeccHpoBaHme 3a0oeBanust Ha (hoHe Teparnuu BeMypadeHuGoM, COCTaBIsIa
8.4 mecsua (95% IU: 6.7-11.1).

Hemu

beulo mpoBeeHO MHOIOLEHTPOBOE OTKPBITOE KIMHHYECKOe wucchaeaoBanue ¢dazer /11 ¢
MOBBILIEHUEM 03Bl Y TALUEHTOB JETCKOro Bo3pacta (<18 ner, n=55) nns oueHku 6€30MacHOCTH,
s dexTuBHOCTH U (PpapMakoKuHeTHKH Tpenapara Konemnuk. B uccnenosanue ObIIM BKIIOYEHEI]
MAIIMEHTH] JETH C COJIMAHBIMU OIYXOJIAMU C U3BECTHON WJIM NMOTEHIHMATBHON aKTHBALlUEH MyTH
RAS/RAF/MEK/ERK, a1 KOTOpBIX CTaHZapTHas Tepamus okazanach Hed(p(EeKTUBHON wuam
HEMEPEHOCUMOH, MM JJIs1 KOTOPBIX HE CYIIECTBYET CTaHJAPTHBIX BapHAHTOB JIEUEHHS.
[TannenTel momyvanu npenapaT KoTeimuk BHYTph B fo3e 10 60 Mr oamH pa3 B cyTKH ¢ 1 mo 21

JeHb Kaxaoro 28-nHeBHoro nukia. OOmid ypoBeHb OTBETOB ObUT HH3KHM, BCETO 2 YaCTHYHBLIX

oTreTa (3,6%).

5.2. ®dapmakoKHHeTHYeCKHe CBOiicTBA.

Abcopbuus

IIpu nepopansHOM NpuemMe KobuMeTHHNOA B 103e 60 MI' y MallMeHTOB ¢ OHKOJIOTUYECKUMHU
3a00JIeBaHUSIME OTMEYAETCsl yMEPEHHAsl CKOPOCTh BCAChIBAHUSI ¢ MEHAHOM BpeMEHH 10
JIOCTHXKEHUSI MAaKCUMaJIBHOM KOHLIEHTpaluy B I11a3me KpoBH (Tmax) 2.4 waca. Cpennue
MTOKAa3aTeI MaKCUMaIbHOW KOHUEHTPAUUHU (Cmax) B PABHOBECHOM COCTOSHHH U MJIOLIANX TIOJ

KpuBO# «koHUeHTpauusa-BpeMs» (AUCy.24) cocTaBisitoT 273 Hr/mn u 4340 ar¥a/mir,
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COOTBeTCTBEHHO. CpeiHee 3HaUCHHE KOS(l)(bI/IHI/IerHTa HAKOILICHMS B PABHOBECHOM COCTOSHUH
cocTaBiigeT NpUbIU3UTENBHO 2.4,

Kobumernnu6 obnaamaer nuHeHHOH GapMakOKMHETHKOMN B AMaNa3oHe 103 OT IPHOIM3HTENLHO
3.5 mr go 100 mr.

AbcomnroTHas 6MOAOCTYTHOCTE KOOMMETHHUOA ¥ 3I0POBLIX T0OPOBOJIBIEB cocTaBsgeT 45.9%
(90%-it [IN: 39.7%-53.1%). beut mpoBeieH aHann3 MaccoBOTO GaaHca y 340POBBIX
JO0OPOBOTIBIIEB, I'Jle OBIUTO MOKA3aHO, YTO KOOUMETHHUO WHTEHCUBHO METAb0IU3UPYETCI U
BBIBOJUTCS Yepe3 KUuleyHUK. CTeneHb BCaCchIBAHUS COCTABIAET MpUOIM3UTENbHO 88%, uTO
YKa3bIBaeT Ha BBICOKUI YPOBEHb BCACHIBAHMS M TIPECUCTEMHBINA METa00IH3M.
(dapMaKOKMHETHKA KOOMMETHHIOA He U3MEHSIETCs TIPH [IPUEME IIperapara ¢ muei (B Tom
YHCJIE U C BBICOKUM COJEPKaHUEM SKHPOB) TI0 CPABHEHHIO C TIPHEMOM HATOLIAK Y 3T0POBBIX
no6pososblieB. [lockomnpKy muina He BiUseT HA (papMaKOKHHETHKY KOOMMETHHUOA, IIperapar
MOYXHO IIPUHUMATh HE3ABUCUMO OT IIpreMa ITHUIIH.

