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Tuxarpenop Tesa 60 mg dunmupand tabneriu
Ticagrelor Teva 60 mg film-coated tablets
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6 $339-90, 110 1

Tfﬂcarpenop Tea 30 mg uammpany TabaeTky E CauBpela Ne TSRV STPOIUOU P TV ITY
Ticagrelor Teva 90 mg film-coated tablets e .
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2. KAYHECTBEH H KOJIMUYECTBER CHCTAB

Tuxarpenop Teea 60 mg duamupany 180eTKH
Beaxa dunmupana tabnetka eranpka 60 mg tukarpenop (ticagrelor),

Tuxarpesop Tesa 90 mg duamupanu Tabaerku
Beaka pummupana Tabnerka cenppka 90 mg tukarpenop (ticagrelor).

3a nMuAHHE CIUCHK Ha TOMOUIHUTE BEWICCTBA BHOKTE TouKa 6.1,

3. JEKAPCTBEHA ®OPMA
Gunmupana rabnerka (1abnerka)
Tuxarpenop Tesa 60 mg dunMmupanu Tabnetku

Cretnopo3osu 110 po3oBH TabaeTku ¢ xpsria popma, MaprHpanu ke ,,1 37" or exnara crpana ¥ “A’
OT OPYTATa CTPaHa, ¢ pasMep npubauzutento § mm,

Tuxarpenop Tesa 90 mg dunmypann Tabserku
CBETHOAKBATH A0 XKBATH TA0JIETKY ¢ Kpbraa gopMa, Mapkupanu ¢ ,,A%1* or egnara crpana u Oes
MapKHPOBKA OT APYrara cTpaHa, ¢ pasMep npubnmsyrenno 9 mm,

4. KJAUHUYHH JAHHMH
4.1 TepanesTHYRN NOKAIAHUA
Tuxarpenop Tesa NPUNOKEH SAHOBPEMEHHO ¢ aneTHiIcammiosa kuceninra (ACK), e noxaszan 3a
GPOGUAAKTHKA Ha 8TEPOTPOMOOTHYHHE HHIHICHTY NPH BB3PACTHH JIALIHEHTH ¢
- oCTBp Koporapes cunapoM (OKC) win
- aHaMHe3a 338 Muokapaer uadaprr (MH) 4 BHCOK PHCK OT Pa3BRTHE HA ATCPOTPOMOOTUUHO
cubwme (k. Touxkn 4.2 1 5.1).

4.2 o3upOBKa ¥ HAUHH HA NPUJIOKEHHE

Hoamposka

Hauuentute, npuemainn Tuxarpenop Tega, TpaOBa CBIIO TaKa A NPUEMAT HACKAE 1
ot 75-150 mg ACK auHeBBO, 0OCBEH aKO TOBA € U3PHYHO NPOTHBONOKA3AHO,
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Ccmpu KOPORAPHY CUROPOMI

Jeuesinero ¢ Tukarpenop Tera TpsaGsa Aa 3an04Ba C ¢AHOKPATHA HATOBApBAINA 2033 0T 180 mg (iBe
Tabnersn ot 90 mg), citen koero ce NpoawDKasa ¢ noza 90 mg nea reTH aHeBrHo. [Ipenoprusa ce
nevenuero ¢ Tukarpenop Tepa 90 mg RBa NbTH AHEBHO Jia NPOAB/DKY 12 Mecena NpY NAHUCHTH C
OKC, oceen ako HAMA KIIHHWMHY NOKA3aHHA 338 RPEKBCBAHE HBa fpueMa (BiK. Touxa J.1).

Aunamnesa 3a muoxapoen unapxm

Tuxarpesnop Teea 60 mg aBa WbTH AHEBHO € NPETIOPHYHTENHATA J032, KOTATO € HEODXOAUMO
YABDKECHO IEYEHHE HA NAUKMECHTH ¢ anamuesa 33 MU or noxe e4Ha roinna ¥ BUCOK PHCK OT
areporpoMbBoTHYHO cHRONTHE (BXK. TOUKa 5.1). Jleyennero Moxke aa Obae 3anoynarTo 6e3 NpeKLCBaHe,
KATO NPONBHKABAIIA TEPATIMSA C/ICR HAYAIHOTO NIgveHue OT eiHa romna ¢ Tukarpenop Tesa 90 mg
¥AK TepanHs ¢ apyr aacHozun audocdar (AJIP) peuenropen nnxuburop npu natmerrn ¢ OKC u
BHCOK PHCK OT arepoTpoMOoTHYHO chlurne, Jleuenero Moxke a Ob¢ 3aN0YHATO CBIRO H 4O

2 ropunn or MM win Ao eana roauna ciaen CiMpaHe Ha npeaiecTsamoTo gevenue ¢ A4AD-
penerrropes uuxuouTOp. MiMa orpanidedy HaHuM 33 ePHKACHOCTTa B D€3011aCHOCTTA Ha YIB/DKCHO
NEYEHHE ¢ THKAIpERop Haa 3 TOAHHMN.

Axo e HeoOXonuMa CMAHA Ha TEPalHgTa, ThpBaTa fo3a Tuxarpesop Tepa Tpabsa na 6vae npuioKeHa
24 yaca cien nociie HaTa R03a Ha APYroTo aHTRTPOMOOTHYIHO IEKAPCTRO.

Hpaonycnama ooza

ponycku B Tepanmtra cpto TRadra na ce wibgreart. HauyeHT, KOHTO e NPONycHal Ja nipyeMe
no3ara ci Tukarpenop Teea, TpaGea aa npueme camo eaxa vaGierka (criensaara Cx 103a) 8
obxuaiHoTO BpeMe.

Cneyuaint RONyIayuu
Buapacmuu
[pn naumeHTy B CTAPYECKa BHIPACT HE C€ HANATA KOPEKIHA Ha n03aTa (BX. TouKa 3.2).

bvopeuno yepesxicoane
Ipu nanmerty ¢ GeOpeyHo yepexaane He € ReoOXonMMa KopeKijsi Ha mo3ara (BXK. Touka 5.2).

Yepnoopobro yapexcoane

Tuxarpenop He € NPOVUBAH MpH MAUMEHTH ¢ TEKKO YepHOAPOOHO YRpEXKJaHe H NOPaaH ToBa,
ynorpebara My NpH Te3H NALMERTH € NPOTHBONIOKa3aHa (8. Touka 4.3). Ma camo orpanidcHa
nHdopMaLHs IPH NAUUCHTH © YMEpeHo yepHoapoOHo yepexkaase. KopurupaHe Ha 103aTa He ce
PEnopLYBa, HO THKArpENRop TPAOBa 1a Ce U3NO/3Ba C NOBHIIEHO BHIMaHMe (Bx. TOUKY 4.4 v 5.2).
[pu naumeHTH ¢ NEKO YepHOAPOOHO YBpeKAaHe He € HeoOXORHUMO KOpHTHpaHe Ha n03aTa (B,
TOYKa 5.2).

Heouwampuuna nonyaayus

Bezonacuoctra 1 edkacHOCTTA HA THKAPEAOP IIPH Aeia Ha BB3PacT noa 18 roauuu He €
ycranoBeHa. HaMa choTBeTHA yrioTpeba Ha THKATPENOP NPH Aella CbC CHPIOBHAHOKIETRYRA HonecT
(8. TOo4dkn J.1 ¥ 5.2).

Haunn Ha npuioxedwe

32 NEPOPATHO IPWIOKEHRE,

Tuxarpesiop Tesa Moxe fa ce npueMa cu¢ Wiy des xpana.
Tlpn naupenTi, KOMTO He MOTAT Ja AperbilaT TabiaeTkara{yre) usna (uemn), TabJCTKHTE MOY,
CTPHST Ha PHH NPAX U Aa €€ CMECHT ¢ NTOJIOBUH Yallia BOJA ¥ 13 €& M3NHAT BEAHAra. LI:fuﬂa
na ce U3NRAKHE C Olile TIONOBHH Hatlia BOJa M ChABPKHMOTO Ja ce uanue. CMecta Moxke
CBUIO ¥ Mpes HazoracTpasiHa conaa (CH8 unnm no-ronsMa). Bakno e HaszoracTpantata ¢
NIPOMHE C BOAA CJES IIpHAarayge Ha cCMecTa. i
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4.3 Hporusonoxkazanus

. CBpBX4YBCTBHTEIHOCT KM aKTHBHOTO BELIECTRBO HiIM KBM HAKOE OT NOMOIIHHTE BEUIECTRA,
120poeH B Touka 6.1 {Bx. Touka 4.8).

AKTHBHO NAaTOAOTHHRO KbPBLHE.

AHaMHe3a 32 UHTPAKPAHHAIHE XEMOPArus {BXK. TOMKa 4.8).

Texxo 4epHOAPOOHO yBpexaane (BxX. Touku 4.2, 4.4 n 5.2).

CHBMECTHOTO NPWIGKEHHE Ha THKarpenop ¢ Moitun Hexubutopa na CYP3A4 (panp.
KETOKOHA30M, KIapHTPOMHKLIUH, Heha30M0H, PUTOHABHD H aT3aHABKD), ThH KaTo MOXKe 2
ACBEAE A0 3HAUHTEIHO MOBULICHNE Ha SKCTIOZHIMATA Ha THXarpesiop (BxK. To4Ka 4.3).

4.4 Cuoenunaling upeaynpexieHnss n Mpeauaing MepKH npy ynotrpeda

Pyick oT XxppREHE

[IpHNOKEHHETO HA THKArpe/Iop Py NALKEHTH ¢ H3BECTEH NOBRINEH PHCK OT KePBEHE Tpabsa na ce
MpeUeHy CIPAMO NOMI3aTa [0 OTHOUIEHHE Ha NPEANa3BaHeTO OT aTepoTPoMOOTHYHM NHLIMACHTH (B,
TOMKH 4.8 4 5.1). AkO € KIMHHYHO TI0Ka3aH, THKarperop TpiadbBa aa ce Nnpuara ¢ NOBHUICHO
BHHMAHHE NPH CICABHTE TPy [TALHEHTH:

. HaumenTaTe 0B CKIIOHHOCT KbM KEpBEHE (Hanp. NOpaau CKOPOMIHA TPaBMa, CKOPOIHA
onepaLMy, HapyIeHHS B KPLBOCHCUPBAHETO, AKTHBEH WM CKOPOIREH CTOMAuIHO-UPEBEH
KPBbBOHNIMB) WA T€3H KOHTO Ca ¢ NOBMINEGH PUCK OT TpasMa. [IpwioxkenneTo Ha THKATpESIop ©
OPOTHBONOKA3ARO NPH NAUKHEHTH ¢ AKTHBHO HaTOJNOTHYHO KBPBEHE, NPH TAKMEA C aHaMHe3a 33
MHTPAKPAHNATHA XEMOPATHA H HPH IALMEHTH ¢ TEXKO 4epHoapobHO yapexgate (B,

TOUKA 4.3).

. fTauyeHTn, npyeMalid ¢AHOBPEMEHHO JICKAPCTBEHH NPOJYKTH, KOWTO MOraT 1a noBuiar prucka
OT KBPBEHE (Hanp. HECTEPOHANH NpoTHRoBbananurennu cpeactea (HCIIBC), nepopainu
AHTHKOATYIAHTR WM QHOPHRONUTHULM) B PAMKHTE Ha 24 4aca OT IPHEMA HA THKarpenop.

Tpancdyswrra Ha TpomOoUHTHA Maca He 00pBULa AaHTUTPOMOOTHYHKA €EKT Ha THKArpenop npu
3Apasy NOOPOBONLUM H ¢ MAIKO BEPOSTHO Jia HM2A KIIMHHYHA 110138 NPH RnaupesTH ¢ Kupsede. [lonexe
€AHOBPEMEHHOTO NPIICKEHHE Ha TUKArPeJIop ¢ AS3MONPECHH HE CKBLCARA BPEMETO HA KhPBEHE,
BEPOATHO NE3MONPECHH HIMA j1a Obe ehHMKACeH 32 OBNAIABAHE HA KPBBOHIME (8XK. Touka 4.3).

AHTHOHOPHHOIMTHYHOTO JieYeHHne (AMUHOKANPOHOBA WM TPAHEKCAMOBA KBCEAHHA) B/ iTH
Tepanuara ¢ pexomOunantTer Gaxrop Vila Morar na yekopst kpbaocscupBaneto. [ipreMsT Ha
THKArpesiop MOXE A2 ¢ BH30OHOBY CIe] KaTo MIPHYHHATA 38 KbPBCHETO € OTKPMTE U TO € OBJAISHO.

One U

Tauuenrure Tpabea na 6bAaT NOCHLBETBaHH Aa RHGOpMHUpaAT REKAPHTE H CTOMATONIOZUTE CH, HeE
fipyUeMaT THKAarpenop, npean Aa uM Obae HazHaueHa KaKBaTo H 2 € XHPYPrauHa HHTCPBEHUUS 1
ey 14 3aMOUHAT Aa NIPHEMAT HOB NEKAPCTBEH APOIYKT.

[ps naumerTy ot npoyusanero PLATO, noanoxeHn Ha xopoHapen aprepuanen banac (coronary
artery bypass grafling, CABG), npu tukarpenop ce nabmonasa nopeye KbPBCHE OTKOAKOTO NIPH
KIOIHAOIPEN, KOTaTo € CIIPAH B PaMKHTE Ha | AeH UpPeAn onepanrsta, Ho CXOAHa YeCToTa Ha
IHAYUTENHO KEPBEHE, B CPARHEHME C KIIOMMAOTPEN, CEH CITUPAHE Ha NEYCHUETO 2 WM NoBeYe JIHK
npenn onepaums (BiK. Touka 4.8). Ao nanmentsT TPAOBA A3 CE NOANIOKH HA IIAHOBA Oltepanys U
aHTHATPEraHTHUAT eeKT € HEeXENaH, THKArpeaop Tpsdsa na ce npeyCTaHOBH 5 JHM Tipel
XHPYPryuMHaTa HHTEPBeHUUR (BXK, Touka J.1).

Haumenty ¢ IpeinecTBall] HCXEMMMEH HHCYIT
Haunentn ¢ OKC ¢ npenmecTsam HCXEMUYESH HHCYIIT MOTaT ja ObaT 1eKyBaHH ¢
IPOABIKEHUE Hall-MHoro 1o 12 mecena (npoyusarie PLATO).
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B PEGASUS nauments ¢ auaMuesa 33 MU ¢ npepurectsaim McxeMuyes HHCYIIT He ¢a OHIH
Bkmiousany. [opaau TOBE, NPH IUIICA HA JaHHH, IEYCHAE OBEYE OT €HA MOIHHA HE Ce IpenoprYBa
TIPH TE3H [TALMERTH.

Yepuoapobuo yepexiate
Ynorpebara Ha THKarpesiop € IPOTUBONOKA3HA TIPH HAUHEHTH © TeKKC H4epHOAPODHO yBpeaIaHe (BX.
Touki 4.2 u 4.3). ViMa orpatyyueH ofuT ¢ THKArpenop fpy fNauMeHTH ¢ YMEPEHO YEPHOXPOORO

YBPEXIIAHE, NOPaZiH TOBA NP TE3W NAUMEHTH CE NPENOPH4BA OBHIUEHO BHUMAaHUE (BXK. TOYKH 4.2
H3.2).

PRCKOBH 33 pa3BHINE Ha OpaJiAkapans NALUEHTR

Xonatep EKI” MonuTOpHpaHe noxa3sa nOBUIIEHa YECTOTA [IPEAUMHO HAa AaCHMITOMHH BEHTPHKYNAPHH
Nay3y N0 BPEMe Ha JIeYSHHE ¢ THKArpenop 8 cpasHenue ¢ knonuaorpen. IauMeHTHTe ¢ NOBHIICH PUCK
OT passuTHE Ha Opagukapins (HAlp. NAUHEHTH CHC CUHAPOM Ha BOTHUA CHHYCOB Bh3en Oe3
neficMeiiksp, AV-6ok I s 111 crenes, win TakHsa ¢be CBBP3aHU ¢ OpaguKapans CHHKONN) €4
H3IJTIOYEHH OT OCHOBHHWTE NPOVABaHMA 38 OLIEHKA Ra He30nacHocTTa # eDUKACHOCTTa Ha THKATPEOop.
CrnenoBatesHo, NOPajk OrpaHuyeH|s KAHHHYEH ONHT, THKArpenop Tpadea jaa ce u3nonssa C
NOBHINEHO BHHMAHHE JIPH Te3H BAUMEHTH (B, TouKa 5.1).

