IMPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

COMETRIQ 20 mg TBbpaM Kancynu
COMETRIQ 80 mg TBbpaM Kancynu

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Enna TBBpaa Kancyna chabpika kabo3anTuHuO (S)-Manar, ekBuBaneHTHO Ha 20 mg niu 80 mg
kabo3aHTHHUO (cabozantinib).
3a MBIHUS CITUCHK HA TTOMOITHUTE BEIIECTBA BIKTE TOUKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
TBBpaa Kancyna

TBBpANTE KAIICYJIN ca CUBH C OTHeYaTan Haanuc ,,XL.184 20mg* ¢ uepHO MacTHUIIO BHPXY TSUIOTO Ha
Karicyiara. Karncynara ceappika mouTs Osu1 10 Osu1 Tpax.

TBBpANTE KATICYIN Ca OPAHKEBH C OTIEYaTaH Haamuc ,,XL.184 80mg* ¢ uepHO MacTUII0 BEPXY TSIOTO
Ha KarncyJjara. Kancynara chabpika mo4TH OsuT 70 OsUT TIpax.

4. KJIMHNUYHU JAHHU
4.1 TepaneBTHYHU OKA3AHUS

COMETRIQ e noka3aH 3a ne4eHre Ha Bb3PACTHH MAIIEHTH C MMPOTPECUBEH, HEPe3eKTa0MIeH
JIOKAJTHO aBaHCHPAJI WIIM METACTaTHYEH MeayJIapeH KapIIMHOM Ha IIUTOBHIHATA JKIIe3a.

[Ipu manueHTH, IPU KOUTO CTaTyChT OTHOCHO TpeHapezeHara npu Tpancdekuus (RET) myTarust He e
W3BECTEH WU € OTpHUIaTelieH, TpeIr B3eMaHe Ha WHANBHTyalTM3MPAHO PEIICHHE 32 JICUeHHEe TPsiOBa
Jia ce B3eMe MpPEABH/I, Y€ Moj3aTa MOXKeE Ja € Mmo-Manka (BX. BakHata nHpopManus B Touka 5.1).

4.2 Jlo3MpOBKA M HAYUH HA MPHJIOKEHHE

Jleuernetro c COMETRIQ TpsiOBa na ce 3amouBa OT JieKap ¢ ONHT B MPHJIAraHeTO Ha MPOTHBOPAKOBU
JIEKapCTBEHU IPOAYKTH.

Jo3upoBka
Kancymure COMETRIQ (ka6o3antuan6) u Tabnerkute CABOMETY X (kabo3anTnHNO) HE ca

OMOCKBHUBAJICHTHH U HE TPsI0Ba J]a ce U3IMO0JI3BaT B3aUMO3aMeHIeMO (BXK. TOUKa 5.2).
IIpenopruntennara qoza COMETRIQ €140 mg Bequbx qHEBHO, MpreMaHa kato exna 80 mg
opamkeBa karcyia u Tpu 20 mg cuBH Karcyid. JledeHnero TpsaOBa Ja MpoabIDKH, JJOKATO MAIUCHTHT
BeUe HE NOJyyaBa KIMHWYHA M0J13a OT TepaIusaTa WiK JOKATO HACTHITN HEMTPUEMIIMBA TOKCUIHOCT.

TpsOBa na ce ouakBa, Ue IpH MMO-TOJSIMATA YacT OT naruenTute, JekyBaaun ¢ COMETRIQ, me e
HEo0XOIMMa eJHa WM MTOBeUe KOPEKIINY Ha J103aTa (HaMalsiBaHe W/WIIU MPEKbCBAHE) IOpaIn
TOKCUYHOCT. CIieIoBaTeNTHO MAIMEHTUTE TPSAOBA J1a ce HabII0JaBaT BHUMATEITHO 110 BpeMe Ha
IBPBUTE OCEM CEIMUITH OT JICUCHHUETO (BXK. Touka 4.4).

JledeHneTo Ha MOAO3MPAHNUTE HEYKETAHN JIEKAPCTBEHHN PEAKIIUN MOXKE Jja H3UCKBA BPEMEHHO
NpeKbCBaHE W/HMIIN HamalsiBaHe Ha fo3ata Ha Tepanusita c COMETRIQ. B ciyuyaii 4e e HeoOxoanmo
HaMaJsIBaHE Ha J03aTa, Ce IIpernopbuBa T4 Aa ce Hamanu A0 100 mg nHeBHO, preMaHa KaTo eiHa
80 mg opamxkeBa Kancyna u enHa 20 mg crBa KarncyJia, u cieq ToBa 60 mg THEBHO, MpueMaHa KaTto
Tpu 20 mg CUBHU KancCyiu.



[IpexnscBaHe Ha preMa ce IPEOPHUBaA 3a OBNAIBAHE HA TOKCHYHOCT OT 3-Ta WIIH MO-BHCOKA CTETICH
o OOIUTE TEPMHUHOJIIOTUYHH KpuTepuu 3a Hexenanu ceoutust (CTCAE) unu HermoHocuma
TOKCUYHOCT OT 2-pa CTEICH.

HamansBane Ha mo3aTa ce mpernopb4Ba Ipu ChOUTHS, KOUTO, aKO Ca MEPCUCTUPAIIH, MOTAT JIa CTaHAT
CEpPHUO3HU UK HEMTOHOCHUMHU.

Tl KaTO MOBEYETO CHOUTHUS MOTAT J]a HACTBIIAT PAHO B X0J1a HA JICYCHUETO, JIEKAPSIT TPsOBa Ja
M3BBPIIBA BHUMATEHA OLICHKA Ha MAlMEeHTa Pe3 IbPBUTE OCEM CEAMULM OT JICYCHUETO, 3a Ja Ce
OIpeJieNIu 1Ay ca HeoOxoauMu MoanduKanuu Ha fo3ata. ChOUTHsITa, KOUTO OOMKHOBEHO ca C paHHa
M0sIBa, BKJIFOYBAT XHITOKAIIIEMUS], XUITOKAIMEMHS, TPOMOOIIMTOTICHUSI, XUTICPTOHUS, CHHIPOM Ha
nanMapHo-manrapaa epurpoausecresus (PPES) u cromamno-upesan (CH) cp0urns (0omnka B
KOpeMa WIH yCTaTa, Bb3NaJICHUE Ha JTUTaBULINUTE, 3alleK, JUapHs, HOBPBIIAHE).

BBb3MOXHO € mosiBaTa Ha HAKOM CEpHO3HU HexkenaHu peakiuu (kato ['U ducrtyna) na 3aBUCH OT
KyMyJIaTUBHATa 7032 U J1a ce HaOJIr01aBa Ipe3 MO-KbCeH eTall OT JICUCHHETO.

AKO maIueHThT MPOITyCHE 7033, ChIllaTa He TPsOBa Jia ce MpUeMa, ako JI0 Ciie/Balliara 103a uma Io-
MaJIKo oT 12 Jaca.

Cvnvmcmesawu iekapcmeeny npooyKmu

ChIbTCTBALIM JIEKAPCTBEHH MPOAYKTH, KOUTO ca cuitHu naxuoutopu Ha CYP3 A4, tpsda na ce
M3M0J3BaT C OBUILICHO BHUMAaHKE, a MPOIBJDKUTEIHATA YIIOTpeOa Ha ChITBTCTBALIH JEKaPCTBEHU
MIPOTyKTH, KOUTO ca CuTHA nHaykTopu Ha CYP3 A4, TpsoBa ga ce n3bsrea (Bxk. Touku 4.4 u 4.5).

TpsbBa ga ce oOMHUCTH H300p HA ANTEPHATUBEH CHITBTCTBAII JISKAPCTBEH MPOAYKT O€3 UiIH ¢
MUHHMAaJIEH TIOTCHIINAJ 1a HHAynHpa win naxuoupa CYP3A4.

Hayuenmu 6 cmapuecka evspacm

He ce npenoppuBa cennaiHo KOpUrUpaHe Ha 103aTa Ha Ka003aHTUHUO IpHU Xopa B CTapuecKa
BB3pacT (> 65 ronunn). HezaBucumo ot ToBa, HabIIOAaBa ce TEHISHIMS Ha MTOBHUIIIEHA YECTOTa Ha
CHC npu y4acTHUIIM Ha BB3pacT 75 TOAMHYU WU TIOBEYE.

Paca
OmuThT ¢ Ka003aHTHHUO MTPH IMAIIMEHTH, KOUTO HE ca OT Osy1aTa paca, € OrpaHHYeH.

bvbpeuno yspeacoane

Ka6o3anTiHMO TpsOBa Jia ce M3M0JI3BAa C MOBUILICHO BHUMAHKE TIPH MAIESHTH C JIEKO WIH YMEPEHO
OBOpeYHO yBpEKAaAHE.

He ce mpenoppuBa ymoTpedaTa Ha KaO0O3aHTHHHUO TIPH MAIMESHTH C TEKKO OBOPEUHO YBpEKIaHe, Thil
KaTo MPH Ta3H MOMyJanus 0€30MacHOCTTa M e(hUKACHOCTTA HE Ca YCTAaHOBEHH.

Yeproopobuo yepesicoare

IIpu manueHTHTE ¢ JIEKO MM YMEPEHO YEPHOAPOOHO YBPEXKAaHe, IPENOPHUNTEIHATA 1032 Ha
ka003aHTHHUO ¢ 60 mg BeaHBXK THEBHO. [Ipy TakKWBa MAIUEHTH CE MPENOPHYBA BHUMATEITHO
NpOoCIeIIBaHe Ha IJIOCTHATA 6E30MacHOCT (BXK. TOUKa 5.2), Thif KaTO MOXKE J1a CE HAJTOKHU
KOPHTHpPaHe Ha J03aTa WK MPEKbCcBaHe Ha euennero. He ce mpemoppuBa yroTpedara Ha
Ka003aHTHHUO NP MALUCHTH C TEIKKO YSPHOAPOOHO YBPEKAaHE, ThI KATO MPH Ta3H MOIMyIaI[Hs
6e30macHOCTTa U ePUKACHOCTTA HE Ca YCTAHOBCHHU.

Tayuenmu cvce copoeurno yepesicoane
JaHHUTE MpU MalMEeHTH ChC ChPACUYHO YBpexKAaHe ca orpaHnnyeHu. He morart fna ce nagaT KOHKpETHU
MPENOPHKHA OTHOCHO J103aTa.




[leduampuuna nonynayus
Bbe3omacHocTTa 1 erkacHOCTTa Ha Kab03aHTHHUO MPH Jelia Ha Bh3pacT <18 roauHu Bee OIIe He ca
ycTaHOBeHH. JlurcBar naHHu.

Hauwun Ha npunioxxenue

COMETRIQ e 3a nepopanua ynorpebda. Karcynure TpsOBa 1a ce OTIBINAT e U He TpsiOBa 11a ce
otBapsAT. Ha maruenTuTe TpsAOBa 1a ce Aa/aT yKa3aHus Ja He IpreMaT HUKaKBa XpaHa MoHe 2 Jaca
npeau u 10 1 gac cinex mpuema Ha COMETRIQ.

4.3 IIporuBomokazaHus

CBp’bX‘IyBCTBI/ITeHHOCT KbM aKTHBHOTO BCUICCTBO HJIM KBM HAKOC OT IIOMOIIHHUTC BCIICCTBA,
n30poeHu B Touka 6.1.

4.4 CroenuajaHu npeaynpexIeHus U NpeANa3Hu MepKH NPH ynoTpeda

HawmansBane Ha mo3aTa v MPeKbCBaHE HA MPUIIOKESHUETO Ce HAOII0IaBaT ChOTBETHO mpHu 79% u 72%
OT MAI[UCHTHUTE, JICKyBaHH ¢ Ka003aHTUHUO, B OCHOBHOTO KJIMHUYHO MpoyuBane. [Ipu 41% ot
MAIMeHTUTE ca HeoOXOAMMH JBE HaAMaJICHHS Ha J1o3aTa. MeanaHaTa Ha BPEMETO JI0 IbPBOTO
HaMaJIeHWe Ha fjo3arta € 43 qHH, a 10 TEPBOTO NMPEKhCBaHe Ha NpuiokerneTo — 33 nau. [lopaan ToBa
ce TMpenopbyuBa BHUMATEIHO HAOJIOCHUE Ha MAIIMEHTUTE 10 BPEME Ha IIBPBUTE OCEM CEIMHUIIA OT
JedeHueTo (BK. Touka 4.2).

XenaToTOKCHYHOCT

OTKJIOHEHHS B YePHOAPOOHUTE (DYHKIIMOHAIHHM [TOKa3aTeu (MIOBUIIaBaHE HA ajJaHUH
amuHoTtpanchepaszata (ALT), acnaprar amunoTtpanchepaszara (AST) u OunpyOnHa) ca HaOJII0JaBaHU
YeCTO TPH MAIMEHTH, JIeKyBaHU ¢ kKa0o3aHTuHUO. [IpenoppuBa ce mpoBexaaHe Ha YSPHOAPOOHU
(dynakiuonanau usciaensanus (ALT, AST u OunupyOuH) mpeay HavaaoTo Ha MPHIOKEHUETO Ha
Ka003aHTHHUO U BHUMATEJIHO MPOCIICASIBAHE 110 BpeMe Ha JiedueHneTo. [Ipu nanueHTy ¢ BIoiaBaHe Ha
YepHOAPOOHU (PYHKIIMOHATHH MTOKA3aTENH, 32 KOUTO CE CUHTA, Y€ Ca CBhP3aHH C JICYCHUETO C
ka003aHTHHUO (T.€. KOTaTo JUIICBA OYEBUHA alTepHATHBHA ITPUYUHA), 03aTa TPSOBA J]a ce HaMalln
WJTH JICUEHUETO J1a Ce MPEKPATH CHITIACHO MPEMOPbKUTE PEIOCTABEHH B TOUKa 4.2,

Iepdoparun, ductyian u MHTpaadJOMUHAIHN a0ClleCH

Ha6monaBanu ca cepro3nu cromainno-upeBHu (CH) nepdopariuu 1 GUCTyu, moHsAKora (haTajiHu,
KaKTO M WHTpaabIOMUHAITHH a0CIiecH Ipu yrorpeda Ha kabozanTuHuO. TpsOBa 1a ce u3BHPIIH
BHUMATEITHA OIIEHKA Ha MAIUEHTUTE ChC CKOPOIITHA JIbYETEPAIUsl, Te3H, KOUTO UMAT Bh3MATUTEITHO
3abomsBaHe Ha YepBarta (Hamp. 6omecT Ha Crohn, yimepo3eH KOJINUT, IEPUTOHUT WIN JUBEPTHKYIINT),
TyMOpHA WH(QWITpAIMs Ha Tpaxeara, OpOHXHUTE WIH XPaHOIIPOBOAA, YCIOKHEHHS oT nipeaxoana CHU
omeparys (0COOCHO CBbP3aHU ChC 320aBEHO WIIM HEITBIHO O3/IPaBsBAHE) WIIM UMAT YCIOXKHEHUE OT
MIPEIX0IHA ThUeTepanysi B 00J1acTTa Ha rpbJHATA KyXUHA (BKIFOUUTEITHO METUACTUHYMA), TIPEIH
3aroYyBaHe Ha JICYeHHEe ¢ KaD03aHTUHMO U cJie] TOBa TPsiOBa BHUMATEIHO Ja ce HaOJIr0AaBar 3a
cuMNITOMH Ha niepdopanmu U Guctynu. B cirydan Ha rmosiBa Ha MyKO3HT CJIe]l 3a[I0YBaHE Ha
JICYEHUETO, ChOTBETHO TPSIOBA JIa C€ M3KIIFOYN HATMYMETO Ha (PUCTYJIA U3BBH CTOMAITHO-YPEBHUS
TpakT. [IpunoxxenueTo Ha kab03aHTHHUO TPsAOBa ce MpeKpaTH MPH MALMEHTH, IPU KOUTO ce mosisu CY
nepdopanus wim GucTyiaa BbB Wi u3BbH CU TpakT.

TpombeMOOTUYHY CHOUTHUS

Hab6monaBanu ca chOUTHS HAa BEHO3CH TPOMOEMOOIN3HM, BKIIFOUUTEITHO OSI0apo0OeH eMOOIH3BM U
cbOUTHA Ha apTepualieH TpoMOeMOOoIn3bM, IOHSIKOTa JIETAIHH, IIPH yoTpeda Ha Kab03aHTHHHO.
Kabo3anTiau6 TpsOBa na ce U3Mo3Ba ¢ MOBUILICHO BHUMAaHHUE TPH MALIUCHTH, N3JI0)KEHH Ha PUCK OT
WM C aHaMHe3a 3a TakuBa chrOouTHs. [IpunoskeHnero Ha kKabo3aHTHHHUO TPsIOBa 11a Ce MPEKPATH IIPH
HAaIUEeHTH, IPH KOUTO HACTBIIN OCTHP MH(APKT Ha MHOKApAA WK APYTO KIMHUYHO 3HAYNMO
apTepUaIHO TPOMOEMOOIMYHO YCIOKHEHHE.




Kspeene
Hab6momaBaHo € Te)XKO KbpPBEHE, IIOHAKOTA JICTATHO, TIPH YITOTpeOda Ha kabo3anTuHUO. [1pn

MAIMCHTUTE C JOKA3aTeJICTBA 3a 3aciAraHe Ha TpaxesTa Wik OpOHXUTE OT TyMOpa WU aHaMHe3a 3a
XEMOIITHU3a, MPEN 3aII0YBaHE Ha JICYCHUETO C KaOO3aHTHHUO TPsAOBaA J1a Ce U3BBPIINA BHUMATEITHA
orieHka. Kabo3aHTrHMO He TpsOBa Jia ce Ipuiiara Mpu MafeHTH ChC CEPUO3HO KbPBEHE HITH
CKOPOIITHA XEMOTITH3A.

AHCBDI/ISMI/I " apTepUaJIHU JUCCKAITNHU

M3non3BaneTo Ha wHXHOUTOPH HA BT Ha VEGF npu manueHTH che Wit 6€3 XUIEPTOHMS MOXKE J1a
MOJIMOMOTHE 00pa3yBaHeTO HA aHEBPU3MHU W/WIIH apTepuanHu qucekarun. [Ipenu 3anmouBanero Ha
JiedueHue ¢ Kab03aHTHHUO, TPsiOBa BHUMATEITHO J]a C€ MPELIEHU TO3U PUCK ITPH MAIUCHTU C PUCKOBU
(hakTOpH KaTO XUIMIEPTOHUS WIH aHAMHE3a 32 aHeBpU3Ma.

Cromamno-upeBau (CY) napymenus

Huapusi, TafieHe/oBpbIIIaHe, HAMAaJIeH alleTUT U CTOMATHT/00JIKa B yCTaTa ca HIKOHM OT Hai-4ecTo
ChOOIIIaBaHUTE HEXKeJIaH! peakiuy oT crpaHa Ha CY TpakT (Bxk. Touka 4.8). TpssOBa He3a0aBHO 11a ce
npeanprueMaT MEAULIUHCKH TPHKH, BKIIOUUTETHO OAIbPKAIIA Tepanus C aHTHEMETHLH,
AHTUMAPUIHYU CPEJICTBA WM aHTHAIIUH, 32 J]a Ce MPEIOTBPATH IEXUAPATAIUS, SIEKTPOIIUTCH
nucOanaHce v 3aryoa Ha Terio. Tps0Ba f1a ce 0OMHUCIN MPEKbCBAaHE HA MPUIaraHeTo WM HaMaJlsiBaHe
Ha [103aTa, WIK TPaiHO MMpeKpaTsBaHe Ha JICYEHUETO ¢ Kab03aHTUHHO B Cy4all Ha IPOIBIDKUTEITHH
WK TIOBTapsu ce 3HauntenHu CY HexxenaHu peakuuu (Bxk. Touka 4.2).

PaHeBH ycnokHEeHUS

HabnronaBanu ca paHeBH yCIIOKHEHHE ITPH yrnoTpedaTa Ha kKa0o3aHTUHUO. JleueHneTo ¢
Ka003aHTHHHUO TpsIOBa 11a OB IPEKPATEHO TIOHE 28 THU MpeIy TUTAHUpaHa oTepaItus, BKIIOUYNTEITHO
JICHTAJTHA OTlepallys WK HHBA3WBHU JICHTAIHU MPOIEIypH, aKO € Bb3MOXKHO. Pemennero 3a
BBH300HOBSIBaHE Ha JICUCHUETO C KaOO3aHTUHHO CIie/] oTepaIus TpsOBa /la € OCHOBAHO HA KIIMHUYHA
MIPeIIeHKa 3a aJIeKBATHOTO 3a3/ipaBsiBaHe Ha paHara. Kabo3anTHHHUO TpsOBa J1a ce MpeKpaTy npu
MAIMEHTH C YCIIOKHEHUS Ha 3a3/[paBsSBaHETO HA paHaTa, U3UCKBAIIW MEJUIINHCKA HHTEPBCHITHSL.