Pacnpenenenue

CpaspiBaHre koOuMeTHHHOA ¢ OeNTKaMu IU1a3Mbl in vitro coctaBisieT 94.8%. [pu sTom He
HaOJII0AaeTCst IPEUMYIIECTBEHHOTO CBS3BIBAHKS C OPUTPOIIMTAMHE YeJIOBEKA (COOTHOLIEHHE
Kkposb-1azma 0.93).

ObbeM pacnpenenenus y 300pOBBIX T0OPOBOJIBIEB, MOIYIHBINNX 103y 2 MI' BHYTPHBEHHO (B/B),
cocrasyger 1050 i 1o gaHHBIM NOMYIANMOHHOTO (PapMaKOKHMHETHYESCKOTO aHaJk3a
KaKyIIuicsa 00BEM pacIpeiesieHHs] Y OHKOOTHYeCKUX MalueHToB cocTariisier 8§06 1.
KobumeTnnub sisercs cydcrpaTtoM P-rin B yenoBusx in vitro. Hem3BecTHO, TPOHUKACT JTH
Ipenapar yepes3 remartosnnedarTndecKkuii 6apbep.

buorpanchopmarmsg

OcHoBHble TyTH MeTaboIM3Ma KOOUMETHHHOA — OKHCIeHHE ¢ moMOoIIbio u3odepmenta CYP3A
U TTIFOKypOHHpOBaHue ¢ noMolneto uzodpepmenta UGT2B7. KoOumeTnnub sIBIsieTCSI OCHOBHBIM
BEILECTBOM, BBISIBIISIEMEIM B I1J1a3Me KPOBH. [0S OKHCIIEHHBIX METAOOIHUTOR B IIJIa3Me KPOBH
cocraBieT He 6oiiee 10% ot o01iero urncna DUPKYIAPYIOMIEH paliOaKTHBHOCTH, IIPH 3TOM
criennUUecKux s YesioBeKa MeTaboInTOB He BBIABICHO. [0 HEM3MEHEHHOTO Tpenapara B
Kajle 1 Moue coctaBnseT 6.6% u 1.6% oT BBeZieHHOH /10361 COOTBETCTBEHHO, YTO YKa3hIBaeT Ha
TO, UTO KOOMMETUHUO MPEUMYIIIECTBEHHO IIOIBEPraeTcsi METa00IM3MY B B HE3HAUUTEIEHOM
KOJIMYECTBE BBIBOJUTCS MOUKaMU. JlaHHbIE i1 Vilro IOKa3bIBAIOT, 4YTO KOOUMETHHUO He SIBIISETCS
narudutopom OATI, OAT3 unu OCT2.

DIUMWHAIIHS

CootHolleHrne KOOMMETHHHOA U er0 MeTabOTUTOB OBIIO H3YYEHO B XOJ€ aHaIH3a METOIOM

OaylaHca Macc y 3J0POBBIX JOOPOBOJIBIICB.
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B cpennem, 94% no3sl BoccranaBnuBaercs B Tedenre 17 queil. KoOUMETHHIO HHTEHCHBHO
METa0OIU3UPYETCS U BBIBOJIUTCS Uepe3 KUIIEYHHK.

[Tocne B/B BBeICHNS KOOMMETHHHOA B I03€ 2 MT' CpEIHHUI KIIMPEHC B ITA3ME COCTABIISIET

10.7 n/u. Cpennuii Kaxymmics KIMPEHC Y OHKOJIOTHYECKHX MAIIMEHTOB MOCIIE IIEPOPaTbHOr0
npuema kobumeTuHuba B 1o3e 60 Mr cocrasisger 13.8 n/4.

Cpennuit nepruos MOMyBBIBEACHHUS KOGHMETHHUOA MOCTIE IEPOPAIBHOTO TIPUEMA COCTABISICT
43.6 1acoB (quana3zoH ot 23.1 10 69.6 yacor). Takum 06pa3oM, IEPUO IIOTHOTO BhIBEICHUS
KOOUMETHHMOA U3 CUCTEMHOTO KPOBOTOKA MOXKET COCTABHTH 10 2 HEMENb TOC/IE IPeKpaleHUs
Je4eHusl.

