KPATKA XAPAKTEPUCTHUKA HA ITPOJAYKTA

1. UME HA JIEKAPCTBEHMUSA INTPOJAYKT

Jlakpat 60 mg ¢puamMupanH TabICTKH _
Lacrat 60 mg film-coated tablets / “D 472 791 ?72 / 73
Jlakpat 90 mg dpuamupanu TabneTku 7‘\9 } f 3 = é 18 -12- W00

Lacrat 90 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Besika dunmupana tabaerka cwabpaxa 60 mg wan 90 mg Tuxarpenop (ticagrelor).
3a MbAHUS CIIUCHK HA TTOMOIHUTE BEIIECTBA BHXKTE TOYKA 6.1

3. JIEKAPCTBEHA ®OPMA

dunmupana Tadbierka

Jlakpat 60 mg ¢puamupanu TabaeTku

UepBeHu, KPbIiaM, ABOHHOM3MbKHAIM (PUIMUPAHH TAOJICTKHU, IIAAKH OT ABCTC CTPAHH, C AMAMETBP
OKOJIO 8 MM.

Jlakpat 90 mg duamupanu TabaeTKu
YXbATH, KPBIM, ABOMHOU3ITbKHAIM, (pUAMHUpaHu TabneTku, ¢ BATOHATO penedHo 0003HAUCHHE
_MC” or eaHaTa cTpaHa M I1ajKy OT Apyrara CTpaHa, ¢ AHaMETbP OKOI0 Y MM,

4. KJUMHHUYHHA JAHHU
4.1. TepaneBTHUYHH NMOKA3ZAHHSA

Tuxkarpenop., NPHIOXKEH CAHOBPEMEHHO ¢ aueTuiacaanumaosa kuceauHa (ACK), ¢ mokasax 3a

MpeAna3sBaHe OT aTepOTPOMOOTHUHH HHLIMACHTH NMPH Bb3PACTHH MALHCHTH C:.

- octbp kopoHapeH cuHapom (OKC) wnu

- aHaMHe3a 3a muokapacH nHpapkt (MH) u BUCOK pHUCK OT pa3sBUTHE HA ATEPOTPOMOOTHYHO
crouTHe (BK. Toukn 4.2 u 5.1).

4.2 Jlo3HpOBKAa M HAYHH HA NPHJI0KEHHE

QOBH POBKa

[TaumeHTHTE, MPUEMALIM THKArpeIop, TPAOBa ChIIO TAKa Aa MPUEMAT HUCKA MOAAbp KaIa 103a ot 75-
150 mg ACK aHEBHO, OCBEH aKO TOBA € H3PHUYHO IMPOTHBOIOKA3AaHO.

Ocmpu kopoHapHu CuHoOpomi

JleuenueTo ¢ Tukarpeaop TpAdBa Aa 3ano4ysa ¢ ¢IHOKpaTHA HaToBapsama A03a ot 180 mg (aBe
taGaerku or 90 mg), caea KoeTo ce npoabkasa ¢ 103a 90 mg aBa npTu aAHeBHO. [lpenopnusa ce
neueHueTo ¢ Tukarpeaop 90 mg asa mbTH AHCBHO Aa npoabku 12 meceua npu nauuent ¢ OKC,
OCBEH aKO HsIMAa KJIMHHYHH MMOKA3aHMs 32 MPEKbCBAHE Ha nmpueMa (Bxk. Touka 5.1)

Moxe aa ce obMucau npeycraHosisane Ha ASA caea 3 meceua npu nauueHTH ¢ O
MPEThPISIN NepKyTaHHa kopoHapHa uHTepBeHIMs (PCI) m mmar noBumeH puck
Cy4ai MPUEMbT HA THKArpPeIop, KaTo €AMHHYHA AaHTHArPEraHTHA Tepanus, Tpsio
O meceua (Bx. Touka 4.4).

Anamnesa 3a Muokapoex uH@apkm




Tukarpenop 60 mg aBa IbTH SHEBHO € NPEIOPBHYMTENHATA 4034, KOTaTo € HCODXOAUMO YAb/DKCHO
IC4eHHE HA TTAIMEHTH ¢ aHaMHe3a 3a MU or noHe €aHa roJuHa U BUCOK PUCK OT aTePOTPOMOOTHYHO
cuOmnTHe (B, Touka 5.1). JleueHnero Moxe aa Obae 3anouHaTo 6€3 NMPeKbCBaHE, KaTO MPOIb/KABALIA
Tepanus Clex HA49aaHOTO IEYCHHUE OT ¢AHA roAuHa ¢ THKarpenop 90 mg M Tepanus ¢ Apyr
ageno3uH gudocdar (AJIP) peuenroped uuxuburop mpu natueHTH ¢ OKC v BHCOK pHCK OT
aTcporpoMboTH4HO CHONTHE. JleueHueTO MOXKeE 1a 6bAE 3amoYHATO ChIIO H A0 2 roguHu ot MU nnm
10 €aHa FOAMHA CAEA CIUpaHe Ha npeuuecTsamoTo nedyeHue ¢ AJld-peunenropen uuxuburop. Uma
OrpaHMYEHM AAHHH 33 e(pUKACHOCTTA M 6€30MaCHOCTTA HA YAB/DKEHO JICUCHHE C THKArpenop Haa 3

FOANHH.

Ako € He0OX0ZHMA CMSHA HA TEPANMATA, ITHPBATa J03a THKArpeaop Tpa6sa fa Opae npunoxeHa 24
yaca CleA MOCICAHATA 4033 HA APYTOTO AHTUTPOMOOTHYHO JIEKAPCTBO.

IIponycnama 003a
Como Taxa TpsaOsa Aa ce u3barea npomnyckaneto Ha Tabnerka. IlanueHT, KoUTO € NpomycHan Aa
MpHEME A03aTa CH THKarpenop, Tpabsa na mpueMe camo eaHa Tabnerka (creapawnara CH J03a) B 4aca,

B KOHTO OOHUAHHO 1 npHeMa.

Cneyuannu nonyiayuu
Cmapuecka sv3pacmlIpy NAUMEHTH B CTAPUSCKA BB3PACT HE CE Hajlara KOpEeKLMA Ha J03aTa (BXK.

TO4uKa 5.2)

bvbpeuno yepexcoane
ITpu naumenTH ¢ 6L0peUHO yBpEXKAAHE He € HEOOXOAMMA KOPEKLIMA Ha A03aTa (BX. Touka 5.2).

Yeprnoopobro yepesicoane

Tuxarpenop He ¢ TPOYYBAH MPH NALKMEHTH € TEXKO YEPHOAPOOHO YBPEXKAAHE H MOPALH TOBA,
ynorpebaTa My OT T€3H NALMEHTH € MPOTHBOMNOKA3aHa (Bx. Touka 4.3). FiMa camo orpanmnicHa
MHQOpMaLHA PH NALMEHTH ¢ YMEPEHO 4epHOAPOoOHO yBpexkaaHe. KopurupaHe Ha po3ata He ce
NpenopsYBa, HO THKArpenop TpAbsa Ja ce U3NnoJi3Ba C NOBHLICHO BHUMAHHWE (BxK. TOUKH 4.4 1 5.2).
[Tpu maLUeHTH ¢ IeKQ Y¢pHOAPOOHO yBpeAaHE HE € HEOOX0AMMa KOPEKLIUS Ha jJo3aTa (BK. TOYKa
5.2).

Ileduampuuna nonynayus

bezonacHocTTa M €(PHKACHOCTTA HA THKArPEIOpP OpH Aela Ha Bb3pacT noj 18 roquHH HE €
yctaHOBeHa. Hiama ¢bOoTBETHA ynorpeba Ha THKArpenop mpH ACUa ChC ChPMOBHAHOKICThYHA Goect
(k. TouxH 5.1 n 3.2).

HaunH H2 MPUIOXKEHUE

3a nepopanHO NPHIOKEHHE.

JlakpaT MOXe aa cc npHeMa CbC UK Oe3 xpaHa.

[Tpu nanueHTH, KOMTO HE MOTaT a4 MOrbJHAT uanara(ure) Tabnerka(u), Tabnekure Morar aa Onaar
pPa3TPOIIEHH HA CHTEH Npax, KOUTo TpAbBa 4a € CMECH € IMOJAOBHH Yalla BOJAA M Jia CE€ M3MHE BCAHAra.
Yamara Tpa0Ba Aa c¢ H3MIAKHE ¢ OIS MONOBHH 4AlNA BOAA, KOATO Aa ¢ u3nue. CMecTa MOXe Aa ¢
BBbBEAC M npe3 HasoracrpanHa coHga (CH8 wnm no-ronsma). BaxHo € HazoracTpaiHaTa COHAA Ja ¢
MPOMHE C BOAA CNICA BbBEKAAHE HA CMECTA.

4.3 IlporuBonokazanus

CBpBXYYBCTBHTENHOCT KbM AKTHBHOTO BEUIECTBO HIH KbM HAKOE OT MOMOUIHHUTE BELIE
n30poeHs B Touka 6.1 (Bxk. Touka 4.8).

AKTHBHO MATOJIOTHYHO KbPBCHC,

AHaMHe3a 33 HHTPAKPAHHAJIHA XeMoparus (Bx. To4ka 4.8).
Texko yepHOAPOOHO yBpexaaHe (Bxk. Toukn 4.2, 4.4 1 5.2).




C»BMECTHO NMPHIOKEHHE HA TUKArpenop ¢ MoIHH HHXHOHTOpH Ha CYP3A4 (Hanp. KETOKOHA30J,
KJIapHTPOMHLUMH, Heha30a0H, pUTOHABHD U aTA3aHABHUD), ThH KATO MOXKE Aa JOBEAC A0 3HAUHTCIHO
NOBHINCHUE HA EKCNO3ULIMATA HA THKArpeaop (Bx. Touka 4.5).

4.4 CneuHaJHH npeAynpexaeHHs H NpeAna3sHyd MepKH nNpH ynotpeba

PHCK OT KbPBEHE

[TpHNOKEHHETO HA THKATPEIIOp NP MALTHEHTH ¢ M3BECTEH NOBHUICH PUCK OT KbPBCHE TpsAOBa 1a ce
NPELEHH CIIPAMO MOJI3ATa [0 OTHOLIEHHE HA MPEANA3BAHETO OT ATEPOTPOMOOTHYHM MHIMACHTH (BXK.
ToukH 4.8 ¥ 5.1). AkO € KIMHUYHO MOKA3aH, THKArpenop Tpadea aa ¢cc npuiara ¢ NOBHINCHO
BHHMAaHHE MPH CICAHUTE IPYNH NALIMEHTH!

- TMammeHTH CbC CKIOHHOCT KbM KbPBEHE (HAIp. mMOopaaH CKOPOILIHA TPaBMa, ONEpaliHs, HapYILICHHA
B KPbBOCHCHPBAHETO, AKTHBEH HIIH CKOPOIIEH CTOMAIIHO-YPEBEH KPbBOHM3IINB) HIIH TE3H, KOKTO €a C
NMOBHINEH PUCK OT TpaBMa. [IpunoikeHHETO HA THKArPENOp € MPOTHBONOKA3aHO MPH NALMCHTH C
AKTMBHO MATOJOTHYHO KbPBEHE, TIPH TAKHBA C AaHAMHE3A 33 HHTPAKpPaHHAJIHA XEMOPArua H IpH
NALMEHTH C TEXKKO YCPHOAPOOHO yBpexaaHe (Bxk. Touka 4.3).

- TNaupeHnTH, APHEMAINH CAHOBPEMEHHO JICKAPCTBEHH NMPOAYKTH, KOMTO MOTAT Ja MOBHINAT PHCKA
oT kbpBEHE (Hanp. HecTepouaHH npotuBosb3nanuTensu cpeacrsa (HCTIBC), nepopannu
aHTUKOAryJaHTH WHITH GUOPHHOMUTHIM) B pAMKUTE HA 24 4aca OT NMpHeMa Ha THKArpenop.

B nBe pangomusupany xoutpondpanu npoyusanus (TICO u TWILIGHT) npu naumentu ¢ OKC,
kouTo ca npemuHanu PCI npouexypa ¢ MEAMKAMEHT-H3IBYBAL] CTEHT CC BUXKIA, Y€ MPEKBCBAHCTO HA
ASA cnen 3 mMeceua ABOitHA aHTHArperaHTHa Teparms ¢ THkarpenop U ASA (dual antiplatelet therapy
with ticagrelor and ASA, DAPT), u npoas/okaBaHe ¢ THKarpenop, Karo ¢AMHHYHA AHTHATPEraHTHA
tepanus (single antiplatelet therapy, SAPT) 2a 9 u 12 Meceua, pecnieKTHBHO BOAH IO HAMAISBAHE HA
PHCKA OT KbPBEHE H HE € HAOMIOAaBaHO NMOBULIABAHE HA PHCKA OT CCPHO3HH HEXCIAHH

cepacuHocs a0y cxbutTHs (MACE) B cpaBrenne ¢ npoab/mxasade HA DAPT. Pemnchuero 3a
nmpeycTaHoBABaHE Ha ASA cnea 3 mecela 1 MPOABIDKEHHE C THKArPEIop, KATO €JUHUYHA
aHTHATPEraHTHA TEPaNH4 3a 9 MeceLa NMPH MALMEHTH C TIOBHINCH PHCK OT KbPBEHE, TPAOBA Ja Ce
OCHOBaBa HA KJIHHHYHA MPEUEHKA, KATO C€ UMA MPEABUA PUCKBT OT KbPBEHE CNIPAMO PHCKA OT

TpoMOOTHYHH CBOHTHSA (BXK, TOUKA 4.2).

Tpancdy3usra va rpomGounTHA Maca He 00pbINa aHTUTPOMOOTHUYHHA €(EKT HA TUKArpeiop npu
3apaBH JOOPOBONLH ¥ € MANIKO BEPOATHO A2 HMA KITHHWYHA 10132 NPH NAUKEHTH ¢ KbpBeHe. HoHexe
e AHOBPEMEHHOTO MPHIIOKCHHAE Ha TUKArpeNnop ¢ AC3MOMPECHH HE CKhCABA BPEMETO HAa KBEPBEHE,
BEPOATHO ACIMONPECHH HAMA Aa Onae epuxacen 3a oBIaAIBaHE Ha KPbBOHIIHUBH (BX. TOUKA 4.5).

AHTHPHOPHHOMMTHYHOTO NeucHHE (AMHHOKANPOHOBA HITH TPAHEKCAMOBA KHCETHHA) W/HIH
TepanuaTa ¢ pexomOuEanTeH axrop VIla Morart aa yckopar kpeBocbecHpBaHeTo. [IpuemMsT Ha
THKArpenaop MOXe Ja ce Bb30DHOBH CliE] KATO MPHYMHATA 32 KBPBCHETO € OTKPHTA U TO € OBIAASHO.

Onepainu

[MTauwmenTyuTe TpaOBA Aa ObAAT NOCHBECTBAHH Ja HHPOPMUPAT JISKAPUTE M CTOMATONO3UTE CH, HE
npueMaT THKArpenop, npeay Aa uM Obae HazHAuEHa HAKaKBa XUPYPruiHa HHTEPBEHLHS U NPEAH 12
3aMOYHAT A2 NPHUEMAT HOB JICKAPCTBEH NMPOAYKT.

Fpy nanuenTare ot mpoyusaHeto PLATO ¢ HanpaseH kopoHapo-aprepuancH Gaimac (KADB), npu
THKArpeaop ce Habnoaasa rmoBeue KbPBEHE OTKOIKOTO NPH KAONMAOrPEN, KOraTo € crpaH 1 aen
npcau onepanus, HO CXOAHA YEeCTOTa HA 3HAYHTETHO KbPBEHE B CPABHEHHE € KIOIHAOIPEI CIEA
CIMpaHE Ha JICYCHHETO 2 MM NOBEYE AHH Mpeau onepauus (Bx. Touka 4.8). AKO NALMECHTBT NOAJICAKH
Ha NJIaHOBA ONCPALINA U AHTHATPETAHTHHAT eEKT € HEXeNlaH, Tukarpenop Tpiadsa xa ¢EeIipe
NpPEeAN XHUPYPryavHATA HHTCPBCHLKA (BX. TOuKa 5.1).

[[aneHTH ¢ NPEAMIECTRBAIN HCXEMWUYMCH HHCYIT
[Taupen™ ¢ OKC ¢ npeamecTsaly HCXCMHNMEH HHCYIT MOTaT Aa ObJAT JCKYBaHH ¢
NpoALKEHHUE HAM-MHOTO 10 12 Meceua (nmpoyusane PLATO).

