MNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHUS ITPOAYKT

DuoPlavin 75 mg/75 mg ¢punMupanu TabneTKu
DuoPlavin 75 mg/100 mg punmMupanu TabieTKku

2. KAYECTBEH 1 KOJIMYECTBEH CBCTAB
DuoPlavin 75 mg/75 mg dunMmupanu TabneTkn

Bcesika punmupana tabnerka chabpka 75 mg kinonuaorpen (clopidogrel) (kato xuaporencyngar) u
75 mg aneruncanumnuiaoBa kucenunna (acetylsalicylic acid) (ACK).

Homownu eewiecmea ¢ uzgecmuo oeticmsue.
Bcesika punmupana tabietka cbappika 7 mg gakros3a u 3,3 mg XUAPOreHUpaHO PULIMHOBO Macio.

DuoPlavin 75 mg/100 mg ¢punmupanu TabIeTKH
Bcesika punmupana tabnerka chabpka 75 mg knonuaorpen (clopidogrel) (kato xuaporencyngar) u
100 mg aneruncanuiioBa kucennHa (acetylsalicylic acid) (ACK).

Homownu eewiecmea ¢ uzgecmmuo oeticmsue.
Besika ¢pmmupana tabieTka cbappika 8 mg gakros3a u 3,3 mg XUAPOreHUPaHO PULIMHOBO MacJo.

3a IIBJIHASA CIIMCHK HA ITOMOIIHUATE BEIECTBA BIHKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupana Tabdierka (TabneTka)
DuoPlavin 75 mg/75 mg ¢unmupanu Tadnerku

JKbaTH, emuncoBUAHM, JIEKO IBOMHO U3M'BKHANH, rpaBupanu ¢ «C75» ot eqHaTa ctpaHa u «A75» ot
Jpyrara.

DuoPlavin 75 mg/100 mg dunmupanu tabneTkn
CBeTJIOPO30BH, EIHUIICOBUIHY, JICKO ABOWHO M3MbKHAIH, IpaBupanu ¢ «C75» oT eHaTa CTpaHa U
«A100» ot npyrara.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHU MOKA3AHUS

DuoPlavin e nokaszan 3a BTOpUYHO HPEANa3BaHe OT aTepOTPOMOOTHYHH MHIIUACHTH IIPU BH3PACTHU
MAIMCHTH, KOUTO BeUe MpUeMar Kionuaorpen u anetrmwicanuiuiosa kucenuna (ACK). DuoPlavin e
MPOAYKT C PUKCHpaHa 1030Ba KOMOMHAIWS 32 POABIDKABAHE HA TepanusiTa IMpH:

. OcThp KOpOHApPEH CHHAPOM Oe3 enepanust Ha ST-cermenTa (HecTaOMIIHA CTEHOKAPIVSI HITH
MHUOKapJieH nHpapkT 0e3 Q-360e11), BKIFOYUTEIHO NAMEHTH Ha KOUTO € TIOCTaBEH CTEHT CIIe]T
MepKyTaHHa KOPOHAPHA WHTEPBEHITUS

o OcTtbp MuOKapeH nH}ApKT ¢ eneBanust Ha ST-cerMenTa Npyu MeIMKaMEHTO3HO JICKYBaHU
MAIUEeHTH, TIOIXOIAIIH 32 TPOMOOIUTHYHA TEePaITHs

3a mombiIHMTENTHA HHPOPMALUS BUXKTE TOUKa 5.1.

4.2 J10o3UpOBKA M HAYUH HA NPUJI0KEHHE

ﬂOSI/IQOBKa

Bw3pacmnu u cmapuecka 6v3pacm



DuoPlavin 75 mg/75 mg ¢punmupanu TadneTkn
DuoPlavin TpsiOBa aa ce mpuara Kato eIHOKpaTHa JTHEBHA J103a OT 75 mg/75 mg.

DuoPlavin 75 mg/100 mg dunvupanu TabIeTKun
DuoPlavin TpsiOBa aa ce mpuiara Kato eIHOKpaTHa JHEBHA J103a oT 75 mg/100 mg.

DuoPlavin komOuHanus ¢ pUKCHpaHa 1032 ce U3MOJI3Ba CJIe/] 3aM0YBaHe Ha TEPAITUs ¢ KIOMUIOTPEeNT U
ACK, mputarany IOOTAEITHO, W 3aMECTBa OTIASITHUTE MPoXyKTH Kitomumorpen u ACK.

— Ilpu nayuenmu ¢ ocmop Koponapen cunopom bes enesayus na ST-ceemenma (HecTaOMITHA
CTCHOKap/IUs WK MUOKapieH nHpapkT 60e3 Q-3p0elr): onTUMaTHaTa MPOABIKUTSITHOCT Ha
JICYCHHUETO HE ¢ OGHUIMATHO yCTaHOBeHA. JJaHHHUTE OT KITMHUYHY M3MUTBAHKS Ca B MOJIKPEra Ha
ymoTpebaTa Ha KIonmuaorpesn A0 12 Meceria, KaTo MaKCUMaIHa 1ojI3a ce HabonaBa Ha 3-us
Mmecer (Bxk. Touka 5.1). Ako ynorpedara Ha DuoPlavin ce npekpary, malueHTUTE MOTaT J]a UMaT
oJI3a OT MPOABDKABAHE HA TEPAIUATA C SAUHHUS aHTUTPOMOOTHYCH JICKAPCTBEH MPOJIYKT.

— [lpu nayuenmu ¢ ocmvp muoxapoer ungapkm c enesayus Ha ST-ceemenma. TedeHUETO TPAOBaA 1a
3all0YHe BH3MOXKHO Hal-CKOPO CJIe]] Ha4aIoTo Ha CUMIITOMUTE U Jia ObJIe IPOABIKEHO TTOHE
yetupu ceamuuu. [lon3arta or komOuHUpaneTo Ha Knonugorpen ¢ ACK 3a nmosede ot ueTnpu
Ce/IMHIIM He e OWiia MpoyYBaHa MPH TOBA MOKa3aHue (BXkK. Touka 5.1). Ako ymorpebara Ha
DuoPlavin ce mpekparn, manmeHTUTE MOTAT /1a UMAT I0J13a OT MPOAB/DKaBaHE Ha TEPAIHATA C
€MHUSA aHTUTPOMOOTHYEH JIeKapCTBEH MPOIYKT.

AKo e porycHara j103a:

- B pamkuTe Ha mo-manko oT 12 gaca cie onmpeaesieHoTo 3a MprUeM BpeMe: MaIUeHThT TPSAOBa Aa
B3eMe J103aTa He3a0aBHO U CJIS/ TOBA Jia MPUEME CIIC[BAIIATa 1032 B OIPEIEIICHOTO 32 Hesl
BpeMe.

- [Ipu moBeue ot 12 yaca: marueHTHT TPSAOBA J1a IPUEME ClIeIBalaTa 103a B 00MIaifHOTO BpeMe U
He TpsOBa Jla YJIBOsIBA J103aTa.

Tleouampuuna nonyrayus
bezonacHocTTa ¥ edukacHocTTa Ha DuoPlavin npu aenia v roHoIIHM 1o 18 roauIiHa Bh3pacT He ca
ycranoBeHH. DuoPlavin He ce npenopbyBa npH Ta3u MOIyJIanusl.

bvopeuno yspesxcoane

DuoPlavin He TpsOBa a ce mpuiiara npy MaueHTH ¢ TEXKO ObOpeuHo yBpekaaHe (Bxk. Touka 4.3).
TepaneBTUUHHAT OMUT € OrPaHUYCH IPH MAUEHTH C JIEKO 10 YMEPEHO OBOPEYHO yBpekKIaHe (BK.
touka 4.4). [Topanu ToBa DuoPlavin Tpsi6Ba fa ce mpuiara ¢ IOBUIIEHO BHUMAHHUE TIPH TE3H
HalKeHTH.

Yeprodpobro yspesicoane

DuoPlavin He TpsiOBa @ ce mpuiiara npy NalMEeHTH ¢ TEXKKO YepHOIPOOHO yBpeaane (Bxk. Touka 4.3).
TepaneBTUUHUAT ONUT € OTPAaHUYEH NPU MALUEHTH C YMEPEHO U3pa3eHO YepHOAPOOHO 3a00msBaHe,
NPY KOUTO MOXeE J]a UMa XeMoparuyiHa nauaresa (Bxk. Touka 4.4). [Topamu toBa DuoPlavin Tps6Ba aa ce
Inmpujiara ¢ HIOBUIICHO BHUMAaHUE NIPH TE3U MAIIUCHTH.

Hauwun Ha npuioxeHue
3a mepopasHoO MPUIIOKEHUE
Moxe 1a ce mpuemMa chC Win 0e3 XpaHa.

4.3 IIporuBomoKa3zaHUA

[opann HanuyreTo Ha JBa KOMIIOHEHTA B JIEKAPCTBEHUS MPOAYKT, DuoPlavin e mpoTuBomnokasan B
ciyvai Ha:

o CBpBXUYBCTBUTEITHOCT KbM aKTHBHHUTE BEIECTBA UITH KBM HIKOE OT MOMOIIHUTE BEIIECTBA,
n30poeHH B TOUKA 6.1.

o Texko 4epHOAPOOHO YBPEIKIAHE.

L] AXTHBHO MaTOJIOTUYHO KBpPBEHE KaTO MEIITUYHA sA3Ba WJIM MHTpaKpaHHuaJIHa XeMoparus.
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B nomsnaenue, mopaau Hanmuuueto Ha ACK, ymotpebara My € MpOTHBOIIOKa3aHa CHINO MPH:

. CBpBX4YBCTBUTEIHOCT KbM HECTEPOUIHM MpoTHUBOBB3NanuTenHu cpeacrsa (HCIIBC) u
CHHJIPOM Ha acTMa, pUHMUT U Ha3aJIHU noauny. [lanuenTy ¢ mpeamiecTpalia MacTOLUTO3a, IPH
KOMTO yIoTpebaTa Ha alleTHICAIMLIMIOBA KUCEINHA MOJKE J1a IPEIU3BUKA TeXKKH PEaKLUi Ha
CBPBXUYBCTBUTEITHOCT (BKJIIOUUTENIHO LIMPKYJIATOPEH IIOK ChC 3auepBsiBaHe Ha JIULETO,
XHITOTOHUS, TAXUKAPIUS U TIOBPBIIAHE).

o Texxko 0b0pevHo yBpexkaaHe (KpeaTHHUHOB KupbHC <30 ml/min).

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

4.4 Cpoeuuajanm npegynpe:kIeHus U NpeaNna3Hu MepKH IPH yoTpeda

Kwvpgene u xemamonoeuunu napyuieHus

ITopanu puCK OT KbPBEHE U XeMaTOJIOTHIHH HE)KETIaHH JICKAPCTBEHH PEaKkIlnd, TpsiOBa 11a ce mMa
MpeBU ] He3a0aBHO OMpeIeisiHe Ha KPhbBHATA KAPTUHA H/WIK APYTH MOAXOAIIM U3CICABAHNUS, B
CJIy4Yaii Ha MOsBa HAa KIIMHUYHU CUMIITOMHY, HACOYBAIIA KbM KbPBEHE 10 BpeMe Ha JICYCHUETO (BIK.
touka 4.8). Karo koMOnHanus ot aBe aHTUTpoMOOTHYHH cpencTBa, DuoPlavin Tpsa6Ba na ce npuiara
C TIOBUIIICHO BHUMAaHUE PY MAIIMEHTH, KOUTO MOXE JIa Ca M3JI0KEHU Ha PUCK OT YCHUJICHO KbPBEHE
MOpaJiv TPaBMa, XUPYPTUYHA WHTEPBEHITUS WU IPYTH MMaTOJOTUYHU ChCTOSHHUS U TIPU MAIIMCHTH,
nexyBanu ¢ apyru HCIIBC, Bkmountenno COX-2 naxubuTOpH, XenapuH, riarokonporent I1b/Ila
WHXUOUTOPH, CEJICKTUBHA HHXUOUTOPH Ha 00paTHOTO 3axBamiaHe Ha cepoTonnHa (SSRIs),
TPOMOOJIMTHIIN, WK JPYTH JCKAPCTBEHH MPOIYKTH, CBbP3aHU C PUCK OT KbPBEHE, KaTO
neHTokcuuiH (BXk. Touka 4.5). [lanmentuTe TpsaOBa na ObaT BHUMATEITHO HAOIIOAaBaHH 32
MPU3HAIM Ha KbPBEHE, BKIIOYUTEITHO OKYJITHO KbPBEHE, 0COOEHO Mpe3 ITEPBUTE CEIMHUIIA Ha
JICUCHUETO W/UIIK CJIC]] MHBa3UBHH KapAMOJIOTMYHH MPOLCAYPH UIH XUPYPTrUUHA HHTCPBCHIIMS.
EnnoBpemennoto npuinoxenue Ha DuoPlavin ¢ nepopanHu aHTHKOAryJIaHTH HE c€ IPenopbuBa, Thid
KaTo MOXKE J]a YBEIMYH HHTEH3WBHOCTTA Ha KbpPBEHE (BXK. TOUKa 4.5).

[NanuenTure TpsiOBa 1a MHGOPMUpAT JeKapuTe U 3p001eKkapuTe, ye mpuemar DuoPlavin npean
HacpoYBaHE HAa XUPYypPruyHa MaHUITyJalMs U IPEeJH IPUEMaHETO Ha KAKbBTO U J1a € HOB JIEKAPCTBEH
npoxykT. Korato ce oOMucis eleKTUBHA XUPYPrusl, TpsAOBa Aa ce mpepasriesa He00X0IMMOCTTa OT
JBOWHA aHTHTPOMOOTHYHA TepaIus U JAa ce 0OMHUCIH MIPUIIaraHeTO CaMo Ha €THO aHTUTPOMOOTHYHO
CpeAcTBO. AKO MalMEHTHT TPsiOBa BpEMEHHO Jia CIpe aHTUTpoMOoTHYHATa Tepanus, DuoPlavin
Tps0Ba a ce MPEeKbCHE 7 THU MPEI XUPYPruuHaTa HHTEPBEHIIHA.

DuoPlavin ynbmkaBa BpeMeTo Ha KbpBEHE U TPSOBa Jla ce mpuiiara ¢ MOBUIIICHO BHUMaHUE MPU
MAIMEHTH, KOUTO UMAT HAPYIICHHUS ChC CKIOHHOCT KbM KbPBEHE (CIEIUATHO CTOMANTHO-YPEBHU U
BBTPEOYHH).

[MarenTuTe TPsOBA CHIIO J1a OBIAT YBEIOMEHH, Y€ BPEMETO 3a CIIUpPaHe Ha KbPBEHETO € IMO-
MPOIBIDKATETHO OT 00OMYaiHOTO TIpH JieueHue ¢ DuoPlavin, a Te oT cBos cTpaHa TpsiOBa na
HHGOPMUPAT CBOS JICKap 3a BCAKO HEOOMUYANHO KbPBEHE (JIOKAJIN3ALUs WIN POABIKUTEIIHOCT).

Tpombomuuna mpomboyumonenuuna nypnypa (TTI1)

Crnyyau Ha TpoMOoTHUHA TpoMmOouuTonennyHa mypmypa (TTII) ca cpoOiiaBan MHOTO PSIAKO CleN
ynoTpeba Ha KIOMUIOTPE, TIOHIKOTa U clie]l KpaTKOTpaiiHa ekcrio3uuus. T ce XapakTepusupa ¢
TPOMOOIIUTOIIEHUS 1 MUKPOAHTHOMIATHYHA XEMOJUTHYHA aHEMUS, IPUAPYKEHA C HEBPOJIOTHYHHU
n3MeHeHus, 0b0peuna nuchynnus niu edbpunurer. TTII e moTeHManHo haTtaaHo CHCTOSHHUE,
W3UCKBAILO OBbP30 JIeUeHUE, BKIIOUMTEITHO I1azmMadepesa.

Ilpuoobuma xemoghunus

Nma crobumenus 3a mpunobuta xemoduus ciies ynorpeba Ha Kionuaorpel. B ciaydan na
MOTBBPJICHO U30JIMPAHO Y/IbJKABAHE HA aKTUBUPAHOTO MAPIHATHO TpoMOoIutacTuHOBO BpeMe (aPTT)
chbc WK Oe3 KbpBeHE, TPAOBA Aa ce MMa MpeaBUI MpuaoouTa xeModuius. [TalueHTuTe ¢ MOTBLp/ICHA
JMar"o3a npuaoonTa xeMouius TpsiOBa 11a ce HabJI01aBaT 1 JICKYBaT OT CISITHAIHNCT U
MIPUJIOKEHUETO HA KIIOMUIOTpen TPsOBa Ja ce MpeyCTaHOBH.



Cropouina npexoOHa ucxemuuna amaxa uiu UHCyam

IIpu nanueHTH cbe CKOPOIIHA IPEXOJHA HCXEMUYHA aTaKa MIIM UHCYJIT, KOUTO Ca U3JI0’KEHU Ha BUCOK
PHCK OT MOBTapALIM CE UCXEMUYHHU CHOUTHS € ToKa3aHo, ye komOuHanusata or ACK u knonuporpen
IIOBHUIIIaBA YECTOTATa HA 3HAUYUTEIHOTO KbpBeHe. [lopaau ToBa npuiaraHeTo Ha TakaBa KOMOMHAIIHS
M3BBH KJIMHUYHHUTE CUTYAIlUH, B KOUTO € JIOKa3aHo, Y€ € TMoJe3Ha, TpsOBa Ja ce 3aroyBa ¢ MOBUILIEHO
BHUMAHUE.

Lumoxpom P 450 2C19 (CYP2C19)

®apmakoreneruka: [Ipu nanuentu xouro ca cinabu CYP2C19 merabonuszaropu, KIOMUAOTPEN B
MPETIOPBUYUTETHATE T03K 00pa3yBa MO-MaJIKO OT aKTUBHUS METa0OJUT Ha KIOMUAOTPEN U MMa T10-
MaJbK eeKT BbpXy TpoMOonuTHaTa (GyHKIHS. CHITECTBYBAT TECTOBE 3a HICHTH(UIINPAHE HA
CYP2C19 renoruna Ha namueHra.

TBif KaTO KIOMHUIOTPEN ce MeTabOoIM3upa YaCTHIHO JI0 HEeToBuUs akTHBeH MeTtadbonut ot CYP2C19,
OYaKBa ce yrnoTpedarta Ha JIEKapCTBEHH MPOIyKTH, KOUTO HHXUOUPAT aKTUBHOCTTA HA TO3U €H3WM, Ja
JIOBEJIE JIO MIOHIKEHU JICKAPCTBCHH HUBA HAa aKTUBHUS MeTaOOIUT Ha Kionuaorpen. Knuanunara
3HAYUMOCT Ha TOBa B3aMMOJIeicTBHE € HescHa. KaTo mpeamna3Ha Mapka He TpsOBa 1a ce U3IMoI3Bat
enHoBpeMeHHO cwutHH uiu ymepenn CYP2C19 uaxuburopu (Bx. Touka 4.5 3a cmuchk Ha CYP2C19
UHXUOUTOPH, BXK. CHIIO TOYKaA 5.2).

Cyocmpamu na CYP2C8
Heo0xoaumo e moBuIlIeHO BHUMaHUE TIPU MallUeHTH, JeKyBaHU €THOBPEMEHHO C KIIOMUAOTPeN U
JIeKapCTBEHU MPOAYKTH, cyocTpat Ha CYP2CS8 (Bxk. Touka 4.5).

Kpvcmocarna peaxmusnocm mesincoy mueHonupuourume

[Ipu naumentute TpsAOBa Ja ce CHeMe aHaMHE3a 32 CBPbXUYBCTBUTEIHOCT KbM THEHONUPHUINHH (KaTo
KJIONUAOTPEI, TUKIONUANH, TIpacyrpel), Thil KaTo ce ChoOIaBa 3a KphCTOCAHA PEAaKTHBHOCT MEKILY
THEHONMPHINHUTE (BX. ToUKa 4.8). THEHOTMPUIMHNTE MOTAT 1a IPHUIUHAT JEKU 10 TEXKKH
AJIEPTUYHH PEaKIUH, KaTo 00pUB, aHTHOENIEM MIIM XEMAaTOJIOTUIHU KPBCTOCAHH PEAKIINH, KaTo
TpoMOoUUTONEHNS ¥ HeyTponeHus. [larmenTn, KOUTo ca pa3BUIM MPEIUIIHA alepruiHa peaKius
W/WJIM X€MaTOJIOTUYHA PEaKIys KbM €JMH THCHOITMPUINH, MOKE JJa UMAaT ITOBUIIICH PUCK OT Pa3BUTHE
Ha ChILATa WIK JIpyra peakiysi KbM JIpyT THeHonupuauH. [IpernopbuBa ce HaOM0JCHNE 32 TPU3HAIH
Ha CBPBXUYYBCTBUTEIHOCT MPU MALMEHTH C U3BECTHA aJleprs KbM THUCHOHPHUIUHH.

Tosuweno enumanue, nopaou Hanuuuemo Ha ACK

o IIpy manmeHTH ¢ aHaMHe3a 3a acTMa WJIN aJlepIUIHU 3a00JI1BaHMsI, T KaTo T€ ca U3JI0KEHH Ha
MTOBHILIEH PUCK OT PEAKIIMH Ha CBPBXYYBCTBUTEIHOCT

o [Ipu manuenTtyu ¢ nogarpa, Tei kato HUcKUTe 103U ACK noBuIIaBaT KOHIEHTpALUATA HA YpaTH.

. [Ipu nena mox 18 roauiHa Be3pacT MMa Bb3MokHa Bpb3ka Mexay ACK u cunapoma Ha Reye.
CunzpomsT Ha Reye e MHOTO psaako 3abonsBaHe, KOETO MOke 1a Oble QartaiHo.

. To3u nexkapcTBEH MPOAYKT TPAOBa a ce Mpuiiara Imoj CTporo MEIUIMHCKO HaOMI0IeHHEe IpU

MaleHTH ¢ AePUITUT Ha TIIF0K030-6-hochat nexuaporenasza (I'6d /) mopaau puck oT xeMom3a
(BX. TOuKa 4.8).

o AJIKOXOJIBT MOYKE J]a MOBHIIH PUCKA OT CTOMAIIHO-YPEBHO YBPEkKAaHe, KOTaTo ce IprueMa C
ACK. INaupentute Tpa6Ba ga ObJAT KOHCYJITHPAHH OTHOCHO PUCKA OT CTOMAIIHO-YPEBHO
yYBpeXXIaHe U KbPBEHE 10 BpeMe Ha nmpueM Ha kinonugorpen miroc ACK ¢ amkoxoi, ocobeHo ako
KOHCYMaIIMsTa Ha alIKOXOJ € XpOHUYHA UJTH TeXKa (BXK. Touka 4.5).

