NPUJIOXEHHE 1
KPATKA XAPAKTEPHCTHKA HA IMMTPOAYKTA



1. HME HA JIEKAPCTBEHHS ITPOAYKT

[InakExc Kombu 75 mg/75 mg TRepAM Kancynu
PlaquEx Combi 75 mg/75 mg hard capsules

2. KAYECTBEH H KOJITHYECTBEH ChCTAB

Besaka kancyiia csIbpka 75 mg wionaaorpen (clopidogrel) (karo xuaporencyndar) u 75 mg
aneTWiIcanuuHiIoBa kucemuna (acetylsalicylic acid) (ACK).

Homownu eewgecmsa ¢ uzgecmHo geucmaue.
Bcgka Teppaa xancyna ceaspxa 1.008 mg nakrosa.
3a TRJIHHSA CIIHCHK Ha IOMOINHUTE BELIECTBA BHKTE To4Ka 6.1.

3. JEKAPCTBEHA ®OPMA

TBBpAa KeTATHHOBA KAICyJia ¢ G410 TAI0 1 6510 Kanade, IrpJIHa ¢ 4 po3oBH ¥ 4 Oenn GuIMHUpaHA
TabNETKY.,

4, KJIHHHYHH JAHHH
4.1 TepaneBTHYHH NOKA3AHHS

[InaxExc Kom6u e noxasas 3a RTOPHYHO NpEANa3BaHe OT aTepOTPOMOOTHYHH WHIHIAEHTH MpH
Bb3PACTHH MALMEHTH, KOUTO BEYe [TPHEMAT KIOMAOIPEN U aueTincanduunosa kucenuda (ACK).
InaxFxc KoM6u ¢ nponykr ¢ $pukcupana 1030a kKoMOuHaMA 33 IPOABKABAHE HA TCPAMUATA NPH:

. OcTbp KOpOHapeR CHHAPOM Oe3 enepauua Ha ST-cerMenTa (HeCTaOMIHA CTEHOKAPAHS HITH
MHOKapAcH uHbapkT 6e3 Q-360¢11), BKTIOYUTENHO MALMEHTH, HA KOWUTO € NIOCTABEH CTEHT Chel
NepKyTaHHA KOpoHapha uHTepBersuus (PCl);

» OcThp MHOKapaeH HHpApPKT ¢ enepalys Ha ST-cerMenTta (STEMI) npy nanreHTH, NOAIOKCHHA
Ha PCI (BKNIOUMTEAHO NAMEHTH, KA KOWTO € NOCTaBEeH CTEeHT) WM MEAHKAMEHTO3HO JCKYBaHH
NaUMEHTH, NoAXoa91M 3a TpoMOonnTHYHA (PHOPHHONMTHYHA TEpanua.

3a NOIrbIIHHTENHA HHPOPMALIHA BIKTE TOUKA 5.1.

42 J103HpOBKA M HAYHH HA NPHJIOKEHHE

ﬂ(ﬂH POBKd

Bvspacmuu u cmapyecka svipacm

ITnakExc KoMGu Tpa0Ba na ce npuiara karo €IHOKpaTHa AHEBHA A03a ot 75 mg/75 mg.

[TnaxExc KoMOu koMOuHaMS ¢ UKCHpaHa 103a ce H3MO/3Ba CJIe 3aI0YBaHEC Ha TCPamHA ¢
xionuaorpen u ACK, npuiiaranyn nooTaeiHo, M 3aMecTia OT/eJTHATe NpoayKTH kiomHuorpen 1 ACK.

» IIpu nayuenmu ¢ ocmvp kopoHapen cundpom 6e3 eneéayus na ST-cezmenma (HecTabHIIHA
CTEHOKAPAMA WM MUOKapieR HHGpapkT Oe3 Q-3n0eu): onTUMaNHaTa NPOABIKHTEIIHOCT Ha
NCYECHHETO HE € oPUIMATHO yCTaHoBeHA. /laHAKTe OT KIIHHWYHH H3IHTBAHHA €A B IIOJIKpena Ha
ynoTpefara Ha knonuaorpen a0 12 Mecela, KaTo MaKCHMaHa Nojsa ce Habmonasa Ha 3-14
Mecell (Bxk. ToUKa 5.1). Ako ynorpeOara Ha [InakExc KomOu ce nmpekpaTti, nalieHTHTE MOraT

IIPOAYKT,
* Ipu nayuenmu ¢ ocmup muoxapoen ungapkm c enesayun na ST-cezmenma.
- Ilpn MenuxaMeHTO3HO JIEKYBaHH NAlJHEHTH, AeyeHneTo ¢ InakExce Ko

3aM04YHE Bb3MOXKHO HAH-CKOPO ClIEA HAYATIOTO HA CHMITTOMHMTE H J1a
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noHe yeTupu cenmuim. [Tonszara ot komOuAHpareTo Ha kionugorpen ¢ ACK 3a noseue
OT YETHUPH CeIMHLH He ¢ O1na npoy4YBaHa IIpH TOBa mokasaHue (BX. TOUKa 3.1). AKO
ynorpedara Ha IlnakExc KomOu ce npexkpaTu, nauMeHTHTe MOraT Aa MMaT nojsa OT
NpOAbLIKABAHEe HA TEPAIIMATA C €/MHIA aHTHTPOMOOTUYEH JICKAPCTBEH NPOAYKT.

- Koraro ce rnannpa PCI, neyennero ¢ [lmakExe Tpabsa Aa 3aro4se Bb3MOKHO Hall-paHO
CJ/IEA HAYAIOTO HA CHMIITOMHTE H Aa MpoABIKK A0 12 Mecena (BX. To4ka 3.]).

AXo € NpomycHaTa 103a:

- B pamkuTe Ha rno-Manko ot 12 4aca ciell OnpeiesicHOTO 33 NPHEM BpeME: NauHeHTET TPIORA A4
B3¢MeE 03aTa He3abaRHO H cnell ToBa Ja IIpUeMe CleaBalilata 103a B ONPEaeaeHOTO 3a Hes
BpEME;

- I1pu noeede ot 12 yaca: naiMesThT TpAOBA Aa IpHEME clieaBallara A03a B 0OHYAHHOTO BpeMe
H He Tp40Ba 1a yZBosBa 103aTa.

Ileguampuuna nonynayus
besomacHocTTa H edukacHocTTa Ha Kionuzorpen/ACK mpH Jena » rosomH 1101 18 roaMiiHa Be3pacT
He ca ycTaHOBeHH. [InakEke KomOH He ce mpenoppyBa 1pH Ta3ki HOMYARIHA.

bvbpeurno yepexciane

Knonunorpen/ACK He Tpa6sa Aa ce npunara npu NalHEHTH ¢ TeXko OLOpeuHo yppexiane (Bx.
To4Ka 4.3). TepaneBTHYHHAT ONNT € OrpaHMYEH NIPH NALMEHTH C JeKO 10 yMepeHo 050petuHo
yBpexxaane (Bx. Touka 4.4). Ilopanu ToBa [TnakExc KomGu Tpg6sa 1a Ce rpuiara ¢ NOBHILEHO
BHAMAHHUE NPH TE3H NALIHEHTH.

Yeproopobro yepexcdane

[TnakExc KomGu He TpsaGBea fa ce npuiara MpH MAlHEHTH ¢ TEXKO 9epHOApoOHO yBpeKaaHe (BXK.
To4Ka 4.3). TepaneBTMHHRHAT OIIMT € OrPaHHYECH TIPH NALMEHTH C YMEPEHO H3Pa3eHO YEPHOAPOOHO
3aboJsBaHe, NPH KOMTO MOXKE Aa MM4 XeMOopardyHa auaresa (px. Touka 4.4). [lopanu Tosa IlnakExc
KomOu Tpabea 1a ce npunara ¢ nOBHIIEHO BHUMAHUE IIPH T€3H NALMEHTH.

HauuH Ha npHIOKeHHe
3a NepOPaHO TPUIOKEHHE.

Maike fa ce npHeMa ¢u¢ Wik 6e3 xpaxa.

4.3 IlpornBonoxasanus

[Topanu Hanu4MeTO HA JIBA KOMIIOHEHTA B NEKAPCTBEHUN MpoAyKT, [ InakExc Kombu €
NpOTHBONIOKA32H B CIIY4aif Ha:

. CBpLXYYBCTBUTENHOCT KbM aKTUBHHTE BEIECTBA MM KbM HAKOE OT ITOMOIIHHTE BEIECTRA,
H3OpOSHU B TOYKA 6.1;

» Texxo yepHOAPOGHO YBPEXKIAHE;
. AKTHBHO NaTOJOTHYHO KEPBEHE KaTO NENTHYHA A3Ba HIN HHTPAKPaHHAIHA XEMOparki.

B nombinenne, nopand Hampdnero Ha ACK, ynorpetara My € NpOTHBONMOKA3aHa CHIIO MPH:

. CRpBXMYBCTBHTENIHOCT KEM HECTEPOHMIHH MpOTHBORB3NANMTENHH cpeacTea (HCIIBC) n
CHH/POM Ha aCTMA, pUHHT M Hazanuy nommny. [lanueHTy ¢ npeawecTBauia MacTORMTO3a, NPy
KOMTO yrorpedaTa Ha aUeTHICATHIMIIORA KHCEJIHHA MOXKe J1a IPEIU3BHKa TEXKH peakiHK Ha
CBPBXYYBCTBHTEIHOCT (BKJIIOUMTE/IHO IUPKYIATOPEH IIOK ChC 3a4epBABAHE Ha IMLICTO,
XHIIOTOHHA, TAXHUKAPIMA H NOBPBINAHE);

Texxo 6b6peuno yepexaane (KpeaTHHHHOB KIHPBHC <30 ml/min);

. Tpern TpuMecTEp Ha OpeMeHHoCcTTA (BXK. TOUKA 4.6).

4.4 ChnenyMajiuH npelIynpexacHHA H NPeANazHu MepKH Npn ynorpeba

Kvpgere u xemMamonozuunu HapyueHusn
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CTydai Ha NOABA Ha KITHHHYHH CHMITTOMM, HaCOYBAIH KbM KBPBEHE IO BpEME Ha JICYEHHETO (BIK.
Touka 4.8). Karo komMOuHaums ot 18e aHTHTpOoMOOTHYHH cpeacTra, knonuaorpe’ ACK 1pabea aa ce
IpUjIara ¢ MORMINCHO BHUMaHUE NIPH MALMEHTH, KOUTO MOXE Ja Ca H3JIOKEHH Ha PUCK OT YCHIIEHO
KbPBEHE MOPAIH TPABMa, XHPYPrHYHA HHTEPBEHLMA WM APYTH IATOJIOTHYHH CHCTOAHHS H MPU
natueHTH, nexysand ¢ apyrd HCIIBC, exnouuteniHo COX-2 HHXHOHTOPH, XenapHH, NIIOKONPOTENH
[Tb/TTa uHXHOGHTOPH, CENEeKTHBHM HHXUOHTOPH Ha 00paTHOTO 3aXBaliaHe Ha cepoToHHHa (SSRIs),
CHIIHH HHAYKTOpH Ha CYP2C19, TpOMOONUTHLIM, HITH APYTH NEKapCTBEHH NPOIYKTH, CBEP3aHH C
PHCK OT KBPBEHE, KaTO NEHTOKCHPWIHR (BX. ToUka 4.5). Tlopanu moBHIIEHUA PHCK OT KPBBOH3JIHB,
TpoliHaTa aHTHarperanTHa Tepanms (kromaorpes + ACK + punupuaaMon) 3a BTOpHYHA
NpoQUIAKTHKA Ha HHCYJIT HE Ce TPENOpPbURa [PU NALMEHTH ¢ OCThP HeKapaAnoeMOOoIHYeH HCXEMHYEH
HHCYJIT HJIH TIpEXOAHa HCXEMHYHA araka (BxX. To4uka 4.5 U Touka 4.8). [latiuenTaTe TpaOBa 1a ObAaT
BHHMATENHO HaOIOaBaHH 33 IPHU3HALN HA KbPBEHE, BKIIOUMTETHO OKYJITHO KbPBEHE, 0CO0CHO mpe3
THPBUTE CEAMHLIM Ha ICYCHRETO W/ Clle/l HHBAa3HBHU KapAHONROTHYHH MMPOLENYPH WK XUpYpruvHa
UHTepBeHLMA. EnHOBpeMeHHOTO npuioskeHue Ha knonuaorpen/ACK ¢ nepopallHi aHTHKOAryJaHTH
HE ¢e MPEeNoPhYBa, Thil KATO MOXE 12 YBEIHMYM HHTeH3UBHOCTTA Ha KbpBEHE (BXK. TOUKA 4.5).

TTammenTrTe TpsOBaA 18 MHPOPMHPAT JIEKapHTE W 3bGoNekapuTe, ye npieMar wonuaorpe/ACK
NpelH HaCpOYRaHe Ha XUPYPruYHa MAHUITYNAlUA W NIpean MPUEMaHETO Ha KAKBBTO M 1a € HOB
NeKapcTBeH MpoaykT. Korato ce oOMucna enekTuBHA XHpYprud, TpadBa a ce mpepasriena
HeoOXOAUMOCTTA OT ABOHHA aHTUTPOMOOTHYHA Tepanus U Aa c€ 0OMHUCIH NPHIAraHETO CaMO Ha €IHO
aHTUTPOMOOTHYHO CPEACTBO. AKO MALMEHTLT TpAOBa BPEMEHHO Ja CIIpe aHTHTPOMOOTHYHATA
Tepanud, xiomiaorpen/ACK tpa6Ba aa ce npekbeHe 7 IHH NPEAR XHPYPrAYHATA HHTCPBEHUHA.

Knonunorpen/ACK yabikasa BpeMETO Ha KbpBEHE H TPAOBA a ce nMpHiara ¢ nopuileHO BHHMaHue
TNpH MALMEHTH, KOUTO HMAT HapyIIeHHs CbC CKIOHHOCT KbM KbPBEHE (CIIELHANHO CTOMALTHO-9PEBHU
W BETPEOYHH),

[TarenTuTe TpAGBa CHLIO A3 OBAAT YBEAOMEHH, Y€ BPEMETO 33 CTIHPAHE HA KBPBEHETO € Tio-
NPOABIDKUTENHO OT 00HYaiHOTO NpH NeueHue ¢ kienuaorpel’ACK, a te oT cBoa cTpaHa TpadBa ia
MHPOPMHPAT CBOA JIEKap 3a BCIKO HeOOHYANHO KbpBeHe (JIOKANH3ALHA WIH [IPOABIDKHTENHOCT).

Tpombomuuna mpomboyumonernuvra nypnypa (TT11)

Cnyuaun Ha TpoMOoTH9Ha TpoMOoITONIeHHIHa mypnypa (TTII) ca crofiaBaHH MHOTO PSIKO Clie]]
ynotpeba Ha KIOMUAOTPEN, TOHAKOTA M CJIE/ KpaTKoTpaiHa ekcnozuuys. T4 ce XapaKTepH3Hpa ¢
TPOMOOLIMTONIEHUA U MHKPOAHI'HOTIATHYHA XEMOJIMTHYIHA aHeMMS, IPHAPYXEHA C HEBPOJIOFHYHH
M3MeHeHNnA, 060peuna auchynims uin ¢edbpunurer. TTI1 ¢ moTeHIHATHO paTaTHO CHCTOSHME,
H3HMCKBAINO OBP30 JICUSHHE, BKIIIUXATEIHO MazMadepesa.

IIpuoobuma xemodpunus

Hma crobienns 3a npuaobura xeModuing cnen ynorpeba Ha xnonuaorpeni. B ciyyau Ha
OTBBLPACHO W30JIMPAaHO YIBKaBaHEe Ha aKTHBHPAHOTO NaplHaiHo TpoMbonnacTuHoBO Bpeme (aPTT)
cbC WIH 6€3 kbpBeHe, TPAORA Ja ce HMa npeaBuI NpuaodHTa xeMopwua. [1aieHTHTe C NOTBbPIACHA
JIHarHO3a NpUI0OHTa XeMOQUNHA TpAOBa Ja ce HaOMOAABAT d JIEKYBAT OT CIICHHATUCT Y
MPHJIOKEHUETO HA KAOMKMAOTpen TpAOBa 1A ¢e NPEYCTAHOBU.

Cxopowia npexo0rna UCXeMUSHA amaxa ui UNCYam

IlpH malMeHTH ChC CKOPOIUKA NPEXOHA UCXEMIYHA ATaKa MJIM HHCYIIT, KOHTO ¢a H3NI0XKEHH HA BUCOK
PHCK OT NOBTAPSAIIIH C& HCXEMHUHH CHOMTHS € J0Ka3aHo, ue kombuHauuaTa ot ACK # Knomuaorpen
[IOBHILABA YECTOTAaTa Ha 3HAYHTENHOTO KbpBeHe. [Topaar TOBa NpHUNIaraHeTo Ha TakaBa KOMOHHALIHS
M3BBH KIWHWYHUTE CUTYAllHH, B KOHTO € J0Ka3aHO, Ue € MoJie3Ha, TpAOBa 1a ce 3amoyuBa ¢ NOBHUIICHO
BHHMaHHE,

L{umoxpom P450 2C19 (CYP2C19)

®apMakoreHeruka: [Ipu nanueHTy, kouro ca cnabu CYP2C19 Merabonn3aropH, BTN, v 8L 870N\

NPENOPBUMTENHUTE A034 00pa3yBa NO-MAJIKQ OT aKTUBHHA MeTaboJMT Ha KIIO
MaTbK ekt BEpXy TpoMOonuTHaTa QyHKIMA. ChHINECTBYBAT TECTOBE 32 HICHTL
CYP2C19 reHoTHna Ha HALKEHTA.