(Ocgen TOBRR, THKArpesop TpadBa Ja ce fnpuiara ¢ NOBHIIEHO BHUMAHHE eIHOBPEMECHHO C ACKAPCTBEHN
APOAYKTH, 34 KOHTO € WIBECTHO, 46 uHAyuMpar Opaxukapava. B upoyusanero PLATO, obaue, He ce
HaOMIOAABAT JOKA3ATENCTBA 32 KITHHHRHO 3HAUHMY HEKENaHN DAkl Cliel eAHOBPEMEHHO
NPRIOKEHUE ¢ €WH WK TIOBEYe JICKAPCTREHU MIPOIYKTH, 32 KOHTO € H3BECTHO, Y€ HHXYUHpaT
Gpaanxapaws (Harp. 96 % Gera-Giokepu, 33 % Onokepn Ha KaNLUEBHTE KAHANIK [(UATHA3EM H
BepanaMiut, ¥ 4 % aurokcunH) (8K, Touxa 4.3).

1o Bpeme Ha xonreposoTo noanpoyusane B PLATO, noseve nayyeHt! ¢a NManH BERTPHKYJIApHM
nay3u% > 3 CeKyHM ¢ THKAIPENIOP, OTKOAKOTO ¢ KIONUIOrpel, 0 BpeMe Ha ocTpara (a3a Ha TeXHRs
OKC. VBEAHUCHHETO HA YCTAHOBEHWTE C XONTEP BEHTPHKYIAPHH NAY3H ¢ THKaTpesop € Ouio 1o-
BUCOKO TIPY NALMCHTH C XPOHNYHE ChpAcUHA HeNOCTATBUHOCT (XCH), OTKONKOTO B LUANIOCTHATE
HICACABAHA NONyNauMd no BpeMe Ha ocTpata $asa na OKC, Ho He 1 Ha IBPBHUA MECel HA NSHCHHETO
C THKArpeop Wi B CpaBHEHHME ¢ Kionmaorped. B tasu nonynauHa nauHeHTH He € HMANIO HUKAKBY
CTPAHHYHH KIMHWYHK TTOCHEACTBHA, CBBP3aHM € TO3H NucOanane (BRIIOUUTETHO CHHKOM WiH
NOCTABIHE Ha HEeHCMEeHKBP ) (BxK. Touka 5.1).

B 10CTMapKeTHHIOBYA NEPHOM HPH NAUKEHTH, NPHEMAILH THKArpenop, ce chobinana 3a crOuTHa Ha
Gpanuapurmus H AV-6nok (sx. Touxa 4.8), npeaumuo npu naimenti ¢ OKC, mpr KouTo chpaeaHaTa
HCXEMUA # CBITETCTRALIO NPUIATAHKHTE REKAPCTBA, KOWTO HaMaIaBAT CHPACHHATA YeCTOTa HIH
3aCsIraT ChpAeUHAaTa POBOAMMOCT Ce SBARAT NOTEHNMANHU cMylaBauy GakTopH. KnMHHYHOTO
ChCTOSHHE HA TIALHEHTA M CHALTCTBAULO NPWITATAHUTE NEKAPCTBA TPAOBa na OBbAAT PajsiexnIaHi Karo
MNOTEHUHATHA HPYUIHHH 38 TE3N CLCTOSHHA, TIPENH 1A C¢ KOPHIUpa JEUSHUETO.

ﬂﬂCl’IHEH

JiucnHes ce croOIasa P NAUHEHTHTE, TEKYBaHM ¢ THKarpeiop. Jucndedta OOHKHOBEHO € JieKa A0
YMEPEHa 110 HHTCHIHTET ¥ YeCTO 0T3By4aBa 0e3 Heo6XoauMOCT OT fipekscrane Ha jeyenueto. Ilpu
NARSHTHTE ¢ acTMa/XpoHruna obcrpykrieia 6esoapobaa Sonect (XObb) Moxe 1a uMa nOBHLICH
aBCcoMOTER PHCK OT BRI3HHKBARE HA AMCHHed ¢ THKarpeop, Tukarpenop Tpabsa na ce U31ioi3sa ¢
ROBHIIEHD BHHMAHHE NPR NAUHEHTH ¢ aHaMHesa 3a actMa wuay XObb, Mexanu3smMbT Bee OLIE HE €

e

TpsOBa 1a ce UICAECNBA IBUIOCTHO K aKO HE Ce TOJIepHpa, NEHESHRETO ¢ TUKArpenop Tp
3a JONBLIHUTENHA HRQOPMALIMS BIDKTE TOUKa 4.8.
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Lenrpansa cpna anydes

B nocTMapKeTHHIOBHS NEPHOJ IPH NAUMEHTH, IPHEMAIIM THKArPeIop, ce chobiasa 3a UeHTpaIHa
CBHRA antes, sxmounTteiHo gumase Ha Cheyne-Stokes. Ilpyu ceMueHue 3a UeHTPanRa ChHHA anHes,
TpaOBa A2 ce 0OMBCIIN AONBAHUTENHA KIHHHYHA OLEHKA.

[lopumasane Ha KpeaTHHUHA

Hupara 53 KpeaTHHMHAE MOTAT Jia Ce NOBALIAT O BPEME HA NCYEHUETO ¢ THRArpeaop. MexanHimeT
BCE o€ He € HascHeH. brOpeunara gynkums tpabea aa ce nposepssa CHINIACHO CTAHJAPTHATA
meuirHcKa npaxTuka. [py nanuentu ¢ OKC ce npenopbusa chulo ga ce nposepu Gpbpeynara
hyHKUNS SRUH MEcel CNe 3aN0YBANE HA IEYCHUETO ¢ THKArpenop, kato ce 06psiiia 0cobeHo
BHUM3HUE HA NAUMEHTH > TS5 rofuHK, NAMEHTY ¢ YMepeRa/TexKa ObOpeuHa HEROCTATHYHOCT H
TaKHBa, KOWTO T1OJTyYaBaT CHITHTCTRAINE TEPANKA ¢ aHruoTeH3HH-peentopuy 6nokepu (APb).

YBEeANUABAHE HA NUKOYHATE KUCSIUHA

XenepypukeMHEs MOXKE A3 FEIHUKHE 110 BPEME Ha JIeYeHue ¢ THKArpenop (Bx. Touka 4.8). Tpabna za
Ce BHHUMABR NIPH NAllHEHTH ¢ aHAMHBE3a 34 XUIlepYPHKeMS WiK NoAarposed aprpur. Karo npeanassa
MApPKa HE ce HAChPYaBa ynotpelara Ha TUKArpenop NPy NAUUSHTH ¢ YPEMUYIHA HEQPOIATHY.

TpomGoTuusa TpoMOouMTOneHuHa nyprivpa {1111)

Tpomborina tpombousaronenuuna nypnypa (TTIT) ce cpobiara MHOro psako npy ynorpeda na
THKArPeJIop. XapakTepH3upa ce ¢ TpOMOOINTONICHHS H MHKPOAHIHOTIATHYHA XEMOIMTHYHA aHeMis,
CBLPIAHA C HEBPONOrHYHNI HaxoAKH, Ou0peuna mchyHKIMA uny BHCOKA Temriepatrypa. T1lle
AOTSHUMATHO JIETANHO CHCTOSHHE, H3HCKBAIo 6hP30 JiedeHNe, BRIIFOUATEINHO IBasMadepesa.

Hornugsape Ha tectopere 3a TpoMOOUMTHE QYHKIIMA NIPH AMarHOCTANMPAHE Ha XeTapHH-~
nuayirpana tpombGountonenus (XUT)

Hipu Tecta 3a XenapyR-HHOYUMpaHa akrusauus #a TpombouuraTe (XHUTA), #snonssaH 3a
anarnocTHipipade Ha XHT, antu-rpoMObowmTeH (akrop 4/xenapiH anTUTEIATa B CEPyMa Ha
AaLHEeHTa aKTHBHpaT TpoMOoLIrTHTE Ha 34paRH HAOHOPH B IPHCHCTBHETO Ha XeNapHH.

Qasuueo oTpuniatenny pesyarat 3a XUT opu rect 33 tpombouuTHa PyBRKIMA (KOETO BIIHOYBa, HO
MOXKE J1a He ce orpaunyapa 1o Tect 3a XM TA) ce crobiliapar npi NaHEHTH, NIPHEMAIIH THKArperop.
Tosa e cabp3ao ¢ uHxuOUpane na P2Y ;-petientopa Bbpxy TPoMOOUMTHTE HA 3APABKBTE AOHOPH OT
THKarpenop B CepyMa/ninasMara Ha nauuesTa npu recra. Undopmaiivs 3a CLIISTCTRALIA TEPANus ¢
TUKATPENIOP ¢ WIUCKEA, KOTATO Ce PAYNTAT TECTOBETE 33 TpoMOOLMTHATE PYHKIN NIPH
puHarnocTHumpane Ha XHT.

Npu nanpenry, kouro ca pazednn XHUT, choTHOIERHETO N038-PUCK OT IIPOABDKHTEAHO JCUCHHE ©
THKArpenop Tpadea fa e OlERM, KaTo ¢ B3eMar fpersHil ¥ nporpomboThHanns cratyc Ha XHUT n
NOBHINEHNA PUCK OT KbPRCHE [IPH CHhITETCTBALUA TEPpaUa ¢ aHTUKOArYIAHT H THKArpeIop.

ﬂﬂy ™

Ha 6aza ua nabmonasanata 8 PLATO epuska Mexny noanspxaiara 10338 ACK » orHocHTenHaTa
epUKACHOCT Ha TUKAIPENOP B CPABHEHHE C KAOTIHAOIPEN, HE CE NIPENOPDHYBA EAHOBPEMEHHOTO
OPWIOKEHUE HA THKATPEIOp ¥ BUcoKa nomabpxama nosa ACK (> 300 mg) (sx. Touka 5.1).

PanHO OpeyCTaHOBIRAHE
PanuOTO Crisipate Ha K0gTO H 12 € aHTUHarperaHTHa Tepaiiig, BnoynTenno ¥ ¢ Takarpenop Teea,
MOXKE 1a ROBEAS N0 NOBHINABAHE HA pUcKa oT chpaeuno-~-cuiaosa (CC) embpr, MY wim uneyar
BCJICJACTBHE Ha NOIeKAIOTO 3300ms8ane Ha nauvedta. Cnegosarenso, Tpadsa aa ce mOsarsa
RPEXICBPEMEHHO CIMPANES Ha TEpanuaTa.

Harpuit
To3u nekapeTeen NPOAYKT ChaAbpKa no-manko or 1 mmol Harphii (23 mg) Ha 1a
CE KADKE, YE NPAKTHIECKH HE ChABPKE HATPHM.
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4.5 BaaumoxeHcTBHE ¢ APYT#l JIEKRPCTECHY NPOAYKTH ¥ APYTH POPMHE BA BIAaHMOREHCTBHE
Tuxarpenop e npeau acnuko cyberpar Ha CYP3 A4 1 caab vmxuburop na CYP3A4. Tukarpenop ¢
chifo cyOcTpar Ha P-riuxonporenna (P-glycoprotein, P-gp) u cnab waxuburtop Ha P-gp 1 MOxe 112
NOBUILKN eXCIo3uLMgTa Ha cyberpartn na P-gp.

EdexTy Ha JeKapCTBCHH B APYTY NPOAYVKTH BEPXY THKATPEROp

Huxubumopu na CYP3A44

o Mownu unxubumopu na CYP3A4 — eROBPEMEHHOTO MPHAOKEHHE HA KETOKOHA30H C
THKArpesop BoaM ao nosHuiasate Ha Cpax ¥ AUC Ha TMKarpenop, choTBeTHO 2,4 IbTH H
7.3 nbTi. Cuax 1 AUC Ha akTRBHES MeTaloauT ce nomKapar, cboTBeTho ¢ 89% u 56%.
Ouaxea ce W APYrH MOIHA nuxuburopy sa CYP3A4 (xiapaTpoMuLnH, Hedas3olnoH,
PHTOHABHP ¥ aTazaBaBHP) Na MMAT CXOAHH eheKTH, ¥ Hopaay Task IIPUYHHA, CBIBTCTBALIOTO
npwiokenye Ha Mopn CYPIA4 nnxuburopu ¢ THKArpeaop € npoTHBONOKaIHO (BX.
TouKa 4.3).

¢ Yepenu unxutumopu na CYP3A4 - exHOBPEMEHHOTO NPUAMKSHHE HA AMATHAZEM C
THKArpeaop nopuasa Cpax HA THKArpeaop ¢ 69%, a AUC - 10 2,7 0bTH H nOHWKaBa Crax
Ha akTHBHHA MeTabonuTt ¢ 38%, aokaro AUC octapa nenpoMenena. Tukarpeaop He 0ka3Bga
BIUAHHE BLPXY IUTA3MEHATA KOHUEHTPALHA Ha nunTuaszeM. Ouakea ¢¢ APYTruTe yMEPeHH
uHxuburopy va CYP3A4 (Hanp. aMnpeHapup, alipeliHTaHT, EPRTPOMUUMHE B QIYKOHA301) A’
MMAT CXO/IEH SEKT H CBHHIO A2 MOTaT 12 €& NPMIAraT eAHOBPEMEHHO C THKArpesnop.

¢ Habmonapana e 2 1o-ronama excnosyiis Ha THKATPERop CJie KOHCYMAalis Ha rojieMy
KOJIYECTRA COK OT rpeiindpyr aaesso (3x 200 mi). Tasu crenen Ha nosHilieHa CKCHOZHIHA
HE C€ O4aKBa [1a OB KNMHWYHO 3HAUHMA 33 OBEYETO NALMEHTH.

Huoyxmopu ng CYP3A

EROBPEMEHHOTO NPWIOKEHHE Ha pHOAMIMUKH ¥ THKATPEAOP BOARN 10 noHMKaBane Ha Cma # AUC
Ha THKATPENOop ChOTBETHO Che 73% H 86%%. Crax Ha akTHBHMA MeTabOMUT HE ce npomenn, a AUC ce
NOHMAKABA CHOTBETHO € 46%. Ouaksa ce apyrure HHAYKTOpH Ha CYP3A (Banp. eHHTONH,
xapbamMazenus ¥ GeHobapObrTan) CuIlo Ja NOHWKABAT CKCIIO3HIHATA Ha TUKarpenop.
ENHOBPEMEHHOTO NPUIIIKEHHE HA THKArpenop ¢ MoHY wHAyKTopy Ha CYP3A Moxe 13 NOHInKH
EKCIOBULIMNTA H ePUKACHOCTTA Ha THKATPENOP, M NOPAiH Tasy NPHUHHA HE Ce HACKPUABa TAXHOTO
CBIOBTCTBALIO NPHAOKSHKE C TUKAIPESIOP.

Luxaocnopun (unxubumop na P-gp u CYP3A)

EAHOBPEMEHHOTO UPWIOKEHKEe Ha wiocnopus (600 mg) ¢ T¥rarpenop BoAH 10 NOBHIDABAHE Ha
Cuax ¥ AUC na THKarpesop csorserso 2,3 abTh v 2,8 meti, [Ipu nanuuuero Ha npuknocnopuy, AUC
Ha aKTHBHAN MeTaboNHT ce noBuiiiana ¢ 32%, a Cpax ce nionxkasa ¢ 15%.

Hama nanuyny 1aHHR 32 {HOBpEMEHHATA YHOTpeba Ha TMKarpenop ¢ Apyry akTHBHH BEILeCTBa,
KOMTO CHINO Ca MOLHU MHXUOUTOPH Ha P-gp # ymepenn uuxubaTopr Ha CYP3A4 (wanp. sepanaMus,
XHHMANH), KOHTO CHIIC MOTAT [ia IOBUINAT SKCIIOZHIMATA HA THKArpesiop. AKO KOMOHHAIMATE He
moske Aa Obae mabernara, TRXHOTO EAHOBPEMEHHO NIPHAOKeHNE TpsOBa [1a C€ H3BBPIIBA C IOBUUICHO
BHHMAHUE.

