MNPUJIIOKEHHE |

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



V' Tosu JIEKapCTBEH MPOIYKT MOIJICKH Ha MOMBIHUTETHO HabmoneHne. ToBa 1e mo3Boim 06p30TO
YCTAaHOBSIBAHE Ha HOBA MH(pOPMAITUS OTHOCHO Oe3o0macHocTTa. OT METUITHHCKHATE CIICITHATUCTH CE
W3KCKBA JIa ChOOIIaBaT BCSKa IMO03UPaHa HeXKellaHa peakius. 3a HaYiMHa Ha ChOoOIaBaHe Ha
HEXEJIaHU PEaKlMU BIXKTE Touka 4.8.

1. HNME HA JIEKAPCTBEHUA ITPOAYKT

QINLOCK 50 mg TabieTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Bceska Tabnerka cpabppika 50 mg punperunud (ripretinib).

IToMoOMTHO BEIIECTBO C M3BECTHO JICHCTBUE

Bcsika Tabnerka cpabpika 179 mg makTo3a MOHOXHAPAT.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTC BEUICCTBA BHXKTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnetka

Bsina no mourtu 6s1a, ¢ pasmep mpubimzuTenHo 9 x 17 mm, opanHa TabneTka ¢ BAIBOHATO penedHO
o3Hauenue ,,DC1* ot egnara crpana.

4, KJIMHUYHU JAHHU

4.1 TepaneBTHYHHU MOKAZAHUS

QINLOCK e noka3aH 3a JieueHHe Ha Bb3PACTHU MAI[MEHTH C HaIlpeIHaJI raCTPOUHTECTUHAJICH
crpomatied Tymop (I'MCT), kouto nipeau ToBa ca JEKyBaHU C TPU WM MOBEUE KMHA3HU HHXUOUTOPH,
BKJIIOUHUTEIIHO UMATHHHO.

4.2  Jlo3upoBKa U HAYMH HA MPUJIOKEHUE

QINLOCK TpsiOBa ma ce mpeamucea OT JISKApH C ONHUT B MPUIIAraHETO Ha MTPOTHBOPAKOBH CPE/ICTBA.

ﬂO?:H[ZOBKa

IIpenopruntennara no3a ¢ 150 mg punpernaud (Tpu Tabmetkn oT 50 mg), mprueMaHu BETHBK THEBHO
IO €JTHO U CBIIIO BpeMe BCEKH JICH, ChC MITH 0e3 XpaHa.

Ako naruenTsT nporycae 103a QINLOCK mo 8 yaca oT MOMeHTa, B KOITO 0OMYaiHO 5 iprema,
TpsiOBa Jja Ob/Ie TOCHBETBAH J1a 5 MPHUEMe Bh3MOXKHO Ha-CKOPO | CIIE]T TOBA Ja IIpUeMe ClIeBaIaTa
J103a B PEIOBHO IUIAHUPAHOTO BpeMe. AKO MALMEHTHT IPOITyCHE /1032 3a MOBeYe OT § yaca oT
MOMEHTa, B KOWTO 00WYaifHO s mpueMa, TpsaOBa 1a ObJie MOCHhBETBAH Ja HE IprUeMa MpoIrycHaraTa
J103a M MPOCTO Ja Bh30OHOBM OOMUaifHaTa CXeMa Ha MpHIaraHe Ha CIIeABAIIus JICH.

B ciyuaii Ha noBpwimane cien npueM Ha QINLOCK nanueHTsT He TpsiOBa Ja puemMa 3aMecTBalla
11032, a TpAOBa Ja Bb300HOBU cXeMaTa Ha MpWIaraHe Ha CleIBaIlts AeH B 00NYaifHOTO BpeMe.



Jlegennero ¢ QINLOCK TpsiOBa ma mpoabibKy, JOKATO ce HabJr01aBa 1mos3a Wid 10 JOCTHTaHe Ha

HEMPUEMIIBA TOKCHYHOCT (BXX. Touka 4.4).

Kopekuuu Ha 00314]?087('611’)’!61

BB3MOXXHO € 1a ce HaJloXu IMPEKHCBAHE Ha IIpUEMa WJIM HaMaJIIBaHE Ha 103aTa Bb3 OCHOBA Ha
WHAWBUAYyaJIHaTa 6€30IacHOCT U TOHOCHMOCT. Hpel'IOp’b‘-II/ITeHHOTO HaMaJIsIBaHC Ha ao03aTa Ipu
HCXKCJIaHU PCAKIUU € 100 mg nepopaiHo BEAHDBK JHCBHO.

[puemsbt HAa QINLOCK TpsiOBa /1a ObJic OKOHYATEIHO MPEKPATEH MPH MAIlMEHTH, KOUTO HE MOTaT Ja
nonecat 100 mg nepopanHo BeAHBX JHEBHO. [IpenoppunTennute npoMenu Ha no3ara QINLOCK

IIpHU HCKECJIaHU pCaKIUU Ca MTOCOUCHU B Ta6n1/1ua 1.

Ta6uuna 1: [IpoMenn Ha NpenoPbYNTETHATA /1032 MPH HEKEJIAHH PeaKuu

Hexenana peaKkuus

Te:xect?

IIpomenu B n03ata QINLOCK

CuHApOM Ha TTAJIMAPHO-
TUTaHTapHa
epurpoamsectesns (PPES)
(Bk. Touku 4.4 u 4.8)

CreneH 2

[a ce oTioxu 10 oT3By4YaBaHe /10 cremneH < 1
WM 0 U3X0JHO HUBO. [Ipu Bp3cTaHOBSIBaHE B
pamKuTe Ha 7 THU Bb30OHOBETE ChC ChINaTa
7103a; B TIPOTUBEH CITydail Bh30OHOBETE C
HaMaJieHa J103a.

ObMucnere Bb3MOXKHOCTTA 3a TOBTOPHO
yBeJIM4YaBaHe, ako Ce MOoAabpKa creneH < 1 nin
M3XO0JTHOTO HUBO B IPOJBIDKEHHNE HA TIOHE 28
JTHU.

[Ipu perunus Ha PPES cripere BpemeHHO nprema
JI0 OT3BY4YaBaHe JI0 cTeneH < |1 Ui 10 U3X0IHO
HUBO U CJIe]l TOBa Bh30OHOBETE C HaMajeHa 71034,
HE3aBHCHMO OT BPEMETO JI0 MOA00pEHHE.

Crenex 3

Crpere npreMa Haii-MajKo 3a 7 THU WIH 10
OT3ByYaBaHe JI0 CTENEH < 1, WK 10 U3XOAHO
HUBO (MakcumyM 28 aaH). Bp300HOBETE €
HaMaJIeHa J103a.

OoMuceTe Bb3MOXHOCTTA 32 TOBTOPHO
yBeIMUYaBaHe, ako Ce MOAbpKa cTeneH < 1 uin
M3XO0JTHOTO HUBO B TIPOIBIDKEHUE Ha TIOHE 28
JTHYL.

XurepToHus (BK.
Touku 4.4 u 4.8)

Crenen 3

[Ipu cumnTOMaTHKa CIpeTe BpeMEHHO preMa JI0
OT3ByYaBaHE HA CHMIITOMUTE M KOHTPOJIMpPaHEe Ha
KPBBHOTO HaJISTaHE.

AKO KPBBHOTO HAJISITAHE C€ KOHTPOIUPA 10
crereH < 1 WK 10 U3XOJHO HUBO, Bh30OHOBETE
ChC ChINIATa JI03a; B TIPOTUBEH CITydait
BB300HOBETE C HAMaJICHA J03a.

AKO ce TTOSIBM OTHOBO XHIIEPTOHHS CTEMEH 3,
crIpeTe mpueMa JI0 OT3ByYaBaHE Ha CHMITOMUTE
Y KOHTPOJIUPaHEe Ha KPhBHOTO HaJISITaHE.
Bp300HOBETE ¢ HaMaJIeHa [103a.

CremneH 4

HperaTeTe nmpueMa OKOHYAaTCIHO.

JleBoKaMepHa CHCTOJTHA
TUCOYHKIUS (BK.
ToukHu 4.4 u 4.8)

CremneH 3
W 4

HperaTeTe npueMa OKOHYAaTCIHO.

ApTpanrus Wi MAAITHS
(Bk. TouKa 4.8)

CreneH 2

Ha ce oTnoxu 10 cTeneH < 1 WM 10 U3XO0IHO
HuBO. [Ipy Bp3cTaHOBSIBaHE B pAaMKUTE Ha 7 THH




Hexenana peakuus Texect? IIpomenu B no3ata QINLOCK

BB300HOBETE ChC ChITaTa J103a; B MPOTHBEH
CJIy4aii Bh30OHOBETE ¢ HaMaJieHa J103a.

e OOMmmcneTe Bh3MOKHOCTTA 32 TIOBTOPHO
yBeIMYaBaHe B CIIydail Ha OTJIaraHe J0 CTeHeH <
1 win 10 M3XOMHO HUBO B POABIIKCHUE HA TIOHE
28 mHH.

e [lpu penmauB Ha apTPANTHSI WA MUAAITHS
OTJIOKETE JIO cTeneH < | WM 10 U3X0JHO HUBO H
cJie]l TOBa Bb30OHOBETE C HaMaJjIeHa J103a,
HE3aBHCHUMO OT MOMEHTA JI0 I0JJ0OpEHHE.

Crermen 3 e Jla ce OTIIOXM Hal-MaJKO 7 JHU WIH JI0 CTENEH <
1, wm 10 U3X0HO HUBO (MakcuMyM 28 THU).
Bp3o6HOBeTe ¢ HamaneHa a03a.

o (OOmMuciere Bb3MOKHOCTTA 32 IIOBTOPHO
yBeJIM4YaBaHE B CIy4ail Ha OTJaraHe /10 CTENeH <
1 unu A0 U3XOAHO HUBO B NPOABIKEHUE HA TIOHE

28 nmHH.
prrI/I HEXEJIaHU Peakluu Cremnex 3 o OTtoxete 0 CTEeNEeH < 1 nnu 10 U3XOJHO HUBO
(BX. TouKa 4.8) i 4 (MaxkcumyM 28 qHM), CiIea KOSTO Bh30OHOBETE C

HaMaJjieHa J103a; B TIPOTHUBEH CITydail
OKOHYATEITHO TIPEeKpaTeTe.

e OOMmmcneTe Bhb3MOKHOCTTA 32 TIOBTOPHO
yBeIMYaBaHe B CIIydail ue B IPOIBIDKEHNE Ha
roHe 28 THW HEe Bh3HUKHE TOBTOPHO HEXKeIaHa
peaknus.

e AKO OTHOBO Bb3HUKHE 3 WK 4 CTEIIEH,
MPEKPaTETe OKOHYATEITHO.

2 CrenenyBaHa cbriiacHo OOIIHMTE TEPMUHOJIOTHYHN KPUTEPHH 33 HEXKEJIaHH ChOUTHS Ha
Harmonanaus oHkojiorudyeH HHCTUTYT, Bepeus 4.03 (National Cancer Institute Common
Terminology Criteria for Adverse Events version 4.03 - NCI CTCAE v4.03).

CerpreTBania ynorpeda Ha JeKapCTBEHH IIPOIYKTH

Crnenpa fia ce n30sArBa CHITBTCTBAIIA YIOTPeOa Ha JIEKapCTBEHH MPOIYKTH, KOUTO Ca CUITHH WU
ymepenu HHAYKTOpH Ha CYP3A (Bx. Touku 4.4 u 4.5). Ako Tpsi0Ba 1a ce IPUIIOKH eTHOBPEMEHHO
cuieH win ymepeH naayktop Ha CYP3 A, gecroraTta Ha npmrarane Ha QINLOCK moske na ce
YBEJIMYHM 110 BpeME Ha Mepro/ia Ha €AHOBPEMEHHOTO MPUIIOKEHHUE. 3a CUIIHA UHIYKTOPHU A03aTa MOXKE
na ce ypenuyeHa ot 150 mg Begubx JHeBHO HA 150 mg nBa bTH IHEBHO. 3a MAUEHTH, IPUEMaIlU
QINLOCK nBa rbTH JHEBHO, aKO MAITMEHTHT MPOIYCHE J03a 10 4 9aca OT MOMEHTa, B KOWTO
o0OnJaifHo s mpuema, TpsA6Ba 1a O’bJie MOCHBETBAH /a 5 IPUEMe Bb3MOXKHO Hall-CKOPO M CJIe/ TOBA Ja
MpueMe clie[iBallaTa 103a B p€AOBHO IUIAaHUPAHOTO BpeMe. AKO NAlUEHTHT MPOILYCHE A03a 3a IOBeUe
oT 4 yaca OT MOMEHTA, B KOWTO 00MYaiHO 5 iprueMa, TpsiOBa Ja ObJie TOCHBETBAH JIa HE IpreMa
MPOIyCHATaTa 103a U MPOCTO J1a Bh30OHOBH o0MUaiiHaTa cxeMa Ha npuiiarane. [Ipu Te3u maiueHTH ce
MperophYBa BHUMATEHO MPOCTeIsIBaHe Ha o0maTa e(UKacHOCT U 6€301MacHOCT.

CrernyanHy MoIyJIalin

bvbpeuno yspeocoane

He ce mpenopbuBa KopurupaHe Ha J103aTa IIPH IMANUEHTH C JIeKa U yMepeHa CTeTeH Ha ObOpedHo
yBpexxaane (Bk. Touka 5.2). Hanmuunau ca caMo orpaHUYeHU KIMHAYHY JaHHU MTPH MAIUeHTH C TeXKa
cTernieH Ha OBOpevHo yBpexaaHe [kpeatnHuHOB KimpbHC (CLer) < 30 ml/min]. He e ycranoBeHa
npenopbunrtenta 1o3a QINLOCK mpu nauneHTH ¢ TexXko O0bOpeyHo yBpexaaHe (Bxk. Touka 5.2).

Yeproodpobno yspedcoane
He ce npenopruBa kopurupase Ha go3ara npu nanueHTH ¢ jeka (kiaac A no Child-Pugh), ymepena
(xnac B mo Child-Pugh) unu texka (ximac C o Child-Pugh) crenen Ha uepHOAPOOHO yBpEXkKAaHE.
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JlaHHWTE OT MAIMEeHTH C TEXKO YePHOAPOOHO yBpEXKAaHE ca OTPaHUYEHH, 3aTOBA IIPH TE3W MAI[eHTH
ce TIpenopbyuBa BHUMATEITHO MPOCIIeaIBaHe Ha o0maTa 6e30MmacHoCT.

Cmapuecka 6v3pacm

B knmuHMYHATE TPOYUYBaHUS HE ca HAOIOaBaHH PA3JIUKU ¢ KIMHUYHO 3HAYCHUE MEXTy TIAIIUEHTH B
crapdecka Bb3pacT (Ha BB3pacT > 65 TOAMHM) U ITO-MJIAIU TAMeHTH (Ha BB3pacT < 65 u > 18 roaunmn)
(Bk. Touka 5.1).

IHeouampuuna nonyrayus
Bbezomachocrra n ehpukacaoctta Ha QINLOCK mipu nenia Ha BB3pact mox 18 ronuHu He ca

yCTaHOBEHHU (BXK. Touka 5.1). Jluncear qanHw.

Hauun Ha OPHUITOKCHUC

QINLOCK e mpenra3HadeH 3a IepOpaTHO MPUIIOKEHHE.

TabneTtkute TpsiOBa Aa ce MpUEMaT IO €HO U ChIIO BPeMe BCSKH JICH ChC HIH 0e3 XpaHa (BK.
TO4YKa 5.2).

Hpe)_'[HI/ICBaH_II/ITC JICKapCTBOTO Tp}I6Ba Ja 1aBaT yYKa3aHUus Ha MAOUCHTUTC [1a NOIIbIIAT TaOJIETKUTE
[OCJIM U fa HEC TU AbBYAT, pasaCjAT WJIN pa3TpOoOlIaBar. HaL[I/IeHTI/ITG HC TpSI6Ba Ja npuemar Ta6H€TKI/IT€,
aKO Ca pa34dyIliCHHU, HallyKaH! UKW OEJI0CTTa UM € HapylI€Ha I10 APy HA4YUH, TBHU KaTO IIOTCHIIMAJIHUTC
eq)eKTH OT TE3U IIPOMCHHU HE Ca OLICHCHU.