XUIMEePTOHUS
HabmonaBaHa € XUIepTOHMSI, BKITIOYUTEIIHO XUTICPTOHUYHA KpU3a, IPH yIoTpeda Ha Kabo3aHTHHHMO.

KpsBHOTO Haysrane TpsOBa qa 6b11e 100pe KOHTPOJIUPAHO MIPEIH 3arl0YBaHEe Ha JICUSHUE C
ka0o3aHTHHUO. Crie/1 3arovBaHe Ha MPUEM Ha Ka003aHTUHUO KPHBHOTO HaNSTaHe TPsiOBa 1a ce
MPOCIIesABa OT HAYaJI0TO Ha JICYSHUETO U PEIOBHO CJIe] TOBA U Ja Ce JIEKyBa IIPU HEOOXOIUMOCT C
MOJIXO/IAII1a AaHTUXUIICPTCH3UBHA Tepanus. B cilydaii Ha mepcucTUpala XUIePTOHUS, BBIPEKU
ynorpebaTta Ha aHTHXUTIEPTECH3UBHO CPEJICTBO, JICYCHUETO ¢ Ka003aHTUHUO TpsAOBa 1a Obie
MPEKPATEHO 0 OBJIaJsBaHE HA KPbBHOTO HAJIATaHe, ClIe] KOSTO MPHIOKEHUETO Ha KabD03aHTHHUO
MO3Ke J1a ObJle Bh30OHOBEHO ¢ HamMaJieHa J103a. [IpuiokenneTo Ha kabo3aHTHHHO TPsOBa 1a ce
MIPEeKpaTH, aKo XUMIEPTOHUATA € TeXKKA U TIepCUCTHpaIna, 0e3 Jia ce MOBIUABA OT
AHTUXUIIEPTEH3MBHOTO JICYCHUE U HAMAJISIBAHETO Ha J103aTa Ha Ka0o3aHTHHKMO. B ciyuait Ha
XUTEPTOHNYHA KpH3a, IPUIOKEHUETO Ha Ka003aHTUHHO TpsIOBa /1a ce cripe.

Ocreonekposa
Hab6monaBanu ca cpOnuTHs Ha ocTeoHekpo3a Ha gemoctta (OHY) npu ynorpedara Ha ka003aHTHHUO.

[Ipenu 3amouBaHe Ha JeueHHE C KAOO3aHTHHUO, KAKTO M IEPUOIUYHO MO BpeMe Ha JICYEHUETO C
ka003aHTHHHO, TPsIOBA Ja ce M3BBPINBA MpeETIie] Ha ycTaTa. Ha manmmenture TpsiOBa na ce mamat
yKa3aHHUs OTHOCHO IOJIbPKAHETO Ha ycTHAaTa XurvueHa. Jleuenuero ¢ kabo3zaHTuHuO TpsiOBa na ce
crpe moHe 28 THU Mpeau IUIaHKUpaHaTa JeHTalHa ONepalys WM MHBa3UBHU JCHTAIHHU MPOLENYPH,
aKo € Bb3MOXKHO. Tps0Ba 1a ce 0OpbIla NOBUIIEHO BHUMAHHUE MIPY MALMEHTH, TOIyYaBalll CPEICTBa,
cebp3anu ¢ OHY, xato budocdonaru. Jleuenuero ¢ kabozaHTHHHUO TPsIOBa J1a ce PEKPATH MPH
naueHTu, kouro nomydat OHY.

CHHIpOM Ha NaMapHO-TIAHTApHA EPUTPOIH3ECTE3 s
Hab6momaBas e cuHapoM Ha ImanMapHo-TuianTapHa epurpoamusectesus (PPES) mpu ymorpeba Ha
kabo3zanTuHnO. TpsiOBa fa ce 0OMUCITH MPEKBCBAHE Ha JIEYCHUETO ¢ Kab0o3aHTHHMO npu Texbk PPES.




B1b300HOBSIBAaHETO HA JICUCHHUETO ¢ Kabo3aHTHHHUO TPsiOBa J1a ce M3BBPIIIH C ITO-HUCKA 1032 MIPH
ot3By4aBane Ha PPES no crenen 1.

IIpoTeunypus
Hab6monaBana e mpoTenHypHs IpH yrmoTpeda Ha kabo3aHnTrHUO. [lo BpeMe Ha jiedeHue ¢

Ka003aHTUHHO TpH6Ba Ja CC U3BBPIIBA PCAOBHO IMPOCICAABAHC HA TPOTCUHUTC B ypHUHATA. HpI/IeM’LT
Ha Ka003aHTUHHO Tp$16Ba Ja CC MPCKpaTu NpH NMAUCHTU, IPHU KOUTO CC NIOSABU He(l)pOTI/I‘-IeH CUHAPOM.

CuHapoM Ha mocTepruopHa odpaTrMa eHnedanonaTus

[Ipu ynotpeba Ha kabo3aHTHHHUO ¢ HabII0AaBaH CHHAPOM Ha MOCTEpHOpHa obpaTtuMa eHnedatonarus
(PRES). To3u cunapom TpsOBa ja ce B3eMe MPEABU ITPH BCEKH MAIUCHT ChC CHMITTOMH, HACOYBAIIH
KBbM Ta3M ANArHo3a, BKIIOYBAIIN I'bPUOBE, IIIABOOOINE, 3pUTEITHN HAPYIIEHNUsI, 00bPKaHOCT HIIN
npoMeHeHa neuxuyHa QyHkuus. Jledenuero ¢ kabo3aHTHHUO TPOBa J1a ce MPEKpaTH MPU HaLUEHTH C
PRES.

Yaomkasane Ha QT unTepBana

Ka6o3anTian6 TpsOBa na ce M3MoII3Ba ¢ MOBUILICHO BHUMAHKE IPH MAlUCHTH ¢ aHaMHe3a 3a
yabmkaBane Ha QT mHTEpBaia, MAIMEHTH, KOUTO IIpUEMaT aHTHAPUTMUYHU CPEJICTBA, WIIH MAI[HEHTH
CBhC CHOTBETHO MPENIIECTBAIIO0 ChPACIHO 3a00sIBaHe, OpaTuKapans WIM HapyIIeHUs Ha
enexkTponuTHUs Oananc. [Ipu ynorpebara Ha kabo3aHTHHUO TpsOBa Ja c€ OOMUCIIU IEPUOIUITHO
mouuTopupane Ha EKI" u enekTponutute (cepyMeH KaaIuil, Kauil 1 MarHe3nii) TI0 BpeMe Ha
nedeHneTo. ChIIbTCTBAIIOTO JICUCHHE Che CTHM nHXHOUTOpH Ha CYP3A4, konTo Morar ja yBean4ar
TUTa3MEHUTE KOHLIEHTPALHN Ha Kab03aHTHHUO, TPAOBa Ja ce mpuijiara ¢ OBUIICHO BHUMaHHE.

Wuanykropu n naxuouropu Ha CYP3A4

Kab6ozaatuanb e CYP3A4 cyberpar. EqTHOBpEeMEHHOTO MPUIIOKEHUE Ha KAOO3aHTHHHUO CHC CHITHHS
naxuouTop Ha CYP3 A4 KeTOKOHA3011 BOAM JIO YBEIMYaBaHE HA TUIa3MEHATa SKCIIO3UITUS Ha
kabo3aHTHHNO. Heo0X01MMO ¢ MOBHUIIIEHO BHUMAaHUE MPU MPUIIaraHeTo Ha KaO03aHTUHUO ChC
cpencTBa, KouTo ca cwiiHu naxuouTopu Ha CYP3A4. ETHOBpEMEHHOTO TIPIIIOKEHHAE Ha
Ka003aHTHHUO cbe criTHUA UHIYKTOp Ha CYP3 A4 pudaMnuuny Boau 10 HaMansBaHe Ha IJIa3MeHaTa
eKCIIo3uIs Ha Kabo3aHTuHUO. [lopaan ToBa MPOBIHKUTEIHOTO MPHUIaraHe Ha CpPeJICTBa, KOUTO ca
cunan uaaykropu Ha CYP3 A4, ¢ kabo3aHTHHHO TpsiOBa 1a ce u3bsrea. (Bx. Touku 4.2 u 4.5)

Cyb6ctparu Ha P-riMkonpoTenHa

Ka6ozaatuanb e naxubdurop (ICso = 7,0 uM), HO He € cyOCTpaT Ha TpaHCIIOPTHATA aKTUBHOCT Ha
P-rmuxonporenna (P-gp) B niBynocodHa TectoBa cuctema ¢ m3nomsBane Ha MDCK-MDR1 kineTkw.
CrnenoBatenHO, Ka003aHTHHUO MOXKE Ja MPUTEkKaBa MOTSHIINAN 32 YBEIMYaBaHe Ha TUIa3MCHUTE
KOHIICHTpAITNH Ha eTHOBPEMEHHO MPIIIOKEHH cyOCcTpaTn Ha P-gp. Yuactauinre TpssOBa na 6b1at
IpeaynpeaeHd OTHOCHO npueMa Ha P-gp cyOcrpar (Hamp. pekcodheHaanH, aluCKUPEeH, aMOPUCEHTaH,
JlaburaTpaH eTeKCHIAT, JUTOKCHH, KOJIXUIIMH, MapaBUPOK, TT03aKOHA30J1, PAHOJIA3HH, CAKCATTUIITHH,
CUTArJMIITHH, TAJMHOJOJ, TOJBANTAH), IOKATO MOTy4YaBaT Kab03aHTHHHUO.

Muxuduropu Ha MRP2

[Ipunaranero Ha uaxuOUTOPY HAa MRP2 MoXe a moBezie 10 MOBUIIaBaHE HA TUTA3MEHUTE
KOHIICHTpaIiu Ha kabo3anTuHHO. [lopanu ToBa TpssOBa 1a ce 00pbhila 0COOCHO BHUMAaHUE MPU
eaHOBpeMeHHaTa yrnorpeda Ha MRP2 unaxubutopu (Harp. MUKIOCIIOpUH, ehaBUPEHII,
EMTPHUITUTAONH).

ITomomHO BenecTBO

Hampuui

To3su nekapcTBeH MPOAYKT ChABPXKA Mo-Manko oT 1 mmol Hatpwmii (23 mg) Ha Karcyma, T.e. MOXe /1
ce Kaxke, 4e MPaKTUUYECKU HE ChIBbPKA HATPHIL.




4.5 B3aumopeiicTBHe ¢ APYIrH JeKAPCTBEHU NMPOAYKTH U APYrd (popMu HA B3anMoaelicTBUE

E(i)CKTI/I Ha Jpyry JCKAapCTBCHU IIPOAYKTH BHPXY Ka003aHTUHHO

HUnxubumopu u unoykmopu na CYP3A44

IIpunaranero Ha cuaus naxuoutrop Ha CYP3 A4 kerokonason (400 mg aHeBHO 3a 27 THA) HA 37paBH
JI0OpOBOJIIIM HaMalIsiBa KIMPhHCA Ha kKa003aHTUHUO (¢ 29%) 1 yBennuaBa 1mia3MeHa eKCIO3HIUS TPy
eqnanyHa 1032 kabo3aHTHHUO (AUC) ¢ 38%. Ilopaau ToBa KbM €THOBPEMEHHOTO NPUIIOKEHHUE HA
cran naxuouTopu Ha CYP3 A4 (Hamp. puToHaBUP, UTPAKOHA30JI, EPUTPOMUITIH, KIIAPUTPOMHUIIUH,
COK OT rpeindpyT) ¢ kabo3aHTHHUO TPsAOBA J1a CE MOIX0XK/Ia C TIOBUIIICHO BHUMAaHUE.

[Ipunaranero Ha cuaus HAYKTOp Ha CYP3 A4 pudammuima (600 mg nueBHO 3a 31 nHM) HA 3/IpaBH
J0OpOBOIILM YBENINYaBa KIMpbHCA HA KaO03aHTUHUO (4,3-KpaTHO) M HaMaJsiBa M1a3MeHa EKCIIO3HULUS
npu exuHrYHA 1032 Ka003aHTHHUO (AUC) cbe 77%. [IpoabIKUTEIHOTO €AHOBPEMEHHO MIPUIIOKEHHE
Ha cuHU uHAYKTOpH HA CYP3A4 (Hanp. denutonn, kapbamasenuH, pudamMiuiyH, GeHodapouTan
WM OWIJIKOBH TIpETapaTy, ChIbPIKAIIN XKBIT KaHTApUOH [Hypericum perforatum]) ¢ kab03aHTHHUO
TpsOBa 1a ce n30sTBa.

Cpeocmea, npomensiyu cmomawnomo pH

EnHOoBpeMeHHOTO NpriiokeHne Ha nHXuOuTOpa Ha mpoToHHaTa romma (UI1IT) ezomenpazon (40 mg
JHEBHO B MIPOABJDKCHUE HA 6 THU) ¢ €AUHUYHA 1032 Ka0o3aHTHHUO oT 100 mg npu 3apaBu
JOOPOBOJIIIM HE OKa3Ba KIMHUYHO 3HAYMM €(eKT BhpPXY IIa3MeHaTa eKCIO3HIIUS Ha Ka003aHTHHHIO
(AUC). He e HeoOxonuma KOpeKLUs Ha 103aTa IPH €AHOBPEMEHHO NPHUIIOKEHUE Ha CPENICTBATA,
npomeHsmu ctoMmarraoTo pH (Hamp. UIIIT, H2-penenTopHu aHTaroHUCTH M aHTUALWIHU CPECTBA), H
Ka003aHTUHUO.

Huxubumopu na MRP2

In vitro nanHUTE TIOKa3BaT, ye Kab0o3aHTHHHO € cyOcTpar Ha MRP2. [Topaan ToBa mpunaraseTo Ha
uaxubutopu Ha MRP2 Moxe na noBezne 10 MOBUILIABaHE Ha IUIa3MEHUTE KOHLEHTPALUH Ha
Ka003aHTUHUO.

Ceksecmpanmu Ha HCAbYHUME KUCETUHU

CekBeCcTpaHTHUTE Ha KITbYHUTE KUCEIHHU, KATO XOJIECTUPAMUH U XOJIECTArell, MOXe J1a
B3aUMOJICHCTBAT ¢ KaO03aHTUHUO U 1a IOBIMABAT abcopOrmaTa (nin peabcopOuusiTa) u o TO31
Ha4YWH J1a JOBEAAT JI0 MOTEHITMAIHO HaMaJeHa eKCIO3UITHUS (BX. Touka 5.2). KnuHuyHOTO 3HaYeHHE Ha
TE€3H NOTEHIMAIHN B3aUMOAEHCTBHS HE € U3BECTHO.

Edexru Ha kab03aHTHHUO BEPXY JIPYTH JICKAPCTBEHU IPOJYKTH

EdexThT Ha Ka003aHTHHUO BbPXY (hapMaKOKHHETUKATA HA KOHTPALICTITHBHUTE CTEPOHIN HE €
npoyuBaH. Thil KATO HE MOKE JIa CE TAPAHTUPA HETIIPOMEHEH KOHTPAIIEIITHBEH eEKT, ce MpernopbuBa
JOMBJIHATENICH KOHTPALICTITUBEH METOI, KATO OapHepeH METOI.

[Topanu BUCOKUTE HHMBA HA CBBhpP3BaHE Ha cabozantinib (Touka 5.2) ¢ MmIa3MeHUTE TPOTCHHH
IIpU B3aUMO/IEHCTBUE C Bap(hapHH € Bb3MOXKHO U3MECTBAHETO MY OT IJIa3MEHHUTE MTPOTEHUHHU.
B ciyuaii Ha TakaBa komOuHanus, INR cToliHocTu TpsiOBa 1a ce Habmo1aBarT.

Cybcmpamu na P-enuxonpomeuna

Kab6ozantunn6 e naxudurop (ICso = 7,0 uM), HO He e cyOcTpaT Ha TpaHCTIOPTHATA aKTUBHOCT Ha
P-rnuxonporenna (P-gp) B ABymocouHa TectoBa cucrema ¢ usnonsBane Ha MDCK-MDR1 knetku.
CrnenosaresHo, ka003aHTUHUO MOXKE /1a IIPUTEXkKaBa MOTEHLIMAJ 3a YBEJINYaBaHE Ha IJIa3MEHUTE
KOHILIEHTpAIMX Ha €THOBPEMEHHO NPUIIOXKEHH cyOocTpaTtu Ha P-gp. YuactHunure TpsOBa na Ob1aT
npeaynpeaAeHd OTHOCHO mprueMa Ha P-gp cybctpat (Hamp. ¢excodenannt, anuckupeH, aMOprCceHTaH,
JaduraTpaH eTeKCUIaT, AUTOKCUH, KOJIXUIMH, MapaBUPOK, II03aKOHA30J1, paHOJIAa3UH, CAKCATJIUIITHH,
CUTAaTIIUITHH, TATHHOJOJ, TOJIBANITAH), IOKATO TOJy4aBaT KaOO3aHTHHHUO.



4.6 @epTUINTET, OPEMEHHOCT U KbpMeHe

2KeHnu ¢ neTepo/ieH NOTEHIMA/KOHTPAIICTIINS TPH MBKE U JKEHU

Ha sxenure ¢ neTepoieH noTeHIMaI TPSOBa Jia ce Aajie ChBET Ja N30ATBaT OPEMEHHOCT, IOKATO
npueMar ka6o3aHTHHUO. [[apTHROPKUTE Ha MAIIMEHTH OT MBXKKH I10JI, KOUTO TIpUeMaT Kab03aHTHHHUO,
ChINO TPsAOBaA Jia M30rBaT OpemMeHHOCT. TpsOBa na ce u3non3Bar eEeKTUBHA METOIU Ha
KOHTpAIEIIHsI OT MAIUEHTHTE OT MBKKH U )KCHCKH T0JI, KAKTO U OT TEXHUTE MapTHLOPH 110 BpeMe Ha
JIEYCHUETO U 3a Hal-MaJIKo 4 Mecera clie]] 3aBbpIIBaHe Ha JICYCHUETO. T bl KaTo TIEPOPATHHUTE
KOHTpAICNTUBU BEPOSTHO HE MOTaT J1a ObaT CIYNTAHHM 32 ,,c)EKTUBHH METOAM 3a KOHTPAIICTIIHS , TS
Tpsi0Ba J]a ce U3MOI3BAT 3aeHO C IPYT METOI, KaTo OapuepeH MeTo (Bk. Touka 4.5).

BpemenHocT
He ca npoBexxaanu nmpoyuBaHus ¢ kab03aHTHHUO pU OpeMeHHU jkeHU. [[poydyBaHUsTa TIPU )KHUBOTHU

Mmoka3Bat eMOpro(deTaHu U TepaToreHHu eekTH (Bxk. Touka 5.3). [loTeHIMamHusAT pUCK TIpU XOpa He
e u3BecteH. KabozanTnHHO He TpsIOBa Ja ce mpuiara 1o BpeMe Ha OpeMEHHOCT, OCBEH aKo
KIMHAYHOTO ChCTOSHHE Ha )KEHATa U3UCKBA JICUCHHE C KaO03aHTHHUO.

Kspmene
He e u3BecTHO nanu kab03aHTHHUO ¥/WJIM HETOBUTE METa0OJIUTH ce EKCKpeTHpaT B KbpMarta. [lopaau

BB3MOXXHHTE BpeIHHU e(heKTH BHPXY KbpPMaueTo, MalKUTE TPsIOBa Ja MPEKPaTAT KbPMEHETO 110 BpeMe
Ha JICYeHHETO ¢ KaDO3aHTUHMO, KaKTO U 3a Hal-MaJKo 4 Mecela ciell 3aBbpILIBaHe Ha JICYCHUETO.

DepTUnuTert
Hsama naHHY OTHOCHO (pepTHIIUTETA P X0pa. Bb3 0OCHOBa Ha HEKIIMHUYHUTE TaHHU 32 0€30MacHOCT

(bepTIINTETHT MIPHU MBXKETE U KCHUTE MOXKE J]a € KOMIIPOMETHpPA OT JICUSHHETO C KaOO3aHTHHUO (BIK.
Touka 5.3). Kakto Ha MBbkeTe, Taka U Ha JKEHHUTE TPsOBa Jia ce JaJie ChBET Ja ce KOHCYJITHpAT U J1a
0OMUCITST 3ara3BaHe Ha PEPTHIIUTETA MIPEIU JICUCHHUETO.

4.7 EdexkTH BbPXY CIOCOOHOCTTA 32 1I0(pupaHe U padoTa ¢ MAIIIUHU

Kabo3anTiHHO MOBIMSIBA B MaJKa CTEIIEH CIIOCOOHOCTTA 3a modupaHe u padoTa ¢ MaITUHH.
Hexxenanu iekapcTBeHH PeaKIMK, KaTO yMOpa U CJIaboCT, ce CBbp3BaT ¢ kabo3antuuud. [lopamu ToBa
TpsiOBa Jia ce mpenopbya o0pblllaHe Ha 0cOOEHO BHIUMaHKE NpH 1modupane 1 padoTa ¢ MalluHH.

