IMPHUJIOKEHHUE 1

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHUSA NIPOAYKT

Knomuporpen/AueruncanuuuioBa KuceanHa Viatris 75 mg/75 mg dunmupanu tabneTku
Knomuporpen/Aueruncanuuuiosa kuceianna Viatris 75 mg/100 mg dunmupanu TadbneTku
2.  KAYECTBEH U KOJIMYECTBEH CBbCTAB
Krnonunorpen/AnernicanuimioBa kucennna Viatris 75 mg/75 mg duamupany TabneTku

Bceska ¢punmupana tabnerka ceappika 75 mg kionuaorpen (clopidogrel) (kato xunporencyndart) u
75 mg aneruncanuiunosa kucenuna (acetylsalicylic acid) (ACK).

Tomownu sewecmsa c uzgecmuo oeticmsue
Bceska ¢punmupana tabierka chappka 48 mg JaKTo3a.

Krnonumorpen/AnieTricanuiimioBa kucenrnHa Viatris 75 mg/100 mg duamMupanu TabieTku

Bceska ¢punmupana tabnetka cpabpika 75 mg kionuaorpen (clopidogrel) (kato xunporencyndart) u
100 mg aneTuicanuuuioBa kucenuna (acetylsalicylic acid) (ACK).

Tomownu sewecmesa c uzgecmuo oeticmsue
Bceska ¢punmupana tabnerka cpappika 48 mg nakrtosa u 0,81 mg Anypa uepseno AC.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTC BEUICCTBA BHXKTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tabnerka (Tadnerka)

Knonunporpen/Anerwicanuimiosa kuceanna Viatris 75 mg/75 mg dhbuiMupanu TaOJIeTKH
JKbntr, enmuncoBUIHY, TBOWHOM3MTBKHAIN (GUIMHAPAHA TaOIETKH, MprOIn3uTenHo 14,5 mm X
7,4 mm, ¢ BabOHATO penedHo o3HaueHue “CA2” oT eqHara cTpaHa Ha TabjaeTkara U “M” ot
Jpyrara.

Krnonumorpen/AnieTricanuiimioBa kucenrHa Viatris 75 mg/100 mg duamMupanu TabieTku

Po30BH, eTUNICOBUIHM, TBOHHOM3IBKHATIN (QMIMHPAHU TaOJICTKH, MpUOIM3uTENHO 14,8 mm x
7,8 mm, ¢ Brs0HaTO penedHo o3HaueHue “CA3” oT exHaTa cTpaHa Ha Tadimerkara v “M” ot
s ) p 1! p

JpyraTa.

4. KIMHNYHU JAHHU
4.1 TepaneBTHYHHU MOKA3ZAHUS

Krormumorpen/AneruncanuiuioBa KucearHa Viatris € moka3aH 3a BTOPUYHO Mpe/a3BaHe OT
aTepoTpoMOOTHYHYU MHITUICHTH TIPU BH3PACTHU MAIEHTH, KOUTO Be4e MPUeMaT KIOUIOTPell 1
anetmwcanmiuioBa kucennHa (ACK). Knommnorpen/AnernncanuiminoBa kucenuHa Viatris €
JIEKapCTBEH MPOAYKT ¢ (PUKCHpaHa 1030Ba KOMOMHALMS 32 TIPOABIDKaBAaHE Ha TepaNHsATa Mpu:

. OcThp KOpOHApPEH CHHAPOM Oe3 eneBarisa Ha ST-cermenTa (HecTaOMIHA CTCHOKAPIUS WITH
MHUOKapzeH nHpapkT 0e3 Q-3p0e11), BKIIIOYUTEIHO NAaUEHTH Ha KOUTO € TIOCTaBEH CTEHT CJIEH
nepkyTanHa kopoHapHaa uaTepsertus (PCI)

. Octwp MuoKapaeH uHdpapkT ¢ eneBanus Ha ST-cermenra (STEMI) npu narueHaTH, mMoa10KeHHA
Ha PCI (BKJIIOYMTENHO MAIMEHTH, HA KOUTO € IIOCTaBEH CTEHT) MM MEANKaMEHTO3HO JIEKYBaHU
NaIUEHTH, TOAXOISIIIH 38 TPOMOOTUTHYHA/(PUOPHUHOTUTHYHA TEPATTHSI

3a gombIHHUTENHA HHPOPMALUS BIXKTE TOUKa 5.1.



4.2 Jlo3MpoOBKa M HAYMH HAa MPUJIOKEHHE

AOBI/I[ZOBKa

Bw3pacmnu u cmapuecka év3pacm

Knonnporpen/Anerwicanuiniosa Kuceanna Viatris 75 mg/75 mg dhbuiMupanu TaOJIETKH
Kionumorpen/AlieTHicaluiiniIoBa KucelinHa Viatris TpsiOBa Ja ce mpujiara KaTo eAMHUYHA THEBHA
no3a ot 75 mg/75 mg.

Kronumorpen/AnieTiicanuiinioBa kucenrHa Viatris 75 mg/100 mg duamMupanu TabieTku
Krnomumorpen/AnetTuincanunuioBa KUcearHa Viatris TpsiOBa a ce mpuiara Kato eIMHIYHA JTHEBHA
no3a ot 75 mg/100 mg.

Knonmmorpen/AneTrncanuiuioBa KucenmHa Viatris KOMOMHAINMS ¢ PUKCUPAHU JT03U CE U3II0JI3BA
cien 3armoyBaHe Ha Tepamnus ¢ kionunorpen u ACK, npunaranu mooTAeTHO, ¥ 3aMeCTBa OTIACITHUTE
npoxykty kionumorpen u ACK.

. Ipu nayuenmu c ocmuvp Koponaper cunopom 6e3 enesayus Ha ST-cecmenma (HectabumHa
CTCHOKapAMs WM MUOKapzeH nHpapkT 6e3 Q-3p0e1): OnTumanHara NpoIbKUTETHOCT Ha
JICUCHUETO He € OUIMATHO ycTaHOBeHA. JlaHHUTE OT KIIMHUYHH U3MUTBaHU Ca B ITOJIKpera Ha
ymoTpebaTa Ha KiIonuaorpesn g0 12 Mecena, kKato MaKCUMaiHa 1oj13a ce HabJro1aBa Ha 3-Hsl
Mmecer (BX. Touka 5.1). Ako ynorpedata Ha Knonuaorpen/AueruicanuiuioBa KUCEIHHA
Viatris ce npekpaTH, DaIXeHTUTe MOTaT Jja UMaT HoJ3a OT NPOXbJDKaBaHE HA TEPAIUAITA C
€IMHUS aHTUTPOMOOTHYCH JIEKapPCTBEH POJTYKT.

J Ilpu nayuenmu ¢ ocmuvp muoxkapoen ungapkm c ereeayus na ST-ceemenma:

o [Tpy MeTUKaMEHTO3HO JIEKYBaHH MAaIlMEHTH, JICYCHHUETO C
Kitormporpen/ AnetuncanuiiiioBa Kucenaa Viatris TpsiOBa J1a 3aroyse Bb3MOXKHO Hald-
CKOpO CJIE/] HA4aJI0TO Ha CUMIITOMUTE U JIa ObJIe MPOABIKEHO IIOHE YETUPH CEIMHUIIH.
[Tomsata ot koMOuHUpaneTo Ha kiomuaorpen ¢ ACK 3a moBede OT 4eTUPHU CEMHUIIN HE €
Oua mpoy4BaHa IIpH TOBA IMOKa3aHue (BXK. Touka 5.1). Ako ymoTpebara Ha
Knomuporpen/AneruncaninnioBa KiucennHa Viatris ce mpeKpaTH, NallueHTHTE MOTaT J1a
uMart 110J13a OT IpOoAbJKaBaHE Ha TCpaluiaTa ¢ CAUHUA aHTI/ITpOM6OTI/I‘IeH JICKapCTBCH
HPOJIYKT.

° Koraro ce mutanupa PCI, neyennero ¢ Knonunorpen/AneTuicaauiioBa KUCeInHa
Viatris TpsiOBa Aa 3armo4He B3MOKHO Hal-paHO CJIe]] HA4aIo0TO Ha CHMIITOMHTE H Ja
npoasioku 10 12 mecena (Bx. Touka 5.1).

AKxo e mpornycHara /103a-

- B pamkuTe Ha mo-manko ot 12 vaca ciies onpeesieHOTO 3a MPUEM BpeMe: MalMeHThT TPsOBa J1a
B3EMe J[03aTa He3a0aBHO U CJIS/ TOBA Jia MPUEME CIIe/[BaIllaTa 03a B ONPEACICHOTO 3a Hesl
BpeMe.

- IIpu moBede ot 12 daca: manueHTHT TPSOBA Ja IpUeMe CeaBaIIaTa 103a B 0ONIaifHOTO BpeMe
U He TpsiOBa Ja yABOsIBA J103aTa.

THeouampuuna nonynayus

be3onacHocTTa M e(hUKaCHOCTTA HA KIOMHIOTPET/alleTHIICATHITMIOBA KUCETMHA TIPH JIeNa U FOHOIIIN
noz 18-roauiiiHa Be3pacT He ca ycraHoBeHH. Kionuaorpen/AneTuicaaiuioBa KuceanHa Viatris He
Ce TIpenopbuBa NPHU Ta3u IMOMYIAIHSL.

bvbpeuno yspeocoane

Kionmmorpen/ AtieTricanuiuiioBa KucenvHa Viatris He TpsOBa J1a ce mpuiiara IpH MalueHTH ¢ TEKKO
0B0pedHo yBpexkmane (Bk. Touka 4.3). TepaneBTUIHHUAT OITUT € OTPpaHWYCH IPH MAIUEHTH C JICKO 10
yMepeHo 0b0peuHo yBpexaane (Bx. Touka 4.4). [lopaau Tosa Kionuaorpen/AneTHICaarinIoBa
KucenuHa Viatris TpsiOBa J1a ce mpuiiara ¢ IOBUIICHO BHUMAaHUE TIPU TE3U TAIIUCHTH.



Yeprodpobno yepesicoane

Krormumorpen/AnetuncanunuioBa KuceianHa Viatris He TpsOBa Ja ce mpujiara Mpy HanrueHTH ¢ TEXKO
YepHOAPOOHO yBpexkaane (BK. Touka 4.3). TepaneBTHYHHUAT OMUT € OTPaHUYCH NPU MAIMCHTH C
YMEPEHO U3Pa3eHO YePHOAPOOHO 3a00MsBaHE, TPU KOUTO MOXKE JIa UMa XeMOparuvHa auaresa (Bix.
touka 4.4). I[lopaau Tora Kionumorpen/AneTuiicanuiiuioBa KucelnHa Viatris TpsiOBa fa ce mpusiara ¢
TIOBUIIIEHO BHUMAHUE TIPH TE3H MAIIHCHTH.

Hauwun Ha npuiioxkeHue
3a mepopaHO MPHUIIOKEHUE
Moske aa ce mpuema che Wi 0e3 XpaHa.

4.3 IIpoTuBOMOKA3aAHUA

[Mopaau HanM4YHeTO Ha 1Ba KOMIIOHEHTA B JIEKApCTBEHHMs MPOAYKT, Kitonumorpen/Anernicanuuninosa
KrcenrHa Viatris € IpOTUBOIIOKA3aH B CIy4aid Ha:

L] CBp’bX‘IyBCTBI/ITeHHOCT KbM aKTHBHHUTC BCIICCTBA UJIM KbM HAKOC OT IIOMOIIHHUTC BEIICCTBA,
n30poeHH B Touka 6.1.

o Texko YepHOAPOOHO YBPEKIAHE.

o AKTHUBHO TIATOJIOTHYHO KbPBEHE KATO MENTUYHA SI3BA WM HHTPAKPAHHUATTHA XEMOPATHS.

B nombiHenue, nopanu Hanmarero Ha ACK, ynorpebara My € mpoTHBOINOKa3aHa ChII0 MPH:

. CBpBXUYBCTBUTEITHOCT KbM HECTEpOUTHH NMpoTHBOBB3NanuTennu cpeacrsa (HCIIBC) u
CHHJIIPOM Ha acTMa, PUHUT U Ha3aiHu nonunu. [lanuenTy ¢ npeamecTsaiia MacTOINUTO3a, IPU
KOHMTO yHoTpedaTa Ha alleTHIICATUIMIOBA KUCEINHA MOJXKE J1a PEIN3BUKA TEXKHU PEaKIMu Ha
CBPBXYYBCTBUTENHOCT (BKIFOUUTEIHO [IUPKYJIATOPEH IIIOK ChC 3a4epBsABaHE Ha JIHUIIETO,
XHUIOTOHMSA, TAXUKAPAUS U IIOBPBILAHE).

o Texxko Ob0pedHO yBpexkIane (KpeaTHHUHOB KiupbHC <30 ml/min).

. Tpetu TpumecTbp Ha OpeMEHHOCTTA (BXK. TOUKa 4.6).

4.4 Chenuananu npeaynpesxaeHus U NpeANa3Hu MepKH NPHU ynoTpeda

Kvpeene u xemamonocuunu Hapywenus

[Topanu puck OT KbpPBEHE M XEeMaTOJIOTUYHU HEXeJIaHH JIEKAPCTBEHH PEaKIInH, TPAOBa Jja ce uMa
npeaBH] He3a0aBHO ONpeAeisiHe Ha KPbBHATA KapTHHA W/WIIK APYTH HOAXOSIIN U3CIICIBAaHNS, B
Clly4ail Ha TI0sIBa Ha KIIMHUYHU CUMIITOMH, HACOYBAIIN KbM KBbPBEHE 110 BpEMe Ha JICYEHHETO (BIK.
touka 4.8). Karo koMOuHanms ot 1Be aHTUTPOMOOTHYHH CPEZICTBA,
Knonmuporpen/AneruncaniunioBa KucenuHa Viatris TpsiOBa J1a ce mpuiiara ¢ MoBUIICHO BHUMaHUE
IPH MTAIMEHTH, KOUTO MOJKE J1a Ca U3JIOKEHU Ha PHCK OT YCHICHO KbPBEHE MOPAH TPaBMa,
XMPYPrUYHA HHTEPBEHIMS WIH IPYTHU MATOJIOTHYHN CHCTOSHUS U IIPYU MAIIMEHTH, JIEKYBaHH C IPYTH
HCIIBC, Bxmountenno COX-2 uaxuOUTOpH, XenapuH, riokonporend [Ib/Illa naxuburopu,
CEJIEKTUBHHM UHXHUOUTOPH Ha 00paTHOTO 3axBaiiaHe Ha cepoTonuHa (SSRIs), cuHn mHAYKTOpH Ha
CYP2C19, TpoMOoauTHIM, WK APYTH JIEKaPCTBEHH MIPOAYKTH, CBbP3aHH C PUCK OT KbPBEHE, KaTo
neHTokcuuinH (BX. Touka 4.5). [Topaan moBHUIIEHUS! pUCK OT KPHBOU3JIHUB, TPOHHATA
a"THarperantHa tepanus (xkronunorpen + ACK + numupunamon) 3a BTopuyHa IpopHIaKTHKA Ha
MHCYJIT HE Ce MPENnopbyBa MPU MALUEHTH C OCThP HEKAPANOEMOOINYEeH HCXEMUYEH HHCYIT WK
NpexoJHa UCXEeMUYHA aTaka (BXK. Touka 4.5 u Touka 4.8). Ilaunenture TpsaOBa qa Ob1aT BHUMATEIHO
HaOJII01aBaHM 3a MIPU3HALY Ha KbPBEHE, BKJIIOYUTEIHO OKYJITHO KbPBEHE, 0COOEHO Ipe3 IbPBUTE
CEIMUIIM Ha JICUCHUETO W/WJIH CJIe]] MHBA3UBHH KapIUOJIOTHYHU TIPOIIEAYPH HITH XUPYPTrUvHa
uHTepBeHUus. EnHoBpeMeHHOTO npuiiokeHre Ha Knonunorpen/AneruicaniunioBa KiuceianHa Viatris
C TMepOpaTHY AaHTUKOAT'YJIAHTH HE Ce TIPETIOPhYBa, Thil KATO MOXeE Jla YBEITNYM HHTCH3HBHOCTTA HA
KbpBeHe (BX. Touka 4.5).

[NanuenTure TpsiOBa Aa MHGOPMUPAT JeKapUTe U 3b00NIEKapHUTE, Ye preMar
Krnommuporpen/AneruncanuiuioBa KUcearHa Viatris mpey HacpovBaHe Ha XUPYprudHa
MaHMITyJIalKs ¥ IPeau IPUEMaHeTo Ha KaKbBTO U J1a € HOB JIEKapcTBeH MpoaykT. Korato ce oOmucis
€JIEKTUBHA XUPYPIrus, TPsAOBa Ja ce mpepasriena Heo0X0IUMMOCTTa OT IBOMHA aHTUTPOMOOTHYHA
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Tepanus 1 1a ce€ OOMHCIH MPUJIaTaHEeTO CaMO Ha €IHO aHTUTPOMOOTHYHO CPENICTBO. AKO MallUEHTHT
TpsiOBa BPEMEHHO JIa CIIpe aHTHTPOMOOTHYHATA Tepanus, Kitonmuaorpen/AneTniicaiiiioBa
KrcenuHa Viatris TpsaOBa Ja ce mpeKbcHe 7 THHU MPEIr XUPYPruuHaTa HHTEPBEHIHA.

Kionmmorpen/AlieTUICAIUIINIOBA KUCEIMHA Viatris yab/bKaBa BpeMETO Ha KbPBEHE U TPpsAOBa J1a ce
Tpujiara ¢ MOBUIIIEHO BHUMAaHWE TIPY TAIMeHTH, KOUTO UMAT HapyIIeHHUS ChC CKIIOHHOCT KbM KbPBEHE
(cnenMaTHO CTOMAITHO-YPEBHU U BETPEOYHH).

[ManuenTure TpsiOBa CHIIO J1a OBJAT YBEJIOMEHH, Y€ BPEMETO 3a CIIUPaHe Ha KbPBEHETO € I10-
NPOIBIDKUTEIHO OT 00MUYaiiHOTO npH jiedenue ¢ Kinonugorpen/AnernicanuuuioBa KucenuHa Viatris,
a Te OT CBOSI cTpaHa TpsiOBa 1a MHQOPMHUpPAT CBOSI JIeKap 3a BCAKO HEOOMUYAiHO KbpPBEHE (JIOKaIH3aLus
WIH MPOIABIDKUTETHOCT).

Tpombomuuna mpomboyumonenuuna nypnypa (TTI1)

Crnydan Ha TpomOoTHYHA TpoMOonmTonieHnyHa myprmypa (TTII) ca cho01IaBaHi MHOTO PSIIKO CIIE
ynoTpeda Ha KIOMUIOTPEN, TIOHSIKOTa U Clie/l KPaTKOTpaiHa eKcIo3unus. Ts ce XapakTepu3upa ¢
TPOMOOLUTONIEHUS ¥ MUKPOAHTMOTIATHYHA XEMOJIUTUYHA aHEMUSL, IPUAPYKEHA C HEBPOJIOTUIHI
n3MeHeHus1, 0b0peuna nucyukius wim Gpedpunuret. TTII e cheTosIHUE ¢ TOTEHIIMAITHO JIeTalleH
M3X0/1, U3UCKBAIIO OBP30 JICUCHHE, BKIIOYUTEITHO Tuia3Madepesa.

Ilpuoobuma xemoghunus

Nma cpobuienus 3a npupoduta xeModuus ciies ynorpeda Ha kionuaorpes. B ciyyaun Ha
MOTBBPICHO U30JIUPAHO YIbDKABAaHEe HA AKTUBUPAHOTO MAPIMATHO TpoMOomacTuHoBo Bpeme (aPTT)
ChC WK 03 KbpBEHE, TPAOBA Ja ce uMa mpeaBu I npunoduTa xeModunus. [TaueHTHTE C MOTBHP/ICHA
JIMarHo3a NpuaoouTa xeMowins TpsOBa Ja ce HaOIF01aBaT U JISKYBaT OT CIICITUAIUCT U
NPUIOKESHUETO Ha KIOMUAOTpPE TpsiOBa a ce MPEyCTaHOBH.

CKropowiHa npexooHa ucxeMudHa amaxd uiu UHCyam

[Tpu marueHTH ChC CKOPOIITHA MPEXO0HA HCXEMUYHA aTaKa WU UHCYJT, PHU KOUTO UMa BUCOK PUCK
OT TMOBTAPSIIH C€ UICXEMUYHHU CHOUTHS € JJ0Ka3aHo, ye komOuHarmaTa ot ACK u xinommaorpen
MOBHINIABA Y€CTOTaTa Ha 3HAYUTEITHOTO KbpBeHe. [lopaam ToBa mpuiaraneTo Ha TakaBa KOMOMHAIIHS
W3BBH KJIMHUYHUTE CUTYallMH, B KOUTO € JIOKAa3aHo, Ye € MoJie3Ha, TPSOBA J]a ce 3arouBa C MOBUIIICHO
BHHUMAaHUE.

Lumoxpom P 450 2C19 (CYP2C19)

®apmaxorenetuka: [Ipu nanuentu kouto ca cnadbu CYP2C19 merabonuzaTopu, KIONHIOTPENT B
MPETIOPHYUTETHUTE 03U 00pa3yBa MO-MaJIKO OT aKTUBHUS METa0OJIUT Ha KIIOMUAOTPEN U UMa T0-
Marbk e(heKT BbpXy TpoMOoIuTHaTa GyHKIHs. ChIIECTByBaT TECTOBE 3a HACHTU(DHUIIUPAHE HA
CYP2C19 renoruna Ha mamueHra.

Tbi KaTO KIOMHUAOTPEIl Ce METab0IM3Upa YaCTHYHO 0 HeroBus aktuBeH Metabonut ot CYP2C19, ce
OyakBa ynorpedara Ha JIEKapCTBEHH NPOIYKTH, KOUTO HHXHOUPAT aKTUBHOCTTA Ha TO3U €H3HM, J1a
JIOBEJI€ 110 TIOHVMKEHH JIEKapCTBEHU HUBA HA aKTUBHUS METa0OIMUT Ha kionunorpen. Knunudnara
3HaYMMOCT Ha TOBa B3aUMOJAEHCTBHE € HesicHa. KaTo npeanasHa Mspka He TpAOBa Jja ce M3I10JI3BaT
cbirpTeTBaIIO citHU win ymepenn CYP2C19 unxuburopu (Bx. Touka 4.5 3a cnuckk Ha CYP2C19
HHXUOUTOPH, BXK. CBIIO TOYKaA 5.2).

Ynorpebara Ha JIeKapcTBEHH NPOIYKTH, KOUTO MHAyLupaT aktuBHocTTa HAa CYP2C19 ce ouaksa na
JIOBEJIe JI0 TIOBUIIIEHN HUBA HA aKTUBHUS METa0OIHUT Ha KIIOMUIOTPE U MOXKE J1a YBEITHYH PHCKA OT
kbpBeHe. Kato npenmnaszHa mMspka TpsiOBa Ja ce u30srea ChIIbTCTBAIIATA YIIOTpeOa Ha CUITHH
unnykropu Ha CYP2C19 (Bx. Touka 4.5).

Cybcmpamu na CYP2C8
Heo6xonumo e moBHIIIeHO BHUMAHHUE MPH MAIIMEHTH, JIEKYBaHU €THOBPEMEHHO C KIIOMUAOTPeN U
JIeKapCTBEHU MPOAYKTH, cyocTpat Ha CYP2C8 (Bxk. Touka 4.5).



Kpwvcmocana peaxmusnocm mescdy mueHonupuourHume

[Ipu manmenTHTE TPAOBa a CE CHEME aHAMHE3a 32 CBPBXYYBCTBUTEIHOCT KbM THEHOMPUANHU (KaTO
KIIOTTUJIOTPEI, TUKIIOMUANH, TIPacyrpelt), Thil KaTo ce ChoOINaBa 3a KPhCTOCAHA PEAKTHUBHOCT MEKTY
TUeHOTIMpUIUHUTE (BXK. Touka 4.8). THCHONUPUAMHUTE MOTaT Ja MPUYUHSAT JIKU 10 TEKKH
aJIEpTUYHU PEaKIuy, KaTo 0OpUB, AHTHOEIEM HJITH XEeMAaTOJIOTHYHHI KPBCTOCAHH PEAKIUH, KaTo
TPOMOOLIMTOTIEHHUS 1 HeyTporeHus. [lanneHTH, KOUTO ca pa3BHUIIN MPEANIITHA aJepruiHa peakius
W/WIA XeMaTOJIOTUYHA PEaKIHs KbM €IMH TUSHOTUPUIVH, MOXKE JIa UMAT MTOBUIIICH PUCK OT Pa3BUTHE
Ha ChINATa WM IPyTra Peakius KbM ApyT THCHOMUPHUInH. [IpemopbuBa ce HAOIIOACHHE 32 PU3HAIIH
Ha CBPHXUYBCTBUTEITHOCT IPH MAIMCHTH C U3BECTHA ajJeprusl KbM TUCHOTIMPUTHHH.

THosuweno enumanue, nopaou nanuuuemo na ACK

o [Ipu nanyeHTH ¢ aHaMHE3a 32 aCTMa WK aJISpTHYHH 3a00JIIBaHUSI, ThI KaTO MPH TAX UMa
MIOBHIIIEH PUCK OT PEAKIIMH Ha CBPbXYYBCTBUTECIHOCT

o [Ipu nanmenTu ¢ monarpa, Teit karo HuckuTe 103U ACK moBHIIaBaT KOHIIEHTPALIUATA HA YPATH.

. IIpu nema mox 18 roawmiHa BE3pacT uMa Bh3MOkHa Bpb3ka Mexay ACK u cuaapoma Ha Reye.
CunnpombT Ha Reye e MHOTO psijiko 3a00IsiBaHe, KOETO MOXKe Ja ObJie aTairHo.

o To3u nexapcTBEeH NPOAYKT TPsOBaA Jia Ce MpHIara MmoJi CTPOro MEAUIIMHCKO HAOII0ICHUE TIPU

MAIUeHTH ¢ Ne(pUIIUT Ha TJH0K030-6-pocdar nexuaporenasza (I'6M 1) mopaau puck ot XemMoJn3a
(Bk. Touka 4.8).