4.3 IIpoTMBONOKA3aHUS

CBpBXUYBCTBHTEITHOCT KbM aKTHBHOTO BEIIECTBO WM KBbM HSAKOE OT IIOMOIITHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

4.4  CpeuuajHu npeaynpe:kIeHUs! U NpeaNa3sHu MepPKH NPH ynoTpeda

CunzipoM Ha manMapHo-TuTaHTapHa eputpoauzectesus (PPES)

IIpu maruenTH, IEKyBaHH ¢ puNpeTHHNO, ce Habmoaasa PPES (Bx. Touka 4.8). B 3aBucumoct
TEXECTTa IPUEMbBT HA PUTIPETUHUO TpsiOBa Aa Ob/Ie BPEMEHHO CITPSIH, a CIIe/I TOBa — Bh300HOBEH ChC
ChIIATa WM HaMaJIeHa 7103a (BXK. Touka 4.2).

XUNEPTOHUS
[Ipu npuem Ha punpeTnHuO e HabIIOAaBa XuNepToHuA (BX. Touka 4.8). He TpsbBa na ce 3anousa

JICUCHHE C PUNPETUHUO, OCBEH aKO KPHBHOTO HAIATAHE HE € aJICKBATHO KOHTPOIHPaHO. KpbBHOTO
HaJTaHe TPSAOBA J]a ce MPOCIIesIBa CIOPE]| KIMHUYHHUTE TIOKa3aHusl. B 3aBHCHUMOCT OT TeXecTTa
MPUEMBT Ha PUNPETHHUO TPsOBa @ O'b/Ie BPEMEHHO CIIPSH, a CJie]] Bb30OHOBEH ChC ChINATa HITU
HaMaJeHa J103a WM OKOHYATEITHO IIPEeKpaTeH (BXK. Touka 4.2).

CuprieyHa HEAOCTATEYHOCT

IIpu punpeTnHNO ce HaOII0MaBa ChpACIHA HEMOCTATHYHOCT (BKJIIFOUUTEITHO ChPACUHA
HEJIOCTATHYHOCT, OCTPa ChpJeUHA HEIOCTATHYHOCT, OCTPA JIiBA BEHTPUKYJIApHA HEJAOCTATHYHOCT U
nuactonHa aucyHknms) (Bx. Touka 4.8). OpaknusaTa Ha U3TIACKBaHE TPSOBA Jla CE OICHSBA Upe3
eXOoKapauorpamMa Win paauoHykiuaaa BeHTpukynorpadus ¢ EKIT cuaxpoHusanus B eKBUIHOPUyM
(MUGA) nipenn 3aro4BaHe Ha JISUCHUE ¢ PUIIPETHHHUO U TI0 BpeMe Ha JICUSHUETO CIIOpEe.T KITHHUIHHUTE
noka3anus. [IpuemMbT Ha pUNpeTHHUO TPsIOBAa OKOHYATEIIHO J1a CE MPEKPATH IPH JICBOKaMEpHa
CUCTOJHA JUCQYHKIUS cTereH 3 win 4 (Bk. Touka 4.2). be3onacHocTTa Ha pUNIPETHHUO HE € OLlEHEHA
IIPH MAIMEHTH C M3XO0/IHA JIeBOKaMepHa (pakius Ha u3tinacksade moxa 50 %.




Korknu 31m0KauecTBeHN 00pa3yBaHus

[pn manmeHTy, NpueMaIy pUIPeTHHUO, ce ChOOIIaBa 32 CKBAMO3HOKIICTHUCH KapIIMHOM Ha KOXKaTa
(CuSCC) u menanom (Bx. Touka 4.8). [Ipu 3anouBane Ha pUNPETHHUO U PyTUHHO 1O BpeMe Ha
JIeueHHE CIIE/IBa /1a CE M3BBPIIBAT ACPMATOIOrUIHU Nperienu. [Ipu mompo3putenHuTe KOKHH JI€3Un
ClIe/iBa J1a Ce HANPaBU €KCIM3KSA U AePMaTOJIOTMYHA orleHKa. [[pueMbT Ha punpeTnHu6 ciensa na
HPOJBIDKH ChC ChIATA 103.

YcnoxHEeHHs, CBbP3aHU ChC 3a3/IpaBsBAHETO HA PAHH

He ca npoBexpanu opUIMAIHU MPOYYBAHHS 32 OIleHKA Ha e(heKTa Ha PpUTIPETHHUO BHPXY
3a3paBsBaHETO HA paHH. [Ipu manuenT, nprueMaly JeKapcTBeH! MPOAYKTH, KOUTO HHXUOUpAT
CUTHAJIHUS ITBT Ha ChIOBHA eHoTeNneH pactexeH dakTop (VEGF), Morat na HaCTBIAT yCIOXKHEHUS,
CBBP3aHH ChC 3aTPYTHEHO 3a3/paBsiBaHe Ha paHu. [lopagu ToBa punpeTHHUO MMa MOTEHIMANA Ja
MOBJHSIBa HEOIArONpPUATHO 3a3/IPaBsIBAHETO Ha PaHUTE.

JleaenueTo ¢ punpeTuHUO TPAOBa /1a ce crpe 3a Hal-MaJko 3 JHU MPEIH U CIIe] JIeKa XHPyprudecKa
HaMeca ¥ Hali-MaJlko 5 THU Mpey U Ciief cepro3Ha onepanus. Ciex onepanus pueMbT Ha
punpeTuHud MoXxe 1a ObJe Bb300HOBEHO Ha 0a3ara Ha KJIMHMYHA MPELEHKA 3a aJleKBaTHO 3apacTBaHe
Ha paHara.

EMOpuoderania TOKCHYHOCT

B®3 ocHOBa Ha HAXOJKU NPH MIPOYYBAHUS TP KUBOTHH PUIIPETUHUO MOXKE J1a MPHYNHU YBPEKIaHE
Ha (heTyca, KOTaTo ce Mpuiara npu OpeMeHHH XeHH (BX. ToukH 4.6 u 5.3). [IpenoppuBa ce KeHUTE n1a
ObIaT cCbBETBAHU A2 U30SrBaT OPEMEHHOCT 10 BpeMe Ha nmprema Ha punpetuHu0. CTaTychbT 1o
OTHOLIEHNE Ha OPEMEHHOCT NP )KEHUTE C PENPOAYKTUBEH NOTEHIMAI CJIEABA Aa CE MIPOBEPsIBa Mpenn
3aroyYBaHe Ha JICYCHHE C PUIIPETHHHUO U 10 BpeMe Ha JieueHueTo. JKeHuTe ¢ penpoyKTHuBeH
MOTEHIIAAT U MBXKETE C TAPTHBOPH OT YKEHCKH TI0JI C PENPOAYKTHBEH NOTSHIINA, CTIe/[Ba J1a
M3M0J3BaT e(eKTHBHA KOHTPALIEIIHUS 10 BpEMe Ha JICUSHUETO U MOoHe | cenmuna cies nocieaHaTa
no03a punpetuHuO (Bx. Touku 4.6 u 5.3). Edexture Ha punpeTHHUO BBPXY XOPMOHAITHUTE
KOHTpAIICNITHBY HE ca MPOyYeHU. AKO Ce U3MOI3BAT CUCTEMHH XOPMOHAIHU KOHTPAIICTITHBH, CJIE/IBa
Jia ce 100aBu OapuepeH METO/I.

DOTOTOKCUYHOCT

PurnpetnHu6 mokasea moTeHIan 3a HOTOTOKCHUHOCT (BXK. Touka 5.3). [IpenopbuBa ce Ha NallMEHTUTE
Jla ce 1aBaT yKa3aHMs Aa U30ArBaT WK J1a CBeJaT 0 MUHUMYM H3JIaraHeTo Ha MpsKa CIbHYEBa
CBETJIMHA, COJIAPUYM U JIPYTH U3TOYHHUIU HA yITPABHOIETOBO JTbYCHHUE MTOPAJN PUCKA OT
(hOTOTOKCHYHOCT, CBBbp3aH ¢ punipeTrHnO. Ha manmenTrte TpsibBa 1a ce gaBaT ykazaHHs Ja
npeanprueMaT MEepKH, KaTo HallpuMep 3aIlIUTHO 0OJIEKIIO (ABITH PbKABU U LIAIKA) U CIIbHIE3AIUTeH
OPOIYKT C BUCOK cibHLE3amuTeH paxtop (SPF).

Nuxuburopu n nunykropu Ha CYP3A

Punpernnn6 e cyocrpat Ha CYP3A. EnHoBpeMEeHHOTO MPUIIOKEHUE HA PUNIPETUHUO ChC CHITHUS
naxuoutop Ha CYP3A u P-rimuxonporenna (P-gp) nTpakoHa3ou1 € JOBEJO 10 YBeIUdaBaHe Ha
IUTa3MEHATa SKCIO3UIMS Ha pUlpeTHHUO (Bk. Touka 4.5). Heo0X0auMO € MOBHIIICHO BHUMAaHKE MTPH
NPUIOKEHUE Ha PUIIPETUHHO C BEIIeCTBa, KOUTO ca cuuiHu naxuouropu na CYP3A u P-gp.

EnHOBpeMEHHOTO NPUIOKCHHE Ha PUIIPETUHUO Cbe crHUA HHAYKTOp Ha CYP3A pudamnuiiuy Boau
JI0 HaMaJIsIBaHe Ha TUTa3MeHaTa eKCIo3uIus Ha punpeTrHuO. [lopaau ToBa cieaBa 1a ce n30srea
MPOABIDKUTEITHO TPUIIOKEHNE Ha CPEJICTBA, KOUTO Ca CIUTHU Wi yMepeHu uHaykTtopu Ha CYP3A ¢
punpetnHuO (BX. TOUku 4.2 1 4.5).

Baxxna nadopmanms 3a HIKOU IOMOIITHHU BEIIECTBA
QINLOCK cwappika TakTo3a.

HaLII/IeHTI/I C PpCAKH HACICACTBCHU HpO6HCMI/I Ha HCIIOHOCHUMOCT KBbM rajJlakT034a, ITbJICH JIAKTa3€H
,I[e(i)I/ILII/IT WJIN I'TFOKO30-TaJIaKTO3Ha Mana6cop6um[ HC Tpﬂ6Ba Ja npuceMaTt To3U JICKAPpCTBCH NPOAYKT.



4.5 B3zauMmoneiicTBHe ¢ IPYrH JeKAPCTBEHH MPOAYKTH H APYrd (JOpMHU HA B3auMo/ielicTBHE

Kakro punpetnnu®, Taka 1 HeropuaT akTuBeH Metabonut DP-5439, ce ouncTBaT OCHOBHO upe3
CYP3A4/5 u ca cybctpatu Ha P-gp 1 mpoTenHa Ha pe3UCTEHTHOCT Ha paka Ha repaara (BCRP).

Ed)eKT Ha APYIrH JCKAPCTBCHHU NPOAYKTH BbEPXY DI/IHDeTI/IHI/I6

Edexm na cunnu unxubumopu na CYP3A/P-gp

EnnoBpeMeHHOTO MpHiIOKEHHE Ha UTpakoHa30i (cuiieH naxuouTop Ha CYP3A), KakTO M MHXHOUTOP
Ha P-gp, noBumasa Cmax Ha punpeTiau6 ¢ 36 % u AUCo. ¢ 99 %. Cmax Ha DP-5439 e HenpomeHeHa;
AUC., e yBenmuena ¢ 99 %. Cuaute naxudburopu Ha CYP3A/P-gp (Hanp. KeToOKOHa3017,
EPUTPOMUITNH, KIIAPUTPOMHUIINH, HTPAKOHA30JI, PUTOHABUD, IT03aKOHA30J 1 BOPUKOHA30II) TPSOBa 11a
Cce M3MO0JI3BaT BHUMATEIHO, a TIALMEHTUTE cie/Ba Ja ce HabmoaasaT. He ce mpenopbuBa nreHe Ha COK

OT TperngpyT.

Egexm na unoyxmopu na CYP3A
Ennospemennoro npunoxxkenre Ha QINLOCK cbe cunnust unaykrop Ha CYP3A pudammnunun
HamanaBa Cmax Ha puripetuHud ¢ 18 % u AUCo. ¢ 61 %, mormxaa DP-5439 AUCo.. ¢ 57 % u
yBemmuaBa DP-5439 Ciax ¢ 37 %.

[lopanu ToBa TpsiOBa na ce n3bsarea eqHoBpeMenHaTa ynorpeda Ha QINLOCK cbe cuimHl HHAYKTOpH
Ha CYP3A (uanp. kapbamaszenus, GEHUTOUH, puaMIUIKuH, GeHOOapOUTAT U KBIT KAHTAPHUOH)
ymepenu HHAYKTopu Ha CYP3A (manp. edaBupeHi u erpaBupuH). AKo TpssOBa Jja ce mpuiara
€JHOBPEMEHHO CHJIEH UK yMepeH HHIykTop Ha CYP3A, yectoTtara Ha npunarane Ha QINLOCK
MOJKE /Ia C€ YBEJIMYHN B TIEpHO/Ia Ha EAHOBPEMEHHOTO MpHIIOKeHHe. [Ipy CHiTHU HHIYKTOpH J03aTa
MOXe n1a ce ypennuu oT 150 mg Bequbk qHeBHO Ha 150 mg nBa bty nHEeBHO. [Ipn manuenTy,
npuemamy QINLOCK nBa mbTu AHEBHO, aKO MALKMEHTHT MPOIYCHE 03a A0 4 yaca OT MOMEHTa, B
KOITO 00n4aiiHO 51 mpreMa, TpAOBa Ja ObJe MOCHBETBAH /1A 5 IPHEME Bb3MOXKHO Hai-CKOPO U Cle]
TOBa Jla TIpUeMe clieIBalaTa 103a B pelOBHO IUIAHUPAHOTO BpeMe. AKO MallMeHTHT MPOIyCHE /1032 32
noBsedye oT 4 yaca OT MOMEHTa, B KOWTO 00MYaifHO g mpuema, TpsioBa 1a Obae NOCHBETBAH Ja HE
npueMa MpomycHaTaTa 103a M IpoCTo Ja Bb300HOBU OOMYaiHaTa cxeMa Ha MpHJiaraHe.
HabnronaBaiiTe 3a KJIMHUYHUS OTTOBOP U IOHOCHMOCTTA.

Egexm na cpedcmea 3a namansigane Ha CIMOMAUHAMA KUCETUHHOCT

He ca naGmoaBany KIMHUYHO 3HAYUMH PA3JIUKH B TUIa3MEHaTa eKCIIO3UIHS Ha puripeTuHuO u DP-
5439, xorato QINLOCK e nmpunaran e JHOBpEMEHHO C MMAaHTONPa30J (MHXMOUTOP HA MMPOTOHHATA
TToMIIa).

Jlexapcmeenu mpancnopmepu

Ha 0azata Ha in vitro naHHHU JIeKapCTBEHUTE MPOAYKTH, KOUTO ca nHXxuOuTopu Ha BCRP (Hamp.
LUKJIOCTIOPUH A, eITpoMOo1ar), ciieiBa 1a e N3IM03BaT ¢ OBUILIEHO BHUMAaHHE B KOMOMHALMS C
QINLOCK, Thi KaTo € Bb3MOXHO MMOBHUIIABAHE HA TUIA3MEHHUTE KOHIEHTPALIUHM Ha PUIIPETUHUO MITH
DP-5439.

Ed)eKT Ha DI/IHDeTI/IHI/IG BBHPXY APYTH JICKAPCTBCHHU ITPOAYKTH

Cenexmusrnu cyocmpamu Ha CYP uzoghopmu

Wzcnensanusra in vitro codat, 4e punpeTuHuO Moke na naxubupa CYP2C8. QINLOCK tpsbBa na ce
W3II0JI3Ba ¢ MTOBUIIICHO BHUMaHKE B KoMOMHANMs che cyocTpaTi Ha CYP2CS8 (Hamp. penarimau,
MaKJIUTaKCeN), Thi KaTO €JHOBPEMEHHOTO MPHJIOKEHHE MOXKE J1a IOBEJIe 10 yBEeINYaBaHe Ha
excnio3unusTa Ha cyoctparute Ha CYP2CS.

He e uzBecten HetHUAT edekT oT uHxuOUpaneto Ha CYP3A4 B uepBara u crcTeMHAaTa WHAYKIUS Ha
CYP3A4 in vivo. IlpenopbuBa ce MOBUIIEHO BHUMAaHHE MIPH €THOBPEMEHHO MPUIIOKEHNE Ha
punpetuHud ¢ yyBcTBUTENHU cyocTpat Ha CYP3A4 ¢ Tecen TepaneBTHUEH Mpo3opel (Hamp.
LUKJIOCTIOPUH, TAKPOJIMUMYC) HIIM TAKHBA, KOUTO C€ META00JIN3UPAT IPEIMMHO B YepBarta (Harp.
MHJIA3071aM).



