MNPUJIOKEHHUE 1

KPATKA XAPAKTEPUCTHUKA HA ITIPOAYKTA



1. HNME HA JIEKAPCTBEHUS TPOAYKT

Cynutuan6 Accord 12,5 mg TBbpau Kancyiu
Cynantuan6 Accord 25 mg TBbpIu Karcyiiun
Cynutnau6 Accord 37,5 mg TBBpIU Kamncyiu
Cynutunu6 Accord 50 mg TBbpau Kancynm

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Cyuutnan6 Accord 12,5 mg TBepau Karcyiu
Bcsxka TBbpaa Karcysa ceappxa 12,5 mg cyHuTHHUO.

Cyautnan6 Accord 25 mg TBbpIH KaICyJIn
Bcsika TBBpAA Karcyia chabpika 25 Mg CyHUTHHUO.

Cyuutnan6 Accord 37,5 mg TBepau Karcyiu
Bcsikxa TBBpAa Karcysia chabpxka 37,5 mg CyHUTHHHO.

Cyuutnan6 Accord 50 mg TBEpAM Karcyau
Bcesika TBBpaa Karcyna chabpka S0 mg CyHUTHHHUO.

3a IBJIHKS CHUCHK Ha IIOMOIIHUTE BEIIECTBA BIKTE TOUKa 6.1,

3. JIEKAPCTBEHA ®OPMA
Tebpaa kancyia (karcyJia)

Cyuutuanb Accord 12,5 mg TBbp/in Kancyiam

Kenatunosu kancynu c pasmep 4 (mpubausurenHa AbwokuHa 14,3 mm) ¢ opaHKeBo Kanaye u
OpaH)XEBO TSUTO, OTIIEYATaH! C 0510 MAcTHIIO ,,12,5 mg* BBpXy TAIIOTO M ChABPIKAIIH KBITH JI0
OpaH)XEBU T'PaHyJIH.

Cyuutuaun6 Accord 25 mg TBBpIM Kancyau

JKenmaTuHOBH Karicynu ¢ pa3mep 3 (mpuOim3uTeNHa IpDKIHA 15,9 mm) ¢ kapameseHo Karmade u
OpaHXeBO TSUIO, OTIIEYATAaHU C OSJI0 MACTUIIO ,,25 Mg BEPXY TSAJIOTO U ChIUbPIKAIIMU XKBITH J0
OpaHKEBH IPaHYIIH.

Cyuutuanb Accord 37,5 mg tBbpin Kancyim

Kenatunosu kancymnu ¢ pasmep 2 (mpubausuTenHa aAppkuHa 18,0 mm) ¢ )KBITO Kanaye u KbJITO
TSIT0, OTTIEYATaH! C YEPHO MACTHIIO ,,37,5 mg™ BEPXY TSUIOTO W ChIABPIKAIIH KBJITH IO OPAHKCBH
TpaHyJIH.

Cyuutuaun6 Accord 50 mg TBBpaM Kancyau

JKenatnnosa karcyna ¢ pazmep 1 (mpubnmsurenHa neoxuHa 19,4 mm) ¢ kapameneHo Karmade u
KapaMeJIeHO TsU10, OTIeYaraHa ¢ 0510 MacTHio ,,.50 mg® BbpXy TSUIOTO M ChBPIKAIa KBJITH O
OpaHKeBH I'PaHyJIH.

4. KJIMHUYHHU JAHHA

4.1 TepaneBTUYHH MOKA3AHHUS

TactpounTrectunaneH crpoMmaieH tyMop (Gastrointestinal stromaltumour, GIST)
Cynantuan6 ACCOrd e mokasaH 3a JIEYEHHETO Ha HEOIepaOWIeH W/UITH METACTATHUYEH 3JI0KAYEeCTBEH _
racTpouHTecTHHajJeH ctpomaiieH Tymop (GIST) mpu Bb3pacTHH, Cliel] HEYCIEUTHO JIEYEHHE C




I/IMaTI/IHI/I6, nopaau pe3uCTCHTHOCT UJIN HCIIOHOCUMOCT.

MeracratuueH 0b0peuHo-Kki1eThrueH kapuunoM (Metastatic renal cell carcinoma, MRCC)
Cynutnan6 AcCCOrd e mokasaH 3a JICYEHHETO Ha HAMPEIHAT/METACTATUICH OBOPEUHO-KIEThUCH
kaprmaoM (MRCC) npu BB3pacTHH.

[ankpeaTnyHy HEBpOeHIOKpHHHK TyMopH (Pancreatic neuroendocrine tumours, pNET)

Cynutuan6 ACCOrd e mokasaH 3a JieueHHe Ha HEOMepaOUIHN HUITH MEeTaCTaTHYHH, T00pe
mudepeHITMpany TaHKpeaTHIH! HeBpoeHokpuHEN TyMopH (pNET) npu mporpecupane Ha 6oiectra
[P Bb3PaCTHHU.

4.2 Jlo3upoBKa M HAYMH HA NPHUJIOKEHHE

Tepamusara csc Cyrantuanb Accord TpsOBa ga Obe mpeAnprera OT JeKap, KONTO NMa OINT B
IMPUIJIIOKECHUETO HAa IPOTUBOPAKOBHU JICKAPCTBCHU IIPOJAYKTHU.

ﬂO3I/I[20BKa

IMTpu GIST u MRCC npenoppunrentara qo3a Cyautuand Accord e 50 mg, nprueMana mepopaiHo
BEJIHBX THEBHO, B TIPOABIKEHUE HA 4 TIOCTIEA0OBATEIIHN CEAMUIIN, ITOCIIEIBaHA OT 2-CeAMUYHA ay3a
(cxema 4/2), 3a 1a ce 00XBaHe MBJICH LUKBI OT 6 CEIMUIIH.

IMpu pNET npenopbunrtennara go3za Cynntunubd Accord e 37,5 mg, npuemMaHa nepopaiHo BEIHBK
JHEBHO 0e3 MmeproJl Ha MOYMBKA B CXeMara.

Kopekuyus na dozama

besonacnocm u nonocumocm

IIpu GIST m MRCC BB3 ocHOBa Ha HHIWBUAyaTHATa 0€30MAaCHOCT M TIOHOCUMOCT, MOXKe Ja Ob/e
NPUIIOKEHO MoAu(duUIIMpane Ha Jjo3aTa B CTHIKHU OT 12,5 mg. /lHeBHaTa 1032 He TpsOBA Aa Ha/IBUILIABa
75 mg, HuTO Aa OBJIe HaMalsBaHa 1moja 25 M.

ITpu pNET BB3 ocHOBa Ha MHAMBHYyaJIHaTa 0€30IaCHOCT U IOHOCUMOCT MOKE J1a ObJIe IPUII0KEHO
MonuuIIpane Ha 03aTa B CTHIKH OT 12,5 mg. MakcumarnHara 703a, npuiarada mo speme Ha pNET
npoyuBaHeTo ¢aza 3, e 6una 50 mg nHEBHO.

HpeK’bCBaHI/ISI B IMIpWJiIarane€To MOTratT Aa C€ HaJIOXKaT Bb3 OCHOBA HAa MHAUBUAYAJIHATA 0€e30ITacHOCT U
IMOHOCHUMOCT.

CYP3A44 unxubumopu/unoykmopu

ChIbTCTBAIIO PUIIOKEHNE Ha CYHUTUHUO ¢ MomHu UHIyKkTopu Ha CYP3 A4 kaTo pudamnuinmx
TpsiOBa fa ce u30srea (Bxk. Touku 4.4 u 4.5). AKo ToBa HE € Bb3MOXKHO, MOXKeE J1a ObIe HEOOXOAMMO
YBEJNMYEHHE Ha J103aTa Ha CYHUTHHHO Che CTHIKH OT 12,5 mg (10 87,5 mg na aen npu GIST 1 MRCC
w 62,5 mg ua aex npu pNET), Bb3 0cHOBa Ha BHUMATEIHO HAOIIOACHUE HA TTOHOCHMOCTTA.

ChIrpTCTBAIIO MPHUIIOKEHHUE HA CYHUTHHHUO ¢ MoIHN nEXuouTopr Ha CYP3 A4 xato KeTOKOHa301
TpsiOBa 1a ce u30srea (Bxk. Touku 4.4 1 4.5). AKo TOBa HE € Bb3MOXHO, MOXKE J]a € HEOOXO0AMMO
HaMallsBaHEe Ha O3UTE Ha CYHUTHHUO 10 MuHUMYyMa oT 37,5 mg aaeBHo npu GIST 1 MRCC
25 mg na nen npu pNET, B3 0OCHOBa Ha BHUMATEITHO HAOJIO/ICHNE Ha TIOHOCUMOCTTA.

TpsabBa na ce mma mpeaBua n300pa Ha APYT CHITHTCTBAIL JIEKAPCTBEH MPOIYKT, KOHTO HSAMA HUIIH € C
MUHHMAaJTHa CIIOCOOHOCT Ja uHIyIMpa nin naxuoupa CYP3A4.

CrenuaiHy nonyJIanuu:

Tleouampuuna nonyrayus

bezonacHocTTa M epuKaCHOCTTa Ha CYHUTHHHO IIpY MAIMEeHTH o 18-roauimHa Bp3pacT He ca
YCTaHOBEHH.

Hanuunute moHacTosIIIeM JaHHU ca onucaHu B Touku 4.8, 5.1 u 5.2, HO npenopbKH 3a J03UpOBKaTa



HEC MOXKC J1a 6’L)IaT HaIrpaBCHU.

Cmapuecka 8v3pacm

OxkoJI0 eTHA TPETa OT MAIUCHTUTE B KIIMHUYHHUTE POYYBAHMsI, TPUEMaIH CyHUTUHUO, ca OWIM Ha WK
Hajx 65 roguHU. He ca ycTaHOBEHM 3HAYMMU Pa3Indus B 0€301MacHOCTTA WU €PUKACHOCTTA MEXKILY
MO-MJIaJIN ¥ TT0-BB3PACTHH MAIUEHTH.

Yeprodpobno yspesicoane

He ce npenopbuBa amanTrpaHe Ha Hava HATA J103a, KOTATO CYHUTHUHHO Ce MpHiiara Ha IMalyueHTH ¢
JIeKa 10 yMepeHa cTerieH Ha yepHoapoOHo yBpexnane (Child-Pugh Kiac A u B). Cyauturun6 e e
npoyuBaH mpu jura ¢ Texko (Child-Pugh Kirac C) weproapo6HO yBpekaaHe u 3aTOBa,
MIPUIIOKEHUETO MYy TPY MAIIUEHTH C TEXKKO YEPHOPOOHO YBpEKIaHE HE MOXKe J1a ObJe MPernopbYaHo
(BX. Touka 5.2).

Bvbpeuno yspeacoane

He e HeoOxouMo KOpUTHMpaHe Ha HaYaaHaTa J03a, KOraTo ce MpUeMa CyHUTUHUO OT MAI[UeHTH C

0B0pevHo yBpekaaHe (OT JIeKa 10 TeKKa CTEIICH) WIIM ¢ TEPMHUHAJIEH CTaaui Ha 0B0pedHa Ooect
(end-stage renal disease, ESRD), xouTo ca Ha xemoauanusa. [TocaenBaiio Kopurupane Ha 103aTa
Tpsi0OBa J]a ce OCHOBaBa HA WH/MBH/IyalTHaTa O€30MAaCHOCT M MOHOCUMOCT (BXK. TOYKa 5.2).

Hauwn Ha npuoxeHne
Cynutnau6 Accord e 3a mepopaiiHo npusioxerue. Toit Moxe J1a ce mpuema che Win 6e3 XxpaHa.

AKo ce TpoITycHe /1033, He OMBa /1a ce AaBa JOIbIHUTENHA /1032 Ha nanueHTa. [lanueHTsT TpsadBa aa
npueme oOMuaiiHaTa npeanrcaHa 403a Ha CIeABaIHs JeH.

4.3 IIpoTuBomoOKa3aHUs

CBpT)X‘-IyBCTBI/ITCHHOCT KbM aKTHBHOTO BCUICCTBO HJIM KbM HJIKOC OT IIOMOITHHUTEC BCIICCTBA,
n30poeHu B Touka 6.1.

4.4  CneuuaJiHu mpeaynpe:kaeHusi U MpeAna3sHu MePKU NPH yoTpeda

CrirpTeTBaIIo NpuioxkeHne ¢ Mourau nHAyKTopr Ha CYP3A4 TpsabBa na ce n30srBa, Thi KaTO MOXE
J1a MOHWKU TNIA3MEHNUTE KOHIICHTPAIMK Ha CYHUTHHUO (BX. TOUku 4.2 1 4.5).

CoirbTeTBaIIO TIpUIOKeHHE ¢ MolHu nHXuOuTOpr Ha CYP3 A4 TpsiOBa na ce u3bsArea, Thil KAaTO MOXKE
Jia MOBUIIN TUIA3MEHUTE KOHLIEHTPALUHN Ha CyHUTHHUO (BK. ToukH 4.2 1 4.5).

Hapymienns Ha Ko)kaTta M TBKaHHUTE

[Manuenture TpssOBa 1a ObJAT yBEAOMEHH, Y€ MOXKE JIa CE MOSBHU JICIMTMEHTAIUS Ha KOCaTa U KOKaTa
0 BpeMe Ha JICYCHHE ChC CyHUTUHUO. J[pyru Bb3MOKHU JIEPMATOIIOTUYHH e()EKTH MOrar Ja
BKJTIOYBAT CYXOTa, y/IeOesIBaHe WM HAITyKBaHE Ha KOXaTa, MeXypUeTa Wid OOpUBH 110 JTAHUTE Ha
phlLETE U XoAWIaTa Ha Kpakara.

l'openocoueHuTe peakiuy He ca OMITM KyMyJIaTUBHU, OOMKHOBEHO ca OWUJIM 00paTHUMHM U 00III0 B3ETO
HE ca JIOBEJH JI0 MPeKpaTsaBaHe Ha JeueHueTo. ChOOIEHH ca Cily4yan Ha MHOIepMa FaHrPeHO3yM,
0OMKHOBEHO 00paTHMa clie/ peKpaTsABaHe Ha MpreMa Ha CyHHTHHHO. ChoOIIaBa ce 3a TeKKH KOXKHU
peaknny, BKIIFOUUTEITHO ciIydan Ha eputeMa myntudopme (EM), cirydan, mpeamonaraiy CHHIPOM Ha
Stevens-Johnson (SJS) u Tokcuuna enunepmanna Hekponusa (TEN), HIKOM OT KOHUTO ¢ JieTaleH
U3X0J. AKO UMa MPHU3HAIM WK CHMITOMHU Ha cuHApoM Ha Stevens-Johnson, TEN unu EM (mamp.
MIPOTPECUBEH KOKEH OOPUB, YECTO CHIIPOBOICH C MEXYPH WIIH JTUTABUIHH JIE3UH ), ICICHUETO CHC
CYHUTHHUO TpsIOBa Ja ce mpekpaTu. AKO IMarHosara Ha cuHApoM Ha Stevens-Johnson unu TEN Obie
MOTBBPJICHA, JICYCHUETO He OMBa J1a ce 3amo4Ba oTHOBO. [Ipu Hkou cirydau Ha mono3upana EM
MAI[MEHTUTE ca TOHECIH MTOBTOPHO 3all0YBaHe Ha JICYCHHETO ChC CYHUTHHHUO MPH MO-HICKA 1032, CIIe]T
OTIIYMSIBaHE Ha PEaKIUATA; HAKOU OT T€3H MALMEHTH ChIIO TaKa SAHOBPEMEHHO Ca MOIYYHIIN
JICUCHUE ¢ KOPTUKOCTEPOUIHM UITH aHTUXUCTAMHUHH (BK. Touka 4.8).



KpbBOU3NKB U KEPBEHE HA TYMOPH

XeMoparuuHuTe ChOUTHSI, HIKOU OT KOUTO ca OMJIM C JIETaJCH U3X0/1, ChOOIICHH MPH KIHHUYHU
NPOYYBaHUS ChC CYHUTHHHUO U 110 BpEMe Ha MOCTMAapKETHHIOBOTO MPOCIIEAsSBaHE, Ca BKIIOYBAIH
KPBBOHM3JIMBU OT CTOMAIITHO-YPEBHUS TPAKT, PECIIUPATOPHUS TPAKT, MTUKOYHUTE IBTUINA U MO3BbYHU
KPBBOU3INBH (BXK. TOUKa 4.8).

PyTuHHaTa olleHKa Ha CHOUTHATA HAa KbpBEHE TPSAOBA J1a BKIIIOYBA ITHJIHA KPHBHA KApTHHA U
(u3uKaNeH mperies.

Enuncrakcuc e Ouna Haii-dyectara xeMoparuuHa He)KeJlaHa peakiys, KOATO € ChoOIleHa Ipr
NPUOIU3UTEIHO MTOJIOBUHATA OT MALMEHTUTE ChC CONUIHNA TYMOPH, KOUTO Ca UMaJld XeMOParndHu
crOnTHs. HAKOM OT ciydanTe Ha €MUCTaKCHUC ca OMIIA TEXKKH, HO PSIIKO JIETATHU.

CwoO0111aBa ce 3a cilydad Ha TyMOPHA XeMOparsi, MOHSIKora CBbp3aHu ¢ TYMOPHA HEKPO03a; KaTo HAKOU
OT TE3U XEMOPAruyHU CHOUTHUS ca OWIIH JICTATHH.

KpbBOM3IIMB OT TyMOpa MOKe Jia HACTHITU BHE3AITHO U B CIy4ail Ha 0eI0Jpo0eH TyMOp MOTaT Jia Ce
MPOSIBAT KAaTO TEXKKH U KUBOTO3aCTpalllaBallli KpbBOXpaueHe Uik 0enoapoOeH kpbBou3nus. [1pu
KJIMHUYHUTE MPOYYBAHUS M TI0 BpEMe Ha MOCTMAPKETUHIOBHS OMTUT MPU MAIMEHTH, JICKYBaHH ChC
cyautuanb 3a MRCC, GIST u 6emoapoben kaplinHOM, ca HaOIIoAaBaHu Cirydan Ha 0enoapo0Ha
XeMOoparusi, HIKOH OT KOHTO ¢ JieTajeH u3xoa. CYHUTHHUO He € 0JJ00peH 3a IPUIIOKEHHE TIPU
TIAIAEHTH C pak Ha OenuTe IpodoBe.

[TanuenTH, NoMy4YaBaly €JHOBPEMEHHO aHTHKOATYJIAaHTH (Hanp. BapdapuH, alleHOKyMapoi), MOXe Aa
ObaaT mpociensBaHu IEPUOIUIHO, Ype3 ITbJIHA KpbBHA KapTHHA (TpoMOOUINTH), (hakTopu Ha
kpbBockcupBaHeTo (PT/INR) u ¢pusukanen nperien.

CroManiHo-4YpeBHU HApYIICHUS

Huapwusi, rageHe/moBphIaHe, KOpeMHa 00JIKa, UCTICTICHSI B CTOMATHT/00JIKa B ycTaTa ca O Haii-
4YecTo ChOOLIaBaHUTE CTOMAITHO-UPEBHU HEXEJaH! peaKkIiK; CbOOIIaBaT ce ChIIO U CIIyYal Ha
e3odarut (BK. Touka 4.8).

Ho;[m,pmamaTa rpuiKa 1mpu CTOMAaIIHO-YPEBHUTC HCKCIIAHNU PCAKIINH, U3UCKBAIIU JICUCHUEC, MOXKC J1a
BKJIFOYBa JICKAPCTBCHU IIPOAYKTU IIPOTUB NMOBPBUIAHE, IPOTUB AUAPUI UJIKN aHTHATU/IN.

I[Ipu manueHTH ¢ UHTPaabJOMHHATHH 3JI0KAYeCTBCHH 00pa3yBaHusl, JICKYBaHH ChC CYHUTHHHO, ca
C'I)O6HICHI/I CCPUO3HU, IMOHAKOTA JICTAJIHU CTOMAIIHO-YPEBHU YCIOKHEHUS, BKIIFOUUTCIIHO CTOMAIITHO-
uypeBHa nepdopanusi.

XUMEPTOHUS
Cpo01IaBa ce 3a XUIIEPTOHUS, CBhP3aHa ChC CYHUTHHUO, BKITFOUUTEITHO TEKKA XUTICPTOHUS

(> 200 mmHg cucronno mnu 110 mmHg auacronHo kpbBHO Hansrane). [lanmenture TpsiOBa aa ce
U3CIIe/[BAT 32 XUIICPTOHHMS | J1a C& KOHTPOJINPAT a/IeKBaTHO. BpeMeHHO mpekpaTsiBaHe ce mpenopbyuBa
NPY TTAIUEHTH € TEXKKA XUTIEPTOHHS, KOATO HE C€ KOHTPOJHUPA C IPUIIOKEHHE Ha JICKapCTBa.
JleuenneTo Moxe j1a Ob/ie IOAHOBEHO BEJHATa [IIOM XUIIEPTOHUATA C€ KOHTPOJIHPA IO MOIXO0 IS
Ha4uH (BXK. TOUKa 4.8).

XeMaToJIOTHYHH HAPYIIICHUS

Hamanen aGcosntoren Opoii HeyTpodhuiiu U HamalieH Opoi TPOMOOIIUTH ca ChOOIIEHH KaTO CBbpP3aHU
cbc CyHUTHHHO (BK. Touka 4.8). ['opHUTE CHONTHS HE ca OMIIM KyMYJIaTUBHH, OOMKHOBEHO ca Onin
oOpatumu 1 0010 B3ETO HE ca JOBEIH 70 MPeKpaTsIBaHe Ha JedeHuetro. Hurto eanHo ot te3u chOuTHS B
npoyuBaHus (aza 3 He € OWIIO JIETATHO, HO PEIKH JIETATHA XEeMaTOJIOTHYHH CHOUTHS, BKIIFOUUTEITHO
XeMoparus, CBbp3aHa ¢ TPOMOOLUTONICHUS U HEYTPOIIEHUYHH HH(EKINH, Ca ChOOIIEHH PU
HOCTMapKETHHIOBOTO HAOJIIOICHHE.

Kakro IIpY PAaHHUTC, TaKa U MIPU IMO-KbCHUTEC €TAIlU Ha JICUCHUCTO CbhC CYHI/ITI/IHI/I6 € Ha6J'IIOZ[aBaHa
ImosABa Ha aHCMMA.

[IpnHA KpBHBHA KapTHHA TPSIOBa Ja C€ HANPaBH B HAYAIOTO Ha BCEKH TEPAIIEBTUYEH ITUKBJI IPH



MAIMEeHTH, TTOTyYaBaIly JIEYeHNEe CbC CYHUTHHHO (BK. TOUKa 4.8).

Copieyny HapyIICHUS

ChpIeYHOCHIOBUTE CHOUTHS, BKIFOUUTEIIHO ChPJICYHA HEIOCTATHYHOCT, KAPIMOMHOTIATHS,
HaMalleHHs 110l HOpMaTa B JIeBOKaMepHarta (hpakiusl Ha N3TIacKBaHe, MUOKapIUT, MUOKapIHA
HUCXEMHS M MUOKap/ieH HH(PAPKT, HIKOU OT KOWUTO JICTATHH, ca OFIIM CHOOIICHH MPH TAITUEHTH,

JIEKyBaHH ChC CyHUTHHUO. Te3u NaHHM Mpearonarar, 4e CyHUTHHHO TIOBHIIIABa PUCKA OT
kapauomuonatus. [Ipu nmanuerTrTe HEe ca UASHTU(QUIMPAHH CTIEU(PUIHA JOMBIHUTETHH PUCKOBH
(hakTOpH 3a CYHUTHHHO-UHAYIIHPAHA KapAHOMUOTIATH, OCBEH CIIEITN(MUIHUS 32 JTEKAPCTBOTO €EKT.
W3non3BaiiTe BHUMATEIIHO CYHUTHHUO MPH MAIUEHTH, IPU KOUTO CHIIECTBYBA PUCK WUJIM UMAT
aHaMHe3a 3a TaKuBa ChOUTHUS (BXK. TOUKa 4.8).

OT BCHYKH KIIMHUYHU MPOYYBAHUS ChC CYHUTHHUO ca OMIM M3KITFOYBAaHU MAIlMEeHTH, KouTo 12 Mecemna
MIpeIn MPIIOKEHUETO Ha CYHUTHHHO Ca TIOKa3aIu ChOMTHS OT CTpaHa Ha ChPIIETO KaTO MHUOKap IeH
UHGAPKT (BKIIOYUTETHO TS)KKA/HECTAOMIHA aHTHHA TICKTOPHC), KOPOHApeH/IepudepeH apTepuaicH
Oaifrrac rpadT, CMMITOMATHYHA 3aCTOHHA ChpleYHa HepocTarbyHOCT (3CH), MO3BbYHO-CHIIOB
WHITAACHT WK MIPEXOTHO HapyIIeHHEe Ha MO3BbYHOTO KphBOOOpalIeHrne wim 0enoapoodHa emoomms. He
€ U3BECTHO JAJIM TAIUEHTUTE C T€3H CHITHTCTBAIIN CHCTOSHHUS MOTAT Ja ca C TTOBUIIICH PUCK OT
pa3BUTHE HA 3aBHCUMa OT CYHUTUHHO JICBOKaMepHa JUCHYHKIIHS.

Jlekapute ce ChbBETBAT Ja MPELEHST TO3U PUCK CIIPSIMO BE3MOXKHHUTE TOJI3H OT CyHUTHHHO. /lokaTto
MIpUeMaT CYHUTHHHUO, TAIUEHTHUTE TPSOBa BHUMATEIHO JIa CE MPOCIIEIBaT 32 KIIMHUYHA TTPU3HALN U
cumnromu Ha 3CH, oco0eHo manueHTuTe ¢ KapAuOJIOTUIHN PUCKOBH (PaKTOpH W/MIN aHAMHE3a Ha
3a00JsIBaHE Ha KOPOHApHUTE apTepu. [Ipu manuenTy, nprueManiy CyHuTHHUO, TpsiOBa 1a ce nMa
npeasup onenka Ha JIKOU B HauanoTo u nepuoaudHo ciex Tosa. [Ipu nauueHTr 6€3 KapIuoIoruIHN
pUCKOBH (haKTOpH B HA4aJIOTO TPsIOBa Ja ce HalpaBy OlleHKa Ha (pakiusaTa Ha U3TIIaCKBaHE.

ITpu Hannuue Ha kauHUYHK 1posiBu Ha 3CH ce npenopbuBa na ce npekpatd cyHUuTHHUO. [IpuembT Ha
CYHUTHHHUO TpAOBa /1a ce MpeKbCHE BPEMEHHO H/FIJTH J103aTa J1a C€ HaMaJld TIPY TaleHTH 0e3
KIMHUYHO JjoKa3zaTencTo 3a 3CH, Ho ¢ ¢pakuus Ha u3tnacksane <50% u >20% moa U3X0JHOTO
HHBO.

Viemmkasane Ha QT narepBana

IMpy nanyeHT! ¢ eKCIO3UIIMs Ha CYHUTHHHO ca HaOJr0JaBanu yrbinkaBane Ha QT uHTepBana u
Torsade de pointes. Y nbpmkaBanero Ha QT-uHTepBaia MOXe J1a JOBEAE 10 YBEIUYEH PUCK OT
KaMepHHU apuTMHUH, BKIounTeHo Torsade de pointes.

CynutnHn6 TpsAOBa Ja ce U3I0JI3Ba C TIOBHUIIIEHO BHUMAaHHE MIPH MAIEeHTH C N3BECTHA aHAMHE3a 3a
yabkaBaHe Ha QT-uHTepBana, malueHTH, IpUeMaIli aHTHAPUTMHUYHH JIEKapCTBA WM JIEKapCTBEHU
MPOAYKTH, KOUTO MOTaT Aa yabikaBaT QT mHTepBana, MK MallMEHTH ChC CbOTBETHO MPEALIECTBAILO
CBPACUHO 3a00JsIBaHe, OpaAuKapaAns UM IEKTPOJINTHU HapyleHusl. ChI'bTCTBALIOTO NPUIIOKEHHE
Ha CyHUTHHUO ¢ MomHU naxuoutopn Ha CYP3 A4 TpsOBa na ce orpaHryy Mopajan Bb3MOXKHOTO
NOBHUIIICHHUE Ha IUIa3MEHUTE KOHLIEHTPAUY Ha CYHUTUHHO (BXK. ToukH 4.2, 4.5 u 4.8).

Cp0uTHs Ha BEHO3HA TpoMOoeMOoIus

Cw0uTHs Ha BEHO3HA TPOMOOEMOOITHS, CBBP3aHH C JICYEHUETO, Ca ChOOIIEHHU TIPH MAIIMEHTH, KOUTO ca
NpUeMali CyHUTHHUO, BKIIOUUTEIHO IBJI00KA BeHO3HA TpoMOo3a 1 OesoipodHa eM00us (BX. TOUKa
4.8). Ciryuau Ha OenmoipoOHa eMOOJIHSI ¢ JIETAIeH U3XO0/] ca HabII0JaBaH! 10 BpeMe Ha
TIOCTMapKETHHTOBHUS NTEPUO Ha HAOII0ICHHE.

ApTtepuainu TpoM00eMOOIUYHY CHOUTHUS

[Ipu manmeHTH, IeKyBaHU ChC CYHUTHHHO, ca ChOOIABAHU CITydal Ha apTepPHATHU
TpoMmboemOommuan crOuTHA (ATC), moHskora netanan. Hali-dyecTute ChOMTHS BKIIOYBAT MO3BYHO-
ChJIOBH MHIIMJICHTH, MPEXOHA UCXEMUYHA aTaKa ¥ MO3bUCH MHCYIIT. PUCKOBHTE (haKTOpH, CBBP3aHH C
ATC, B mompJIHEHHE KbM IOJICKAIIO 37T0KAYECTBEHO 3a00IsIBAHE M BB3pacT =65 TOAWHM, BKIIOYBAT
XHUIEPTOHUS, 3aXapeH AuadeT U MPeJUIIHO TPOMOOEeMOOIHMYHO 3a00sIBaHe.




AHEBPHU3MU U apTepUATHU TUCEKAIIUU

M3non3BaneTo Ha maXHOUTOpH HA BT HA VEGF mpwu nmarnuenT cbe niu 6€3 XUMIepTOHUS MOXKE J1a
MOJIMOMOTHE 00pa3yBaHETO HA AHEBPU3MH H/WITM apTepUaHu Aucekanuu. [Ipeau 3amoyBaHeTo Ha
JIeYeHUE ChC CYHUTHHHO, TPsIOBa BHUMATEITHO J]a C€ MPELIEHU TO3W PUCK IIPH MAIUEHTH C PUCKOBU
(hakTOpH, KaTO XUITEPTOHMS WM aHaMHE3a 33 aHEBPU3Ma.

Tpombornuna mukpoanruomnarus (TMA)

[Ipu mosiBaTa Ha XEMOJIMTHUYHA aHEMUSI, TPOMOOIIMTONICHUS, YMOPa, QIIyKTyHpalia HeBpOJIOTHIHA
CUMIITOMaTHKa, 0HOpPEeYHO yBpEXkAaHe 1 Tpecka € Heo0xoaumMo a ce oomucian TMA kato auarsosa,
BKJIIOUUTEITHO TPOMOOTHYHA TpoMOouTonennuHa mypmypa (TTII) u xeMoIuTHYHO ypeMudeH
cunapoM (XY C), noHsikora Bojieny 10 0bOpeuHa HeOCTaThYHOCT WIK JIETAJICH U3X0/1. Teparnusra
ChC CYHUTHHHUO TpsIOBa 1ma ObJe MpeKpaTeHa Py MalueHTH, KOUTO pa3BuaT TMA, 1 € He00X0IuMO
CBOEBpEMEHHO JieueHre. HabioaBano e oTiryMsBaHe Ha ciMToMuTe Ha TMA criient ipekpatsiBaHe Ha
JIeYEeHUETOo (BXK. ToUKa 4.8).

TupeounHa nucyHKIMS

IIpenopruBa ce HavaaHO JaOOPATOPHO M3CIIeABaHE HA GYHKITMATA HA IMIUTOBUIHATA JKJIE3a TIPH
BCUYKH ManueHTH. [lanrenTuTe ¢ aHaMHe3a 3a XUIMOTHPEOUTU3IbM WIIH XUTIEPTUPEONIU3BM TpsIOBa 1a
OB/1aT JIeKyBaHU CIIOpE/ CTaHJapTHATAa MEAMIIMHCKA MIPAKTHKA PEIH HAYaJI0TO Ha JICYCHUETO ChC
cynutuHuO. [To BpeMe Ha JieueHHne ChC CYHUTHHHO, TPIOBA J]a c€ U3BHPIIBA PYTHHHO MPOCIIE/ISIBaHE
Ha TUpeouaHaTa QyHKIMS Ha BCeKH 3 mMecella. B nombiHeHne nanuneHTuTe TpsaoBa qa Obaar
HaOII0JaBaH! BHUMATEITHO 32 MPU3HALM U CUMIITOMHU Ha TUPEOHIHA TUC(YHKIMS IO BpeMe Ha
JI€YEHUETO W Ha MAlMEeHTHTE, IPOSBIIIN ITPU3HALY W/WII CUMIITOMH, HACOYBAIIY KbM THPEOHTHA
mucyHKIMs, TpsOBa 1a ce HampaBH JTadOpaTOPHO H3cieBaHe Ha QyHKIMATA HA IIUTOBUIHATA HKJIe3a
10 KJIMHUYHY MoKa3aHus. [lanmentuTe, KoUuTo pa3BUsAT TUpeonaHa AuchyHKuus, TpsiOBa 1a ObaaT
JIeKyBaHU CIOpPE] CTaHIapTHATA MEUIINHCKA ITPAKTHKA.