. AJIKOXOBT MOKE JIa TIOBHIITM PHCKa OT CTOMAITHO-YPEBHO YBPEkKIaHe, KOTATO Ce pUeMa ¢
ACK. Ilauuentute Tpsa6Ba na ObJaT KOHCYJITHPAHH OTHOCHO PUCKA OT CTOMAIIIHO-YPEBHO
yBpeXKJIaHEe U KbpPBEHE TI0 BpeMe Ha mpreM Ha kionuporpen mioc ACK ¢ ankoxol, oco0eHo
aKo KOHCyMaIlHsITa Ha aJIKOXOJI € XpOHUYHA WIIH TeXKa (BXK. Touka4.5).

Jlexapcmeena peaxyusi ¢ eo3unogunus u cucmemuu cumnmomu (Drug reaction with eosinophilia and
systemic symptoms, DRESS)

JlexapcTBena peakuus ¢ eoznHoQuns U cucteMHn cumntoMu (DRESS) e crobmiena npu manueHTH,
npuemanti HCIIBC, xato ACK. Hskou ot Te3u crOuTHs ca Oviu JeTamHu uiu
skuBoTo3actpamiaBamy. DRESS 00ukHOBEHO, Makap ¥ He caMmo, ce IPOsBsBA C TPECKa, 0OPUB,
muMbaeHONATHS W/WIIM OTOK Ha TUIETO. [{pyry KIMHWYHY MPOSBA MOTAT JIa BKJIIFOUYBAT XETaTHT,
He(PHUT, XEMATOJIIOTUIHN OTKIIOHEHHS, MUOKapAUT Wi MHO3UT. [loHsikora cumnromute Ha DRESS
MOTaT Jia HarmoA00sIBaT ocTpa BUpycHa nuHdeknus. Yecto ¢ Hanwuie eo3uHopmims. Thii kaTo
KJIMHUYHATA KapTHHA Ha TOBA 3a00JIsBaHe € BapuaOMIIHa, MOXe Jla ObJaT 3aCErHaTH U IPYTH OpraHH,
KOUTO He ca 0TOeNs3aHn TyK. BaskHO € 1a ce oTOenexu, 4e paHHUTE MPOSIBH Ha
CBPBXYYBCTBUTEIIHOCT, KATO TPECKA WIIH JUM(aIeHONaTHs, MOTaT J1a ObJIaT HAJIMIIC, BBIIPEKHU e
HsMa OYCBHUJICH OOpHB. AKO ca HaMIle TakuBa npusHaiy win cumntomu, ACK TpsiOBa 1a 0b1e
CIIpsIHA U Ha TIAI[MEeHTa TPOBa /1a ce HAIllpaBH OIICHKA He3a0aBHO (BK. Touka 4.8).

Cmomawmno-upeshu

Knonmumorpen/AnetuicanuiiioBa KucenuHa Viatris TpsiOBa Ja ce U3I0J13Ba ¢ TOBUIIICHO BHUMAHUC
NIPY TIAIIMEHTH C aHAMHE3a 32 MENTUYHA S3Ba WM FACTPOMHTECTUHAITHA XEMOPArus HITH JICKH
CHUMIITOMH OT CTpaHa Ha TOPHHUS JsUT Ha CTOMAITHO-UYPEBHUS TPAKT, ThH KaTo T€ MOXKE JIa C€ AbJDKAT
Ha CTOMAIIIHA YJLEpaIs, KOSITO Jja JOBEAE A0 CTOMAIIHO KbpBeHe. MoxXe Jja ce MPOSBAT CTOMAIIIHO-
YpEBHH HEKEJTAHW PEaKIiy, BKIIIOYBAIIY CTOMAIIHA 00JKa, KHCEINHH, TaJicHe, MOBPhIAHEe U KbPBEHE
OT CTOMAIITHO-YPEBHUS TPAKT. JIEKH CHMIITOMH OT CTpaHa Ha CTOMAITHO-UYPEBHUS TPAKT KATO
JIUCTICTICHS, Ca YeCTH U MOTaT JIa ce TPOSBAT 110 BCSIKO BpeMe Ha TepamnusTa. Jlekapute TpsaOBa na
BHUMABAT 32 MPHU3HAIY Ha YIIIIEPAIUs U KbPBEHE OT CTOMAINTHO-UYPEBHUS TPAKT, JIOPH IIPH OTCHCTBUE
Ha MPEIUIITHN CTOMAITHO-YPEBHU cUMIITOMHE. [lanmenTuTe TpssOBa ia ObAT MpeayNpeaeHH 3a
NPU3HALKUTE U CHMIITOMUTE Ha CTOMAIITHO-YPEBHU HEXKEJIaHH PEaKIMU U KaKBH CTBIIKH J1a ObJatT
NPEANPHETH, aKO T€ c€ MPOSABAT (BXK. Touka 4.8).

IIpu manmenty, kouto npuemar egaoBpemeHHo Hukopanawi 1 HCIIBC, Bkmtountenno ACK u LAS
CBILECTBYBA [MOBHULICH PUCK OT TEKKH YCIOKHEHUS, KATO CTOMAILIHO-UYpEBHA s3Ba, epdopanus 1
KPBBOU3IUB (BXK. TOUKA 4.5).



THomowHu geugecmsa

Kionumorpen/AlieTHICAIMIIAIOBA KUCENIMHA Viatris Chabpika JIakTo3a. [1alMeHTH ¢ peaku
HACJICJICTBCHH MTPOOJIEMU Ha HEMOHOCHMOCT KbM TaJlaKT03a, ITBJICH JIAKTAa3¢H JS(UIUT WA TIIFOK030-
rajiakTo3Ha MajabcopOIus He TpsOBa J1a MPUEMaT TO3HU JICKAPCTBEH MPOYKT.

To3u nekapcTBEeH NPOAYKT ChIbpKa 1Mo Majako oT 1 mmol HaTpuii (23 mg) Ha TabjaeTKa, T.e. MOXKE 1a
Ce KaXke, 4e MPAKTHUYECKU HE ChIIbPiKa HATPHIA.

Krormumorpen/Aneruncanunmiosa kucenanHa Viatris 75 mg/100 mg ¢unmupanu TabneTku ChIbpika
Anypa uepBeHo AC, KOWTO MOeE a IPUUMHH aJIEPIUYHU PEaKLIUK.

4.5 B3amMmopeiicTBHE ¢ IPYTH JeKAPCTBEHH MPOAYKTH M APYTrH (JOpMH Ha B3auMoJeiicTBHe

Jlexapcmeenu npodykmu, c8bp3anu ¢ PUCK OM KbpEeHe

ChllecTBYBa HOBHUIIICH PUCK OT KbPBEHE MOPaay MOTSHIMATHYS aquTHBEeH eeKT. ChIIbTCTBAIIOTO
MIPUJIOYKEHUE HA JICKAPCTBCHM MTPOJAYKTH, CBBP3aHHU C PUCK OT KbPBEHE TPsOBa J1a Ce U3BBPIIIBA C
MTOBHIIICHO BHUMaHHE (BXK. Touka 4.4).

llepopannu anmukxoazynanmu

ChopreTBamoTo NpriioskeHne Ha Kinonunorpen/AnetuicaaiunioBa KUcenrHa Viatris ¢ nepopaiHu
AQHTHKOAryJaHTH HE Ce MPENopbhUBa, Thi KaTO MOJXKE J1a CE€ YBEIMYH HHTEH3UBHOCTTA HA KbPBEHE (BXK.
Touka 4.4). Benpeku, ye NpuIIokeHHeTo Ha KIOMUAOTPeN 75 mg/IHEBHO HE IPOMEHS
(hapmakokmHeTHKAaTa Ha S-BapdapuH mim MexayHapoaaoto Hopmammsupano CrotHomenue (INR)
IIPY NALMEHTH, MOJTyYaBally IPOABIDKUTENIHA Tepanus ¢ Bap(apuH, eTHOBPEMEHHOTO NMPHUJIOKEHUE Ha
KJIOMUIOTpeN ¢ BaphapyH MMOBHIIABA PUCKA OT KbPBEHE TOPa HE3aBUCUMH €(DEKTH BHPXY
XeMocTasara.

I'nroxonpomeun 1Ib/Illa unxubumopu
Krnonmuporpen/AueruncanuuuioBa KuceianHa Viatris TpsiOBa ce mpuiara ¢ IMOBUILICHO BHUMaHHUE TPH
MaIUEeHTH, KOUTO TIpUeMaT ChIIbTCTBAIIO riarokonpotenH 11b/I1la naxubuTtopu (Bx. Touka 4.4).

Xenapun

B xIMHWUYHO mpoyYBaHe MPH 3/IpaBy UHIAVUBUIN KJIOMUAOTPENT HE Hajlara mpoMsiHa Ha 703aTa Ha
XeTapuH, HATO MPOMeHs epekTa My BbpPXY KoaryJanuara. EqTHOBpeMEHHOTO MPHUIIOKEHHUE C XEeTIapHH
HsMA €EKT BbPXY MOTUCKAHETO Ha TPOMOOITUTHATA arperaius, MpeIu3BUKaHO OT KIOMUAOTPE.
BBb3MOXHO € apMakoIMHAMUYHO B3aUMOJIeicTBIE Mex Tty Kitonmmorpen/AneTuicanuiuiosa
KHCeNrHa Viatris ¥ XemapuH, BOAEIIO O MOBHIIEH PUCK OT KbpBeHe. CiemoBaTeaHo, ChITbTCTBAIATA
UM yrotrpeba TpsOBa Ja cTaBa ¢ MOBHUIIEHO BHUMaHUe (BXK. TOUka 4.4).

Tpombonumuyu

be3omacHocTTa HA CHITBTCTBANIOTO MPIIIOKEHIE HA KIIOTHAOTpeN, GUOpHH it He-QGHOpHH
creru(puUIHA TPOMOOIUTHYHY CPEACTBA U XEIIAPUH € OIICHEHA MIPH MAIUSHTH C OCThP MHOKap/ICH
nH(papkT. YecToTaTa Ha KIMHUYHO 3HAYUMOTO KbPBEHE € OWia CXO/IHA C Ta3u, HAOJ0JaBaHa Mpu
€ITHOBPEMEHHO TPIJIOKEHHIE HAa TPOMOOIUTHIHH cpeacTBa U xenapuH ¢ ACK (Bx. Touka 4.8).
Be3zomacHocTTa Ha CHITBTCTBAIIOTO MPUIOKCHHIE HA KIIOTHIOTPEIT/AIETHIICATUITAIOBA KUCEITNHA C
JIPYTH TPOMOOJIMTUYHH CPEJICTBA HE € O(UIIMAITHO YCTAHOBEHA M TO TPsIOBa Ja ce ImpeArnpuemMa ¢
MTOBUIIICHO BHUMaHME (BXK. TOUKa 4.4).

HCIIBC

B ximHWUYHO poyYBaHe, MPOBEACHO MPH 3APaBH JOOPOBOIIIN, CHITBTCTBANIOTO MPHIIOKEHNE HA
KIIOTUOTPET ¥ HAIIPOKCEH MOBHUIIIaBa OKYJITHUTE CTOMAIIHO-YPEBHH KPHhBOM3IUBHU. ClIeI0BATEIHO,
cerpTeTBaIIOTO npuiokenue Ha HCIIBC, BkmtounTtenHo Cox-2 MHXHOUTOPH HE ce penopbuBa (BK.
Touka 4.4).

ExcniepuMmeHTanHu JaHHU TpenosaraT, ye noynpoden Moxke na nHXUOMpa eQexra Ha HUCKaTa /1032
aCIMPHH BBPXY TPOMOOIIMTHATA arperanusi, KoraTo ce npuiarat CbI’bTCTBAIIO. Bbipeku ToBa
OTPaHMYEHOCTTA Ha T€3H JJAHHHU U HECUTYPHOCTTa OTHOCHO €KCTparojialysaTa Ha ex vivo JaHHU KbM



KJIMHAYHATA CUTYallHs O3Ha4YaBa, ue He MOrar Jia Ob/IaT HalpaBEeHH KaTeTOPHUYHH 3aKITIOYCHUS 32
penoBHaTa ymorpeba Ha nOynpodeH 1 He OU CIeaBaIO 1a C€ 09aKBa KIIMHUIHO 3HAYUM e(EeKT IMpHr
HepenoBHa ynotpeba Ha nubynpodes (Bx. Touka 5.1).

Memamuson

Meramuzon moxe fa Hamanu edekra Ha ACK BbpXy TpOMOOIIMTHATA arperaliys Py eTHOBPEMEHHO
npuioxkenue. CieZi0BaTeTHO, Ta3W KOMOMHAIHS TPSIOBA Ja € U3I0JI3Ba C MOBHIIICHO BHUMAHHUE MPH
MaryeHTy, mpueMaiy Hucka go3a ACK 3a kapamonpoTeKItus.

SSRIs
Toit kaTo SSRIs moBnusBaT TPOMOOLMTHATA AKTUBALIMS M [TOBHIIABAT PUCKA OT KbPBEHE,
CBIIBTCTBAINOTO NpuioxeHue Ha SSRIs ¢ knonugorpesn TpsOBa fa cTaBa ¢ OBUILEHO BHUMAHHUE.

Lpyeo convmcmeawo aeyenue ¢ Kionuoozpen

WNunyxropu Ha CYP2C19

Tbi KaTO KIOMHUAOTPEIT ce MeTaboIM3Kupa A0 HErOBUS akTUBeH MeTaboauT yactuyno ot CYP2C19,
OuakBa ce yrnorpebara Ha JIeKapCTBEHH IIPOAYKTH, KOUTO UHyLIUPAT aKTUBHOCTTA Ha TO3U €H3UM, /a
JOBeJie 10 TIOBUILICHH HUBA HA aKTUBHUS METa0OJIHUT Ha KIOMUIOTPE.

Pudamnuiun cunmno naayippa CYP2C19, koeTo BOAM KaKTO 10 HOBUIICHA HUBA HA aKTUBHUS
MeTaOOJIUT Ha KIIOMMIOTPE, TaKa U 10 MHXMOUPaHe Ha TPOMOOILIUTUTE, KOSTO B YACTHOCT MOXKE Ja
YBEJIMYM PUCKa OT KbpBeHe. KaTo mpeana3Ha mMsipka TpsOBa J1a ce n304rea ChITbTCTBAIATa yHoTpeoa
Ha cuinHu uHAYKTopH HA CYP2C19 (BX. Touka 4.4).

Unxuburopn na CYP2C19

Twit kato knonumorpen ce Meradbonmsupa gactuaao oT CYP2C19 o HeroBus akTUBEH METa0OIUT,
OuaKBa ce yrnorpedara Ha JCKapCTBEHHU MPOIYKTH, KOUTO HHXUOUPAT aKTUBHOCTTA HA TO3M €H3UM, J1a
JIOBEJIC JI0 TIOHW)KCHH JICKAPCTBCHH HUBA Ha aKTMBHHS MeTaOO0JIUT Ha Kionuaorpei. Kimuauunara
3HAYUMOCT Ha TOBa B3auMOoJieiicTBre € HescHa. KaTo mpenna3Ha Msipka He TpsiOBa Jja ce U3II0I3BaT
chrbTeTBAIIO cutHE wik ymepeHu CYP2C19 uaxuburopu (Bx. Touku 4.4 u 5.2).

JlexapcTBeHUTE NPOLYKTH, KOUTO Ca CHITHHU WK yMepeHu naxuoutopu Ha CYP2C19 BxirouBar
HalpuMep OMETIPa3oJl U e30Menpasod, GryBOKCaMuH, (IIyOKCETHH, MOKJIOOEMHI, BOPUKOHA30JI,
(hyxoHa30I1, TUKIOMUIWH, KapbamMa3enuH U eaBupeHII.

Wuxubutopu Ha mpotoHHaTa momma (PPI)

Owmenpazon 80 mg BeAHBXK THEBHO, PUIIOKEH 10 €THO U CHIIIO BpeMe ¢ KIOMUI0TPEIT WU C
MHTEpBaJ OT 12 "aca MeXy NIPUIOKEHHITA Ha ABETE JICKApCTBA, HAMaJIsiBa EKCIIO3UIUSTA Ha
akTUBHUSA MeTabonuT ¢ 45% (HaroBapBamia no3a) u 40% (moxmppxaima go3a). Hamanennero e
cBbp3aHo ¢ 39% (HaToBapBaa f03a) u 21% (mogabpikalia 103a) MOHWKaBaHE HA HHXUOMPAHETO Ha
TpomOonuTHaTa arperanus. OuakBa ce €30MeIpasol 1a ToKa3Ba NoA0OHO B3aUMOJIEHCTBHE C
KIIOTIHIOTPEL.

C’bO6HlaBaHI/I Ca MPOTUBOPCUYNBHU JaHHU OT KIIMHUYHUTEC 3aKJIFOYCHUS 3a TOBA q)apMaKOKI/IHeTI/I‘IHO
(®K)/papmakogmaamuano (DJl) B3anMoaeCTBIE OT III€THA TOYKA Ha 3HAYNMH ChPIEIHO-CHIOBH
CHOUTHS U OT 0OCEpBAIIMOHHHU ¥ OT KJIMHWYHU NMpoy4uBaHus. Kato npennasHa Mspka ChIIbTCTBAINATA
ynoTpeba Ha OMENpa3oJl WK €30Merpas3ol TpsIOoBa Ja ce n30srea (BkK. Touka 4.4).

Hab6momaBaHo € 1mo-citabo u3pa3eHo MOHKEHNE Ha MeTa0O0IUTHATA SKCITO3UITHS C TTAHTOIPA301 FITH
JAH30TPa3oll.

[Tna3MeHUTE KOHIICHTPAIIMK HA aKTUBHUSI META0OJIHT ca moHrkeHu ¢ 20% (HaToBapBaila 103a) U ¢
14% (mopgmwprkaria 103a) IO BpeMe Ha ChITBTCTBAIIO JeUeHHe ¢ maHTonpason 80 mg BEAHBXK THEBHO.
ToBa e CBBbp3aHO C MOHIKEHHNE Ha CPEAHOTO MHXNOMpaHe Ha TpoMOoIuTHAaTa arperamus ¢ 15% u 11%
CchOTBETHO. Te3u pe3ynraTu MOKa3Bar, ue KIOMUIO0TIPENl MOXKE JIa Ce MpUiiara ¢ HaHTOIpPa3ol.



Hsima mokazatencTBa, 4e IpyTH JICKapCTBEHH MPOAYKTH, HaMaJIsIBally CTOMAITHATA KHCEITMHHOCT KaTo
H2 GroxepuTe M aHTHAITUANTE ITOBIUSABAT AaHTUTPOMOOIIMTHATA AKTUBHOCT Ha KIIOTHIOTPE.

AmnTtuperposupycHa tepanus (APT), komOuHupana ¢ papMaKOKMHETHYCH EHXaHCEP: MAUEHTH C
HIV, nexyBanu ¢ antupeTpoBupycHa tepamnus (APT), komOuHupaHa ¢ (hapMaKOKMHETHYECH €HXaHCED,
ca M3JI0KCHU Ha BUCOK PUCK OT ChJOBU CHOHUTHSL.

HabmroaBana e 3HauMTETHO HaMalleHa TPOMOOIIMTHA MHXKOUTHS Nipy manuenty ¢ HIV, nekyBanu ¢
APT, nojcunena ¢ puTOHaBUP WM KOOUIMCTAT. BBIIpekn ue KIMHUYHOTO 3HAYCHUE HA T€3U HAXOIKU
€ HeCUTypHO, MMa CTIOHTaHHU cboOmienus 3a HIV-undekrupann nanuenty, nexysanu ¢ APT,
MOJICUJIEHA C PUTOHABUP, KOUTO Ca MOJYYHJIN IOBTOPHO OKJIY3UBHU CHOMTHS CJie]] Bb3CTAaHOBSBAaHE Ha
MPOXOJIUMOCTTA VI Ca MPETHPIIEIA TPOMOOTHYHH CHOUTHS TIPH HATOBApBallla cXeMa Ha JIUeHHE C
knonuaorpen. CpegHara TpoMOOIMTHA HHXUOULIMS MOKE 1a Ob/ie HaMaleHa IIPH ChIIbTCTBRAILA
ynoTpeba Ha KJIonuaorpei u putoHasup. CienoBaTesHO, ChIIBTCTBALATA YIIOTpeOa Ha KIOMUAOTPell
¢ noacuiienu APT Tepanuu He ce mpenopbuBa.

Jpyru JiekapCTBEHH POAYKTH

3a u3cneBane Ha OTeHIMAHY (papMakonnHaMuyay U hapmakokuHetnunu (DOK) BzaumoaeicTBus
Ha KJIOMUAOTPEN ¢ APYTH CHITBTCTBAIIO MPHUJIATraHH JIEKAPCTBEHH MTPOILYKTH ca IMIPOBEICHHN 3HAYUTEIICH
Opo¥t kTMHMYHYE npoyyBaHus. He ca HaOmogaBaHy KIIMHUYHO 3HAYMMU (papMaKoaMHAMUYHH
B3aMMOJICHCTBHS, KOTaTO KJIOMHUJIOTPEN € TIPHiIaraH e THOBPEMEHHO C aTeHOJION, HU(ETUIIHH, UITH C
aTeHoson u HUudeaunuH 3aeqHo. OcBeH ToBa (hapMaKoJUHAMHUYHATA aKTHBHOCT Ha KIIOMUIOTPEN HE
ce MOBJIMSABA 3HAYMUMO IIPU €JTHOBPEMEHHO MPUIIOKEHUE ¢ (heHoOapOHTal Ml eCTPOTeH.

®dapMakOKMHETHKATA Ha JUTOKCHH WM TeO()HIIMH HE Ce MPOMEHS IIPU STHOBPEMEHHO MPHJIOKEHHUE C
KJIOMHUJIOTPEII. AHTHAIIMIUTE HE IPOMEHSIT CTETIICHTa Ha a0COPOLIMsS Ha KJIOTHIOTPEII.

Hannu ot npoyuBaneto CAPRIE mokasBat, ue (heHUTOWH U TOJIOyTaMUJI, KOUTO CE€ METa0OIM3UPAT OT
CYP2C9 6e3omacHo Morar a ce npuiiarat eJHOBPEMEHHO C KJIOMUIOTPE.

JlexapcTBenu nmpoaykTH, cyoctparn Ha CYP2CS: TlokazaHo e, 4e KIOMUI0TpelT TOBUIIaBa
EKCIO3ULUATA Ha PETariHUA IPU 3ApaBH JOOPOBOILM. /1 Vitro IpOy4BaHUs MOKa3BaT, e
MOBUINIABAHETO Ha EKCIIO3UIUATA Ha PETariinHu ce ThDKU Ha naxuoOupane Ha CYP2CS8 ot
TITIOKYPOHOBHST METa0ONUT Ha Kionuaorpen. [lopaan prcka oT moBuIIaBaHe Ha IJIa3MEHHUTE
KOHIIEHTPAIINH, CHITHTCTBAIIOTO MPUIIOKEHNE Ha KIIOMMUOTPEN U JIEKapCTBa, KOWTO CE EIMMUHUPAT
npeauMHo ype3 CYP2C8 mMeTabonu3bM (Hamp. penarinHu, NaKIuTaKcen), TpsOBa aa ce mpeamnprueMa
C TIOBHIIIEHO BHUMaHHE (BXK. TouKa 4.4).

PosyBacTatuH: YCTaHOBEHO €, Ue KIIOMUAOTPEN MOBHUIIABA SKCIIO3UIIUATA HA PO3yBACTATHH TPU
nauueHTute 1,4 et (AUC) 6e3 edeKT BbpXY Cmax €€ MHOTOKPATHO MpHJIaraHe Ha 703a 75 mg
KJIOTHIOTPEIL.

llpyeo convmcemeawyo aeuenue ¢ ACK
CpoO1eHu ca B3anMOJICHCTBUS Ha ClIeAHUTE JieKapcTBeHH mpoaykT ¢ ACK:

Ypukozypuiu (6eH30poMapoH, MpoOeHeH/I, CYI(PUHITUPA30H)
Heobxoaumo ¢ moBuiicHo BHUMaHue, Thil kaTo ACK Moke 1a nHXHOMpa eekra Ha yPUKO3YPUIHUTE
Cpe/ICTBa Ype3 KOHKYPSHTHO SIIMMHUHUPAHE Ha MMKOYHATA KUCEIHHA.

MeroTpekcat

[opanu manmumnero Ha ACK, MeToTpekcar, mpuiiarad B 1034 MO-BUCOKH 0T 20 mg/ceIMUIHO TpsiOBa
Jia ObJie U3MOJI3BaH ¢ MOBMIIICHO BHUMaHKe ¢ Kionumorpen/AneTuicaininioBa KucearuHa Viatris,
TBH KaTo MOXe Jja c€ MHXUOMpa ObOPEUHHUs KIMPBHC HAa METOTPEKCAT, KOETO MOXKE JIa TOBEZE 10
KOCTHO-MO3bYHa TOKCUYHOCT.



Tenodosup
ChITBTCTBANIOTO MPHIIOKCHHE HAa TeHOoGoBUp mu3ornpokcui Gpymapat u HCIIBC moke ga yBenmndau
pucka ot ObOpeYHa HEeJJOCTAaTHYHOCT.

Banmpoesa kucenuna

ChIBTCTBALIOTO MPUIIOKCHHUE HA CATUIUIIATU C BaJIIpPOEBa KUCEIMHA MOXKE J1a I0BEE JO HaMaJIeHO
CBBP3BaHE Ha BAIMPOEBATa KUCENNHA C IPOTEMHUTE U MHXHUOWpaHe Ha MeTa0oIM3Ma Ha BaJIpoeBara
KHCEJIMHA, B PE3yJITaT Ha KOETO Ce MOBHUIIIaBaT CEpyMHHUTE HUBA Ha 00mIaTa 1 CBOOOIHA BAJIIPOEBa
KHCEIIMHA.

BakcuHa cpenry Bapuiena

IIpenoppuBa ce Ha MALIMEHTUTE Ja HE C€ JaBaT CAIMIMIIATHU 3a MEPUOJ] OT LIECT CEIMULIU CIe]
TIpHUjIaraHe Ha BaKCHHA cpelly Bapuiiena. Mima ciryyau Ha mosiBa Ha CMHIIpoM Ha Reye crien ynorpeba
Ha CaJIMIMJIATH 110 BpeMe Ha HH(EKIUs ¢ Bapuliena (BxK. Touka 4.4).

