1. HWME HA JIEKAPCTBEHMS ITPOAYKT a[ 92 20 &'
KOI'ABAHT 90 mg ¢puamupanu tabnerku 5?3 5‘/ Vi i 4B

KOGAVANT 90 mg film-coated tablets

2. KAYECTBEH U KOJIMHECTBEH CbCTAB
Beska duamupana tabnetka cbhabpka 90 mg tukarpenop (ticagrelor).
[TomouiHO(M) BelecTBO(a) ¢ U3BECTHO JICUCTBHE

To3u nekapcTBeH NPOAYKT ChAbpka no-Majako ot 1 mmol HaTpuit (23 mg) Ha Tabnerka, T.e. MOXe J1a ce
Ka)ke, 4e MPaKTHYECKH HE Ch/Ibp)Ka HATPUM.

3a MbJIHUS CIUCHK HA NMOMOIIHUTE BELIIECTBA BUIKTE TOYKA 6. 1.

3. JIEKAPCTBEHA ®OPMA

dunmupana tadserka (Tabnerka)

Kpbrin, ABOHHOM3NMbKHAIH, HKbJITH TabJIETKH, C AHaMeTbp OKk010 9,5 mm, ¢ BuIbOHaTO penedHo
obo3HaueHue ,,D5” oT eiHaTa cTpaHa M riajkv OT Apyrara.

4. KJIUHHUYHHU JTAHHHA

4.1 TepaneBTHYHH NOKA3AHHA

KOI'ABAHT, npuiioxkeH e1HOBpPEMEHHO ¢ aueTu/icanvuuioBa kucearHa (ACK), e nokasaH 3a

rnpe/ina3BaHe OT aTepoTPOMOOTHYHH HHIIMAEHTH MPH Bb3PACTHHU MALIMEHTH C

- ocTbp KopoHapeH cuHpoM (OKC) unu

- aHaMHe3a 3a Muokap/eH HHGapkT (MH) U BUCOK PUCK OT pa3BUTHE HA aTEPOTPOMOOTHYHO CHLOUTHE
(Bk. Touku 4.2 u 5.1).

4.2 Jlo3MpoBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

[Taunenture, npuemain KOI'ABAHT, Tpsa0Ba cbli10 Taka 1a npyemart HUCKA Mo/UIbpsKallia /103a ot
75-150 mg ACK aHeBHO, OCBEH aKO TOBa € U3PHUUYHO MPOTHBOIOKA3aHO.

Ocmpu KopoHapHu cuHopomu
Jleuennero ¢ KOI'ABAHT Tps0Ba na 3ano4ysa ¢ eqHokpaTHa HatoBapsaia 103a ot 180 mg (aBe
Tabnetku ot 90 mg), ciie koeTo ce npoab/Kasa ¢ 103a 90 mg /1Ba MbTH IHEBHO. Ilpeno}gafg/nmté N0 p,




neuenunero ¢ KOTABAHT 90 mg nsa ms1H AHeBHO na npoabmnku 12 meceua npu naumeHTH ¢ OKC,
OCBEH 8KO HAMA KJIMHWYHHM MOKA3aHHA 33 MPEKbCBAHE Ha npremMa (BX, Touka 5.1).

Moxe na ce oOMHUCAH npeycraHoBaBaHe HA ASA cnea 3 meceua nipu naumentd ¢ OKC, kouto ca
(peTbpreNu nepKkyraHHa kopoHapHa uHTepBeHuus {PCI) n uMaT nosuiiieH puck oT kbpaeHe. B To3u
cyuait MPUEMbT Ha THKArpesiop, KaTo elMHUYHA aHTHArperaHTHa Tepanus, TpadBa Aa NpoabLIKK

9 meceua (Bx. ToO4Ka 4.4).