4.8 Hexenanu JekapcTBeHH peaKIUU

Pesrome Ha npoduiia 3a 6€300aCHOCT

Haii-gecTute cepro3HN HEXKEIAHU JICKAPCTBEHHU PEAKIUK, CBhP3aHH ¢ Ka0O3aHTUHUO, ca ITHCBMOHUS,
BB3MAJICHUE Ha JIMTaBUIIUTE, XUITOKAIIIEMHs, Aucdarus, qexuapaTalius, 0e10apooeH eMOOIU3bM U
XunepToHus. Haii-uecTuTe HexeaHu peakiiu OT KOSITO | Ja € cTeneH (HabnroaaBanu npu none 20%
nanueHTuTe) BrouBat auapus, PPES, HamansBane Ha TernoTo, HamMaleH aneTuT, TajieHe, yMopa,
JU3rey3us, IpOMsiHA Ha I[BETa Ha KOcaTa, XUIIEPTOHMS, CTOMATHUT, 3alleK, IIOBPbhILAHe, Bb3MMaJICHHE Ha
JIUTaBULINTE, aCTCHUSI U AUCHOHUS.

Haii-uecture 1abopaTopHU OTKIIOHEHH ca IOBHIIIEHA acniapTaT amuHoTpancdepasza (AST),
MIOBHUIIIEHA allaHuH aMuHoTpaHcdepasza (ALT), nosuineHa ankanHa ¢pocharaza (ALP), mumdbonenus,
XUIMOKAILUEMHUs1, HEYTPOIIEHUS], TpoMOouuTONeHHs, XunodochaTemus, XUnepommpyonHemus,
XHUIOMAarHe3ueMus U XUIOKaJIeMUSI.

CIUCHK HA HEXKETAHUTE PEAKIIUU B TAOJIMYCH BUJT

Hexenanute nexkapcTBeHH peaknuu ca n3dpoeHu B Tabmuma 1 o cucTeMo-opraHHH KIIACOBE U
kareropus dectora mo MedDRA. YectotuTe ca 6a3upany Ha BCHIKU CTENICHU U c€ IehUHUPAT KaTO
MHoro gectu (>1/10), uectn (>1/100 mo <1/10); mewectu (>1/1 000 no <1/100) ); c Heu3BeCcTHA
yecToTa (OT HATMYHUTE JaHHHU He MOJXKe J1a ObJie HaripaBeHa OIieHKa). B paMKuTe Ha BCSKO rpymHUpaHe
0 YECTOTa, HeXKETIAHUTE PEAKIIMH Ca MPEACTABSHU B HU3XO A PEJI IO OTHOIICHUE Ha TAXHATa
CEpUO3HOCT.




Tabauna 1: He:kelaHu peakiium, ChoOIIeHH ¢ KA003aHTUHUOD

Nudexunu u nndecranuu

Yectn abcrec” (BKIIFOUUTENHO BUCLIEPANIEH, KOKA, 350), THEBMOHUS, (POJMKYIIUT, bOUYHA
uHbeKnys (BKIYATEIHO KOJKHA, OpajaHa, TCHUTAIHA)

Heuectu Acnieprusiom

Hapymenusi Ha eHI0KPHHHATA CHCTEMA

Yectn XUNOTHPOUIAN3IBM

Hapymienuns Ha MeTa00J1M3MAa H XPaHEHETO

MHoro uectu HaMaJIeH aleTUT, XUMOKAJIIEMUs®, XUIMOKINEMHS", XUIIOMarHe3nuemMus”

Yectu JEXHPATALNS , XMIIOATO0yMUHEMHUS®, XUIepOMIpyounemus’, xunodocharemus®
Icuxuynn HapyLeHus

Yectn 0E3IMOKONCTBO, JIEMTPECHs], ChCTOSTHUE Ha O0OBPKAHOCT

Heuectn HEeOOWYaliHN CHHUINA, JCITHPUYM

HapymeHusi Ha HepBHATa cHCTeMa

MHoro uectu JM3Tey3Hsl, TIaBo0oIIne, 3aMastHOCT

YecTn 11epe0pOBACKyIapeH MHIMACHT , IepudepHa HEBPOATHSl, TAPECTE3HS, arey3us, TPEMOP
Heuectn aTakcysl, HapyIIeHO BHIMaHNE, XenaTaaHa eHiuedanonaTys, 3aryoa Ha Ch3HaHUE,

HapYyILIEHHE HA TOBOPA, CHHAPOM Ha IMOCTEPUOPHA 0OpaTHMa eHIe(atonaTus

Hapymennst Ha ouuTe

Yectn 3aMbBIJICHO 3pCHHUC

Heuectn KaTapakTa, KOHFOHKTUBUT

Hapymenus Ha yXoT0 1 JJaOUpPHHTA

Yectn 00JKa B YXOTO, THHHUTYC

Heuectn XHUMoaKky3us

CbpaeuHn HapylIeHHsI

Yectu aTpuaiHa GuOpIIanys

Heuectn AHTMHA TIEKTOPHC, CYTIPABEHTPUKYJIAPHA TAXUKAPIUS

C HeusBecTHa uH(apKT Ha MHOKap/a

4ecToTa

Cb10BH HApYLIEHUS]

MHoro gecTn XUIIEPTOHHS

Yectr Xunoronus™, 1p1060Ka BeHO3Ha TpoMbo3a’, BEHO3HA TpoMO03a”, apTepuanna Tpombo3a’,
OreIHOCT, TIepudepHa CTyICHIHA

Heuectn XUIEPTOHUYHA KPU3a®, apTepHaIHa eMOOIHs

C HeusBecTHa AHEBPU3MH M apTEPHATHH JUCEKALMH

4ecToTa

PecnupaTopHH, IPbIHA U MeIHACTHHAJIHH HAPYIICHUSI

MHoro yectH aucdonus, opodapuHreanta 0oika

Yectn (HuCTyNIa M3BBH CTOMAIIHO-YPEBHUS TPAKT (BKIIOUMTENHO TPaXeasHa,

ITHEBMOMEIMACTUHAJIHA, Tpaxeoe3o(areaana), 6eno1po0oeH eMOOIU3bM , KbPBEHE OT
JMXATENHUTE TbTHINA (BKIFOYUTEIHO OEN0APOOHO, GPOHXHAIHO, TPAXEAIHO),
ACIHMPAIMOHHA THEBMOHHMS

Heuectn aTelneKkTasa, papuHreaseH OTOK, THEBMOHUT, ITHEBMOTOPAKC

CToManiHo-4YpeBHM HApYIICHHSA

MHoro yectn nMapus, rajieHe , CTOMATHT, 3allekK, MOBPbILAHE , KOPEMHA OOJIKa”, TUCTIencHs, quc(arus,
[JIOCOUHUS

Yectu CTOMAIITHO-YpeBHA Mep(oparys, CTOMAIIHO-YpeBHa PUCTYJIA , CTOMAIIHO-UYPEBHO
KbpBEHE, TAHKPEaTHT, XeMOPOUIH, aHaTHa (HUCypa, Bh3NAICHUE HA aHyCa, XCHIIUT

Heuectn Ezodarut

XenaToOMJIHAPHHU HAPYIICHHSA

Yectu | Xozaenuruasa




Hapymemm Ha KO’KAaTa M NOAKOKHATA ThbKAaH

MpHoro gectu

CHHIPOM Ha MaJIMapHO-TIAHTApHA €PUTPOIU3ECTE3NS , MPOMSHA Ha IIBETA HA KOCATa,
00pHB, cyXa KoXka, JIONEIHs], EpUTEM

Yectn XUIICPKEpaTo3a, akHEC, MCXYPU, a6HOpMCH PAacCTCK Ha KOCa, eKC(i)OJ'II/IaI_II/I}I Ha KoOXXara,
XHUIIOIIMTIMCHTAIM Ha KOXXKaTa

Heuectn KOXXHHU s3BH, TCIICAHT CUKTA3HsA

C HeusBecTHA KOXXCH BAaCKYJIHUT

qCCTOTa

Hapymemm Ha MYCKYJHO-CKeJIeTHATA CUCTEMA U CbE¢/IMHUTE/IHATA ThbKAaH

MpHoro uectu

apTpajrus, MyCKyJIHHU Clla3MH, OOJIKa B KpaliHUK

Yectu

MYCKYJHO-CKCJIICTHA 0oJka B 00IacTTa Ha IpbAHNA KOIII, OCTCOHCKPO3a Ha ‘leJ’IIOCTTa*

Heuectn

Pabnommonnsa

Hapymenns Ha 0bOpenuTe M MMKOYHUTE MHTHINA

Yectu

IIPOTEUHYPHS , IU3YPHUS, XEMATYPHs

Heuectu

octpa OBOpedHa HETOCTATHUYHOCT

Hapymenusi Ha Bb3NPON3BOIUTEHATA CUCTEMA H I'bpPAaTa

Heuectu

| AMCHOPCH, BArHAJIHO KbPBCHC

OO0 HapyuieHus ¥ edeKTH HA MACTOTO HA MPUWJIOKEHHE

MpHoro gectu

yYMOpa, BE3NAJICHHUE HA JIMTABUIIUTE, ACTCHUA

Yectn HApYIICHO 3a37paBsBaHe HA PaHA , BTPUCAHE, OTOK HA JIULIETO
Heuectn KHCTa, JIUIeBa 00JIKa, JIOKAIU3UPAH OTOK
H3caenBanus

MpHoro gectu

MOHIKEHO Tery1o, moBumieHu cepyMan ALT, AST u ALP, nosumern LDH B kpBBTa,
nopumen TSH B kpbBTa™, TPOMOOLHUTONIEHUS

Yectu

TMOBUIICH KPCATUH B KPHBTA, J'II/IM(i)OHeHI/ISIa, HCYTPOHCHI/I}Ia, IMOBHUIIICHA JIMIIa3a

Heuectn

CHKPATEHO aKTUBUPAHO MapIUAaIHO TPOMOOILIACTUHOBO BpeMe, OBULIEH Opoii Ha
eosuHo(uMTe’, yBenuuapane Ha TpoMOOUTHTE?

“Bukte Touka 4.8 Omucanue Ha H30PaHH HEKEIAHH PEAKIMHU 32 OBEUE HH(OPMALIHS.

CrnenHute TEpMUHH ca KOMOMHUPAHH, 3a J]a Ce TIOJTyYHd TTOAXO/ISIIa KaTeTOPH3aIHs CIIOPE]] YeCToTaTa!

2 TToHm>KeHH XeMaToJIOTHYHHU TIoka3aTesu: Jimmdornenus u HamaneH Opoit Ha muMdonutute; HeyTtponeHnus u
HamaJsieH Opoii Ha HeyTpoduianTe; TpoMOOMTONIEHNSI 1 HaMaleH Opol Ha TPOMOOLUTHTE.

5 [ToBuuIeHM XeMaToNOrHYHK napameTpu: [loBumien Gpoii Ha eozuHoPuiuTe U eozunopumus; [lopuiuen Gpoii
Ha TPOMOOIIUTUTE U TPOMOOIINTO3A;

® [ToHmKeHH OMOXMMUYHY MMapaMeTpu: XHUIOaI0OyMUHEMHUs M HaMaJleH ajJOyMHH B KPbBTa; XUMOKAIIUEMHUS 1
HAMaJICH KaJIIui B KpbBTa; XUIMOKATUEMHS U HAMAJICH KAJIUH B KPbBTA; XUIIOMarHe3ueMusl 1 HaMaJICH
Mar"esuii B KpbBTa; Xunodocharemus u HamaseH Gochop B KPHBTA.

" [ToBunieHn OMOXUMHUYHN TTapaMeTpH: XHUIepOmINpyONHEMISI M TOBUIIICH OMIINPYOUH B KPBBTA;
XUNOTHPOUIUIBM U YBEIHUECH TUPEOH] CTUMYJIHPAILl XOPMOH B KPBBTA;

2 KopemHa 00mka, kopeMeH auckoMdopt, 60JIKa B TOpHATA YacT Ha KopeMa U 00JIKa B JI0JTHATA YacT Ha Kopema.
¢ XunepTOHUS U NOBHIIICHO KPBBHO HAJISATaHE.

* XHUIOTOHUS 1 IOHI)KEHO KPBHBHO HaJISTaHE.

* B xnmmHr4HUTE NpoyyBaHus Ha Cometriq He ce cho0IIaBa 3a XUIEPTOHUYHA KPHU3a; YECTOTaTa CE OCHOBaBa Ha
cOOpHHM JIaHHH 32 Ka003aHTHHUO (BKIIIOYMTEIIHO IaHHU 3a TabneTkn Cabometyx 60 mg).

Onrcanve Ha N30paHN HEXKETAHU PEaAKITHH
HabnronaBaHa e cToifHOCT Ha THpouI-cTuMyupanus xopmon (TSH) Hax HopMaTa cien mppBaTa 103a

npu 57% OT manueHTHTe, NprueMaly kabo3aHTHHUO, cripsiMo 19% oT manueHTHTe, IpueManiy
wiane6o (He3aBUCUMO OT M3XOJJHUTE CTOMHOCTH). JIeBeT/ieceT 1 JiBa MPOIIeHTA OT MAIIUEHTHTE B
pamMoTo ¢ mprieM Ha Kab03aHTHHHO ca ¢ MPeIX0AHa TUPSOUIEKTOMISI, a 89% ca mpueMai THPOUIHH
XOPMOHU TIPE/IH MOJTy4aBaHe Ha MPBaTa J03a.
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IToBumenne ot n3xoAHOTO HUBO Ha Kopurupanus QT uatepsai mo Fridericia (QTcF) ot 10-15 ms Ha
neH 29 (Ho He Ha AieH 1) cief 3amouBaHe Ha JICUSHUETO ¢ Kabo3aHTHHUO (¢ 103a oT 140 mg BeAHBK
JTHEBHO) € Ha0JII0/IaBaHO B KOHTPOJIMPAHO KIIMHUYHO NPOYYBAHE IIPH PAKOBH MAIUEHTH (BXK. TOUKa
4.4). To3u eekT He ce CBBP3Ba C MPOMSHA Ha MOP(OIOTHATA HA ChP/ICYHATA BhJIHA WU HOBU
aput™Mud. [Ipy HUKOH OT JIeKyBaHUTE ¢ Ka003aHTUHUO yuacTHHIM He ¢ HaOmoaaBad QTcF >500 ms.

3a mpernopbKu OTHOCHO HAOJIOJACHUETO U JICICHUETO HA CIICAHUTE HEXKEIaH! PEaKIMU, BUKTE TOUKA
4.4: nepdopanuu, GUCTYIN ¥ HHTPpaadAOMHUHAIHHU a0CIIeCH; TPOMOOEMOOIMYHHU CHOUTHS; KbPBEHE;
AHEBPHU3MHM U apTEPHATHH JTUCEKAI[MK; CTOMAIITHO-YPEBHY HAPYIIICHHS;, PAHCBH YCIOKHEHUS,
XUIEPTOHUS; OCTEOHEKPO03a; CHHIPOM Ha MajIMapHO-TUIAHTApHA €PUTPOAU3ECTE3US;, TPOTEHHY P,
CUHJIPOM Ha MOCTEpUOpHA 00paTHUMa eHIehaIonaTusl.

Cro0miaBaHe Ha IOJO3MPAHN HEXKEJIAHU JICKAPCTBEHH PEAKITUH

Cro0mIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHU PEaKIIUHU CIIe]] pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
NPOJIYKT € BaxkHO. TOBa MO3BOJISIBA J1a TIPOIBIDKH HAOIOICHUETO Ha ChOTHOIIIEHHETO TI0JI3a/PUCK 32
neKapcTBeHUs MPoaAyKT. OT MEAUIIMHCKUTE CIISITUAIMCTH CE M3MCKBA Ja ChOOIIaBaT BCAKA
M0JT03UpPaHa HeXKEIaHa PeaKiys Ype3 HAI[MOHAIHA CUCTEMa 32 ChOOIaBaHe, IOCOYCHA B

IIpunoxxenue V.

4.9 Ilpeno3upane

Hsma cnenuduano neuenue 3a npeno3upane ¢ Kab03aHTHHUO U Bb3MOXKHUTE CUMITTOMH Ha
MpeI03UpaHe HE ca YCTAaHOBEHHU.

B cnyyaii Ha mono3upaHo npeno3upane kabo3aHTHHHUO TPAOBA /1a ce CIIpe U J1a ce MPHUIIoKAT
NOJIBPKAIIY Tprkd. TpsiOBa fja ce cnensiT KIMHIYHO-Ta00paTOpHUTE NIOKa3aTelld Ha METa0OINTHTE
MOHE BEJHBXK CEAMUYHO WM CIIOPE]] KIMHUYHATA HEOOXOAUMOCT, 32 /1a CE OLICHST Bb3MOKHHUTE
TEHJIEHIINH 3a poMsiHa. Hexenanure peakuuu, CBbp3aHu ¢ Npeao3upane, TpsOBa Ja ce JIeKyBaT
CUMIITOMATUYHO.

5. ®APMAKOJIOTUTYHU CBOMCTBA
5.1 ®apmakoguHAMHYHH CBOMCTBA

®dapmakoTepareBTHIHA TpyTa: aHTHHEOIIACTHYHH CPEICTBA, MPOTeUHKUHA3HN nHXuOutopu, ATC
xon: LO1EXO07

MexaHu3bM Ha IEUCTBHE

Kabo3anTiHHO € MajKa MOJIEeKyJia, KOSATO MHXHOUpa MHOXKECTBO penenTopHu Tupo3uH kuHasu (RTK),
3a KOUTO CE€ CUMTA Y€ YYacTBaT B pACTEKa HA TYMOPHUTE U aHTHOT'eHE3aTa, TaTOJIOTMYHOTO KOCTHO
peMoenupaHe U MeTacTaTHIHaTa Mporpecus Ha paka. Kabo3aHTHHHO € OIeHEeH 32 HHXUOUTOPHO
JICHCTBYE CITPSIMO Pa3JINYHU KWHA3U U € YCTAHOBEHO, Ue € MHXUOUTOp Ha penentopute Ha MET
(peuenTopeH MPOTEHH Ha XenaTonuTeH pactexeH (akrop) u VEGF (Backynapen ennoTencH
pactexen (akTop). B nombiHeHHe HAa TOBA, KA003aHTUHUO HHXUOUPA APYTH THPOIMHKUHA3H,
BriountennHo RET, GAS6 peneniropa (AXL), perienitopa Ha ctBostoBo-kieTbuHus Gakxtop (KIT) u
Fms-noo6na Tupo3unkunaza-3 (FLT3).

dapmakoanHaMuyHn eheKTH
Kabo3anTiHHO MOKa3Ba 10303aBUCHMO MHXUOMPAHE HA TYMOPHUS PaCTeX, perpecus Ha TyMOpa W/WiH
WHXUOUpaHEe Ha METacTa3ara Mpu MHOXKECTBO MPEIKIMHHYHN TyMOPHH MOJICIH.

EdukacHoct Ha kKa003aHTHHHMO ¢ HaOJII01aBaHa P MAMEHTH ¢ MEAY/IapeH paK Ha IIUTOBHIHATA
skie3a auB Tan win ¢ RET myTtanus.
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

KiuHuyHu faHHY npy MellydapeH paK Ha IUTOBU/IHATA YKIIe3a

HpOBeI[eHO € MHOTOILICHTPOBO, paHAOMHU3UPAHO, ﬂBOﬁHO—CHHHO MMPOYy4YBAHC 3a CPABHCHHUC HaA

kabo3anTrHUO (N = 219) ¢ mane6o (N = 111) npu naumeHTH ¢ Hepe3eKTaObKIIeH JTOKATHO aBaHCUPAI
nu MetactatndeH MTC n oKyMeHTHpaHa PeHTI€HOJIOTHYHA POrpechs Ha 3a00IIBaHe B PAMKUTE

Ha 14 Mecelia npean BKIIOYBaHE B poy4uBaHeTo. OCHOBHATA II€JI € JIa C& CPaBHU IPEIKUBAEMOCTTa 03

nporpecus (I1BI1) npu naunenTuTe, npuemManiy Kab03aHTUHUO, CTIPSIMO MAUEHTUTE Ha TU1ane0o.
Bropuunute 11e11 ca 1a ce cpaBHAT yectoTara Ha o601 otroBop (HOO) u o011aTa IpexUBsIeMOCT
(OI1). Ilpu ouenkara Ha [IBII 1 YOO e n3mon3BaH HeHTpaIU3UpPaH, HE3aBUCHM, 3aCJIETIeH Mperie]] Ha
JaHHUTE OT 00pa3HUTE M3cieABanHus. [lanenTuTe ca JJeKyBaH! 0 Mporpec Ha 3a00JsIBaHETO WK
HEeNPHEMJIMBA TOKCUYHOCT.