HApveu
Kaunuyuyure npoyysanya 3a GapMakoiorAdHy B2auMOJSHCTRHA NOKA3BAT, 4e e,uﬁonpemeﬂﬂﬁfrohm
IPHIOKEHHE Ha THKarpeop ¢ xenaphy, eHokcanapus 1 ACK win Jeamonpecit He O AT i P

BB3/IeHCTBIE BEPXY (PAPMAKOKMHETHKATA HA THKArPEIOp WM aKTHRHEA My MeTabo
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Habmonagrana e 3abapena 1 NOHMKEHA KCOIHI HA Tiepopaiiy HHXHOUTOpY Ha P2Y 2,
BKJIFOUMTEMRO THKATPEROP H HETOBMA akTiuBeH Merabonut nipu natrenty ¢ OKC nexypann ¢ Mopgmu
(35% noHwxKasaHe Ha EKCNOIMUMATE Ha THKArpesop). Tosa B3aUMMOACHCTBHRE MOXE Ja ¢ CBBP3aHO C
HAMANCH CTOMAUIHO-YPEBEH MOTHAHTET U Ja C€ OTHACH 338 APYIH ONUOUIH. KNIMHWIHOTO 3HA4EHHE €
HEM3IBECTHO, HO RAHHHTE [IOKAE3BAT NOTEHIHAN 32 HAMATEHA eQUKACHOCT Ha THKArpEnop npu
NAaUMEHTH ¢ SOHOBPEMERHO NPHAOKEeHNE Ha Tukarpenop u mopbud. I1pu nanuentn ¢ OKC, npu
KOMTO MOPOHHET He MOKE Jia Obae cipsn v OBp3070 HHXHOUpake Ha P2Y ;) € OT CHUISCTBCHO
3HAYCHHE, MOXE Ja ce oOMHC/IM ynoTpeOa Ha napenrepasieH HHXnOMTOp Ha P21Y ..

Edexry Ha THKArpeaop BLpXy APYIHM JEeKapCTBECHM NPOHVKTH

Hexapemeeny npodvkmu, xoumo ce memaboauszupam om CYP3A4

¢ Cumsacmamun ~ ¢AHOBPEMEHHOTO NPUIOHKEHAE HA THKAIPEJOP Cb¢ CHMBACTATHH BOJIH JO
nosrmasase Ha Cpu #t AUC Ha cuMBacTaTii ¢hotBeTHO ¢ 8 1% 1 56%, xaxto 1 Ha
nosritasare Ha Cra # AUC Ha cHMBacTaTHROBATA KMCEIHHA CHOTBETHO € 64% K 52%, Karo
B OTACNHBY CIyuan Ce A0CTUTA 2- 1o 3-KpaTHO NOBMUIABAHE. ENHOBPEMEHHOTO MIPHIIOKEHHE
Ha THKArpeaop ¥ CHMBACTATHH B 103a, Hansuinagatia 40 mg AHEBHO, MOXeE [a J0BEeAe KO
HEKE/IAHK PEaKIii Ha CUMBACTATHH i TPaOBa fa ce npeieHy cNpIMO SOTCHIHAIHUTE I0N3M.
CrMBacTaTHH HE OKA3Ba BIHAHUE BHPXY ILIA3MOHNTE KOHUCHTPAUHH Ha THKarpeaop.
Turarpeiop MOXe Ja OKa3sa CX0oJieH edeKT BspXy JoBactaTiH. He ce npenophusa
CIIHOBPEMEHHATA YIIOTPeOa Ha TUKArpenop ChC CUMBACTATHH HITH TOBACTATHH B A03H,
Hanesmtasamy 40 mg.

» Amopsacmamuy —~ ¢ AHOBPEMEHHOTO NPUNOKCHAE HA AaTOPBACTATHH ¥ THKATPENOP BOAH A0
nosriasane Ha Crax ¥ AUC Ha aropeacTaTHHOBATA KUCEMHA CHOTBETHO ¢ 23% 1 36%.
Cxomno nosumanane #a AUC 1 Cgy € Ha0M0A2BaH0 TIPH BCHYKH MeTabOIMTY Ha
aTOPBACTATUHOBATA KMCEANHA. Te3M NOBHINEeHH CTOHHOCTH HE C€ CHHTAT 33 KTHHHYHO
3HAYUMHU.

» He MoXe Oa ce M3KIOYH NoiobeH eeKT B BEPXY APYTH CTATHHR, METAOOIH3HPARM OT
CYP3A4. Naunenture B npoyusanero PLATO, xorro ¢a noiyyapasy THKarpeiop, ¢a
IPUEMATH PA3TMYAM CTaTHHY Ge3 crobpakeHne Mo OTHOWEHHE Ha O€30IACHOCTTa Ha CTAaTHHA
npy 93 % or xoxoprara Ha PLATO, kof1o € npueMana te3m AexapcTBeHy NPOTYKTIH,

Tukarpenop e cnad uaxudburop Ha CYP3A4. ExHoBpeMeHHOTO NPHAOKEeHE Ha THKArpeaop Cbe
cyocTpatn Ha CYP3A4 ¢ Tecen TepanesTiyer wHAeKc (HAIp. UH3ANPHI HIIH eproajikaionn) He ¢e
Npenopb4Ba, Thil KATO THKATPEIOPp MOXKE Aa OBHILY SKCITO3HIMATA Ha Te3H JICKaPCTBEHH NPORYKTH.

P-gp cybcmpamu (8riguumento OUuzoKCUN, YUKTOCRODRH)

ENHOBPEMEHNOTO MPUNIOKEHHE ¢ THKATPEIOP BOAM 0 nosruiasate Ha Copax # AUC Ha auroxcun
ChOTBETHO ¢hC 75% u 28%. Cpennure Hall-HUCKH HUBA HA AUTOKCHH C¢ TIOBHMILABAT C OKOJIO 30% npu
EAHOBPEMEHHO TIPIWIOKECHHUE C THKArPEIOP, KaTO B HAKOW OTASTHH CliyyaM ¢ OTYHTAT MaKCHMYM
ABYKPATHY NOBHUIABAHHA. B MPpHCHCTBUETO Ha AUTOKCHH Crgx 1t AUC Ha TRKATPEIOP ¥ BKTUBHHA MY
meTabonut He ce rosauasar. CAEROBATENHD, MPH SAHOBPEMEHHO NPHIMKEHNE Ha THRarpenop ¢ P-gp-
3RBHCHMH ASKAPCTBEHM NPOAYKTH C MATBK TEPANCBTHYCH WHACKC KATO AHIOKCHE, CC NPENophysa
NOAXOASI KTMHWMEH #HIH 1a00paTopeH KOHTPOT.

THKArpeop He 0Ka3Ba BAMIHUE BLPXY KOHUCHTPALMATA HA UMKIOCTIOPHH B KpEBTa. EQeKTsT Ha
THKArpenop BuPXY Apyry cydcTparu na P-gp He ¢ npoyusay.

Jlexapcmeenu npogdyknu, koumo ce memabonsupam om CYP2C9

NEKAPCTECHU NPOAYKTH KaTo Bapdapunr ¥ TOA0yTaMHA. -*ﬁ‘ R e s
\\C MW ,-‘j'.'"

e
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Pozveacmamuy

Tukarpenop Moxe 1a noenusie OpOpeUHaTa eKCKpeunsa Ha POIYBACTATHH, YBEIHYABAHKH PHCKA OT
KyMYI®paHe HA PO3YBACTATHH. Bhipeks e TOUHMAT MEXAHHIHM HE € H3BECTEH, B HAKOH CiTyHaH
©JHOBPEMEHHOTO NPAJIOKEHHE HA THKAIPEIOP U pO3YBAacTaTHH BOIV 10 HaMayidBane Ha OnbpeunaTa
$yaxuusg, nopduieno Huso Ha CPK u pabpomuonnza.

{lepopannu xonmpayenmugu

EnHOBPEMEHHOTO NMPIJIOKECHHE HA TUKATPENIOP ¢ JAEBOROPrecTpen ¥ eTHHIIECTPAIHO BOIH J10
OBHIIABAHE HA EKCTIO3HLIMATA KbM €THHHIIECTPanHo ¢ npubnusurenno 20%, Ho He NIOBAHABA
(apMakOKNHETUKATA Ha JleBoHOprecTpel. [IpH eHOBPEMEHHO NPUIOKEHHE HA ICBOHOPrecTpe U
eTHHHISCTPAAMON ¢ THKAIPEIOP HE ¢€ OYaKRa KIMHAYHO 3HAUAM edekT BhPXY ePHKaCHOCTTa Ha
NEPOPANHUS KOHTPAUEITTUB.

Jlexapcmeenu RPOOVKIY, 3Q KOUMO € HIBECIMHO, He unOYyupam bDpaduxapous

Hopann rabnropapane Ha NPEIMMHO aCUMATOMHHM BEHTPHUKYIAPHH Nay3u 1 Opanukapins ce H3UCKBa
NOBHILEHO BHHMAHHE, KOTaTO THRArpenop ce npuiara 6AHOBPEMEHHO ¢ NEKapCTREHH NPOJYKTY, 33
KOUTO € M3BECTHO, Y¢ HRAYIMpaT Opannkapaus (Bx, Touka 4.4). B npoyysanero PLATO, obaue, ne
ce HAOMOAAaBAT J0KA3aTe/ICTBA 33 KIMHHYHO 3HAUHMH HEXEIaHH PeaKlnH Cliell €AHOBPEMEHHO
MPHAOKEHHE C €1MH WY NOBEYES JIEKAPCTBEHH FIPOAYKTH, 38 KOWTO € HIBECTHO, Y€ MHRYLIMpPAT
Opanukapaus (Hanp. 96% Oera-bnoxepy, 33% OnokepH Ha KanUMEBUTE KAHATH JHITHA3EM H
BepanamMui, B 4% IUTrOKCHH).

Hpvea convmemeauia mepanus

B xwimHuYHY npoyuBaHMA TRKarpenop e npwiarad eaHospemeHHO ¢ ACK, naxuburopy Ha
BPOTOHHATA IIOMNA, CTaTUHK, OeTa-0aoKkepn, HAXHOUTOPH Ha AHTHOTEH3HH-KOHBEPTHPALUHA CHIUM
(ACE) v anruotedsun Il peuerropun 0aokepH, HeOOX0AAMH 32 JICUCHUE HA ChOBTCTRALIH
3a0019BaHAA 32 JBNLT TIEPHOL, 4 ChIC H XEAapUH, HUCKOMOICKYJICH XeNapyd ¥ UHTPAaBEHO3HY
nuxnGuropd Ha Gpllb/lla 3a xpatko Bpeme (B, Touka 5.1). He ca HanuvHi AaHHR 3@ HAOMONaBAHN
KCTUHRHYHO 3HAYHMY HeXKeNaHU B3aHMOCHCTBIS TIPH YIIOTPEOa Ha Te3H JIEKAPCTREHH NMPOAYKTH.

EAHOBPEMERHOTO NPIIOKCHUE HA THKAIPENIOP ¢ XeNapHH, CHOKCATIaPUH WM JEe3MONPECHH HAMA
eEeKT BuPXY aKTHBHPAHOTO Napunanno tpoMmoonnactnHoso Bpeme (aPTT), akTHBHPaHOTO BPEME Ha
c¢heHpsane (ACT) iy iscneasanuaTa ra pakrop Xa. Bee nak, mopaamn nOTeHIHANHATE
(papMaKOABHAMHYHH B3aHMOACHCTBYN, €JHOBPEMEHHOTO IPHIIOKEHHE HA THKATPEIOP C JIEKAPCTREHH
NPOIYKTH, 33 KOWTO € U3BECTHO, Y€ MPOMEHAT XeMocTa3ara, Tpadra Aa ce U3BbPIIBA C MOBULICHO
BHUMAHUE.

ITopaau ceobmennn 3a abHOpMHO KOXKHO KhpaeHe ¢ SSRI (Hanp. napokceTHH, CepTpaiiy B
IUTAIONPaM ), NpenopbuBa ce sHUMaune, xoraro SSRI ce npuarar ¢ TMKarpenop, Tei KaTo TORa
MOXKE 14 MOBHILH PHCKA OT KBEPRCHE.

4.6 @epTHANTET, OPEMEHHOCT H KLPMEHE
JKeHy ¢ JCTEPOAEH NOTeHLNAT]

Kenn ¢ nereponaet noreHuyan tpsdea na n3nomear edieKrUBHH KOHTPANENTHRHH MEPKH, 32 1A
H30erHaT 3abpeMEHABAHE IO BPEME Ha JICHCHHE C THKArpesiop.

bpeMeHHOCT

Hama uny ¥Ma OrpaHHHMERO KOTHHMECTBO JaHHH 33 yroTpebata Ha TUKarpeaop npH Opem
[TpoyuBaHusTa NpH >KMBOTHN NOKA3BAT PEHPOAYKTHBHA TOKCUYHOCT (83K, ToUKa 3.3) 2
ce NPEAOPHYBA 110 BpeMe Ha OPEMEHHOCT. g %‘* fm N W‘*»"ij\\

Knpmene A LT
Hannudure $hapMakoAMHAMMYHKW/ TOKCHKOIOrHUHH JaHHU TIDH KHBOTHH 10Ka3BaT b&cxpem Ha __
TUKATPENOP U AKTHBHUA My MeTabonnT B MISKOTO (B3, Touka 5.3). He moxe Ja ce: kmmqﬂ pncx an 3

\\\“\\: ‘— r |-i j. fl'x ‘. T .r':'-".\_. .
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HoBOpoOAeHW KspMadeTa. Tpabpa 4a ce B3eMe peillienHe J1any Ja ¢ Cpe KEPMEHETO, HiAH aa €€
IPEKPATH/1a He ce PHRAara Tepanud ¢ TUKAIPeIop, KaTo Ce B3EME NPEABHA NTON3aTa OT KbPMEHETO 33
JAETETO M NONI3ATA OT TepanuATa 33 XKeHarTa.

Depriiyrer
THKarpesop He OKa3Ba BAMAHHE BbPXY MBIKKHA U KCHCKUA GEPTHAMTET NPU KUBOTHH {BXK.
Touka 3.3).

4.7 Edexrn 8opxy cnocobnocTya 3a wiodnpane n pabora ¢ Mamnnn

THRarpenop He MoBIHABA MIIH NOBIUABE ApeHebPexuMo crocobHocTTa 3a mogHpade ¢ padboTa ¢
smanman. 110 BpeMe Ha nevuenne ¢ Trkarpenop ce cpodiuapa 3amaiiane ¥ 00bpKBane. CneaoBaTeiHo,
aUMeHTH, KOUTO [HOAYYaT TE3M CHMITTOMH TpAGBa 12 ca IpeAasnuBy JOKATO WOGHPAT WK PabOTAT
¢ MAIMBMN,

4.8 Hexenann aexapcersens peakiin

Pezome Ha npodnia Ha 0e3011acHOCT

IpodhrasT Ha He30MaCHOCT Ha TUKATPETIOP € OLEHBAH B [BE TOMEMH KNBHUYHI HINUTBAHMA pa3a 3
no oraoiieHye Ha wixona (PLATO u PEGASUS), rionougaiigy noseue or 39 000 naument (BiK.
Touxa 5.1).

B PLATO, npu nauHeATHTe Ha THKarpesop AMa NO-BHCOKA HECTOTA HA IPCYCTaHOBABAHE Ha
TEPANKSTA NOPAIM HEKENAHH chOUTHE, B cpaBHeHne ¢ kaonuaorpen (7,4% capamo 5,4%). B
PEGASUS nauueHTHTE, 1€KYyBaHU C TUKArpesop, KMar fi0-BHCOKa YECTOTa Ha OPEYCTAHOBABAHE HA
TEPANHMATA NI0paH HEXenany CbOMTHA B CpaBHenMe ¢ rpynara Ha Tepanvs caMo ¢ ACK (16,1% 3a
tuxarpenop 60 mg ¢ ACK cupamo 8,5% 3a repanus camo ¢ ACK). Haii-1ecto crobmasanure
HEXKENAHH PEaKiii NIPY NALIMEHTHTE, IEKYBAHV ¢ THKAIPeaop, ca KbpBEHE ¥ aucnues (BXK. Touka 4.4).

Tabnnuer CHUCHK HA HEXETAHUTE PeaKUUH
[IpencraBenuTe NO-LOMY HEXEAAHM PEAKUNH ¢ HICHTUGUIHPAHH B [IPOYUBAHHATA WIH Ca ChOOLIEHH
MPU NTOCT-MaPKETHHIOB OITHT ¢ TURarpenop (Tabnuua 1).

Hexenannre peakuyn ca usGpoenn no cncremo-opraned knac (COK) no MedDRA. B pamkiire Ha
scex COK Hexcenmanute JekapcTBeny peakind ca u3dpoenu no yecrora, Kareropusre 1o 4ecrTora ce
nedMHMpaT NO clieAHaTa KORBEHIMS: MHOro Yectd (2 1/10), yectu (=1/100 no <1/10), HeuecTn

(=1/1 000 no <1/100), peaxn 1/10 000 no <1/1 000), muoro pexxu (<1/10 000), ¢ HenspecTRa
qectoTa (OT HANMYHHWTE JaHHH HE MOXe 1A Ohjie HalpaBeHa OLCHKa).