Anamuesa 3a muoxapoen ungapxm

KOI'ABAHT 60 mg aBa mbTy AHEBHO € NMpeNnOPhYMTENHATA 038, KOraTo € HEOOXO0AHMO YIB/TKEHO
JICYEeHHE Ha NauUMeHTy ¢ aHaMHe3a 3a MY ot noHe eaHa roaMHa v BUCOK PHCK OT aTepoTpPOMOOTHUHO
cbbuTHe (BXK. TouKa 5.1). Jleuennero Moxke 1a Obae 3anoyHaTo 6€3 npeKkbCcBaHe, KaTo NPOAbIKaBalLla
TEepanus cjiea HayanHoTo seveHue ot eaHa ronuda ¢ KO'ABAHT 90 mg unm tepanus ¢ apyr aaeHO3uH
andocoar (AD) peuentopen nHXMbUTOP npu nauneHTH ¢ OKC 1 BUCOK pUCK OT arepoTpoMOOTHYHO
cvbuTHe. Jleuennero moxe aa 6bae 3amOUHATO CbLUO M A0 2 roanHu oT MU nav go enHa roguHa caen
cKpaHe Ha npeauwiecTealuoTo JeyeHHe ¢ AJID-peuenroper vHXxHbuTOop. MiMa orpanuueHd 1aHHH 3a
edrkacHocTTa M 6€30MaCHOCTTA Ha YALIDKEHO JIEYECHHUE C TUKArpeaop Hal 3 FOJAWHH.

Axko € HeoDxoauma CMAHa Ha TepanusTa, mepBata 103a KOTABAHT Tpabsa na 6wae npunoxena 24 vaca
cheld NocneaHaTa A03a Ha APYTroTO aHTHTPOMOOTHYHO JIEKapCTBO.

{Iponycnuama doza

Couo Taka TpabBa na ce n3baresa npomyckaHeTo Ha Tabnerka. [laumneHT, KOHTO € NponmycHan a npueMe
no3ata cu KOTABAHT, tpabea aa npueme camo eaua tabnerka {c/ieasalliarta CH 103a) B 4aca, B KOHTO
oOuuaiHO 1 npuema.

Cneyuannu nonyaayuu
Cmapvuecxa ev3pacm
[Ipu mauMeHTH B CTApUECKa BB3PACT HE CE HAlara KOpEeKLMA Ha no3ata (BxK. Touka 5.2).

bvbpeuno yepexcoarie
[Ipu naunenTH ¢ 6LOpeuHo yBpexkaaHe He € HeoOXoArMMa KOPEKLIMA Ha Jo3aTa (BXK. Touka 5.2).

Heprnoopobro yepesicoare

Tukarpenaop He € npoy4BaH MpH MALKEHTH ¢ TEXKO YePHOApOOHO yBpexaaHe U Nopaau ToBa, ynorpebara
MY OT T€3H NaLMEHTH € NpoTUBONOKa3aHa (Bx. Touka 4.3). Uma camo orpaHuveHa nHdopmauus npu
MalMEeHTH ¢ yMepeHo yepHoaApobHO yBpexxaane. KOpurupaHe Ha J03aTa HE € Npenopb4Ba, HO
THKarpenop Tpsabsa aa ce U3noa3Ba ¢ NOBUIUIEHO BHUMAHKUE (Bx. TOUKH 4.4 ¥ 5.2). Ilpu nauneHTH ¢ 1eko
4epHOAPOOHO yBpex/aHe He € HeoDXoIMMa KOpeKLMs Ha fo3aTa (BXK. Touka 5.2).

{leouampuuna nonyrayun
besonacHOCTTa H ePUKACHOCTTA HA THKArPEJIOP NPH Aella Ha Bb3pacT noa 18 roauHu He € ycTaHOBeHa.
HsiMa choTeeTHa ynotpeba Ha THKArpesop npu Aeua ¢bC CHpPNOBUAHOKIETbYHA O0NecT (BxK. TOUkH 5.1 ¢

5.2).

HauyuH Ha NPpUIOKECHHUC

3a nepopaHO NPUIIOKEHHME,




KOI'ABAHT Moxe ga ce npuema cuc wnm 6e3 xpaHa.

[Ipn naureHTHTE, KOMTO HE MOTAT Ja NPErmbIUAT Lgnalean) Tabnerka(u), tabnerkure Morart ga 6baar
CTPHTH Ha HH Mpax, Ja Ce CMECAT C MOJIOBHH vallia BOAA U Ja ce MU3NUAT BegHara. Yawuara tpa6pa ga ce
M3ILUTaKHE € OLIE {TOJOBHH Yallla BOJA U CABPKUMOTO J1a ce U3nue. CMecTa MOXKe /1a Ce MpHIIara CbLio
ypes Haso-ractpaiHa conaa (CH8 unu no-ronsma). BaxkHO € Ha3o-racTpaiHaTa coHAa Aa ce MPOMHE C
BOJA CJIEd NPHIOKEHHETO HA CMECTA.