Punpernnn6 n DP-5439 unnynupar CYP2B6 in vitro. EqHOBpeMEHHOTO MPHUIOKEHUE HA
punpetrHUO che cyocTpatn Ha CYP2B6 ¢ Tecen TepareBTrueH HHACKC (Hamp. ehaBUPEHIT) MOXKE A
JoBeze A0 3ary0a Ha TsaxHaTa epUKacHOCT.

Punpernnn6 u DP-5439 perynupat nusxonsmo CYP1A2 in vitro. ETHOBpeMEHHOTO MPHUIIOKEHUE HA
punpetrHO che cyocTpatn Ha CYP1A2 ¢ TeceH TepaneBTHYCH HHACKC (HAP. TH3AHUAMH) MOXKE J1a
JIOBEJIE 10 TIOBUIIICHN KOHIICHTPAIINH U CE MPETOphYBa HAOIIOICHHUE.

He e u3BecTHO naiu pUIpeTHHUO MOYXKeE J1a HaMaii €(peKTUBHOCTTAa HAa CUCTEMHO JCHCTBAIIH
XOPMOHATHY KOHTPAIIETITUBH, 3aTOBA )KCHUTE, KOUTO TH U3ITOJI3BAT, TPIOBA Ja 100aBsAT OapruepeH
METOI.

Jlexapcmeenu mpancnopmepu

[IpoyuBanusita in vitro npennonarar, ue punpetuHud e nuaxuourtop Ha P-gp u BCRP. DP-5439 ¢
cyb6crpar 3a P-gp u BCRP. DP-5439 e unxuburop na BCRP u npotenn 1 3a ekcTpy3usi Ha MHOXKECTBO
nekapctBa U Tokcuau (MATE-1).

JlekapCTBEHUTE MPOIYKTH, KOUTO ca CyOCcTpaTh Ha P-gp ¢ TeceH TepaneBTHUEH UHACKC (Harp.
JIUTOKCHH, TaburaTpaH eTeKCHIaT), CJie[Ba Jla Ce M3M0JI3BaT BHUMATEHO B koMOuHanus ¢ QINLOCK
rnmopaau BEPOATHOCTTA OT MOBUIIIABAHC Ha IJIASMEHUTC KOHIICHTPAllUX Ha TE3U CY6CTpaTI/I.

QINLOCK cnenpa na ce u3noi3Ba ¢ IOBUIIIEHO BHUMaHNE B KOMOHWHAIMS che cyocTpaTn HA BCRP
(Hamp. po3yBacTaTuH, cyjdacana3uH 1 upuHotekaH) u cyoctpatu Ha MATE-1 (mamp. metdopmun),
THH KaTo emHOBpeMeHnHoTO npuinokenne Ha QINLOCK cwe cyberparn Ha BCRP 1 MATE-1 moxe na
JIOBeZIe 0 YBENIMYaBaHe Ha TAXHATa ekcrio3uuus. He ca mpoBexnaHu KITMHUYHY IPOYYBaHUS ChC
cyocrparu Ha BCRP niin MATE-1.

46 @epTHauTET, )PEMEHHOCT U KbPMEHE

JKenu ¢ ieTepoieH NOTEHIMAN/KOHTPALICTIIHS IPH MbXKE U )KEHH

Kenwnre ¢ gereponeH MOTEHIMAT U MBXXETE C NAPTHHOPKHU C PENPOAYKTUBEH MOTECHIMAN TPsAOBa Aa
obaar uadopmupanu, ue QINLOCK moxe na mpudanHM yBpexaaHe Ha ¢eryca u TpsOBa na
rapanTupar e()eKTHBHA KOHTPAIEIIIIHS 110 BpeMe Ha JICUEHHETO U oHe | ceaMuIia ciies mocieHara
nmo3a QINLOCK (Bx. Touka 4.4).

CraTychT IO OTHOLIEHHE Ha OPEMEHHOCT IPH KEHUTE C PENPOJYKTHBEH ITOTCHIINAN CIIE/IBA J1a Ce
npoBepsiBa npean 3anousane Ha nedenrne ¢ QUINLOCK u o Bpeme Ha JIeUeHHETO.

BwaneiicrBuero nHa QINLOCK BbpXy XOpMOHATHUTE KOHTPALIENITUBH HE € u3cieasano. Jlobasete
OapuepeH MEeTOJ, aKO 3a KOHTPAIIETIIUS Ce U3IIOI3BAT CHCTEMHH XOPMOHAIHNA KOHTPAIETITHBRH.

Bbpemennoct
JlunicBat ganHM OT ymoTpedara Ha PUIPETHHUO MPH OPEMEHHH KEHH.

B®3 ocHOBa Ha HETOBHSI MEXaHM3BM Ha JICHCTBHE Ce MPEoara, 4e¢ pUpeTHHUO NPUINHIBA
YBpEkKIaHe HA eTyca, KOraTo ce Mpuiiara o BpeMe Ha OpEMEHHOCT, a IPOYYBAHUATA TPU )KHUBOTHHU
MOKa3BaT PEMPOIYKTUBHA TOKCHYHOCT (BXK. Touku 4.4 1 5.3). QINLOCK He TpsiOBa 1a ce M3Moa3Ba 1Mo
BpeMe Ha OpEMEHHOCT, OCBEH aKO KIIMHUYHOTO ChCTOSIHUE HA JKEHATa HE Hajlara JICUCHHE C
PpHUIPETHHUO.

Kspmene
He e u3BecTHO manu punpeTHHIO/METa00IUTUTE CE€ EKCKPETHPAT B KbpMara. He Moke fa ce U3KIToun

pHck 3a kbpMaueTo. KbpMeneTo TpsiOBa Aa ce nmpeyctaHoBu 1o Bpeme Ha neuernero ¢ QINLOCK u
noHe 1 ceamuua ciel nocieaHaTa 103a.

DepTUnuTer
Jlunicear nannu 3a edexra Ha PocTamMaTHHUO BHPXY (hepTUINTETa U X0pa. B3 ocHOBa Ha

HAXOJIKUTE MPU MPOYYBAHUSI TPH )KUBOTHU MBKKHST U KEHCKUAT PEePTUIIHTET MOXKE Jia ObJie
kommpomeTupat ot JeueHne ¢ QINLOCK (Bxk. Touka 5.3).



4.7 EdexTn BbpXY CIOCOOHOCTTA 3a modupaHe U padoTa ¢ MAIIMHU

QINLOCK He moBnusiBa criocoOHOCTTa 32 modupane u padoTta ¢ MamHy. [Ipu HIKOM mauueHTyu ce
choOIaBa 3a ymopa cien npuiarade Ha QINLOCK. Ako manueHThT H3IMTBAa yMOPa, TOBa MOXKE J1a
MOBJIMSAE HA CIIOCOOHOCTTA MY Jia IO(HUpa MK Ja pabOTH C MAIIHHH.

4.8 Hexenanu JiekapcTBeHH peaKuu

Pesrome Ha mpodmna Ha 6e300acHOCT

B nBoitHOCHSIO, pannomusupano (2:1), miamnedo-koHTponupano npoyusane daza 3 (INVICTUS)

129 ygactaunu ¢ nuarto3a aancupai [ UCT, npu kouTo uMa HeycreX MMpu noue 3 ogo0peHu
NpeaX0IHH JIMHUH Ha JieueHne, ca papaomusupand Ha QINLOCK (n=85) nnu miane6o (n=44) (Bx.
Touka 5.1). B nmpoyusanero DCC-2618-01-001 da3za 1 ca BkatoueHu o6mio 277 maueHTy ¢
HaIlpeTHAIN 37I0KaYeCTBEHN 00pa3yBaHus, KaTo 218 marueHTy ca JIeKyBaHH ¢ IPETOPhUUTEITHATA BHB
®aza 2 no3a 150 mg QINLOCK BenHBX) THEBHO.

Mennanata Ha npoabkuTeTHOCT Ha JedeHneTo ¢ QINLOCK B aBoitHOCTENHS IEpHOT HA
npoyuBaneTo INVICTUS e 5,49 mecena.

Haii-yecto HabronaBaHuTe HEXENIaHU peakuun (> 25 %) npu manuenty, dekyBanu ¢ QINLOCK B
cOopHaTa noImyJiaius 3a olieHKa Ha 6e3omacHoctTa (n = 392), ca ymopa (51,0 %), anonenus (50,8 %),
razgene (39,8 %), muanrus (37,8 %), 3anek (37,2 %), muapus (32,7 %), PPES (29,8 %), nonmkeno
terio (26,5 %) u moBpswinane (25,8 %).

Hexenanute peakmum (>10 mo <25 %), HabmronaBanu mpu manueHTH, JexkyBanu ¢ QINLOCK B
cOOopHaTa moITyaius 3a olleHKa Ha 6e3omacHocTTa (n=392), ca nmoBuiieHa immnasza (23,7 %),
MycKkynHU criazmu (23,7 %), aprpanrus (21,2 %), rmaBobomnme (20,7 %), aucraes (20,2 %),
xunepronus (19,4 %), cyxa koxa (17,6 %), 6osika B repoa (15,6 %), kanutuna (15,6 %), nosurieH
OounpyOuH B kpbBTa (14,0 %), nepudepen otok (13,8 %), xunodocdaremus (12,2 %), 6omnxka B
kpaitauk (12,0 %), npypuryc (11,0 %) u cebopeitna kepatosa (11,0 %).

Hexenanure peakiuu creneH 3/4 (>2 %), HaOmogaBaHu npu namueHTH, jiekyBanu ¢ QINLOCK B
cOopHaTa moITynamus 3a oleHKa Ha 6e3omacHocTTa (n=392), ca moBueHa numnasza (14,8 %), anemus
(14,0 %), kopemHa Gonka (8,2 %), xuneptonus (6,9 %), ymopa (4,1 %), xunodocdaremus (4,1 %),
noBpbIane (2,6 %), mucnues (2,0 %), nuapust (2,0 %) u noBuiieH owmpyouH B kpbeTa (2,0 %).
CepuosHute Hexenanu peakuuu (> 1 %), HabmogaBanu npu nauueHty, Jekysanu ¢ QINLOCK, ca
anemus (3,8 %), aucnires (2,3 %), moBprwirane (2,0 %), ragere (1,8 %), ymopa (1,5 %), noBumeH
owupyouH B kpbBTa (1,3 %), 3anek (1,0 %) u myckynHa cinadoct (1,0 %).

TaOnu4eH cCuUChK Ha HEXETaHUTE PeaKkuu

O6mmusaT mpodunn Ha 6e3omacHocT Ha QINLOCK ce ocHoBaBa Ha cOopHM JaHHU OT 392 marmeHTH
(cOopHa morrymamus 3a oleHKa Ha 0€301acHOCTTa), KOUTO ca Toydrmiin Haii-manko 1 moza QINLOCK.
IIpoBenenu ca ase knuHu4HU npoyuyBaHus Ha QINLOCK mnpu B3pacTHM MAIMEHTH C HAIIPEIHAIH
37I0Ka4eCTBEHH 00pa3yBaHus, KOUTO ()OPMHUpAT OCHOBATA HA O0IIaTa OLICHKA Ha 0€30MMacHOCTTa:
OCHOBHO IpoyuBaHe ¢a3a 3 npu Bb3pactau naruentu ¢ [MUCT — npoyusane DCC-2618-03-001
(INVICTUS) (B%. Touka 5.1) 1 OTKpUTO, IPOBEKIAHO 33 MPBB BT MIPH X0pa NPOyYBaHE MpU
BB3PACTHH NAlMEHTH C HANlPpEAHANH 3JI0Ka4ecTBeHU o0pa3yBanus (nmpoyusane DCC-2618-01-001).

[JBoiiHocnenust nepuof Ha npoyuBaHeTo INVICTUS ¢opmupa ocHoBaTa 3a onpeaesnsHe Ha
HEXXEJNaHUTE peakuy. Bb3HUKBALIUTE NP JICUCHUETO HEKENAaHU ChbOUTHS, KOUTO ca OMIIM MOHE

5 % noseue B pamoto ¢ QINLOCK B cpaBHEeHHE C paMOTO ¢ TuIare0o, ¥ Te3u, KOUTO ca OWIIH TIOHE
1,5 meti moBede B pamoto ¢ QINLOCK B cpaBHenue ¢ pamoTto ¢ mianedo B INVICTUS, ce cuntar 3a
HE)KEJIaH! JICKApCTBEHU peakluy. Bbp3HMKBaIMTE NPH JI€YSCHUETO HEXEJaHU ChbOUTHUS, yCTAHOBEHH B
pamxure Ha npoyusaneTo INVICTUS, cbiio ca oneneHu B cOopHaTa NoMmyJanus 3a OlleHKa Ha
oesomacHoctTa (n=392). Te3u ChOUTHS CE CUMTAT 3a HEXKEIAHH JICKAPCTBEHU PEaKIIUH CIIOPEeT
OLICHKAaTa Ha BB3JIOXHTeNA. Te ca kiacupuIupany 0 CHCTEMO-OPIaHeH KJlac U € U3M0JI3BaH Haii-



noaxoasmuaT TepMuH 1o MedDRA 3a onmcanue Ha ornpeiesicHa peakius 1 HEHHUTe CHHOHUMH U
CPOIHH CHCTOSHUSI.

TexxecTTa Ha HEXKETAHUTE JICKAPCTBCHU PEAKIINH € OIICHEHA Bh3 0CHOBA Ha OOIIHUTE TEPMUHOIOTUIHU
KpuTepuu 3a Hexkenanu ¢cbouTrs (Common Terminology Criteria for Adverse Events, CTCAE),
OTIpEIETIAIIN CTeTeH 1 = Jieka, cTerneH 2 = yMepeHa, CTeleH 3 = TeXKa, cTerneH 4 =
JKUBOTO3ACTPAIIABAIA, M CTETICH 5 = CMBPT.

UecroraTa ce omnpeesns 1o CleJHUs HauuH: MHOTO YecTH (>1/10), wectu (>1/100 mo <1/10), Heuectn
(>1/1 000 no <1/100), penku (>1/10 000 mo <1/1 000), mHoro peaxu (<1/10 000), c Hen3BecTHA
yecToTa (0T HAJIMYHUTE JaHHHU HE MOJKe J1a Ob/ie HallpaBeHa OLIEHKA) U ca MoKa3aHu B Tabnuua 2. B
paMKHTE Ha BCSIKO TPYIUPAHE MO YECTOTA, HEXKENAHUTE PEAKI|H ca MPEJCTaBEHH B HU3XOISIIL PE]] 110
OTHOLICHUE HA TAXHATA CEPHO3HOCT.