CmomawHo-upesHu

DuoPlavin Tps6Ba na ce u3mo3Ba ¢ TOBUIIICHO BHUMAaHWE TIPH MTAIIMEHTH ¢ aHAMHE3a 3a MeTTHIHA
s13Ba WM TAaCTPOMHTECTHHAITHA XEMOPATrusl WIH JICKA CUMIITOMH OT CTpaHa Ha TOPHUS JsUT Ha
CTOMAIITHO-YPEBHHS TPAKT, Thil KATO T€ MOXKE J1a Ce IbJDKAT Ha CTOMAIITHA YIIIIepaIus, KOsATo Ja
JTIOBEZIC IO CTOMAITHO KbpBeHE. MoJKe J1a ce MPOSIBAT CTOMAITHO-UYPEBHU HEXKEIIAHU PEAKITHH,
BKJIFOYBAIIM CTOMAIITHA 00JIKa, KUCEIIMHHU, TaJIcHe, TOBPHIaHE B KbPBEHE OT CTOMAITHO-UYPEBHUS
TpakT. JIeKu CUMOTOMHU OT CTpaHa Ha CTOMAITHO-YPEBHUS TPAKT KaTO JUCIEICHS, Ca YECTH U MOTaT
Jla ce TIPOSIBAT TI0 BCSAKO BpeMe Ha Tepanusra. Jlekapure TpsOBa 1a BHUMABAT 3a MpU3HAIM Ha
yimepanys U KbpBEHE OT CTOMAIITHO-YPEBHUS TPAKT, JOPHU MPU OTCHCTBHE HA MPEAUIITHN CTOMAIIHO-
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YpeBHU CUMIITOMH. [larieHTHTe TPsOBA 1A OBAAT MPEAYIPEICHHU 3a IPU3HAIIUTE U CHMITTOMHUTE Ha
CTOMAIITHO-YPEBHU HEXETaH! PEakIMK U KaKBHM CTHITKK Ja OBJaT MPEIIPHETH, aKO T€ CE POSBST
(Bx.TOUKA 4.8).

[Ipu manmenTH, kouto npuemar eaHoBpemenHo Hukopanawi u HCIIBC, BkmountenHo ACK u LAS
CBHIIECTBYBA MOBUIIIEH PUCK OT TEXKH YCIOXKHEHHS, KaTO CTOMAIIHO-YpEBHA 513Ba, Teppopanus u
KPBHBOM3IUB (BXK. TOUKA 4.5).

Tomownu eewecmea

DuoPlavin chabpika sakto3a. [TanueHTH ¢ peKu HACIEACTBEHH MPOOIeMH Ha TalakTO3HA
HEMMOHOCUMOCT, Lapp nmakTa3eH neumuT Wiy TIIF0K030-TalakTo3Ha MaJlabcopOITs, He TpsAOBa Aa
mpueMart TO3U JICKAapCTBCH MPOAYKT.

To3u J1lekapcTBEH MPOAYKT ChABPKA CHII0 XUAPOTCHUPAHO PULIUHOBO MAcio, KOETO MOXKeE Aa
MIPUYUHHA CTOMAIITHO Pa3CTPOUCTBO U AUAPHSL.

4.5 B3aumopeiicTBue ¢ IPYry JeKapCTBeHH NPOAYKTH M APYru (pOpMHU HA B3auMoeiicTBHe

Jlexapcmeenu npodykmu, c8bp3anu ¢ pUck om KvpeeHe

ChlriecTBYBA TOBHUIIICH PUCK OT KbPBEHE MOPAIU MOTCHIUATHNS aUTUBEH eeKT. EqHOBpEeMEeHHOTO
MIPUJIOKEHHE Ha JICKAPCTBEHH MPOJYKTH, CBBP3aHU C PUCK OT KbPBEHE TPsOBa J1a CE U3BBPIIIBA C
MTOBUIIICHO BHUMaHHE (BXK. TOUKa 4.4).

Iepopannu anmuxoazynanmu

EnnoBpemenHoTO npuioskenne Ha DuoPlavin ¢ nepopanHu aHTHKOAryJIaHTH HE ce IIpernopbyBa, Thi
KaTO MOXE Ja Ce yBEeJINYM HHTCH3UBHOCTTA HA KbpPBEHE (BXK. Touka 4.4). Benpeku, 4e NpuiokeHNueTo
Ha KJIOMUAOTpeN 75 mg/MHeBHO He poMeHs (papMaKoKMHETHKaTa Ha S-BaphapuH HiTH
MexayHapoaHoto Hopmanusupano CrotHomenue (INR) npu nanuenTy, noisyvasamu
IPOIBIDKUTENIHA Tepanus ¢ BaphapuH, eAHOBPEMEHHOTO MPUIIOXKEHHE Ha KIOMUAOrpen ¢ BaphapuH
MOBHILIABA PUCKA OT KbPBEHE MOPaaAN HE3aBUCUMH e(PeKTH BBPXY XeMocTa3aTa.

Tnoxonpomeun 11b/Illa unxubumopu
DuoPlavin TpsiOBa ce npuiara ¢ NOBUIIEHO BHUMaHUE MTPU MAIIMEHTH, KOUTO MPHEMaT SIHOBPEMEHHO
rmokonporenH 1b/I11a maxubuTopu (BXkK. Touka 4.4).

Xenapun

B KJIMHUYHO MpOyYBaHEe MPH 3IPaBH UHIUBUAN KJIOMUIOTPENT HE Hajlara mpoMsiHa Ha J03aTa Ha
XemapuHa, HUTO IpOMeHs eheKkTa My BbpXy Koaryianusara. EqHOBpEeMEHHOTO NPUIIOKEHHE C XEMapUH
HsMa eEeKT BbPXY MOTHUCKAHETO Ha TPOMOOIIUTHATA arperaiys, MPeIu3BUKaHO OT KIOMUIOTPel.
BB3M0kHO € hapMaKkoAMHAMUYHO B3auMojeicTBre Mexay DuoPlavin u xemapus, BOAENIO 10
MIOBHILIEH PUCK OT KbpBeHe. CleoBaTenHo, eIHOBpEMEHHATa UM yroTpeba TpsOBa J1a cTaBa ¢
MTOBUIIICHO BHUMaHHE (BXK. TOUKa 4.4).

Tpomborumuyu

BezonacHocTTa Ha €HOBPEMEHHOTO MPHUIIOKEHUE HA KIIONUAOrpen, Gubpun nnn He-pudpux
creunpuIHN TPOMOOTUTHYHU CPEICTBA U XEIapHH € OLICHEHa IIPY HallUeHTU C OCThP MHOKapACH
uH}apkT. YecToTaTa Ha KIMHUYHO 3HAYMMOTO KbpBEHE € Onila CXoHa ¢ Ta3H, HaOII0AaBaHa MpH
€THOBPEMEHHO MPUIIOKEHHE Ha TpoMOOnuTHYHU cpencTBa u xenapun ¢ ACK (Bxk. Touka 4.8).
BbezonacHocTTa Ha €JHOBPEMEHHOTO NpuiiokeHue Ha DuoPlavin ¢ apyru TpoMOOIMTHYHY CpEeICTBA HE
€ OpUITMATHO YCTAaHOBEHA U TO TPSIOBaA J1a ce IpeanpreMa ¢ MOBUIIEHO BHUMaHME (BXK. Touka 4.4).

Hecmepouonu npomusosvsnarumennu cpedocmea (HCIIBC)

B knuHHYHO poyuBaHe, IPOBEACHO IIPHU 3APaBH JOOPOBOJILY, €AHOBPEMEHHOTO IIPUIOKEHHE Ha
KJIOTIMJIOTPEN U HAIPOKCEH MOBHUIIIaBa OKYJITHUTE CTOMAIIIHO-UYPEBHH KPBhBOU3INBHU. ClIe10BaTEIHO,
ennoBpemenHoTo npuwiokenue Ha HCIIBC, BkiarountenHo COX-2 nHXMOUTOPH HE ce MPenopbyuBa
(BX. Touka 4.4).



ExcriepuMeHTaTHN TaHHU TIPEAIToaraT, ue noynpodeH Moxe 1a HHXHOMpa ehekTa Ha HUCKaTa 1032
acIHUpUH BbPXY TPOMOOIMTHATA arperanus, Korato ce npuiaraT eTHOBpeMeHHO. Brrpeku ToBa
OrPaHMYEHOCTTA HA TE3H JaHHU M HECUTYPHOCTTa OTHOCHO €KCTPAIOJIAMATA Ha eX Vivo TaHHU KbM
KJIMHUYHATA CUTyallMs O3HA4YaBa, ue He MOTaT Jia ObJIaT HAlpaBeH! KaTCTOPHYHH 3aKITFOUCHHUS 32
penoBHaTa ynorpe0a Ha nOynpodeH u He Ou CieBajo Aa Ce 0YaKBa KIMHUYHO 3HAYUM e(eKT IpU
HepenoBHA ynoTrpeba Ha nOynpodeH (Bxk. Touka 5.1).

Memamuson

Mertamuzon moxe na Hamanu edekra Ha ACK BbpXy TpoMOOLIMTHATA arperamsi py eIHOBPEMEHHO
npunoxxenue. CiegoBaTeaHo, Ta3d KOMOWHaMS TPsOBa Aa ce mpujlara ¢ IOBUILIEHO BHUMAaHHUE IIPU
HanueHTH, npueMamy Hucku no3u ACK 3a kapauonporekuus.

CenexmusHnu unxubumopu na oopamuomo 3axeaujare Ha cepomorura (SSRIs)
Twit karo SSRIs moBnUABaT TPOMOOIIMTHATA AKTUBAIMS U MTOBUINIABAT PUCKA OT KbPBEHE,
eHOBpeMeHHOTO nprmiokeHue Ha SSRIs ¢ kionuaorpen TpsiOBa 1a craBa ¢ MOBUIIEHO BHUMAHUE.

Lpyeo convmemeawo nevenue ¢ K1onuoozpei

Toit kaTo KIoTUAOTpen ce MeTabomm3upa yactTudHo oT CYP2C19 mo HeroBus akTHBEH METa0OJIHNT,
OYaKBa ce yrnorpedara Ha JIeKapcTBEHH MPOIYKTH, KOUTO MHXHOUPAT aKTUBHOCTTA Ha TO3H €H3HM, J1a
JIOBEJIe /IO TIOHIKEHU JIEKApCTBEHH HUBA HAa aKTUBHUS MeTaOOMUT Ha Kionuaorpen. Knuamanarta
3HAYUMOCT Ha TOBa B3anMMOJeicTBHE € HedacHa. KaTo mpeamasHa Mapka He TpsOBa 1a ce U3MoI3BatT
eaHoBpeMeHHO cuiHH Wi ymepeHu CYP2C19 unxuburtopu (Bx. Touku 4.4 u 5.2).

JlexapcTBeHUTE MPOIYKTH, KOUTO Ca CHITHH WiH ymMepeHu naxubutopu Ha CYP2C19 BrimouBaT
HaIIpIMEpP OMEIPa30Jl U €30Mempa3ol, hIyBOKCaMiH, (PIIyOKCETHH, MOKIIOOEMH T, BOPHUKOHA30I,
(irykoHa3011, THKIONUINH, KapOaMa3enuH U e(aBupeHL.

Muaxnburtopu Ha mpoToHHaTa momma (PPI)

Owmenpazon 80 mg BeAHBK THEBHO, MPUIIOKEH IO €JHO U CHIIO0 BpeMe ¢ KIOMUI0TPEIT WU C
WHTEpBaI OT 12 yaca MeXy MPUIIOKEHUATA Ha JIBETE JICKAPCTBA, HAMAJISIBA SKCITO3UITMTA HA
akTUBHUS MeTaboruT ¢ 45% (raroBapsara no3a) u 40% (moaappxamia no3a). Hamanenueto e
cBBp3aHo ¢ 39% (HaToBapBaiia no3a) u 21% (momappikaiia 103a) TOHMWKABaHE HA MHXUOUPAHETO HA
TpomOouunTHaTa arperanus. O4akBa ce €30Mepasoll Aa oKa3Ba MOA0OHO B3aUMOEHCTBHUE C
KJIOMTUIOTPE.

Cwo0111aBanu ca MPOTUBOPECYUBH JJAHHY OT KIIMHUYHUTE 3aKIFOUCHHUS 33 TOBA ()apMaKOKHMHETUIHO
(®K)/papmakonnaamuano (DJ]) B3aumoeiicTBre OT TlIefiHA TOYKA HA 3HAYUMU ChPICYHO-CHIOBH
CHOUTHS ¥ OT 00CEPBAIMOHHH M OT KIMHUYHU Ipoy4BaHus. Karo npennasHa Mspka He TpsAOBa 11a ce
W3I0JI3BAT STHOBPEMEHHO OMETPA30JI HIIM €30MeIpa3ol (Bxk. Touka 4.4).

HabnronaBaHo e mo-ciadbo u3pas3eHo MOHKCHUE Ha METa0OIMTHATA eKCITO3UIINS C MAHTOMPA30J UITH
JIaH30TPa30II.

[Tna3meHnTE KOHIICHTPAIIMK HA aKTUBHUSI META0OJIHT ca moHrkeHu ¢ 20% (HaTtoBapBaila J103a) U ¢
14% (nmopmbpikaiia 103a) IO BpeMe Ha ChIIBTCTBAMIO JIeueHHe ¢ TanTonpason 80 mg BeAHBXK THEBHO.
ToBa e cCBBbp3aHO C IOHMKEHHUE Ha CPETHOTO MHXHUOMpaHe Ha TpoMboruTHaTa arperamus ¢ 15% u 11%
CHOTBETHO. Te3u pe3ynTaT MoKa3BaT, 4e KIOIHI0TPeN MOXKe Ja ce IpHjlara ¢ aHTOoIPa3oll.

Hsama J0Ka3aTeJICTBA, Y€ APYTU JICKAPCTBCHU IIPOAYKTHU, HAMAIABAllX CTOMAIIHATaA KUCEJIMHHOCT KaTo
H2 6J10KepI/ITe NI aHTHalUAUTEC IMOBJIMUABAT aHTI/ITpOM6OHI/ITHaTa AKTHBHOCT Ha KJIOIMUAOTPECII.

JlpyrH nekapcTBEHU MPOAYKTH

3a m3crenBaHe Ha MOTCHIHMAIHN (hapMakoguHaMUYHH U (papmakokrnHeTHdHU (DK) B3anMoaeicTBIs
Ha KJIOMHUIOTPEII C IPYTH STHOBPEMEHHO MPUJIATaHU JICKAPCTBEHU MPOIYKTH Ca IPOBEICHU
3HAYMTENICH OpOoit KITMHUYHU TpoyuBaHus. He ca HaOM0AaBaH! KITMHUYHO 3HAYUMHU
(hapMaKoTMHAMUYHYU B3aHMOJICHCTBHUS, KOTaTo KJIOMHIOTPEN € MpHiara eJJHOBPEMEHHO C aTeHOJION,
HUGEAUIMH, WU ¢ aTSHOJI01 U HUuGeaunuH 3aeano. OcBeH ToBa (hapMaKkoJUHAMUYHATA AKTUBHOCT Ha



KIIOTIMIOTPEN HE Ce MOBIHABA 3HAYMMO IIPH €THOBPEMEHHO TIPIIIOKeHHe ¢ (heHoOapOuTas i
€CTpOTeH.

DapMaKOKWHETHKATa HA IUTOKCHH WM TeO(UIIHH HE Ce MTPOMEHS IPU eTHOBPEMEHHO PHIIOKEHHE C
KJIOTIAJOTpesl. AHTHAIIMIUTE HE TIPOMEHST CTEIICHTa Ha a0COPOIUs Ha KIOMUIOTPEI.

Jannau ot mpoyuBaneto CAPRIE nokasBar, 4e peHnTONH U TONOyTaMua, KOUTO Ce MeTabOIH3UPaT OT
CYP2C9 Ge3omacHo MoraT J1a ce IpuiiaraT eIHOBPEMEHHO ¢ KIIOTHIOTPeT.

JlexapcTBenu npoxykTH, cyocrparu Ha CYP2CS8: IlokaszaHo e, 4e KIIomuIorpes MOBUIIIaBa
€KCIIO3UIMATA Ha PEeNariuHuA IpU 3ApaBu J0OPOBOIILH. /1 Vitro Ipoy4BaHus [10Ka3Bat, 4e
MOBUIIIABAHETO HA SKCIIO3UIIUATA HA PeHaranHug ce IpJDKH Ha nmaxudupane Ha CYP2CS ot
[IIIOKYPOHOBHS METa0ONHT Ha Kionuaorpen. [lopagy prcka oT moBUIIaBaHE HA IUIa3MEHUTE
KOHLIEHTPALlU1, €JHOBPEMEHHOTO NMPHUJIOKECHUE HA KIOMUIOTPEIl U JEKapcTBa, KOUTO CE SIMMUHUPAT
npeaumuo upe3 CYP2C8 merabonus3bM (Harmp. penarinHu/, MakiIuTaKcen), TpsOBa ga ce mpearnpuemMa
C IOBUIIIEHO BHUMaHUE (BXK. TouKa 4.4).

lpyeo convmcemeaujo neuenue c ACK
CpoO11eHn ca B3auMOJIEICTBHS Ha CIIeJHUTE JIeKapcTBeHH mpoayktu ¢ ACK:

Ypukosypuru (0eH30poMapoH, MpoOeHEeITH I, CYIGHUHITHPA30H)
Heo6xomumo e noBumieno BHuManue, Tt kato ACK mMoxke n1a nHxnbOupa edekra Ha ypUKO3YPUIHUTE
CpEICTBa Upe3 KOHKYPEHTHO €IMMHUHUpPAHE C MMKOYHATa KUCENHHA.

Mertotpekcat

[Mopanu HanmuueTo Ha ACK, MeToTpekcaT, Mpuiiarad B 1034 o-BUCOKH OT 20 mg/ceaMuyHO TpsiOBa
na Ob/ie U3IIONI3BaH ¢ OBUIIIeHO BHUMaHKe ¢ DuoPlavin, Thit kaTo Moxe f1a ce MHXUONpa ObOpeUHHS
KJIUPBHC Ha METOTPEKCAT, KOETO MOXKE J1a TOBEIE 10 KOCTHO-MO3b4HA TOKCUYHOCT.

Tenodosup

EnnoBpemMeHHOTO TpritoskeHHe Ha TeHoGoBup auzonpokcui Gpymapar u HCIIBC moxke na yBenuan
pucka oT 6pOpeUHa HEIOCTATHYHOCT.

BanmnpoeBa kucenuHa

EnHOBpeMeHHOTO MpHIIOKEHNE Ha CATUIMIATH C BAJIIPOEBa KUCEIMHA MOXeE J1a T0Be/Ie A0 HaMaJIeHO
CBBbpP3BaHE Ha BAINPOEBaTa KUCEIMHA C TPOTEMHUTE U MHXUOWpaHe Ha MeTa0oII3Ma Ha BaJlpoeBara
KHCEJMHA, B PE3YJITAaT Ha KOETO Ce IMOBHUIIIaBaT CEpyMHHTE HIBA Ha 00IIaTa M CBOOOIHA BaJlIpOeBa
KHCEJIHNHA.

Bakcuna cpemry Bapuiena

IIpenopryBa ce Ha MAIMEHTUTE Ja HE C€ JaBaT CAIMIIUIATH 34 TIEPHUOJ OT IIECT CEMUITH CJIC]T
MoJTyyaBaHe Ha BaKCHHA Cpelly Bapulena. Mima ciayyan Ha nosiBa Ha cHHIpoM Ha Reye cnen ynotpeba
Ha CaJUIIMIATH 10 BpeMe Ha WHEKIUS ¢ Bapullena (BxK. Touka 4.4).

AneTtazonaMun
[IpenopruBa ce MOBHUILIEHO BHUMAHKE MTPY STHOBPEMECHHO MPWIOKECHUE Ha CATHIIAIATH C
aleTa30JaMHKIl, Thil KATO HMa MOBHUIIIEH PUCK OT METAa0OIMTHA allU/103a.

Huxopanaun

IIpu nanuenTy, kouto npuemar egHoBpeMenHo HuKopanaui u HCIIBC, skmrountenno ACK u LAS
CBIIECTBYBA [IOBUIIIEH PUCK OT TEXKH YCIOKHEHHS, KATO CTOMAIIHO-YPEBHA 53Ba, Iepopaus u
KPBBOM3IIUB (BXK. Touka 4.4).



Hpyru B3anmoneiicteus ¢ ACK

CpoOm1aBanu ca ChII0 B3aUMOAECHCTBUS ChC CIETHUTE JEKAPCTBEHHU MPOIYKTH C TIO-BUCOKH
(mporuBoBb3nanuTenHn) no3u Ha ACK: nHxubutopu Ha aHTHOTEeH3UH KoHBepTHpamus eH3uM (ACE
HHXUOUTOPH), HEHUTONH, OeTa OJIOKEPH, TNYPETUIIA 1 TIEPOPATHA XUTIOTITMKEMUIHHU CPEIICTBA.

Ankoxon

AJNKOXOJ'BT MO>KE J1a ITOBHIIM PUCKA OT CTOMAIIHO-YPEBHO YBpexkaaHe, korato ce npuema ¢ ACK.
[TanuenTure TpsiOBa 1a ObAAT KOHCYATHPAHU OTHOCHO PHCKA OT CTOMAIIHO-YPEBHO YBPEKIAAHE U
KbpBEHE 110 BpeMe Ha nmpueM Ha kitonunorpen mioc ACK ¢ ankoxosn, oco6eHo ako KOHCyMalusaTa Ha
AJIKOXOJI € XPOHWYHA WIIH TEXKa (BX. Touka 4.4).

lpyeu e3aumodeticmaus ¢ kronuooepen u ACK

[Toseue ot 30 000 nanueHTH ca BKJIIOUEHH B KIMHUYHU NpoyuyBaHus ¢ kiaonunorpen mitoc ACK Ha
HNOJABPXKALIY 031 TO-HUCKU WJIM PaBHU Ha 325 mg, ¥ MogyvyaBaliy peIuia eIHOBPEMEHHO
MIpUJIaTaHy JIEKAPCTBEHU MPOAYKTH, BKIIOUUTENHO InypeTHiy, 6era 6mokepu, ACE nuxuburtopu,
KaJIIEeBH aHTarOHUCTH, XOJECTEPOJI-MIOHIKABAIIN CPEICTBA, KOPOHAPHU Ba30AUIATaTOPH,
AaHTUANA0ETHHU CPEICTBA (BKJIIOYUTEIHO HHCYJINH), aHTUETTWICITHYHY CPEACTBA U AHTarOHUCTH Ha
GPIIb/111a pentenrropute, 6€3 JTaHHM 32 KIMHUYHO 3HAYNMHU HEXKEJIAaHN B3aMOICHCTBHS.

OtnenHo ot cnenuduyHaTa HHGOPMAITHS 32 B3aUMOJISHCTBHSA C JISKAPCTBEHH MPOAYKTH, OITMCaHA I10-
rope, Mpoy4YBaHus 3a B3auMoeicTBrs ¢ DuoPlavin 1 HIKoM TeKapCTBEHH MTPOIYKTH, ETHOBPEMEHHO
NpUJIaraHy TPH MAIUEeHTH ¢ aTepOTPOMOOTHYHO 3a00JIsIBaHe, HE ca MIPOBEKIAHH.

KaxTo u mpu npyru niepopanau P2Y 12 uaxubutopu, eTHOBpEMEHHOTO MPIIIOKEHNE Ha OITMOUIHU
aroHHWCTH UMa MOTEHIHAN A2 3a0aBU M HaMallil abcopOIMATa Ha KIOIMMIOIPEIl BEPOSTHO OPAIH
3a0aBeHO M3Mpa3BaHe Ha cToMaxa. KIIMHUYHOTO 3HaUeHue He € u3BecTHO. TpsabBa ga ce oOMucIu
ynoTpebaTa Ha MapeHTepaIHO aHTUTPOMOOIIUTHO CPEACTBO NIPH NALMEHTH C OCThP KOPOHAPEH
CHUHIPOM, U3UCKBAIY €AHOBPEMEHHO IIPUIOKEHUE HA MOP(UH WIK APYT'H ONUOUIHU arOHUCTH.