4.3 IlporHBonokazaHud

. CBpBbXUYBCTBHTEITHOCT KbM aKTHBHOTO BELIECTBO WM KbM HAKOE OT MOMOUIHHTE BELlEeCTBa,
H3bpoenu B Touka 6.1 (Bx. Touka 4.8).

. AKTHBHO MaTOJIOrM4YHO KBPBEHE.

. AHaMHe3a 3a MHTpaKpaHWaliHa XxeMoparus (Bx. Touka 4.8).

. Texko yepHoaApoOHO yBpexiaHe (BXK. Toukd 4.2, 4.4 u 5.2).

¢ CBBMECTHOTO NPUNOKEHHE HA THKArpeaop ¢ MOWKHA HHXKUOuTOopH Ha CYP3A4 (Hanp.

KE€TOKOHA30/1, KIaPHTPOMHULIMH, He(a30A0H, PHTOHABHP M aTA3aHABHP), Thil KATO MOXKE Aa JOBEE
AO 3Ha4YHTETHO NOBHIIEHHE HA EKCMIO3ULIMATA Ha THKarpenaop (Bx. Touka 4.5).

4.4 ChnenunaaHn npegynpexAecHHs H Npelna3sHH MEPKH npH ynorpeba

Puck oT kbpBEHE

[IpHnosxeHHeTO HA TUKArpeNop NPHU MALKMEHTH C U3BECTEH MOBULIEH PUCK OT KbpBeHE TpAOBa Ja ce

NIPELIEHH CMPAMO MMOJ13aTa 110 OTHOLUEHHE Ha MPEANa3BaHETO OT aTePOTPOMOOTHUHH MHLHUACHTH (BXK.

TOUKH 4.8 ¥ 5.1). AKO € KNIMHUYHO MOKAa3aH, TUKArpeaop TpabBa na ce rpunara ¢ MOBHUIEHO BHUMAHUE

NpH CICAHKUTE CPYIH NALUEHTH:

. [TaueHTHTE CBC CKIIOHHOCT KM KbpPBEHE (Harp. Nopajyu CKOpOLHA TPaBMa, OTNepaindg,
HapylleHHS B KPbBOCHCHPBAHETO, AKTHBEH WJIH CKOPOLLIEH CTOMAIIHO-YPEBEH KPBHBOHW3JIHB) HITH
TE3H KOHTO Ca ¢ MOBUIIEH PHCK OT TpaBma. [IpunoxkeHueTo Ha THKarpenop € MpoTHBOMNOKA3aHO NPH
HALHEeHTH C aKTHBHO NMATOJOTHYHO KbPBEHE, [IPH TAKMBA C aHAMHE3a 3a MHTpaKpaHHaHa
XEMOPArus ¥ NPH NalMEHTH C TEXKO YepHOApoOHO yBpexxaaHe (Bx. Touka 4.3).

. [lauueHTy, npyeMaluy €JHOBPEMEHHO JIEKAPCTBEHH NPOAYKTH, KOUTO MOTAT J1a NOBHUIAT PHCKA OT
KbpBEHE (Harp. HeCTepOUAHH NpoTuBoBb3NanuTentu cpeactea (HCIBC), nepopanuu
AHTHKOAryJIAaHTH WHIHU QUOPUHONIUTHLIM) B paMKUTE Ha 24 yaca OT MPHEMa Ha THKATPEJop.

B npe panaoMusupanu xontponupanu npoyueanus (T1ICO u TWILIGHT) npu nauuentu ¢ OKC,

KOHUTO ca npemuHand PCI npoueaypa ¢ MeamkaMeHT-UATBYRALL] CTEHT C€ BHXKAA, Y€ NPEKbCBAHETO HA
ASA cnen 3 Meceua ABOHHA aHTHAIrperaHTHa Tepanus ¢ THkarpejaop U ASA (dual antiplatelet therapy
with ticagrelor and ASA, DAPT), u npoabmkaBaHe ¢ THKarpenop, KaTo eIHHHYHAE aHTHAIPEraHTHA
Tepanus (single antiplatelet therapy, SAPT) 3a 9 u 12 Mecelia, pecnieKTHBHO BOAH 40 HAMAISABAHE HA
pHcKa OT KbpBeHe U He € HabaaBaHO MOBHILIABaHE HA PUCKA OT CEPHO3HU HEXKETaHU