Ta6auna 2: Hexenanu JekapcTBeHH peaknnu, cbo0menn B INVICTUS u npoyuBane
DCC-2618-01-001

Heoniasmu — 100pokavyecTBeHH, 3JI0KA4eCTBEHH U HeonpeaeaeH! (BKJIIOYHTETHO KHCTH U

MOJIMTIN)

MHoro Jectn CebopeitHa KepaTo3a

Yectn MenaHOIIMTEH HEBYC, KOKHHU TMAIMMIOMH, CKBAMO3HOKJIEThYEH KapIIMHOM Ha
KoxkaTa®, GuOpo3eH XUCTHOLUTOM

Heuectn Manuraes MejJaHoM

Hapyuienusi Ha eHIOKPUHHATA CHCTEMA

Yectu | XUNOTUPEOUTUIBM

Hapymennss Ha MeTa00JIM3Ma U XPaHEHETO

MHoro yectu | Xumodocdaremus

IlcuxuyHm pa3cTpoiicTBa

Yectu | Henpecust

Hapyuienusi Ha HepBHaTa cucTeMa

MHoro yectu I'maBoGonHe

Yectn [epudepHa ceH30pHa HEBPOMATHS

Chpaeynu HapylmeHus

Uectn | Chpredna HeocTaTHYHOCT®, TAXMKAPHS

CbaoBu HapylieHust

MHoro yectu | XuneproHus®

PecnupaTopuu, rpbIHN U MEIUACTHHAJIHA HAPYIIEHHUS

MHoro yectu | HucnHes, kanuuna

CToMalIHO-YpeBHU HAPYIIEHUS

MHoro uectu ["anene, 3anek, Auapus, MOBPbILAHE

Yectn CromaTtuTt, 00JIKa B TOpHATa yacT Ha Kopema

Hapyuienunsi Ha K0KaTa U NOJIKO0KHATA ThKaH

Muoro uyecTu Anonerusi, PPES, cyxa xoxka, chp0ex

Yectn Xumnepkeparo3a, MaKyJIONAIyJI03eH OOpPHB, TeHEPATTU3UPAH TIPYPUTYC,
akHen(opMeH JepMaTHT

Hapymiennsi Ha MyCKYJTHO-CKeJIETHATA CHCTEMA W CheIMHUTETHATA ThKaH

MHoro Jectn Muanrusi, MyCKyJTHH CTIa3MH, apTpasrus, 60J1Ka B I'bpOa, 00JIKa B KPAWHHK

Uectn MyckynHa cnabocT, MyCKYJTHO-CKeJIeTHa 00JIKa B ThPINUTE

OO0mm HapymieHus ¥ e)eKTH HA MACTOTO Ha NPHUJIOKeHNe

MHoro yectu | YmMopa, nepudepeH oTok

HN3caensanus

MHoro yectu [ToHrIKEHO Terso, MOBHIICHA JINIa3a, MOBHUIIEH OMIMPYOHH B KPHBTA

Yectu [ToBuilieHa aJlaHHHAMMHOTpaHC(hepasa

2CKBaMO3HOKJICTHYCH KapIIMHOM Ha KOXaTa (CKBAMO3HOKJICThUCH KapIIMHOM Ha KOXKaTa,
KepaToaKaHTOM, CKBAMO3HOKJICThUCH KAPIIMHOM Ha TlaBaTa U IIHUsTa)

°ChpaeuHa HeIOCTATBLYHOCT (ChPAEYHA HEAOCTATHYHOCT, OCTPA JIEBOKAMEPHA HEJIOCTATHYHOCT, OCTPa
Chp/ICYHA HEIOCTATHYHOCT, THACTOTHA AUCHYHKITHS)
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*XwurepToHus (XUIEPTOHNUS, TIOBUIIICHO KPHBHO HAJISTaHE)

Onwucanue Ha I/I36DaHI/I HCXCIaHH JICKAPCTBCHHU PCAKITMNA

Cunopom na naimapHo-nianmapua epumpoouzecmesus (PPES)

B nBoitrocnenus nepron Ha npoyuBaneto INVICTUS PPES ce crobmiaBa mpu 19 ot 85 (22,4 %)
nanueHTH B pamoto ¢ QINLOCK u npu HUTO eanH OT manueHTure B mianedo pamorto. PPES Boau no
MIpeKpaTsBaHe Ha MPHIoKeHNeTo npu 1,2 % oT manueHTuTe, NpeKbCBaHe Ha MPUII0KEHUETO MPH

3,5 % OoT manpeHTHTe U HaMaJsBaHe Ha jo3arta npu 2.4 % oT nanuenTute. Beuuku cimyvan ca neku
WK yMepeHH 1o Texect (58 % crenen 1 u 42 % crenex 2).

B cOopnara momymanus 3a onienka Ha O0e3onacHocTra PPES Hactenea nipu 29,8 % ot 392 narueHTw,
BKITFOUUTEITHO HeXeNlaHu peakiuu crened 3 mpu 0,5 %. Menuanara Ha BpeMETO JI0 HAYaI0TO U
MPOABIDKUTEITHOCTTA Ha ITBPBOTO CHOUTHE € ChOTBETHO 8,1 cenMuiy (nuamaszon: 0,3 ceqmuiia 10
112,1 ceqmurm) u 24,3 cenmunu (auanazon: 0,9 cenmuna no 191,7 cenmurn). Buokte paznenu 4.2 u
4.4 3a nOBJIHUTENIHA HMH(DOPMALIUSL.

Xunepmonus
B nBoiinocnenus neproxa Ha mpoyuBaHeTo INVICTUS nma mmo-BuCOKa 4eCTOTa Ha XUTIEPTOHUS

(BCHYKM CHOWUTHS, HE3AaBUCHMO OT IIPUYMHHO-CJICICTBEHATA BPH3Ka) MPH MMAIUEHTH, JICKYBaHU C
QINLOCK (15,3 %), cripsimo 4,7 % nipu nanueHTuTe, NpueMaity mianeoo.

B c6opnaTa nomymnanus 3a olieHKa Ha 0e30MacHOCTTa XUIIEPTOHUS HacThIBa pH 19,4 % ot
392 nanueHTH, BKIIOYUTEIIHO HEXKENIaHU peakuu cTeneH 3 npu 6,9 %. Buxkre pazaenu 4.2 u 4.4 3a
JOTIBITHUTEHA HH(POpMAIIHSI.

Copoeuna HedocmamvyHoCm

B nBoiinocnenus nepuon vHa npoyusaneto INVICTUS chpaeuna HenocTaThYHOCT (BCUUYKH CHOUTHS,
HE3aBHCUMO OT IIPHYNHHO-CIIEJICTBEHATa BpBh3Ka) HAacThIBa ipu 1,2 % oT 85 marmenTu, KOUTO ca
nonyyaBanu QINLOCK. Cepaeunara HEIOCTaThYHOCT BOAM J0 MPEKPATABAHE HA MPUIIOKEHUETO MPU
1,2 % ot 85 manuentu, kouto ca noxydaBaiu QINLOCK.

B cOopHaTa momyanus 3a olieHKa Ha 0€30IaCHOCTTA Chp/eUHAa HEIOCTaThYHOCT HAacThIBa mpu 1,5 %
oT 392 manueHTa, BKIIOUUTEIHO HeXeNnanu peakuuu crenel 3 mpu 1,0 %.

B cOopHaTa nomynanus 3a orieHka Ha 6e3omacHoctTa 299 ot 392 nanueHTH UMaT exoKapIuorpamMa Ha
M3XOHO HUBO U MOHE €/1Ha cJell 3X0AHOo H1Bo. Hamanena neBokamepHa ¢pakuus Ha U3TIACKBaHE
creneH 3 HacTbnBa pH 4,0 % ot 299 nanueHTuTe.

Bwxre Touka 4.4 32 AOBIHUTETHA HHPOPMAIIHSL.

Koorcnu snoxkauecmesenu obpaszyeanus

B nBotinocnenus neprona Ha mpoyuBaHeTo INVICTUS 3a CuSCC (Bcuuku chOUTHS, HE3aBUCHMO OT
MIPUYUHHO-CIICACTBEHATA BPB3Ka) ce choOIaBa mpu 5,9 % ot 85-mara manueHTH, KOUTO ca MpUeMalln
QINLOCK. CuSCC Ha ko)kaTa He ce ch00IIaBa IpH MaueHTH, TpHeMaTH Iiarne6o. Brkre

pasnenu 4.2 u 4.4 3a OTBITHUTEIIHA HH(DOpMAITHSL.

B cOopnara momymanus 3a oneHka Ha 6e3onacHocTTa CuSCC ce pa3BuBa npu 8,7 % ot 392 manueHTH,
BKJTFOUHTEITHO HEXKeJIaHU peakiuu crereH 3 mpu 0,5 %.

C’BO6IJ.IaBaHe Ha 110031 pPaHu HEXCJIaHU PCAKIINH

Cro0mIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHN PEaKIIUU CIIe]] pa3peliaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BaykHO. TOBa 1M03BOJIABA Ja MPOIB/KHM HAOIIOICHUETO Ha ChOTHOIICHUETO 0JI3a/PUCK 32
JIeKapCcTBEHUS NPOAYKT. OT MEIUIIMHCKUTE CIICUAIMCTH CE N3MCKBA J]a ChOOIaBaT BCAKA
MOJT03UpPaHa HeXKEIaHa PeaKiys Ype3 HAIMOHAIHATA CHCTEMa 3a ChOOIIaBaHe, TOCOYCHA B

Ilpunoxenue V.
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

4.9 Ilpeno3upane
Hswma n3Becten cneunguyaer antuaot npu npenosupane Ha QINLOCK.

B ciryqait Ha ceMuenue 3a mpenosupane npuemMmbT Ha QINLOCK TpsibBa nma ce mpexpaTtu He3abaBHO,
KaTo CIe/iBa Jia ce 3all0YHe Hal-100pOTO MOAIBPIKAIIO JICYCHUE OT MEIUIIMHCKH CIICIIUAIIHCT, a
NAIMEHTHT TPsIOBa J1a ce HaOJIo/1aBa JI0 KIIMHUYHOTO CTA0MITU3UpaHE.

5. ®APMAKOJIOTUYHU CBOMCTBA
51 d@apmakoaMHAMMYHU CBOIiCTBA

®dapmakoTepareBTHIHA TpyHa: AHTUHEOIIACTUYIHH CPEACTBA, IPYTH HHXUOUTOPH Ha
nporennkuHazara; ATC kox: LOIEX19

MexaHu3bM Ha IEUCTBHE

PurnpetnHn6 € HOB MHXUOUTOP HAa TUPO3UHKHUHA3aTa, KoTo naxubupa KIT mpoTtooHkoreH-
pertenitopHarta Tupo3uHkuHa3a 1 PDGFRA kunazaTta, BKIIOYUTEIIHO JWB THIT, TEPBUYHA U BTOPHIHU
MyTari. Punpetnan® maXuOMpa u Ipyru KuHasu in vitro, Hanpumep PDGFRB, TIE2, VEGFR2 u
BRAF.

KinnnuHa erkacHOCT 1 6€30MacHOCT
INVICTUS (DCC-2618-03-001 npoyusane)

Edwukacnoctra u 6e3onacuoctta Ha QINLOCK ca orienenu B pangoMusupaso (2:1), ABoHHOCHAIO,
miare60-koHTporupano npoyusane (mpoyusane INVICTUS) mpu namueHTH ¢ HeonepaOmiicH,
nokaiHo aBaHcupan wiu mertactatuueH [ UCT, kouTo ca JIeKyBaHU MPEIN TOBA ChC UM UMAT
HEMIOHOCHMOCT KBbM ITOHE 3 MPEIXOAHH MPOTUBOPAKOBH TECPAIHUH, BKIFOYUTEITHO JICUCHHUE C
UMaTHHHUO, CYHUTHHUO ¥ peropadeHud. PangoMusanusaTa € CTpaTUQUIMPaHa 110 MPSAXOIHU JTUHUH
Ha Tepanwst (3 cupsamo >4) u GyHKIHOHATIEH CTaTyC 0 cKajlaTa Ha M3TouHara koomnepaTuBHA
onkonornuHa rpyna (ECOG) (0 cnpsimo 1 wiu 2).

[IbpBUYHUAT H3MepuUTEN 32 ehUKacCHOCT e mpekuBsiemoct 6e3 nporpecus (PFS) Bb3 ocHOBa Ha orleHKa
Ha 3a00JIsIBAaHETO OT 3aciienieH He3aBucuM LeHTpaineH nperien (BICR), kato ce n3nomnssar
moguduuupanu kpurepun RECIST 1.1, npu kouto nuM@HUTE BB3IM U KOCTHUTE JIE3UH HE ca
TapreTHY JIE3UH, a IPOrPECHBHO HapacTBalll HOB TYMOPEH Bh3eJ BbB BeUe ChIIECTBYBAIla TYMOpHA
Maca TpsiOBa Jja OTroBaps Ha crieliu(UIHN KPUTEPHUH, 32 JIa Ce CUUTA 32 HEJIBYCMHUCICHO
JI0Ka3aTeJICTBO 32 Iporpecus. BropuynnTe kpailHu TOUKH 32 €(PUKACHOCT BKIIOYBAT HPOLIECHT Ha
obektureH otroBop (ORR) ot BICR, o61ma mpexkusemoct (OS) u choOIIEHO OT MallMeHTa
3JIpaBOCIIOBHO CcheTosiHUE, (hnzndecka pynkuus (PF) u ponesa ¢pynkuus (RF).

VYyactHutuTe ca pangoMusupann na nmomxydasat 150 mg QINLOCK (n=85) nnm murane6o (n=44)
NIepOpaTHO BEIHBK JIHEBHO, MIPHUJIaraHy Ha HEMPEKbCHATH 28-THEBHU IIUKIH. JIeYeHHEeTo NpobKaBa
IO TIpOTpecupane Ha 3a00JIIBAHETO WM HEMPUEMIIMBA TOKCHYHOCT. OT/IETHATE TeparleBTHYHH
paMeHa ca pasciernieHn KbM MOMEHTa Ha IIpoTrpecHst Ha 3a00JIsIBaHeTo, KakTo € oneHeHo oT BICR
nperiena, 1 Ha BCHYKH NMalMeHTH B paMoTo Ha Tuianebo e npemioxkeHo aa npemuHaT Ha QINLOCK.

Jemorpadckure XapakTepruCTHKH ca Ha cpefnra Br3pact 60 roawaun (29 mo 83 roaunn), kato 79

(61,2 %) ot manuenTUTe ca Ha BB3pacT 18-64 rogunu, 32 (24,8 %) OT manueHTHTEe ca Ha Bh3pacT
65-74 ronuan u 18 (13,9 %) oT manueHTHTe ca Ha Bb3pacT > 75 roauHu (He ca paHAOMHU3HPaHU
ManuenTy > 85 ronuHu); Mbxe (56,6 %); eBporennu (75,2 %); u ECOG 0 (41,9 %), 1 (49,6 %) nim

2 (8,5 %). lllectaecet u Tpu npoueHTa (63 %) OT NaMeHTHTE ca NOIYYWIN 3 IPEeAXOJHH Tepanuy, a
npubnu3uTenaHo 37 % ca nomydnnu 4 Wim noBeue npeaxoanu tepanuu. llectaecet u mect npoueHTa
(66 %) oT manueHTUTE, pAaHIOMU3UPAHH Ha miane6o, ca npemuHanu Ha QINLOCK no Bpeme Ha
OTBOPEHMS IEPUOJ,.
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IIpu mppBUYHMS aHaTU3 (HaTa Ha 3aKTrouBaHe Ha manauTe 31 Mait 2019 r.) QINLOCK e cpaBHeH ¢
miare6o B mpoyuBadeTo INVICTUS. Jlemonctpupana e momsa ot QINLOCK 3a PFS nipu Bcuaku
OIICHEeHU NOATpyy nanueHT. Meauanarta Ha PFS, xakto e onpegeneno or BICR (mecemnm) (95 % CI)
e 6,3 (4,6, 6,9) 3a QINLOCK cmpsmo 1,0 (0,9, 1,7) 3a mnane6o, HR (95 % CI) 0,15 (0,09, 0,25)
p-croitrocT < 0,0001. Bropuunara kpaitaa Touka ORR (%) e 9,4 (4,2, 18) 3a QINLOCK cmpsimo

0 (0,8) 3a miame6o, p-crotinoct 0,0504 1 He e cTaTuCTHYECKK 3HaYnMMa. Menuanara Ha OS (Meceru)
(95 % CI) e 15,1 (12,3, 15,1) 3a QINLOCK cnpsimo 6,6 (4,1, 11,6) 3a mnane6o, HOMHHaTHA
p-croitrocT 0,0004. OS He e omeHeHa 3a CTaTUCTHYECKaTa 3HAYMMOCT KaTo Pe3yiTaT OT MpoIeaypara
3a CeKBEHIIMAJICH aHAJIN3 32 BTOpUYHHTE Kpaitau Touku Ha ORR u OS.

Pesynrarure 3a PFS, ORR u OS ot no-ckoporina nata Ha 3akiouBane Ha ganaute (10 aBrycr
2020 r.) ca noka3anu B Tabnuna 3 u ¢purypu 1 u 2. Pegynrarure 3a PFS ca momoOuu pu noarpynure
Bb3 OCHOBA Ha BB3PACT, N0, peruoH, cratyc no ECOG u Opoii Ha nMpeaxoIHH JIMHUH Ha TEPaItusl.

Tabauua 3: INVICTUS - Pesyarartu 3a epuxacnoct (kbm 10 aBryer 2020 r.)

QINLOCK Ilnamedo
(n =85) (n=44)

PFS?

Bpotii cxoutus (%) 68 (80) 37 (84)
[IporpecuBHo 3a00nsBaHe 62 (73) 32(73)
CMBPTHH Cllydan 6 (7) 5(11)

Mennana Ha PFS (mecenn) (95 % CI) 6,3 (4,6, 8,1) 1,0 (0,9, 1,7)

HR (95 % CI)° 0,16 (0,10, 0,27)

ORR?