XUIMOTUPEONTU3IBM € HAOJI01aBaH B HAYAJIOTO, KAKTO U B MO-KHCHHUTE €TAITN HA JICYCHUETO ChC
CYHUTHHHO (BK. TouKa 4.8).

ITankpearur
[loBumeHus B aKTUBHOCTTA Ha CEpyMHATa JIUMa3a ¥ aMuiIa3a ca HabJIroJaBaHy IPH MAIHEeHTH C

Pa3IMYHU CONMUIHY TyMOPH, KOUTO ca MoJlydaBain CyHUTHHUO. [loBuIeHNsITa B aKTHBHOCTTA HA
JMma3ara Mpu JULA ¢ Pa3INYHU COJTUIHU TyMOPH ca OWUIN MPEXOAHH U OOMKHOBEHO He ca Ounn
NPUAPYKEHU OT MPU3HALM WM CUMIITOMH Ha IIAHKPEaTHUT (BX. Touka 4.8).

Ch0oOIIIeHH ca clTyyad Ha CEPUO3HU IMAHKPEATHYHU CHOUTHS, HIKOHU C JICTAICH U3X0Jl. AKO Ca HAJIHIIC
CHMIITOMH Ha ITAHKPEATUT, TEPAINAATa ChC CYHUTHUHUO TpsIOBa J1a ce MPEyCTaHOBH, a Ha MAIlCHTHUTE
Jla C€ OCUTYPH TIOIXOJIAIIO0 MOAABPKAIIO JICUCHHUE.

XenaroTOKCHYHOCT

[Tpu manueHTy, JEKyBaHU ChC CYHUTUHUO, ce HaOMo[aBa XxenaToTokcuanoct. Ciiyyan Ha
YePHOIPOOHA HEJOCTATHYHOCT, MOHIKOTA C JICTAJICH U3X0]I, ca HaOmoqaBanu mpu < 1% ot
NalUEHTUTE ChC COMIHU TYMOPH, JIEKyBaHH CbC CyHUTHHHO. Heo0xonnmo e MoHUTOpHpaHe Ha
yepHOIpOOHUTE (HYHKIIMOHAIHHU TIOKa3aTenu (a1aHnH amuHoTpaHchepasza (AJIAT), acnaprar
tpancamuHaza (ACT), HuBa Ha OMITHMPYOMH) ciie 3all0YBaHe Ha JICUEHUETO, ITO BPEME Ha BCEKH ITUKBIT
Ha JICYCHUETO M KOTaTO € KIMHUYHO MoKa3aHo. [Ipu Hamuuue Ha mpu3HaLW MM CUMIITOMHU Ha
YepHOAPOOHA HETOCTATHLYHOCT, CYHUTHHUO TpsiOBa J1a ObJie CIIPSIH U TPsIOBa J1a ce MPHIIOKAT
TTOIXOJISIIN TIOIIBPIKAITH MEPKH (BXK. Touka 4.8).

bropeuna dyHkmms
CroO1aBa ce 3a ciiydau Ha ObOpeuHO yBpexkaaHe, ObOpeuHa HeIOCTaThYHOCT /WM OcTpa OBOpedHa
HEJIOCTaTHYHOCT, B HIKOM CIy4au C JICTAICH U3X0/1 (BXK. Touka 4.8).

PuckoBute GakTopu, CBbp3aHu ¢ OBOPEUHO YBPEKIaHES/HEIOCTATHUHOCT, PHU MAIIUSHTH, TPUEMAIIH
CYHUTWHHO, BKIIIOYBAT B JOIIBIHEHUE KbM noiexkart RCC, HanpenHata Bb3pacT, 3axapeH nuader,
Mo IIeKAIIo ObOPEUHO YBpEXKIaHe, ChpIeIHa HETOCTAThUHOCT, XUIIEPTOHUS, CETICHC,
JIEXUPATAIHS/XATTOBOJICMHS U PA0IOMHUOIIHN3A.



be3omacHocTTa Ha HCIIPECKBCHATO JICYHCHUC CBHC CYHI/ITI/IHI/I6 IIpU MauCHTU C YMEPECHA 0 TCKKaA
MNpOTCUHYPHA HC € CUCTCMATUYIHO OLCHCHA.

CpoO011eHH ca ciIydau Ha IPOTEUHYPUS M PEIKH cly4an Ha HedporuueH cunapom. [Ipenoppusa ce
M3XO/HO M3CIIEBaHE HA ypUHATA, KaTO MALUEHTUTE TPsAOBa a ObJaT HaOn0JaBaHu 3a pa3BUTHE HIIH
BJIOIIABaHE HA MMPOTEUHYPHUSATA.

[IpuemMbT Ha CYHUTHHUO Ce IPEyCTAHOBSIBA MPH MAUEHTH C HEPPOTHUEH CHHIPOM.

®Pucryna
AKo HacThIIM 00pa3zyBaHe Ha QUCTYJIA, JICYSHHETO ChC CYHUTHHUO TPsiOBa f1a Obe mpekbcHaTo. Mima

orpaHn4eHa MH(OPMaIHs OTHOCHO IPOIBIDKUTENIHATA yIIOTpeda Ha CyHUTHHHO MPH TTAI[HEeHTH C
(uctynm (Bx. Touka 4.8).

Hapynieno 3a3paBsBane Ha paHu
ITo Bpeme Ha JIEYCHUETO ChC CYHUTHHHUO ce ChOOIABaT CIydan Ha HAPYIICHO 3a3/IpaBsBsIHE HA paHH.

He ca npoBexxaann opunuaiau KIMHAYHN TPOYYBaHMS 3a e(peKTa Ha CYHUTHHUO BBPXY
3a3/JpaBSIBAHETO HA PAHUTE.

BpemenHo crimpaHe Ha JIEYEHHETO ChC CYHUTHHUO ce TPerophyBa MPH MAIlMeHTH, TTOJI0KEH! Ha
roJIeMH XHUPYpPrHYHU HHTEPBEHIINH, OT ChoOpaXkeHus 3a 6e3omacHocT. MiMa orpaHnyeH KIMHUYEeH
OIIMT IO OTHOILIEHHE Ha BPEMETO 3a Bb30OHOBSABAaHE Ha TEPAINUsATA CJe/ rojsMa XUpypriuuHa
uHTepBeHIMs. Pemennero aa ce Bb300HOBU JIEYEHHETO ChC CYHUTHHHUO CIIe/1 ToJisiMa XUPYPTruiHa
WHTEPBEHIHS TPsOBa f1a ce Oa3upa Ha KIIMHUYHATA OIleHKa Ha Bh3CTAHOBSIBAHETO OT OIIEPAIHATA.

OcTeoHekpo3a Ha YeqrcTTa

CroO11aBa ce 3a Cilydan Ha OCTEOHEKPO3a Ha YENIOCTTA MPH MAIUEHTH, JCKYBaHU ChC CYHUTHHHUO.
[ToBeueTo cityyau ca ChOOIIEHH MPU MAIUEHTH, KOUTO Ca MONYYWIIN MPEAIISCTBAI0 HITH
CBHITHTCTBAIIIO JICUCHUE C HHTPABEHO3HO Ipmiiaranu oudochoHaT, mpu KOUTO OCTEOHEKPO3aTa Ha
YeI0CTTa € WACHTUUIMpaH puck. TpsOBa J1a ce moIXox/aa ¢ BHUMAaHUE, KOTaTO CYHUTUHUO U
WHTPABEHO3HO Mpuiaranu oudocdoHaTn ce mpuiiarat eHOBPEMEHHO HIIH MOCIIEI0BATEIHO.

VHBa3MBHUTE JICHTAIHU MPOLEIYPH ChINO MPEACTABIABAT UACHTUDHUIIMPAH pUcKoB dakTop. [Ipeau na
Cce 3ar0YHE JICUCHUE ChC CYHUTHHHUO TPsAOBA Jla Ce MMa MPEABK/I ACHTAIICH IPErIe/] U MOIXO SN
MPEBaHTUBHU MepKHU. [Ipy narnueHTy, npueMaiTi Wik Bce olile npuemainy oudocdonaru 3a
WHTPABEHO3HO MPUJIOKCHHE, THBA3UBHUTE JICHTAIHH MIPOLEAYPH TPsIOBa MPHU Bh3MOXKHOCT Jia e
n30sarBat (BXK. Touka 4.8).

CBpBX4YBCTBUTEIHOCT/AHTHOEEM
AKO HacTBITM aHTHOJIEM BCIIE/ICTBUE Ha CBPhXUYBCTBUTEIIHOCT, JICYCHHETO ChC CYHUTHHUO TPsiOBa 1a
ObJle MPEKBCHATO | J]a C€ OKaKe CTaHJapTHA METUITMHCKA ITOMOII (BXK. Touka 4.8).

I'spuose
B xMHUYHY poyYBaHUs Ha CYHUTUHHO U MPU MOCTMAPKETUHIOBOTO HAOIIOIECHUE Ca ChOOIIECHH

rbpyoBe. [[anneHTH ¢ TbpUoBe U MPU3HAIM/CUMITTOMH, OTTOBApSIIY Ha CHHAPOM Ha 00paTUMa 3a/1Ha
neBkoeHnedamonarus (RPLS), kaTo xunepronus, riaaBodoire, HaMaJaeHO BHUMAaHKE, IPOMEHEHH
yMCTBeHH (DYHKIMH U 3ary0a Ha 3peHHETO, BKIFOYUTEITHO KOpOBa CIIeNoTa, Tps0Ba 1a Obaat
KOHTPOIIMPAHU Ype3 MEIUIIMHCKU CPEICTBA, BKIIOYUTEITHO KOHTPOJ Ha XUIlepToHUATa. [IpenopruBa
ce BpEMEHHO IIPeKbCBaHe Ha JIEUEHNETO ChC CYHUTHHHO; CIIe]] Bb3CTAHOBSIBAHETO JICUCHHETO MOXKE Ja
0bJIe TTOTHOBEHO TI0 PEIICHHUE Ha JICKyBaIIHs Jiekap (BX. Touka 4.8).

CunnpoM Ha tymopeH pasnan (CTP)

Cnyuan Ha CTP, HIKOM OT KOUTO JIETAJIHHU, Ca HAOJII0JaBaHH PSAKO 110 BpEeMe Ha KIIMHUIHHUTE
MPOYYBHUS U MPH MOCTMAPKETUHIOBOTO HAOJIIOICHHUE MTPH MAIIUCHTH, JICKYBAaHU ChC CYHUTHHHO.
PuckoBute dakropu 3a CTP BritouBat rosisiMa Maca Ha TyMopa, IpeIiiecTsaiia XpoHuaHa Or0pevna
HEIOCTATHYHOCT, OJIUTYPUS, IEXUAPATAIHs, XUIIOTOHUS U Kucena ypuHa. Te3u nanueHTn TpsoBa
CTPUKTHO JIa CE MPOCIIEBAT U Ja e JIGKYBaT CIIOPe] KIMHUYHUTE TIOKa3aHusl, KaTo TpsOBa Ja ce




oOMHCIH ¥ TPOUITAKTUYHA XUIPATaLHS.

Undexnnn

Wma cpobmienus 3a cepro3Hu NHPEKINUH, ChC WK 0€3 HEYTPOIIEHUs, BKIFOUUTETHO U HAKOU C
neraneH u3xoJ. CpoOIIaBa ce 3a HEUECTH CIIy4au Ha HEKpOTU3upall (GacuuuT, BKIFOUUTEITHO Ha
NepUHEeyMa, IIOHSKOTa ¢ JIETaJeH U3X0/ (BX. Touka 4.8).

[Ipu nauneHTH, KOUTO pa3BUAT HEKPOTU3MPaL (PaCUNT, IEUCHUETO ChC CYHUTUHHO TpsiOBa na ce
IPEKpaTH U CBOEBPEMEHHO TPsI0Ba J1a ce 3all04YHE MOAXOSIIO JIEUECHUE.

XUNOTTHKEMUS

ITo Bpeme Ha JIEYCHHUETO ChC CYHUTHHUO ce ChOOIaBa 3a MOHWKaBaHEe Ha TIII0KO3aTa B KPBBTA, B
HSKOM CIIy4Yau ¢ KIMHMYHA CUMIITOMATHKA U HaJaralid XOCIUTaIU3alus opajiu 3aryoa Ha Ch3HaHUE.
B cnyuait Ha cuMniTOMaTHYHA XUIIOTJIUKEMUS, IPUEMBT Ha CYHUTHHUO TpsiOBa 1a ObJie BPEMEHHO
npekpaTeH. [JIIoKo3HNTE HUBA B KPBBTA TPsIOBa M1a ObIaT MPOCeAsIBAaHN PETYIIPHO P MAITUCHTH C
nradeT, 3a 1a ce OLCHU JaJI JO3UTE Ha aHTUIUAOCTHHUTE JIEKapCTBEHU MPOAYKTH TPSOBa Ja ce
KOPUTHPA, 32 J1a CE€ HaMaJIM PUCKBT OT XUIOTIIHKeMHUs (BXK. Touka 4.8).

XunepaMOHeMHYHa eHIledatonaTus

Hab6mronaBana e xurepaMoHeMudHa eHItedanonaTus mpyu CyHUTHHHUO (BK. Touka 4.8).

HpI/IAKO MalUEeHTUTE, KOUTO pa3BUAT HGO6HCHCHHM3 JICTaprusa Ujiv rNpoMEeHU B ICUXUYIHHA CTATYyC,
TpsiOBa Ja ce M3MepH HUBOTO Ha aMOHSK U Ja Ce TpeANpUeMaT MOIXOISMIIN KIHHIIHA MEPKH.

To3u jekapcTBeH MPOAYKT ChABbpPKa mo-Manko ot 1 mmol (23 mg) narpuii (kpockapmennos3a HaTpuii)
Ha e]lHa KarcyJa, T.€. MOXKE J1a Ce KayKe, e MPAKTUYECKU HE ChbpKa HaTPUH.

4.5 B3amMopelicTBHE ¢ APYT'W JeKAPCTBEHH MPOAYKTH U APYru (pOPMHU Ha B3aNMoOdeliCTBHE
IIpoyuBaHus 3a B3aUMOAEHUCTBUSATA CA IPOBEXKIAHN CaMO IPU Bb3PACTHU.

HeKaDCTBCHH OPOAYKTH, KOMTO MOTAT Jid MOBHUIIAT IJIa3MCHUTC KOHIICHTPAIIMW Ha CVHI/ITI/IHI/I6

Edexm na unxuoumopu na CYP3A4

[Ipu 31paBu 10OPOBOIIIHM, CHITBTCTBAIIO MPUJIOKEHUE HA SIMHUYHA JI032 CYHUTHHUO C MOIHHS
naxn6ouTop Ha CYP3 A4 KeTOKOHA30II € TOBEIIO /IO TOBUIIIEHUE B CTOMHOCTHTE Ha 001aTa
[cyruTnHUO + ocHOBeH MeTabonauT| MakcumaiiHa KoHIeHTpalus (Cmax) U TUIOIITA TI0]] KpUBAaTa
(AUCo.), crotBeTHO ¢ 49% 1 51%.

[Ipunoxenuero Ha cyHUTHHHO ¢ MolHM nHXHOUTOpU Ha CYP3 A4 (Hamp. puTOHaBHp, HTPAKOHA3OI,
€PUTPOMHULINH, KIAPUTPOMHLINH, COK OT IpernpyT) MOXKe [a NOBUIIN KOHLEHTPALUUTE Ha
CYHUTHHHO.

CrenoBarenno, kombuaupaneTo ¢ naxuouropu Ha CYP3 A4 TpsiOBa na ce n30sTBa WK Ja ce 00CHIN
n300pa Ha APYT CHITBTCTBAL JICKAPCTBEH MPOJYKT, KOUTO HAMA HJIK € C MUHHMAJICH MMOTEHIIHAN 32
unxubupane nHa CYP3A4.

AKO TOBa HE € Bb3MOXKHO, MOXeE Ja € He00X0AMMO HaMalsiBaHe Ha /103aTa Ha CyHUTHHUO O MUHUMYM
ot 37,5 mg aueBno npu GIST 1 MRCC wnn 25 mg nuesno mpu pNET, Bb3 0CHOBa Ha BHUMATEITHO
HaOII0/IeHHE Ha TOHOCUMOCTTA (BXK. Touka 4.2).

Egexm na unxubumopu na BCRP (npomeun na pezucmenmnocm Ha pax va ecopoama (Breast Cancer

Resistance Protein)

ChIlecTBYBaT OrpaHUYUCHH KIMHAYHU JaHHH 33 B3aUMOJCHCTBHETO MEKAY CYHUTHHHO U HHXHOUTOPU
Ha BCRP u 3aToBa He Moke 11a ObJie M3KIIFOUCHA BE3MOXKHOCT 32 B3aUMOACHCTBIE MEXKITy CYHUTHHUO
u npyru uaxudutopu Ha BCRP (Bxk. Touka 5.2).

.HeKaDCTBCHI/I OPOAYKTH, KOMTO MOTAT J1da MOHWXKAT MJIAa3MCHUTEC KOHIICHTPAIIWKW Ha CVHI/ITI/IHI/I6

Edexm na unoykmopu na CYP3A44



[Ipu 31paBu 10OPOBOIIIHN, CHITBTCTBANMOTOTO NPUIIOKESHHUE HA €IUHIYHA 1032 CYHUTHHHO C MOIIIHUS
uaaykTop Ha CYP3 A4 pudammue e 70BeIT0 10 HaMaJICHHE B CTOMHOCTHTE Ha o0IaTa [CyHUTHHHO +
ocHOBeH MeTa00IHT| Cmax 1 AUCo., ChOTBETHO € 23% 1 46%.

IIpunoxenuero Ha CyHUTHHHUO ¢ MomTHN HHAYKTOpH HAa CYP3A4 (Hamp. nekcameTa3oH, (CHUTONH,
kapOamasenuH, pudamnuH, peHodapOUTaN MM PACTUTEITHH NPOIYKTH, ChABPKAIIM KbBIAT KAHTAPHOH
(Hypericum perforatum)) mMosxe 1a MOHUXK KOHIICHTPAIIMUTE HA CyHUTHHUO. ClIe10BaTeITHO,
koMOuHUpaneTo ¢ nHAykTopr Ha CYP3A4 TpsaOBa ma ce n30sATBa WM Ja ce 00Chan n30opa Ha ApyT
CBITBTCTBAIII JIEKAPCTBEH MPOAYKT, KOMTO HAMA WM € C MUHUMAJICH MOTEHIINAN 33 HHIAYIIUpaHe Ha
CYP3A4. Axo ToBa He € Bb3MOXKHO, MOXKE J1a € HEOOXOIUMO YBEJIMYaBaHe Ha J103aTa Ha CYHUTHHUO
cbC cTHIKH OT 12,5 mg (o 87,5 mg Ha nen 3a GIST 1 MRCC winu 62,5 mg nueBHo 32 pNET) BB3
OCHOBA Ha BHUMATEITHO HAOJIOICHUE Ha IIOHOCUMOCTTA (BXK. TOUKa 4.2).

4.6 @epTUHAMTET, OPEeMEHHOCT H KbPMeHe

JKenu ¢ nereponer norennnanr/Konrpanenus
JKenu ¢ nerepojieH noTeHnuan TpsOBa qa ObAT MOCHBETBAHHM Ja U3MONI3BAT e(DEKTHBHA
KOHTpAIETIIHS U Ja Ce MPEAINa3Bar oT 3a0peMeHsIBaHe, I0KaTO Ce JIEKyBaT ChC CYHUTHHHO.

Bbpemennoct
Hsima mpoyuBaHus 1pu OpeMeHHH JKSHH, H3TO0I3BaIN CyHUTHHUO. [IpoyuBaHuATa IpH KUBOTHH

MOKa3BaT PEMpOTyKTHBHA TOKCHIHOCT, BKIFOUNTETHO MajadopManny Ha Turoa (BX. Todka 5.3).
CynutuHHO He TpsiOBa a ce U3M0I3Ba [0 BpeMe Ha OPEMEHHOCT WM NPU JKEHH, KOUTO HE U3ION3BAT
e(eKTHBHA KOHTPALCTILUSI, OCBEH aKO Bh3MOXKHATA I10J13a HE ONPaB/aBa MOTEHINATHHS PUCK 32
(heryca. Ako cyHUTHHHO ce M3MOJ3Ba IO BpeMe Ha OpEeMEeHHOCT WM aKo TalreHTKaTa 3adpeMenee,
JIOKaTo € Ha JIeYeHNE ChbC CYHUTHHUO, TO Ts TpsIOBa 1a Obie yBEJOMEHAa OTHOCHO BB3MOXKHUS PUCK 3a
I0J1a.

Kspmene
CyHUTHHHO W/WIIM HETOBUTE META0OJIHUTH CE EKCKPETHpaT B MIIIKOTO Ha IIbXoBe. He e n3BecTHO

Jay CyHUTHHUAO WIM OCHOBHUST My aKTUBEH METa0OJIUT c€ eKCKPETHpaT B KbpMmarta. Tbil KaTo
aKTHBHMTE BEILECTBA YECTO CE U3IIBYBAT B KbPMATA U NOPAJU Bb3MOXKHOCTTA 32 CEPUO3HU HEXKEIaHU
peakuu y KbpMaueTa, )KeHUTE He TPSOBa Aa KbPMST, JOKATO IPUEMAaT CyHHTHHHO.

Peprunurer
BB3 ocHOBa Ha HEKIIMHUYHU HaXOJKH MBXKHAT U )KEHCKHAT QEPTUIIUTET MOraT Ja ObIaT U3JI0KEeHN

Ha PUCK TIPH JICYEHHUE ChC CYHUTUHHUO (BXK. Touka 5.3).
4.7 EdexTn BbpXy cnoco0HOCTTA 32 mI0(pupaHe U padoTa ¢ MAIIMHH

CyHUTHHHO MOBIUSIBA B MaJIKa CTENIEH CIIOCOOHOCTTA 3a modupaHe u pabora ¢ MammHy. [lanuenture
TpsiOBa na ObJAT yBEJOMEHH, Y€ MOXKE Ja IIOUYyBCTBAT 3aMaliBaHe 110 BpeMe Ha JICUEHHUE ChbC
CYHUTHHHO.

4.8 HexenaHu JeKApPCTBEHH PeaKIUU

Pesrome Ha mpodhuna Ha 6e30mMacHOCT

Haii-cepuo3nute HexeIaHU PeaKIMK, CBbP3aHU ChbC CYHUTUHHUO, HIKOM OT KOUTO JICTAIHH, Ca
0B0OpeyYHa HEeJJOCTATHYHOCT, ChPJICYHA HEIOCTATHUYHOCT, OETI0JPOOCH eMOOIU3EM,
racTPOWHTECTHHAIHA Mep(opanys U XxeMoparuu (Harp. Ha IUXaTeTHUTE ITbTUIIIA,
TaCTPOWHTECTUHAIHH, TYMOPHH, Ha MMKOYHUTE ITBTHINA U MO3BYHH XeMoparun). Haii-gecture
HEeXKeJIaHHW peakIiM OT KOoATO U ja e creneH (mpossenu npu naurentutre B RCC, GIST u pNET
PETUCTPALIMOHHN U3MUTBAHUS ) BKIIFOUBAT HAMAJICH alleTHT, BKYCOBU HapyIIIEHUS, XUTIEPTOHUS, YMOPa,
TaCTPOWHTECTUHAHH HapyIIEeHUs (KaTo TUapus, TaqeHe, CTOMaTUT, TUCIICTICHS U TTOBPBINAHE),
MPOMsIHA B IIBETA HAa KOXAaTa U CHHIPOM Ha MaJMapo-IUIaHTapHA epUTPOAn3ecTe3rs. Te3u CUMIITOMHU
MOTraT Jla OTCJIa0HAT B X0Jia Ha JiedeHneTo. [1o BpemMe Ha JIeueHHeTo MOXKe Jia ce pa3BUe
XUTOTUPEOUIN3BM. XEeMaTOJIOTUIHUTE HAPYIIIeHHs (Hamp. HEYTPOICHHS, TPOMOOIIMTOTICHHS U
aHEeMUs) ca cpell Hal-ueCcTUTEe HeXKeJIaH! JICKApPCTBCHH PEaKITHH.
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JleTamHute C’b6I/ITI/I$I, Ppa3jIniHU OT TE3U, I/I36pOCHI/I B Touka 4.4 o-rope njm B TOUKa 4.8 mo-goiy, 3a
KOHTO € OUJI0 CUYHUTAHO, Y€ € Bb3MOXKHO a Ca CBbP3aHU CbC CYHI/ITI/IHI/I6, BKJIFOYBAT MMOJIMOPraHHa

HEAOCTAaTBbYHOCT, IMCEMHUHHUPAaHAa BETPECHA0BA Koaryjaalus, ICPUTOHCAJICH KPbBON3JIMB,
Ha/:[61>6peqHa HEAOCTATBbYHOCT, MTHCBMOTOPAKC, IIOK U BHE3aIllHa CMBPT.

TabauyHo NpEACTaBAHC Ha HOXKCITAHUTEC JICKAPCTBCHH PCAKITUNA

Hexenanu peaknum, kouto ca ommn croomenn ipu 7 115 mamumentn ¢ GIST, MRCC u pNET, B

Habop OT COOpPHM JaHHHM, Ca OMHICAHHU HO-A0IY IO CUCTEMO-OPTraHHH KJIAaCOBE, YeCTOTa M CTEIEH Ha
texecT (NCI-CTCAE). BxirodeHu ca ChIIo ¥ HEXENaHU PEaKIUK OT MOCTMAPKETHHIOBUS TIEPHOI,
UACHTU(UIINPAHU 110 BpeMe Ha KIMHUYHATE poy4BaHus. [[pu Bcako rpynupane B 3aBHCHMOCT OT
YeCcToTaTa, HeXKEeJIAHUTE JICKAPCTBEHH PEaKIMK C€ M30POSBAT B HU3XO AT Pl IO OTHOIIICHUE HA

CCPUO3HOCTTA.

YecToTuTe ca onpeaesieHn karo: MHOTO dyectH (> 1/10), wectr (> 1/100 mo < 1/10), mewectn (> 1/1 000
1o < 1/100), peaxu (= 1/10 000 mo < 1/1 000), muoro peaxu (< 1/10 000), c Heu3BecTHa YecToTa (OT

HaJIMYHUTC JaHHU HC MOXKEC J1a 6’L,Z[e HalpaBCHa O].[eHKa).

Tab6amnna 1 — HeskeJsaHu peaknuu, CbOOLIEHH 10 BpeMe HA KJIMHAYHHU NMPOYYBAHMSA

Cucrtemo- opraneH kJjac [MHoro yectu Yectn HeuecTn Penxu C
HeH3BeCTHA
yecToTa

Nudexnun u BupycHu HHbEKIHH? Hekpotusupar pacuuut”

uHpecTanun Pecriuparopru HHQEKImu®"  bakrepraniHn nHOEKIHH™

|Abcrec®”

["bOmyHM MHOEKIII®
Madexmuu Ha THKOYHAUTE
MTBTHUIIA

[Ko>xan HHOeKIn*
Cencuc"

Hapymenus: Ha HeyTtponenus UTumbonenus [Tanuuronexnus TpomboTHYHA

KPBBTa [TpomOoruToneHUst MHKPOAHTHOTIATH

mmMdHaTa IAHEMUS |sg3.*

cucTreMa UleBkoneHus

Hapyumenust Ha CBpBXUyBCTBUTEIHOCT  |AHTUOEIEM

MMYHHATa CHCTEMA

Hapymenust Ha IXUIOTHPEOH IU3BM IXunepTupeouau3bm Tupeonnut

eHTOKPUHHATA

cHucTeMa

Hapymenus: Ha Hawmanen ametur!  [[lexunpararust CuHzpoM Ha

MeTaboM3Ma 1 IXunormukemus [TyMOpeH pasman”

XpaHeHeTo

IlcuxuyHu IbescpHME Yemnpecus

HapYyIIeHUsI

Hapyumenus: Ha BamastHOCT IMepudepna HeBpomaTHs Llepebpanen CuHzIpoM Ha (Xunep-

HepBHATA CmaBoGome [Tapecte3us KPBBOU3JINB™ BagHa oOpaTiMa [AMOHEMUYHA

cucTreMa Bkycosu Xunoecre3us Mo3bYHOCHI0B ennedanonatus”  [eHIEpanona-

HapyIIeHUs" Xunepecre3ns FHALCHT TSt
[IpexonHa ncxemMuyuHa
aTaka
Hapyuienust Ha ounTe [lepropOuTanen oTok
[Enem Ha knenaua
IIoBHIIEHO ChI3EHE
Cbpaeuynu MuokapzHa HexeMus” KonrecrtuBna cepreuna  JleBokamepHa
HapylIeHust [oxmxeHa ¢paknus Ha HEIOCTaThYHOCT ChbpAcUHA
m3TnackBame! MruokapieH HHGApKT™®  [HEZOCTATHYHOCT
Cbpeuna Torsade de
HEIOCTATHYHOCT pointes
Kapauomuonarus”
[Mepukapaen n3nus
Y apwken QT unreppan
Cba0BH HApyLICHHs IXunepToHus VIsn6oka BenosHa Tpom603a  [KpbBOM3IMB Ha Tymopa” IAHEBpU3MH U

["opeu BbJIHU

BauepBsiBane

apTepuantHu
Imncexanu”
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PecimparTopuu, UlucnHes Benonpoben eM6oIM3BM” benoapoden
rpLAHM 1 [Ericrakcuc [TneBpasieH u3nue” KPBBOH3IIUB”
MeaIuACTHHAJIHHI Kamunna [XemonTusa IPectiuparopna
HapylIeHus Jlucraes mpu ycuiue HEZOCTaThIHOCT
Opodapurreanna 6omka?
[Hazanna xoHrectus
Cyxora B HOca
Cucrtemo- opraneH kjac [MHoOro yectu Yectn HeuecTn Penxu C
HeH3BeCTHA
yecToTa
CtomaHo- Cromatur® actpo-e30dareanna (CTomalHo-4ypeBHa
YpeBHH IAGIOMUHATHA pedaykcHa Gonect nepdopauus”
HapyLICeHUSs OoKa" Vucdarus [MankpeaTut
[loBpbmIane CToMaIIHO-4peBeH |IAHanHa ucTyma,
Jluapus KPBHBOM3IINB" Komute®
Ulucnencus [E3odarut”
[anene IPa3nyBaHe Ha Kopema
IKoHcTumanus IAGnomMuHaneH guckomMdopt
IPexTaneH KpbBOU3IINB
IKbpBeHE OT BeHIUTE
Yimeparyu B ycrata
[IpokTanrus
[Xemut
[Xemopouau
['moconunus
Ibonka B ycrara
CyxorTa B ycrara
MeTeopusbm
JlrckoMdopT B ycTata
Opursase
XenaroOuianapHu UepHOnpoOHa IXematur
HApyIIeHUSI HEO0CTATHYHOCT
X onmermetat™"
Hapymena
gepHOpOOHA QYHKIHS
Hapymenus: Ha O6e3uBeTsBaHe Ha  lromieHe Ha KoxaTa Epurema
KOKaTa N KOXaTay KoxHa peakis® MynTudopme”
MOAKOKHATA CuHIpOM Ha [Exzema CuUHIpPOM Ha
ThKAH maaMapo- Mexypu Stevens-Johnson™
IIaHTapHa [Eputem [uonepma
epuTponusecTe3ns  |Anonerus raHrPEeHO3YM
O6puB?® |AkHe TokcuuHa
[Ipomsana B iBeta  [[Ipyputyc enuepMaita
Ha KocaTa IXumepnurmMeHTamnus Ha HeKpoITH3a”
Cyxa xoxa KO>KaTa
KoxxHu ne3uun
IXunepkeparosza
Ulepmatut
[Hapymienus Ha HOKTUTE!
Hapyumenust Ha boska B MyckynHo-ckeneTHH 0onku  |{OCcTeoHEeKpo3a Ha Pa6nomuonm3a”
MYCKYJIHO- KpalHULIUTE MyCKyJIHU cIa3Mu 4EeTroCTTa MuonaTus
CKeJIeTHaTa IApTpanrust Muanrus Ducryna”
cucTeMa u IBorku B repOa IMyckymHa cnaboct
cheJUHUTeTHATA
TbKaH
Hapymenus: Ha IbrOpeuna HexocTaTbuHOCT  |KPBHBOM3IHB OT Hedporuuen
0bOpenuTe U Octpa 660peuna MAKOYHUTE MIBTUINA CHHIPOM
MUKOYHUTE HETOCTATHIHOCT
MbTHINA IXpomaTypust
[IpoTennypus
O0mu IBp3nanenue Ha ['pbana Gonka Hapymeno
HApYLIEHUs U MUTaBUIUTE Bomka BazapaBsBaHe
edexTH Ha 'YMopa® ["pumonogo0HN CUMITTOMHU
MSICTOTO HA [Enem™ Brpucane
MpUIoKEeHHe Debpusnter
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Cucremo- opranen kiac [MHOro yectu Uectn HeuecTu IPenku C

N3caenBanus

Henu3BeCTHA
JecToTa

IHamansiBaHe Ha TEIECHOTO [ToBuIIEHN CTOMHOCTH Ha

[Terio kpeaTHH(pOCchHOKHHA3aTa B

[oxrxeH Opoit OeH KPBBHU  [KPBBTA

KJICTKHA [MoBHIIIEHN CTOMHOCTH Ha

[ToBuIIeHa JIHITA3a [TUPEOUICTUMYTAPAIIIHS

[ToHmxeH Opoil TPOMOOIIMTH |[XOPMOH B KPBBTa

[ToHV>KEH XeMOTIIO0MH

[MoBuieHa aMmuIa3za™

[loBumIeHa

acrlapraTaMUHOTpaHc(hepasa

[loBumIeHa

ATaHHHAMIHOTpaHCpepasza
[ToBUIIIEHH CTOMHOCTH Ha
KpeaTHHHHA B KPBBTA
[ToBHIIIEHO KPBBHO HAJISITaHE
[loBUIIIEHH CTOMHOCTH Ha
MMKOYHATa KHCEINHA B KPBBTA

*

BKJIFOUNTEITHO JICTATHU CHOUTHUS

KOM6I/IHI/IpaHI/I Ca CJICAHUTEC TCPMUHU!

a
6

B

3

CUHJIPO
u

i

3

Hazodapusarur u xeprec Ha ycrara

BpoHxuT, MHGEKINK Ha TOJHUTE TUXATEHH IIBTUILA, ITHEBMOHUS U HH(EKIIMU HAa IUXaTEITHUTE ITBTUILA
Aobcuec, abciiec Ha KpaiiHHK, aHalleH adcuec, adcuec Ha BeHIMTe, abcliec Ha 4epHUs Apo0, abcliec Ha maHKpeaca,
nepuHeaneH adcuec, nepupeKTaieH aberec, pekTaieH adciec, cyOkyTaHeH adciec 1 350eH adcuec

E3odareanHa kaH1u103a 1 yCTHA KaHIU03a

LlenynuT ¥ KOXXHA HHEKIUH

Cericuc U CeNTUYEH LIOK

AbnomuHaieH adcrec, abJJOMUHAJIEH CETICHC, TUBEPTHKYIIUT U OCTEOMHEINT

TpomMOOTHYHA MUKPOAHTHOIIATHS, TPOMOOTHYHA TPOMOOIINTOIIEHHYHA Ty PITypa U XeMOJIUTHIHO-yPEMIYECH

M

Hamanen aneTut u anopekcus

Jucrey3usi, arey3us, HapyIIeH BKyC

OcTbp KOpOHAPEH CHHIPOM, CTEHOKAP/IHsl, HeCTaOMIHA CTeHOKap/IHs, 3alyIlBaHe HAa KOPOHAPHATA apTepHs,
MHOKapIHa UCXEMHST

[NoHmxeHa/abHOpMHA (HpaKIus HA H3TIACKBaHE

OcTbp MHOKap/IeH HHPAPKT, MHOKapeH HHBAPKT, ,,THX" MHOKap/IeH HHPAPKT

Opodapurreanta u (papuHroJaprHreanna 0oaka

CroMaTHT 1 aTO3eH CTOMATUT

Kopemuu 60J1KH, OOJKH B TOPHATA U IOJHATA YaCT HA KopeMa

CroMalHo-upeBHa nepdopanus 1 YpeBHa nepPoparist

Konut 1 ucxeMu4eH KOJIUT

XONEUCTUT U aKAIKYJIO03eH XOJIEHUCTUT

XKebnra koka, 06e31BETSIBaHE HA KOXKATA M HAPYIICHA TATMEHTAIHS

Icopuazndopmer nepmatut, ekcornaTuBeH 0OpHB, 0OPHB, epUTEMATO3eH 00pHB, (GoIHKyIapeH 00puB,
TeHepaJIM3UPaH 00PHUB, MaKyJI03¢H 0OPHB, MaKyJIOMAMYJIO3¢H OOPUB, MAYJIO3¢H 00PUB, CHPOSI 0OpPHB
KoHH peakiuy ¥ KO)KHH HapyILICHHs

HapyLueHI/m Ha HOKTHUTEC U O6e3LIBeTﬂBaHe Ha HOKTUTC

YMopa u acteHus

OTOK Ha JIMIETO, OTOK U mepudepeH OTOK

AMuiiaza v IOBUIIIEHA aMHJIa3a

Onucanue Ha I/I36DaHI/I HCXCJIaHU pCaKIINn

Hngpexyuu u ungpecmayuu

Cro01aBar ce ciyvau Ha ceprosHa nHGeKIHs (ChC Hiu 03 HEYTPOTICHHS ), BKIFOUUTETHO CIyJau C
neraneH u3xona. ChoOIasa ce 3a ciyyau Ha HeKpOTH3Upall] PacluuT, BKIFOUUTEIIHO U Ha IEPUHEYMa,
MOHSIKOTA JICTAJTHU (BXK. CBIIO U T. 4.4).
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Hapywenus na xpvema u aumgpnama cucmema

Hawmanen abcomoren Opoit Ha HEYTPODHUITUTE C TEKECT OT 3 U 4 CTEIEH € CHOOIIEH ChOTBETHO MPH
10% u 1,7% ot nauuentute B GIST npoyusane daza 3, npu 16% u 1,6% ot naunentute B MRCC
npoyusane ¢aza 3 u npu 13% u 2,4% ot naunenture B pNET npoyusane daza 3.