AnerazonamMuyg
IIpemopruBa ce MOBHUIIICHO BHUMAHUE TIPU €THOBPEMEHHO TPHUIIOKCHHUE HA CATHUIIMIIATH C
areTa3ojlaMul, Thi KaTO MMa MOBHUIIICH PUCK OT METa0OIMTHA alli/103a.

Huxopanaun

IIpu manmenTH, kouto npuemat cebrerBaio HUKopanaui 1 HCIIBC, Bkmountenno ACK u LAS
CBILIECTBYBA [IOBUIICH PUCK OT TE&KKH YCIIOKHEHU, KATO CTOMAIIIHO-UYPEBHA 53Ba, Iiepdopanus 1
KPBBOU3INB (BXK. TOUKa 4.4).

Hpyru B3anmopericteus ¢ ACK

Cro01maBaH ca ChIo B3aUMOCHCTBYSI ChC CIICAHUTE JIEKAPCTBEHHU MPOAYKTH C TIO-BHCOKH
(nporuBoBw3nanmTenHu) no3u Ha ACK: naHxubutopu Ha aHTHOTeH3WH KoHBepTHpaius en3uM (ACE),
(enuronH, Oeta OIOKEPH, IUYPETULIN U TIEPOPATTHH XUTIOTJIMKEMUYHH CPEJICTBA.

Ankoxon

AJKOXOJI'BT MOXE Ja TIOBUIITH PHUCKa OT CTOMAIITHO-UYPEBHO YBpEXKmane, korato ce npuema ¢ ACK.
ITanmmenTuTe TpsOBa na ObIAT KOHCYJITHPAHN OTHOCHO PHICKA OT CTOMAIITHO-YPEBHO YBPEKIAHE U
KbPBEHE 110 BpeMe Ha nmpueM Ha kionunorpen mioc ACK ¢ ankoxon, 0co0eHo ako KOHCyMaIusTa Ha
AJIKOXOJI € IMOCTOSTHHA MJIH TeXKa (BXK. Touka 4.4).

Hpyeu ez3aumooeticmsus ¢ knonudoepen u ACK

IToseue ot 30 000 manueHTH ca BKIIOYEHHU B KIIMHUYHU NpoyuyBaHus ¢ kionugorpen mioc ACK Ha
MOJUTBPIKAIIH T03U ITO-HUCKY WK paBHU Ha 325 mg, ¥ MOJTyYaBally peaniia ChIIbTCTRAIIO MTPHUIaraHu
JIEKapCTBEHU MPOAYKTH, BKIIOUNTEIHO qUypeTHiy, 0era 61okepu, ACE naxuburopu, Kaimnuesu
AQHTarOHUCTH, XOJIECTEPOII-IOHMKABAIIIN CPEACTBA, KOPOHAPHHU Ba30JUIaTaTOPH, aHTUANAOECTHH
cpencTBa (BKIIOUUTEIIHO UHCYJINH), aHTHCTTUIICTITUYHU CpeCTBa U aHTaronuctd Ha GPIIb/I1a
petienTopute, 6€3 JaHHU 32 KIMHHYHO 3HAYMMHU HEXKEeJIaHH B3aUMOJICHCTBHSL.

OtnenHo oT cnenuduyHaTa nHGOPMAIINS 32 B3aUMOJISHCTBUS C JIGKAPCTBEHH MPOTYKTH, OMUCAHA T10-
rope, Mpoy4BaHus 3a B3auMoeicTBus ¢ Kionuaorpen/AnernicaauiuioBa KuceanHa Viatris ¥ HIKOU
JICKApCTBEHU MPOIYKTH, CAHOBPEMEHHO MPUJIAraHy MPH MAIUSHTH ¢ aTePOTPOMOOTHYHO 3200 BaHE,
HE ca MPOBEXKIaHH.

KaxTto u npu npyru nepopanau P2Y 12 uaxuburopu, eTHOBPEMEHHOTO MPUIIOKEHNE HA ONTMOUTHU
aroHMCTH MMa MOTEHIMAN Aa 3a0aBU U HaMalli a0COpOLMATa Ha KIOIMHMIOIPE BEPOSITHO OpaIu
3a0aBeHO M3Mpa3BaHe Ha cToMaxa. KIMHUYHOTO 3HaYeHne He € n3BeCTHO. TpsadBa aa ce oOMuciu
ynorpebaTa Ha mapeHTepaTHO AaHTUTPOMOOIIUTHO CPEACTBO MPH MAIIMEHTH C OCTHP KOPOHAPEH
CHHIPOM, U3UCKBAILM €JHOBPEMEHHO NPHUIIOKECHUE HA MOP(MUH UIIH APYTH OIMOMIHHU arOHUCTH.
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4.6 @epTUINTET, OPEMEHHOCT U KbpMeHe

Bbpemennoct
HsMa xTMHUYHY TaHHY 32 SKCIIO3UIUS Ha KIIOH 0T PEeN/alleTUICATUITIIIOBA KUCEITHA 10 BpeMe Ha

opemenHocT. Kitonumorpen/AlieTHICAIMIIAIOBA KUCEIMHA Viatris He TpssOBa /1a ce U3I0JI3Ba 110
BpeMe Ha ITBPBUTE JIBa TPUMECThpa Ha OPEeMEHHOCTTa, OCBEH aKO KJIMHUYHOTO ChCTOSIHUE Ha JKEHATa
He Hayara jedeHue ¢ kiaonunorpen/ACK.

[Topaau Hanuuueto Ha ACK, Kitonumorpen/AlieTHICAIMIIAIOBA KUCEIMHA Viatris € IpOTHBOIIOKa3aH
0 BpEME Ha TPETHUS TPUMECTHP Ha OPEMEHHOCTTA.

Knonugorpen:
Tbif KaTo HIMa KIIMHUYHU JTAHHU 32 SKCITIO3UIUS Ha KIOMHUIOTPEN 10 BpeMe Ha OPEeMEHHOCT, KaTo
mpe/na3zHa MsIpKa € 3a IPeAoYnTaHe 1a He ce U3I0JI3Ba KIOMHIOTPEN 110 BpeMe Ha OpeMEHHOCT.

[IpoyuBaHusATa MPH )KUBOTHHU HE TIOKA3BAT MPEKH WM HEMTPEKH BPEIHHU €(PEKTH, CBHP3aHHU C
OpeMeHHOCTTa, EMOPHOHATHOTO/PETATHOTO Pa3BUTHE, PAKIAHETO WM IOCTHATAIHOTO Pa3BUTHE (BIK.
To4YKa 5.3).

ACK:

Hucku 103u (10 100 mg/aseBHO):

KnuHuyHuTE MPOyYBaHUS TIOKA3BaT, ye 1031 10 100 mg/aHeBHO 3a orpaHUYCHA aKyliepcka ynorpeoa,
KOSITO M3HMCKBA CTCIUATU3UPAHO HAOI0IcHNE, ca OE30MaCHH.

Ho3u ot 100-500 mg/nHeBHO:

NMa HemocTaTh4eH KIMHUYEH OMTUT OTHOCHO yrnoTpebara Ha 103u, HajgsumiaBamy 100 mg/aHeBHO 110
500 mg/mueBHo. ITopaau TOBa NpenopbKUTE MO-10J1y 3a 1034 OT S00 mg/AHEBHO M MO-TOJIEMH ca
MIPUJIOKUMHU ChIIO U 3a TO3H JI030B JIHAIIa30H.

Ho3u ot 500 mg/nHEBHO U TIO-TOJEMH:

NuxnbupaneTo Ha MpocTarjaHJuHOBATa CHHTE3a MOKE Ja TOBJIMsiE HEOIaronpuiaTHO OpEeMEHHOCTTa
W/ eMOPHUOHATHOTO/PeTaHOTO pa3BuTHe. JJaHHN OT eNHIEMUOIIOTUIHUTE TPOYIBAHUS
MIpe/IoJaraT MOBHIICH PUCK OT CIIOHTaHEH abopT U ChpACYHH MaI(OpMAaIX U TACTPOCXU3UC CIIE]
npuiIarane Ha MHXUOUTOPH Ha MpOCTarjaHIuHOBaTa CHHTE3a B paHHA OpeMeHHOCT. AOCOTIOTHUAT
PHCK OT ChbpACYHO-CHA0BH MaI(OpMAIIMHU € MOBHIIECH OT MO-MaJIKo OT 1% 1o mpubnusurenso 1,5%.
[Ipenrmonara ce, 4e pUCKBT ce yBeNIMYaBa ¢ 03aTa ¥ MPOIBIDKUTEITHOCTTA Ha TepanusTa. [lpu
YKUBOTHH MIPUJIaraHETO Ha MHXUOUTOPH Ha MPOCTarjaHIUHOBATa CHHTE3a MI0Ka3Ba PENPOTyKTHBHA
TOKCUYHOCT (BXK. Touka 5.3). Jlo 24™ ceqmuna ciien ameHopesita (5™ Mecell Ha OpeMeHHOCTTa),
aIeTIICATUITMIIOBA KUCEIIMHA He TPsiOBa Ja ce mpuiiara, OCBeH ako He € KpaitHO Heo0xouMo. AKO
aIeTIICATUITMIIOBA KUCEIIMHA CE MpIJIara Ha jKeHa, ONUTBAIIA J1a 3a4eHe WK npeau 24™ ceamuna
cien ameHopesta (5™ mecerr Ha OpeMEHHOCTTa), 103aTa TPsOBa Aa ObAE KOJIKOTO € BH3MOXKHO T10-
HUCKA, a MPOIBIDKUTETHOCTTA Ha JIEYEHUETO — KOJIKOTO € Bh3MOXKHO IO-KpaTKa.

OT HaYaJIOTO Ha MIECTHS MECEI] Ha OPEMEHHOCTTA, BCUYKH MHXUOUTOPHU HA MPOCTATIaHIUHOBATA
CUHTE3a MOTaT J1a 3JI0XKAaT:
. (deryca Ha:
- KapANOMYIMOHATHA TOKCHYHOCT (C TPEkKACBPEMEHHO 3aTBApSIHE Ha IyKTYC apTEPUO3yC
Y TyJIMOHAJTHA XUTICPTOHHS );
- 0Bp0peuHa nucyHKIMS, KOITO MOKE Jia Tporpecupa 1o 0 p0pedHa HeJOCTaATHIHOCT C
OJIUTOXUIPOAMHUOH;

. MaifkaTa ¥ HOBOPOJEHOTO, B Kpasi Ha OpeMEeHHOCTTa, Ha!
- BB3MOXKHO YIbJDKaBaHE BPEMETO Ha KbPBEHE, aHTHArPEraHTeH eeKT, KOWTO MOKe /1a ce
MIPOSIBU JIOPH MTPH MHOTO HUCKU JIO3U;
- MOTHCKAaHE HAa MaTOYHUTE KOHTPAKIIMU, BOJIEIIO /10 3aKbCHIBAHE HA PaKIaHETO WIIN TI0-
MPOABIDKUTEHO pakIaHe.
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Kspmene
He e u3BecTHO manm KJIOIMUAOTPEN C€ eKCKpeTHpa B KbpMata. [IpoyduBaHusaTa IpH )KUBOTHH ITOKa3BaT

EKCKpeIus Ha KIIOMU0Tpe B MIsKOTO. M3BecTHO €, ye ACK ce ekckpeTupa B OrpaHUYCHU
KOJIMYECTBA B KbpMara. KbpMeHeTo TpsOBa /1a ce MpeyCcTaHOBH MO BPEME Ha JICUCHHE C
Kionumorpen/AlieTUICAIUIIAIOBA KUCEIMHA Viatris.

DepTUnuTeT
Hsma nanHu 110 OTHOIIIEHUE HA (EPTUIMTETA IPH KIOMUI0IPEIT/alleTHIICAIUIINIOBA KucenuHa. [Ipu

MIPOYYBaHUS P KMBOTHH KJIOMMIOTPEN HE € IoKa3all BIUsSHUE BbpxXy (epruaurera. He e ussectHO
nmamu no3zara Ha ACK B Kiionmporpen/AneruiicanunuioBa KUCeNrHa Viatris oBivsiBa pepTHIIATETA.

4.7 EdexTH BbpPXYy CHI0COOHOCTTA 3a mogupaHe U padoTa ¢ MAIIMHH

Kronumorpen/AtieTricanuiiuiioBa KucelnrHa Viatris He TIOBITUSBA MK TIOBIUSBA MPEHEOPEIKUMO
CIocOOHOCTTA 3a 1o upaHe U padoTa ¢ MaIIUHU.

4.8 Hexenanu JeKapCcTBEHH PeaKIUU
Obodbwenue na npoguna na bezonacnocm

be3onacHocTTa Ha KIIonUAOrpen € oueHeHa npu noseye oT 42 000 nauueHTH, KOUTO Ca y4acTBAJIU B
KJIIMHAYHY TpoyuBanwsi, BKrouBamy Haa 30 000 manuentu, gjexyBanu ¢ kionuaorpen mioc ACK, u
Hag 9 000 nanueHTH, 1eKyBaHu 3a 1 rogunHa uinu noseve. KIIMHUYHO 3HAUMMUTE HEXKEIIaHU
JIEKapCTBEHHU peaKkyy, HaOMI0AaBaHU B YETUPHU rojieMu npoyuBanusi, npoyusaneto CAPRIE
(npoyuBane, cpaBHsBaio kronugorpen camoctosaTenHo ¢ ACK) u npoyusanusta CURE, CLARITY
u COMMIT (mpoyuBanus, cpaBusBaiiy kironugorpen mioc ACK ¢ ACK camocrositenHo) ca
o0cwaenn no-pony. Karo 1o, kmonmmorpen 75 mg/maeBHo e cxoneH ¢ ACK 325 mg/nHeBHO B
CAPRIE He3aBUCHMO OT Bb3pacTTa, [0Jia U pacara. B qombiHeHUE KbM ONUTA OT KIMHUYHUTE
MPOYYBaHUs, HEXKEJIaHH JIEKAPCTBCHU PEAKIIMU ca ChOOIIABaHHU U CTIOHTAHHO.

K’LpBeHeTO € Hali-4ecTo C’LO6H_IaBaHaTa pe€aKknyg KakTo IpU KIIMHUYHUTE MIPOYUYBaHUsA, TaKa U IIPpH
IMOCTMApPKCTUHI'OBUA OIIUT, KBACTO € C’LO6IHaBaHa Hal-4eCcTo Ipe3 NbpPBUA MECCII HA JICYUCHUCTO.

B CAPRIE, npu nanuenty, nekyBanu ¢ kionuaorpen uin ACK, obmara gectora Ha kbpBeHe € 9,3%.
YecroTata Ha TEXKHUTE CAydau € CXo/Ha npu kionugorpen u npu ACK.

B CURE He e HaOir01aBaH mo-TOMSIM OpO¥t Ha CITy4ad Ha 3HAYUTEITHO KbPBEHE C KIIOMUAIOTPE TLTIOC
ACK mpe3 mppBUTE 7 AHH Clie[l KOPOHAPEH Oainac Mpw MaIrMeHTH, KOUTO ca CIIPeJIH TepanusaTa
IMMOBCYC OT NET JHU NIPEaAn onepanudaTa. HpI/I MalrueHTU, OCTaHAJIM Ha TEparus B IPOABJDKCHUEC HA

5 mHU cnen KopoHapHUs Oaifriac, yectoraTta Ha cirydaute € Omia 9,6% 3a xionuaorpen mwioc ACK, u
6,3% camo 3a ACK.

B CLARITY ¢ HaOro1aBaHo 0010 YBEIIMYCHHUE HA CIyYauTe HA KbPBEHE B rpyIaTa Ha KJIOMUA0TPe
wrroc ACK crpsimo rpynara Ha ACK camocTosarenno. YectoTara Ha 3HAYUTEITHO KEPBEHE MPH
rpynure e cxoaHa. Toa € HaOJI0JaBaHO U B TIOATPYITUTE OT MALUEHTH, ONPEACICHH 10
XapaKTePUCTUKH HA U3XOIHO HUBO U BHJIa HA (PHOPHHOIMTUYHOTO WIIN XCIIAPHHOBO JICUCHHE.

B COMMIT, obmrara gecToTa Ha HelepeOpalHO 3HAYNTEIIHO KbPBEHE WIIH IIepeOpaHo KbpPBEHE €
HUCKa ¥ CXOJ[HA U TIPU JBETE TPYIIH.

B TARDIS npu manueHTHTe ChC CKOPOIICH HCXEMUYCH HHCYIIT, TTOJTyYaBalli HHTEH3UBHA
aHTHarperaHTHA Teparus ¢ Tpu JekapcTBenu npoaykra (ACK + knonmuuporpen + aumupuaamon),
YeCTOTaTa Ha KbPBEHE € OWIa M0-BUCOKA M KbPBEHETO € OMIIO IMO-TEXKKO B CPABHEHUE C KIIOMHIOTPEIT
CaMOCTOSITEITHO HJIM ¢ KOMOHMHAIIHS alleTHIICATUIIIIOBA KUCEITMHA U TUTTHPHIAMOIT (KOPUTHPAHO
00110 OR 2,54; 95% CI 2,05-3,16, p < 0,0001).
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Tabnuuen cnucvk Ha Hediceranume peaxkyuu

Hexenanute nexkapcTBEHU peaklMi, KOUTO BE3HUKBAT MIPH CAMOCTOSTEITHO MPHUIIOKEHHE HA
KJIOMTUJIOTPEJI, TIPU caMocTosATeNHO npritoxkeHre Ha ACK v npu kionuaorpen B KOMOWHAIIHS C
ACK 1o BpeMe Ha KIMHUYHHUTE POYYBAHUS WU CHOOIIICHH CIIOHTAHHO, Ca MPEJICTABCHH B TaOIUIaTa
no-gomy. TsixHaTa yecToTa € onpeie]icHa Bb3 OCHOBA Ha cienHaTa KoHBeHIus: yectr (>1/100 mo
<1/10); meuectu (>1/1 000 mo <1/100); peaxu (>1/10 000 mo <1/1 000); mHOTO peaxu (<1/10 000), c
HEW3BECTHA YeCTOTa (0T HATMIHUTE TaHHU HE MOKe Ja ObJie HampaBeHa OIleHKa). BBB Bcekn
CHUCTEMO-OpTaHeH KJIac, HeXKEJIaHUTE PEaKIu ce U30posSBaT B HU3XO/IAI PEJI [0 OTHOIICHUE Ha
TSAXHATA CEPUO3HOCT.

HSIKOJIKO CITy4au ¢
JIETalleH U3XO0JI,
0CO0€EHO B
cTapuecka
BB3pacT),
rinaBoboue,
napecresus,
3aMassHOCT

Cucremo- Yectn Heuectn Penxu MHoro peaku, ¢ HeM3BeCTHa

opraHeH KJiac YecToTa

Hapymienus na TpombouumTonenus [Heytponenus, TpomOoTHYHA TPOMOOIUTONICHIYHA

KpBbBTa U , JIEBKOIICHUS, BKJIFOUHUTEIHO nyprypa (TTII) (Bx. Touka 4.4),

nuMdHaTta CO3MHOPIITUS TEXKKA KOCTHO-MO3bYHA HEJIOCTATHUHOCT*,

cucrema HEYTPONCHHS arIaCTUYHA aHEMHS, TTAHITUTOTICHHS,
OMnMTONIEeHIS*, arpaHyIOINTO3a,
TEXKa TPOMOOIUTOIICHHUS, IpUI00UTa
xeMoQuIus A, TPaHyIOIUTOIICHHUS,
aHEeMMs1, XeMOJIUTUYHA aHEMUS TIPU
MAIUEHTH ¢ ASPUIUT Ha TIFOK030-6-
¢docoar nexuaporenasza (I'6DJ)* (Bx.
Touka 4.4)

Copaeunu Cunzapom Ha Kounis (BazocmacTinyHa

HapyIICHAS aJlepruYHa aHT'HHA / alleprudeH
MHOKapieH HHPaApKT) BB Bph3Ka ¢
peaxys Ha CBPBXIYBCTBUTEITHOCT
KBM alleTHICATUIIIIOBA KACeInHa ™
WM KJtonuaorper**

Hapymienus na AHaduIaKTHUCH MOK*, cepyMHa

UMYHHATa Ooect, aHAPUIAKTOUIHHA PEAKIIHH,

cucrema KPBCTOCAHO PEaKTUBHA JICKAPCTBCHA
CBPBXUYYBCTBUTEITHOCT MEXKTY
THEHONMPHUANHUTE (KaToO
TUKJIONHUINH, TIpacyrpen) (BK. TOUKa
4.4)** MHCYTUH aBTOUMYHEH
CHHIIPOM, KOHTO MOXe J]a JOBEZE 10
TeXKa XHUITOTIMKEMHsI, 0COOEHO TIpH
naruedT ¢ HLA DRA4 noarumn (mo-
YeCT NPH SMOHCKATa MOoIyJianus ) **,
BJIOIIIaBAHC Ha aJICPTUIHU CUMIITOMU
Ha XpaHUTEIHA aIeprus™

Hapymenus na XurormukeMus™, mogarpa* (Bx.

MeTaboam3mMa u Touka 4.4)

XpaHEHETO

Ilcuxuunu XanrouuHaiu, 00bPKaHOCT

HapyIICHHS

Hapymenus na Hutpakpanunanno Hapymenust BbB BKycoBUTE

HepBHaTa KbpBEHE BB3MPUATHS, arey3us

cucTemMa (cpobienu ca
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Cucremo-
OpraHeH KJiac

Yectn

HeuecTn

Penkn

MHoro peaku, ¢ HeM3BeCTHA
yecToTa

Hapymenus na
OuuTe

KpbBousnus B
OuuTe
(KOHIOHKTHBATA,
OKOTO, peTHHATA)

Hapymenus na
YXOTO U
JTa0MpHUHTA

Bepturo

3ary0a Ha ciyxa* wim THHHTYC*

CpI0BH
HapyIICHHS

XemaToMm

CepuosHa xeMoparusi, KbpBeHe OT
orepaTHBHA paHa, BACKYJIUT
(BrmrounTenHO mypirypa Ha Henoch-
Schonlein®), xunoronus

PecnupaTtophu,
TPBIHU U
MeMaCTHHAIH
Y HapyIICHUS

Enuncrakcuc

KpbBouznuBH B 1uxareinHaTa
cucreMa, (xemonrTusa, 6exoapodHa
XeMmoparust), OpOHXOCIa3bM,
MHTEPCTHLHAICH THEBMOHHUT,
HEKapAHOTeHEeH 0eIoApOoOEH OTOK MPH
XPOHHMYHA yIIOTpeOa M BB BPb3Ka C
peakius Ha CBPBbXYYBCTBUTEIIHOCT,
NPUYMHEHA OT alleTHJICAINIIAIOBA
KUCeIHHa*, €03MHO(MIIHA THEBMOHUS

CroMaliHo-
YpEBHU
HapyIICHAS

CroMalirHo-
YpeBHA
XeMoparwsl,
JMapHs,
KOpeMHa
OoJIKa,
JIACTIEIICHS

CromallHa si3Ba 1
JlyOoJIeHallHa 5I3Ba,
TacTpHT,
MOBpBIIAHE,
rajicHe, 3arex,
(bratyneHnms

Petpo-
MepUTOHEAIHA
XeMoparus

CromaiHo-4peBHa U
peTponepuTOHeaHa XeMOparus ¢
JeTaJeH U3X0Jl, HaHKPEeaTHT.
HapymeHust Ha TOpHUTE OTIEIH HA
CTOMAIITHO-YPEBHUS TPAKT (€30(darur,
A3BH Ha XPaHOIPOBOAa, nepdopars,
SPO3UBEH TacTPHT, EPO3UBEH
IYOACHHUT); TacTPOAYOCHAIHA
s3Ba/nepdopanys)*; HapyIeHNs Ha
JIOJIHUTE OT/ICNIA Ha CTOMAIIIHO-
YPEBHUS TPAKT (S3BU Ha THHKOTO
[HicronyM 1 miteyMm| u n1e6eaoTo
[komoH U pexkTyM] 4epBO, KOJIUT U
4ypeBHa nepdopanus)*; CHMITOMH OT
CTpaHa Ha TOPHUS JsT Ha
racTPOMHTECTHHAIHUA TPAKT* KaTo
ractpanrus (BXK. Touka 4.4); Te3u,
cBbp3anu ¢ ACK cToMaliHo-4peBHU
peaKKy, MOTaT MM He MOraT Ja
0BbIaT CBBP3aHU C KPHBOU3IIMB U
MOXe J1a ce TOSBST IPH BCsKa /103
alleTHICAJIMIUIIOBA KUCEIMHA U MTPH
MaUeHTH ChC WK 6e3
NpeayNpeIUTeIHA CUMITOMH HITH
NpenIliHa aHAMHEe3a 3a CEPHO3HU
CTOMAIIHO-YpeBHU chOuTHs*. Komut
(BKJIIOUHTEITHO YIIIEPO3EH HIIH
JTUM(OIUTEH KOJUT), CTOMATHT,
OCTBp ITaHKPEATHUT BbB BPB3Ka C
peakuusi Ha CBpbX4YyBCTBHTEIHOCT
KbM alleTUICAINIMIOBA KHCeaHHa ™

Xemnaro-
OunmapHu
HapylLIeHHs

Octpa yepHOIPOOHA HEJOCTATHYHOCT,
YEPHOPOOHO YBPEXKIAHE, TTIABHO
XEMaToLeNyIapHO*, XEIaTHUT,
MOBUIIIABAHE HA YSPHOAPOOHUTE
€H3UMM *, OTKJIOHEHHUS B
4epHOAPOOHUTE (HYHKIIMOHATHH
TECTOBE, XPOHUYEH XernaTuT*
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Cucremo- YecTH Heuvectn Penxn MHoro peakH, ¢ HeM3BeCTHA

OpraHeH KJiac 4ecToTa
Hapymenus na |O6pasyBane | O0puB, chpOex, Bynosen nepmaTut (TOKCHYHA

KOXKara u Ha CUHUHHU KOXKHH enuepMalHa HEeKpOoJn3a, CHHAPOM Ha
MOJIKOXKHATA KPBBOU3JIHBH Stevens-Johnson, epurema

ThKaH (myprrypa) Myt opMe), OcTpa reHepaTu3upana

ex3aHTeMarTo3Ha mycrynos3a (AGEP),
aHTHOEJIEM, JIEKApCTBEHO MHAYLMPaH
CHHJIPOM Ha CBPBXUYYBCTBUTEIHOCT,
JICKApCTBEH OOPHB C CO3MHOMIIIUS U
cucremMuu cumnromu (DRESS) (Bx.
Touka 4.4)*, epuremMaTo3eH UiH
excdomaTuBeH 0OpUB, ypTUKAPUS,
eK3eMa, JINXEH IUIaHyC, GUKCUPaH

obpuB*
Hapymenus na I'maexomactust
BB3IIPO-
W3BOJIUTEIIHATA
cucremMa u
rbpaara
Hapymenus na KppBouznusu B MyCKyIHO-
MYCKYJIHO- CKeJIeTHaTa CucTeMa (XemMapTpo3a),
CKeJeTHarTa apTPHT, APTPANTHSL, MUATTHS
cucTeMa u
ChCIIUHH-
TEJIHATA ThKaH
Hapymienus na Xemarypus BrOpeuna HemoCcTaTEYHOCT™, OCTPO
ObOpenuTe U 0b0peuHo yBpexaane (0ocobeHo mpu
MTUKOYHHTE MAIIHEHTH ChC CHIECTBYBAIIO
IBTHINA 0B0pedHo yBpexIaHe, ChpAcyHa

JeKOMIeHcaIysl, HepPUTEH CHHAPOM
WM CHITBTCTBAILIO JICUCHHUE C
Iuypeturn)*, rmoMepynoHeppur,
MOBUILICH KPEaTHHUH B KPbBTa

O06mmn KpsBouznus Bucoka remneparypa, oTok*

HApYIICHHUS U |HA MSCTOTO

edekTn Ha Ha

MSCTOTO Ha WH)XEKTHpaHe

MIPWIOKECHNE

Wscnensanus VY abikeHo Bpeme
Ha KbpBEHE,
MOHWXEH Opoi
HeyTpoduy,
TIOHWKEH Opoi
TPOMOOTIMTH

* JlanHu, cro0IIeH: B myOnuKyBaHnaTa nHpopmanus 3a ACK ¢ Hem3BecTHa yecToTa.
** JlaHHU, CBBP3aHH C KJIOMUAOTPEI C HEM3BECTHA YECTOTa

C’LOGgaBaHC Ha TOA03UpPaHu HEXCIIAaHU PECAaKIIUU
C'bO6I].IaBaHeTO Ha NOAO03UpPAaHN HCIKCIIAHU PCAaKIINU CIICA pa3pCllaBaHC 3a yHOTpC6a Ha JICKAapCTBCHUMA

MPOAYKT € BaykHO. TOBa IM03BOJIABA Ja MPOIB/KHM HAOIIOICHUETO Ha ChOTHOIICHUETO 0JI3a/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT METUIIMHCKUTE CTICIIMAIMCTH CE M3UCKBA J1a ChOOIaBaT BCsKa
MOT03UPaHa HEXKEIaHa PEeaKIns Ype3 HAITMOHAIHA CUCTEMa 3a ChOOIaBaHe, IIOCOYCHA B

IIpunoxxenue V.
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4.9 Ilpeno3upane

Knonugorpen
IIpeno3upanero B pe3yaTaT Ha NpUjIaraHe Ha KIOMUIOTPEd MOXKE a JOBEAC 10 YABJDKEHO BpeMe Ha

KbPBEHE U TIOCTIeIBAITUTE YCIOKHEHHSI OT KbpBEHETO. AKO Bh3HUKHE KbpBEHE, TPSOBA /1a ce nMa
TIpeBU/I TOAXO A Tepanusi. He e OTKpuT aHTHAOT Ha (hapMaKoJIOrHYHaTa aKTUBHOCT Ha
KIIOMUI0TpeN. AKO € HeoOxo[uMa He3a0aBHa KOPEKINS Ha YABIKEHOTO BpeMe Ha KbPBEHE,
TpaHcQy3HaTa Ha TPOMOOIMTHA Maca MOKe Jia MPOTHBOICHCTBA Ha e(heKTUTE Ha KIOMHIOTPE.