ORR (%) 11,8 0

(95 % CI) (5,8, 20,6) (0, 8)

(O]

Bpotii cmbpTHE cnydau (%) 44 (52) 35 (80)

Menanana Ha OS (Mecenn) (95 % CI) 18,2 (13,1, NE) 6,3 (4,1, 10,0)

HR (95 % CI)°

0,42 (0,27, 0,67)

BICR = 3acnenen He3aBucuM tieHTpaien nperien; Cl = nopeputenen uarepai; HR = koeduiment
Ha puck; ORR = npouenT Ha ob6ektuBeH otroBop; NE = He e onienuma; PFS = npexxussiemoct 6e3

nporpecus; OS = 0011a nIpexUBIEMOCT

8 One”eHo Bb3 ocHoBa Ha BICR.

0 KOG(l)I/II_II/ICHT’LT Ha pUCK C€ OCHOBABa Ha NPOIMOPHHUOHATIHNA PETPECUOHCH MOJICI HA Cox. To3u
MOACI BKIIIOYBA JICUCHHE U (baKTOpI/I 3a CTpaTI/I(i)I/ILII/IpaHC Ha paHAOMU3aluATa KaTO MMOCTOSAHHN

(haxTopu.
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®urypa 1: INVICTUS - Kpueu Ha Kannan-Maiiep 3a npexuBsieMocT 0€3 nporpecus?

MenunanaCpesnna croitHoct Ha PFS  (Mecenn) 95 % Cl
Punperuan6 150 mg QD: 6,3 (4,6, 8,1)
Tnaue6o: 1,0 0,9, 1,7)

BepositHocT 32 npexkuBsiemoct (%)

+ IlenzypupaHo

IIpexuBsiemocT 6e3 mporpecusi (Meceu)

Punpernan6150 mg, QD == == == = [Jrane6o
Bpoii nanuenTH B pucK

Punpernan6 150 mg QD 85 54 37 24 15 11 8 4 2 0
Inane6o 44 4 1 1 0

2 Ilata Ha 3akrouBane Ha manaute 10 aBryct 2020 r.

®urypa 2: INVICTUS - Kpusu na Kannan-Maiiep 3a 061ma npe:kuBsieMocT?

Cpenna croitnocTMennana Ha OS (Mecenn) 95 % CI
Punpernnnt: 18,2 (13,1, NE)
ITnaue6o: 6,3 (4,1, 10,0)

BepositHocT 3a npeskuBsiemoct (%)

+ IlenzypupaHo

O6ma npexxuBsieMocT (Meceun)

PunpernHn® == == == = [[nare6o
ITanuenTn B pucK:
Punpernun6 85 76 59 49 39 32 12 2 0
TInaue6o 44 29 17 12 12 12 4 1 0

2 Ilata Ha 3akrouBane Ha manaute 10 aBryct 2020 r.

IleauaTpuyHa nomymnanus

EBpomneiickaTta areHIus o JiekapcTBaTa 0CBOOOXKJaBa OT 3abKEHUETO 3a IIPEelOCTaBsiHE Ha
pesyaratute ot npoyusanuaTa ¢ QINLOCK BBB BcHUKHM NOATPYIN Ha NEAUMATPUYHATA MOy Ay
npu neuenuero Ha [ YCT (Bx. Touka 4.2 3a uHdOpManys OTHOCHO yHnoTpeda B IeAUaTPHATA).

5.2 dapMaKkoKHHETHYHH CBOHCTBA

AGcopbuus
PurnpetnHn6 moctrra NMUKOBY IJIa3MEHU KOHIICHTPAILIMHU TPU MeIuaHa 4 Jaca clie/l epopatHo
MPUJIOKEHUE HA eAMHUYHA 1033 punpeTHHUO 150 mg (Mpri1okeH KaTo TpU TabJIeTKH, BCIKa
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ceabspkamia 50 mg). Cpexgnara (CV%) AUCo.. ciien ennangHa 103a 150 mg punpetnHn6 e
cbhoTBETHO 9 856 (39 %) 1 8 146 (56 %) ngeh/ml 3a punperurnc u DP-5439.

[TpunoxeHneTo ¢ XpaHa ¢ BUCOKO ChabpkaHue Ha MasHUHU moBHIIaBa AUC.24 U Cmax CHOTBETHO €
30 % u 22 %. DP-5439 AUCp-24 1 Cmax €a O-BUCOKH CHOTBETHO ¢ 47 % 1 66 %.

Pasmpenencaue
Kakro punpernnun®, Taka 1 HeroBusAT akTuBeH Metabonut DP-5439 ce cBbp3BaT ¢ mi1a3MeHHUTE

npotensn > 99 %. Cpengnusar (CV%) npusuaen odem Ha pasnpenencuue (Vss/F) e npubim3uteHo
302 (35 %) 1 3a punpetrrn6 u 491 (38 %) 13a DP-5439.

Buorpanchopmarms
CYP3A4/5 e oCHOBHUSAT M30€H3UM, KOWTO yyacTBa B MeTaOOIM3Ma Ha PUNPETUHUO 1 HETOBHS
aktuBeH metadomut DP-5439, nokato CYP2C8 nu CYP2D6 y4acTBaT B He3HAYUTEIHA CTEIICH.

Enumunupane
Crnen mepopaitHO IPUIIOKEHHNE Ha eIMHUYHA 1032 puripeTruHu6 150 mg mpu xopa cpearuar (CV%)

npuBuaeH nepopaieH kmpbHe (CL/F) e crorBeTHO 15,2 (39 %) 11 17,9 (56 %) 1/4ac 3a punpeTuHuO 1
DP-5439. Cpenuusat (CV %) nonyxuBot (t) € cboTBeTHO 12,6 (17 %) 1 15,6 (23 %) yaca 3a
punpetuan® 1 DP-5439.

CHCTEeMHOTO eTMMUHHUPaHE Ha PUMIPETHHUO HE ce ABIKH OCHOBHO Ha Ob0penuTte, kato 0,02 % u

0,1 % ot no3aTta punpeTHHUO ce eKCKPeTUpaT ChbOTBETHO MO Gopmara Ha punpetuand u DP-5439 B
ypunata u 34 % u 6 % oT no3aTa pUNpeTHHUO Ce eKCKPETUPAT CHOTBETHO KaTO pUNIpeTHHNO n DP-
5439 B u3npaxHEeHUATA.

IIponiopimoHaaHOCT Ha Jio3aTa
B nozoBus muamnazon ot 20-250 mg ekcriozunusaTa Ha punpetuand u DP-5439 PK usrnexna e mo-
MAaJjIKO OT ITPOIIOPIIMOHATHA Ha J103aTa, 0COOCHO TIPH JT03U PUIIPETUHUO, TO-BUCOKH OT 150 mg.

3aBHCHUMOCT OT BPEMETO
CranuoHapHO ChCTOSHHE CE MIOCTUra B paMKHUTE Ha 14 1HU.

CrenagHy HonyJaanuu

He ca naGmromaBany KIIMHUYHO 3HAYMMU Pa3InKu BB dhapmakokuHeTnkaTa Ha QINLOCK BB3
ocHOBa Ha Bb3pacT (19 mo 87 romuum), o, paca (€BponeuIHa, HETPOUIHA, MOHTOJION/THA), TEIECHO
terso (39 no 138 kg) u tymop (GIST wnut Apyru COMTUTHU TYMOPH).

Hayuenmu c 6v0peuno ygpexcoane

B knmuHMYHKTE TPOyYBaHMS HE ca HAOJMI0AaBaHU 3HAYNMH PA3IMKH B €KCIIO3UIMATA MEXK Ly MallMEHTH
¢ Jieko ¥ ymepeno 0p0peuno yepexaane (CLer 30 mo 89 ml/min, u3uucien mo Cockcroft-Gault) u
NaIKUeHTH ¢ HopMaliHa Ob0peuHa GyHKIus. B3 ocHOBa Ha monynanuoneH GpapMakoKHHETHYECH
aHaJIM3 He ce MPenopbyBa KOPUTHPaHEe Ha J03aTa MPHU MAaLUEeHTH C JIEKO U YMEPEHO ObOpEedHO
yBpexaane. DapMakOKMHETHUHHUTE AaHHU U 1aHHUTE 3a Oe3onacHocT Ha QINLOCK npu nauueHTu c
Texko 0p0peuno yepexaane (CLer 15 1o 29 ml/min, u3uucnen no Cockcroft-Gault) ca orpanuueHu.
He morxe na ce HanpaBu mpenopbKa 3a 103UpaHe MPY MALUEHTH C TEKKO ObOPEUYHO yBpexkIaHe (BXK.
Touka 4.2).

Hayuernmu ¢ weprodpobHo yepesicoarne

EQexThT Ha pa3IMyHUTE CTETICHN Ha YEPHOAPOOHO yBpeXKIaHe, ONPEACICHHU 10 KIacu(pHUKaLusITa Ha
Child-Pugh, Bepxy papmakokuHeTHKaTa Ha punipeTuHUO 1 DP-5439 e nmpoyueHa B KIMHUYHO
uznutBaHe (mpoyusane DCC-2618-01-004). [Ipu yuacTHHIIM C JIeKa CTETNeH Ha YePHOAPOOHO
YBpEXKIaHe HE € NMAJIO TIOBJHMsIBaHe Ha (hapMaKOKHHETHKAaTa Ha purpeTnHnO uwiu DP-5439. [lpu
YYaCTHUIIM C yMepeHa cTerneH Ha YepHoApoOHo yBpexaane AUCo. . Ha pUIIPETHHUO € Ouia
npuoIu3uTeTHo 99% mno-Brcoka, a Crax € OMIIa HeMPOMEHEHa B CPaBHEHHE ChC ChOTBETHHUTE 3/IPaBH
yuactHu. KomOunupanara AUCo.ias Ha punipetuHu® u DP-5439 e 6una no-Bucoka ¢
npubnusutenHo 51%. [Ipu nanueHTHTe C TEXKa cTeneH Ha 4epHoApoOHO yBpexaaHe AUCo.qas Ha
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purnpetuHuO e 6rna npuoim3uTenHo 163% mo-Bucoka, Crax € Omna npubnusuteano 24% mno-Hucka, a
komOuanpanaTta AUCo.jast Ha putnipetnand u DP-5439 e 6una npubnusurtenno 37% mo-Bucoka B
CpPaBHEHUE ChC ChOTBETHUTE 3/[PaBH yYaCTHUIIN. B3 OCHOBa Ha W3BECTHUS MPOQIIT Ha O€30MaCHOCT
Ha PUTIPETUHUO € MAJIKO BEPOSTHO HAOJIOaBaHAaTa CTEIICH Ha YBEIMYaBaHE Ha CKCIIO3UIIUATA Ha
pUNpeTHHUO /1a € KITMHWYHO 3HAYNMA.

OpakiusaTa Ha HeCBbp3aH punipeTuHnd u DP-5439 e Omna ¢ Bucoka BapraOMITHOCT M HE € UMAJIO SIBHA
BpPB3Ka MEX/Ty CBHP3BAHETO C MPOTEUHH U CTEIICHTA Ha YSPHOIPOOHO YBpPEXKIAHE.

He ce npenopwuBa kopurupane Ha jio3ara npu nauenTs ¢ jieka (kinac A mo Child-Pugh), ymepena
(xmac B mo Child-Pugh) umu texka (ximac B mo Child-Pugh) crenen Ha uepHOapoOHO yBpexaaHe.

5.3 IlpeakIMHUYHHU JAHHU 32 0€30MACHOCT

[IpenxnuHuaHUAT nTpodui Ha 6€30IaCHOCT HAa PUIIPETUHHUO € OLICHEH MPH IUIBXOBE U Ky4eTa C
MPOABIDKUTENHOCT 110 13 cenmurtu. [Ipu mirbxoBe € perucTpupan Bh3MAIUTENIEH OTTOBOP, CBBP3aH C
MIPOMEHH B KOXkaTa (TIpoMsIHa B I[BeTa, Je3un) (mpubimzuTtento 1,12 mbTH eKCHo3uIusaTa Mpu Xopa
mpu go3u 150 mg BeaHbx AHEBHO). ChoOILIAaBa ce 3a MOBUIICHA YEPHOIPOOHA €H3UMHA aKTUBHOCT U
npu aBata Buja (nmpubmmsurento 1,12 u 1,3 mbTr excniozunusara npu xopa Ha 150 mg BemHbK
JTHEBHO, ChOTBETHO NPH ILTEXOBE M KydeTa). KyderaTa ca mokaszanu cTOMaIIHO-YPEBHU €EeKTH
(noBpbIaHe W/HIM a0HOPMHH U3NIPaKHEHUs ) (MpuOMM3uTenHo 1,3 MbTH eKCIIO3UIUATA TIPH XOpa MPU
150 mg BeqHBXK JTHEBHO) U BB3NAIUTENIEH OTTOBOP, MPOSIBEH ChC CEPUO3HU KOKHH JIE3UU
(mpubamsurenno 0,14 mpTH ekcro3uLUATa pH Xopa mpu 150 mg BeHBXK JHEBHO).

Kanneporessoct
He ca nmpoBexmany mpoy9BaHus 3a KAHIIEPOTCHHOCT ¢ PUIIPETHHHUO.

I'eHOTOKCHYHOCT

[Ipwu in vitro MUKpOHYKJICApEH aHATN3 € YCTAHOBEHO, Y€ PUIIPSTUHUO € moJiokuTeNeH. Ripretinib He e
MyTareHeH IIpH in vitro OaKTepualeH TeCT 3a 00paTHU MyTanuu (Ames), HUTO TIPH in Vivo
MUKPOHYKJIEAPEH TECT Ha KOCTEH MO3bK OT IUIBXOBE, KOSTO MOKa3Ba JINIICA Ha 3HAYUTEIICH
T€HOTOKCHYEH PHUCK.

PenponyKTuBHA TOKCUYHOCT ¥ TOKCUYHOCT Ha Pa3BUTHETO

He ca npoBexaanu crieriuainHy Npoy4YBaHUs 3a GEpTHUIUTETA IPU MBKKU U KEHCKHU KUBOTHH C
punpetunu6. B 13-ceqmuuno npoyuBaHe 3a TOKCHYHOCT P MHOI'OKPATHO IIPUIaraHe Ipu MbKKH
IUTBXOBE 00ayue € yCTaHOBEHA JIETeHepalisl Ha CEMUHU(EPHHS STTUTEN Ha TECTHCUTE U KIEThYeH
neOpuc B enuAnIMa TIPH MBKKH )KUBOTHH, Ha KouTo ca npuinoxkenu 30 uinu 300 mg/kg/nen, Ho ce
CUHMTAT 32 I0CTAThYHO TEXKKH Jia MOBIUSAT BbPXY penpoaykuusaTa camo npu no3a 300 mg/kg/nen
(npubnu3uTenHo 1,4 mbTH €KCIIO3UIMATA ITPH Xopa mpH 150 mg BeIHBK AHEBHO).

B ocHoBHO npoyuBaHe 3a eMOpruodeTalHOTO pa3BUTHE PUIIPETUHHO € TEPAaTOreHEeH NP ITbXOBE,
KOETO BKIIFOYBA CBBbP3aHHU C J103aTa Mali(hOopMaIlium, IPEJUMHO CBbP3aHH C BUCIEpAIHATA U
CKeJleTHaTa CHCTeMa, MpH J03a Ha Maiikara 20 mg/kg/nen (mpubmusurenno 1,0 mbT eKCro3uIUsITa
nipu xopa npu 150 mg Benubxk AHEBHO). OcBeH ToBa npu 5 mg/kg/neH Beue ce HaOMOaBAT
n3MeHeHus B ckeneta. [lopaau ToBa NOAEL 3a pa3BuTHeTO 32 pUNIPETHHUO € yCTaHOBEHO MpHU

1 mg/kg/nen (mpubmuzurenno 0,02 MbTH eKCIO3UIUATA TIPpU Xopa mpu 150 mg BeqHBXK THEBHO).

He e npoBeneHo npoyuBaHe 3a eeKTUTE HA PULPETHHUO BBPXY Npe-/TIOCTHATAIHOTO Pa3BUTHE.

DOTOTOKCHIHOCT

Punpernnn6 nokassa noteHuuan 3a ¢poroapasHeHe/poToTokCHIHOCT Ha 6a3aTa Ha abcopOLHst BbB
UV - Bugumus cuektsp (Hag 290 nm). In vitro onenkara Ha ¢hoToTokcnaHOCTTa B 3T3 MUIm
(hubpodIacTH mpeanosara, ue¢ pUupeTHHUO MoKa3Ba MOTEHIMAN 338 (POTOTOKCUYHOCT MPH KIMHUIHO
3HAYMMHM KOHIIeHTpauuu ciuef ekcrno3unus Ha UVA u UVB panuanus.

6. OAPMANEBTUYHHU JAHHU
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6.1 Chnucbk HA IOMONIHUTE BellleCTBA

Kpocnosunon (E1202)

XuIpoMenosa aneTar CyKIIMHAT

JlakTo3a MOHOXUApPAT

Marunesues creapar (E470b)

Muxkpokpucranaa menynosa (E460)

CunnnireB TUoKcH, KomouaeH xuaparupat (E551)

6.2 HecbBMecTHMOCTH

Henpunoxunmo.