PesynrareT ot ananu3a Ha I1BI1, 6a3upan Ha HEHTpaIHUS TpETIe]] 10 KPUTSPUHTE 3a OLICHKA Ha
otrosopa npu conugau Tymopu RECIST, noka3Ba cTaTHCTHYECKH 3HAUMMa pa3ivKa B
npoab/vkuTenHocTTa Ha [1BI1 ¢ kab03aHTHHUO CIIpsIMO TUTale00: MearaHaTa Ha IPOIbIDKUTEIIHOCT €

11,2 Mecena 3a y4aCTHHIIUTE B paMOTO ¢ Kab03aHTHHUO cripsimo 4,0 Mecella 3a Y4aCTHUIIUTE B PAMOTO

¢ mutane6o (crparudunupan koedumueHt Ha puck [HR] = 0,28; 95% CI: 0,19, 0,40; p<0,0001;
®urypa 1). Pesynrarure 3a [1BI1 cu cboTBETCTBAT NPH BCUYKH OLIEHEHH U3XOIHU U IeMOrpad)CKu
MOJrPYIH, BKIIOYBAIIY IPEIXO0AHA TSPAIUsI C TUPO3UHKUHA3HUA UHXUOUTOPHU (KOSITO MOXKE A €
BKITIOUBAJIa CPEJICTBA, HACOUEHH CpeIlly IThTHINATa, CBhP3aHu ¢ aHTH-aHTHoreHe3a), RET myrarmonen
cTaTyc (BKJIFOUUTEIHO YIaCTHHIN C TOKyMeHTHupana jurca Ha RET myrarun), ctatyc 1o oTHOIIEHHE
Ha TPEeAXO0IHA IIPOTHBOPAKOBA TEPAITUs WIIK JIbYCTEPAIIns, WJIK HAJIMYHE HAa KOCTHU METacTa3u.

YOO e cvotBeTHO 27,9% 1 0% 3a yyacTHULIMTE B PaMOTO ¢ Ka003aHTHHUO M PaMOTO ¢ IIanedo
(p<0,0001; Tabauma 2). MenuaHnata Ha TPOABIIKUTEIIHOCT HAa OOEKTUBHUTE OTTOBOpH € 14,6 Mecena
(95% CI: 11,1, 17,5) 3a y4acTHUIIUTE B PaMOTO C KAaOO3aHTHHHUO.

®urypa 1: Kpusa na Kaplan Meier 3a npe:xxusieMmoctra 6€3 nporpecust

—— Cometriq (n=219)

1,0 ITnane6o (n=111)
0,8
S 06
T
=)
3
& 0,4
[
s
0,2
0,0 \ |
0 12 24
Mecenu
Bpoil yuacTHUIM ¢ pUCK
Meceng 0 3 6 9 12 15 18 21
Cometriq 219 121 78 55 31 12 2 1
[Tname6o 111 35 11 6 3 2 0 0

Kpaitaust ananus Ha OIl e u3BbpIIeH ciel Bb3HUKBaHE Ha 218 chOUTHs (CMBPTHH CITydan) U TIOKa3Ba

TEHJICHITUSA 32 yAbJDKaBaHe Ha MEIMaHaTa Ha IMPEKUBIEMOCT 5,5 Mecella B paMoTO ¢ KaOO3aHTHHHO:
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Meauana (Mecenn) 26,6 kabo3anTuauO crpsmo 21,1 mranedo (HR = 0,85 [95% CI: 0,64, 1,12],

p = 0,2409).

®@urypa 2: Kpusa na Kaplan-Meier 3a o0mara npe:xuBsieMoCT

1.1+

- —t—+ Placebo (N=111)
104 “H\H +——+—+ Cometrig (N=219)
09 " .
0.8 - I e
S °7 7 ‘l \\\\-\L\L
£ o6 -
& S \
g 05+ el
() :
A 04 %—ﬂ\
0.3 4 N ‘***w*, ) e
0.2 - '
0.1
OD_I‘\‘I'\‘\'I‘\‘\'\\‘I'I‘\‘I'\‘\"\‘\‘\‘\‘\'I‘\
0 3 6 9 12 15 18 21 24 27 30 33 36 39 45 48 54 57 60 63 66 69
Meceuu
Cometrig 219 202 186 173 162 145 132 124 111 100 91 84 80 76 75 49 40 23 14 5 3 1 o]
Placebo 111 99 89 81 72 64 61 53 52 46 44 41 37 34 32 20 18 11 7 4 1 1 o]
Ta6anuna 2: Pe3roMe Ha OCHOBHHMTE HAXOAKH 32 e(pMKACHOCT
Ka6o3anTuHHN0 Ilnanedo
MenuaHa Ha IPE:KMBAEMOCTTA 0e3 11,2 mecena 4,0 mecena
o (flr eCHsI P HR: 0,28 (0,19, 0,40)
porp p <0,0001
26,6 mecena | 21,1 mecena
ﬁ:g‘:;::e*;; ‘c’f“‘”a HR: 0,85 (0,64, 1,12)
p=0,2409
27,9% 0%
YectoTa Ha 0011 oTroBop” (95% CI) (21,9%, 34,5%)
p <0,0001
IIpoab/zKUTETHOCT HA 0TTOBOPA; 14,6 mecema N/A
meauana (95% CI) (11,1, 17,5)
CTeneH HA KOHTPOJI HA 55,3% 13,5%
3abounBanero ° (95% CI) (48,3%, 62,2%) (7,6%, 21,6%)
OTroBop Ha KAJTUUTOHUH? 47% 3%
P ! (49/104)° (1/40)®
a 33% 2%
Otrosop Ha CEA (47/143)" (1/55)"

2 Otroop = CR + PR

® Crenen Ha KoHTpOJ Ha 3abonsBaneTo = SD+ YOO

® BkrouBa MalMueHTUTEC, OLICHACMH 3a OTTOBOP

RET MyTanmoHEH cTaTyc

Ot 215 yyaCTHUIM C TOCTAaTHYHO JaHHU 32 ONpEeNsIHE Ha MyTaluOoHHUS craTtyc 78,6% (n=169) ca

KJIacu(UIUPaHN KaTo MONOKUTETHH 3a RET myTanus (ot kouto 126 ca monoxwurennu 3a MI18T

myTtanus), a 21,4% (n=46) — karo orpunarennu 3a RET mytanus. [Ipu nompaaurensu 115 ygactaum

HE € OMJI0 BB3MOXKHO OTpeeisiHeTO Ha RET MyTallMOHHUSI CTaTyC U TOM € OCTaHaJl HEU3sICHEH.
Bewnukure Tpu noarpymnu nokassat yBenuueHa [1BI1 B pamoTo ¢ kab03aHTHHUO CHIPSIMO paMOTO €
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miare6o (HR 0,23, 0,53 u 0,30 chOTBETHO 32 MOATPYIIATE HA TOJIOKHUTETHUTE 32 RET MyTanus,
OTPHIIATEIIHUTE U C HEU3BECTEH CcTaTyc). M3aMepeHaTa yecToTa Ha 0OCKTUBEH OTIOBOP B TE3H
MOJIPYIH B MMOBEYETO CIIyYau ChOTBETCTBA Ha pe3ynrarute 3a [IBI1 kato B moarpymute ¢
TIOJIOKUTEIICH, OTPULIATENICH M Hen3BecTeH RET MyTallMOHEH CTaTyC ce HaOJro/1aBa 4ecToTa Ha
OTTOBOP Ha TyMOpa CbOTBETHO 32%, 22% u 25%.

JIOTbTHUTENHHUAT T€HETUYEH aHATN3 TIOKa3Ba, Y€ MAJIKa 4acT OT MallMEHTUTE Ca CbC COMAaTUYHU
TyMOopHH MyTanuu B HRAS, KRAS v NRAS. I1pu Te3n manuent (n=16) ce HaO1r01aBa 3HAYUMO
yabemkaBane Ha [IBI1 (HR 0,15) u yectoTta Ha o6exktuBeH otroBop 31%. IIpu mannenTure ¢
orpuriareneH RET MmyTalioHeH craTyc 0e3 mokasatesctBa 3a RAS myrarmus (n=33) ce HabnronaBa
HaMaJIsIBaHe Ha non3aTa oT kabo3anTuauO no orHomeHue Ha [1BIT (HR 0,87) u mo-aucka yectoTa Ha
otroBop 18% B cpaBHeHME C IPYTUTE MYTAllMOHHU TOATPYIIH.

Hab6mronaBano e 3HauntenHo nogoopenue Ha OIl B moArpymnarta Ha maieHTUTE, TTOJMOKUTEITHH 32
RET MI918T myrarus (n=81/219 pamoto ¢ kabo3antuan0): 44,3 Mecena B paMOTO ¢ KaO0O3aHTHHUO
copsimo 18,9 mecena B pamoto ¢ miauedo (HR = 0,60, p = 0,0255). He e nabaronaBano nogobpenune
Ha OII 3a moarpynure Ha mareHTuTe, oTpunareadu 3a RET M918T u ¢ Hem3BecTeH MyTalliHEH
cTaryc.

®@urypa 3: Anaau3s no meroaa Ha Kaplan-Meier na OII npu yyactanum ¢ RET M918T myrauus

1.1
-~ —+— 1 Placebo (N=45)
104 j_‘ﬁ—h_h— —+—— Cometrig (N=81)
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= 0.7+
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o
[
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0.1
0’07\'\‘\\‘\‘I‘\‘I‘II'I'\'\‘\‘\'\‘\‘I‘I‘II‘I'I'\
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69
Mecenu
Cometriq 81 77 73 67 €65 59 56 54 50 48 45 43 42 39 38 27 24 21 14 7 3 2 1 o]
Placebo 45 42 38 34 31 26 24 20 19 17 17 17 15 14 14 10 9 7 6 4 2 0 Q0 o]

IlenmaTpuyHa DoIyJaanus

EBporneiickara areHius 1o jiekapcTBara oTjara 3aJbJDKEHUETO 3a IMIPEJ0CTaBIHE HAa PE3yJITATUTE OT
MPOyYBaHUATa ¢ KaOO3aHTUHUO B €[HA WJIM [TOBEYE MOATPYIU Ha MeUaTPUIHATA ITOMyIalus 3a
JICYCHHUE Ha 3JI0KAYECTBEHH COJIUIHY TyMOpH (BK. Touka 4.2 3a nH(OpMAaIus OTHOCHO ynotpeda B
MeUATPHSITA).

5.2 ®apMakoKMHETHYHHM CBOICTBA

AOGcopOuus
Crnen mepopaitHO MPHIIOKEHHE HA Ka003aHTUHHUO MTUKOBHUTE TUIA3MEHU KOHIICHTPAIIUK Ha

ka003aHTHHUO ce AOCTHUraT 2 10 5 yaca ciieq npuema. [Ipodunnre mia3MeHa KOHIIEHTPALUA-BpeMe
MOKa3BaT BTOPH MUK Ha a0COpOIHsITa 0K0JI0 24 yaca clie/] MpUilaraHe, KOeTo mpejmnoiara, 4e
ka003aHTHHHO MOXeE J1a IPETHPIISIBA CHTEPOXEIATAITHA PEIUPKYIaIHsL.
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MHOTOKpPaTHOTO MPIWIOKEHHE Ha Kabo3aHTHHUO 140 mg BeIHBXK THEBHO B MPOABIKEHUE Ha 19 mHA
BOJIH JI0 OKOJIO 4- 10 S5-KpaTHO CpeHO KyMyiHpaHe Ha kKabo3aHTuHUO (Ha 6a3zata Ha AUC) B
CpaBHEHHUE C MPUJIATAHETO Ha SIMHUYHA JI03a; CTAI[MOHAPHO CHCTOSIHUE CE ITOCTHUTA OKOJIO JieH 15.

XpaHUTe C BUCOKO ChIbpPKaHNE HAa MAa3HWHU yBEIMYABAT YMEPEHO CTOMHOCTUTE HA Crnax 1 AUC
(cpotBeTHO 41% 1 57%) cipsiMo MpHeMa Ha TIaIHO MPH 3ApaBH T0OPOBOIIIHN, HA KOUTO € MPUIIOKEHA
eMHUYHA repopaiiHa 103a oT 140 mg kabo3antunud. Hiama nnadopmarus 3a TouHus eekT Ha
XpaHaTta, KoraTo ce mprema 1 gac cies mpuiaraneTo Ha Kabo3aHTHHHO.

He e nokazana OMOEKBMBAJIEHTHOCT MEXAY Ka003aHTHHUO moJ GopMaTa Ha KaIlCyjd U nox ¢popmara
Ha TabneTKu cien eauHuydHa no3a 140 mg npu 3apaBu noo6posoiuu. Habmonasa ce 19% nosumenne
Ha Cmax 1ipu Tabs1eTHaTA PopMa (CABOMETYX) B cpaBrenue ¢ karncynmure (COMETRIQ). AUC e
cxonHa npu kabozanTuHUO 1oz gopmara Ha Tabnetkn (CABOMETYX) u noxn ¢popmata Ha Karcyiu
(COMETRIQ) (<10% pa3znuka).

Pasnpenencuue
Ka6o3anTiHn6 ce cBbp3Ba BbB BUCOKA CTEIICH C IPOTEUHUTE i1 Vitro B 4OBEIIKa mia3ma (> 99,7%).

Bb3 ocHoBa Ha nomnyJaironeH GapmakokuneTnueH (PK) mozen, o6emsT Ha pasnpenenetue (V/F) e
oko10 349 1 (SE: £ 2,73%). CBbp3BaHETO C MPOTEHHUTE HE CE TIPOMEHS MPH YYACTHUIIUTE C JIEKO HITH
YMEpEeHO HapylleHHe Ha ObOpevHaTa Win 4epHoIpoOHaTa QyHKIHS.

buotpanchopmanus

Kabo3anTianb ce Metabonmsupa in vivo. B TtazmMara ca HaTMYHU YETUPU METa0OIUTA MTPH
excnozutun (AUC) Hag 10% ot ocHoBHOTO BemiecTBO: XL 184- N-okcH, MPOAYKT OT pa3LenBaHETO
Ha XL 184 amua, XL 184 moHOXxuapokcu cyidat u cyadaT Ha MPOAYKT OT pas3lierBaHe Ha 6-1eCMETHII
amun. Ot nBata HekoHtorupaHu MetadonmTta (XL 184- N-okcua 1 MpOAYKTHT OT pa3IelBaHETO Ha
XL184 amuy), kouto umar <1% OT 1eneBaTa aKTUBHOCT 32 MHXUOUpaHe Ha KMHA3a HA OCHOBHOTO
BEIIECTBO Ka003aHTHHUO, BCekH npezacTapisBa <10% ot oOriara, cBbp3aHa C JeKapCTBOTO, TIa3MEHa
EKCITO3HUIIHSL.

Kab6o3antiau6 e cyocrpat Ha CYP3A4 merabonusma in vitro KaTo HEyTPATU3UPAILIO aHTHTSIIO CPELLy
CYP3 A4 unxubupa odpazysanero Ha merabonura XL 184-N-okcun ¢ >80% npu NADPH-
KaTaJdu3upaHa HHKyOarws B 40BeUIKM yepHoApoOHN Mukpozomu (HLM), 3a pasznuka ot ToBa,
HeyTpanusupamure anturena cpeury CYPIA2, CYP2A6, CYP2B6, CYP2CS, CYP2C19, CYP2D6 u
CYP2EI He oka3BaT BIUsHUE BEPXY 00pa3yBaHETO Ha METaOONUTHTE HA KaOO3aHTHHHUO.
Heyrpammupamute antutena cpenty CYP2C9 nokasBatr MmuHuMaieH eekT BEpXy o0pa3yBaHeTo Ha
MeTabonuTuTe Ha Ka003aHTUHUO (T.e. HamaneHue oT <20%).

EnumMunupane
[Tna3MeHUAT TEepMHUHAJICH MOTYKUBOT Ha KA0O3aHTUHUO B IPOYYBAHUS C SUHIYHA J103a TIPH 31PaBU

no6posonnu e okoio 120 gaca. Cpegausat kimpbHe (CL/F) B craiimoHapHO ChCTOSIHHE IPH PAKOBU
MAIMCHTH € MPUOJU3UTEIIHO olieHeH Ha 4,4 1/h B monynannonen ®K ananus. B pamkute Ha 48-1HEeBeH
TIIEPUOJ] HAa B3eMaHe Ha POOU e equHrYHa 103a *C-ka003aHTHHUO TpH 31paBu JOOPOBOIIIHN

oko110 81% 0T 001110 PHUIIOKEHA PAJIMOKTUBHOCT € Bb3CTaHOBEHA - 54% B m3npaxHenusra u 27% B
ypuHaTa.

dapMaKOKWHETUYHU CBOWCTBA MPU CHCIMATHN TONYIAIUY MAlMSHTH

bvbpeuno yspeocoane

Pesynrature oT mpoy4BaHe MpH MAIMEHTH ¢ ObOPEYHO YBpEkKTaHe coyaT, 4e OTHOIICHUITA Ha Hali-
MaJIKUTE KBaIpaTH Ha CPEJHNUTE T€OMETPHYHHU Ha Ka003aHTUHUO B T1a3Ma, Crax 1 AUCo.inr ca 19% u
30% 1mo-BUCOKH TIPU YYaCTHUIUTE C Jieko Oh0peunHo yBpexaane (90% CI 3a Cmax 91,60% mo 155,51%;
AUCq.inr 98,79% no 171,26%), kakto u 2% u 6-7% mo-Bucoku (90% CI 3a Cmax 78,64% mo 133,52%;
AUCq.int 79,61% no 140,11%) npu y4acTHUIUTE C YMEPEHO OBOPEUHO YBPEKIAHE B CPABHECHUE C
YYaCTHHINTE ¢ HOpMaliHa Ob0pedna (yuknus. [anineHTH ¢ TexKo OBOpEeIHO yBpEKIaHe HE ca
NpOYyYBaHH.
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Yeprodpobuo yepesicoane

Pesynrature oT mpoy4BaHe MpH MAIMEHTH ¢ YEPHOIPOOHO YBPEKIAHE COYAT, e EKCIIO3HITUITA
(AUC.inf) ce yBenmuaBa cb0TBETHO C 81% 1 63% Tpu y4aCTHHIIUTE C JIEKO U YMEPEHO YepHOAPOOHO
yBpexaane (90% CI 3a AUCo.inr: 121,44% 1o 270,34% 3a nexo u 107,37% no 246,67% 3a ymepeHo
yBpexaane). [lanueHTr ¢ TeKKO 4epHOAPOOHO YBPEKIaHE HE ca MPOyYBaHHU.

Paca
JlurncBaT gaHHU 3a onpejensHe Ha paszirka BbB @K Bb3 OCHOBa Ha pacara.

5.3 IlpenkJIMHUYHM JAHHU 32 0€30MACHOCT

Hesxenannte peaknuu, KOUTO HE ce HAOIIOIaBaT NPH KIMHUYHUTE IPOYYBAHUS, HO c€ HaOIr01aBatT
IpY JKUBOTHU NP HUBA Ha €KCIIO3ULINUS, TOJOOHH HAa HUBAaTa Ha KIIMHUYHA €KCTIO3ULHA U € B3MOXKHO
Jla UMaT 3Ha4yeHue 3a KJIMHUYHATA yrnoTpeda, ca KakTo cle/lBa:

B TokcukomornyHu IIpOoy4YBaHWs C MHOTOKPATHO MpujIarale 1npu miIbXoBE€ U Ky4d€Ta C
MPOABIDKUTEIHOCT 10 6 Mecela, LIEIeBUTE OPraHu 3a TOKCHYHOCT ca CY TpakT, KOCTHHUAT MO3BK,
nuMQonIHITE ThKaHHU, OBOpEUTE, ThKAaHUTE HAa HAAOBOPEUHNUTE KIIE3U U Bh3IPOU3BOAUTEIIHATA
cuctema. HuBoto, rpu koeto He ce O6mogaBaT Hexenanu peakunu (NOAEL) 3a Te3u Haxoku, € 1oj
HUBaTa Ha KJIMHUYHA €KCIIO3UIUS TIPU X0pa PH NpeBUACHATa TepalleBTUYHA 103a.

Kab6o3aaTuanb He oKa3Ba MyTareHeH WX KJIACTOTEHEH MOTCHIIUAN IIPU CTaHAapTHA OaTepus OT
TECTOBE 38 TEHOTOKCHYHOCT.

KaHueporeHHUAT moTeHIMal Ha Ka003aHTHHHO € OILICHEeH IpH JBa BUA: rasH2 TpaHCreHHH MHIIKH 1
Sprague-Dawley rurbxoBe. B 2-romuinHo npoy4BaHe 3a KaHIIEPOTE€HHOCT TPH IUTbXOBE, CBBP3aHH C
Ka003aHTHHUO HEOTUIACTHYHN HAXOJIKU C€ ChCTOST OT MOBHUIIIEHA YECTOTa Ha JOOPOKaYeCTBEH
(heOXpOMOIIUTOM, CAMOCTOSITEITHO MJIM B KOMOWHALIUS C MAJIUTHEH (hEOXPOMOIIUTOM/KOMILIEKCEH
MaJIMTHEH (peoXpoMoToM Ha HanObOpeyHaTa MeayJia | IIPH JIBaTa IoJia, IpU eKCIIO3UIINHU J10CTa
MO/ eKCIIO3ULUATA NIPeJHA3HAYeH 3a Xopa. KinHnyHaTa 3HauMMOCT Ha HAaOII0JaBaHUTE
HEOIUTACTHYHH JIC3UH TIPH TUTBXOBE HE € CUTYpHA, HO BEPOSATHO € HucKa. Kabo3aHTHHHO He e
KaplIuHOTeHeH B rasH2 MuIm Moen mpu Majiko Mo-BHCOKa EKCIO3HIIUS, OTKOJIIKOTO MpeIBUACHATA
TCPAINCBTUYHA CKCIIO3ULIM IIPU XOpa.