ACK
CJICI[HI/ITC CUMIITOMH Ca CBbP3aHH C YMEPCHA MHTOKCHUKAIIUA: 3aMassHOCT, FHaBO6OJII/IC, TUHUTYC,
O6’LpKaHOCT 1 CTOMAIIHO-YPEBHU CUMIITOMU (FaI[CHC, MOBPBIIAHC U CTOMAIIIHA 60J'IKa).

IIpu TekKa MHTOKCUKAINS, HACTHIIBAT CEPUO3HH HAPYIIIEHUS B aJTKATHO-KHCEITMHHOTO PAaBHOBECHE.
IIspBOHAUaNHATA XUIIEPBEHTUIAIMS BOAU IO PECIIMPATOPHA alikano3a. B mociencTBue HacThIIBa
pecnupaTopHa anua03a Kato pe3yNTaT OT MOTUCKAIUSA €PEKT BbPXY PECITUPATOPHUS IEHTHP.
Bb3HuKBa CHIO ¥ META0OJIMTHA AITM03a MOPaId HATHIUETO Ha canuituiaTy. [Ipu nonoxenue, e
TIpH JIeT1a, KbpMaveTa U MaJIKH Jella HHTOKCHKAITUATA YeCTO ce 3a0ersa3Ba e1Ba B KbCEH eTarl,
OOWMKHOBEHO TIPH TAX BEUE € HACTHIIMII eTalna Ha alu103a.

Morart J1a Bb3HUKHAT CBIIO CIICTHUTE CUMIITOMH: XUIIEPTEPMHUS U M3IOTABAHE, BOJCIIHU J0
JIEXHUIpaTaIus, Oe3MOKOUCTBO, KOHBYJICUH, XATIONWHAIINY U XUATIOTTIuKeMus. [loTrckaneTo Ha
HEpBHATA CUCTEMa MOXE J1a IOBEE 0 KOMa, ChpeYHO-CHI0B KOJIATIC ¥ PECTIUPATOPEH apecT.
JleranmHaTa 103a Ha aneTWICATUIIIIOBA KucenuHa e 25-30 g. [Ima3menn KoHIeHTpau Ha
cammnmiary Hax 300 mg/l (1,67 mmol/l) mpeanmonaraT HHTOKCUKAITHSI.

[Ipeno3upanero ¢ komOuHaius ¢ hukcupanu 1031 ACK/knonuaorpen Moxke fa € CBbP3aHO ChC
3aCHJICHO KbPBEHE U TIOCIIEIBAIIN YCIOKHEHUS OT KbPBEHETO, IBIDKAIIH Ce Ha (DapMaKOJIOTUIHOTO
nericteue Ha kionmmorpen u ACK.

Moske 1a HACThHITM HEKapIUOTEHEH 0I0IPOOCH OTOK IIPH OCTPO WIIH MOCTOSHHO MpeA03upaHe Ha
aIeTIICATUITMIOBA KUCeNrHa (BXK. Touka 4.8).

Heo6xonumo e mpuemane B 00MHHIIA, aKO € OMjla MOrbIHAaTa TOKCcHYHa J03a. [Ipu ymepena
MHTOKCHKAIIMS, MOXKE J1a CE HAallpaBU OINUT 3a NPEAM3BUKBAHE HA NMOBPBIIAHE; aKO € HEYCIEIIeH,
MOKa3aH € CTOMAIIIEH JlaBaK. [IpuiaraT ce akTuBeH BbITIeH (aicopOeHT) 1 HATPHUEB Cydar
(makcartuB). [TokaszaHo e ankanuzupaHe Ha ypuHarta (250 mmol HaTpueB OuMKapOOHAT 3a 3 yaca) KaTo
ce Habmoxasa pH Ha ypunata. [IpeanounTano jgeueHne 3a TeXKa MHTOKCHKALIUS € XeMOANAIN3a.
)IpyrHTe IIpU3Hallu Ha UHTOKCUKAIUA C€ TPETUPAT CUMIITOMATUYHO.

5. ®APMAKOJIOTUYHU CBOMCTBA
5.1 ®apmakoauHAMUYHHU CBOWCTBA

dapmakoTepaneBTU4Ha rpyna: AHTUTPOMOOTHYHU CPEJCTBA, HHXHOUTOPU Ha TPOMOOIIMTHATA
arperanus, ¢ n3kmouenue Ha xenaput, ATC xoa: BO1AC30.

Mexanusvm na oelicmeue

Kronmmorpen e npeniexapcTBo, €AMH OT YUHTO META0OIUTH € HHXHOUTOP Ha TPOMOOITUTHATA
arperanus. Kimonmuporpen tpsa6sa ga ce meradonusupa or CYP450 ersumure 10 noaydaBaHe Ha
AKTUBHHS METa0OJINT, KOUTO HHXUOHUpa TPOMOOLIMTHATA arperanusl. AKTUBHUSAT METaOOIUT Ha
KJIOMTUIOTPEN CENEKTUBHO HHXUOMpa CBHP3BaHETO Ha ageHo3uH audocdat (ALD) kpm
tpoMOonuTHUs P2Y 12 petienitop u nocienpaiara AJId-Menuupana akTUBAIUS HA TIMKOIIPOTCHH
GPIIb/Illa koMIekca, KaTo MO TO3M HAaYMH HHXHOMpa TpoMOoIMTHATA arperamus. [lopaau
HEOOPaTHMOTO CBBbP3BaHE, TPOMOOIIMTUTE C EKCIIO3UIIHS OCTaBaT 3aCETHATH A0 Kpast Ha CBOSI JKUBOT
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(mpubnusurenHo 7-10 mHW) M BH3CTAHOBSBAHE Ha HOpMaJTHATA TPOMOOIMTHA (DYHKIIHSI HACTHITBA MIPH
CJICJIBAIIIOTO MOKOJIEHHE TPOMOOIUTH. TpoMOOIMTHATA arperanus, Mperu3BUKaHa OT IPYTH
aronuctu, ocBeH AJ[®D, crio ce nHXMOMpa upe3 OJIOKUpaHe Ha yBenndeHaTa TpOMOOIIMTHATA
akTuBanus oT ocBodoacuus AJ{D.

Toit KaTO aKTUBHUAT META00IUT ce 00pazyBa upe3 CYP450 eH3umuTe, HIKOW OT KOWTO Ca
noluMopHU WK ca 00EeKT Ha HHXUOWpPaHe OT JAPYTH JICKAPCTBEHH MPOJYKTH, HE BCUYKHU MAIlHEHTH
e uMaTt 10CTaTb4HO I/IHXI/I6I/IpaHe Ha TpOM6OHI/ITHaTa arperanms.

DapmakoouHamuunu eghexmu

MHOrOKpaTHOTO MpHJIaraHe Ha KJIOMUAOIPEIl 75 mg THEBHO BOAM J0 3HAYMTEIHO HHXHOMpaHE Ha
AJl1®-unayMpanaTa TPOMOOIIMTHA arperamnus OT IbPBUA JeH, KOSTO MPOTPECHBHO HAPACTBA U
JIOCTUTA CTAI[IOHAPHO CHCTOSIHUE My 3 1 7 feH. [Ipu cTanmoHapHO CHCTOSIHUE CPEAHOTO HUBO HA
WHXUOHUpaHe, Ha0JII01aBaHo MpH 75 mg aHeBHO ¢ Mexy 40% u 60%. TpoMOoLUTHATA arperanus u
BPEMETO Ha KbPBEHE ITOCTEIIEHHO CE BPBINAT KbM U3XOAHUTE CTOHHOCTH, OOMKHOBEHO 5 JIHU ClIeH
NPEKbCBAHE HA JICYCHUETO.

AleTHICaIMIIMIOBAaTa KUCEIMHA HHXUOUPa TPOMOOIIMTHATA arperaius 4pe3 HeoOpaTumMo
WHXUOWpPaHE HA MPOCTArIaHNH [IMKJIOOKCUIeHa3aTa i TOBA HHXHOUpa 00pa3yBaHETO HA TPOMOOKCaH
A,, HTHIYKTOP Ha TPOMOOITUTHATA arperanys 1 Ba30KOHCTPUKIUATA. To3M epeKT Tpae KOIKOTO
’KMBOTA Ha TPOMOOITUTHUTE.

ExcnepumeHTanHy JaHHU Mpennoiarar, 4e uoynpoden Moxe Ja HHXuOupa epexTa Ha HUCKaTa 1032
aCTIMPUH BbPXY TPOMOOIINTHATA arperarys, KoraTo ce mpuiaraT eIHOBpeMeHHo. B exHo nmpoyuBane,
KOrato eauHu4Ha 103a noynpoden 400 mg ce B3eMa B paMkuTe Ha 8 yaca npeau win 10 30 MUHYTH
clle]] MpujlaraHe Ha aclIMPHH ¢ He3a0aBHO ocBoOokaaBaHe (81 mg), ce HaOMogaBa HaMasleH eeKT Ha
ACK BBpxy 00pa3zyBaHeTo Ha TpOMOOKCaH MM TpOMOOLIMTHATA arperanus. Brnpeku ToBa
OTPaHUYEHOCTTa Ha TE3W JJAHHU M HECUTYPHOCTTA OTHOCHO €KCTPAIOIallusITa Ha ex Vivo JJaHHU KbM
KJIMHAYHATa CUTyallus O3Ha4yaBa, ue He Morar a ObJaT HalpaBEeHU KaTETOPUYHH 3aKIIIOYCHUS 32
penoBHara ynotpeba Ha nbynpodeH, 1 He Ou clieABajo 1a ce 0OYaKBa KIMHUYHO 3HAYUM €(EKT MpH
cilydJaiiHa yrnoTpeOa Ha HOynpodeH.

Kaunuuna egpuxacnocm u bezonacnocm

be3onacHoctTa 1 eukacHocTTa Ha Kionuaorpen mitoc ACK e onieHeHa B Tpy JBOMHOCIICITH
MIPOYy4YBaHUs, B KOUTO ca BKItoueHH Hax 61 900 manuentu: npoyuBanusta CURE, CLARITY u
COMMIT, cpasusBamu kinonugorpen miroc ACK copsimo ACK caMocTosTenHo, U ABaTa BUaa
JICUCHHUE Ca JJaBaHW B KOMOMHALIMSA C Ipyra CTaHJAapTHA Teparius.

[IpoyuBanero CURE BrutouBa 12 562 mauueHTH ¢ ocTbp KOPOHApeH CUHIPOM Oe3 eneBauus Ha ST
cerMeHTa (HecTaOuiTHa CTCHOKapAHs WM MHOKapaeH nHpapkT 6e3 Q 360e1) 1 HUTMYHETO B IIbPBHUTE
24 yaca OT Ha4aJO0TO Ha TOCJICIHUS €MU30 Ha TPhJIHA 00JIKA WIM CUMIITOMH B PE3YJITAT HA UCXEMUSL.
[Tarmenture TpsioBa na mmat EKI” mpoMeHH, ChOTBETCTBAIM HA HOBOTIOSIBHIIA C€ HCXEMUSI HITH
MOBHUIIICHU CHPJCYHHN EH3UMH WK TportoHuH | wiu T, B CTOHHOCTH TIOHE 1B ITbTH TIO-BHCOKHU OT
ropHa rpaHnuiia Ha Hopmata. [lanuenTure ca panmomu3upanu Ha kionuaorpen (300 mg HaToBapBaiia
Jl03a, mocneaBana ot 75 mg nueBHO, N = 6 259) umroc ACK (75-325 mg Begabx maeBHO) min ACK
camocrostenHo (N=6 303), (75-325 mg BeqHBK THEBHO) U IPYTH CTaHAAPTHH Tepanuu. [lannenTure
ca nexyBanu 1o 1 roguna. B npoyuBanero CURE, 823 (6,6%) nauueHTH ca nojay4aBain
ennoBpemenHo u GPII/IIla penentopHu aHTaroHUCTH. XeMapyH € npuiarat mnpu nosede ot 90% ot
NAalMEeHTUTE, KATO OTHOCUTEIHATA YeCTOTa Ha KbpBeHe Mex 1y kiaonuzporpen mnoc ACK u ACK
CaMOCTOSITETTHO HE € OMila 3HAYMMO MOBIIMSHA OT ChII'BTCTBAILATA TEPAMHs C XETIapHH.

BposT Ha manueHTuTe, IPU KOUTO Ce CTUTA J0 IIbPBUYHATA KpaifHa TOYKa [ChPAEYHO-CHJI0BA CMBPT
(CV), muokapaen undapkr (MI) nim uncynt] ca 582 (9,3%) B rpynara Ha xionugorpen mioc ACK n
719 (11,4%) B rpynarta Ha ACK, HamansBane Ha otHocuTenHus puck ¢ 20% (RRR) (95% CI: 10-28%;
p = 0,00009) B rpymnara Ha knomuaorpen mwioc ACK [17% raMansBaHe Ha OTHOCHTEHUS PUCK TTPU
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KOHCEPBATUBHO JICUEHUE Ha MalueHTuTe, 29% npu HallpaBeHa NepKyTaHHA TPAHCIyMHUHAIHA
kopoHapHa anruomiactuka (PTCA) csc mnum 6e3 creHT u 10% mnpu HampaBeH KOPOHAPHO apTepHajeH
6aiinac (CABG)]. HoBu cbpaedHOCHIOBY MHIMIECHTH (IbPBUYHA KpaiiHa TOYKA) ca MPEIOTBPATECHH, C
HaMaJIsIBaHe Ha oTHocuTenHus puck ¢ 22% (CIL: 8,6, 33,4), 32% (CL: 12,8, 46,4), 4% (CI: -26,9, 26,7),
6% (CI: -33,5, 34,3) u 14% (CI: -31,6, 44,2), cbotBerHO npe3 0-1, 1-3, 3-6, 6-9 u 9-12-meceunu
MHTEpBa Ha npoyuBaHeTo. Ciel TpeTust Mecell Ha JIeueHue, 11oJ13aTa HabJIoaBaHa B rpynaTa Ha
knonuaorpen mioc ACK He HapacTBa moBede, HO pUCKa OT XeMoparusi octaBa (BX. Touka 4.4).

Ynorpebara Ha kinonugorpen npu npoyusanero CURE e cBbp3ana ¢ HamassiBaHe Ha HEOOXOAUMOCTTA
ot TpomOouTryHa Tepanus (RRR = 43,3%; CI: 24,3%, 57,5%) u GPIIb/111a naxubutopu (RRR =
18,2%; CI: 6,5%, 28,3%).

Bposr Ha nauueHTHTE, IPU KOUTO CE CTHTa J0 KO-IbpBUUYHAaTa KpaiiHa Touka (CV cmbpt, M1, nncynr
win pedppakrepra ucxemusi) € 1 035 (16,5%) B rpynara Ha knonuporpen mwioc ACK u 1 187 (18,8%)
B rpymnarta Ha ACK, namansBane Ha oTHOcuTenHUS puck ¢ 14% (95% CI 6%-21%, p=0,0005) B
rpynara Ha kironuaorpen minoc ACK. Ta3u nonsa ce JbDKH MPEeIUMHO Ha CTaATUCTUYECKH 3HAYUMOTO
NOHM)KaBaHe Ha yecToTaTa Ha MuokapaHus nHpapkT [287 (4,6%) npu rpymnaTta Ha KIOIMUAPOTEN IUIHOC
ACK u 363 (5,8%) npu rpynara nHa ACK]. He e HaGmoaBan eeKT BbpXy UecToTaTa Ha
pexocnuTanu3ausaTa pyu HecTaOMITHA CTEHOKAPANAL.

Pesynrarture, noy4eHu npu NOIMyJalMUTe C pa3IMYHU XapaKTEPUCTHKH (HaIp. HecTaObuiIHa
crenokapaus unm MI 6e3 Q 3p0e1, HuCKa 10 BUCOKa CTETeH Ha PUCK, AHa0eT, HE0OOXOIUMOCT OT
peBacKynapu3anus, Bb3pacT, II0Jl U T.H.) ¢a CXOIHHU C Pe3YyATaTUTE OT IbpBUYHKTE aHau3u. [lo-
CIIEINAITHO, B post-hoc ananu3 nipu 2 172 nammentu (17% ot mwsmata CURE nmonymnanus), Ha KOUTO UM
e moctaseH cteHT (Stent-CURE), nanauTe nokasBart, 4e KJIOMUAOTPe CpaBHEH ¢ Tanebo,
nemoHcTpupa 3HaunMo RRR ot 26,2% B mon3a Ha knonuporpen 3a Ko-’bpBUYHATa KpaitHa Touka (CV
cMBpT, M1, mHCYAT) 1 chimo 3HaunMo RRR ot 23,9% 3a BTOpara Ko-mbpBUYHA KpaiiHa Touka (CV
cMBpT, M1, nHCcynT wim pedpakrepHa nucxemust). OcBeH ToBa, MpoQrIbT Ha 6€30MaCHOCT Ha
KJIOMUIOTPE MIPU Ta3H NOArpyIa MalueHTH He MPeJU3BUKa HIKaKBO 0COOCHO OE3MOKOMCTBRO.
CrenoBatesHo, pe3yaTaTUTe OT Ta3H MOArpyIa ca B CbOTBETCTBHE C OOLIUTE PE3yNTaTh OT
POYYBAHETO.

IIpu manmenTn ¢ octbp MI ¢ eneBanus Ha ST-cermenTa, edukacHOCTTa M OE30ITACHOCTTA Ha
KJIONUAOTpeN € Oniia olleHeHa B 2 paHIOMHU3UPaHH, IIare00-KOHTPOIUPAHU, JBOWHO-CIICTIH
npoyuBanus, CLARITY, npocnekrusen noarpynos ananu3 Ha CLARITY (CLARITY PCI), u
COMMIT.

IIpoyuBanero CLARITY BrmouBa 3 491 nanuentu ¢ Hayano Ha MI csc ST eneBanusg B paMKuTe Ha
nocneaanTe 12 gaca ¥ 3alIaHyBaHO TPOMOOIHUTHYHO JiedeHne. [lanenTuTe ca momydmiu
kionuaorpen (300 mg HaToBapBailia f03a, nocjiaeasana ot 75 mg/nex, n=1 752) mioc ACK nmu ACK
camocrosrenHo (n=1 739), (150 no 325 mg kaTo HaTOBapBaIia J03a, MoCcieIBaHa OT 75 10

162 mg/nen), GUOPUHOTUTHYHO CPENICTBO, U KOTATO € OMII0 OIXOASII0, XenapyH. [lanmentuTe ca
npocnencHu 3a 30 xan. [IspBUYHATA KpaliHa TOYKa € KOMOWHHpaHa MosBa Ha 3aIyIleHa apTepus,
CBBbp3aHa ¢ MH(ApPKTa Ha aHTHOTpamMaTa MpeIu U3MUCBAHETO, WK CMBPT, WU oBTOpeH MI npean
KopoHapHaTa anruorpadwus. [Ipu nanuenTy, Mpu KOUTO HE € MpaBeHa aHTHorpadus, MbpBUYHATA
KpaliHa TOYKa € CMBPT WM MOBTOPEH MUOKapaeH HHMAPKT 10 JeH 8 wiu 10 U3NUCBaHETO.
ITomrymanusra manueHTy € BkitouBana 19,7% sxxenn u 29,2% namuenTn >65 roguan. O6mmo 99,7% ot
NalueHTHUTE ca nonydnny Gudpunonutuy (Gudpun cnenuduyunn: 68,7%, He-pudbpun cnenuduvHuU:
31,1%), 89,5% xenapun, 78,7% Oeta O6mokepu, 54,7% ACE unxubduropu u 63% cTaTHHU.

[lernanecet npouenra (15,0%) ot nauuenTute B rpynata Ha kinonuaorpen mwioc ACK u 21,7% B
rpynara Ha tepanusi ¢ ACK caMoCTOSITeNnHO ca TOCTUTHAIM TbPBUYHATA KpaiiHa TOUKa, KOATO
IpE/ICTaBIsABa A0COMOTHO HaMasleHHe OT 6,7% u 36% OTHOCUTEITHO HaMaJIeHHE B I10J13a Ha
kionmuaorpen (95% CI: 24, 47%; p <0,001), rmaBHO CBBP3aHO ¢ HAMAJICHUE Ha CIydyanTe Ha 3aIyIICHHA
apTepuu, cBbp3aHu ¢ HHMapkTa. Tazu nomnsa e Ouia HajIMLe U BB BCUUYKH [IPEIBAPUTETHO
oTpeJiesIeHH MO/rPYIH Ha MAIMSHTUTE TI0 BB3PACT U IO, JIOKaIu3anus Ha nH(papKTa 1 BUJa Ha
U3II0JI3BAHOTO (PUOPUHOIUTUYHO JICUCHUE WITU XETIapyH.
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IToarpynosust ananu3 Ha CLARITY PCI Bxkitoua 1 863 mauuentu csec STEMI, noanoxxenu Ha
PCI. INanmenTute, nomyyasamy 300 mg HatoBapBama no3a (LD) knonunorpen (n = 933), ca umanu
3HAYMTEITHO HaMaJIeHHWEe Ha YecToTaTa Ha ChpAeUHOCHI0Ba cMBPT, MI nin urcynT cien PCI B
CpaBHEHHE C Te3H, moiydasaun mwianedo (n = 930) (3,6% npu npeaBapuTeIHO JICUSHUE C
Kionuorpen cupsamo 6,2% c miaredo, OR: 0,54; 95% CI: 0,35-0,85; p = 0,008). [Tanuenture,
norygaBanty 300 mg LD kmonmmorpen, ca UMaiy 3HAYUTEITHO HaMaJICHHE Ha YecToTaTa Ha
chpaeuHoCHI0Ba cMBPT, MI i uaCYAT 10 30 mam cnex PCI B cpaBHEHME ¢ Te3H, MMOTydaBaIiu
rtane6o (7,5% npu npenBapuTenHo JeueHue ¢ kiaonuaorpen ciupsmo 12,0% c mrarne6o, OR: 0,59;
95% CI: 0,43-0,81; p=0,001). Berpeku ToBa, KOTaTO C€ OICHABA B 00IIaTa MOMyIAIMs Ha
npoyuBaneTo CLARITY, Ta3u cbcraBHA KpaiiHa TOYKA HE € CTATUCTHYECKH 3HAYMMa KaTo BTOpUYHA
KpaiiHa Touka. He ce HaOmo1aBa 3HaYMMa pasiiiKa B 4€CTOTaTa Ha TOJISIMO T MaJIKO KbpBEHE
Mexay nsete sedenus (2,0% mpu npeaBapuTeNHo JeueHne ¢ Kionuaorpen crupsamo 1,9% c miame6o,
p > 0,99). PesynraTuTe OT TO3M aHAJIU3 MOJKPEIAT PAHHOTO M3MOJI3BaHE HA HATOBapBaIla /103a
knonunorpen npu STEMI u ctparerusita 3a pyTUHHO NPEABAPUTEIHO JICUEHUE C KIIOMUAOTPEI IIPU
nanyeHTH, noanokenu Ha PCI.