Trii kaTo KNoNMAOTpPEIN Ce MeTaloNNU3Hpa YaCTHYHO 10 HeroBHa akTHBeH Metabomut ot CYP2C19,
OYaKBa Ce ynoTpedara Ha JICKapCTBEHH NPOAYKTH, KOMTO HHXHOUpAT aKTHBHOCTTA HAa TO3H CH3UM, Na
AOBEJIE 1O NOHKWKEHH JIEKAPCTBEHN HUBA Ha aKTHEHUA MeTabonuT Ha Knonuaorpen. KnuauyHara
3HaYMMOCT Ha TOBa B3aUMOJEHcTBHE € HeAcHAa. KaTo npeanasHa MApPKa He TpAOBa Aa C¢ W3MI0N3BaT
COHOBPEMEHHO CUIHA HH yMepeHH CYP2C19 uaxuburopu (Bx. Touka 4.5 32 cnucbk va CYP2C19
HHXHOHUTOPH, BX. CBHIIO TOUKA 5.2).

Ynotpebara Ha eKapCTBERH MPOAYKTH, KOHTO HHAyIMpaT akTuBHOCTTa HAa CYP2C19 ce ouaksa na
IOBERE N0 MOBULIEHH HHBA HA aKTHBHHA MeTaloNuT Ha Knonuaorpea H MOXKe Aa YBEIIHIH PHCKa OT
kbpBeHe. Karo npeanazsa Mapka TpadBa aa ce H304rea CHITBTCTBALIATA YIIOTpeOa Ha CHITHH
mHaykTopy Ha CYP2C19 (Bx. Touka 4.5).

Cybempamu na CYP2C8
Heo0xonuMo e NOBAIEHO BHUMAHUE NMPH NALHEHTH, IEKYBAaHH SAHOBPEMEHHO € KIONHAOIPEN U
NeXapCTBEHH NpoNyKTH, cyGeTpaTd Ha CYP2CS8 (BX. Touka 4.5).

Kpvemocana peaxmugnocn MexcOy mueHonupuournume

[Tpn maupenTHTe TPsOBa Aa Ce CHEME AHAMHE3A 33 CBPHXYYBCTBHTEIHOCT KbM THEHONIMPHINHH (KaTo
KIONHIOrpest, THKJIONMANH, MpacyTpell), Thil KaTo ¢ce CpodllaBa 3a KPhCTOCAHA PEAKTHBHOCT MEXY
THEHOIMPHAUHMTE (BX. TOUKa 4.8). THEeHOMMPHANHUTE MOTaT Jia MPpUYHHAT JEKH J0 TEXKKH
ANepruuHy peakliy, KaTo OOpHB, AHTUHOCAEM WX XEMATOJIONHYHHA KPRCTOCAHH peaKIyH, Karo
TpOMOOLIHTONEHUA M HeyTponeHHA. [1allneHTH, KOUTO Ca pa3BHH NpeAHILHA AIEPTHYHA PeaKLU
H/MITA XeMATONOrHUHA PeaKiiys KbM eiiH THEHONWPUANH, MOKE Na HIMAT NOBUIIEH PHUCK OT Pa3BHTHE
HA CBILATA WIH Apyra peaklysa KeM ApyT THeHomupuIMA. [Tpenoprusa ce HabmoaeH e 3a NPH3HALH
Ha CBPBXYYBCTBHTEITHOCT MPH MALMEHTH ¢ H3BECTHA AJIEPTHA KbM THEHONUPUIHHH.

Hosuweno enumanue, nopadu narusueno na ACK

. [Ipu nanueHTH ¢ aHaMHe3a 32 aCTMa UK allepriyHu 3a00naBaHuA, ThH KaTo T€ Ca H3N0XKEHH Ha
NOBHHIEH PHUCK OT peakiny Ha CBPBXYYBCTBHTCIHOCT;

* IIpu naumMenTH ¢ noaarpa, Thid kato HUCkUTE A031 ACK mopumIaBaT KOHLEHTpaLATa Ha
ypartu;

o IIpu nena nox 18 rogMiuHa BH3pacT HMa Bb3MOXHA Bph3ka Mexay ACK u cunapoma Ha Reye.
CunapomsT Ha Reye e MHOTO pagko 3a0osBaHe, KoeTo Moxke Ja Oble ¢aTanHo;

. To3u NekapcTBeH MpoaykT TPAGBa 1a ce TipHIara 1oj cTporo MEIUIMHCKO HabmoaeHue pu

MANMEHTH ¢ JeduunT Ha rmoko30-6-gpocdat aexuaporenasa (I 6@ 1) nopagu pucK OT XEMONIM3a
(BX. Touka 4.8);

. AJIKOXQIBT MOJKE Z1a TOBHILH PHCKA OT CTOMAIIHO-YPEBHO YBPEKAAHE, KOraTO Ce MpreMa ¢
ACK. [Taumenture TpaOBa 1@ 654aT KOHCYITHPAHH OTHOCHO PHCKA OT CTOMAIIHO-YPEBHO
YBpPEXIAHe H KbPBEHE 110 BpeMe Ha nprieM Ha knonuaorpen miroc ACK ¢ ankoxon, ocobeHo
aKO KOHCYMALMATE Ha aJIKOXOJI € XpOHHYHA HITH TeXKaA (BXK. TOUKA 4.3).

Cmomauno-ypesnu
Knonunorper/ACK 1psabsa fa ce M3I0I3Ba ¢ MOBHINCHO BHUMaHHE ITPH IALMEHTH ¢ aHaMHe3a 3a
MENTHYHA 3B WIY MACTPOMHTESCTHHAIHA XEMOPArUa U IeKH CHMITOMU OT CTpaHa Ha FOpHHS s
Ha CTOMAIHHO-YPEBHUA TPAKT, Thil KaTO Te MOXE Ja Ce Jb/DKAT HAa CTOMAIIHA YIlepalH, KOATo 1a
AOBEZe A0 CTOMAILHO KbpBeHE. MOXe Ja ce pOABAT CTOMAIIHO-YPEBHH HEXEIAHH PeakLuy,
BKIIOUBAIN CTOMAIHA 00NKA, KUCENHHH, T'alieHe, IIOBPHHIAHE M KbPBEHE OT CTOMAIIHO-YPEBHHA
TpaxT. JIEKH CHMITTOMH OT CTpaHa Ha CTOMAIIHO-YPEBHUS TPAKT KATO AHCIICIICHS, ¢4 YECTH H MOraT
71a ce TIPOABAT IO BCAKO BPEME Ha TepanuaTa. Jlexapure Tpsa0Ba 1a BHUMABAT 34 [IPH3HALK Ha
yILEpalya H KbPBEHE OT CTOMAlIHO-9PEBHHIA TPAKT, ZOPH IPH OTCHCTBHE HA NPEAHIHA CTOMAIIHO-
4pEBHH CUMITOMH. I lammenTute TpabBa aa ObpaaT NpeaynpeacHH 3a NPH3HAIMTE H CHMIITOMHTE Ha
CTOMALIHO-YPEBHY HEKENAHH PEakLMHA M KAKBU CTBHIIKH Aa 6baaT NpeANPHETH, aKO TE C€ IPOABAT
(B:k.TOUKA 4.8).

[1p1 nauMeHTH, KOMTO TIpHEMaT enHoBpeMeHHo HukopaHaua H HCIIBC, BkmounTe

KpPBBOH3NUB (BXK. TOUKaA 4.5).



Homownu sewygecmea

[TnakExc KomOu cbabpxka nakro3a. IaupueHTH ¢ penxu HACAeACTBEHH Npo0ieMH Ha TAIaKTO3HA
HEMTOHOCHMOCT, IThJIEH NAKTa3eH JAe(AUMT WIH NIIOK030-TajlakTo3Ha Manabcopbumsa, He Tpabea na
IpUEMAaT TO3M NEKapCTBEH MTPOAYKT.

To3u nexkapcTBEH NPONYKT ChIBPAKA ChILO XUAPOTEHUPAHO PHUMHOBO MACIO, KOETO MOXKE 1a
TPAYMHHA CTOMAIIHQ Pa3cTpPOHCTBO H AUapHs.

4.5 B3auMOIeHCTBHE ¢ IPYIH JCKAPCTBEHH MPOAYKTH B APYTH popMH HA B3aHMOReHCTRHE

Jlexapcmeenu npodyxmu, c6vP3aRYU ¢ PUCK OM KbPGeHe

ChllecTByBa NOBUILICH PHCK OT KbPBeHe Nopaal MOTEHLMANHUA aAHTHBEH eeKT. ENHOBPEMEHHOTO
MPUIIOKEHHE Ha IEKapCTBEHH NPORYKTH, CBbP3aHH ¢ PHCK OT KbpBEHE TpA0Ba 1a ce H3BbpIUIBa €
NOBHILICHO BHHMaHKe (BXK. Touyka 4.4).

Hepopannu anmuxoazynrarmu

EnnospeMeHHOTO NpunoxeHue Ha knonuporpei/ ACK ¢ nepopaiHi aHTHKOAIyj1aHTH He CE
NpenopbYBa, Thi KATO MOXE J1a C¢ YREIHUN HHTEH3HBHOCTTA Ha KbpBeHe (BXK. To4Ka 4.4). Bonpeku
ye NPUIIOKEHHETO Ha KIOTHAONpel 75 mg/IHEBHO He MpoMeHs (hapMakoKHHETHKara Ha S-sapdapHH
Hni Mexaynapoanoro Hopmamuzupano CroraolucHue (INR) npd nanpeHTH, Noxy4aBaliy
[IPOAB/DKUTENHA Tepanys ¢ Bapdapus, eTHOBPEMEHHOTO MPANOKEHHE HA KIIOIHAOTpel ¢ BapdapuH
TOBHIIIABA PHCKA OT KEPBEHE NIOpau He3aBHCUMH €(DEKTH BEPXY X€MOCTA3aTa.

I nioxonpomeun 1Ib/lla unxubumopu
Knonupgorpen/ACK Tpa6Ba ce npuniara ¢ NoBHIeHO BHUMAHUE NPH NaLUMEHTH, KOUTO ApHEMaT
eaHoBpeMeHHO rimokonporent [Ib/I1la unxuturopn (BxX. Touka 4.4).

Xenapun

B K1MHWYHO NpoyyBaHe MPH 3APAaBH MHAMBHIY KJIOMMAOrpeNa HE Hanara NpoMAHa Ha J03aTa Ha
XernapruHa, HUITO MpoMens edexkra My BbPXY KoarynauusTa. ETHOBPeMEHHOTO PHIIOKEHHE ¢ XEapHH
HAMA eQeKT BbPXY NOTHCKAHETO Ha TPOMOOLIMTHATA arperalis, MPeAUsBRKaHO OT KJIONUIOTPelL.
Bb3MokHO € papMakOIMHAMHYHO B3auMozeiicTBre Mexay Knonuaorpell/ ACK ¥ xenapus, BoJEILo
A0 MOBHLIEH PHCK OT KbpBeHe. CneoBarelHO, €JHOBPEMEHHATA MM YIIoTpeOa TpadBa aa craBa ¢
NOBHILIEHO BHUMaHKE (BXK. Touka 4.4).

Tpombonumuyu

be3onacHocTTa Ha €IHOBPEMEHHOTO MPHIOKEHHE Ha Kiiomuaorpen, GUOpHH wiy He-QHOpUH
cnenypuIHA TPOMOONMTHYHH CPEJICTBA H XeNaphH ¢ OLIEHEHA [TPH MallHeHTH ¢ OCThP MHOKapAeH
uH(apkT. UecToTaTa Ha KIMHHYHO 3HAYUMOTO KbpBeHe € O1na CxXonHa ¢ Ta3u, HabioaaBaHa npH
ETHOBPEMEHHO NMPHIOKCHUE Ha TPOMOOIHTHIHH cpeacTa M xenapun ¢ ACK (Bx. Touka 4.8).
besonacHocTTa Ha €HOBPEMEHHOTO NpHIOXKeHHe Ha Kiomuaorpen/ACK ¢ apyrd TpoMOOTTHTHIHM
CpeACTBa He € OHUMAIHO YCTAHOBEHA M TO TPA0Ba /1a e TIPEANPHEMA ¢ TIOBHILIEHO BHUMAHHE (BX.
TOYKA 4.4).

Hecmepoudnu npomusosvananumeniu cpedcmsa (HCIIBC)

B KIMHUYHO TTpOyYBaHe, MPOBEACHO NPH 3ApaBH IO0OPOBONLHM, EAHOBPEMEHHOTO NPHIIOKCHHE HA
KJIONMAOTPEeN 1 HAMPOKCEH MOBHINABA OKYJITHHTE CTOMAIIHO-UPEBHH KpBhBOU3IMBH. Clie0BATENIHO,
eAHOBpeMeHHOTO npunokeHue Ha HCTIBC, exmounTtenio COX-2 uHxubHTOpRN HE Cce MpenopuuBa
(BX. TOuKa 4.4).

EXcnepMMeHTaHN JaHHH NPEANoaraT, ye uéynpoden Moxe Aa HHXUOupa edekra Ha HUCKATa 1033
acCTIUpUH BbPXY TPOMOOLIMTHATA arperauus, Korato ce npuiaraT eJIHOBpeMeHHO. BrIpexu ToBa
OrpaHHYEHOCTTA Ha TE3U JaHHH M HECHTYPHOCTTA OTHOCHO EKCTPATONALMATA Ha X VIiVo I
KIIHHHYHATa CHTYaLlHs 03Ha4YaBa, Y€ He MOTaT Aa ObJaT HanpaBeHH KaTerOpHYHH 3aKIHO
peaosHarta ynotpeba Ha HOynpogeH u He 6M cnenBano a ce OYaKkBa KIMHUYHO 3HaY
HepeaoBHa ynorpeba Ha nbynpoden (Bx. Touka 5.1).




Memamuson

Metamuson Moxe Aa Hamany eekta Ha ACK BBEpXy TpOMOOLMTHATA arperauy npd eTHOBpEMEHHO
npunoxeHne. Crea0BaTeNnHo, Tasi koMOuHauHg TpAdBa Jla ce NIpHiIara ¢ NOBHLICHO BHHMAHKE TIPA
MAlMEeHTH, NpHemany HUCKH 1034 ACK 3a KapauonpoTekums.

Cenexmuetu unxubumopu na obpamuomo saxeauane na cepomoruna (SSRIs)
Toit karo SSRIs noenuaBaT TpoMOOMKUTHATA AKTHRALMSA U IOBUIIABAT PUCKA OT KEPBEHE,

€IHOBPEMEHHOTO puioxkeHHe Ha SSRIs ¢ xnonuaorpen tpabBa Aa cTaga ¢ IOBHINEHO BHUMaHKe.

Hpyeo conememsauyo aevente ¢ KIonudozpen

Huoyxmopu ua CYP2C19

Toii kato KIONMAOTpeN ce MeTabonu3upa 10 HErOBMUA aKTHBEH MeTabomuT YacTHaHo oT CYP2C19,
OYaKBa ce ynorpedara Ha ISKAPCTBEHH NMPOOYKTH, KOWTO HAAYLMPAT aKTUBHOCTTA Ha TO3H €H3HM, Aa
JOBeJIE 10 TOBHIONCHH HHBA Ha aKTHBHUA METa0OJIMT Ha KIOITHAOTPEL.

Puamnuims cunto uanymmpa CYP2C19, koeTo Bo# KakTo O MOBUIIEHY HHBA HA aKTHBHMA
MeTa0O0JINT HA KAOMKMAOTPEN, TaKa M 10 MHXHOUpaHe Ha TPOMOOLIBMTHTE, KOSTO B YaCTHOCT MOXE 12
YBGIIHUM PHCKA OT KbpBeHe. Kato npenna3Ha Mapka Tpadpa aa ce H30arsa chIIbTCTBAllaTa ynorpeda
Ha cHJIHM HHOyKkTOpH HA CYP2C19 (Bx%. TOuka 4.4).

Huxubumopu ua CYP2C19

Trii karo Knonuporpen ce Merabonusnpa gacTaro o CYP2C19 1o HEerosHs akTHBEH METAOONHT,
O4aKBa ce ynorpedara Ha IeKapCTBeHH MPOAYKTH, KOMTO HHXHOUPAT akTMBHOCTTa HA TO3H €H3HM, Ja
AOBene A0 NIOHIAKEHH JIEKAPCTBEHN HKMBA Ha aKTHBHMA MeTaGonuT Ha xnonuuorpen. KivHuunara
3HAYUMOCT Ha TOBa B3auMozeHcTRHe ¢ HeacHa, Karo npeanasHa Mspka He Tpsa0OBa Ja ce H3Mon3BaT
eIHOBpeMEeHHO cunnHM Wi ymepenn CYP2C19 unxubutopu (BiK. TOukd 4.4 1 3.2).

JlekapCcTBEHHTE NPOXYKTH, KOMTO Ca CHITHA UM yMepeHH nixuouropu Ha CY P2C19 Brirousar
HanpUMeEp OMETIPA30Il K e30Melpa3o, GIyBoKcaMuH, GIyoKCeTHH, MOKIOOEMH/], BOPHKOHA30I,
(ITyKOHA30IT, THKIOMUAKH, kapbaMazenuH H e(aBHpeHLl.