Ocobble TpYHONBI NAalIMCHTOB

[To maHHBIM MOMYISLMOHHOTO (PapMAKOKMHETHYECKOTO aHajIu3a ToJI, paca, STHUYecKas
MIPUHAJIEKHOCTD, HcXoaHas onenka o ECOG, a Takxe JIerkoe ¥ yMepeHHO€e HapyIeHe
(GyHKIMY [TOYEK He BIUSIOT Ha (papMaKoOKUHETHKY KOOHUMeTHHUOA. CTaTUCTHYECKH 3HAUYMMBIMH
KOBapHaHTaMH JUIs KJIMPeHca B 00beMa pacipeiesieHust KOOUMEeTHHUOA SBIISIOTCS BO3PACT U
Macca Tejla Ha HCXOJJHOM yPOBHE COOTBETCTBEHHO. OJHAKO COTJIACHO pe3yJibTaTaM aHallu3a
YYBCTBUTEIBHOCTH HU OJHA U3 3TUX KOBApPHAHT HE OKA3bIBAET KIIMHMYECKU 3HAYMMOTO BJIMSIHUS
Ha DKCIIO3HIUIO B PABHOBECHOM COCTOSHUH.

Iloxn

ITo maHHBIM NOIYNAMUOHHOIO (apMaKOKHHETHYECKOTO aHAIN3a, BKIFOYaromero 210 xeHumn n
277 MyX4HH, [T0JI HE OKA3bIBAET BIUSHUS Ha SKCIO3HIINIO KOOMMETHHMOA.

THayuenmuvr nosicurozo go3pacma

[Io maHHBIM NMOIYISAIMOHHOTO (apMaKOKHHETHYECKOrO aHaIn3a, BKIouaromero 133 nanuenra
B BO3pacTe 65 JIET U CTapllle, BO3PACT He OKa3hIBACT BIUSHUS HA SKCIIO3HIIMIO KOOUMETHHHOA.
THayuenmor ¢ noveyHoll HeAOCMAMOUHOCMbIO

IIo naHHBIM TOKIMHHUYECKUX UCCIEIOBAHUN W aHAIM3a MAacCOBOro Oananca KOOMMETUHHO
IPEUMYIIECTBEHHO MOABEPTaeTCs META00IN3MY C MUHUMAITLHBIM BBIBEICHHEM MOYKAMH.
OtnenpHble HecenoBaHus (papMaKOKHHETHKH KOOMMETHHIOA Y TAIIMEHTOB ¢ HApyIIEHHEM
(dyHKIIMH TOUeK He TPOBOIMIIHCE.

CornacHo pe3ynbTaTaM MOIYJISHAOHHOTO (PapMaKOKHUHETHYECKOTO aHATH3a JJAHHBIX

151 nanueHTa ¢ 1erkuM HapyueHueM QyHKuu novek (knupenc kpearnanHa (KK) ot 60 no <90
MJI/MHUH), 48 TallueHTOB ¢ yMepeHHbIM HapyeHueM (yHkuu mouek (KK ot 30 mo <60 mn/mun)
1 286 nmanueHToB ¢ HopMaiabHO# QyHkiueld mouek (KK >90 mn/mun) KK He oka3biBan
3HAYUMOTO BIIMSIHUS Ha SKCIO3UIKIO KoOMMeTHHUOA. 1o faHHBIM MOMYIAIIHOHHOTO

(bapMaKOKHHETHYECKOTO aHATN3a HapylIeHue GYHKIIUU OYeK JIETKOW U CpeTHEeH CTeleHH
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TSDKECTU He BIIUSET Ha OKCIO3UIUI0 KoOuMeTnHuOa. JlanHsie 0 [IpUMEeHeHUHd IIpenapaTa
Korennuk y mamyeHToRB ¢ TsHKENBIM HapyleHneM (pyHKIIMH T0YeK MUHUMAaIIbHEL.