cbpaeHHOCHAOBH cbOuTHA (MACE) B cpaBHenue ¢ npoabikasase Ha DAPT. Pelnenuero 3a
npeycTaHoBABaHe Ha ASA cnea 3 Meceua U MpoAb/DKEeHHE C TUKArPENIOp, KaTo €WHHYHA
aHTHArperaHTHa Tepanus 3a 9 Mecela Npy NaHeHTH ¢ NMOBUILEH PUCK OT KhPBEHE, TpAOBa ja ce
OCHOBAaBa Ha KJIHHHYHA MPELIEHKA, KaTO C& UMa NMPEABH PHCKBT OT KbPBEHE CNIPAMO PHCKA OT -
TPOMOOTHYHH CbOUTHSA (BXK. TOUKE 4.2).
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Tpancdysuara Ha TpomGouMTHA Maca He 0OpbLUA AHTUTPOMOOTHYHHA edeKT HA TUKATPENOP NPH 3APaBH
A00POBOJILIM H € MAJIKO BEPOATHO A MMAa KJIMHHYHA NOJ13a NPH NMauHEHTH ¢ KbpBeHe. [loHexe
€JHOBPEMEHHOTO NPUIOKEHUE HA THKAIPEIOP ¢ AE3MONPECHH HE CKbCABA BPEMETO Ha KbPBEHE,
BCPOATHO IE3MONPECHH HAMa Ra Obae edukaceH 3a oBnaasgBaHe Ha KpbBOHTHB (BX. Tovka 4.5).

AHTHPHOPHHOIHTHHHOTO J1e4UeHHe (AMHHOKANPOHOBA HIH TPAHEKCAMOBA KUCEIMHA) H/WIIH TEPanuaTa ¢
pexombuHanTeH ¢paxrop Vila moraT ga yckopst KpbBOChCHPBAHETO. [IpUeMBT Ha THKArpeop MOXeE Aa ce
Bb300HOBH CNell KAaTO NPHYHHATA 32 KbPBEHETO € OTKPHTA U TO € OBNAJAHO.

Onepauuu

[TaumenTHTe TpadBa aa ObaaT NOCHLBETBAHH Ja HHPOPMHPAT NEKAPUTE H CTOMATOJIO3UTE CH, Y€ NpHEeMarT
THKarpesnop, npeau aa UM 6be Ha3HayeHa HAKAKBA XHPYPryuiHa HHTEPBEHLIMA M NPEAH Aa 3anoyHat aa
MpHeMaT HOB JIEKAPCTBEH MPOAYKT.

[Ipy naunerTHTE OT NpoyusaHeTo PLATO ¢ HanpaseH kopoHapHo-aprepHaneH bafinac (KAbB), npu
THKarpenop ce HaboaaBa nopeye KbpPBEHE OTKOMKOTO MPH KIONHAOIPE, KOraTo € crpsH | aAeH npeau
onepauus, HO CXOAHa YECTOTa Ha 3HAYHTEIHO KbPBEHE, B CpaBHEHHE C KJIOMHAOIPE, Clel CIHpaHe Ha
NIEYEHHETO 2 WIHK NoBeYe JHU MpEAH onepauua (BxkK. Touka 4.8). AKO NaLMEeHTbLT MOAIEKH HA U1aHOBA
Onepaiiisa U AaHTHAMPEraHTHUAT eeKT € HEOKENaH, TUKarpeop TpabBa aa ce cripe 5 nHM npean
XUPYpPrUvYHaTa MHTEPBEHLIMA (BXK. TO4ka 3.1).

[TaneHTH € npeliecTBALll HCXEMHYEH HHCYT
[Mauuenru ¢ OKC ¢ npeatiecTpalll HCXEMHUEH HHCYNIT MOTaT Aa OBbAAT IEKYBAHH C THKArPEop B
NpoABKEHHUE Hal-MHOro a0 12 meceua (npoyysane PLATO).

B PEGASUS nauueHnTH ¢ aHaMHe3a 3a MU ¢ npeatiecTsaiy HCXEMHYEH HHCYJIT He Ca BKJTKOYBAHMU.
[lopanu ToBa, MpH NWMNca Ha JaHHH, JIEYEHHUE NOBEUYE OT €HA rOIMHA HE CE NPEeNnopbYBa MPH TE3M
MALUEHTH.

UepHoapobHo yBpexkaaHe |

YnorpebaTa Ha THKarpeaop € NpOTHBONOKA3aHa NPH NALMEHTH C TEXKO YepHOApoOHO yBpexaaHe (BXK.
Touk 4.2 1 4.3). ima orpaHuyeH ONHUT ¢ THKArpenop npy NauUeHTH C YMEPEHO YepHOAPOOHO
yBpeXaaHe, nopaav ToBa, MPH Te3H NALMEHTH C€ NPENophyBa NOBHILEHO BHUMAHHE (BiK. TOUKH 4.2 ¢

5.2).