Huxubumopu na npomornnama nomng (PPI)

Omenpazon 80 mg BeHLK AHERHO, IPHIIOKEH MO €OHO H CBILO BpeMe ¢ KIOMUAOTPEa WK ¢
HHTepBal OT 12 yaca MEXOy NPHIOKECHHATA Ha NBETE JIEKapCTBa, HAMAIABA EKCHO3HIHATA Ha
akTHBHMsA MeTabonut ¢ 45% (HaroBapsauia aoza) U 40% (noagspkamia n03a). HamaneHHeTo €
CBBp3aHO ¢ 39% (HaToBapeaia 103a) H 21% (noprspikalla 103a) NOHWKABAHE HA HHXHOMpaHeTo Ha
TpomOoLMTHATA arperaups. O4akBa ce e30Mernpazol Ja NoKa3pa Noxo0HO B3IaHMOICHCTBHE C
KIonuaorpen.

Crobmasans ca MpOTHBOPEYMBH JaHAH OT KIHHAYHATE 3aKIOYEHAs 32 TOBA (PapMaKOKHHETHIHO
(DK)/papmakonunamuvno (PJ1) BzanmoneiicTsue OT ITIENHA TOYKA HA 3HAUMMH ChPACYHO-CHIOBH
CBOUTUA M OT 0OCEepBALMOHAY H OT KJIMHWYHY Mpoy4BaHus. KaTo npeanasHa Mspka He TpaOBa Aa ce
M3M10/13BaT €THOBPEMEHHO OMENPA30Jl WM €30Menpasol (BK. TouKa 4.4).

Ha6moaasaHo ¢ no-c1alo H3pa3eHo NOHAKEHNRE Ha META00INTHATA €KCNO3HINA ¢ TTAHTONPA30J WiTH
JIAH30mpPasoJL.

[InasMeHuTE KOHIGHTPALMEA HA AKTHBHUAA MeTabOIMT ca ouuxxeHH ¢ 20% (HaToBapsallla 103a) H C
14% (noambp:kaia A03a) Mo BpeMe Ha ChITBTCTRAINO JieyeHHe ¢ nanTonpazoi 80 mg BeANbX JHECBHO.
Topa e cBLP3aHO € MOHMXEHHE HA CPEAHOTO HHXMOHpaHe Ha TpoMOounTHATa arperauus ¢ 15% u 11%
CHOTBETHO. Te3M pe3y/ITaTil IOKa3Bar, e KIOMUAOrpesi MOXe [1a C€ IPUIAra ¢ NaHTONnpaso).

Hsama J0oKa3aTescTsa, 4e IpyrH JEKapCTBEHH NPOAYKTH, HaMasnsgBally CTOMAIHATA KHC
H; 6a0xepuTe Win aHTHALMAUTE NOBMABAT AaHTHTPOMOOLIMTHATA aKTHBHOCT Ha KJIOII g@% /%o\
/ ..--1' tuﬁn 1
"r. W

Anmupemposupycra mepanus (APT), kombunupana ¢ papmaxoxunemunen exxancdp:Hianpeit ﬁ‘ﬁi’; 1 o )\
HIV, nexysanu ¢ andperposupycHa tepanus (APT), komGuHupana ¢ papMaKOKHHETHS H"EHXEI-!CEPPHE =l
5.' -t :t ;J ',' ﬂ.,_ 1;_ o H .-j . i
.’t.‘_\' "‘_w- ) ‘11:}_'..: .I.;
;\ s, L



Ca H3NOKCHH Ha BHCOK PHCK OT CbJIOBH CHOUTHA.

Habmonasana € 3HauuTENHO HaMateHa TpoMGoLMTHA HHXHOHUIMA pH naiMerTd ¢ HIV, nexyBanu ¢
APT, noacunena ¢ pATOHaRHp HIM KOOHIIMCTAT. BbiipekH 4e KTHHAYHOTO 3HAYEHHE Ha Te3H HaXOAKH
€ HECUT'YPHO, MMa CIIOHTAHHHU ChoOieHna 3a HIV-undekTHpaHu naueHTH, Jexkysanu ¢ APT,
MOJACWIEHA C PUTOHABUP, KOHTO Ca NOTYYHJIA IOBTOPHH OKJIY3UBHH CHOUTHS clell BRb3CTaHOBSBAHE HA
NPOXOAUMOCTTA, HIIH €2 [PETbPIeIn TPOMOOTHYHY CHOMTHA MPY HaTOBapBAlATA CXEMA Ha JIEYeHHE ¢
KIonuaorpen. CpeaHaTta TpoMOOIIMTHA HHXHOMIHA MOXe [1a ObJe HaMalleHa NPH ChITbTCTBAIlA
ynorpeba Ha Kmomuaorpen H puroHasap. CneaoBareiano, ChbITbTCTRAIIATA yNOTpeda Ha KIOIMHAOrpeN
e noacuneHd APT Tepanuu He ce npenopbysa.

Hpyeu nexapcmeenu npodyxmu

3a M3cneABaHe Ha NOTEHUHATHHA dapMaxogHHAMHYRH H dapMakokuHeTHYHH (PK) B3auMoaeicTus
Ha KJIONKRIOrpes] ¢ APy €MHOBPEMEHHO NPUJIAraHH JIEKAPCTBEHH MMPOAYKTH Ca MPOBEICHH
3HayuTeNeH Opol KIIMHHYHM npoy4sanusd. He ca HabmoaaBaHH KITHHKYHO 3HA9HMH
¢apMakOAMEAMHYHH B3aUMOJIECHCTBHA, KOraTo KJIOMMOTPEN € TpUiarad €JHOBPEMEHHO € aT€HOIO!I,
HH(peUIHH, UM ¢ aTeHoNoN H HadeannuH 3aearo. OcBeH ToBa GapMaKOAMHAMHYHATA AKTHBHOCT Ha
KJIOTIHAOTPEN HE C€ NOBIHABA 3HAYHAMO IIPH €JHOBPEMEHHO NMpUNoxeHue ¢ peHobapOuTan niu
ECTPOreH.

DapMaKOKMHETHKATA Ha JUTOKCHH HIH TEO(WUIIMH He Ce IPOMEHS NIPH €AHOBPEMEHHO TIPUIIOKEHUE C
KIONWI0rpen. AHTHAIMAKTE HE TIPOMEHAT CTENEHTa Ha abcopOLus Ha KITONHAOTpeL.

Haunu ot npoyusadetro CAPRIE noxa3zear, 4e ¢peHMTOMH H ToN0OYTaMHU, KOMTO ¢€ MeTabDOIH3HPaT OT
CYP2C9 6e3onacHO MOrar Aa ce npwiarat eHOBPEMEHHO C KJIONHAOTPeJL.

Hexapcmeenu npodyxmu, cybcmpamu na CYP2C8: TlokaszaHo e, 4e KIOMHAOrpes NOBHHIaBa
€KCMO3MLMATA Ha PEMariHHK] [IPY 3paBy A00pOBOJILM. [n vifro Ipoy4BaHus MOKa3BaT, He
[MOBHIIABAHETO HA €KCTIO3ULMATA HAa penariHHUA ce JbJXA Ha HHxuOHpane Ha CYP2C8 or
TTHOKYPOHOBHS MeTabonuT Ha kjnonuaorpen. [opaay pucka Ot noBHIIABaHEe HAa NAAIMECHATE
KOHLEHTPAlHK, €eTHOBPEMEHHOTO IPUNOKEHUE Ha KIOTIUAOIPEN M AeKapCTBa, KOUTO €€ CJIHMHHHPAT
npeanmHuo ypes CYP2C8 meraGonmsbmM (Hanp. penarnMHKA, NaKJIWTaKcel), TpadBa Ja ce mpeanpyema
C MOBHILECHO BHHMaHKe (BXK. TOYKA 4.4).

PosyBacTaTuH: Y cTaHOBEHO €, Y€ KJIONUAOrpeN MOBHILIABA €KCTIO3HIMATA HA PO3YBAaCTATHH [IPH
nauueHTHTE 1,4 MbTH (AUC) Ge3 edekT BEpXY Crmax CNIEN MHOTOKPATHO NPUIIATAHE HA 1033 75 mg
KIOTIMAOTPE.

Hpyeo convmemsawyo nevenue c ACK
Crob1ieHH ca B3aHMONEHCTBHA HA CICAHATE JICKapCeTEeHN npoaykT ¢ ACK:

Ypuko3ypHuu (6eH30pomapoH, npobeHelna, cy1pHHNIHPa3oH)
Heo0xoauMo0 e noBrAmeHO BHRMaHKe, Thif kaTo ACK Moxe 1a uHXxHOUpa edekTa Ha YPUKO3YPHUHHTE
CpeAcCTBa Ype3 KOHKYPEHTHO €THMHHHEpPAHEe ¢ MMKOYHATa KHCEJIHHA.

Mertotpekcar
[Nopamn ramurero Ha ACK, MeToTpeKkcar, puiarad B 1034 N0-BUCOKU OT 20 mg/ceIMUYHO TpOBa

1a OBbJie U3M0N3BaH ¢ NOBHINIEHO BHUMaHHe ¢ xnonuaorpe/ACK, Teii kaTo MOXe J1a ce HHXHOHpa
OBOpeuHns KIIMPBHC Ha METOTPEKCAT, KOETO MOKE 1a AOBEJE 10 KOCTHO-MO3BYHA TOKCHYHOCT.

Tenodosup
EnHOBpeMeHHOTO [TPWIOKEHHe Ha TenoQosHp auzonpokcun ¢pymMapar u HCIIBC Moxe na ysennun
PHUCKa OT OBL0peyHa HeAOCTATHYHOCT. -
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KHCRIIHHA, B PE3YJITaT Ha KOeTO ¢S NOBHINABAT CEPYMHUTE HABA Ha o011aTa # cBoboHA BANNPOECBa
KHCEJIHHA.

BakcHHa Ccpellly BapHlena

[IpenopbuBa ce Ha MAUUEHTUHTE A HE ¢ AaBaT CATHIMMIATH 3a NEPHOA OT ECT CeAMHUM cneq
[OTy4aBaHE HA BaKCHHA cpelly papuueia. MMa ciyyan va nosBa Ha CHHAPOM Ha Reye ciea ynorpeba
Ha CAJIMIIWIATH 110 BpeMe Ha HHGEKLIMA ¢ BapHLena (Bx. Touka 4.4).

AlleTazoaMKg
[IpenopsuBa ce NOBHILIEHO BHUMAHHKE MPH €JHOBPEMEHHO NIPHJIOKEHHE HA CAITHIIANIATH C
aeTas’oNaMu, Thi KaTo MMa MOBHIIEH PUCK OT MeTabOANTHA anuIo3a.

Huxopauaun

[Tpu naimMesTH, KOMTO NpUeMaT eAHOBpeMeRHO HHKopanaui B HCTIBC, BkmounTtenso ACK u LAS
CBILECTRYBA NOBUIIEH PHCK OT TE€XKH YCIOXHEHHA, KaTO CTOMAILHO-YPEBHA 43Ba, repdopauys 1
KPBLBOM3IIUB (BXK. TOYKA 4.4).

Hpyru B3auMozeiicreud ¢ ACK

CpobiraBanu ca chilo B3auMOAeHCTBHA ChC C/ICAHUTE ICKAPCTBEHH MPOAYKTH € NO-BHCOKH
(nporuBoBB3maANUTENHE) 803K Ha ACK: MHXAOMTOPH Ha aHTHOTEH3HH KOHBEpTHpamKa eH3uM {ACE
UHXHOUTOPH ), BeHUTOUH, OeTa 6IOKePH, THYPETHLIM U TIEPOPAJIHH XHITOIITMKEMHYHHE CPECTBA.

AJnxoxon

AJKOXObT MOXE JIa MOBHUIH PHUCKa OT CTOMAllHO-YPEBHO YBpeXKAaHe, koraro ce npuema ¢ ACK.
[Taupenrure Tpabea na 6baaT KOHCYNTHPAHA OTHOCHO PHCKA OT CTOMAIIHO-YPEBHO YBpeXIaHe 1
KbpBEHE IO BpeMe Ha NpHeM Ha kinonuaorpen mwnoc ACK ¢ ankoxoin, 0cobeHo ako KOHCyMalmaTa Ha
ANKOXO0J1 € XPOHWUHA Wik TeXKa (BX. Touka 4.4).

Apyzu ezaumodeucmeun ¢ xionudozpen u ACK

[Toseue o1 30 000 nalMeHTH ca BKIKYEHH B KIIMHMYHA Npoy4BaHus ¢ Kionuyaorpen nmoc ACK na
NOAABPKALIM JIO3H MO-HUCKH MIIM PABHH HA 325 mg, U NONY4aBalny peAnla eAHOBPEMEHHO
IpuiaraHi NeKapCTBEHH MMPOJIYKTH, BKTIOYHTENHO AnypeTHlH, 6eta 6nokepn, ACE HHXHOHTOPH,
KaJIHeBH aHTArOHMCTU, XONECTEPON-NIOHH ABAIM CPEACTBA, KOPOHApHH Ba30ARIATATODH,
aHTHAKA0ETHH CpeacTBa (BKIIOYNTEIHO HHCYIIMH), @HTHENWIENTHYHM CPEACTBA H QHTarOHMCTH Ha
GPIIb/1I1a peuenropare, 6€3 JaHHK 3a KIIMHHYHO 3HAYHAMH HEXENaHH B3auMOAeHCTBU.

Oraenno ot cneumduIHaTa HHPOPMALIHA 33 B3aUMOACHCTBHA C JIEKAPCTBEHH NPOAYKTH, ONKcaHa 1o-
rope, Npoy4YBaHu 3a B3auMoaelicTBHA ¢ KnonuAorpel/ACK U HAKOH JICKapCTBEHH [TPOAYKTH,
€NHOBPEMEHHO MPWIAraHH [pH NaUUEHTH C aTepoTPOMOOTHYHO 3a00sBaHeE, HE Ca [TPOBEKIAHH,

Kaxro 1 npu napyru pepopanau P2Y 12 HHXHOHTOPH, ¢HOBPEMEHHOTO NPHIOKEHHE HA ONMUOUAHH
aroHMCTH HMA NOTEHIMaN Ja 3a0aBy H HaMaJIH a0CcopOLMaATa Ha KIIONUZIOTPEN BEPOATHO NopanH
3a0aBeHO M3Ipa3BaHe Ha cToMaxa. KMHHHYHOTO 3HAaUeHHe He € H3BecTHO. Tpa0dsa na ce obMucin
ynorpedaTa Ha MapeHTEPATHO aRTHTPOMOOLIMTHO CPEACTBO NPH MNALKUEHTH C OCTHP KOPOHAapeH
CHHAPOM, M3UCKBALH €AHOBpEeMEHHO NPIWIOKEHHE Ha MOPQHH HIIH APYTd OTTHOUAHH arOHUCTH.

4.6 Depruanter, 6peMEHHOCT H KbPMEHE

bpemennoct
Hsma kTHHHYHA NaHAH 33 ekenosuims Ha knonuaorpe/ACK no speMe Ha OpeMeHHOCT.

Knonnaorpes/ACK ne TpaOBa fa ce u3Mmoi3ea 110 BpeMe Ha ITbPBHTE JBAa TPUMECTEpa Ha
OPEMEHHOCTTA, OCBEH aKO KIIHHHYHOTO ChbCTOSHUE Ha XKeHATa HE Hajara JIeueHue C
knomuaorpe/ ACK,

[Topanu Hamuuuero Ha ACK, InaxkExe KoMGu € mpoTHBONOKa3aH no BpeMe Ha TpeTHd
OpemMeHHOCTTA.




Knonuaorpen:
Toi xaTo HAMA KIIHHUYHH JAHHH 32 €KCTIO3ULMA Ha KJIOMHAOTPEN O BpeMe Ha GpeMEHHOCT, KaTo
npexnazHa MApKa € 3a OPeANoYHTaHe a He ¢€ H3MOI3Ba KIOMHIOrpeN 1o BpeMe Ha OPEMEHHOCT.

IlpoyusanusTa NpH JKHBOTHH HE ITOKA3BaT [TPEKU WK HETIPEKH BPEAHH €PeKTH, CBbP3aHH C
OpeMeHHOCTTa, EMOPHOHATHOTO/(PETATHOTO pa3sBHTHE, PaXkIAHETO WIH NOCTHATATHOTO Pa3BUTHE (BIK.
TOYKA 5.3).

ACK:

Hucku aozu (ro 100 mg/aHeBHO):

KnHHWYHUTE npoyYBaHUsA NOKA3BarT, 4e 03 1o 100 mg/nHeBHO 3a orpaHMdYeHa akylepcka ynorpetba,
KOATO U3WCKBA CNEHATH3HPAHO HabnoaeHue, ca 6e30nmacHm.

Ho3u or 100-500 mg/aHeBHO:

HMa HemocTaTh4YeH KIHHUYEH ONUT OTHOCHO YNoTpeOaTa Ha /o34, Hanprmasau 100 mg/IHesHo 10
500 mg/nueBro. [ lopanu TOBa NPENOPBHKATE NO-A0IY 3a A03M 0T S00 mg/AHEBHO U MO-TONEMH Ca
PHIOKUMH CBILO ¥ 38 TO3H JO030B AMANA30H.