Tabanua 1 - Hexesann peakunan 0o uectora i cucremo-opranen kaac (COK)

COK Mnoro Yectu HegectTd C neniBecTHA
| HecTR 4eCcToTa
Heonaazmu ~ Kbpeese ot Tymop®
debporayecmseniy, { {
FAOKAUECTNBERU U |
HEOnpeoeIeHly
(BRI, KUCIU U ; |
ROAUNYU)
Hapywenus na { KbpBere,
| xpvama u CBBP3aHO C
aumgnama HapyILIECHHUS
| cucmema Ba KphBTa’
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Hapywenui na CBpbXUYBCTBHTEH
UMYHHAMA OCT, BRK/ROYUTEIHO |
1 clcmemMa aHrnoejiem”
Hapywenua na Xunepypuke- | [oparpa/
Memabomama u Must Ttonarposen 1
XPAHEREMO apTPUT
Hewxwunu | OO0LpKRaRE
HOPYHIeHUs
Hapywenua na 3amaiiBane, | Bnrpeuepernien |
Heperama . Crukor, [ KpBBOMINAB™ |
| cucmema Tnagobonme |
Hapyuwenus na Kpneouzius B
ouume OKOT0"
Hapywenun na Bepturo | KpberoManus B
| yxomo u | YXOTD
RQOUPURMA
F Copoeynu { bpanuapurMus, }
HApyuenus AV- 6nox®
Cvooeu XUHoTOHUS
HAPYULEH UR |
Pecnupamopnu, Jucnnes Knpgene ot
2PLOHY U pecnMpaTopHa | }
MEOUACHUNRARNY Ta cHcTeMa® | }
HADYVIEHUS | |
Cmomaurio- | CroMainHo- Perponepuroneane |
UDEEHYU HAPYVULCHUA qpeBeH H KPLBOHNIWB |
| KPHBOW3ITHBY,
Huapua,
| [anene, |
{ JIcnencus, |
| 3anex |
Hapyuwenua na Tonkoxto
KONCAMma u WIAH ACPMAlIHO |
ROOKOXNCHAIMA KBPBEHE’,
muKaH Obpus, |
Ceplex |
1 Hapywenun na } MycKynHO
} MYCKVAHO- | KbpBeHe”
| ckenremnama } |
| cucmema u | |
| CReduHUMENama $
MuKaH
| Hapywenus na KnpeeHe ot
bvOpeyume u | nakousnTe |
RUKOYHUINE NETHIA" | |
A3
Hapyuernua na Kzpecue ot
8B3INPOUICOOUMENN PENPOAYKTUBHATA
a ma cucmema u cHcTeMa® .
| evopoama
| Hzcneosanun { osuuien ﬁ/’ :‘?3 Wr*"ﬁ*‘f ?H Fy
| KPEaTUHHH B f SRR 5
KPBBTE’ VI A
N
10 p S
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COK Muoro YecTn Hexecrn C Hen3BeCTHA
SeCTH HeCTOTR

Hapanssanun, KpsBonanus

OMPABANUA U cnen

VCAONCHERUA, npoLeaypa,

SBIHUKHNY 8 TpamaTnuno

peszyrmam Ha Kbpaede”

UHMEPBEH YUY

? Hanp. KbPBERE OT PAK Ha ITHKOYHHA MEXYP, PaK HA CTOMaxa, pak ya aebenoro yepeo

® Hanp. MOBMUICHA TEHIEHUWA KbM HACHHABAHE, CIIOHTAHEH XEMATOM, XEMOparHiHa Auaresa

* HacHTruuppana B NOCTMAPKETHHTOB OGMT

" HectoTHTe €8 noTyenn o1 Aaboparopun HabmoaeHns (T1MKoUHA KUCeiMHA NOBHILICHA = TOPHATA IPaHnIla Ha
HOPMATa COPAMO H3XCAHO HHBO HOJ WIH B pedepenTHuTe rpanui. KpeaTunuu nosumieH > 50% copamo
H3XOJHO HMBO.}, 4 HE e NMPHOAM3INTENHA YECTOTA HA ChOGIABaNe Ha HeXeNaH! CHOnTHA.

A HANp, KOHIOHKTHBANHO, PETHHHO, BETPEOYHO KbPBREHE

® Hamp. eNHCTAKCHC, XEMOITTH34

¥ Hanp. KLPBEHE OT BEHIWTE, KPBBOW3IIKE OT PEXTYMA, KPHBOUINNB OT CTOMALIHA 2382

} HaIIp. eKXHMO033, KOXKEH KPbBOM3NR, [ICTEXKH

¥ HAMP. XEMAPTPO3a, MYCKYJIEH KPhBOU3IUB

* Hamp. XeMaTypRA, XeMOParudeH IIHCTHT

* HaNp. BAaTMHANCH KPBBOH3I/IHE, XEMATOCHIEPMHSA, NOCTMEHOTIAY3a06H KPhBOM3IIHB

" HaMp. KOHTY3NS, TPABMATHYIECH XEMATOM, TPABMATHMECH KPhBOUINNHE

¥ T.€. CNOHTAHHO, CRLP3AHO C HHTEPBEHUMA WM TPABMATHYHA WHTPAKPAHHUATHE XEMODarus

Ondcande Ha H30paHH HEXeIauy Peakiuy

Kvpsene
Haxooku ¢ kepeene 6 PLATO

HanocTHuTe pe3ynraTy 3a 4ecToTara Ha Kbpsese B npoyusadeto PLATO ca nokazann 8 Tabnwuua 2.

Tabnnua 2 - Adaans ua o6mure cLONTHS ¢ KbpBeue, H3urcaenns no Kaplan-Meier ua 12-tn
mecen (PLATO)

Tuxarpeaop 90 mg | Kaonngorpea p-
IBA I'LTH JHEBHO cmotinocm
N=0 235 N=9 186 *
1001110 3HauuTenuu ot PLATO 11,6 11,2 0,4336
P@ammu#mnaowaacrpamaaamu ot PLATO 5.8 5.8 0,6988
SHauurenuu ot PLATO, necerpsany ¢ CABG 4.5 3,8 0,0264
Buaywrenuu or PLATO, HecBbp3anu ¢ 3,1 2,3 0,0058
UHTEPBEHIHH
KoMmOuuupanuy obuio 3uaunrenuy + 16,1 14,6 0,0084
HesHauwrelddd oT PLATO
Hecsbpzaiin ¢ HHTEPBEHUHM 3HAYWTEIIHH + 5,9 4,3 <0,0001
nezHauMTenHy or PLATO
Brawmrenty go TIMI 7.9 1.7 0,5669
HAYWTEIHH + HesHauynTenHH no TIMI 11,4 10,9 0,3272

HepMHUUHH HR KAaTEeropuHTeE KLPBEHE!

3HAUNTENANO PaTATHOSKHBOTO32CTPAMABAIIO KEPBeHe: KNHRHGHO NPOSREHO C TOHUXAB * e -*‘éw\
xemornoduna ¢ > 50 g/l win ¢ npempane Ha > 4 caka epUTPOLHMTHA MACA; HAH (DaTAITHO, ' ' 5\
HJH HATPANEPAKAPIHO CbC ChPACYHA TAMIIOHAJA; HIH ¢ XUTIOBONEMUMEH LIOK; HIH TEXKa
H3HCKBAlLlA NPECOPY;, WU XUPYPruyHa HHTCPBEHIHA,

3naquresno apyro: KN¥HIUYHO NPOABEHO ¢ TOHIHKABaHe Ha xemornoduna ¢ 30-50 g/l I-LHI{, CANBAHE HAa Z-5°
CaKa ePUTPOLIMTHA MACcA; WM 3HAYUTENHO MHBATHAHIHPRILO. SRR

. AR P : .,r" I
1 1 Sy :"“_'- . w—— -
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Helpayate 1o KbpBeHe: M3ucksa MEQUIIMHCKE HAMECA, 3 CIIMPARE WY JIEKYBAHE HA KLPBCHETO.
3vaunTeaRo KnpBene no TIMI: Knnnyuno npospeno ¢ nombxapane Ha xemornobuua ¢ > 50 g/l v ¢
HHTPaKpaHHaNHa XeMOPAaris,

Heznauntenno kepiene no TIMI: Kintndmo nposeeno ¢ NoMmKasane ra xemoraotuxa ¢ 30-50 g/l.
*p-CTORHOCT, HIUHCIIGHA OT MOJIE HA (POHOPIHOBANIHATE pHCKOBS Ha CoX, XaTo rpynaTa Ha JeueHne ¢
SIMHCTBEHATA EKCIUIAHATOPHA IIPOMEHIIHBA,

Tukarpeaop u KionnIorpes He ce pa3iuuaBaT Mo OTHOUICHHE Ha YeCTOTHTE Ha 3HAYMTEIHO
daranso xuBoTO3acTpainasanio kepeee B PLATQO, suauutento kupsene obmo 8 PLATO, macneyo
xbpeeue 1o TIMI unu ¢aabo xvpeene no TIMI (Tabauug 2). OGaue, nospara Ha KOMOMHUPAHO
THAUMTENHO + HesHauuTenno kupeeHe 8 PLATO e noseue ¢ tuxarpenop, B cCpaBHEHHE C©
xknonuporpesn. Manxko nmaupeut B PLATO uMar daransv kpoaousnney: 20 (0,2 %) 3a THKarpenop 4
23 (0,3 %) 3a xnomwporpen (8x. Touxa 4.4).

Bu3pacr, non, TenecHo terno, paca, reorpadcka padoH, chiIbTCTBalH 3a0019BaHHA, CHALTCTEAIA
Tepans ¥ aHAMHE3a, BICTIOHHTENHO NPEAXOASH HHCYIT WY TPAHSHTOPRA HCXEMHYHA aTaka, He Ca
[PEAHKTOPY KAKTO 33 o6HOTo, TaKa ¥ 33 HECBBP3aHOTO ¢ HHTEPBEHUHK 3HAYRTEIIHO KbPBEHE 1O
PLATO. Ilo Ta3u npussna, He € HAeHTHONLIMpaHa KOHKPETHA PUCKOBA IPyTia 33 KOUTO 1 A2 € NOATHN
KbPBEHE.

Crepaano ¢ CABG xeppene

B PLATO 42 % or 1584-1e naimertn (12% oT xoxoprara) ¢ Hanpased KOpOHapHO-apTepHancH
Baitnac (CABG) ca ronyunny PLATO snauntenno Garaino/KHBoTO3aCTPAIGBAIO KbPBeHe 0e3
pasnuKa MeKIY TepanepTHUHuTE rpyiin. Patanno kupseHe, cappsano ¢ CABG, ce nogespa npy 6
NIAUMEHTH BBR BCAKE OT TEPANEBTHUHUTS TPy (BX. TouKa 4.4).

Hecerpiano ¢ CABG kbpBeHe ¥ HECBBP3aHO ¢ HHTEPBEHIIHH KbPBEHE

Hama paznuka Mexay THKArpesop ¥ KIONUAaorpen no oTHotuenAe Ha necprpsadure ¢ CABG

TEKKH/ KHBOTO3ACTPALIABAIH KPHBOUIIURY 0 Redunnums Ha npoyusaneto PLATO, Ho
sHawirrennmre 00imo, sHaunrenny no TIMI u sHasvrennw + Hesznaywresaay no TIMI kpsBOHIAMEBH, (IO
Aeduyrunsg na npoyysanero PLATO, ca no-gectv npu tuxarpenop. Chilo Taka, ako ¢€ H3KNIoYaT
BCHUKY CBBP3AHA C HHTEPBCHLIMY KPHBOWIINEBY, [OBEME KPLBOHIIHBH c€ Habmojaeat npy
THKATPENOp, OTKOIKOTO fipu wionuaorpesi (Tabnuua 2). Ipexparasade Ha JIEUeHHETO NIOPAaH
HECBBP3AHH C UHTEPRCHLIHE KPBEBOM3INMBY € M0-3eCTo ¢ THKarpenop (2,9 %), oTKoIKoTO ¢
kioftaorpen (1,2%; p<0,001).

HHTpakpaHnaing XxeMoparus

HuTpakpaHaaaMTe KPLBOH3IUBH, HECBEP3AHHU C HHTEPBEHLIMY, C3 NTOBEUS NIPY NPWIOKESHHUE Ha
Takarpeiop (n=27 kppBOHAIHBA Npu 26 nanwesty, 0,3%), oTkonKOTO ¢ KACOMROrpen (n=14
KpBBOUiHBa, 0,2%), oT kowTto 11 KppROMINMBA © THKArpEnop n 1 ¢ Knowiaorpen ca daranuy. Hima
paznuka B o0wmua Opoil cayuan Ha GaTaIHO KEPBEHE.

Haxooxu ¢ kepsene ¢ PEGASUS
LianocTHHTE pe3yNTaTH 3a YeCcToTaTa Ha KhpeeHe B npoyusanero PEGASUS ca nokaszany B
Tabmuua 3.
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Tabanna 3 - Anaans ga obuiaTe cLONTHA ¢ KLPBEHE, H3unc/IeHnan no Kaplan-Meier na 36-1i
mecerny (PEGASUS)

Tuxarpeaop 60 mg ABa Camo ACK
nnTr AHepH0 + ACK N=6 N=6 996
958
KoeduunenTt na
pHCKA p-
Kpaiiny TouxkH 3a HezonacHocy KM% (95 % CI) KM% CmodnRocm
Kareropnu Ha KnpBene, onpenesienn ot TIMI
2,3 2,32 1,1 <0,0001
3uaunrenno (TIMI) (1,68, 3,21)
0,3 1,00 0,3 1,0000
Paranuo (0,44, 2,277)
0,6 1,33 0,5 0,3130
BUK (0,77, 2,31)
1,6 3,61 0,5 <(,0001
Hpyro znaumrenso (TIMI) (2,31, 5,65)
3.4 2,54 1.4 <0,0001
3HaAUYMTEHO UK HesHavwvreano (TIMI) (1,93, 3,35)
3HAYMTESIHO WiIH HEIHAYHTEIHO, WK 16,6 2,64 7,0 <0,0001]
M3KCKBAILO MENHLIMHCKa Hameca { TIMI) (2,35,2,97)
KaTteropuu na xopaene, onpenenenu 8 PLATO
35 | 2,57 1,4 | <0,0001
3uauntenno (PLATO) (1,95, 3,37)
2.4 2,38 i1 <0,0001
| ®aranno/KUBOTO2aCTPAABALLO (1,73, 3,26) |
1,1 3,37 0,3 <(,0001
Hlpyro suaumrenso (PLATO) | (1,95,5,.83) |
| 15,2 | 2,71 | 6,2 <(,0001
}3Ha‘iHTeJIHD uiM gesnaynrenno (PLATO) : (2,40, 3,08) |

JepuHRUHN H3 KATerOpUsITA HA KbPBEHE:
3nayuteado (TIVIY): Partanso kepsene HITH ecgko ppTpevepento xupaene, WIHM xiupndno BUAKMU
IPH3IHALH HA KPLBOU3NHB, CBbP3aH ¢bC cnaj Ha Xemornobuna (Hegb) or >350 g/, win nonuxenne na
xemarokpura (Het) ot 15%, xoraro nuncea croinoct pa Hgb.

ParTanno: CrOHTHE ¢ KbPBEHE, KOETO IHPEKTHO € XOBEAO 10 CMBPT B PAMKHTE Ha 7 JHH.

BUYK: Byrrpeuepenes KphBOHINHUB.

Apyro swauntenso (TIMI): Heparanuo He-BUK suawnrenno xnprese (TIMI).