Iayuenmol ¢ neueHoYHOL HEOOCMAMOYHOCINBIO

@apMakOKMHETHUKY KOOMMeTHHHOA OIEHUBAIH Y 6 MAIIMEHTOB C JIETKUM HapylieHHeM (yHKIUU
neyenu (knacca A no Yaitna-I1s10), 6 manueHToB ¢ yMepeHHBIMH HapylIleHHEM (yHKIUU
nevyenu (knacca B no Yaitna-I1s10), 6 manueHTOB ¢ TSHKENBIM HApYIIeHHEeM (YHKIIMH TTeUeHH
(xnacca C no Yaitnn-ITer0) u y 10 310pOBBIX 0OPOBOIBIIEB. Y MAIUEHTOB C JIESTKUM UJIH
YMEPEHHBIM HapylLIeHHeM (PYHKIHH [IeUYeHH M0 CPABHEHHIO CO 3I0POBBIMH TIOOPOBOIBIIAMHU
CHCTEMHas SKCIIO3HIKS [TOC]IE IPUMEHEHUS OTHOKPATHOH 103bI KOOMMeTUHUOAa Oblila CXOAHOH.
Y manueHToB ¢ TSDKEIbIM HapylleHueM QYHKIUY MeYeHH 0TMeYaIich 0ojiee HU3KHUE
OKCIO3MIMU KoOuMeTrHUOA (cpennee reomeTpudeckoe cootHomerne AUCo. cocrapnser 0.69
10 CPABHEHUIO CO 30POBBIMH /100poBOJIbIaMy). JlaHHOE SIBJICHHE HE CUMTACTCS KITMHHIECKH
3Ha4uMbIM. [Tokazarenn skcro3umu HeCBI3aHHOTO KOOMMETUHHDA Y TIAITHEHTOB C JIETKAM HITH
YMEPEHHBIM HapylleHHeM (pYHKIVH [TeYeHH ObITH CXOAHBI ¢ TAKOBBIMHU Y JTOOPOBOJIBIIER C
HOpMaJIbHOH (h)yHKIMEH TIeUeHH, B TO BpeMs KaK y MaIlMCHTOB ¢ TSHKEIBIM HapylIeHHEM
(GYHKIMH MEeYeHH SKCIIO3HULMS NpernapaTta Obula MPUOIU3UTENBHO B 2 pa3a Bhiliie (CM. pasjel
4.2).

Hemu

MakcuMansHO INepeHoCHMas 1032 Yy MAalMeHTOB JIETCKOrO BO3pacTa CO 3J0KaueCTBEHHBIMU
HOBOOOpazoBaHusiIMU coctaBuia 0.8 MI/Kr/cyTKH sl iekapcTBeHHOU (Gopmbl Tabnetku u 1.0
MI/KT/CYTKH JUIS JIeKapCTBEHHON (GOPMEI CyCIIEH3HSL.

Cpennue nokasareiay 3KCIO3UINKA B PABHOBECHOM COCTOSIHHMH Y ITAIIMCHTOB JETCKOTO BO3pacTa
IIpu IpueMe npenapara B 7o3e 1.0 Mr/kr/cyTku (nekapcTBeHHas GopMa CyCIeH3UsI) COCTABIIIIO
Cmax, ss 142 ur/mn (79,5%) u AUCO0-24, ss 1862 ur.u. /mia (87,0%), uto npumepHo Ha 50% HuKe
I10 CPAaBHEHHIO C TAKOBBIMH Y B3POCJIBIX TALIMEHTOBR, MPUHUMAIOIIMX IIpenapar B go3e 60 Mr oiuH
pa3 CyTKH.

5.3. JlaHHbIE TOKJIHHHYECKOH (0€e30MACHOCTH.

HccnenoBasus KaHLEPOreHHOCTH KOOMMeTHHUOA He TPOBOAMINCE. CTaHaapTHBIE
HCCJIEJIOBaHMsI TEHOTOKCHUYHOCTH KOOMMeTHHUOA 1Tl OTPHIIATEIbHBIC Pe3yIbTaThL
CrnenunanpHple HCCIEIOBAHUS 110 BIUSHUIO KOOMMETHHIOA HA (ePTUIIBHOCTD Y )KHBOTHBIX HE
IPOBOAMIIUCE. B TOKCHKOIOTUYECKUX UCCIIEIOBAHUAX HAOMIONAUCH AereHepaTUBHbBIE
M3MEHEHUs B PEIIPONYKTUBHBIX TKaHSIX, BKJIIOYAs YCUJIEHHE allONTO3a/HEKPO3a JKEJIThIX Tell U
CEMEHHBIX I1y3bIPHKOB, SMUTETHUATBHBIX KJIETOK MPUAATKOB SUYEK U BIIarajiuiia y KPbIC, a TAKXKe
SHUTENHAIBHBIX KJIETOK MPUAATKOB AWUEK y cobak. KnuHnvyeckas 3HaYMMOCTh 3THX JaHHBIX