PHcKkOBHM 3a pa3zBUTHE Ha Opaaukapava NAMEHTH

Xoarep EKI" MoHHTOpUHpaHe noKassa NOBHLLIEHE YECTOTa MPEAHMHO Ha aCHMIITOMHH BEHTPUKYNApHH
nay3M Mo BpEME Ha JICYEHHUE ¢ TUKArpesiop B CpaBHEHHE ¢ Kionuaorpe. [laudeHTrTe ¢ NOBHILIEH PHCK OT
pa3BHTHE Ha Opagukapana (Hanp. MAUMEHTH CbC CHHAPOM Ha DONHHUA CMHYCOB BB3e O€3 neHcMeHKbp,
AV-6nok Il nnu Il crenen, wiu TakuBa CbC CBbP3aHK ¢ OpanuKapaUa CUHKOMH) ¢a U3KIIOYEHH OT
OCHOBHHTE [IpOYYBaHHA 38 OLieHKa Ha Oe30nmacHOCTTa M eUKACHOCTTa Ha Tukarpesop. CneaoBaTenHo,
Nnopaan orpaHWHeHns KIMHHUYEH ONUT, TUKarpenop Tpadsa na ce HInoa3ea ¢ NMOBHIICHO BHUMAaHWE NPH
Te3W nauueHTH (BXK. Touka 5.1).

Ocgen TOBa, THKarpenop Tpabea Aa ce ripunara ¢ NOBHLIEHO BHUMAHHE €AHOBPEMEHHO C JIEKAPCTBEHHM
NPOAYKTH, 3a KOHTO € U3BECTHO, Y€ HHAyUHpaT Opaaukapaus. B npoyusaHero PLATO,
Ha00aaBaT 40KA3aTECTBA 32 KIMHHUYHO 3HaYWMH HEXKEIAHU peaKUHH Clel eIHOB




C €OMH KN MMOBeYe JIEKAPCTBEHH NTPOAYKTH, 38 KOMTO € H3BECTHO, Ue HHIyuupat Opaaukapaus (Hanp.
96% 6Gera-bnokepu, 33% OnokepH Ha KATLIMEBHTE KAHATH JWJITHA3EM H BepanaMui, U 4% JUroKcHH) (BXK.
TOuKa 4.5).

I[To Bpeme Ha xonTepoBoTO noanpoyuysade B PLATO, noBeue nauMeHTy ca MMaiu BEHTPUKYIApHHU Nay3u
>3 CeKYH/H C THKArpesiop, OTKOJAKOTO C KIONKUAOIrpe, N0 BpeME Ha ocTpaTa ¢a3a Ha texHus OKC.

Y BeIHUYEHKETO HA YCTAHOBEHHUTE C XOJITEP BEHTPUKYNAPHH May3u ¢ THKArpenop € OWno no-sHCOKO npu
NaUMEeHTH C XPOHHYHAE ChpAeuHa HeaocTaTbuyHOCT (XCH), OTKONKOTO B LTOCTHATA K3CieaABaHa
NOMyJauMa No speme Ha octparta ¢dasa Ha OKC, HO He M Ha NBPBHUA Mecel| Ha JIEUEHHETO ¢ THKArpeaop
WJIH B CpasHeHHe ¢ Knonuaorpesa. B Ta3u nomnynauus nauMeHTH HE € UMaNo HHKAKBH CTPAHHYHH
KAHHUYHK NOCNEACTBUA, CBHP3aHH € TO3U AKcHanaHC (BIUITOUHTENIHO CHHKOMN WIH NOCTaBAHE Ha
neicMenxbp) (BXK. Touka 3.1).