[IpoyuBanusiTa 3a (epTHINTETA IPH IUTHXOBE MTOKA3BaT HAMAISIBaHE HAa (GEPTHINTETA [IPU MBKKUTE U
xeHckute nHanBuAn. OcBeH ToBa, HAOII01aBa ce XUIIOCTIepMaTOreHe3a Py MBKKH KydeTa [Py H1Ba
Ha €KCIIO3MLMS 1101 HUBAaTa Ha KJIMHUYHA €KCIIO3ULMS IPH XOpa IpH MpeIBUACHATa TepaleBTHYHA
J03a.

[IpoyuBanus 3a eMOpHO-(PETaTHOTO pa3BUTHE ca MPOBEICHH NP TTbX0Be U 3aiiy. [Ipu mrbpxoBe
ka003aHTHHUO NpeTN3BUKBA TOCTUMILIAHTAIIMOHHA 3ary0a, efileM Ha (eTyca, IIermHaTo Heb1e/yCTHH,
JiepMallHa aruiasus ¥ MpevyleHa Wik pyJuMeHTapHa onamka. [Ipu 3aiiny ka003aHTHHUO Npean3BUKBA
MPOMEHHU Ha MEKHTE ThKaHH Ha IJI0Aa (HaMalleH pa3Mep Ha Janaka, MaTbK WX JIMIICBAL CPEACH AT
Ha Oemnust po0) U yBeIMYaBaHe Ha yecToTara Ha oomuTe Mandopmarmu mpu dperycure. NOAEL 3a
eMOpuo-deTamHaTa TOKCHYHOCT M TEPATOTCHHUTE HAXOAKH Ca MO/ KIMHIYHNATE HUBA HA €KCIIO3UIIHS
NpY XOpa MpH NpeABHCHA TepaneBTHYHA J03a.

[Ipn Mnaam TrbXoBe (CpaBHUMO C TIeTHATPUIHA TOIYJIAIKs >2-TOJUIITHA BH3PACT), HAa KOUTO €
MPUJIOKEH Kab03aHTHHHO, ce HAOJI0/JaBa MMOBUIIIABAHE HA MTaPAMETPUTE Ha JICBKOIIUTHUTE, HAMAaJICHA
XeMaToIoe3a, Ch3psiBallla/He3psiia )KeHCKa Bh3IIPOU3BOINTEIHA cucTeMa (0e3 3a0aBeHO BaruHaIIHO
OTBapsHE), AaHOMAJIMH Ha 3601TE, MOHIKEHO KOCTHO MIUHEPATHO ChAbp)KaHNE U IITHTHOCT,
YepHOAPOOHA MUTMEHTAITUS U XUIIEPIUIa3Hs Ha XKITbYHUS KaHall. Haxomkure B MaTkaTa/siyHUIIATE U
HaMaJICHaTa XeMaToIoe3a U3MIIekKIa Ca IPEXOIHH, JOKATO e(heKTUTE BbPXY KOCTHUTE MMapaMeTpH
YepHOApPOOHATa MUTMEHTAIW ca TpaHu. OLEHKH PY MIIaIH ITHXOBE (CPAaBHUMO C MEAHaTpHIHATA
MOy Tanus <2-rOJIUIIHA Bh3PACT) HE Ca H3BBPIIIBAHH.
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6. ODAPMAIIEBTUYHHU JAHHU
6.1 CHoucbk Ha IOMOIIHHUTE BelIeCTBA

Kancyimao chabpKuMo
MukpokpucTaiHa 1eiyno3a
Kpockapmenosa Hatpuit

Harpues HummecTeH rimKoiat

CunuuueB TMOKCH, KOJOUAEH 0e3BoIeH
CreaprHOBa KHCEIIMHA

ChcTaB Ha Karcynara

Kenatuu

Yepen xeneszen okeua (E172) (camo 3a karcynara ot 20 mg)
Uepeen xeneszen okcun (E172) (camo 3a kancymnata ot 80 mg)
TurtanoB muokcun (E171)

IIeyaTHO MacTHIIO

Iemakx

UYepen xenezen oxcua (E172)
[Iponmnenrnukon

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHOCT

3 roauHU.

6.4 Crnenuananm ycaI0BHs HAa CbXpaHeHHe

Ha ne ce cpxpansiBa Hag 25°C.

[a ce cpxpaHsiBa B OpUTHHAIHATA OTAKOBKA, 32 J1a Ce MPEe/a3y OT Biara.

6.5 Buau chabp:kaHue HA ONIAKOBKATAa

Bmucrepu or PVC/PE/PCTFE-AI onno BbB BTOpUYHA TOTUTMHHO 3arevyaTaHa OlaKkoBKa KapTa.
brnucrepnata kapTa chabpiKa HIIH:

21 x 20 mg xancynu (n03a 60 mg/nex 3a 7 1HM)

7 x 20 mg u 7 x 80 mg xancyinu (no3a 100 mg/nen 3a 7 quu)

21 x 20 mg u 7 x 80 mg karcynu (mo3a 140 mg/nen 3a 7 mHM)

OmnakoBka 3a 28 qHH, ChIbpIKaIIa:

84 xancynu (4 6mmcrepru kaptu ¢ 21 x 20 mg) (mo3a 60 mg/nen 3a 28 mHM)

56 xancynu (4 6mmcreprun kaptu ¢ 7 X 20 mg u 7 x 80 mg) (mo3a 100 mg/nen 3a 28 gam)
112 xancynu (4 6nuctepau kaptu ¢ 21 x 20 mg u 7 x 80 mg) (no3a 140 mg/nen 3a 28 nHu)

6.6 CneuuajaHu nmpeanasHu MepKHU NPH U3XBBPJIsTHE

Hewusnon3panusr JICKApPCTBCH NPOAYKT WX OTHAABYHUTC MATCpUAIU OT HETO TpSI6Ba Ja C€ U3XBBPJIAT
B CBbOTBCTCTBUEC C MCCTHUTC N3HCKBAHUA.
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7. HPUTEXKATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Ipsen Pharma

65, quai Georges Gorse
92100 Boulogne-Billancourt
®paHuus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/13/890/001 21 x 20 mg xancynu (no3a 60 mg/nex 3a 7 1HU)

EU/1/13/890/002 7 x 20 mg u 7 x 80 mg xancymnu (no3za 100 mg/nen 3a 7 qun)

EU/1/13/890/003 21 x 20 mg u 7 x 80 mg karcynu (o3a 140 mg/nen 3a 7 nHU)

EU/1/13/890/004 84 karcynu (4 6mucrepuu kaptu ¢ 21 x 20 mg) (n03a 60 mg/neH 3a 28 aHN)

EU/1/13/890/005 56 kancynu (4 6nucrepnu kapti ¢ 7 X 20 mg u 7 x 80 mg) (no3a 100 mg/nen 3a
28 nHm)

EU/1/13/890/006 112 xancynu (4 6muctepan kaptu ¢ 21 x 20 mg u 7 x 80 mg) (mo3a 140 mg/nen
3a 28 mHM)

9. JATA HA ITbPBO PA3ZPEINIABAHE/IIOJHOBSABAHE HA PASPEILIEHUETO 3A
YIIOTPEBA

Jata Ha mepBo pazpemasane: 21 mapt 2014 1.

Jara Ha mocnenHo moxHoBsiBaHe: 11 deBpyapu 2021 T.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

IMoxpoOHa nH(popMaIUs 3a TO3U JICKAPCTBEH MPOIYKT € peocTaBeHa Ha yeOcaiita Ha EBporelickara
areHIus 1o JiekapcTBaTa http://www.ema.europa.eu.
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NNPUJIOKEHMUE 11
IMPOU3BOAUTEJL, OTTOBOPEH 3A OCBOBO/XKIABAHE HA ITAPTUIN
YCJIIOBUA NN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA
APYI'U YCJIOBUA U U3BUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA

YCJIOBUA NI OTPAHUYEHMUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUA IIPOAYKT
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A. TPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOX/JIABAHE HA ITAPTUIUN

Hme n aJapeC HAa MPOU3BOAMTCIIA, OTTOBOPEH 3a OCB060)KI[3B3HG Ha NapTHuauTe

Catalent Germany Schorndorf GmbH
Steinbeisstr. 1 und 2

73614 Schorndorf

I'epmanus

Tjoapack Netherlands B.V.
Nieuwe Donk 9

4879 AC Etten-Leur
Hunepnannus

IleyaTHaTa MHCTOBKA Ha JICKApCTBCHUS NIPOAYKT Tpﬂ6Ba Aa CbAbpiKa UMCTO U aJpecCa Ha
MMPOU3BOAUTCIIA, OTTOBOPEH 3a OCBO60)KI[3B3HCTO Ha CbOTBCTHATA MapTHUAA.

b. YCJOBUA UK OTPAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUAT MPOJYKT C€ OTITyCKa 110 OrpaHUYEHO JeKapcko npeanucanue (Bx. [punoxenue I:
Kpatka xapakTepucTika Ha IpoAyKTa, Touka 4.2).

B. JAPYI'U YCJIOBUSA U U3UCKBAHUSA HA PABPEIIEHUETO 3A YIIOTPEBA
e  Ilepuoanuynu akTyaausupaHu AoKJIaaM 3a 0esonacHoct (ITA/IB)

MsuckpanusTa 3a nogaBane Ha [TAJIb 3a To3u JeKapcTBEH NPOAYKT Ca MOCOUYEHHU B CITUCHKA C
pedepentaute natu Ha EBpomnetickus cpio3 (EURD crucek), mpensuaes B wi. 1078, an. 7 ot
HupextuBa 2001/83/EO, 1 BB BCUUKH CIIeIBAIN aKTyaIN3aIlHH, ITyOJMKYBAaHN HA €BPONEHCKUS
yeOrmopTai 3a JeKapcTBa.

I'. YCJI0BUA NWJIN OI'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA TIPOAYKT

e [lnan 3a ynpaBiaenue Ha pucka (IIYP)

[IpurexatensaT Ha pasperienuero 3a ynorpeda ([IPY) TpsOBa na u3BbpIIBa U3UCKBAHUTE JEHHOCTH
JeMCTBUS, CBbP3aHU C TPOCiIesiBaHe Ha JIeKapcTBeHaTa 0e30MacHOCT, mocoueHu B 000penus [TYP,
npeacTaBeH B Moy 1.8.2 Ha pa3pelieHreTo 3a ynorpeda, KakTo U Py BCUUKH CIICIBAIIH
ChIJIACyBaHU akTyanusauuu Ha [TYP.

Axryammsupas [IYP TpsOBa na ce moxasa:

e 110 “cKaHe Ha EBpomneiickara areHuus 1o JeKapcTBara;

e BHHAru, KOraTo ce U3MeHs CUCTeMaTa 3a YIIPaBJIeHNE Ha PUCKa, 0COOEHO B pe3yTar Ha
noJly4aBaHe Ha HOBa MH(OpMaIus, KOSTO MOXe Aa AOBE/E 0 3HAYMMHU TIPOMEHH B
CHOTHOLLECHHUETO I0JI3a/PUCK, WIIN CIIe] IOCTUTaHEe HA Ba)KEH eTarl (BbB Bpb3Ka C
IpociieisBaHe Ha JIEKapCTBEHaTa 0€3011aCHOCT WIIN CBEXK/AAaHE HA PUCKA JO MUHUMYM.
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ITPHUJIOKEHHUE I1I

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBbABPKA BTOPUYHATA OITAKOBKA

BJIMCTEPHA KAPTA, no3a 60 mg

1. NME HA JJEKAPCTBEHUA ITPOAYKT

COMETRIQ 20 mg TBBpIU Karcyau
Ka003aHTUHHO

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska TBbpaa kancyna ceabpka kabo3anTHHHO (S)-Manat, ekBuBajgeHTHO Ha 20 mg kab03aHTHHUO.

‘ 3. CIIUCBK HA IOMOIIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

TBBpIU KanCyIu
20 mg
no3a 60 mg

OmakoBka 3a j03a 60 mg Ha IeH
21 x 1 kancyna ot 20 mg (zo3a 60 mg/neH 3a 7 1HNK)
Bceska no3a ot 60 mg Ha 1eH ce CbCTOU OT TpU CHBH Karcyiu ot 20 mg.

5. HAYUH HA ITPUJIOKEHUE U II'bT(MLIA) HA BBBEX/JIAHE

[lepopanno mpunoxeHue.
[Ipenu ynotpeba npoyerere JINCTOBKATA.
JlucroBkara e BbTpe B TOpOUUKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA TELIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.

7. APYI'U CHEHNUAJIHM ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJIUMO

YkazaHus Mpu OTITyCKaHE

[IpuemaiiTe BCUYKHUTE KAIICYJIU OT €IMH peJl BCEKH JieH 0e3 XpaHa (MAIUeHTUTE He TPIOBa Ja mprueMaT
XpaHa 1moHe 2 yaca npeau a0 1 gac ciieq mpueMaHe Ha KarcyiauTe). 3auieTe Jarata Ha rbpBaTa
J03a.
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1. Hatucuere HaBBTpE €3UUCTO.

A%
rif i

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

ChxpaHsBaiiTe B OpUTHHAJIHATA OMIAKOBKA, 32 Ja Ce MpeJna3y OT Biara.
[a ue ce cexpanssa Hag 25°C.

10. CHENUAJIHHU INNPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTHHAABYHU MATEPUAJIM OT TSX,
AKO CE U3UCKBAT TAKHBA

Hewnsnon3panusr JICKAPCTBCH MPOAYKT WIN OTHAABYHUTC MATCPUAJIN OT HETO Tpﬂ6Ba Ja CC USXBBPIIAT
B CBOTBCTCTBUEC C MCCTHUTC N3HUCKBAHU.

11. HUME U AJAPEC HA ITPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Ipsen Pharma

65, quai Georges Gorse
92100 Boulogne-Billancourt
Opannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/13/890/001
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13. HMAPTUJAEH HOMEP

ITaptunen Ne

14. HAYMH HA OTIIYCKAHE

JlexapcTBEHHUSAT MPOIYKT C€ OTITyCKa I10 JIEKAPCKO MPETHUCAHHE.

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. MH®OPMAILIMA HA BPAIJIOBA A3BBYKA

COMETRIQ 20 mg

nmo3a 60 mg/nen

‘ 17. YHUKAJIEH WAEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JIBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. VYHUKAJIEH UIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JJA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA OITAKOBKA 3A 28 IHU, no3a 60 mg (CbC CUHbO I10JIE)

1. NME HA JJEKAPCTBEHUA ITPOAYKT

COMETRIQ 20 mg TBBpIU Karcyau
Ka003aHTUHHO

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska TBbpaa kancyna ceabpika kabo3anTHHHO (S)-Manat, ekBuBajgeHTHO Ha 20 mg kab03aHTHHUO.

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

nmo3a 60 mg

OmnakoBka 3a 28 nuu: 84 karncymnu (4 6mucrepnu kapTu ¢: 21 x 20 mg Kancynu) 3a JHEBHA /1032 OT
60 mg 3a 28 nHU.

Bcesika mo3a ot 60 mg Ha IeH ce ChCTOU OT TPY CHBH Karcynu ot 20 mg.

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

IlepopanHo npuioxeHue.
[Ipenu ynoTtpeba npoyerere JINCTOBKATA.

6. CIIEIMAJIHO INPEAYHPEXKJIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MSACTO JAJIEYE OT IIOTJVIEJJA 1 IOCEI'A HA JIELTA

I[a CC€ CbXpaHsaBa Ha MACTO, HEAOCTBITHO 3a JCIaA.

‘ 7. JAPYI'U CHEHNUAJIHM ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

BmxTe oTaenHuTe ONUCTEpHH KapTH 3a YKA3aHUSITA TIPH OTITyCKaHE.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

C’LXpaHHBaﬁTG B OpUrvHaJIHAaTa OIMMaKOBKa, 3a 1a CC MpCAlia3u OT BJiara.
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[a ue ce cexpanssa Hag 25°C.

10. CIHENOUAJHU NPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTHHAABYHU MATEPUAJIM OT TSX,
AKO CE U3UCKBAT TAKHBA

Hewusnon3panusr JICKAPCTBCH MPOAYKT WIN OTHAABYHUTC MATCPpUAJIN OT HETO Tp}16Ba Aa CC U3XBBPJIAT
B CBOTBCTCTBUEC C MCCTHUTC N3HUCKBAHH.

11. HME U AJAPEC HA ITPUTEXKATEJISA HA PASPEIHEHUETO 3A YIIOTPEBA

Ipsen Pharma

65, quai Georges Gorse
92100 Boulogne-Billancourt
®paHuus

12. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/13/890/004 84 kancynu (4 onuctepuu kaptu ¢ 21 x 20 mg) (mo3a 60 mg/neH 3a 28 qHM)

13. NAPTHUJIEH HOMEP

ITaptunen Ne

14. HAYMH HA OTITYCKAHE

JlexkapCcTBEHHUSAT MPOIYKT C€ OTITyCKa I10 JIEKAPCKO MPEIITHUCAHHE.

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAIJIOBA A3BBYKA

COMETRIQ 20 mg

no3a 60 mg/nen

‘ 17. YHHUKAJIEH UAEHTUOPUKATOP — IBYU3MEPEH BAPKO/]

JBym3mepeH 6apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUKAJIEH UIEHTUO®PUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JJA CBABPKA IBPBUYHATA OITAKOBKA

BJIMCTEPHA KAPTA HA OITIAKOBKA 3A 28 IHH, no3a 60 mg (FE3 CUHbBO I10JIE)

1. NME HA JJEKAPCTBEHUA ITPOAYKT

COMETRIQ 20 mg TBBpIU Karcyau
Ka003aHTHHHO

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska TBbpaa kancyna ceabpka kabo3anTHHHO (S)-Manat, ekBuBajJeHTHO Ha 20 mg kKab03aHTHHUO.

‘ 3. CIIUCBK HA IOMOIIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

TBBpIU KanCyIu
20 mg
no3a 60 mg

21 x 1 kancyna ot 20 mg (no3a 60 mg/neH 3a 7 nuu). KOMIIOHEHT OT OnakoBKa 3a 28 JHHU, KOWTO HE
MOYe J]a ce MPoJiaBa OTIEITHO.

OmakoBka 3a j03a 60 mg Ha JIeH
Bcesika no3a ot 60 mg Ha IeH ce ChCTOU OT TPY CHBH Karcynu ot 20 mg.

5. HAYMH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXXKJIAHE

TlepopanHo npuioxeHue.
[Ipenu ynoTpeba npoyerere JINCTOBKATA.
JlucroBkara € BbTpe B TOpOUUKATA.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE JIEKAPCTBEHUAT HPOAYKT TPSBBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA 1 IOCEI'A HA IELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HECAOCTBITHO 3a JCHaA.

‘ 7. APYI'U CHEOUAJIHU NPEAYIIPEXIEHUA, AKO E HEOBXOANUMO

YkazaHus npu OTIyCKaHe

[IpuemaiiTe BCUYKHUTE KAIICYJIU OT €IMH peJl BCEKH JicH Oe3 XpaHa (MAIUeHTUTE He TPIOBa J1a preMaT
XpaHa TIoHe 2 4yaca npeu 0 1 yac cie mpueMaHe Ha KarcyJuTe). 3aluIieTe JataTa Ha IbpBaTa
J103a.
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1. Hatucuere HaBBTpE €3UUCTO.

A%
rif i

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:

‘ 9. CIIEIJMAJIHU YCJIOBUSA HA CbXPAHEHUE

CoxpaHsBaiiTe B OpUTHHAJIHATA OTIAKOBKA, 32 Ja Ce MpeJnas3y OT Biara.
[a ue ce cexpanssa Hax 25°C.

10. CHENUAJIHHU INNPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTHHAABYHU MATEPUAJIM OT TSX,
AKO CE U3UCKBAT TAKHBA

Hewnsnon3panusr JICKAPCTBCH MPOAYKT WIN OTHAABYHUTC MATCPpUAJIU OT HETO Tp$16Ba Aa CC U3XBBPJIAT
B CBOTBCTCTBUEC C MCCTHUTC N3HMCKBAHMA.

11. HUME U AJAPEC HA ITPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Ipsen Pharma

65, quai Georges Gorse
92100 Boulogne-Billancourt
Opannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/13/890/004 84 karncynu (4 6aucrepuu kaptu ¢ 21 x 20 mg) (zo3a 60 mg/nen 3a 28 gHN)
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13. HMAPTUJAEH HOMEP

ITaptunen Ne

14. HAYMH HA OTIIYCKAHE

JlexapcTBEHHUSAT MPOIYKT C€ OTITyCKa I10 JIEKAPCKO MPETHUCaAHHE.