4.6 @DepTHaUTET, OPEMEHHOCT U KbPMeEHe

bpemennoct
Hsima xnmmaWYHA qaHAY 3a excro3uiius Ha DuoPlavin o Bpeme Ha 6pemenHocT. DuoPlavin e TpsioBa

Ja C€ U3II0JI3Ba IO BPEME Ha ITbPBUTC ABA TPUMECTHpPA HAa 6peMeHHOCTTa, OCBC€H aKO KJIMHHYHOTO
CbCTOSHHUEC Ha )XCHAaTa HC HaJjiara JICUHCHUE C KJ'IOHI/IZ[OFpCJ'I/ACK.

[opann manmurero Ha ACK, DuoPlavin e mpoTrBomnokasaH 1o BpeMe Ha TPETHs TPUMECThD Ha
OpeMeHHOCTTA.

Knonunorpen:
Tbii KaTo HAMa KJIMHUYHY JTAHHY 32 €KCIIO3UIUS Ha KIIOMUIOTPE 10 BpeMe Ha OPeMEHHOCT, KaTo
mpeana3Ha MiIpKa € 3a IpeAroYnTaHe 1a He ce U3IT0JI3Ba KIIOMHIOTPEeN 110 BpeMe Ha OpeMEeHHOCT.

[IpoyuBaHusTa MPHU )KUBOTHH HE TIOKA3BAT MPEKU MU HETIPEKU BpeIHH e(DEeKTH, CBBP3aHH C
OpeMeHHOCTTa, EMOPUOHAITHOTO/(PETATHOTO Pa3BUTHE, PAXKTAHETO WIH MOCTHATAIIHOTO Pa3BUTHE (BXK.
TOYKa 5.3).

ACK:

Hucku no3u (mo 100 mg/nHeBHO):

KnmangauTe npoydBaHus okas3Bar, 4e 1031 10 100 mg/mHeBHO 3a orpaHHYeHa aKyIiepcKa yroTpeoa,
KOSITO U3MCKBA CIICIIMATU3UPAHO HAOIIOICHUE, ca O€30acHH.

Ho3u ot 100-500 mg/nHeBHO:

MMa HemocTaThueH KJIMHUYEH OMUT OTHOCHO yroTpebara Ha /103H, Hajuinasamiy 100 mg/nHeBHO 10
500 mg/nueBHo. [lopanu ToBa MpenopbKUTE MO-A0JTy 3a 7031 0T SO0 mg/MHEBHO U MO-TOJIEMH ca
TPUJIOKUMHE CHIO U 32 TO3H J030B JHANA30H.



Jo3u ot 500 mg/mHEBHO U IMO-TOJIEMHU:

NuxnbupaHneTo Ha mpocTarjaHIMHOBATa CHHTE3a MOJKE J1a MOBIUsie HEOIaronpusTHO OpEeMEHHOCTTa
W/uia eMOpHOHAIHOTO/(heTaTHOTO pa3BUTHe. JJaHHU OT eMUACMHUOIIOTHYHUTE IPOYYBaHUS
TpEAIoIaraT MOBHIICH PUCK OT CIIOHTAHEH a0OPT M ChPIACYHN MaJI(OPMAIIH U TACTPOCXU3UC CIIE]
npuiIaraHe Ha MHXUOMTOPH Ha MPOCTarjaHJMHOBATa CHHTE3a B paHHA OPEMEHHOCT. AOGCONMIOTHUST
PHCK OT ChPACYHO-CHI0BH MaJI(popMaLliK € MOBUIIEH OT MO-MasKo OT 1% 1o npubmnusurento 1,5%.
Ipenmnonara ce, 4e pUCKBT CE yBEIUYABA C J03aTa U MPOABDKUTETHOCTTA Ha TepanusaTa. [Ipu
JKMBOTHH TIPUJIATAHETO HA MHXHUOUTOPY HA TIPOCTAarjaHIMHOBATa CHHTE3a MMOKa3Ba PeNpoAyKTHBHA
TOKCHUYHOCT (Bk. Touka 5.3). Jlo 24™ cenmuiia cien ameHopesra (5™ mecell Ha OpeMEHHOCTTa),
alleTUIICAMIIIIOBA KUCEITMHA He TPsOBA Ja ce Mpuiiara, OCBEH ako He ¢ KpaltHO Heo0XoauMo. AKo
aleTUIICAMITIIIOBA KUCEITHA Ce TIpUJIara Ha )KeHa, ONIMTBAllIA JIa 3a4eHe WK npean 24™ ceamuna
cien ameHopesita (5™ Mecell Ha OpeMEHHOCTTa), 103aTa TPsiOBa J1a Ob/Ie KOJIKOTO € Bh3MOXKHO I10-
HHCKA, a TPOIBJDKUTEITHOCTTA Ha JICUCHUETO - KOJIKOTO € Bh3MOKHO TO-KpaTKa.

OT HaYaIo0TO Ha IECTHSI Mecel] Ha OpPEeMEHHOCTTa, BCHIKH HHXUOUTOPH Ha MPOCTarjiaHIuHOBaTAa
CHHTE3a MOTaT J]a N3JI0XKaT:
e (peryca Ha:
- KapIuOITyJIMOHAIHA TOKCUYHOCT (C IPEXXIEBPEMEHHO 3aTBapsHE HA TyKTYC apTEpPHO3YC
ITyJIMOHAJTHA XUTIEPTOHU);
- O0BOpeyHa TUCHYHKIHA, KOSATO MOXeE J1a Iporpecupa 10 Ob0peyHa HeJJOCTaThYHOCT C
OJIMTOXHIPOAaMHHOH;

e MaiikaTa ¥ HOBOPOJICHOTO, B Kpast HA OpEMEHHOCTTA, Ha:
- BB3MOXKHO YIbJDKaBaHE BPEMETO Ha KbPBEHE, aHTHATPEraHTeH eeKT, KOWTO MOXKe J1a ce
MIPOSIBY AOPH IIPH MHOTO HUCKH JO3H;
- MOTUCKaHE HA MATOYHUTE KOHTPAKIIUH, BOJEIIO J0 3aKbCHSIBAHE HA PAXKIAHETO MJIU MO-
MPOIBIDKUTEITHO paXxIaHe.

Kbpmene
He e u3BecTHO nanu KIOMUIOTPENI c€ EKCKpeTHpa B KbpmaTta. [IpoyuBanusTa npu >KMBOTHHU MOKa3BaT

eKCKpeLus Ha KIonuaorpest B Mitsikoto. M3sectHo e, ue ACK ce exckpeTupa B OrpaHHUUCHU
KOJIMYECTBa B KbpMaTa. KbpMeHeTo TpsiOBa /1a ce mpeycTaHOBH 110 BpeMe Ha jiedenue ¢ DuoPlavin.

DepTuaurer
Hsima manam 1o otHOMIeHHE Ha deprrureta mpu DuoPlavin. Ilpu npoy4yBaHus Mpu )KUBOTHH

KJIONUAOTPEI He € MoKa3all BIusHue BbpXy (eprunurera. He e u3BectHo nanu nozata Ha ACK B
DuoPlavin nosnusiBa ¢pepTunurera.

4.7 EdexTn BbpXy criocoOHOCTTA 32 opupaHe U padoTa ¢ MAIIUHU

DuoPlavin He moBmvsiBa HITH MTOBIHSABA TPEHEOPEKUMO CIIOCOOHOCTTA 32 modupaHe u padboTa ¢
MAIlUHH.

4.8 Hexenanu jJeKapcTBEHH peaKIu
Obobwenue na npoghuna na bezonacHocm

bezomnacHocTTa Ha KJIOMKUAOTPEN € olleHeHa npu noseue oT 42 000 marueHTH, KOUTO ca y4acTBaju B
KIMHUYHY TpoyuBanwusi, BKrouBamm Hax 30 000 manuenty, iekyBanu ¢ kionugorpen mwioc ACK, u
Hag 9 000 manuenTu, JeKyBaHu 3a 1 roanHa unu nopeue. KIMHUYHO 3HAYUMUTE HEXETAHU
JIEKapCTBEHU PEaKIMH, HAOI0IaBaHU B YETHPH TOJIeMU npoyuBanus, npoyuBaneto CAPRIE
(mpoyuBane, cpaBHsBamio kiormuaorpen camoctostentHo ¢ ACK) u npoyusaamsta CURE, CLARITY u
COMMIT (mpoyuBanus, cpasasBamy knonuaorpen mwioc ACK ¢ ACK camocTosTenHo) ca o6chaeHu
no-goiy. Karo 1sumo, kionmmorpen 75 mg/nmueBHo e cxoxeH ¢ ACK 325 mg/maeBno B CAPRIE
HE3aBHCUMO OT BB3pacCTTa, oA U pacaTa. B momrbiHeHne KbM ONHUTA OT KIMHUYHUTE MTPOYIBaHUS,
HEXEJIaH! JIEKAPCTBEHHU PEAKIINH ca ChOOIIaBaH! U CIIOHTAHHO.
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KspBenero e Hali-uecTo chOOIMaBaHaTa peakiys KakTo MpH KIMHIYHUTE TPOYYBaHNUs, TaKa U TIPH
MMOCTMAPKETHHTOBHUS OIUT, KBJIETO € ChOOIIaBaHa Hall-4eCTO MPe3 IIbPBHSI MECEI Ha JICUCHUETO.

B CAPRIE, npu nanuenTy, nekyBanu ¢ kinonunorpen win ACK, obmara yectota Ha KbpBeHe € 9,3%.
UecToTaTa Ha TEXKUTE CIy4yau € cXoaHa nmpu kinonugorpen u npu ACK.

B CURE =He e HabmomaBaH no-rojisiM Opoii Ha cllyyad Ha 3HAYUTEIHO KbPBEHE ¢ KIOMUAOTPEJT ILUTIOC
ACK mpe3 mspBHUTE 7 THH clieq KOpOHApEH Oaiinac mpu MarieHTH, KOUTO ca CIPEeTH TeparnsaTa
roBeYe OT TeT JHM Mpeau onepauusaTa. [Ipu manueHTy, ocTaHaly Ha Tepanus B IPOABIDKEHHE Ha

5 mHU cnen KopoHapHUs Oaiilac, yecToTara Ha cirydaute e 6una 9,6% 3a knonuaorpen mwioc ACK, u

6,3% camo 3a ACK.

B CLARITY e HaGnronaBano o010 yBeIMYeHHE HA CITyYauTe Ha KbPBEHE B TpyIaTa Ha KIOMUA0TPel
witoc ACK copsmo rpynata Ha ACK camocTosrenHo. YectoTaTa Ha 3HAUUTETHO KbPBEHE MPU
rpynure e cxonHa. ToBa e HabII0JaBaHO U B MMOATPYIHUTE OT MAIlMEHTH, ONPEJIENeHHU 10
XapaKTePUCTUKU Ha U3XOIHO HMBO M BUAA Ha GUOPHMHOIMTHYHOTO WIIH XETIAPUHOBO JICUCHHE.

B COMMIT, o6miara yectoTa Ha HeepeOpaTHO 3HAYUTEITHO KbPBEHE HITH IIepeOpaIHO KEPBEHE €

HHUCKa M CXOJIHAa U IIpU ABCTC I'PyIH.

Tabnuuen cnucvk Ha Hedicenanume peaxkyuu

Hexenanute nexkapCcTBEHU pEaklliy, KOUTO BH3HUKBAT MPH CAMOCTOSITEITHO IPUJIOKCHHUE Ha
KJIOMTUIOTPEN, TIPU caMocTosATeNTHO npunokerne Ha ACK wiu npu kimomuaorpes B KOMOUHAIUS ¢
ACK 1o BpeMe Ha KIMHUYHUTE MPOYYBaHUS WIH ChOOIICHU CIIOHTAHHO, Ca MPEJCTaBEHH B Tabnuara
no-7oy. TsxHaTa 4ecToTa € oInpeieiieHa Bh3 OCHOBA Ha ciieHaTa KoHBeHIMs: yecTr (>1/100 1o
<1/10); meuectu (>1/1 000 mo <1/100); peaxu (>1/10 000 mo <1/1 000); muaOTO peaxu (<1/10 000), c
HeHW3BeCcTHA YecToTa (0T HATMYHKUTE JJaHHU He MOXe Jia ObJie HanpaBeHa oleHKa). BbB Bcekn
CHCTEMO-OpTaHeH KJIac, HeXKEIaHUTe PEeaKIuy ce n30posBaT B HU3XO/IAII pel [0 OTHOLICHUE Ha

TAXHAaTa CEPUO3HOCT.

CucreMo-oprateH Yectu Heuectn Penku MHoro peaku, ¢
KJ1ac HEH3BECTHA YeCcToTa
Hapywmenus Ha Tpom6bouutonenus, | Heytponenus, TpomGoTHuHA
KpbBTa U IuMbHaTa JICBKOTICHHA, BKJIFOYUTEITHO TPOMOOLIUTONICHUYHA
cucrema eo3uHOpMIHS TEXKKA nypnypa (TTII) (Bxk.
HEYTpPOIIEHUS Touka 4.4), KOCTHO-

MO3bUHA
HEIOCTaThYHOCT™,
arylacTHYHA aHEMUS,
MAHIUTOIICHUS,
oumuTOoneHMus *,
arpaHyJIoluTO3a,
TEXKKa
TPOMOOITUTOTICHUS,
npugoOuTa
XeMOQUIHs A,
TpaHyJIOIUTOIICHHUS,
aHeMMUsI, XeMOJINTHYHA
aHEMUsI TIPH MAUEHTH
¢ nepunut HA
TITI0K030-6-(hocar
JIEXUPOTeHa3a
(F6dM)* (k. TOUKA
4.4)

Coepacunu
HapylUICHUs

Cunnpom Ha Kounis
(BazocmactuyHa

11




CucreMo-opraHeH
KJI1ac

YecTn

HeuecTn

Penxkn

MHoro peaku, ¢
HEH3BECTHA YeCTOTa

ajiepruyHa aHruHa /
aJlepruueH MUOKapIeH
nH(APKT) BHB Bph3Ka
C peakuus Ha
CBPBXYYBCTBUTEIHOCT
KBM
aneTHIICATTUIIMIIOBA
KucelInHa* uau
Kkjonaorpen**

Hapyienust Ha
UMyHHaTa CHCTEMa

AnadurakTadeH
HIOK*, cepyMHa
boecr,
aHa(UIaKTOMTHH
peakiuu, KpbCTOCAHO
peakTuBHA
JIeKapCcTBEHA
CBPBXYYBCTBUTEITHOCT
MEXITY
TUEHOITUPUIUHHUTE
(KaTo TUKJIIONUIUH,
mpacyrpei) (BXx. Touka
4.4)** uHCYNUH
ABTOMMYHEH CHHAPOM,
KOHTO MOXE J1a JOBENE
JIO TEXKKA
XUTOTITUKEMUS,
0Cco0eHO mpHr
mamuestd ¢ HLA
DRA4 noaTun (11o-
YecT TPH AMOHCKATa
nomymnanus)**,
BJIOIIIABaHE Ha
aNepTUYHU CUMIITOMHU
Ha XpaHHUTEHA
aneprus*

Hapymenus Ha
MeTabonu3Ma 1
XpaHEHETO

XunoraukemMus*,
moxarpa* (BXk. TOUKa
4.4)

Icuxuynu
HapylLIEHUs

XaonuHaluu,
00BPKAHOCT

Hapyienust Ha
HEpBHATA CHUCTEMa

HNutpakpanuaiio
KbPBEHE
(choOrmIeHH ca
HSIKOJIKO CITy4au ¢
(daTtaneH u3xo,
0COOCHO B
cTapuecka
BB3pacT),
riaBoOoJue,
napecresus,
3aMastHOCT

Hapyienust BbB
BKYCOBUTE
BB3NPUATHSA, arey3us

Hapyienus Ha ounte

KpbBouznus B
ounTe
(KOHIOHKTHBATA,
OKOTO, PETHHATA)

12




CucreMo-opraHeH Yectu Heuectn Penku MHoro peaku, ¢
KJI1ac HEH3BECTHA YeCTOTa
Hapymenns Ha yxoTto Bepruro 3ary0a Ha cinyxa* unn

U JTa0MpUHTA

TUHHUTYC*

CbII0BY HapYIICHUS

XemaToM

Cepro3Ha XeMoparus,
KbPBEHE OT
orepaTHBHA PaHa,
BaCKYJIUT
(BKITIOUXTEITHO
nyprypa Ha
Henoch-Schonlein*),
XUMOTOHHS

PecnimparopHu,
IPBIHU U
MeInacTUHAIIHU
HapyILIeHUs

Enucrakcuc

KpsBousnusu B
JUXaTejHaTa CUCTeMa,
(xemonTH3a,
oemoapodHa
Xemoparus),
OpOHXOCTIa3bM,
MHTEPCTULHATICH
THEBMOHHUT,
HEKapAHOTCHEH
0emoapoOeH OTOK TIPH
XpOHUYHA yroTpeba u
BBB BPB3Ka C peakLus
Ha
CBPBXUYBCTBUTEIHOCT,
NpUYHHEHA OT
aleTUICAINIIIIOBA
KuceanHa®*,
eo3nHO(pHITHA
THEBMOHHS
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CucreMo-opraHeH Yectu Heuectn Penku MHoro peaku, ¢
KJI1ac HEH3BECTHA YeCTOTa
CroMaiHo-4peBHA Cromamno- | Cromamna sizBau | Perponepuroneansa | CTomamrHo-4peBHa U
HapyLIeHUs YpeBHA IyoJeHalHa s13Ba, | XeMoparus peTponepuTOHEa HA
XeMmoparus, | racTpur, xemoparus ¢ (aTaneH
Juapus, IOBPBIIAHE, H3X0J, IaHKPEaTHT.
KOpeMHa rajieHe, 3arexk, Hapymenus Ha
Oorka, bnaTyneHIus TOPHUTE OTIEIN HA
JUCTICIICUA CTOMAalIHO-YPEBHUA

TpakT (e30(arur, s3BU
Ha XpaHOIPOBO/IA,
nepdoparnus,
€PO3UBEH T'aCTpPHT,
€PO3UBEH JYOJICHUT);
racTpoyojeHaIHa
s3Ba/miepdoparnms)*;
HaApYIICHUS Ha
JIOTHUTE OTIENN Ha
CTOMAIIITHO-YPECBHHUS
TpaKT (A3BU Ha
TBHKOTO [HEIOHYM U
nieyMm| u nebenoro
[KOJIOH U peKTyM]
4epBO, KOJIUT U YpeBHA
nepdopanms)*;
CUMIITOMH OT CTpaHa
Ha TOPHUS JISJI Ha
racTPOUHTECTHHATHHS
TpakT* Kato
ractpayrus (BxkK. TOUYKa
4.4); Te3u, CBBP3aHU C
ACK cromamrHo-
YPEBHU PEaKIIUH,
MOTaT WU HE MOTaT
Ja ObIaT CBBP3aHH C
KPHBOU3IUB U MOXKE
Jla Ce TOSIBST MPH
BCsIKA 71032

AT THIICAITUITIIIOBA
KHUCEJIMHA U TIPU
MAIMEeHTH ChC WIn 0e3
MIpeIyTpEeIUTETHA
CUMITOMH HIIH
MIpeIUIIHA aHAMHE3a
3a CepHO3HU
CTOMAIIIHO-YPECBHH
crOuTus*. Komur
(BKITIOUHTETHO
YIILIEPO3EH WIIN
JUMQOIUTEH KOJINT),
CTOMATHUT, OCTBP
MTAaHKPEaTUT BHB
BpbB3Ka C peakius Ha
CBPBXYYBCTBUTEIHOCT
KbM
aTeTHIICAITUIIIIOBA
KucenuHa*
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CucreMo-opraHeH
KJI1ac

YecTn

HeuecTn

Penxkn

MHoro peaku, ¢
HEH3BECTHA YeCTOTa

XenaroOuIuapHu
HapyIICHHs

Octpa yepHOPOOHA
HEJIOCTaTHYHOCT,
YepPHOIPOOHO
YBpEKIaHe, TJIaBHO
XeTaToIeyIapHO ™,
XETaTUT, TOBUIIIaBaHe
Ha YepHOAPOOHUTE
EH3UMU*, OTKIIOHCHUS
B YepHOPOOHUTE
(OYHKIIMOHATHH
TECTOBE, XPOHUYCH
xenarut*

Hapyienust Ha
KOXaTa u
MOJIKOKHATA ThKaH

O6pa3yBane
Ha CMUHHHU

O6puB, cHpOCIK,
KOXHHN
KPBHBOM3IIUBU

(myprypa)

Bynozen nepmarur
(ToKCcHYHA
enuaepMaiHa
HEKpOJIN3a, CHHIPOM
Ha Stevens-Johnson,
epuTeMa
MyITHDOPME), OCTpa
reHepaIu3upana
eK3aHTeMaTO3Ha
nycryinosa (AGEP),
aHTHOEZEM,
JIEKapCTBEHO
MHIyIUpaH CHHAPOM
Ha
CBPBXUYBCTBUTEIHOCT,
JIeKapCTBEH OOPHUB C
eo3uHOWIHS U
CHUCTEMHH CUMIITOMHU
(DRESS),
€pUTEMAaTO3EH HIIH
exconmaTuBeH
00puB, ypTUKAPHS,
eK3eMa, JIMXCH IIaHyc,
(hukcupan 06puB*

Hapyienust na
BB3MPON3BOIUTEITHATA
CHUCTEMA U I'bpJaTa

I'mnexomactus

Hapymienus Ha
MYCKYJIHO-CKEJIeTHaTa
CUCTEMa U
ChEeIMHUTETHATA
THKaH

KpbBousnugu B
MYCKYJIHO-CKEJIETHaTa
cucTema (xeMapTposa),
apTpUT, apTpajrus,
MHAITUs

Hapyienus Ha
O0BOpenuTe u
MMUKOYHUTE ITHTHUIIA

Xematypust

bropeuna
HEIOCTAThYHOCT¥,
0ocTpo OBOpEeYHO
yBpexmane (0co0eHo
MIPH MAI[UEHTHU ChC
ChHIIECTBYBAIIO
O0BOpETHO YBpEKIaHE,
ChpJcUHa
JICKOMITCHCAIHS,
HE(QPUTEH CHHIPOM
WJIW ChITBTCTBAIIO

15




CucreMo-opraHeH Yectu Heuectn Penku MHoro peaku, ¢
KJI1ac HEH3BECTHA YeCTOTa
JIEUYEHUE C
TUYPETHIIN)*,
TJIIOMEpYJIOHEPPHT,
MOBUIIICH KPEaTHHUH B
KpPbBTa
OO0mu Hapymenus 1 | KppBousnus Bucoka tremneparypa,
e(eKTH Ha MSICTOTO Ha MSACTOTO OTOK*
Ha MPUJIOKEHHUE Ha
WH)KEKTHpaHe
Nzcnensanus VY bmxeHo Bpeme
Ha KbPBCHE,
MOHMXKEH Opoit
HeyTpoduy,
MTOHIKECH Opoi
TpoMOOLIUTH

* Jlannu, choOmIeHn B myOymkyBaHaTa nHpopmarms 3a ACK ¢ Hen3BecTHa 4ecToTa.
** JlaHHW, CBBP3aHU C KJIOMHUIOTPEN ¢ HEU3BECTHA YECTOTA

Cpo0111aBane Ha HOJO3UPAHH HEXKEIAHU DEAKIIMHI

Cro0maBaHeTo Ha MOIO3UPAaHU HEXKEIaH! PeaKIliy CIliel] pa3pelaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MPOIYKT € BaKHO. ToBa MO3BOJIABA 11a TIPOABIIKH HAOJIOIEHUETO Ha CHOTHOIIICHUETO TOJI3a/PHCK 32
JIeKapCTBEHUS NPOAYKT. OT MEIUIMHCKUTE CIISIIUAIMCTH CE U3UCKBA Ja ChOOIIAaBaT BCSIKA
MoJT03MpaHa He)KeNaHa peaklys Ype3 HaIlMOHAIHA CICTEMa 32 ChOOIIaBaHe, MOCOYCHA B

Ilpunoxenue V.