Hamanen 6poitf Ha TpoMOOIIMTHTE € TEXECT OT 3 U 4 cTerneH e choOIIeH choTBeTHO Tpn 3,7% 1 0,4%
ot nanuentute B GIST npoyusane daza 3, mpu 8,2% u 1,1% ot marmenture B MRCC npoyuBane
(aza 3 unpu 3,7% u 1,2% ot naruentute B pNET npoyusane ¢aza 3 (Bxk. Touka 4.4).

[pu 18% ot naumentute, npuemany cynuTHHUO B GIST mpoyuBane ¢asa 3, ce cpo01aBa 3a CbOUTHS
Ha KbpBeHe, crpsamo 17% ot nanmentute, npueManiu mianebo. [Ipu 39% ot nanueHTUTE, TpUEMAIIH
cyHUTHHHO 3a HenekyBaH 10 MoMmeHTa MRCC, e mmaito cirydan Ha KbpBeHe, cpsmo 11% ot
nanueHTure, npuemaniu narepdepon- o (IFN-a). Cenemuanecer (4,5%) naureHT Ha CyHUTHHUO,
capsmo 5 (1,7%) nanmentu Ha IFN-0, ca uManu ciryyan Ha KbpPBEHE OT CTENEH 3 WM M0-BHCOKA.

26% ot marMenTuTe, MoydyaBaiu CyHUTUHUO 3a UTOKHH-pedpakreper MRCC, ca mmany KbpBeHe.
XeMoparugHu ChbOUTHSA, C M3KIIIOUCHHE HA EMUCTAKCUC, ca HACTHINIH ipu 21,7% OT manueHTuTe,
nojiy4aBanu cyHUTHHHO 1o Bpeme Ha pNET npoyusane ¢asa 3, B cpaBHeHHE ¢ 9,85% OT manuenTure,
ToJTyJaBad Iiare6o (Bx. Touka 4.4).

B xuHWYHA TpoyYIBaHUS Ce ChOOIIaBa 3a CIIyqan Ha TyMOpHA XeMOparus MpH mpuoIu3uTeHo 2% oT
manentute ¢ GIST.

Hapywenus na umynnama cucmema
Cpo0mIaBar ce peakiliy Ha CBPbXYyBCTBUTEIHOCT, BKIIOUHTEIHO aHTHoeneM (BxK. Touka 4.4).

Hapywenus na enooxpunnama cucmema

XUNoTUPEOUAN3bM € ChOOIIEH KaTo HeKeNaHa peakius npu 7 namuentu (4%), npuemaniu
CYHUTHHHUO B JIBETE MpOyYBaHus 3a UNTOKUH-pedpakTtepeH MRCC; npu 61 nanuentu (16%) Ha
cyantuHNO u 3 manuentu (<1%) B pamorto Ha IFN-0 B ipoy4yBaHeTO Ipy HeJlEeKyBaH 10 MOMEHTA
MRCC.

B nonbiHeHue, noBuiiaBanus Ha TupeocTumysupainus xopmoH (TSH) ca cboO1ieHu npu 4 nanueHTH
(2%) ¢ nurokun-pedppakreper MRCC. O6mio 7% ot nmanuenture ¢ MRCC ca uManu uii KITMHUYHO,
WM 1a00paTOPHO JOKA3aTeNCTBO 3a Bh3HUKHAJ BCIEACTBHE OT JICYEHUETO XUIIOTHPEOUIUIBM.
[Ipurobut XUMOTHPEONAN3BM € ycTaHOBEH npu 6,2% ot nanuenture ¢ GIST, nekyBanu cbe
cyHuTHHUO, cripsimo 1% na nmaune6o. 1o Bpeme Ha pNET npoyuBane dasa 3 XUIOTHUPEOUIU3BM CE
cpobuiaBa npu 6 nmanuentu (7,2%), npueMaly CyHUTHHUO, U IpH eauH nauuedt (1,2%), npuemarn
ianeoo.

TupeonmnaTta GyHKINS € MPOCTIEKTUBHO HAOI0OjaBaHa B IBE MPOYYBAHMS HA TTAIIMEHTH C PaK Ha
rbpjarta; CyHUTUHUO He € 0100peH 3a ynorpeda Mpu pak Ha rbpaaTa. B mbpBOTO NpoyyBaHe
XUIIOTHPEOHIN3bM ce chobmasa npu 15 (13,6%) naunentu Ha cyHuTHHUO U 1ipu 3 (2,9%) manuenTu
Ha ctaHAapTHo jieueHne. [lopumeno HuBo Ha TSH B kpbBTa € chobmeHo mpu 1 (0,9%) mamuedT Ha
CYHUTHHUO U MPH HUTO €JJMH OT YYaCTHHUILIUTE HAa CTAHJAPTHO JicueHHe. XUMEPTUPEOUAN3bM HE €
cboOLIaBaH NPH JIEKYBaHU CbC CYHUTHHMO nanueHTy 1 e cboOmeH npu 1 (1,0%) manuenT Ha
CTaHAAPTHO JeueHue. B npyroro npoyusaHe XUIMOTHPEOUAN3BM € choO1eH npu o61mo 31 (13%)
narnuenTy Ha cyHuTnHnO u ipu 2 (0,8%) mammentr Ha kanenntabu. [lopumenn nuBa Ha TSH B
KpbBTa ca chobuieHu mpu 12 (5,0%) maiuenTy Ha CYHUTUHUO ¥ TP HATO €AMH OT MAlMeHTHTE Ha
KanenuTabuH. XunepTupeonausspm e crooeH npu 4 (1,7%) nanuenTy Ha CyHUTUHNAO U IPU HUTO
€IMH OT TaIrrenTuTe Ha KarnernuTtaduH. [loamkenn auBa Ha TSH B kpBBTa ca chobmenn mpu 3 (1,3%)
NalMeHTH Ha CYHUTHHUO U TIPH HUTO €IUH OT NMAalMeHTUTe Ha KarenutaouH. [loBumasane Ha T4 e
cpobuieno npu 2 (0,8%) nanment Ha cyHuTHHUO U ipH 1 (0,4%) manueHT Ha KaneuuTaOuH.
[ToBumasane Ha T3 e cpobmmeno npu 1 (0,8%) yuacTHUK Ha CYHUTUHHO ¥ IPU HUTO €AMH OT
NalMeHTUTE Ha KaneuuTaduH. Becuuky cpo01enn cb0UTHSA, CBBP3aHNU C IIUTOBUIHATA XKJIE3a, €A OT
creneH 1-2 (Bxk. Touka 4.4).

Hapywenus na memabonuzma u xpanernemo
ITo-BrCOKa YecTOTa HA XUTIOTIIUKEMHYHN CHOUTHSA € choOmeHa mpu narueHTH ¢ pNET B cpaBHEHMHE ©
MRCC u GIST. Berpeku ToBa, MOBEYETO OT TE3H HEXKEIaHH ChOUTHS, HAOIIOIaBaHU TIPU
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KIIMHUYHUTE MIPOYYBaHUs, HE Ca CUSTCHH 33 CBBP3aHH C IIPOYYBAHOTO JeueHHe (BxK. Touka 4.4).
Hapywenus na nepsnama cucmema

B xiMHUYHY pOoyYBaHUS ChC CYHUTHHUO M OT MMOCTMAPKETHHTOBOTO MPOCIIE/IBAHE CE€ ChOOIABAT
ciyqan (<1%), HIKOM OT KOWTO JICTATHA, Ha TIAIUEHTH C IPUNaIbI 1 00pa3Hu nanHu 3a RPLS.
I'bpuoBe ca HaOIIOAABAHU IPH MMAMEHTH CHhC WK 0€3 PEHTTEHOIOTHYHO JTOKA3aTEJICTBO 32 MO3LYHH
MeTacTasu (Bxk. Touka 4.4).

Cvpoeunu napyuienus

B ximmHUYHY ipoy4YBaHUs, HAMAJICHUs B JIeBOKaMepHaTa ¢pakuus Ha u3TinackBane (JIKOU) ¢ >20% u
OJT T0JTHATA TpaHUIla Ha HopMaTa, ca ChoOmieHu npu okoiio 2% ot naruenTtute ¢ GIST, nexyBanu
CbC CyHUTHHUO, 4% OT nanuenTure ¢ nurokuH-pedpaxreper MRCC u 2% ot naumenture ¢ GIST,
nonryyaBay rrane6o. Tesu normkenus B JIKOU usrnexna e ce 3aa61009aBaT U 4ECTO CE
noto0psiBaT B X012 Ha jiedyeHneTo. B mpoyuBane npu HenekyBaH 10 MmomerTa MRCC, 27% ot
nmanueHTuTe Ha CyHuTuHUO u 15% ot manmentute Ha IFN-o ca mmanu croitnoct Ha JIKOU non
JIoNTHATa TpaHuIla Ha HopMarta. J[Bama (<1%) mamnueHTH, mojry4aBaii CyHUTUHUO, ca
JnuarsHoctuuupanu cbe 3CH.

IIpu marmuenTu ¢ GIST, “chpaedyna HeMOCTATHYHOCT, ““3aCTOMHA CHPACYHA HEAOCTATHFYHOCT  WIIH
“IeBOKaMepHa ChpJieuHa HeJOCTaThUYHOCT ca choOIIeHu npu 1,2% OT malueHTuTe, JIeKyBaH! ChC
CyHUTHHHO, 1 ipHu 1% oT manmeHTuTe, JeKyBanu c miareto. B ocaoBHoTo GIST npoyuBane daza 3
(n=312), cBBp3aHHU C JIEYCHUETO JETATHHU ChPACYHN PEAKINU Ca Bb3HUKHAIH NPpH 1% OT marmenTuTe
OT BCSIKO paMO Ha IIPOYYBaHETO (T.€. paMeHaTa Ha CyHHUTUHUO U 1u1ane6o0). B mpoyuBane ¢a3za 2 npu
mutokuH-pedpakrepan MRCC nanmenty, 0,9% ca mosrydusiu cBbp3aH C JICUYSHUETO JIeTalleH HHPApKT
Ha MHOKap/a, a B Ipoy4dBaHe ¢a3a 3 npu HenekyBaHuTe 10 MomeHTa 32 MRCC mamentn, 0,6% ot
nanueHTute B pamMoto Ha [FN-a u 0% oT manueHTHTe B paMOTO Ha CYHUTHHHO ca UMaJi ChbpACYHU
cpOuTHs ¢ aeraneH usxol. [Ipu npoyusane ¢aza 3 npu pNET, 1 (1%) nmanuent, npuemall CyHUTUHHO,
€ TIOJTYYIJI CBbp3aHa C JISYEHUETO JIETATHA ChpAeYHa HeJJOCTAThYHOCT.

Cvoosu Hapyuienus

XUNepToHUs

XUnepToHHUsTa € MHOTO YeCTa HeXellaHa peakius, Cho0IaBaHa o BpeMe Ha KIMHUYHHUTE
npoyuBanus. [Ipu npubnusurento 2,7% OT NalMeHTUTE, KOUTO Ca MMAJIA XUIIEPTOHUS, 103aTa Ha
CYHUTHHHO € HaMaJIeHa WU IPUEMBT BPEMEHHO ¢ TpekpaTeH. [Ipu HUTO eiH OT Te31 MaIueHTH
MPUEMbT Ha CYHUTHHHUO HE € OWJI OKOHYATEIHO MpeKpareH. Texka xunepronus (>200 mmHg
cuctonao wiu 110 mmHg nuacronHo Hansrane) e HacThwia npu 4,7% OT MAIIMEHTUTE ChC CONUIHH
TyMOpH. XUIEPTOHUS € choOIIeHa npu npuomm3utenso 33,9% ot nanueHTuTe, mpueMarin
CyHUTHHHO 32 HellekyBaH 10 MomeHTa MRCC, B cpaBHeHue ¢ 3,6% ot nanuentute, npuemaniu [FN-
o. Texxka XunepToHus € HacThwia npu 12% OT HelleKyBaHUTE O MOMEHTA MallUEHTH HA CYHUTHHHO
1 <1% ot manmentute Ha [FN-0. XunepTonus ce crobmmasa npu 26,5% 0T manmueHTruTe, IpueManii
cyuutunu0 B pNET npoyusane ¢aza 3, B cpaBHenue ¢ 4,9% OT NalMeHTUTE, IPUEMAIIX

rtane6o. Texxka xunepronus ¢ HacTenuia mpu 10% ot pNET naruenTuTe, npueMariu CyHUTUHUO, U
3% oT manreHTUTE Ha IuIaneoo.

Cp0uTH Ha BEHO3HA TPOMO0eMOOIHs

Cr0utns Ha BeHO3HA TpoMO0eMOOoIHsl, CBbP3aHH C JIEUEHHETO, Ca CHOOIIEHH NP MPUOITUZUTEITHO
1,0% OT naIMeHTUTe ChC COIUIHU TyMOPH, KOUTO Ca MPUEMajii CyHUTUHUO B KIMHUYHU TPOYYBAHMUS,
pxirounTestHo GIST m RCC.

B GIST mpoyusane ¢aza 3, cenem naruentu (3%) Ha CyHUTUHHO U HATO €UH Ha TUIanebo ca nMain
BEHO3HH TPOMOOEMOOTNIHH CHLOUTHS; S5 OT 7 ca 6miu ¢ mhiaboka BeHo3Ha Tpombo3a ([IBT) ot 3
CTerleH, a 2 ca 6mnu cbe cteneH 1 wim 2. Yerupu ot te3u 7 GIST nmanuenTtu ca npexpaTuin
JIEYEHUETO CJIe] MbPBOTO ycTaHOBsABaHE Ha [IBT.

Tpunaznecer nanuenTH (3%), npueMariu CyHUTUHUO B IpoyuBaHe (asza 3 mpu HeJleKyBaH 0 MOMEHTA
MRCC, u 4 nanenTu (2%) B 2 npoyuBaHus Ipu uuTokuH-pedpakrepeH MRCC ca cpo0umnu 3a
BEHO3HH TPOMOOEMOOINIHN CHLOUTHS. J[eBeT OT Te3W MaMeHTH ca UMK 0el0po0eH eMOOIN3bM, 1
oT ctenieH 2 u 8 oT cteneH 4. OceM oT Te3u manueHTy ca uMmanu BT, 1 ot ctenen 1; 2 ot creneH 2; 4
ot crenieH 3 u 1 ot crener 4. Eaun namuent ¢ 6enoapodeH eMOOIN3bM B MPOYYBAHETO HA ITUTOKHUH-
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pedpakreper MRCC e nman nmpexbcBaHe Ha MpUeMa.

[Ipu HenexyBanu 1o MmoMeHnTa nanuedTn ¢ MRCC, nmpuemaru IFN-a, ca cro0menn 6 (2%) BeHO3HH
TpoMOoeMOoMyHu chouTH, 1 maruent (<1%) e uman JIBT ot crenen 3 u 5 narmentu (1%) ca
uMaiy 6eoIpoOeH eMOOIM3bM, BCHIKH ChC CTEIEH 4.

Cp0uTHst Ha BeHO3HA TpoMOoeMbonus ca chobmmenu mpu 1 (1,2%) oT manueHTHTE B paMoToO,
pUeMaIiy CyHuTHHUO, ¥ ipH 5 (6,1%) oT manueHTHTE B paMoTO Ha mare0o B mpoy4dBaHeTo (aza 3
pNET. /IBama ot manuenTuTe, nprueManty miamnedo, ca umanu [IBT, 1 cbe ctenen 2 u 1 cbe cTenen 3.

Hsama cpobmienn ciayyan ¢ jieTaneH u3xo[ npu perucrpannonante npoyusanus npu GIST, MRCC u
pNET. Cnyyau ¢ neraneH u3xoJ] ca HabIogaBaH! MPU MOCTMAPKETUHIOBOTO MPOCIIE/IBaHE.

Cryuaun Ha 6enoapobeH eMOonM3bM ca HabIroIaBaHu pu npuOIM3uTenHo 3,1% oT mauueHTuTe ¢
GIST u npu npubamnzurento 1,2% ot naunentute ¢ MRCC, kouto ca nmonyuaBajiu CyHUTHHHUO B
npoyuBaHusTa (paza 3. He ca momydenu cpobuienns 3a 6enonpodeH eMOOIN3bM MPH MAUEHTHTE C
pNET, kouto ca nosiyuaBajiu CyHUTHHHO B IIpoy4BaHeTo ¢a3a 3. Penku ciryuan ¢ eTaneH U3xoj ca
Ouu HaOJIr0IaBaHK IPU TOCTMAPKETUHIOBOTO MPOCIIEIsIBAHE.

[ManuenTure, KouTo ca UManu O6eI0JpoOEeH eMOOIM3bM B paMKHTE Ha MpeaxoaHuTe 12 mecena, ca
O M3KITIOYCHH OT KIIMHUIHHUTE MTPOYIBAHUSA Ha CYHUTHHHUO.

[Ipu marmeHTHTE, KOUTO Ca TOJTyYaBad CYHUTHHHO B PErHCTPAalMOHHNUTE Ipoy4BaHus (aza 3,
OenmoapobH CHOMTHS (T.€. UCITHES, TIEBPAJICH U3IIUB, OEI0APOOCH eMOOIH3bM WK OeToIpoOeH
OTOK) ca Omin choOmeHu mpu npubausuTenHo 17,8% ot nauenture ¢ GIST, npu npubau3UTETHO
26,7% ot nauuentute ¢ MRCC u npu 12% ot nanuenture ¢ pNET.

[Tpu npudnusutenHo 22,2% OT NalUeHTUTe ChC COTUIHU TyMOpH, BKirountesno GIST u MRCC,
KOHUTO Ca MMOJTy9aBajli CyHUTHHUO B KITMHIUYHU MPOYYIBAHMA, ca Ha0II01aBaH! 0eI0poOHN CHOUTHSL.

Cmomawno-upesHu HapyuieHus.

[ankpeaTut e HabaronaBaH HevecTo (<1%) npu manueHTuTe, noryyaBanu cyHuTHHUO 3a GIST mnu
MRCC. He ce cro0rmiaBa 3a cBsp3aH ¢ ieueHueTo nmankpeatut B pNET mpoydsaneTo daza 3 (Bx.
Touka 4.4).

JletayHu CTOMAIIHO-YPEBHH KPBBOM3IIMBY ca choOiieHu npu 0,98% oT naumueHTHuTe, Noayv4aBamiu
rane6o B GIST mpoyuBane dasza 3.

Xenamobunuapru HapyuleHus
Cpo0buiaBa ce 32 4epHOAPOOHA TUCPYHKIHS, KOSITO MOKE JIa BKJIIOYBA OTKJIOHEHHS B YEPHOIPOOHUTE
(YHKUMOHAIHY MOKa3aTeIM, XeNaTUT WM YePHOAPOOHA HEAOCTATBYHOCT (BXK. TOUKa 4.4).

Hapywenus na koxcama u n0OKOICHAmMAa mvKaH
Cpo01maBar ce ciyvau Ha MHOAEpPMa TaHTPEHO3YM, KOUTO KaTo LsUI0 ca OOpaTHMU clie]l IpeKpaTsIBaHe
Ha IpreMa Ha CYHUTHHHO (BXK. ChIIO TouKa 4.4).

Hapywenus na myckynno-ckeremnama cucmema u CbeOUHUMEIHAMA MbKAH

CroOIiaBar ce cirydyad Ha MUOTIATHUS ¥/WITK paOdIOMHOJIN3a, HIKOU OT KOUTO ¢ ObOpeyHa
HEJIOCTaTHYHOCT. [larnienTH ¢ mpu3HaIK WM CHMITOMH Ha MyCKYJTHA TOKCHYHOCT TpsiOBa aa ObIaT
JIEKYBaHU CIIOpPE]T CTaHIapTHATa MEIUIIMHCKA MPaKTHKa (BXK. Touka 4.4).

CrpobmiaBar ce crydan Ha o0pa3yBaHe Ha (PUCTYIIH, TOHAKOTa CBhP3aHH ¢ TYMOpPHA HEKPO3a U
perpecus, B HIKOH CIIy4yaH ¢ JIeTaleH U3X0[ (BX. Touka 4.4).

CroO11aBa ce 3a cilydyau Ha OCTEOHEKpO3a Ha YellloCTTa MPH MalueHTH, JIEKYBaH! CbC CYHUTHHHUO, TO-
rojsiMaTa 4acT OT KOUTO — IPH NMAUeHTH ¢ HACHTU(GUIUPAHN PUCKOBU (HaKTOPH 3a OCTEOHEKPO3a Ha
YeJ0CTTa, B YaCTHOCT €KCHO3UIMs Ha OudochoHaTH 32 HHTPABEHO3HO NMPHUIIOKEHUE W/WIN aHaMHe3a
3a JICHTAJHO 3200Js1BaHe, M3UCKBAI0 HHBAa3WBHU JICHTAHU MPOLEAYpH (BXK. ChIIO TouKa 4.4).
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Uscneosanus

Januu o1 HeknmmHugHE (N Vitro u in Vivo) mpoy4BaHus, B 03 IMO-BUCOKH OT IIPEMOPHUNTETHATA 1032
[P X0pa, OKA3BaT, ue CYHUTHHHUO MPUTEkKaBa CBOUCTBOTO Jla HHXHOMPA MPOIeca Ha pernoapu3aliust
Ha ChbPJCYHMS aKIIMOHEH MOTEeHIHal (Harmp. yabkaBaHe Ha QT uHTepBasa).

VabmxkaBane Ha QTc unreppana Haa 500 msec e HacTpnuio npu 0,5%, a poMeHH ¢ oBeYe OT

60 msec cpAMO HU3XOAHUTE CTOMHOCTH ca HacThIwy npu 1,1% ot 450-Te manueHTn chC CONUICH
TYMOp; /IBaTa IMOCOYEHH NOKAa3aTells Ce MpueMar 3a MOTeHIUATHO 3HauuMu ipomenu. [Tpu
KOHLIEHTPALUH, IPUOJIN3UTENTHO IBOMHO [T0-BUCOKHU OT T€paNeBTUYHATA, CYHUTHHUO € TI0Ka3all, ue
yabmkaBa QTcF nnatepBana (kopekuns Ha QT unTepsana no Fridericia).

YaemkaBanero Ha QTc nHTEpBaNa € U3ciieIBaHo B €IHO IpOoy4IBaHe ¢ 24 ManyenTH, Ha Bh3pacT 20-
87 roaMHu ¢ HampeIHATH 3JI0KaYecTBEHH 3200 siBaHus. Pesyntarute oT TOBa MpoydYBaHe ca MoKa3aiy,
ye cyHUTHHUO nMa edekT Bbpxy QTc nnTepBana (neduHUpaHo KaTo cpeaHa mianedo-Kopuruapana
mpomsiHa oT > 10 msec ¢ ropHa rpanuna npu 90% moseputenen uarepsain [CI] > 15 msec) npu
TepaneBTU4HA KoHIeHTpanus ([leH 3), ¢ u3noi3BaHe Ha MeTO/1a Ha 0a3aiHa KOPEKIIHS B PAMKHUTE Ha
JISHS M TIPH TT0-BHCOKA OT TeparneBTuyHaTa KoHleHTpanus ([leH 9), ¢ n3non3Bane Ha 1BaTa METO/Ia Ha
OazamHa Kopekiusa. Huro equn manueHT He € moka3an croiHocT Ha QTc uaTepBana > 500 msec.
Brmpeku ue edext Bppxy QTcF unrepnana e HaOmronaBan Ha 3-Tus 1eH, 24 daca ciief] PHIaraHeTo
(T.e. mpu TepaneBTUYHA MJIa3MeHa KOHLEHTPAIHs, OYaKBaHa cie]] IpernopbunTe/IHaTa HayajiHa J103a
50 mg) mpu MeToa Ha 6a3aiTHa KOPEKIUS B paMKUTE Ha JeHs, KINHIYHATa 3HAYUMOCT Ha Ta3u
HaxXo/IKa € HesICHA.

C momomra Ha noapoOHu cepuithn EKI' 3anncu, HaripaBeHH 10 BpeMe, OTTOBapsIIO Ha
TepaneBTUYHATA WX TO-TOJISIMA OT TeparneBTHYHATa eKCIIO3UIHS, IPH HUTO SAUH OT MallMeHTUTE OT
nojiexxamara Ha onenka win ITT nomynanuuTe He € HaOIOaBaHO pa3BUTHE HA yabkaBane Ha QTc
MHTEpBajia, KOETO Ce CUMTA 3a “TeKKO” (T.€. paBHO Ha MJIM MO-TOJIAMO OT CTEIeH 3 1o o0muTe
TEPMHUHOJIOTUYHH KpUTepuH 3a Hexenanu cbontng (Common Terminology Criteria for Adverse
Events, CTCAE), Bepcus 3.0).

[Ipu TepaneBTHYHY [I1a3MEHU KOHIIEHTPAK, MaKcHMaliHaTa cpeana npomsina Ha QTcF untepsana
(rxopexnums no Fridericia) cipsimo m3xoanara croitHocT e 6mna 9 msec (90% CI: 15,1 msec). IIpu
KOHIICHTPAINH MPHUOIU3UTEITHO IBOHHO MO-TOJIEMH OT TepalleBTUYHATa, MaKCHUMaJHATa IIPOMIHA Ha
QTcF unrepBana cnpsiMmo u3xojHara ctoiHoct ¢ ouna 15,4 msec (90% CI: 22,4 msec).
Mokcugnokcanut (400 mg), M3M0I3BaH KaTO MO3UTHBHA KOHTPOJIA, € MOKa3aJl MaKCHMaJlHa cpeiHa
npomsiHa Ha QTcF naTepBana crpsimo u3xoaHara cToHOCT 5,6 msec. [Ipy HATO eqUH MAIUEHT He €
HaOmonaBan epexT Brpxy QTc unrepBana, mo-roisim ot crerneH 2 (mo CTCAE, sepcus 3.0) (Bk.
Touka 4.4).

JIsarocpoyna 0e3omnacuoct upu MRCC

Jbarocpounara 6e3onacHOCT Ha cyHUTUHUO nipu naruenTd ¢ MRCC e aHanu3upana B 9 3aBbpiiieHU
KIIMHUYHY POYYBAHHS, IPOBEICHU B YCIOBHATA Ha JICUCHUE OT ITbPBA JIMHUS, OeBaiu3ymal-
pedpaxTepHO U HUTOKUH-pedpakTepHO 3a00msiBane npu 5 739 manuenty, ot kouro 8§07 (14%) ca
JIEKYBaHU B MPOIBIDKEHUE Ha > 2 TOMUHU U 10 6 Tonuuau. OT 807-Te marueHTH, MoTyJaBain
JUBJITOCPOYHO JICYCHUE ChC CYHUTHHHUO, TIOBEYETO CBBP3aHU C JICUCHUETO HEXKEIaHU ChOUTHUS
(treatment-related adverse events, TRAES) ce mosiBsiBaT IrbpBOHAYAIHO TIPE3 IBPBHUTE 6 Mecera —

1 roxuHa ¥ cie TOBA ca HEPOMEHEHH FITM HaMaJIsIBaT 10 YECTOTa C TCUCHHUE Ha BPEMETO, C
U3KITIOYCHIE Ha XUTIOTUPEOUIN3bM, YUATO YECTOTA CE YBEIMYaBa IMIOCTETICHHO C BPEMETO, KaTo Mpe3
6-TOAMIITHUS ITEPUO]] CE TIOSBIBAT HOBU ciiydyau. [IpobIKUTENHOTO JICYeHUE ChC CYHUTHHUO
U3IJIEeXK]Ia HE € CBbp3aHo ¢ HOBU BUA0BE TRAFEs.

IleqnaTpuuHa momyJiamnus

[Ipodunbt Ha Ge30MaCHOCT HA CYHUTHHHO € MOJIy4eH OT npoyuyBaHe (a3a 1 ¢ moBuIIaBaHEe Ha J03aTa,
OTKpHUTO TIpoyuBaHe (a3za 2, mpoyuBane (aza 1/2 ¢ emHo pamMo U OT MyOIUKAIUH, KAKTO € OIHCAHO T10-
JIOITY.

IIpoBeneno e mpoyuBane (aza I ¢ yBenmuaBane Ha fgo3aTa MepopajieH CYHUTHHUO npu 35 ManueHTH,
BKUIOUBaIIo 30 neAMaTpUYHY MAMEeHTH (Ha BB3pacT OT 3 roauHu A0 17 ronquuun) u 5 muianu
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BB3PACTHH MANUEHTH (Ha Bb3pacT oT 18 70 21 roauHu) ¢ pepakTepHU COMUIHI TYMOPH, KaTO TO-
roJsiMaTa 4acT OT MaI[eHTHTE ca C OCHOBHA JMAarHO3a MO3bUeH TYMOp. BCHYKH yUacTHHUIH B
MPOYYBAHETO MOJTyYaBaT HEXKEJIaHH JICKApPCTBEHU PEaKIIUU, KaTo MOBEYETO OT Te3H PEAKIIMH Ca TSIKKU
(cTerieH Ha TOKCMYHOCT > 3) ¥ BKJIFOYBAT KapIUOTOKCUYHOCT. Haif-uecTure He:KeTaH! peakiny ca
ractpounnTecTuHaHA (') TOKCHYIHOCT, HEYTpOTICHHS, yMopa U nopumaBane Ha ALT. PucksT ot
CBbPACYHU HEXKCIIaHU JICKAPCTBCHU PEAKIUN U3TJICK A IMTO-BUCOK IIPHU NEAUATPUYHUTE MMalUCHTH C
npeaxoaHa €KCro3nnursd Ha o0OJrpUBaHe Ha ChbpUETO UJIU AaHTPALUKIIMHA B CPABHCHUC C IICAUATPUIHHUTE
MaIeHTy 0e3 MpeaxoHa ekcro3uius. [Ipu Te3u neAnaTpruyHu MalueHTH 0e3 MPeIX0Ha SKCITO3UITHS
Ha aHTPAIMKINHY WK 00J’bYBaHE Ha CHPIIETO € HICHTU(UIINPaHa MaKCHMAaIlTHATa TIOHOCHMA 1032
(MIIT) (Bx. Touka 5.1).