HCHU3BCCTHA.
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.
{
Beenenne koOuMmerunnba 6GepeMeHHBIM KpbicaM MPUBOIMIO K THOETH SMOPUOHOB U TIOpOKaM
Pa3BUTHsA MAaruCTPAIBHBIX COCYAOB U Yepelia y IJI0/1a P 3HAYEHUSIX CHCTEMHOU 3KCIO3HIINY,
OJIM3KUX K TAKOBBIM y UeJIOBEKa IIPU MPUMEHEHHH PEKOMEHIOBAaHHBIX JI03.
beszonacHocTh KOOMMETHHNOA B COUETaHUU ¢ BeMypaheHHOOM B OTHOIIICHUHU CepACYHO-
COCYJIUCTOM CUCTEMBI B YCIIOBUSIX i Vivo HE U3ydasiach. B ycnmoBUsX in vitro KoOOMMETHHHO
BBLI3BIBAJl YMEPEHHOE HHIHONpoBaHue HOHHBIX KaHanoB hERG (konmeHTpanus, HeoOxoaumas
nuist uaruouposanust hERG-kanana 50 (ICso) = 0.5 MxM [266 Hr/mMit], 4TO TPUOIU3UTETHHO B 18
pa3 BBIILE, YeM MaKCHUMallbHas KOHLEHTpauus npemnapata B miazMe (Cmax) IpH TpuMeHeHUH 60
MT (3aIlJIaHUPOBAHHOM KoMMepuecKo# 103b1)) (Cmax U HECBA3AHHOTO COeIUHEHHS = 14 Hr/MiI
[0.03 MxM]).
B nccenenoBaHusIX TOKCHYHOCTH Ha KpBICax M co0aKax ObIIM BBISABICHBI B [[EJIOM 00paTHMBIE
JIeT€HEPATUBHEIE H3MEHEHUS B KOCTHOM MO3TE, JKEIyJOUHO-KUIIEUHOM TpaKTe, KOXKE, THMYCE,
HaAIIOYEYHHKAX, IIEYEHH, CEJIC3CHKE, IUM(PATHUECKUX y3JIaX, MOYKaxX, Ceple, SsMuHHKaX |
BJIATAJIMILE IIPH 3KCIIO3UIUH B IUIa3Me HUXKeE KIMHUYeCKU 3¢ (HEeKTHBHOTO YPOBHSL.
JI030JIMMHTHPYIOINE TOKCHUYECKUE TPOSBIIECHHSI BKIIFOUAIN U3bI3BICHHE KOXKH, TOBEPXHOCTHLIH
9KCCYNAT U aKaHTO3 y KPBIC U XPOHUYECKOE aKTHBHOE BOCHIAJIEHUE U JeTreHepalliio MHIICBOIA,
COINIPOBOKIAIOIIYIOCS TaCTPOIHTEPONIATHEH pa3IuuHON cTereHu, y codak.
B uccnenoBanuy TOKCHYHOCTH Ha MOJIOJBIX KphICAX C UCIOJNB30BAaHHEM MHOTOKPATHBIX 103
MOKa3aTesIu SKCIIO3UIUN KoOuMeTHHNOa 6611 B 2-11 pas Beimre Ha 10 JieHb OCTHATAILHOTO
NEPUOJIa, YeM Ha 38 HeHb MOCTHATAILHOTO MepHoa, KOTa IoKa3aTel KCIO3UIUH ITpernapara
ObUIH OIM3KH K TAKOBBIM y B3POCIBIX KPBIC. Y MOJIOJIBIX KPBIC BBeJIeHHEe KOOUMeTHHIOA
NPUBOJMIIO K H3MEHEHHUAM, aHAJIOTHYHBIM TaKOBBIM, HaOMOIaBIIUMCS B 0A30BBIX
UCCIIENOBAHUAX TOKCUYHOCTH Y B3POCIBIX )KUBOTHBIX. DTH U3MEHEHHUS BKIIIOYATH 00paTUMBIE
JIET€HEpaTUBHBIC U3MEHEHUS B THMYCE U [TEYCHH, YMEHBIIIEHHE MACChHI CEeJIC3eHKH U
KM TOBUIHOM/IapallIu TOBUTHOH JKele3bl, [TOBBILICHHE YPOBHEH dochopa, OHMIHPYOHHA B MACCHI
SPUTPOLIUTOB, a TAKXKE CHUIKEHUE COACPIKAHUS TPUTITUIIEPUIOB. [ 'nGeb MOTOIBIX JKHBOTHBIX
HacTynaja IIpy BBEJEHUHU 03Bl 3 MI/KT, KOTOpas He ITPUBOIMIA K JIETATEHOMY HCXOY Y