4.9 Ilpeno3upane

Knonuaorpen
IIpeno3upaneTo B pe3yJiTaT Ha NMpUJIaraHe Ha KIOMUIOTPENl MOXKE Ja JOBEAE 10 YABIDKEHO BpEME HA

KbPBEHE U TIOCIIEBAIINTE YCIOKHEHHUS OT KbPBEHETO. AKO Bh3HUKHE KbPBEHE, TPSIOBA Jla ce nMa
MIPEIBUI TTOIXO/ISIA TEPATTHSL.

He e oTkput aHTHIOT Ha (hapMaKOJIOrMYHATa AKTUBHOCT Ha KJIOMUAOTPell. AKO € HeoO0Xxoauma
He3a0aBHA KOPEKIIHs Ha yIBIDKEHOTO BpeMe Ha KbpBEHE, TpaHC(Y3HsITa Ha TPOMOOIUTHA Maca MOXKe
Jla IPOTUBOICHCTBA Ha e(PEKTUTE Ha KIIOMHAIOTPEIL.

ACK
CraenHuTe CHMOTOMH Ca CBBP3aHU C yMEpEeHa HHTOKCUKALMA: 3aMasiHOCT, T1aB000IINE, THHUTYC,
00BPKAHOCT U CTOMAITHO-YPEBHH CUMIITOMHU (TaJicHe, TIOBPBIIaHEe U CTOMAIIHA O0JIKa).

[Ipu Texka HHTOKCUKAIUS, HACTHIIBAT CEPUO3HU HAPYIICHHS B ATKATHO-KHCEIMHHOTO PAaBHOBECHE.
[IspBOHAUaTHAaTa XUIIEPBEHTHIIAIHS BOIM IO PECTIMPATOpHA alkaio3a. B mocneacTBre HacThIIBa
pecnupaTopHa alua03a Kato pe3yyTaT OT MOATUCKAIIMS e(QEeKT BbPXY peClUpaTOPHUS LIEHTHP.
Bb3HEKBA CHINO U META0OIMTHA allM103a MOPAIU HATHYMETO Ha canumiaTy. [Ipu nomoxenue, ye
TIpH Jena, KbpMadeTa U MPOXOKIalld HHTOKCHKAIUATA YeCTO ce 3a0esi3Ba e1Ba B KbCEeH eTarl,
0OMKHOBEHO TIPH TSIX BEUE € HACTHIIMI €Tara Ha aluao3a.

Morat 51a Bb3HHUKHAT CHIIO CIEAHUTE CHMIITOMH: XHUIIEPTEPMHUS M H3TOTSBAHE, BOACIIH JI0
JeXuapaTanus, 6e31MOoKOMCTBO, KOHBYJICHH, XQTIOIIMHAIIMH B XUToraukeMus. [loTiuckanero Ha
HEpBHATA CHUCTEMa MOXE J1a JOBEJE 10 KOMa, ChPACYHO-CHJOB KOJIATIC U PECTIUPATOPEH apecT.
Jlerannara no3a Ha aueTUiaCaNULMIOBA KucenuHa € 25-30 g. [lna3MeHn KOHIIEHTpaluy Ha CAIULUIIATH
Hag 300 mg/1 (1,67 mmol/l) mpeamoiaraT HHTOKCHKAITH.

[Ipeno3upanero ¢ kombuHarwst ACK/knonuaorpen BB (pUKCUpaHa 032 MOXKE J1a € CBBP3aHO ChC
3aCHJICHO KbPBEHE U TMOCIEABAIIN YCIOKHEHHS OT KbPBEHETO, ABJDKAIIY ce Ha (hapMaKOJIOTHYHOTO
nerictue Ha kiormumorpen u ACK.
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Moske 1a HaCThITH HEKapJUOT'CHEH 0eI0IPOOCH OTOK MPH OCTPO MIIH XPOHUYHO MPEI03UpaHe Ha
AICTHJICAITMITWIIOBA KUCEHA (BXK. TOUka 4.8).

Heo0xomumo e npuemane B 00IHHIIA, aKo € OWila MOr'biIHaTa TOKCHYHA j03a. [Ipu ymepeHa
WHTOKCHKAIIHS, MOXE J1a CE HAIIPABH OIHT 3a MPEU3BUKBAHE HA MOBPBIAHE; aKO € HEYCIICIICH,
MOKAa3aH ¢ cToMallleH JaBax. [Ipunarar ce akTHBEH BBIJICH (37COpOCHT) U HATpUEB cyndaT
(makcatuB). [Tokazano e ankanu3upade Ha ypuHara (250 mmol HarpreB OmkapOoHaT 3a 3 Jaca) KaTo
ce HaOmonaBa pH Ha ypunata. [Ipeamnounrano jedeHre 3a TEKKa HMHTOKCKAIINS € XeMOIUAIIN3a.
Jlpyrute npusHaiy Ha UHTOKCHKAIUSA CE TPETHPAT CUMIITOMATHYIHO.

5. ®APMAKOJIOTTYHU CBOMCTBA
5.1 ®apmakoauHAMUYHHU CBOMCTBA

dapmakoTepaneBTUUHa rpyna: AHTUTPOMOOTHYHU CPECTBA, HHXHUOUTOPH HA TPOMOOIMTHATA
arperarusi, ¢ m3kmoueHue Ha xenapud, ATC xox: BO1AC30.

MexaHu3bM Ha JEUCTBHE

Konumorpen e npenjiekapcTBo, SAWH OT YUHTO META0OIUTH € HHXUOUTOP Ha TPOMOOIIMTHATA
arperauus. Knonmporpen tpsaosa na ce meradonusupa or CYP450 eHsumuTte 10 monyyaBaHe Ha
aKTHBHHS METa0OINT, KOWTO HHXUOMpPA TPOMOOITUTHATA arperaiis. AKTUBHHUAT METaOOJIHT Ha
KJIOMHUJIOTPEIN CEIEKTUBHO HHXHOHMpa CBBP3BaHETO Ha ajieHo3uH audochat (AJD) kpm
TpomOouuTHHS My P2Y | penientop u nocneaBamara A/ld-meaunpana akTHBAUs HA TIIUKOIPOTEHH
GPIIb/Il1a xoMrekca, KaTo 1Mo TO3W Ha4WH MHXHOMpa TpoMOonuTHaTa arperanus. [lopamu
HEoOpaTHMOTO CBBbP3BaHE, EKCIIOHMPAHUTE TPOMOOIIMTH OCTABAT 3aCErHATH A0 Kpasi Ha CBOS )KUBOT
(mpubnuzurenHo 7-10 1HU) U BH3CTAaHOBABAHE HAa HOpMaJHATa TPOMOOIMTHA (YHKIIHS HACTHIIBA MPH
CJICABALIOTO MOKOJIEeHHE TpoMOouTH. TpomOounTHATA arperanus, Npeau3BUKaHa OT IpyTu
aroHuctH, oceeH AJ|®D, cpio ce HHXUOMpa Upe3 OJOKUpaHe Ha yBEIMUCHATA TPOMOOIIMTHATA
akTuBaIms otT ocBodoaeHUs AJ[D.

Tbif KaT0 aKTUBHHAT MeTa0ONUT ce 00pa3yBa upe3 CYP450 ensumure, HIKOM OT KOUTO ca
NOJIMMOPGHY WK ca 00EKT Ha HHXHOUpaAHE OT JAPYTH JICKAPCTBEHH MIPOAYKTH, HE BCHUKH ITAlUCHTH

me uMaT 10CTaThb4HO I/IHXI/I6I/IpaHe Ha TpOM6OI_[I/ITHaTa arperanus.

dapMakoaHHAMUYHU ePeKTH

MHOroKpaTHOTO NpHiIaraHe Ha KIOMHAOTpes 75 mg AHEBHO BOAM IO 3HAUYMTEIIHO HHXHOMpaHe Ha
AJl®-unayMpanaTa TpOMOOIIMTHA arperays OT IbPBUS JeH, KOETO IPOrPEeCUBHO HApacTBa U
JIOCTUTA CTAIlHOHAPHO ChCTOSHUE MeXAy 3 1 7 AeH. llpu cTannoHapHO ChCTOSHUE CPETHOTO HUBO Ha
uHXuOUpaHe, HabIrOIaBaHO NpH 75 mg qHEeBHO e Mexay 40% u 60%. TpomOouuTHaTa arperanus u
BpPEMETO Ha KbPBEHE ITOCTEIICHHO C€ BPBLIAT KbM U3XOAHUTE CTOWHOCTH, OOMKHOBEHO 5 THH Cle]
IPEKbCBAHE HA JIEYCHUETO.

AlleTHIIcanunuiIoBaTa KUCeIMHA HHXUOUpa TPOMOOIIMTHATA arperaius 9pe3 HeoOpaTuMo
WHXUOMpaHe Ha MPOCTarJaHANH IMKJIOOKCUTEHAa3aTa U TOBa HHXHOMpPa 00pasyBaHETO Ha TPOMOOKCAH
A, MHAYKTOp Ha TPOMOOLIMTHATA arperanys U Ba30KOHCTPUKIHATA. To3u epekT Tpae KOIKOTO
KUBOTa HAa TPOMOOLIUTHTE.

ExcrniepruMeHTaIHN JaHHU TIpEAroarat, ye noynpoden Moxe 1a nHXuOUpa edekra Ha HUCKaTa 032
aCTMpPHH BBPXY TPOMOOIMTHATA arperanus, KoraTo ce npuiarat eIHoBpeMeHHo. B exHo mpoyuBane,
KOTaTo eqHOKpaTHa jo3a nbymnpoden 400 mg ce B3eMa B paMKuTe Ha 8 4aca mpeau wid 10 30 MuUHyTH
cJen TpIIarane Ha acTMprH ¢ He3abaBHO ocBoOokmaBaHe (81 mg), ce HaOmogaBa HaMaJieH e(DeKT Ha
ACK BBpxy 00pa3zyBaHeTo Ha TpOMOOKCaH WM TpOMOOIIMTHATA arperanus. Bernpeku ToBa
OrpaHMYEHOCTTA HA Te3HU JaHHU M HECUTYPHOCTTa OTHOCHO €KCTPAIONalusiITa Ha ex Vivo JaHHU KbM
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KJIMHUYHATA CUTyallMs O3HAYaBa, ue He MOTaT Jia ObJIaT HANPaBeHN KaTCTOPHYHH 3aKITFOUCHHUS 32
penoBHaTa ynorpeda Ha uOynpodeH, 1 He OU ClIeBANIO J1a Ce OYaKBa KIIMHUYHO 3HAUYUM €EKT MPU
HepenoBHA ynoTpeba Ha HOynpodeH.

Kitnanuna edpuxacHOCT ¥ 0€30IIaCHOCT

bezomnacHoctTa 1 ehukacHocTTa Ha Kiomuaorpen mroc ACK e Ouna orieHeHa B Tpy ABOWHO-CIIETIN
Mpoy4BaHus, B KOUTO ca BKitoueHH Haa 61 900 manmentu: mpoyuBanusita CURE, CLARITY u
COMMIT, cpapussamtu kionugorpen mioc ACK cnpsmo ACK camocTosTenHo, 1 ABaTa BUAA
JIeYeHUe ca JaBaHW B KOMOHMHAIUS C Ipyra CTaHIapTHA Teparusl.

[Ipoyusanero CURE BxmrouBa 12 562 manueHTH ¢ OCThp KOpOHApeH CHHIPOM Oe3 eneBarust Ha ST
cerMenTa (HecTaOMIHa CTEHOKapAXs I MUOKapaeH uHpapKT 6e3 Q 3b0elr) 1 HATMYHUETO B IbPBUTE
24 qaca OT HaYaJIOTO Ha IOCIIEIHIS eMN30/1 Ha TPhIHA O0JIKAa WIIH CUMITOMH B PE3yJITAT HA HCXEMUSL.
ITanmentute TpsioBa na umat EKI" mpomeHn, ChOTBETCBAIIN HA HOBOIOSIBIJIA CE€ UCXEMUS WIIH
MOBUILEHH ChPJIEYHH €H3UMU Wi TponoHUH | unu T, B cTOMHOCTH MOHE /1Ba BTH MO-BUCOKH OT
ropHa rpaHuia Ha HopMmara. [larenture ca pangomusupanu Ha kinonugorpen (300 mg HaToBapBaia
no3a, mocaeaBaHa ot 75 mg qaeBHO, N = 6 259) mmoc ACK (75-325 mg Benabx aaeBHO) mmm ACK
camocrostenHo (N=6 303), (75-325 mg BegHBX THEBHO) U IPYTH CTaHAApTHU Tepanuu. [lanmenTure
ca nekyBan# 10 1 roguna. B npoyusanero CURE, 823 (6,6%) nauneHTu ca noiy4aBaiu
eqaoBpemenHo u GPII/IIla penentopHn anTaroHNCTH. XemapuH e mpuiarad npu nosede ot 90% ot
MAIUEHTUTE, KaTO OTHOCUTETHATA YeCTOTa Ha KbpBeHe Mexay kiomumorpen mitoc ACK u ACK
CaMOCTOSTEIHO He € OHiia 3HaYMMO MOBJIHSIHA OT €JHOBPEMEHHATa Teparusl ¢ XeHapuH.

Bposr Ha manmeHTHTE, IPU KOWTO CE CTHTA JI0 ITbPBUYHATA KpaifHa TOYKa [ChPIeYHO-CHI0BA CMBPT
(CV), muokapaen uapapkr (MI) nnmm uncynt] ca 582 (9,3%) B rpynata Ha kinonuaorpen miroc ACK u
719 (11,4%) B rpynata Ha ACK, HamansBane Ha oTHOcuTenHuUs puck ¢ 20% (RRR) (95% CI: 10-28%;
p = 0,00009) B rpynata Ha kionuaorpen mwioc ACK [17% HamansBane Ha OTHOCHTEIHHUS PUCK MIPH
KOHCEpBaTUBHO JIeUueHHe Ha alueHTuTe, 29% npu HampaBeHa MepKyTaHHA TPaHCITyMUHATTHA
kopoHapHa anruoractuka (PTCA) cwe wnu 6e3 creHT 1 10% 1npy HanpaBeH KOPOHAPHO apTepUacH
baitnac (CABG)]. HoBu chpaedHo-ChI0BY HHIMACHTH (IThpBUYHA KpaiiHa TOUKa) ca IIPEIOTBPATCHH,
¢ HaMaJsIBaHEe Ha oTHOcUTeNHus puck ¢ 22% (CI: 8,6, 33,4), 32% (CI: 12,8, 46,4), 4% (CI: -26,9,
26,7), 6% (CI: -33,5, 34,3) u 14% (CI: -31,6, 44,2), cvorBeTHO mipe3 0-1, 1-3, 3-6, 6-9 u 9-12 meceunu
WHTEpBaIH Ha poyuBaHeTo. Cliesi TpeTHs Mecell Ha JIeueHHe, 1oj13aTa HaOllto1aBaHa B rpynaTa Ha
kionmaorpen roc ACK He HapacTBa mmoBede, HO pHUCKa OT XeMOparus octaBa (BxK. Touka 4.4)

Yrnotpebara Ha knonugorpen npu npoyuBanero CURE e cBbp3aHa ¢ HaMmansiBaHe HAa HEOOXOUMOCTTA
ot Tpombomtnyaa Tepanusi (RRR = 43,3%; CI: 24,3%, 57,5%) u GPIIb/I1la naxudutopu
(RRR = 18,2%; CI: 6,5%, 28,3%).

BposT Ha manueHTUTE, IPU KOUTO CE CTUTA 10 KO-IIbpBUYHATa KpaitHa Touka (CV cmbpT, MI, nHCYnT
unu pedpakrepra ucxemus) € 1 035 (16,5%) B rpynara Ha knonugorpen mwitoc ACK u 1 187 (18,8%)
B rpynara Ha ACK, HamansiBae Ha oTHocuTeNnHus puck ¢ 14% (95% CI 6%-21%, p=0,0005) B
rpynata Ha kionugorpen mioc ACK. Tas3u nonsa ce Ib/kK IpeANMHO Ha CTATUCTUYECKU 3HAYMOTO
MIOHIDKaBaHe Ha YecToTaTa Ha Muokapaaus nHpapkT [287 (4,6%) npu rpynara Ha KIOOHAPOTEN TLTI0C
ACK u 363 (5,8%) npu rpynata Ha ACK]. He e Ha0GnronaBan eekt BbpXy decToTara Ha
pexocnuTaIu3anusaTa Npyu HecTabuiTHa CTEHOKAPIHSL.

Pesynrarure, noigy4eHu Mpu NOMyJIANAUTE C Pa3INYHN XapaKTEPUCTHKH (Hamp. HecTaOmIHa
crenokapaus uinu MI 6e3 Q 3p0el, HUCKa 10 BUCOKA CTEIeH Ha PHUCK, A1abeT, He0OXO0IUMOCT OT
peBacKyapu3anus, Bb3pacT, MO U T.H) ca CXOIHH C Pe3yITaTUTe OT ITbPBUYHNTE aHanm3u. [lo-
CIEINAITHO, B post-hoc ananmm3 ipu 2 172 nmarmentu (17% ot uanata CURE nomynanus) Ha KOUTO UM
e nmoctaBeH cTeHT (Stent-CURE), nanauTe moka3saT, 4e KJIOMUIOTPEN CpaBHEH ¢ mianeoo,
nemoHctpupa 3HaunMo RRR ot 26,2% B monza Ha kjaonunorpen 3a Ko-mbpBUYHaTa KpaiiHa Touka (CV
cMBpT, M, nHCYnT) 1 cbmo 3HaunMo RRR ot 23,9% 3a BTOpaTa Ko-mppBUYHA KpaitHa Touka (CV
cMbpT, M1, nHCYynT Miu pedpakrepHa nucxemust). OcBeH ToBa, TPpoQIBT Ha OE€30MACHOCT HA
KJIOMUIOTPEN MPU Ta3H NOATpyIa MalMeHTH He MPeJU3BHKa HIKaKBO OCOOCHO OE3MOKOMCTBRO.
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CrnemoBaTeltHO, pe3yATaTUTE OT Ta3H MOATPYIA ca B CbOTBETCTBHE C OOIIUTE PE3YNITATH OT
MIPOYYBAHETO.

IIpu maruenTu ¢ octbp MI ¢ eneBarnus Ha ST-cermenTa, eyukacHOCTTa M O€30MMACHOCTTA HA
KJIOMUIOTPEN € Onjia olleHeHa B 2 paHIOMHU3UPAHH, IIAICO0KOHTPOIUPAHH, TBONHO-CIICTIH
npoyuBanusi, CLARITY u COMMIT.

IIpoyuBanero CLARITY Brumousa 3 491 manuentn ¢ Hawamo Ha MI ¢ ST eneBanus B paMKuTe Ha
nocnenHuTe 12 yaca v 3aluIaHyBaHO TPOMOOIUTHYHO JieueHre. [lanueHTuTe ca monydunu
knormaorpen (300 mg HaToBapBaia 103a, mocieasana ot 75 mg/neH, n=1 752) mroc ACK mmn ACK
camocTtosrenHo (n=1 739), (150 no 325 mg kaTo HaToBapBaIia J103a, MocJIeIBaHa OT 75 110

162 mg/nen), pUOPUHOIUTUIHO CPEACTBO, U KOraTo € OUII0 MoAX0As1Io XenapuH. [laimenture ca
npocienenu 3a 30 aau. [IbpBUYHATA KpaiiHa TOYKA ¢ KOMOMHHMpaHa MOsIBa Ha 3aITyllieHa apTepus,
CBBp3aHa ¢ MH(ApKTa Ha aHTHOTpamMaTa Mpeay U3MUCBAHEeTO, WK CMBPT, WU moBTopeH MI npean
KopoHapHaTa aHruorpadus. [Ipu manueHTy, mpu KOUTO HE € MPaBeHa aHTuorpadus, MbpBUYHATA
KpaifHa TOYKa € CMBPT WIH MOBTOPSH MUOKap eH uH(papkT 1o [leH 8 wiu 10 U3nuCcBaHeTo.
[Monynanusra nanueHTy e BKimouBana 19,7% xenn u 29,2% nanuentn >65 roguau. O6mmo 99,7% ot
MaIMeHTHTe ca moiydmnn ¢pudbpuHomuTHIHN (ubOpHH ceruduanu: 68,7%, He-hndpuH ciennpuIHn:
31,1%), 89,5% xenapuH, 78,7% Oera Omokepu, 54,7% ACE unxubutopu u 63% cratunu.

Ilernamecet mpouenta (15,0%) ot maruenTuTe B rpymnata Ha kionugorpen mwmoc ACK u 21,7% B
rpymnara Ha Tepanus ¢ ACK camocTosATeTHO ca JOCTUTHAIIN 0 MFPBUYHATA KpaiHa TOYKa, KOETO
MIPEJICTABIIsIBA A0CONIOTHO HaMajeHue ot 6,7% 1 36% OTHOCUTEITHO HaMalleHUE B I10J13a Ha
kaonuzporpen (95% CI: 24, 47%,; p <0,001), rmaBHO cBBP3aHO C HAMAJIIEHHE Ha CIIy4anuTe Ha 3aIlylIeHN
apTepud, CBbp3aHu ¢ nH(papkTa. Tazu mon3a e Onira HaWIle M BbB BCHUKHU MPEABAPUTEITHO
OTIPE/ICTICHH MOATPYIH Ha MAIIMEHTUTE IO B3PACT U TOJI, JIOKAIM3alus Ha WH(apKTa U BUJa Ha
U3IIOJI3BAHOTO (PMOPUHOIUTHYHO JICUSHUE HITH XETapyH.

[poyuBaneto ¢ 2x2 dakropuanen auzaiin, COMMIT, BkitouBa 45 852 manueHTH ¢ Ha4ajIo Ha
CHUMIITOMH, OyJeny cbMHeHHe 3a M1, moakpenenu ¢ matoigornyau otkioHenus B EKT, (wanp. ST
enesarus, ST merpecus win JsB OepeH OJIOK) B paMKUTE Ha mociaeaaute 24 Jaca. [lannenture ca
noxyunian kinonunorpen (75 mg/aen, n=22 961) mmoc ACK (162 mg/nen), unun ACK camoctositeTHo
(162 mg/nueBno) (n=22 891), 3a 28 qHM WK 10 U3NMUCBaHe OT OonmHUIaTa. Ko-mbpBUYHUTE KpaitHU
TOYKH Ca CMBPT I10 BCSIKAKBa MPUYMHA U ITbPBA 10sBa Ha peUH(APKT, HHCYIT WIH CMBPT.
ITomrymanmsara e BrirouBana 27,8% sxenn, 58,4% naruentn >60 roguau (26% >70 roauan) u 54,5%
HalKEeHTH, KOUTO ca MOXYYiIn GUOPHHOIUTHUIIH.