Hesnaunrenno (TIMD: Knduyyro BHIMMO ¢ NOHIWKEHYe Ha XeMornobuna or 30-50 g/l

Hancexsamio meanunncka nameca (TIMI): Mauckeamo untepsentns MIH sogemo a0 xocnyranusaiss, WK
Ha/1arafo oneHxa,

3naudresno pararnofxuporosacrpamaramio (PLATO): Garanto kspsene MIH Besixo BpTpeuepenso
xkepeere, MJIH unrpanepukapanaino ¢bC cbpueyHa Tamnodaga, VI ¢ xunosoneMuiIed HIOK MM TeXKKa
XHUOTOHHA, HAJIArala MPUWIOKEHHETO HA PECOPHI/MHOTPONHA CpeacTBa nan onepauns, WJIH knunuuno
BUAVMO C > 50 g/l normxenne Ha XeMOTTIOOMHA WK (IPENATH >4 e IWHMLH YSPBCHH KPBBHH KIETKH,
3nauurenno apyro (PLATO): Juaunmo nrupamiansupamo WIH knumano suamo ¢ 30-50 g/l nonmxkenne Ha
xemorio0uua, FUIN npenary 2-3 enuHKLH YEPBEHN KPBBEH KIETKH. T
Hesnaunrenno (PLATO): M3ncxsa MeMIIMBCKA HHTEPRCHIINA 32 CTIMPAHE WIH NEUCHHE

oTKoNKoTO npu neueHue camo ¢ ACK. He e wabnrogapan nosuiies PHCK OT ¢a

13{&19 prnene ﬁ,,,cg
YCTAHOBABA CAMO HE3HAYHTENHO MOBHINCHHE HA BLTPEUCPENHUTE KPbBOUIINE *

tmﬁp&nﬂefrﬂe c
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tepanuaTa caMo ¢ ACK. Mima Manko ceGntds Ha datanno kepseHe B npoyysanero, 11 (0,3%) 3a
tukarpeiop 60 mg u 12 (0,3%) 3a Tepanngra camo ¢ ACK. HabnogaBanuat NoBUIleH pHCK OT
3HAUMTEIHO kbpBene ( [IMI) ¢ Tukarpenop 60 mg ce Abmky OPpeIHMHO Ha NO-BHCOKATA YeCTOTa HA
Apyro 37aguTeaHo kepBeHe ( TIMI), cenpzano cbe cuOMTHS B cTOMawHO-4peBHMA COK.

[ToBHuleHa YecToTa Ha COMTHS ¢ KbPBEHE, TONOOHH Ha 3HaunTeNHO KbpBeHe (TIMI), e Habmonapana
B KATETOPUHUTE 3HAUMTEHO WK He3HaunTenno KppBede (TIMI) u snaunrenno (PLATO) u
3HAYMTETHO WM HesHauntenho kppeeHe (PLATO) (Bx. Tadbauua 3). lipeycTaHoBIBAHETO HA
JACYEHNETO NOPANH KBPBEHE € NO-YECTO B rpyiaTa Ha THKAarpeaop 60 mg B cpagHeHye ¢ rpynara Ha
Tepanuara caMo ¢ ACK (cnorBetHo 6,2 Y% u 1,5 %). [loreueTo OT T€3M CllyyaH Ha KbpPBEHE Ca C 110-
MATKA TexkecT (KnacubuImpaHy KaTo U3UCKBALIH MeAHLHHCKa HaMeca (TIMI)), Hanp. enucTakcuc,
HACHMHABAHE H XCMAaTOMH.

[TpodureT HA KbpBeHE Ha THKarpenop 60 mg € CX0AeH B MHOXKECTROTO NMPEABAPUTEIIHO ONPEACTICHH
noarpyny (Hanp. o Bb3PACT, 10J1, TEMI0, paca, reorpadickyd PervoH, ChITbTCTBaM 3a00/19BaHuS,
CHITLTCTBALIA TEPAITHS H MEAMIHHCKA aHAMHE3a) NPy chOMTHN Ha 3HavuTento khpeene (TIMI),
3HAYMATENHO Uy HesHauyntendo (TIMI) n zsauurenno kupeeHe (PLATO).

BaTpeuepenno kbpeeHe

Cnovranuy BUK ce covolinasar ¢ nogobua yectora 3a Tykarpenop 60 mg v tepamus camo ¢ ACK
(n=13, 0,2% B npeTe rpyny Ha neuekde). HaGnmonasa ce nesnavureHo nopumernne na BUK,
CBBP3aHO C TPaBMa M IpOoLCAyPH IpH JeueHHe ¢ THKarpenop 60 mg, (n=15, 0,2%) B cCpaBHeHHE C
tepannsata camo ¢ ACK (n=10, 0,1%). CroOuenu ca 6 ¢atamsu BUK ¢ Tukarpenop 60 mg 1 3
datanuu BUK ¢ repanua camo ¢ ACK, Yectorara Ha BLTpeyepenso KbpBEHE € HHCKA B [IBETE IPYTIH
HA JIEYEHHE, KaTO Ce MMA NPEABUJL SHAYHTEITHUTE ChitbTeTBaln 3aboaapands 1 CC prcxoBy pakTopu
B MPOYYBAHATA TIOMY.TALHA.

Hucnnes

Jucnnes, ycemaue 3a 3a1yx, ce ¢ho0lIaBa oT fallMeHTHTe neKyBany ¢ Tukarpeiaop. B PLATO,
obenuHEHHTE KaTO THCTIHES HEXEAAHH JIEKAPCTBEHH ChOMTHS (JMCTHes, ANCNHES B IIOKOH, AuCIHe
MPH YCHJINE, NAPOKCH3MATIHA HOLUHA JAMCIHEd W HOUIHA THCMHEed) ce chobuanar ot 13,8% ot
NAlACHTHTE, ICKYBAHH ¢ THKArpeniop, H 3a 7,8% ot naumenture, nexysanu c knornnaorpe. Ipu 2,2%
OT NAUMEHTHUTE, NIPHEMalLY THKarpenop, | npu 0,6% oT nauHeHTHTe, NpHeMality KIONHAOrpen, B
npoyuBaHeto PLATO nscneaoBarenure caydrar, ue AMCNHENTA € JIPHYMHHO CBBP3aHa C JICUCHHETO H
GpoAT Ha cepro3nuTe cayyan e Masiek (0,14% trkarpenop; 0,02% wionuaorpein) (Bx. Touka 4.4).
Hait-uecTo cbo0maBaHnTe CHMITTOMY Ha AHCIIHER Ca JICKH J0 YMEPEHH M0 HHTEH3UTET U [MOBEYETO C€
cbO0WAaBaT KaTo eAMHUYEH eNU30 ] PaHO Cejl 3aN04YBaHe HA TepaIusTa.

B cpaBueHue ¢ knonuaorpen, nauyenture ¢ actMa/ XObb, nekyBaHu ¢ THKarpenop, MOXe na uMat
MOBHUILEH PHCK OT NOJly4aBare Ha HeceprosHa aucnues (3,29% tuxarpenop crnpsamo 0,53%
KIonpaorpen) n cepuosna aucnnes (0,38% tukarpenop cnpsamo 4,00% wiomigorpen). B abconorHn
CTOHOCTH TO3M PUCK € MO-BHCOK OTKONIKOTO B LAIOCTHATa nomynanna Ha PLATO. Twukarpenop
TpalBa Aa ce NpUNara ¢ HOBMUIEHO BHUMaHHe HPH MAIMEHTH ¢ aHAMHe?a 3a acTMa w/wid XObb (Bx.
Touka 4.4).

Oxono 30% or enuzonvure OT3BYYasaT B paMkdTe HA 7 Aun. PLATO BxilouBa NauMeH Ty, KOUTO Ha
H3XOHO RHBO HMAT 3aCTOMHA ChpAEYHA HegocTaTbuyHoCT, XObb vnu acTMa; Te3H nauueHTH K
NALHEHTHTE B CTAPUECKa BL3PAcT € N0-BePOsATHO Aa Choblapar AMcnHes. 3a Tukarpenop, 0,9% or
MALHEHTHTE NPEKbCBAT APHIAraHeToO Ha NPOYYBAHOTO aKTUBHO BEHIECTBO NOPAK AHCTIHES, CTID: R
0,1% ot Te3u, npyematuu knonuaorpei. Ho-sucokara dectoTa Ha AUcnHes ¢ THKArp Qvﬁé‘ i\é_'..m %
acoUUHpa ¢ HOBA NOABa WY BAOILABAHE HA CHPACUHO WK HenoapodHo 3abonaBan l}%ﬁ fbw% f})“ "A\
Tukarpesop He noernuasa SenoApobHATe GYHKLUHOHATHH TECTOBE. N

\
|
i

B PEGASUS nuycnnes ce cxoOuasa npu 14,2% o1 nayMeHTHTE, NPHEMALIN THK&T“[:?E:J!C-@}I 66' mg ,I{Ba ', - _;
ITETH AREBHO, H NpH 5,5% oT nalienTute, npueMaiun camo ACK. Kakto 8 PLATO; ﬂoBeuem CJI}"-!&H &
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Ha CbOOLIECHA JHUCITHE Ca JIEKH OO YMEPEHHU MO MHTeH3HTET (BK. Touka 4.4). [TauueHTHTE, KOHTO
CHOOIWABAT AUCTIHESA ca OWH IPeIMMHO NO-BB3PACTHU U NMo-4ecTo ¢a nManu aucnuen, XObb unm
acTMa Ha M3XOIHO HHRO.

Hzcreosanus

{loBHireHne Ha nukouHaTa kHeenrna: B PLATO e oTyereHo noBrIasane Ha CEpyMHATa MMKOYHA
KMCENHHA 10 CTOMHOCTH, HaABHUIABALIM INOpRaTa FPaHUA HA HOpMAaTa, py 22 % OT Noy4YaBalMTe
THKarpesaop NamueHTy, cnpamo 13% ot monyyasamure kiondaorpe naueHTH. CHOTBETHHTE
croitnocT B PEGASUS ca choreetHo 9,1%, 8,8% 4 5,5% 3a tukarpenop 90 mg, 60 mg u nnanebdo.
Cpennara cepyMHa NUKOYHA KUCERMHA Ce NMoBUIaBa ¢ 61130 5% npy BPHIoKEHHE HA THKArpenop, B
cpaBHeHHe ¢ npubnuIuTenHo 7,5% npu npunoxkeHHe Ha KIONHIOTPEN, a cliell CMHUPAHE Ha JICHEHHETO
ce NOHHXKABA NPUOTU3KATENHO 0 7% NpH NPUIOKEHHUE HA TUKATPEIOp, JOKATO NPH KIIOMUIOTPEN HE
ce nabmonasa cnaa. B PEGASUS ce yeranossapa 00paTHMo nosuilieHrde Ha CPEIHUTE HYBA Ha
CEpyMHa MMKOYHA KHCeTHHA oT 6,3% H 5,6% cboTBeTHO 32 THKarpenop 90 mg 1 60 mg B cpaBHeHuUE C
1,5% nonwxkenue B rpynara ¢ mnaue6o. B PLATO gectotarta Ha nogarposed aptpurt ¢ 0,2% 3a
THKarpenop cnpamo 0,1% 3a xnonynorpen, CLOTBETHUTE CTOMHOCTH 3a Nioaarpa/nojarpoics apTpur
B PEGASUS ca 1,6%, 1,5% n 1,1% croTBeTHO 3a THKarpenop 90 mg, 60 mg v miauebo.

CrobulaBaHe HE HOA03HPAHN HEKEIAHH DEaKIIHY

Cro011aBaneTo Ha NOAO3KMPAHK HEKECTAHN peakly cliel paspeulasane 3a ynorpeda Ha JeKapCTBCHNS
MPOAYKT € BaXXHO. T0Ba MO3ROMABA A4 MPOARIKH HAOTOACHUETO HA CHOTHOLIEHUETO NT0JI3a/PHCK 34
AEKAPCTBEHHA NPOAYKT. UT MEAMIIMHCKHTE CIICLIHANMCTH C€ H3HMCKBaA 14 ChoOILaBaT BCAKA
NOAO3UpaHa HEXelaHa peakuus Ypes M3nbwiHuTeNHa areHUMs o JiekapeTsara, yia. ,.J0amMsad 'pyes”

Ne 8, 1303 Codwus, Ten.: 02 8903417, yebeaiiT: www.bda.bg.

49 IIpenosupane

Tuxarpenop ce nonacst n00pe Npu eAHOKPATHU 403U 10 900 mg. ["'acTpoMHTECTHHANHATA TOKCHUHOCT
¢ bHia RO30/THMHMTHPaHa B €JHO NIPOYUYBaHe ¢ eHOKPaTHA HapacTealia qo3a. Jpyru KiInHHHHO
3HAYHMH HEHKENAHH PEAKIHH, KOMTO MOTAT 1a ¢& NPOABIT NPU NPeIO3HPAHE BINOYBAT AHCIHESA H
BCHTPHKYJIAPHH Nay3H (BxkK. Toyka 4.8).

B crmyuaii na npeno3upate, MOraT a ce NpoABAT Mope CNIOMEHATHTE NMOTEHIMAIIHH HEXKelaHH
JICKapCTBEHH peakuHy U TpadBa aa ce uMa npeasus EKT MonHTopupahe.

KM MOMeHTa He € M3BECTEH aHTHAOT Ha TUKArpeNiop ¥ THKATPENOp He ce RHaau3upa (BxK. Touka 5.2).
[1pw npenosnpade jieueHHeTO TPAOBa N1a Ce NMPOBEKIA B CHOTBETCTBHE ¢ MECTHATA CTAHAAPTHA
MEHIMHCKa MpakThHika. OgakBaAMAT edekT OT NMpeJO3HpaHE Ha THKArpenop € YARDKEHa
NMPOABJKUTEIHOCT Ha PUCKA OT KbPBEHE, CBBP3aH ¢ TPOMOOLMTHOTO HHXUOUupaHe. TpaHncdy3udra Ha
TpOMOOIIMTHA Maca € MaJIKO BEPOSTHO [ja ¥Ma KNMHUYHA NMON3a MpH NaAeHTH C KbPBEHE (BXK.

T04ka 4.4). AKO Ce MOABH KbpPBEHE, TPAORA /1a Ce MpeIpUEMAT APYIH MOAXOASINA NOAABPKALIY
MEPKH.

5. ®APMAKOJIOTUYHH CBOMCTBA
5.1 PapMakoIHHAMHYIHH CBOHCTRA

(apmaxoTepaneBTH4dHa rpyna; MHxuOuTopu Ha arperalHaTa Ha TPOMOOLIHTHTE, ¢ H:;wlmqeuue HA
xenapun, ATC xox: BO1AC24

Mexatn3bM Ha JCHCTBHE

Tuxarpenop Teea cpaBpka TUKArpenop, CbeAUHEHHE OT KJlaca Ha
LHUKJIONEHTUITPUA3OIOMUpUMHUAMHMTE (cyclopentyltriazolopyrimidines, CPTP)
AHTArOHHUCT ¢ AUPEKTHO JeHCTBYe Ba P2Y (7 petienTopa, KaTo Ce CBBP3Ba C HEro! l:@:lelcmﬁﬂo PI
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obparumo u npeaorepatasa AJld-mennupanara, 3apucena ot P2Y; TpoMOOLIMTHA aKTHBAUMA H
arperauus. TUkarpenop He npeJoTepatdBa ¢BuP3IBaneTo ¢ AJID, a korato ce crbp3sa ¢ P2Y 12
peuentopa, BL3NpeNsICTRa CHrHAHATA TPAaHCAYKLIUA, HHAYIUpaHa oT AJ[D. Tw¥ karo
TPOMOOLIMTHTE YYaCTBAT B MHULIKHPAHETO W/HJIH Pa3BUTHETO HA TPOMOOTHHHHTE YCAOKHEHHA Ha
aTepOCKICPOTHHHATA OONECT, € JOKA3aHO, ue MHXHOHMpaHeTo HA TpoMOouMTHATA QYHKLUHA HaMaIABa
pucka ot CC cbbuths, karo eMbpt, MU unu uscynr.

Tuxarpenop b0 YBEJTHYABA TOKATHUTE €HAOTEHHH HHBa Ha afeHO3HHa Ype3 HHXHOMpaHe Ha
eKBUITHOpHpALIHA HYKIIeO31aeH Tparcnioptep-1 {equilibrative nucleoside transporter -1, ENT-1).

HOKYMEHTHPAHO €, 1€ NPH 31paBH JHua u narenty ¢ OKC, Tukarpenop yBennuasa cieHure
e(pexTH, HHIYIHPAHY OT AJICHO3HH: Ba30AUNaTaLMs (M3MEPEHa Ype3 YBEINYaBAHETO HA KOPOHAPHHA
KpPBBOTOK NMpH 34paeu qo0poronuy u naunedTn ¢ OKC; rnasobonune), uHXxubupaHe Ha
TpoMOOUMTHATA (PYHKIMA (B YOBELIKA 1A KPBB in vitro) u qucnHes. Bpuikata mexay
HabmioJaBaHUTE YBEIHYEHUS HAa AACHO3MH M KIHHUMHHATE pe3yTaTH, obaue (Hamnp. 3ad0ieBaeMoCT-
CMBPTHOCT), HE € KaTErOpUIHO U3SCHEHA.

dapMakonHHaMU4HK eDeKTH

Havano na oelicmeuemo

IIpyn naumeHTy CBC cTabunHa uexeMuuHa 6osect Ha cbpuero (MbC), npuemamu ACK, Takarpenop
nokassa Obp30 HACTBIBaHE HAa (hapMAKOAOTHUEH €EKT, KOHTO ¢e AEMORCTPHPa OT CPEIHOTO
uHXuOHpane Ha TpomOoLwTHaTa arperaipis (UTA) okono 41% 0,5 vaca ciaen npunoxxenye Ha 180 mg
HaToBapBalla A03a THKarpeaop, ¢ MakcimaneH edexr srpxy UTA 89% 2-4 yaca ciien npuiokKeHHETO
Ha [o3ata, KOHTo ce 3aappka Mexay 2 u 8 gaca. Ilpu 90% or nauueHTdTe 2 vaca ciief NpHIoKeHHETO
HA J03aTta TepMHHAnHOTO NUKoBo UTA e > 7(%.