[poyuBanero ¢ 2x2 dakropuanen auzaitn, COMMIT, Bkirousa 45 852 nanueHTH ¢ Ha4aIo Ha
CUMITTOMH, Oyaemu chMHeHHE 3a M, moakpenenu ¢ natonorununu otkionenus B EKT, (mamp. ST
enesanus, ST nenpecus wim 1B OepeH OJI0K) B paMKuTe Ha mmocieaante 24 daca. [larmenture ca
noiyuniau kinonuporpen (75 mg/aen, n=22 961) mmoc ACK (162 mg/nen), unmu ACK camocTosiTenHO
(162 mg/nueBHO) (n=22 891), 3a 28 AHM WM 10 U3NKMCBaHe OT OoyHUIaTa. Ko-mbpBUUHUTE KpaliHU
TOYKH Ca CMBPT I10 BCSIKaKBa MPUYMHA U ITbPBA M0sBa HA PEUH(APKT, HHCYJIT WIA CMBPT.
[Honynamusra e BxirouBana 27,8% xenu, 58,4% mannentn >60 roguan (26% >70 ronuan) u 54,5%
HAIUeHTH, KOUTO ca MOTYIHiIn (GUOPHHOIUTHIIH.

Knomunorpen mmoc ACK 3HaunmMo HaMmassiBa OTHOCUTEIIHHS PUCK OT CMBPT 110 BCAKAKBA IPUIMHA
cbe 7% (p = 0,029), 1 oTHOCHTETHHUSA PUCK HA KOMOWHALIMATA OT HIOBTOPEH UH(APKT, HHCYIT HIIH
cMBpT ¢ 9% (p = 0,002), koeTo mpencTapisiBa abCOMOTHO HaManeHue cboTBeTHO OT 0,5% u 0,9%.
Ta3u mox3a e HanHIle He3aBUCUMO OT BB3PAcT, TI0J, ChC WiIH 0e3 (PMOPUHOIUTHIIN, U € HabIItoJjaBaHa
ollle B MbpBUTE 24 yaca.

Jsarocpouno (12 mecena) seuyenne ¢ kinonugorpel mioc ACK npu marmmentu csc STEMI cnex PCI

CREDO (Kiontuaorpen 3a HaMajsBaHe Ha HE)XEJIAHUTE CHhOUTHS 110 BpeMe Ha HaOIIOACHUE —
Clopidogrel for the Reduction of Adverse Events During Observation)

ToBa paHIOMHU3UPAHO, ABOMHO-CIIAIO, IUIALIe00-KOHTPOJIIMPAHO MPOYUBAHE € IPOBEICHO B
Crenunenure matu u Kanana, 3a 1a ce OIleHH 10J13aTa OT IBIrocpodHo (12 Mecerna) nedeHue ¢
kionmuaorpen cien PCL. 2 116 mamuenTu ca pangomMusupann jna moirydasat LD 300 mg xkimonmmorpen
(n =1 053) nmm nnanebo (n =1 063) 3 xo 24 yaca npeau PCI. Bcuuku nanueHTH ca nosyyaBaiu U
325 mg acnupus. Cie MHTEpBEHUMATA BCHUKH NAMEHTH Cca MOJy4aBajiu KJIONuIorpen 75 mg/nex
1o nen 28 u B asete rpynu. Ot Jled 29 mo 12 mecena manueHTHTe B rpyIiaTa ¢ KJIOMUI0TPEN ca
MoJTy4yaBajii 75 mg/ieH KIOMUAOrpes, a B KOHTPOJIHATA Ipyla ca noidy4asaiu mianebo. U neere
rpynu ca noixy4asain ACK no Bpeme Ha npoyuBaneto (81 1o 325 mg/nen). Cnen 1 roauna e
Ha0JIF0/1aBaHO 3HAYUTEITHO HaMaJlsiBaHe Ha KOMOWHHUPAHUS PUCK OT CMBPT, MHPAPKT Ha MHOKap/ia WiIn
UHCYAT ¢ Kionuaorpen (26,9% orHocutenHo Hamanenue, 95% Cl: 3,9%-44,4%; p = 0,02; abcotoTHO
HamaseHue 3%) B cpaBHeHue ¢ miane6o. He e HabmogaBano 3HaYUTEIIHO YBETMYCHNE HAa YeCTOTaTa
Ha roJiiMo KbpBeHe (8,8% c kinonumorpel cupsimo 6,7% c mwiane6o, p = 0,07) uiu Maako KbpBeHE
(5,3% ¢ kmonuaorpen crpsamo 5,6% ¢ mwiamedo, p = 0,84) Ha 1 ronuHa. OCHOBHOTO 3aKJIIOYCHHE Ha
TOBa MPOYYBAHE €, Ue MpoabKaBaHeTo Ha kionuaorpen u ACK 3a mone 1 roawHa Bou 10
CTaTHCTUYECKH Y KIMHHYHO 3HAYNMO HaMaJlsiBaHE Ha TOJIEMUTE TPOMOOTHYHH CHOUTHSI.

EXCELLENT (Edukacnoct Ha Xience/Promus cripsimo Cypher 3a HamasisiBaHe Ha KbCHaTa 3ary0a
cien crentupane — Efficacy of Xience/Promus Versus Cypher to Reduce Late Loss After Stenting)
ToBa MpoCneKTUBHO, OTBOPEHO, PAaHIOMU3MpPAHO MIpoyyBaHe € mpoBeneHo B Kopes, 3a 1a ce onieHn
Janu 6-MecedHarta JIBOiiHa aHTuarperatHa tepanus (dual antiplatelet therapy, DAPT) e
HenH(epropHa (He mo-Mallko eexTuBHa) oT 12-meceunara DAPT cnex nMIutaHTHpaHe Ha CTEHTOBE,
oTaessM JiekapctBo. IlpoyuBanero BkitouBa 1 443 mauueHTy, NOAJIOKEHU HA UMILTAHTALIMSL, KOUTO
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ca paHjoMu3upanu Aa nonydasat 6-meceueH DAPT (ACK 100-200 mg/neH miroc KAOMUA0rpet

75 mg/nen 3a 6 mecena u cien ToBa camo ACK mo 12 mecena) wiu 12-meceuen DAPT (ACK

100 -200 mg/nen mttoc kionuaorpen 75 mg/nen 3a 12 mecena). He e HaOnroiaBaHa 3Ha4YNUTEITHA
pasiuKa B 4eCTOTaTa Ha HEIOCTATHYHOCT Ha TAPTeTeH ChJl (ChbBKYMHOCT OT ChpaeyHa cMbpT, MI mmn
peBacKyIapu3amus Ha TApreTeH ChJ), KOSATO € MbPBUYHA KpaifHa TOYKa MKy TPYIUTE Ha 6-MecevyHa
u 12-meceuna DAPT (HR: 1,14; 95% CI: 0,70 1,86; p = 0,60). Cpm1o Taka mpoy4IBaHeTO HE ITOKa3Ba
3HAYUTENIHA pa3lIuKa B KpaliHaTa TOYKa 3a 0€30MacHOCT (CHbBKYIHOCT OT CMBPT, HH(APKT Ha
MHOKapJa, HCYJT, TpOMO03a Ha CTEHT WU royisiMo KepBeHe o TIMI) mexay rpynure Ha 6-meceuHa
u 12-meceuna DAPT (HR: 1,15; 95% CI: 0,64-2,06 p = 0,64). OCHOBHOTO 3aK/II0YCHIE HAa TOBA
npoyuBane e, 4ye 6-meceunara DAPT e He e mo-manko epextuBHa oT 12-meceunata DAPT no
OTHOIIICHUE HA PHCKA OT HEJOCTATHYHOCT Ha TAPTETEH Ch/I.

Jeeckananus Ha P2Y » penentopuu naxuouropu npu ACS

[IpemuHaBaneTo OT MoO-MoteH P2Y 1, perentopeH HHXUOUTOP KbM KIIOHJIOTPENl B KOMOHHAIIHS C
acnupuH ciies ocTpa ¢asza mpu ACS € OIleHeHO B IB€ PaHIOMHU3HPAHH, CIOHCOPUPAHU OT
u3ciaenoBaTels npoyuBanus (investigator-sponsored studies, ISS) — TOPIC u TROPICAL-ACS ¢
JIAaHHU 32 KIIMHAYEH Pe3yJITaT.

Knuandaata momnsa, KosATo mokasBat no-moutauTe P2Y 1, penentopHyn HHXUOUTOPH, TUKArpesop U
Mpacyrpelt B TEXHUTE OCHOBHU TIPOYYBaHMsI, € CBbp3aHa ChC 3HAYNMO HaMaJIsiBaHE Ha
PEIUANBUPAIIINTE UCXEMUYHN CHOUTHS (BKITIOUUTEITHO OCTpa | IMojocTpa Tpombo3a Ha crenTa (ST),
MuokapaeH uadapkt (MI) u crieniHa peBacKyjiapu3anys). Bernpeku, ue ucxeMUuHaTa 1MoJiza e
MOCIIIOBATEIIHA TIpe3 IIbpBaTa T'OIMHA, MO-TOJIIMO HaMaJICHHUE Ha UCXeMUYHHUTE penuauBu cien ACS
¢ HaOJIr01aBaHo Mpe3 IBPBUTE JTHU CIIE 3ao4YBaHe Ha JieueHneto. OOpaTHO, mocneaBaiuTe (post-
hoc) aHaM3M MOKa3BaT CTATUCTUYECKH 3HAYUMO YBEIUYCHHE HAa PUCKA OT KbPBEHE MPH TO-MOITHUTE
P2Y 1, petienTopar HHXHOUTOPH, KOETO CE MOSABSBA MPEAMMHO 110 BpeMe Ha Mo Ibpxamiata ¢asa,
cnen mepBust Mecen cien ACS. TOPIC u TROPICAL-ACS ca npegHa3zHadeHH J1a U3CIEABaT Kak Jia ce
HaMaJAIT ChOUTHATA HA KbPBEHE, KaTO ce 3ama3u e(UKacHOCTTA.

TOPIC (Bpeme Ha TpOMOOIIUTHA HHXHOUIIHSI CIIET OCThP KOpoHapeH cunpoM — Timing Of Platelet
Inhibition after acute Coronary syndrome)

Tora paHmOMU3UpPaHO, OTKPUTO U3NMHUTBAaHE BKIIOUBA narueHTH ¢ ACS, xouto ce Hyxnasart ot PCL.
ITanmenTHTe HA acIUPUH | MMO-MOIeH P2Y 1, 610kep u 0€3 HeXXenaHO ChOUTHE B pAMKHUTE Ha SIIMH
Mecell, ca OWIN pa3npe/IesiCHH J1a IPeMUHAT Ha (PUKCUPAHU 03U aCITUPHUH TLTIOC KIOMUA0TPE
(meeckanupaHna n1BoiiHa aHTUTpoMOOIMTHA Tepanus — de-escalated dual antiplatelet therapy, DAPT)
WJIM J1a TIPOIBJDKAT CBOSITA JIeKapcTBeHA cxema (HempomeHeHa DAPT).

AHanmsupanu ca 00110, 645 ot 646 nanmentn cbe STEMI min NSTEMI, nnn HectabunHa
creHokapaus (neeckanupana DAPT (n=322); nenpomenena DAPT (n=323)). [IpociensBane Ha
IbpBaTa rojivHa € u3BbpieHo npu 316 nanuentu (98,1%) B rpynara Ha geeckanmupada DAPT u 318
nauueHTH (98,5%) B rpynara Ha HenpomeneHa DAPT. MenuanaTa Ha npociieAsiBaHe 3a IBETE TPYIH €
359 nuu. XapakTepuCTHKUTE Ha M3CJIeBaHATa KOXOPTa ca CXOJHH B JIBETE TPYITH.

[IBpBUYHUAT pe3ynTaT, ChCTaBHA TOUYKA OT CHbPACYHOCHI0BA CMBPT, HHCYIIT, CIICIIHA
peBackynapusanus 1 kbpseHe no BARC (akameMudeH u3cieoBaTeIcKu KOHCOPLUYM MO KbpBEHE —
Bleeding Academic Research Consortium) >2 Ha 1-Bata roguna cienq ACS, € HacThInI pu 43
nauueHTH (13,4%) B rpynara Ha neeckanupana DAPT u 85 nauuentu (26,3%) B rpynara Ha
Henpomerena DAPT (p<0,01). Ta3u cTaTucTH4ecku 3Ha4MMa pa3inKa ce AbKM OCHOBHO Ha I10-
MaJIKO CHOUTHSI Ha KbpPBEHE, 0e3 /1a ce HabIro/1aBa pa3inKa MpH KPaHUTE TOYKH 338 UCXEMHUSI
(p=0,36), nokato kbpBeHe Mo BARC >2 ce HabmoaaBa no-psako B rpynara Ha aeeckanupada DAPT
(4,0%), cnpsimo 14,9% B rpynata Ha HenpomeneHa DAPT (p<0,01). CrOuTHs Ha KbpBeHeE,
onpezaeneHu karo Bcuuku crenenu no BARC ce nabmonasat npu 30 manuentu (9,3%) B rpynara Ha
neeckanupana DAPT u 76 nanuentu (23,5%) B rpynara Ha HeripomeHena DAPT (p<0,01).
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TROPICAL-ACS (U3cieqBane Ha OTTOBOPa KbM TPOMOOITUTHA HHXUOHUITUS TIPA XPOHUIHA
AHTUTPOMOOIIMTHA Teparus 3a OCThP KOpOHAPEH CHHAPOM — Testing Responsiveness to Platelet
Inhibition on Chronic Antiplatelet Treatment for Acute Coronary Syndromes)

ToBa paHIOMHU3UPAaHO, OTKPUTO U3MUTBAaHE BKIIOUBA 2 610 monoXuTeaHu 3a OnoMapKep NaueHTH ¢
ACS cnen ycnemna PCI. IlanueHTUTe ca paHIOMU3MPaHHM Ja MMoJIydaBar npacyrpei 5 win 10 mg/nex
(duu 0-14) (n=1 306), wu npacyrpen 5 wiu 10 mg/nen (Juu 0-7), ciaen KoeTo ca qeecKalupaHy Ha
knonuaorpen 75 mg/nen (Auu 8-14) (n=1 306), B komOunanus ¢ ACK (<100 mg/nen). Ha 14-us nen
€ TPOBEJICHO M3ceBane Ha TpomOonuTHaTa QyHkius (platelet function testing, PFT). [anuenTure,
JIEKyBaHU caMo C Mpa3yrpel ca MpobJDKIIN Ha TIpa3yrpen B Mpoabbkenue Ha 11,5 mecera.

JleeckanupaHuTe MalMeHTH ca OWIIN MOAJI0KEHU Ha BUCOKOUYBCTBUTEJIEH TECT Ha TPOMOOIIMTHA
peaxtuBHocT (high platelet reactivity, HPR). Ako HPR e >46 equnuim, nanuenture ca Ouim
eckanupanu oOpatHo Ha mpacyrpen 5 unu 10 mg/nen 3a 11,5 mecena; ako HPR e <46 egununm,
MAIMEHTUTE ca MPOAB/DKHIIN Ha Kiaonuaorpen 75 mg/nex 3a 11,5 mecena. Crie10BaTeIHO BOACIIATA
rpyma Ha JeecKanalus BKIIOYBa NanueHTH Ha mnpacyrpen (40%) wmu knonuaorpen (60%). Beuuku
NalUEHTH ca MPOABIKIIN HA aCIIUPUH M ca MPOCIEACHH B IPOIBJDKCHUE HA elHA TOAMHA.

[IppBHYHaTA KpaifHa TOUKa (KOMOMHUpaHa YeCTOTa Ha ChPIACUYHOCHA0BA CMBPT, M1, nHCYNT 1
kbpBeHe 1o BARC >2 crenen Ha 12 mecena) € JOCTUTHATA, KOETO MTOKa3Ba He MO-Majika e(pUKaCHOCT.
Hesetnecet u net manueHTn (7%) BHB Bojlemara rpymna Ha qeeckananus u 118 manuentn (9%) B
KOHTpOJIHAaTa rpymna (p Ha HenHpepuoproct=0,0004) ca umanu crbutue. Bonemara rpymna na
JleecKanalus He € JoBeja O MOBHIIEH KOMOMHHUPAH PUCK OT HCXeMUYHH chOuTHs (2,5% B Tpynara Ha
Jeeckananus cupsamo 3,2% B KOHTposiHaTa rpyna; p Ha HemHpepruopHoct=0,0115), HUTO Ha
OCHOBHATa BTOpHYHA KpaiiHa Touka kbpBeHe no BARC >2 crenen ((5%) B rpymnaTa Ha eeckanamnus
capsimo 6% B koHTposiHaTa rpyna (p=0,23)). KymynaTuBHaTa dyectotra Ha CbOMTHS HAa KbPBEHE OT
Bcnuku crenenu (kiac mo BARC 1 1o 5) € 9% (114 ¢cw0utust) BBB BoJCIIATa TPyIIa HA JcecKalalus,
capsimo 11% (137 cebutus) B KoHTponHATa rpymna (p=0,14).

Tleouampuuna nonynayus

EBporeiickaTa areHius 1o JiekapcTBara oTiiara 3aJbKEHHETO 3a IPEIOCTaBsIHE Ha Pe3yITaTUTE OT
MPOyYBaHUATA ¢ peepeHTHHUS JIEKApPCTBEH MPOIYKT, ChABPKAI KIOTHIOTPEN / alleTHIICATUIINIOBA
KHCEJIMHA BHB BCUYKH IMOATPYIH Ha TIeNaTpUYHATA TIOITyJIAIUs TIPH JICYSHHETO Ha KOpOHApHA
aTepockieposa (Bx. Touka 4.2 3a MH(GOpMaIKsa OTHOCHO yroTpe0a B IeIUaTPUsATA).

5.2 dapmakoKMHETUYHH CBOWCTBA

Kionuporpein:

Abcopbyus

Cren eIHOKPaTHO U MHOTOKPATHO NEPOPATHO MIPUIIOKEHHE Ha IO3M OT 75 mg AHEBHO, KJIONUAOTPEN
ce abcopbupa 0bp30. CperHUTE MAKCUMATHH IIJIA3MEHH HUBA Ha HEITPOMEHECHHMSI KIIOTTHIOTPEIT
(mpubamsurenno 2,2-2,5 ng/ml cien eAMHUYHA epopaitHa 103a 75 mg) HACTHIBAT NPHOIU3UTETHO
45 munytu cnen npueM. AGcopOuusita e Haii-manko 50% Bb3 OCHOBA Ha EKCKPELUsITa C ypuHaTa Ha
METa0O0IUTUTE Ha KJIONUAOTPEI.

Pasnpeoenenue

Kiormuorpen 1 OCHOBHUSAT MUPKYJIMpanl (HeakKTUBEH) METabOJIUT ce CBHP3BAT 0OPATHMO i Vitro
C YOBEIIKUTE TUIa3MeHH MPOoTenHHU (ChOTBETHO 98% 1 94%). In vitro cBbp3BaHETO HE 3aBUCH OT
CTETEHTa Ha HAaCHI[aHE B IIMPOK JUANa30H Ha KOHIICHTPALHATA.

Buompancgopmayusa

Krnonuporpen ekcreH3sHMBHO ce MeTabonn3upa B uepHust 4po0. In vitro u In vivo KIONUIOTpen ce
MeTaboIM3upa Mo ABa OCHOBHU METAOOJIMTHY BT €IUH, OCBIIECTBABAH OT €CTepa3d U BOJCIL
JI0 XUIPOJIM3a U MOJydYaBaHe Ha HEAKTUBHU JIEPUBATH Ha KapOOKcHIoBaTa kucenuna (85% ot
IUPKYJIUPAIIATE METAOOINTH), ¥ IPYT, OCHIIECTBSIBAH OT MHOXECTBO IuToxpomu P450.
Krnomuaorpen mbpBo ce MeTabonu3upa 10 2-0KCO-KIOMUAOTPENl MEXANHEH METa0OIHNT.
[MocnenBamusaT MeTabOIM3BM Ha MEKIMHHUS METa0OIHT 2-0KCO-KIIOMUIOTPEI BOJIU JI0
o0Opa3yBaHe Ha aKTUBHHS META0OJINUT, THOJIOB JIEPUBAT HA KIOMHIOTPENl. AKTUBHUSIT META0OJIUT
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ce obpazysa mpenumuo ot CYP2C19 ¢ yuactuero Ha Hakonako apyru CYP ensumu,
BumrounTeTHo CYP1A2, CYP2B6 u CYP3A4. AKTUBHUSAT THOJIOB METaOOIHT, KOWTO € U30JIUPaH
in vitro, ce cBbp3Ba OBP30 U HEOOPATUMO KM TPOMOOIIMTHUTE PEICTITOPU, KOSTO HHXHOUpPa
TPOMOOIIMTHATA arperamnus.

Crmax Ha aKTUBHHS META0ONHUT € ABa IBTH II0-BUCOKA CJIe] €AMHUYHA HaToBapBamia 103a oT 300 mg
KJIOIUIOTPET, OTKOJIKOTO cJe]l IpUIaraHe Ha MoAAbprKalla 1o3a oT 75 mg 3a 4eTUPU JHU. Ciax €
nocrura npuonusutenHo 30 1o 60 MUHYTH ciie]] IpujiaraHe.

Enumunupane

Crnen nepopaito npuiioxkenue Ha mapkupan ¢ C'* kinonugorpen npu xopa npubiusurento 50% ce
eKCKpeTHpa B ypuHarta u okoso 46% upe3 pexanmuute 3a 120-uacoB naTepBan ciex npuema. Cien
eIMHUYHA [TEPOPAITHA J103a OT 75 mg, KIOMHIOTPel UMa TOITYKUBOT OT PUOIH3HUTEIHO 6 Yaca.
EnuMUHAIMOHHUSAT MOTYKUBOT HA OCHOBHUS IIUPKYJIHApaIll (HEaKTHBEH) METa0OJINT € 8 yaca ey
€HOKpPATHO M MHOTOKPATHO TPHUJIATaHe.

Dapmakozenemuxa

CYP2C19 yuactBa B 00pa3yBaHETO KaKTO Ha aKTUBHMS METAOOJINT, TaKa U HA MEKIMHHUS
MeTabonuT 2-oKco-Kiaonuaorpen. @apMakOKMHETHKATa M aHTUTPOMOOTHYHUTE e(DEeKTH Ha aKTHBHHSA
MeTaboJINT Ha KJIOMUIOTPENT, U3MEPEHH Upe3 ex-vivo aHali3 Ha TPOMOOIIUTHATA arperawysi, ce
paznuuasar B 3aBucuMoct oT CYP2C19 renorumna.

CYP2C19*1 anensT chOTBETCTBA Ha HAITBJIHO (PYHKIMOHAIEH MeTabomu3bM, nokaro CYP2C19%2
u CYP2C19*3 anenurte choTBEeTCTBAT Ha HePyHKIHOHATIEH MeTabomn3bM. CYP2C19*2 u
CYP2C19*3 anenute mpencraBisBat Mo-rojsiMaTta 4acT OT ajJlefIUTe C HamajeHa GyHKLUS PH
cmabure merabonuzaTopu B eBponenHara (85%) u azuarckara (99%) paca. Apyru anenu,
CBBP3aHH C JIMTICBAII WM HAMaJIeH MeTa0O0IM3bM, ca Mo-Masko yecTd U BimrouBaT CYP2C19%4,
*5, *6,*7 u *8. [lanpieHT ChC cTaTyC Ha CI1a0 MeTabOIU3aTOP, e MPUTEKABA JIBA ajelia, OTTOBOPHHU
3a 3ary0a Ha (hyHKIUS, KAKTO € OIpe/esieHo mo-rope. [1yOnukyBaHUTE 4eCTOTH 3a CJIa0uTe
CYP2C19 merabonu3upaliiyl TeHOTHIIOBE ca Mpuoam3uTenHo 2% 3a eBpornenaHaTa paca, 4% 3a
yepHata paca 1 14% 3a kuraiinure. ChinecTByBat TecToBe 32 onpenensHe Ha CYP2C19 renorumna
Ha MaIeHTa.

Kpscrocano npoyusane mpu 40 3apasu qooposointy, mo 10 BeB Beska ot uyetupute CYP2C19 rpynmn
MeTabonu3aropu (KpaiHO Obp3U, EeKCTCH3UBHU, MEXIUHHH U CITa0M METa0OIN3aTOPH) OLICHSBA
(bapMaKOKHHETHKATa H AaHTUTPOMOOILIMTHHATE OTTOBOPH mpH 7032 oT 300 mg, mocneaBaHa OT

75 mg/nueHo u 600 mg, nocneaBana ot 150 mg/nHeBHO, Beska 3a 00110 5 qTHU (CTalMOHAPHO
CBCTOSTHHE).