Kmommnmorpen mmoc ACK 3Ha4MMO HamasisiBa OTHOCHTETHHS PUCK OT CMBPT IO BCIKaKBa MPUIHHA
cbe 7% (p = 0,029), 1 OTHOCUTENHHS PUCK Ha KOMOMHALIUATA OT PEUH(APKT, UHCYJIT HIH CMBPT ¢ 9%
(p = 0,002), xoeto mpexacTaisBa adOCOMOTHO HamMalleHue choTBeTHO OT 0,5% u 0,9%. Ta3u nomnsa e
HaJIMIEe HE3aBUCHMO OT BB3PACT, MOJ, ChC WK 0e3 GUOPUHOIUTHLIN, U € HaOIr0aBaHa OIle B ITbPBUTE
24 gaca.

Jleeckananusg Ha P2Y 1> pelienTtopHy HHXUOUTOPHU IIPU OCTHP KopoHapeH cuuapoM (ACS)

[IpemunaBaneTo oT mo-MoieH P2Y 1, penentoper HHXUOUTOP KbM KJIOMUIOTPEN B KOMOMHALINSA C
acnupuH ciie octpa dasza mpu ACS e OIICHEHO B IBe PaHOMU3HPAHU, CIOHCOPUPAHU OT
u3cienoBarels nmpoydasanus (investigator-sponsored studies, ISS) - TOPIC u TROPICAL- ACS ¢
JTAaHHM 33 KJIIMHUYEH Pe3yJITaT.

Knuanynara monisa, KosiTo mokaspat mo-momHute P2Y (; penentopan HHXUOUTOPH, THKArpenop U
npa3yrpei B TEXHUTE OCHOBHH IPOYYBAHUS, € CBBP3aHa ChC 3HAYMMO HaAMAJIIBaHE HA
PEUMINBHPALINTE HICXEMUYHN CHOUTHS (BKIIIOUUTETHO OCTPa M MOJOCTpa TpoMbo3a Ha creHTa — ST,
MuokapzeH nHdapkr - MI u criemrHa peBackynapusanus). Benpeku, ue ncxeMuyHaTa 1mossa e
TI0CIIeIOBATEHA 1IPe3 IIbpBaTa r'OIMHA, IT0-TOJIIMO HaMaJeHHe Ha HCXeMHYHNTE peruausy ciaeq ACS
€ Ha0JII0JaBaHo Tpe3 MBPBUTE JHU cJie] 3arouBaHe Ha JieueHrero. OOpaTHoO, mocnensamure (post-
hoc) aHanM3M MOKa3BaT CTATUCTUYECKU 3HAYUMO YBEIWYCHUE HA PUCKA OT KbPBEHE MPH MO-MOIIHUTE
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P2Y 1, pententopHr MEXHOUTOPH, KOETO C€ TIOSBSABA MIPEAMMHO IO BpeMe Ha MoaIbpikamara ¢asa,
cien mspBust Mecerl ciieq ACS. TOPIC u TROPICAL-ACS ca npeaHa3HadueHH J1a U3CISABAT Kak J1a ce
HAMaJIAT ChOUTHSITA Ha KbPBEHE, KaTo CE 3ana3u e(h)uKacHOCTTA.

TOPIC (Bpeme Ha TpOMOOITUTHA MHXUOUIIMS CIeT OCTHP KOpoHapeH cuiapom - Timing Of Platelet
Inhibition after acute Coronary syndrome)

ToBa paHIOMH3UpPAHO, OTKPHUTO M3MMUTBAHE BKIIOYBA marueHTn ¢ ACS, xouto ce Hyknasat ot PCI.
ITanmenTHTE HA ACIUPUH U TTO-MOITeH P2Y |, 610kep u 6e3 HexKellaHO CHhOUTHE B PAMKHUTE Ha €IUH
Mecell, ca OWiIH pa3npe/eNieHu 1a IpeMUHAT Ha (PUKCUPAHU 03U aCIUPUH TLTIOC KIOMHI0TPEI
(meeckanmpaHa ABOWHA aHTHUTpOMOOITMTHA Tepamnus - de-escalated dual antiplatelet therapy, DAPT)
WM Ja IPOABIKAT CBOSITA JIeKapcTBeHa cxema (Henmpomenena DAPT).

AHanm3upanu ca o0m1o, 645 ot 646 narmentu ¢ STEMI unmn NSTEMI, mim HectaOmitHa cCTeHOKapIus
(neeckammpana DAPT (n=322); nenpomenena DAPT (n=323)). [IpocnensBane Ha mbpBaTa rojivHAa €
u3BbpiIeHo npu 316 manuentn (98,1%) B rpynara Ha geeckanupana DAPT u 318 mauuentu (98,5%)
B rpynata Ha HenpomeHeHa DAPT. Menuanarta Ha npocieasBaHe 3a ABeTe rpynu € 359 nHu.
XapakTepUCTUKUTE HA M3CEABaHATa KOXOPTa Ca CXOAHH B JIBETE TPYIIH.

[IBpBUYHUAT pe3ynTaT, ChCTAaBHA TOUYKA OT CHbPACYHOCHIOBA CMBPT, HHCYIIT, CIICIIHA
peBackysapuzanus 1 KbpeeHe 1o BARC (akageMudeH n3ciie10BaTeICKu KOHCOPIIMYM 110 KbPBEHE -
Bleeding Academic Research Consortium) >2 Ha 1-Bata roauna cienq ACS, € HaCTBIIWI IPH

43 manuentu (13,4%) B rpynata Ha neeckanupana DAPT u 85 manuentn (26,3%) B rpynara Ha
HenpomeneHa DAPT (p<0,01). Ta3u craTucTruecKky 3HaYMMa pa3iinKa ce IbJDKH OCHOBHO Ha I10-
MaJKO CHOUTHS Ha KbpBEHE, O0e3 a ce Habo1aBa pas3IuKa MpH KPAHUTE TOYKH 38 UCXEMHUS
(p=0,36), nokato xkppBeHe Mo BARC >2 ce HabmiomaBa mo-psAKo B rpynara Ha neeckanupada DAPT
(4,0%), cupsimo 14,9% B rpynata Ha HenpoMmeHeHa DAPT (p<0,01). Cp0utns Ha KbpBEHE,
ompeneneHn karo Bcuuku cternenn 1o BARC ce nabmogasar npu 30 manuentu (9,3%) B rpymnaTa Ha
neeckanupana DAPT u 76 nanuentu (23,5%) B rpynara Ha HeripomeHeHa DAPT (p<0,01).

TROPICAL-ACS (MU3cnensane Ha OTTOBOpPA KbM TPOMOOIIMTHA HHXUOWIIHS TIPY XPOHUIHA
AHTUTPOMOOIIMTHA TEpaIHs 32 OCThP KOpOHAPEH CUHIIPOM - Testing Responsiveness to Platelet
Inhibition on Chronic Antiplatelet Treatment for Acute Coronary Syndromes)

ToBa paHIOMH3UpPaHO, OTKPUTO U3MUTBAHE BKIIOUYBA 2 610 TOTOKHUTETHN 32 OMOMapKep MAITUEHTH C
ACS cnen yenemina PCI. [Tanmentute ca paHIOMU3UpaHH Ja MOdy4aBat npasyrpein 5 wia 10 mg/nen
(Hdum 0-14) (n=1306), nm npazyrpen 5 unu 10 mg/nen (Auu 0-7), cireq koeTo ca aeecKaaupaHu Ha
kionuaorpen 75 mg/nen (Juu 8-14) (n=1304), B komOmaanmst ¢ ACK (<100 mg/nen). Ha 14-us nen e
NpOBEJICHO u3cienBaHe Ha TpomOonuTHaTa pyHkuus (platelet function testing, PFT). [Tlauuentute,
JIEKyBaHH caMo C Mpa3yrpes ca Npoab/DKWIN Ha Ipa3yrped B MpoabbkeHue Ha 11,5 mecena.

JleeckanupaHuTe ManueHTH ca OUITH MOAI0KEHN Ha BUCOKOYYBCTBUTENIEH TECT HA TPOMOOLIMTHA
peaktuHoct (high platelet reactivity, HPR). Ako HPR e >46 enunuinm, narmentuTe ca oumu
eckanupaHu oopaTHo Ha mpa3yrpen 5 wim 10 mg/nen 3a 11,5 mecena; ako HPR e <46 equnawnmm,
MAIIEHTUTE ca MPOABDKIIIN Ha Kiomumorpen 75 mg/aer 3a 11,5 mecena. CiegoBarenHo BojeaTa
rpylia Ha JeecKaTaius BKIOYBA MarueHTH Ha npasyrpen (40%) wiu kinomunorpen (60%). Beumaku
MAIMEHTH Cca MPOIBJIKIIN Ha aCITUPUH U ca POCIICJCHH B IPOABDKEHUE HA €IHA TOMHA.

[IppBUYHATA KpaifHa TOYKa (KOMOWHUpaHa YeCTOTa Ha ChPJEYHOCHI0BAa CMBPT, M1, HHCYNT 1
kbpBeHe Mo BARC >2 crenen Ha 12 mMecena) € U3MbJIHEHA, KOSTO MOKa3Ba HE MMO-Majka eUKACHOCT.
Jesetnecet u niet nanuedtn (7%) BB BojielaTa rpymna Ha Aeeckananus u 118 manuentu (9%) B
KOHTpoJHaTa rpyma (p Ha HenHpepruopHocT = 0,0004) ca mmanu crOuTHe. Bomemara rpyma Ha
JeecKajanus He € JOBela 0 MOBHUILIEH KOMOMHHUPaH PUCK OT HCXeMUYHHU chOouTus (2,5% B rpymnara Ha
Jeeckananus crpsMo 3,2% B KOHTpOJIHATa rpyma; p Ha HeuHpepuopHocT = 0,0115), Huro Ha
OCHOBHaTa BTOpWYHA KpaiiHa Touka kKbpBeHe Mo BARC >2 crenen ((5%) B rpymnaTa Ha geeckaianus
cipsamo 6% B koHTponHaTa rpyna (p=0,23)). KymynaTtuBHaTa yecToTa Ha CHhOUTHS Ha KbPBEHE OT
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BcnukH crereHu (kimac mo BARC 1 o 5) e 9% (114 cv6utns) BB BoAemaTa rpymna Ha JeecKaars,
cupsamo 11% (137 cvburtns) B KoHTpodHaTa rpymna (p=0,14).

IleguaTpryHa IoONyJIaIys

EBpornelickaTa areHmus 1o jJekapcTBaTa 0CBOO0XKIaBa OT 3aIbDKCHUETO 32 MPEAOCTaBsIHE Ha
pe3yaTaTiTe OT npoyuBaHusaTa ¢ DuoPlavin BbB BCHUKH MOATPYIH HA MEAUATPUYHATA TOMYJIAIUS TPU
JICYCHUETO Ha KOpPOHApHA aTepockiiepo3a (BK. Touka 4.2 3a mHGOpMaInus OTHOCHO yroTpeda B
MeANATPUSITA).

5.2 dapMakoKUHEeTMYHH CBOIiCTBA

Knonunorpen:

Abcopbyus

Cren eMHOKPaTHO U MHOTOKPATHO MEPOPATHO MPUIIOKEHHUE Ha TO3H OT 75 mg JIHEBHO, KIIOMUAOTPEI
ce abcopbupa 0bp30. CpegHUTE MAKCUMAJIHH TUIA3MEHH HUBA HAa HEPOMEHEHHUS KIIOTHIO0Tpell
(mpubmusuTenHo 2,2-2,5 ng/ml ciieq eqHOKpaTHA IepopaliHa 103a OT 75 mg) HacThIIBAT
npuOIM3uTeNHO 45 MUHYTH cien pueM. AOcopoumsara e Haii-Manko 50% Bb3 OCHOBA Ha eKCKPEIHsTa
C ypHUHaTa Ha METa0OJIUTUTE Ha KIIOMUAOTPE.

Pasnpedenenue

Kionuorpen u 0oCHOBHUAT HMPKYJIHpaIll (HEaKTUBEH) MeTabOJIUT ce CBBP3BaT 00PATUMO in Vitro ¢
YOBEIIKUTE IIA3MEHH MPOTEHHH (CHOTBETHO 98% u 94%). In vitro, CBHp3BaHETO HE 3aBUCU OT
CTETIeHTa Ha HACHUIIIaHe B IIMPOK JUAara30H Ha KOHIEHTPAIHsITA.

Buompancgopmayusa

Krnonuporpen ekcTeH3UBHO ce MeTabou3upa B YepHust Apo0. [n vitro u In vivo KIOMUIOTPEN ce
MeTabonu3Kpa Mo ABa OCHOBHU METaOOJIUTHHU IIBTS: €1H, OCBLIECTBABAH OT €CTEPA3H U BOZAELI O
XHUIPOJIHM3a U [oJlydyaBaHe Ha HEaKTUBHU JIepUBaTH Ha KapOokcuioBara kucenuna (85% ot
HUPKYJIUpPAIINTe METa0OJIUTH), U APYT, OCHLIECTBSIBAH OT MHOKECTBO uToXpomu P450.
Krnonunorpen nbpBo ce MeTaboau3upa 10 2-0KCO-KJIOMUIOIPEIl MEKANHEH METa0OIHUT.
[MocnenBamusaT MeTabOIM3bM Ha MEKAUHHIS META0OIHT 2-0KCO-KIIOMUIOTPEN BOIU 10 00pa3yBaHe
Ha aKTUBHHSA METa0OJINT, THOJIOB AEPUBAT HA KIOMUAOTpeN. AKTUBHHUAT METa0OIUT ce 00pa3yBa
npeaumHo ot CYP2C19 ¢ yuactuero Ha Hakonko Apyru CYP enzumu, Bkmtountenno CYP1A2,
CYP2B6 u CYP3A4. AKTUBHUAT THOJIOB METaOOJIUT, KOUTO € W30JIMPaH in Vitro, c€ CBbp3Ba OBP30 U
HEoOpaTHUMO KbM TPOMOOIIMTHHUTE PEIETITOPH, KOETO MHXHUOMPa TPOMOOIIUTHATA arperalys.

Cinax Ha aKTUBHHUS META0OJUT € JIBa ITHTH TIO-BUCOKA CJIE €IHOKpaTHA HaToBapBaiia m103a oT 300 mg
KJIOTIMJIOTPEN, OTKOJIKOTO CJIe/ MpHiarane Ha MoAxbpiKaiia 103a ot 75 mg 3a yeTHUpH IHU. Crax CE
noctura npuonusutenso 30 1o 60 MUHYTH ciief] puiIaraHe.

Enumunupane

Cries mepopaiHo IpHIokeHHe Ha Mapkupas ¢ C'* konumorpen npu xopa npubausutenso 50% ce
EKCKpeTupa B ypuHata 1 okojio 46% upe3 dexanuure 3a 120 yacoB unTepBai cien npuema. Cnen
€IHOKpATHA MTepopaTHa /103a OT 75 mg, KIOMHIOTPE] MMa TOIYKABOT OT MPUOIU3UTEITHO 6 Jaca.
EnvMuHAIIMOHHUAT MTOJTY>)KUBOT Ha OCHOBHHS LIMPKYJIUpal] (HeaKTUBEH) MeTaboIuT e 8 Jaca cien
€HOKPaTHO U MHOTOKPATHO MpHJIaraHe.

Dapmarozenemuka

CYP2C19 yuacTBa B 00pa3yBaHETO KaKTO HA aKTUBHUS META0OJINT, TaKa U HA MEXKJAUHHUS METa0OIUT
2-okco-knonuaorpen. GapMakOKHHETHKATA U AaHTUTPOMOOTUYHHTE €(PEKTH Ha aKTUBHUSI METa0OIUT
Ha KJIOTHIOTPEN, U3MEPECHH Upe3 ex-vivo aHAIN3 Ha TPOMOOITMTHATA arperainusi, e pa3jndaBar B
3aBucuMocT oT CYP2C19 renoruna.

CYP2C19*1 anensT CHOTBETCTBA HA ISLIOCTEH (pyHKITMOHANIEH MeTabonmm3bM, mokato CYP2C19*2 u
CYP2C19%*3 anenute choTBeTCTBAT Ha HepyHKIMOHANEH MeTabonu3bpM. CYP2C19*2 u CYP2C19%*3
aJIeIUTe ca OTTOBOPHU 3a MO-TOJIsIMAaTa 4acT OT HamaJieHaTa (pyHKIHs npu ciabuTe MeTadonn3aTopu
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ot Osutata (85%) u asmarckara (99%) paca. pyru anenu, cBbp3aHu C JUIICBAI TN HAMaJIeH
MeTa0O0JIN3bM, ca Mo-Mayko 4ecTu U BrirouBar CYP2C19%4, *5, *6,*7 u *8. [lanMeHT che CTaTyC Ha
ci1ab MeTabou3aTop, e MPUTEKaBa JIBa ajnelia, OTTOBOPHHM 3a 3ary0a Ha (yHKIUs, KaKTO €
onpeneneHo mo-rope. IlyommkyBanuTe dectoTH 3a cimabure CYP2C19 meTabonu3upaiiy TeHOTAITOBE
ca mpubim3uTenHo 2% 3a Osutata paca, 4% 3a uepHata paca u 14% 3a kutaiinure. ChIecTByBaT
tectoBe 3a onpenensHe Ha CYP2C19 renorumna Ha nanueHTa.

Kpscrocano mpoyusane npu 40 3npasu 1o6poBoiwy, mo 10 BB Beska ot yetnpure CYP2C19
MeTa0oIM3upalny Ipynu (KpaiiHO Obp3U, eKCTCH3UBHY, MEKIUHHHI U CTA0H METa00IM3aTOPH)
oleHsBa (hapMaKOKHHETHUKATa ¥ aHTUTPOMOOIIMTHUTE OTTOBOPH pH 1103a oT 300 mg, mocneaBana oT
75 mg/mueBHo u 600 mg, mociensana ot 150 mg/mHEBHO, BesKa 3a 000 5 THU (CTAIIMOHAPHO
cherosinue). He ca HaOsIr01aBaHy ChIECTBCHH PA3JIMKK B €KCIIO3UIUATA HA aKTUBHHUS METa00JIUT U
CpeAHOTO HHXHOMpaHe Ha TpoMmOouuTHaTa arperanus (IPA) Mexxay kpaiiHO Obp3uTe, EKCTEH3UBHUTE
1 MeXIUHHATE MeTabomu3aTopu. [Ipu caburte MeTabonm3aTopu, eKCIO3UINATA Ha aKTUBHUS
MeTaboJuT € HamaneHa ¢ 63-71% B cpaBHEHHE C eKCTEH3UBHUTE MeTabonu3aTopu. Cien cxema Ha
npunarane 300 mg/75 mg, aHTUTPOMOOLIUTHUTE OTTOBOPH Ca TIOHMKECHHU TIPH CIa0uTe
MeTabonuzaropu cbe cpeaHo [PA (5 uM ADP) ot 24% (24 gac) u 37% (neH 5) B cpaBHernue ¢ [PA ot
39% (24 gac) u 58% (meH 5) npu excTeH3uBHATE MeTabomu3aToph u 37% (24 gac) u 60% (xneH 5) npu
MEXIMHHUTE MeTabonum3aTopu. Koraro crabure mertabonuzatopu npuemar mo cxema 600 mg/150 mg,
EKCITO3UIIMATA HA aKTUBHUS META0OJIHT € MO-TOJIsIMa, OTKOJIKOTO Tipu cxemara 300 mg/75 mg. B
nomretHeHue, [PA e 32% (24 gac) u 61% (meH 5), CTONHOCTH, MO-TOJIEMH OTKOJIKOTO TIPH cllabuTe
MeTabonu3aTopH, nory4dasamy 1mo cxema 300 mg/75 mg u cxoquu Ha Te3u npu apyrure CYP2C19
MeTaboIM3MpalIy TPy, moiydasany mo cxema 300 mg/75 mg. [Toaxozsiia cxema Ha IpUIaraHe
TIPH Ta3M TOMYJIAINS MAallMEeHTH BCE OIEe He € OIpe/IelieHa B M3MUTBAHNS 32 KITMHUYHU PE3yJITaTH.

B cpoTBeTCTBUE C TOPHUTE PE3YATATH, IPU META-aHAIU3, BKIIOUBAIL 6 IPOYUBAHUS BHPXY

335 manueHTH, JIeKyBaHU C KIIOTHJIOTPEN B CTAIIMOHAPHO CHhCTOSIHHE, € TIOKa3aHO, Y€ eKCIIO3UINATA Ha
aKTUBHUS METa0OJHUT € IOHMKeHa ¢ 28% 3a MeXXAMHHNTE MeTaboau3aTopu u 72% 3a cnabure
MeTab0JIN3aTopH, T0KaTO HHXMOHpaHEeTO Ha TpoMOoiuTHaTa arperaus (5 uM ADP) e moHn»keHo ¢
paznuku B [PA ot 5,9% u 21,4% ChOTBETHO, B CPABHEHHUE C €KCTCH3UBHUTE METa0O0IU3aTOPH.

Bnusauero Ha CYP2C19 renotuna BppXy KIMHUYHUSA U3XOJ IPH MALMEHTH, JIEKYBaHH C
KJIOMHUJIOTPEIN, HE € OLEHABAaHO B IIPOCIEKTHBHHU, PAaHJOMHU3UPAHH, KOHTPOJIMPAHU U3UTBAHUS.
CobinecTByBaT 00aue peanlia peTPOCHEKTHBHY aHAIN3H 32 OLICHKA Ha TO3H e(eKT IIpH NalueHTH,
JIEKYBaHU ¢ KIIOMHIOTPEN, 3a KOUTO uMa pe3ynratu 3a reHorumna: CURE (n=2721), CHARISMA
(n=2428), CLARITY-TIMI 28 (n=227), TRITON-TIMI 38 (n=1477), u ACTIVE-A (n=601), kakTo 1
U3BeCTeH Opoil MyOIMKyBaHU KOXOPTHU IPOYYBAHMUSL.

B TRITON-TIMI 38 u 3 ot koxoptaute npoyuBanwms (Collet, Sibbing, Giusti) koMOMHIpaHaTa rpymna
NAlMEHTH C MEXIUHEH WIH c1a0 MeTabOoIU3UpaIlll CTaTyC ca UMali [T0-BUCOKa YECTOTa Ha ChpACYHO-
CHJIOBU HHIUACHTH (CMBPT, MUOKapeH HHDAPKT U MHCYIT) WK TpoMOO3a HA CTEHTA, B CPABHEHHE C
EKCTCH3UBHUTE META00IH3aTOPH.

B CHARISMA 1 egHo KOXOpTHO HpoyuBaHe (Simon) MOBUIIEHA YECTOTa HA MHIIUACHTH €
HaOIr01aBaHa caMo MpH c1abuTe MeTaboIN3aTOpU B CPAaBHEHHE C CKCTEH3UBHUTE METabO0IN3aTOPH.

B CURE, CLARITY, ACTIVE-A u egHo ot koxoptHuTe npoyuBanus (Trenk) He e HaOmogaBaHa
MOBHUIIIEHA YeCTOTa Ha MHIMACHTHTE Bb3 OCHOBA Ha cTaTyca Ha MeTaboiau3aropa.