3




B PEGASUS nauuenTH ¢ anamiesa 32 MU ¢ npeainecTBam HCXEMUNMEH HHCYIT HE €A BIUTIOYBAHMU.
[Mopaau TOBA, MpH JMIICA HA AAHHH, TEYCHHE MOBEYE OT CAHA MOAMHA HE CC MPENOPBUBA NPU TC3H
MaLHCHTH.

YepuoapobHO yBpEIKAAHE

YnorpebaTa Ha THKArpeIop € MPOTHBOMNOKA3aHA NPH NMALMEHTH € TEXKKO YEPHOAPOOHO yBpeKAaHE
(8. ToukH 4.2 1 4.3). iMa orpaHy4eH ONHT ¢ THKATPENop NMPH NALMEHTH C YMEPEHO YEPHOAPOOHO
yBPEKAAHE, IOPARH TOBA NMPH TE3H NALMCHTH CE NPENOPHYBA MOBHLICHO BHUMaHHUE (BX. TOUKH 4.2 U

5.2).

PuckoBH 3a pazsuTue Ha OpaaukapAHs NDAUEHTH
Xonrep EKI' MoHHTOpHpaHE moKka3sa MOBHIBEHA YECTOTA NPEAHMHO Ha aCHMITTOMHH BCHTPHKYIapHH

nay3H Mo BPEME Ha JICHEHHUE ¢ THKArPEIop B cpaBHeHUE ¢ knonuaorpen. IlaumenTire ¢ nosBHIIEH PHCK
OT pa3BUTHE Ha OpaaukapAnA (Hamp. MALUMEHTH CbC CHUHAPOM HA BOMHHA CHHYCOB Bh3€n 0¢3
nericmerksp, AV-6noxk Il unu 11 crenen unu Takusa cbC CBBp3aHH ¢ OpaguKapaus CHHKOMH) ca
M3KITIOYEHH OT OCHOBHMTE NMPOYYBAHHMS 32 OLIEHKA HA 6€¢30MacHOCTTa U e)HUKACHOCTTA HA THKArpeIop.
CneaoBaTenHo, NOpaaH OrPAaHHYCHHA KIIMHHYEH OIUT, THKArpeaop TpAOBsa Aa ce U3MoN3Ba ¢
NOBHIICHO BHUMAHHE MPH TC3W MALMEHTH (BXK. TOUKa 5.1).

OcseH TOBa, THKArpeaop TpadBa Aa ce mpujara ¢ MOBMUICHO BHUMAHUE €IHOBPEMEHHO C JICKAPCTBCHH
MPOAYKTH, 32 KOHTO € H3BECTHO, Y€ HHAyuHpaT Opagukapaus. B npoyusanero PLATO, obaue, He ce
HaOMOAABAT AOKA3ATE/ICTBA 332 KIMHHUYHO 3HAYHMMHM HEXKEIAHH PEAKLHH CICA CAHOBPEMECHHO
NPUIOKEHHUE ¢ CAHH WM MOBEYE JIEKAPCTBEHH MPOAYKTH, 32 KOUTO € H3BECTHO, Y€ HHAYLHpPAT
opaaukapaus (Harp. 96% Oera-OnokepH, 33% Om1OKepH HA KATTUMEBUTE KAHAMH AHITHA3EM H
BepanaMil, H 4% QUrokcrH) (Bxk. Touka 4.3).

[To speme Ha xonTepoBoTo nogupoyyeane B PLATO nmoseue nauueHTH ¢a HMayd BEHTPHKYIapHU
nay3H >3 CeKYHAH ¢ THKATPEIOp OTKOJKOTO ¢ KIOMMAOTPEN MO BpeME Ha OCTpaTa (paza Ha TEXHHA
OKC. YBenHueHHETO Ha YCTAHOBEHHUTE C XOJNTEP BCHTPHKYJIAPHH NMAYy3H ¢ THKarpenop € 6uno no-
BHCOKO NPH NaLHEHTH ¢ XpOHHYHA cbpacuna HeaocTtaTbuHocT (XCH), oTkonkoro B wanocrHara
M3C/IeABaHa MONyJIaLusd no BpeMe Ha octpara ¢asza Ha OKC, Ho He U HA ITBPBHA MECEL HA JICUCHHETO
C THKArpe/op MiIH B CPABHEHHE ¢ Konuaorpen. B Tazu nomynanus naLMeHTH HE € UMAJIO0 HUKAKBH
CTPaHWYHM KJIMHUYHH NOCICACTBHA, CBBP3aHH € TO3U AucOataHe (BKIFOYHTEIHO CHHKOI HITH
NocTaBsgHe HA NecMelKbp) (BK. TOUKA 3.1).

B nocTMapKkeTHMHroBHS NEPUOA NIPH NMALFCHTH, MPUEMAIH THKArPEIop, ¢ cpodmana 3a CbOMTHS HA
Opaauapur™musd U AV-0nok (Bx. Touka 4.8), npeaumuo npu naupentn ¢ OKC, npu kouto cepaeunara
HCXEMHA U CHITbTCTBALNO NPHIIAraHHUTE JICKAPCTBA, KOMTO HAMANABaT ChpPACYHATA YECTOTA HIIH
3aCATAT ChPACYHATA IPOBOAUMOCT CE ABABAT MOTCHIHATHH cMyLIABaIny $akropu. KnmnauuHoTo
CBCTOSIHHE HA NMALMEHTA H ChITBTCTBALIO NPHIAraHUTE JICKApCTBA TPAOBa Aa OBbAAT Pa3rneKIAHU KATO
NOTEHLHAIHY MMPHYMHH 32 TE3N CHCTOAHUSA, PEAN Aa C€ KOPUTHPA NEUESHHETO.

Hﬂﬂl’lﬂﬁﬂ

HucnHes ce cxO0ABA NMPH NALMEHTHTE, JEKYBAHHU ¢ THKArpenop. Jucnouesra 0OMKHOBEHO € neka 1o
yMEpPEHA MO HHTECH3HUTET H YECTO OT3BYUaBa O¢3 HEOOXOAUMOCT OT IPEKbCBaHE HA JeucHueTo. [lpu
NAIMEHTH ¢ ACTMA/ XpOHHYHA obcTpyKTHBHA OenoapodbHa bonect (XObb) Moxe ga MMa noBuIeH
abCOMIOTEH PUCK OT Bb3HUKBAHE HA JUCTIHES ¢ THKarpenaop. Tukarpenop tpabsa ga ce H3non3Ba ¢
NMOBUIOCHO BHHMAHHE NP NALMECHTH ¢ aHAMHE3a 3a acTMa w/win XObb. MexannaMbT BCe otlie He €

TpOBa 432 C€ M3CICABA LISIOCTHO K, aKO HE €€ TONEPUPA, JTCYESHHETO C TUKATpENop Tpad
3a zompIHUTEHA HHPOPMALIHS BHKTE TOuka 4.8.

IJGHI:EEI.HHEI ChbHHa aIllHCA




B nocTMapKeTHHIOBHS NEPHOA MPH NALMEHTH, MPHEMALINH THKArpeop, ¢¢ cbobuasa 3a HEHTpaIHa
ChbHHA anHes, BmounTeaHo Aumane Ha Cheyne-Stokes. Ilpn chMHEHHE 32 LIEHTPAIHA ChHHA AITHEA,

TpaOBa xa ce OOMHCIH AONBIHHTEIHA KIHHUYHA OLICHKA,

[ToBHIIABAHE HA KPEATHHHHA

Huparta Ha KpEaTHHHH MOTAT A3 CE MOBHIIAT IO BPEME Ha JIEUCHHMETO ¢ TUKarpenop. MexaHusMeT BCE
oie He € u3iacHeH. bropeunara ¢ynaxuus TpadOsa Ja ce MpoBepaBa CBIIIACHO CTAHAAPTHATA
meanuHHcKa nmpaktyka. [1pu nammentn ¢ OKC ce npenopruea cwimo Aa ce nposepu Onbpeunara
GyHKIMA eIMH MECELL CEA 3aNOYBAHE HA JICUEHHETO € THKArpeop, KaTo ¢e o0prina 0codeHo
BHHMAHHUE HA NALMEHTH =75 roOAMHH, NALMEHTH ¢ YMEPeHa/ Texka 0p0OpeuHa HEAOCTaTHYHOCT H
TAKHBA, KOHTO MOAY4aBaT ChITbTCTRALIA TEPANHKA C AHTHOTEH3UH-peLenTopHH O10kepu (APH).

Y BeIUYaBaHE HA NMKOYHATA KUCEIHHA

XunepypHuxeMus MOXKe Ja BH3HHKHE [0 BPEME Ha NedeHue ¢ THKarpenop (Bx. touxa 4.8). Tpadsa aa
c€ BHHUMABa NPY MNALMEHTH ¢ AHAMHE3A 33 XUNIEPYPHUKEMHS HIM noAarpo3cH aprpuT. Karo npeanasna
MAPKa HE CC HaCbp4aBa ynorpedaTa Ha THKArpenaop NPH NALMEHTH ¢ YPEMHYHA HeponaTus.

TpomGorruHa TpoMOouuToneHnaHa mypnypa (TTII)

TpomGorruna TpombourTonennyna mypmypa (TTTI) ce cbobimasa MHOro paako npH ynorpeba Ha
THKArpenop. Xapakrepusupa ce ¢ TpoMOOLINTONECHHA H MUKPOAHTHONIATHYHA XEMOIUTHYHA AHEMHUA,
CBBP3aHa ¢ HCBPOJIOTHYHH HAXOAKH, OLOpeuHa AUCHYHKIMA HIH BUCOKA TeMriepaTypa. TT11e
MOTEHLIMAITHO JIETATHO ChCTOAHME, H3UCKBALIO ObP30 ICUECHUE, BIIIIOYMTETHO IJ1a3Madepesa.

[ToBnusaBaHe HA TCCTOBETE 32 TPOMOONKTHA DYHKILIKS NPH JHATHOCTHLHPAHES HE XCIApHH-
HHAYUHpaHa TpoMbounTonenuns (XHUT)

[Tpu TecTa 3a XenapMH-WHAYLMpaHA akThBauKsg Ha TpombounTHTe (XMTA), Hanonssax 3a
auardoctTuuupake Ha XHT, anturpombouureH pakrop 4/xenapun aHTHTENATA B CCPYMA HA NAUMEHTA
AKTHBHPAT TPOMOOLIHTHTE Ha 3APaBH JOHOPH B IPHCHCTBHETO HA XenapuH. DailIHBO OTPHLIATETHH
pesyarari 3a XMT npu tect 3a TpombouuTHa PyHKLMA (KOETO BKIIOYBA, HO MOXE Ja HE CC
orpaluuasa 10 tecT 3a XUTA) ce crobmasar npu naupeHTy, npueMatu Tukarpenop. Tosa e
CBBp3aHo ¢ MHXHOHpaHe Ha P2Y 12-peuentopa Bppxy TpPOMOOUUTHTE HA 3APABHTE AOHOPH OT
THKarpenop B cepyMa/mna3mMara Ha MalMeHTa npu recra. Madopmaliis 3a CbITbTCTBALLA TEPANHA C
THKArpeaop ¢€ H3HUCKBA, KOTaTo CC PA3UHTAT TECTOBETE 3a TPOMOOLMTHATA (PYHKIHA NPH
ararHocrHuupane Ha XUT.

[Ipu mauueHTH, KOUTO ca passum XHT, ChOTHOLICHHUETO MOI33-PHCK OT MPOABIIKHUTEIHO JICHCHHEC C
THKarpeaop TpaOBa Aa ¢¢ OLCHH, KaTO C¢ B3eMaT NpeABKa B mpoTpoMboTHuHHA cTaTyc Ha XUT u
NOBHHICHHA PUCK OT KbPBEHE IMPH CHITHTCTBALLA TEpAIHa ¢ aHTHKOATryJIaHT H THKArpeaop.

Hpyru
Ha 6a3a Ha Habmoaasanara B PLATO spr3ka mexxay nogaspxamara 103a ACK u orHocuTennara
e(PMKACHOCT Ha THKATPEJIOP B CPABHEHHE C KJIOTIMAOTPEI, HE CC NMPENOphYBa €AHOBPEMEHHOTO

NPHUIOKEHHE HA THKArPENnop H BUCcoKa noaaspxkama ao3a ACK (=300 mg) (sxk. Touka 5.1).

PasHHO MpPeyCTAHOBABAHC

PanHOTO cCriMpaHe Ha KOSTO ¥ 2a € AHTHATPETAHTHA TCPAIHS, BKITIOYHTEIHO H ¢ THKArpeop, MOXe Aa
AOBEAE N0 NNOBHIIABAHE HA pUCKA OT ChpaeuHO-CbAoBa {(CC) cMmbpt, MM mnm uHcynT BeneacTeue Ha
noaIeKAWOETO 3a0019Bane Ha nauueHta. CregosaTenHo, TpaOBa A2 ce H30ArBa NPEXKAEBPEMEHHO
CIIMPAHE Ha TepanusTa.

Hatpuit
JlakpaT chabpxka no-manko or 1 mmol Hatpuit (23 mg) Ha A03a, T.€. TPAKTHYECKH HE hi)
HATPHH.

4.5 BiaumogeHcTBHE ¢ APYTH JEKAPCTBEHH MPOAYKTH H APYrd GOpMH HA B3A ﬁ_ue? LN }
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Tuxarpenop € npean Bcuuko cyderpar Ha CYP3A4 u cnab uaxuburop na CYP3A4. Tuxarpenop ¢
cpio cybcerpar Ha P-rauxonporenna (P-gp) 1 cnab uaxuburop Ha P-gp B Moxe Aa noBHIOH
EKCIIO3KUUHMATA HA cyOcTpaTH Ha P-gp. Tukarpenop ¢ HHXHOMTOP HA MPOTEHHA HA PE3HCTEHTHOCT Ha
pak Ha repaata (BCRP).

EdexTy HA TCKAPCTBEHHU M APYTH MPOAYKTH BbPXY THKATPENAOD

Huxubumopu na CYP3A4

- Mownu unxubumopu na CYP3A4 — ¢eAHOBPEMEHHOTO MPHIIOKEHUE HA KETOKOHA30/ ¢ THKArpeop
Boau g0 nosuinasade Ha Cmax # AUC Ha tuxarpenop, crorBetrHo 2,4 mbTd ¥ 7,3 mbTH. Cmax u AUC
Ha akTUBHHS MeTaboIUT ce moHukaBaT, choTBETHO ¢ 89% u 56%. Ovaksa ce U Apyry MOLIHH
naxubuTopH Ha CYP3A4 (knaputpoMuniuH, He)a30a0H, PHTOHABHP M aTAa3aHaBHUpP) Ja UMAT CXOAHH
edexTH, M NOPaAM Ta3W NMPHYHHA, CHIIBTCTBALOTO NpHIoXKeHHE Ha MOITHH CYP3A4 uaxuburopu ¢
THUKArpenop € NPpOTHBOMNOKA3HO (BK. Touka 4.3).

- Yumepenu unxubumopu na CYP3A4 - ¢AHOBPEMEHHOTO NPHICKEHNUE HA AUATHA3EM C THKATPENOp
nosumasa Cmax Ha Tukarpenop ¢ 69 %, a AUC — g0 2,7 nbTH ¥ noHmwkasa Cmax Ha aKkTUBHUA
meTabonut ¢ 38 %, noxato AUC ocrasa nempoMeHeHa. Tuxarpenop He 0ka3sa BIIMSHHE BbPXY
NIa3MEHATA KOHLEHTpaUUs Ha auaTHazeM. Quaksa ce Apyrure ymepeHH nunxuouropu Ha CYP3A4
(Hamp. aMIIPEHABHP, ANIPEIIHTAHT, CPUTPOMHLMH U (DIYKOHA301) 42 MMAT CXOACH ¢(eKT U ChIo A2
MOraT Ja C€ MPHIAraT CAHOBPEMEHHO C THKArpenop.

- HabmoaasaHa € 2 mbTH YBEIHUYEHA EKCMO3HLMS HA THKATPENOP CACA KOHCYMALHA HA rOJICMH
KOMHYECTBA COK OT rpeitngpyTt aHeBHO (3x200 ml). Tasu crened Ha NOBUINEHA CKCIIO3MLIUA HE CC
O4YakBa ja ObJC KIMHHYHO 3HAYMMA 33 MMOBEYECTO MALMEHTH.