He ca HaOmoaBanyu ChIIECTBEHU PA3IMKH B €KCIIO3UIIMATA HA aKTUBHUS METa0OJUT U CPETHOTO
nHXuOUpaHe Ha TpoMmOoMTHaTa arperauus (IPA) mexxay kpaiiHo Obp3uTe, EKCTEH3UBHUTE U
MEXIUHHUTE MeTabonu3atopu. [lpu cnabure meTabonn3aTopy, eKCIO3UIHATA HA AKTHBHUS
MeTaboauT € HamaieHa ¢ 63-71% B cpaBHeHHE ¢ eKCTeH3UBHUTE MeTabonuzaropu. Ciien cxema Ha
npunarase 300 mg/75 mg, aHTUTPOMOOLIMTHUTE OTTOBOPH Ca TIOHMKEHH MPHU cliabute
MeTtabonmzaropu cbe cpenHo [PA (5 uM ADP) ot 24% (24 gac) u 37% (nen 5) B cpaBHeHue ¢ [PA
oT 39% (24 gac) u 58% (meH 5) nmpu excreH3uBHUTE MeTabonu3aTopu u 37% (24 gac) u 60% (meH 5)
npu MEeXAUHHUTE MeTabonu3aropu. Korato ciabure Metabonu3aTopyu npreMar Imo cxema

600 mg/150 mg, ekcro3uIusaTa Ha aKTUBHUS META0OJIHT € TI0-TOJIIMa, OTKOJIKOTO MTPH CXeMaTta

300 mg/75 mg. B nomreiiaenue, IPA e 32% (24 gac) u 61% (zeH 5), cTroifHOCTH, TIO-TOJIEMHA
OTKOJIKOTO TPH cI1abuTe MeTabonn3aTopH, momyyasamy mo cxema 300 mg/75 mg u cXoAHU Ha Te3H
npu apyrure CYP2C19 merabonuzupaiuun rpynu, nomrydasainy mo cxema 300 mg/75 mg.
[Nonxoasma cxema Ha MpUJIaraHe Mpy Ta3u MOIyJIalys HALUEHTH BCE OLLIE HE € OIIpeelieHa B
W3MUTBAHUS 33 KIIMHUYHU PE3YJITaTH.
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B cpoTBeTCTBHE C TOPHUTE PE3YIATATH, IPH METa-aHAIN3, BKIIOYBAI 6 MPOyYBaHUS TIpH 335
MAIEeHTH, JIEKYBAaHH C KJIOMUIOTPET B CTAIIMOHAPHO ChCTOSIHHE, € TTOKA3aHO, Y€ EKCITO3UIINATA Ha
AKTUBHUS METa0OJUT € OoHmKeHa ¢ 28% 3a MEXXIUHHUTE MeTabomu3aTopu u 72% 3a cinadute
MeTab0IM3aTOPH, JOKATO HHXHUOMpAaHETO Ha TpoMOonuTHata arperauus (5 pM ADP) e monmxeno ¢
pasnuku B [PA ot crotBeTHO 5,9% 1 21,4%, B CpaBHEHHE C €KCTEH3UBHHUTE META0OIU3aTOPH.

Bnusiauero Ha CYP2C19 reHotuna BbpXy KIMHUYHHS U3X0/ IPU MALIUEHTH, JIEKYBAHHU C
KJIOTIUJIOTPETI, HE € OIEHSIBAHO B MPOCIIEKTHBHHU, PaHIOMU3UPAHH, KOHTPOJIUPAHN H3MUTBAHMUA.
CriecTByBaT 00aue peauna peTpoCceKTHBHU aHAJIM3H 32 OllEHKa Ha TO3U €(PeKT MpH MalueHTH,
JIeKyBaHH € KIONHUIOIPe, 3a KOUTo uMa pesyntaru 3a renotuna: CURE (n=2 721), CHARISMA
(n=2 428), CLARITY-TIMI 28 (n=227), TRITON-TIMI 38 (n=1 477), u ACTIVE-A (n=601),
KaKTO ¥ U3BECTEH OpOif MyOIMKyBaHN KOXOPTHHU MPOYYBAHUS.

B TRITON-TIMI 38 u 3 ot koxopraute npoyuBanus (Collet, Sibbing, Giusti) komOuHMpaHaTa
rpyma NalueHTH ¢ MeXIUHEH WK c1ad MeTaboau3upalll CTaTyC ca UMaJM IT0-BUCOKA YECTOTa Ha
ChPACYHOCHIOBU CHOUTHS (CMBPT, MHOKapACH HHDAPKT U HHCYJT) WK TpoMOO03a Ha CTEHTA, B
CpaBHEHHE C EKCTEH3MBHUTE METa00IN3aTOPH.

B CHARISMA 1 eHO KOXOPTHO Tipoy4BaHe (Simon) MOBHIIIEHA Y€CTOTa HA UHIHJICHTH €
HaOJro1aBaHa camMo MpH cnadute MeTaboInu3aToOpy B CPAaBHEHHE C €KCTEH3UBHUTE

MeTa6OJ'H/ISaT0pH.

B CURE, CLARITY, ACTIVE-A u eqno ot koxoptHute npoyuBanus (Trenk) ue e
Ha0JII01aBaHa TIOBHIIIEHA YeCTOTa Ha ChOUTHATA Bh3 OCHOBA Ha CTaTyca Ha MeTaboIm3aTopa.

Hwuto enun oT Te3u aHAIM3M HE € ¢ TocTaTh4eH Opoil MaueHTH, 3a 1a OTKPHUE Pa3iuKH B U3X0/1a
npu cabute MeTaboH3aTopH.

CrelyaiHy MOmyIalin

(DapMaKOKI/IHeTI/IKaTa Ha aKTUBHHS METa0OJIMUT Ha KoM OO0TpeiI HE € U3BECTHA IIPU TC3U
CIICIMAJIHU IIOITyJIallu.

bvopeuno napywenue

Crex MHOTOKpATHO TpHJIaraHe Ha JJO3U OT 75 mg KJIONMIOTPEN JHEBHO IPH MAIIMEHTH C TEXKa
O0BOpevHa HEZIOCTATHYHOCT (KPEATUHHHOB KIUPBHHC MexXAy 5 v 15 ml/min), naxubupanero Ha AJ/1D-
WHyIIpaHaTa TPOMOOLIUTHA arperamusi € mo-Hucko (25%), 0TKOIKOTO HaOII0JaBaHOTO NIPH 3PaBU
WH]MBU/IM, BBIIPEKH TOBA, YABDKaBaHETO HA BPEMETO Ha KbPBEHE € CXOIHO C TOBA, HAOII0aBaHO
NIpY 37paBy WHAWBWIH, IPHEMaIy 75 mg kionuaporesn aHeBHO. OCBEH TOBA, TIPU BCUYKH MAIIUEHTH,
KJIMHAYHATa IOHOCHMOCT € Omia noopa.

Yeprnoopobno napyuterue

Cren MHOTOKpaTHO TIpHJIaraHe Ha /1032 OT 75 mg KJIOMUIOTPEN JHEBHO B MpoabbkeHue Ha 10 mHu
MIPH MAIUEHTHU C TEXKO YePHOAPOOHO HapyIlIeHue, nHXxuOupanero Ha AJ|d—uHaympanara
TPOMOOITUTHA arperaiwsi € CXOJIHO C TOBa, HaOJI0IaBaHO TIPH 3IPAaBU UHIUBUIU. Y IBIDKABAHETO
Ha CPETHOTO BpeMe Ha KbPBEHE CHIIO € CXOIHO B IBETE IPYIIH.

Paca

[MpeobnanaBaneto Ha anenute Ha CYP2C19, onpenensiium mexxanneH u cnad CYP2C19
MeTab0IM3bM CE pPa3InyaBaTr B 3aBUCHUMOCT OT pacarta/eTHoca (Bx. PapmakoreneTuka). Hannunu ca
OrpaHUYEHH JaHHU OT JUTEpaTypaTa 3a a3MaTCKUTE IOIMYJIALNH 32 OLEHIBAHE Ha KIMHUYHATA
3HaynMocT Ha ToBa CYP reHoTunm3upane Mo OTHOIIEHHE Ha KIMHUYHUTE PEe3yJITaTH.

Auernncanurinosa kucenusa (ACK):

Abcopbyus

Crnen adbcopouus, ACK ot Kinonuaorpen/AneTuicaauiuioBa KucearuHa Viatris ce Xuapoau3upa 10
CAJIMIIMIIOBA KUCEJIMHA C MUKOBY TJIA3MEHU HUBA HA CATUITUIIOBA KUCEIIMHA, JOCTUTHATH B PAMKUTE
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Ha | wac cien mpmiarade, Taka ge razmennte HuBa Ha ACK ca mpaktnyeckn Heonpenenumu 1,5-
3 gaca cien npuiaraHe.

Pasnpedenenue

ACK ce cBBp3Ba 1200 C TUIa3MEHUTE MPOTEHHH ¥ MPUBUIHUAT 00EM Ha pa3IpeneicHue ¢ HUCHK
(10 1). Heitausar MeTaboIUT, CATMIIMIOBA KUCEINHA, CE CBhP3Ba BbB BUCOKA CTEIICH C IJIa3MEHHUTE
MPOTENHH, HO HEHHOTO CBBP3BaHE 3aBHCH OT KOHIEHTpaIusITa (HenuHeiHo). [Ipu Hucku
koHueHTparmu (<100 mukporpama/ml), nmpubnusurenHo 90% oT cauuioBaTa KHCEIUHA ce
cBbp3Ba ¢ anbymuHa. CanuipioBara KICEIHHA Ce pasnpeiesis ITMPOKO BbB BCUUKU ThKaHU U
TEJIECHU TEYHOCTH, BKIFOUMTEITHO ICHTPATHATA HEPBHA CUCTEMA, KbpMaTa U (DeTaTHUTE THKAaHU.

Buompancgopmayus u enumunupane

ACK B Knonunorpen/AuetnicaaninioBa KucelnHa Viatris ce Xxuaponusupa 0bp30 B Ij1a3mara J10
CaJIMIIOBA KUCENUHA, ¢ moayKuBoT oT 0,3 10 0,4 vaca 3a nozure ACK ot 75 1o 100 mg.
CanuuioBara KUCEIMHA ce KOHIOTHPA MPETMMHO B YepHHS APoO 1mo1 popMa Ha CATUIMIIITMKOYHA
KHCENMHA, (PEHOJIOB TIIIOKYPOHHU]I, alleTHII TIIFOKYPOHU/I U TOJISIM OpOii BTOPOCTEIICHHN META0OIUTH.
CamumoBara kucennnaa B Kimonuaorpen/AnernicaniunuioBa Kuceanaa Viatris uMa rmia3meH

MO KHBOT MPUOIU3UTETHO 2 yaca. MeTaboIu3MbT Ha CATUIMIIATUTE € C HACHIIIAHE W OOIIUST
TeJeCeH KIMPBHHC HaMalsBa MPH MO-BUCOKH CEPYMHHU KOHIIEHTPAIUK Opaay OrpaHu4eHaTa
CMOCOOHOCT Ha YepHHUs Jpod a 00pa3yBa CATUIMIITUKOYHA KUCENWHA U (DEHOJIOB TITIOKYPOHH/I.
Crnen mpuem Ha Tokcnyau 1031 (10-20 g), TUTa3MEeHHAT TOIYKUBOT MOXKE J1a Ce YBEJIMYH JI0 HaJ

20 gaca. [Ipu Bucoku no3u Ha ACK, emTuMUHUpPaHETO Ha CAIMIIUIIOBATa KUCEJIMHA CIeBAa KHHETHKA
OT HyJIEB TIOPSAABK (T.€. CKOPOCTTa Ha ETMMHHUPAHE € KOHCTAHTA 110 OTHOIICHHE Ha IIa3MeHaTa
KOHIIEHTpAIH ), C MPUBUICH TIOTYKUBOT 6 WM TOBeYe Yaca. brOpednaTa ekckperus Ha
HEIIPOMEHEHOTO aKTUBHO BeEIeCTBO 3aBUcH OT pH Ha ypunara. IIpu nosumasane Ha pH Ha ypuHara
Hax 6,5, ObOpeUHHT KIMPHHC HAa CBOOOIHUS CaTMIIMIIAT ce yBenndara oT <5% mo >80%. Cnex
MIpHeM Ha TepaleBTHYHH 03U, TpuOam3uTenHo 10% ce oTKprBa eKCKpeTUpaH B ypHUHATA KAaTO
CaNMINIOBa KUCENHHA, 75% KaTo CaMIMINUKOYHA KucennHa, 10% ¢enon- u 5% anwn-
TJIFOKYPOHUM Ha CAJTUIIIIOBATa KMCEIHHA.

B®3 ocHOBa Ha (hapMaKOKMHETHYHUTE U META0OIUTHUTE XapaKTEPUCTHKH Ha J(BaTa
KOMITOHEHTA, KIIMHUYHO 3HAYUMHU (PapMaKOKMHETUYHHU B3aMMOJICHCTBHUS Ca MAJIKO BEPOSITHH.

5.3 IIpeaxk/JIMHMYHU JaHHM 32 0€30IIaCHOCT

Knonunorpen

ITo Bpeme Ha MpenKIMHUYHUTE MPOYIBAHUS IIPH TUTHXOBE U MaMyHH, Hali-uecTo HaOJIr0JaBaHUTE
edexTH ca yepHOIPOOHU poMeHH. Te ce TPosSBABAT PH 031, HAABHUIIIABAIIHA HAH-MaJIKO 25 MbTH
EKCIO3ULUATA TIPU XOpa, IpUEeMalllH TeparneBTUIHA /1033 0T 75 mg/IHEBHO U ca pe3ynTar Ha eeKT
BBPXY YepHOAPOOHUTE MeTabonm3upamy eH3umMi. He e HaOmoaBan eexT BbpXy YepHOAPOOHUTE
MeTaboNM3upaIy eH3UMH TIPH X0pa, MPUEMAIi KIOMHIOTPEN B TepaneBTHYHA 103a.

ITpu MHOTO BHUCOKH 71031 OTHOBO IPH ILTBXOBE U MaliMyHH € yCTAaHOBEHA U HapyIlieHa CTOMAIllHA
MMOHOCUMOCT (TaCTPUT, CTOMAIITHA €PO3UH W/WIIH TTOBPBINAHE).

Hsama nanHu 3a KaHIEpOTeHEeH eeKT MPH MPpUIaraHe Ha KJIOMUIOTPEN B IPOIbDKEHUE Ha
78 cenmuiy npu MUIIKA U 104 ceaMUIM PH ITBXOBE B 1034 110 77 mg/Kg nHEeBHO (HaABHIIABAIIH

Haf-MajKo 25 MbTH €KCIIO3UIIMATA IIPH X0pa, IPUEeMAIlld TepalleBTUYHATA J103a OT 75 mg/IHEBHO).

Penuua in vitro u in vivo npoy4BaHusl 32 TEHOTOKCUYHOCT MTOKa3BaT, Y€ KIOMUJOTPEN HAMA
T€HOTOKCUYHA aKTUBHOCT.
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Krormuorpen He Binsie BbpXY (EPTHIIUTETA HA MBXKKH U )KEHCKH TUThXOBE U HSIMa TePaTOTeHEH
e(eKT pu TUIbX0Be U 3aiinu. Korato ce mpuiara Ha IUTEX0BE B MIEPHO/T HA JIAKTAIHS, KIOTHIOTPEI
MpeIu3BHUKBa cl1abo 3a0aBsiHEe HA PA3BUTUETO Ha MOKOJIeHUueTo. CrieruduuHu papMaKOKHHETHYHI
MPOYYBaHUs, MPOBEJICHU C MAPKUPaH KJIOMUIOTPEIT TOKAa3BaT, Y€ OCHOBHOTO ChSIUHCHHE WITH
HETrOBHUTE METaOOIUTH Ce EKCKPETUPAT B MIISIKOTO, CIIEIOBATEIIHO MPSK (caba TOKCHYHOCT) U
KOCBEH e(PeKT (JIEKO BKYCOBO ycellaHe) He MOXKe Jia C€ U3KJIHOYH.

AneruicanuuuioBa KUCeInHa

[IpoyuBanus ¢ enMHUYHA 1032 NTOKa3BaT, 4e nepopaiHaTa TokcuaHocT Ha ACK e mucka. [IpoyuBanus
3a TOKCHYHOCT [P MHOTOKPATHO MpujlaraHe mokassart, 4ye HuBa 1o 200 mg/kg/mHeBHo ca ¢ 1obpa
MIOHOCUMOCT IIpH IIBXOBE; OKa3Ba ce, Y€ KydeTaTa ca I0-4yBCTBUTEIIHHU, BEPOATHO NTOpag BUCOKATa
UM 4yBCTBHUTEIHOCT cripsiMo yimeporenHus epext Ha HCIIBC. 3a ACK He ca oTKpuTH JaHHH,
JOKa3Balll TeHOTOKCUYHOCT WM KJIaCTOTeHHOCT. Bhpeku ue He ca MpoBexAaHn OQHUINATHA
npoyusanus 3a kanueporeHnoct ¢ ACK, nokazano e ye ACK e criomara 3a 006pa3yBaHeTo Ha
TyMODH.

JanHuTe 3a penpoayKTHBHA TOKCHYHOCT Mokassart, ue ACK e TeparoreHHa npu HAKOH J1a00paTOpHU
KUBOTHH.

YcraHOBEHO €, UC IPU JXUBOTHU NIPHUIIATraHETO HA I/IHXI/I6I/ITOpI/I Ha npocCTarjiaHinHOBaTa CUHTE3a BOJAU
[0 MOBUIIICHA IPE- U TOCTUMIIIAHTAIITMOHHA 3ary6a nu €M6pI/IO—(1)6TaJ'IHa CMBPTHOCT. B JOITBJIHCHHUC,
nma CBO6H1€HI/IH 3a NIOBUIIICHA YE€CTOTa HAa pa3InuHU Maﬂ(i)OpMaHI/II/I, BKJIIOYUTCIHO ChbpACYHOCHI0BU,
IIpU ) XUBOTHH, ITPUCMAJIN HHXH6HTOpI/I Ha IpocTarijlananHoBaTa CHHTE3a 110 BpEME Ha II€prUoJia Ha
OpraHorcHesa.

6. DPAPMAIIEBTUYHU JAHHHU
6.1 ChnmucbK Ha HOMOIIHHUTE BENIECTBA

AHopo na mabremkama
MukpokpucTanHa LeiryJio3a
Jlakto3a

Kpockapmenosa Hatpuit
XHIPOKCUIIPONUILIEIYII03a
Cunuuues TUOKCH, KOJIOUAEH 0e3BoieH
Tank

PurnmaoBO Macio, XunporeHupaHo
Humecre, npexenaTUHU3NPAHO
CreaprHOBa KHCETHHA

XKenesen okcum, xxbat (E172)

Obsuska

Knonupnorpen/AuernicanunuiaoBa Kuceansa Viatris 75 mg/75 mg dbunmupanu tabnetku
Xunpomenosa

Tpuanerun

Tanx

[onu(BUHMIIOB aNKOX0JT) (YACTUYHO XUAPOTU3UPAH)

TurtanoB muokcun (E171)

Kenezen okcun, xwit (E172)

I'muueponoB MoHokanpuiiokanpar (E422)

Harpues naypuiicyndar

Knonunporpen/Anermwicanuiuiaosa kucennna Viatris 75 mg/100 mg ¢unmupanu 1abIeTKH
Xumpomenosa

Tpuanerun

Tank
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TTomn(BUHMWIOB aTK0X0) (YJACTHYHO XUIPOTU3UPAH)
TurtanoB muokcun (E171)

Anypa uepseno AC (E129)

['muneponoB moHokanpunokanpat (E422)

Harpues naypuicyndar

6.2 HecbBmMecTMoOCTH
Henpunoxumo
6.3 Cpok Ha roaHOCT

Mexypu: 2 ronuHu
Byrtunku: 15 mecena

6.4 Crhenuananm yca0BHs Ha CbXpaHeHHe
[a e ce cpxpansBa Hax 25°C.
6.5 Buau chabp:kaHUe HA ONIAKOBKATAa

ANyMUHHEBH OJIUCTEPH ChC CIOH cymmTe, chabpkamy 28 win 30 ¢punMupanu TabieTky.
AnymuHueBu nephoprpany OIUCTEPH ¢ SAMHIYHH JTO3H CHC CIIOUW CYIIUTEN, Chabpikany 28 niu 30
(huMupaHu TabNeTKH.

Bbytunku ot HDPE, ¢ 6s1a, Henpo3payHa Kanadyka Ha BUHT OT MOJIMIIPOIIMIICH, HHTYKITHOHHO
3arevaTaHy ¢ alyMHHUBO (OIHO, U CyIuTel, chabpxamy 100 ¢punMupanu TabiaeTKH.

He Bcuuky BuoOBe ONaKkoBKM MOrar a ObAaT yCHATH Ha masapa.
6.6 CrnenuajaHu NpeanasHu MepKU NP U3XBbPJisiHe U padoTa

Hewusnon3sanust JICKAPCTBCH MPOAYKT WIN OTHAABYHUTC MAaTCPpUAJIU OT HETO Tp}l6Ba Aa CC U3XBBbPJIAT
B CBbOTBCTCTBUEC C MCCTHUTC U3UCKBaHM.

7. INPUTEXATEJI HA PASBPEHIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Hpnannus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Krnonunorpen/AnernncanuimioBa kucenuna Viatris 75 mg/75 mg dbuamupany TabieTku
EU/1/19/1395/001 - Kytuu ot 28 ¢unmupanu TaOJIETKH B AIyMHUHUEBH OJIMCTEpH
EU/1/19/1395/002 - Kytuu ot 30 praMupanu TablIeTKH B aIlyMUHHEBH OJIMCTEPU
EU/1/19/1395/003 - Kytuu ot 28 x 1 (equHW4HHN 1031) GUIMHpPAHH TaONETKH B aTlyMHUHUEBU
onucrepu

EU/1/19/1395/004 - Kytuu ot 30 x 1 (emuHUYHHN 1031) QUIMHPAHU TaOIETKH B aTyMUHUCBH
ommcrepu

EU/1/19/1395/005 - Kytun ot 100 ¢punmupanu tabnerku B HDPE OyTunku
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Kronumorpen/AnieTriicanuiinioBa kucenrnHa Viatris 75 mg/100 mg duamMupanu TabieTku
EU/1/19/1395/006 - Kytuu ot 28 duiMupanu TablIeTKH B aIlyMUHHEBH OJIIMCTEPU

EU/1/19/1395/007 - Kytuu ot 30 ¢punmupanu TaOIETKH B ATyMHUHUEBH OJIMCTEpH
EU/1/19/1395/008 - Kytuu ot 28 x 1 (equHU4HUN 1031) GUIMHPAHH TaOJNETKU B aTyMHUHUEBU
ommcrepu

EU/1/19/1395/009 - Kytuu ot 30 x 1 (emuHUYHYN 1031) QUIMHPAHU TaOJIETKH B aTlyMUHUECBH
onucrepu

EU/1/19/1395/010 - Kytum ot 100 ¢punmupanu tadnerku B HDPE OyTimku

9. JATA HA TbPBO PA3ZPEINABAHE/TIOJHOBSABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

[ata Ha iepBO pazpemasane: 09 auyapu 2020 r.

10. JATA HA AKTYAJIMN3UPAHE HA TEKCTA

[TonpoOHa uHOpMaIKs 3a TO3M JICKAPCTBEH MPOAYKT € NMPeI0CTaBeHa Ha yeOcalita Ha EBponeiickara
areHnus 1o jJexkapcreata http://www.ema.europa.eu
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IMPUJIOKEHHUE IT

MMPOU3BOJUTEJ(A), OTTOBOPEH(HHU) 3A
OCBOBOKJABAHE HA APTU/IU

YCJIOBUA NI OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

APYTI'N YCJIOBUA U UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUA NN OTPAHUYEHUS 3A BE3OITACHA 1
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUA ITPOAYKT
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A. NPOU3BOIUTEJI(M), OTTOBOPEH(HM) 3A OCBOBOXJIABAHE HA ITAPTU/ M

Hme n aapeC HAa MPOU3BOAUTCIIANTE, OTTOBOPCHH 3a OCB060)KI[aBaHe Ha NapTHUAUTE

McDermott Laboratories Limited trading as Gerard Laboratories trading as Mylan Dublin, 35/36
Baldoyle Industrial Estate, Grange Road, Dublin 13, Ireland.

Mylan Hungary Kft, Mylan utca 1, Komarom, H-2900, Hungary.

IleuaTHaTa 1UCTOBKA Ha JICKApCTBCHUSA NPOAYKT Tp}I6Ba Aa CbAbpiKa UMCTO U aJipecCa Ha
MMPpOU3BOAUTCIIA, OTTOBOPCH 34 OCBO60)K,Z[aBaHCTO Ha CbOTBCTHATA MAapTHUAA.

b. YCJIOBHMA NWIN OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHUAT IIPOAYKT C€ OTIIyCKa I10 JEKAPCKO IIPEIIUCAHUE.

B. JAPYI'UM YCJIOBUSI U UBUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJdu3npaHu aokjaanau 3a 6ezonacuoct (IIA/IB)

M3uckpanusTa 3a nonaBane Ha [TAJIb 3a To3u JeKapCTBEH MPOAYKT Ca MOCOUEHHU B CITUCHKA C
pedepentaute natu Ha EBponerickus cpio3 (EURD cnucek), npeasuaes B wi. 1078, an. 7 ot
HupextuBa 2001/83/EO, 1 BB BCUUKH CJeBAIIN aKTyalln3alliH, ITyOIUKyBaHHU HA €BPOTEHCKIIS
yeOmopTa 3a JeKapcTBa.

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

. IInan 3a ynpaBaenue Ha pucka (ITYP)

[IpurexatensT Ha pa3pemienueto 3a ynorpeda ([IPY) TpsOBa na n3BbpIIBa U3UCKBAHUTE JEHHOCTH U
JeUCTBHUS, CBBP3aHU C IPOCIIE/IIBaHE Ha JIeKapCcTBEeHaTa 6€30IacHOCT, TOCOYeHH B 0f00penus ITYP,
npenctaBed B Moy 1.8.2 Ha pa3pemieHreTo 3a ynorpeda, KakTo W BbB BCHUKH CIIEBAIIH O00pEHH
akTyanusanuu Ha ITYP.

Axryammsupas [IYP TpsiOBa na ce mogasa:

. o McKaHe Ha EBpornelickara areHIus mo JeKapcTBaTa;

. BUHATH, KOTAaTO CE U3MEHS CHCTEMaTa 3a yIpaBJICHHE Ha PUCKA, OCOOEHO B Pe3yiITar Ha
MoJTydaBaHe Ha HOBa WH(OpMAITHs, KOATO MOXKE Ja JOBE/IE 10 3HAYMMU IIPOMEHH B
CHOTHOIIIEHUETO MOJI3a/PUCK, WITU CJIE]] JOCTUTAHE Ha BaXKEH eTall (BbB BPh3Ka C MPOCIIC/IIBAHE
Ha JIeKapcTBeHaTa 6€30MIacHOCT WM CBEXKJaHE Ha PUCKa 0 MUHIMYM).
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ITPHUJIOKEHHUE I1I

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

KAPTOHEHA KYTUAA

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Konumorpen/AtieTiiicaluiiuioBa Kucelnuta Viatris 75 mg/75 mg ¢punMupanu TabaeTKu
KJIOITUIOTPEJ/ale THIICATUIIAIOBA KUCEITHHA

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

Besika ¢punMupana tadiaeTka chabpika 75 mg kinonuaorpen (kaTto Xxuaporencyiudar) u 75 mg
AIeTIICATUIIMIOBA KUCEIIMHA.