6.3 Cpok Ha rogHocT

4 ronuHU.

6.4 CrhnenmuajJHu ycJI0BHUS HA ChbXpaHeHHe

To3u nexapcTBeH NPOAYKT HE U3UCKBA CIIEIIUAIIHN TEMIIEPATYPHHU YCIOBHS HA ChXpaHEHHE.

Ja ce cpxpaHsiBa B OpUTHHAIIHATA OTIAKOBKA KaTo OyTHIIKaTa Aa ObJie TUTbTHO 3aTBOPEHA, 32 JIa ce

Mpe/ina3y OT CBETIIMHA U BJIara.

6.5 Bwuxu chabpkaHNe HA ONAKOBKATA

Byrtunka ot 051 monmetwiieH ¢ Bucoka mrsTHOCT (HDPE), 3amurena ot otBapsiae ¢ domnmo ot

amymunnit/monuerwieH (PE) u 6s1a monmunponmnenosa (PP), 3amuTena ot gena kamnadka, ChabprKalia

eaHa omnakoBka oT PE cbe cymmten cunukaren. Beska Oytunka cpabpika 30 wim 90 Tabnerku.

He Bcuuky BHIOBE OMaKOBKW MOTaT Ja ObIaT MyCHATH Ha Ta3apa.

6.6 ChenmaJHu npeanasHu MEPKH NPH U3XBHPJIsIHE

HewsnonsBaHusT NeKapCTBEH MPOIYKT WU OTHAABYHUTE MaTePHAIIA OT HEro TPsiOBa Ja ce U3XBBPIIAT

B ChOTBETCTBHE C MECTHUTE H3UCKBAHUS.

7. NPUTEXATEJ HA PABPEHIEHUETO 3A YIIOTPEBA

Deciphera Pharmaceuticals (Netherlands) B.V.

Atrium Building 4th Floor

Strawinskylaan 3051

1077ZX, Amsterdam

Hunepnannus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/21/1569/001

EU/1/21/1569/002

9. JATA HA IBPBOTO PASPEINIABAHE/TIOJJHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Jata Ha mepBo pazpemanane: 18 nHoemspu 2021 1.

17



10. [JATA HA AKTYAJIU3UPAHE HA TEKCTA

[MonpoOHa nHbopMaIKs 3a TO3M JEKAPCTBEH MPOIYKT MOXKETE Jla HAMEpUTE Ha yeOcaiita Ha
EBpomneiickara areHmus o JiekapcrsaTa http://www.ema.europa.cu.
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IMPUJIOKEHHUE I1

MHNPOU3BOJUTEJI(N), OTTOBOPEH(HH) 3A OCBOBOKJIABAHE HA
IHAPTU N

YCJIOBUA NI OTPAHUYEHNS 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUA N UBNCKBAHUSA HA PASPEIIIEHUETO 3A
YIIOTPEBA

YCJI0OBUSA UK OT'PAHUYEHNUSA 3A BE3OITACHA U EOEKTHUBHA
YIHOTPEBA HA JIEKAPCTBEHMSA ITIPOAYKT
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A. NPOU3BOIUTEJI(M), OTTOBOPEH(HM) 3A OCBOBOXJIABAHE HA ITAPTU/ M

Hme n aapeC HAa MPOU3BOAMTCIIA, OTTOBOPEH 34 0CB060)KI[aBaH€T0 Ha NapTHAUTC

Deciphera Pharmaceuticals (Netherlands) B.V.
Atrium Building 4th Floor

Strawinskylaan 3051

1077ZX, Amsterdam

Hunepnannus

b. YCJI0OBHUA NWJIN OIT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHUSAT MPOLYKT €€ OTITyCKa [0 OrPaHUuEHO JieKapcKo npeanucanue (Bx. [Ipunoxenue I:
Kpartka xapakTepucTuka Ha IpOgyKTa, Touka 4.2).

B. JAPYI'M YCJIOBUA N U3NCKBAHUSA HA PASPEIIIEHUETO 3A YIIOTPEBA
. Ilepuoguynm akTyaJau3upanm 1okjaagu 3a oezonacuoct (ITAIB)

WznckBanusra 3a nogasane Ha [IA/IB 3a To3u 1ekapcTBEH MPOAYKT €A IIOCOUYEHH B CIIMCHKA C
pedepentnute natu Ha EBponerickus cpio3 (EURD cnuchk), npensuaeH B wied 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CII/IBAIHA aKTyJIM3al[lH, TTyOJIUKYBaHH Ha €BPOICHCKHS
yeOmnopTain 3a JeKapcTBa.

. YCJI0OBUs NWJIN OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TIPOAYKT

. Ilnan 3a ynpasjenue Ha pucka (ITYP)

[Ipurexarensat Ha pa3pemennero 3a ynorpeda (IIPY) TpsOBa na n3BbpiIBa N3UCKBAHUTE
JIEHHOCTH U ACHCTBUSL, CBBP3aHHU C NPOCIIEAsIBAHE Ha JIEKapCTBEHAaTa 0€30MacHOCT, IOCOYEHHU B
onobpenus [TYP, npeacrasen B Moayn 1.8.2 Ha pa3perieHuero 3a ynorpeda, KakTo U BbB
BCUYKH CJIC/BAIU OJ00pEHHU akTyanu3aiuu Ha [TYP,

Axtyanusupan [IYP tps6Ba na ce mopasa:
e 110 UCKaHe Ha EBporeiickaTa areHius 1o JieKkapcTpara,
® BHHAIH, KOTAaTO Ce M3MEHS CHCTeMaTa 3a yIpaBJjeHne Ha PUCKa, 0COOEHO B Pe3yiTaTr Ha
nojy4aBaHe Ha HOBa HH(POPMALHS, KOSTO MOXKE /1a I0BeJe 10 3HAYMMH POMEHH B
CHOTHOIIIEHUETO TTOJI3a/PUCK, WITU CIIe/] TOCTUTaHEe Ha BayKEH eTall (BbB BPB3Ka C MPOCIEe/IIBaHe
Ha JIeKapCTBeHaTa 0€30MaCHOCT WITH CBEXKIaHE HA PUCKA IO MUHHMYM).
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NNPUJIOXKEHMUE 111

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA

22



JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA

‘ 1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

QINLOCK 50 mg TabneTku
PUTIPETHHHO

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcsika Tabnerka cpabpika 50 mg punpeTHHHO.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

Cun;pma JIAKTO3a, BHKTC JIMCTOBKATA 3a JOIIBJIHUTCIIHA I/IH(bOpMaI_II/I}I.

4, JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

30 TabneTku
90 TabneTKn

5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXKJIAHE

[Iepopanno mpunoxxeHue
[Ipenn ynotpeba npoyerere IMCTOBKATA.

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MSACTO JAJIEYE OT IIOTJIEJJA 1 IOCEI'A HA IELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. APYI'U CHEOUAJIHU NPEAYIIPEXIAEHUA, AKO E HEOBXOAUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpaHsBa B OpUTHHAJIHATA OITAKOBKA KaTO 6YTI/IJ'IKaTa Ja CC IbPKU IUTBTHO 3aTBOPCHA, 3a a CC
npeamnasu OT CBCTIIMHA U BJIara.
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHELHUAJIHU ITPEANTASHU MEPKHU INPU U3XBBPJISTHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT

11. HUME M AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Deciphera Pharmaceuticals (Netherlands) B.V.
Atrium Building 4th Floor

Strawinskylaan 3051

1077ZX, Amsterdam

Hunepnannus

12. HOMEP(A) HA PABPEHIEHHUETO 3A YIIOTPEBA

EU/1/21/1569/001 30 TabieTkn
EU/1/21/1569/002 90 TabmeTKH

13. TAPTHIAEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAJIOBA A3BBYKA

QINLOCK 50 mg

‘ 17. YHUMKAJIEH UWJIEHTU®UKATOP — JIBYU3MEPEH BAPKO/

JBym3mepeH 6apKoJI ¢ BKIFOYCH YHUKAJICH HICHTH()HUKATOD.

‘ 18. YHUKAJIEH NIJEHTUO®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JJA CBABPKA IBPBUYHATA OITAKOBKA

ETUKET HA BYTHJIIKATA

‘ 1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

QINLOCK 50 mg TabneTku
PUTIPETHHHO

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcsika Tabnerka cpabpika 50 mg punpeTHHHO.

3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

Cun;pma JIAKTO3a, BHKTC JIMCTOBKATA 3a JOIIBJIHUTCIIHA I/IH(bOpMaI_II/I}I.

4, JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

30 TabneTku
90 TabneTKn

5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXKJIAHE

[Iepopanno mpunoxxeHue
[Ipenun ynotpeba npoyerere IMCTOBKATA.

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MSACTO JAJIEYE OT IIOTJIEJJA 1 IOCEI'A HA IELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. APYI'U CHEOUAJIHU NPEAYIIPEXIAEHUA, AKO E HEOBXOAUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpaHsBa B OpUTHHAJIHATA OITAKOBKA KaTO 6YTI/IJ'IKaTa Ja CC IbPKU IUTBTHO 3aTBOPCHA, 3a a CC
npeamnasu OT CBCTIIMHA U BJIara.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

UME U AJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Deciphera Pharmaceuticals (Netherlands) B.V.

12.

HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/21/1569/001 30 TabieTkn
EU/1/21/1569/002 90 TabieTKkn

13.

HNAPTUJAEH HOMEP

ITaptuna:

| 14,

HAYYH HA OTITYCKAHE

| 15,

YKA3AHMUSA 3A YIIOTPEBA

| 16.

HH®OPMAIIMS HA BPAJIOBA A3BYKA

YHUMKAJIEH UJIEHTU®UKATOP — JIBYU3MEPEH BAPKO/J

YHUKAJIEH NJEHTU®UKATOP — TAHHMU 3A YETEHE OT XOPA
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b. JUCTOBKA
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JlucroBka: undopmanus 3a norpeduTeNs

QINLOCK 50 mg Tadaerkn
punpetuHuO (ripretinib)

v To3u nexapcTBeH NPOAYKT MOAJICKH Ha JOIIBIHATEITHO HaOmoAeHe. ToBa 111e 1mo3Boiau O6p30TO
YCTaHOBSIBaHE Ha HOBa MH(OpMaIUs OTHOCHO Oe30macHOCTTa. MoXkeTe Ja JajieTe CBOs MPUHOC KaTo
CHOOIINTE BCSKA HEXKETaHA PEaKIIMs, KOSTO CTE MOJYUYMIN. 32 HaurHa Ha ChOOIIaBaHe Ha HEXeJIaH!
peaKIuy BIDKTE Kpas Ha TOUuka 4.

IIpoyeTeTe BHUMATEIHO LAJIATA JUCTOBKA, IIPEIH 1A 3all04YHeTe 1A IpUeMaTe TOBa JIEKapCcTBo,

Thil KaTO T ChAbPsKAa BaskHa 32 Bac nndgopmanus.

- 3amasere Ta3u JUCTOBKA. Moske 1a ce HaJOXkH J1a sl POYETETE OTHOBO.

- AKO UMaTe HIKaKBU JOIBIHUTEIHN BBIIPOCH, onuTaiTe Bamms nekap nnm ¢papmanesT.

- ToBa nekapcTBo € npeanucaHo JudHo Ha Bac. He ro nmpeorcTbnBaiite Ha npyru xopa. To Moxe
Jla UM HaBpey, He3aBUCHMO Ye MPU3HALMTE Ha TAXHOTO 3a00JsBaHe ca ChIUTe KaTto Bammure.

- AKO TIONTyYuTe HAKAKBU HEeXEJaHU peaklluy, yBeraoMeTe Bamus nekap wiu dpapmanesT. Toa
BKJIFOYBA M BCHYKH BH3MOXKHU HEKEJIaHU PEeaKIMY, HEOMCAHU B Ta3u JIMCTOBKa. BikTe
TOYKa 4.

Kakso ChbAbpPiKa Ta3u JIUCTOBKA

1. Kakso npeacrasisia QINLOCK wu 3a kakBo ce U3moi3Ba

2. Kaxso Tpsi6Ba na 3Haete, npeau na npuemere QINLOCK

3. Kak mga mpuemate QINLOCK

4. BB3MOXXHU HEXKEJIaHU PeaKklUuu

5. Kak na cexpansisare QINLOCK

6. CpappkaHHe Ha OMAKOBKAaTa U AOMBIHUTENHA HH(pOpMAaLUs

1. Kaxkso npeacraBiassa QINLOCK u 3a kakBo ce U3M0J13Ba

QINLOCK e nekapcTBo 3a pak, ChIbpKalllo aKTHBHOTO BEIIECTBO PUNPETUHNO, MHXUOUTOP HA
NpOTeHHKNHA3aTa. IHXnOnTOpUTE HAa MPOTEHHKMHA3AaTa CE M3II0JI3BAT 3a JICUCHUE Ha PakK, KaTo
CIMpPAT aKTUBHOCTTA Ha ONpEJIeNICHN OeNThIH, KOUTO yJacTBaT B pacTeka U pa3spOCTPAHCHUETO Ha
PaKOBHTE KIICTKH.

QINLOCK ce m3non3Ba 3a jeueHne Ha Bb3PACTHU C FTACTPOMHTECTHHAJIEH CTPOMAJIeH TYMOP

(FHUCT), psapk BUA paKk HA XPAHOCMUJIATETHATA CHCTEMA, BKIIOYHMTEIHO CTOMAXA U YepBaTa,

KOWTO:

- Ce € PaslpOoCTPaHuI B APYI'H YaCTH HA TAJIOTO WM HE MOXKE 1a ObJie OTCTPAHEH 110 XUPYPIUUEH
BT

- € JIEKyBaH C Hali-MaJIKO 3 MpeIXO/HH JIKapCTBa 3a PaK, BKIIOUYUTEITHO UIMATHHUO.

Ako umare HAKakBH BbIpocH 0THOCHO AeiicTBueTo Ha QINLOCK wunu 3a11o ToBa JeKapCcTBO €
npeanucado Ha Bac, Mons nmonuTaiite Bamus nekap.
2. Kakso TpsdBa na 3Haete, npeau aa npuemere QINLOCK

He npuemaiite QINLOCK, ako cte ajilepruyHu KbM PUNIPETHHHUO WK KbM HAKOSA OT OCTAHAJINTE
ChCTABKHU Ha TOBA JIEKAPCTBO (M30pOeHM B TOUKA 6).

28



[pexynpe:xaeHns u npeanasHu MepKu

IIpenu n1a npuemetre QINLOCK, rosopere ¢ Bamus jekap wiu ¢gapManeBT, ako uMaTe UM

npeau cTe UMAJIH:

- BHCOKO KPBHBHO HaysiraHe. BamusT nexap 1ie npoBepsiBa KpbBHOTO BY HansiraHe mpe/u | 1o
BpeMme Ha siedeHneTo ¢ QINLOCK u, ako e HeoOxomuMo, Moxe 1a Bu mane iekapcTBo 3a
JIeYeHNe Ha BUCOKO KPHBHO HAJIATAHE.

- ChpACYHHU 3a00sBaHus. BammsT nexkap MoXke 1a U3BBPILN IOITBIHUTEITHA U3CIICABAHUS, 32 A
MpeLeHn Kak (yHKIHoHupa cbpuero Bu npenu u no Bpeme Ha neuenuero ¢ QINLOCK.

- 4epHOAPOOHH WK OBOpeuHH POOIeMH.

Korato npuemarte QINLOCK, rosopere ¢ Bamus jekap niu papmaneBT, aKo:

- 3a0erexxuTe 3aUepBsiBaHe, O0JIKa, MOAYBaHEe WM MEXYPH IO JTAaHWTE WM XOoAuiIaTa ci. Tosa e
KOXEH MPo0JieM, HapeueH CHHPOM Ha MajiMapHo-TuianTapHa eputpoausectesus (PPES).
BamusT nexkap Moke Ja MpoIbJKY JICUSHUETO, J1a IPOMEHH J03aTa WK J1a CIPe JICUYCHUETO,
JIOKaTO ChCTOSTHUETO BH ce mogo0pu (BxK. Touka 4).

- 3a0esexnTe HeOYaKBaH! IPOMEHH B KOXaTa, HallpuMep HOBa Opa/iaBHIa, OTBOPEHA paHa WIIN
YEepBEHUKAaBAa MTOyTHHA, KOATO KbPBH WM HE 3apacTBa, UM MPOMSAHA B pa3Mepa WM LIBETa Ha
6enka. QINLOCK morke ma yBean4H prcKa OT HSKOW BHOBE PaK Ha KoxkaTa (BK. Touka 4).
BammsiT nexap mie npoBepsiBa koskata Bu mpu 3amouBane Ha nedenue ¢ QINLOCK u pytuHHO
10 BpEMe Ha JieueHneTo. BakHo € 1a mpoBepsiBaTe K0)kaTa CH PELOBHO.