Hnoyxkmopu na CYP3A

EaHOBpeMEHHOTO NMPHIIOKCHHE HA PH(PAMITMIIUH H THKArpeop BOAH A0 NoHHKaBaHe Ha Cmax u
AUC Ha THKarpeaop ¢bOTBCTHO ¢bC 73% 1 86%. Cmax Ha akTHBHHA METAOONMUT HE CE NMPOMEHA, a
AUC ce noHwxasa cboTBeTHO ¢ 46%. Quaksa ce apyrure naaykropu Ha CYP3A (manp. pennronn,
kapOaMaseniH H PpeHobapOHuTaN) ChIIo Ja MOHMXKABAT SKCMIO3ULIMATA HA THKArPeIop.
EAHOBPEMEHHOTO MIPHIOKEHHE HA THKArpenop ¢ MomHN HHAYKTopH Ha CYP3 A Moixe aa noHWkH
EKCITO3HLHATA H ePMKACHOCTTA HA THKAIPENIOP, U MOpaAH Ta3K NPHYMHA HE C€ HAChpYaBa TAXHOTO
CBLITBTCTBALLO ITPUJIOKEHHUE C THKAIPENOp.

Lurxnocnopun (unxubumop na P-gp u CYP3A)

EaHOBpeMEHHOTO MPUAOKCHHE Ha UMKNOCIIOpHH (600 mg) ¢ THKArpenop BOAH AC MOBHINABAHE HA
Cmax u AUC na tukarpenop cporBerHo 2,3 bt K 2,8 nvry. [Ipu Hanmmyuero Ha LMKIIOCIOPHH,
AUC Ha aktneHua Metaboaut ce nosumaea ¢ 32 %, a Cmax ce noHmkasa ¢ 15 %.

Hsama nanuyuHM JaHHH 32 CAHOBPEMCHHATA YIIOTpeba HA THKATPENOp ¢ APYTH aKTMBHH BCIICCTBA,
KOHTO CBLIO Ca MOIMHH HHXHOWUTOpH Ha P-gp n ymepenu unxnOuropn Ha CYP3A4 (manp. sepanamun,
XHHUAWH), KOUTO CBIIO MOTAT Ja IMOBHULIAT CKCITOZNLMATA HA THKArpeaop. AKO KOMOHHAIMATA HE
MOxe Ja Opae n3berHara, TAIXHOTO €AHOBPEMEHHO NPHIIOKEHHE TPAOBa 12 C€ H3BBPLIBA C [TOBHIICHO
BHUMAHHE.

Hpyeu
KnuHHYHATE NpoyuBaHus 3a HapMaKoIOruuHH B3aUMOACHCTEBHA NMOKA3BAT, Y€ CAHOBPEMEHHOTO
MPHIIOKCHUE HA THKArPEnop ¢ xenapuH, eHokcanapud H ACK unu aeaMornpecuH He oka3sar
Bb3JCHCTBHE BBPXY (PAPMaKOKMHETHKATA HA THKATPENOP HIIH aKTHBHHA MY METAOONHT, HITH BBPXY
A @-nHayuupanara TpOMOOLIUTHA arperaliiia, B CPaBHEHHE C THKArpeaop, MpUIoKeH
CAMOCTOATEIHO. AKO € KITHHUMHO NMOKA3aHO, IEKAPCTBEHH NMPOAYKTH, KOUTO H3MEHAT XEMOCT
TpAOBa pa €€ U3MON3BAT ¢ MOBHIICHO BHUMAHHE B KOMOHHALIMA ¢ THKATPEIOP.

Habmogasana ¢ 3a6aBeHa M NOHMAKCHA SKCIIO3HLMA HA MEPOPATHH HHXHOUTOPH Ha P2
BKMIOYHUTEIHO THKAPENOP M HErOBHA AKTUBEH METAOOIHT Npu MALMEHTH C OKC nexys




HEH3BECTHO, HO JAHHHTE MOKA3BAT MOTCHIHAT 332 HaMallcHa €HKACHOCT Ha THKArpeaop npH
MALMEHTH C EAHOBPEMEHHO MMPHIOKEHKE HAa THKArpenop 1 MopduH. [Tpu naumentn ¢ OKC, npu
KOUTO MOPDHHBT HE MOXE Aa Obae crpaH U Obp30T0 HHXHOHpane Ha P2Y 12 e ot chinecTBEHO
IHaYeHHe, MOXE Aa ce obmMucau ynorpeba Ha napeHTepaneH uHxHbuTop Ha P2Y 12,

EdexTy Ha TMKArpenop Bbpxy APYrH JEKAPCTBECHH MPONAYKTH

Jlexapcmeenu npodyxmu, koumo ce memabonusupam om CYP3A44

- Cumsacmamui — ¢THOBPEMCHHOTO MPHJIOKCHUE HA TUKArpeIop ¢bC CHMBACTATHH BOAM A0
nosumasaHe Ha Cmax 1 AUC Ha cuMmBacTaTHH ¢sOTBETHO ¢ 81% 1 56%, xakT0 H Ha NOBHILIABAHE HA
Cmax 1 AUC Ha CHMBACTaTHHOBATA KHUCETHHA CbOTBETHO C 64% 1 52%, KaTo B OTAEIHH CTy4daH Ce
DOCTUrA 2- X0 3-KpaTHO NMOBHINABAHE. EAHOBPEMEHHOTO NPHIOKEHHE HA THKArPEIOp H CHMBACTATHH
B A03a, Haasuinasama 40 mg JHECBHO, MOXKE Ja JOBEAC A0 HEXKeETaHH PeaKiiMM Ha CHMBACTATHH U
TpabBa Aa ¢€ npeLeHH CIPAMO MOTSHUHAHHTE non3H. CHMBACTATHH HE OKA3Ba BIIMAHHE BBPXY
IUIA3MEHHUTE KOHLIEHTPALIMK Ha TMKArpenop. THKarpenop Moxe Ja oxa3sa CXOACH edEKT BbPXY
nosactatuH. He ce mpenopbsuBa exHoBpeMeHHATA YNIOTPEOA HA THKArpeaop CbC CHMBACTATHH HIIH
J0BAaCTaTHH B A03M, HaABHInasaiy 40 mg.

- Amopeacmamun — ¢ZHOBPEMEHHOTO NMPHIIOAKEHUE HA aTOPBACTATHH H THKArPENOp BOAH 0
nosuiasane Ha Cmax u AUC Ha aTopBacTaTHHOBATA KUCEIMHA ChOTBETHO € 23% u 36%. CxoaHo
nosumasade Ha AUC n Cmax ¢ HaOmio01aBaHo npH BCHYKH MEeTabOIMTH HA ATOPBACTAaTHHOBATA
KUCEIMHA. TE3H MOBHIIEHU CTOMHOCTH HE €€ CUMTAT 32 KJIMHHYHO 3HAYHMH.

- He moxe ga ce n3kmoun nogobeH edext u BppXy Apyru cratuau, Metabomusupanu or CYP3A4.
IMaumenrure B npoyusaneto PLATO, konTo ca momyvasamy THKarpeaop, ca MpueMaiy pasiuyHu
craTHH# 6e3 ChOOPAKEHHE MO OTHOLIEHHE Ha Oe30nacHoCTTa Ha craTtiHA npH 93% ot koxopraTta Ha
PLATO, koaro ¢ mpueMana Te€3u NCKApCTBEHH MPOAYKTH.

Tuxarpenop € cnab maxuburop Ha CYP3A4. EaHOBpEMEHHOTO NPHIOKEHHE HA THKArpeaIop Cbe
cyberpatu Ha CYP3A4 ¢ TeceH TepaneBTHMEH HHACKC (HAMP. LM3AIPH MIIH EProajKalOnaH) HE CE
NpenopbYBa, ThH KATO TUKATPEIOP MOXKE Ja MOBHIIH KCITIO3NIHATA HA TC3H JIEKAPCTBEHH MPOAYKTH.

P-gp cybcmpamu (@xniouumenno Oueokcut, YuKi0ChopuH)

EnsoBpEMEHHOTO MPHIIOKEHUE ¢ THKArpeaop BogH xo nosuinasaHe Ha Cmax u AUC Ha QurokcuH
chOTBETHO CBC 75% u 28%. CpeaHure Hall-HHCKHM HMBA HA AMTOKCHH C¢ IOBHIIABAT ¢ 0k010 30% npu
SAHOBPEMEHHO MPHIIOKEHHE C THKArPEIOP, KATO B HAKOH OTJCTHH CITy4aH CE OTUUTAT MAKCHMYM
ABYKPATHH noBHiasanus. B npucecrereTo Ha aurokcuH Cmax u AUC Ha THMKarpesop 4 akTHBHHA
My MeTaboauT He ce noBmMasaT. Clea0BaTe/IHO, MPH €AHOBPEMEHHO TIPUIIOKEHHE HAa THKATpenop ¢ P-
gp-3aBHCHMH JICKAPCTBECHH MMPOAYKTH ¢ MATEK TEPATIEBTHYECH HHAECKC KaTO AMFOKCHH, CE MPENOPBHYBA
NOAXOJAIN KIHHHYCH W/ it nabopaTopeH KOHTPOI.

Tuxarpenop He Oka3pa BAHAHHE BbPXY KOHLUCHTPALMATA HA LHKIOCTIOPHH B KpbBTa. EdexThT Ha
THKArPEIOp BBPXY ApyrH cybcrpaTti Ha P-gp He € npoy4BaH.

Slexapcmgenu npodyxmu, xoumo ce memaboausupam om CYP2C9

EAHOBPEMEHHOTO MPHIIOKEHHE HA THKATPENIOP C TONOYTaMHA HE BOAU A0 NPOMSAHA Ha IJIA3MCHHTE
KOHIEHTPALMH HA KOHTO H A € OT ABaTa NPOAYKTa, KOCTO NPEANOJIAra, Y¢ THKarpeaop He €
nuxuburop Ha CYP2C9 1 € manxo BeposaTHO Aa noBausaea meauupanns ot CYP2(C9 merabonussM Ha
NIEKAPCTBEHH NPOAYKTH KaTo BapdapuH ¥ TondyraMua, .

Pozysacmamun (BCRP cybecmpam)

Hoxkazaso ¢, 4¢ THKArpenop NOBHLIABA KOHLUCHTPALMUTE HA pO3yBACTATHH, KOSTO MOXE Ja JOBLIL AQ

MOBHIIEH PUCK OT MHOMIATUsA, BKIIOUMTENHO pabaomuomu3a. Tpabsa aa ce oOMHCIAT nons e tilg )

MPEBEHLIMATA HA I'OJIEMH HECXEIAHH ChPACYHO-ChAOBH CHOUTUA upe3 yroTpebaTta Ha po3yhacs® L “%%}
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hapMaKOKMHETHKATA HA JeBoHoprecTpen. [Ipu eIHOBPEMEHHO NPHUIOKEHHE HA JICBOHOPTECTPEN U
ETHHII €CTPAIHOJ ¢ THKATPENOP HE CC OYaKBa KIMHWYHO 3HAYUM €(eKT BbPXY €PHUKACHOCTTA Ha

NEPOPATHHISA KOHTPALCNTHS.

Jlexapcmeent RPOOYKIY, 30 KOUMO € U3BECIMHO, Ye undyyupam Gpaduxapous

[opaan HaGMXOAABAHE HA IPCAUMMHO ACHMITTOMHH BEHTPHKYJIAPHY TIdy3d ¥ OpaHKapAxs C¢ H3HCKBA
NOBMINCHO BHUMAHHE, KOTATO THKArpeIop ¢¢ NpHiara €IHOBPEMEHHO C ICKAPCTBEHH MMPOAYKTH, 33
KOHTO € M3BECTHO, Y€ HHAYLMpaT Opaaukapaus (Bxk. Touka 4.4). B npoyusanero PLATO, obaue, He
ce HabII0JaBaT AOKAZATENCTEA 34 KIMHHYHO 3HAYHMHM HEXENAHU PEAKLIMH CNIeT €AHOBPCMECHHO
MPHANOKCHUE ¢ €XUH WM MOBEYE JEKaPCTBCHH NPOAYKTH, 32 KOHTO € M3BECTHO, Y€ MHAYLIHPAT
6paankapaus (Hanp. 96% Oera-OnokepH, 33% OnOKepH Ha KANIUEBATS KAHATH JUITHA3EM U
BepanaMul, ¥ 4% AUrOKCHH).

Hpyea convmemeawya mepanus

B knuHHUHMTE IPOYYBAHHS THKArpeaop ¢ npunara eaHoBpemenHo ¢ ACK, nuxuburtopu Ha
MPOTOHHATA MOMIIA, CTATHHH, OeTa-610KepH, HHXMOHTOPH HA AHTHOTEH3WH-KOHBEPTHPALIHA CH3HM
(ACE) u anruorensus Il perenrropuu Onmokep, HEOOXOAMMM 3a JICHEHHE HA ChITBTCTBALIM
3a00MABAHMA 32 ABITBI IICPHO/, 4 CBHINO M XCMAPUH, HUCKOMOIEKYJIEH XCMapHH H HHTPaBCHO3HH
paxuburopn Ha GplIb/lla 3a xpatko Bpeme (Bx. Touka 5.1). He ca namuranu sannm 3a nabmoaasanu
KTHHUYHO 3HAYHMH HEXEIIAHH B3aUMOJCHCTBHS NPH ynoTpeda Ha Te3U JICKAPCTBEHH MPOAYKTH.

ERHOBPEMEHHOTO NPHIICKSHHAE HA THKATPEIOP € XETIAPHH, CHOKCAMAPHH K JE3MOTIPECHH HIMA
eeKT BBPXY AKTUBHPAHOTO NapuuaiHo TpombonaactHHOBO Bpeme (aPTT), akTHBHPAHOTO BPEME HA
cucupBane (ABC) unn n3cnenpanusTa Ha gaxrop Xa. Bee mak, nopaau noTeHUHATHHTE
bapMaKOAHHAMUYHE B3AMMOACHCTBHA, €XHOBPEMEHHOTO NPHIOKCHHE Ha THKATPENOP C JICKAPCTBEHH
MPOAYKTH, 32 KOUTO € H3BECTHO, 3¢ MPOMEHAT XEMOCTa3aTa, TpsOBa Aa ¢ H3BbPIIBA ¢ NOBHIICHO

BHHMAHHC.

[Mopaau croOmeHus 3a abHOpMHO kOxHO KbpBeHE ¢ SSRI (Hanp. mapokceTHH, cepTpaiuH U
LUTANONpaM), npenoprysa ce BHUManue, koraro SSRI ce npunarat ¢ THKarpenop, TbH KaTo TOBa
MOJKE 43 TIOBHIIH PHCKA OT KbPBEHE,

4.6 DepTHIHTET, OPEMEHHOCT H KbpPMEHe

KeHu ¢ AeTEPOACH NOTEHUHAT
XKenu ¢ acrepoacH noTeHUMAI TPAOBA Aa N3N0A3BAT S(PEKTUBHY KOHTPAUCITHBHH MEPKH, 3a 13
H30eryarT 3abpeMeHsBaHe N0 BPEME HA JICYEHUE C THKArpeop.

bpemenHoOCT

Hama M mMa OrpasidueHo KONHYECTBO JaHHH 3a YIoTpedara Ha THKarpeaop IpH OpEMEHHH XKEHH.
[TpoyyBaHHATA NPH XUBOTHH TIOKA3BAT PEMPOAYKTHBHA TOKCHYHOCT (K. Touka J.3). Tukarpenop He
CE ApenopBhYBa MO BpeMe Ha OPEMEHHOCT.

KnpMmeHne

Hanmuuure dapmakoaHaMHUYHW/ TOKCUKOIOrHYHU ARHHH MPH )KHMBOTHH NOKA3BAT EKCKPELHsS HA
THKAIPEIOP ¥ aKTHBHHMA My MeTabonuT B MIBIKOTO (BK. TO4UKa 3.3). He Moxe aa ¢e H3KTI0UH PHCK TIPH
HOBOpOACHK/ kbpMauecTa. TpgaOBa aa ce B3eMe pelIeHHe AAH Ja CE CIIPE KbPMEHETO, HITH Ja Ce
npeKkpaTi/ 1a He C¢ MpUJIara Tepamnus ¢ TUKarpesiop, KaTto ¢ BaeME NPEABHA MON3AaTa OT KbPMEHETO 34
ACTETO U TMOI3aTa OT TEpanusLTa 3a )KEHATA. ,

depTuanTeT
Tukarpenop H¢ OKa3Ba BINAHHE BbPXY MBIKKHA U XKCHCKHS (PEPTHINTET IPH XKUBOTHH (B

3.3).

4.7 EdexTn Bbpxy cnoco0HoCTTA 32 IohHpaHe H padoTa ¢ MalIMHH



THKarpenop He NOBIMABA WM NOBINABA NPEHEOPEKUMO CriocoOHOCTTA 32 o HpaHe H pabota ¢
mammuHy. [To Bpeme Ha nedenue ¢ TUKarpenop ce chodmasa 3amaiisane 1 00bpksaHe. Ce10BaTEHO,

NALHEHTH, KOUTO MOIYYAT Te3H CHMITTOMH TpA6Ba Aa ¢a MPEeAnasanusy JOKATO MOpHpaT M paboTaT -
C MAUIHHH.