[IpoBeneHo ¢ oTkpuTo NpoyuBane (aza 2 npu 29 manueHTH, BKIYBANMIO 27 NeIUaTPUIHH MAIUSHTH
(Ha BB3pacT ot 3 1o 16 roguHM) U 2 MIIaJ BE3pACTHH MAIlMEHTH (Ha Bb3pacT oT 18 roauHu 10

19 romuHM) ¢ pekypeHTeH/IporpecuBer/pedpakreper BucokocreneneHn rmoM (HGG)
enenauMoM. M B 1BeTe rpynu HsAMa HeXelaHH peakiun crenex 5. Haii-uectute (>10%) Hexenanu
CHOUTHS, CBBP3aHU C JICYCHUETO, ca MOHMKeH Opoit Ha HeyTpoduiute (6 [20,7%] nauneHTn) u
BBTpedepeneH kppBom3nuB (3 [10,3%] manuentn).

IIpoBeneno e mpoyuBane ¢daza 1/2 ¢ eqHO pamo pu 6 IeAUaTPUIHH MAIUEHTH (Ha Bb3pacT OT

13 ronuuu go 16 roqunn) ¢ Hanpeanan HeonepadbmieH GIST. Hait-uecture HeXeNnaHU JTEKapCTBEHU
peaxIuy ca Auapusi, TajieHe, MOHmKeH Opoii Ha OeNnTe KpBBHU KIETKH, HEYTPOTIEHHS U TIIaBoOoIme
npu 3 (50,0%) manueHTH OT BCsIKA peaknus, II1aBHO creneH | win 2 mo texect. Yetnpuma ot

6 maruentu (66,7%) mony4aBar HeXeJIaHU ChOUTHS, CBbP3aHU C JICUCHUETO, OT cTerneH 3-4 (cTerneH 3
xunodocdaremusi, HEyTPOIIEHHUS U TPOMOOIIMTONIEHHS IPY | MALMEHT OT BCSIKO ChOUTHE U
HEYTPOIEHUs OT cTeneH 4 mpu 1 marueHT). B ToBa mpoy4BaHe He ce choOIaBa 3a Cepruo3HI
Hexxenanu cpouTra (CHC) nin HexenaHu JIeKapcTBEHH Peakluy cTerneH 5. B nete kmMHU4HU
NpOYYBaHUs U MyOIMKaMUTe NPoPUIBT Ha 6€30MaCHOCT ChOTBETCTBA Ha M3BECTHUS MPO(UIT Ha
0e301acHOCT IIpY BB3PACTHHU.

CrpoO1iaBane Ha MOJO3MPAHN HEKETAHN PEAKIINHA

Cro011aBaHeTo Ha TIOI03MPAHU HEeXKEIIAHU PEaKIuu CIie/l pa3pellaBane 3a ynotpeda Ha JIeKapCTBESHUS
NOPOJIYKT € BaykHO. TOBa MO3BOJISABA JIa TIPOIBIKY HAOJIOJICHUETO Ha ChOTHOMICHUETO TOJI3a/PUCK 32
JIEKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIIHATNUCTH CE€ M3UCKBA J]a ChOOIIaBaT BCSIKA
MOJI03UpaHa HeXKEJIaHa PeaKilvs Ype3 HAIl[MOHAIHA CUCTeMa 3a ChOOIIaBaHe, MOCOUCHA B |

[punoxenue V.

4.9 TIlpemo3upane

Hsama cnennduuer aHTHAOT cpelty npero3upane CbC CyHUTHHUO 1 JIEYSHHETO Ha IPEO3NPAHETO
TpsOBa J1a ce ChCTOM OT 00N MOAIBPIKAIIN MEPKU. AKO € TIOKa3aHO, eTMMHHUPAHETO Ha
HeaOCOpOMPaHOTO aKTHBHO BEIIECTBO MOXKE Ja Ce MOCTUTHE Ype3 MOBPBIIaHEe MM NPOMHUBAHE Ha
cromaxa. ChOOILEHH ca ciIy4au Ha IPel03UpaHe; HIKOU ClIyyaH ca CBbP3aHHU C HEXKEJIaHU PEaKLny,
CHOTBETCTBAIIM HA U3BECTHHA NPOQHI Ha 6€30MacCHOCT HA CyHHUTHHHO.

5.  ®APMAKOJOI'MYHHU CBOVCTBA
51 dapmakoIHHAMHUYHH CBOHCTBA

dapmakoTepaneBTHUHa rpyna: AHTUHEOIUIACTUYHHU CPEICTBA, MHXMOUTOPU HAa NPOTEHHKHHA3ATa;
ATC xon: LO1EXO01

MexaHu3bM Ha JIcicTBUE

Cynntnan6 naxnbupa mHOkecTBO RTKS, KOMTO ydacTBaT B TyMOpPHUS pacTeX, HEOAHIHMOTreHe3aTa 1
METaCTaTUIHOTO pa3BUTHE HA paka. CYHUTHHHUO ¢ O HASHTUDHUITIPAH KaTO HHXUOUTOP HA
peuenTopuTe Ha morydeHus ot TpomoonuTu pactexer gakrop (PDGFRa u PDGFRp), peuentopute
Ha cbpaoBuA eHporteneH pactexer dakrop (VEGFR1, VEGFR2 u VEGFR3), peuentopa Ha dakTopa
Ha ctBoyioBuTe KieTku (KIT), Fms-momo6nara Tupo3un kuHaza 3 (FLT3), perenrtopa 3a
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kononnoctumynupanius paktop (CSF-1R) u perientopa Ha MoONydeHHs OT TIIMATHA KICThYHA JTHHUS
HeBporpodudcH pakrop (RET). B OnoXuMudHN 1 KIETHYHA aHAIN3HW OCHOBHHUAT METa0OJUT TTOKa3Ba
JieiicTBHE, T0JJOOHO HA CYHUTHHHUO.

KnnandHa eukacHOCT u Ge30macHoCT

KinmmangnaTta 6€30MmacHOCT M epUKACHOCT Ha CYHUTHHHUO ca OWIIH MTPOYUCSHH MPH JICUSHHE Ha
naruenTy ¢ GIST, kouTo ce OmIH pe3uCTeHTHN Ha UMAaTHHUO (T.€. Te3H, KOUTO Ca MMAaJId IIPOTPECHS
Ha 3a00JIIBAHETO 10 BpEME WIIU CIIe/ JIeUeHUE C UMATHHHO) WM C HETIOHOCUMOCT KbM UMAaTHHUO (T.€.
TE€3W, KOUTO ca MOMYYWIN 3HAYMMa TOKCHYHOCT 110 BpeMe Ha JieYeHHe C UIMaTHHHO, KOSTO €
MOTIpeynia Ha T0-HAaTaThIIHOTO JIEYeHHE), KakTo IpH jieueHne Ha nanueHTH ¢ MRCC u neueHueTo Ha
nanveHTy ¢ Heornepadbuien PNET.

EduxacHocTTa ce ocHOBaBa Ha BpemeTo A0 TymopHa nporpecust (TTP) u yBenuuaBane Ha
npexussemoctTa npu GIST, Ha npexussemoct 6e3 nporpecus (PFS) u uectorata Ha 06eKTUBEH
otrroBop (ORR) croTBeTHO TpH HenekyBaH u nuTokuH-pedpakreper MRCC u Ha PFS npu pNET .

Tacmpournmecmunanuu cmpomainy mymopu

[IppBOHAYATHO OTKPUTO MPOYYBAHE C MOBUINABAHE HA J03aTa € OWJIO MPOBEICHO MPH MAI[USHTH C
GIST cnen Heycnex ¢ uMaTHHUO (CpeIHa MaKCHMalTHa JHeBHA g03a 800 mg) mopaau pe3uCTEeHTHOCT
WM HeNoOHOCUMOCT. BKirouenu ca 6I/IJII/I ACBCTACCCT U CEACM MMallUCHTHU IIPU PA3JIMYHU JO3U U CXEMU;
55 manueHTH ca noiay4aBanu S0 mg cyHUTHHUO IO MpenopbYBaHaTa cxeMa Ha JieueHue 4 CeIMUIU
Ha/2 cenmunm 0e3 (“cxema 4/27).

B toBa npoyuBane, menuanata Ha TTP e 6una 34,0 ceamunu (95% CI: 22,0, 46,0).

IIpu marueHTH ¢ HEMOHOCUMOCT KbM UMATHHUO, WU C IPOTpecus Ha OoyiecTTa 1Mo BpeMe WiTH CIIe]
JIeYeHUE ¢ UMATHHUO (CpellHa MakcHMaltHa THeBHa 103a 800 mg) e Omito MpoBeeHO PaHIOMHU3HUPAHO,
JIBOMHOCIIATIO, TTa1e00-KOHTPOJIUPAHO Npoy4uBaHe ¢a3a 3 Ha cyHUTHHUO. B ToBa npoyuBane,

312 manmenTy ca Ownm pargoMu3rpanu (2:1) ma mogydyaBat mepopaiTHO BEAHBXK THEBHO IO cxema 4/2
50 mg cyHUTHHUO WK I11a1e0o 0 mporpecust Ha 3a00JISIBAHETO HIIM OTTETJISTHE OT MPOYYBAHETO IO
npyra npuuuHa (207 manueHTy ca rmojrydaBaiv CyHUTUHUO, a 105 nanueHTy ca moisyyaBaiy rianeo).
[IspBuuHaTa KpaitHa TouKa 3a eukacHOCT pu poyuBaHeto e Omra TTP, onpenenena kato BpemeTo
OT paHJIOMHU3UPAHE JI0 bPBOTO JOKYMEHTHpaHe Ha 00EKTHBHA Mporpecus Ha Tymopa. [1o BpemeTo Ha
MIPEIBAPUTEITHO OIPEIEIICHUS MEXIUHEH aHau3, cpeqHoTo TTP mpu cyHuTHHHUO € 610

28,9 cepmunn (95% C.1.: 21,3, 34,1) cnopen onieHkarta Ha uzcnemoBatens u 27,3 ceqmunu (95% CI:
16,0, 32,1) copen orieHKaTa OT HE3aBUCHUMUS TIPETIIE ] U € OMIIO CTATHCTHISCKH 3HAYUMO T10-
MPOIBIDKUATETHO, 0TKOIKOTO TTP mpu mnare6o ot 5,1 ceqmuru (95% C.1.: 4,4, 10,1) ciopen
OIleHKaTa Ha n3ciemoBatens U 6,4 cenmunu (95% Cl: 4,4, 10,0) ciopen orieHKaTa OT HE3aBUCHMHUS
npernen. Paznmmkara B obmara npexusieMocT (OS) e Omta CTaTUCTHIECKH B TI0J13a HA CYHUTHHHO
[koedument Ha puck (HR): 0,491 (95% C.1. 0,290 - 0,831)]; puCKBT OT cMBPT € OWII 2 IBTH T0-
BHCOK IIPH MAIUEHTUTE B PAMOTO Ha I1are0o0, CPaBHEHO ¢ PAMOTO Ha CYHUTHHUO.

Crier MOXXIMHHUS aHAIM3 Ha epUKACHOCTTA U OE30I1aCHOCTTA, 110 MPenopbhKaTa Ha He3aBUcuMHus bop
3a MOHUTOpUpaHe Ha JaHHU H Oe3onmacHocT (DSMB), paskpuBaHe Ha 3aCieIsIBAHETO U Ha MAIIUCHTUTE
B PaMOTO Ha IU1anebo e MPeaIoKeHO OTKPHUTO JICYEHHE ChC CyHUTUHUO.

OO0m10 255 manuenT, NpueMai CyHUTHHUO B OTKpHUTaTa (haza Ha MPOYy4BaHETO, BKIIOUYUTETHO 99
NalyeHTH, KOUTO ITbPBOHAYAIHO ca OMITH JIEKYBaHH ¢ T1aieoo.

AHanu3bT HA OBbPBUYHUTE U BTOPUYHUTC KpaﬁHH TOYKHU B OTKpUTATA (1)2.33. Ha IpOYy4YBAHCTO

MOTBBPIKIABAT PE3YJITATUTE, TIOJTYUCHH MO BpeMe Ha MEXKIMHHUS aHAITN3, KAKTO € MOKa3aHo B
Tabmuma 2:
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Taéamua 2 — GIST 0000menne Ha kpaiiHnTe TOUKH 32 epukacHocT (ITT momynanus)

JABoitHOCIsATIO0 neqelmea
Meauana (95% CI) KoeduuueHT Ha pUCK Ilnaue6o
Kpaiina Cross-over
TOYKA p- rpyna
CyHuTHHHO Ilnane6o (95% CI) crofinocr | Jleuenne -
IIbpBUYHA
TTP
(cemmunn)
Mexnuuna 27,3 (16,0, 32,1)| 6,4 (4,4, 10,0) 0,329 (0,233, < 0,001 -
0,466)
Kpaiina 26,6 (16,0, 32,1)| 6,4 (4,4, 10,0) 0,339 (0,244, < 0,001 10,4 (4,3,
0,472) 22,0)
Bropuuna
PFS

(cenmunm) °

Mexmuuna 24,1 (11,1, 28,3)| 6,0 (4,4, 9,9) 0,333 (0,238, < 0,001 -
0,467)
Kpaiina 22,9 (10,9, 28,0)| 6,0 (4,4,9,7) 0,347 (0,253, < 0,001 -
0,475)
ORR (%) '
Mexmunana | 6,8 (3,7, 11,1) 0() NA 0,006 -
Kpaiina 6,6 (3,8, 10,5) 0(-) NA 0,004 10,1 (5,0,
17,8)
0S
(cenmunn) !
MexauHHa - - 0,491 (0,290, 0,007 -
0,831)
Kpaiina 72,7 (61,3, 83,0)|64,9 (45,7, 96,0) 0,876 (0,679, 0,306 -
1,129)

Coxpamnienns: Cl=nosepurenen narepsai; [TT=noanexamnta Ha nedenue; NA=nenpuiaoxnmo; ORR=crenen Ha o6exkTHBEeH
OTFOBop, OS=o06ma npexxussiemoct; PFS=npexussemoct 6e3 nporpecust; TTP=Bpeme 10 TymMOpHa nporpecus.

Pesynrature ot aBoiiHocsnaTa (asa Ha neyenue ca ot | TT nomynanusra U, KbAETO € OUIIO yMECTHO, € O1ila HarpaBeHa
LIEHTPaIM3UpaHa PEHTTEHOJIOTHYHA OLICHKA.

Pesynrarure 3a euxacHOCT OT 99 MauMeHTH, KOUTO ca MPEMHHAIN OT IIanebo Ha CYHUTUHUO clell pa3KpuBaHe Ha
KOJIOBETE Ha paHIOMH3aIM. brna e HanpaBeHa MOBTOPHO M3XOHA OIEHKA MPH MPEMHUHABAHETO U aHATHM3BT 3a
e(UKacCHOCT € Bb3 OCHOBA HA OIIEHKATa Ha M3CIEI0BATEIHTE.

®  Bposr Ha PFS npn MeXXIWHHUS aHANIN3 € aKTyaIn3UpaH Bb3 OCHOBA Ha NMPEU3YNCIIBAaHE HA ITbPBOHAYAIHUTE JaHHH.

T Pesynrarure or ORR ce nmpeacraBsaT KaTo MpONEHT Ha MAIMEHTHTE, KOUTO ca O ¢ TIOTBBPIeH 0TTroBop ¢ 95% ClI.

A MeauaHara He € JIOCTUTHATa, Thi KaTo JaHHUTE BCE OLIE He ca ChOpaHH.

Menunanara va OS npu ITT nonynamnusiTa e 6una crorBetHO 72,7 ceamunu u 64,9 cenmmurm (HR:
0,876; 95% CI: 0,679, 1,129; p=0,306) npu cyautraUO U TpH 11are60. B To3u aHanm3 paMoTo Ha
1ane0o BKIIOYBA OHE3H MAIMCHTH, PAHIOMU3UPAHU Ha I1a1e00, KOUTO B MOCJIEACTBUE Ca MOy YHIN
JICYCHUE ChC CYHUTHHHO B OTKpHUTATa (ha3a Ha MPOYIBAHETO.

Henexysan memacmamuuen 606peuno-Kiemvyuer KapyuHom

[IpoBeneHo € paHIOMU3UPAHO, MHOTOLIEHTPOBO, MEXKAYHAPOJHO MpoyUuBaHe (aza 3, OlCHSBAIIO
e(rkacHoCTTa U O€30MMaCHOCTTa Ha CYHUTHHUO cpaBHEHO ¢ mHTEephepoH IFN-o mpu manuenTH ¢
HenexkyBaH MRCC. CeneMCTOTHH U TIETAECET MAaMeHTH ca Omnn panaoMusupanu 1:1 B
TEpaNeBTUYHNUTE paMeHa; Te ca IMOJyYaBali JISYeHUE WU ChbC CYHUTHHHO B TIOBTAPSIIIH ce 6-
CEIMUYHHU LIMKJIIH, CHCTOSIIM ce 0T 4 ceaMuiiy o 50 mg qHEBHO NMEPOPATHO MPUIIOKEHUE,
MOCJIeIBaHO OT 2 cenMuIy nmounBka (Cxema 4/2), wiu [FN-0, npuitoskeH KaTo MOIK0KHA WHKCKIIHS
ot 3 munuonHa eaunuim (MU) mepBata cenmuna, 6 MU BTopata ceamuna u 9 MU Tpetara ceamuna u
cjes TOBa Ha 3 HEMOCAEAOBATEIHU AHU BCSIKA CEAMULIA.
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MeanaHnaTta Ha TPOABIKUATEIHOCT Ha JieueHneTo e Ouia 11,1 mecena (auamazon: 0,4—46,1) 3a
JICYCHUETO ChC CYHUTHHUO 1 4,1 Mecena (nnamazon: 0,1-45,6) 3a medernero ¢ IFN-a. Ceprno3nu
HexesnaHu cpouTHs, cBbp3anu ¢ Jeuerneto (TRSAEs), ca cpobmenu npu 23,7% oT mauueHTuTe,
npueMald CyHUTHHUO, 1 6,9% ot nauueHture, npuemaniu IFN-o. [Iporienture Ha npekparsBaHe Ha
JICYEHUETO TIOpaar HexKenaHu chOuTHs obade ca 6mmm 20% 3a cyrutnanO n 23% 3a IFN-a.
[IpexparsiBane Ha mpreMa Ha o3aTa € HacThwio npu 202 namuentu (54%) Ha cyHuTHHUO 1 141
narnueHT (39%) na IFN-o. HamansBane Ha no3ara e HacTbemmio npu 194 narmentu (52%) Ha
cynutnHu6 u 98 naunentu (27%) Ha IFN-a. [Tanuenture ca JeKkyBaHH 10 IPOrpecHs Ha
3a00JI1BaHETO WIJIM OTTETJISIHE OT Mpoy4BaHeTo. [IppBuyHaTa KpaitHa Touka 3a e(puKacHOCT € buia
PFS. I1nanupan MexIuHEH aHaIU3 MOKa3Ba CTATUCTUYECKH 3HAUMMO MTPEIUMCTBO 32 CYHUTHHHUO
cupsimo IFN-a, B ToBa mpoyuBane, kbpaeTo Meananara Ha PFS 3a rpynara, nekyBana cbc CyHUTHHHO, €
owmra 47,3 cenmunu B cpaBHeHHe ¢ 22,0 ceqMuIy 3a rpynarta, JekyBana ¢ IFN-a; HR e 6wt 0,415
(95% ClI: 0,320, 0,539, p-croiinoct <0,001). Apyru kpaiiau Touku ca BKarouBanu ORR, OS u
6e3onacHocT. OCHOBHOTO 00Pa3HO M3CIEABAHE € MPEKPATEHO Cliel AOCTUTaHe Ha ITbPBUYHATA KpaiiHa
touka. B okonuarennus anaimm3 ORR cropen orieHkaTta Ha uzcnenoBatenute e omna 46% (95% CI:
41%, 51%) 3a pamoTo Ha cyHuTuHHO U 12,0% (95% CI: 9%, 16%) 3a pamoto Ha IFN-a (p<0,001).

JleuenmneTo cbc CYHUTHHHO Ce CBBP3Ba C MO-TPOIBIDKUTENHA MpeknBiaeMocT crpsamo [FN-a.
Cpennata OS e 6una 114,6 ceamunu 3a pamoto Ha cyautunu6 (95% CI: 100,1, 142,9) u 94,9
ceamuiy 3a pamoto Ha IFN-a (95% CI: 77,7, 117,0), ¢ xoedunumenT na pucka 0,821 (95% CI: 0,673,
1,001; p=0,0510 copsimo wectpatuduimpan log-rank).

Hsnoctaute PFS u OS, nabmonasanu B ITT nmonynamnusra, onpeaeieHd OT OCHOBHOTO 00pa3HO
nabopaTopHO u3cienBane, ca 0000meHn B Tabnuma 3:

Tadauna 3. HesexkyBan kbM MoMeHTa MRCC - 0000111eHUe HA KpaHHUTE TOUYKHU 32 ePUKACHOCT
(ITT nonyJaanus)
CyHuTnHu0 IFN-a
O06o001eHNe HA IPEKNBAEMOCT G€3 mporpecus (N=375) (N=375)
[Taruent 6e3 nporpecus wim cMbPT [n (%)] 161 (42,9) 176 (46,9)
[ManwmeHT ¢ HabM0AaBaHa nporpecus Wik cMbpT [n (%)] 214 (57,1) 199 (53,1)
PFS (ceammnn)
Kgeaptun (95% CI)
25% 22,7 (18,0, 34,0) 10,0 (7,3, 10,3)
50% 48,3 (46,4, 58,3) 22,1 (17,1, 24,0)
75% 84,3(72,9,95,1) 58,1 (45,6, 82,1)

Hectparudunmpan ananmus

Koebwunuent Ha pricka (cyautuaud cupsimo IFN-o) 0,5268

95% CI 3a KoehuIreHT Ha prcKa (0,4316, 0,6430)

p-cToiiHocT? <0,0001
CyHuTHHHO IFN-a

O0001IeHe HA IPEKMBIEMOCT G€3 mporpecust (N=375) (N=375)

O000menne Ha 001IATA MPEKUBAEMOCT

IManpenT, 3a KOTOTO HE € M3BECTHO J1a € mounHai [n (%)] 185 (49,3) 175 (46,7)

ITarmenT, Ko#ito e mounHai [ (%)] 190 (50,7) 200 (53,3)

0S (ceamuim)

Ksaptui (95% CI)
25% 56,6 (48,7, 68,4) 41,7 (32,6, 51,6)
50% 114,6 (100,1, 142,9) 94,9 (77,7,117,0)
75% NA (NA, NA) NA (NA, NA)
Hectparudunmpan ananus
Koeduuent Ha pucka (cyautunu6 cnpsmo |[FN-o) 0,8209
95% CI 3a KoethuIreHT Ha pricka (0,6730 10 1,0013)
p-croitHOCT? 0,0510

Cokpamienus: Cl=nosepurenen nurepsai; INF-o=unTepdepon-anda; ITT=nomrexama Ha teuenue; N=0poii manueHTy;
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a
NA=nenpunoxumo; OS=o6ma npexussemoct; PFS=npexussemoct 6e3 mporpecust. OT AByCTpaHEH JOTaPUTMHIHO
npeobpasyBan panros (log-rank) rect.

Lumoxun-peppaxmepen memacmamuuer 6vOpeyHO-Kilembuer KapyuHom

[IpoyuBane ¢a3a 2 Ha CYHUTHHUO € OMIIO MPOBECHO Ha MAIMEHTH, KOUTO ca OMin pedpakTepHu Ha
MpeIiecTBalla MUTOKMHOBA Tepanus ¢ uHTepiaeBkuH-2 win [FN-o. [llecTaeceT u Tpu naiyeHTH ca
MONTYyYMIIA HadaiHa 703a 50 mg CyHUTHHHO TepOpaTHO BEIHBK JHEBHO B POIBIDKEHHE Had
MOCTIEIOBATEITHU CEIMUIIM, TIOCTIEIBaHU OT 2-CeIMUYHA T1ay3a, 32 J]a ce 00XBaHE MIBbJICH IIUKBI OT 6
ceamuIty (cxema 4/2). [IspBuuHaTa KpaifHa Touka 3a edpukacHoct e omna ORR, ocHoBaBama ce Ha
Kputepun 3a ornienka Ha otroBopa npu conuaau tymopu (RECIST).

B ToBa mpoyuBane yectoTaTa Ha 00EKTUBHUS OTTOBOP € 6ma 36,5% (95% C.1.: 24,7%, 49,6%), a
meauanata TTP e 6una 37,7 cenmuru (95% C.1.: 24,0, 46,4).

[MoTBBpx’IABAIO, OTKPUTO, C €JHO paMO, MHOTOLIEHTPOBO MTPOYYBAHE 32 OLICHKA Ha e()UKACHOCTTA H
Oe3omacHoCTTa Ha CyHUTHHUO € Onno npoBeaeHo npu nanuentd ¢ MRCC, kouTo ca ouiu
pedpakTepHHU Ha MpeIIecTBaa MUTOKHHOBA Tepamnus. CTo 1 6 MAIMeHTH ca IMOoTy4YaBai Hai- MaJIko
1o enHa 103a ot 50 mg cyHuTuHHO 1o cxema 4/2.

[IppBUUHAaTA KpaiiHa Touka 3a epuKacHOCT Npu ToBa npoyuyBane ¢ ouna ORR. Bropuunure kpaiinu
ToukH ca BKiIouBanu TTP, mpoawsmxurennoct Ha otroBopa (DR) u OS.

B toBa npoyusane ORR e 6mna 35,8% (95% C.1.: 26,8%, 47,5 %). Menuanute Ha DR u OS Bce omie
He ca OMIu JOCTUTHATH.

Tlankpeamuunu HepoeHOOKPUHHU MYMOPU

[onawpkaiio, OTBOPEHO, MHOTOLIEHTPOBO NpoyuBaHe (haza 2 € OueHUI0 epUKacCHOCTTa U
0e30macHOCTTa IPY CaMOCTOSTEJIHO PUIIOXKEHHE Ha CyHUTHHUO 50 mg aHeBHO 1o cxema 4/2 npu
narrenty ¢ Heonepabuner pNET. Ilpu koxopra ot 66 manmenTn ¢ TyMopu Ha JlaHrepxaHcoBuTe
KJICTKH, TbPBUYHATA KpaifHa TOYKa 3a CTEIeH Ha OTroBop e Ouna 17%.

IIpu manmentu ¢ HeonepabuieH pNET e npoBeseHo 0CHOBHO, MHOTOIIEHTPOBO, MEXIyHApOIHO,
PaHIOMU3UPaHO, IBOMHOCIIAINO, IU1ale00-KOHTPOIUPAHO NpoyyBaHe ¢asza 3 mpu caMOCTOSITETHO
MPUIIOKEHHE HA CYHUTHHHO.

Heo0xomumo e Ouiio manueHTuTe Jja MMat JoKa3aHa TyMOpHA MPOTPecHsl B PAMKHTE Ha H3MHHAINTE
12 mecena, Bb3 ocHOBa Ha Kputepunre 3a onieHka Ha otroBopa npu conuaau tymopu (RECIST) u ca
Oounu pangomusupant (1:1) na npuemat win 37,5 mg cyHUTHHUO BeAHBXK THEBHO Oe3 mounBka (N =
86), mu 1wrane6o (N = 85).

OcHoBHara e e 6mia ia ce cpasuu PFS npu manuenTy, npueMaiy CyHUTHHHO, CIIPSIMO HAallMEeHTH,
npueMaru riane6o. Jpyrure kpaitau Touku ca srimrouBanu OS, ORR, PROs u 6e3omacHocT.

Jemorpadcknre mokasarenn ca Ouian CpaBHIMH MEXIy TPYIUTE HA CYHUTHHHO 1 1u1ane6o. B
JorbiHeHue 49% OT MalMEeHTUTE HAa CYHUTHHUO ca uMalii HEQYHKIIMOHAIHU TYMOPH B CPaBHEHHE C
52% oT manueHTUTe, IpreMaIy mianedo, a 92% ot MaeHTUTe U B JBETE PaMEeHa ca HMaJlH
YepHOAPOOHH METacTa3M.

ITpuiI0KEHUETO Ha COMATOCTATHHOBU aHAIIO3U € OMIIO Pa3pelieHo 0 BpeMe Ha MPOYYBaHETO.

06110 66% OT MANMEHTUTE HA CYHUTHHHUO ca IpUeMaly IPpeaIIecTBaIla CHCTEMHA TEParIvsl B
CpaBHEHHE ChC 72% OT NMalMeHTUTe Ha Tuiane6o. B nombiaaenne 24% OT NallMeHTUTE HA CYHUTHHHUO
ca IpHeMalld COMaTOCTAaTHHOBH aHAJIO3U B cpaBHEHUE ¢ 22% OT MalueHTUTe Ha 11anebo.

HabnronaBaHo € KITMHUYHO-3HAYMMO IIPEJUMCTBO IIPU OLICHABAHETO OT u3cienosatens Ha PFS 3a
CYHUTHMHHO B CpaBHEHUE ¢ Ianebo. MenuaHara Ha MPEXUBSIEMOCTTa B PaMOTO Ha CYHUTHHUO e 6uia
11,4 mecera B cpaBHEHHE ¢ 5,5 Mecena 3a pamoTo Ha miane6o [HR: 0,418 (95% CI 0,263, 0,662),
p-ctoitnoct=0,0001]; momo0HU pe3ynTaT ca OUIN HaONIOIaBaHU, KOTaToO OLEHKUTE Ha TYMOPHUS
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OTTOBOp, NOJIy4EHH Bb3 OCHOBA Ha npuiaraneto Ha RECIST kbM n3mepBanusTa Ha TYyMOpa OT
u3CiIe0BaTeNNTe, ca OMIN U3IOJI3BAHU 3a ONPENeNIIHe Ha IPOrpecysTa Ha 3a00JI1BaHETO, KAKTO €
nokasaHo B Tabnuna 4. Ouenka Ha HR B monza Ha cyHuTHHUO € HAabMIoAaBaHa MU BCHYKHU MOATPYNH
C OLICHSIBaHH XapaKTEPUCTUKU Ha U3XOIHO HUBO, BKJIIOYUTEIIHO U aHANN3 Ha Oposi Ha KypCcOBETe
MIPEAIIECTBAIIO cuCTeMHO JiedeHue. O0mo 29 manueHTH 0T paMOTO Ha CYHHTHHUO M 24 OT paMOTO Ha
Turanebo He ca OWITH MOATOKEHH Ha IIPe/IIecTBalla CHCTEMHA Tepanus; mpu te3u nanuerTtd HR 3a
PFS e 6un 0,365 (95% CI 0,156, 0,857), p=0,0156. [TonoOHO Ha TOBa, ipu 57 MAIMEHTH B paAMOTO Ha
CYHUTHHHO (BKIIOUHMTENHO 28 ¢ | KB HA TpeIecTBala CUCTeMHa Tepanust 1 29 ¢ 2 1iu moBeye
[IUKBJIa HA CHCTEMHA Tepanusi) u 61 manueHTy B paMoTo Ha Mranedo (BKIIYUTENHO 25 ¢ | HUKbI Ha
IIpeIIecTBalla CUCTEMHa Tepanus 1 36 ¢ 2 win noseye NHUKbIa Ha cucteMHa Tepanus), HR 3a PFS e
oun 0,456 (95% C1 0,264, 0,787), p=0,0036.

[IpoBeneH e aHanm3 Ha YyBCTBUTENHOCTTa HA PFS, kaTO maHHUWTE 32 mporpecusiTa ce 6a3upar Ha
U3MEpPBaHHATA HA TYMOpPA, ChOOIICHU OT U3CIIEI0BATENNTE M KbJCTO BCUUKH MAlUEHTH, OTIIATHAIIH 10
MIPUYUHH, PA3JINIHA OT MPEKpaTABaHe HA MPOYUBAHETO, ca pasraexaanu karo PFS ceoutws. To3u
aHaIu3 MPEeJICTaBs KOHCEPBAaTHBHA OIIEHKA HA TeParieBTHYHUS e(PEeKT Ha CYHUTHHHO U MOAKPEIs
bpBAYHMS aHaMm3, moka3san] HR 0,507 (95% CI: 0,350, 0,733) p=0,000193. OcHoBHOTO TIpoy4YBaHe
[IPH TAHKPEATHYHH HEBPOSHIOKPHUHHH TYMOPH € OMJIO IIPEKPATeHO MPEABAPUTEIIHO 110 MPENopbKa Ha
He3aBucuM KoMHTET 10 JiekapCcTBeH MOHHTOPHHT, a ITbPBUYHATA KpaliHa ToYKa ¢ Omia 0a3upaHa Ha
OIIEHKATa Ha M3CIIEOBATEIS, KaTO U IBaTa (haKkTa MOXKe J]a ca OKa3aJd BIMSHHE HA OLIEHKATa Ha
TEepaneBTUIHUS ePEKT.

3a 1a ce U3KJII0YM IPUCTPACTHOCT MpH OlIeHKaTa Ha uzcienopatens 3a PFS, e mposenen BICR nHa
pe3yNTaTUTe, KOMTO € MOJKPEIHII OIIEHKATa Ha U3CIIeI0BATeNs, KAKTO € TIOKa3aHo B Tabnuua 4.