- UMaTe paHu OT CKOPOIIIHA Ollepalysl, KOUTO He 3apacTBat cropes odakBaHoTo. QINLOCK
MOJK€E /1a TTOBJIMSIC HAa HAYMHA Ha 3apacTBaHe Ha paHuTe. BammaT sekap Moxe fa pemu
BpeMeHHO na npekpatu JedeHneTo ¢ QINLOCK Hsakomko gHU mpeau XUupyprudaHara HaMmeca u
JI0 3apacTBaHe Ha paHaTa Bu cien xupypruuHata MHTEpBEHIM. BamusaT nekap e pemm Kora
otHoBo 11a 3anoune QINLOCK. BaxHo e na yBenomute Bammus sexap, ako B Obaerie umarte
TUTAHUPaHU OTIePaIHH.

- ycemiare ymopa, He Bu goctura Bb31yX, 3a0e/Ie)KnUTe U3ITbKHAIN BSHU Ha IIHSITa WU TIOTyBaHe
Ha KOpeMa, TJIe3eHuTe Win nojaoenpunute, nokaro npuemare QINLOCK, ToBa Moxke aa ca
CUMITOMH Ha ChpJIeYHA HEJIOCTATHYHOCT (BXK. TOUKa 4).

= Ko’kaTa nin ounte Bu Jla CTaHaT MO-4YyBCTBUTCIIHA KbM CIIBbHUCBA CBECTJIMHA WJIN APYTHU q)OpMI/I
Ha cBeTiiMHA. He ce M3mmaraiite Ha npsika CIIbHYEBA CBETIIMHA, CONAPUYM U IPYTH U3TOUHHUIIM Ha
yJITPaBHOJIETOBO JTbYEHHE JIOKATO MPHEMAaTe TOBa JiekapcTBO. KoraTo cre W3jIoKeHH Ha CHITHA
CI'/bHYEBA CBETIIMHA, TPAOBA JIa HOCUTE 3alMTHO 0OJIEKIIO | J1a M3MI0JI3BaTe KPEM C BUCOK
CITBHIIE3AIIUTEH (haKTop.

Ba:xna nndopManus 3a JKeHUTE U MbKETE€ OTHOCHO KOHTPAIIENIHUATA

QINLOCK Mosxe 1a MpuirHE YBpEeXkaaHe Ha HepoaeHoTo Bu 6e6¢e. He 3a0pemensBaiiTe, 10KaTo
npuemate QINLOCK. M3mnon3Baiite eheKTHBHA KOHTPAIICIIIIHS IT0 BpEeMe Ha JICYCHUETO U TIOHE
1 cenmuna cnen nocnennara goza QINLOCK, ako cte xeHa ¢ IeTepo/IeH MOTSHIIMA WIH MBX C
MapTHHOPKA C IETEPOCH MOTEHINAI. AKO M3IOJI3BaTe XOPMOHAIHA KOHTpaIlenys, 100aBere
OapuepHa KoHTpamenus (KaTo HalpuMep Ipe3epBaTuBH). BiokTe pasmen ,,Korrpamnemnus,
OpeMEHHOCT, KbpMEHE U PePTHIUTET .

Jleua u roHomu
He nplzmaraﬁTe TOBa JICKAPCTBO Ha [IC1a U FOHOIINW Ha Bb3PACT IOJ 18 TOAWHU, 3al10TO HE € MPOYUCHO
B Ta3u Bb3paCTOBA rpyiia.

Jdpyrn aexapersa n QINLOCK
Tps6Ba na kaxere Ha Bamms nexap wim GapmaieBT, ako IpueMare, HaCKOpO CTE IPUEMAaIIN WIH €
BB3MOXHO JIa pHeMaTe APYTH JeKapCcTBa.
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QINLOCK Mosxe nma rmoBiusae Ha HAYWHA Ha ICHCTBHE HAa HAKOM JieKapcTBa. OCBEH TOBA HIKOH
JIEKapCcTBa MOTAaT Jia MOBIUAAT Ha HaunHa Ha faeicTBue Ha QINLOCK.

[Mo-crienmanzo kaxeTe Ha Bamus jJexap, ako mpuemMare HIKOE OT CIIEAHUTE JICKapCTBa:

- JIeKapcTBa, M3MI0I3BaHN 3a JIedeHHe Ha ThONYHY NH(DEKIMN (KaTo HanpuMep KeTOKOHA3011,
UTPAKOHA30J1, T03aKOHA30J1, BOPUKOHA30J1)

- JIeKapCTBa, U3TOJI3BAHN 32 JieueHHe Ha OakTepHa i MHOEKINH (KaTo HalpuMep EpUTPOMUITIH,
KJIAPUTPOMUIIMH, PUPAMITUIINH)

- JIeKapcTBa, U3MOJI3BaHu 3a JeueHne Ha X1B (kato HanmpumMep puToHaBup, edaBupeHL,
eTpaBUPHH)

- JIeKapCTBa, U3MOJI3BAHH 32 CMTUIICTICHS WK I'bpUOBe (KaTo (eHUTOWH, Kapbama3ernuH,
(enobapbuTan);

- JIeKapCcTBa, U3MOI3BAHH 32 JICUCHHE HAa HEPAaBHOMEPEH ChPACUCH PUTHM (KaTO HAIpUMeEp
JTUTOKCHUH)

- JIeKapCTBa, U3MOJI3BAHN 32 MIPEOTBPATABAHE HA MHCYJIT MM ONACHU KPBBHH ChCUPEIH (KaTO
HarpuMmep raduraTpaH eTeKCUIaT)

- JIeKapCcTBa, U3MOJI3BAHM 32 TOHWKaBaHE Ha TIOBUIIIEH XOJIEeCTEPol (KaTo HApHMep
pO3yBacTaTHH)

- JIeKapcTBa, M3MOI3BaHU 32 HAMAIIIBaHE Ha KPbBHATA TIIFOK03a WIIM 3a JIeYeHHe Ha 1uaber (KaTo
HarpHuMep perarifHul WK MeTPOPMHUH);

- JIeKapCTBa, M3MOJI3BAHN 32 JICUCHHE Ha TEKKO Bh3MAIICHHE Ha YepBaTa U PEBMATUYHO
BB3MMAJICHHE Ha CTaBH (KaTo HampuMep cyndacanasuH)

- JIeKapcTBa, M3MIOI3BAHN 3a JICUCHHE Ha paK (KaTo MaKJINTAKCeI M HPHHOTEKAH)

- JIEKapCTBa, KOUTO CE U3IO3BAT 3a MPEAOTBpATIBaHE Ha OTXBHPISHETO HA OpraH (KaTo
HanpuMep UUKIOCTIOPYH, TAKPOJIUMYC)

- JIeKapcTBa, M3MOM3BaHU 32 JIEYCHHE Ha HUCHK OpOi TPOMOOIITH B KPBBTA (KaTO HAIIPUMEP
enTpomMoOorar)

- JIeKapCTBa, M3MOJI3BAHU 32 JICUeHHE Ha MYCKYJIHH Clia3MHu (KaTo HalpuMep TH3aHUIWH );

- JIeKapcTBa, U3IOJI3BAaHM 3a 00JIeKYaBaHe Ha TPEBOKHOCT IPETH MPOLeaypH (KaTo Harpumep
MHJIa30J1aM);

- OWJIKOBM IIpenapary, U3MO0JI3BaHU 3a JICUCHHE Ha ACTIPECHUs U TPEBOKHOCT, ChIbPKAIIN JKBJIT
kaHTapuoH (Hypericum perforatum).

QINLOCK ¢ XxpaH4 U HAIMTKH
CoxnT OT rpeiingpyTt Moxe na npoMeHu koaudectBoto Ha QINLOCK B opranusma Bu. I1o Bpeme
Ha JICYEHHETO C TOBA JIEKapCTBO HE CE MPENOpbhUBa Ja MHETE COK OT IpeHn(pyT UiIH 1a sjeTe

rpedndpyr.

KonTpauenuusi, )peMeHHOCT, KbpMeHe U pepTHIANTET

Kontpanenius
KakTo *eHute ¢ IeTepo/icH MOTSHIINAN, Taka U MBXKETe TpsiOBa Ja U3Moi3BaT epeKTHBHA

KOHTpAIIEIIIH 110 BpeMe Ha JICUSHUETO U ITOHe | ceMuIa ciell 3aBbPIIBaHE HA JICUYCHUETO. AKO Ce
M3II0JI3Ba XOpMOHATHA KOHTpAIIEIITNs, TPOBa 1a ce 100aBu OapuepeH MeToa (HarpuMmep
TIpe3ePBATHUBH).

bpemennoct
AKo cTe OpeMeHHa, cMsATaTe, Y€ MOJKE Ja CTe OpeMeHHa WK IIaHupaTe OPeMEHHOCT, He TpsOBa Ja

npueMare ToBa JIEKapCTBO, OCBEH aKo BammsT nexap He € mpeneHu, ye € HeoOX0ANMO JIeYeHHUE C
QINLOCK. IlochBeTtBaiiTe ce ¢ Bamus nexap wiu papmaneBT mpeau ynorpedaTa Ha TOBa JIEKapCTBO.

He 3a0pemensiBaiite, mokaro ce jiekyBare ¢ QINLOCK.

AKO CTe ManKeHT MbX C MapTHhOPKA, KOWTO € OpeMeHHa Wi MoXKe Ja 3a0peMeHee, TpsiOBa 1a
U3MoJ3BaTe OaprepeH MeToll (HanpuMep Mpe3epBaTHBU) 110 BpeMe Ha MOJIOB akT, 10 BpeMe Ha
JICUCHUETO U Hal-MaNKko | ceaMuIia ciiesl 3aBbpIlIBaHe Ha JIeYeHUeTo. ToBa IeKapcTBO MOXKeE J1a
HaBpeIH Ha HepoaeHoTo Bu Oebe.
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AKo cTe MBX U TapTHROpKaTa Bu 3a0pemenee o Bpeme Ha jgeuenneto ¢ QINLOCK, nezabaBHO
yBenomMeTe Baius ekap.

JKena c neTepoieH moTeHIMA IIie TPSAOBA J1a PAaBU TECTOBE 32 OPEMEHHOCT MPEIH HAYal0oTO Ha
nedgerneto ¢ QINLOCK u o BpeMe Ha JICUSHHETO.

Kopmene
He xspmeTe 6e6eTo cu o Bpeme Ha jaeuenne ¢ QINLOCK u B mporbkeHre Ha Hali-MaJIKo

1 cenMuIa e/l 3aBbpIIBaHE Ha JICYCHHUETO, Thil KATO TOBA JIEKAPCTBO MOXKE J]a IPUYHNHHN CEPUO3HH
HesKeJIaHM peakuuu npu Bamero 6ede. Kaxxere Ha Barims ekap, ako KbpMUTE WK TJIAHUPATE J1a
KbPMHUTE.

Peprunurer
QINLOCK moxe na 3acerae ¢pepTuianTeTa npu Mbxe 1 xeHu. [locsBerBaiite ce ¢ Bamus nexap,

npean na npuemere QINLOCK.

lodupane u padora ¢ MalIMHK

QINLOCK He Biusie npsiko BbpXY Ha criocoOHocTTa By 3a modupane wiu padorta ¢ MalimHd. AKO ce
MTOYYBCTBATE 3JI¢ WJIM MHOTO yMopeHu 1o BpeMe Ha jiedueHueTo ¢ QINLOCK, ue TpsibBa ma modupare
WK Ja paboTUTE C MaIllWHY, JOKATO HE MMOYyBCTBATe, Y€ € 0€30MacHo Jia TO HalpaBUTe.

QINLOCK cbhabp:ka J1aKTO032
Axo Bammr nekxap Bu e xa3an, 4e nMaTe HETOHOCUMOCT KbM HAKOU 3aXapH, CBBPIKETE CE C HETO,
mpeau na mpueMeTe TO3U JICKAPCTBCH IIPOAYKT.

3. Kak na mpuematre QINLOCK
QINLOCK e Bu O0bae npeamnucan ot Jiekap ¢ ONHT B IPUJIAraHeTo Ha MPOTHBOPAKOBH JIEKapCTBa.

Bunaru npuemaiite ToBa JeKapcTBO TOUHO KakTo Bu e kazan BamusaT nekap. Ako He CTe CUTYPHH B
Hello, nonuraiTe Bamms nexap unu gpapmanesT.

[Ipenopruntennata JHEBHA 1032 € TPU TabdaeTku ot 50 mg (150 mg) Benuwx nueBHO. [lpuemaiite
TaOJIETKHUTE 110 €IHO U ChII0 BpeMe BCEKH JIeH Che Win 0e3 xpana. [lormpiiaiite TabneTKUTE 1ETu ¢
yaia BoAa M He IbBUETE, HE T pa3leisiiTe Wwin pa3rpomasaiire. He mpuemaiite TabneTku, KOUTO ca
CUYTIeHH, ITyKHATH WK NOBPEJICHH 0 APYT HAUWH, Thi KaTO HE Ca U3BECTHHU €PEKTUTE OT
NprUeMaHeTo Ha TabJeTKH, KOUTO He ca LEIH.

AKko Tpsa0Ba 1a mpueMaTe onpeseNieHu Apyru Jexapcrsa eqaoBpemenHo ¢ QINLOCK, Bammst nexap
MOJKe J1a IPOMEHHM J1o3aTa Ha Tpu Tadnetku oT 50 mg (150 mg) ABa MBTH THEBHO.

Oobuknoseno mie npuemare QINLOCK, nokaro nmare nonisa oT Hero u He CTpajiaTe OT HEIIPHEMIIUBU
HEe)XeNlaH!W peakiuu (BrkTe Touka 4); Bammst nexap obadye Moke a Hamanu o3ara Bu wimm moxke na
peln Aa NPeKbCHE UM CIIPE JIEYEHUETO BPEMEHHO WM OKOHYATEIHO, aKO € HE0OXOJHMO.

Axko nMaTe Ob0peYHH UK TEKKH YEPHOAPOOHHU npobiaemu
Hoxkarto ce nexyBate ¢ QINLOCK, Bammsit nekap uie Hab1roaBa mo-BHUMATENHO (DYHKIMATA HA
O0B0OpernTe wim uyepHust Bu 1po6.

AKo cTe ipuesn nmosede ot Heodxoaumara no3a QINLOCK
AKO ci1y4aifHO CTe IIpUeU TBbPJE MHOTIO Ta0JIETKH, MOThPceTe CIIelHA MeIMIMHCKA TIOMOII.

Ako cte nponycHaym 1a npuemere QINLOCK

KakBo n1a HampaBuTe, ako cTe MPOIYCHAIN Ja MPUEMETe TOBa JIKAPCTBO, 3aBUCH OT TOBA KOTa CH
CITOMHUTE 3a J03aTa, KoATo ¢ Onya 3abpaBeHa. AKO e:
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- 8 gaca i mo-mMaJiko (4 gaca wId 1mo-Maiko 3a 1034 ot 150 mg aBa IBTH THEBHO), CIIEA KaTo €
TpsOBasIo na OBJe MpHUeTa, B3eMETe MPOITyCHATATa 1032 BeIHara, moM cu ciioMuute. Cien ToBa
MpHeMeTe ClieBaIaTa 103a, KakTo OOMKHOBEHO.

- nmoBeue oT 8 yaca cief (moBede ot 4 yaca 3a 1031 oT 150 mg /1Ba IbTH JHEBHO) BPEMETO,
KOraTo € TpsioBayio 1a ObIe MpHueTa, MpoImycHeTe Ta3u go3a. Cien ToBa mprueMeTe ClieIBaiara
J103a B 00MYaiiHOTO BpeMe.

He B3ematiTe nBoiiHa /1032, 3a Jja KOMIIEHCHpATE MPOITyCHATAaTA J103a.

Axko noBbpHeTe, 1okaTo npuemate QINLOCK

AKO cIie]] mpueMa Ha TOBa JICKapCTBO MTOBBPHETE, HE TIPUEMATe JOITBIHUTEIIHA /1033, a IPOBIDKETE
KakTo 0OMKHOBeHO. [Ipuemere cieqarara j103a TaOJIETKH Ha CIICABAINUS JCH B 00NYaHOTO BpeMe U
uHpopmupaiite Bamms nekap, ako cTe MOBbPHAIIH.