Ho3n ot 500 mg/aHEeBHO ¥ NO-TOJEMH:

HMuxunbupanero Ha npocTariaHMHOBATA CHHTE3a MOXE a NOBAKWAe HeOnaronpuaTHO OpeMeHHOCTTa
1/ WM eMOPROHATHOTO/ QeTanHOTO pazBUTHE. JIAHHH OT eMUIEMHOJIOTHYHATE MPOYyYBaHHA
IIPEANOJIaraT OBHIICH PHCK OT CIIOHTaHEH adopT U ChbpAcYHH MAPOpPMALIME ¥ FaCTPOCXHU3NC e
IpWiaraHe Ha HHXUOUTOPU Ha MMpOCTarlaHAMHOBATA CUHTE3a B paHHa OpeMeHHOCT. AGCOMIOTHHAT
PHCK OT ChPASYHO-CHA0BH MA(popMaliK € TIOBHIIIEH OT Io-MaJiko oT 1% ao npubnusutenHo 1,5%.
[Ipennonara ce, 4e pUCKBT Ce YBeNH4aBa C /03aTa H NPOAB/DKHTEHOCTTA Ha TepanudTa. [1pn
KMBOTHM NPUNAraHeTO Ha MHXUMOUTOPH Ha MMPOCTariIaHAWHOBATA CHHTE3A NOKA3BA pefpOoIyKTHBHA
TOKCHYHOCT (B:K. TouKa 5.3). J[o 24™ cenmuiia cres aMeHopesaTa (5™ Mecell Ha OpeMeHHOCTTa),
aCTHIICAIMLIMIOBA KHCeNIMHA He TpAOBa Ja ce IpHiiara, OCBEH aKko He € KpailiHo HeoOXoauMo. Ako
alieTHICATTNLIMIOBA KHCEIIHHA ce TIPHUJIara Ha sKeHa, OIMTRAIA A3 3aYeHe MM npeny 24™ ceamuna
ciel aMeHopeaTa (3™ mecen Ha OpeMeHHOCTTa), 103aTa TpAORa Ja OBbe KOJIKOTO € Bh3MOXKHO I0-
HHMCKA, & [TPOABIDKHTEIHOCTTA Ha JICYEHHETO -~ KOJIKOTO € Bb3MOKHO MMO-KPaTKa.

OT Ha9anOTO HA WIECTHA Mecell Ha GpeMeHHOCTTa, BCHYKH HHXHOMTOPH Ha NpocTarnaHIBRHOBATA
CHHTE3a MOTraT Aa U3JI0XKarT:
. (peryca Ha:
- KapAHOMYyIMOHAIHA TOKCHYHOCT (¢ NIPEKACBPEMEHHO 3aTBApSHE Ha AYKTYC apTepHo3ycC
H NYJIMOHAJIHA XHIICPTOHHA );
- 6bOpedHa QUCHYHKUMA, KOATO MOXKe J1a Iporpecupa Ao Op0peuHa HeAOCTATBUHOCT C
OJTHMOXHAPOAMHHOH.
° Markara 4 HOBOPOIEHOTO, B Kpasd Ha OpeMeHHOCTTa, Ha:
- BB3MOXHO yIBbIDKaBaHE BPEMETO HA KbPBEHE, aHTHArPeraHTeH eekT, KOHTO MOKE Aa ce
NpOosSBH JOPH NPH MHOTO HUCKH 103K,
- IIOTUCKAHEC HA MATOYHUTEC KOHTPAKIIHH, BOOCILO N0 3aKbCHABAHE Ha pPaXaaHeTO HIIH 110-
IPOABIDKUTENHO PaKaaHe.

KbpMmeHe
He e n3BecTHO Aany KIONHAOIPEN ¢& eKCKpeTHpa B KbpMaTa. [IpoyiBaHusTa IpH XKUBOTHH NOKa3paT

eKCKpelus Ha KIonKaorpen B migkoro. M3sectHo ¢, ue ACK ce ekckperdpa B OrpaHHUYCHH
KOAHYECTRA B KbpMaTa. KbpMeHeTo TpadBa J1a ce npeycTanoB no BpeMe Ha jedeHHe ¢ Ilnakkbke
Kom0n.

DepTianTeT
Hsma naHu# 1o oTHOIICHHE Ha (epTinuTeTa NpH kaondaorpen/ACK. [1pn npoyupaHms I

)KMBOTHH KJIOMHAQIPEN He € noKa3aj BJIWAHUE BepXy epTutureTa. He € n3BectTHO nan
ACK B xyonunorper/ACK noenugsa ¢eprunurera.

4.7 EdexTn BopXy cnoco0HoCTTa 3a wodHpaHe H padoTa ¢ MAIIHHH
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[TnakExc KoM6# He NOBHABA HIH NIOBAKABA MpeHeOpekUMO CTIOCOOHOCTTA 3a Io(HpaHe i padoTa ¢
MalIHHH.

4.8 Hexkenann nekapcTsenH peaknuu

Obobwerue na npoguna Ha 6e30nacHocm

besonacHOCTTa Ha KIOMMAOTpEN € olieHeHa npy niosede oT 42 000 nalyeHTH, KOMTO €a YYacTBAIH B
KIMHWYHH NPpoy4BaHnd, BKoupaniy Haa 30 000 nannenTH, JekyBaHu ¢ Knonyaorpen wnoc ACK, u
Haa 9 000 naumeHTH, TeKyBaHH 3a | roAnHA HIH noBede. KIMKUYHO 3HAYHMHTE HEXeIaHH
NIeKapCTBEHH peakiiy, HalmONABAHKM B YETHPH rojleMy Tpoyupaxus, npoyusanero CAPRIE
(mpoyuBaHe, cpasHaBallo kiomuaorpen camoctostenHo ¢ ACK) u mpoyysadnsta CURE, CLARITY
1 COMMIT (npoyusanus, cpassasamm knomzorpen mioc ACK ¢ ACK caMocrosTeHo) ca
o0chIend no-nony. Karo wno, xronuaorpen 75 mg/nHeBHO € cxoned ¢ ACK 325 mg/aHeBHO B
CAPRIE ne3aBHCHMO OT BR3pacTTa, 10Na U pacata. B AombineHne KbM ONMMTE OT KIMHUYHUTE
NPOYYBAHMA, HEKEIAHH NEKAPCTBCHR PEaKUMM ca ChOO1aBaHM H CIIOHTAHHO.

KbpBeHeTo e Hail-uecTo chobilapaHaTa peakia KakTo IPH KTMHHYHHTE NIPOYYBaHHA, TaKa H NpPH
MOCTMAPKETUHIOBUSA OITHT, KBAETO € ChoOIIaBaHa Hali-4eCTO 1pe3 MbPBHA MEcel] Ha JIEYCHHETO.

B CAPRIE, npu namyeHTH, geKyBany ¢ Kiomaaorpen wm ACK, ofmara yecrora Ha KEpBEHE € 9,3%.
YecroraTa Ha TEXKHTE CIIy4an € CxoAHa npu wionuaorpen v npu ACK.

B CURE 1e e Habmoaaead no-roiaM Opoii Ha CTyda Ha 3HAUMTETHO KbPBEHE ¢ KIONHIOTPEN ILIHC
ACK npes mppsuTe 7 IHU cnel KopoHapeH Gaiinac mpy NaLMeHTH, KOHTO €2 CNpeJiH TepanuiTa
NOBeYE OT NMET JHM [IPeAM onepaluyarTa. [Ipn nallieHTH, OCTAHAIM Ha TEpAHs B NPOABIDKCHHE Ha J
IHH crenl koponapHua Galinac, uectorara Ha ciyvaute e 6una 9,6% 3a xnomagorpen wnoc ACK, u
6,3% camo 3a ACK.

B CLARITY e nabmonasano o0nro ypejndeHne Ha CTy4anTe Ha KbPBEHE B I'pynaTa Ha Kionujaorped
wnoc ACK cnpamo rpynara Ha ACK caMocTosTenro. Yectorara Ha 3HAYMTENHO KbPBEHE IIpH
TPYNHTE € cXOaHa. ToRa ¢ HaOMoAaBaHO ¥ B MOATPYINRTE OT MALMEHTH, OIIPENENeHH Mo
XapaKTePUCTHKH HA H3XOIHO HUBO U BUd HA PHOPHHOMUTHYHOTO HIH XENapHHOBO JI€YCHHE.

B COMMIT, o61uaTa 4ecTtora Ha HelepeOpaHO 3HAYMTENTHO KbpBEeHe HIH LiepeOpaIHO KbPBEHE €
HHMCKA M CXOJHA ¥ MPH JBETE IPyIIN.

B TARDIS npu naleHTHTE ChC CKOPOLIECH HCXEMUYEH HHCYITT, NOJIyYaBalllH HHTEH3UBHA
aHTHArperaHTHa TEpanms ¢ TpH JeKkapcrBeHH npoaykTa (ACK + kronuaorpen + JHITHPHAIMOI ),
4eCTOTATa Ha KbPBEHE € OHna Ho-BKCOKA M KBPBEHETO € OHIIO MO-TEXKKO B CPABHEHHE € KJIOMKI0rpeN
CaMOCTOATETHO HIIH ¢ KOMOHHALINA aueTHJICATHLIAIOBA KHCETHHA H THNMPHUIaMON (KOPHT'HPaHO
obmo OR 2,54; 95% CI 2,05-3,16; p<0,0001).

Tabauuer cnucek HA HEJICENAHUME PeaK YU

Hexenanure nekapcTBEHH peakiiiy, KOUTO BB3HMKBAT [TPH CAMOCTOATEIHO NPHIOKEHHE HA
KJICTTHZIOTpet, IPH CaMOCTOATENHO Npwiokenye Ha ACK WM npH KJIONHMAOTpeN B KOMOMHALMA ¢
ACK no Bpeme Ha KIHHHYHHTE MPOYYBAHUA WIK CHOOIIECHH CIIOHTAHHO, €A MPeACTaBEHH B TabinaTa
no-xoJy. TAxHara 4ecTOTa € onpelesicHa Bb3 OCHOBA Ha CJIEAHATA KOHBEHLINA: yecTH (>1/100 xo
<1/10); HewectH (>1/1 000 no <1/100); peaxu (=1/10 000 go <1/1 000); MHoro peaxu (<1/10 000), ¢
HEN3BECTHA YecTOoTa (OT HaJIMYHUTE AAHHH He MOXe Ja Ob/¢ HanpaBeHa OLEHKA). BbB BCeKH
CHCTEMO-OPTaHEH KJIacC, HEKe/laHHTe PeakLiMK ¢e H30poABaT B HH3XOAAW PEA 1O OTHOILIEHHE Ha
TAXHATA CEPUO3HOCT.
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CHcTeMO-OpraieH
KJ1ac

Yecen

HeuecTH

Peaku

MHoro peaxH, ¢
HEU3BECTHA MECTOTA

Hapyuienus na
KpbBTa H TuMHaTa
CHCTEMa

TpombouuroneHus,
JIEBKOTICHHS,
€03MHOPHINA

HeyTtponeHus,
BKJTIOUHTENHO
TEXKa HEYTPOTIEHHA

TpombGoruuna
TPOMOQHIUTONEHUIHA
nypmypa (TTII) (Bx.
Touka 4.4), KOCTHO-
MO3bYHa
HEAOCTATHUHOCTY,
arIaCTHYHA AHEMHH,
NaHIUTOIICHHS,
OnLPTONEeHUA™,
arpaHyJIoIUTO34a,
TEXKA
TPOMOOITUTOICHHS,
puacOuTa
xeMopunud A,
rpaHynoOLHTONEHHS,
aHeMHs, XeMOJIHTHYHA
aHeMUs TIPH NAUMEHTH
¢ aemuuT Ha
rIoK030-6-gocdar
JeXUAporeHasa
(I'6®]D* (Bx. TOUKA
4.4)

Cepaeynu
HapylIeHus

Cunnpom Ha Kounis
(BazocracTu4Ha
aeprHYHa aHTUHA/
aJlepryueH MHOKapEH
MH(APKT) BBE BPb3Ka
¢ peaKiusa Ha
CBPBXUYYBCTBUTEIHOCT
KBM
alEeTHICATHIHIOBA
KMCSITMHA* WM
Kinonuaorpen**
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HapyuieHus Ha
NMYHHATA CHCTEMA

AHadunakTuueH
IIOK™*, cepyMHa
bonecr,
aHa(QHIAKTOHAHH
peaKluuu, KPBCTOCAHO
PEaKTHMBHA
ACKAPCTREHA
CBPBbXUYBCTBUTEIHOCT
MEKIY
TUCHOITUPHIHHHUTE
(kaTO THKAOMMIUH,
npacyrpen) (Bx. TOUka
4 4)y**, UHCYNTHH
aBTOMMYHEH CHHIPOM,
KOUTO MOXE Ja A0BElE
A0 TeXKKA
XHUMOTTUKEMHUS,
ocobeHO npy
nanuenTtu ¢ HLA
DRA4 noartun (no-
YeCT IIPH ANOHCKATA
NOMmyIammua ) **,
BNOILIABaRe Ha
aNepruvYHH CHMIFTOMH

Ha XpaHUTEHA
aneprus*

HapyuieHus Ha XHUMOr MTMKEMHA*,
MeTabonusMa u noaarpa* (Bx. Touka
XPaHEHETO 4.4)
IcuxuaHHu XanoiMHAaLIHH,
HApYIICHHA OOBPKAHOCT
Hapymenns na HHTpakpaHUanHO HapyiiieHHq BBB
HEPBHATA CHCTEMA KbpBEHE BKYCOBHTE

(cpoOLEeHM ca
HAKOJKO CIy4YaH C
tdaraneH UIXon,
0co0eHO B
cTapuecka
BB3PacT),
rinasodonue,
apecTe3nA,
3aMasHOCT

BBIMPHATHA, arCy3us

HapymeHnns Ha ouure

KprBOou3nus B
OUMTE
(KOHIOHKTHBATA,
OKOTO, PETHHATA)

HapyineHua Ha yxoto Bepturo 3ary0a Ha ciayxa* win

1 JabupuHTa THHUTYC*

Cpa0oBH HapyLLICHUS XeMaToM CepHosHa xeMoparus,
KbpBEHE OT
ONEpaTHBHA PaHa,

PecniupatopHm, Enucrakcuc
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TPBAHHE H
ME/INaCTHHAHH
HapyIieHUS

JUXaTelIHaTa CHCTEMA,
(XeMOITH3a,
OenoapobHa
XeMoparus),
OPOHXOCNAIEM,
HHTEPCTHLHAIEH
MHEBMOHUT,
HEKapAHOTEHEH
fenoapoleH OToK TIpU
XpOHUYHA yrioTpeda u
BHB BPb3Ka ¢ peakims
Ha
CBPBbXUYBCTRUTEIHOCT,
NPUYHHEHA OT
aleTHNCATHHIOBA
kucenuua¥*,
e03HHO(UITHA
TTHEBMOHNA

CToMalHo-9peBHI
HapyIIeHUs

CromMailHo-
YpeBHA
XeMOparus,
auapus,
KOpPeMHa
Oonka,
AHCTICIICHA

Cromanina 3382 4
AYOACHAIIHA A3B4,
racTpMT,
NOBPBILAKE,
raJicHe, 3amek,
¢narynesuns

PerponepyuroneanHa
XeMOoparus

CromaiiHo-4peBHa U
PETPOIIEPUTOHEaHA
Xemoparus ¢ garaieH
W3XO0, MAHKPEATHT.
Hapyiienns Ha
TOPHHUTE OTIENH Ha
CTOMAIIHO~YPCBHHSA
TpaKT (€30¢arut, A3BH
Ha XpaHOPOBOAA,
nepdopatins,
€pO3HBEH racTPHT,
€pPO3HBEH JYO/CHHT);
racTpodyO/eHalHa
a3Ba/neppopams)*;
HapylIeHUs Ha
JIOJTHUTE OT/IE/A HA
CTOMAIIIHO-YPEBHUA
TPaKT (A3BH HA
TBHHKOTO [ HeOHyM H
HicyM)] H aebeloTo
[xon0H B pekTyM]
4epEO, KOJIHT U YPEBHa
mepdoparis}*;
CHMMITTOMHM OT CTpaHa
Ha COPHMA 47 HA
racTPOMHTECTHHATHHA
TpakT* Karo
racTpaIrus (Bx. ToUKa
4.4); T€34, CBBP3aHH C
ACK croMauiHo-

YpEeRHU PEaKIHH,
MOTraT WIH He MOoraT
Aa 6baar CBBp3aHy C
KPBHBOH3JINB U MOXE
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npeayopeauTeNHuA
CUMIITOMH HIIH
IpeIHIIHA aHaMHE3a
34 CEPHO3HHU
CTOMAIIHO-YPEBHU
crouTHA*. Kosur
(BKJIFOYHUTETHO
YJILEPO3CH HITH
AUMPOLMTEH KOJIMT),
CTOMATHT, OCTBP
NAaHKPEATHUT BB
BPB3Ka C peaknys Ha
CBPbXUYBCTBUTENHOCT
KBbM
aleTHJICAJTHIIUIIORA
KUCEHHA™

XenaroOuwimapHu
HapymeHHA

Octpa uepHOApOOHa
HeAOCTaTbUHOCT,
YePHOAPOOHO
yBpEKA2HE, IMIABHO
XefnaTouenynapHo¥,
XeTaTHT, TIOBHIIaBaHe
Ha YEPHOAPOOHHUTE
SH3UMU™, OTKJIOHEHHS
B YePHOAPOOHUTE
dYHKIHOHANHU
TECTOBE, XPOHUYEH
xenarur*

HapyuieHus Ha
KOXaTa H
NOJKOXHATa ThKAH

O6pasyrane
HA CHHHHHU

O6pus, cppbex,

KOXKHH
KPBbBOH3ITHEH

(mypriypa)

BynoseH nepMaTur
(TOKCHYHA
enyjcpManHa
HEKPONN3a, CHHAPOM
Ha Stevens-Johnson,
epuTEMA
MYNTH(OPME), OCTpa
reHepaju3upaHa
€K3aHTeMaTO3Ha
nycrynosa (AGEP),
AHTHOCIEM,
JE€KApCTBEHO
HMHAYIMPAH CHHAPOM
HA
CBPBXUYBCTBUTENHOCT,
NIEKAPCTBEH OOPHUR ¢
€03UHOPUIHA H
CHCTEMHH CUMITTOMH
(DRESS),
€PUTEMATO3EH HIH
exconuatuBeH
0bpuB, YPTHKApHI,
eK3eMa, IMXEH TUIAHYC,
dHkcHpan obpus*

HapyureHus Ha
Bb3NPOH3BOAUTEIHATA
CHCTEeMA H I'bpAaTa

I ' HHEeKOMAacCTHA

/m

/AN

HapyineHns Ha
MYCKYJTHO-CKEJICTHATa

// ?iﬁ*”%mafg@; }
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CHCTEMA | cHcTeMa (XeMapTpo3a),

CBEIUHHTENIHATA apTpHT, apTpaJITHA,
ThKaH MHAJITHA
Hapyiwenus Ha XeMaTrypus br0OpeuHa
OpbpennTe U HEIOCTATHbYHOCTY,
TUKOYHHTE ITBTHILA ocTpo OBOpedHo

yBpexaane (ocodeHo
NpPH NALKHEHTH ChC
CBILECTBYBALIO
O6BOpeYHO YBpEKIaHe,
ChpACYHA
OCKOMITEHCALHS,
He({PUTEH CUHAPOM
HJIA CBITBTCTBALLO

JICUEHHE C
JAypeTHLIHR ),
TJIOMEPYIOHEPPHT,
MOBMIICH KPEAaTHHHH B
KpbBTA
O6wmu HapymeHus 1 | KphBou3nue BHcoka TemnepaTypa,
edeKTd Ha MACTOTO Ha MACTOTO oTOK™
HA MIPUJIOKEHUE HA
MHXKEKTHpaHe
H3cnensanms Y IBIDKEHO BpeMeE
Ha KbPBEHE,
NOHMKEH OpoH
HeyTpodunu,
HnoHWkKeH Opoii
TPOMOOIIHTH

*Tannu, crobeny B nydnukyeranaTa uagopmatid 3a ACK ¢ Hen3BecTHa yecToTa.
**JlaHHH, CBHP3AHH C KIOMHAOTPeN ¢ HEU3BECTHA YeCTOTa.