Kpaii na ceticmsuemo
Ako ¢ mnandpada CABG nponexnypa, puckbT OT KbpBeHe CBbP3aH C THKarpesop € MOBUIIEH B
CPaBHEHHE C KJIONWAOIPES, KOTaTo TEpanusTa ¢ NPeKpaTeHa No-Manko oT 96 yaca npeau

npoleaypata.

CMmana Ha nexapcmsamad

[IpeMHUHABAHETO OT JICUEHHUE C KAOMUAOTPEN 75 mg Ha JeyeHHe ¢ THkarpeiaop 90 mg aBa nbTH JHEBHO
BOJU A0 ab6cooTHO nosumapade Ha UTA ¢ 26,4%, a peMHHABAHETO OT JeHEHME C THKArpesop Ha
neveHHe ¢ KIoNMuaorpea soau ao adcomoTHo noHikasade Ha UTA ¢ 24,5%. IlaumentHre Morar Ja
IPEMHHABAT OT KIOITHAOTPEN Ha THKarpenop 6e3 npeKsCBaHe Ha AHTHAIPEraHTHOTO NERCTBHE (BiK.
To4ka 4.2},

KiMHyuHa Egi]HKﬂCHGCT N 0e30IIaCcHOCT

KnusuuHuTe NanHy 3a epHKacHOCTTa M 0e30macHOCTTa Ha THKArpesIop ca NOMYHEHH OT B¢ KIMHHYHH
w3nuTeanud ¢aza 3:

. INpoyusanero PLATO [PLATelet Inhibition and Patient Outcomes (TpomGoTuuHO HHXHOKpPaHE
¥ KIIHHMYEH H3XO0J Ha [TALWEHTa)], CpaBHEHHE HA THKArpenop ¢ KIOMHAOTPE, U ABaTa
npunarady 8 koMOuHatma ¢ ACK, u apyra craHaapTHa Tepanns.

* [Ipoyusanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry
ThromboticEvents in High-RiSk AcUte Coronary Syndrome Patients (IIpeBeHiing ¢ THKarperop
Ha BTOPUUHU TPOMOOTHYHH CHOUTHA NPH BUCOKOPUCKOBH MALHEHTH C OCTBP KOPOHApEH
CHHApPOM}], cpaBHEHHE Ha THKarpeiop, komOutnpad ¢ ACK, ¢ Tepanua camo ¢
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IMbPBOHAYAJIHO Ca JIEKYBAaHH MEIAMKAMEHTO3HO, WM Ype3 NepKyTaHHa KopoHapHa uHrepBeHLud (PCI),
WM upe3 nocraBsHe Ha CABG.

Knunuuna egouxacnocm

Ha ¢ona Ha exxeqneBHO npuiaoxkeHre Ha ACK, Tukarpenop 90 mg qBa nbTH JHEBHO AEMOHCTPHpa
NPEBB3XOJICTBO CHPAMO 75 mg NHEBHO KJIOMUAOIPE M0 OTHOLIECHHE Ha MPEeBEHLH Ha ChCTaBHATa
Kpaiina Touka 3a CC cMbpT, MU min uneynr, ¢ pasnuka, nponsiusawa ot CC cmept 1 M.
[Maimenture nony4yarat 300 mg HaroBapBalia a03a Kionuaorpesn (Bb3MoxHo € 600 mg, ako umar
PCI) wnu 180 mg tukarpenop.

PesynTtarsT ce nosisiea paHo (abcomoTtHa peaykuus Ha pucka [APP] 0,6% u oTHOCHTENTHa pexyKIHs
Ha prucka [OPP] 12% #a 30-s neH) ¢ nocTosHeH eeKT OT JICYEHHETO MO BpeMe Ha LeJid 12 MecedeH
nepuon, gasai ARR 1,9% na roauna ¢ OPP 16%. Tosa npeanonara, e € NoAXoAs1110 NalHEHTHTE J1a
ce JieKyBar ¢ THKarpesiop 90 mg asa nbTH JHEBHO 3a 12 Meceua (BX. Touka 4.2). Jleuenuero Ha 54
naientd ¢ OKC ¢ THkarpenop BMeCTO ¢ KIOMHAOrpe NpeaoTBpatsaBa 1 arepoTpoMOOTHYHO
cnOuTHE; NeyeHnero Ha 91 nauuenTu npeporepatasa | CC cmupt (Bx. Purypa 1 u Tabnuna 4).

TepaneBTHYHHUSAT €dEKT HAa TUKArPesIOp, HAAXBBPJIALL TO3H Ha KJIOMHUIOTPE]], H3IJIEKIa CXO/IEH B
MHOTI'O MOArPYIH, BKJIFOUYMTENIHO TEIJ10, M0J1, aHAMHE3a 3a 3aXapeH AuadeT, TpaH3MTOpHA HCXEMHYHA
aTaKa WiIH He-XeMOpariueH HHCYJT, WK PeBacKyJIapu3alLMs; [PH ChITBTCTBALLO JIEYEHHE BKJIIOUYBALIIO0
xenapus, Gpllb/Illa vHXUOHUTOPH M HHXMOMTOPH Ha MPOTOHHATA NOMIIa (BX. TOYKa 4.5); NpH
OKOHYaTelIHaTa JHarHo3a Ha nokaszarenHo cbOuTHe (STEMI, NSTEMI, UA); u nipy ruianMpanus npu
paHIOMH3aLKATa JieueOeH Moaxo (MHBa3HBEH WIH MEIMKAMEHTO3€EH).

VYcraHoBEHO € ¢1abo CHrHU(UKAHTHO TEPaneBTHYHO B3aUMOJACHCTBHE B 3aBUCHMOCT OT PETHOHA,
CBITIaCHO KoeTo KoedHuieHThT Ha pucka (HR) 3a np pBHYHaTa KpakiHa TO4YKa € B I0oj13a Ha
THKarpeJiop 3a OCTaHaJlaTa 4acT Ha CBETa, HO € B 0J13a Ha kionuaorpes 3a CesepHa AMEpHKa, KOATO
cheTaBisiBa npudausuTenHo 10% or usnara npoyysaHa nomyiauus (p-CTOHHOCT Ha
B3aumoaercTrre=0,045). ExcruiopatopHUTE aHAJIU3M NPEAToJiarat BEposiTHa Bpb3Ka ¢ J03aTa Ha
ACK, karo ¢ yBeniuuyaBaHe Ha no3ata Ha ACK ce Hab/mo1aBa HamasieHa €(PMKacHOCT Ha THKarpesop.

XponuyHata qHeBHa 032 ACK, KoATO /1a ChITbTCTBA TUKArpenop, Tpsdsa aa 6nae 75-150 mg (Bx.
TOYKH 4.2 1 4.4).

durypa | moka3sa 0YaKBaHHs PHUCK 32 HACTBbIIBaAHE Ha MbPBH WHIMJEHT, BKJIIOYEH B KOMOMHMpaHaTa
KpaiiHa Touka Ha e()UKacCHOCT.

®urypa 1 ~AHajIH3 HA TBPBHYHATA KJIHMHHYHA CbCTaBHA Kpaiina Touka or CC cmbpT, MU 1
uucyar (PLATO)

13 | Taxarpenop (T) [864/9333]
R Kaonmgorpen (C)  [1014/9291)
2 e 1167%
1 1- _J‘___,._.f-"'
10 #_#__,.---"'"'- R
;E 9 - _,__,.-J'""f..r ’_’F/—,’_’— glm
5 . _.-‘---""_f
2 8 4 o
=
& 6-
T s
M 4
o
= 3.
s 2
= i HR 95% ClI p-CTOMHOCT
S 1- 084 077,092 < 0,001
0 - . y P P
0 60 120 180 240 300 360 {/ = [
Bpoit 3acTpalleHu i = 3 '.-.._
T 9333 8 628 8 460 8219 6 743 5161 4 147 \ A\ i
C 9 291 8 521 8 362 8124 6 650 5 096 4 047 1_‘-\. S N RS B
.._.,:-Q H;f;_-' ‘_-;L.? -J:‘ ftr';j R ,5‘- ¢
17 '.T:':’;,‘ ———_

DE/H/7375/001-002/DC 20231121




B cpasHen#e ¢ KIOORAOTPEN, THKATPEJIOp HAMAIABa YECTOTATA HA HACTHIIBAHE HA HHIIMACHTHTE,
BJIM3AIIH B CHCTARA HA MPRHUHATA CHCTABHA KpaifHa Touka — kakro B nonynanuara ¢ UA/NSTEMI,
Taka u B nomynauuaTa ¢ STEMI (Tabauna 4). Cnenosartenno, Tukarpenop Tesa 90 mg asa mesTH
JIHEBHO 3aeaHO ¢ Hucka ao3a ACK moxe fa ce u3non3sa rpa naiuents ¢ OKC (HecrabuiHa
cTenokapama, MuokapnaeH vHgapkr 6e3 ST enepaupa [NSTEMI] unu mMuokapaeH aHPApKT ¢bC ST
enepaums [STEMI)); rmiouMTeIHO MALHEHTH, JIEKYBAHH MEHKAMEHTO3HO, H NAUMEHTH, JIEKYBaHH C
MepKyTaHHa KOpOHapHa MHTEpBeHIMs (percutaneous coronary intervention, PCI) wnw bainac Ha
KOpOHapHa apTephs (coronary artery by-pass grafting, CABG).

Ta01una 4 — AHAJIH3 HA NLPBHYHATA W BTOPHYMHTE Kpaihn Toukn 3a epuxacuoct (PLATO)

ukarpeaop |[Knonuaorpen
0 mg nBa r75 mg Be{HBA
nuTH AueBno |[1Hesno (Yo |APP PP (%)
(Yo nanuenTn manuentH che{%/yr)  (95% CI) P-CTOHHOCT
kKbe culnTHE) CLONHTHE)
N=9 333 N=9 291
CC embp1/MH (C M3KA.
Ha ,,TiX” MH) unn 9,3 10,9 1,9 16 (8, 23) 10,0003
WHCYIIT
Hamepenue 3a 8.5 10,0 1,7 16 (6, 25) 10,0025
HHBAa3WBHA Tepanus
HameperHe 3a 11,3 13,2 D 3 15 (0,3, 27) 0,0444"
lleXapCcTBEHA TEPAIHA
C cMBpT 3,8 4.8 1,1 21 (9, 31) ,0013
MU (c mKr. Ha ,,Tux” (5,4 6,4 1,1 16 (5, 25) 0,0045
MU)°
Hucyar 1,3 1,1 0,2 .17 (-52, 9) 10,2249
ICMBpT O€3 3HAaUCHHE
Ha npuuuHata, MU (¢ 9,7 11,5 2,1 16 (8, 23) 10,0001
M3KJ1. Ha ,,THX” MH)
1M MHCYJIT
ICC cmepT, 06mo MUY,
wcyorr, CPH, RI, TIA, [13,8 15,7 2,1 12 (5, 19) 10,0006
win apyra ATC?
MBpT Oe3 3HadeHue @A.3 5,4 1,4 22 (11, 31) 0,0003"
Ha NPUYHHATA
eDHMHUTHBHA 1,2 1,7 0,6 32 (8, 49) 10,01237
El['iaomﬁoza Ha CTEHTa

"APP=abcomoTHa pegykunmsi Ha pucka; OPP=oTHOoCcHTENHA penyKuHa Ha pucka=(1-KoehHumeHT Ha pUCK) X

100%. Orpuuateana OPP o3navaBa noBHIIABaHE HA OTHOCHTEITHUS PHCK.

°C wakmovesne Ha , Tix” MH.

"CPH = ceprosna pexypenTHa Hexemun, PH=pexypenrtna ucxemus; THA=TpaH3uTOpHa HCXEMHYHA aTaKa,

ATC=apTepranio tpomboTHaHO cefrTHe. O0wo MU BrurouBa ,,THX” MH, nata Ha ChbOHTHETO € JaTaTa HA

HETOBOTO YCTAHOBABAHE.

"HoMuHanHa CTOHHOCT Ha CMTHU(UKAHTHOCT; BCHYKM OCTAHAIH ¢a (POPMATHO CTATHCTUYECKH CHIHH(UKAHTHH

no npeAaehUHHPAHO HepapXHIHO TECTBAHE.

2
PSS

PLATO ezenemuuro noonpoyyeane |
Onpenenauero Ha CYP2C19 u ABCBI resoruna Ha 10 285 nammmentst B PLATO /ua.lsa BLWHMT‘QZ?—,
acoLMaLiUs Ha NCHOTHIIHUTE rpyi ¢ pesyarartute or PLATO. Ilpepb3x0oacTBOTO jﬂa-r'rumarpenap Ha,ll \ C*‘"
KJIONHAOrpell MO OTHOLIEHHE HA peayKuMATa Ha 3HauuTeNHH CC ChOHTHS HE € ¢ mmbmcaﬂ’mo _} ;‘£=~ / i
noBuAHO 0T CYP2C19 wnun ABCBI1 redotnna Ha nanpentate. [logodHo Ha uﬂnquom npayqsaﬂe

oy ':-;

LY \H"‘
18 ‘\wm,. o
DE/H/7375/001-002/DC m31121

: T A 't_*’]\:



PLATO, HaMa pa3znuka MexKAY THKArpeaIop ¥ KIOMHAOrpen fMpH o610 3HAYHTETHHTE XeMOParHiHH
uanMaeaT: 8 PLATO, sonpeku resorana CYP2C19 wim ABCBI1. Hecebp3aHoto ¢ CABG
3HaYHTENHO KbpBeHE B PLATO ce noBumasa ¢ THKarpesop B CpaBHEHHE € KIOIMHIOrpes TIPH
nayueHTH ¢ e Wid nosede CYP2C19 anenu cobe 3aryda Ha ¢hyHKUHA, HO € CXOIHO Ha KIOITHAOT e
TMPH NALMEHTH C €N, KOWTO HAMa 3aryba Ha pyHKIHA.

Kombunupau noxazames 3a epuxacrnocm u besonacnocm

KomOuHHpadHaT mokazaren 3a epukacuoct ¥ 6esonacHoceT (CC eMbpT, MH, MHCyaT niau obuo
3HAYMTENHO KbpBeHe 1o aedunuunaTra Ha PLATO) noka3sa, ue ronzata OT HPH/IOKEHHETO HA
THKarpesiop no OTHOLIEHHE Ha eMKACHOCT B CPABHEHHE ¢ KNONMAOTPEN HE C€ KOMIIEHCHPA OT
CllyyauTe Ha 3HauYMTeNHO KbpeeHe (APP 1,4%, OPP 8%, KP 0,92; p=0,0257),12 meceua ciea OKC.