AKO UMaTe HIKaKBH JIOMBIHUTEITHA BBIIPOCH, CBBP3aHHU C YIIOTpebaTa Ha TOBa JIEKAPCTBO, MTOMUTANTE
Bamus nekap.

4, Bb3MOKHH HeKeJTaHU peakuuun

Kakro Bcuuku JICKApCTBaA, TOBA JICKAPCTBO MOXKE [1a MTPECAN3BUKA HCIKCIAHU PCAKIIUU, BBIIPEKU Y€ HC
BCCKH I' TIOJTy4aBa.

CepHo3HH HeKeJIaHU peakluu
IloThpceTe cHeNIHA METUIIMHCKA MOMOIIL, aKO TIOTYYHUTE HIKOS OT CIIEAHUTE CEPHO3HH HeKeJIaHH
peakium (BIKTE TOUKa 2):
- Kosxuu npoodsemu (T.Hap. ,,CHHAPOM Ha IMaJIMapHO-TIaHTapHA PUTPOAN3ECTEINS )
CHHIPOMBT Ha MATIMAPHO-TUTAHTAPHA EPUTPOIU3ECTE3HsI € MHOTO YeCcTa HeXKEIaHa PeaKIIus
TIpH MIPHEM Ha TOBA JIEKapcTBO. Ako mpu Bac ce mosiBu:
e 3adepBsBaHE, O0JIKA, MOyBaHE WIH MEXYPH IO JUTAHUTE Ha PhLETE WU XOIUIAaTa,
BamusT nexkap Moxke Jja MpoabJDKH JedeHneTo Bu, na mpomenn no3ara Bu win ga cipe jgedeHunero,
JIOKaTO ChCTOsTHMETO Bu ce mogoopu.

- Bucoko KPBBHO HAJISITaHe
BucokoTo KpBbBHO HaJIITaHE € MHOT'O Y€CTa HEXEJlaHa peakliys Py IPHUEM Ha TOBa JIEKapCTBO.
Axo nipu Bac ce nosisu:
e raBoOoHMe, yCellaHe 3a CBETOBBPTEXK HIIH 3aMasHOCT, TOBA MOJKE /14 Ca CUMIITOMHU
Ha BHUCOKO KPBBHO HaJIsITaHe,
BammsT nexkap Moke ga MpoMeHH J103aTa WK Ja CTIpe JISYEHUETO, T0KATO ChCTOSTHIETO Bu ce
moxo0pH.

- Cobpaeunu npodaeMu (ChbpaevYHA HETOCTATHLYHOCT)
IIpu npuem Ha TOBa JIEKApPCTBO ChpACYHATA HENOCTATHUHOCT € YECTO CpEIlaHa HexXelaHa
peakmusi. AKO ycerare:
®  CHIIHA YMOpa, 33/1yX, TIOJyTH CThIIAa W/WIIH TIIe3eHU;
TOBa MOXE JIa Ca CHMIITOMH Ha ChPJCUYHHU HPOOIEMH.

I'oBopete ¢ Bamus jekap uiau papmManeBT, aKO TOJYUUTE:

- Pak Ha koxaTa
Jlewennero ¢ QINLOCK Moske 1a goBee 10 HAKOHW BHIOBE PaK Ha KOKaTa, KaTo T.Hap.
,,TUIOCKOKJIEThYEH KapIIMHOM Ha KoxaTa“ u ,,Menanom". Kaxere na Bamus nekap, ako
3a0eJeKNTe MPOMEHH 110 KOXKaTa 110 BpeMe Ha JISYCHUETO, BKIFOYUTEITHO HOBA OpaIaBHIIa,
OTKpHWTA paHa WU YepPBEHHUKABA IMOAYTHHA, KOSTO KbPBH WM HE 3apacTBa, MU MPOMSHA B
pasMepa uiau 1BeTa Ha OeHka. BamusT nekap 1e npoBepsiBa Koxkata Bu npu 3anouBane Ha
neuenne ¢ QINLOCK u pyTHHHO 1O BpeMe Ha JiedeHHETO (BIKTE TOUKA 2).
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MHOro0 4ecTH HeKeJIaHU peaknuu (MoXke 11a 3acerHaT mosede ot 1 Ha 10 myrmm)

- rajicHe

- 3areK

- Japust

- NOBPBIIAHE

- 00JKa B CTaBUTE

- ri1aBooosme

- 3ayX

- KPBBHU M3CJICIBaHNA, KOUTO ITOKa3BaT IIOBUILICHU HUBAa Ha 6I/IHI/IPY6I/IH, BE€OICCTBO, KOCTO CC
MIPOM3BEXKIa OT YEPHHUS APOO

- KPBBHU M3CJICIBAHSI, TOKA3BaIH [TOBUIIICHU HUBA HA JIWIA3a, CH3UM, yJacTBalll B
XPaHOCMHUJIAHETO

- KpBBHU H3CIICIBaHISI, TOKA3BaIIH MTOHKEHN HUBA Ha ocdat

- ymopa

- KOcoma,y

- 0oJKa B MyCKYJIUTE

- 3ary0a Ha Terio

- MYCKYJIHU CIIa3MH

- cyxa Koxa

- 0omku B TBpOa

- Kanumna

- MOJTyBaHE Ha PBIETE U MOJ0CIPHUIIATE

- 0o0JIKa B pBIETE WITH KpaKaTa

- CBhpOeK

- HEPaKOBH KOKHU JIC3UH

YecTH HexeTaHU peaknum (Moxe Aa 3acerrar Ao 1 Ha 10 mymm):

- paHUYKH B ycTara

- KopeMHa (abmoMHuHaAIIHA) 60K

- yBpek1aHe Ha nepudepHaTa HepBHa cHcTeMa (M3TPBIIBAHE M MpaBydKaHe Ha KpaKaTa WIIN
pBIleTe, TapeHe, MpoOoXK/IaIa Uik CTpenKamia 00JIKa B 3aCETHATUTE yYacThIIN, 3aryoa Ha
PaBHOBECHE U KOOPJIMHAIMS U MYCKYJIHa ¢1abocT, 0cOOEHO B Kpakara)

- KOXKHHU peakIiy KaTo JIIOIICHE U Bbh3MaJCHUE Ha Ko)KaTa, OOpUB, KOMTO HU3TIIeK A KaTo TIOCKa
3agyepBeHa 00JIacT BEPXY KOKaTa, KOATO € TIOKPUTA C MAJIKH ITBITININ HUITH aKHE

- OTKJIOHEHHS B YEPHOJIPOOHUTE M3CIEABaHNUS (Bb3MOKHO YBPEKAaHE HA YUEPHUS Ipo0, TTOKa3aHO
Yype3 KpbBHU U3CIICIBAHHSA)

- JeTIpecus

- MOHIDKEHA aKTUBHOCT Ha IIIUTOBU/IHATA JKII€3a

- cimabocT

- 0oJIKa B TPBIHUS KOII

- YCKOpEHAa ChpAeUYHa ACHHOCT

Cpho01aBaHe HA HeXKeJIAHU PeaKIun

AKO TIOJTyYHTe HAKAKBU HEXEJIaHU JIEKaPCTBEHH PEaKINy, yBeqoMmeTe Bammms jgexap win apMaiesT.
ToBa BKIIIOUBAa BCUUKH Bb3MOKHU HEXEJIAHU PEAKLIUU, HEOTMCAHU B Ta3H JIUCTOBKA. MoeTe ChIo Aa
CHOOIINTE HeXKETIAHHW PEAKIMH JUPEKTHO Upe3 HAIIMOHAIHATA CUCTEMA 3a ChOOIIaBaHe, MOCOYCHA B
[punoxkenue V. Karo cho0mraBare HeXeIaHH PEaKIUU, MOXKETE Ja JaJieTe CBOS IPUHOC 3a
MoJTyJaBaHe Ha MoBeue MH(POpPMAIIHI OTHOCHO 0€30MaCHOCTTA Ha TOBA JICKAPCTRO.

5. Kak na cexpansiBate QINLOCK
Jla ce cpxpaHsiBa Ha MACTO, HEAOCTBITHO 3a JIETa.
He u3nosn3Baiite ToBa 1eKapcTBO Cile]] CPOKa Ha TOAHOCT, OTOEIIA3aH BbPXY KapTOHEHATa ONIAKOBKA U

eTuKeTa Ha OyTuikara cien ,,l ofeH 10:*“. CpoKbT Ha TOJHOCT OTTOBaps Ha TOCIETHUS ICH OT
MIOCOYEHUS MECEIL.
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

ToBa nexapcTBO HEe U3MCKBA CIEIMATHU TEMIIEPATypHH YCIOBHUS Ha ChXpaHEHHUE.

I[a CC CbXpaHsBa B OpUTHHAJIHATA OITAKOBKA KaTO 6YTI/IJ'IKaTa Ja CC IbPXKU IUNTBbTHO 3aTBOPCHA, 3a Aa CC
mpeamnasy OT CBETIIMHA U BJIara.

He u3non3Batite ToBa JICKapCTBO, aKO 3a6eHC)KI/ITe, Y€ OIlaKOBKaTa € NOBpPCACHA WJIM UMa NIPpHU3HALlU Ha
HaMeca.

He HBXBBpHHﬁTe JICKApCTBATAa B KaHAJIU3aluATa UJIu B KOHTCﬁHepa 3a JOMAIllHM OTIIaaAbIIn.
Tlonuraiite Bamms q)apMaueBT KakK 1a U3XBBPJIATE JICKAPCTBATA, KOUTO BEYC HC M3IOJI3BATC. Te3nu
MCPKHU 1II€ CIIOMOIrHaT 3a OIla3BaHC Ha OKOJIHATa Cpcaa.

6. Cun)pmaﬂne Ha OnMaKoOBKaTa M JO0IIbJHUTEC/IHA I/IHQ)OpMalII/IH

Kakso ceabpxa QINLOCK

- AKTHUBHOTO BeIeCTBO € punpeTnanO. Beska Tabnetka chabpxka S0 mg punpeTuHuo.

- Hpyrure cberaBku ca kpocnioBuaoH (E1202), xunpomernosa arneraTt CyklMHaT, JaKTO3a
MOHOXH/[IpaT, MarHe3ueB cteapat (E470b), mukpokpucranHa nenynosa (E460) u kononnex
xuapatupas cununueB quokeus (ES51) (Bmxkre Touka 2 ,,QINLOCK cbabprxka makrosza‘).

Kak m3rie:xkna QINLOCK u kakBo cbIbpika 0OIIAKOBKATA
Tabnetkure QINLOCK ca 6enu 1o mouru 6enu, ¢ oBanHa Gpopma U ¢ BITEOHATO peiedHO O3HAYSHHE
,»DC1% oT enHaTa cTpaHa.

Bcesika OyTrika e 3amuTeHa oT fena u chabpika 30 uau 90 TabneTku 3aeIHO ChC CyMHTeN. byTHiKknTe
ca 3aIIMTEHU OT OTBapsiHE ¢ Qoo ot anymuHuit/monuetwieH (PE). CymmrensaT e HanpaBeH oT
Martepuai, abcopOupalll Biarata u € IoCTaBeH B MaJIka OIaKOBKa, 3a Jja Ipe/na3Ba TabJIeTKUTe OT
BJara. BuHaru cbxpaHsBaiTe CymmuTens B OyTHIKaTa U He TO MOTThIIaiTe.

He Bcuuku BUIOBE OMAaKOBKK MOraT Ja ObJaT IMyCHATH Ha Ta3apa.

IIpureskaTesn Ha pa3pelIeHUETO 32 ynorpeda
Deciphera Pharmaceuticals (Netherlands) B.V.
Atrium Building 4th Floor

Strawinskylaan 3051

1077ZX, Amsterdam

Hunepnannus

IIpousBoauTe

Deciphera Pharmaceuticals (Netherlands) B.V.
Atrium Building 4th Floor

Strawinskylaan 3051

1077ZX, Amsterdam

Hunepnannus

3a JoBIHATENHA HHPOPMAIUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
MIpEJICTAaBUTEN Ha MIPUTEXKATENS Ha Pa3penIeHreTo 3a ynorpeoda:

Belgié/Belgique/Belgien Lietuva

Deciphera Pharmaceuticals (Netherlands) B.V. Genesis Pharma (Cyprus) Ltd
Tél/Tel: +31 8006333435 Tel: +357 22765715
medicalinformation@deciphera.com medinfo@genesispharmagroup.com
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bbarapus

Genesis Pharma Bulgaria EOOD
Ten.: +359 2 969 3227
medinfo@genesispharmagroup.com

Ceska republika

Genesis Biopharma Czech Republic S.R.O.
Tel: +357 22765715
medinfo@genesispharmagroup.com

Danmark

Deciphera Pharmaceuticals (Netherlands) B.V.

TIf.: +31 8006333435
medicalinformation@deciphera.com

Deutschland

Deciphera Pharmaceuticals (Netherlands) B.V.

Tel: +31 8006333435
medicalinformation@deciphera.com

Eesti

Genesis Pharma (Cyprus) Ltd

Tel: +357 22765715
medinfo@genesispharmagroup.com

E)\AGdo

I'ENEXIE ®APMA A.E.

TnA: +30 210 87 71 500
medinfo@genesispharmagroup.com

Espaiia

Deciphera Pharmaceuticals (Netherlands) B.V.

Tel: +31 8006333435
medicalinformation@deciphera.com

France

Deciphera Pharmaceuticals (Netherlands) B.V.

Tél: +31 8006333435
medicalinformation@deciphera.com

Hrvatska

Genesis Pharma Adriatic d.o.o

Tel: +385 15530 011
medinfo@genesispharmagroup.com

Ireland

Deciphera Pharmaceuticals (Netherlands) B.V.

Tel: +31 8006333435
medicalinformation@deciphera.com

Island

Deciphera Pharmaceuticals (Netherlands) B.V.

Simi: +31 8006333435
medicalinformation@deciphera.com
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Luxembourg/Luxemburg

Deciphera Pharmaceuticals (Netherlands) B.V.
Tél/Tel: +31 8006333435
medicalinformation@deciphera.com

Magyarorszag

Genesis Biopharma Hungary kft
Tel.: +357 22765715
medinfo@genesispharmagroup.com

Malta

Genesis Pharma (Cyprus) Ltd

Tel: +357 22765715
medinfo@genesispharmagroup.com

Nederland

Deciphera Pharmaceuticals (Netherlands) B.V.
Tel: +31 8006333435
medicalinformation@deciphera.com

Norge
Deciphera Pharmaceuticals (Netherlands) B.V.
TIf: +31 8006333435

medicalinformation@deciphera.com

Osterreich

Deciphera Pharmaceuticals (Netherlands) B.V.
Tel: +31 8006333435
medicalinformation@deciphera.com

Polska

Genesis Biopharma Poland sp. Z.0.0.
Tel.: +357 22765715
medinfo@genesispharmagroup.com

Portugal

Deciphera Pharmaceuticals (Netherlands) B.V.
Tel: +31 8006333435
medicalinformation@deciphera.com

Roménia

Genesis Biopharma Romania SRL
Tel: +40 21 403 4074
medinfo@genesispharmagroup.com

Slovenija

Genesis Biopharma SL d.o.o.

Tel: +386 1 292 70 90
medinfo@genesispharmagroup.com

Slovenska republika

Genesis Biopharma Slovakia S.R.O.
Tel: +357 22765715
medinfo@genesispharmagroup.com



Italia

Deciphera Pharmaceuticals (Netherlands) B.V.

Tel: +31 8006333435
medicalinformation@deciphera.com

Kvbmpog

Genesis Pharma (Cyprus) Ltd

TnA: +357 22765715
medinfo@genesispharmagroup.com

Latvija

Genesis Pharma (Cyprus) Ltd

Tel: +357 22765715
medinfo@genesispharmagroup.com

Suomi/Finland

Deciphera Pharmaceuticals (Netherlands) B.V.
Puh/Tel: +31 8006333435
medicalinformation@deciphera.com

Sverige
Deciphera Pharmaceuticals (Netherlands) B.V.
Tel: +31 8006333435

medicalinformation@deciphera.com

United Kingdom (Northern Ireland)
Deciphera Pharmaceuticals (Netherlands) B.V.
Tel: +31 8006333435
medicalinformation@deciphera.com

I[aTa Ha MOCJICAHO MpepasriaeKaaHe Ha JUCTOBKaTa

ITonpoOHa uHOpMaIKs 3a TOBa JIEKApCTBO € IpeocTaBeHa Ha yeOcaiiTa Ha EBpornetickara areHIus

o nekapcreara: http://www.ema.europa.eu.
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