CrobmagaHe Ha NOROZUPAHN HEXKEIAHH PEAKIIHH
CrolinaBanero Ha NOAO3NpaHH HEXEJIaHH JIEKAPCTBEHH PeakUUH clell paspeniasaHe 3a ynoTpeda Ha

JIEKApCTBEHMA IMPOAYKT € BaxHO. ToBa no3BosABa Ja NPOABIDKH HAONIOAEHAETO Ha CHOTHOIIEHHETO
H0J133/PUCK 34 JICKAPCTBEHNA NPOoAYKT. OT MEINIMHCKHTE CIELHATHCTHA Ce U3MCKBA 13 ChoOINaBaT
BCAKA NIOAO3MPAHA HEXKENIAHA PEAKIIHA Upes:

H3nbnHMTENHA areHIud [0 JIeKapcTBaTa
yi. ,,Jdamad ['pyeB” Ne 8

1303 Cogpua

Ten.: +35 928903417

yebcairr: www.bda.bg

4.9 Ilpenosnpane

Knonvnorpen
[IpenosupaHeTo B pe3yTaT Ha MpHiiaraHe Ha KJIOMUAOoTrpen MOXe Ja I0BeAe 10 YABLKEHO BpeMe Ha
KbpBEHE ¥ NOCNEABAILUTE YCI0KHEHHS OT KbPBEHETO. AKO B3HHKHE KbPBEHE, Tps0OBa 1a € HMa
MpPeABUA MOTXOAAMIA TEpaTUs.,

He e oTkpuT aHTHAOT Ha (apMakoJ0rdHiHATa aKTUBHOCT Ha KJIONUAoTpel. Ako e HeodxoruMa
He3abaBHA KOPEKUNS Ha YIBIKEHOTO BpEME Ha KbpPBeHe, TpaHCQy3HATa Ha TPOMOOLIMTHA Maca
[a MPOTHBOACHCTBA HA €(PEKTUTE HA KIIONHIOTPEIL.

ACK éj;{‘l"‘fﬂi L';,-A 1\
LR A

Craennure CHMITOMH €a CBbpP3aHH ¢ yMEpeHa MHTOKCHKALIMA: 3aMasgHOCT, IMaBodos ,15 PHYTYC: L 00 5

O0OBPKAHOCT ¥ CTOMALIHO-YPEeBHH CHMIITOMY (rajicHe, MoBpbLlaHe U cToMariHa 60 A £ } E
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ITpK TeKKa HHTOKCHKAIHA, HACTHIBAT CEPHO3HH HApYIlleHHA B AJIKATHO-KHCETHHHOTO PaBHOBECHE.
[TbpROHAYAIHATA XUTICPREHTHIANMA BOIK J0 PECIIMPAaTOpHa aKano3a. B nocnencTeie HaCThIIBA
pecupaTopHa alia03a KaTo pe3yirraT OT NOATHCKAIKA edeKT BbPXY PECIHPaTOPHHSA LIEHTBD.
Bn3uukea CBIIO H METAOONHTHA aLHI03a NOPaIH HATMUKETO HA cannuiiaTy. IIpu nonoxenne, ue
MpH A€lla, KbpMadeTa | MPOX0XAALIH BHTOKCHKALIHATA YeCcTO ce 3afend3Ra €/1Ba B KbCEH eTall,
OOHMKHOBEHO MPH TAX BE€YE € HACTHITMII €Tara Ha al|a03a.

Morar aa Bb3HUKHAT CBIUIO CIEAHUTE CUMITOMU: XHNEPTEPMHUA H M3NOTIABAHE, BOJAEIIH 10
nexuaparamus, 06€3NOKOHCTBO, KOHBYJICHH, XAMIOLMHALMK H XUnorMKkeMusi. [ToTHCKaHeTo Ha
HEPBHATA CHCTEMA MOJKE J1a IoBeJIE 10 KOMA, ChPACYHO-CHOB KOJIANC ¥ PECIIHPATOPEH apectT.
Jlerannara no3a Ha alleTMICATMLOHIIOBA KucenuHna e 25-30 g. [InasMeHn KOHUEHTpallHH Ha
caymumnari Haa 300 mg/l (1,67 mmol/l) mpeanonarat HHTOKCUKALIMA.

[Ipeno3upaHeTo ¢ koMOuHaLHsa ACK/knonygorpen BeB QukcHpaHa 1034 MOXKE 1a € CBbP3aH0 CbC
3ACHIIEHO KBPBEHE U NOCIEABAIUN YCIOKHEHHA OT KbPBEHETO, Ab/IKAIIH ce Ha GapMaKoJorHYHOTO
neficreue Ha KiomnHaorpen u ACK.

Moxe 1a HaCThIIU HEKAPAROTEeHeH OenoapoOEH OTOK TIPH OCTPO WIH XPOHHYHO Npefo3rdpaHe Ha
aueTUICATHLWIOBA KUCENHHA (BX. TOUKA 4.8).

HeobxoauMo e npremane B 60JTHHIA, KO € OMIa NoreJaHaTa TOKCHYHa no3a. [Ipu ymepeHa
WHTOKCUKAIIHSA, MOXE [1a CE HAIIPABH OIUT 33 NPEIH3BHKRAHE HA [IOBPBIIAHE, AKO € HEYCIIEINCH,
MoKa3aH e CTOMAIIEH apax. [TpunaraT ce akTHRe:H BBIVIeH (aacopOeHT) U HaTpHER CYIpaT
(nakcatus). ITokazaHo e ankanu3upaHe Ha ypuHaTa (250 mmol marpues GuxapGoHar 3a 3 9aca) Kato
ce Habmronasa pH Ha ypuHaTta. [IpennouyutaHo ieueHne 3a TexXKa MHTOKCKALMS € XeEMOIHAIH3A.
Jpyrure npu3Hali Ha UHTOKCHKAIIMA C€ TPETHPAT CHMITTOMAaTHYHO.

5. GOAPMAKOJOIrHYHH CBOMCTBA

5.1 dapMaKoAHHAMHYHH CBOHCTBA

dapMakoTepaneBTHYHa rpyna: AHTHTPOMOOTHYHM CpeicTBa, HHXHOMTOPH Ha TPOMOOIHTHATA
arperanms, ¢ MIKmoueHue Ha xenaput, ATC xon: BO1AC30.

MexaHuzsM Ha JeiCTRHE
Kionuaorpen e NpeaANeKkapcTBo, €JWH OT YHATO META0OMTH ¢ HHXMOWTOpP Ha TpoMOGOLMTHATA

arperaums. Knonugorpen tpsbpa na ce merabonusmpa or CYP450 eH3UMHATE 10 nony4yaBaHe Ha
AKTHBHHA METa0ONUT, KOHTO UHXHOWPAa TPOMOOLIMTHATA arperaliya. AKTUBHHAT METa0OIMT Ha
KJIOTIUAOTPEIl CEIEKTUBHO HHXHOHpA CBbP3BaHETO Ha aneHo3uH gudocdat (AJID) keM
TpoMOouHTHHA My P2Y 2 peuenrtop u nocaenssamara AJ{P-MeaunpaHa akTHBALHA Ha TTTHKOTIPOTEHH
GPIIb/I1Ia komIuiekea, KaTo no To3M HauMH HHXKOHpa TpoMOoiTHaTa arperauyd. [lopaan
HeOOPaTHMOTO CBBP3BAHE, CKCNIOHHPARUTE TPOMOOLIUTH OCTaBaT 3aCETHATH JIO Kpas Ha CBOS JKHBOT
(npubmzuTento 7-10 AHK) ¥ BR3CTAHOBABAHE Ha HOPMAJIHATA TPOMOOLINTHA QYHKIIHA HACTHIIBA NPH
CeABamoTo NoKoneHre TpoMOoLUTH. TpoMOOLIITHATA arperalms, IpeAU3BHKaHa OT APYTH
aroHMcTH, ocBeH AJ1®, cpino ce HHXKHOHPa Upe3 ONoKHpaHe HA yBETHYEeHaTa TpoMOOIIMTHATA
aKTUBalHg OT ocBoboncHUA AJ[D.

Tt KaT0 aKTHBHUAT MeTabONNT ce obpa3yBa upe3 CYP450 eH3UMHUTE, HAKOU OT KOMUTO €2
NoJIUMOp¢HH HIH ¢a 00eKT Ha HHXUOHPAHEe OT ApYTH JIeKapCTBEHH MPOAYKTH, HE BCHYKH MALMEHTH
IIEe UMAT JOCTAThYHO HHXHOUMpaHe Ha TPOMOOLIMTHATA arperaums.

DapmMakOAUHAMUYNY SHEeRTH

MHOrokpaTHOTO TIPHIAraHe Ha KIOMHAOIpen 75 mg AHEBHO BOAM IO 3HAYHTEIHO U
AJID-unpyuHpadara TpoOMOOLMTHA arperalus OT MbPBUA AeH, KOeTO IPOrpecHBHO
NOCTHTa CTAMOHAPHO ChCTosHMe Mexay 3 U 7 aeH. [Tpu cTanuoHapHO ChCTOAHHE
wHxuOupane, HabmoaaBaHo npu 75 mg AHeBHO e Mexay 40% u 60%. TpoMOoLuT
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BPEMETO Ha KbPBEHE NOCTENCHHO CE BPbINAT KbM H3XOAHUTE CTOMHOCTH, OOUKHOBEHO 5 IHH Clel
NMPEeKbCBAHE HA JIEYEHHETO.

AueTuicanMupnosaTa Kncenupa BHxubupa TpoMOoLHTHATA arperaums 4pe3 HeobpaTuMo
HHXHOUpaHe Ha MpOCTarJaHIuH LIHKJOOKCHIeHa3aTa H ToBa HHxubupa 06pazyBaHeTo Ha TpOMOOKCAH
Az, HHAYKTOpP Ha TpOMOOLIMTHATA arperaiid U Ba3OKOHCTPHKLUATA. T034 eeKT Tpae KONKOTO
JKHBOTA Ha TPOMOOLIMTHTE.

ExcrepyMeHTaNnHH AaHHU npennonarar, e ubynpoden moxe aa naxudupa edeckra Ha HUCKaTa 1032
ACIMMHUPHH BBPXY TPOMOOLMTHATA arperauys, KOraTo ce npuiaratr ¢IHOBPEMEHHO. B eIHO NIpoyiBaHe,
KOraTo €IHOKpaTHa 403a udymnpoden 400 mg ce B3eMa B paMKUTe Ha 8 4aca npeay uim Ao 30 MHHYTH
cnen NpHaraHe Ha aclMpuH ¢ He3abaBHO ocBoboxnaBane (81 mg), ce Habmonapa HaMaleH edekT Ha
ACK »ppxy oOpa3zyBaseTo Ha TPOMOOKCaH MM TPoMOOIMTHATA arperaliii. Dbnpeku Toba
OrpaHH4eHOCTTA HA TE€3M JaHHH U HECHTYPHOCTTA OTHOCHO EKCTPANQIALMATA Ha eX Vive JaHHH KbM
KJIHHHYHATA CHTYALIMA 03HAa4yaBa, 4€ He MOrarT Ja ObAaT HaNpaBeHH KaTErOpHYHH 3aKJII0YEHH 32
penoBHaTa ynorpeba Ha uGynpodeH, H He 61 ClieBATO Aa C& OYAKBA KITHHHYHO 3HAUHM eGeKT NpH

HepeloBHa ynotpeda Ha ubynpoden.
Kiuyguuna ehuKkacHOCT H §e301aCHOCT

bezonmacHocTTa B eduxacHocTTa Ha Kionuaorpen wnoc ACK e Onia olleHeHa B Tpu ABOHHO-CIICTIH
Npoy4BaHus, B KOUTO ca BoueHH Han 61 900 naument: npoyusannsta CURE, CLARITY n
COMMIT, cpaugpaiy knonuporpen nuoc ACK cnpamo ACK camocTofTeiHo, | IBATa BUA
JIEYEHHE Ca JaBaHHM B KOMOMHALMA C Apyra CTaHAapTHA Teparins.

[Ipoyusanero CURE Bknroupa 12 562 naumeHTH ¢ OCThp KOpOHApeH cHHApOM 6e3 efnepauus Ha ST
CerMeHTa (HecTabWIHa cTeHOKapAUs HiN MHOKapAeH nH(papkT 6e3 Q 3p0€Ll) 1 HAMHKETO B IbPBHTE
24 yaca OT HA4AJIOTO HA MIOCNEAHUA eNHU30A HA IPbAHa 60/Ka HIIH CHMITOMHU B PE3yJITAT HA HCXEMHUS.
[Tamyenrure Tpadsa na kMat EKI npoMern, ChOTBETCTBAILM Ha HOBOIIOABHIIA C& HCXEMMA HITH
[IOBHIIIEHH CBPICYHN €H3UMH WM TPonoHHH I uiu T, B CTORHOCTH NOHE ABA TBTH NO-BHCOKH OT
ropHa rpaHHila Ha HopMaTa. [lauyeHTHTe ca paHIOMH3HpaHy Ha Knongaorpen (300 mg HaroBappaiia
71033, nocneasana oT 75 mg quesno, N = 6 259) nmmoc ACK (75-325 mg Beanbxk aHeBHO) HiH ACK
camMocTosaTeHo (N=6 303), (75-325 mg BenHbX AHEBHO) U APYTH CTaHAAPTHH TepanuH. IlanmenTure
ca neKyBan# 1o 1 roguHa. B npoyuysanero CURE, 823 (6,6%) nauueHTH ¢a noryyaBaiH
eanospeMedHo u GPI/1Ia peuenropHu aHTaroEMcTH. XenapyH e npuiarad npu noseue ot 90% ot
NALHEHTHTE, KaTO OTHOCHTE/IHATA Y€CTOTa Ha KbpBeHe Mexay knonuaorpen wnoc ACK u ACK
CaMOCTOSTEAHO He € OUla 3HAUMMO TOBIMAHA OT AHOBPEMEHHATA TEpaTius ¢ XenapHH.

bpoaT Ha naMeHTHTE, IPH KOUTO C€ CTHTa A0 MbPBHYHATA KpaiHa TOUKa [ChpAeHHO-CBA0BA CMBPT
(CV), muokapaen uHdapkr (MI) uma uucyar] ca 582 (9,3%) B rpynara Ha kiomaaorpen mwnoc ACK u
719 (11,4%) B rpynara Ha ACK, HamansaBane Ha oTHOCUTETHHA prck ¢ 20% (RRR) (95% CI: 10-28%;
p = 0,00009) B rpynara Ha xromuaorpen mnoc ACK [17% HamanspaHe Ha OTHOCHTEITHHA PHCK NpH
KOHCEPBATHBHO JICYEHHE Ha NaUMEHTHTe, 29% NpPH HanpapeHa NEPKYTaHHa TpaHCIyMHHATHA
kopoHapHa aHrHoruiacTika (PTCA) cse unu 6e3 cteHT ¥ 10% nipu HanpaBeH KOPOHAPHO apTepHalleH
6atinac (CABG)]. HoBu ¢bpaeuHO-CHIOBH MHIMACHTH (ITPBHYHA KpaliHa TouKa) ca NpeXOTBPaTeHH,
C HaMAJIBaHE HA OTHOCHTENHMS PHCK ¢ 22% (CI: 8,6, 33,4), 32% (Cl1: 12,8, 46,4), 4% (CI: -26.9,
26,7), 6% (CI: -33,5, 34,3) u 14% (CI: -31,6, 44,2), csorseTHO nipe3 0-1, 1-3, 3-6, 6-9 u 9-12 MecevHH
HHTEPBAIK Ha poy4BaHeTo. Cliel TpeTHsa Mecell Ha JedeHne, on3ara HabimoaagaHa B Ipynara Ha
knomuporpen mmoc ACK He HapacTBa noseue, HO PHCKA OT XEMOparua ocrasa (Bx. T04ka 4.4).