Knunuuna 6ezonacrocm

XONTEPOBO NOANPOYIBAHE:

3a Ja ce OLEHH YeCTOTaTa Ha BEHTPHKYJIAPHHUTE May3d B APYrH €U3011 Ha apUTMHA T10 BpeMe Ha
npoyusadHeto PLATO, e ochiuecTBEHO X0NTEP-MOHUTOPHPAHE Ha moarpymna ot 6auso 3 000
nauMeHTH, npubau3uTeaHo 2 000 oT KOHTO UMAT 3aIIMCH, KaKTo B ocTpaTta (¢asza Ha OKC, Taka 1
Mecel No-KeCHO. [IppBHYHaTa npocneasBaHa NPOMEH/IHBA € YECTOTaTa Ha BEHTPHKY/IApHH Nay3u ¢
MPOABDKUTENIHOCT 23 CEKYHIU. BeHTpHKyIapHH Nay3W pa3BUBAT MOBEYE MALIMEHTH Ha JICYEHUE C
Tikarpeop (6,0%), OTKONKOTO TaKMBa Ha JieueHue ¢ Knonuzorpe (3,5%) B ocTparta ¢a3a U
chOTBETHO 2,2% 1 1,6% cnen 1 Mecen (Bk. Touka 4.4). YBeIHUeHUETO Ha BEHTPHKYIapHUATE Nay3H B
ocTpaTa thasa na OKC e no-uipaseso npy naiueHTHTe Ha THKAarpeaop ¢ aHamHesa 3a XCH (9,2% ¢
anaMHe3a 3a XCH cnpamo 5,4% npu nandedT 6e3 aHamuesa 3a XCH; 3a nalldeHTHTE Ha
knonuaorpen, 4,0% npu te3u cbe cnpamoe 3,6% npu Te3d 6e3 aHaMHe3a 3a XCH). Tasu pasnmka He ce
nposBABa 3a eauMH Mecell: 2,0% cnpamo 2,1% 3a nanHeHTUTE Ha THKArpenop, ChOTBETHO, Che H O3
anamHesa 3a XCH; u 3,8% cnpamo 1,4% 3a knonuaorpen. Tasu pa3iinka HE € CBbp3aHa ¢ HEKENaHH
KJIKHHYHH NMOCAEeIMLUH (BKIIOYMTEHO H MOCTABAHE HA NeAcMelKbp) BBB BLIIPOCHATA NOITYJIaluA
NalHEHTH.

Hpovusane PEGASUS (anamnesa 3a muoxapoen unpaprxm)

PEGASUS TIMI-54 e npoyuBane ¢ 21 162 naltMeHTH, ¢ Ax3aiiH 3aBHCEL OT HACTHIBAILIMTE CHOHTHA,
paHIOMH3HpaHO, JBOHHO-CIANO, MIaleb0-KOHTPONHPAHO, MEXKITYHAPOAHO MHOTOLIEHTPOBO
NpOYYBaHe C MApaJIeTHA IPYIH 33 OLEHKA HA TIPEBEHLIMATA HA AT€POTPOMOOTHYHH CHOUTHA €
THKAarpesop, npuiarat B 2 103 (90 mg npa 0bTH AHEBHO Wiy 60 mg nBa OBTH THEBHO) B
koMbOuHamma ¢ Hucka A03a ACK (75-150 mg), B cpaBHeHue ¢ Tepanua caMo ¢ ACK npH naiHeHTH ¢
anaMHe3a 3a MH u gonmeinHuTenHn puckoBH ¢GakTopu 3a atepoTpom003a.

[latmeHTH, DOAXOMAILHN 3a BETIOYBAHE B [IPOYUYBAHETO ¢a OW/TH TAKMBA Ha Bb3PACT HA MJIM Haj

50 roavHu, HanHuHe Ha aHamHesa 3a MU (1 o 3 roauHy npean paHAOMHU3ZHPAHETO) H HAJTHYHE HA
TIOHE €/IUH OT CJIeAHHATE PHUCKOBH (PaKTOPH 3a aTepoTpoMB03a: BB3pacT >65 roauHy, 3axapeH aunadber,
Ha/narau MeJHKaMeHTO3HO NieyeHue, BTopH npeawecreay MU, naHHu 3a mHOrocsaosa HbC nnu
XpoHH4YHa 6B0peyHa TUCPYHKLUHA U3BBH KPAHHHA CTALWH.

[MaupenTHTe He ca OWIX MOAXOAAIIH 3a BKIIOUBAHE B MPOYYBAHETO, aKO ¢a HMAJIH TUIAHHpaHa

ynoTpeba Ha P2Y j2-penenTopeH aHTaroHACT, AMNMPHAAMOJ, HHJIOCTA30J1 HIH aHTHKOAry/1aHTHa
TEpaIHs 3a NEpUOa Ha IPOYYBAHETO; HAPYLICHHE, CBbP3aHO ¢ KbPBEHE HIH AHAMHE3a 32 HCXECMHUYCH

ronsiMa onepanua npes npeamecTramuTe 30 qHH.
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Knunuuna egpuxacrnocm

®urypa 2 - AHAJIA3 HA NbPBHYHATA KJIHHHYHA CbCTaBHA Kpaina Touka or CC cmbpT, MU 1
uacyar (PEGASUS)

n

Turarpesop 60 mg - - - - Naauedo il
10 = ABA MeTH AMEBHD Y
Bpoit 7045 7067 E g
9 - Naunenmi cue Cubumme 487 (69%) 578(8.2%) ‘;"'"
g - KM% Ha 36- ™7 mecey, 7.8% G.0% ",..-"
Coomowerwme ra P
a‘\ R . 4-""‘.
(Hazord Ratio) (95% C! ) 0.84 (0.74, 0.95) _
g 8 — p'CNiIIDI:t 0.0043 '_"
Pos-
g
Z

| 1 | g | | A

0 120 240 380 480 600 720 840 080 1080 1200 1320

Aru cneg pangomusaymn
Bpon naunenTn B prcK
Ti60 mg 7045 6948 6857 6784 6711 6357 5904 4926 3698 2055 710
Placebo 7067 6950 6842 6761 6658 6315 5876 4899 3646 2028 74

Tabauna 5 - AHa/IM3 HA THPBHYHATA H BTOPHYHHTe KpaiiHu ToukH 32 epuxacnoct (PEGASUS)

Tukarpesop 60 mg ABa NbTH Camo ACK
anesHo + ACK N=7 067
N=7 045 P-CTOHHOCT
IanuenTH HR IManuenTH
Xapakrepuctuka [cbe chOaTHE| KM % | (95% CI) |cbe cnburaa| KM %

[IspBHUYHa KpaiiHa TOYKA

CscraBna ot CC 0,84
cmbpT/MHW/uncynt | 487 (6,9%) | 7,8% | (0,74,0,95) | 578 (8,2%) 9,0% 0,0043 (s)
0,83
CC cMmBpT 174 (2,5%) | 2,9% | (0,68,1,01) | 210 (3,0%) 3.4% 0,0676
0.84
MU 285(4,0%) | 4,5% | (0,72,0,98) | 338 (4,8%) 5,2% 0,0314
0,75
HUucynr 91 (1,3%) 1,5% | (0,57,0,98) | 122 (1,7%) 1,9% 0,0337
BropuuHa KpaiiHa TOYKa
0,83
CC cmbpT 174 (2,5%) | 2,9% | (0,68,1,01) | 210 (3,0%)
CMBpT N0 BCAKAKBA 0,89
MpUYHHA 289 (4,1%) | 4,7% | (0,76,1,04) | 326 (4,6%)
20 N VMKAR
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KoeduiHeHTsT HA pHCKa H p-CTOMHOCTUTE ca W3UHCICHH OTAENHO 3a THKArpeaop cnp. Tepanus camo ¢ ACK ot
MOJEN Ha NMPONOplMOHaNnKMTe puckose Ha CoX, kaTo rpyliaTa Ha J€UeHHe € €IHHCTBEHATA eKCIJIaHaTOPHA
NPOMEH/THBA.

KM npolueHT, n3ducieH Ha 36-TH Mecell.

Benexka: 6poat Ha mepeuTe chOUMTHL 32 koMoHeHTHTE CC oMBpT, MU 1 HCyaT ¢ peficTeurennust Opol Ha
IbpBH CHOUTHA 32 BCCKH KOMIIOHEHT U He ce 100aBs KeM Opos Ha CbOUTHATA B ChCTABHATA KpaitHa TOMKa

(s) IlokasBa cTaTUCTHYECKE SHAUHMOCT.

CI=/Jloseputenes nrrepsai; CC=Crppaeuno-cba0B; HR=KoedunuuesT Ha pucka, KM=Kaplan-Meier:
MH=Muokapaen uHapkT; N=bpoii nanuenTs.

ABere cxeMH Ha JedeHue ¢ TUKarpenop 60 mg gpa mbTH AHeBHO U ¢ 90 mg ABa MbTH JHEBHO B
xomOuHaluus ¢ ACK npepb3xoxaaT caMocTogTeIHOTO jteueHue ¢ ACK no orHowmeHHe Ha
NpeBeHUUATa Ha aTepoTpoMOOTHYHHTE cEONTHS (CheTaBHa KpaitHa Touka: CC embpt, MH 1 HHCYIIT),
¢ MOCTOAHEH eheKT OT JIEYCHHETO Lpe3 Le/IAs NEPHOA Ha NpoyuBaHeTo, Bogell Ao 16% RRR 1 1,27%
ARR 3a tuxarpenop 60 mg u 15% RRR u 1,19% ARR 3a Tukarpenop 90 mg.

Benpexu ue npodunure Ha eprkacHocT Ha 90 mg u 60 mg ca nogoOHK, UMa JaHHU, Y€ NO-HUCKATA
11034 € ¢ Mo-700bP NpoQHII Ha IIOHOCHUMOCT U 0€30MIACHOCT O OTHOIIEHHE HA PHCKA OT KbpPBEHE U
aucnHes. Cneaopatento, camo Tukarpenop Teea 60 mg aBa TbTH AHEBHO, MPHIOKEH €THOBPEMEHHO
¢ ACK, ce npenopbuBa 3a npeBeHirs Ha atepotpombotaatu choutas (CC embpr, MH u nucynt) npu
MarMeHTH ¢ aHaMHe3a 3a MM 1 BHCOK pHCK OT pa3BUTHE HA aTepoTPOMOOTHYHO CEOHTHE.

B cpaBHeHHe cve caMocTosTeNHOTO teuerHue ¢ ACK, tukarpenop 60 mg nsa reTH AHEBHO 3HAYUMO
NOHWKaBa MPBHYHATA ChCTAaBHA KpaiiHa To4ka o1 CC cMbpT, MU 1 HHCYNT. Beeku ot
KOMIIOHEHTHTE ACTIPHHACA 3a NOHKKEHHETO Ha MbPBHYHATA chCTaBHa KpaitHa Touxa {CC eMbpT 17%

RRR, MH 16% RRR u uacynt 25% RRR).

RRR 3a creraBHaTa Kpaiina Touka ot 1 no 360 anu (17% RRR) u ot 361 anu Hatatek (16% RRR) e
noAcOHo. MMa orpaHuyeHH NaHHH 33 ¢BUKACHOCTTA M 0€30MaCHOCTTA HA YIDKEHO JIEYCHHUE ©
THKarpeJjop Haja 3 rojJHHH.

Jluncerat nokazarencraa 3a nonza (He ce Habnronaega peayKiuya Ha YECTOTATA HA NbPBHYHATA
npocnenseada kpakHa Touka o1 CC embpt, MH 1 HHCYNT, HO HMA MOBULIABAHE HA YECTOTATA HA
3HAYMTEIHO KbPBEHE), KOraro THKarpenop 60 mg ABa mbTH AHEBHO € NIPWIOXKEH ITPH KIHHHYHO
CTaGUIHH MAUKENTH ¢ AaBHOCT Ha WHGApKTa >2 rOAVHY WM NOBEYE OT eIHA TOAHHA Cjie] CIMPAHe Ha
npeaxoaHoTo neyenue ¢ AJl@-peuentopen HHXHOUTOP (BXK. TOuUKa 4.2).

Kaunuuna 6ezonacnocm

YecroTaTta Ha rpeycTaHOBABaHe HA TEpanHATa ¢ THKarpenop 60 mg nopaay KbpBEeHE H THCIIHEsA € T0-
BHCOKa NpY NauueHTH >75 ronunn (42%) B cpaBHeHUE ¢ NO-MJIanH NadenTd (nHTepBa: 23-31%), ¢
painuKa cnpamo mnanedo rpynarta no-rojiama ot 10% (42% cnpamo 29%) npw nauueHTy

>75 ronvHm.

Heauatpuina nomynianus
B panaomuzupano, asoiidocnsno npoyusane ®aza Il ¢ napanennn rpynu (HESTIA 3),

193 neavaTpy4HH NaUMEHTH (Ha Bb3pacT OT 2 10 noa 18 roanHu) ¢be ChpNOBHAHOKIETEYHA DOJeCT
Ca PARAOMMU3HPAHH Ja NOTY4aT WK Tauedo, Win TUKarpeaop B 1034 oT 15 mg 1o 45 mg n8a MbTH
JHEBHO B 3aBUCUMOCT OT TEJIECHOTO Terio. Tukarpenop BoAu J0 MeHaHa Ha TPOMOOLIUTHATA
HHXHOHLMA 35% npean ripuemM Ha Jo3ata M 56% 2 yaca ciien npyeM Ha io3aTa npu CTaI.lHOHapHO
CbCTOSTHHE,
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MOMyJIALHs 33 OCTPH KOpOoHAapHU CHHApoMH (OKC) 1 aHamueza 3a Muokapaen uHdapkt (MH) (8.
TouKa 4.2 33 HHQOPMaLId OTHOCHO yTIoTpeGa B nenuaTpusTa).

5.2 ®apMakoKHHECTHYHNH CBOHCTBA

Tuxkarpesop uMa 1HHeHHa (apMAKOKUHETUKA, & EKCIO3HUMHATE KBM THKArpeaop U aKTHBHHA My
metabonnt (AR-C124910XX) ca npubnaunzuTenHo nponopUHOHaNHH Ha no3aTta 1o | 260 mg.

AOcopbuus

AbcopbuuaTa Ha THKarpeaop € obp3a, ¢ MeAMaHa Ha tm,, Nnpubau3uTenHo 1,5 yaca. [IpespoillaHeTO HA
THKATPENOP B OCHOBHYA nMpKynnpam MeTabonut AR-C124910XX {(cpimo akTHBEH) € 6bp30, ¢
MEIHaHAa HA tmax MPHOTM3HTENHO 2,5 vaca. Cnex nepopanto NpUIokKeHHe Ha eAWHHYHA 1033
THKarpesiop ot 90 mg Ha riagHo np 3apaBH JHUA, Cuax € 529 ng/ml u AUC e 3 451 ng*h/ml.
CroTHOIeHHATa MeTaboAUT/OCHOBHO BewuecTpo ca 0,28 3a Cmax v 0,42 3a AUC. dapMaKOKHHETHKATA
Ha Tukarpenop 1 AR-C124910XX npn nauuenTH ¢ aHaMHeza 3a MU obukHoBEHO € nmoftobHa Ha TasH
B nonynauusaTa ¢ OKC. B3 ocHOBa Ha €IMH NONyJIaUHOHEH (PapMaKOKHHETHYCH aHAIN3 HA
npoyusatetTo PEGASUS mennanara na Cpax Ha THKarpesop € 391 ng/ml u AUC e 3 801 ng*h/ml B
CTAUMOHAPHO CHCTOAHUE 33 THKarpenop 60 mg. 3a tukarpenop 90 mg Cuax © 627 ng/ml n AUC ¢

6 255 ng*h/ml B cTAaUHOHAPHO CHCTOSAHHE.

Cpennata abcomoTHa OHOHAIHYHOCT Ha THKarpenop € H3uucieda na 36%. [puemsT Ha Oorara Ha
Ma3HHHH XpaHa BoaM 10 noBHinasaxe ¢ 21% wa AUC Ha THrarpenop ¥ 2o NoHWkKaeaHe ¢ 22% Ha
Crax Ha aKTHBHHS MY MeTa00NHT, HO HE NMORIHABA 110 HUKAKBE HAYHH Cmax HA THKarpenop wiu AUC
Ha aKTUBHHA My MeTaGonur. CMaTa ce, Ye Te3W MaJIkH IPOMEHN Ca C MUHHMAIHO KITHHHYHO
3HAYEHHUE; ITOPA/IH TOBA THKAIPEIOp MOXE [la Ce npueMa Cbe Wil 0e2 xpana. Tukarpenop u
aKTHBHHAT My MeTabonuT ca cybcTparu Ha P-gp.

HarpouieHd 1ab/ISTKHTE THKArpeaop, CMECEHH BBB BOJAA, TPHUIOKEHH TepOpaiHO HITH NPHIOKEHH
Tpe3 Ha30TacTpaiHa COHAA B CTOMaxa, HMaT CpaBHHMAa OHOHAJTHMHOCT ¢ 1[eNK TablIeTK# 10
otHomeHye Ha AUC B Cpax 33 THKarpesiop # akTueHua MeTabonuT. IispBoHaYaHaTa eKCrO3NIUs
(0,5 n 1 yac cnex mo3ata) OoT HATpOUIEHH TAONETKH TUKArPEiop, CMECEHH BbB BOJA, € NHO-BHCOKA B
CpaBHEHME ¢ UenH TabneTkH, ¢ 06uIo HACHTHYEH NPodu Ha KOHLEHTpaumA ciezi Tosa (2 no 48 uaca).