4.8 Hexenanu JekapcTBeHH PeaKkIiHH

PesioMme Ha npoduia Ha OE30MACHOCT
[TpoduabT HA 6E30MACHOCT HA THKATPEJIOP € OLICHABAH B ABE FONCMH KIMHHYHH H3MMTBAHHA (a3a 3
o orsowmenue Ha u3xoga (PLATO u PEGASUS), sxmousamy noseue ot 39 000 naumenty (Bx.

TOuKa 5.1).

B PLATO npH nauydeHTHTe HA THKArpEaop HMa Mo-BUCOKA YECTOTA HA NPEYCTAHOBABAHE HA
TEpanHATa MOPAAH HEXENaHH COUTHA B cpaBHeHHE ¢ Knonugorpen (7,4% cnpamo 5,4%). B
PEGASUS nauMeHTHTE, TCKYBaHHM ¢ THKArPEIop, UMaT MO-BUCOKA YECTOTA HA MPEYCTAHOBABAHE HA
TEPANHATA NOPAAH HEXKEAAHH CHOMTHS B CPaBHEHHE ¢ rpymnara Ha Tepanus camo ¢ ACK (16,1% 3a
tuxarpenop 60 mg ¢ ACK cnpamo 8,5% 3a repanus camo ¢ ACK). Hait-yecto chobiiaBanute
HEXXETAHHM PEAKLIMM MPH MAIMEHTHTE, JIEKYBAHH C THKATPENOP, Ca KbPBEHE M JMCIHEA (BX. TO4Ka 4.4).

TabauueH CNHCHK HA HEKEIAHUTE PCAKIIUH
[peACTABEHMTE NO-A0NY HEXEIAHH PEAKLHH €2 HACHTHOULMpPAaHK B POYYBAHMSTA HIIH Ca ChODINCHH
MpH NMOCTMAPKETHHIOBHS OnHT ¢ THKarpenop (Tabmua 1).

Hexenanure peakuuu ca nabpoenn no cucremo-opraneH kinac (COK) no MedDRA. B pamknte Ha
scek COK HexenaHuTe JEKApCTBEHH PeakUMu ca u3bpoenu no yectora. Kareropuure no 1ecrora ce
nedMHUpAT M0 CACAHATA KOHBEHLMA: MHOTO YecTH (21/10), yectn (=1/100 xo <1/10), neuectH (=1/1
000 xo <1/100), peaxu (>1/10 000 go <1/1 000), MHoro peaku (<1/10 000), ¢ HeussecTHA vecToTa (OT
HaTHYHUTE JaHHH HEe MOxe Ja ObJe HAanpaBeHA OLCHKA).

Tabruya 1 — Hescenanu peaxyuu no wecmoma u cucmemo-opeanen krac (COK)

COK Mnozo wecmi Uecmu Hevecmu C neuzgecmua
yecmoma

Heonnasmu - Kpsene or
A0OpOKAYECTBCH Tymopa’

H,
3/I0KAYCCTBCHH H
HCOMNPEAEICHH
(BKJ. KHCTH H
HOJIHITH)
Hapywenus na | KbpBene, TpomboTuuna
KPbBTA U CBBP3aHO ¢ TPOMOOLIMTONEHHYH
nuMpHaTa HAPYIICHHA Ha a mypnypa’

CHCTEMA KPLBTA’
Hapywenus Ha CBpBXUyBCTBHTEN
MMYHHATA HOCT,

CHCTEMA BKJIIOYUTEITHO
AHTHOCAEM"

Hapywenus na | Xunepypukemu | IToaarpa/
Merabonusma u | 5° [MoaarposeH
XpaHEHETO apTpHT
Menxuunn O6bpxBane
HapYIIECHHA




COK Mnoeo vecmu Yecmu Hewecmu C Heuzsecmna
yecmoma
HapymeHns Ha 3amaiBaHe, BbTpeuepernieH
HEpBHATA Cunxon, KPBBOH3IHB"
CHCTEMA I"'naBobonye
Hapyixenusa Ha KpbBOH3IHB B
OUHTE OKOTQ"
Hapyienys Ha Bepturo KpbBOH31HB B
YXOTO U YXOTO
abHpPHHTA
CoepacyuHH bpaguapurmus, AV
| HapyLICHHUA bnok”
Croaosm XHnoTOHHUA
HapyIICHUS
Pecnuparopun, | JlMcnHes KppaeeHe OT
rPbAHYU H pecnpaTopHaTa
MCIHACTHHATHY cucrema’
HapyLICHHUS
CToMalIHO- CromaiHo- Perponepuroneane
YpEBHU YpPECBEH H KPBBOM3IHB
HAPYLICHHS KPBBOU3IIUB® |
HMuapus, ['anexe,
Hucnencus,
3anck
HapyieHus Ha [ToakoxHO MK
KOXKATa M AEPMAITHO
TOJAKOXKHATA KbPBEHE ,
ThKaH O6pus, Cnpbex
HapyuieHus Ha MyCKyYJIHO
MYCKYJIHO- KbpBEHE'
CKEJIeTHATa
CHCTEMA U
Che¢ AUHUTE/THATA
THKAH
Hapymenus Ha KbpBeHe ot
OnOpeunTte U MHKOYHHUTE
MHKOYHHTE MbTHING’
ITbTHINA
Hapymenns Ha KbpBeHe ot
pPENpPOAYKTUBHAT penpoayKTUBHATA
a CHCTEMA H cuctema’
rppJaTa
Hacneapanns [ lopuiueH
KPEATHHHH B
KPBBTA
HapanssaHus, KpbBOH3THB
OTpaBsAHHA U clie] TIpoLEaypa,
YCAOXKHEHHA, TpasmaTH4YHO
BB3HHKHATH B KbPBEHE'
pe3yaTaT Ha
HHTCPBCHLIHH

® Hanp, KbPBEHE OT PaK Ha THKOYHMS MEXYD, Pak Ha CTOMAaxa, pak Ha Aebenoro uepBo
b Hanp. NOBHILIEHA TEHACHLIMS KbM HACHHSBAHE, CTIOHTAHEH XEMATOM, XEMODAriiHa I
° UaeHTH(ULMPaHA B MOCTMAPKETHHIOB ONHT
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COK Muozo yvecmu Uecmu Hevecmu C neuzgecmua
Yecmoma

dYectoTHTE ¢4 NOAYdeHH oT Jabopatopun Habmoaenua ([TMKOYHA KMCETMHA NOBULICHA >TOPHATA
[PAHAMLIA HA HOPMATA CAIPAMO H3XOAHO HHBO NOA HIH B PEPECPEHTHHTE IPAHHLM. Kpearnuun
noBuLIeH >50% crpAMO H3XOAHO HUEBO.), 4 HE € NPHOIM3UTENHA YECTOTa Ha CHOOLIABAHE Ha
HeXKeTaHH ChOHTHA.

° Hanp. KOHIOHKTHBAIHO, PETHHHO, BETPEOYHO KbPBEHE

{Hanp. enHCTAKCHC, XEMOMTH3A

€ Hanp. KbPBEHE OT BEHLIMTS, KPBBOHIIIHB OT PEKTYMA, KPHBOHIIME OT CTOMAINHA 1382

" Hanp. eKXMMO3a, KOXKEH KPBBOH3IIMB, NIETEXHUH

' HATIP. XEMApTPO3a, MYCKYJICH KPbBOH3THB

) HATIP. XEMATYPH#, XEMOParHIeH LIACTUT

k Hanp. BarMHAICH KPbBOM3IMB, XEMATOCIICPMHA, TIOCTMEHOMNAY3ATEH KPbBOH3THB

| HAMp. KOHTY3HA, TPABMATHYCH XEMATOM, TPAaBMATHYEH KPHBOUIHB

M 1 e.. CIOHTAHHO, CBBP3aHO ¢ HHTEPBCHLIMS WIH TPAaBMATHYHA HHTPAKPaHHATHA XEMOpari

Onucanne Ha H3OpAHU HEXKENAHM PEAKUHH

K'vpsene
Haxooxu ¢ kepeene 6 PLATO
LIsnoCTHHTE Pe3yITATH 3a UECTOTAaTa Ha KbpBeHe B npoyusaneto PLATO ca noxa3sany B Tabanua 2.

Tabruya 2 — Anarus na obwume cvbumus ¢ kvpeene, usuucnenun no Kaplan-Meier na 12-mu mecey
LATO

Tukarpenop Knonugorpen p-cTolHOCT*

90 mg N=9 186

IABa MMbTH

JAHEBHO

N=9 235
0610 3naunreauu or PLATO 11,6 11,2 0,4336
daranHn/ KUBOTO3ACTpALIABAIOH OT 5,8 5,8 0,6988
PLATO
3uauurenuu or PLATO, HeCBBP3aHM ¢ 4.5 3.8 0,0264
KAb
3uaunTenam or PLATO, HecBbp3any ¢ 3.1 2.3 0,0058
HHTEPBEHIIHH
KomOuuupanu oOo 3HaunTeHH + 16,1 14,6 0,0084
nesHauuteann ot PLATO
HecBbp3alH ¢ MHTEPBEHIMH 3HAYHTENIHH | 3,9 4,3 <0,0001
+ HeaHaunteaau ot PLATO
3uaumtennd no TIMI 7,9 7.7 0,5669
3HauyMTEeNHH + HE3HAYHUTCITHHE no TIMI 114 10,9 0,3272
HeduHAIMY HA KATErOPHUHTE KbPBECHE:
3uauumenno amanto/ mcueomosacmpauiaéaiyo xvpeene: KNUHUYHO NPOABEHO ¢ MOHIKABAHE HA
xemornobuua ¢ >50 g/l uam ¢ npenupane Ha >4 caKa EpUTPOLIMTHA Maca, WM (PaTalHO, UM
MHTPAKPAHHAHO, WIH HHTPANCPHKAPAHO CbC CBPJACYHA TAMIIOHAAA, UM C XHIIOBOJIEMHYCH LIOK;
WTH TEXKKA XUIIOTOHHA, H3HCKBALIA NMPECOPH; WIH XHPYPrHYHA HHTCPBEHIIHA.
3navumenno Opy2o: KTHHHYHO MPOABEHO ¢ NOHHXKaBaHE HA xemoraobuna ¢ 30-30 g/l nnu
npenuBade Ha 2-3 caka epUTPOLIHTHA MACa; MM 3HAYHTEIHO HHBATHAM3UPALIO. KL
Hesnauumenno xvpsene. VI3uCKkBa MCAHUMHCKA HAMECA, 33 CITUPAHC MITH ICKYBAHE HA MLIBOTC
3nayumenno xvpeene no TIMI: KnHHUYHO MPOABEHO ¢ MOHIKABAHE Ha XEMOTIOOMH2
C HHTPAKpPAHHAJIHA XEMOpars.
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Tuxarpenop Knomuaorpen p-cTorHOCT*
90 mg N=9 186
ABA MBTH
AHEBHO
N=9 235
Hesnawumenno xvpeene no TIMI: KiuHuaHO TPOABEHO © MOHIDKAaBaHe Ha xeMornobusxa ¢ 30-50
g/l.
*)-CTOMHOCT, M3YHMCIIEHA OT MOAEJ Ha MPOTIOPLIMOHATHUTE pUCKOBC HA COX, KaTO rpynara Ha
JIeYEHHE € EAHHCTBEHATA CKCIUIAHATOPHA NPOMCHIHBA. |

THKArpenop M KIOMHAPOreN HE ¢ Pa3NM4aBaT N0 OTHOUIEHHE HA HECTOTUTE Ha 3HAYUTENHO paTanHO/
>KMBOTO3acTpamasamo kepeeHe B PLATO, svaunrtenro xppsene 06mo 8 PLATO, MacHBHO KBPBCHE
no TIMI uau cnabo kspeene mo TIMI (Tabmua 2). Obade, nossata Ha KOMOMHHPAHO 3HAMUTETHO +
He3HaunTeNHO kbpBeHe B PLATO e noseue ¢ THKarpenop B cpaBHEHHE ¢ Kaonmuaorpen. Manxko
nauuentn B PLATO umar daramu xpeeousnner: 20 (0,2%) 3a tuxarpenop u 23 (0,3%) 3a
Kaonuaorpen (Bx. Touka 4.4).

BnapacT, Noj, TEIECHO TErIO, paca, reorpadcku paioH, ChITbTCTBAIIHM 3300/1BAHAA, CHITBTCTBALIA
TEpaITHA ¥ AHAMHE3A, BKIIOUHTEIHO NMPEAXOACH MHCYT MK TPAHIUTOPHA HCXEMUMHA aTaKa HE Ca
NPEAUKTOPH KAKTO 3a 00IOTO, TAKA H 32 HECBbP3AHOTO C HHTEPBCHLIMH 3HAYHTETHO KbPBEHE 110
PLATO. Io Ta3u npHuMHA, He € NACHTH(HUIMpPaHa KOHKPETHA PHCKOBA IPyTia 32 KOHTO H Ja € TOATHI
KbpBEHE,

Ceppzano ¢ CABG kbpBeHe:

B PLATO 42% or 1 584-te¢ narmerTn (12% oT KOX0pTaTa) C HANpaseH KOPOHAPHO-apPTEPHAJICH
6aitnac (KAB) ca nonyunma PLATO snauurenno ¢atanHo/ ’HUBOTO3aCTPAMIABALIO KbpBEHE 663
pasnMka MeKAY TepanesTuaHuTe rpynu. PatanHo kepseHe, cBbp3aHo ¢ KAb, ce nosApssa npu 6
NALUEHTH BbB BCIKA OT TEPANCBTHYHMATE IPYNH (BXK. Touka 4.4).

Hecprp3ano ¢ KADB kbpBeHE H HECBBP3aHO ¢ HHTEPBEHIIHH KbPBEHE:

Hsama pa3nnka Mex,Ty THKarpeiop M KIONMAOTPEN N0 OTHOEHHE Ha HeCcBbp3aHuTe ¢ KAD Texku/
KUBOTO3ACTPAIIABAIIN KPbBOHIAMBH 1O aeduHunua Ha nmpoyysanero PLATO, Ho sHaunTenHuTe
0610, 3HaauTenHu no TIMI u 3HaunTennu + HesHauureaHA no TIMI kppBoH3HBY, MO ASPHHHLMA
Ha npoyusaHero PLATQ, ca no-uectu npu THKarpesnop. Coiio Taka, ako €& M3KIIOYAT BCHYKH
CBBP3aHH C HHTEPBEHIMH KPBbBOHIIMBH, NIOBEYC KPbBOH3/IHMBH C¢ HAOMIOAABAT NMPH THKArpeJop,
otkonkoro npu xronugorpen (Tabamma 2). [IpexparasaHe Ha TeMCHHETO NOPaAH HECBBP3aHH C
MHTEPBEHIMH KPbBOM3IMBH € NMO-4eCTO ¢ THKArpenop (2,9%), orkonkoro ¢ kionuaorpen (1,2%;
p<0,001).

HHTpakpaHHaHa X€MOparus:
UHTpaKpaHHATHHUTE KPBBOU3IUBH, HECBBP3AHH ¢ HHTCPBCHLIHH, €A NMOBCYE NMPH MPHJIKECHHE HA

tukarpenop (n=27 kpppousnupa npu 26 naumenTn, 0,3%), otkonkoro ¢ k1onuaorpen (n=14
kppBOM3IHEa, 0,2%), or xouto 11 xpBrBOM3NMBA C THKArpenop ¥ 1 ¢ kionuzorpen ca garanuu. Hama
pa3aHkKa B o0mua Opoi ciyuau Ha paTanHO KbpBEHE.

Haxooxu ¢ kvpeene ¢ PEGASUS
LsnocTHHTE pe3yaTaTH 3a Y4ecToTaTa Ha KppBeHe B npoyueaneto PEGASUS ca noxasanu B Tabnuua
3.