B3POCIIBIX KUBOTHBIX.
6. ®APMALEBTUYECKHUE CBOMCTBA

6.1. Ilepevyenn BcromMoraTe/ibHBIX BEIIECTB.

Anpo TabieTKu:

LHEIJII0103a MUKPOKPUCTAIITTHYCCKAA,
JIAKTO3bI MOHOTHOPAT;

KpOCKapMEIIJIO3a HATPUA,
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Maruu:a creapar.

IInenouynas 00o0JIOYKa:

MOJIMBUHUJIOBBIN CITHPT;

tutada guokcua (E171);

MakKporoJr;

TaJbK.

6.2. HecoBMecTUMOCTD.

He nmpumenumo.

6.3. Cpok rogaocTtu.

5 mer.

6.4. Ocobble Mepbl IPETOCTOPOKHOCTH MPHU XPAHEHHH.

XpaHuTk Npu TeMreparype He Boime 30 °C.

6.5. Xapakrep u coJepkaHNe NePBUYHOI YIIAKOBKHU.

[To 21 tabnetke B Oimmcrep u3 aymiekca (IIBX/TIBJIX) u ¢ponbru altoMUHAEBOM.

3 Gnucrepa BMeCTe ¢ HHCTPYKIHEH M0 TIPUMEHEHHUIO (JIMCTOK-BKJIA/ABIII) IOMEIAIOT B
KapTOHHYIO nadky. C IeapI0 KOHTPOJIS MEPBOTO BCKPBITHSI Ha YIIAKOBKY HAHOCUTCS 3alllUTHAA
roJjorpaduyueckas HakIeHKa.

6.6. Ocodbie MepbI MPETOCTOPOKHOCTH NMPH YHHUTOKEHHH HCII0JIB30BAHHOI0
JIEKAPCTBEHHOI0 MpenapaTa Wil 0TX0/10B, MOJy4YeHHbIX [10c/Ie IPUMeHEeHH A
JIEKAPCTBEHHOI0 MpenapaTa u Apyrue MAHUILYISIUM € IPeapaToM.

Bech ocraBmmiics nexapcTBEHHBIHN Mpenapar U 0OTXO0/Ibl CIeAyeT YHUUTOKUTh B YCTaHOBIEHHOM

IIOPsIZIKE.
Ts JAEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHMA

[Iseiinapckas Kondenepanus

F. Hoffmann-La Roche Ltd., Grenzacherstrasse 124, CH-4070, Basel, llIBeiinapust
®. Xopdmann-JIa Pomr Jita, I'perzaxepmrpacce, 124, CH-4070 bazens, llselinapus
Ten. +41 61 688 11 11

www. roche.com

7.1. llpeacTaBUTEb AEPKATE/S PErHCTPANMOHHOTO YIOCTOBEPCHHS.

[Iperensun noTpedbUTEIEH HANPABIATE O aJIpeCY:

o Pecnybaura bearapyce
HNOOO «Pom Ilpomakrte Jlmmuren»
220030, r. Munck, yi. Ceepyiosa 2, 1-it aTax, nomerierue 20

Ten.: +375 740 740 9 741
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Gaxc: +375 740 740 9 742

e-mail: belarus.safety@roche.com

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS
10533/16/18/19/20/22

9. JIATA TIEPBUYHOM PETUCTPAIIUU (IMOATBEPKJIEHUS PETUCTPALINY,
HNEPEPETMCTPALINN)

29 Hos16ps 2016

10. JATA IIEPECMOTPA TEKCTA

Ob1mas xapakTepHCTHKA JIEKapCTBEHHOTO IpenapaTta KoTeumk 1ocTymHa Ha HH)OPMaLMOHHOM
noprajie pecryonukagckoro ynurapHoro npeanpustus (PYIT) «LleHTp sKkclepTH3 U UCIBITAHUH

B 3/[paBOOXpaHeHumn» https://rceth.by/

YcnoBus ormycka.

Ilo peuenrty.
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