Ta6anua 4 - pNET pesyararu 3a epukacHocT oT npoyusaHne aza 3

ITapamersp 3a epukacHocT Cynutnnud |[[lnane6o (N = KoedunmeHnt Ha [P-cToiiHOCT
(N = 86) 85) pucK
(95% CI)
[pexxuBsiemoct 0e3 nmporpecus 11,4 5,5 0,418
[Menuana, meceru (95% CI)] o (7,4, 19,8) (3,6, 7,4) (0,263, 0,662) 0,00012

OICHKA HAa U3CJICA0BATCIIA

[IpexxuBsieMOCT O€3 porpecHs
[Mennana, mecenu (95% CI)] upe3 12,6 5,4 0,401
OLICHKA Ha TYMOPHHMs OTTOBOp, B3 (7,4, 16,9) (3,5, 6,0) (0,252, 0,640) 0,000066°
ocHoBa Ha npwiraraneTo Ha RECIST
KbM TYMOPHHUTE OIICHKH Ha

M3CIIeI0BATEISI

[MpexuBsieMoCT €3 mporpecus

[Memmana, mecenm (95% CI)] upes (12,6 0,8 0,315 0000015 @
can HezaBucuM nedtpammsupan  ((11,1,20,6) (3,8, 7,2) (0,181, 0,546) '
npersie/l Ha TYMOPHHTE OIIEHKH

O6ma npexussiemoct (OS) [mepuon 0,730

Ha npocieaBaHe 5 roJuHN] 38,6 29,1 (0,504, 1,057) |5 o940 2
[Menuana, mecenu (95% CI)] (25,6, 56,4) (16,4, 36,8) ’
UectoTa Ha OOEKTUBEH OTTOBOP 9,3

(ORR) (3,2, 15,4) 0 NA 0,0066°

[%, (95% CI)]

Cobipanienus: Cl=noBepurernen narepsai, N=0poii manment; NA=ne e npuinoxumo; pNET=nankpeatnunn
HeBpoeHaokpuHHU TyMopu; RECIST=Kpurepuu 3a orjeHka Ha OTTOBOpA IIPU COJIMIHU TYMOPH.

a
2-cTpaHeH HecTpaTU(HIMPAH JOTapUTMUYHO IpeoOpa3yBaH PaHTOB TECT

6 .
Touen tect Ha Fisher
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®urypa 1 — I'padpuka na Kaplan-Meier 3a PFS npu pNET npoyuBane ¢a3a 3

S 100 Cynutnau6 (N=86)
<
> 90- Menmmnana 11,4 mecema
E
o & 807 [Tnane6o (N=85) Menuana 5,5
(=)
o | Mecena
S a 70
S =
z £ 60
S
85 50
a
Q g 40
wn LW i
I c 30 —_
A 20 Koeduuuent Ha puck T
3 (HR) =0,42 11
2 107 95% CI (0,26 — 0,66) -~ -
& o-{p=0,0001 -
T I T I T T I
0 3 6 9 12 15 18 21
. I . Bpeme (mecenn)
Bpoii nanuenTy B puck
Cynutnan6 86 52 34 20 15 4 2
[Tnane6o 85 42 20 9 2 2 2

Cobrpamienus: Cl=noseputernen narepsai, N=6poii mannenty; PFS=npexuBsemoct 6e3 nporpecust; pPNET=nankpeaTnaau
HEBPOECHJOKPUHHH TYMODPH.

Jannute 32 o6ma mpexussieMoct (OS) He ca OUiIM IBJIHA KbM BPEMETO Ha MPUKIIOYBAaHE Ha
npoyuBaneTo [20,6 mecena (95% CI: 20,6, NR) 3a pamoTo Ha cyHUTHHHNO, B cpaBHeHHEe ¢ NR (95%
CI: 15,5; NR) 3a pamoro Ha miane6o, HR: 0,409 (95% CI: 0,187; 0,894), p-croitnoct=0,0204]. Umano
e 9 ciydast Ha CMBPT IIPH PAMOTO Ha CYHUTHHHUO 1 21 citydas npy paMOTO Ha riamedo.

[Ipu nporpecus Ha 3a001BaHETO MAIIMEHTUTE ca OMITU Pa3CIICIICHN U Ha AIIMEHTUTE OT Iiare0o
rpymnara e npeIoCcTaBeH JOCThIT 10 OTKPUT CYHUTHHUO B OT/ICITHO pa3IupeHo npoyuBaHe. [lopaau
PaHHOTO MPHUKJIFOUBAHE HA MPOYYBAHETO, OCTAHAJIUTE MAIUCHTH ca OWJIM Pa3CIICTICHH U UM € OII
MPEJUIOKEH JOCTHII IO CYHUTUHHUO B OTKPUTO pa3imupeHo npoyusane. O0mo 59 or 85 manueHTn
(69,4%) ot pamoTo Ha TUTaNEe00 ca MPEMUHAIN Ha OTKPUT CYHUTHHHUO CIe/ TporpecHs Ha
3a00JIIBaHETO, WITU pa3ClIeIIIBaHe MMPU MPUKITIOYBaHE Ha mpoyuBaHeTo. OS, HaOmrogaBana cien S-
TOJIUIITHO TPOCIIEASBAHE B paMKUTE Ha pa3IIUPEHOTO IpoyuBane, e mokaszana HR 0,730 (95% CI:
0,504; 1,057).

Pesynrarute OT BBIIPOCHUKA 3a KAYECTBOTO HA KUBOT Ha EBporeiickara opraHu3anus 3a u3cjie/iBaHe
u nedenue Ha paka (European Organization for Research and Treatment of Cancer Quality of Life
Questionnaire (EORTC QLQC-30)) ca mokasanu, ge 001[0TO TI00aTHO, CBBP3aHO ChC 3APABETO
Ka4eCTBO Ha XHUBOT U 5 GYHKIIHOHATHH 0071acTH ((hU3HUecKa, posieBa, KOTHUTHBHA, CMOIIMOHATHA
COIMAalTHA) ca MOJIbPXKAHU MPH MAIlMEHTUTE Ha JICUEHUE ChC CYHUTHHUO B CpaBHEHUE ¢ Tianebo, ¢
OrpaHUYCHN CUMIITOMATUYHN HCXCIIAaHU eq)eKTI/I.

[IpoBeneHo € MHOTOHAIIMOHAIHO, MHOTOLIEHTPOBO, OTKPHUTO MPOYYBAHE C €JHO pamMo, (aza 4 3a
OLIeHKa Ha eUKacCHOCTTa U 0€30MaCHOCTTa Ha CYHUTHHHUO NPH MAMEeHTH ¢ POrPECHpaliy,
HaTpeIHaTN/METaCTaTHIHH, To0pe nudepeHupanu, Heonepabumau pNET.

Cro u mect marueHTH (61 ManmMeHTH B KOXOpTaTa ¢ HeJIEKyBaHU O MOMEHTA MAIlUeHTH U

45 ManMeHTHU B KOXOpTaTa € IocjacaBallla JUHUA Ha nequI/Ie) Imojry4daBat JICHCHHE ChC CYHI/ITI/IHI/IG
IepopajIHo 37,5 mg BSAHBXK JHCBHO CBITIACHO NPOABIDKUTCIIHA CXEMa C CIKCAHCBHO MpUJIaraHe
(continuous daily dosing, CDD).
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Onenenara ot u3cinenopareis meauana Ha PFS e 13,2 mecena, kakTo B obmara momynarus (95% CI:
10,9; 16,7), Taka u B KOXOpTaTa ¢ HEJIEKyBaHU 10 MoMeHTa narmenTy (95% CI: 7,4; 16,8).

IlennarpuyHa nomyJianus
OnutbT 0T ynorpebara Ha CYHUTHHUO NPU MEAUATPUYHH MALUCHTH € OrpaHUYeH (BX. Touka 4.2).

[IpoBeneHo e mpoyuBane ¢asa 1 ¢ yBenuyaBaHe Ha A03aTa NepopajicH CyHUTHHUO Npu 35 marueHTH,
BKUTFOUBAIIo 30 IeANaTPUIHY IMAMEHTH (Ha BB3pacT OT 3 TOAWHU A0 17 TOIWHN) B 5 Mitamu
BB3PACTHHU MAaMEeHTH (Ha BB3pacT oT 18 ronuuu 1o 21 roguan) ¢ pedpakTepHH CONUIHA TYMOPH,
KaTo MO-TOJIsIMATa 4yacT OT MallMeHTUTE ca ¢ OCHOBHA IMarHo3a Mo3bueH Tymop. Habmonasana e
JO30JIMMUTUPALIA KapIUOTOKCUYHOCT B IIbPBAaTa YacT Ha NPOYYBAHETO, KOETO CJie]l TOBa €
MIPOMEHEHO, 32 JIa C€ U3KIII0YaT MAIlMeHTHUTE C MIPEeIX0JHa EKCIIO3UINS Ha TOTEHIIHATHO
KapIUOTOKCUYHH JieueHHs! (BKIIOUUTETHO aHTPALMKIMHI) MU 00TbYBaHe Ha CHpIETO. BBB BTOpaTa
YacT Ha IPOYYBaHETO, BKIOYBAIIA HAMEHTH C MPEIX0IHO IPOTUBOPAKOBO JICUEHUE, HO 0€3 PHCKOBU
(hakTOpH 32 KAPAMOTOKCUIHOCT, CYHUTHHHO KaTO ISUI0 C€ TIOHACS 00pe U € KIIMHUIHO
KOHTpOJIMpYeM mipu jo3a 15 mg/m? na nen (MIL) mo cxema 4/2. TIpu HUKO# OT YUACTHUIMTE HE CE
MOCTHTa ITBJIEH WK YacTHYeH 0TroBop. CtabuiHo 3a0omsBane ce HaOmonasa npu 6 nauueHTH (17%).
Enun nanwent ¢ GIST e BItoueH npu HUBO Ha j03ata 15 mg/m? 6e3 joKasaresicTsa 3a moJjsa.
HaGmoraBanuTe HeXXeaH! JIEKaPCTBEHU PEaKIy KaTo 110 ca CXOJHH C PeaKIUUTe, Ha0I01aBaH!
IIPU BB3pPAcTHU MAallUEHTH (BXK. Touka 4.8).

[IpoBeneHo e dasza 2 OTKPUTO NpOyYBaHEe MpH 29 MAIMEHTH, BKIFOYBANIO 27 NeIUaTPUIHH MAIUCHTH
(ma BB3pacT oT 3 roauHu A0 16 TOOWHN) U 2 MITaTy BB3pAaCTHH HAalMeHTH (Ha BB3pacT oT 18 romuHu
1o 19 roguan) ¢ HGG mnn enengumoM. Ipoy4uBaneTo e cripstHO KbM MOMEHTA Ha TJIaHUPAHUS
MEXJIMHEH aHaJIM3 MOopajy JUIca Ha KOHTPOJ Ha 3abomsBaHeTo. Menuanara Ha PFS e 2,3 mecena B
rpynara ¢ HGG u 2,7 meceua B rpymnara ¢ eneHauMoM. Menuanara Ha 1suioctHata OS e 5,1 mecena B
rpynata ¢ HGG u 12,3 mecena B rpymnara ¢ eneaaumomM. Hait-uecture (>10%) cho01eHn HexxenaHu
CHOWTHS, CBBP3aHH C JICYCHHETO, KOMOMHMPAHO TIPH MAIMEHTHTE B ABETE TPYNH ca HaMaJleH Opoil Ha
HeyTpoduute (6 naumentu [20,7%] 1 BpTpeuepeneH kpbBouznus (3 manuentu [10,3%]) (Bxk.

TouKa 4.8).

JoxkazarencTsa ot npoyuBaHe (aza 1/2 Ha nmepopaneH CyHUTUHHO, TPOBEACHO NpH 6 IMeauaTpuIHn
narueHTy ¢ GIST Ha BB3pact ot 13 ronguau 10 16 TOIUHN, KOUTO MOJIyIaBaT CYHUTHHUO 110 cxema 4/2
B JI03H, Bapupaiy Mexay 15 mg/m? quesno u 30 mg/m? qHEBHO, KAKTO M HAIMYHUTE 1Ty OJIMKYBaHH
nanny (20 meauaTpuvYHU WM MiIagu Be3pacTHu nauueHtu ¢ GIST), mokassar, ue eueHHETo Che
CYHUTHHHO BOIM 10 cTabuiam3nupaHe Ha 3a00saBaneTo npu 18 ot 26 (69,2%) manuenTu cien
HEYCIICLTHO JIeYeHHEe MIIM HETOHOCUMOCT KbM UMaTHHUO (16 manueHT cbe CTaOMITHO 3a00IIs1BaHE OT
21) unmu de novo/cnexn oneparus (2 MaueHTH ChC CTaOMITHO 3a0omnsBaHe oT 5). [Ipu mpoyuBaneTo
(haza 1/2, crabuirHo 3a001sBaHe M MPOrpecHus Ha 3a00IIIBaHETO ca HAOIIOIaBaHU MPH 3 OT 6 MAIMEeHTH
3a BCSIKO OT JIBeTe (CHOTBETHO | MAIMEHT € IMOJIyYrII HEOa[IOBAHTHO U | TIAIMEHT € MOTYYHII
a/IF0OBaHTHO JieueHne ¢ UMaTHHUO). B cbiioro npoyusane, 4 ot 6 nauueHTn (66,7%) moryyasar
HEKeJIaHU ChbOUTHS, CBBP3aHHU C JieueHHeTo creneH 3-4 (crened 3 xunodocdaremust, HEyTPOIICHUS U
TPOMOOIIMTOIIEHHS IPH | TAIIMEHT OT BCAKO CHOUTHE M HEYTPOIICHHUS OT cTereH 4 mpu | manuent). B
JOITBITHEHUE, B Ty OJIMKAIIMUATE ce ChOOIABA 3a CICIHNUTE HEXKEIaH! JICKAPCTBCHU PEaKIH OT

CTereH 3, MPOsIBEHU NPH S5 MaUeHTH: yMopa (2), TaCTpOMHTECTHHAIHN HEXeJIaH! JIEKapCTBEHH
peakuuy (BKIOUUTETHO Auapus) (2), XeMaTOJIOTHYHN HEXeJIaH! JIEKapCTBEHH PEaKLUH
(BxmrounTenHo anemus) (2), xoneuuctur (1), xuneprupeonnuszsm (1) u myxosur (1).

UzpwpuieH e nomynanuoHeH ¢papmakokunetndeH (PK) u papmakoknHeTHueH/papMakognHAMHYCH
(®K/® /1) ananus 3a excrpanonupane Ha PK 1 OCHOBHUTE KpailHU TOUKH 3a 0€30MacHOCT U
e(uKacHOCT Ha CYHUTHHUO 1ipu rieauatpudnu nanueHTH ¢ GIST (Ha BB3pacT: oT 6 ToAMHU 10

17 romuan). To3n aHanu3 e 6a3upaH Ha JaHHUTE, ChOpaHU NpH Bh3pacTHH manueHTn ¢ GIST wmm
COJIUTHU TYMOPH, KaKTO U TPY NeANaTPUYHH MAIUeHTH ChC COMMAHN TYMOpPU. BB3 ocHOBa Ha
aHaAJIM3HUTE Ha MOJEINTE, MO-MJIaJiaTa Bb3pacT U MO-MaJIKUST pa3Mep Ha TAJIOTO HE U3IJIexK/a a
HOBJIMSABAT OTPULIATEIHO OTTOBOPUTE KbM IUIa3MEHaTa €KCIIO3UIMS Ha CYHUTHHUO 10 OTHOLIEHUE Ha
Oe3omacHocTTa M epukacHoCcTTa. CHOTHOIICHUETO MOJI33/PUCK HA CYHUTUHUO HE M3IJISK A J1a Ce
MOBIIMABA OTPHUIIATEIHO OT MO-MJIafiaTa Bh3pacT WM MO-MaJKHUs pa3Mep Ha TSUI0TO U ¢€ ONpeneist
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TJIaBHO OT IIa3MCHAaTa My CKCIIO3HULHL.

EMA ocB00o03kaBa OT 3aIbDKEHUETO 33 MPEAOCTAaBSHE HA PE3yATaTUTE OT MPOYUBAHUS ChC
CYHUTHHUO BBHB BCHUYKH NOATPYIH HA MEAUAaTPUYHATA MTOITyIanus pu ObOpeueH KapIHHOM HIIH
KapIIMHOM Ha OBOpeYHOTO JieTeHYe (¢ M3KIoUYeHne Ha HedpobaacToM, HedpobIacToMarosa,
CBETJIOKJIETHYEH CapKOM, Me300acTeH HehpoM, MeryIapeH ObOpeyueH KapIIuHOM U pabIonuieH TyMOp
Ha OBOpernuTe) (BX. Touka 4.2).

EMA ocB00OX1aBa OT 33bJDKCHUETO 32 MPEAOCTaBsIHE Ha PE3YJITaTUTE OT MPOYUBaHHS ChC
CYHHTHHUO BBHB BCHYKH NOATPYIH HA MEIUAaTPUYHATA MOITyIalus IPU racTPOCHTEPOIaHKPeaTHIHH
HEBPOCHIOKPUHHU TyMOPH (C U3KJIIOUYEHHE Ha HEBPOOIACTOM, HEBPOTAHTITHOOIACTOM U
(eoxpomonuToM) (BK. TOUKa 4.2).

5.2 dapMakoOKHHETHYHH CBOICTBa

O®K Ha cyHuUTHHUO € onieHeHa npu 135 3apaBu 10OpoBOIH U 266 MAIUEHTH ChC COMUIHU TYMOPHU.
OK e Omta cxoHAa IPH BCHYKH H3CIICIBAHM TTOITYJIAIAN TAIUEHTH ChC COIMIHN TYMOPH | IPH
3/1paBu JOOPOBOJIIIH.

B nunamazona Ha go3u ot 25 go 100 mg, miomira moa KpupaTa ~TIa3MEeHa KOHIIEHTpAIus - Bpeme”
(AUC) 1 Cmax ce MoBUIIaBaT NpONOPIIMOHAIHO Ha A03aTta. [I[pM MHOTOKpaTHO THEBHO MPHUIIOKEHUE
CYHUTHHHO KyMynupa 3 110 4 IbTH, a OCHOBHHST My aKTHBEH MeTa0oInUT KyMysmpa 7 10 10 meTH.
CraioHapHHUTE KOHIIEHTPALMK Ha CYHUTUHUO U HETOBHUS MMbPBHUYCH aKTUBEH META0OJIUT Ce TOCTUTAT
B pamkute Ha 10 no 14 guu. Jlo [en 14 oOurure rmia3sMeHn KOHIICHTPAIIMKA HA CYHUTUHHUO ¥ aKTUBHUS
My MeTabomwut ca 62,9-101 ng/ml, Te ca TapreTHH KOHIICHTPAILHMH, 32 KOUTO MPEIKINHIIHUTE TaHHN
mpeamnosaraT, ye HHXHOupat (ocGopuInpaHeTo Ha pelenTopa in vitro ¥ BOJAT 10 TyMOpHA
cTa3a/HamalsiBaHe Ha pacTexa in vivo. OCHOBHHAT akTHBEeH MeTabonuT obxBama 23% 1o 37% ot
oOmrara excrio3uius. [Ipy MHOTOKpaTHO JHEBHO MPUIIOKECHHUE WIM MHOTOKPATHY LIUKITU TTPU
MPOYYBaHUTE CXEMH Ha MPUIIOKEHNE He ca OniTn HaOo1aBaHl 3HaunMu mipomeny BbB OK Ha
CYHUTHHHUO WJIK HA HETOBHSI OCHOBEH aKTHBEH META0O0JIUT.

AGcopbuus
Crnen mepopaiHO IpUiIoXKeHHe Ha CYHUTHHNO, Cmax OOMKHOBEHO ca HaOro1aBaHu ot 6 1o 12 Jaca

BpeMeE 10 MaKCUMaJIHA KOHIEHTPALUS Tmax CIIEA MIPUIIOKEHHE.
Xpanata HsiMa eeKT BbpXy OMOHANNYHOCTTA HA CYHUTHHHO.

Pasnpenenenue
In vitro, cBbp3BaHEeTO HA CYHUTHHUO M HETOBHUSI OCHOBEH aKTHBEH META0OJHUT C YOBCHIKHS TIa3MEH

NPOTEHH B U3CeBaHus in Vitro e 6uno chotBetHO 95% 1 90%, Ge3 3abesexnma 3aBUCUMOCT OT
KoHIeHTpanuaTa. [IpuBuaHusaT obem Ha pasnpeaeneHue (Vq) 3a CyHuTHHUO ¢ 61t rossim — 2 230 1,
MOKa3BaliKK pasIpe/ielicHHe B ThKaHHTE.

MeTabonuTHH B3aUMOICHCTBHS

N3uucnenure in Vitro croitnocty Ha Ki 3a Bcnuku u3nutanu nzodopmu Ha murtoxopm P450 (CYP)
(CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2EL, CYP3A4/5 u
CYP4A9/11) noka3sat, 4e € MaJKO BEpOATHO CYHUTUHHO 1 OCHOBHHUSAT MY aKTHBEH METaOOIHT Aa
MHIynupat MeTaboan3Ma Ha JIpyTy aKTHUBHH BELIECTBA, KOUTO CE€ META00IN3UPaT OT TE3U €H3UMH, 10
HSKaKBa KIIMHUYHO-3HAYMMa CTEIICH.

buorpanchopmanus

Cynutnnun6 ce metabonuzupa rinaBHo oT CYP3 A4, mzodopma ot rpymara va CYP, koiiTo npomyimpa
HETOBHSI OCHOBEH aKTHUBEH METa0OJINT, 1€3€THII CYHUTUHUO, KOMTO Clel] TOBa ce METaboIM3Hupa OT
CBILHUS N30CH3HUM.

ChIrbTCTBAIIO MPUIIOKEHUE HA CYHUTHHUO ¢ MOIIHU HHAYKTOpH Ha CYP3 A4 mnu naxuburopu
TpaOBa 1a ce u30srBa, THH KaTo IUIa3MEHUTE KOHLEHTPALUU Ha CYHUTUHHO MOTAT J1a ce IPOMEHST
(Bx. Touku 4.4 u 4.5).
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Enumunupane
Exckpenusita e ocHOBHO upe3 derieca (61%), a emMMMUHIPAHETO HA HEITPOMEHEHO aKTUBHO BEIIECTBO

u MetabonuTuTe My 4upe3 6b0pennTe cheraBisiBa 16% ot npunokeHara n1o3a. CyHUTHHUO U HETOBUSIT
OCHOBEH aKTHBEH MeTa0O0JUT ca OMIIM OCHOBHHUTE CheIWHEHUS, HACHTU(GHULMPAHH B [UIa3Ma, ypUHA U
(hemec, mpencTaBABanTy ChoTBETHO 91,5%, 86,4% 1 73,8% OT paminoakTHUBHOTO BENIECTBO B
crOpanuTe podu. Bropocrenenan MeTabOIUTH ca OMITN HASHTH(GHUIMPAHY B YPUHA U U3NPAKHEHUS,
HO OOMKHOBEHO HE ca OMiIM OTKpUBaHHU B 1ia3ma. ToTtamausat nepopaier knupbHC (CL/F) e 6un 34-62
1/9ac. Cnen mepopaiiHO IPUIIOKEHKE IPH 34paBU 100POBOILH, €TMMUHAIMOHHUTE NOJTYKUBOTH Ha
CYHUTHHUO U HETOBUS OCHOBEH aKTHBEH JIC3ETHII-METa0O0JUT ca choTBETHO oKoJo 40-60 waca u 80-
100 uaca.

ChIrbTCTBAIIO MPUIOKEHHE C JIGKAPCTBEHH MPOAYKTH, KOUTO ca nHXuOutTopu Ha BCRP

In vitro, cyauturn6 npeacrasisea cyocTpar Ha eduykcaus Tparcnoptep BCRP. B mpoyusane
A6181038, chbIbTCTBAIIOTO My MPHIOKEHHE ¢ TehuTuHHO, nHXHOMTOp Ha BCRP, He oka3Ba
KIIMHAYIHO 3HAYUM e(DeKT BBPXY Cmax 1 AUC Ha CyHUTHHHO WM OOIINUTE JCKAPCTBEHU KOHIICHTPAIIUN
(cynutnHHO + MeTabonut) (BX. Touka 4.5). ToBa mpoy4BaHe € MHOTOIIEHTPOBO OTBOPEHO NMPOYYBaHE
(haza 1/2, uzcneapaino 6€30MaCHOCTTa/IOHOCUMOCTTA, MAKCUMAJTHATA IIOHOCKUMA J103a U
AHTUTYMOpHATa aKTUBHOCT Ha CYHUTHHUO B KOMOHMHAIUS C Te(pUTHHUO MPU IMALIUESHTH C
MeTacTaTH4eH 0h0pedHo-kieThueH kapuuaoM (MRCC). KaTo BropudHa 11€71 € oIieHsIBaHa
(hapmakokuHeTrkata Ha reutuHu6 (250 mg aueBHo) u cynutuHUO (37,5 mg [Koxopra 1, n=4] unu
50 mg [Koxopra 2, n=7] qHeBHO NpHu cxema ¢ 4-CeAMHUYEH NPUEM U 2-CeIMHUYHA Nay3a) MpH
CBITBTCTBAINO NpuiokeHue. [Ipomenute BpB @K mapameTpn Ha CyHUTHHUO HE ca KIIMHUYHO 3HAYUMU
M HE ca M0Ka3aJii B3auMOJIEHCTBHS ¢ APYTH JekapcTBa. Karo ce B3eme mpeaBua OTHOCUTETHO
MaNKuT Opoit manueHTH (T.e. N=7+4) 1 ymepeHara 10 BUCOKa HHTEPUHINBHUIyallHA BAPUAOHITHOCT
Ha (apMaKOKWHETHYHHUTE MapaMeTpH MEeX Iy manueHTuTe, Haxoakure 3a OK nexapcrBeHo
B3aMMO/ICHCTBUE B TOBA MPOYYBaHE TPAOBA /1a C€ THIKYBAT 0COOCHO ITPeaIa3InBo.

Crenyaiasy onyJiaun

Yeprodpobro yepesicoare

CyHATHHUO ¥ OCHOBHUSAT My METAa0O0JIUT c€ METabOIM3UpaT IIIaBHO OT YepHUs Apos. CucTeMHHTE
EKCTIO3UIMH CJIe]] eANHUYHA /1032 CYHUTHHUO ca OMITM CXOHU MPH JIMLIA C JIEKO WK YMEPECHO
yepHo1poOHO yBpexnane (Child-Pugh xinac A u B) B cpaBHeHue ¢ nmuiia ¢ HopMaliHa YepHOApoOHa
¢byukims. CyHuTHHUO HE € OWII IPOYYBAH MPH JIKIA C TEKKO YepHOApooHO yBpexaane (Child-Pugh
kiac C).

[IpoyuBaHusTa MpHU MaLMEHTH ¢ pak ca u3kimoyBay nanuenty ¢ ALT umun AST >2,5 x ULN (I'opna
I'pannua na Hopmata) umm > 5,0 x ULN, ako ce Jbku Ha 4epHOAPOOHU METacTasu.

bvopeuno yepescoane

[Monynamuonen ®K aHanu3 e mokasa, uye NPUBUAHUAT KIUPHHC HA CyHUTHHHO (CL/F) He € Oun
MIOBIIMSIH OT KpeatnHuHoBUs KiuphHC (CLcr) B onleHsaBanus auarnasoH (42-347 ml/min). CucremHaTa
EKCITO3UIIHS CTIe]l €IHOKpaTHA 1033 CYHUTHHHO € Onila CXOHa NP WHAMBHUIU C TEXKKO OhOpedHO
yBpexaane ((CLer) <30 ml/min) u TakuBa ¢ HopMmanHa 0b0peuna dynkiws ((CLer) >80 ml/min).
Bbpeku ue CyHUTHHHO ¥ HETOBHUS ITBPBUYCH METa0O0JIUT HE Ca CIIMMUHUPAHU YPE3 XEMOIUAIIN3a,
npu naauBHIM ¢ ESRD, o6miara cucremHa excriozuiius e Onina nmonmxena ¢ 47% npu CYHUTHHHAO U
31% mpu HEeTOBUS MbPBUYEH META0OJUT, B CPAaBHEHNE C MHAMBHUIN C HOpMaiHa Ob0peyuHa pyHKIuS.

Tezno, hyHKYUOHATHO CLCMOAHUE
Ionmynarmonan K aHamu3u Ha neMorpadCcku JaHHU MOKA3BaT, Y€ HEe ca HEOOXOIUMH MTbPBOHAYATHU
KOPEKIIMY Ha J103aTa CIIOpe]l TEIIECHOTO TETIO M PYHKITMOHATHOTO cheTostHIe 110 ECOG.

Tlon

Hanuunute naHHM MOKa3BaT, ye )KEHUTE MOTaT Jia uMat 0koJio 30% Mmo-HUCHK NPUBUJICH KIIUPHHC
(CL/F) na cyHUTHHHO, B CpaBHECHHE C MBXETE: Ta3u pa3iinKa, o0ade, He HaJlara IIbpBOHAYATHN
KOPEKIH Ha J103aTa.
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THeouampuuna nonynayus

OmuThT OT ynoTpedara Ha CYHUTHHUO TIPH TTeTUATPUIHHN TAITUSHTH € OTpaHudeH (BXK. Touka 4.2).
[Monynammonuure ®K ananu3u Ha cOOpeH HAOOP OT JaHHM MpH Bh3pacTHH naruienTu ¢ GIST u
COJIMHHA TYMOPH, KAKTO U MPH NETUATPHUYHH MAIIMEHTH ChC CONUIHUA TYMOPH Ca 3aBBLPIICHH.
W3BbplieHN ca aHaM3K Ha CTHIIKOBO KOBApHATHO MOJICTIMPaHe 32 OlleHKa Ha e(heKTa Ha Bh3pacTra U
pasmepa Ha TI0TO (000 TEJIECHO TETJIO MK TeJIECHA IOBBPXHOCT), KAKTO W Ha JIPYT'H KOBapUaTH Ha
Baxkuu OK nmapameTpu 3a CyHUTUHHUO U HETOBHS aKTUBEH MeTa0ouT. OT H3CIICBAHUTE KOBAPUATH,
CBBP3aHHU C Bh3PACTTa U pa3Mepa Ha TAJIOTO, Bh3pacTTa € 3HaYMMa KoBapHrara Ha MPUBUIHUS KIUPHHC
Ha CYHI/ITI/IHI/I6 (KOHKOTO Imo-Majika € Bb3pacCTTa Ha NCAUATPUYHUSA MMALUEHT, TOJIKOBA IIO-HUCHK €
NPUBHIHUAT KIMPBHC). [10100HO Ha TOBa, TeJieCHaTa MOBBPXHOCT € 3HAYMMa KOBapuaTa Ha
MIPUBHIHUS KIUPHHC HA aKTUBHUA METa00JUT (KOJIKOTO IMO-MaJlKa € TeJIeCHAaTa TIOBBPXHOCT, TOJIKOBa
MO-HUCHK € IPUBUIHUAT KIUPHHC).

OcBeH TOBa B3 OCHOBa Ha nHTerpupan @K ananm3 Ha cOOpPHM JaHHU OT 3 MEeIUATPUYHN TPOYIBAHUS
(2 mepuaTpUYHY MPOYYBAHUS TPY COJUIHU TyMOpH U | meauarpuano npoyusane npu GIST;
BB3pactu: ot 6 roquuu 10 11 roguau u ot 12 ronuuu 10 17 TOAMHM), M3X0AHATA TEIECHA TOBBPXHOCT
(BSA) e 3HaunMa KoBapHaTa Ha MPUBUIHUA KIUPHHC HA CYHUTHHHO ¥ HETOBUS aKTHBEH METa0OJIHT.
Bb3 0CHOBA Ha TO3M aHAJIN3 1032 PpUbIU3UTENHO 20 MY/M? THEBHO NP NEAUATPHUIHH TTAIIMEHTH C
nuanasod Ha BSA mexmy 1,10 u 1,87 m? ce ouaksa j1a JOCTaBH €KCIIO3MIMU HA CYHUTHHUO U HETOBHS
akTuBeH Metabonut (Mexay 75 u 125% ot AUC), cpaBHuMH ¢ Te3u npu Be3pacTHH ¢ GIST, Ha kouro
e npwiarad cyHUTHHUO 50 mg gaeBHO 1o cxema 4/2 (AUC 1233 ng.hr/ml). IIpn nequarpuanan
IpOYYBaHUs, HAYAIHATA 1033 CyHUTUHUO € 15 mg/m? (B3 ocHoBa Ha MIIJI, uaeHTuduIMpana npu
npoyuBane ¢asa 1 ¢ yBennuaBaHe Ha 103ata, BXK. T. 5.1), kosito nmpu neguarpuyan nauuentu ¢ GIST e
noBuiena 10 22,5 mg/m? u Bnocnenctaue 1o 30 mg/m? (ne ce nmpeBumaBa obiara g03a 50 mg/nex)
BBH3 OCHOBA HAa HHIMBHIyATHATA TOHOCUMOCT/0e301acHOCT TpH marnueHTuTe. OCBEH TOBA, CIIOPE
yOJIMKYBaHU JINTEPATYPHU JaHHU NpU neauarpudnu naruenty ¢ GIST, n3uuciienara HavyanmHa 103a €
B rpaHunure Meskay 16,6 mg/m? go 36 mg/m?, mosumiena o g103u jgopu o 40,4 mg/m? (Ge3 na ce
nmpeBuIaBa odmara mo3a 50 mg/meH).