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. MH®OPMAILIMS HA BPAIJIOBA A3BBYKA

‘ 17. YHUKAJIEH UIEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

‘ 18. VYHUKAJIEH UIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BJIMCTEPHA KAPTA, no3a 100 mg

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

COMETRIQ 20 mg TBBpIU Karcyau
COMETRIQ 80 mg TBBpU Karcyaun
ka003aHTHHUO

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska TBbpaa kancyna ceabpka ka0bo3aHnTuHHO (S)-Manart, eKBHUBaJeHTHO Ha 20 mg kab03aHTHHUO
win 80 mg kabo3aHTUHHO.

‘ 3. CIIUCBK HA ITIOMOIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

TBBpIU Kancyiu
20 mg u 80 mg
no3a 100 mg

OmakoBka 3a j03a 100 mg Ha neH

7 x 1 kancyna ot 20 mg u 7 x 1 xancyna ot 80 mg (zo3a 100 mg/nen 3a 7 aHm).

Bceska no3a ot 100 mg Ha fieH ce ChCTOM OT KOMOMHAINMSA OT €Ha CHBa Karcyia oT 20 mg u enHa
opamkeBa Karcyna ot 80 mg.

5. HAYUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEXKX/IAHE

IlepopanHo npuioxeHue.
[Ipenu ynoTpeba npoyerere JINCTOBKATA.
JlucroBkara € BbTpe B TOpOUUKATA.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE JIEKAPCTBEHUAT HPOAYKT TPSBBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA 1 IOCEI'A HA IELTA

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

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

YkazaHus npu OTIyCKaHe

[IpuemaiiTe BCUYKHUTE KAIICYJIU OT €IMH peJl BCEKH JicH 0e3 XpaHa (MaIUeHTUTE He TPIOBa Ja prueMaT
XpaHa TIoHe 2 4yaca npeu 10 1 yac cies mpueMaHe Ha KarcyJuTe). 3aluIieTe JataTa Ha rbpBaTa
J103a.
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1. Hatucuere HaBBTpE €3UUCTO.

3. N3BajgeTe Kamcynara mpe3 GoJImoTo.

7
Voos
R/

rif i

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

ChxpaHsBaiiTe B OpUTMHAITHATA OTTAKOBKA, 32 Jla Ce Mpea3y OT BJiara.
a ue ce cexpanssa Hag 25°C.

10. CIHELNUAJHHU NPEAITASHU MEPKU ITPU NU3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHAABYHU MATEPUAJIM OT TSX,
AKO CE U3BUCKBAT TAKHUBA

Hewusnon3panusr JICKAPCTBCH MPOAYKT WIN OTHAABYHUTC MATCPUAJIU OT HETO Tp$16Ba Aa CC U3XBBPJIAT
B CHbOTBCTCTBUEC C MCCTHUTC U3MCKBAHM.

11. HME U AJAPEC HA ITPUTEXKATEJISA HA PASPEIHEHUETO 3A YIIOTPEBA

Ipsen Pharma

65, quai Georges Gorse
92100 Boulogne-Billancourt
®paHuus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/13/890/002
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13. HMAPTUJAEH HOMEP

ITaptunen Ne

14. HAYMH HA OTIIYCKAHE

JlexapCcTBEHHUSAT MPOIYKT C€ OTITyCKa I10 JIEKAPCKO MPEITHUCAHHE.

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAJIOBA A3BBYKA

COMETRIQ 20 mg
COMETRIQ 80 mg

no3a 100 mg/nen

‘ 17. YHUKAJIEH UIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JBynsMepeH 6apKoJI ¢ BKIIIOUCH YHUKAICH HICHTU(DUKATOD

‘ 18. YHHUKAJIEH UIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHH, KOUTO TPABBA JJA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA OITAKOBKA 3A 28 1HH, no3a 100 mg (CbC CUHBO I10OJIE)

1. NME HA JJEKAPCTBEHUA ITPOAYKT

COMETRIQ 20 mg TBBpIU Karcyau
COMETRIQ 80 mg TBbpaM Kancynu
ka003aHTHHUO

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bceska TBBbpaa kancyna ceabpika kabo3aHnTUHHO (S)-Manart, eKBUBaJeHTHO Ha 20 mg kab03aHTHHUO
i 80 mg kKab03aHTHHUO.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

no3a 100 mg

OmakoBka 3a 28 quu: 56 xarncynu (4 oauctepHu kKaptu ¢: 7 X 20 mg xancynmm 1 7 X 80 mg Karcynm) 3a
nmHeBHA 103a oT 100 mg 3a 28 qaM.

Bcesika mo3a ot 100 mg Ha fieH ce ¢hCTOM OT KOMOMHAIMSA OT €Ha cuBa Karcyia oT 20 mg u enHa
opamkeBa karcyia ot 80 mg.

5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXXJIAHE

IlepopanHo npuioxeHue.
[Ipenu ynoTpeba npoyerere JINCTOBKATA.

6. CIIEIMAJIHO NPEAYHPEXKXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJVIEJJA 1 IOCEI'A HA JIELTA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. JAPYTI'U CHEHNUAJIHM ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

Bmxre OTACIIHUTC 6J'II/ICTepHI/I KapTH 3a YKa3aHUA IMPU OTITYCKAHC.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

T'onmen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

CoxpaHsBaiiTe B OpUTHHAJIHATA OTIAKOBKA, 32 JIa Ce MpeJnas3y OT Biara.
a ue ce cexpanssa Haxg 25°C.

10. CIHEHNOUAJIHU NPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIM OT TSX,
AKO CE U3UCKBAT TAKHBA

Hewnsnon3panusr JICKAPCTBCH MPOAYKT WIN OTHAABYHUTC MAaTCPpUAJIU OT HETO Tp$16Ba Aa CC U3XBBPJIAT
B CBOTBCTCTBUEC C MCCTHUTC N3UCKBAHM.

11. HUME U AJAPEC HA ITPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Ipsen Pharma

65, quai Georges Gorse
92100 Boulogne-Billancourt
Opanmus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/13/890/005 56 xancynu (4 6onucrepru kaptu ¢ 7 X 20 mg u 7 x 80 mg) (mo3a 100 mg/neH 3a
28 nHu)

13. HAPTHUAEH HOMEP

[Taptunen Ne

14. HAYMH HA OTIITYCKAHE

.HeKapCTBeHI/I}IT MPOAYKT CC OTITYCKa IO JICKAPCKO MPCANNCaHUC.

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAJIOBA A3BBYKA

COMETRIQ 20 mg
COMETRIQ 80 mg

no3a 100 mg/nen

‘ 17. YHUKAJIEH UIEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

JBynsMepeH 6apKoJI ¢ BKIIFOYCH YHUKAICH HICHTU(DUKATOD
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18. YHHUKAJIEH UIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JJA CBABPKA IBPBUYHATA OITAKOBKA

BJIMCTEPHA KAPTA HA OITAKOBKA 3A 28 IHH, no3a 100 mg (bE3 CUHBO I10JIE)

1. HNME HA JJEKAPCTBEHUA ITPOAYKT

COMETRIQ 20 mg TBbpaM Kancyiu
COMETRIQ 80 mg TBbpaM Kancynu
Ka003aHTUHUO

2. OBABSABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

Bcsika TBBEpAa Kancyna chabpika kabozanTuauo (S)-Manar, ekBuBajaeHTHO Ha 20 mg kab03aHTUHUO
un 80 mg Ka003aHTUHHUO.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpIU Karcynu
20 mg u 80 mg
nmo3a 100 mg

7 x 1 kancyna ot 20 mg u 7 x 1 xancyna ot 80 mg (zo3a 100 mg/nen 3a 7 nuu). KomnoneHt ot
OTIaKoOBKa 3a 28 MHH, KOWTO HE MOXKE J1a C€ TIPoaBa OTICITHO.

OmnakoBka 3a 1o03a 100 mg Ha nex
Bceskxa noza ot 100 mg Ha ieH ce chCTOM OT KOMOMHANMSA OT €Ha cuBa Karcyia oT 20 mg u enHa
opamkeBa karcyna ot 80 mg.

5. HAYMH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXXK/IAHE

IlepopanHo npuioxeHue.
[Ipenu ynoTtpeba npoyerere JINCTOBKATA.
JlucroBkara e BbTpe B TOpOUUKATA.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT HPOAYKT TPSBBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJVIEJJA 1 IOCEI'A HA JIELTA

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

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

YkazaHus npu OTIycKkaHe

[IpuemaiiTe BCUYKHUTE KAIICYJIU OT €IMH peJl BCEKH JieH Oe3 XpaHa (MAIUeHTUTE He TPIOBa J1a preMaT
XpaHa TIoHe 2 4yaca npeu 0 1 yac cie mpueMaHe Ha KarcyJuTe). 3aluiieTe JataTa Ha rbpBaTa
J103a.
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1. HatucHere HaBbTpE €3UYETO.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

T'onmen mo:

‘ 9. CIHIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

CpxpaHsBaiiTe B OpUTMHAITHATA OMAKOBKa, 3a Jja c€ IMpeas3y OT Biara.
[a =He ce cpxpansBa Hax 25°C.

10. CHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISSHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHMTE ITPOAYKTHU WJIHN OTHHAABYHU MATEPUAJIN OT THX,
AKO CE U3BUCKBAT TAKHUBA

Hewnznon3BanusT nexapcTBEH MPOAYKT WU OTHAABYHATE MaTepHAII OT HETo TPsiOBa Ja ce M3XBBPIIAT
B CHOTBETCTBUE C MECTHUTE U3UCKBAHUS.

11. HUME U AJJPEC HA IPUTEXATEJISI HA PASPEIHIEHUETO 3A YIIOTPEBA

Ipsen Pharma

65, quai Georges Gorse
92100 Boulogne-Billancourt
®paHuus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/13/890/005 56 xancynu (4 6nmucreprau kaptu ¢ 7 X 20 mg u 7 x 80 mg) (mo03a 100 mg/neH 3a
28 mHN)
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13. HAPTHUJIEH HOMEP

[Taptunen Ne

14. HAYMH HA OTIIYCKAHE

.HCKapCTBeHI/I}IT MPOAYKT CC OTIIYCKa IO JICKAPCKO MPCANNCaHUC.

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. MH®OPMAIIMS HA BPAIJIOBA A3BBYKA

‘ 17. YHUKAJIEH UIEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

‘ 18. VYHUKAJIEH UIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JJA CBABPKA BTOPUYHATA OITAKOBKA

BJINCTEPHA KAPTA, no3a 140 mg

1. NME HA JJEKAPCTBEHUA ITPOAYKT

COMETRIQ 20 mg TBBpIU Karcyau
COMETRIQ 80 mg TBbpaM Kancynu
ka003aHTHHUO

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bceska TBBbpaa kancyna chabpka kabo3aHnTuHHO (S)-Manart, eKBHUBaJeHTHO Ha 20 mg kab03aHTHHUO
i 80 mg kKab03aHTHHUO.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpIU Karcynu
20 mg u 80 mg
nmo3a 140 mg

OmnakoBka 3a 1o03a 140 mg Ha neH

21 x 1 kancyna ot 20 mg u 7 x 1 kancyna ot 80 mg (103a 140 mg/nen 3a 7 qHu)

Bcesika no3a ot 140 mg Ha JieH ce ChCTOM OT KOMOMHAIMA OT TPHU CUBH Karncyiu oT 20 mg u enHa
opaHxeBa Karcyna ot 80 mg.

S. HAYMH HA ITPUJIOKEHUE U I'bT(MLIA) HA BBBEX/JIAHE

IIepopasHo npunoxeHue.
[Ipenn ynotpeba npoyerere IMCTOBKATA.
JlucroBkara e BbTpe B TOpOUUKATA.

6. CIHHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPSABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEIIUAJIHU NPEAYIIPEXIEHUA, AKO E HEOBXOINMO

YkazaHus Mpu OTITyCKaHE

[IpuemaiiTe BCUYKHUTE KAIICYJIU OT €IMH PeJl BCEKH JieH 0e3 XpaHa (MAIUeHTUTE He TPIOBa J1a preMaT
XpaHa 1moHe 2 yaca npeau a0 1 gac ciieq mpueMaHe Ha KarcyiauTe). 3auieTe Jarata Ha IbpBaTa
J103a.
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1. Hatucuere HaBBTpE €3UUECTO.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

CoxpansBaiiTe B OpUrMHaJIHaTa OIIAKOBKa, 3a Jia ce MpeJasy oT Bjara.
[a e ce cpxpansBa Hax 25°C.

10. CHELOUAJIHU NPEAITASHU MEPKU ITPU NU3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIM OT TSX,
AKO CE U3UCKBAT TAKHBA

Hewnsnon3BanusT NeKapcTBEH MPOIYKT WIX OTHAIPUHATE MATEPUAIIN OT HETO TPsIOBa Jla ce U3XBBHPIIST
B CHOTBETCTBHE C MECTHUTE H3UCKBAHUSI.

11. HUME U AJAPEC HA ITPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Ipsen Pharma

65, quai Georges Gorse
92100 Boulogne-Billancourt
Opanmus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/13/890/003
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13. HMAPTUJAEH HOMEP

ITaptunen Ne

14. HAYMH HA OTIIYCKAHE

JlexapCcTBEHUSAT MPOIYKT C€ OTITyCKa I10 JIEKAPCKO MPETHUCAHHE.

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAJIOBA A3BBYKA

COMETRIQ 20 mg
COMETRIQ 80 mg

no3a 140 mg/nen

‘ 17. YHUKAJIEH HAEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JBynsMepeH 6apKoJ1 ¢ BKIIFOUYCH YHUKAICH HICHTU(DUKATOD

‘ 18. YHHUKAJIEH UIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA OITAKOBKA 3A 28 1HH, no3a 140 mg (CbC CUHBO I10OJIE)

1. NME HA JJEKAPCTBEHUA ITPOAYKT

COMETRIQ 20 mg TBBpU Karcyaun
COMETRIQ 80 mg TBbpaM Kancynu
ka003aHTHHUO

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bceska TBBbpaa kancyna chabpka kabo3aHnTuHHO (S)-Manart, eKBUBaJeHTHO Ha 20 mg kab03aHTHHUO
un 80 mg Ka003aHTUHHMO.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

no3a 140 mg

Omakoska 3a 28 quu: 112 xancynu (4 6mmcrepau kapTa ¢: 21 x 20 mg katpu u 7 X 80 mg Karncynm) 3a
nHeBHA 1mo03a oT 140 mg 3a 28 qau.

Bcesika no3a ot 140 mg Ha JieH ce ChCTOM OT KOMOMHAIMA OT TPHU CUBH Karncyiu oT 20 mg u enHa
opamkeBa karcyia ot 80 mg.

5. HAYMH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXXJIAHE

IlepopanHo npuioxeHue.
[Ipenu ynoTpeba npoyerere JINCTOBKATA.

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA M1 IOCEI'A HA JIELTA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. JAPYI'U CHEHNUAJIHM IIPEAYIIPEXXJEHU A, AKO E HEOBXOJUMO

Bmxre OTACIIHUTC 6J'II/ICTepHI/I KapTH 3a YKa3aHUATa IIpU OTITyCKaHC.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onmen mo:
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‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

ChxpaHsBaiiTe B OpUTHHAJIHATA OTIAKOBKA, 32 Ja Ce MpeJna3y OT Biara.
Ja ue ce cexpanssa Hag 25°C.

10. CHENUAJHHU IMPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTHHAABYHU MATEPUAJIM OT THX,
AKO CE U3UCKBAT TAKHBA

Hewusnon3panusr JICKAPCTBCH MPOAYKT WIN OTHAABYHUTC MAaTCPpUAJIU OT HETO Tp}16Ba Aa CC U3XBBPJIAT
B CBOTBCTCTBUEC C MCCTHUTC N3HUCKBAHU.

11. HUME U AJAPEC HA ITPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Ipsen Pharma

65, quai Georges Gorse
92100 Boulogne-Billancourt
Opanmus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/13/890/006 112 xancynu (4 6nuctepau kaptu ¢ 21 x 20 mg u 7 x 80 mg) (no3a 140 mg/nen
3a 28 mHM)

13. HAPTHUAEH HOMEP

[Taptunen Ne

14. HAYMH HA OTIIYCKAHE

.HeKapCTBeHI/I}IT MPOAYKT CC OTITYCKa IO JICKAPCKO MPCANNCaHUC.

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAIJIOBA A3BBYKA

COMETRIQ 20 mg
COMETRIQ 80 mg

no3a 140 mg/nen

‘ 17. YHUKAJIEH UAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JBynsMepeH 6apKoJI ¢ BKIIFOUCH YHUKAICH HICHTU(DUKATOD
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18. YHUKAJIEH UWIEHTUO®PUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
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JAHHU, KOUTO TPABBA JJA CBABPKA IBPBUYHATA OITAKOBKA

BJIMCTEPHA KAPTA HA OITAKOBKA 3A 28 IHH, no3a 140 mg (bE3 CUHbO I10JIE)

1. NME HA JJEKAPCTBEHUA ITPOAYKT

COMETRIQ 20 mg TBBpIU KarcCyaun
COMETRIQ 80 mg TBbpaM Kancyiu
ka003aHTHHHO

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bceska TBBbpaa kancyna chabpka kabo3aHnTuHHO (S)-Manart, eKBUBaJeHTHO Ha 20 mg kab03aHTHHUO
un 80 mg Ka003aHTUHHMO.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpIU Karcynu
20 mg u 80 mg
nmo3a 140 mg

21 x 1 kancyna ot 20 mg u 7 x 1 kancyna ot 80 mg (no3a 140 mg/nen 3a 7 nuu). KommoHeHT oT
OTIaKOBKa 3a 28 MHH, KOWTO HE MOXKE J1a C€ TPoaBa OTICITHO.

OmnaxkoBka 3a go3a 140 mg Ha neH

Bceska no3a ot 140 mg Ha AeH ce cbcToM OT KOMOMHAIMSA OT TP CUBH Karcyiau ot 20 mg u eqHa
opaHxxeBa Karcysa ot 80 mg.

S. HAYMH HA ITPUJIOKEHUE U I'bT(MIIA) HA BBBEXJIAHE

[lepopanno mpunoxeHue.
IIpexn ynotpeba mpoyereTe JINCTOBKATA.
JlucroBkarta e BbTpe B TOpOMUKATa.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPJABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHA.

7. JAPYI'U CHEHNUAJIHM ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

YkazaHus Mpu OTITyCKaHE

[Ipuemaiite BCHUKUTE KAIICYJIX OT €IUH pPeJl BCEKH JieH 0e3 XpaHa (MalMeHTHTe He TpsOBa j1a mpueMar
XpaHa 1moHe 2 yaca npeau a0 1 gac ciieq mprueMaHe Ha KarcyiauTe). 3auieTe JaTata Ha IbpBaTa
J03a.
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1. Hatucuere HaBBTpE €3UUCTO.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

CoxpansBaiiTe B OpUrMHaJIHaTa OIIAKOBKa, 3a Jia ce MpeJasy oT Bjara.
[a e ce cpxpansaBa Hax 25°C.

10. CHENOUAJIHU INNPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIM OT TAX,
AKO CE U3UCKBAT TAKHBA

Hewnsnon3BaHusT IeKapCTBEH MPOIYKT WIN OTHAIPUHATE MATEPUAIIU OT HETO TPsIOBa Jla Ce U3XBBHPIIST
B CHOTBETCTBHE C MECTHUTE H3UCKBAHUSI.

11. HUME U AJAPEC HA ITPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Ipsen Pharma

65, quai Georges Gorse
92100 Boulogne-Billancourt
Opanmus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/13/890/006 112 xancynu (4 6muctepau kaptu ¢ 21 x 20 mg u 7 x 80 mg) (no3a 140 mg/nen
3a 28 nHN)
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13. MAPTUJAEH HOMEP

ITaptunen Ne

14. HAYMH HA OTIITYCKAHE

JlexapcTBEHUSAT MPOYKT C€ OTITyCKa I10 JIEKAPCKO MPEIITHUCAHHE.

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAIJIOBA A3BBYKA

‘ 17. YHUKAJIEH WIEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

‘ 18. VYHHUKAJIEH UIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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Bb. IUCTOBKA
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JlucroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

COMETRIQ 20 mg TBbpAN Kancyan
COMETRIQ 80 mg TBbpaAn kancyan
ka0o3anTHHUO (cabozantinib)

IIpoyereTe BHUMATEIHO LAIATa JUCTOBKA, IIPEIH 1A 3all04YHETe 1a IpUeMaTe TOBA JIEKapCcTBo,
Thil KaTO TS ChAbP3Ka BaskHa 32 Bac uHopmanms.

- 3amasere Ta3u JUCTOBKA. MoKe /1a ce HaJ0XkH JIa sl IPOYETETE OTHOBO.

- AKO UMaTe HAKaKBH JIOMBIHUTEIHNA BBIIPOCH, onuTaiiTe Bamus nekap uinu gpapmarieBT.