(PEGASUS)
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Kpaiinu Touxu 3a OesonacHocT Tuxarpenop 60 mg asa Camo ACK | p-
mpTH AHeBHO + ACK N=6 996 CTOHHOCT
N=6 958
KM% Koepumment | KM%
HAa PHUCKA
(95 % CI)
Karteropuu Ha kbpseHe, onpeaeneHu or TIMI
3uagurenHo (TIMI) 2.3 2,32 1,1 <0,0001
(1,68, 3,21)
datanHo 0,3 1,00 0,3 1,0000
(0,44, 2,.27) [
BUK 0,6 1,33 0,5 0,3130
(0,77, 2,31)
Ipyro sxauurenHo (TIMI) 1,6 3,61 0.5 <0,0001
(2,31, 5,65)
3uaurrenHo niu Hesnauurendo (TIMI) | 3.4 2,54 1.4 <(0,0001
(1,93, 3,33)
3HAYUTEIHO HIU HE3HAMUTEIHO, UIH 16,6 2.64 7.0 <(3,0001
H3ucxpawo meamuuucka Hameca (TIMI) (2,35, 2,97)
Kareropuu Ha kbpBeHe, onpeaenend 8 PLATO
3uaumrenino (PLATO) 3,5 2.57 1.4 <0,0001
(1,95, 3,37)
Mdaranso/ 2.4 2,38 1,1 <0,0001
AHBOTO3ACTPALIABAINO (1,73, 3,26)
Hpyro 3uaunrenso (PLATO) 1.1 3,37 0,3 <(0,0001
(1,95, 5,83)
JHAYHTETHO WK HE3HAUHMTETHO 15,2 2.71 6,2 <0,0001 |
(PLATQ) (2,40, 3,08)

Jedununny Ha KATErOpHATA HA KbPBCHE!
Inayumenrio (TIMI): daramo xvpeene MU seako BpTpeucpento kbpseHe, I xnuairHo

BHIMMH TPH3HALH HA KPBBOMAJIHB, CBBP3aH ChC CTAK HA XEMOTJIO0HHA (Hgb) or =50 g/l, nnm
nonmkenue Ha xemarokpura (Het) or 15 %, koraro aumncsa crofinoct Ha Hgb.

Damanno: CrBHUTHE ¢ KPBEHE, KOSTQ JUPEKTHO € AOBEIO A0 CMBPT B PAMKMTE Ha 7 IHH.

BYK: BvrpeucpeneH KpbBOU3NHB.

Ilpyeo suauumenno (TIMI): Hedaranno ve-BUK sHaumTenno knpsere (TIMI)

Hesnauumenwo (TIMI): KnuHu4HO BHANMO ¢ MOHMXKCHUE Ha Xemorobuta ot 30-50 g/l.
Hsuckeawo meduyuncka nameca (TIMI): Vauckpamo unrepsenuus MJIA sogemo a0
xocnuraauzaiua, NI sanaraio oucHka.

3nauumenno pamanno/ scueomosacmpamasawo (PLATO): ®aranuo kbpeene MM seako
ppTpedepento kbpaene, MIA unTpanepukapaHamHo CkC ChpACHHA TAMNOHAAR, NI ¢
XHMOBOIEMHYEH IIOK HITM TEKKA XMINOTOHUS, HAIArAINA IPHUIOKEHHETO Ha NMPECOPHH/ HHOTPONHH
cpeactsa unu onepauus, UK knumimano BuauMo ¢ >50 g/l moHmkeHHe Ha xeMoroOuHa UM
npensaTd >4 ¢AMHUIM YCPBECHH KPBBHH KIETKH.. |
3uauumenro Opyzo (PLATO): 3naunmo uusanuausupawo WIM knumumaro suaumo ¢ 30-50 g/l
noxmxkeHue Ha xemornoduna, LWIHU npenarH 2-3 ¢AMHHLKA YCPBCHH KPBBHH KICTKH.
Hesnauumenno (PLATO): U3uckBa MEAUMLIMHCKA HHTEPBCHLMSA 32 CIIMPAHC HITH IEYCHHE HA
KbPBEHETO.

B PEGASUS sxauutensoTo kbpBene (TIMI) npu Tukarpenop 60 mg ABa MbTH AHEBHO
orkonxoro npu neuenue camo ¢ ACK. He e HabmoaasaH noBHIIEH PHCK OT (aTaiHo CHE P0h 4
YCTAHOBSBA CAMO HE3HAYMTEIHO MOBUINEHUE HA BETPEUCPCIIHHTE KPbBOH3NTHBH B CPAaBHEHH LG S
reparmusta camo ¢ ACK. Uma Manko cx6utis Ha dhaTtamHo KbpBEHE B npoyuBaHeTo, 11 ) \?aii‘.:r" RERAR N
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tukarpeaop 60 mg u 12 (0,3%) 3a TepanuiTa €amo ¢ ACK. HaGmozaBaHUAT NOBHIIEH PHCK OT
apaunTeno xbpere (TIMI) ¢ THrarpesop 60 mg ce XB/DKK MPEAUMHO HA IO-BHCOKATA 1ECTOTA Ha
apyro 3uauurenHo kppaene (TIMI), cpbp3aHO CBe cpouTia B cromamnaoc-upesHHa COK.

[HoBHLIEHA YECTOTA HA ChOUTHUS C KbPBEHE, MOACOHH HA 3HAUMTEIHO KbPBCHC (TIMI), ¢ HabmogaBsaxa
B KATETOPHHTE 3HAYHTEIHO WM HE3HAHYHTEIHO KbPBCHE (TIMI) u 3naunTensno (PLATO) n
aHAuUHTENHO WK HesHauuteaHo kbpaere (PLATO) (x. Tabnuua 3). I1peycTaHOBABaHETO Ha
NEYEHHETO MOPAAH KBPBEHE € MO-YECTO B rPYyMNaTa HA THKArpeiop 60 mg B CpaBHEHHE C I'PYINATa Ha
reparmusta camo ¢ ACK (cporBerHo 6,2% u 1,5%). [loBeueTo oT T€31 CTyuaH Ha KBPBEHE €4 € M0-
MAJTKa TexkecT (K1acuHuMpaHH KaTo U3HCKBAINKY MEAHLIIMHCKA HAMCCa (TIMI)), Hanp. emUCTaKCHC,
HACHHIBAHE H XCMATOMH.

IMpodursT Ha KbPBEHE Ha THKarpenop 60 mg € CXOACH B MHOXECTBOTO MPEABAPUTCITHO OMpCACTICHH
NoArpynu (Hamnp. 1o sb3pacT, 101, TErno, paca, reorpadiCKH pEruoH, CHITBTCTBAIIY 3200/ BaHM,
CHITTCTBALIA TCPATMA H MEAUIIMHCKA AaHAMHE3A) TIpY CHOUTHA HA SHAYMTETHO KbDBCHE (TIMID),
apaupTenno unn Heanauute o (TIMI) 1 3nauntendo xppsene (PLATO)

BhTpeuepenHo KbPBEHE:!

Criouransu BUK ce cpobrmasar ¢ moaobHa yecrora 3a Tkarpenop 60 mg u repans camo ¢ ACK
(n=13, 0,2% B ABeTe rpyny HA neueHue). Habmonasa ce HE3HAYHTENIHO NOBHLICHHC HA BYK cBpp3aHO
C TpaBMa H MpPOLIEAYPH MPH JICHEHHE C THKArpeIop 60 mg, (n=15, 0,2%) B cpasHEeHHE C TEpaNHATA
camo ¢ ACK (n=10, 0,1%). Cbobwenu ca 6 dparanan BUK ¢ tuxarpenop 60 mg u 5 ¢aramau BUK ¢
reparman camo ¢ ACK. Yecrorarta Ha BETPEYEPEITHO KbPBCHE € HHCKA B ABCTC IPYNIH HA JICUCHHE, KaTo
ce MMa MPeABU/ 3HAYHTENHUTE ChirbTeTBamy 3a60onaBanns H CC pHCKOBH ¢aKTOpH B MpOy4YBaHaTA
MOy JIaLnM.

Jucnnues

JlucnHes, ycelane 3a 3aAyX, ¢e ¢hoOUiaBa OT MALHEHTHTE JICKYBaHH C THKArPEIOPp. B PLATO

o5e AMHEHHTE KATO AUCIIHEA HEXKEIAHH ICKapCTBEHH ChOUTHA (JUCTIHESA, JUCTIHES B OKOH, THCITHES
MPH YCHAME, NAPOKCH3MAJIHA HOLIHA JHCIIHES H HOLIHA aucnHes) ce chobmasar or 13,8% or
MalMEHTHTE, JICKYBAHH C THKArpenop, u 3a 7,8% oT nauueHTTe, NEKYBaH! ¢ KIOMHAOTPEI. [Tpu 2,2%
OT MALMEHTHTE, MpHeMamy THrarpenop, # npu 0,6% or nauMeHTHTe, MPHEMAIIH KIIOMHAOrpE, B J
npoyusatero PLATO n3cneaoBaTeuTe CUHTAT, UE ANCHIHEATA € MPUHMHHHO CBBP3AHA C ICICHHETO H
6poAT Ha cepHo3HHTE Cay+an € MarbK (0,14% Takarpenop, 0,02% knonuaorpen) (Bx. Touka 4.4).
Haji-4ecTo ¢LOOIIAaBaHHTE CUMITTOMM HAa JUCIHEA €A JICKH M0 YMEPCHH 10 HHTCH3HUTET H NMOBEUCTO CC
CHOOINABAT KATO €AUHMYEH €ITH30/ PAHO C/ICA 3aMo4YBaHC HA TEPANHATA.

B cpasHenHe ¢ kaonuorpen, nauneHTHTe ¢ actma/ XObb, nexysann ¢ THKArpesiop, MOXCe 1a uMar
MOBHIIEH PHCK OT MONY4ABAHE HAa HECepHo3Ha AUCIHE (3,29% Tukarpeaop crnpamo 0,53%
knonuzorpen) u cepuosna aucnuen (0,38% tuxarpenop cnpsamo 0,00% knonugorpen). B abcontoTnu
CTONHOCTH TO3M PUCK € NO-BHUCOK OTKONKOTO B LsinocTHaTa nomynanus va PLATO. Thxarpenop
TpA6Ba Ja c¢ MpHIAra ¢ MOBHIICHO BHUMAHHE ITPH NAlMEHTH ¢ aHAMHE3a 3a aCTMA w/unu XObb (Bx.
Touka 4.4).

Oxono 30% ot enu3oanTe oT3By4asar B pamkute Ha 7 aan. PLATO Bxm0YBa nanyueHTH, KOWTO HA
H3XOOHO HHBO MMAT 3aCTOlHA cepacuHa HegoctaThuHOCT, XObb nim actMa; Te3H NauMeHTH H
[ALMCHTHTE B CTAPYECKA BB3PACT € NMO-BEPOATHO Ja CbolLiasat AucnHes. 3a Tuxarpenop, 0,9% or
MALMEHTHUTE IPEKLCBAT MPHJIATAHETO HAa MPOYYBAHOTO AKTHBHO BEIIECTBO MOPA/ M AUCIIHE, CIIPAMO -
0,1% ot Te3u, npueMainy kionuaorpen. [lo-pucokara 4eCTOTa HA AMCNHES C THKATPEIOP HE CC
aCOLMMPA ¢ HOBA MOABA MM BIOIIABAHE HA ChPACHMHO WM Genoapobuo 3aboaspane (Bx. TOUKA 4.4).
Tukarpenop He nosnussa 6enoapoOHATE PYHKUMOHATHH TECTOBE.

B PEGASUS aucnres ce cpobmaga npu 14,2% or naumenTHTe, NMPHEMAIIN THKarpenop
ITbTH JHEBHO, U mpH 5,5% or nauuenTrte, npueMamu camo ACK. Kaxro B PLATO, no
HAa CLODILEHA AUCIIHES €A EKH A0 YMEPEHH No HHTeH3uTeT (BxkK. Touka 4.4). [lanuent
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CHOBLIABAT AMCIHES ¢a OHIHM NPEAMMHO MO-BH3PACTHH H MO-4ECTO €A HMAIH JHCITHE, XOBb v
aCTMa Ha U3X0JHO HUBO.

H3cneodeanus
MNoeumenue Ha nukounaTa kucemna: B PLATO € oT4¢T¢HO NOBHIIABAHE HA CCPyMHATA MHKOHA

KHUCENHHA 10 CTOMHOCTH, HAJBHIIABAINM FOPHATA IPaHULIA HA HOPMATA, TIPH 22% ot noay4aBalUTe
THKArpenop NaLMeHTH, cnpaMo 13% oT nomy4yasaliyTe KIOMUAOrPEl NAUMCHTH. CoOoTBCTHUTE
croiinocts 8 PEGASUS ca 9,1%, 8,8% u 5,5% cnoTBeTHO 32 THKarpenop 90 mg, 60 mg 1 nnanebo.
CpeaHaTa cepyMHa THKOYHA KHCEIHHA CE NOBHINABA ¢ O1#30 15% rpy MPUIIOKEHHE HA THKArPENOop, B
cpaBHEHHE ¢ MpuBm3uTenHo 7,5% npy MPHIOKEHAC HA KIOMHAOIPE, & CIeA CITHPAHC Ha JICYEHHETO
ce MOHMKABa MPHOIU3HTENHO A0 7% NPH MPHIOKEHHE HA THKATPE/IOP, A0KATO NPH KIIOMMAOTPEl HE
ce nabmonasa cnaa. B PEGASUS ce ycraHoBsBa 00OpaTHMO NOBHINEHUE HA CPEAHHUTE HHBA Ha
cepyMHa MMHKOYHaA KHCENHHA OT 6,3% u 5,6% CHOTBETHO 33 THKArpe/Iop 90 mg 1 60 mg B CPABHEHHE C
1,5% noHmwkenne B rpynata ¢ nnanebo. B PLATO secTorata Ha MOAArpo3cH apTpur ¢ 0,2% 3a
rukarpenop cnpsamo 0,1% 3a knonuaorpen. CHOTBETHHTE CTOHHOCTH 3a nojarpa/noaarpo3cH apTpuT
8 PEGASUS ca 1.6%, 1,5% u 1,1% cporBeTHO 3a THKarpenop 90 mg, 60 mg u nnauedo.

CroOLaBale Ha MOJ03UPAHN HEXENAHN PEAKIIUH
Cpo61aBaHeTO HA MOJO3HPAHH HEXKENAHH PCAKIIHH CIICA Pa3pelIaBaHe 3a ynorpeba Ha IEKapCTBEHHA

IPOAYKT € BaXHO. TOBa NMO3BOAABA A3 MPOABIIKH HaBIIOJEHHETO HA CHOTHOLWEHUETO NMON3a/PHCK 32
nexapcTBeHHs NPOAYKT. OT MEAMLMHCKHTE CIIELHATHCTH €& H3HCKBA 1 cLo0IABaT BCAKA
OZO3UPaHA HEXKEIAHA PeaKlus Ype3 HALMOHAIHA CHCTEMA 34 crobmasane: 3mbJIHHTETHA areHuns
MO JACKAPCTBATA

ya. ,, Jdamsan I'pyes” Ne 8

1303 Codus

Ten.: +359 2 890 34 17

yebcaitT: www.bda.bg

4.9 Ilpenosupane

Tuxarpenop ¢ noHacst 100pe nNpH ¢AHOKPATHH J03H J0 900 mg. 'acTPOHHTECTHHATHATA TOKCHYHOCT
e 6KJ1a AO30MMMHTHPAHA B €HO NMPOyYBAHE C €AHOKPATHA HAPACTBALIA A034. Hpyryd KIHHHYHO
3HAYMMH HEXENAHH PEAKLIMH, KOUTO MOTraT Aa C€ MPOABAT MPH MPEA0IUPAHE BKIIOYBAT AUCIIHES H
BEHTPHKYJIapHH Tay3H (Bxk. TouKa 4.8).

B ciyuait Ha npeao3upaHe MOraT Ja C& MPOSBAT FOPECIIOMEHATHTE MOTCHLNATHU HOXCIAHH
NIEKAPCTBEHH PeaKLK M TpOBa Ja c¢ HMa NPEABHI EKI" MOBHTOpHUpAHE.

KM MOMEHTA HE € HIBECTEH AHTHAOT HA THKAIPEIOp U THKArpEnop He ¢6 Avanuaupa (BXK. TouKa 5.2).
[Mpu npeao3upane nedeHueTo TpAbBa 4a ce MpOBEXA B CHOTBETCTBUE ¢ MECTHATA CTAH/APTHA
MeIMLIMHCKA mpakTHKa. OyaxBaHuaT edekT OT NPEAO3MPaHe HA THKArPENop € YABDKCHA
NPOABIKHTEIIHOCT HA PHCKA OT KBPBEHE, CBBP3aH ¢ TpomGoumTHOTO HHXUOHpaHe. TpaHcgy3nara Ha
TPOMOOLMTHA Maca € MAJIKO BEPOATHO Ja MMA KIMHHYHA 10132 P NALMCHTH ¢ KPBCHE (BK. TOUKA
4.4). AKoO ce MosSBU KbpBEHE, TPAOBA Jia C& TpeANPUEMaT APYFH MOAXOMILM TOANBPXKALIN MEPKH.

5 @GAPMAKOJOTI'NYHU CBOHUCTBA
5.1 ®apMaKoaAHHAMH4YHH CBOHCTBA

dapmaxoTepaneBTHHHa rpyna; AHTHTPOMOOTHYHH CPEACTBR, MuxubUTOpH Ha arperauMara Ha
TpoMOOLMTHTE, C H3KTIOYeHHe Ha xenapuH, ATC kox: BO1AC24.