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

C’LZ[’Bp)Ka JIaKTO34a.
3a JOIIBJIHUTCIIHA I/IH(I)OpMaI_[I/IH MMpOYCTCTC JIMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Ounmupana Tabnerka

brucmepu
28 ¢pumupanu TaOIETKH
30 ¢punmupaHu TaAOIECTKH

brucmepu ¢ eounuynu 0o3u
28 x 1 ¢pumupanu TaOIETKH
30 x 1 puamupanu TabIeTKH

bymunxu
100 ¢pmnmMupanu TabIeTKH

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

TlepopanHo npuiioxeHue
[a He ce morapa CyIIuTeNsT.
[Ipenu ynoTpeba npoyerere JINCTOBKATA.

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

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

‘ 7. JAPYI'U CHEHNUAJIHU ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJIUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

a ce cexpanssa mox 25°C.

10. CIHENUAJIHU INNPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME U AJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Hpnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/19/1395/001 - 28 ¢puamupanu TabNeTKH B aIlyMHHHEBU OJIUCTEPU

EU/1/19/1395/002 - 30 ¢puamupanu TaONETKHA B aIlyMHHHEBU OJINCTEPU

EU/1/19/1395/003 - 28 x 1 (enuHryHH A031) pruiaMupaHu TabJIETKH B alTyMUHHEBU OIHCTEpU
EU/1/19/1395/004 - 30 x 1 (equHuYHU 1031) (PUIMUpPAHU TaOJIETKH B aIlyMUHHEBH OJINCTEPU
EU/1/19/1395/005 - 100 ¢punmupanu tadbnaetku B HDPE OyTunku

13. MAPTUJIEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

Kionmmorpen/AtieTHicanuiiniIoBa KucenrHa Viatris 75 mg/75 mg

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

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

PC
SN
NN
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JAHHU, KOUTO TPABBA JJA CBABPKA IBPBUYHATA OITAKOBKA

ETHUKET HA BYTUJIKA

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Konumorpen/AtieTiiicaluiiuioBa Kucelnuta Viatris 75 mg/75 mg ¢punMupanu TabaeTKu
KJIOITUIOTPEJ/ale THIICATUIIAIOBA KUCEITHHA

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

Besika ¢punMupana tadiaeTka chabpika 75 mg kinonuaorpen (kaTto Xxuaporencyiudar) u 75 mg
AIeTIICATUIIMIOBA KUCEIIMHA.

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

C’LZ[’Bp)Ka JIaKTO34a.
3a JOIIBJIHUTCIIHA I/IH(I)OpMaI_[I/IH MMpOYCTCTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

100 ¢punmupanu TabiaeTku

‘ 5. HAYUH HA INTPUJIOKEHUME U ITT(MIIIA) HA BBBEKJAHE

[lepopanHo mpunoxeHue
Jla He ce morblIa CyIIUTEINAT.
IIpexn ynotpeba mpoyeTeTe JINCTOBKATA.

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

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

‘ 7. APYI'U CHEHNUAJIHM IIPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

a ce cexpanssa mox 25°C.
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10.

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

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Hpnannus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/19/1395/005

13.

NAPTUJAEH HOMEP

ITaptuna:

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHMUSA 3A YIIOTPEBA

| 16.

WH®OPMAIINSA HA BPAMJIOBA A3BYKA
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MHUHHMMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP

| 1. NUME HA JIEKAPCTBEHUA NPOAYKT

Konumorpen/AtieTiicaluiinioBa KucelnrHa Viatris 75 mg/75 mg TabneTku

| 2. HNME HA ITPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited

| 3. JATA HA U3THNYAHE HA CPOKA HA I'OJHOCT

EXP

| 4. HHAPTUJAEH HOMEP

Lot

5.  JPYIO
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JAHHH, KOUTO TPABBA JA CBIABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUAA

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Konumorpen/AueTricanuiuioBa kucenruHa Viatris 75 mg/100 mg dunmMupanu TabieTku
KJIOTHOTPEJT/alle TUIICATTHIINIIOBA KHCETNHA

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

Bcesika ¢punMupana tadiaeTka chabpika 75 mg kinonumorpen (kato xuaporencyidar) u 100 mg
AIeTIICATUIIMIOBA KUCEIIMHA.

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

Crabpxa nakTo3a u Anypa uepBeHo AC.
3a gombIHKUTENHA HHPOPMALIUS IPOYETETE JIUCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Ounmupana Tabnerka

brucmepu
28 ¢pumupanu TaOIETKH
30 ¢punmupaHu TaAOIECTKH

brucmepu ¢ eounuynu 0o3u
28 x 1 ¢pumupanu TaOIETKH
30 x 1 puamupanu TabIeTKH

bymunxu
100 ¢pmnmMupanu TabIeTKH

‘ 5. HAYYH HA ITPUJIOKEHUE U ITBbT(MLIA) HA BBBEXKIAHE

TlepopanHo npuiioxeHue
[a He ce morapa CyIIuTeNsT.
[Ipenu ynoTtpeba npoyerere JINCTOBKATA.

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

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

‘ 7. JAPYI'U CHEHNUAJIHU ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJIUMO
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‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

a ce cexpanssa mox 25°C.

10. CIHENUAJIHU INNPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

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

Mylan Pharmaceuticals Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Hpnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/19/1395/006 - 28 ¢puamupanu Ta0NEeTKHA B aIlyMHHHEBU OJIUCTEPU

EU/1/19/1395/007 - 30 puamupanu TaONIeTKH B aIlyMHHHEBU OJIUCTEPU

EU/1/19/1395/008 - 28 x 1 (enuHryHH A031) PpuiaMupanu TabJIETKHU B allyMUHHEBU OIHCTEpU
EU/1/19/1395/009 - 30 x 1 (equHu4YHU 1031) PUIMUpPAHU TaOJIETKH B aIlyMUHHEBH OJINCTEPU
EU/1/19/1395/010 - 100 ¢punmupanu tadbnaetku B HDPE OyTunku

13. MAPTUJIEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

Knonumorpen/AueTuicanuiuioBa kucenusa Viatris 75 mg/100 mg

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

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

PC
SN
NN

40



JAHHU, KOUTO TPABBA JJA CBABPKA IBPBUYHATA OITAKOBKA

ETHUKET HA BYTUJIKA

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Kionmmorpen/AteTiicanuiiuiosa kucenuna Viatris 75 mg/100 mg ¢punmupanu TabneTku
KJIOITUIOTPEJ/ale THIICATUIIAIOBA KUCEITHHA

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

Bcesika ¢punMupana tadiaeTka chabpika 75 mg kinonumorpen (kato xuaporencyidar) u 100 mg
AIeTIICATUIIMIOBA KUCEIIMHA.

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

Crabpxa nakTo3a u Anypa uepBeHo AC.
3a gompaHKUTENHA HHPOPMALIUS IPOYETETE JIUCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

100 ¢punmupanu TabiaeTku

‘ 5. HAYUH HA INTPUJIOKEHUME U ITT(MIIIA) HA BBBEKJAHE

[lepopanHo mpunoxeHue
Jla He ce morblIa CyIIUTEINAT.
IIpexn ynotpeba mpoyeTeTe JINCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

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

‘ 7. APYI'U CHEHNUAJIHM IIPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

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

T'onen mo:

‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

a ce cexpanssa mox 25°C.
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10.

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

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Hpnannus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/19/1395/010

13.

NAPTUJAEH HOMEP

ITaptuna:

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHMUSA 3A YIIOTPEBA

| 16.

WH®OPMAIINSA HA BPAMJIOBA A3BYKA
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MHUHHMMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP

| 1. NUME HA JIEKAPCTBEHUA NPOAYKT

Knonumorpen/AueTuicanuiuioBa kucenusa Viatris 75 mg/100 mg tabaeTku

| 2. HME HA ITPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited

| 3. JATA HA U3THNYAHE HA CPOKA HA I'OJHOCT

EXP

| 4. HHAPTUJAEH HOMEP

Lot

5.  JPYIO
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Bb. IUCTOBKA
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JlucroBKa: l/IH(l)OpMalII/lfl 3a manueHTa

Kuomuaorpen/AneTniicaannnioBa KuceauHa Viatris 75 mg/75 mg puiamupann tadjeTku
Kaonuporpen/Anernincaannuiosa kuceauna Viatris 75 mg/100 mg guamupanu TadaeTkn
KJIOTIMAOT PEJT/alle THIICATTMIIIIIOBA KHCEINHA
(clopidogrel/acetylsalicylic acid)

IIpoyeTeTe BHUMATEIHO SAJ1aTa JUCTOBKA, MPeAM 1a 3aM04HeTe 1a MpUeMaTe TOBa JIeKapcTBo,

Thil KaTO T4 ChAbPKA BaxkHa 3a Bac undgopmanms.

- 3anazere Ta3u JUCTOBKA. MoXke J1a ce HAIOXKHU J1a 51 IPOYETETE OTHOBO.

- AKO UMare HIKaKBH JIOMBIHUTEIHA BBIIPOCH, TTonuTaiiTe Bamus nexkap wiu gapmarieBr.

- ToBa nekapcTBo € npeanucano JudHo Ha Bac. He ro mpeotrcTbnBaiite Ha npyru xopa. To Moxe
Jla IM HaBpeIy, He3aBUCHMO Y€ TIPU3HAIIMTE Ha TAXHOTO 3a00sBaHe ca ChITUTE KaTo BammuTe.

- AKO TIONTyYHTe HAKAKBU HEXEJIAaHU Peaklluy, yBeaoMeTe Bamms ekap wiu gpapmanesT. Tosa

BKJIFOYBA U BCUYKH Bb3MOXHH HEXKCJIaHU p€aKlINK, HCOIMMCAaH! B Ta3U JIMCTOBKA. Bmxre Touka
4.

KakBo chabpika Ta3u JHCTOBKA

1. Kako npeacrasnsisa Kionmmporpen/AneruwicanuiuioBa KucelnHa Viatris ¥ 3a KakBo ce
U3I10J13B

Kakso Tps0Ba na 3Haere, npeaun na npuemere Kionmporpen/AneTuicanuiuioBa KUCEIHHA
Viatris

Kaxk ma nmpuemare Knonmmorpen/AneruncanuiioBa KiucenuHa Viatris

BB3MOXXHU HEKENTaHN PEaKIIUH

Kak na cpxpansiBate Kinonumorpen/AneTuicaininioBa KucenuHa Viatris

ChbabpkaHye Ha ONIAKOBKATa M JOMBIHUTEIHA HH(POPMALIUS

N

SR W

1. Kaxkso npeacrasasasa Kinonugorpea/AnernicaJuiniioBa Kiuceauna Viatris u 3a KakBo ce
U310J13Ba

Kionumorpen/AneTiicaviiniioBa KucelimHa Viatris Chabpika KIOMUAOTPEN U alleTUIICATUIIIIOBA
kucenuHa (ACK) u mpuHA KN KbM TPYIIa JICKapCTBa, HApSUEHH aHTUTPOMOOTHYHH JICKApCTBEHN
MPOAYKTH. TPOMOOIIUTHTE Ca MHOTO MAITKU KPBBHH €JIEMEHTH, KOUTO C€ CIIENBAT SIUH C APYT MPH
o0pa3yBaHeTo Ha KPhBHU ChcUpell. Upe3 mpeaoTBpaTsIBaHe Ha TOBA CJCMBAHE B HIKOHW BHIOBE
KPBHBOHOCHHM CHI0BE (HAPEUCHH apTePHH), AHTUTPOMOOTHUHUTE JTEKAPCTBEHH MPOAYKTH HAMAJIsBAT
pHCKa OT 00pa3yBaHe Ha KPBBHH CHCHUPEITH (IIPOIIeC HapedeH aTepoTpoMO03a).

Knonumorpen/AnetrincanuiuioBa KucelimHa Viatris ce mpruemMa OT Bb3paCcTHH 3a MPE/Ia3BaHe OT
o0pa3yBaHeTO Ha KPbBHH CHCHPEIH B YILTBTHEHUTE apTepHH, KOETO BOAM JIO aTePOTPOMOOTHIHH
WHITNIEHTH (KaTO HHCYIIT, ChP/IEYEH yap Wik CMBPT).

Konmmorpen/ AtieTrncanuiuioBa KucenrHa Viatris Bu e mpeanmucan BMECTo JBETE OTICITHH
nekapctsa, kinomuunorpen u ACK, 3a mpemxoTBpaTsiBane Ha 00pa3yBaHETO Ha KPBBHHA ChCUPEIIH, THi
KaTo CTe UMaJM CUJIHA TPhIHA 00IIKa, ChCTOSIHAE H3BECTHO KaTO “‘HECTA0WMITHA CTCHOKAPAHS HITH
ChpJIeUeH yaap (MHOKapaeH HH(apKT). 3a ISYCHUETO Ha TOBA ChCTOSIHUE, Bammsr iekap Moxe na Bu
€ TIOCTaBWJI CTEHT B OJIOKMpaHaTa WM CTeCHEHATa apTepHs, 3a Ja Bb3CTaHOBH €(DEKTUBHHUS KPHBEH
MOTOK.
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2.

Kakgpo TpsioBa 1a 3HaeTe, npeau Aa npuemMere Kionuporpen/AnernicajiniiujioBa
KHuceanHa Viatris

He npuemaiite Knonmuaorpesn/AneTniicainunioBa KucejauHa Viatris

aKo CTe AJICPTUYHH KbM KJIOMUAOTpen, aneruicanuipuioa kucenuna (ACK) wim kbM HIKOS OT
OCTaHAJINTE CHCTABKH Ha TOBA JICKAPCTBO (M30pOCHU B TOUKA 6).

aKo CTe aJlepTUYHU KbM JIPYTH POTyKTH, HAPEUCHN HECTEPOUTHH IPOTHBOBL3MAINTEITHH
CpeJICTBa, KOUTO OOMKHOBEHO CE M3MOJI3BAT 3a JICUCHHE Ha OOJIC3HEHH /WU Bh3MaTUTCITHI
CBHCTOSHUS HA MYCKYJIUTE WJIH CTAaBUTE.

aKo CTpajiaTe OT 3a00JIsIBaHe, KOSTO BKJIFOYBA KOMOMHAIIUS OT aCTMa, CEKPEeIrs OT Hoca (Tevarr
HOC) | TTOJIAIH (BUJ JOOPOKAadeCTBEHO 00pa3yBaHUE B HOCA).

aKo cTpajarte oT 3a00JsIBaHE, KOSTO MIOHACTOSAIIEM IPUYUHSIBA KbPBEHE, HAIIPUMEP CTOMAIITHA
s13Ba WJIK KbPBCHE B MO3bKa.

aKO CTpaJiaTe OT TEKKO YESPHOAPOOHO 3a00IIsBaHE.

aKo CTpajiaTe OT TeKKO OBOpEUHO 3a00IIsIBaHE.

aKo CTE€ B TIOCJICTHOTO TPUMECEUUE Ha OPEMEHHOCTTA

[Mpenynpe:xaeHus: U MpeIna3sHu MEPKH
AKoO HsIKOE OT H30pPOCHUTE ChCTOSIHUS T0-/I0JTy ce OTHacs 3a Bac, TpsiOBa na yBenomute Bamms nekap
Ipey Ja 3amouHeTe aa npuemare Kionuaorpen/AneTuicaaiinioBa KuceanHa Viatris:

aKo CTEe M3JI0)KEHH Ha PUCK OT KbPBEHE KaTO:

- 3a0ossiBaHe, KoeTo Bu M3iara Ha pUCK OT BBTPEIIHO KbpPBEHE (KaTO CTOMAIIHA S3Ba).

- HapylIeHHe Ha KPbBTa, KOeTO By npesipasnonara KbM BbTPEIIHN KPHBOU3IHUBYU (KbPBEHE
B TBKAHUTEC, OPTraHUTC WM CTaBUTEC HA Barmrero TSUIO)

- CKOpOIIIHA TeXKa TpPaBMa

- CKOPOILTHA XUPYPTUYHA UHTEPBEHINS (BKIIIOYUTEITHO CTOMATOIOTUYHA)

- MPEJICTOAIIA XUPYPTUUHA HHTEPBEHINA (BKIIOYUTEIHO CTOMATOJIOTYHA) ITpe3
CIIC/IBAIIIUTE CEIEM THU

aK0 CTe UMAJIM ChbCUPEK B MO3BYHA apTepHsl (MCXEMUYEH WHCYIT), Bb3HUKHAI MIpe3 MOCIEeTHUTE

ce/ieM JTHU

aKo uMare ObOPEeYHO WM YePHOAPOOHO 3200 IsIBaHE

aKo UMaTe aHaMHe3a 3a aCTMa WJIU aJIePIHYHU PEaKIUH, BKIIFOYUTEIHO AJIEPTUsi KbM HAKOE OT

JieKapcTBaTa, U3MOJI3BaHH 3a JIeUeHHe Ha Baieto 3a0onsBane

aKo “Mare rmojarpa

aKO KOHCYMHpAaTe aJIKOXOJI, TOPaIy MOBHUIICH PUCK OT KbPBEHE WM CTOMAITHO-YPEBHO

YBpEKIAaHE

aKo UMaTe ChCTOSHHE, U3BECTHO KaTO NE(UIIMT Ha IITF0K030-6-hochaTtnexunporenasza (6D /),

mopajay pUCK oT ocobeHa Gopma Ha aHemus (HUCHK Opoil YepBEHN KPHBHH KIIETKH).

Hoxato npuemate Kionmmmorpen/AneruncanuiioBa KucennHa Viatris

TpsioBa na napopmMupare Bamms nekap

- aKo TUIaHUpaTe XUPYPruuHa HHTEPBEHLMS (BKIIOUUTETHO CTOMATOJIOTHYHA).

- aKo MMaTe CTOMAaIlIHa MM KOpeMHa 00JIKa, WM KbPBEHE B CTOMAaxa WIIM YyepBaTa
(JepBeHN M3MPaKHEHUS M YePHH U3MPAKHEHS).

Tpsi6Ba chiio He3abaBHO aa nHGopMupaTe Bamms nexap, ako pa3BueTe 3a00J1sIBaHE, U3BECTHO

KaTo TPOMOOTHYHA TPOMOOIUTONIEeHNYHa Typrrypa win TTP, koeTo BkiltouBa BUCOKA

TemIeparypa u o0pasyBaHe Ha CHHUHH 110 KO)KaTa, KOUTO MOTaT Jia Ce MPOSBSAT KATO MAJIKH

YEepBEHH TOYKH, ChC MU 0e3 Heo0sICHUMA IPEKOMEpHa YMOPSIEMOCT, 00BPKaHOCT,

TTOXBJITSABAHE HA KOXKaTa W 0unTe (KBITCHUIA) (BIDKTE TOUKa 4).

AKO ce TopexeTe WIH HapaHuTe, MOKe 1a OTHEME MaJIKO TI0BeYe OT 0OMYaifHOTO BpeMe, 3a Aa

crpe KbpBeHeTo. ToBa € CBbp3aHo ¢ HAUYMHA Ha JeCTBUE Ha JISKApCTBOTO 2 MPEeA0TBpaTABa

o0pa3yBaHeTO Ha KPbBHU ChcHpeld. [Ipu Manku nmops3BaHus U HapaHsSBaHUs, KaTO HAIpUMeEp

TIOpsI3BaHE 10 BpeMe Ha OpbCHEHE, TOBa OOMKHOBEHO ¢ 0e3 3HaueHHe. AKo 0b6ade KppBeHeTO Bu

0e3IToKou, TPsIOBa Ja ce CBhpKeTe He3abaBHO ¢ Bamms nekap (BrwkTe Touka 4 “Bb3MOXHA

HEXKEJIaHU peakuun’).

BamusT nexap Moxke Ja Ha3HaYHM U3CIICABaHMS HA KPBBTA.
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o Tps6Ba He3abaBHO Aa yBenoMuUTe Bammus nekap, ako pa3BueTe CUMIITOMH WM ITPU3HAIM Ha
JICKapCTBEHA peakius ¢ eo3uHouinsa u cucteMan cumnromu (DRESS), kouto morar aa
BKJIFOYBAT TPUIIONOJ00HN CHMIITOMU M OOPWB C TIOBUIIIEHA TEMIIEpaTypa, yBeInIeH! JUM(HN
BB3JIM U yBeJIMUaBaHe Ha Oposi Ha eIUH BUA Oenu KpbBHHU KiIeTKU (eo3unodmnust). Jpyru
HEOOMYaiH! pe3ynTaTd OT KPbBHU M3CIIEABaHUS MOTaT Ja BKIIIOUBAT (HO HE C€ OrpaHnvaBaT
JI0) TIOBUIIICHU HUBA Ha YePHOIPOOHUTE SH3UMU (BIKTE TOUKa 4 “BB3MOKHH HEXKETaHU
peakmum’).

Jeua v roHOIIN

Knonunorpen/AnetuicanuiiioBa KuceiuHa Viatris He € IpeIHa3HauYeH 3a yrnoTpeda npu Jena uin
1oHOoIIM 1of 18-roaumiHa Bb3pact. ChliecTBYBa Bb3MOXKHA BPb3Ka MEKAY alleTHIICATUIIMIOBATA
kucenuHa (ACK) u cunapomsbT Ha Pel, korato nponykru, ceaspxkamu ACK ca npunaranu npu nena
WIN I0HOWIHN ¢ BupycHa uHdekuus. CHHApoMbT Ha Peli e MHOTO psiiko 3a00IsiBaHe, KOSTO MOXKE J1a
0bae daTanHo.

JApyru nexkapcrBa u Kiionugorpen/AunernicaJinuuioBa Kuceauna Viatris
TpsiOBa na kaxere Ha Bamms nekap wim gapmaieBT, ako IpueMare, HaCKOpO CTe PUEMAalTH WITH €
BB3MOJKHO J1a TPUEMETe APYTH JIeKapCTBa.

Hsikowm sekapcTBa MoTaT Jla OKakaT BIUSHHE BBpPXY JelicTBHEeTo Ha Kionuaorpen/Aneruncanuiuinosa
KucennHa Viatris 1 o6paTHO.

TpsaOBa 3a7pIDKUTEITHO Aa KakeTe Ha Bamms jgekap, ako mpuemare
o JeKapcTBa, KOUTO MOTaT J1a MOBUINAT PUCKa OT KbPBEHE, KATO:
- NepopaliHi aHTHKOAryJaHTH, JIEKapCTBa, U3MOJI3BaHU 32 HaMallsiBaHe 00pa3yBaHe Ha
ChCHUpENH B KPBBTA,
- ACK wu 1pyru HECTEpOUIHHU NTPOTHBOBB3MAIUTEIIHH CPEICTBA, KOUTO OOMKHOBEHO Ce
M3M0JI3BAT 32 JIeYeHUE Ha O0JIe3HEH! M/MJIH Bh3NAIUTEIHN ChbCTOSHUS HA MYCKYJIUTE HIIH
CTaBHTE,
- XeIlapyH WU KaKBOTO U JIa € JIPYTO JIEKAPCTBO 32 MHKEKTHPAHE, H3MOJI3BaHO 32
HaMmalsBaHe ChCUPBAaHETO HA KPHBTA,
- TUKJIONHUIUH WIX APYTO aHTUTPOMOOIMTHO JIEKapCTBO,
- CEJIEKTUBHH UHXHOUTOPH Ha 00paTHOTO 3aXBalllaHE Ha CEPOTOHWHA (BKJIFOUUTEITHO, HO
He caMo, QIIyOKCeTHH WK (TYBOKCAMUH), JIEKAPCTBA, KOUTO OOMKHOBEHO CE U3IOI3BAT
3a JICYCHHE Ha ICIPECHs,
- pudaMnuIKH (M3M0J3BaH 3a JCUCHHUE Ha TEKKU MHPEKIIH)

o OMEIIPa30JI WK €30MEeNpasol, JIEKapCcTBa, N3MOI3BAHH 32 JICUCHUE HA CTOMAIIHO
HEpasIoJoKeHHe,

J METOTpEeKCaT, JIEKapCTBO M3II0JI3BaHO 32 JIEUEHHE Ha TEKKO CTaBHO 3a00is1BaHe (PeBMAaTONICH
apTPUT) WIH KOXKHO 3200 sIBaHe (TICOpHa3NC),

o areTa3’oNaMu/, JIEKapCTBO, U3M0JI3BAaHO 32 JIEYEHHE Ha IJ1ayKoMa (IIOBUILEHO OYHO HAJIATaHe)
WY SNUJICTICHS, MM 32 YBEIMYaBaHe Ha OT/AEIISTHETO Ha ypHHA,

o npoOenenua, 0eH30poMapoH WK CyI(QUHINPA30H, JeKapcTBa N3MOI3BAaHH 32 JICYCHUE Ha
nojarpa,

o (hIyKOHA30J MM BOPUKOHA30JI, IEKapCTBa 3a JIeueHNe Ha OaKTepHallH! 1 I'bONYHN HH(EKITUH,

o ehaBupeHII Wi TeHO()OBUP, WIIM aHTHPETPOBUPYCHHU JIEKApCTBA (JIeKapCcTBa 3a JICUCHHE Ha
XWB nnpekunn),

o BAJIIPOEBA KUCEIINHA, BAJIMPOAT WK KapOaMa3enuH, JeKapcTBa 3a JICUCHUE Ha HAKOU BUIOBE
STIHIICTICHS,

J BaKCHHA CpPEIly BapHIleNa, JeKapCTBO, N3MOI3BAHO 3a MPEAOTBPATIBAHE HA BapHIlea WITN

XepIiec 30¢Tep, B paMKHUTE Ha 6 ceIMUIH ciien npueMa Ha Kitonumorpesn/ AneTiicaiuiuioBa
KucenuHa Viatris, WM ako UMaTe aKTUBHA BapHIIEa WIH XepIiec 30cTep NHPEKIUs (BIKTE
Touka 2 ,,/lera u roHomN ),

. MOKJIOOEMH/I, JIEKAPCTBO 32 JICUCHHUE Ha JICTIPECHUS,

° penariauHm], JISKapCTBO 3a JICYCHUE Ha TUaldeT,
MaKJIUTaKCel, IEKAPCTBO 3a JICUCHHE Ha PakK,
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L HUKOpaHAWJI, JICKApCTBO 3a JICUCHHUC Ha ChbpACUHA Oolka B I'bpAUTC.

o OTMOUJIM: JIOKATO CE€ JICKYBaTe C KIIOMUIOTPEL, TPSOBa ja yBeqoMuTe Bamms nekap npenu na
Bu 6b1aT npeanicany onmMouAN (M3MOI3BaHH 3a JICUSHUE Ha CHITHA 00JIKa),
o po3yBacTaTHH (M3IOJI3BaH 3a IOHKABAaHE HA HUBOTO Ha XOJIECTEPOJIA.