- ToBa nexapcTBO € mpeanucano JnaHo Ha Bac. He ro mpeotcremnBaiite Ha apyru xopa. To Moxe
Jla UM HaBpeId, He3aBUCUMO Y€ PU3HAINTE Ha TSIXHOTO 3a00JisBaHe ca chluuTe KaTo BammmuTe.

- AKO TOJTyYuTe HAKaKBU HEXEJIaH! JIEKApCTBEHH peakiuy, yBegomere Bamms nexap. Tosa
BKJIFOYBA M BCHYKH BH3MOYKHU HEKEIaHU PEeaKIM{, HEOMMCAHU B Ta3u JIMCTOBKA. BikTe
TouKa 4.

Kakso CbABbPiKa Ta3u JIMCTOBKA

Kaxkgo nmpeacrasnasa COMETRIQ u 3a kakBO ce U3M0J3Ba
Kakgro TpsiOBa aa 3naere, npeau aa npuemere COMETRIQ
Kaxk na npuemare COMETRIQ

BB3MOXHU HEeXENaH! peakiiuu

Kak na cexpanssate COMETRIQ

ChappkaHue Ha ONIAKOBKATA U JAOIBJIHUTEIIHA HH(pOpMALIUs

SNk PN

1. Kaxkso npeacraBiasgssa COMETRIQ u 3a kakBo ce H3M0J13Ba
Kakso mpecraBinsiea COMETRIQ

COMETRIQ e npoTHBOPaKOBO JIEKAPCTBO, KOETO ChIAbPiKa AKTUBHOTO BEIECTBO Kab03aHTHHUO (S)-
Maar.

ToBa e JekapcTBO, KOETO ce M3II0JI3BA 32 JICYUeHUE Ha MEAyJIapeH pak Ha MIMTOBUAHATA XKJIe3a - PIIKa
(opMa Ha pak Ha IUTOBUIHATA JKJIE3a, KOWTO HE MOXKE JIa CE OTCTPAHHM 0 XUPYPrHUUEH ITT WU CE ©
PasnpOCTPaHUII IO PYTH YACTH HA TSIIOTO.

Kax geitctea COMETRIQ

COMETRIQ 6okupa meiicTBUETO Ha MPOTCHHH, HAPSUCHH PEIICNTOPHN THPO3ZHHKIUHA3H, KOUTO
y4acTBaT B pACTEKa Ha KIIETKUTE M PA3BUTHUETO HA HOBU KPHBOHOCHH ChOBE, KOMTO 'Y 3aXpaHBar.
Te3u NpoTeHHU MOXKE J1a Ca HAJTMYHH B TOJIEMHU KOJTMYECTBA B PAKOBUTE KIICTKU U upe3 OJIOKUpaHe Ha
taxHoto neiicteue COMETRIQ moxxe aa 3a0aBu CKOpOCTTa HAa PacTeX HAa TyMOpa M JIa TOATIOMOTHE
MIPEKHCBAHETO HAa KPHBOCHAOIIBAHETO, OT KOETO C€ HYKAASIT PAKOBHUTE KIETKH.

COMETRIQ moxxe ma 3a0aBu WK CTIpe pacTeka Ha MeIyJapHUS paK Ha MIUTOBHUIHATA XKIie3a. Ton
MOJK€ J1a TOMOTHE 332 CBUBAaHE Ha TYMOPHTE, CBbP3aHU C TO3H BHJ PakK.

2. KakBo TpadBa na 3Haete, npeau ga npuemere COMETRIQ
He npuemaiite COMETRIQ

- aKo CTE aJePrHYHM KbM KaOO3aHTUHHUO MIJIN KbM HAKOS OT OCTAHAJINTE ChbCTaBKU HA TOBA
JIEKapcTBO (M30pPOCHHU B TOUKA 6).
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IIpexynpesxaeHns u npeAnasHu MepKU
l'oBopete ¢ Bammus nekap nnu ¢papmanest, npenu na npuemere COMETRIQ, axo:

- uMare BUCOKO KPBBHO HaJATaHe

- “MaTe WK CTe NMaJIu aHeBpHU3Ma (pa3IIupsiBaHe U OTCIa0BaHEe HA CTCHA Ha KPHBOHOCEH ChT)
WIN pa3KbCBaHE Ha CTEHA Ha KPbBOHOCEH ChJ

- numate guapus

- uMare CKOPOIIHA aHAMHe3a 32 M3KAIUISIHE Ha KPhB WM 3HAYNMO KbpPBEHE

- CTE MMaJTU OTepalys B paMKHUTE Ha TIOCIEIHUS Mecel] (WM UMaTe ITAHUPAHN XUPYPTrUYHU
NpOLIESYPH), BKIIIOYUTEIHO ACHTAHH IPOLEIYPH

- CTe MMaJTi JIbYeTepartus 1npe3 MmocjaeJHuTe 3 Mecena

- uMare BB3MaJUTENIHO 3a00IaBaHe Ha yepBarta (HanpuMep 6osect Ha Kpon win yiueposeH
KOJIUT WM JUBEPTUKYIIUT)

- Bu e kazaHo, e pakbT B ce e pa3npocTpaHul B IWXaTEHUTE ITHTUILA H XPAHOTIPOBOIA

- uMare CKOpOIIHA aHaMHe3a 3a KpbBEH ChCHPEK B Kpaka, yJaap WK ChbpAcucH HHPAPKT

- npUeMare JIEKapCTBa 3a KOHTPOJIIMPAHE Ha ChPJICUYHUS PUTHM, UMaTe 3a0aBeHa ChpACUHA
qyecToTa, uMaTe HpO6HeMI/I ChC CHPLCTO WM HUBATA Ha KaJlllyd, KajIvusd UJIW Marie3us B KPbBTa

- uMare 4epHoIpoOHO mim 6BOpeuHOo 3a00IsBaHE.

HNudopmupaiite Bamus jgexap, ako Hello oT u3dpoeHuTe ce oTHacs 3a Bac. Moxe na ce
HY)KJaeTe OT JICUCHHUE 3a Te3U 3a00JIsIBaHUs WM Baiumsar ekap Moxe Ja periu a MpoMeHH J1o3aTa
COMETRIQ unu ga cnpe u3Lsiio JieyeHUueTo. Bikre cbio Touka 4 “Bwu3modicHu Hedxcenanu
pearkyuu”’.

CwI10 Taka, TpsOBa na uaGopmupare Bamwst 3p00mekap, ye npuemare COMETRIQ. Ot BaxHO
3HauYeHHeE € Ja Clla3Bare Jo0pa ycTHa XurrueHa mo BpeMe Ha nedenneto ¢ COMETRIQ.

Jena v roHOImIM

He ce mpenoppruBa ynorpedbata ta COMETRIQ mipu nena nm roromm. Edexture Ha COMETRIQ
pu 1uia noxa 18 roquHu He ca U3BECTHHU.

JApyru aexapcrea u COMETRIQ

WNudopmupaiite Barmms gekap win (papMaieBT, ako MpUeMaTe WX HACKOPO CTE MPUEMAaITH IPYTH
JIeKapcTBa, BKIFOYUTEITHO U TaKHMBa, OTITyCKaHM 0e3 perenTa. Tosa e Taka, Thit karo COMETRIQ
MOJKeE /1a OKa)ke BIHSHHE BbPXY HAUHMHA, 10 KOMTO NEHCTBAT HAKOU APYTrH JekapcTBa. ChIo Taka,
HSIKOU JIEKapCTBa MOTaT Ja MOBIUSAT HauKMHAa, 1o KoiTo AeiictBa COMETRIQ. ToBa moxe na
o3Ha4aBa, ue Bammsr jgexap TpsOBa ga mpoMeHH 103ata(uTe), KOUTO IpreMare.

- JlexapcTBa 3a JieueHHE HA IbOMYHN MH(EKIIMY, KaTO UTPAKOHA30JI, KETOKOHA30J H
M03aKOHA30J1

- JlexapcTBa, M3ITOI3BAHN 32 JICUCHHUE HAa OaKTepHaTHA HHOEKITUN (AHTHONOTHITH), KaTO
E€PUTPOMUIIUH, KIAPUTPOMUIIMH U pr(DaMITAIIUH

- JlexapcTBa mpoTHB aneprus, kato pexcodhenaann

- JlekapcTBa, M3MOJI3BAHU 32 JICUCHHE HAa CTEHOKapAUs (00JKa B I'bpIUTE, PE3yITAT OT
HEJIOCTAaThYHO KPHBOCHAOASIBAHE HA CHPIIETO), KATO paHOIa3uH

- JlexapcTBa, M3MOI3BaHU 3a JICYCHUE HA CITUJICTICUS I T'hPUOBE, KaTO (PCHUTOHH,
KapbamasenuH u peHobapouTal

- BuiikoBu mipenapaty, ChABPIKAIY KBIT KaHTApUOH (Hypericum perforatum), n3noa3BaHu
MTOHSIKOTA 32 JICYCHHE Ha JISTIPECUs WU CBBP3aHU C JIEPECUS ChCTOSHUS, KaTO OE3MOKOHCTBO

- JlexapcTBa 3a pa3pexiaHe Ha KpbBTa, KaTo Bap(hapHH U Ta0UraTpaH eTeKCHIaT

- JlekapcTBa 3a Jie4eHUe Ha BUCOKO KPBBHO HAJISITAHE WM IPYTH ChP/ICYHHU 3a00IIIBAaHUS, KATO
AJIMCKHUPCH, aM6pI/I3eHTaH, JUT'OKCHUH, TaJIMHOJIOJ M TOJIBAIITaH

- JlexapcTBa 3a Ara0eT, KATO CAaKCATJIUIITHH U CUTATIIHIITHH

- JlekapcTBa 3a JIeUeHUE Ha MMOJIarpa, KaTo KOJIXUIMH
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- JlexapctBa 3a negenne va HIV wm CIINH, kaTto puToHaBUpP, MapaBUPOK M €MTPHUITATAOMH

- JlexapcTBa 3a jeueHUe Ha BUPYCHHU WH(MEKIINU, KaTO ehaBUPCHIT

- JlexapcTBa 3a mpenoTBpaTABaHE HAa OTXBBPIISIHETO HA TPAHCIUIAHTH (IIUKIOCIIOPUH) U CXEMHU
Ha JIeyeHHe Ha 0a3a IUKIOCIOPUH MIPU PEBMATOUICH apTPUT U TICOPHA3UC

IIepopanuu npoTHBO3a4aTEYHH CPEJICTBA

Axo npuemate COMETRIQ, nokaTo n3non3pare nepopatHyd IPOTUBO3a4aTbUHHU CPEACTBA, TE MOXKE
na ca HeedekTuBHU. TpsOBa 1a M3MOA3BaTEe U OApUEPHO MPOTHBO3AYATHYHO CPEACTBO (HAIIp.
npe3epBatuB wim auadparma), nokaro npuemare COMETRIQ u 3a none 4 mecena cief 3aBbpIIBaHe
Ha JIEYEHHUETO.

COMETRIQ c xpana

W36srBaiiTe npreMaHeTo Ha MPOAYKTH, ChAbPKAIlY rPeUndpyT, 10KaTO U3MOI3BATE TOBA JIEKAPCTBO,
THH KaTo TOBa Moxke 1a yBenuun HuBaTa Ha COMETRIQ B xpbBTa BH.

BpemenHnocT, kbpMeHe u GepTHINTET

H36srBaiiTe 3a0pemensnBane, fokaro npuemare COMETRIQ. Ako Moxe a 3a0peMeHeeTe win
aKo CTe MBXK U Bamrara mapTHpOpKa MOXxe Jja 3a0peMeHee, U3MOI3BalTe TOIXOISITH
MIPOTHUBO3aYaTHIHH CPECTBA 10 BpEMe Ha JICUSHUETO U TTOHE 4 Mecella CJIe] 3aBbpIIBaHe Ha
nedenueTo. KoHcynrupaiite ce ¢ Barus aekap OTHOCHO TOBa KOM NMPOTHBO3a4aTh4HU METOM Ca Haii-
noaxoasmu, gokato npuemate COMETRIQ. BuxTe TOuka 2.

Wudopmupaiite Bamms nekap, ako 3a0peMeHeeTe WK ako CTe MbX U BalaTta napTHpopKa
3abpemenee, 1okaro noiay4asare gedeHrne ¢ COMETRIQ.

IMocnBerBaiite ce ¢ Bammus gexap, [IPEJU na npuemere COMETRIQ, axo oOmucnsaTe win
TuTaHUpaTe OPEMEHHOCT WM aKo CTe MBXK M Banrata napTHrOpKa 0OMUCIS HIIH TUIaHKpa OpEeMEHHOCT,
cieq kato 3apbpuin Bamiero nedenne. ColiecTByBa BEpOSTHOCT (epTHIUTETHT Bu na Obze 3acernar
ot neuenueto ¢ COMETRIQ.

Kenu, xonro mpuemar COMETRIQ, re TpsiOBa 1a 1a KbpMST 1O BpeMe Ha JISYEHUETO U Hal-Malko 4
Mecella cjeJ 3aBbPIBaHe Ha JEUEHUETO, Thil KaTo KaO03aHTHHUO W/WIIH HETOBUTE METabOIHTE Ce
OTJICJISIT B KbPMaTa U MOXKE Jla C€ BPEJIHU 3a JICTETO.

lo¢upane u pa6oTa ¢ MAIIMHHA

Bpaere ocobeHo BHUMATENHH, KOraTo modupare uiu padborute ¢ Mmamnad. OObpHETE BHUMAHUE, Ye
COMETRIQ Moxe na mpuauHA yMOpa MK CJIa0oCT.

COMETRIQ cbabp:xa HATpHii
ToBa nexapcTBO ChABprKa Mo-Manko ot 1 mmol Hatpuii (23 mg) Ha Kamncyna, T.e. MOXKe /1a Ce Kaxe, Je
MPAaKTHYECKH HEe ChABPKA HATPHI.

3. Kak n1a npuemate COMETRIQ

Bunaru npuemaiite ToBa JIeKapcTBO TOYHO KakTo Bu e xa3an Bamust nekap win ¢papmaneBT. AKO He
CTE CUTYpHHU B HEllo, onuraiire Bamus nexap uiu gapmaresT.

TpsiOBa 1a MPOABIKKUTE J1a IPUEMATE TOBA JISKAPCTBO, IOKaTo BammsaT nekap pemu na cupe
JIeYCHUETO. AKO MOIYyYNUTE CEPUO3HH HEeXEIAHH pPeakluy, Bamusr gexap MoXe 1a pemin a IpoOMeH!
Jt03aTa WK JIa CIIPe JICYCHUETO TI0-paHo, OTKOJIKOTO € ITbPBOHAYATHO IDIAHUPAHO. BammsT jiekap 1ie
MIPELIeHH ajIi € He00X0AMMO KOPUTHPAHE Ha J103aTa, 0COOCHO TPe3 IIbPBUTE OCEM CEIMUIIN OT
neuenueto ¢ COMETRIQ.
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COMETRIQ tps6Ba na ce nprueMa BeIHBXK THEBHO. B 3aBHCHMOCT OT /103aTa, KosTo B €
npenrucana, OposT Ha KarcyluTe, KOUTO TPSOBA Ja pUeMeTe, € CIICTHUSIT:

e 140 mg (1 opamxkeBa kancyna ot 80 mg u 3 cuBH Karncyiu oT 20 mg)

e 100 mg (1 opamxkeBa kancymna ot 80 mg u 1 cuBa kancysna ot 20 mg)

e 60 mg (3 cuBu karcynu ot 20 mg)
BammusT nexap mie onpesenu ToyHara j1o03a 3a Bac.

Kamncynure ce mpenoctasar B OicTepHa KapTa, OpraHu3upaHa 1o npeAnucHaTa 103a. BeB Beska

OimcTepHa KapTa MMa TOCTaThYHO KaICyJd 3a cefieM U (eaHa cemmuna). Kancynure ce npeaiarar u

KaTO OITAKOBKa 3a 28 AHHU, CbAbpiKalla JOCTAThbYHO KAIICYJIN 3a 28 JHH, KOUTO Ca B 4 6J'II/ICTepHI/I
KapTu € KallCyJir 3a CCJACM ITHHU Ha BCsIKa KapTa.

Bceku nen npuemaiiTe BCHUKUTE Karicyiu oT peaa. [loBeue nnpopmanus 3a OMUCTEpHUTE KapTH,

BKJIFOUUTCIIHO KOJIKO KAIICyJIM II€ MPUEMATEC U KOJIKO KaIICyJIn O6I]_I0 HMa BbB BCsiIKa 6J'II/ICT6pHa KapTa,

€ IMpeaoCTaBCHa 1o-a01y B TOUKa 6.3a J1a HE 3a6paBﬂTe JO3UTEC CH, 3alITMIICTC JaTaTa, Ha KOATO CTC

MNpuein nmbpBaTa 4034, Ha MPA3HOTO MSACTO OO KAIICYJIUTC. 3a JAa U3BAANUTC KAIICYJIUTE 3a Bamrara J03a:

1. HarucHere HaBBTpE
€31YeTo.

2. Ortnenere XapTUEHOTO
MIOKPUTHE.
ya
Vi
§oadgnd |
3. WsBajere KarcyJaTa npes r;;'c‘!"’ ‘%ﬁﬁ
Gbonuoto. Wi &

COMETRIQ ne Tpsi6Ba na ce mpuema ¢ xpana. He Tps0Ba na nmpuemaTte HUKaKBa XpaHa IoHe 2 yaca
npean npueMane Ha COMETRIQ u B poapipkeHre Ha 1 9ac ciies mpreMaHe Ha JISKapCTBOTO.
I'bnTaiiTe Kancynure eHa 1o eHa ¢ Boja. He ru orapsiite.

AKo0 cTe nipuesiu moBeye ot Heodxoaumata no03a COMETRIQ

Axo cte ipuenu mosede ot Heodxomumara goza COMETRIQ, 3a K0osITO cTe TMOYYHIN YKA3aHHS,
BeJ[Hara pasroBapsite ¢ Bamus nexkap uiu otuaere B O0IHUIA, KATO B3EMETE KAIlCyJIUTE U Ta3U
JIUCTOBKA.

AKko cte nponmycHasm 1a npuemere COMETRIQ

- Ako Bce onle nMa 12 yaca niaM oBede Mpeay yaca Ha IpreMaHe Ha ciefBaiiara Bu nosa,
ToraBa IIpueMeTe IIPoIlycHaTa 1032, BeJHara cieji kato ce ceture. [Ipuemere cienpaiara
J1032 B HOPMAJIHOTO BpEME.

- Axko Tpsi0Ba 1a mpreMeTe cieaBalara CH 103a cliell Ho-Maiko oT 12 yaca, ToraBa He
npueMaiite nponycHaraTa fo3a. [IpueMere cieapaiara 103a B HOpMaJIHOTO BpeME.

AKko cre cripesn npuema Ha COMETRIQ

CrimpaHeTo Ha JIEYeHHEeTO MOJXKe Ja CIIpe JeCTBUETOo Ha JiekapcTBOTo. He crimpaiite eueHnero ¢
COMETRIQ, ocBeH ako He cTe ro 00chawu ¢ Bamus jiekap. AKO UMaTe HIKaKBH JIOTbIHUTEITHA
BBIIPOCH, CBBP3aHU ¢ ynoTpebaTa Ha TOBA JICKAPCTRO, MonuTaiite Bamms nekap.
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4. Bb3M0oKHU HeKeJTaHU pP€aKkuumn

KakTo BcH4KM JiekapcTBa, TOBA JICKAPCTBO MOXKE J1a TIPEIU3BUKA HEXEIIAHU PEaKIK, BRIIPEKH Ue HEe
BCEKH T'H ITOJTy4aBa. AKO MOJyYUTe HIKAKBU HEXKEIAHU JICKAPCTBEHH Peakiuy, BamusaT nexap Moxe
na Bu kaxke ma nmpuemare mo-aucka go3a COMETRIQ. BammsaT mekap chImo Taka MOKe J1a TIpeITrIne
JPYTH JICKapCTBa 32 KOHTPOJI Ha HEXKEIAHUTE PEAKIHH.