MexaHu3bM Ha JCHCTBHEC
Tuxarpenop, KOMTO € CheJMHEHHE OT K1ACa HA LIHKIOTICHTHITPHASONIOMHPHMHAHHHUTC |
€ repopaIeH aHTArOHMCT ¢ AMpexTHO AckcTre Ha P2Y 12 penerrropa, kaTo c¢ cBBP3Ba
CENEKTHBHO M oBpaTnmo n npeaorsparasa AJld-meauupanaTa, saBucewa ot P2Y 12
axTMBauMs H arperaums. Tukarpenop He npenoTsparsasa cebp3saHeTo ¢ AJIP, a xoraro ' cg?p

15




P2Y 12 peuenTopa, Bb3NPENSTCTBA CHrHANHATA TPAHCAYKLMA, HHAYyLHpaHa OT AJl®. Toi kaTo
TpOMOOLIITHTE Y4aCcTBaT B HHHLIHHPAHETO 1/HIIH PA3BUTHETO HA TPOMOOTHYHHTE YCIOXKHCHHS Ha
aTepOCKJIEPOTHUHATA OONECT, € JOKA3AHO, UG MHXHOHMpPaHETO HA TpoMOoLMTHATE (PYHKLINA HaMANIABA
pucka ot CC c16utus, karo cMbpt, MM 1 uHCyT.

Tuxarpenop b0 yBelTM4apa JOKATHHTE CHAOTCHHH HHBA HA 3/ICHO3UHA HPL3 HHXHOHpAHE HA
eKBUIMOPHpAIIHA HYKJICO3UACH TPAHCTOpTep-1 (ENT-1) )

JIOKYMEHTHPAHO €, Y€ NPH 3APABH JHLA U MALMCHTH C OKC Tukarpesnop yBeIn4aBa CICAHUTE
edeKTH, HHAYLIHPAHHK OT aACHO3HH: Ba30ANIATALHA (H3MEPEHA Ype2 YBEIHYABAHETO HA KOPOHAPHHS
KPBBOTOK I1PH 3ApaBH A0OPOBONILH M NALMEHTH C QKC; rnasobonne), MHXUOHpaHe Ha
TpomMBouuTHATA QYHKIMA (B HOBELIKA LIS/IA KPBB I/ vitro) 1 AucnHed. Bpb3kara Mexay
HAGMIOIaBAHHTE YBEIHUYCHHA HA aJCHO3HH U KIMHHYHMTE PE3y/ITaTH, obaue (Harp. 3abonesaeMoCT-
CMBPTHOCT), HE € KATETOPHYHO H3ACHEHA.

dapMakoAHHAMUYHH edexTH

Hauano na oelicmauemo

[Mpu nauueHTH ChC CTAOHIIHA HCXEMHYHA 6onect Ha cppuero (UBC), npuemamu ACK, tHkarpeaop
noka3sa 6bp30 HACTHNBAHE Ha (apMaKoNOruyeH exT, KOHTO C€ ACMOHCTPHPA OT CPEAHOTO
uHxubupase Ha TpombourTHaTta arperanus (MTA) okorno 41% 0.5 gaca cnea npanoxenue Ha 180 mg
HATOBaPBALlA J033d THKArPENOp, € MaKCHMAJIEH eeKT BBPXY HUTA 89% 2-4 yaca cnea NpHiIoKCHHETO
Ha 103aTa, KOMTO ce 3aappka Mexkay 2 u 8 yaca. ITpu 90% or nauHeHTHTS 2 gaca cnen
[MPHJIOKEHHUETO HA A03aTa TEPMHHATHOTO MMMKOBO HUTA ¢ >70%.

Kpati na deticmguemo
Axo e rianupana KAB npoueaypa, pucksT OT KhPBEHE CBBP3aH C THKArpeyiop ¢ NOBHINCH B
CpaBHEHHUE C KIOMUAOTPEN, KOraTo Tepanusra € NpekpaTeHa no-Majko or 96 uaca npeau

npoLeAyparTa.

Cmana Ha rekapcmeama

[MpeMHHABAHETO OT JICUEHHE C KIOMHAOrpea 75 mg Ha ACUCHUE C THKArpeop 90 mg ABa MbTH JHEBHO
soan 10 abconioTHo nosumasare Ha UTA ¢ 26,4%, a npeMHHABaHETO OT JAEUCHHE C THKArpenop kHa
feveH e ¢ KIOMAAOrPeN Boau A0 abcomoTHo noxmkasane Ha UTA ¢ 24,5 %. INaumenTUTe Morar aa
NPEeMHHABAT OT KIOMHAOTPEN HAa THKArpenop 6e3 Ja MMa NPEKbCBAHE HA AHTHArPETaHTHOTO JCHCTBHUE
(Bxk. TOuka 4.2).

Knuauuna edukacHoct 1 6€30nacHOCT

K IHHMYHHTE AAHHH 33 eHKacHOCTTa U 6€30MacHOCTTa HA THKArpeaop ¢a noay-eHH or ABC KIHHUYHH
uanuTBanys dasza 3.

- Tpoyusanero PLATO [PLATelet Inhibition and Patient Qutcomes (TpombOTHYHO
pHXHGHpaHE M KJIMHMYEH M3XOM Ha MIALMEHTA)], CPABHEHHE HA THKATPENOp ¢ KIONMAOTPE, M
nsata npunarand B komOusauma ¢ ACK, 1 apyra cranaapTHa Tepanus.

- TIpoyusanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic
Events in High-RiSk AcUte Coronary Syndrome Patients (IIpesenuus ¢ THkarpenop Ha
BTOPHYHH TPOMOOTHYHH COMTHS NPH BUCOKOPHCKOBH MALUEHTH € OCTbP KOPOHAPEH
cuHzpoM)|, cpapHeHue Ha THKarpenop, xombunupan ¢ ACK, ¢ Tepanus caMo ¢ ACK.

ITpoyusarne PLATO (ocmpu kopoHapru cunopomu)
IMpoyusanero PLATO pxurotsa 18 624 naipeHTH, KOUTO Ca B 24-yacoBHS TIEPHO] OT HAYAIOTO HA
CUMITTOMH Ha Hectabuna cresokapans [HC], muokapaen undapxr 6e3 ST-enesanus [Non-5T-

Elevation Myocardial Infarction, STEMI], 1 xouTo MbpBOHAYAIHO C& ACKYBAHH MEAH
MM ¥peE3 NEPKyTaHHA KopoHapHa HHTepseHuns ([TKH), nin upe3 mocTaBAHS Ha KAB.

Knunuyuna egpuxacnocm
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Ha ¢oHa HA SKEIAHEBHO MPUIIOKCHHE HA ACK, Tuxarpenop 90 mg apa ImbTH AHEBHO ACMOHCTPHDPA
MPEBB3IXOACTBO CHPAMO 75 mg AHEBHO KJIOMKHAOrpeN o OTHOLICHHE Ha NPeBEHLIMA HA ChCTABHATA
kpaiina Touka 3a CC cmbpt, MM mam uuCYIIT, © padivka, npouznm3awma ot CC cmbpt 1 MU
[Marmertute nonydaeat 300 mg HaTOBapBAILA 4033 KIONHAOTPEN (ep3MoxcHO € 600 mg, ako HMaT
[MTKN) umm 180 mg THKArpenop.

PesynTaTsT Ce noABaBa paHo (a0COMIOTHA PEAYKIHA Ha PHCKaA [APP] 0,6% 1 OTHOCHTE/IHA PEAYKLIHA
ua pucka [OPP] 12% na 30-s A¢H) € NOCTOAHCH edexT OT JICYEHHETO 10 BPEME Ha LIC/IHA 12-meceueH
nepHoj, AaBain abCOMIOTHA PEAYKLIMS HA pHCKa (APP) 1,9% na rogusa ¢ OPP 16%. Tosa

[PEANONAra, Y€ € NOAXOAALIO NALHEHTHTE Aa CC ACKYBAT C mukarpenop 90 mg fBa ITBTH AHCBHO 3a 12
mecera (Bx. Touxa 4.2). JledeHHeTO HA 54 NALHCHTH C OKC ¢ TExarpenop BMECTO € KJIONHAOTPEN
npeaoTspaTaBa 1 aTepoTpoMbOTHYHO cHOUTHE: edeHHeTo Ha 91 nauyeHTH npenoTeparasa | CC
cmbpT (Bx. Purypa 1 n Tabmua 4).

TepaneBTHUHHAT SPEKT HA THKArpesIop, HAIXBBPIAIL TO3N Ha KJICHHAOrPEN, H3TJIEHKAA CXOACH B
MHOTO IOATPYIH, BKIIOYHTETHO TELI0, MOJI, aHAMHE3a 33 3aXapCH aualeT, TPaH3UTOPHA HCXEMHYHA
aTAKA WIH HE-XEMODPArMuEH MHCYJIT, WM PEBACKYIapHU3aLis, IPY ChITBTCTRAIMO JICHCHHMC, BKJIIOYBAITO
xenapuH, GplIb/Illa uaxuburopH u RHXMOUTOPH Ha TIPOTOHHATA MTOMMNA (BX.TO4Ka 4.3); NpH
OKOHYATE/IHATA AMArHO3a HA MOKA3aTeNIHO ChOHUTHE (STEMI, NSTEMI unu HC); 1 npH nuiaHHpaHus
[IPH PaHAOMH3ALMATA NIE4eOEH NOAXOA (MHBA3UBCH HIIK MEAHKAMEHTO3EH).

V cTAHOBEHO € 1260 CHrHH(HKAHTHO TEPaneBTHYHO B3AMMOACHCTBHE B 3aBUCHMOCT OT PErHoHa,
CbIIACHO KoeTo koeduumeHTsT Ha pucka (HR) 3a mbpByyHATA KpaHHA TOUKA € B 107132 Ha
THKATpEJIOp 33 OCTAHANATA HACT HA CBETA, HO € B N10/132 Ha KNOMHAOrpel 3a CepepHa AMEPHKA, KOATO
cheramnsa npubmusuTenHo 10% or ugnara npoy4saHa romyanus (p-cTOHHOCT Ha
sraumoneiicteue=0,045). ExcrinopaTopHHTE aHAIM3H MPEANONarat BeposTHa BpB3Ka C A034Ta Ha
ACK, xarto ¢ yBenuuaBane Ha fo3ara Ha ACK ce Habmonasa HaManeHa e(pUKACHOCT HAa TUKATPENIOP.
Xponuunara auessa 103a ACK, koATo a3 ChITbTCTBA THKArPENop, Tps6Ba aa Obae 75-150 mg (Bx.
Touku 4.2 n 4.4).

durypa | nokaspa O4aKBaHHA PHCK 32 HACTHNBAHE HA MMHPBH HHUHJCHT, BKIIIOUCH B xKOMOHHHMpaHaTa
KpaHHa TOYKa Ha €(PUKACHOCT.

duzypa | — Anarus na NbPEUYHAMA KIUHUYHA CLCMABHA KDAUHA MOYKG OM CC cmvpm,

MH u uncyrm (PLATO)
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B cpaBsHeHuME ¢ KIOMUAOrPEN, THKArpeaop HaMaisiBa 4eCToTaTa Ha HACTBHNBAHC Ha MHLIMACHTHUTE,
BIIM3AINM B ChCTABA HA IMbPBHYHATA ChCTABHA KPAHA TOYKA — KAKTO B IOMyJIalMATa C HC/NSTEMLI,

taka u B nonynanuara ¢ STEMI (Tabauua 4). Cnexosarcino, THKArpeaop 90 mg ABa MBTH JHCBHO
zaeaH0 ¢ Hucka A03a ACK Moxke aa ce u3rosi3sa npy NaudCHTH € OKC (nHecrabuiaHa CTCHOKapAHA,
muokapacH nadapkr 6e3 ST eaepauns [NSTEMI| nan MuokapacH uHpapkr cbe ST eneBauus
[STEMI]); BKIIOUMTEIHO MALMEHTH, JICKYBAHH MCIHKAMCHTO3HO, M MALMCHTH, JCKYBaHH C
[MEPKyTaHHA KOPOHapHA HHTCPBCHLUS (ITKH) nam Gainac Ha KOPOHAPHA apTCPHA (KAB).

Tabauya 4 — Ananus Ha NbPEUYHAMA U BMOPUYHUME KPAUHY MOYKU 34 epuxacnocm (PLATO)

Tukarpenop Knomuporpen | APP* (%/yr) OPP* (%) P-CTOHHOCT
90 mg aBa 75 mg (95% CI)
MbTHU JHCBHO | BCAHBXK
(% naumeHTH | AHEBHO (70
ChC CHOMUTHE) | MALMCHTH CbC
N=9 333 crouTne) N=9
201
CC cmbpTt/ 0.3 10.9 1.9 16 (8, 23) 0,0003
MM (c u3ku.
Ha . Tux MH)
MJTH MHCYJIT
Hamepenue 3a | 8,5 10.0 1.7 16 (6, 25) 0,0025 I
HHBAa3HBHA
| Tepanus
Hamepenue 3a | 11.3 13.2 2.3 15 (0.3, 27) 0,0444¢
JICKaApCTBCHA
TCpanus
CC cmbpT 3.8 4.8 } ] 21 (9, 31)
g 5.4 6.4 1,1 16 (5, 25)
MU (¢ m3ki.
]I;IEI ux. MH)
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Tuxarpenop Knomuaorpea | APP® (%/yr) | OPP* (%) P-CTOHHOCT
90 mg aBa 75 mg (95% CI)
TBTH AHEBHO | BEAHBXK
(% naumentu | areBHO (Yo
cbC ChOMTHUE) | MALMEHTH ChC
N=9 333 chouTHe) N=9
291
Hucyar 1,3 1,1 -0,2 -17 (-52, 9) 0,2249
CMmbpT Oc3 9.7 11,5 2,1 16 (8, 23) 0,0001
3HAYEHUE HA
NPUYHHATA,
MM (c n3x.
Ha , Tux. MH)
HJIH HHCYIIT b
13,8 15,7 2,1 12 (5, 19) 0,0006
CC cMmmpT,
oomo MU,
uncyar, CPY,
PH, IMTHMK,
HIIK Jpyra
ATC®
CumnpT O3 4,3 5.4 1,4 22 (11, 31) 0,0003¢
3HAUCHME HA
| MPUYHHATA
Nedunnmusna | 1,2 1,7 0,6 32 (8, 49) 0.0123¢
TpoMOO3a Ha
CTEHTA
s APP = aficomoTHa peaykuus Ha pucka, OPP = oTHOCHTENRHA peAYKIHA HA PHCKA — (1-KoeduuueHT
na puck) x 100%. Otpunarenna OPP o3na4aBa NOBHIIABAHE HA OTHOCHTCITHHA PHCK.
bC maomouenne Ha , Tux. M. |
°CPU = cepuo3Ha pekypeHTHa ucxemus, PH = pekypeHTHA HCXCMEA, [MTHMK = npexoaHo
HapyHIEHHE HA MO3BYHOTO KPbBOODPAINCHHE, ATC = aprepuanso tpomGoTuiHO crbuTre. O6mo
MU sxmousa , THX” MU, xata Ha CEOMTHETO € AATaTa HA HCrOBOTO YCTAHOBABAHC.
4 HoMMHAIHA CTOHHOCT HAa CHrHH()MKAHTHOCT, BCHYKH OCTaHaNU ca GOPMAITHO CTATHCTHUCCKH
cMrHU(pHKAHTHH NO NpeAcPHHUPAHO HEPAPXHUIHO TCCTBAHE.

PLATO zenemuuno noonpoyyeaue

Onpeaenauero Ha CYP2C19 1 ABCBI renotuna Ha 10 285 nammentu B PLATO pasa Bb3MOXHOCT 34
acoLManKa Ha reHotunHure rpynu ¢ pesyrrature of PLATO. Ilpesb3xoacTBOTO HA THKArpE/op Haj
KJOTIHAOrPE 110 OTHOLIECHHE HA PeAyKUHATA HA 3HAUTCTHH CC cpburud He ¢ CHTHU(PHKAHTHO
nopnuso or CYP2C19 unu ABCB1 renoruna Ha nauuenture. [1oa00HO Ha NANOCTHOTO MPOYYBAHE
PLATO, HsiMa pa3nnKa MEKAY THKArpeaop ¥ kIOMHAOTPEn NpH 0010 3HAYHTCIHUTE XEMOParuyHH
unimaenty B PLATO, spnpexu reroruna CYP2C19 mu ABCB1. Hecbp3anoro ¢ KAD sHauuTenHo
kbpeese B PLATO ce nopuinasa ¢ THKarpenop B CPABHCHHE C KIOTIHACTPE NPH MALMCHTH C CAHH
unu noseue CYP2C19 anenu cbe 3aryba Ha QYHKIHS, HO € CXOAHO HAa KIOMHAOrPEN NMPH MALMCHTH €
anen, KOMTo Hama 3aryba Ha PyHKIHA.