Tps0Ba 1a cripeTe APYTo JICUSHUE ¢ KIOMHIOTPE, IOKATO IIpHeMare
Kionumorpen/AlieTUICAIUIIAIOBA KUCEIMHA Viatris.

Cryuaitrara ynorpe6a Ha ACK (#e moBeue ot 1 000 mg Ha 24 gaca) 0OMKHOBEHO HE OW TpsOBaso 1a
MIPEJICTaBIISIBA ITPOOJIEM, HO MPoIbIKUTeNHaTa ynoTpeda Ha ACK mpu npyru obcrostencTa TpsOBa
Jia ce 00chau ¢ Bamms nekap win hapmarieBT.

MeTamu30i1 (BEILISCTBO 3a HaMaJlsiBaHE Ha 0OJIKaTa M TEMIIEpaTypara) MOXKe J1a IIOHWKH eeKTa Ha
aleTIICAIMITMIIOBATA KUCEITMHA BhPXY arperaiusra Ha TpOMOOIUTUTE (CIIeNTBaHE Ha KPHBHU KIICTKU
1 o0pa3yBaHe Ha KPbBEH ChCHPEK), KOTaTo ce MpreMa eqHOBpeMeHHO. ClieIoBaTeHo, Ta3!
KOM6I/IHaHI/I5[ TpSI6Ba Ja C€ M3I10JI3Ba C IMOBUIICHO BHUMAHHWE IIPH MAIIUCHTH, KOUTO NpUEMAT HUCKA
J103a aCTIMPHH 33 KapAHONPOTEKIHs (TIperna3BaHe).

BpeMeHHOCT M KbpMeHe

He npuematite Kionumorpen/AneTricanuiiuioBa KucenmHa Viatris 1o BpeMe Ha TPeTOTO TPUMeCceune
Ha OpEeMEHHOCTTA.

3a npeanoyrTaHe € Ja He IpueMare ToBa JCKapCTBO M0 BpeMe Ha ITbPBOTO U BTOPOTO TPUMECCUYHE Ha
OpemMeHHOCTTA.

Axo cTe OpeMeHHa WK cMsITaTe, 4e MOXKe Jla cTe OpeMeHHa, OChBeTBalTe ce ¢ Barms nexkap nim
(hapmarieBT nipeau na npuemete Kionumorpen/AneTuicanuiuioBa kuceauHa Viatris. Axo
3abpeMeHeeTe qokaTo npuemare Kionuaorpen/AnetuncanuiminoBa Kuceanna Viatris, He3a0aBHO ce
KOHCYJITHpaiiTe ¢ Bamius iekap, Thil KaTo He ce mpernopbyBa yrnorpedara Ha
Knonunorpen/AueruncaniuuioBa KucenuHa Viatris mo Bpeme Ha OpeMeHHOCT.

He tpsi0Ba na xppMHTE, TOKATO MIPHEMATE TOBA JIEKApCTBO.
AKO KppMHTE WM TUTAHUpATE J1a KbPMUTE, TOBOpeTe ¢ Bamus nekap npeau na npueMere Toa
JIEKapCTBO.

ITocwkBetBaiiTe ce ¢ Bamms nexap i dapManeBT Ipean yrnoTpedaTa Ha KOETO U Ja € JIeKapCTBO.

Ilo¢upane u pa6oTa ¢ MAIIUHHA
Knommnorpen/AnernncanuiiioBa KucenuHa Viatris He IOBIHsABa criocoOHocTTa Bu 3a modupane
wim padoTa ¢ MallluHU.

Kaonugorpen/AuernicainiuiioBa Kuceauna Viatris cbabpika 1akTo3a
Axo Bammsr nekap Bu e kazan, ye uMare HETIOHOCUMOCT KbM HIKOU 3aXapH, CBhpKeTe ce ¢ Bamus
JeKap, peay Ja IprueMeTe TOBa JIEKapCTBO.

Knonugorpea/AneTnicaiuuioBa KuceauHa Viatris cbabp:ka HaTpuid

ToBa exkapcTBO ChaBpiKa MO-Manko oT 1 mmol HaTpuii (23 mg) Ha TabneTKa, T.e. MOXKe /1a Ce Kaxe,
Ye [IPAKTUYECKU HE ChIbPrKa HaTPUH.

Kaonugorpea/AnernicainnuioBa kucenanna Viatris 75 mg/100 mg ¢puamupanu TadaeTkn
chabp:ka Anypa yepBeno AC

Amypa guepBeHo AC Moxe 1a IPUINHY aJIEPTUIHU PEeaKITHH.

3. Kak 1a npuemate Kitonuaorpen/AneTuicajauiuioBa KuceJauna Viatris

Bunaru npuemaiite ToBa JIeKapcTBO TOYHO KakTo Bu e xazan Bamust nekap nin ¢papmaneBT. AKo He
CTe CUT'YpHH B HEIIO, ToNuTaliTe Bammst nexap win papmanesr.
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[IpenopbunTenyara q03a e eana tabdjaerka Kionumorpen/AneTiicaluiinioBa KuceluHa Viatris
JTHEBHO, KOSITO CE MPUEeMa MPe3 ycTara ¢ Jalia Boja, ChC WK 0e3 XpaHa.

TpsOBa na npuemare BameTo ekapcTBO MO €THO U CHIIO BpeMe BCEKH JICH.

B 3aBucumocT ot 3a6onsiBanero Bu, BamusT nekap 1ie onpeenu KoJIKo IBITro € He00X0auMo Ja
npueMare Kionumorpe/AlieTHIICATMIIMIOBA KUCEIMHA Viatris. AKO CTe Impekapanu nHGapKT, TOH
TpsiOBa Aa Bu Ob/e mpennican 3a MoHe YeTUPH ceIMUIIA. BBB BCekH cirydait, TpsOBa Ja ro mprueMare
TOJIKOBa ABJIT0, KOJIKOTO BamusT nexkap Bu ro npeamucea.

AKO cTe npueJiu MoBeyYe 0T HeodxoaumMaTa 03a Kionugorpen/AneTuiacaaiuujioBa KHCeJTUHA
Viatris

Ceppokere ce ¢ Bammus nekap Wi ¢hC CIIENTHOTO OT/IENICHNE Ha Hal-Omu3kaTa O0IHUIA TOpaIu
MTOBUIIICH PUCK OT KbPBEHE.

AKO cTe MponmycHAJIM 1a npueMere Kionuaorpesi/AneTniicalinnuioBa KucejiuHa Viatris

AKo cTe mporycHaIu Jia npuemMeTe g103a Kionuaorpen/AneruincanuiuinoBa KucennHa Viatris, HO cu
CIIOMHHTE B paMKHTE Ha ciieapaniute 12 yaca ciesl o0OM4aifHOTO BpeMe, BeJlHara B3eMeTe TablieTkara
CH, a IocJie IpUeMeTe clieABaliaTa TabjaeTka B 00MyaiiHus yac.

Axo cte 336paBI/IJ'II/I 3a IoBeye oT 12 qaca, MpoCTo NpUEMETC CJIcABalllaTa CAHOKpAaTHA /1034 B
00HYaiiHOTO BpEMC. He B3emalite Z[BOf’IHa [03a, 3a 1a KOMIICHCUPATC IIPOIlyCHaTaTa Ta0JIeTKa.

AKo cte cupeau npuema Ha Kionuaorpen/AneruwicajannunioBa Kucejanna Viatris

He cnimpaiiTe JieueHneTo, ocBeH ako BammusaT jexap He Bu kaxe. CbpxeTe ce ¢ Bammus nekap,
Ipeay Aa CIpeTe WM J1a 3all04HeTe 0OTHOBO Barero jeuyenue.

AKO UMaTe HIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH ¢ yroTpebara Ha TOBa JIEKApCTBO, IIONHUTANTE
Bamus nexap nim ¢papmManesT.

4. Bb3MOKHN HexKeTaHU peakuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXKCIaHU pE€aKIIUH, BBIIPEKU Y€ HC
BCCKH I' TIOJTy4aBa.

HNndopmupaiite Bammns nexkap He3adbaBHO, aK0 MOJTyYHTe:

o BHCOKa TeMIIepaTypa, IpU3HAIX Ha MH(EKIIMs WIH TpeKoMepHa yMopsieMocT. ToBa Moxke J1ia ce
JBJDKH Ha TIOHIDKaBaHE Ha CTOMHOCTHUTE HA HAKOW KPBBHH KJIETKH, KOETO € PSIJIKO.
o MPU3HAIM Ha YepHOAPOOHH MPOOIeMH, KaTo MOKBIATIBAHE HA KOXKATa U/MITH OUUTe

(’KBATEHHMIIA), HE3aBUCUMO OT TOBA AAJIM Ca ChIITBTCTBAHHU OT MOJKOKHU KPHBOU3INBHU, KOUTO CE
MPOSIBSIBAT KaTO MaJIKW YEPBEHH TOUYKH, W/WIIK 00BpKaHOCT (BmkTe Touka 2 “IIpenynpexaenus
Y TIpeIa3Hu MEPKH”).

. MOyBaHe Ha YCTaTa WM HAPYIICHUs Ha KOXKaTa KaTo OOPUBHU U ChPOEKH, MEXYpPHU TI0 KOXKaTa.
ToBa MoXe /1a ca IPU3HAIM Ha aJleprudHa PeaKIusl.
. TeXKa peakius, 3acsraiia Koxara, Kppra u Bprpemnute opranu (DRESS) (BmxTe Touka 2

“IIpenynpexxaeHus 1 Mpeana3Hd MEpKu’).

Haii-yecTaTa HexKeJIaHA JIEKAPCTBEHA peaKiusi, KOSTO ce HAd/I01aBa pU
Kaonuaorpen/AnerniacaaunuioBa kucejJuHa Viatris e kbpBeHe. KbpBeHETO MOXe J1a ce IPOSIBU
KaTO KbPBCHE B CTOMAaxa WU YepBara, 00pa3yBaHe Ha CHHUHH, XeMaTOM (HEOOMYaliHO KbPBEHE WU
oOpa3zyBaHe Ha CHHHMHH I10 KOXaTa), KbpBEHE OT HOCa, KPBB B ypHHATA. B Mairbk Opoii oT ciiyyante ce
ChOOIIABAT CHIIO U KPbBOU3JIMBY B OKOTO, B IIaBata (0COOCHO B CTapyecka Bb3pacT), Oeaus 1po0 HiIu
CTaBUTE.
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AK0 MMaTe NPOABJLKUTETHO KbPBeHe, Korato npuemare Kaonugorpen/AueTnjicaJiniuujiosa
KHceJuHa Viatris

AKO ce TopexeTe Wil HapaHUTe, MOKE Jla OTHEME MaJIKO I0OBeYe OT 00MYalfHOTO BpeMe, 3a Ja CIpe
KbpBeHETO. ToBa € CBbP3aHO C HAYMHA Ha ACHCTBHE Ha JIEKAPCTBOTO Ja MPEJOTBpaTsIBa 00pa3yBaHETO
Ha KpbBHHU cbeuper. [Ipu Maiky nops3BaHus U HapaHsABaHMsI, KaTO HaIpUMep MOpsI3BaHe 10 BpeMe
Ha OpbCHEHE, TOBa OOMKHOBEHO ¢ 0e3 3HaueHne. AKo obaue KbpBeHeTO Bu Oe3nokowu, TpssOBa aa ce
CBBbpKeTe He3a0aBHO ¢ Bamus nekap (Bmwxre Touka 2 “IIpeaynpexaeHns 1 npearna3Hu MEpKu”).

I[pyrnTe HEKEJIAHU JIEKAPCTBCHH PCAaKIIUU BKJIIOYBAT:
Yectu HEXEIIaHU PCAKIINN (MO)KC Ja 3aCCruart a0 1Ha 10 I[VH_II/I)l
I[I/IapI/I}I, KOpEMHa 6OJ'IKa, JIOHIO XpaHOCMHUJIAHC UJIN KUCCIINHU.

Heuectn Hexxenanu peakiuu (Moxke fa 3acersar g0 1 ga 100 aymm):
I'maBoGonme, cTomariiHa s13Ba, rajicHe, NOBPbBINAHE, 3aleK, YBEIIMYCHO KOJUYECTBO HA Ta30BEC B
cToMaxa WU YepBaTta, OOpHBH, ChPOEIK, 3aMassHOCT, YCeIIaHe 3a U3TPhIIBAHE M MPaBYIKaHE.

Penxu Hexxenanu peakiun (Moxke fa 3acersar o 1 ga 1 000 aymm):
CBETOBBPTEXK, YTOJIEMIBaHE HA THPAUTE IIPU MBKE.

MHOro peiKu HEeKEIaHH peakiuu (Moke aa 3acerdat A0 1 Ha 10 000 gyrm):

JKbpnrenuna (MoXbITSABaHE HA KOXKATa W/WIIH OYUTE); MAPEHE B CTOMAaXa W/WIIH XPaHOIIPOBO/IA; CHUITHA
KopeMHa 00J1Ka ¢hC WiIH 0e3 60JIKa B I'bp0a; BUCOKA TEMIIEPATYpPa, 3aTPYAHCHO AUIIAHE MTOHIKOTa
MPHUJIPYKEHO C KaIUIHIA; OOIIH aeprHYHU Peakiuu (Hampumep, oOII0 yCellaHe 3a 3aTOIUISHE ¢
BHE3AITHO 00110 HEPA3MOIOKESHHE 0 PUTIAIBK); TIOlyBaHE Ha yCTaTa; MEXypH IO KOXKaTa;
aJIepTUIHU KOKHU PEaKIiy; Bh3MAJICHNE Ha ycTaTa (CTOMATHT); TOHIKaBaHe Ha KPBBHOTO HaJISTAHE,
00BPKaHOCT; XaITIOIMHALIMK; CTaBHA 00JIKa; MyCKYJIHA 00JIKa; MPOMsHA BbB BKyca WM 3ary0a Ha
BKyCa Ha XpaHUTe, Bh3IAJICHAE Ha MaJIKU ChJIOBE.

Hexenaaun pCaKIMK C HEU3BECTHA YECTOTA (OT HATMYHUTEC JAaHHU HE MOXKE Ja 6’5&6 HarpaBcHa
OIICHKA):

[Tepdoparust Ha 513Ba, IIIyM B YIINUTE, 3ary0a Ha CITyxa, BHE3AITHU )KMBOTO3aCTPAIIABAIIH aJIePTHYHI
PEaKIMU WK PEaKIIMU Ha CBPhXUYBCTBUTEIHOCT ¢ OOJIKA B TPBIHHS KOII HITM KOpeMa, 3a00JsBaHe Ha
O0BOpernTe, HICKO HUBO Ha KpBhBHATA 3axap, moaarpa (3adosiBane ¢ 00JIe3HEHH, IOAYTH CTaBH,
MPUYUHEHO OT KPUCTAIM MMKOYHA KHCEIMHA) U BIIOIIaBaHEe Ha XPaHUTEIHH alepruu, ocodeHa gopma
Ha aHeMUs (HUCHK Opoil depBeHU KPBBHU KIIETKH) (BIOKTE ToUKa 2 ,,IIpeaynpekneHus u mpeamna3sHu
MEpKH”’), OTOK.

OcgeH TOBa, Bamusr ekap Moxe a yCTaHOBU IPOMEHH B NIOKAa3aTENNTE NPH U3CIEABAHUATA Ha
KpBbBTa WM yYpUHATAa.

Cpo01IaBaHe HA HeKeJIAHU peaKlun

AKO TIOITyYUTe HIKAKBU HEKEJIaHH JICKApCTBEHH PEakIiy, yBeaoMeTe Baus nexap uimu GpapmarnenT.
ToBa BKIIIOYBa BCHYKH Bb3MOXKHH HEOTIMCAHH B Ta3W JINCTOBKA HEXKEJIAHU peakunu. MoXkeTe ChIIo Aa
CHOOIINTE HEKEIAHU PEaKIUU JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMa 3a ChoOIIaBaHe, TOCOYCHA B
IIpunoxenue V. Kato cro01maBare HeXXEIaHA PEaKIIMH, MOXKETE Jla TaJIeTe CBOS IIPUHOC 3a
MoJTydaBaHe Ha MoBeue HH(POpMannsg OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak 1a cexpansBate Kiionuaorpeia/AneTuicajaunuioBa KuceJauna Viatris

Ha ce cbxpaHsBa Ha MSCTO, HEJOCTHITHO 32 ACIIA.

He usmnon3BaiiTe TOBa JIEKapCTBO CJIE CPOKa Ha FOJHOCT, OTOE/IsI3aH BbPXY KapTOHEHATA OMAaKOBKa,
osmcrepa u Oytuikara cien ,,['oxer 10: wim “EXP”. CpokbT Ha TOJJHOCT OTroBapsi Ha TOCIISIHUS

JCH OT ITOCOYCHUA MECCII.

[a ce cpxpansBa mox 25°C.
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He uznon3Baiite TOBa JIEKapcTBO, aKo 3a0eJeKnTe HAKAKBY BUANMH O€Jie3n Ha HapyIllIaBaHe
KaueCcTBOTO Ha MPOJIYKTA.

He uzxBbprstiiTe nexapcTBaTa B KaHAIU3AIMATA WIH B KOHTEHEPA 3a TOMAITHH OTIIaIBIIH.
ITommuratiTe Bammus dhapMarieBT Kak J1a H3XBBPIIATE JIEKapCTBATa, KOMTO BeUue He M3MoJI3BaTe. Te3n
MEPKH IIIe CIIOMOTHAT 32 Ola3BaHe Ha OKOJHATa Cpefa.

6. Chbabp:kaHue Ha OIAKOBKATA M JOINBJIHUTETHA HHpOpManus

KaksBo cpabp:xa Knonugorpesa/AnerniacajiunuioBa kuceanna Viatris
Kronmmorpen/Anetrncanuimmiosa kucennHa Viatris 75 mg/75 mg ¢punMupanu TabaeTku

AKTHUBHUTE BEIECTBA ca KIOMUAOTpeN U arnerwicanuiuiosa kucennaa (ACK). Beska TabneTtka
ChIOBpKA 75 mg Kmonmmorpen (kaTo XuaporeHcyindar) u 75 mg aneTuiIcaIuInIoBa KUCEIHHA.

Jpyrurte cbcTaBKHM ca:

Snpo Ha TabieTkara: MUKPOKPUCTATHA [IETYJ103a, JIAKTO3a (BIDKTE TOYKA 2
~Kionugorpen/AneTuicaluuuiioBa KucenuHa Viatris Chabpika JaKkTo3a‘), KpockapMmeso3a HaTpuH,
XUIPOKCUIIPOITUIIIEINYII03a, CHIIMLMEB TUOKCHA, KOJIOUAEH 0€3B0/IeH, TAJIK, XUAPOTCHUPAHO
PHULIMHOBO MacJIo, NpeXeIaTHHU3UPAHO HUILIECTE, CTEAPUHOBA KUCEINHA, JKEJIE3€H OKCHUIL, KBJT
(E172).

OO0BuBKa Ha TabaeTKaTa: XHIPOMENI03a, TPHAIICTHH, TAJIK, TTOTH(BUHUIOB alTKOX0J) (YJaCTHIHO
XuAponu3upan), TutaHoB nuokcun (E171), rmumneponoB monokanpuinokanpar (E422), Hatpres
naypuicyngart, xxene3eH okeu, xbiat (E172).

Kronumorpen/AnieTricanuiinioBa kucenrnHa Viatris 75 mg/100 mg duamMupanu TabieTku

AKTUBHHTE BEILECTBA Ca KJIOMHUIOTPEN U alleTHIICATHIMIOBA KHcennHa. Besika TabneTka chabpxa
75 mg knonuporpen (kato xuaporencyiadar) u 100 mg aneTuincanuuuioBa KUCEINHA.

Hpyrurte cbcTaBKH ca:

SAnpo Ha TabneTkara: MUKPOKPUCTAITHA [IETYJI034, JTAKT03a (BIXKTE TOYKA 2
,.Kionuaorpesn/AneTuicaniiuioBa KucearuHa Viatris cbabprka JlakTo3a‘), KpockapMesio3a HaTpHi,
XHUAPOKCHUIIPOTIIIENYII03a, CHIINLINEB JUOKCH, KOJIOUIEH O€3BOJIEH, TANK, XUAPOTEHHPAHO
PHUIIMTHOBO MacCIIo, IPEXKeIaTHHH3UPAHO HUIIECTE, CTCAPHHOBA KUCEITNHA, KEJIE3CH OKCHUL, JKBJIT
(E172).

OO6BuBKa Ha TabJeTKaTa: XUIPOMEI03a, TPUALETHH, TaJK, TOJH(BUHUIOB aIKOXO0J) (YaCTHYHO
XuIponusupan), TutaHoB anokcun (E171), rmuueponos Monokanpunokanpar (E422), natpues
naypuicyigat, Anypa yepsero AC (E129) (Bmwxkre Touka 2 ,,Kionumorpen/AlieTHicaIuIIniIoBa
KucennHa Viatris ceabppika Amypa gepsero AC™)

Kak m3raexna Knonuporpesa/AnernicaaiununioBa Kuceauna Viatris 1 KakBo cbIbpika
OMaKoOBKaTa

Krnomuporpen/Aueruncanuuuiosa kuceianHa Viatris 75 mg/75 mg ¢punmupanu TableTKu ca )KbITH,
€JIMIICOBU/IHY, TBOMHOM3ITbKHAIN TabJeTKH, rpaBupanu cbe “CA2” OT eHaTa cTpaHa Ha TabieTkara
u “M” ot gpyrara.

Knomunorpen/Aneruncanunminosa kucenuna Viatris 75 mg/100 mg ¢punMupanu TabiaeTku ca po30BH,

SJIUTICOBU/IHH, TBOMHOU3IIBKHAIN TabJeTKH, rpaBupanu cbe “CA3” oT enHaTa cTpaHa Ha TabJeTKaTa
u “M” ot gpyrara.
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Tab6merkure ca Hagu4IHH B Onwictepy oT 28 niu 30 TabneTku, win B mepdopupanu OJIMCTEPH C
eIUHUYHH 11031 0T 28 mimu 30 TabneTku, win B rutactMacoBu OyTuinku ot 100 Tabnetku. byTrikuTe
CBHABPXKAT cymmTen. Jla He ce morblia CyInTeNsT.

He Bcwuku BHIOBE ONAaKOBKH MOTaT J1a ObIaT ITyCHATH B MPOIaXkoa.

IIpuTexaTten Ha pa3pelIeHHETO 32 YNOTpeda
Mylan Pharmaceuticals Limited

Damastown Industrial Park,

Mulhuddart, Dublin 15,

DUBLIN

Wpnanpus

IMpousBoauTean

McDermott Laboratories Limited trading as Gerard Laboratories trading as Mylan Dublin, 35/36
Baldoyle Industrial Estate, Grange Road, Dublin 13, Upnanmgus.

Mylan Hungary Kft, H-2900 Komarom, Mylan utca 1, Yarapus.

3a JOIIBJIHUTCIIHA I/IH(l)OpMaLII/IH OTHOCHO TOBa JICKapCTBO, MOJIsI, CBBPIKETE CE C JIOKAJTHUSA
MNPEACTABUTCII HA IPUTECIKATCIISL HAa Pa3pClICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien Lietuva

Viatris Mylan Healthcare UAB

Tél/Tel: + 32 (0)2 658 61 00 Tel: +370 5 205 1288

Bbbarapus Luxembourg/Luxemburg

Maiinan EOO/] Viatris

Ten.: +359 2 44 55 400 Tél/Tel: + 32 (0)2 658 61 00
(Belgique/Belgien)

Ceska republika Magyarorszag

Viatris CZ s.r.0. Viatris Healthcare Kft

Tel: + 420 222 004 400 Tel.: +36 1465 2100

Danmark Malta

Viatris ApS V.J. Salomone Pharma Ltd

TIf: +4528 11 69 32 Tel: +356 21 22 01 74

Deutschland Nederland

Viatris Healthcare GmbH Mylan BV

Tel: +49 800 0700 800 Tel: +31 (0)20 426 3300

Eesti Norge

BGP Products Switzerland GmbH Eesti Viatris AS

filiaal TIf: +47 66 75 33 00

Tel: + 372 6363 052

E)\\Gda Osterreich

Viatris Hellas Ltd Arcana Arzneimitte]l GmbH

TnA: +30 2100 100 002 Tel: +43 1416 2418

Espaiia Polska

Viatris Pharmaceuticals, S.L.U Mylan Healthcare Sp. z 0.0.

Tel: +34 900 102 712 Tel.: + 48 22 546 64 00
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France Portugal

Viatris Santé Mylan, Lda.

Tél: +33 437257500 Tel: + 351214127200
Hrvatska Romania

Viatris Hrvatska d.o.o. BGP Products SRL

Tel: +385 1 23 50 599 Tel: +40 372 579 000

Ireland Slovenija

Mylan Ireland Limited Viatris d.o.o

Tel: +353 1 8711600 Tel: +386 1 23 63 180

island Slovenska republika
Icepharma hf. Viatris Slovakia s.r.o.

Simi: +354 540 8000 Tel: +421 2 32 199 100

Italia Suomi/Finland

Viatris Italia S.r.1. Viatris Oy

Tel: + 39 (0) 2 612 46921 Puh/Tel: +358 20 720 9555
Kvnpog Sverige

Varnavas Hadjipanayis Ltd. Viatris AB

TnA: + 357 2220 7700 Tel: + 46 (0)8 630 19 00
Latvija United Kingdom (Northern Ireland)
Mylan Healthcare SIA Mylan IRE Healthcare Limited
Tel: +371 676 055 80 Tel: +353 18711600

I[aTa Ha IOCJCIHO NMpepasrjaeckaaHe Ha JIUCTOBKaTa

ITonpoOHa nHpOpMaNKs 3a TOBA JIEKAPCTBO € MpeocTaBeHa Ha yeOcaiiTa Ha EBporetickara areHIus
10 JIeKapcTBara http://www.ema.europa.eu.
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