HuTo eauH OT Te3n aHAJIM3U HE € C IOCTaThUeH OpOii MAI[MeHTH, 3a 1a OTKPUE PA3IUKH B U3XO0/a MPH
cirabute MeTaboIM3aTOPH.

Crenuaiasy IonyJiaiun

(DapMaKOKI/IHeTI/IKaTa Ha aKTUBHUS METa0OIUT Ha KIIOMMUAOTPEII HE € U3BECTHA IIPU TC3U CIICHHUAIIHU
ImomnyJjanyuu.
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bvbpeuno napyuenue

Cren MHOTOKpATHO MpHJIaraHe Ha JI03H OT 75 mg KIOMUAOTPeN THEBHO TPH MAIIMEHTH C TeXKa
0BOpedHa HeAOCTaTHYHOCT (KPeaTHHUHOB KIMPBHC MeXy 5 u 15 ml/min), naxubupanero Ha AJ{D-
WHAyIUpaHaTa TPOMOOIIMTHA arperanus € mo-HucKo (25%), OTKOIKOTO HaOII01aBaHOTO MPH 3APABU
WHIIMBU/IY, BBIPEKH TOBA, YIBIDKABAHETO HA BPEMETO HA KBPBEHE € CXOIHO C TOBa, HAOII0IaBaHO MPH
3[[paBU MHIUBHUIM, IpUEMaIy 75 mg kiaonuaporen gHeBHo. OCBEH TOBa, MPU BCHYKH MAlCHTH,
KIMHHUYHATa TOHOCHMOCT € Omita 1oopa.

Yeprnoopobrno napyuteniue

Crner MHOTOKpPATHO TIpHJIaraHe Ha J103a OT 75 mg KIOMUAOTpeN JTHEBHO B IpOoabbKeHUe Ha 10 nHH
MIPH MMAIIMECHTH ¢ TEKKO YSPHOIPOHO HapyIIeHHe, MHXuOupaneto Ha A Jld—uHIyIIMpanara
TPOMOOIIMTHA arperaius € CXOIHO ¢ TOBa, HaOJII0AaBaHO MPH 31PaBU UHIAUBUIHU. Y IbDKaBaHETO HA
CPEIHOTO BpeMe Ha KbPBEHE ChHILIO € CXOJHO B ABETE TPYIIU.

Paca

[IpeobnanaBanero Ha anenute Ha CYP2C19, onpenensaum mexxauneH u cnad CYP2C19 metabonuzsm
ce pas3in4aBaT B 3aBUCHUMOCT OT pacara/eTHoca (Bx. PapmakoreHeruka). Hamuusu ca orpaHn4eHu
JaHHU OT JUTEpaTypaTta 3a a3MaTCKUTE MOILyJIalliK 33 OLIEHsIBAHE HAa KJIMHUYHATA 3HAYUMOCT Ha TOBa
CYP resHoTunusupaHe 1o OTHOILICHUE Ha U3X0/1a OT KIMHUYHUTE UHIIUACHTH.

Anermicanunmiosa kucennHa (ACK):

Abcopoyus

Crnen abcop6Oiusi, ACK ot DuoPlavin ce xunponu3upa 10 CaTUIMIOBa KUCETUHA C TUKOBY IIJI1a3MEHU
HUBA Ha CAIMIIAJIOBA KUCEIMHA, TOCTUTHATY B paMKHTE Ha | 4ac clies mpuiiarane, Taka 4ye
miazMennTe HuBa Ha ACK ca mpakrmdeckn Heonpenenumu 1,5-3 gaca ciep mpuiaraxe.

Pasnpeodenenue

ACK ce cBBp3Ba 1200 C TUIa3MEHUTE MMPOTSHHH U MIPUBUIHUAT U 00EM Ha pas3mpeeiCHIe ¢ HUCHK
(10 1). HeiiHusT METaOOMMT, CATHIIMIOBA KUCEIIMHA, CE CBHP3Ba BHB BUCOKA CTEIICH C TNIA3MEHUTE
MPOTEHHH, HO HEMHOTO CBBhP3BAHE 3aBUCH OT KOHIICHTpalusaTa (HeIuHenHo). [1pu Hucku
koHmeHTpanun (<100 mukporpama/ml), npubmmsurenso 90% oT canuIIoBaTa KHCEIHHA CE CBBP3Ba
¢ anOymuHa. CanuIuiioBaTa KUCEJIHHA ce paslpeielisl ITUPOKO BbB BCHYKH THKaHU M TEJICCHU
TEYHOCTH, BKIFOYUTEITHO IICHTPAIHATA HEPBHA CUCTEMAa, KbpMaTa U (heTaTHUTE ThKaHH.

buompancpopmayus u enumunupane

ACK B DuoPlavin ce xuaponusupa 0bp30 B IuiazMaTa J0 CaJHIMIOBA KHCEINHA, C TOMYKUBOT OT 0,3
10 0,4 yaca 3a go3utre ACK ot 75 no 100 mg. CanuuunoBaTa KUCEINHA C€ KOHIOTHPA NPEIUMHO B
yepHUs ApoOd 1o Gpopma Ha CaTUIII-ypaTHa KUCENHHA, ()eHOIOB TIIOKYPOHHU/, alleTHII TITFOKYPOHHT
U TOJIIM Opoii BropocTeneHHr Metadbonutu. CanuiuioBaTa kucenuHa B DuoPlavin uma mia3smex
MOJYXKMBOT MPUOTU3UTETHO 2 yaca. MeTaboIM3MbT Ha CATUIMIATUTE € C HACHLIAHE U OOIIUAT
TeNneceH KIMPHhHC HaMallsBa MPH MO-BUCOKU CEPYMHHU KOHIIEHTPAIMY TIOPad OTpaHuYeHaTa
CIOCOOHOCT Ha YepHHUs Apod Ja o0pa3yBa caluIMI-ypaTHa KucelnHa 1 GeHosioB rimrokypouus. Cies
npueM Ha TokcudHu ao3u (10-1120 g), mna3sMeHuaT Noy>KUBOT MOKE J1a ce yBelauuu 10 Haj 20 yaca.
[Ipu Bucoku no3u Ha ACK, emTuMUHIpaHEeTO Ha CATMIIMIOBATA KUCEIINHA CIIe/IBa KHHETHUKA OT HYJIEB
MOPSAABK (T.€. CKOPOCTTa Ha EIMMHUHMPAHE € KOHCTAHTa 110 OTHOIICHHE Ha Ila3MeHara
KOHIIEHTpAaIHMs), C IPUBHJIEH MOITYKHUBOT 6 WM MoBeue yaca. brOpeuHaTa ekckperus Ha
HEIPOMEHEHOTO aKTHUBHO BellecTBo 3aBuck oT pH Ha ypunata. [1pu nosumaBane Ha pH Ha ypunara
Hax 6,5, ObOpeuHuAT KIMPHHC Ha CBOOOIHMS CAUIMIAT ce yBenmdaBa oT <5% mo >80%. Crex mpuem
Ha TEPaNeBTHYHU J03H, MpUOIm3uTeHO 10% ce OTKpuBa €KCKPETUPAH B YpUHATA KaTO CATHUIIIIOBA
Kucenuna, 75% kaTto canuuuiI-ypaTHa Kucennna, 10% denon- u 5% anmi- TIroKypoHUIN Ha
CAIMIIUIIOBATA KUCEIHA.

B®b3 ocHoBa Ha (bapMaKOKI/IHCTI/IQHI/ITC ¥ META0OTUTHUTE XapPaKTCPUCTHUKU HA ABAaTa KOMIIOHCHTA,
KIMHHUYHO 3HAYNMHU Q)apMaKOKI/IHeTI/I‘IHI/I BSaHMOHGﬁCTBHH Ca MaJIKO BEPOATHHU.
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5.3 IlpeaxkIMHUYHM JAHHU 32 6€30ACHOCT

Knonuporpen

ITo BpeMe Ha MPENKITUHIYHUTE MTPOYYBAHUS TPH TUIHXOBE 1 MaHMYHH, Haii-4eCTO HaOIII0TaBAHUTE
e(eKTH ca YepHOAPOOHU NMPoMeHH. Te ce MPOsABSBAT MPH J03H, HAJIBUIIABAIIN HAl-MaIKo 25 IbTH
EKCITO3UIIMTA TIPH XOPa, IPUEMAIX TEPareBTUYHA /1032 OT 75 mg/MHEBHO U ca pe3yJsiTaT Ha e)eKT
BBPXY YepHOIPOOHHTE MeTabomu3upany ea3umu. He e HabmogaBan eheKT BrpXy YepHOIPOOHHUTE
MeTaboIM3upaIy eH3UMH TP X0pa, MPHEeMaIIH KIOTHIOTPEI B TepareBTHYHA /103a.

ITpu MHOTO BHCOKH JI03U OTHOBO MU TUTHXOBE U MAaiiMyHH € YCTAHOBCHA M HApyIIIeHa CTOMAIITHA
MMOHOCHMOCT (TaCTPHT, CTOMAIITHA €PO3UH H/VIIH TTOBPBIAHE).

Hsama nanHuM 3a kapuuHOTEHEH e(DeKT MpH Mprilarane Ha KJIOMHUIOTPEN B MPOIbIDKEHIE Ha
78 cenmury ipu MuIIKK ¥ 104 cemMuIy pu mrpxoBe B 1034 110 77 mg/kg nHEBHO (HaABHUIIABAIIH
Haii-MaJiko 25 THTH eKCIO3HIUATA IPU X0pa, MpUEMallli TepareBTHYHATA 71033 OT 75 mg/IHEBHO).

Pezu/ma in vitro u in vivo MMpoy4BaHUs 3a TCHOTOKCHUYHOCT IOKAa3BaT, 4€ KJIONUAOTPEII HiAMA
TCHOTOKCHYHA aKTUBHOCT.

Krnonuaporen He Biusie BbpXy (HEpTHIMTETA HA MBKKHU 1 )KCHCKH IUTHXOBE M HSIMA TEPAaTOreHEeH
edeKT npu IIpXoBe U 3aiy. KoraTo ce npuiara npu JTakTHPAIH ITHX0BE, KIOMUI0TPE
NpeAn3BHKBa C1a00 3a0aBsiHe HA pa3BUTHETO Ha MokoseHueTo. CrenuuyHn papMakOKUHETUIHN
NpPOYYBaHUs, IPOBEIECHH C MaPKUPaH KIOMUAOTPeN MOKa3BaT, Y€ U3X0IHOTO ChbeAMHEHHE HIT
HETOBUTE METa0OJINTH Ce eKCKPETUPAT B MILIKOTO, CIIEJOBATEIHO MPAK (c1ada TOKCHYHOCT) WA
KOCBEH e(DeKT (JIEKO BKYCOBO ycellaHe) He MOXKe JIa C€ M3KITIOUH.

AneTnicaluuuIoBa KACeInHa

[IpoyuBanus c eqHOKpaTHa A03a IOKa3BaT, 4e nepopainHara TokcuuyHocT Ha ACK e Hucka.
[IpoyuBanus 32 TOKCHYHOCT MIPYU MHOTOKPATHO MpHJIaraHe nokasear, uye HuBa 10 200 mg/kg/mHeBHO
ca ¢ 100pa MOHOCUMOCT TIPH TUTBXOBE; OKa3Ba ce, 4e KydeTara ca o-4yBCTBUTEIHH, BEPOSITHO IOPaIH
BHCOKAaTa UM JyBCTBUTEIHOCT crpsmo yireporeHuus epekr Ha HCIIBC. 3a ACK He ca oTkpuTH
JIAHHU, JOKa3Ballll TeHOTOKCHYHOCT WJIN KJIACTOT€HHOCT. BhIpexu ue He ca mpoBexIaHu OQUIIHATHH
npoyuBaHus 3a kapuuHoreHHocT ¢ ACK, nokazano e ye ACK He cnomara 3a oOpa3yBaHeTo Ha
TYyMOpH.

JlanHNTE 32 penpoAyKTHBHA TOKCUYHOCT moka3ear, ue ACK e TepaToreHHa rpu HIKOH J1abopaTopHU
KUBOTHH.

YcTaHOBEHO €, ue Ipu )KMBOTHH MPHJIATaHETO HA HHXUOUTOPH Ha MPOCTarjaHInHOBAaTa CHHTE3a BOAU
JI0 TIOBUILIEHA MIpe- ¥ OCTUMIUIAaHTALlMOHHA 3ary0a u eMOpuo-¢eTanHa cMbpTHOCT. B nombiaHeHue,
MMa ChOOLICHNUS 3a TOBUIICHA YECTOTA Ha Pa3IMYHU MaI(pOopMaliy, BKIIOYUTEIHO
KapAHOBacKyJapHHU, TIPY )KUBOTHH, TPUEMaIM HHXUOUTOPH Ha MPOCTaryIaHAMHOBATa CUHTE3a 110
BpeMe Ha IIE€pUOJA Ha OpPraHOreHes3a.

6. DOAPMAINEBTUYHU JAHHHA
6.1 Chnucbk Ha IOMOIIHUTE BellleCTBA

Aopo

Manuroin (E421)

Maxkporon 6000

MukpokpucTaiHa 1enyio3a
XUIpOKCUIPOMUIILIENYI03a, YACTUYHO 3aMECTEHA
IlapeBuyHO HUIIECTE

PuumHoBO Maciio, XuAporeHupaHo

CreapuHoBa KrceInHa
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Cununyes THOKCH, KOJIOUAEH 0e3BOIeH

DuoPlavin 75 mg/75 mg dbuiMupany TabJIETKH
Oobsusxa

JlakTo3a MOHOXUIpAT

Xunpomenosza (E464)

Turanos nuokcun (E171)

Tpuanernn (E1518)

Keneszen oxcun, xbat (E172)

DuoPlavin 75 mg/100 mg dunvupanu TabieTkn
Obsuexa

JlakTo3a MOHOXHIPAT

Xunpomenosza (E464)

TuranoB nuokcun (E171)

Tpuanerun (E1518)

Keneszen oxcun, yepsen (E172)

Honupawo cpeocmeso
KapnayOcku BOChK

6.2 HecbBMecTUMOCTH

Henpunoxumo

6.3 Cpoxk Ha roIHOCT

2 TOOUHU

6.4 CneuuaJiHu ycJI0BHUSI HA CbXpaHeHUe
Ha ce cpexpansiBa mox 25°C.

6.5 Bua u cbabpxaHue HA OIAKOBKATA

DuoPlavin 75 mg/75 mg dunmupasu TaOJIETKA
AnyMUHHEBHU OIIMCTEpH B KapTOHEHA KyTus, Chabpkant 14, 28, 30 u 84 dummupanu TabaeTky.

DuoPlavin 75 mg/100 mg ¢punmupany TabIeTKH
AnyMuHUEBU OMUCTEPH B KAPTOHEHA KyTHs, Chabpxamy 14, 28, u 84 ¢punmupanu TabIeTKH.

AnymuHHEBH niepdopupaH eAHOI030BU OJIMCTEPH B KAPTOHEHA KyTHs, chabpikamia 30x1, 50x1, 90x1
u 100x1 ¢punmupana TabneTka.

He Bcuuku BUIOBE OMAKOBKH MOTAT Jia ObJaT IMyCHATH B HpOI[a)KGa.
6.6 CrnenuaJjHu npeanasHyl MepKU NPU U3XBbPJIsiHE

Hewusnon3sanust JICKAPCTBCH NPOAYKT WIN OTHAABYHUTE MAaTCpUATIN OT HETO Tpﬂ6Ba Ja C€ U3XBBbPJIAT
B CbOTBCTCTBHEC C MCCTHUTC U3MCKBAHUA.
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7. HNPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

sanofi-aventis groupe
54, rue La Boétie
F-75008 Paris
®paHuus

8. HOMEPA HA PASPEHIEHUETO 3A YIIOTPEBA

DuoPlavin 75 mg/75 mg dunMupanu TabaeTku

EU/1/10/619/001 — Kytuu ot 14 ¢punmupanu TabIeTKH B alyMUHUEBH OJIUCTEPH
EU/1/10/619/002 — Kytuu ot 28 priMupanyu TabIeTKA B aTyMHHUCBH OJUCTEpH
EU/1/10/619/003 — Kytuu ot 30x1 ¢unmupana TabiaeTka B allyMUHHEBH OJHCTEpU
EU/1/10/619/004 — Kytuu ot 50x1 ¢punMupana tabiaeTka B alyMUHHEBH OJIHCTEpU
EU/1/10/619/005 — Kytun ot 84 driMupanyu TabIeTKA B aTyMHHUECBH OJTUCTEPH
EU/1/10/619/006 — Kytuu ot 90x1 ¢punmupana tabinerka B alyMUHHEBH OJHCTEPH
EU/1/10/619/007 — Kytuu ot 100x1 ¢punmupana tabnerka B alyMUHHEBU OJIHCTEPU
EU/1/10/619/015 — Kytuu ot 30 ¢punmupanu TabIeTKH B alyMUHUEBH OJIUCTEPH

DuoPlavin 75 mg/100 mg ¢punmupany TabIeTKH

EU/1/10/619/008 — Kytuu ot 14 ¢punmupanu TabIeTKH B alyMUHUEBH OJIUCTEPH
EU/1/10/619/009 — Kytuu ot 28 priMupanyu TabIeTKA B aTyMHHUECBH OJUCTEpH
EU/1/10/619/010 — Kytuu ot 30x1 ¢punmupana tabneTrka B alyMUHHEBH OJHCTEPH
EU/1/10/619/011 — Kytun ot 50x1 ¢unmupana tabiaeTka B alyMUHHEBH OJIHCTEpU
EU/1/10/619/012 — Kytuun ot 84 driMupanyu TabIeTKA B aTyMHHUECBH OJUCTEPH
EU/1/10/619/013 — Kytuu ot 90x1 ¢punmupana tabnerka B alyMUHHEBH OJHCTEPH
EU/1/10/619/014 — Kytuu ot 100x1 ¢punmupana tabnerka B alyMUHHEBU OJIHCTEpU

9. JATA HA ITbPBO PABPEHIABAHE/IIOJHOBSABAHE HA PASPEHIEHUETO 3A
YIHOTPEBA

[ata Ha mepBO pazpemasane: 15 mapt 2010 1.
Hata Ha nmocienHo nogHoBsiane: 19 noemBpu 2014 1.

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

[MonpoGHa nHbOpMAaIUs 32 TO3U JICKAPCTBEH MPOIYKT € MpejocTaBeHa Ha yeOcaiita Ha EBporelickara
areHIus 1o JiekapcTBaTa: http://www.ema.europa.eu/
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MNPUJIOKEHHUE I1

HPOU3BOAMTEJL, OTTOBOPEH 3A OCBOBOXK/IABAHE
HA TAPTU AN

YCJIOBUSA UJIM OTPAHUYEHUA 3A JOCTABKA "
YIIOTPEBA

APYI' YCJIOBUSA U UBUCKBAHUS HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJIIOBUA NI OT'PAHUYEHMUSA 3A BE3OITACHA U

E®EKTHUBHA YIIOTPEEA HA JJEKAPCTBEHMSI
MPOAYKT
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A. TIPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOKXJIABAHE HA ITAPTUIN

HwMe u aapec Ha IPOU3BOAUTEIS, OTTOBOPEH 3a OCB060)KZ[aBaHe Ha NapTuauTe

Sanofi Winthrop Industrie

1 rue de la Vierge

Ambares et Lagrave

F-33565 Carbon Blanc Cedex

Dpanuus

b. YCJIOBHUSA WU OI'PAHUYEHUSA 3A TOCTABKA U YIIOTPEBA

.HeKapCTBeHI/ISIT MIPOAYKT C€ OTIIYCKa I10 JICKAPCKO MPCATIMCAHUC.

B. JIPYI' YCJIOBUA U U3NCKBAHUSA HA PABPEHIEHUETO 3A YIIOTPEBA
. [epuoguyHu aKTyaJIM3MPAHH JOKJIAAU 32 0€30MACHOCT

[IpurtexxaTensaT Ha pa3pelIeHUeTo 3a ynorpeda TpsiOBa J1a mojaBa MEPUOIUYHH AKTyaTU3UPaHH
JOKJIa 1 3a 0€30I1aCHOCT 3a TO3U NMPOAYKT ChITIACHO M3UCKBAHUATA, IOCOUCHH B CIIUCHKA C

pedepentnute nati Ha EBponeiickus cpio3 (EURD crnmcebk), npensuzaen B wi. 1078, an. 7 ot
HupextuBa 2001/83/EO 1 myOnuKkyBaH Ha eBpONEHCKHs yeOnopTa 3a JIeKapcTBa.

I'.  YCJI0OBUSA WIN OI'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TPOAYKT

. Ilnan 3a ynpasJjenue Ha pucka (ITYP)

Henpunoxumo
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IMPUJIOKEHME 111

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA 1A CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs

1. HNME HA JIEKAPCTBEHMUSA NIPOAYKT

DuoPlavin 75 mg/75 mg ¢punMupanu tTabneTku
KJIOITHIOT PEJT/alle TUIICATUIIMIOBA KUCETHHA

2. OBSIBSIBAHE HA AKTUBHOTOMTE) BEINECTBO(A)

Bcesika Tabnerka cpabppka: 75 mg kionuaorpen (KaTto XuAaporeHcyndar) u 75 mg aneTUIcanuuioBa
KHCEIIUHA.

3. CIIMCBK HA IIOMOIHUTE BEINECTBA

Chpapprka ChINO: TAKTO3a U XUIPOTCHUPAHO PUITTHOBO MAaCTIO.
3a mombJIHUTETHA HHPOPMAITUS TPOUYETETE INCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

14 ¢unmupanu TabneTku

28 hunmupaHu TaOJIETKH
30x1 ¢punmupana TabiaeTka
50x1 dbummupana TadneTKa
84 pummupanu Ta0NeTKH
90x1 ¢unmupana TabiaeTka
100x1 dhmmmupana TabneTka
30 dunvupanu TabICTKH

| 5. HAYMH HA MPWJIOKEHUE U MBT(MIIA) HA BbBEXKJIAHE

IIpenu ynorpeda npodereTe IUCTOBKATA.
[IepopanHo mpunoxeHue

6. CIIEHUAJIHO IPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPSIEBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOI'VIEJA 1 JOCEI'A HA JEIIA

I[a CC CbXpPaHsBa Ha MACTO, HCAOCTBIIHO 34 ACLA.

‘ 7. APYI' CHEIMAJIHU ITPEAYIIPEXKJIEHUSA, AKO E HEOBXOJMUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA IT'OAHOCT

T'onen no:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

a ce cexpanssa mox 25°C.

10. CHELMWAJIHM IIPEAIIA3HUA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JJEKAPCTBEHUTE IMPOAYKTHU NN OTITAABYHHN MATEPHUAJIA OT
TAX, AKO CE U3UCKBAT TAKUBA

Cna3BaiiTe MECTHUTE U3UCKBaHUS IIpyu U3XBBPJIAHE.