Ynorpebara Ha knonwaorpen npu npoyusaneto CURE e ¢Bbp3ana ¢ HAMaABaHE HA HEODXOTHMOCTTA
ot TpomOomuTHyHA Tepanus (RRR = 43,3%; CI: 24,3%, 57,5%) u GPIIb/11la naxuburopu (RRR =

18,2%,; CI: 6,5%, 28,3%).

BposT Ha nauuenTHUTe, TIPH KOUTO C€ CTHIa 10 KO-ITbpBHYHATA KpaliHa Touka (CV cMb :qw :

- WK pedpakrepra ucxemns) ¢ 1 035 (16,5%) B rpynara Ha knonugorpea winoc ACK qﬁ} ql_ﬂ%‘@kx
B rpynara Ha ACK, namanspatne Ha oTHocHTeMHHA puck ¢ 14% (95% CI 6%-21%, S)ﬁ”ﬁfﬂw\":ﬁ At
rpynaTa Ha kinonuaorpen mwnoc ACK. Tazn monsa ce apki NPeayMHO HA CTaTH A

i - ".:‘arj":'}-' v, .
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TIOHHXXaBaHE Ha YECTOTATA Ha MHOKApIHKA uHBapkT {287 (4,6%) mpu rpynara Ha KJIONMHAPOren o
ACK 1 363 (5,8%) npu rpynara na ACK]. He e HabmonaBan edekT BbpXY YecToTata Ha
PEXOCIHTANU3ALMATA IPH HecTaOUIHA CTEHOKAPAMA.

PesynraTre, oy4eHH IPH NOMyJallHATE ¢ pa3IMYHi XapakTePUCTHKH (Hanp. HecTaOHITHA
crenokapaus unu MI 6e3 Q 3u0e1, Hucka A0 BUCOKa CTENEH Ha PUCK, AHA0ET, HEOOXOIHMOCT OT
peBacKyIapH3anMs, Bb3PACT, NOJ U T.H.) €& CXOAHH ¢ PE3YJITaTHTE OT ITbPBHYHATE aHAIU3H. []o-
CELMANHO, B post-hoc asanu3 pu 2 172 nammentu (17% ot usnara CURE nomynaums), Ha KOUTO HM
¢ nocrased creHT (Stent-CURE), aaHHHTe NOKA3BAaT, Y€ KIOHHAOTPEN CPaBHEH ¢ nnauedo,
AeMoHCTpHpa 3Ha9nMo RRR ot 26,2% B mon3a Ha KIOMUAOTpe 32 KO-ITbPBHYHATA KpakHa Touka (CV
cMBpT, MI, uHcynT) 1 cbio 3HayuMo RRR ot 23,9% 3a BTOpaTa ko-bpBHYHA KpaiiHa Touka (CV
cMBpT, M, uncynt uiu pedpakrepHa ucxemus). OceeH T0Ba, MpodwrbT Ha 0e30MNaCHOCT HA
KNOMHAOIPeN MpH Ta3d NOArpyNna NaleHTH He MPEIU3BHKA HAKAKBO 0COOEHO OE3MOKOHCTBO.
CnenoBaTenHo, pe3yJTaTHTE OT Ta3H NOATPYNA ¢a B CbOTBETCTBHE C 0OIIMTE pe3ysITaTH OT
NpOYYBAHETO.

[Tpu naupentu ¢ octep MI ¢ enepanya Ha ST-cermenTa, eKacHOCTTa M 0e30MacHOCTTa Ha
KJIOMHAOTpen € 61la OLIEHEHA B 2 paHAOMHU3HPaHH, UIALEOOKOHTPONHPAHH, NBOHHO-CIICNH
npoyusanus, CLARITY, npocnextueed noarpymnos asanus Ha CLARITY (CLARITY PCI), u
COMMIT.

ITpoyuBaneTro CLARITY Bimrousa 3 491 nauuentn ¢ Hayano Ha Ml ¢ ST enepauus B paMKUTe Ha
nocieauuTe 12 yaca M 3alNaHyBaHO TPOMOOTUTHUHO NicueHue. [lanuenTUTe ca noay4uis
xkaonuaorpen (300 mg Haropapsaila A03a, rocaeasaia ot 75 mg/neH, n=1 752) wnoc ACK wm ACK
camocrosTendo (n=1 739), (150 no 325 mg karo HaTOBapBallla 1034, MocaenBaHa ot 75 10 162
mg/neH), PpubpHHOIUTHYHO CPEACTBO, M KOraTo ¢ 610 NoaxXoAdmo xenapuH. IauueHTHre ca
npocnexeHy 3a 30 nam. [IspBuuHaTa KpaiiHa TOUKa € KOMOMHMpaHa NOABa Ha 3alylleHa apTepus,
CBbp3aHa ¢ HH¢AapKTa Ha AHrHOrpaMara Npeau HIMHCBAHETO, WIXA CMBPT, Wi nosTopeH MI npexu
KOopoHapHara anrdorpadua. [Tpy nauMeHTy, [IpH KOHTO HE € TIpaBeHa aHrHorpadus, MbpBUYHATA
KpaifHa TOYKa € CMBPT HIIH [IOBTOPEH MHOKapAeH UHQAPKT 140 JIeH 8 Wi A0 U3NUCBAHETO.
[TonynaumsTa nammenTH € Bmousana 19,7% xenn 1 29,2% nauuents >65 roguan. O0mo 99,7% or
[TAHEHTHTE Ca TOAYYHIY GUOPHHOMHTHUH (PuOpHH cicudduynn: 68,7%, He-GubpHH CICHU(PHYHHN!
31,1%), 89,5% xenapun, 78,7% Gera 6noxepH, 54,7% ACE uHxuburopH H 63% CTaTHHH.

[lernanecer npouenta (15,0%) ot manmenTuTe B rpynarta Ha knominorpen nmoc ACK u 21,7% s
rpynara Ha Tepanua ¢ ACK camocTosTeNHO ¢a AOCTUTHAJIH 10 MbPBUYHATA KpaiHa TOYKa, KOeTo
NPEACTaBIABa aOCOMOTHO HamalieHHe OT 6,7% u 36% OTHOCHTENHO HAMAIEHAE B MOJI3a Ha
knomHaorpen (95% CI: 24, 47%; p <0,001), rmasHO CBBP3aHO C HAMAICHUE Ha CIyJaHTe Ha 3amylleHH
apTepHH, CBbp3aHu ¢ HHGapkTa. Ta3u non3a € Oa HATULIE ¥ BB BCUYKH ITpeBapAHTENIHO
ONpeEICHH [TOATPYITH Ha NALMEHTUTE TIO BE3PACT U MO, JIOKaNH3atka Ha HHpApKTa H BHIA HA
U3MOJI3BaHOTO PUOPHHONMTHYHO JCUCHHE HITH XElapHH.

[Noarpynosusar ananu3 Ha CLARITY PCI exmousa 1 863 mamuenty cec STEMI, noanoxenm Ha PCI.
[laupeHTHTe, NoNyyaBau 300 mg Harosapeama n03a (LD) knomuaorpen (n=933), ca HMany
3HAYNTENHO HaMAJICHHE Ha YECTOTaTa Ha CBPIEYHOCHAOBA CMBpT, MI nnu uucynr cnex PCL B
CpaBHEHHE C Te3H, Monyvuasamy 1auedo (n=930) (3,6% mpu npeABapHTENHO JEYECHHE ¢ KIOTHAOTPEN
cnpamo 6,2% ¢ nnauebo, OR: 0,54; 95% CI: 0,35-0,85; p=0,008). [TauuenTtiTe, monyuasainy 300 mg
LD xnonuporpern, ca iMany 3HAYATETHO HAMaleHHEe HA YECTOTATa HA ChPASYHOCHAOBA CMBPT, Ml
i HHCYIT Ao 30 auu cneg PCI B cpaBHeHHMe ¢ Te3H, NONMyyasalny mauedo (7,5% npu
NpeABapUTEIIHO JICUEHHE C Knonuaorpel cnpaMo 12,0% ¢ miauebo, OR: 0,59; 95 % CI: 0,43-0,81;
p=0,001). Berpexu TOBa, Koraro ce oeHsea B obmara nomynauus Ha npoyueaHero CLARITY, Ta3u
CBCTAaBHA KpaliHa TOYKA HE e CTATUCTHYECKH 3HauKMMa KaTo BTOpHYHA KpaiHa Touka. He ce
HaOJIFoaBa 3HaYHMA Pa3vKa B 9€CTOTATa Ha MoMAMO WIH MaJIKO KbPBEHE MEXKIY ABETE
(2,0% mpu npeaBapuTENHO NeweHKe ¢ Kaonuaorpen cnpsmo 1,9% ¢ nnaueto, p>0,99). F€3
OT TO3H aHaNN3 NOAKPEITAT PAaHHOTO H3NOI3BAHE HA HATOBAPRAINA 4033 KAONHAOTpEN {513 VL .
CTPATErHATA 332 PYTHHHO MPEIBAPUTENHO JICUEHHE C KIOMHUAOTPEN NPH NalHEHTH, NOIINK Hﬁﬁﬁl‘}’@I’l A !

h
P g 3

e :
L] [‘ - i\-l- . . o - __. - . _.I' A1 . .f ;:
B R TR
.'_'J._- ) __-‘_: 3 -.l'_' "_‘,_;:,:_,-;.. : ) .._““:
] - v oL RS A '
LA “ T,
L .



[Ipoyusaneto ¢ 2x2 dakropraieH auzaiin, COMMIT, skmrodsa 45 852 nauMenTH ¢ Hayano Ha
CUMIITOMH, Oyaelm ceMueHHe 3a MI, noaxpenenu ¢ matojaoruyey orioionesus B EKT, (Hanp. ST
enesauua, ST nenpecus wiM jaB Genpen 6010K) B paMkUTe Ha nocaenuure 24 vaca. [laupeATrTe ca
noayurunu kinomyaorpen (75 mg/nen, n=22 961) nmoc ACK (162 mg/aen), unu ACK caMoCTOSTETHO
(162 mg/aneBHO) (n=22 891), 3a 28 anu mam 10 H3nHcBaHe oT OonHuuara. Ko-mbpBHYIHATE KpaHHH
TOYKH €a CMBPT 110 BCAKaKsa MPHUKMHA H ITHPBA NOABa A peHH(APKT, MHCYJIT HJIH CMBPT.
[NonynauusTa e Bxrousana 27,8% xenn, 58,4% nauuentn >60 romunu (26% >70 roaudau) v 34,5%
NALMEHTH, KOHTO ¢a MOMYyUdny PUOPHHOITHTHLIH.

Knominorpen nmoc ACK 3HauHMO HaMangBa OTHOCUTETHAA PUCK OT CMBPT N0 BCAKAKBA NPHYKHA
cbe 7% (p = 0,029), 1 oTHOCUTENHNUS PUCK HAa KOMOMHALMATA OT perH(papKT, MHCYAT WIH CMBPT ¢ 9%
(p = 0,002), xoeto mpeacTapnaea aGcoMmoTHO HaMaNeHne chOoTBeTHO 0T 0,5% 1 0,9%. Tasu nonsza ¢
HAJIHLIE HE3@BHCHMO OT Bb3PACT, I10J1, CbC WK 6e3 pubpuHONMTHIM, ¥ € HadMokaBaHa OIS B ITBPBUTE
24 yaca.

Huncocpouno (12 meceya) neuwenue ¢ knonudozpen nmoc ACK npu nayvenmu coc STEMI creo PCI
CREDO (Kiionuaorpen 3a HaMalnsBaHe Ha HexeNaHuTe ChOHTHA 1o BpeMe Ha HabJloAeHuUe -
Clopidogrel for the Reduction of Adverse Events During Observation)

Toga panaoMu3HpaHo, ABOHHO-CIATO, [1ANE00-KOHTPOHPAHO OPOYYBAHE € IPOBEICHO B
Coeannennte Wath 1 KaHaaa, 3a Aa ce oLeHM Noji3aTa oT ApIrocpodno (12 Mecena) ieyeHHe ©
knonuaorpen caen PCL. 2 116 naumenTH ca panjoMu3dpany Aa noxyyasar LD 300 mg knomaaorpen
(n=1 053) nm mwanedo (n=1 063) 3 no 24 vaca npeau PCIL. Benuxy naimenTH ca nojy4yapalii H

325 mg acriupuH. Cliel MHTEPBEHLMATA BCHYKH NAlMEHTH €A MOMyYaBaJIH KIOMHAOrpen 75 mg/aeH
70 e 28 ¥ B apere rpynu. Ot len 29 no 12 Mecela naumMeHTHTE B Ipynarta ¢ KJIONnUAorpen ¢a
noay4aBany 75 mg/aeH KIonuaorpe, a B KOHTPOJIHATa rpyna ca nojyyasau maneoo. M aeere
rpyn# ca noixydasand ACK no epeme na npoyusaHero (81 10 325 mg/nen). Caen 1 roguua €
Ha0JII01aBaHO 3HAYNTEIHO HaMaNABaHe Ha KOMOHHHpPAHKMA PHCK OT CMBbPT, HHPAPKT Ha MHOKapAa UM
HHCYIIT ¢ Knomumorpen (26,9% oryocurenHo Hamanenue, 95% CI: 3,9%-44,4%; p=0,02; abcooTHO
HamaneHue 3%) B cpaBHeHEKe ¢ Iutauedbo. He e HabmonapaHO 3HAYUTENHO YBEJIMYEHHE HA YECTOTATA
Ha roaMo kepeete (8,8% ¢ xronnaorpen crpaMo 6,7% ¢ niauedo, p=0,07) WiH MajKko KbpBEHE
(5,3% ¢ knomuaorpen cnpaMo 5,6% ¢ mianedo, p=0,84) ra 1 roguHa. OCHOBHOTO 3aK/IF0UEHHE HA
TOBA [MPOYy4YBaHE €, Y€ npogkkasadero Ha Kionnaorpen H ACK 3a nore 1 roauHa Boax 1o
CTATUCTUYECKH U KIHHUYHO 3HAYHMO HAMAJIABAHE Ha roJeMHUTe TPOMOOTHYHH ChOUTHA.

EXCELLENT (EdukacHoct Ha Xience/Promus cnpsmo Cypher 3a HamajisBaHe HA KbCHATA 3aryda
cnen creHTHpaHe - Efficacy of Xience/Promus Versus Cypher to Reduce Late Loss After Stenting)
ToBa NpocneKTHBHO, OTBOPEHO, PAHAOMH3IKPAHO NPOYUBaHe € IposeaecHo B Koped, 3a 1a ce OLieHH
Aanu 6-mecevHara gBoliHa aHTHarperarna repanus (dual antiplatelet therapy, DAPT) e
HenHdeprHopHA (He Mo-Manko edexkTrBHa) oT 12-Meceunata DAPT cnea uMIviaHTUpase Ha CTEHTOBE,
OTAENALM NeKapcTBO. [IpoyyBanero Bkmoyea 1 443 nanueHTH, NOAI0KEHN Ha IMIITTAHTALIMA, KOHTO
ca paHaOMH3HpaHH Aa nonydasat 6-meceyeH DAPT (ACK 100-200 mg/aeH miroc KIomHaorpen

75 mg/nex 3a 6 Mecena u cnex topa camo ACK mo 12 meceua) wium 12-meceuern DAPT (ACK 100 —
200 mg/nen unoc knonuzorpea 75 mg/nex 3a 12 Mecena). He € HaGmoaaBaHa 3HauHTEIHA Pa3iiHKa B
YeCTOTaTa Ha HEAOCTATHYHOCT HA TapreTeH Chl (CHBKYMHOCT OT ChpAedHa ¢MBpT, MI nnn
peBacKyJlapH3aliusi Ha TapreTeH ChA), KOATO € MbPBHYHA KpaHHA TOUKa MEXKIY IpyNUTe Ha 6-MeceyHa
1 12-meceuna DAPT (HR: 1,14; 95% ClI: 0,70 1,86; p=0,60). Cpmo Taka npoy4BaHeTo He MM0Ka3Ba
3HAYMTEINHA Pa3jIHKa B KpaifHaTa To4Ka 3a 6€30MacHOCT (CBBKYITHOCT OT CMbPT, HHQPAPKT HA
MHOKapia, HHCYJT, TpoM003a Ha CTEHT Wi rojsMo kepeene o TIMI) Mex iy rpynure Ha 6-MeceuHa
u 12-meceuna DAPT (HR: 1,15; 95% CI: 0,64-2,06 p=0,64). OcHOBHOTO 3aKk/l04eHHE Ha TOBA
npoy4paHe ¢, 4¢ 6-MeceyHata DAPT e He e no-manko edekTBHA OT 12-Meceqnara DAPT 1o
OTHOLICHHE HA PHCKa OT HEJAOCTATHYHOCT HA TAPTETEH ChA.