Beanara ungopmupaiite Bamus jexap, ako 3a0ese:xure HAKOS OT CAeTHUTE HeKeJaAHH
peakuuu — Moxke 1a Bu e Heo0X0AMMO CIIeNTHO MeIMIIUHCKO JIeYeHne:

e CumnToMH, BKIIFOUHTEITHO O0JIKa B KOpeMa, TaJicHe, MOBPHINAHE, 3alleK Wik Tpecka. Te Moxke
Jla ca MpU3HALM Ha CTOMAILIHO-YpeBHA Mepdopaius - OTBOP, KOWTO ce MoydaBa Ha cToMaxa
WJIN YepBaTa, KOMTO MOKe J1a € )KMBOTO3acTpallaBar.

e IlonyBane, OonKa B pbLETE U KpaKaTa WM HEJOCTHUT HA Bb3IYyX.

e Pana, KOsTO HE 3a37paBsBa.

e lloBpbInaHe WM U3KANUIIHE HA KPBB, KOATO MOXE JIa € SIPKO YePBEHA MIK J1a U3TIIeXK/Ia KaTo
yTaiika oT Kade.

e DBoska B ycraTa, 350UTE /TN YeIIOCTTa, MOIyBaHe WIIH S3BU B YCTAaTa, CKOBAaHOCT WU
YyBCTBO Ha TEXKECT B UEFOCTTA, FJIM pasKiamiane Ha 360. ToBa Morar ga ObaT mpuU3HAIM 3a
KOCTHO yBpEXJIaHE Ha YEeIOCTTa (OCTEeOHEKPOo3a).

e [lpunagpuu, rmaBoOomue, 00BPKAHOCT WU 3aTpyIHEHA KOHIIEHTpalus. Te Moxe /a ca
MpHU3HAIM Ha 3a00JIsIBaHe, HAPEUCHO CHHIPOM Ha MOCTEPHOpPHA 00paTuMa eHiledaaonaTHs
(PRES). Cnyuaute Ha PRES ca Hewectu (3acsira no-manko ot 1 Ha 100 goBeka).

o Texka quapus, KOATO HE ce MoAoOpsIBa.

Jpyrure He:keJlaHU peaKIUM BKJIIOYBAT:
MHoro 4yecTd He:KeJIaHHM peaknuu (Moxe 1a 3acsrat mosede oT 1 Ha 10 goBeka)

e Pa3zcTpoeH cToMax, BKIIOYHTEIHO JUAPHs, TaJeHe, MOBPBIIAHe, 3aMeK, HapyIICHO
XpaHOCMUJIAHE U OOJIKa B KOpeMa

e 3arTpyaHEHO NperibilaHe

Mexypu, O0ika B pbIIeTe WU CThIIANIATA HA KpaKaTa, OOpUB WK 3a4epBsIBaHE Ha KOXKATa,

cyxa Koxa

Hamanen anetur, 3ary0a Ha TErJI0, MPOMEHEH BKYC

Ymopa, cnabdoct, rmaBo0OoIue, 3aMastHOCT

[Tpomenu B 1BeTa Ha KocaTa (M3CBETISABAHE), KOCOIA

XunepToHus (MOBUIIABaHE HA KPHBHOTO HAJISITAHE)

3auepBsBaHe, MMOIyBaHe WK 0OJKa B yCTaTa WM I'bPJIOTO, 3aTPYAHEH TOBOP, IPE3TaB IJiac

[IpoMeHnu B KpbBHUTE W3CIICABAHMS, U3IOI3BAHU 32 IPOCIICAsIBaHEe HA 0010TO BH

3[[PaBOCIIOBHO CHCTOSIHUE W YEPHUS IPO0, HUCKH HUBA HA €JICKTPOIUTUTE (KaTO MarHe3ui,

KaJIIMHA WJTH KaJTHi)

Hucku HUBa Ha KPHBHUTE TUIOYHIIN

CraBHa 00JHa, MYCKYJIHU CIIa3MHU

[omyTn nTuMdHH *KITe3u

Bonxka B ppIieTe, anmaHuTe, KpakaTa WK CThIIajIaTa

YecTH HeskeTaHU peaknuM (MoraT n1a 3acerHart 1o 1 Ha 10 qoBeka)

e besmoxkoiicTBo, nenpecusi, 00bPKaHOCT

e ['eHepanusupana O00Ka, IPhIHA WIH MYCKYJTHa 00JKa, 00JIKa B yXOTO, IIIyM B yIITUTE
e (CnabocT iy HaMaleHa YyBCTBUTEIHOCT B KPAHUITUTE

e Brpucane, Tpenepene

o [lexunparanus

e Bo3nanenue Ha KopeMa WM MaHKpeaca

e Bwni3naneHne Ha YCTHHUTE M BIVINTE HA ycTaTa
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e BwniananeHne Ha KOpEeHHUTE Ha KOCMUTE, aKHE, MEXypH (B 9acTH Ha TAJIOTO, Pa3IUIHHU OT
PBIETE WX KpaKarta)

o llogyBaHe Ha JIUIIETO U IPYTH YaCTH HA TSIIOTO

e 3ary0a wiu nMpoMsiHA Ha BKyca

e XuroTouwus (MMOHWXKaBaHE HA KPHBHOTO HAJIATAHE)

e Arpuanna Gubprmamnus (yIeCTeHO U HETIPaBHIIHO OWEHE Ha ChPIICTO)

e I3cBernsABaHe Ha KOXaTa, JIIOCIH MO KoXKaTa, HeoOnJaiiHo Ojena Koxa

e HeobOudaen pacTex Ha Koca

o XeMopouau

o IIneBmonus (uHdexnus Ha OemuTe IpoOOBE)

¢ bonka B ycraTa, 350UTe W/HIN YETIOCTTA, TO{yBaHE WM S3BU B YCTaTa, CKOBAaHOCT MU
YYBCTBO Ha TEXXECT B UEJIOCTTA, MM pa3KIIalaHe Ha 360

e HawmarneHa akTHBHOCT Ha IIUTOBHIHATA JKJI€32; CHMIITOMUTE MOXKE JIa BKJIFOUBAT: YMOPA,
MOBHUIIIaBaHE HA TETJIOTO, 3aIleK, yCeIlaHe 3a CTYA U cyXa Koxa

e Hucku HUBa Ha OenUTE KPHBHU KIIETKH

e Hawmanenu HuBa Ha docdaTu B KPhBTa

e PaskbcBaHe WIM OTBOP WIIM KEPBEHE B CTOMAaxa MJIH YepBaTa, Bh3MaJICHUE WU Pa3KbCBaHE HA
aHyca, KbpBeHE B OeluTe IpoOOBe WM TpaxesdTa (AuxaTeaHaTa Tproa)

e HeoOuuaiiHo cBbp3BaHE HAa THKAHUTE B XPAHOCMMIIATEIHATA CHCTEMA; CHMIITOMHTE MOXE J1a
BKITFOUBAT CHJTHA WJIM YIIOPHUTA OOJIKA B CTOMaxa

e AOHOPMHO CBBP3BaHE Ha ThKAaHUTE B TpaxesATa (AuxaTeaHara Tph0a), XpaHOIPOBOIa TN
Oenmre 1poboBe

e Aocuec (crOupaHe Ha THOH ¢ MOJyBaHE U Bb3MaJCHUE) B 00JIACTTa Ha KOpEMa WIIK Ta3a W B
350UTE/BEHLINTE

e KpwBHHE chCHpEIN B KpPBBOHOCHUTE CHIIOBE U OenmuTe npodoBe

e Mo3bueH yaap

e ['nOWuHU HH(DEKIMH, KOUTO MOXKE JIa ca M0 KOXKaTa, B yCTaTa Wi TCHUTATHHUTE

e Panu, KOUTO TPYAHO 3a37paBsBaT

e benThK Win KpbB B YPUHATA, KITbYHI KaMbHU, O0JIE3HEHO YPUHUPAHE

e  3aMBITICHO 3pEHHE

o IloBumaBane Ha HUBOTO Ha OMIMPYOUH B KpbBTa (KOETO MOXKE J]a JOBEAE A0
KBITCHUII/OIBETABAHE HA KOXKATA MK OYUTE B KBJITO)

e [loHmxkaBaHe Ha HUBATa Ha OCNTHITUTE B KPHBTA (a10YMUH)

e AOHOpPMHH TecTOBe 3a ObOpeyHa (yHKUUS (MOBUIICHN KOJIUYECTBA HA KPEATHHUH B KPHBTA)

o IloBumenu HUBa Ha cepyMeH MPOTEHH, U3BECTEH KaTO JIUMAa3a.

HeuecTn He:kenann peakuun (Morat aa 3acertar 1 Ha 100 goBeka)

e Bwb3naneHue Ha XpaHONPOBOA; CHMITOMUTE MOXKE J1a BKJIIOUBAT KUCEJIMHY B CTOMaxa, Oonka
B T'bPIUTE, TaicHe, NPOMSHA Ha BKYyca, IOAyBaHe, OPUrBaHE U HAPYIICHO XPaHOCMHJIAHE

e Hudexuus u Bp3najgcHue Ha O6enus Apoo, konadbupane Ha Oenus Apoo

o KoxHu 513BU, KUCTH, YEPBEHU I1E€THA 110 JIMLETO WK OeapaTta

e boJsika B mMIeTO

o IIpoMmeHu B pe3ynTaTuTe OT U3CJICABAHUS, KOUTO H3MEPBAT ChbCUPBAHETO HA KPBBTA WIN
KPBBHUTE KIIETKH

e 3ary0a Ha KOOpJIMHAIMS HAa MyCKYJIUTE, YBPEX/JaHE Ha CKEIETHUTE MYCKYJIH

¢ 3ary0a Ha KOHLEHTpauus, 3aryda Ha Ch3HaHKE, IPOMEHHU B TOBOPA, JETUPUYM, HEOONUaliHH
CHHUIIA

e I'pbaHa Oonka, IbJDKaILA ce Ha OJIOKMpaHE Ha apTepUUTE, YUeCTeHa ChplledHa JIeHHOCT

e VYBpexkaaHe Ha YepHUs Ipod, ObOpeyHa HeTOCTaTHYHOCT

e Hapymen cmyx

e Bub3naneHue Ha OKOTO, IEpAE Ha OKOTO

e Cncupex/emM00i1, KOWTO c€ € MPUABHIKIII [0 aPTEPUHUTE U € 3aceIHall

e CnupaHe Ha MEHCTpyalUsATa, BarHHAJIHO KbPBEHE

o 3abonsBaHe, HApEUCHO CUHAPOM Ha ocTepropHa ooparuma ennedanonarus (PRES), koero
MMa CUMIITOMH, KaTo MPUIaIbIH, TI1aBo00ne, 00bPKAHOCT WK 3aTPyJHEHO KOHIICHTPUpPAHE

e  Ps3ko nosuiiaBaHe Ha KPbBHOTO HAJISITaHE (XUIEPTOHUYHA KPU3a)
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e Komabupan 051 1po0 ¢ BB3AYX, 3aIbpKaH B IPOCTPAHCTBOTO MEXKITY Oeus Apo0 U TPhIHUS
KOIII, YeCTO MPUIHHSBAI 3a0yX (ITHEBMOTOPAKC).

C HeusBecTHa YecTOTa (HEKEIaHU PEaKIMU C HEM3BECTHA YECTOTa)
e CopueueH uHMAPKT
e PasmmpsiBaHe u oTcnabBaHe HA CT€HA HA KPBBOHOCEH ChJI MM Pa3KbCBaHE HA CTEHA Ha
KPBBOHOCEH Ch/I (AHEBPU3MH U apTEPUATHH AMCEKAIINN)
e Bo3naneHue Ha KPbBOHOCHHUTE CHJOBE IO KOXKaTa (KOXKEH BACKYJIHNT)

Cho01IaBaHe HA He:KeJIAHU peakuuu

AKO TIOITyYnTe HIKAKBU HEXKEJIaHH JICKApCTBEHH Peakiiy, yBeaoMere Bamus nexap wuimu gpapmarnenT.
ToBa BKJIFOYBA BCHYKHM B3MOYKHH HEOMTMCAHU B Ta3W JIMCTOBKA HEXEIAaHU peakiu. MoxeTe ChIIo Jia
CHOOLINTE HEXENAaHU PEeaKK AUPEKTHO Upe3 HallMOHAIHATA CUCTEMa 3a ChoOIIaBaHe, MOCOYCHA B
[punoxenue V. Karo crobmaBare HexkelaHU PeakLui, MOXeETe J1a 1aJeTe CBOs MPUHOC 32
HOJTyJaBaHe Ha MOBeYe MHPOPMAIH OTHOCHO 0€3011acHOCTTa Ha TOBA JICKApCTBO.

5. Kak na cexpansBate COMETRIQ
Jla ce chxpaHsiBa Ha MSICTO, HEJIOCTHITHO 32 JIeTa.

He u3nosn3BaiiTe TOBa JIEKapCTBO CJIE/l CPOKA HA TOJHOCT, OTOCISI3aH BhPXY OJIMCTEpHATA KapTa Clie]
,»L 0JieH 710:”. CpOKBT Ha TOIHOCT OTTOBAPSI HA MOCISAHUS JICH OT TIOCOYCHHUS MECeIl.

[a He ce cpxpansBa Hax 25°C. CpxpaHsiBaiiTe B OpUrHHAITHATA OTIAKOBKA, 3a J]a ce Mpe/a3y OT Biara.

He u3xBbpisiite nekapcTBaTa B KaHAIU3aLUATa WIM B KOHTEMHEpa 3a JOMAIIHA OTIAbIIH.
[MonmTaiite Bamms papmaneBT kak ga H3XBBPISATE JeKapcTBaTa, KOUTO Bede He uarnon3sare. Te3n
MEPKH 1€ CIIOMOTHAT 34 OIla3BaHe Ha OKOJIHATA Cpefa.

6. Chabp:kanue Ha ONMAKOBKATA U JOMBJIHUTETHA HHOpManus
Kak ceabpxa COMETRIQ
AKTHBHOTO BEIIECTBO € Kabo3aHTHHHO (S)-Manart.

Teepaute kancyan COMETRIQ 20 mg cbabpkat kabo3aHTHHHO (S)-ManaT, eKBUBaIEHTHO Ha 20 mg
Ka003aHTHHUO.
Teepaute karicymn COMETRIQ 80 mg cpabpkat kabo3anTuHUO (S)-Manar, ekBuBaeHTHO Ha 80 mg
Ka003aHTHHUO.

Hpyrute cbcTaBky ca:

- KancyJHo ¢cbIBbp:KUMO: MUKPOKPHUCTAIHA IEJTYJI03a, KPOCKAapMeso3a HaTpHii, HATPHUEB
HUILECTEH TITIOKOJIAT, KOJIOUIeH Oe3BOJICH CHITUIIMEB IUOKCH], CTEAPHHOBA KUCEITNHA
- CnbcraB Ha KancyJaTa: xelaTuH 1 THTaHoB auokcua (E171)
- Kamncymute ot 20 mg chabpKaT ChINO YepeH xkene3eH okcun (E172)
- Kancynure ot 80 mg chabppKaT chilo uepBeH xene3ed okcun (E172)
- ITeyaTHO MacTHJI0: TIENAK, YepeH Kene3eH okena (E172) u mponIeHr Ko

Kak u3raexna COMETRIQ u kakBO chbABbp:Ka 0NAKOBKATA

Teepaute karcymn COMETRIQ 20 mg ca cuBu ¢ otniedaran Haamnwuc ,,XL184 20mg* ot eqHara
CTpaHa.

Tebpaute kancynu COMETRIQ 80 mg ca opanxeBu ¢ ornedaras Hagnuc ,,XL184 80mg* ot ennara
CTpaHa.
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Teepaure kancyaun COMETRIQ ca omakoBanu B OJUCTEpHH KapTH, OpTaHU3UPAHU 110 TIPEAITACaHAaTa
no3a Besika GnrcrepHa KapTa ChIabpiKa JJOCTaTHUHO JICKapCTBO 3a 7 mHA. Beeku pen Ha O6aucTepHarta
KapTa ChAbPKa JJHEBHATA J103a.

brucrepnara kapta ¢ 60 mg qHEBHA 7032 ChIBpPIKa ABAACCET U €aHa Karcyin oT 20 mg KaTo

7 nHEBHHU 103M 00mI0. Bcesika mHEBHA 103a ce HAMHUpA Ha €AMH PEll U ChABPIKA TPU KarCyIH
ot 20 mg:

=60 mg

Tpu cuBH 20 mg

brnncrepnata xapra cec 100 mg nHeBHa 103a ChIbpKa ceeM Karncynu oT 80 mg u ceaem
karcyu ot 20 mg kato 7 THEBHU 03 00mm0. Bceska MHEBHA 103a ce HAaMUpa Ha €OUH pel 1
CBhABpPIKA enHa Kancyna oT 80 mg u enHa kancynia ot 20 mg:

+ =100 mg

enHa opamkeBa 80 mg + enHa cusa 20 mg

brucrepnara kapra che 140 mg mHEBHA /103a ChABPKA celleM Karcynu oT 80 mg U 1BajgeceT U
enHa xarcyym oT 20 mg xaTo 7 mo3u 00110. Beska mHeBHA 103a ce HAMHpa Ha SIUH Pel |
CBhABpPKA e1Ha Kancyia oT 80 mg u Tpu kancynu ot 20 mg:

3-088_ -

enHa opamkeBa 80 mg + tpu cuBm 20 mg

Teepaute kancynu COMETRIQ ce npeanarar u B onakoBKH 3a 28 THU:
84 xancynu (4 onuctepuu kaptu ¢ 21 x 20 mg) (mo3a 60 mg/neH)
56 kancynu (4 6muctepnu kaptu ¢ 7 X 20 mg u 7 x 80 mg) (no3a 100 mg/nen)
112 xancynu (4 6xuctepru Kaptu ¢ 21 x 20 mg u 7 x 80 mg) (no3a 140 mg/nen)

Bcesika omakoBka 3a 28 JIHU ChABPKA JOCTATHYHO KOJIUYECTBO OT JIEKAPCTBOTO 32 28 JHU.
IpuTexaTes Ha pa3pelIeHUETO 32 ynoTpeda

Ipsen Pharma

65, quai Georges Gorse

92100 Boulogne-Billancourt

DpaHuus

IIponsBoauTen

Catalent Germany Schorndorf GmbH

Steinbeisstr. 1 und 2

73614 Schorndorf

T'epmanus
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Tjoapack Netherlands B.V.
Nieuwe Donk 9

4879 AC Etten-Leur
Hunepnanaus

3a AonBIHUTENTHA HH(POPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
NpEeICTABUTEN Ha MPUTEKATEIS Ha Pa3pelieHHeTo 3a yrnoTpeoa.

Belgié/Belgique/Belgien, Luxembourg/Luxemburg

Ipsen NV
Belgié /Belgique/Belgien
Tél/Tel: +32 9 243 96 00

France
Ipsen Pharma
Tél: +33 158 33 50 00

bnarapus, Slovenija
Biomapas UAB
JIutsa, Litva

Tel: +370 37 366307

Ceska republika
Ipsen Pharma, s.r.0.
Tel: + 420 242 481 821

Danmark, Norge, Suomi/Finland, Sverige, Island
Institut Produits Synthése (IPSEN) AB
Sverige/Ruotsi/Svipj60

T1f/Puh/Tel/Simi: +46 8 451 60 00

Deutschland, Osterreich
Ipsen Pharma GmbH
Deutschland

Tel.: +49 89 2620 432 89

Eesti
Centralpharma Communications OU
Tel: +372 60 15 540

EArada, Kmpog, Malta
Ipsen Movonpoconr EITE
EALGO0/Greece

TnA: + 30210 984 3324

Espaiia
Ipsen Pharma, S.A.
Tel: + 34 936 858 100

Ireland, United Kingdom (Northern Ireland)

Ipsen Pharmaceuticals Limited
Tel: + 44 (0)1753 62 77 77
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Italia
Ipsen SpA
Tel: +39 02 39 22 41

Latvija
Ipsen Pharma representative office
Tel: +371 67622233

Hrvatska
Biomapas Zagreb d.o.o.
Tel: +385 17 757 094

Lietuva
Ipsen Pharma SAS Lietuvos filialas
Tel. +370 700 33305

Magyarorszag
IPSEN Pharma Hungary Kft.
Tel.: +36-1 555 5930

Nederland
Ipsen Farmaceutica B.V.
Tel: + 31 (0) 23 554 1600

Polska
Ipsen Poland Sp. z o0.0.
Tel.: + 48 (0) 22 653 68 00

Portugal
Ipsen Portugal - Produtos Farmacéuticos S.A.
Tel: + 351 21 412 3550

Romania
Ipsen Pharma Roménia SRL
Tel: +40 21 231 27 20

Slovenska republika
Ipsen Pharma
Tel: + 420 242 481 821



I[aTa Ha IOCJCIHO NMpepasrjaeckaaHe HA JIMCTOBKaTa

ToBa nekapcTBO € pa3pemieHo 3a ynorpeda o T. Hap. cXema ,,pa3periaBane nox ycnosue'. Toa
03HayaBa, Y€ 3a JIEKapCTBOTO CE€ OYAKBAT JOIBIHUTEITHH JaHHMU.

EBporneiickaTa areHiys o JeKkapcTBaTa e n3BbpIlBa Iperie]] Ha HoBaTa MH(OpMaIys 3a
JIEKapCTBOTO IIOHE BEAHBHX I'OAUIIHO U Ta3U JINCTOBKA ChOTBETHO IIIE CE aKTyaJlu3Upa.

JApyru u3rouHunu Ha uHGopManus

[TonpoOHa nH(pOpManHs 3a TOBA JIEKApCTBO € MpeocTaBeHa Ha yeOcaiiTa Ha EBporetickara areHIus
1o JIeKapcTBara: http://www.ema.europa.eu.
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