5.3 IpeakanHUYHM JAHHU 32 6€30MACHOCT

B npoy4Banus BBpXy IUIBX0BE U MaMyHH Ha TOKCHYHOCTTA ITPH MHOTOKPATHO TIPHJIAaTaHe C
NPOIBIDKUTEIHOCT JI0 9 Mecella, OCHOBHHUTE e(DeKTH BHPXY NPUIETHUTE OPraHu ca OMIN yCTaHOBEHH
B CTOMALIHO-YPEBHU TPAKT (MOBpPBILAHE U JUapHsl IPU MaliMyHH ), HalObOpeuHa ie3a (KOpTHKaIHA
KOHI'eCTHUS M/WJIM KPbBOM3JIUB NIPH IUTbXOBE U MaliMyHHU C HEKpO3a, [ocieaBana oT ¢uodposa npu
TUTBXOBE), KPHBOTBOPHA 1 MM 0-00pa3yBaia cucteMa (KOCTHO-MO3bYHA XUTIONETyJIapHOCT;
Jeryienust Ha TMMGOUAN OT TUMYC, Clie3Ka 1 TUM(QHH BB3JIH), €K30KPHHEH NMaHKpeac (AerpaHyianus
Ha al[MHapHUTE KJIETKH C HEKPO3a Ha €AMHUYHH KIIETKH), CIIOHYEHA )KJie3a (aunHapHa Xuneprpodus),
KOCTHO-CTaBHH (yaeOemsiBaHe Ha pacTeKHUTE IJIOYKH ), MaTKa (aTpodus) u sifuyHIIH (HamMaaeHo
pasBuTHe Ha QONUKYIHTE). BCHUKH MPOSIBY ca HACTBIMIM NPH KIMHUYHO 3HAYUMH TUIAa3MEHH HUBA Ha
eKCHOo3ULIMsI Ha CyHUTUHUO. JlombaHuTeTH eeKTH, HaON0JaBaHy B IpyTy NPOyYBaHUs, ca
BKITIOYBANHN yabnkaBaHe Ha QTc nHTepBana, HaMalsiBaHe Ha JsIBOKaMepHaTa (ppakius Ha
U3TJIACKBaHe, aTpo(usi Ha TyOyJINTE HA TECTUCUTE, YBEIMYaBaHE HA ME3aHTHATHUTE KICTKH B
O0BOpenuTe, KPHbBOM3INB B CTOMAIIHO-YPEBHUA TPAKT M MyKO3aTa Ha ycTaTa U Xuneprpodus Ha
KJIETKUTE Ha MpexHus Isu1 Ha xunoduzarta. CMmsaTa ce, 4e NPOMEHHUTE B MaTKaTa (€HIOMEeTpHalHa
aTpodus) 1 pacTeKHNTE TIOYKH Ha KocTuTe (ynebensBaHe Ha (r3ara WM XPYLsSUTHA AUCIUTA3H) ca
CBBP3aHH ¢ PapMaKOIOTUYHOTO JieiicTBUE Ha CyHUTHHHO. [loBeueTo oT Te3u siBiIeHus ca Onnn
obOpatumu ciex 2 10 6 ceqmuLy 0e3 IeueHue.

['eHOTOKCHYHOCT

I'eHOTOKCHYHHMSAT IIOTEHIHA Ha CYHUTHHHO € OMiI u3ciaenBad in Vitro u in vivo. Cyautuaub He e Gui
MyTareHeH Npu OaKTepuH, PH M3MOJI3BAHETO Ha METAOOJIMTHO aKTUBUPAHE OT YePEH APO0 HA ITBX.
CyHUTHHHO HE € IPEAU3BUKAI CTPYKTYPHU XPOMO3OMHHU HAPYIIIEHHUS iN VItro B TUMQOIMTHH KIIETKH
oT YoBemIKka nepudepHa kpbsB. B muMdonuTi oT YoBelika nepudepHa KpbB in Vitro ca HabmoaaBaHu
noyiatIon i (OpOHN XpOMO30MHHU abepalini) KaKTo B MIPUCHCTBUETO, TaKa M B OTCHCTBUETO HA
MeTabonuTHO akTuBHpane. CyHUTHHHO HE ¢ OVJI KJIACTOT€HEH B KOCTEH MO3BK OT IUTBX iN VIVO.
['eHOTOKCHYHHSAT MOTCHIMAT Ha OCHOBHUS aKTUBEH META0OIHT HE ¢ OUIT M3MUTBAH.
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KanneporenHoct

IIpu eqHOMECEYHO MTPOYUBAHE C TacTpallHa COHJIA, 32 YCTaHOBsIBaHE Ha 1030B Auana3oH (0, 10, 25, 75
w 200 mg/kg/nueBno), ¢ CDD, npu rasH2 TpaHcreHHH MHUIIKH, ca HaOJII01aBaHU KapIMHOM U
XHIepIUIa3us Ha bpyHepoBuTe jki1e3n Ha IBaHaAeCeTONPBCTHHIKA, TP Hali-BUCOKATa M3MMUTBAaHA 032
(200 mg/kg/nmen).

IIpu 6-MeceuHo MpoydyBaHe ¢ racTpayiHa coHaa 3a kanmeporeHdoct (0, 8, 25, 75 [monmkenu 10 50]
mg/kg/mHeBHO) ¢ JHEBHO MO3UpaHe, MPOBeACHO Ipu rasH2 TpaHCTreHHN MUIIIKH.

lacTponyoneHanHy KapurHOMH, TOBHUIICHA YECTOTA Ha CHITBTCTBAIIN XEMaHIMOCAPKOMU H/HITH
XHUIIEPIUIa3Hus Ha CTOMAIlIHATA JIMTaBUIa ca HaOMI0AaBaHu IpH 403U >25 mg/kg nHeBHO, ¢
npoabkuTenHoctT 1 unn 6 mecena (=7,3 mptr AUC nipy nanueHTy, nprueMaiti MpenopbynTeHaTa
nHeBHa mo3a [TTJI]).

IIpu 2-romuimHO IpoydBaHe 3a KaHieporeHHocT npu wrbxoe (0; 0,33; 1 wim 3 mg/kg/mueBHO),
NPUIOKEHUETO Ha CYHUTHHUO B UKIIK OT 1O 28 JHU, MOCIEeBaHU OT 7-AHEBHH MEpUoIH Oe3
JiedeHue, € JIOBEJO JI0 MIOBUIIIeHA YeCTOTaTa Ha (DEOXPOMOIIMTOMH U XHIIEPIUIa3ns Ha HaJ0bO0peyHara
Meayia Mpu MBXKKH ITbX0Be, moiyyaBany 1o 3 mg/kg/nuesHo, cnen > lroauna npunoxenne (> 7,8
nbTH AUC nipu manmentu, Ha kouto e npuiarada [1J[/]). Kapuunom va bpyHnepoBuTe xie3u ce
NOsIBSIBA B JIBaHAJICCETONPBCTHHKA IpH > | mg/kg/nHeBHO npH *keHcku U ipu 3 mg/kg/nHeBHO npH
MBXKKH )KUBOTHH, a XHUITEPIUIA3Hs HA MyKO3HHU KJIETKH € JOKa3aHa B )KJIE3UCTH CTOMAxX MpH

3 mg/kg/mHeBHO TIPHU MBKKH KUBOTHH, KaTto ce mosssaBat npu > 0,9; 7,8 u crorBeTHO 7,8 bt AUC
IpyU MaueHTy, npu kouto e npuiarana [1JJ/1. IIpakTuueckoTo 3HaUeHHE 3a XOpaTa, Ha
HEOITACTUYHHUTE HaXOJKH, HAOIIOJaBaH! MIPH MPOYYBAHUS 332 KAaHIIEPOTEHHOCT P MUIIIKH
(Tpancrennu rasH2) u mirbxoBe, € HesCHA.

PenponyKTHBHA TOKCHYHOCT M TOKCHYHOCT 32 Pa3BUTUETO

B m3cnenBanus Ha penpoIyKTHBHATA TOKCHYHOCT HE ca HAOII0JaBaHU €(eKTH BPXY MBKKHUS WIN
xeHckus peprunureT. [Ipy npoBeeHN BbPXY INTHXOBE U MaliMyHH NPOYYBaHUS HA TOKCHYHOCTTA
NpY MHOTOKPATHO MpHJiaraHe, ca HaOmrolaBaHu e)eKTH BbPXY KEHCKUs PePTHIUTET Mo popmara Ha
(donuKynapHa aTpes3us, AereHepalys Ha XXBJITOTO TS0, eHAOMETPHAIHA IPOMEHH B MaTKaTa 1
HaMaJICHO TETJIO Ha MaTKaTa ¥ SHYHHUIUTE IPH KIMHIYHO 3HAYMMH HHBA HA CUCTEMHA €KCIIO3UIIHS.
Edextn BbpXy MBKKHS GepTHINTET ca HaOII0JaBaHu 1Mo opmara Ha TyOyJapHa aTpodust B
TECTUCHUTE, HaMaJICHUE Ha CIIEPMATO30MANTE B EMUINIMMEICA U KOJIOMIHA ACTUICLHs B IpocTaTara 1
CEMEHHUTE MeXypyeTa IPH TUIa3MEHN HUBA Ha eKCIIO3HMIHS 25 ITBTH M0-BUCOKH OT CUCTEMHATA
EKCTIO3UIIHSI TTPH XO0pa.

[Ipu mrpxoBe eMOpro-(heranHaTa CMBPTHOCT € OHJIa MPOSBeHA KaTO CUTHU(PMKAHTHO HaMaJIeHHE B
Opos Ha xuBHTE (PeTycH, yBeluueH Opoii Ha pe30pOIHH, YBEINICHA TOCTUMILIAHTAIIIOHHA 3ary0a 1
II'bJIHA 3ary0a Ha MOTOMCTBOTO Ipu 8 OT 28 OpeMeHHH KEHCKH KUBOTHH IIPY IJIa3MEHM HUBA Ha
€KCIO3MLMS 5,5 MBTU N0-BUCOKH OT CUCTEMHATA €KCIO3ULMS IpH xopa. [Ipu 3aiiiy HaManeHueTo B
Terjara Ha OpeMEHHHTE MaTKU U B Oposi Ha )KUBUTE DETyCH ce € IbJKaN Ha yBenueHus Opoii Ha
pe3opOuuy, yBeanyeHaTa MoCTUMITIaHTAIllMOHHA 3ary0a v IbJIHaTa 3ary0a Ha IIOTOMCTBOTO B 4 0T 6
OpeMeHHH KEHCKU )KUBOTHH IIPH TUIA3MEHH HUBA Ha €KCIIO3ULIUS 3 IIBTH MIO-TOJIEMH OT CUCTEMHATa
eKCITO3UIIHS TTPH Xopa. TpeTupaHe Ha ITbX0BE ChC CYHUTHHUO 11O BpeMe Ha OpraHOTeHe3aTa J0BEe
JIO TepaToreHH! e(eKTH MpHU >5 mg/kg/neH, ChCTOSIIH ce OT YBEIUUICHA MT0sBA Ha CKEJICTHU
MasiopMalui Ha TI0/a, XapaKTepU3UPaHH TIIaBHO KaTo 3a0aBEHO BKOCTEHIBAHE Ha
IPBAHUTE/TYyMOATHUTE NPEHIJICHN U MPOSBIIIM CE€ NPH IUIa3MEHN HUBA HA €KCIIO3ULHUS 5,5 ITBTH 110-
BHCOKHU OT CHCTEMHAaTa eKCIo3uius npu xopa. IIpu 3aiiuu TeparoreHHnTe €eKTH ca ce ChbCTOSIIN OT
yBeJIWYeHA MOsIBa Ha I[eTKa Ha yCTHATA MPH IJIa3MEHU HUBA HA €KCTIO3ULIUS MPUOIU3UTEIHO paBHU Ha
Te3H, HaOJIIoaBaH! B KIIMHUKATA, a TaKa ChILO Ha LIENKa Ha YCTHATA U IIellka Ha HeOLeTo npu
IUTa3MEHH HUBA HA €KCIO3ULMA 2,7 IbTH NO-BUCOKHU OT CHCTEMHATA €KCIO3ULIMS IPH XOpa.

Cynutuaub6 (0,3; 1,0; 3,0 mg/kg/aHeBHO) € OLIeHEeH pU MPOYyYBaHE BBPXY Mpe- U MOCTHATATHOTO
pas3BHUTHE IpH OpeMeHHH IUTbX0oBe. HannaBaneTo Ha Terio mpu Maiikara e OMI0 HaMalueHo MO BpeMe
Ha OpEMEHHOCTTA | JlaKkTanusaTa mpu >1 mg/kg/nHeBHO, HO HEe € HaOIrogaBaHa perpoIyKTHBHA
TokcH4yHOCT 10 3 mg/kg/nHeBHO (04akBaHa ekcro3uums >2,3 mbti AUC npu MaiuenT, Ha KOUTO €
npunarana [1I1/1). HamaneHo terno npu mokojieHHeTo € HabIro1aBaHo Mpeay U ciie] OTOMBAHETO IPU
3 mg/kg/mueBHo. He e HaOirogaBaHa TOKCHYHOCT BhPXY pazButueto npu 1 mg/kg/naeBHO
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(mpubmmsutenna ekcno3uuus >0,9 et AUC npu nanueHTH, Ha Kouto e npuiarada [1JT).

6. OAPMAIIEBTUYHHU JAHHA
6.1 ChnuchbK HA MOMOIIHUTE BEIECTBA

Cyuutunub Accord 12,5 mg TBBpaM Kancyau
Kancynno cvowvporcumo

Ilemyno3a, MUKpOKpPUCTAJIHA

Manwuron (E421)

Kpockapmenosa Hatpuit

IoBumon (E1201)

Maruesues creapar

Cvcmas Ha kancyiama
Kenarun

Tutanos nuokcun (E171)
UepseH xeneseH okcup (E172)
bsio nevatHo MacTuiio

bsno newamuo macmuno
[ennax

Turanos nuokcun (E171)
IIponunenrnukon

Cyuntnan6 Accord 25 mg TBBpIM KaNCyJIu
Kancynno cvovporcumo

[emyno3a, MEKpOKpHCTaTHA

Manwnron (E421)

Kpockapmenosa Hatpuit

IMoBumon (E1201)

MarsnesueB creapat

Cvcmas na kancynama
Kenatun

TuranoB nuoxcua (E171)
Uepen xenesen okcup (E172)
UYepseHn xenezen okcua (E172)
XKeat xenesen oxcup (E172)
bsno newarno mactuio

bsano newamno macmuno
Iemnmak

TuranoB nuokcun (E171)
ITponuneHrIMKomI

Cyuutuanb Accord 37.5 mg TBEp/IM KaICyJIn
Kancynno cvovporcumo

Lenyno3a, MUKpOKpUCTaTTHA

Manwuron (E421)

Kpockapmenosa Hatpuit

IloBumon (E1201)

Marsnesues cteapat

Cvcmag na kancynama
Kenatun
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Turanos muokcun (E171)
XKeat xenesen oxcup (E172)
YepHO meyaTHO MaCTHIIO

Yepuo neuamno macmuio
Iennax

UYepen xeneszen okcun (E172)
[Iponunenrnukon

AMOHMEB XUJPOKCHU]T

Cyuutunub Accord 50 mg TBBpIM KaCyJIu
Kancynno cvovporcumo

Ilemyno3a, MUKpOKpPUCTAJIHA

Manwuron (E421)

Kpockapmenosza Hatpuii

IoBumon (E1201)

Maruesues creapar

Cvcmas Ha kancyiama

Kenatun

Turanos nuokcun (E171)

Uepen xene3en oxkcuna (E172)

UepseHn xene3eH okcup (E172)

Kuat xxenesen oxcup (E172)

MacTwmiio 3a mmevar 0s11o

bano newamno macmuno

[lennax

Turanos nuokcun (E171)

IIponmieHrnuKoI

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpox Ha rogHOCT

3 roauHu

6.4 CpoenuaJHH yCJIOBHS HA CbXpaHeHHe
To3u nexapcTBEH NPOIYKT HE U3MCKBA CIICIMATHU YCIOBUS Ha ChXpaHCHHE.
6.5 Bwuau cbabp:kaHUe HA OAKOBKATA

Anymunuesn OPA/AI/PVC Giuctepu B ONTakoBKH OT 28 TBBPAH KalCyJIM B KAPTOHEHA Ky THSI.

AmymuaneB OPA/Al/PVC nepdhopupan 61ucTep ¢ SIUHUIHH T03U B ONAKOBKH OT 28 X 1 TBBpIu
Karcyiau B KAPTOHEHA KyTHUS

Bbyrnnka ot monmuernieH ¢ Bucoka mrsTHOCT (HDPE) che 3ammTena oT mera moJmmponmieHoBa
Kamauka, chabprkania 30 TREpAU Kancyiu B KAPTOHEHA Ky THS.

He BcHYKH BHOBE OMAKOBKH MOTAT Ja ObAaT MyCHATH Ha ma3apa.
6.6 ChnennajHu MpeANa3ZHU MePKH NPH U3XBHPJIsIHE
HewsmnonsBaHusT NeKapCTBEH MPOIYKT MM OTHAIbYHUTE MaTEPHUAIH OT HETO TPSOBA J1a CE U3XBBHPIIAT
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B CbOTBCTCTBHUEC C MCCTHUTC U3MCKBAHU.

7. NNPUTEXATEJI HA PASPEIIEHUETO 3A YIHOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll De Barcelona s/n,
Edifici Est, 62 Planta,

Barcelona, 08039,

Hcnanuns

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

Cyuntuanb Accord 12,5 mg TBEp/In Kancyim
EU/1/20/1511/001-003

Cyuutuan6 Accord 25 mg TBBpIM KanCcyau
EU/1/20/1511/004-006

Cyuutuan6 Accord 37,5 Mg TBBpIM Kancyau
EU/1/20/1511/007-009

Cyuutunub Accord 50 mg TBbpAM KanCyau
EU/1/20/1511/010-012

9. JATA HA ITbPBO PA3ZPEINIABAHE/TIOJJHOBABAHE HA PASPEHIEHUETO 3A
YIHHOTPEBA

Jara na mepBo paspemaBane: 11 ¢espyapu 2021 1.
Jlata Ha IOCJIEAHO MTOIHOBSIBAHE:

10. JATA HA AKTYAJIU3BUPAHE HA TEKCTA

IMonpoGHa uHDOpMAaIKs 3a TO3U JIEKAPCTBEH MPOJYKT € IpejocTaBeHa Ha yeOcaiita Ha EBporelickara
areHIus 1o Jiekapcreara https://www.ema.europa.eu.
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HNPUJIOKEHHE I1

A. TNIPOMU3BOAMUTEJI(M), OTTOBOPEH(HHN) 3A
OCBOBOXJIABAHE HA ITAPTU N

b. VYCJOBUA NJIH OI'PAHUYEHUA 3A JOCTABKA "
YIIOTPEBA

B. JPYI' YCJIOBUA U N3NCKBAHUSA HA PASPEIIEHUETO
3A YIIOTPEBA

. YCJI0BUSA NJIKM OI'PAHUYEHUA 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. MPOU3BOJUTEJI(M), OTTOBOPEHHM) 3A OCBOBOKIABAHE HA TAPTU/IU

HwMe u aapec Ha IPOU3BOAUTEISL, OTTOBOPEH 3a OCBOGO)KI[aBaHC Ha NapTHAUTEC

Remedica Ltd.

Aharnon Street, Limassol Industrial Estate
3056 Limassol

Kunsp

Pharmacare Premium Ltd.
HHFO003 Hal Far Industrial Estate
Birzebbugia, BBG3000

Manra

[TeyaTHaTa MTUCTOBKA HA JIEKAPCTBEHHS MPOAYKT TPSIOBA /1a ChIIbPKA HMETO U aJipeca Ha
MIPOU3BOANTEISI, OTTOBOPEH 32 OCBOOOXTIaBaHETO HA ChOTBETHATA MAPTHIA.

b. YCJIOBUA NJIN OTPAHUYEHUSA 3A TOCTABKA U YIIOTPEBA

JlekapCTBEHHSAT MPOAYKT CE OTITyCKa MO OrPaHHUYCHO JIeKapcKo npennucanue (Bx. [Ipunoxenue I
Kpatka xapakTepucTuka Ha MpoayKTa, Touka 4.2).

B. JAPYI'M YCJIOBUS U U3BNCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA

. Ilepnoguynu akTyaJausupanu 1okjaaau 3a 6esonacHoct (ITAJIB)

N3uckBanusara 3a nogasane Ha I1A/Ib 3a To31 JekapcTBEeH NPOAYKT Ca HOCOYEHHU B CIIUCHKA C
pedepentaute natu Ha Epponetickus c¢bio3 (EURD cruchk), npensujeH B wi. 1078, ait. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCHUKM CIIEIBAILM aKTyalU3alMu, MyOIMKyBaHH Ha €BPONEHCKHUS
yeOnoprai 3a JiekapcTBa.

I'.  YCJIOBUs NJIN OT'PAHUYEHMUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA TIPOAYKT

. Ilnan 3a ynpaBienue Ha pucka (ITYP)

[purexaTensaT Ha pa3pemienuero 3a ynorpeda ([IPY) TpsOBa na n3BbpIIBa H3UCKBAHUTE JCHHOCTH U
JEeUCTBYS, CBBP3aHH C MPOCIICAsIBAHE HA JIEKapCcTBEeHaTa 0€30MacHOCT, HocoYeHu B onoOpenus I11YP,
npenactaseH B Mosyn 1.8.2 Ha pa3perieHneTo 3a ynotpeda, KakTo ¥ BbB BCHUKH CIIEIBAIIN O00pEeHN
akTyanuzauny Ha [TYP.

Axrtyammsupa [1YP Tpsa6Ba na ce momana:

e 110 UcKaHe Ha EBpormeiickara areHuus 1o jJekapcTBara;

e BUHArM, KOTaTO CE€ U3MEHS CHCTeMara 3a yIpaBlieHHe Ha PUCKa, 0COOCHO B PE3yJITaT Ha
MoJTydaBaHe Ha HOBAa WH(GOpPMAIH, KOSTO MOXKE Ja JOBE/E /10 3HAYNMH MPOMEHH B
CHOTHOILICHUETO TOJI3a/PUCK WM CJIe/l JOCTUTaHEe Ha BaKEH eTall (BbB BPb3Ka C IpociesiBaHe
Ha JIeKapCTBEeHaTa 0€30IacHOCT WM CBEXJaHE Ha PUCKA 10 MUHUMYM).
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HPUJIOKEHHME 111

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPSABBA JA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A BJIMCTEPHA OITAKOBKA

1. NME HA JIEKAPCTBEHUSA ITPOAYKT

Cynutnau6 Accord 12,5 mg TBBpau Kancyim
CYHUTHHHO

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

Bcesika TBBpHa Karcyna chabpxka 12,5 mg cyHUTHHUO.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEHIECTBA

‘ 4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

28 TBBPIU KamCyiIu

5. HAYUH HA ITPUJIIOKEHUE U ITbT(MIIIA) HA BBBEK/IAHE

IlepopanHo npunoxeHue.
[Ipenu ynoTtpeba mpoverere JIUCTOBKATA.

6. CIIEHUAJIHO ITPEAYHNPEXJIEHUE, YUE JIEKAPCTBEHUSAT ITPOAYKT TPABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HOTI'JIEJA U JOCET'A HA JIEITA

I[a CC CbXpPaHsBa Ha MACTO, HCAOCTHIIHO 3a JCHa.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHNA, AKO E HEOBXO/JINUMO

[8.  JIATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

9. CIIEIMAJIHU YCJIOBUSA HA CbXPAHEHMUME

10. CHEUUWAJIHU NPEANA3HU MEPKU ITPU NU3XBBHPJIAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU WJIN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE U3BUCKBAT TAKHBA

11. UME U AJIPEC HA IIPUTEXATEJIS HA PABPEHIEHUETO 3A YIIOTPEBA
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Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n,
Edifici Est, 62 Planta,

Barcelona, 08039

Hcnanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/20/1511/001

13. ITAPTUJIEH HOMEP

ITapTunen Ne

‘ 14. HAYUH HA OTITYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. WH®OPMAIINS HA BPAMJIOBA A3BYKA

Cynutuau6 Accord 12,5 mg

‘ 17. YHUKAJIEH NWIEHTU®UKATOP — IBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoJi ¢ BKIIOYEH YHUKAIICH HACHTH()HKATOP.

‘ 18. YHUKAJIEH NWIEHTU®UKATOP — JTAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MMUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP

1. NME HA JIEKAPCTBEHUSA ITPOAYKT

Cynutnau6 Accord 12,5 mg TBBpau Kancyim
CYHUTHHHO

2. HNME HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Accord

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJEH HOMEP

Lot

|5.  JIPYTO
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JAHHHU, KOUTO TPABBA JA CbIABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A BJIMCTEPHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUS TPOAYKT

Cynantuan6 Accord 25 mg TBbpIu Karcyiun
CYHUTHUHHUO

2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEIIECTBO(A)

Bcesika TBBpHa Karcyna cbabpxka 25,0 mg CyHUTHHHUO.

3.  CHOUCBHK HA HOMOIIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

28 TBBPAU KaICyjIu

5. HAYMH HA TPUJIOKEHME U ITbT(MIIIA) HA BBBEK/IAHE

IlepopanHo npuiIoKeHHUE.
IIpenu ynorpeba npodereTe IUCTOBKATA.

6. CHELUAJIHO NPEAYIPEXJIEHUE, UE JEKAPCTBEHUSIT MPOJYKT TPSIEBA
JIA CE CbXPAHSIBA HA MSICTO JAJIEYE OT MOTJIEJIA U JOCETA HA JELIA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACHaA.

‘ 7. APYI'N CHEHNUAJIHU NPEAYHPEXJIEHNA, AKO E HEOBXOJNUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

9. CIIEIMAJIHH YCJIOBUSA HA CbXPAHEHUME

TAX, AKO CE U3UCKBAT TAKHUBA

10. CHELIHUAJIHU IIPEANIASHU MEPKH NPU U3XBBPJISTHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NWJIN OTITAABYHHN MATEPHAJIN OT
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11. HWME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 62 Planta,
Barcelona, 08039

Hcnanns

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/20/1511/004

13. TTAPTHJAEH HOMEP

ITaptugen Ne

‘ 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUJ 3A YHHOTPEBA

‘ 16. HMH®OPMAIIHAA HA BPAIJIOBA A3BYKA

Cynutnau6 Accord 25 mg

‘ 17.  YHUKAJIEH WAEHTU®PUKATOP — JIBYU3MEPEH BAPKOJ

JByn3mepeH 0apKoJ ¢ BKIIOYEH YHUKAJICH UACHTH()HUKATOP.

‘ 18. YHHUKAJIEH WIAEHTUPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MMUHUMYM JAHHHU, KOUTO TPABBA JA CbABPXKXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP

1. NME HA JIEKAPCTBEHUSA ITPOAYKT

Cynutnau6 Accord 25 mg TBbpAM Karcyinm
CYHUTHHHO

2. HNME HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Accord

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJEH HOMEP

Lot

|5.  JIPYTO
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JAHHHU, KOUTO TPABBA JA CbIABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A BJIMCTEPHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUS TPOAYKT

Cynantuan6 Accord 37,5 mg TBbpaU Karcyin
CYHUTHUHHUO

2. OBSIBSIBAHE HA AKTUBHOTOMTE) BEIHIECTBO(A)

Bcesika TBBpHa Karcyna ceabpxka 37,5 mg CyHUTHHHUO.

3.  CHOUCBHK HA HOMOIIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

28 TBBpAU KarcCyiau

5. HAYHUH HA ITPUJIOKEHUE U TbT(UIIIA) HA BbBEK/IAHE

IIepopanHo mpunoxeHue.
IIpean ynorpeba mpodeTeTe JIMCTOBKATA.

6. CIIEHUAJIHO ITPEAYHNPEXJIEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U JOCET'A HA JIEITA

Ja ce cpxpansBa Ha MACTO, HEAOCTHITHO 3a JICTIa.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA T3TUYAHE HA CPOKA HA TOAHOCT

T'ogen no:

9. CIIEHMAJIHU YCJI0OBUSA HA CbXPAHEHMUE

TAX, AKO CE U3UCKBAT TAKUBA

10. CHELOHAJIHU INPEANIASHU MEPKHU NPU U3XBDBPJISTHE HA HEU3IMOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH WJIN OTITAABYHU MATEPHAJIA OT

11. HMME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA
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Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 62 Planta,
Barcelona, 08039

Ucnanns

12.  HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/20/1511/007

13. TIAPTHJIEH HOMEP

TTaptunen Ne

‘ 14, HAYMH HA OTIIYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Cynutunu6 Accord 37,5 mg

‘ 17.  YHUKAJIEH WAEHTU®UKATOP — JIBYU3MEPEH BAPKOJ

JByn3mepeH 0apKoJ ¢ BKIIOYEH YHUKaAJICH HACHTH()HUKATOP.

‘ 18. YHHUKAJIEH WAEHTUPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
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MMUHUMYM JAHHHU, KOUTO TPABBA JA CbABPXKXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP

1. NME HA JIEKAPCTBEHUSA ITPOAYKT

Cynutnnu6 Accord 37,5 mg TBBpIU Kancyim
CYHUTHHHO

2. HNME HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Accord

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJEH HOMEP

Lot

|5.  JIPYTO
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JAHHHU, KOUTO TPABBA JA CbIABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A BJIMCTEPHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUS TPOAYKT

Cynantuan6 Accord 50 mg TBBpau Karcyiu
CYHUTHUHHUO

2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEIIECTBO(A)

Bcesika TBBpaa Karcyna ceabspxa 50,0 mg cyHUTHHHUO.

3.  CHOUCBHK HA HOMOIIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

28 TBBpAU KarcCyiau

5. HAYHUH HA ITPUJIOKEHUE U ITBT(MIIIA) HA BBBEXKJIAHE

IIepopanHo mpunoxeHue.
Ilpean ynorpeba mpodeTeTe JIMCTOBKATA.

6. CIIEHUAJIHO ITPEAYHNPEXJIEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U JOCET'A HA JIEITA

Ja ce cpxpansBa Ha MACTO, HEAOCTHITHO 3a JICTIa.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXO/JINMO

‘ 8. JATA HA T3TUYAHE HA CPOKA HA TOAHOCT

T'ogen no:

9. CIIEHMAJIHU YCJI0OBUSA HA CbXPAHEHMUE

TAX, AKO CE U3UCKBAT TAKUBA

10. CHELOHAJIHU INPEANIASHU MEPKHU NPU U3XBDBPJISTHE HA HEU3IMOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH WJIN OTITAABYHU MATEPHAJIA OT

11. HMME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA
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Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 62 Planta,
Barcelona, 08039

Ucnanns

12.  HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/20/1511/010

13. TIAPTHJIEH HOMEP

TTaptunen Ne

‘ 14, HAYMH HA OTIIYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Cynutnau6 Accord 50 mg

‘ 17.  YHUKAJIEH WAEHTU®UKATOP — JIBYU3MEPEH BAPKOJ

JByn3mepeH 0apKoJ ¢ BKIIOYEH YHUKAJICH UACHTHU(PHUKATOP.

‘ 18. YHHUKAJIEH WAEHTUPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
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MMUHUMYM JAHHHU, KOUTO TPABBA JA CbABPXKXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP

1. NME HA JIEKAPCTBEHUSA ITPOAYKT

Cynutnau6 Accord 50 mg TBbpaM Karcynm
CYHUTHHHO

2. HNME HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Accord

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJEH HOMEP

Lot

|5.  JIPYTO
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JAHHHU, KOUTO TPABBA JA CbIABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A BJIMCTEPHA OITAKOBKA B EJIMHUYHA JO3A

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Cynantuan6 Accord 12,5 mg TBbpau Karcyin
CYHUTHUHHUO

2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEIIECTBO(A)

Bcesika TBBpHa Karcyna cabpxka 12,5 mg cyHUTHHHUO.

3.  CHOUCBHK HA HOMOIIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

28 X 1 TBBpIA Karcya.

5. HAYHUH HA ITPUJIOKEHUE U TbT(UIIIA) HA BbBEK/IAHE

IIepopanHo mpunoxeHue.
Ilpean ynorpeba mpodeTeTe JIMCTOBKATA.

6. CIIEHUAJIHO ITPEAYHNPEXJIEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U JOCET'A HA JIEITA

Ja ce cpxpansBa Ha MACTO, HEAOCTHITHO 3a JICTIa.

‘ 7. APYI'U CHEHNUAJIHU NPEAYIPEXJIEHNA, AKO E HEOBXOJNMO

‘ 8. JATA HA T3TUYAHE HA CPOKA HA TOAHOCT

T'ogen no:

9. CIIEHMAJIHU YCJI0OBUSA HA CbXPAHEHMUE

TAX, AKO CE U3UCKBAT TAKUBA

10. CHELOHAJIHU INPEANIASHU MEPKHU NPU U3XBDBPJISTHE HA HEU3IMOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH WJIN OTITAABYHU MATEPHAJIA OT

11. HMME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA
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Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 62 Planta,
Barcelona, 08039

Ucnanns

12.  HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/20/1511/002

13. TIAPTHJIEH HOMEP

TTaptunen Ne

‘ 14, HAYMH HA OTIIYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Cynutunu6 Accord 12,5 mg

‘ 17.  YHUKAJIEH WAEHTU®UKATOP — JIBYU3MEPEH BAPKOJ

JByn3mepeH 0apKoJ ¢ BKIIOYEH YHUKaAJICH HACHTH()HUKATOP.