CNIOHCOPHpPaHH OT M3CIIe[oBaTeNs Npoy4YBaHus (investigator-sponsored studies, IS
TROPICAL- ACS ¢ nanHu 3a KIMHHYEH pe3yJITar.
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KnuHrvyHATA NOJN3a, KOATO NOKA3RaT no-MomHuTe P2Y 12 pelienTopHl HEXUOMTOPH, THKArpenop 1
[pa3yrpen B TEXHHTE OCHOBHH NPOYYBaHNA, € CBbP3aHa ChC 3HAYMMO HaMansgBaHe Ha
PELMIHBHPANINTE MCXEMHYHH CHOUTHA (BKIICUHTEIHO OCTPa ¥ noAoCcTpa Tpombo3a Ha cTeHTa — ST,
MHOKapAeH HHGApKT - MI 1 crielnna pesackynapusalus). BBIIpekH ue HCXeMHYHATA M10)13a €
NOCNeAOBaTENHA NPe3 ThPBATa TOHHA, MO-TOISIMO HaMaJIeHHE HA HCXEMHYHHUTE pelInBy cnel ACS
€ HabmoNaBaHo TPe3 IThPBHTE JHM ClIEK 3anoyBaHe Ha nevyeHnero. O6paTHO, mocneBalluTe {post-
fioc) AHAITH3H TOKA3BAT CTATHCTHIECKH 3HAYHMO YBEJIMYCHHE Ha pHCKa OT KEPBEHE NPH MO-MOLIHUTE
P2Y; peuerrropiH HHXHOHTOPH, KOETO Ce NIoABABA NPEAMMHO 110 BpeMe Ha mofasp:Kamara ¢asa,
cnen mepBus Mecen cnea ACS. TOPIC u TROPICAL-ACS ca npeqHasHa4yeHH Aa H3CCABAT KaK Ja
ce HaMalsaT CbOMTHATA Ha KbPBEHE, KaTO ¢€ 3ana3y e¢PUKaCHOCTTA.

TOPIC (Bpeme Ha TpOMOOLMTHA MHXMOHLIMS CNell OCTEP KOPOHApeH caHApoM - Timing Of Platelet
Inhibition after acute Coronary syndrome)

ToBa paHAOMH3HPAHO, OTKPHTO W3NHTBAHE BKIIIOUBA MaupeHTH ¢ ACS, kouTo ce Hyxaaar ot PCIL.
[TaMeHTUTE Ha ALeTHNCANTMIIMIOBA KMcearHa ¥ no-moueH P2Y ), 61okep 1 6e3 Hexenano chOUTHE B
paMKMTe Ha eIHH Mecell, ca OHnK pasmpeaeNicHy Ja npeMHHAT Ha (GHKCUpaH# 103H
aleTUICATTHUMAOBA KHCEIIMHA IUIOC KAOMHAOTpen {AeeckanipaHa ABoHHA aHTUTPOMOOITUTHE TEPAITHS
- de-escalated dual antiplatelet therapy, DAPT) uiu 1a npoabikaT CBOSsITa JTJEKapPCTBCHA CXeMa
(renpomeneHna DAPT).

AHanu3upaHH ca o01wo, 645 ot 646 mammenT ¢ STEMI unu NSTEMI, wnin Hectabunna CreHOKapauA
(neeckammpana DAPT (n=322); nenpomenena DAPT (n=323)). [Ipocnensasane Ha rppBaTa rojliHa €
M3BBPILIEHO NIpH 316 nammenTy (98,1%) B rpynara Ha aeeckandpana DAPT u 318 nauventH (98,5%)
B rpynara Ha HempomeHeHa DAPT. Menuanara Ha npoclieisBaHe 3a ABeTe rpynu € 359 nuu.
XapaxkTepHCTHKHMTE Ha M3CICABAaHATa KOXOPTA Ca CXOAHH B ABETE TPYIH.

[1LpBHYHUAT pE3YNTAT, CHCTABHA TOMKA OT CEPAESYHOCHAOBA CMBPT, HHCYIT, COEIIHA
pesackynapu3ala i KbpBeHe no BARC (akaaemuueH H3CI€N0BATEICKA KOHCOPUHYM 10 KbPBEHE -
Bleeding Academic Research Consortium) >2 Ha 1-sata ronuHa cnen ACS, € HacTbITHII IIPH 43
nauneHTtH (13,4%) B rpynara Ha geeckanupada DAPT u 85 nauyenTu (26,3%) B rpynara Ha
HenpomeHeHa DAPT (p<0,01). Ta3zu craTHCTHYECKH 3HAYHMa pa3fivKa ¢€ JbJKH OCHOBHO Ha I10-
Mallko CEOMTHA HA KbpBeHE, De3 na ce Habmogasa pa3ivKa NpU KpalfHUTe TOUKH 332 HCXEMUs
(p=0,36), nokaro kspeere no BARC >2 ce Habmoaasa no-psaxo B rpynara Ha Aeeckanupada DAPT
(4,0%), cnpamo 14,9% B rpynara Ha HenpomeHecHa DAPT (p<0,01). CoxbuTHA Ha KbpBEHE,
onpeaenenu xate peuiku crenexy no BARC ce Habmonasat npu 30 nalyentu (9,3 %) B rpymnaTa Ha
neeckanupada DAPT u 76 nanuerntu (23,5%) B rpynara Ha HenpomereHa DAPT (<0,01).

TROPICAL-ACS (M3cneasane Ha OTTOBOPa KbM TPOMOOLIMTHA HHXHMONLIMA ITPY XPOHHYHA
aHTHTPOMOOLIMTHA TEPANKA 32 OCTHP KOpOHApeH CHHApoM - Testing Responsiveness to Platelet
Inhibition on Chronic Antiplatelet Treatment for Acute Coronary Syndromes)

Tosa pAHIOMH3HUPAHO, OTKPHTO M3MUTBAHE BKIHOYRA 2 610 110J0XKKTETHY 32 GuoMapkep MaLHEHTH ¢
ACS cnen yenewmna PCL. [TauuenTuTe ca pasioMH3MpaHy a MOMyvasar npasyrpen 5 unu 10 mg/nex
(uu 0-14) (n=1306), win npaszyrpen 5 wam 10 mg/ner (Jfru 0-7), cnen xoero ca AceCKalldpaHH Ha
xnonuzporpen 75 mg/nen (Jum 8-14) (n=1304), B xomGunaiys ¢ ACK (<100 mg/aen). Ha 14-u1 nen ¢
ApPOBEACHO H3CAeABaHE Ha TpoMOouuTHaTa GyHKIMA (platelet function testing, PFT). IlaimenTure,
NeKyBaHH CaMo ¢ MPa3yrpell ¢a NPOABIKHIN Ha Npa3yrpell B PoAbDKeHHe Ha 11,5 Mecena.

JleeckanupaHuTe NALMEHTH Ca OHIM NOIOKEHH Ha BHCOKOUYBCTBHTENEH TECT Ha TPOMOOLKTHA
peaxkTuBHOCT (high platelet reactivity, HPR). Axo HPR e >46 eaMHHIiH, MaLeHTHTE ca O1IH
eckanupaHn obpaTHO Ha nipasyrpen 5 wim 10 mg/nen 3a 11,5 Mecena; ako HPR e <46 eayHuLN,

MALMCHTHTE ¢a MPOTBJDKUIIH Ha KJIOMUMAorpen 75 mg/neH 3a 11,5 meceua. Crie0BaTenHo =

rpyna Ha Jeeckanallis BKIIOYBA NalMeHTH Ha npasyrpen (40%) wmm kaonunorpen (60%):

AAIfUCHTH €A MPOABIDKHIT HA aCIIHPHH H €4 NPOC/ISJICHH B NPOAB/DKEHHE HA €HA I'0 A w\ _\:%;
e “ SN %
[ITeperyHaTa KpakiHa Touka (KoMOHHHMpaHa YecTOTa Ha ChPASYHOCHA0BA CMBPT, M, L
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kbpeeHe o BARC >2 crenen Ha 12 Mecela) € M3MTbJIHEHA, KOSTO NIOKa3Ba HE NO-Ma/Ka S(HKACHOCT.
Hepetnecer M nier naupeHTH (7%) BLB BOJELNATA [PYyIa Ha AeccKanauma ¥ 118 nauuenT (9%) B
KOHTpOJIHaTa rpyna (p Ha HeuHgepuopHocT = 0,0004) ca umanu cx0HTHE. BoAemara rpyna Ha
Aeeckaaliis He € JoBena A0 NoBHIeH KOMOMHHPAH PUCK OT HCXeMHIHHU ChOMTHA (2,5% B rpynaTta Ha
AeecKananua cupsamo 3,2% B KOHTpONIHATa rpyna; p Ha HeuHdepropyoct = 0,0115), Huro Ha
OCHOBHATa BTOPHYHA KpakHa Touka xbpeeHe Mo BARC >2 creneH ((5%) B rpynara Ha necckalalys
cripssMo 6% B koHTposHATa rpyna (p=0,23)). KymynarveHaTta 4ecToTa Ha CHOHTHA HA KbPBCHE OT
BCHUKH cTelneHH (kiac no BARC 1 10 5) e 9% (114 ¢pbuths) BB BOACHIATA rPyna Ha ACCCKananua,
cripamo 11% (137 cu0uths) B koHTpOoNAHaTa rpymna (p=0,14).

Tleanarpuyna nonyiauus
EBpornefickara areHimg no JeKapcTeaTa 0CRo00X1aRa OT 3aXb/DKCHHUETO 32 NMPEeIOoCTaBIHE HA

pe3yJaTaTaTe OT Npoy4BaHuATa ¢ Knonuaorpel/ ACK BbB BCHUKH NTOATPYNH HA IEAWATPHYHATA
MOMyJalKA TPH JIEYEHHETO Ha KOPOHAPHA aTepockiieposa (BX. TOUKa 4.2 32 HHPOpMAIlUA OTHOCHO
ynorpeba B neAHaTPUATa).

5.2 @apMaKoKHHETHYHH CBOHCTBA
Knonunorpen.

Abcopbums

Cnen emnHOKpAaTHO M MHOT'OKPATHO MEPOPAIHO MPHIAGKEHAE HA X034 OT 75 mg AHEBHO, KAOTIHAOIPE
ce abcopbupa 6bp30. CpeAHUTE MAKCHMAJIHM TU1a3MEHH HHBA Ha HENPOMEHEHUS KIIOMUAOTpell
(mpubmuzuTento 2,2-2,5 ng/ml cnen egHOKpaTHa nepopaiHa 103a oT 75 mg) HacTeNBaT
npubnusurenyo 45 MUHYTH cliel npueM. AScopSuusra e Hati-mManko 50% Bb3 OCHOBA Ha €KCKPELHATA
C YPMHATa Ha MEeTA0ONUTITE HA KIONUAOrpe]l.

PaznpeneneHue
Knonuzorpen ¥ OCHOBHHAT LMPKYNHpall (HeakTHBEH) METa0OJHUT ce CBbP3BaT o0paTMo in Vitro ¢

YOBELIKUTE MIA3MEHH IPOTEHHU (CbOTBETHO 98% H 94%). fn vitro, CBBEP3BaHETO HE 3aBHCH OT
CTeNeHTa HA HACUINAHE B IIHPOK AMANa30H Ha KORUECHTPALHATA.

buorpancgopmaiis

Knonunorpen ekCTeH3HBHO ce MeTaboNU3Mpa B YepHuA ApoDd. In vifro K in vivo KIONHIOTPeN ¢
MeTaboIH3npa 110 A8a OCHOBHM MeTaOONIMTHH IThTA: €0¥H, OCBUIECTBIBAH OT €cTepa3sy U BOAEIN 110
XAAPOAX3a U NOJTy4YaBaHe HA HEAKTHBHH JCPHBATH Ha KapOOKCHIoBaTa KuceHHa (85% ot
UPKyNHpaIIATe MeTaboauTH), U APYT, OCBIISCTBIABAH OT MHOXKECTBO LHTOXpoMH P450.
Knonuaorpen mspeo ce MeTaboiu3npa 10 2-0KCO-KIoNKAOrpesl MEXAWHEH MeTabOIHT.
[Tocneapamyst MeTa0OMHIBM Ha MEXIUHANS METabOIUT 2-0KCO-KIICTTHAOTPES BOAH 00 odpa3yBaHe
Ha aKTHBHUS MeTabOJIHT, THONOB AEPHBAT HA KIONKAOIpeN. AKTHBHUAT MeTaboNnHuT ce oOpasyBa
npegumHo or CYP2C19 ¢ yyactHero Ha Hakonko apyrd CYP enzumy, BnountenHo CYPLAZ,
CYP2B6 u CYP3A4. AKXTHBHHAT THONOB MeTaGONUT, KOTO € M30/paN ix vitro, ce CBbp3Ba OBP30 U
HeOOpaTHMO KbM TPOMOOLMTHHTE PELICHTOPH, KOETO HHXHOHpPA TPOMOOLMTHATA arperalie.

Cuax Ha aKTHBHHA MeTaOONNT € JIBa ITTH TO-BHCOKA CJIC/ €AHOKpaTHA HaToBapsaila aosa oT 300 mg
KJIONMAZOTPE, OTKOJIKOTO Cliell IIPHJarale Ha MoATbpXalna 103a or 75 mg 3a 4eTHPH JHH. Cuax CE
AOCTHrA NpuONH3UTENHO 30 K0 60 MUHYTH cAel MpHIIAraHe.

EjuMUHKUpaHe
Crnies epopaliHO IIPHIOXKEHHE Ha Mapkupad ¢ C!* wionnaorpen npu xopa npudmurenso 0% ce

eKCKPETHpA B YPHHATa U OKONO 46% upes GexanvuTe 3a 120 yacoB HATEpBanN cnes npuema. Crnen
eHOKpaTHa Tiepopajiha 103a OT 75 mg, KIOMHAOTPET UMa MOTYKHBOT OT NPHOIH3UTEHO 6

€THOKPATHO U MHOTOKpaTHO IIPUIIaraHe.

(DapMakoreHeTnKa
CYP2C19 yyacrBa B 00pa3yBaHETO KaKTO Ha AKTUBHUA META0OIINT, TAKA M Ha MEX]I
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2-0kCo-Knonmuaorpet. PapMakokKHHETHKATa H aHTHTPOMOOTHUHHTE e(eKTH HA AKTHBHUS META0ONHT
Ha KJIOTIHAOTPEJI, H3MEPEHH 9pe3 ex-vivo aHaTN3 Ha TPOMOOLIUTHATA arperalivg, ¢ pa3/id4yasar B
3apucuMocT or CYP2C19 reroruna.

CYP2C19*1 anemsT chorBeTCTBA Ha LANOCTEH (yHKIMOHANEH MeTaboausbM, fokaro CYP2C19*2 u
CYP2C19*3 anenute cbotBeTCTBaT Ha HedyHKUHOHANeH MeTabomnabM. CYP2C19*2 u CYP2C19*3
anenyTe ca OTTOBOPHM 32 TI0-rojIAMAaTa JacT OT HamaneHaTa QyHKLMA npH crabure MeTaboIH3aTopy
ot Hanara (85%) u azuarckara (99%) paca. Jipyru anemd, CEbp3aiy ¢ JIMNCRALL WIH HAMANICH
MeTaboH3BM, ca Mo-MaJiko yecTH U Bkmrousatr CYP2C19#%4, *5, *6,*7 u *8. [IauueHT CBC CTATYC HA
cnab merabonu3aTop, Iie NpUTeKaBa JBa ajiella, OTTOBOPHH 3a 3ary0a HA YHKLMS, KaKToO €
onpeneneso no-rope. [lydmukypanure uectori 3a cnadbute CYP2C 19 MeTabonusupallin reHOTHIIOBE
ca npubnuzuTenno 2% 3a 6anata paca, 4% 3a yepHara paca ¥ 14% 3a kytadiunre. ChUIECTBYBAT
TecTOBE 3a onpeneisiHe Ha CYP2C19 renoTHna Ha mauyeHnTa.

Kpbcrocano npoydeade npu 40 3apasu aoGposoniu, no 10 Bbe eaka ot yerupare CYP2C19
mMeTabonmn3upainy rpynm (kpaitao 6bp3u, eKCTEH3MBHU, MEKAMHEM U ciabu MeTabonu3aTopH)
oLlerABa (PapMakOKMHETHKATa  AHTHATPETAHTHHTE OTrOBOPH 1pd A03a oT 300 mg, nocneasaxa ot 73
mg/aHeBHO | 600 mg, mocneapana ot 150 mg/aHeBHO, BCaka 3a 00HIO S NHM (CTALMOHAPHO
ceeroanue). He ca Habmonasayy ChILecTBEHH PA3IHKH B €KCIIO3HIIMATA HA AKTHBHIA METabOIMT U
CpenHOTO HHXHONpane Ha TpoMOoLHTHaTa arperaunA (IPA) Mexay kpaiiHo OBbp3nTe, EKCTCH3HBHHUTE
H MeXAHHHHATE MeTabonusaropH. [Ipu cnabure MeTabonu3aTopH, €KCIIO3HIHATA HAa aKTHBHUA
MeTalomuT e HamasieHa ¢ 63-71% B cpaBHEeHHE © eKCTeHINBENTE MeTabonn3aToph. Clex cXeMa Ha
npunarade 300 mg/75 mg, aHTHarperaHTHATE OTrOBOPH ¢a MOHUXEHH NPH cnabure MeTabONH3aTOPH
cse cpeano IPA (5 pM ADP) or 24% (24 4ac) 1 37% (aen S) B cpasHeHRe ¢ IPA ot 39% (24 uac) u
58% (neH 5) npu excTeH3UBHUTE MeTabonuzaTtopu B 37% (24 4ac) u 60% (JieH 5) pH MEXIHHHATE
merabonusaropu. Koraro cnabure MetabonusaTopu mpueMar o cxeMa 600 mg/150 mg,
SKCMO3UIMATA Ha AKTUBHMA MeTabonuT e mo-rosMa, OTKOJKOTO MpH cxemara 300 mg/75 mg. B
aomreanenne, [PA e 32% (24 gac) 1 61% (aeH 5), CTOMHOCTH, NO-TOJEMH OTKOJIKOTO NPH CladuTre
MeTaboM3aTopH, NojlyyapauiM o cxema 300 mg/75 mg u cxonuu Ha Te3u Ipu Apyrure CYP2C19
MeTaOOIH3Hpaluy IpynH, moyuasamH mo cxeMa 300 mg/75 mg. [loaxonsua cxemMa Ha NpunaraHie
NpH Ta3H MNOMYNALHMA [IAUUESHTH BCE OINE He e ONpe/ieiieHa B M3TATBAHMA 3a KIIHHAYHH PE3YJITaTH,

B ¢LOTBETCTBHE C TOPHUTE Pe3yNITaTH, [PH METa-aHajli3, BKIIOYBAIL 6 MpOoy4BaHHA BEPXY 335
NallMeHTH, JIEKYBaHH ¢ KIIOMUAOIPEN B CTALIMOHAPHO ChCTOAHME, € MOKa3aHOo, Ye EKCIIO3HINATA Ha
AKTHBHUSA MeTaboNUT € MoHuxeHa ¢ 28% 3a MEXXIUHHUTE MeTabomu3aTopH U 72% 3a cnabute
Metabonusaropu, rokare uaxuGupanero Ha rpoMOouMTHaTa arperamms (5 pM ADP) e nonuxeno ¢
pa3zndki B [IPA ot 5,9% u 21,4% cbhoTBeTHO, B CPaBHEHHE ¢ €KCTEH3UBHUTE MeTab0IH3aTOPH.