11. NME N AJPEC HA ITPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

sanofi-aventis groupe
54, rue La Boétie - F-75008 Paris
®panHuus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/10/619/001 14 dunmupann TaOIeTKH
EU/1/10/619/002 28 dbunMupanu TabIeTKu
EU/1/10/619/003 30x1 ¢puimupana tadbiaeTka
EU/1/10/619/004 50x1 dmmmupana TabmeTka
EU/1/10/619/005 84 dmnMupanu TabaeTku
EU/1/10/619/006 90x1 ¢punmupana tabiaeTka
EU/1/10/619/007 100x1 ¢unmupana TadneTka
EU/1/10/619/015 30 ¢dunMupanu TabaeTku

13. HAPTUJAEH HOMEP

ITapTunen Ne

14. HAYMH HA OTITYCKAHE

JlexapcTBEHUSAT MPOIYKT C€ OTITyCKa IO JIEKAPCKO MPEIIICaHNE.

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. WH®OPMAILIMS HA BPAHJIOBA A3BYKA

HyollnaBun 75 mg/75 mg

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UIACHTU(DUKATOP.
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18. YHUKAJIEH UIEHTUO®UKATOP — JJAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MUHUMYM JAHHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE WJIN
JIEHTHUTE

BJIMCTEP / 14, 28 u 84 TadaeTkn

| 1. NME HA JIEKAPCTBEHUSA NPOAYKT

DuoPlavin 75 mg/75 mg tabnerku
KJIOTIAIOTPEIT/ale THIICATHIIIIOBA KUCEITHHA

| 2. NME HA IPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

sanofi-aventis groupe

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

| 4. IHAPTUJAEH HOMEP

ITapTugen Ne

5.  JPYIO

ITH.
BT.
cp.
qT.
IT.
c0.
HII.
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MUHUMYM JAHHHU, KOUTO TPSABBA JA CbABPKAT BJIMCTEPUTE UJIN
JIEHTUTE

BJUCTEP / 30, 30 x1, 50x1, 90 x1 u 100 x1 TadjeTKH

| 1. NME HA JIEKAPCTBEHUSA NIPOAYKT

DuoPlavin 75 mg/75 mg tabnetku
KJIOITHIOT PEJT/alle TUIICATUIIMIOBA KUCETNHA

| 2. NME HA IPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

sanofi-aventis groupe

[3. JIATA HA U3TUYAHE HA CPOKA HA TOJJHOCT

T'onen no:

| 4. IHAPTUJAEH HOMEP

ITaptugen Ne

5.  JPYIO
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JAHHU, KOUTO TPABBA 1A CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS

1. HNME HA JIEKAPCTBEHMUSA NIPOAYKT

DuoPlavin 75 mg/100 mg ¢punmupanu TabIeTKU
KJIOITHIOT PEJT/alle TUIICATUIIMIOBA KUCETHHA

2. OBSIBSIBAHE HA AKTUBHOTOMTE) BEINECTBO(A)

Bcesika Tabnerka cpabppika: 75 mg knormuaorpen (kato xuaporeH cyndar) u 100 mg
aleTWICAIUIMIIOBA KUCEIIHHA.

3. CIIMCBK HA IIOMOIHUTE BEINECTBA

Chpapprka ChINO: TAKTO3a U XUIPOTCHUPAHO PUITTHOBO MAaCTIO.
3a mombJIHUTETHA HHPOPMAITUS TPOUYETETE INCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

14 ¢unmupanu TabneTku

28 hunmupaHu TaOJIETKH
30x1 ¢punmupana TabiaeTka
50x1 dbummupana TadneTKa
84 pummupanu Ta0NeTKH
90x1 ¢unmupana TabiaeTka
100x1 dhmmmupana TabneTka

5. HAYHUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEXX/IAHE

[Ipenu ynotpeba npodereTe IMCTOBKATA.
IIepopanHo npunoxeHue

6. CIIEHMAJIHO NPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJIEJA U JOCET'A HA JIEITA

ﬂa CC ChbXpaHsdaBa Ha MACTO, HCAJOCTHIIHO 34 [ACIaA.

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

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

T'onen no:
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‘ 9. CHELHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cpxpansiBa ox 25°C.

10. CIHENUAJIHM IIPEAITA3HU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU WJIN OTITAABYHU MATEPHUAJIA OT
TAX, AKO CE U3UCKBAT TAKUBA

Cra3BaiiTe MECTHHUTE U3UCKBAHUS PU U3XBBHPIISHE.

11. HUME U AAPEC HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

sanofi-aventis groupe
54, rue La Boétie
F-75008 Paris — ®pannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/10/619/008 14 ¢punvupanu TabiaeTku
EU/1/10/619/009 28 dhunmupanm TabIeTKH
EU/1/10/619/010 30x1 dunmupana TabieTka
EU/1/10/619/011 50x1 ¢punmupana tadbiaeTka
EU/1/10/619/012 84 dhunmupanw Ta0IeTKH
EU/1/10/619/013 90x1 dunmupana TabieTka
EU/1/10/619/014 100x1 ¢unmupana TabiaeTka

13. IHAPTUJAEH HOMEP

ITaptugen Ne

14. HAYMH HA OTITYCKAHE

.HeKapCTBCHI/IHT IMPOAYKT C€ OTIIYyCKa I10 JICKaPCKO MPpEATIMCaHUC.

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. UH®OPMAILIMS HA BPAHJIOBA A3BYKA

Hyollnasun 75 mg/100 mg

‘ 17. YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/

JByn3mepeH 0apKoa ¢ BKIIIOYEH YHUKAJICH HICHTU(PHUKATOP.
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18. YHUKAJIEH UIEHTUO®UKATOP — JJAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MUHUMYM JAHHHU, KOUTO TPSABBA JA CbABPKAT BJIMCTEPUTE UJIN
JIEHTUTE

BJIMCTEP / 14, 28 u 84 TadneTkn

| 1. NME HA JIEKAPCTBEHUSA NIPOAYKT

DuoPlavin 75 mg/100 mg TabneTku
KJIOITHIOT PEJT/alle TUIICATUIIMIOBA KUCETNHA

| 2. NME HA IPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

sanofi-aventis groupe

[3. JIATA HA U3TUYAHE HA CPOKA HA TOJJHOCT

T'onen no:

| 4. IHAPTUJAEH HOMEP

ITaptugen Ne

5.  JPYIO

IH.
BT.
cp.
T,
IT.
c0.
HII.
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MHWHUMYM JAHHU, KOUTO TPSBBA JJA CbABPXKAT BJIMCTEPUTE UJIN
JEHTHUTE
BJIMCTEP / 30x1, 50x1, 90x1 u 100x1 Tad/jeTKku

| 1. NME HA JIEKAPCTBEHUSA NPOAYKT

DuoPlavin 75 mg/100 mg TabneTku
KJIOTIAIOTPEIT/ae THIICATHIIIIOBA KHCEITHA

| 2. NME HA IPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

sanofi-aventis groupe

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'ogen no:

| 4. IHAPTUJAEH HOMEP

ITapTugen Ne

5.  JPYIO
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b. JUCTOBKA
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JlucroBka: uH(opmManus 3a norpeduTesst

DuoPlavin 75 mg/75 mg ¢puamMupanu TadaeTku
DuoPlavin 75 mg/100 mg ¢punvupann tadjeTKu
KJIOMHUIOTPEIT/alleTHIICATHIIMIOBA KHCEIMHA
(clopidogrel/acetylsalicylic acid)

IIpouyerere BHUMATEIHO LsJIATA JTUCTOBKA IIPEAH 1A 3all04YHeTe 1a IpUeMaTe TOBA JIEKapCcTBo,
Thil KaTO T ChAbP:Ka BaskHa 3a Bac undopmanus.

o 3amazere Ta3u JIMCTOBKAa. MoOJKe /1a ce HaJIOXKH J1a S IPOYETETe OTHORO.
o AKO UMate HAKaKBH JIOBIHATEIHHA BBIIPOCH, TTonuTaiiTe Bamms nekap uinm gapmarieBT.
. ToBa JekapcTBO € MpeNucaHo eIUHCTBEHO U JIMYHO Ha Bac. He ro npeoTrcThnBaiiTe Ha Apyru

xopa. To Moke 1a UM HaBpeaH, HE3aBUCHMO Y€ TIPU3HAINTE Ha TAXHOTO 3a00JSBaHE ca CHIUTE
kato Bammnre.

) AKO Moy4uTe HIKAKBU HEXKEJIAHU JICKApCTBEHU peaklvy, yBeaoMeTe Bamus nexap uiu
(hapmarieBT. ToBa BKJIIOYBA M BCHYKH BH3MOXXHHU HEXKEIIAHU PEAKITNHU, HEOMTUCAHU B Ta3U
nucToBKa. BukTe Touka 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKaA

Kakso npencrasnsiea DuoPlavin u 3a kakBo ce U3Mmosi3Ba
Kakgo TpsiOBa aa 3Haete, npeau aa npuemere DuoPlavin
Kak na npuemare DuoPlavin

BB3MOXKHH HEXENaHU Peakiuu

Kax na cexpansBate DuoPlavin

ChabpkaHue Ha ONAKOBKATa M JOIBIHHUTENIHA HHPOPMALIUS

R

1. Kakso npencraBasia DuoPlavin u 3a kakBo ce U3moji3Ba

DuoPlavin cpabpika Kionuaorpen u aneruicainiosa kucennaa (ACK) u mpuHa ek KbM rpymna
JeKapcTBa, HAPEUEHH aHTUTPOMOOTHYHH JICKAPCTBEHH POAYKTH. TPOMOOIIMTHTE ca MHOTO MaJIKU
KPBBHH €JIEMEHTH, KOUTO Ce CJIENBAT €AHH C APYyT NpH 00pa3yBaHETO Ha KPbBHH checupenu. Upes
IpeOTBpATSABaHE Ha TOBA CIICNBAHE B HAKOM BUI0BE KPHbBOHOCHHU CB/IOBE (HApEUSHU apTepuH),
AQHTUTPOMOOTHYHHTE JIEKAPCTBEHH NPOIYKTH HAMAJIBAT PUCKA OT 00pa3yBaHe HAa KPBBHU ChCUPEIIN
(npouiec HapedeH aTepoTpom003a).

DuoPlavin ce mprema oT BB3pacTHH 3a Ipe/a3BaHe oT 00pa3yBaHETO Ha KPHBHH ChCHUPEITH B
YIUTBTHECHUTEC apTEPpHUU, KOCTO BOAU OO aTepOTpOM6OTI/I‘-IHI/I WHIUACHTU (KaTO HUHCYJT, CbPACYCH yaap
WIH CMBPT).

DuoPlavin Bu e nmpeanucan BMecTo ABETE OTICITHH JiekapcTBa, kinomumorpen u ACK, 3a
Mpe0TBpaTsIBaHe Ha 00pa3yBaHETO HAa KPBBHU ChCUPEIIH, ThI KATO CTE MMaJl CUJIHA TPhIHA OOJIKa,
CHCTOSIHUE U3BECTHO KATO “HECTAOMIIHA CTCHOKApAUS™ WM ChpACUYCH yaap (MHOKapaeH uHbpapkr). 3a
JICUCHUETO Ha TOBA ChCTOSHUE, BammusT iekap Moske Jla MOCTaBU CTEHT B OJIOKHMpaHaTa U
CTECHEHAaTa apTepus, 3a J1a Bh3CTAHOBU €()SKTUBHHUS KPbBEH IOTOK.

2. Kakso TpsioBa 1a 3HaeTe, npeau 1a npuemere DuoPlavin

He npuemaiite DuoPlavin

o aKo CTe AJEPTUYHHU KbM KJIOMUIO0Tpel, aneTuiacamuinmioBa kucennHa (ACK) uiu KbM HAKOS OT
OCTAHAJIUTE ChCTABKH Ha TOBA JIEKAPCTBO (M30pOCHH B TOUKA 6).
o aKo CTe AJIEPTHYHU KbM JIPYTH MPOJYKTH, HAPEUCHU HECTEPOUIHN MPOTHBOBH3NATUTEITHN

Cpe€acTsa, KOUTO OOMKHOBEHO C€ M3ITOI3BAT 3a JICUeHHE Ha OOJIE3HEHN U/WIIH BB3MAIUTEIHA
CbCTOAHUSA Ha MYCKYJIMTE UJIN CTABUTC.
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o aKo CTpajiaTe OT 3a00JIsIBaHe, KOSTO BKIIOYBA KOMOUHAIUS OT aCTMa, Ha3alHA KOHTeCTHSI
(Tedant HOC) M TOJUIIH (BUA TOOpPOKAaYeCTBEHO 00pa3yBaHME B HOCA).

o aKo CTpajiaTe OT 3a00JIsIBaHe, KOSTO MMOHACTOSIIEM MPUYUHSBA KbPBEHE, HAPHUMEpP CTOMAIITHA
s3Ba UJIKX KBPBCHC B MO3bKaA.

. aKo CTpajiaTe OT TEXKKO YePHOIPOOHO 3a00IsIBaHE.

o aKo CTpajiaTe OT TEKKO ObOPEUHO 3a00JIsIBaHE.

o aKo CT€ B TIOCJICIHOTO TPUMECeUre Ha OPEMEHHOCTTA

IIpenynpexaeHust U MpeaNna3sHu MePKH

AKo HIKOE OT U30pOeHUTE MO-J0y ce OTHacs 3a Bac, TpsOBa na yBenomurte Bamust nexap npenu na
3amovHeTe na npuemate DuoPlavin:
o aKo CTE WU3JI0)KEHHU Ha PUCK OT KbPBEHE KaTo:

- 3abosiBaHe, K0eTo By M3imara Ha pucK OT BBTPEITHO KbpBEHE (KaTo CTOMAIITHA S3Ba).

- HapyIICHUE Ha KPbBTA, KOUTO BU npe/pasnonara KbM BTPEITHE KPHBOU3IUBHU (KBPBEHE B

ThKaHUTE, OPIaHUTE WU CTABUTE).

- CKOPOIITHA TeXKKa TPABMa.

- CKOPOIIHA XUPYPriUYHa WHTEPBEHIUS (BKIIOUYUTEITHO CTOMATOJIOTHYHA).

- MPEJCTOSAIIA XUPYPTrUUHA HHTEPBEHIMS (BKIIOYUTEIHO CTOMATOJIOTMYHA) ITPE3 CICABALIUTES

celeM JHHU.

. aKo CT€ UMaJl ChCUPEK B MO3bYHA apTepHsl (MICXeMHUYCH HHCYIIT), Bb3HUKHAI MPEe3 MOCICIHNUTE
7 oHU.

o ako nMate OBOpEeYHO WK YepHOAPOOHO 3a00IIsIBaHe.

o aKo MMaTe aHaMHe3a 3a acTMa WM AJIEPTHYHH PEaKLUH, BKIIOUYUTEIHO aJleprusi KbM HIKOE OT
JIeKapCcTBaTa, U3II0J3BaHU 3a JiedeHue Ha Bamero 3a0omsBase.

o aKo MMare rnojarpa.

o aKO KOHCYMHpATe ajkoX0JI, MOPaIH MOBHUIICH PUCK OT KbPBEHE MIIM CTOMAIIHO-YPEBHO
yBpeXIaHe.

o aKo MMarte ChCTOSHIE, M3BECTHO KaTo AeUIMT Ha TII0K030-0-pocdaraexunporenasa (6D M),

mopajy pUcK oT ocobeHa Gopma Ha aHeMHus (HUCHK Opoil YepBeHN KPBHBHH KIIETKH).

[}

Hoxato nmpuemate DuoPlavin:

. Tpsa6Ba na nadopmupare Bamms gexap

- aKo TUIaHMpaTe XUPypPrudHa HHTEPBEHIHS (BKIIOUYMTEIHO CTOMATONIOTHYHA).
- aKo UMaTe CTOMAIlIHA WJIM KOpeMHa O0JIKa WM KbpPBEHE B CTOMAaxa WIIM uepBaTa (YepBeHU
W3IPAXHEHUS NI YEPHU M3IPAKHEHUS).

. Tpsab6Ba cpro He3abaBHO Ma MHGoOpMHUpaTe Barmms iekap, ako pa3BrueTe 3a00sIBaHe, H3BECTHO
KaTo TpoMOOTHYHA TpoMboIToneHnyHa mypiypa win TTP, koeTo BkiItouBa BHCcOKa
TeMmIeparypa u o0pazyBaHe Ha CHHUHH IO KO)KaTa, KOUTO MOTaT Aa Ce MPOSBSIT KaTo MaJIKU
YEepPBEHU TOUKH, ChC MM Oe3 HeOO0sICHIMA MPEKOMEPHA YMOPIEMOCT, 00BPKaHOCT, OXKBIATIABAHE
Ha KoXKaTa WX ounTe (KBATCHHIA) (BIKTE TOUKA 4).

o AXO ce TopekeTe WM HapaHHUTE, MOXKE J]a OTHEME MAJIKO IMOBeUe OT 0ONYaifHOTO BpeMe, 3a 1a
crpe KbpBeHeTo. ToBa € CBBP3aHO ¢ HAYMHA Ha ACHCTBHE Ha JIEKapCTBOTO JIa MPEOTBPATABA
00pa3yBaHETO Ha KPBbBHU ChcUpely. [Ipy Manku nopsi3sBaHus M HapaHsIBaHMA, KaTO HAIpUMeEpP
TTopsI3BaHe 10 BpeMe Ha OpbCHEHE, TOBa OOMKHOBEHO € 0¢3 3HaueHne. Ako obade KppBeHETO Bu
Oe3nokou, TpsiOBa Jia ce CBhpiKeTe HezabaBHO ¢ Bamms ekap (Bukre Touka 4 “Bb3MOXKHH
HEXKENaHU peakuuu’).

o BammsT nexap Moxe a Ha3Ha4YM U3CJIeIBaHMs Ha KPBBTA.

Jlema u roHOIIH

DuoPlavin He ¢ nmpenHa3zHaveH 3a ynoTpeba MpH Jiela Wik FHOIIHM 1o 18-roIuiiHa Bh3pacrT.
CrIiecTByBa Bh3MOXKHA Bph3Ka Mexk Ty anerwicainnnuioBara kucennHa (ACK) u cuanpoMsT Ha Peid,
KOTaTo MPOIyKTH, chabpkan ACK ca mpumaranu npwu feria Wik FOHOIIH ¢ BUPYCHA HHQPEKITHS.
CunapomsbT Ha Peii e MHOTO psiiko 3a00IisiBaHe, KOSTO MOXe Jia Obe (haTatHo.
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JApyru nekapcrea u DuoPlavin

Wudopmupaiite Bamms ekap nin ¢papManeBT, ako mprueMaTe, HaCKopo CTe MpUeMalti WiH €
BB3MOKHO JIa IpUEMETE APYTHU JIEKapCTBa.

Hsixon mekapcTBa MoTaT Ja OKakaT BIUSHUE BLPXY JAeicTBreTo Ha DuoPlavin u o6paTtHoO.

TpsabBa 3aapmkuTeNnHO 1a HHPOopMupaTe Bammus nekap, ako npuemare

JIEKapCTBa, KOUTO MOTaT Jia IOBUILIAT PUCKa OT KbpBEHE, KaTO:

O  MepopallHu aHTUKOATyJIaHTH, JICKapCTBa, U3IOI3BaHU 33 HAMAJSBAaHE ChCUPBAEMOCTTa Ha
KPBBTA,

o  ACK wu apyru HeCTEpOUAHN TPOTHUBOBB3NAIUTEIHH CPEJICTBA, KOUTO OOMKHOBEHO CE
W3II0N3BAT 3a JIeYeHUE Ha O0JIE3HEHN W/MIIH Bh3NAIUTEIHH ChbCTOSHUS HA MYCKYJIUTE HIIH
CTaBUTE,

O XemapuH WM KaKBOTO M Jia € IPYTo JICKapCTBO 32 HHKEKTUPaHEe, U3IMOI3BAHO 32
HaMalsBaHe CbCUPBAHETO HA KPBHBTA,

O  THKIONHIUH, IPYTO aHTUTPOMOOIIUTHO JIEKapCTBO,

O  CeNIeKTHBHH MHXHOUTOPU HAa 00paTHOTO 3aXBalllaHe HA CEPOTOHHHA (BKIIFOYUTEIHO, HO HE
camMo (UIyOKCeTHH Win (HITyBOKCAMUH ), IEKAPCTBA, KOUTO OOMKHOBEHO C€ M3IOI3BAT 3a
JIeYeHre Ha ACTPECHs,

OMeNpa3oil UM €30MeIPa3ol, JIeKapCTBa, U3MOI3BaHHM 32 JIeYeHHE Ha CTOMAIITHO

HEepasMnoJoXKeHHUE,

METOTPEKCAT, JIEKAPCTBO U3MOJI3BAHO 32 JICUCHUE Ha TEXKKO CTABHO 3a00JsIBaHe (PEBMATOUICH

apTPUT) WK KOKHO 3a00JsBaHe (TIcoprasuc),

areTa3zollaMHu]I, JIeKapCTBO, M3MOJI3BAHO 32 JICUeHHE Ha TilayKoMa (TIOBHILEHO OYHO HAJSTaHE)

WJIM STTWJICTICHS, MJTH 32 YBEJIMYaBaHe Ha OTICIISTHETO Ha YPHHA,

npobeHenn, 6eH30pOMapoH WK CYIPHHITUPA30H, JIEKApCTBa U3IOI3BaHH 3a JICUCHUE Ha

nojiarpa,

(hTyKOHA301T WITH BOPUKOHA30IT, JICKAPCTBA 34 JICYCHUE HA OaKTepUATHU U IbOUYHU HHPEKIIH,

edaBupeHIl WK TeHO(HOBHP, JekapcTBa 3a nedeHue Ha HIV (doBemkus uMyHOIeOUIIUTEH

BHUPYC) HHPEKITHA,

BaJIMPOEBa KUCEINHA, BAIIPOAT WIN KapOaMa3eIuH, JIEKapCTBa 3a JICUCHUE Ha HSIKOU BHJIOBE

eTHJICTICHS,

BaKCHHA CpEILy BapHIeia, JIEKapCTBO, H3IIOJI3BAHO 32 IPE0TBpaTABaHEe HA BapHUIlesa Win

Xepriec 30CTep, B pAMKHTE Ha 6 CeIMUIU clie mpuema Ha DuoPlavin, wiu ako uMaTe akTHBHA

BapuIlesa WK Xepirec 30cTep nHpekius (BmxTe Touka 2 ,,/lera u roHomm”),

MOKIIOOEMH]T, JIEKapCTBO 3a JICUCHUE Ha JeTpecHs,

penariuHm/, JeKapcTBO 3a JICUCHUE Ha Tualer,

MAKJIATAKCE, IEKapCTBO 3a JICUCHUE Ha PakK,

HUKOPAHIHII, JIEKAPCTBO 32 JICUeHHEe Ha Chp/IedHa O0IIKa B I'bPUTE,

OIMOUIM: JOKATO Ce JIEKyBaTe ¢ KIOMUAOTPeN, TpIOBa 1a yBenoMuTe Bamms nekap npenu na

Bu 6b1aT npeanycanu onuonau (M3MOI3BaHU 32 JIEYEHHE Ha CHITHA 00JIKa).

TpsiOBa ma cripeTe Ipyro JCUCHHUE ¢ KIOMHAOTPpe, TokaTo mpuemare DuoPlavin.

Cayuaiinara ynorpe6a Ha ACK (He moseye ot 1 000 mg Ha 24 yaca) 0OMKHOBEHO He Ou TpsOBaso Aa
npeacTaBisiBa npodiieM, HO poabibkuTeNHaTa ynorpeda Ha ACK npu apyru oOcTosiTencTa TpsioBa
na ce oochau ¢ Bamms nexap wim hapMarienT.