‘ 18. YHHUKAJIEH WAEHTUPUKATOP — JAHHHU 3A YETEHE OT XOPA
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MMUHUMYM JAHHHU, KOUTO TPABBA JA CbABPXKXAT BJIMCTEPUTE U JIEHTUTE

EJHO/1030B BJIUCTEP

‘ 1. NME HA JIEKAPCTBEHUSA ITPOAYKT

Cynutnau6 Accord 12,5 mg TBBpau Kancyim
CYHUTHHHO

2. HNME HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Accord

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

‘ 4, IHAPTUJEH HOMEP

Lot

|5. JIPYTO
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JAHHHU, KOUTO TPABBA JA CbIABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A BJIMCTEPHA OITAKOBKA B EJIMHUYHA JO3A

1. HNME HA JIEKAPCTBEHUS TPOAYKT

Cynantuan6 Accord 25 mg TBbpIu Karcyiun
CYHUTHUHHUO

2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEIIECTBO(A)

Bcesika TBBpHa Karcyna cbabpxka 25,0 mg CyHUTHHHUO.

3.  CHOUCBHK HA HOMOIIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

28 X 1 TBBpIA Karcya.

5. HAYHUH HA ITPUJIOKEHUE U TbT(UIIIA) HA BbBEK/IAHE

IIepopanHo mpunoxeHue.
Ilpean ynorpeba mpodeTeTe JIMCTOBKATA.

6. CIIEHUAJIHO ITPEAYHNPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U JOCET'A HA JIEITA

Ja ce cpxpansBa Ha MACTO, HEAOCTHITHO 3a JICTIa.

‘ 7. APYI'U CHEHNUAJIHU NPEAYIPEXJIEHNA, AKO E HEOBXOJNMO

‘ 8. JATA HA T3TUYAHE HA CPOKA HA TOAHOCT

T'ogen no:

9. CIIEHMAJIHU YCJIOBUSA HA CbXPAHEHUE

TAX, AKO CE U3UCKBAT TAKUBA

10. CHELOHAJIHU INPEANIASHU MEPKHU NPU U3XBDBPJISTHE HA HEU3IMOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH WJIN OTITAABYHU MATEPHAJIA OT

11. HMME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA
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Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 62 Planta,
Barcelona, 08039

Ucnanns

12.  HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/20/1511/005

13. TIAPTHJIEH HOMEP

TTaptunen Ne

‘ 14, HAYMH HA OTIIYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Cynutnau6 Accord 25 mg

‘ 17.  YHUKAJIEH WAEHTU®UKATOP — JIBYU3MEPEH BAPKOJ

JByn3mepeH 0apKoJ ¢ BKIIOYEH YHUKaAJICH HACHTH()HUKATOP.

‘ 18. YHHUKAJIEH WAEHTUPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
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MMUHUMYM JAHHHU, KOUTO TPABBA JA CbABPXKXAT BJIMCTEPUTE U JIEHTUTE

EJHO/1030B BJIUCTEP

‘ 1. NME HA JIEKAPCTBEHUSA ITPOAYKT

Cynutnau6 Accord 25 mg TBbpAM Karcyinm
CYHUTHHHO

2. HNME HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Accord

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

‘ 4, IHAPTUJEH HOMEP

Lot

|5. JIPYTO
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JAHHHU, KOUTO TPABBA JA CbIABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A BJIMCTEPHA OITAKOBKA B EJIMHUYHA JO3A

1. HNME HA JIEKAPCTBEHUS TPOAYKT

Cynantuan6 Accord 37,5 mg TBbpaU Karcyin
CYHUTHUHHUO

2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEIIECTBO(A)

Bcesika TBBpHa Karcyna ceabpxka 37,5 mg CyHUTHHHUO.

3.  CHOUCBHK HA HOMOIIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

28 X 1 TBBpIA Karcya.

5. HAYHUH HA ITPUJIOKEHUE U TbT(UIIIA) HA BbBEK/IAHE

IIepopanHo mpunoxeHue.
IIpeau ynorpeba mpodeTeTe JIMCTOBKATA.

6. CIIEHUAJIHO ITPEAYHNPEXJIEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U JOCET'A HA JIEITA

Ja ce cpxpansBa Ha MACTO, HEAOCTHITHO 3a JICTIa.

‘ 7. APYI'U CHEHNUAJIHU NPEAYIPEXJIEHNA, AKO E HEOBXOJNMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'ogen no:

9. CIIEHMAJIHU YCJI0OBUSA HA CbXPAHEHMUE

TAX, AKO CE U3UCKBAT TAKUBA

10. CHELOHAJIHU INPEANIASHU MEPKHU NPU U3XBDBPJISTHE HA HEU3IMOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH WJIN OTITAABYHU MATEPHAJIA OT

11. HMME U AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA
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Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 62 Planta,
Barcelona, 08039

Ucnanns

12.  HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/20/1511/008

13. TIAPTHJIEH HOMEP

TTaptunen Ne

‘ 14, HAYMH HA OTIIYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Cynutunu6 Accord 37,5 mg

‘ 17.  YHUKAJIEH WAEHTU®UKATOP — JIBYU3MEPEH BAPKOJ

JByn3mepeH 0apKoJ ¢ BKIIOYEH YHUKaAJICH HACHTH()HUKATOP.

‘ 18. YHHUKAJIEH WAEHTUPUKATOP — JAHHHU 3A YETEHE OT XOPA
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MMUHUMYM JAHHHU, KOUTO TPABBA JA CbABPXKXAT BJIMCTEPUTE U JIEHTUTE

EJHO/1030B BJIUCTEP

‘ 1. NME HA JIEKAPCTBEHUSA ITPOAYKT

Cynutnnu6 Accord 37,5 mg TBBpIU Kancyim
CYHUTHHHO

2. HNME HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Accord

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJEH HOMEP

Lot

|5.  JIPYTO
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JAHHHU, KOUTO TPABBA JA CbIABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A BJIMCTEPHA OITAKOBKA B EJIMHUYHA JO3A

1. HNME HA JIEKAPCTBEHUS TPOAYKT

Cynantuan6 Accord 50 mg TBBpau Karcyiu
CYHUTHUHHUO

2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEIIECTBO(A)

Bcesika TBBpaa Karcyna ceabspxa 50,0 mg cyHUTHHHUO.

3.  CHOUCBHK HA HOMOIIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

28 X 1 TBBpIA Karcya.

5. HAYHUH HA TPUJIOKEHUE U ITBbT(MIIA) HA BBBEXK/IAHE

IIepopanHo mpunoxeHue.
Ilpean ynorpeba mpodeTeTe JIMCTOBKATA.

6. CIIEHUAJIHO ITPEAYHNPEXJIEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U JOCET'A HA JIEITA

Ja ce cpxpansiBa Ha MICTO, HEOCTHITHO 3a JICTIA.

‘ 7. APYI'U CHEHNUAJIHU NPEAYIPEXJIEHNA, AKO E HEOBXOJNMO

‘ 8. JATA HA T3TUYAHE HA CPOKA HA TOAHOCT

T'ogen no:

9. CIIEHMAJIHU YCJI0OBUSA HA CbXPAHEHMUE

TAX, AKO CE U3UCKBAT TAKUBA

10. CHELOHAJIHU INPEANIASHU MEPKHU NPU U3XBDBPJISTHE HA HEU3IMOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIN OT

11. HMME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA
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Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 62 Planta,
Barcelona, 08039

Ucnanns

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/20/1511/011

13. TIAPTHJIEH HOMEP

TTaptunen Ne

‘ 14, HAYMH HA OTIIYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Cynutnau6 Accord 50 mg

‘ 17.  YHUKAJIEH WAEHTU®UKATOP — JIBYU3MEPEH BAPKOJ

JByn3mepeH 0apKoJ ¢ BKIIIOYEH YHUKAJICH HACHTH()HUKATOP.

‘ 18. YHHUKAJIEH WAEHTUPUKATOP — JAHHHU 3A YETEHE OT XOPA
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MMUHUMYM JAHHHU, KOUTO TPABBA JA CbABPXKXAT BJIMCTEPUTE U JIEHTUTE

EJHO/1030B BJIUCTEP

‘ 1. NME HA JIEKAPCTBEHUSA ITPOAYKT

Cynutnau6 Accord 50 mg TBbpaM Karcynm
CYHUTHHHO

2. HNME HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Accord

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJEH HOMEP

Lot

|5.  JIPYTO
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JAHHHU, KOUTO TPSABBA JA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA HA BYTHJIKA

1. NME HA JIEKAPCTBEHUSA ITPOAYKT

Cynutnau6 Accord 12,5 mg TBBpau Kancyim
CYHUTHHHO

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

Bcesika TBBpaa karncyna ceappxka 12,5 mg cyHuTHHHO.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEHIECTBA

‘ 4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

30 TBBpaM KanCyu

5. HAYUH HA ITPUJIIOKEHUE U ITbT(MIIIA) HA BBBEK/IAHE

IlepopanHo npunoxeHue.
[Ipenu ynoTtpeba mpoverere JIUCTOBKATA.

6. CIIEHUAJIHO ITPEAYHNPEXJIEHUE, YUE JIEKAPCTBEHUSAT INPOAYKT TPABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HOTI'JIEJA U JOCET'A HA JIEITA

I[a CC CbXpPaHsBa Ha MACTO, HCAOCTHIIHO 3a JACHa.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHNA, AKO E HEOBXO/JINUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHMUE

TAX, AKO CE U3UCKBAT TAKHUBA

10. CHEIWUAJIHU ITPEAIIASHU MEPKH I1PU U3XBBPJIAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPHUAJIA OT

11. HMME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA
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Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 62 Planta,
Barcelona, 08039

Ucnanns

12.  HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/20/1511/003

13. TIAPTHJIEH HOMEP

TTaptunen Ne

‘ 14, HAYMH HA OTIIYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Cynutunu6 Accord 12,5 mg

‘ 17.  YHUKAJIEH WAEHTU®UKATOP — JIBYU3MEPEH BAPKOJ

JByn3mepeH 0apKoJ ¢ BKIIOYEH YHUKaAJICH HACHTH()HUKATOP.

‘ 18. YHHUKAJIEH WAEHTUPUKATOP — JAHHHU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CbABPKA IIBPBUYHATA OITAKOBKA

ETHUKET 3A OITAKOBKA HA BYTHUJIKA

1. HNME HA JIEKAPCTBEHUS TPOAYKT

Cynantuanb Accord 12,5 mg xancynu
CYHUTHUHHUO

2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEIIECTBO(A)

Bcesika TBBpHa Karcyna cabpxka 12,5 mg cyHUTHHHUO.

3.  CHOUCBHK HA HOMOIIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

30 TBBpAU KamCyau

5. HAYHUH HA TPUJIOKEHUE U ITBbT(MIIA) HA BBBEXK/IAHE

IIepopanHo mpunoxeHue.
Ilpean ynorpeba mpodeTeTe JIMCTOBKATA.

6. CIIEHUAJIHO ITPEAYHNPEXJIEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U JOCET'A HA JIEITA

Ja ce cpxpansiBa Ha MICTO, HEOCTHITHO 3a JICTIA.

‘ 7. APYI'U CHEHNUAJIHU NPEAYIPEXJIEHNA, AKO E HEOBXOJNMO

‘ 8. JATA HA T3TUYAHE HA CPOKA HA TOAHOCT

T'ogen no:

9. CIIEHMAJIHU YCJI0OBUSA HA CbXPAHEHMUE

TAX, AKO CE U3UCKBAT TAKUBA

10. CHELOHAJIHU INPEANIASHU MEPKHU NPU U3XBDBPJISTHE HA HEU3IMOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIN OT

11. HMME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA
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Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 62 Planta,
Barcelona, 08039

HUcnanns

12.

HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/20/1511/003

13.

ITAPTUJAEH HOMEP

TTaptunen Ne

| 14,

HAYHNH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

WHPOPMAIIMS HA BPAIMJIOBA A3BBYKA

YHUKAJIEH HIEHTUHO®UKATOP — IBYU3MEPEH BAPKOJ

YHUKAJIEH NWIEHTUO®UKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPSABBA JA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA HA BYTHJIKA

1. NME HA JIEKAPCTBEHUSA ITPOAYKT

Cynutnau6 Accord 25 mg TBbpAM Karcyinm
CYHUTHHHO

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

Bcesika TBBpaa karncyna ceappxa 25,0 mg cyHUTHHHO.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEHIECTBA

‘ 4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

30 TBBpAM Karcyiu

5. HAYUH HA ITPUJIIOKEHUE U ITbT(MIIIA) HA BBBEK/IAHE

IlepopanHo npunoxeHue.
[Ipenu ynoTtpeba mpoverere JIUCTOBKATA.

6. CIIEHUAJIHO ITPEAYHPEXJIEHUE, YUE JIEKAPCTBEHUSAT ITPOAYKT TPABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HOTI'JIEJA U JOCET'A HA JIEITA

I[a CC CbXpPaHsBa Ha MACTO, HCAOCTHIIHO 3a JCHa.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHNA, AKO E HEOBXO/JINUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHMUE

TAX, AKO CE U3UCKBAT TAKHUBA

10. CHEIWUAJIHU ITPEAIIASHU MEPKH I1PU U3XBBPJIAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPHUAJIA OT

11. HMME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA
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Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 62 Planta,
Barcelona, 08039

Ucnanns

12.  HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/20/1511/006

13. TIAPTHJIEH HOMEP

TTaptunen Ne

‘ 14, HAYMH HA OTIIYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Cynutnau6 Accord 25 mg

‘ 17.  YHUKAJIEH WAEHTU®UKATOP — JIBYU3MEPEH BAPKOJ

JByn3mepeH 0apKoJ ¢ BKIIOYEH YHUKaAJICH HACHTH()HUKATOP.

‘ 18. YHHUKAJIEH WAEHTUPUKATOP — JAHHHU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CbAbPKA IIBPBUYHATA OITAKOBKA

ETUKET 3A OITAKOBKA HA BYTHJIKA

1. NME HA JIEKAPCTBEHUSA ITPOAYKT

Cynutnnu6 Accord 25 mg kancynu
CYHUTHHHO

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

Bcesika TBBpaa karncymna ceappxka 25,0 mg cyHuTHHHO.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEHIECTBA

‘ 4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

30 TBBpAM Karcyiu

5. HAYUH HA ITPUJIIOKEHUE U ITbT(MIIIA) HA BBBEK/IAHE

IlepopanHo npunoxeHue.
[Ipenu ynoTtpeba mpoverere JIUCTOBKATA.

6. CIIEHUAJIHO ITPEAYHNPEXJIEHUE, YUE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HOTI'JIEJA U JOCET'A HA JIEITA

I[a CC CbXpPaHsBa Ha MACTO, HCAOCTHIIHO 3a JCHa.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHNA, AKO E HEOBXO/JINUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

TAX, AKO CE U3UCKBAT TAKHUBA

10. CHEIWUAJIHU ITPEAIIASHU MEPKH I1PU U3XBBPJIAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPHUAJIA OT

11. HMME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA
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Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 62 Planta,
Barcelona, 08039

HUcnanns

12.

HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/20/1511/006

13.

ITAPTUJAEH HOMEP

TTaptunen Ne

| 14,

HAYHNH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

WHPOPMAIIMS HA BPAHJIOBA A3BBYKA

YHUKAJIEH HIEHTUHO®UKATOP — IBYU3MEPEH BAPKOJ

YHUKAJIEH NWIEHTHUO®UKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CbIABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA HA BYTHJIKA

1. HNME HA JIEKAPCTBEHUS TPOAYKT

Cynantuan6 Accord 37,5 mg TBbpaU Karcyin
CYHUTHUHHUO

2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEIIECTBO(A)

Bcesika TBBpHa Karcyna ceabpxka 37,5 mg CyHUTHHHUO.

3.  CHOUCBHK HA HOMOIIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

30 TBBpAU KamCyau

5. HAYHUH HA TPUJIOKEHUE U ITBbT(MIIA) HA BBBEXK/IAHE

IIepopanHo mpunoxeHue.
Ilpean ynorpeba mpodeTeTe JIMCTOBKATA.

6. CIIEHUAJIHO ITPEAYHNPEXJIEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U JOCET'A HA JIEITA

Ja ce cpxpansiBa Ha MICTO, HEOCTHITHO 3a JICTIA.

‘ 7. APYI'U CHEHNUAJIHU NPEAYIPEXJIEHNA, AKO E HEOBXOJNMO

‘ 8. JATA HA T3TUYAHE HA CPOKA HA TOAHOCT

T'ogen no:

9. CIIEHMAJIHU YCJI0OBUSA HA CbXPAHEHMUE

TAX, AKO CE U3UCKBAT TAKUBA

10. CHELOHAJIHU INPEANIASHU MEPKHU NPU U3XBDBPJISTHE HA HEU3IMOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIN OT

11. HMME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA
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Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 62 Planta,
Barcelona, 08039

Ucnanns

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/20/1511/009

13. TIAPTHJIEH HOMEP

TTaptunen Ne

‘ 14, HAYMH HA OTIIYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Cynutunu6 Accord 37,5 mg

‘ 17.  YHUKAJIEH WAEHTU®UKATOP — JIBYU3MEPEH BAPKOJ

JByn3mepeH 0apKoJ ¢ BKIIOYEH YHUKAJICH HACHTH()HUKATOP.

‘ 18. YHHUKAJIEH WAEHTUPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN

70



JAHHU, KOUTO TPABBA JA CbABPKA IIBPBUYHATA OITAKOBKA

ETHUKET 3A OITAKOBKA HA BYTHUJIKA

1.

HNME HA JIEKAPCTBEHUS TPOAYKT

Cynantuanb Accord 37,5 mg kancynu
CYHUTHUHHUO

2.

OBSIBSIBAHE HA AKTUBHOTO(MTE) BEIIECTBO(A)

Bcesika TBBpHa Karcyna ceabpxka 37,5 mg CyHUTHHHUO.

3.

CIIUCBK HA IOMOIIHUTE BEHIECTBA

| 4.

JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

30 TBBpAU KamCyau

5.

HAYHUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEX/IAHE

IIepopanHo mpunoxeHue.
Ilpean ynorpeba mpodeTeTe JIMCTOBKATA.

6.

CIIEHUAJIHO ITPEAYHNPEXJIEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U JOCET'A HA JIEITA

Ja ce cpxpansBa Ha MACTO, HEAOCTHITHO 3a JICTIa.

| 7.

APYI'U CHEHNUAJIHU NPEAYIPEXJIEHNA, AKO E HEOBXOJNMO

| 8.

JATA HA T3TUYAHE HA CPOKA HA TOAHOCT

T'ogen no:

9.

CIIEHMAJIHU YCJI0OBUSA HA CbXPAHEHMUE

10.

CIIEHUAJIHU ITPEAITASHU MEPKU ITPU U3XBBPJIISAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU UWJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA
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11. HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 62 Planta,
Barcelona, 08039

HWcnanns

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/20/1511/009

13. TTAPTHJAEH HOMEP

ITaptugen Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUJ 3A YHHOTPEBA

‘ 16. HMH®OPMAIIHAA HA BPAIJIOBA A3BYKA

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/I

‘ 18. YHHUKAJIEH WAEHTUPUKATOP — JAHHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPSABBA JA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA HA BYTHJIKA

1. NME HA JIEKAPCTBEHUSA ITPOAYKT

Cynutnau6 Accord 50 mg TBbpaM Karcynm
CYHUTHHHO

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

Bcska TBBpaa kancyna ceaspika 50,0 mg cyHuTHHHO.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEHIECTBA

‘ 4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

30 TBBpAM Karcyiu

5. HAYUH HA ITPUJIIOKEHUE U ITbT(MIIIA) HA BBBEK/IAHE

IlepopanHo npunoxeHue.
[Ipenu ynoTtpeba mpoverere JIUCTOBKATA.

6. CIIEHUAJIHO ITPEAYHPEXJIEHUE, YUE JIEKAPCTBEHUSAT ITPOAYKT TPABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HOTI'JIEJA U JOCET'A HA JIEITA

I[a CC CbXpPaHsBa Ha MACTO, HCAOCTHIIHO 3a JCHa.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHNA, AKO E HEOBXO/JINUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHMUE

TAX, AKO CE U3UCKBAT TAKHUBA

10. CHEIWUAJIHU ITPEAIIASHU MEPKH I1PU U3XBBPJIAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPHUAJIA OT

11. HWME U AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA
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Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 62 Planta,
Barcelona, 08039

HWcnanuns

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/20/1511/012

13. TTAPTHJAEH HOMEP

ITaptugen Ne

‘ 14. HAYMUH HA OTIIYCKAHE

‘ 15. YKA3AHWUJ 3A YIIOTPEBA

| 16. HMH®OPMAIHS HA BPAIJIOBA A3BYKA

Cynutunu6 Accord 50 mg

‘ 17.  YHUKAJIEH WAEHTU®PUKATOP — JIBYU3MEPEH BAPKOJ

JByn3mepeH 0apKoJ ¢ BKIIOYEH YHUKAJICH UACHTH()HKATOP.

‘ 18. YHHUKAJIEH WAEHTUPUKATOP — JAHHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JIA CBbABPKA IBPBUYHATA OITAKOBKA

ETHUKET 3A OITAKOBKA HA BYTHUJIKA

1. HNME HA JIEKAPCTBEHUS TPOAYKT

Cynantuanb Accord 50 mg kancynu
CYHUTHUHHUO

2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEIIECTBO(A)

Bcesika TBBpaa Karcyna ceabspxa 50,0 mg cyHUTHHHUO.

3.  CHOUCBHK HA HOMOIIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

30 TBBpAU KamCyau

5. HAYHUH HA ITPUJIOKEHUE U TbT(UIIIA) HA BbBEK/IAHE

IIepopanHo mpunoxeHue.
Ilpean ynorpeba mpodeTeTe JIMCTOBKATA.

6. CIIEHUAJIHO ITPEAYHPEXJIEHUE, YUE JIEKAPCTBEHUSAT ITPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U JOCET'A HA JIEITA

Ja ce cpxpansBa Ha MACTO, HEAOCTHITHO 3a JICTIa.

‘ 7. APYI'U CHEHNUAJIHU NPEAYIPEXJIEHNA, AKO E HEOBXOJNMO

‘ 8. JATA HA T3TUYAHE HA CPOKA HA TOAHOCT

T'ogen no:

9. CIIEHMAJIHU YCJIOBUSA HA CbXPAHEHUE

TAX, AKO CE U3UCKBAT TAKUBA

10. CHELOHAJIHU INPEANIASHU MEPKHU NPU U3XBDBPJISTHE HA HEU3IMOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH WJIN OTITAABYHU MATEPHAJIA OT

11. HMME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA
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Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona s/n, Edifici Est, 62 Planta,
Barcelona, 08039

HUcnanns

12.

HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/20/1511/012

13.

ITAPTUJAEH HOMEP

TTaptunen Ne

| 14,

HAYHNH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

WHPOPMAIIMS HA BPAHJIOBA A3BBYKA

YHUKAJIEH HIEHTUHO®UKATOP — IBYU3MEPEH BAPKOJ

YHUKAJIEH NWIEHTHUO®UKATOP — JAHHU 3A YETEHE OT XOPA
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Bb. JUCTOBKA

7



JIncroBka: nHopmanus 3a noTpeduTe s

Cynutunud Accord 12,5 mg TBbpIU KancyJau
Cynntunn6 Accord 25 mg TBbpIH KancyJin
Cynutunu6 Accord 37,5 mg TBbpIU KancyJiu
Cynutunun6 Accord 50 mg TBBpaH KarncyJim
CyHUTHHHO (sunitinib)

IIpoueTeTe BHMMATEIHO USJIATA JIMCTOBKA, PeIH 1A 3all0YHeETe /1a pUeMaTe TOBa JIeKapCTBO,
Thil KaTo TS ChABbPKA BaxkHa 3a Bac undopmanus.

- 3ana3zeTe Ta3u IUCTOBKA. MoKe J1a ce HAJIOXKU J1a 51 IPOYETETEe OTHOBO.

- AKO MMare HIKaKBH JOITBIHATEIHN BBIIPOCH, TIONIUTalTe Bammmst nexap, papManeBT uiu
MEJIUIIMHCKA CEeCTpa.

- ToBa nekapcTBo € npeanucano auyHo Ha Bac. He ro nmpeorcrenBaiite Ha Apyru xopa. To Moxe
Jla UM HaBpEeIly, HE3aBUCHUMO UYe MPU3HAIIUTE Ha TSIXHOTO 3a00JIIBaHe ca ChIUTE KaTo Bammre.

- AKO TIONTyuHTe HIKaKBH HEXeJlaH! peakiuy, yBeaomeTe Bammus nekap, papmarest nim
MEJIMLIMHCKA cecTpa. ToBa BKIIIOUBA U BCUUKU Bb3MOKHU HEXKEIIAHU PEaKLIUK, HEONIHCAHU B
Ta3u JIUCTOBKA. BrokTe Touka 4.

Kakso CbAbpPiKa Ta3u JTUCTOBKA

Kakso npencransBa CynutiHuO AcCOrd u 3a KakBo ce U3I0J13Ba
Kaxkso Tpsi0Ba na 3Haere, npenu na npuemere Cynutuauod Accord
Kak ma npuemare Cyauruaun6 Accord

BBb3MOKHY HEXENaHU peakiuu

Kaxk na cpxpansBareCynutinauod Accord

ChbrpprkaHue Ha OTIAKOBKATa M JOIBIHUTEIHA HH(OpMAaIs

oarwNE

1. Kakso npeacraBiasiBa CyHuTunu6 Accord u 3a KakBo ce H3M0J13Ba

Cynutnan6 Accord chabpka akTHBHOTO BEILIECTBO CYHHUTHHHO, KOETO € MPOTEHHKUHA3CH
uHxubuTop. M3nomn3sa ce 3a geueHre Ha pak 4pe3 NPeoTBPATABAaHE HA aKTUBHOCTTA HA CIIELUaJIHA
rpyna npoTenHH, 3a KOUTO CE 3Hae, Y€ y4acTBaT B pacTexka U pa3NpOoCTPaHEHUETO HA PAaKOBUTE
KJIETKH.

Cynutnau6 Accord ce u3ros3Ba npu Bb3pacTHHU 3a JICICHHE Ha CICTHUTE THIIOBE KAPIIMHOM:

- I'acrponnTectnnanen ctpomainer Tymop (I'MCT), Bua kapiiHOM Ha cTOMaxa U 4epBarta, IpH
KOMTO MMaTnHUO (Ipyro MpOTHBOPAKOBO JIEKAPCTBO) Beue He Bu feiicTBa ninm He MoxeTe /1a
npuemMare UMaTHHUO.

- Meracratuden 660peuno-kieTrueH kapiuaoM (MBKK), Bua kapunHoM Ha OB0peruTe, KOMTO
C€ € pa3pOCTPaHUI U B JPYTd YacTU Ha TSJIOTO.

- HeBpoennokpuauu Tymopu Ha 3aacroMarinata xJiesa (MHET) (Tymopu Ha XOpMOH-
NPOM3BEKAALINTE KJIETKH Ha 3a/ICTOMAIIHATA JKJIe€3a), KOUTO ca HallpeJHall WK He MoraT Aa
ObJaT OTCTpaHEHHU XUPYPTUYHO.

AKO UMaTe HSIKaKBH BBIIPOCH Kak jeiictBa Cynntuan® Accord wmu 3amo Bu e npeamnmcano Tosa
JIEKapCTBO, monuTaiiTe Bammus nekap.

2. Kakso Tpsi6Ba na 3naere, npeau aa npuemere Cynntunud Accord
He npuemaiite Cynurunut Accord

- aKo CTe aJIeprUYHU KbM CYHUTHHHO HJIM KbM HSAKOSI OT OCTaHAJIHMTE ChCTaBKH Ha TOBA
JeKapcTBO (M30pOeHH B ToUKa 6).
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IIpexynpeskaeHus U NpeanasHu MepKH
T'oBopere ¢ Bamust 1exap uim papmaueBT npeau aa npuemere Cynurunud Accord:

- AKoO MMaTe BUCOKO KPbBHO Hajsirane. CyHuTuHUO ACCOrd Mosxe 1a MOBHUIIH KPhBHOTO
Hansrade. Bammst nexkap Moke 1a mpoBepH KpbBHOTO Bu HansiraHe 1o BpeMe Ha JIEUEHUETO
cbc CynntHu6 Accord u Mosxe 1a Ob1aTe JIEKyBaHH C JIEKapCTBa 3a MOHMW)KaBaHE HAa KPHBHOTO
HaJIsIraHe, ako ce Hajara.

- AKo0 MMaTe HWJIH cTe UMAaJIM 3a00JIIBaHe HA KPBBTA, MPo0JIeMH ¢ KbPBeHe WM 00pa3yBaHe
Ha cunuHu. Jleuernero cbe CyHnTHHHO ACCOrd MOsKe /1a TOBe/IE 0 TOBHUIIIEH PUCK OT KbPBEHE
WK J1a I0BeJie 10 NPOMEHH B Opost Ha HAKOM KPBbBHHU KJIETKH, KOETO OM MOTJIO /1a IOBEE JI0
aHEeMUS MJIM Jja OBJIMsIe BBPXY CIIOCOOHOCTTA Ha KpbBTa Bu 11a ce chcupBa. AKo Ipuemare
BapdaprH WK alleHOKyMapoJl — JIeKapCcTBa, KOUTO pa3pexaaT KPbBTa, 3a 1a IPeJOTBPATAT
00pa3zyBaHETO Ha ChbCUPELHU, PUCKBT OT KbPBEHE MOKe J1a Obie mo-roisM. TpsOBa ga kaxere Ha
Baiust iekap ako mMarte HAKakBO KbpBeHe, Jokato npuemarte Cynurunu6 Accord.

- Axo umare cbpaedHu mpoodaeMu.CyHutnHnO AcCCord Moxke 1a MpUYMHH ChPICYHHU POOIEMHU.
Tps6Ba ga kaxere Ha Bamus nexap ako ce 4yBCTBaTe€ MHOTO YMOPEHH, UMATe 3a1yX WU
MOy TH XOJUJIa UTJIE3EHH.

- AKo UMaTe HapyuIeHHsi Ha cbpaeuHusi puTbM. CyHuTnHHO ACCOrd MoXxe J1a mpeau3BruKa
HapyweHus B cepaeunust Bu puteM. Bammst nekap mosxe n1a Bu Hanpasu
eJIEKTPOKapANOTPaMHU, 32 2 OLEHH Te3H IIPpobIeMu 1o BpeMe Ha jJeueHueTo Bu cec CyHUTHHUO
Accord. TpsioBa aa kakete Ha Bamms iekap ako ce 4yBCTBaTe 3aMasHHU, Mpuiiomasa Bu win
nmare cepreduene, fokaro npuemarte Cyautuaub Accord.

- AKO cTe UMAJIU MPO0JIeMH ¢ KPbBHHU ChbCHPell BbB BEHUTE W/ WM apTepuuTe (BUI0BE
KPBbBOHOCHH CBH/I0B€) HACKOPO, BKIIOYUTEIHO HHCYJIT, Chp/AedeH NPHCTHI, eMOOIus HIH
TpoMoO03a. OGanere ce BeqHara Ha Bammms nekap, ako o BpeMe Ha jedeHneTo cbc CyHUTHHHO
Accord umaTte cMMITOMH KaTo 00JIKa WM HATHCK B I'bPIKTE, OOJIKA B pBIIETE, I'bp0Oa, BpaTa Uil
4eJI0CTTa, 3ayX, BKOUAHEHOCT MJIM CIa0O0CT B eIHaTa MOJIOBMHA Ha TSIIOTO, 3aTPYAHEH rOBOP,
r71aBo0OOJIHE WITH 3aMastHOCT.

- AKo0 cTe HMMaJIn aHeBpu3Ma (pasmI/Ip;[BaHe U OTCJIa0BaHe Ha CTEHA Ha KPBbBOHOCCH C'L,Z[) N
Pa3KbCBaHE Ha CTCHA Ha KPHbBOHOCCH CB/I.

- AKO UMaTe HJIM CTe HMAJIH YBPe:KIaHe HA Hal-MaJIKUTe KPbBOHOCHH Ch/I0B€, H3BECTHO
KaTo TpomooTuuHa Mmukpoanruonatus (TMA). TpsOBa na kakere Ha Bammms nekap, ako
pas3BHeTe Tpecka, yMopa, OTHaIHaloCT, 00pa3yBaHe Ha CHHUHHU, KbPBEHE, I0yBaHe,
o0BpKBaHe, 3ary0a Ha 3peHHe W MPUIAIBIIH.

- AKo nMaTe NpodJieMH ¢ IUTOBUIHATA Kje3a. CyHutnanO ACCOrd Mosxe 1a IpUYuHA
npoOJieMH ¢ IMUTOBHHATA *kJe3a. Tpabsa na kaxere Ha Bammns nexap ako 1o BpeMe Ha
nedyenuero cb¢ CyHuTnHUO ACCOrd ce m3MopsiBaTe Mo-JIECHO, NMO-CTyIeHO Bu € B cpaBHEHHUE ¢
OKOJIHUTE WiIn rnackT Bu crane apesras. dyunkuusara Ha Bamara mutoBuaHa xiesa TpsOBa aa
ObJie IpOBEpeHa, MpeI JICUSHUETO U PEIOBHO 110 BpeMe Ha JICYCHUETO. AKO IIUTOBHIHATA Bu
XKJIe3a He TIPOM3BEX/1a TOCTaThYHO TUPEOUICH XOPMOH, MOKe J1a Bu 0b1e mpuinoxeHo
TUPEOUJHO-3aMECTUTEIHO XOPMOHAIHO JICUCHHUE.