PasnpenejeHue
B cTaitmonapHo cheTosiHMe 00EMET HA pasnpenelieHHe Ha THKarpenop € 87,5 | Tukarpenop
AKTHBHHAT My METaOONNMT € CBLP3BAT ¢ YOBEUIKHTE M1a3MEHH NPOTEHHH BBB BHCOKA CTEIEH

(>99,0%).

buotpancdopmanma

CYP3A4 e ocCHOBHHAT €H3HM, OTTOBOPEH 3a MeTaboIM3UPaHETO Ha THKArpenop U o0pasyBaHeTo Ha
AKTHBHUA My MeTa0OJUT, KaTo TEXHHTE B3aUMONeiCTBHS ¢ apyrH cybctpard Ha CYP3A BapHpat ot
aKTHUBHpaHe A0 HHXHONpane.

OcHOBHHAT MeTabonuT Ha THKarpenop e AR-C124910XX, ko#iTo ¢chUI0 € aKTHBEH — KOETO €€ OLCHABA
upes in vitro ¢Bbp3BaHe ¢ TpoMOouuTHHA P2Y 12 AJId peuentop. CHcTeMHaTa €KCNIO3UIHA Ha
aKTHBHHA MeTaboaur € npubnusurento 30-40% ot Ta3n Ha THKarpeaop.

Enumunuapane
OCHOBHMAT ITBT 34 ENAMHHMPAHE HA THKATPEJIOP € upe3 yepHoapoOHa Tpanchopman
NPHNAraHe Ha paJHOAKTHBHO MAPKHPAH THKATPENOP CPERHOTO BL3CTAHORABAHE HA

AKTUBHUA My MeTa0OJIMT, I{OHTO ce OTKpHBaT B ypHHaTa, camon 1% or aneTaTeifmaa 3¢ :
OCHOBHHMAT BT HA €JIMMHHAPAHE HA AKTHRHHA METAOOIUT € upPe3 EKCKPELMA B qua“ra Cpeﬂﬂug’r; x
{12 HA THKarpenop e npubam3uTenHo 7 uaca, a Ha aKTHBHHA My MeTabonuT — 8, 5 Haca, &

.
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Crneuuyanyu nonyaanmu

Hayuenmu ¢ cmapuecka 8v3pacm

Tlo-pucoKn ekcno3nnHY Ha THKarpenop (npuonu3uTento 25% u 3a Cuax, ¥ 38 AUC) H Ha aKTHBHHA
My Metabonur npu maukestu ¢ OKC B crapuecka Bb3pact (>75 roMHu) B CpaBHEHHE ¢ MO-MIAAH
TIALMEHTH ca HadJlloaaBany IpH NMOMYTaLMOHHHS PapMaKOKHHETHYEH aHanu3. Te3u paiiiiKH He ce
CMATAT 33 KJIMHUYHO 3HAYUMHK (BXK. TouKa 4.2).

Ileouampuuna nonyaayus
HanuyHuTme TaHHH ¢a OTPAHMYEHH IPU JELA ChC CHPNOBHAHO-KIETHYHA aHEMUS (BXK. TOUKH 4.2

u3.1).

B npoyusaneto HESTIA 3 Ha naipeHTn Ha BB3pacT oT 2 Ao noj 18 rogunu ¢ Terno >12 no <24 kg,
>24 po <48 kg n >48 kg, e npunaran THKarpesiop KaTo [MeIHATPHYHHK AUCNEPrHpalLy ¢e TaOJICTKH OT
5 mg B no3m cvorBeTHO 15, 30 1 45 mg npa NMBTH AHEBHO. BB3 OCHOBA Ha NOMYAaLIHOHEH
{apmaxokuHeTH4eH aHaau3 cpefiHata AUC Baprpa ot 1095 ng*h/ml no 1458 ng*h/ml, a cpeanara
Caux Bapupa oT 143 ng/ml no 206 ng/ml B cTallMOHAPHO CHCTOSHHE.

HHoa
B cpaBHeHHE ¢ MbXe, IPH XKEHH ca HADMONABaHH ITO-BUCOKH €KCIIO3UIIMH Ha THKAMPENop ¥ Ha
AKTUBHHUA My MeTaboNUT. PaznuKkuTe He ce CMATAT 33 KIMHHYHO 3HAYUMH.

bvopeuno yepesxcoane
ExcnozunusTa Ha THKarpesnop € npubausutento 20% no-HUcKa, a eKCTo3ULHATA Ha AKTHBHUA

MeTabonuT e npudausuTenHo 17% no-BMcoKa NPH NALHEHTH ¢ TeXKo Ob0pedHo yBpexXaaHe
(kpeaTHHHHOB KIMpBHC <30 ml/min), B cpaBHeHUE C NALMEHTH ¢ HopManHa 6L0pevHa QyHKIHS.

Hpn naunentn ¢ repmunansa 6x6peuna HegocraTeyaocT Ha XemMoauannia AUC n Cpax Ha
THKarpenop 90 mg, npunokeH B eguH AcH Oe3 aHanu3a, ca ¢ 38% 1 51% no-BHCOKH B CpaBHEHHE C
auia ¢ HopManHa Os0pedHa ¢ynkuus. [TogobHo yBenuyenyde Ha eKCMO3MIMATA e HabroaaBaHo,
KOraTo THKarpeaop € MpHUIokKeH HEMOCPEACTBEHO npeId HaiH3a (ChoTBeTHO 49% W 61%), koeTo
NOKa3Ba, 4e THKArpeaop He ce AHANH3Hpa. EKCno3unmaTa Ha akTHBHHA MeTa0ONMT ce YBREIHYaBa B
no-Maiika crencH (AUC 13-14% u Cuax 17-36%). EdexrbT Ha vHXHOMpane Ha TpomOouMTHATA
arperaus (inhibition of platelet aggregation, [PA) Ha THKarpesop e HE3aBHCHM OT IHaNU3aTa MpH
naipeHTl ¢ Ouopeuno 3aboNsaBaHe B KpaeH CTaAHi W Nogo0eH NMpH JIALa ¢ HopMasiHa 6s0petiHa
dyHkuma (B, TOUKa 4.2).

Yeprnodpobuo yepexcoane
Crax H AUC 3a THKarpenop ca ¢boTBeTHO ¢ 12% # 23% no-BUCOKH [TPH [MALMEHTH C JIEKO

YepPHOAPOOHO YBpEXKIaHe B CPABHEHUE ChC CHOTBETHUTE 3ApaBH HHIWBMIH, HO e(eKThT Ha IPA Ha
THKArpesop € CX0aeH Mex Iy ABere rpynd. He € HeoOxonuMo KopurupaHe Ha 103aTa NMpH MaLHEHTH ¢
aeko yepHoaApoOHO yepexcnaHe. TUkarpesop He € MPOyYBaH MPH MALHEHTH C TEXKO YepHOAPOOHO
yBpeXaHe H HAMa apMaKOKHHETHUHA HWH(pOpMaLMa TIPY HALHEHTH ¢ YMEPEHO YEpHOPOOHO
yBpexxkaaHe. 1Ipy nanyeHTH, KOMTO ca HMaJIH YMepEeHO WK TEXKC NOBHIICHHE Ha €WH HWIH [0BeYe
YepHOAPOOHH PYHKIMOHAIHH TECTOBE HAa H3XOAHO HUBO, IU1a3MEHHUTE KOHLICHTpALMHM Ha THKAarpesuop
ca 6w cpeaHO NOAOOHN WM MAJIKO MO-BHCOKH B CPaBHEHHE € Te3H 0e3 u3xoaHu nosHiueHus. He ce
npenopbh4Ba KOPArHpaHe Ha /103aTa MpH HALHEHTH C YMEPEHO YepHOApoOHO YBpeKAaHe (BXK.

ToYykH 4.2 1 4.4).

Emnuyecka npunaoieicuocm —~ iw: iy

B cpasHeHue ¢ MAMEHTUTE OT CBPOIIEHAHATA PACa, MALMEHTUTE OT A3HATCKM MpORSKOMk HMAT oL,
BHCOKA ¢ 39% cpenna 6uonanMyHocT. B cpaBHeHue ¢ NALMEHTHTE OT €BPOIIEN .

cCaMOOTIpeaeNIAIIHTE ¢& KATO YEPHOKOXKH MalHeHTH, OHOHAJIMYHOCTTA Ha THKA Y € AKK-H ACKH ¢ LA \
— i gﬂ_ - '.. Qs -' .*.‘ - '__. 4 :1:_, ;

18%. B k1HHUKO-(apMaKoNOrHYHH NMPOYYBAHHA eKCMOZULMATA (Crax H AUC) ﬁnicarpﬂﬂppﬂﬁﬂ F ! )

AMOHLMN € N0-BHCOKa ¢ npubau3uTenHo 40% (20% ciael kopekiikg cpaMo Tete \((aro Tema), o
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OTKOJNKOTO NMPY XOpa OT eBponeranaTa paca. ExCno3HuuaTa NpH NaLUMEHTH, KOHTO €€ CaMOonpeaeaT
KaTO UCNaHUM WM JaTHHOAMEPHUKAHLH, € 1foA00HA Ha Te3H OT eBpOIeHIHaTa,

5.3 IlpeaknAuHYHH JaHHH 3a fezonacHocT

[peaxn¥HNYHHTE 1AHHH 32 THKATPEIOP ¥ OCHOBHHA MY META0ONHT He NOKa3BaT HEMPHEeMIIHB PHCK 33
pa3sBUTHE Ha HEXKEJIAHM PEaKLMA NPH Xopa Ha 6a3aTa Ha KOHBEHLIMOHANHUTE apMaKOIOrHIHH
M3NUTBAHUA 3a DE30MaCHOCT, TOKCHUHOCT NPY €AHOKPaTHO ¥ MHOTOKPATHO NpHaraHe u
r¢éHOTOKCHUEH [TOTeHIHA.

I1py HAKOAKO KHBOTHHCKH BHAA € HAROJIFOAaBAHO CTOMALUHO-YPEBHO /IPa3IHEHE MPH KIHHWYHO
3HAYUMK HMBA HA €KCNIO3ZHLIUA (BXK. Touka 4.8).

[1pu xeHck¥ IINBX0BE, TUKATPEIOP BbB BHCOKH JI03H AEMOHCTPHpa MTOBHUIECHA Y6CTOTa HA TYMOPH Ha
MaTKara (aJeHOKapLHHOMH) M NOBHLIEHA YECTOTA HAa aJCHOM Ha YepHHA Apod. Mexanu3MbT 3a nogsa
Ha TYMOPH Ha MaTKaTa BEePOATHO € XOPMOHAIEH JUcOaNlaHe, KOWTO MOXe Ja JOBeje O NOsBa Ha
TYMOPH MPH (1EX0Be. MeXaHUIMBT 3a NOABa Ha YePHOAPOOHM aIeHOMH BEPOATHO € CIICLIH(HYHA 32
IPU3ayUTe SH3UMHA MBIYKLIHA B YepHUA JApod. [lopaau TOBA ce CUUTA, He € MAJIKO BEPOATHO
KapLMHOMeHHUTE HAXOAKHM JIa HMaT 3Ha4YeHHe 3a XOpaTa.

I'lpu mibxoBe ca HAOIOAARAHY MUHHMATHY aHOMAIWK Ha PA3sBUTHETO NPH 1034, TOKCHYHA 32
Maiikata (rpanuia na Gesonackoct 5.1). Ilpu saiium ce Habmoaasa neko 3abapgHe Ha YEPHOIPOOHOTO
CL3PABAHE H CKEJIETHOTO Pa3BUTHE Ha (eTyCHTE NMpU Maiiki Ha BMcoka 103a 0e3 Ja ce Habnioniasa
TOKCHYHOCT 3a MaikaTa (rpaH#ua Ha 6esonacHoct 4.5).

[poyyranud nNpy IILXOBE M 3aiiiK NIOKA3RAT PENpPOIyKTHBHA TOKCHYHOCT ¢ JIEKO [TOHMKapaHe Ha
HAJJABAHETO Ha TETVIO NpH MalKaTa H HaMa/leHa HEOHATANHA KHA3ZHECTOCOOHOCT 1 TEIJIO MPH
pa’KIaHeTo, Che 3abaBaHe Ha pacTexa. THKarpenop BOAM A0 HEPEAOBEH UUKLN (OCHOBHC YALIKEH
[MKBJ1) IPH XKEHCKH TUTBXOBE, HO HE MOBAUARA 001Ha QepTHINTET NMPH MBKKH B XKEHCKH TUIBXOBE.
DapMaAKOKHHETHIHH IPOYYBAHHKA C PAJANOAKTHBHO MaPKHUPaH TUKArpenop MnoKassar, Y€ OCHOBHOTO
BENIECTBO H HETOBHTE METADOIHTH C€ EKCKPETHPAT B MJISKOTO NpH IUTBXOBE (BiK. To4ka 4.6).

6. PAPMAUHEBTHYHN JAHHU
6.1 CnHchK HAa DOMOIWHATE BellleCTBA

Anpo na Tabnerkara

Manuton (E421)

Kaniues xuaporerdocpar
[loBuaoH

Marnesner creapar (E470b)
Harpues HUICCTEH TIMKOIAT THN A

ToxpurHe Ha TabieTkara

Tukarpenop Tera 60 mg duamupany TabneTku
Xvmpomenoza (E464)

Tuatanop nuokcua (E171)

Makporon 4000 (E1521)

T T
Tank (E553b) / TN
i P R e

Uepeen xkenelde okena (E172)

Tukarpenop Tesa 90 mg pUAMUPAHH TAONETKH \1 N e
Xunpomenosa (E464) T
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Twranos anokeun (E171)

Maxpoton 4000 (E1521)

Tank (E553b)

XKpor xkenezed okcun (E172)

Yepsen xeneseH okeua (E172)

6.2 HecbsBMECTAMOCTH

Henpwioxumo

6.3 Cpok na roanocr

3 rOAMHM

6.4 Chnenna/lEH YC/JI0BHA HA ChLXpAHEHHE
To3u nexapcTBEH NPOAYKT He M3HCKBA CNIEUHAIHH YCIIOBHA 33 ChXPaHeHHE.

6.5 BHA K cbhABbPKAHHE HA OIAKOBKATA

o OPA/AI/PVC-Al v PVC/PVDC-Al 6mHcTep ¢he CMMBOSTH cIThHLIE/TTYHA.
Buaoee onakosku: 10, 30, 60, 100, 120 v 180 Tabnetku

e OPA/AI/PVC-Al n PVC/PVDC-AI kaneHaapen 6ucTep CbC CHMBOJIM CIIBHLE/TYHA.
Bunore onakosku: 14, 56, 168 1 196 TaGnerku

s OPA/AI/PVC-Al u PVC/PVDC-AI nepdopupas G1acTEp ¢ €IMHHYHH 103K CbC CHMBOJIH
CITBHLIE/TyHa.
Buaore onakosxu: 10x1, 30x1, 60x1, 90x1, u 180x1 tabneTku

e OPA/AIPVC-Al n PVC/PVDC-AI kaneHnapen, nepgpopupaH 6JUCTEP € €THHHYHHA J03H CbC

CHUMBOIIH CIBbHLUE/TYHA.
Bunose onaxopki: 14x1, 56x1, 168x1 u 196x1 Tabiaerkn

» HDPE O0yTHnka cbe 3alupTeHa OT Aela Kanavka H CYUIHTE/I
BunoBe onakosku: 60, 100 u 180 Tadbnerku

He BCHUYKH BHAOBE ONAaKOBKHM MOTaT Ja OBJAT IyCHATH Ha masapa.

6.6 Crnennaann npeana3Hu MepKH NPH H3IXBLPJIsIHE H padoTa

Heusnon3BaHUAT JIeKapCTREH NPOAYKT MIH OTHAABYHUTE MATEPUATH OT HErO TPAORA /14 ce UIXBBPIAT
B CBOTBETCTBHE C MECTHHTE H3UCKBAHHA.

7. HNPHTEXATEJ HA PA3ZPEIIEHHETO 3A YIIOTPEBA

Teva B.V.

Swensweg 5
2031 GA Haarlem

Hunepnanous

*
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8. HOMEPA HA PASPEIIEHMATA 3A YIIOTPEBA

Tukarpenop Tesa 60 mg - Per.Ne
Tuxarpenop Tesa 90 mg - Per.Ne

9.  JATA HA ITBPBO PA3ZPEIIABAHE/TIOJHOBSIBAHE HA PASPELIEHUETO 3A
YHOTPEBA

Jara Ha mePBO pazpelraBaHe:

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA
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