KomBunupan noxazamen 3a egpuxacrocm u be3onacrocm
KoMOHHHPAHHAT MOKA3aTeN 32 SPHKACHOCT U 6ezonacHocT (CC embpr, MY, uuCynT Mk obmo
AHAYMTENHO KbpBeHe no aedununusta Ha PLATO) nokassa, 1€ nonsata oT NPHICKCHHUCTO

THXKATPENOP MO OTHOLIEHHME Ha ePHKACHOCT B CPABHEHHKE C KIOMHAOrpesl HE CC KOMIEHC
CITyMAaWTE HA 3HAYHTETHO KbpBeHe (APP 1,4%, OPP 8%, KP 0,92; p=0,0257), 12 mece

Knunuuna bezonacHocm
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XonTepoBo NOANPOY4BAHE!

3a Ia Ce OLCHH YECTOTATA HA BEHTPHUKYIAPHUTE Nay3H M JPYTH CMH30/IH Ha apHTMIA o BPEME Ha
npoyusaneto PLATO e 0ChINEcTBEHO XONTEP-MOHHTOPHPAHE Ha noarpyna ot 6mu30 3 000 naiMeHTH,
npuGnuauTento 2 000 oT KOMTO HMAT 3AMKCH, KAKTO B OCTPaTa dasa na OKC, Ttaxa u mecew no-
kbcHO. [IBpBHUHATA TPOCTIEAABAHA TPOMCHIIMEBA € HCCTOTATA Ha BEHTPUKYJIAPHH NAY3H C
[POABIKHTENHOCT >3 cexyHAH. BeHTpuKyIapHH nay3n passubat MOBEYE [TAIIMEHTH HA JICYCHHE C
Tuxarpenop (6,0%), OTKONKOTO TAKHBA HA JICUCHHE C xnommgorpen (3,5%) B ocTpara (asza u
chOTBETHO 2.2% u 1,6% caen 1 mecent (Bx. Touka 4.4). V BEIMUCHUETO HA BEHTPHKYJIAPHUTE May3H B
octpata $a3a Ha OKC e no-u3pa3cHO MPH NALMCHTHTE HA THKArPEIop ¢ anamue3a 3a XCH (9,2% ¢
apamue3a 3a XCH copamo 5,4% nipu namuenTH 63 aHaMHE3a 32 XCH; 33 nauMeHTHUTS Ha
knonuaorpes, 4,0% npu Te3u Cx¢ cnpsiMo 3,67 NpH TE3H 6e3 anamuesa 3a XCH). Taau pazmika He €8
MpOSBABA 32 €AUH MECELL: 2.0% cripamo 2,1% 32 NALMEHTHTE HA THKArPE/Op, CHOTBETHO, ChC U oc3
anamue3a 3a XCH; u 3,8% cripamo 1,4% 3a KJIOMUAOTpen. Tasu pa3avKa He € CBbp3aHa ¢ HEXCIAHH
KJIMHHYHHA MOCAEAHIH (BKIIIOYHTCIHO N MTOCTABAHC HA neicMeKbp) BBB BbIIPOCHATA MOITY TALAA
NAuHEHTH.

poyusane PEGASUS (anamuesa 3a muoxapoeH ungapxm)

PEGASUS TIMI-54 ¢ mpoyusane ¢ 21 162 maupeHTH, ¢ AM3aHH 3ABHCCIN OT HACTBITBAIMHTC cpOuTHA,
pPaHIOMHM3HPAHO, ABOHHOCIIANO, MALE00 KOHTPOTHPAHO, MEKAYHAPOIHO MHOTOLICHTPOBO MPOYYBAHE
C TIapaJIENHU MPYNH 32 OLICHKA HA NPCBEHUINATA HA aTepoTpOMOOTHYHH CBOUTHS C THKArpenop,
npunaras B 2 ao3u (90 mg ABa MbTH AHCBHO HITH 60 mg JBa ITbTH AHEBHO) B KOMOMHAIMA C HHCKA
no3a ACK (75-150 mg), B cpaBHEHHE C TEPANHs CAMO C ACK nipu naumenTs ¢ aHaMuesa 3a MH u
NOIThIHUTEIHH puickoBHu dakTopH 3a aTepoTpomb03a.

[aimeRTH, TOAXOAALH 32 BKJIIOYBAHE B MPOYYBAHETO, Ca OHIM TaknBa HA BBH3pAcT HA WIH HAl 50
roJMHH, ¢ HATHuHE Ha anaMue3a 3a MU (1 no 3 roauns npeau paHAOMHU3HPAHETO) B HAIMYHME HA TIOHE
eMH OT CAEAHATE PUCKOBH (HAKTOPH 3a aTepoTpoMb03a: Bh3pacT >65 rogMHH, 3aXapeH JHaDET,
HaIArall MCANKAMEHTO3HO JeucHue, BTopH npeamectsawt MK, nanxy 3a MHOTOCHI0BA NbC unu
xpoHHYHA GbOpeHa AHChYHKUMSA HIBBH KPAHHNA CTagui.

[MauMeHTHTE He ¢a GUIH NOIXOAALIHM 32 BIIOYBAHE B MPOYYBAHETO, aKO ¢ HMAJIH IIIAHHPAHA
yriorpeba ua P2Y 12-peuenTopes aHTaroHUCT, AHMHUPUAAMO], THIOCTA30N HITH aHTHKOAry/1aHTHA _'
Tepanus 3a NEPHO/A HA IPOYHBAHETO, HAPYLIEHHE, CBBP3AHO C KbPBCHC KITH aHAMHE3A 33 HCXEMHYCH
HHCY/IT HITH BBTPEUEPENHO KbPBEHE, TYMOD Ha LEHTPATHATA HCPBHA CHCTCMA HIIH BLTPEUCPEITHA
ChIOBA AHOMAJHS, TIALMEHTH ChC CTOMAIIHO-YPEBHO KBbPBEHE MMPE3 NPEALICCTBALIATE 6 Mecela T
roasAMa onepalms npe3 npeawecrsamure 30 JHH.

Kaunuuna egpuxacrocm

Duzypa 2 - AHaau3 Ha NbPEUYHAMA KIUHUYNA CHCMABHA KPAUKA MOUKA O CC cmvpm, MH u urcyam

(PEGASUS)
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Tabiuua 5 - Anaius Ha NbPEUYHAMA U 6MOPUYHUME KPAUHU MOYKU 34 epuxacnocm (PEGASUS)

Tuxarpeaop 60 mg asa myth auesHo | Camo ACK p-
Xapaxrepuctuka | +ACK N=7 045 N=7 067 CTOMHOCT
[Mammentn | KM % HR [Mauuentn | KM %
ChC (95 % CI) ChC
CHOUTHSA ChOUTHSA
[TbpBHYHA KPAaHHA TOYKA
CweraBHa or CC | 487 (6,9%) | 7.8% 0.84 578 (8.2%) | 9.0% 00,0043 (s)
cmbptr/ MU / (0,74, 0,95)
HHCYJIT
CC cmbpT 174 (2,5%) | 2,.9% 0,83 210 (3,0%) | 3.4% 0,0676
(0,68, 1,01) _
MU 285 (4.0%) | 4.5% 0,84 338 (4.8%) | 5.2% 0.0314
(0,72, 0,98)
HUucynt 91 (1,3%) | 1,5% 0,75 122 (1,7%) | 1,9% 0,0337
(0,57, 0.,98)
Bropu4uHa KpaHHa TOYKa
CC cmbpT 174 (2,5%) | 2,.9% 0,83 210 (3,0%) | 3.4% -
(0,68, 1,01)
CmbpT NO 289 (4,1%) | 4,7% 0,89 326 (4,6%) | 5,.2% -
BCSAKAKBA (0,76, 1,04)
NpUYHHA

KoedHIMeHTBT Ha PUCKA U P-CTOHHOCTHTE CA M3YMCIICHH OTACIHO 33 THKArpeIop CrpiMo Tepanus
camo ¢ ACK ot mozaen Ha npornopiuoHaaHuTe puckobe Ha Cox, kaTo rpynara Ha JCHCHHC ¢
¢ IMHCTBEHATA EKCIIJIAHATOPHA MPOMCHIIMBA.
KM npoueHT, M34UCIeH Ha 36-TH MeceL.
Benexka: OposT HA MBPBUTE CHOUTHSI 32 KOMITIOHCHTHTC CC cmbpt, MU 1 HHCYIT €
NCHCTBUTEIHUAT OpOil HAa IMbPBH CHOMUTHA 32 BCCKH KOMIOHCHT H HE CC nobass KkbM Opost Ha
chOMTHATA B ChCTABHATA KpaHHaA TOUYKA
(s) [loka3Ba CTaTHCTHYECKA 3HAYUMOCT.
CI = Jlosepurenen unrepsan;, CC = Crpacuno-cbaos; HR = KoeduuueHT Ha pucka; K
Meier; MU = Muoxkapaes undapkt; N = bpoH nauneHTH.
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JIBeTe CXeMH Ha JICYCHHE ¢ THKArpenop 60 mg J8a MBTY AHEBHO U ¢ 90 mg 183 MHTH AHCBHO B
kombuHaund ¢ ACK 1peBb3xoxaaT CaMOCTOSTETHOTO JICHCHHE C ACK 1o OTHOLIEHHE Ha
NPEBEHLIMATA HA ATCPOTPOMOOTHYHHTE chGuTHA (cheTaBHa Kpaiina Touxa: CC embpt, MU 1 HHCYJIT),
C MOCTOSHEH S(EKT OT JEMEHMETO NPe3 LEH NEPHOA Ha MPOYUBAHETO, BOACIL 10 16% OPP u 1,27% .
APP za tuxarpenop 60 mg u 15% OPP u 1,19% APP 3a Tkarpenop 90 mg.

Bropekn 4e npoduiute Ha epHKACHOCT Ha 90 mg 1 60 mg ca noaobHH, KMA JaHHH, 4YC MO-HHCKATA
103a € ¢ mo-400bp mpodH1 HA MOHOCHMOCT H 6e30aCHOCT MO OTHOIICHUE HA PHCKA OT KbPBCHE H
nucraed. CreaoBaTenHo, camMo THKarpenop 60 mg ABa IBTH AHCBHO, PHIOHKCH €AHOBPEMEHHO C
ACK, ce nmpenopb4Ba 32 NPEBEHLHA HA areporpomborurn cubuTHs (CC CMBDT, MU u uncynT) npy
nanMeHTH ¢ aHaMue3a 3a MU ¥ Bucok pHCK OT Pa3BHTHC Ha aTepoTpOMOOTHYHO CHOUTHE.

B cpaBHEHHE CbHC CAMOCTOATETHOTO JICUCHUE C ACK, Tuxarpenop 60 mg apa IMETH AHCBHO 3HAYHMO
IOHHKAB2 ITbPBHYHATA ChCTABHA KpaHHa TOYKA OT CC cmbpt, MM 1 sHCyaT. Beexu or
KOMITOHEHTHTE JOTIPMHACS 3a MOHIKCHHETO HA MbPBHMHATA CHCTABHA xpaitna Touka (CC cmupt 17%

OPP, MU 16% OPP u uncynt 25% OPP).

OPP 32 chCTABHATA Kpaitna Touxa ot 1 10 360 axu (17% OPP) u or 361 AHM HATATBK (16% OPP) ¢
noaobuo. AMa orpaHHYeHH JaHHH 33 €PUKACHOCTTA H 6€30MacHOCTTa HA YABJDKEHO JIEUCHHUE €
THKArpeaop Haa 3 roAxHH.

JIumcBaT AOKA3ATENCTBa 3a Mom3a (He ce Habmoaasa peAyKIMA Ha YECTOTATA HA IbPBHIHATA
npocneaasana kpaifHa touka or CC cMbpT, MM 1 MHCyAT, HO MMA NOBHILABAHE HA YECTOTATA HA
JHAYHTEIHO KBPBEHE), Koraro THkarpenop 60 mg aBa MbTH AHEBHO € MPAIOACH IIPHU KTHHUYHO
cTaGKIHM MALHEHTH ¢ AABHOCT Ha MH(apkTa >2 FOJIMHH MM [I0BEHE OT €/1HA FOIMHA CCA CTIUPAHC Ha
IpeaxoAHOTO NedeHue ¢ AlP-penenTopeH uHxHOHTOp (BXK. TOUKA 4.2).

Kaunuuna bezonacnocm

YecToTaTa Ha MPEYCTAHOBIBAHE HA TEpanuATa ¢ THKArpeaiop 60 mg nopaau KbPBEHE H AUCIHEA € 110~
BHCOKA TTPH naiueHTH >75 rogusu (42%) B CpaBHEHHE C MO-MJIAAH NALMCHTH (narepsan: 23-31%), ¢
pa3IMKA CIPAMO MIauebo rpynara no-rojsiMa ot 10% (42% cnpamo 29%) npu nauueHT >75
TOAUHH,

[leapiaTpUyHA MOy IALHA
B paHIOMH3HPAHO, ABOHHOC/IATIO MPOYYBAHS dasza 111 ¢ napanenuu rpynu (HESTIA 3), 193

eAMATPHYHY NALHEHTH (Ha BB3PacT OT 2 20 1o/ 18 roAMHM) CBC CHPMIOBUAHO-KIETHYHA OONECT ca
paHIOMH3IHpAHH A2 TOMYHAT I niauedo, Wik TUKArpenop B A03H OT 15 mg no 45 mg nBa IMbTH
THEBHO B 3aBHCHMOCT OT TCJIECHOTO TErno. THkarpenop BOAH A0 MEAHAHA Ha TpoMOOLIMTHATA
mrxubnma 35% mpeau npHeM Ha Jo3ata H 56% 2 uaca ClieA NpHEM Ha J03aTa MPH CTAlHOHAPHO
CLCTOSHUE.

B cpaBHeHME ¢ Manebo HAMA MO/13a OT JICICHHETO C TUKArpernop Mo OTHOLIEHHC Ha 4YeCTOTATA HA
BA30OK/TY3HBHHTE KPH3H.

EBponeiickaTa areHuus Mo JeKkapcTBaTa 0CBOOXKAABA OT 33b/KCHHCTO 32 MPEAOCTABANC HA
pPE3yATATHTE OT MPOYUBAHUATA C pehEPEHTHHA NEKAPCTBEH MPOAYKT, ChABIIKAIL THKATPENIOP BbB
BCHYKH MOArPYNH HA MeJUATPHYHATA NOMyIalMA 33 OCTPH KOPOHAPHH CHHAPOMH (OKC) u anamnuesa
3a muokapaecs uxdapkr (MH) (k. Touxa 4.2 3a uHMOPMALMA OTHOCHO ynoTpeba B NEAHATPUATA).

5.2 DapMAKOKHHETHYHH CBOHCTBA

Tukarpenop UMa muHeiHa GapMaKOKHHETHKA, & CKCTIO3ULMHTE KbM THKArPETIOp H aKTHB
merabonut (AR-C124910XX) ca npubaM3HTEIHO MPONOPUHOHAIHHE Ha A03aTa 210 126

AbcopOLns




ABcopbumsaTa Ha THKarpenop € Opp3a, ¢ MeaHaHa Ha tmax npuGauauTenHo 1,5 yaca. [lpespoimancTo
HA TUKAIPEJIOP B OCHOBHHA LIMPKYJIHPAIL metaGomut AR-C124910XX (chimo akTHBeH) € OBp30, ©
MeaHaHa Ha tmax npubausurenno 2,5 vaca. Caex nepopaiHO MPHIIOKCHUE Ha CAMHITINA 1032
tukarpenop 90 mg Ha riaaHoO NpH 3ApaBH JINLA, Cmax ¢ 529 ng/ml u AUC ¢ 3 451 ng*h/ml.
C5OTHOIIEHUATA METa0OIUT/OCHOBHO BELIECTBO €A 0,28 3a Cmax u 0,42 3a AUC.
$apMaKOKHHETHKATA HA THKArPEIOp U AR-C124910XX npu naupeHTH ¢ anamuesa 3a MH
oBHKHOBEHO € roaobHa Ha Tazu B nonynamusaTa ¢ OKC. B3 0ocHOBa HA €AMH NOITYTAMMOHCH
(hapMAKOKXHHETHYEH AHATH3 HA POY4BAHETO PEGASUS meananara Ha Cmax Ha TMKarpenop ¢ 391
ng/ml 1 AUC ¢ 3 801 ng*h/ml B cTanHOHAPHO CHCTOAHHC 32 TUKATPCIOP 60 mg. 3a Tukarpenop 90
mg Cmax e 627 ng/ml n AUC e 6 255 ng*h/ml B cTalHOHAPHO CHCTOSHHE.