- AKO IMaTe WJIM CTe NMAJIH MAHKPEATHYHH WJIH KJIbYHH HapymeHus. Tpsa0OBa ga kaxkere Ha
Bamus nexap ako moiyduTe HAKOM OT CIEAHUTE CHMIITOMH: 0OJIKa B 00JIacTTa HA cCTOMaxa
(ropHata yacT Ha Kopema), TajieHe, MOBphIaHe U TeMIepaTypa. ToBa MOXe Jja ce AbIKU Ha
BB3MAJICHUE Ha 3aJICTOMAIITHATA JKJIe3a MIIM Ha KIIbYKaTa,

- AKo0 MMaTe MWJIM CTe NMAJIH YepHoAPoOHM npodaemu. TpsOBa ga kaxkete Ha Bamms nexap ako
pasBHUeTe HAKOU OT CIEJHUTE CUMITOMM Ha YepHOAPOOHH NPOOIEMH 110 BpeMe Ha JICUYCHUETO
cbe Cynutnnu6 Accord: chbpOex, MOKBITABAHE HAa KOXKATA U OUUTE, ThMHA YPHHA U 00JIKA UK
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IUCKOMQOPT B ropHaTa IsICHa KOpeMHa o0siacT. BamusT jgekap TpsOBa 1a HanpaBu KPbBHU
W3CNEeBaHuUs, 3a a IpoBepH YepHoApoOHaTa Bu (yHKIMS npean U 1o BpeMe Ha JI€IEHUETO ChC
Cynutunu6 Accord u ako ce Hajara Criopesi CbCTOSIHUETO Bu.

- AKO0 MMAaTe WM CTe UMAJIN 0bOpPeYHu npodJaeMu. Bamusar jgekap me mpociaean 0p0pedHaTa
Bu dynkmus.

- Axo Bu npeacroun onepauust wiin Hackopo ca Bu onepupaiu. Cynutinand Accord mosxe 1a
NOBJIHsAC Ha HAUYMHA, TI0 KOWTO 3a3apaBsBar panute Bu. OOukHOBeHO JeueHneTo Bu cbe
Cynutnnu6 Accord me 6b1e crpsiHo, ako Bu npencron onepanus. Bammsr nekap e pemu
KOTa Jia 3aroyHe OTHOBO JieueHneTo ¢be Cynnturnd Accord.

- Mo:ke 1a ObAeTe IOCHBETBAHHU /1a HANIPABHTE CTOMATOJIOTMYEH NperJie] nNpeau a
3anmouHere Jiedenune cb¢ CyHurunud Accord.

- aKo MMate Wi cTe uMaiu 0oJIKa B ycTaTa, 350UTe W/UIIK YeNIOCTTa, IOLyBaHe WIIH Bh3MaJICHHE
B yCTaTa, BKOYaHEHOCT MJIM YyBCTBO HA TEXKECT B YEJIIOCTTA WJIM Pa3KJIallaHe Ha 360, BeAHara
KaxeTe Ha Bammms nexap v 3p001eKap.

- aKo ce Hajara Ja ce MoJI0KUTe Ha CBBP3aHO C KbPBEHE CTOMATOJIOTHYHO JICUeHHE I
CTOMATOJIOTHYHA ollepanus, Kaxxere Ha Bammus 3p001ekap, ue ce nexysare cb¢ CyHUTHHUO
Accord, ocobeHo ako omie Bu ce mpunarat wim ca Bu npunaranu 6udocdonaTi HHTpaBEHO3HO.
Budocdonarute ca nekapcTpa, M3MOI3BaHU 32 IPEJOTBPATIBaHE HA KOCTHHU YCIIOKHEHUS,
KOHMTO MOKE J1a ca MPHIOKEHH 32 IPYr0 MEAULUHCKO ChCTOSHHE.

- AKO IMaTe WM CTe NMAJH HAPYIIEHHS HA KOKATAa M MOJK0KHATA ThKaH. JlokaTo
preMaTe TOBa JIEKapCTBO MOXKE JIa HACTBIIH ,,[THOIepMa TaHTpeHo3yM” (60Ie3HEeHO
pa3s3BsiBaHE HA KOXKATa) WM ,,HeKpoTu3upail paciuut’ (0bp30 pa3npocTpaHsBaiia ce
WHQEKIUS Ha KOXaTa/MEKHTE ThKaHH, KOSTO MOXe Jia Objie suBoTO3acTpariasama). CBbpxeTe
ce BenHara ¢ Bamms jekap, ako ce MOSBAT CUMIITOMH Ha WHPEKINS OKOJIO KOKHO YBPEXKIaHe,
BKJTIOYBAIIN BHCOKA TEMITepaTypa, O0iKa, 3auepBsiBaHe, MMOAyBaHE WX OTACISHE Ha THOH WIIN
KpbB. ToBa chOUTHE OOMKHOBEHO € 00paTHMO CJIe/I TPEKpaTsABaHe Ha MpueMa Ha cyHUTHHUO. C
ynorpebaTa Ha CYHUTHHHO ce ChOOIIaBa 3a TSKKH KOXKHU peakiuu (cuHapoM Ha CTUBBHC-
JI>KOHCBH, TOKCHYHA enuaepMaliHa HEKPOJIU3a, eputemMa My ITudopMme), KOUTO Ce IPOSIBIBAT
I'bPBOHAYAIIHO KaTO YePBECHUKABY, IT0JI00HU HAa MUIIICHA TOYKU WINA KPBIJIH METHHIIA, YECTO C
[EHTPAIHO Pa3IOJIOKEHU MEXYPH 10 Tsu10T0. OOPUBBT MOXKE J1a MPOrpecrpa 0 MIHPOKO
pasnpoCTHpAIIX CE MEXYPH HJIH JIIOIIEHE Ha KOXKaTa U MOXe J1a O'bJie )KIUBOTO3acTpalllaBal.

AKo pa3BueTe 00pHB WM T€3W KOKHH CUMITTOMH, HE3a0aBHO IMTOTHhPCETE CHBET OT JICKap.

- AKO HMAaTe WJIH CTe UMAJIH npunaabiu. BenHara KakeTe Ha Bamms JICKap, ako uMate
BHUCOKO KPBBHO HaJIATaHC, r1aBO0OIINE WK 3ary6a Ha 3pCHUC.

- Axo umarte auader. CTOMHOCTHTE HA KPhBHATA 3aXap MPH MAIUSHTUTE ¢ quadeT TpsoBa Ja
OBJIaT MPOBEPSIBAHU PETYIISPHO, 32 J1a CE OLCHH JaJH JIO3UTE HA aHTUIUAOETHOTO JIEKAPCTBO
TpsiOBa Ja ObJie MPOMEHEHA, 3a Jia Ce HaMaJli PUCKBT OT MOHW)KaBaHEe Ha KpbhBHATA 3axap.
YBenomere Baius nekap Bb3MOKHO Hal-CKOPO, aKO MOJIyYUTE KAKBUTO U J1a € TPU3HAIU U
CUMIITOMH Ha HUCKa KpPbBHA 3axap (ymMopa, ChbplieOMeHe, U3NO0TABaHe, 3] 1 3ary0a Ha
Ch3HaHUE).

Jlena v roHOIIIH
Cynutnnu6 Accord He ce npernopbyBa Ha Bb3pacT 1noJ 18 roauHu.
Jpyru aekapcrea u Cynurunué Accord

TpsabBa na kaxxere Ha Bamms nexap wim ¢apManeBT, ako IpreMaTe, HACKOPO CTe TpHUeMalld WIH €
BB3MOXKHO JIa TIpUeMare JApyTH JIeKapcTBa, BKIIOYUTETHO JeKapcTBa 0e3 JeKapcKo MpencaHue.

Hsikou nekapcTBa MOraT Ja OKaxar BIHsHUE BbpXy HuBaTa Ha CyHutunu6 Accord B opranusma Bu.
Tps6Ba na unGopmupare Bamms nekap, ako mpuemare JIeKapCTBa, ChAbPKAIIN CICAHUTE aKTHBHU
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BC€IICCTBA:

KETOKOHA30JI, HTPaKOHa30J — JISKapCTBa, U3MOI3BAHH 32 JICUeHHE Ha M’bOMYHH HH()EKIUH

SPUTPOMHIIMH, KIAPUTPOMUIIMH, pU(AMITUIINH —H3II0JI3BaHH 3a JICUCHHE Ha HH(EKIHH

pUTOHaBUP —U3IOI3BaH 3a JiedeHue Ha XM B

JeKCaMeTa30H — KOPTHUKOCTEPOU I, H3TI0JI3BaH 3a JICUCHHE Ha Pa3IMuHK 3a001siBaHus (KaTo

HaIpuMep alepruu/HapyIeHUs B IUIIAHETO WIIH KOYKHU 3a00JIIBaHNU )

o (ennronH, kapbamazenuH, peHoGapOHUTaN — U3NOI3BAHHU 32 JICUEHHE Ha SMUIIETICHS U JPYTH
HEBPOJIOTHYHHU 3200 IsIBAaHHS

o PacTUTEIHN IPOIYKTH, ChIBPXKAIIY XbAT KautapuoH (Hypericum perforatum) — usmonssanu 3a

JICYCHUETO Ha ACTIPECHUS U TPEBOKHOCT

Cynutunu6 Accord ¢ XpaHu ¥ HANUTKH
TpsibBa 1a u30sATBaTe NpreMa Ha COK OT rpeindpyT no Bpeme Ha sieuenne cbe Cynutnauo Accord.
BpemeHHOCT U KbpMeHe

AKo cTe OpeMeHHa WM KbPMHTE, CMATATE Ye MOXKe J1a CTe OpeMeHHa WIIH TIaHupaTe OpeMEHHOCT,
nochBeTBaiiTe ce ¢ Bamms nekap unu hapManeBT, mpenu ynorpedara Ha TOBa JIEKapCTBO.

AKO 1Ma BEepOsTHOCT Jia 3a0peMeHeeTe, Tpsi0Ba J1a U3I0JI3BaTe HAJEKIEH METO]] Ha KOHTpaLeNnus 110
Bpeme Ha sieueHne cbe Cynutunu6 Accord.

AKo KppMHTE, KaxkeTe Ha Bammst mekap. He OuBa ma kepMuTe 1Mo Bpeme Ha JiedeHue ¢cb¢ CYHUTHHHUO
Accord.

Ilodupane n paéora ¢ MAIIMHU

AKO TIoTyunTe 3aMaiiBaHe WM C€ YyBCTBAaTE HEOOWYATHO YMOpEHH, Ob/IeTe 0COOEHO BHUMATEITHH,
KoraTo modupare wim paboTUTE C MAITAHU.

Cynutunu6 Accord cbabp:ka HATpHii

ToBa nexkapcTBO ChAbpIKa mo-mManko ot 1 mmol (23 mg) narpuii (kpockapmenosa HaTpuil) Ha
Karicyna, T.€. MOXe Jia ce Kaxe, 4e MPaKTHIECKH He ChAbPKa HATPHIA.

3. Kak na npuemare Cynntunud Accord

Bunaru npuemaiite TOBa JIEKapCTBO TOYHO KakTo Bu e ka3an Bammsr nekap. AKo He cTe CUTYpHHU B
HElo, nonuTaiTe Bawmms nekap.

Bammsrt nexap mie npeanuiie noaxosmiaTa 3a Bac 103a, B 3aBUCHUMOCT OT BUJa Ha TyMOpa. AKO CTe

MO/JIO’KEHU Ha JICUCHUE 3a:

- I'MCT nnmm MBKK: ob6uuaiinata no3a e 50 mg BeIHBX JHEBHO, 32 28 MHU (4 ceqMuIn),
nocienBana ot 14 nuu (2 ceaqmuiin) naysa (0e3 J1eKapcTBo), B 6-CSAMUYHU ITUKITH.

- nHET: obuyvaiinara no3a ¢ 37,5 Mg BeJHBK JHEBHO O3 NEpro/1 Ha TOYMBKA.

Bammsar nekap 1me onpeaenn Nogxonsiara 103a, KosSTo TpsAOBa Aa npuemare, KakTo U JAald U Kora
Tpsi0Ba 1a cupere JieueHneto ¢be Cynutunnd Accord.

Cynutnnu6 Accord Moxe J1a ce mpueMa chC WM 0e3 XpaHa.
AKO cTe TIpueJId noBeve ot HeoOxoqumara 103a Cynurunud Accord

AKo ciIy4aifHO cTe IpHel TBbpAE MHOTO Karcyiu, nHpopMupaiite Bennara Bamus nekap. Bue moxe
Jla Ce HYXKIAeTe OT JICKAPCKU IPUXKH.
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AKo cte pomycHayin 1a npuemere Cynntunud Accord

He B3emaiiTe aBoiiHa 1032, 32 1a KOMIIEHCHUpATEe MPOIyCHATaTa J03a.

4, Bb3MoKHN HeKeJIaHU peaKIuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPEAMN3BHUKA HEKCIAaHU PE€AaKIIUU, BBIIPEKU Y€ HC
BCCKMU I'M I1IOJTy4aBa.

TpsbBa BeHara f1a ce cBbpKeTe ¢ Bammust nexap ako moxyduTe HIKOS OT Te3H CEPHO3HU HEXKETaH!
peakuuu (Brokre oie Touka 2 KakBo TpsoBa a1a 3Haere, mpeau aa npuemere Cynurunud Accord):

Cobpaeunn npodaemn. TpsoOBa ga kaxeTe Ha Bamms nekap ako ce 9yBCTBATE MHOTO H3MOPEHH,
nMatTe 3ayX WU MMOAYTH KpaKa U I'JIC3CHU. Tosa moxe Ja ca CUMIITOMU Ha CbpACUHU HpO6JIeMI/I,
KOUTO BKIIOYBAT ChpJIeYHA HEIOCTATHUYHOCT U MPOOJIEMH ChC ChPJSYHUS MYCKYH (KapAUOMHUONATHS).

IIpo6siemu ¢ 6esuTe ApodoBe MM AuaHeTo. TpsiOBa 1a KakeTe Ha Bamms nekap ako nmare
KallInna, 00JKa B I'bpPIUTE, BHE3AIEH 3a0yX WM U3KaIIIsITEe KpbB. ToBa MOXeE 1a ca CHMITOMM Ha
CBCTOSTHHE, HapedeHo 0enoapobeH eMO0Irn3bM, KOETO e TIOyyaBa KOraTo KPbBEH ChbCHPEK JIOCTHTHE
no 6enute Bu nmpoGose.

Bbopeunu HapymeHnus. TpsOBa na kaxere Ha Baius nekap ako ypuHupare ¢ mpoMeHeHa YeCToTa
WM HE YPUHHpPATe, TOBa Morar Jia ObJaT CUMIITOMY Ha ObOpEeYHA HEAOCTATHYHOCT.

KbpBene. Tps0Ba ga kakete Ha Bamust nexap ako iMare HIKOH OT CISIHUTE CUMIITOMHU WIIN
poOJIEMH CHC CEPHO3HO KBPBEHE TI0 BpeMe Ha JieueHneTo ¢be CyHuTHHIO ACCOrd: 60/Ie3HeH TOAYT
KOpeM; MOBpBIlIaHe Ha KPBB; YEPHH, JIETIKaBH U3MPAKHEHUS; KbpBaBa ypHUHA; TT1aBOOOTUE UITH
MPOMSIHA B IICUXMYECKOTO BU ChCTOSIHME; N3KANIUISHE HA KPBB WM KbPBAaBH XPayKH OT OCIHUTE
JpoOOBE WK OT TUXATSITHUTE MBTHIIA.

Pa3nagane Ha TyMOpa, BOJ€eIIO 10 MPOOUB B 4epBoTO. TpsiOBa a kaxkere Ha Bamus iekap ako
uMaTe CHITHAa KopeMHa 00JiKa, TeMIiepaTypa, TajaeHe, MoBphIaHe, KpbB B U3NPAKHEHUATA WIIH
IMPOMCHHU B YPECBHUTC HABUIIH.

Hpyru Hexenanu peakiuu cb¢ CyHUTHHHO ACCOrd MOsKe 1a BKIFOYBAT:

MHoro gyectu: Morar fia 3acertar moseue ot 1 va 10 gymmu

. Hamanen 6poii TpoMOOIINTH, YepBEHH KPHBHU KIETKU M/ O€IM KPBbBHU KJIETKH (HArp.
HeyTpoduin).

Henoctur Ha BB31yX.

Bucoko kpbBHO HaySTaHe.

Kpaiina ymopa, 3ary0a Ha cuia.

[MomyBaHe, TBIKAIIO CE HA TEYHOCT MOJT KOXKATa WITH OKOJIO OYHTE, JIBIOOK allepruieH 00pHB.
Bonka/npa3zHeHe B ycTara, 3auepBsiBaHe/Bh3IIAIICHAE/CYX0Ta B ycTaTa, IPOMEHH BbB BKYCa,
pa3CTpOeH CTOMax, TaJieHe, MOBPhIIaHe, IUaphs, 3arek, O0JIKa/oayBaHe B Kopema,
3ary0a/HamMaIsiBaHE Ha areTuTa.

[loHmKeHa aKTHBHOCT Ha IIMTOBHIHATA JKJI€3a (XUTIOTHPEOUAUIBM).

3amasHOCT.

I'maBobomnme.

KspBene ot Hoca.

Bonku B repba, OOJIKH B CTaBHTE.

Bonka B pblieTe U Kpakara.

[loxxpnTABaHE Ha KOXKaTa/00E3IBETSIBAHE HA KOXKaTa, TPEKOMEPHO OIBETSBaHE Ha KOXKATa,
MpOMSsHA B [IBETa Ha KocaTa, OOpUB 110 JJIAHUTE Ha PBIIETE W XO[UIaTa, OOPUB, CyXaKoxKa.
. Kamuuna.
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Bucoxka Temneparypa.
TpyaHo 3acniuBaHe.

Yectu: morart ga 3acernar 10 1 va 10 gy

KpbBHEU chcupenn B KpbBOHOCHUTE CHIOBE.

HenocraTpuHoCT Ha MPUTOKA HA KPBB KBM CHPISYHHAS MYCKYJI, TIOPAIH 3aIlyIIBaHE WIIH
CTECHSIBaHE Ha KOPOHAPHUTE apTEPUH.

Bboinka B repaure.

Hamaneno kon1u4ecTBO KpbB, U3MOMIIBAHO OT CHPIIETO.

3apbiKKa Ha TEYHOCTH, BKIIOYUTEITHO OKOJIO OenuTe Apo0oBe.

WNHudpeknuu.

YcnoxHeHne Ha Texxka nHpekius (HaTnYHa B KPhBOOOPAILIEHUETO), KOSATO MOXKE J1a JOBEIC JI0
YBpEkKJAaHe Ha ThKaHU, OpTaHHA HEAOCTATHYHOCT U CMBPT.

IMoHmxeHa KpbBHA 3aXap (BHKTE TOUKA 2).

3ary0a Ha OeNThK C ypHHATA, TOHSIKOTA BOJIEINA 0 OTOIH.

I'punonono6en curIpOM.

AOGHOPMHH KPBHBHH ITOKA3aTENH, BKIFOYBAIIY TAHKPEATHYHU 1 YSPHOIPOOHH SH3UMH.
Bucoko HHBO Ha MMKOYHA KUCEIWHA B KPHBTA.

XeMmopowu iy, 00JIKa B IPaBOTO Y€PBO, KbPBEHE OT BEHIIUTE, 3aTPYTHEHO MPETIbINaHe WU
HEBB3MOXKHOCT JIa C€ MPETIhIIA.

[Tapemo nim Gone3HEHO ycellane Ha e31Ka, Bh3MaJieHre Ha OOBUBKATa Ha XPaHOCMUJIATETHHS
TPaKT, IPEKOMEPHO KOJIUYECTBO ra30BE B CTOMaxXa WU uepBaTa.

3ary0a Ha Tero.

MyckynHo-ckeneTHa 0oika (00IKa B MyCKYJIUTE U KOCTHTE), MyCKyJTHa Cl1aboCT, MyCKyJIHa
yMopa, MyCKyJTHa 00JIKa, MYCKYJIHU CITa3MH.

Cyxorta B HOCa, 3amyIlIeH HOC.

IIpekoMepHO ChI30TEUCHUE.

HeoOwnyaiiHa 4yBCTBUTEITHOCT Ha KOXaTa, ChbpOEK, JIIOIICHE U Bh3MAJIICHUE HA KOXKATa, MEXYPH,
aKHe, MPOMSHA B I[BETA HA HOKTUTE, KOCOTIA].

HeoOuyaiinu yceranus B KpaiHUIUTE.

HeoOuuaiiHo moHmKeHa/yBenueHa 9yBCTBUTEITHOCT, OCOOSHO TPH JIOTIHP.

Kucennnu B cromaxa.

O06e3BoHsABaHE (IeXUApaTAIIHS).

I'opemu BbaHU.

HeoOuuaiiHo orBeTeHa ypuHa.

Henpecust.

Brpucane.

Heuwectu: morar na 3acernat 1o 1 na 100 gymm

JuBoro3actpamapaiiy HHPEKINU HA MEKUTE ThKaHH, BKIIOYUTEITHO aHO-TeHUTAIHATa 00acT
(BKTE TOYKA 2).

VYnap (uaCYynT).

CobppedeH HH(APKT, MPUYMHEH OT NPEKbCHAT MJIM HAMAJICH IIPUTOK Ha KPBB KBbM ChPLETO.
[TpoMsiHa B eleKTpuYecKaTa akTHBHOCT Ha ChPIIETO HJIM HEMIPABUIICH ChPJICUYCH PUTHM.
TedHOCT OKOJIO CHPIIETO (MIEPUKAPIICH U3ITUB).

YepHOAPOOHA HETOCTATHYHOCT.

Bonka B ctomaxa (kopeMa), IPUYMHEHA OT Bbh3MAJICHHE Ha 3aICTOMAIITHATA JKJIe3a.

Pa3nan Ha Tymopa, Bozeln 10 mpoOuB Ha uepBara (nepdoparus).

Bwp3nasnenue (moayBaHe U 3aU4epBsBaHE) Ha XKITbYKATa ChC MM O€3 CBBP3aHU C HEro KAMBHU B
KITHUKATA.

HeecrecTBeHO KaHaTYe, CBBP3BAIIO €/IHA TEIeCHA KyXHHA C Ipyra WK ¢ KoXara.

Bosnka B ycTara, 350MTe W/WIH YETI0CTTA, OyBaHe WM BB3MAJICHNE B yCTaTa, BKOYAHEHOCT
WK 9yBCTBO HA TEKECT B YEIIOCTTA WK pa3kiaiiane Ha 360. ToBa Moxe a ObaT CUMIITOMHA
Ha KOCTHO yBpEK/IaHE Ha YeNIIOCTTa (OCTEOHEKPO03a), BUXKTE TOUKa 2.

CBpBXIPOIYKIHS HA IMUTOBHIHNA XOPMOHH, KOSITO TIOBHIIIABA KOJIMYECTBOTO EHEPTHsI, KOETO
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TSAJIOTO U3IIOJI3BA IIPpHU ITOKO.

o IIpobneMHO 3a3mpaBsBaHe HA paHaTa Clie]l Orepalus.

o [ToBuIIIeHN KPBBHY CTOMHOCTH Ha eH3UMH (KpeaTHH(POC(HOKHHA3A) OT MYCKYJIHUTE.

o IIpekoMepHa peakius KbM allepreH, BKIIOYUTETHO CEHHA XpeMa, KOXKeH 00pUB, KOXKEH ChPOCK,
YPTHKApUs, TOyBaHEe HA YaCTH OT TSUIOTO M 3aTPYJAHEHO JHIIAHE.

. Br3nanenue Ha 1e0e10TO YepBO (KOIHUT, HCXEMHYCH KOJIHT).

Penxu: morat na 3acernat 1o 1 Ha 1 000 gymun

o Texka peakiys Ha Ko)kaTa W/uim muraBuiure (CHHApoM Ha CTuBBHC-/?)KOHCHH, TOKCHYHA
enuaepMaliHa HeKposin3a, epuremMa MyaTugdopme).
. Cunzpom Ha TyMopeH pasnan (CTP) — CTP, BkirouBa rpyna oT METaOOJIMTHH yCIO0KHEHHS,

KOHMTO MOTaT Ja Ce MOSBST 0 BpeMe Ha JICUEHHETO Ha pak. Te3u yCI0KHEHHs ce MPUYNHSIBAT
OT pa3najHuTe NPOIYKTH HA YMUPAILUTE PAKOBH KJIETKH M MOTAT /1a BKIIOYBAT CIEIHOTO:
raJicHe, 3a/1yX, HEpaBWIEH CbPACUEH PUTHM, MYCKYJIHH CIIa3MH, IPUIATbLH, IOMbTHABAHE HA
ypUHAaTa U yMOpa, CBbP3aHH C HAPYLICHUS B PE3YJITATUTE OT Ja0OPATOPHUTE U3CIICABAHUS
(BUCOKM HMBA Ha KaJiuii, MMKOYHA KrcennHa U Gochop M HUCKM HUBA HA KNI B KPBBTA),
KOUTO MOTaT Jia IOBEJIaT JI0 MPOMEHHU B ObOpevHaTa yHKIUS U 0CTpa ObOpeuHa

HEJIOCTaThYHOCT.

. HeobOu4aiiHo pa3rpaxmaaHe Ha MyCKYJIHTE, KOETO MOXKe J1a JJoBeae 10 OBOpedHH mpodieMu
(paboommonm3a).

o HeoOnyaiinu n3MeHeHHs Ha MO3BbKa, KOUTO MOTaT Aa Mp€An3BUKAT MHOXCCTBO CUMIITOMU, B

TOBA YHUCJIO I1aBOOOIHE, 00bPKBaHE, IPUTIAABIY U 3ary0a Ha 3peHue (CHHAPOM Ha o0paTUMa
3aJlHa JIEBKOEHIIeaomaTus).

Bonesneno pass3BsiBaHe Ha KOXkara (MMHOAEpMa FTAHTPEHO3YM).

Br3nanenue Ha yepHHs APOO (XENaTuT).

Br3manenve Ha MUTOBHHATA KIIE3a.

YBpexkaaHe Ha Hail-MaJIKUTe KPbBOHOCHH ChJIOBE, U3BECTHO KaTO TpPOMOOTHYHA
mukpoanruonatus (TMA).

C Heu3BecTHa YecToTa (0T HAIMYHUTE JAHHU HE MOXKE Jia ObJIc HalpaBeHa OICHKA):

L Pa3HII/Ip$IBaHC 1 oTcJIabBaHe Ha CTCHA Ha KPBBOHOCEH CBh/] WJIN Pa3KbCBAHC HA CTCHA Ha
KPBBOHOCCH CbJ (aHCBpI/IBMI/I " apTCpHAIHU Z[I/ICCKaL[I/II/I).
L Jlumica Ha CHCprus, 06’BpKaHOCT, CBbHJIIMBOCT, 0e3Cchb3HaHME/KOMa — T€3U CUMIITTOMU MOKE Ja ca

HpU3HAIM HA MO3bYHA TOKCUYHOCT, IPEIU3BUKaHa OT BUCOKM HUBA HAa aMOHSK B KPBBTa
(xunepamMoHeMHU4Ha eHIe(aIonaTus).

Cpho01iaBaHe HA HeKEJIAHU peaKIuu

AKO TIOJTyuHTe HSKaKBH HEXeJlaHH JISKAPCTBEHU peaklliu, yBeqoMere Bamms nekap, papManeBT uiu
MEIUITMHCKA cecTpa. ToBa BKIIFOUBA BCHUKH BH3MOKHH HEOTMCAHH B Ta3M JINCTOBKA HEXKEITAHH
peakiuu. MoKeTe ChIIO Jia ChOOIIUTE HeXEIIAaHU PEaKIuu TMPEKTHO Ype3 HallMOHAHATA CUCTEMa 33
choOmmaBaHne, mocodyena B [lpmnoxkenue V. Kato cho01maBaTe He)KeNaH! peaklii, MOXKETe Ja Ja/ieTe
CBOSI IPUHOC 32 MTOJIydaBaHe Ha MoBeUue HHGOPMAIHS OTHOCHO O€30TTaCHOCTTAa Ha TOBA JIEKAPCTBO.

5. Kak na cbxpansiBatre Cynntunud Accord

- Jla ce chXxpaHsBa Ha MSCTO, HETOCTHITHO 32 JieIia.

- He usnon3BaiiTe TOBa JIEKapCTBO CIIE] CPOKa Ha TOAHOCT, OTOCIISI3aH BbPXY KapTOHEHATa
OTIaKOBKa, OyTHUiIKarta u o6mucrepa cien ,,l onex 10:”. CpoKsT Ha TOAHOCT OTTOBapSI HA TMOCIEIHUS ICH
OT IIOCOYEHHMS MECEIL.

- ToBa jeKapCTBO HE U3UCKBA CICIMAIHH YCIIOBHS Ha ChbXPaHCHHE,

- He u3non3BaiiTe TOBa JIEKAPCTBO, aKO 3a0ENIeKUTE, Y€ OMTAKOBKATA € YBPEACHA HIIH UMa
CJIEZTU OT OTBapsIHE.

He H3XB’LpHHI>iTC JICKApCTBAaTAa B KaHAJIM3aluATa UJIU B KOHTCfIHGpa 3a JOMAalIlHHU OTIIaaAbIIH.
Ilonuraiite Bamus (I)apMaI_ICBT KaK J1a U3XBBbPJIATC JICKAPCTBATA, KOUTO BCUC HC U3IIOJI3BATC. Te3n
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MCPKH LI€ CIIOMOT'HAT 3a OIIa3BaHC HA OKOJIHATA Cpcaa.

6. ChabpskaHMe HA ONMAKOBKATA M J0NbJIHUTEIHA HH(pOpMaus
KakBo cbabpxa Cyantunud Accord

AKTHBHO BEIECTBO: CyHHTHHUO. Besika TBBpa Kamcyia chaspka 12,5 mg, 25 mg, 37,5 mg wiu
50 mg cynutunuo. Jpyru chcTaBKH:

- Kancynno cvovporcumo: ienmyino3a, MUKpokpucTamHa, MaauTol (E421), kpockapMerno3a HaTpHUi,
nosunoH (E1201), marue3ues cteapart.

- Cwvcmas na xancyrama: xxenatut, TutanoB auokcun (E171), gepen xenezen okcun (E172) (3a
25 mg u 50 mg), uepseH xene3eH okcun (E172) (3a 12,5 mg, 25 mg, 50 mg), *bAT Kene3eH
okcun (E172) (3a 25 mg, 37,5 mg, 50 mg).

- Ieuamno macmuno:. mennak, TutanoB nuokcun (E171), gepen xeneszen okeun (E172),
MIPOTIMJICH TIIUKOJ, aMOHHEB XUAPOKCH]I.

Kak m3rnexna Cynutuand Accord M KakBo CbAbpika ONMAKOBKaTa
Cyuutunub Accord 12,5 mg TBbpM Karcyim

JKenarnHoBH Kancyiw (IpHOIM3UTEIHA IbDKHHA 14,3 MM) ¢ opamkeBo Karave U OPamKeBO TSIIO,
OTII€YaTaH! C 05710 MacTUIIO ,,12,5 MY* BBPXY TSUIOTO, CHABPKAIITH JKBJITH 10 OPAHKEBHU TPAHYIIH.

Cyuutunub Accord 25 mg TBBpaM Karcyiu
JKenarnHoBu kancynu (IprOIM3UTENHA IBDKUHA 15,9 MM) ¢ kapaMmeneHo Karade U OpamKeBo TSIIO,
OTIIEYaTaHU C OsI0 MaCTHIIO ,,25 MQ“ BBPXY TSIOTO, ChABPKAIIO KBJITH JI0 OPAHIKEBH IPaHYIIH.

Cyuutuaun6 Accord 37,5 mQ TBEpIM Kancyau
Kenarnrosu karcynu (mpubimsurenHa IebkrHa 18,0 MM) ¢ XBIITO Kamade 1 SKBJITO TS0, OTHeYaTaHu
C YepHO MacTUIIO ,,37,5 MQ* BbpPXY TAIOTO, ChABPKAIIH KBITH A0 OPAH)KEBU TPAHYIIH.

Cyuntnan® Accord 50 mg TBepaM Karcyiu
Kenarnnosu kancynu (mpuOau3uTeNHa ABKUHA 19,4 MM) ¢ kKapameNieHo Karnade 1 KapamesIeHo TAJIo,
oTHeyatanu ¢ 05710 MacTuiIO ,,50 MQ* BEPXY TSIIOTO, ChABPIKAIIN JKBITH 10 OPAHKEBH I'PAHYJIH.

Cynutnau6 Accord ce npemtara B OyTuiiku ot 30 Karcysim 1 OJUCTEPHU OMTAKOBKH, ChABPIKAIIN 28
Karcyiu 1 nepopupaHu OJIMCTEPHU ONAKOBKH C €AUHUYHU J03H, ChIbpxaum 28 X 1 kamncyinu.

He Bcuuku BHI0BE OMAKOBKH MOTAT J1a C€ MpeJiarat Ha masapa.
IIpuTexkaTes Ha pa3pelIeHHETO 32 yNOTpeda

Accord Healthcare S.L.U.

World Trade Center, Moll De Barcelona s/n,
Edifici Est, 62 Planta,

Barcelona, 08039,

Hcnanus

IIpouszBoagure

Remedica Ltd.

Aharnon Street, Limassol Industrial Estate,
Building 10, 3056 Limassol,

Kunsp

Pharmacare Premium Ltd.
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HHF003 Hal Far Industrial Estate,
Birzebbugia, BBG3000
Mainra

3a nomreIHMTENHA HHPOPMAIHI OTHOCHO TOBa JIEKapCTBO, MOJIS, CBBPIKETE CE C JIOKATHHSA
NpeACTaBUTEN Ha MIPUTEKATENS Ha pa3pelIeHUETOo 3a yrnoTpeda:

AT/BE/BG/CY/CZ/DE/DK/EE/FI/FR/HR/HU/IE/IS/IT/LT/LV/LU/MT/NL
/INO/PT/PL/RO/SE/SI/SK/ES

Accord Healthcare S.L.U.

Ten: +34 93 301 00 64

EL

Win Medica A.E.
Ten: +30 210 7488 821

JlaTa Ha mocJieJHO MpepasrJiex/AaHe HA JUCTOBKATA
Jpyru u3TouHUIM HA UHopMaIUA

[onpoOHa nnpopmanus 3a ToBa IeKapcTBO € peocTaBeHa Ha yeOcaiita Ha EBponeiickara areHus
1o JiekapctsaTa https://www.ema.europa.eu
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