Bnusinuero Ha CYP2C19 reHotyna Bepxy KIHHHUYHHA H3XOA NPH NaUMEHTH, JIEKYBaHH C
KIIONHIAOIpell, He € OLIEHABAHO B NPOCNEKTHBHHE, PAHAOMH3HPAHH, KOHTPOIMPAaHH H3NMTBAHHUA.
CriecTBYBaT 00a1e peaniia peTpOCIIEKTHBHH aHAIM3H 33 OLIEHKA Ha TO3U eeKT OpH NalHEeHTH,
JIEKyBaHH ¢ KJIONKUAOTPEN, 3a KOMTO WMa pe3yaTaTy 3a reHoruna: CURE (n=2721), CHARISMA
(n=2428), CLARITY-TIMI 28 (n=227), TRITON-TIMI 38 (n=1477), u ACTIVE-A (n=601), kaxro H
H3BECTEH Opoil MyONHKyBaHM KOXOPTHH ITPOYYBAHUA.

B TRITON-TIMI 38 u 3 ot koxoptHuTe npoyuBaHus (Collet, Sibbing, Giusti) kom6uHHpanara rpyna
MaLKEHTH ¢ MEXAWHECH WK cl1ad MeTaboMu3npal CTaTyc ¢a MMaH ITO-BUCOKa YECTOTA Ha ChpPAECYHO-
ChIAOBY MHIIMAEHTH (CMbPT, MHOKAPACH HHAPKT ¥ MHCYIT) WK TpoMO03a Ha CTEHTa, B CPABHCHHES C
€KCTeH3HBHUTE MeTadOIH3aTOPH.

B CHARISMA u ¢HO KOXOpPTHO npoyuBate (Simon) noBHUIEHA YECTOTA HA HHUMIEHTH ¢
HabmonaBaHa caMo npy cnabure MeTaboNH3aTOPH B CPABHEHUE ¢ EKCTEH3HBHUTE MeTabQ

B CURE, CLARITY, ACTIVE-A u enHo ot KoXopTHHTe npoyuBanus (Trenk) He e
NOBRNIlICHA Y€CTOTa HA HHIUAEHTHTE Bb3 OCHOBA HAa CTAaTyCca Ha Merabonu3aropa.

Huto eavH OT Te3H aHANN3H HE € C JocTarhbyeH Opoii IalMEeHTH, 3a 1a OTKPHSAT p
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cnabure MeTadoN3aTopH.

CnenyayiHy nomyJaaudd
(MapmMakoKHMHETHKATa HA aKTHBHHA MeTa0OoMUT Ha KIIOTHIOTPEN HE € W3BECTHA TPH TE3H CIICLHANHA
MONY JALMH.

bpOpeuHo HapyuwieHue
Crnea MHOTOKpATHO NpMnaraHe Ha A03M OT 75 mg KIOMHAOTPeN AHEBHO IIPH MAUHEHTH ¢ TEXKKA

6b0peyHa HEXOCTATEYHOCT (KPEATUHHHOB KJTHPBHC MExkAy 5 1 15 ml/min), nexubupanero Ha AJIP-
UHAYUHRPAHATA TPOMOOUMTHA arperanus € no-HuckKo (25%), OTKoNKOTO HalmoaasaHoTO NPYU 3NpaBk
MHIHBHAH, BBIIPEKH TOBA, YABIKABAHETO HA BPEMETO Ha KbPBEHE € CXOIHO ¢ TOBA, HAa0M0JaBaHO TIPH
3ApaBy MHAWBHIY, IpUEMally 75 mg KIOIHAporen AIHERHO. UCBEH TOBa, MPH BCHYKH MALHEHTH,
KIHHYYHATA NOHOCKUMOCT € Ourna nobpa.

YeproapoOHO HApYILLIEHHE

Ciiei MHOTOKPATHO TIPMNAraHe Ha 032 OT 75 mg KIOMMAOTPen AHEBHO B NpoABbIDKEeHHe Ha 10 1HH
NPH MAUKHEHTH ¢ TEXKO YePHOAPOOHO HApylUeHHE, HHXuOHpaHeTo Ha A J[P-—HHAyMpasara
TPOMOOLIMTHA Arperalys € CXo/HO € TOBa, HabMoAaBaHO NIPY 3ApaBH HHAMBHIM. ¥ IBJDKABaHETO HA
CPEHOTO BpeME Ha KbPBEHE CBINO € CXOAHO B ABETE IPyIIM.

Paca

Hpeobnanasanero Ha anemure Ha CYP2C19, onpemenanm MexaaHeH u ¢iad CYP2C19 metabonn3sm
Ce pa3IHuaBaT B 3aBUCHMOCT OT pacara/eTHoca (BX. PapMakoreneTnka). Hanvanu ca orpaHH4eHH
JAHHH OT JIUTEPATYpPaTa 3a a3HATCKUTE TIONYyNalMU 3a OLCHABaHe HAa KITWHUYHATA 3HAYHMOCT Ha ToBA
CYP reHoTHnM3MpaHe MO OTHOIIEHHE HA U3X0/a OT KTHHHYHHTE HHIUWACHTH.

Aunernncamunosa kucenuHa (ACK):

AOcopbius

Crnea abcopbuua, ACK ot knomunorpen/ACK ce xuaponusupa 10 CaTHuiIOBa KHCEJTHHA ¢ IHKOBH
IJIa3MEHH HUBA Ha CATHLUIOBA KHCE/IMHA, IOCTUIHATH B paMKUTE Ha 1 yac ciies npuiarase, Taka 4e
mwia3meHHTe HuBa Ha ACK ca npakTuueckH HeonpeaenuMu 1,5-3 yaca cnel IpHiaraHe.

Paznpenenenvie
ACK ce CBbp3Ba C1abo ¢ IIa3MEHUTE IPOTEUHM H NMPHUBUIHHAT H 00EM HA paslpeAe/ICHHE € HUChK

(10 1). Helamsr MeTabonnt, caiAMIOBA KHCEIMHA, CE CBbP3Ba BFbB BUCOKA CTENCH C MNIA3MEHHTE
[POTEHHH, HO HEHHOTO CBBP3BAHE 3aBHCH OT KOHLUEHTpaUHaTa (Henunelino). [Ipy HackH
koHueHTpamH (<100 Muxkporpama/ml), npubausurento 90% 0T caNTHLKANOBATA KHCEIMHA CC CBBp3Ba
¢ anbyMuHa. CanMiMiIOBaTa KMCEIHHA C& Pa3Npeleis IHPOKO BEB BCUYKH TBKaHU H TeJIECHH
TEYHOCTH, BKIKOYHTENHO LEHTPAIIHATA HEPBHA CACTEMa, KbpMaTa H (PpeTanHHUTE ThKaHH.

bu chopMallus H eNUMHHHPAHE

ACK B knonmunorpen/ACK ce xanposmmsipa 6pp30 B iazMara Jo CATHIATOBA KHCENMHHA, C
noJtyxHBoT ot 0,3 no 0,4 gyaca 3a go3ure ACK or 75 no 100 mg. CananpioBara KHCENHHA Ce
KOHIOrHPA NMPeAHMHO B YEPHUA Apod noj Gopma Ha canduMN-ypaTHa KUcenuHa, GeHoNoB
TIIOKYPOHU, alleTH)I IVIIOKYPOHUA M roiaM Opoii BropocTenieHHH MeTaboauTH. CalHinosara
KHCenWHa B KoMOnHauuaTa xronuacrpe/ACK wMa nmnazMeH NomyKHBOT MPHOIM3HTENHO 2 Yaca.
MeTaGonu3MBT HA CANUIMNATHTE € C HACKIane W o0LUUAT TeNeceH KNUPHHC HaMauBa Npy No-
BHCOKH CEpYMHH KOHLEHTpaUHy 10pa/iy OrpaHHdeHara cloco0HOCT Ha YepHHs Apo0 na o0paszyea
CaNTHLWI-ypaTHA KMCeNHHa H (eHOMOB rloKypoHuA. Cien ipreM Ha TokcH4HH 034 (10-20 g),
MIA3MEHUAT TIQITYKUROT MOXKE Aa Ce yRenuuu no Haj 20 gaca. [1pu sucoku Aoaw va ACK,
eJIMMMHUPAHETO Ha CAIHLWIOBATA KHCEJIMHA Cle/1BA KHHETHKA OT HyJIEeB MOPANBK (T.€. cxopoma Ha
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kHcemHa, 10% ¢enon- u 5% amui- rOKypoHUIHM Ha CANTHLIMNOBATA KUCEIHHA.

B13 ocHOBA Ha (hapMaKOKHHETHYHUTE M METaOOHTHATE XapaKTepUCTHKH Ha 1BaTa KOMIIOHCHTA,
KJIMHHUYHO 3HaYMMH apMakOKMHETHYHH B3aUMO/IEHCTBUA Ca MAKO BEPOSTHH.

5.3 Ilpeaxknuuu4YHH NAHHH 33 Ge30MacCHOCT

Knonunorpen

[1o BpeMe Ha MpeAKTHHAYHHTE MPOYYBAHHA MPH ILTBXORE H MaiiMyHH, Hali-1ecTo Hab/II01aBaAHHTE
eekTH ca yepHOAPoOHH npoMeHH. Te ce nposBABaT NpH X03M, HANBHIIABAIIH Hai-MAIKO 25 MbTH
eKCIIO3MIAATA [TPH XOpa, IPHEMALIH TEPANeBTHYHA 1033 OT 75 mg/IHeBHO U Ca pe3yJITaT Ha eQeKT
BbPXY YepHOOpoOHHTEe MeTabosnanpalny eH3uMHU. He e HabmonaBan ediekT BbpXy YEpPHOAPOOHHTE
META00IH3HpaILM €H3UMH NPH X0pa, IPHEMALIH KIOMHAOTPEN B TEPaNeBTHYHA 1034.

T1pH MHOTO BHCOKH I03H OTHOBO ITPH ILTEXOBE H MAiiMyHH € YCTAHOBEHA H HapylleHa CToMalllHa
TIOHOCHMOCT (TACTPHT, CTOMAMIHE €pO3UMH H/UNY NOBPBILAHE).

Hsama nasru 3a kapliiHoreneH edexT TIpH Npiiarade Ha KJIOMHAOrPEN B NPOAbIDKEHHE Ha 78
ceJIMULM NPy MUIIKHA M 104 ceMHUIM NpH WILX0BE B K03H A0 77 mg/kg AHeBHO (HaABHIIABALIM HaH-
MajIKo 25 ITbTH eKCTIO3HIMATA IIPH XOpa, MPUEMalllH TepaneBTHYHATA 1032 OT 75 mg/AHERHO).

Penvua in vitro " in vivo Npoy4YBRaHHA 3a NEHOTOKCUYHOCT MOKA3BaT, 9€ KIOTIHAOIPEI HAMa
IreHOTOKCHYHA aKTHBHOCT.

Kionuaporen He Biuse Bspxy PepTUIMTETa Ha MBXKH W JKEHCKH TUTbXOBE H HAMa TEPaTOreHeH
edexT npu TEX0BE U 3aifi, KoraTo ce mprunara npH JaKTHPAIIH IUTbXOBE, KIIOMHI0T el
npean3BUKBa c1abo 3a0apane Ha Pa3BUTHETO HA MoKoNeHHeTo. CneuguyH papMaKOKHHETHYHH
NPOYYBaHNA, IPOBEACHH ¢ MAPKUpPaH KIOMHIOIPEN IOKA3BaT, Y€ H3XOAHOTO CheIMHCHHE HIIH
HErOBUTEe META0OJIHTH ce eKCKPETHPAT B MISIKOTO, CIEA0BATENHO NpAK (cnabda TOKCHYHOCT) WK
KOCBEH e(peKT (JIEKO BKYCOBO YCElIaHe) He MOXKE Ja ¢e H3IKIKUH.

ALETHNICATMUMIIOBA KHCETHHEA

[IpoyuBanus ¢ eTHOKpaTHA 1034 TIOKA3BaT, Ye repopanHaTa TOKCHIHOCT Ha ACK e HHCKa.
[IpoyuBanus 32 TOKCMYHOCT TP MHOTOKPATHO NPUJIaraHe MoKa3ear, 9e HHBa 2o 200 mg/kg/nuesHo
cacC 1106]33 NOHOCUMOCT MPH ILUTBXOBE; OKa3Ba €, 4Y¢ KyufTaTa Ca Mo-1yYBCTBHTCIIHH, BEPOATHO NIOPAnH
BHCOKaTa M YYBCTBHTENHOCT cripamo ynueporeHHus edext Ha HCIIBC. 3a ACK ue ca oTkpHTH
NAHHH, JOKA3BAM FCHOTOKCHIHOCT MK KNACTOTEHHOCT. Bhhpexy 4e He ¢a NpoBexRaHl odHiantm
npoy4ysanug 3a kapuuHoreHHocT ¢ ACK, nokazano e ye ACK He criomara 3a o0paszyBaHeTo HA

TYMODH.,

HaHHHUTE 38 PENPOAYKTHEHA TOKCHYHOCT Noka3BaT, ye ACK e TeparoreHna npu HAKOH 1a00paTOPHH
KHUBOTHH,

YcTaBoBeHO €, Ye [IPH )KUBOTHH NPUJIATAHETO HA HHXUOUTOPH Ha NIPOCTArIaHIHHOBATE CHHTE3A BOJH
10 MOBHLIEHA MNpe- ¥ MOCTHMILIAHTAIMOHHa 3ary0a 1 emOpHO-deTaiHa CMBPTHOCT. B NOMBIHEHHE,
HMa CHOOIIEHHS 32 TOBHUICHA YE€CTOTA Ha Pa3INYHH Ma1QOpMAalHH, BKITIOYUTETHO
KapAKOBaCKyJIApHH, TIPH MHBOTHH, MPHEMaIl HHXMOUTOPH Ha NpOCTArJIaHAHHOBATa CHHTE34 T10
BpPEME Ha IIEPHOJA HA OPraHOTCHE?a,

6. DPAPMAIIEBTHYHH JAHHH
6.1 Cnuchk Ha NOMOMNUKTE BeMeCTBA
3a rronuoozpen mabaemsu.

AHopo
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Makporon 6000

MukpokpucTaiHa Lenyno3a

I IpekenaTMHI3APaHO HUILIECTE
PacrutenHo mMacio, XHAPOreHupaHo
be3poana makTo3a

Obsguexa

JlaxTo3a MOHOXMAPAT
Xunpomesnosa

Turanos auoxkena (E171)
TpHaueTuH

KeneszeH okcug, yepseH (E172)
Maxporon

3a ayemuwicanuyuro6a KUCeAuna mabnemKi.

Anpo:
TlpexeaTHHWIHPAHO HHUILECTE
MukpoKpHCTaAIHA LETyI03a
OO6BHBKA:

XUITpoMeno3a

Turanos auoxena (E171)
Makporon

Kenamurnoesa xancyna
JKenatun

Turanoe muokcun (E171)
6.2 HechLBMeCTHMOCTH
Henpuioxumo.

6.3 Cpok nHa roaHocr

3 rOAHHH,

6.4 Cnenuaany ycJ0BHA HA ChXpaHeHHe
Ha ce cexpansgra nog 30°C.

6.5 BuauceabpAxaHNE HA ONAKOBKATA
[NnakExc KoMOu TBBpAN Kancynm

bmucrepu or PVC/PVDC/PVC/Al B kapTOHEHa KyTHA, ChABpXaIH 30 dpunMupaHu Ta0NETKH.

6.6 Chnenmannu npeanazny Mepmi NPH H3XBHPJAAHE

HensnonzsanuusaT N1€KapCTBEH MPOAYKT WNH OTNATHTHHATE MATEPHAIM OT HEro TpAOBa /13 C€ U3XBbPIIAT
B CHLOTBETCTBUE C MECTHUTE H3HCKBAHHA.

7.  INPUTEXATEJ HA PASPEHNIEHHETO 3A YIIOTPEBA

“Uaiivadapma BucokokauecTeenute Jiekapersa”AJl,
Oyn. “T". M. Qumurpos™ Ne 1,
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rp. Codua 1172, bonrapus

Ten.: 02/ 962 54 54

¢akc: 02/ 960 37 03

e-mail; info{@tchaikapharma.com

8. HOMEPA HA PAPEIIEHHETO 3A YIIOTPEBA

20190219

9. JATA HA ITHPBO PA3PEIIABAHE/TIOAHOBABAHE HA PAPEIIIEHHETO 3A
YNIOTPEBA

Hara Ha mepBo pa3pewasane: 08.09.2019

10. JATA HA AKTYAJIMNZHUPAHE HA TEKCTA

Onn, 2023
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