BbpeMeHHOCT U KbpPMeHe

He mpuemaiite DuoPlavin mo BpemMe Ha TPETOTO TpUMecedre Ha OpeMEHHOCTTA.

3a mpeArIoynTaHe € 1a He MpUeMare ToBa JIEKapCTBO 110 BpEMe Ha IIbPBOTO U BTOPOTO TPHMECEUHe Ha
OpeMeHHOCTTA.

AKo cTe OpeMeHHa HITH CMsITaTe, Ye MOXKe Jja CTe OpeMeHHa, TpsaOBa Jia yBenomMute Barmms nekap nim
(apmaneBT npeau aa npuemere DuoPlavin. Axo 3abpemeneere gokato npuemate DuoPlavin,
He3a0aBHO ce KOHCynTHpaiiTe ¢ Bamms nekap, Thil KaTo He ce npenopbuBa ynorpedara Ha DuoPlavin
10 BpeMe Ha OPEeMEHHOCT.

44



He tpsa6Ba na xppMute, T0KaTO MpreMaTe TOBa JIEKapCTBO.
AKO KbpPMHTE WIH TUIAHUpaTe Aa KbpPMUTE, TOBOpeTe ¢ Bamus nexap npeau Aa npueMeTe ToBa
JIeKapCTBO.

[ocwBerBaiiTe ce ¢ Bamms iexap wim gapmaneBT npeau ynoTpedata Ha KOETO | Ja € JIEKapCTBO.

Ilo¢pupane u padora ¢ MAIIUHU
DuoPlavin He nosnusiBa ciocooHocTTa Bu 3a modupane niu pabora ¢ MaluHu.

DuoPlavin cbabp:ka J1akT03a
Axo Bammsar nexkap Bu e ka3an, e uMaTe HETOHOCUMOCT KbM HAKOM 3aXapH (HampuMep JaKTo3a),
CBBPIKETE CE€ C HETO, IIPEAU Ja IPUEMETE TOBA JEKapCTBO.

DuoPlavin cbabp:ka XHAPOreHUPAHO PUIIUTHOBO MACJI0
ToBa MOKe Aa MPUIUMHU CTOMAIITHO Pa3CTPOUCTBO WM TUAPHUSL.

3.  Kak xa npuemate DuoPlavin

Bunaru npuemaiite ToBa JeKapcTBO TOYHO KakTo Bu e ka3zan BammsaT mekap wim gapmareBT. AKO He
CTe CUTYpHH B Hello, nonuTaire Bammst nekap uinu papMaresr.

IpenopbunTtenHaTa 103a ¢ efHa Tabnerka DuoPlavin qHEBHO, KOSTO ce MpHeMa Mpe3 ycTara ¢ Jaiia
BOJIa, ChC W 03 XpaHa.

TpH6Ba Ja npuemare Bamrero JICKApCTBO IO €JHO 1 ChIIO BPEMEC BCCKU ICH.

B 3aBucumoct ot 3a6ossBaneTo By, BammsaT nekap 1me onpeneny KOJIKO ABITO € HeOOXOAUMO J1a
npuemare DuoPlavin. Ako cTe nmManu cbpaeueH MPUCTHII, TOH TpsAOBa Aa Bu Obae npeanucan 3a mone
yeTupu ceaMuuu. BeB Bceku cinydail, TpsOBa 1a ro npueMare TOJIKOBa AbJIro, KOJIKOTO Bammsar nexap
Bu ro npennucsa.

AKo cTe nmpueu noBeye OT HeoOxoauMaTa 103a DuoPlavin
CebpikeTe ce ¢ Bamms nekap wim ¢hC CIENIHOTO OTACIeHNEe Ha Hail-O1r3kaTa O0JHAIIA TTOpaTH
IMMOBUIICH PHUCK OT KbPBEHE.

AKko cte nponycHaau 1a npuemere DuoPlavin

AKo cTe pomnycHalu Ja mpuemere g03a DuoPlavin, HO ci CHOMHHTE B paMKHTE Ha CII/IBAIIIUTE

12 yaca ciex 0OM4aifHOTO BpeMe, BeAHATa B3eMETE TaOJIeTKaTa CH, a [ocje MpueMeTe cieBaliaTa B
oOWJaifHus Jac.

Axo cte 3a6paBI/IJ'H/I 3a ropeye oT 12 qaca, MpoCTo NprUEMETEC ClIcABallaTa €CAHOKpAaTHA 103a B
00MYatHOTO BpEMC. He B3emaiite HBOﬁHa [03a, 3a 1a KOMIICHCHUPATC MMpoIyCcHaTaTa TabJeTKa.

IIpu omakoBkute ot 14, 28 1 84 TabmeTku, MOKETE J1a IPOBEPSBATE JACHS, B KOMTO MOCIETHO CTe
npuenu Tabnetka DuoPlavin mo kanenaapa, otneyaraH BbpXy Onucrepa.

AKko cte cipesin mpueMa Ha DuoPlavin
He cnimpaiiTe JieueHneTo, 0CBeH ak0 BammsaT jexap He Bu kaxe. Cbpxere ce ¢ Bamus nekap,

npeau aa CrpeTe Uiu Aa 3all0YHETC OTHOBO Bamrero neuenue.

AKO MMaTe HJIKaKBH JOMBIIHUTEIHN BBIIPOCH, CBBP3aHH C YIOTpebaTa Ha TOBa JIEKapCTBO, MOMUTANTE
Bamms nexap nnu dapmanenT.
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4. Bb3MO:XHHU He:KeJaHHM PeaKkuuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPCAU3BHUKA HCKCIIAaHU pCAaKIINK, BBIIPEKU Y€ HC
BCCKH I'l [TIO0JTy4aBa.

HNudopmupaiite Bammus jiekap He3a0aBHO, KO MOJIyYHTe:

L BHCOKa TeMIICpaTypa, IprU3Halld Ha I/IHq)CKLII/IH HJIN IPEKOMEPHA YMOPACMOCT. ToBa moxe Ja ce
ABJIKKW Ha IIOHM>KaBaHC Ha CTOMHOCTHUTE Ha HIKOU KPBBHHU KJICTKHU, KOCTO € PAOKO.
L4 MNpu3Hal Ha IIepHO,I[p06HI/I Hp06JICMI/I, KaTO MOXXBATABAHE HA KOXKATA U/HIIA OUUTE

(>xBpATEHHIIA), HE3aBUCUMO OT TOBA AAJIM Ca ChIIBTCTBAHU OT IIOJKOKHH KPbBOU3JINBHU, KOUTO CE
MPOSIBSBAT KaTO MaJIKU YepBEHH TOYKHU H/WIK 00bpKaHOCT (BKTe Touka 2 “IIpenynpexnenus
Y TIpeIa3Hu MEepKu””).

o [oJyBaHe Ha yCTaTa WM HapyLICHUs Ha KOXKaTa KaTo OOpUBH U CbpOEXHU, MEXypH 110 KOXKarta.
ToBa Mo’xe 1a ca CUMIITOMH Ha aJlepruyHa PEaKIusl.

Haii-gyecTtaTa HeskeJlaHa JIeKAPCTBEHA PeaKIusi, KOATO ce Ha0oaaBa npu DuoPlavin e kbpBene.
KbpBeneTo Moxe a ce mposiBU KaTo KbPBEHE B CTOMaxa WM YepBara, oOpa3yBaHe Ha CHHUHH,
XeMaToM (HeoOM4aiHO KbpBEHE UM 00pa3yBaHe Ha CHHMHU IO K0)KaTa), KbpBEHE OT HOCa, KPHB B
ypuHara. B manbk Opoii oT ciyuaute ce cho01IaBatT ChII0 U KPHBOU3IUBH B OKOTO, TJ1aBaTta (0co0eHO
B CTapyecKa Bb3pacT), Oemus Ipo0d Uik CTaBUTE.

AK0 MMaTe NPOIAbJKUTEIHO KbpBeHe, korato mpuemate DuoPlavin

AKO ce mopexeTe WIH HapaHUTe, MOKE J1a OTHEME MAalIKO TIOBe4Ye OT OOMUYAitHOTO BpeMe, 3a Ja CIpe
KbpBeHETO. ToBa € CBbP3aHO ¢ HAUWHA Ha JIEHCTBHE Ha JIEKAPCTBOTO J]a MPEIOTBPATABa 00pa3yBaHETO
Ha KPbBHU Chcupend. [1py MaJiku MOpsi3BaHMs U HapaHsABaHUs, KaTO HapUMeEp MOpsI3BaHe 0 BpeMe
Ha OpbCHEHE, TOBa OOMKHOBEHO ¢ 0e3 3HaueHue. Ako obaue KbpBeHeTo Bu Oe3nokou, TpsioBa 1a ce
CBBpIKETE He3abaBHO ¢ Bamms nekap (Buxkre Touka 2 “TlpeaynpexaeHus U npearna3Hu MEpKu’).

Jpyrute He:KelaHU JIEKAPCTBEHU PeaKI[UM BKJIIOYBAT:
YecTH HEXENaHU peaknuu (Moxxe aa 3acerdar 1o 1 ga 10 gymm):
Huapwsi, kopeMHa 00JIKa, JIOMIO XpaHOCMHUJIAHE WITH KACEITHHH.

Heuectu Hexxenanu peakiuu (Moxe jaa 3acersar a0 1 ga 100 gymm):
I'maBoGoie, cTOMaIHa sA3Ba, TafcHe, MOBPBINAHe, 3alleK, YBETUICHO KOIMYECTBO Ha ra30Be B
cTOMaxa WM 4yepBaTa, 00OpuBH, CHPOEK, 3aMassHOCT, YCEIIaHe 3a U3TPBIIBAaHE U MPaBYUIKaHE.

Penxu Hexxemanu peakimu (Moxe na 3acergar 1o 1 ga 1 000 gymm):
CBETOBBPTEXK, YTOJIEMABAHE HA THPAUTE IPH MBKE.

MHoro penku Hexellanu peakimu (Moxke na 3acersart 1o 1 ga 10 000 gymm):

JKenTenumna (IMOXXBATABaHE Ha KOXKaTa W/MIIM OYNTE); TTapeHe B CTOMaxXa W/HiTH XPaHOIIPOBOIA; CHITHA
KOpeMHa 00JIKa che Wil 0e3 0oJka B I'bp0a; BICOKA TEMIIepaTypa, 3aTpyIHEHO TUIaHe TOHSKOTa
MPUJPYKEHO C KallUTHIA; OOIIH aeprUYHY peakuu (Hanpumep, o0III0 yCelllaHe 3a 3aTOIUISHE ¢
BHE3aITHO 00II0 HEPA3IOI0KEeHNE 10 MPUTIAIBK); TIOJyBaHE Ha yCTaTa; MEXypH M0 KOXKara;
ANIePTUYHM KOXKHY PEaKIMK; Bb3MaJCHUE HA ycTaTa (CTOMATHT); TIOHWKaBaHe Ha KPbBHOTO HAJISITAHE;
00BPKAHOCT; XATIOIMHAIINY; CTaBHA 00JIKa; MyCKYJIHA O0JIKa; MPOMsIHA BbB BKyca WiH 3ary0a Ha
BKycCa Ha XpaHUTe, Bh3MAJICHNE Ha MAJIKH ChIOBE.

Hexenanu peakiiuu ¢ HEU3BECTHA YECTOTA (OT HATMYHHUTE JAHHU HE MOXKeE 11a ObJie HanpaBeHa
OLICHKA):

[epdopanus Ha s3Ba, M B YIIUTE, 3ary0a Ha CITyXa, BHE3AITHH )KHUBOTO3aCTPAIaBAIH AJICPTHYHH
PEeaKIuy WU PEaKiliy Ha CBPBbXUYYBCTBUTEIHOCT ¢ 0OJIKA B TPBIHUS KOII HIIM KOpeMma, 3a00JI1BaHe Ha
0BOpenuTe, HUCKO HUBO Ha KpbBHATA 3axap, nojarpa (3adomisBaHe ¢ 00JI€3HCHH, TIOJIyTH CTaBH,
NPUYUHEHO OT KPUCTAIH MTUKOYHA KUCEHHA) U BIOIIABAaHe HA XPAHUTEIIHU alepruu, ocodeHa popma
Ha aHeMUs (HUCHK Opoil uepBeHN KPHBHU KIETKH) (BIDKTE TouKa 2 ,,[IpeaynpexneHus u mpeamna3sHu
MEpKHU”’), OTOK.
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OcBeH TOBa, BamusAr jiekap MOXe Jja ycTaHOBU IIPOMEHHU B IIOKA3aTEIUTE IPU U3CICIBAHUATA HA
KpBbBTAa WIM ypUHATA.

Cpo011aBaHe HA HeKeJIAaHU peaKluu

AKO MonyuynTe HIKaKBH HEXXEIaHU JICKApCTBEHU peakiluy, yBegoMere Bamust nekap win hapMarieBr.
ToBa BKITIIOUBa BCUYKH Bb3MOKHU HEOHMCAHU B Ta3H JICTOBKA HEXKEIaHU peakiuu. MoxeTe ChIo Aa
CHOOIINTE HEeXKEIIAHU peaKliu TUPEKTHO Ype3 HallMOHAJTHATA CUCTeMa 33 ChOOIaBaHe, IIOCOYCHA B
IIpunoxenune V. Kato crobmaBare HexXeIIaHT PeakIliy, MOKETE Ja aJeTe CBOS MMPUHOC 3a
NoJy4YaBaHe Ha MoBeue HH(OopMaIus OTHOCHO 0€30MMacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansBate DuoPlavin

I[a CC ChbXpPaHsBa Ha MACTO, HCAJOCTBIIHO 34 ACLA.

He u3snon3BaiitTe TOBa JIGKAPCTBO CIIE] CPOKA HA TOJHOCT, OTOEIsI3aH BBPXY KapTOHEHATA OMAaKOBKA U
omucrepa, cnen ,,['oxer 10:”. CpoKbT Ha TOAHOCT OTTOBaps Ha TMOCJIETHUS JIEH OT TIOCOYSHHS Mecell.

Ha ce cexpansiBa mox 25°C.

He u3non3BaiiTe TOBa JIeKapcTBO, ako 3a0eIeknuTe HAKAKBY BUANMHA O€Jie3n Ha HapyllaBaHe
Ka4yecTBOTO Ha MPOJIyKTa.

He u3xBbpisiiTe ekapcTBaTa B KaHAIH3AIMITA WIA B KOHTEWHEpa 3a JOMAIIHA OTIIabIIH.
ITormuraiiTe Bamms dapmarieBT Kak 1a U3XBBPIIATE JIEKapcTBaTa, KOMTO BeUe HE M3MON3BaTe. Te3n
MEpKHU IIIe CTIOMOTHAT 32 ONa3BaHE Ha OKOJIHATA Cpeia.

6. ChabpikaHHe HA OMMAKOBKATA H JOIMbJIHUTETHA HH(OPMAIIHS

Kakpo cbabp:xa DuoPlavin

DuoPlavin 75 mg/75 mg ¢unmupanu Tadnerku

AKTUBHHTE BeIleCTBA ca KJIomuaorpen u anetuincanunmiona kucenuHa (ACK). Besika Tabnetka
ChABPKA 75 mg KiIomuaorpen (kKato XuaporeHcyindar) u 75 mg aneTHICaTHIINIOBa KUCEIHHA.

Jpyrure cbcTaBKH ca:

- Snpo Ha Tabnetkara: manuTol (E421), makporon 6000, MUKpOKpPUCTATHA TIETYJ103a, 9ACTHIHO
3aMecTeHa XUAPOKCUIIPOTIIIENYJ03a, [aAPEeBUYHO HUIIECTE, XUIPOTeHUPAHO PULIMHOBO Macio
(BmwxTe Touka 2 ,,.DuoPlavin cbabppika XUAPOTeHUPAHO PULUHOBO Maciio”), CTEapUHOBA
KHceJInHa 1 0€3BOJICH KOJIOUICH CHIIMINEB JUOKCH];

- TabneTHa oOBUBKA: JITaKTO3a MOHOXHpAT (BUKTE Touka 2 ,,DuoPlavin chabpxa nakrosza”),
xunpomenosa (E464), tutanos quokcun (E171), tpuanierun (E1518), sBIT jkene3eH OKCH
(E172),

- Ionupamo cpeacTBo: KapHayOCKH BOCHK.

DuoPlavin 75 mg/100 mg dhunmupaHu TabIeTKu
AKTHUBHUTE BEIIeCTBA ca KJIOMUIOTpel 1 arneTmicanuimioba kucennaa (ACK). Beska tabietka
ChIbpKa 75 mg xinonuaorpen (karo xuaporeHcyndar) u 100 mg aneTuicanuuiIoBa KUCEIHHA.

Hpyrure cbcTaBKH ca:

- Snpo Ha Tabnetkara: manuToln (E421), makporon 6000, MEKpOKpPUCTATHA [IETYJI03a, 9ACTHIHO
3aMecTeHa XUAPOKCUIIPONIMILENYJ103a, IAPEBUYHO HUIIECTE, XUAPOreHUPAHO PULIMHOBO Macilo
(BmxTe TOUKa 2 ,,DuoPlavin chappika XHIPOTEeHUPAHO PUITMHOBO Macio”), CTeapruHOBA
KHCeJIMHA U 0€3BOJICH KOJIOU/ICH CHIIUIINEB TUOKCH];
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- TabmerHa 0oOBHBKA: JJaKT03a MOHOXHUAPAT (BHKTE ToUKa 2 ,,DuoPlavin chabpxa makro3a”),
xunpomenosa (E464), tutano auokcun (E171), rpuanerun (E1518), uepBen xene3eH okcu
(E172),

- [Tomuparo cpeacTBo: kKapHaAyOCKH BOCHK.

Kaxk u3rie:xna DuoPlavin u kakBo cbIbp:ka 0NaKoBKaTa

DuoPlavin 75 mg/75 mg dunMupanyu 1abaeTku

DuoPlavin 75 mg/75 mg punmupanu Tabnerku (TabISTKH) ca eITUIICOBUIHHM, JIEKO IBOMHOU3ITBKHAIIH,

JKBIITH, TPaBUpaHu OT efHarta cTpana ¢ ‘C75” u ¢ “‘A75’ot apyrara. DuoPlavin ce nocrass B

KapTOHEHH KyTHH, ChIAbPKalllH:

- 14, 28, 30 u 84 TabyeTKN B aIyMUHUI/aTyMUHIEBH OJIHCTEPU

- 30x1, 50x1, 90x1, u 100x1 Tabnerka B nepdopupaHu €JHOAO030BH aTyMUHHH/aTyMUHAEBU
omucTepwu.

DuoPlavin 75 mg/100 mg dhunmupanu TabIeTKu

DuoPlavin 75 mg/100 mg dunmupanu TabneTKu (TabIETKH) ca eIUTICOBHIHH, JIEKO

JIBOMHOWM3ITBKHAIIHN, CBETJIO PO30BH, TpaBUpaHu oT eqHaTa crpana ¢ ‘C75” u ¢ ‘A100°or apyrara.

DuoPlavin ce 1ocTaBsi B KapTOHEHU KYTHH, ChIbPIKAIIH:

- 14, 28 1 84 TabneTky B alyMUHHI/aTyMUHUEBHU OJIHCTEPH

- 30x1, 50x1, 90x1, n 100x1 TabneTka B mephopupaHy €THOIO030BH ATyMHUHUN/a Ty MHHUECBH
onuctepu.

He Bcuukm BHI0BE OIIaKOBKH MOTaT Jia 6T>,Z[aT ITyCHAaTHu B npona>K6a.
HpnTemaTe.ﬂ Ha pa3peicHueTo 3a yHOTpeﬁa U IIPOU3BOUTEI

IIpuTexaren Ha pa3pemeHHETo 3a yroTpeoa:
sanofi-aventis groupe

54, rue La Boétie

F-75008 Paris

Dpanuus

IIpousBoauren:
Sanofi Winthrop Industrie
1, rue de la Vierge, Ambarées & Lagrave, F-33565 Carbon Blanc cedex, ®panrius

3a morreIHMTENHA HHPOPMAIHS OTHOCHO TOBA JIEKApCTBO, MOJIS, CBBPYKETE CE C JIOKATHHS
NpeACTaBUTEN Ha IPUTEKATENS Ha pa3pelleHneTo 3a yrnoTpeoa:

Belgié/Belgique/Belgien Lietuva

Sanofi Belgium UAB "SANOFI-AVENTIS LIETUVA"
Tél/Tel: +32 (0)2 710 54 00 Tel: +370 5 2755224

Bbarapus Luxembourg/Luxemburg

SANOFI BULGARIA EOOD Sanofi Belgium

Ten: +359 (0)2 970 53 00 Tel/Tel: +32 (0)2 710 54 00 (Belgique/Belgien)
Ceska republika Magyarorszag

sanofi-aventis, s.r.0. SANOFI-AVENTIS Zrt.

Tel: +420 233 086 111 Tel: +36 1 505 0050

Danmark Malta

Sanofi A/S Sanofi Malta Ltd.

TIf: +45 4516 70 00 Tel: +356 21493022
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Deutschland

Sanofi-Aventis Deutschland GmbH

Tel.: 0800 52 52 010

Tel. aus dem Ausland: +49 69 305 21 131

Eesti
sanofi-aventis Estonia OU
Tel: +372 627 34 88

EAMada
sanofi-aventis AEBE
TnA: +30 210 900 16 00

Espaiia
sanofi-aventis, S.A.
Tel: +34 93 485 94 00

France

sanofi-aventis France

Tel: 0 800 222 555

Appel depuis 1’étranger: +33 1 57 63 23 23

Hrvatska
sanofi-aventis Croatia d.o.o.
Tel: +385 1 600 34 00

Ireland
sanofi-aventis Ireland Ltd. T/A SANOFI
Tel: +353 (0) 1 403 56 00

Island
Vistor hf.
Simi: +354 535 7000

Italia
Sanofi S.p.A.
Tel: 800 536389

Kvnpog
sanofi-aventis Cyprus Ltd.
TnA: +357 22 871600

Latvija
sanofi-aventis Latvia SIA
Tel: +371 67 33 24 51

Nederland
sanofi-aventis Netherlands B.V.
Tel: +31 20 245 4000

Norge
sanofi-aventis Norge AS
TIf: +47 67 10 71 00

Osterreich
sanofi-aventis GmbH
Tel: +43 1 80 185 -0

Polska
sanofi-aventis Sp. z 0.0.
Tel: +48 22 280 00 00

Portugal
Sanofi - Produtos Farmacéuticos, Lda
Tel: +351 21 35 89 400

Romania
Sanofi Romania SRL
Tel: +40 (0) 21 317 31 36

Slovenija
sanofi-aventis d.o.o.
Tel: +386 1 560 48 00

Slovenska republika
sanofi-aventis Pharma Slovakia s.r.o.
Tel: +421 2 33 100 100

Suomi/Finland
Sanofi Oy
Puh/Tel: +358 (0) 201 200 300

Sverige
Sanofi AB
Tel: +46 (0)8 634 50 00

United Kingdom
Sanofi
Tel: +44 (0) 845 372 7101

Jara Ha mocJieHO mpepasriexkaane Ha JucToBkara <mecen I'TTT>.

Ho;[po6Ha I/IH(l)OpMa]_[I/Iﬂ 3a TOBa JICKAPCTBO € MMPEAOCTABCHA HA ye6ca171Ta Ha EBpOHeI‘/'ICKaTa ar¢HIus

1o JekapcTata http://www.ema.europa.eu/
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