Cpeanara abconoTHa OHOHATMYHOCT HA THKArpenop € HITHCICHA Ha 36%. IlpuemsbT Ha HoraTa Ha
Ma3HMHH XPaHa BOAM 10 Nosuinasaxe ¢ 21% Ha AUC Ha THKArpenop U A0 NOHWKaBaHe ¢ 22% Ha
Cmax HA aKTHBHHS My MeTa00IHT, HO HE MOBJIMABA M0 HUKAKBEB HAMHH Cmax Ha THKarpenop WiH
AUC na axTHeHHS My MeTaboauT. CMmaTa ce, 4e TE3H MAIKH MPOMEHHM €2 ¢ MHHHMAIHO KIIHHIIHO
3HAYCHHE, MOPAAH TOBA, THKArPENOP MOXE Ja C& MpHEMa ChC HilH 6e3 xpaHa. Tukarpenop #
axTUBHHAT My MeTabonut ca cyberpaTd Ha P-gp.

Tukarpenop BbB BHX Ha CTPHTH TabNEeTKH, CMECEHH € BOAA, MPHIIAraH NepopalHto ik qype3
Ha30TaCTPAIHA COHJA B CTOMAxXa, HMA CPaBHHMA HHOHATHYHOCT ¢ LeauTe TabJSeTKH MO OTHOIIEHHE HA
AUC 1 Cmax Ha THKarpenop u akrusHuA Metabomut. HauamHaTa exCro3HilAs (0,5 n 1 yac caen
NPUNOMKEHHE) OT CTPHTHTE TabNECTKHU THKATPENIOp, CMECEHH € BOAA, © NO-BHCOKA B CPABHCHHE C
LeTHTe TAaONETKH, € KaTO LSI0 HACHTHYEH NPOQHI Ha KOHUCHTPALWA CIEA TOBA (2 no 48 uaca).

PaznpeaeneHne
B cTalHOHAPHO CHCTOSIHME 00EMBT Ha PasnpeAEieHUE Ha THKArPCIop © 87,5 1. Tuxarpenop u

AKTHBHHAT My METaGOJNMT C& CBBP3BAT C YOBELIKUTE IIA3MEHH POTCHHH BLB BUCOKA CTCIICH
(>99,0%).

buorpaHcopMaLHa
CYP3A4 € OCHOBHMAT CH3UM, OTTOBOPEH 32 METAOONMU3HPAHETO HA THUKArpenop K obpa3yBaHETO Ha

AKTHBHHSA MY METAOOMUT, KATO TCXHHTE B3AUMOACHCTBHA € APYrH cybcrpatn Ha CYP3A Bapupar ot
aKTUBHpaHE A0 HHXHUOHpPaHE.

Ocruopruar Metabonut na tuxarpenop € AR-C124910XX, k0oHTO CBIIG € AKTHBCH — KOCTO CC OLICHABA
4pe3 in Vitro CBBP3BAHE C TPOMOOLIUTHHS P2Y 12 AP peuenrop. CucreMHaTa CKCMO3HUHA HA
axTHBHUS MeTabonuT ¢ npubmuaurenHo 30-40% ot Ta3u Ha THKArpenIop.

EnuMuHApaHe

OCHOBHHUAT ITHT 32 ETUMHHUPAHE HA TUKArpesop € upe3 YepHoApoOHa tpancdopmarms. [1pu
NPUNAraHe HA PAAMOAKTHBHO MAPKUPaH THKArpenop CpeAHOTO BE3CTAHOBABAHE HA paJgHOaKTHBHOCTTA
e mpubavzurenHo 84% (57,8% pBB deueca, 26.5% B ypunara). KonpuecTsoro Ha THKarpenop 1
aKTHBHHSA MY METabOMHT, KOMTO C¢ OTKPHBAT B YPHHATA, Ca TIOA 1% ot npuerara Ao3a. BepoaTHo
OCHOBHHAT BT HA €TMMHHMPAHE HA aKTMBHHA METAbOUT € Ype3 EKCKPELMs B ATHHUKATA. CpeaHust
t1/2 Ha Tkarpenop € mpuOau3uTenHO 7 yaca, a3 Ha AKTUBHHA My merabonut — 8.5 yaca.

Crnienyansy NOnyjJany
Cmapuecka ev3pacm

[To-BUCOKM EKCMO3HIH Ha THKarpenaop (mpubnusurento 25% u 3a Cmax, u 3a AUC) 1 Ha akTUBHMA
my metabonut npu nmauuenTd ¢ OKC B crapuecka Bb3pacT (>75 roauHK) B CPAaBHECHHE ¢ MO-MJI
[ALHEHTH ¢a HaDMIOAABAHH TTPH NOMYIALHOHHHA (apMAKOKHHETHYCH aHAHS,. Te3u paznu
CMSTAT 33 KIMHUYHO 3HAYMMH (BX. TOuka 4.2).

Heduampuyna nonyaayus
Ha/IMuHH ca OrPAHMYEHY JAHHH TIPH AEL@A ChC ChPIIOBHAHO-KIEThYHA OONECT (BXK. TOUK
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B npoyusanero HESTIA 3 npu naupeHTH Ha BB3pacT OT 2 no noxa 18 roauuu ¢ Terno >12 go <24 kg,
>24 no <48 kg 1 >48 kg e npHIarad THKarpenaop KaTo NeAHaTpHiHH ANCHCpripalny ¢ TabneTky 15
mg B A03H ¢bOTBETHO 15, 30 1 45 mg ABa MHTH AHCBHO. B3 0CHOBA Ha MOITYJIALHOHCH
(hapMAKOKHHETHYCH AHANTH3 CPEAHATA AUC sapupa ot 1 095 ng*h/ml zo 1 458 ng*h/ml, a cpexnara
Cmax Bapupa ot 143 ng/ml a0 206 ng/ml mpn CTalIHOHAPHO CHCTOAHHE.

Ion )
B cpaBHEHHE C MbXKE, ITPH JXKCHH €A HabMIOAaBaHM MO-BUCOKH €KCIO3HIHH HA THKArpejop u Ha

aKTHBHHA My MeTabonut, Paznuxure He €€ CMATAT 32 KIMHWYHO 3HAYHMH.

Fvbpeuro yspexcoane

B cpapHenue C X0pa ¢ HopMaHa OpOpeuHa hYHKIMS, IPH TIALHECHTH € TEXKO ObOpeuHOo yBpeXKAaHe
(kpeaTHHHHOB KIHPBHC <30 ml/min) eKCMO3MIKATA HA THKArpENop € NO-HUCKA € MpUOIH3UTETHO
20%. 2 eKCTIIO3UIMATA HA aKTHBHHUA METAbOUT € MO-BHCOKA mpubau3uTenHO CuC 17% .

[Mpu nauMeHTH ¢ TEPMUHANICH CTaIHHA Ha OBOpeHO sabonseaHe Ha xemoananu3a AUC n Cmax Ha
tukarpenop 90 mg npunarad B AcH 03 Auanu3a ca ¢ 38% u 51% no-BHCOKH B CPABHEHHE C X0pa €
HopmanHa 6b6peuna dynkuma. 110100HO NOBHIICHHUC B EKCIIOSHUMATA CC Habnoaaea, KOraTo
THKArpeaop ¢¢ MPHUara HENMOCPEACTBEHO NMPEAH AHAIH3ATA (crorBeTHO 49% U 61%), KOETO MOKA3BA,
ye THKArpeaop He ce AHANH3Npa. EKCno3HIHaTa Ha aKTHBHHA MeTabDOMIUT c€ MOBHLIABA B MO-MAJIKA
crened (AUC 13-14% u Cmax 17-36%). Edexrbr Ha HHXHOUpaHe Ha TpoMOOLIMTHATA arperalms
(UTA) e HE3aBHCHM OT JHATH3ATA MPH NMALHMEHTH ¢ TCPMUHAJICH craauii Ha OrOpeyHo 3a00MIBAHE U €
noaobGeH mpH xopa ¢ HopmanHa 6r0peuna GyHkuMA (BK. TOUKA 4.2).

UeproOdpobHo yepexcoane

B cpasueHHe CBbC 3ApaBy 06POBONLH, TIPH NALMEHTH C JIEKO yepHOApoGHO yspexaane Cmax u AUC
Ha THKAIPEIop ¢a No-BHCOKH CHOTBETHO € 12% 1 23%, obaue UTA edexTpT HA THKArpEaop €
nonoGen 8 asere rpynH. He e Heobx0oanMO KOPHIHPaHE HA 03aTa NPH NAIHCHTH C JIEKO
yepHOAPOOHO yBpexaane. Hama npoyusaHus ¢ THKArpenop npH nauueHTH ¢ TEMXKO YEPHOAPOOHO
YBpEKIAHE H ITUTICBA (PapMaKOKHHETHIHA urdopMaLMs TIPH MAIMEHTH ¢ YMEPEHO 4epHOAPOOHO
yBpexaane. [Ipy mauneHTH ¢ yMEPEHO HITH TEXKO MOBUIICHHE HA CAUH WA OBCHC 4epHOAPOOHH
(YHKLHOHAIHY MOKA3aTENH HA H3XOAHO HHBO, MIA3MCHHTE KOHUCHTPALIHH Ha THKArpenop ca
OGHKHOBEHO MOJOOHH HITH MAJIKO [10-BHCOKH B CPABHEHHE C TIALIMEHTHTE 0€3 M3XOAHO MOBHINCHHC.
He ce npernopbybBa KOPUTHPAHE HA A03aTa IMPH NALMEHTH C YMCPEHO 4epHOAPOOHO YBpeXIaHE (BX.
touky 4.2 u 4.4).

Emuuuecka npunaonexcnocm

B cpaBHEHHE C MALMCHTHTE OT €BPONEHAHATA PACa, MALMCHTHTE OT a3HATCKH MPOH3XOA HMAaT M0-
BHCOKA ¢ 39% cpeana 6uoHanuuHocT. B cpaBHeHHE C MALMEHTHTE OT ¢BPOIICHIHATA Paca, NPH
CaMOONPEACALIMTE CC KATO YCPHOKOKH MALMCHTH, OHOHAJIMYHOCTTA HA TUKATPENIOp € MO-HUCKA ¢ -
18%. B kiMHHKO-GapMAKONOrHHHH npoy4yBaHus ekcnosuiusTa (Cmax u AUC) Ha Tukarpenop npu
AMOHLM € no-Bucoka ¢ npubnusutento 40% (20% cnex kopekiua CnpsMO TCIECHOTO TErJ1o0),
OTKOJKOTO MPH XOpa OT €BPONenaHaTa paca. EXCIIO3HIMATA PH NALMCHTH, KOHTO CC CaMOOTIPCACIAT
KATO MCMAHO M/IM JATHHO THI, € MoJoOHa HA Ta3u IIPH MALHEHTHTE OT CBPONCHAHATA paca.

5.3 IIpeaxnuHu4HH JaHHH 34 0e30NaCHOCT

[MpeakTMHEUYHATE AAHHH 332 THKArpenop 1 OCHOBHUA My MeTabO0MHT HE MOKA3BAT HETIPHEM/INB PHCK 38
Pa3BUTHE HA HEKENAHH PEAKLHMH IPH XOpa Ha 6a3aTa HA KOHBEHIIHOHATHHUTE hapMaKOIOrHYHH
HIOUTBAHMS 32 OE30MACHOCT, TOKCHMYHOCT MPH €IHOKPATHO H MHOTOKPATHO IpHIaraHe H

reHOTOKCHUCH IMOTCHLIHAJL.

IMp1 HAKONKO KMBOTHHCKH BHJA € HabM0AaBaHO CTOMAIIHO-HPEBHO APA3HCHE TpH
3HAYMMM HHBA HA CKCMO3HLMS (BxK. TOuka 4.8).
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[Ipu >EHCKH IUTBXOBE TUKArpeyiop BbB BHCOKH JI03H AEMOHCTPHPA MOBHUIICHA YSCTOTa HA TYMOPH Ha
MATKATA (A4CHOKAPLIMHOMH) H MOBHINCHA ECTOTA Ha AACHOM HA YCPHHA apo6. MexaHu3mMbT 33 NoABa
Ha TYMODH Ha MaTKaTa BEPOATHO € XOPMOHAJICH aucOanaHe, KOWTO MOXE Ja AOBEAE A0 MO4Ba Ha
TYMOpH [pH ITbX0BE. MEXaHHW3MBT 34 NOABA HA yepHOAPOOHH aAECHOMH BEPOSTHO € crieLHpuyHa 32
FPH3AYUTE CH3UMHA HHAYKUIHUA B YEPHHUA npob. [Topaau ToBa ¢€ CUMTA, Y€ € MAIIKO BEPOATHO
KApUMHONCHHHTE HAXOAKH la MMAT 3HAYECHHMC 33 XOpaTa.

ITpu mrbxoBe ca Hab/MOAABAHN MHHHMATHI aHOMATIHH Ha pa3BUTHETO NMPH 1033, TOKCHYHA 32
maiikaTa (rpasuua Ha 6esomacHoct 5.1). Ilpyu akim ce nabmoaaBa nexo 3abaBaHe HA UePHOAPOOHOTO
CB3PABAHE M CKEICTHOTO Pa3BHTHE HA eTyCUTE NpH Maiiky Ha BMCOKa 103a O¢3 xa ce Habaoaasa -

[TpoyusaHus IIPH IUTBXOBE K 3aHLH MOKAa3BaT PEMPOLYKTHBHA TOKCUYHOCT € JICKO NMOHHKABAHC HA
HAAJABAHETO Ha TCTNIO MpU MaHKATa M HAaMAJICHA HCOHATAIHA KHUIHECTIOCOOHOCT H TETJIO NPH
paXKAAHETO, ChC 3a0aBAHE HA PacTeXa. Tuxarpenop soAH A0 HEPEAOBEH LIMKbII (OCHOBHO YABJDKCH
LIMKDBJI) PH JKEHCKH ITBXOBE, HO HE MOBIHABA ob1ms QEPTUINTET IPH MBKKH B XKEHCKH MITBXOBE.
dbapMaKOKHHETHYHH MPOYYBAHHA C PAAHOAKTHBHO MapKrpaHx THKATPEIOP NOKA3BAT, Y¢ OCHOBHOTO
BEIECTBO H HEFOBHTE METAOOIMTH CE EKCKPETHPAT B MIIKOTO NPH MITBXOBC (BK. TOUKA 4.6).

6. G®APMAILIEBTUYHUA JAHHH
6.1 CnuchbK HA NOMOIHHTE BELIECTBA

S apo Ha TabnerkaTa

MaHuTON

Kammes xuaporeHpochar AMXuapar

Kpocxapmenosa HaTpui

XM APOKCHIIPOIHIILIENYIO032

Marseanes creapart

TabaerHa oOBHBKA

XHumpomenosa

Turauos auoxcua (E171)

Maxporon 6000

Weneaen oxcun, depsen (E172) (3a konyenmpayus 60 mg)
Wenesen okcna, xuit (E172) (3a xonyenmpayus 90 mg)

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHOCT

3 roaAuHH

6.4 CneunanHH y(JI0BHSI HA ChXPAHEHHE

To3u eXapCTBEH MPOAYKT HE M3HCKBA CNELHATHH YCIIOBHA 33 ChXPAHCHHC.
6.5 Bwuau cbAbpPAKAHHE HA OMAKOBKATA

PVC/PVDC/anymunneeu 61mcTepH B KAPTOHEHH OMAKOBKH OT 14, 56, 60, 168 nnu 180 @
TaONeTKU.

He BcHuKM BHIOBE OIAKOBKH MOTaT Aa ObJaT mycHaTH B mpoaaxoa.

6.6 CneusajiHH npeana3zHH MEPKH NPH HIXBbPJISIHE
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Hen3non3pasuaT JeKapeTBEH MPOAYKT MIH OTNAAbYHMTE MATCPHAIH OT HETO TpAOBA Ja ce U3XBBPIAT
B ChOTBETCTBHE C MECTHHTE H3UCKBAHHA.

7. NMPUTEJKATEJ HA PA3ZPELIEHUETO 3A YIIOTPEBA
Medochemie Ltd., 1-10 Constantinoupoleos street, 3011 Limassol, Kunsp

8. HOMEP(A) HA PASPELLIEHUETO 3A YIIOTPEBA

Jlaxpat 60 mg durmMUpanHy TAONETKH
Per. Ne: 20240191

Jlakpar 90 mg dunMupany TabreTKy
Per. Ne: 20240192

9. JIATA HA ITbPBO PA3ZPEIINABAHE/ NMOJHOBSBAHE HA PA3PEIIEHHETO 3A
YIIOTPEBA

Tlata Ha BpBO paspemanane: 27 onu 2024 r.

10. JIATA HA AKTYAJIM3UPAHE HA TEKCTA

06/2025