B nocTMapkeTHHIOBUS NEPHOA NMPH NALMEHTH, NPHEMALLIH THKArpeNop, ce chobiiiapa 3a CbOUTHA Ha
Opanuapurmus 1 AV-610k (Bx. Touka 4.8), npeaumto npu nauvedt ¢ OKC, npu kouto cxpaetHaTa
HCXEMHA M ChITBTCTBALLO MPHUIAraHKTE JIEKapCTBa, KOWTO HaMaJIABAT CbpAEUHATA YECTOTA WIIH 3acarar
ChpACHHATA POBOJAHMOCT CE ABABAT NOTEHUHAIHH cMyLIaBalld ¢pakTopy. KIMHHYHOTO CBCTOSHHE Ha
NalMeHTa ¥ ChMbTCTBALLO NpWIAraHUWTe JekapceTsa TpadBa na ObaaT paszrnexaaHH KaTo MOTEHLIMAIHH
[IPHYHHH 38 TE3H CHCTOAHMS, NPEAH Aa CE KOPUTHPa JIEHEHUETO.

ucrnnes

HucrHes ce ¢bobluaBa Npu NaUHEHTHTE, JEKYBAHHU ¢ THKarpenop. JncnHesara oOMKHOBEHO € f1ieka 10
yMEpEHa M0 HHTEH3HTET H Y€CTO OT3BYy4aBa 63 HeoBXOAMMOCT OT NMpeKbCBaHe Ha neyeHueTo. [lpu
NaLKeHTUTE ¢ acTMa/XxpoHH4YHa obcTpykTuBHa 6enoapobHa bonect (XObB) moxke na HMa nosuieH
abcoTioTEeH PUCK OT Bb3HHKBAHE HA JAMCIHes ¢ TUKarpenop. Tukarpenop Tpabea aa ce H3MNoJ3Ba C
MTOBUILIEHO BHHUMAHKME MPH NaLMEeHTH ¢ aHaMHe3a 3a acTMa WiWin XObb. MexanuaMsT Bce ollie He €
M3ACHEH. AKO NaLMeHTsT CHOBIUKM 32 HOBOBBIHHKHANA, TPOAL/IKHUTENHA UM BIIOLLIEHA QUCHEA, TOBA
TpaOBa Aa ce U3C/IEBa LAJIOCTHO M KO HE CE TOJIEPHPA, IEYEHHUETO ¢ THKarpenop Tpabsa na ce cnpe. 3a
AOITbJIHUTENIHA HHPOPMALIHA BHXKTE TOo4Ka 4.8.

CHTpAIHA CbHHAE arnHes
B nocTMapkeTHHroBus nepuoa NpH NnauydeHTH, MPHEMALLH THKarpenop, ce cbobliaba 3a UEHTpaiHa ChHHA
anHesn, BKTIOUHTENHO AMaHe Ha Cheyne-Stokes. [Tpu cbMHeHKe 3a HeHTpanHA CbHHA arntHes, TpAOBa na
ce OOMHC/IH JOMbJIHUTENHA KJIIMHHYHA OLIEHKA.,

TloBHIIARAHE HA KPEATHHHHA

HusaTa Ha KpeaTHHHHA MOTaT Ja C€ NOBULLAT NO BpeMe Ha JICUCHHETO ¢ THKarpeaop. MexaHu3MbT BCe
oiue He e uiscHeH. buOpeuHaTa ¢pyHkuM TpAOBa Aa ce NMPOBEpABA CHIVIACHO CTAHIAPTHATE MEAWLIMHCKA
npaktHka. [Ipu naumuenty ¢ OKC ce npenoprbiiea culio aa ce npopepu OuOpeunata pyHkUHs €aHH Mecell
Cleq 3anOo4YBaHe Ha JIEHEHHETO ¢ THKArpenop, karo ce obpbiya ocobeHo BHHMaHHE Ha NALHEHTH

>75 roauHn, NalLMEeHTy ¢ ymepeHa/Texxka 6bbpetiHa HeqOCTaTbYHOCT H TAKHBA, KOKUTO MOJyyaBaT
ChNBTCTBALLIA TEPAINHA C AHTHOTEH3UH-peLenTOpHH O1okepu (APD).

YBenadyaBaHe Ha MUKOYHATA KHCEJHHA

XunepyprUKeMHA MOXe [1a Bb3HHKHE MO BPEME Ha JieueHue ¢ THKarpenop (Bx. Touka 4.8). Tpabea na ce




TpomboTryua TpombounTonennuna nypoypa (TTIT)

TpomboTuuna TpomboumToneHnuHa mypmypa (TTII) ce crobuiasa MHOro paako npu ynorpeba Ha
TUKACpenop. Xapakrepuiupa ce ¢ TPOMOOLMTONEHUA U MUKPOAHTHOMATHYHA XEMOTHTHYHA aHEMMUA,
CBBbp3aHa C HEBPOJIOTHYHH HaXOAKH, Ob0peuna auchyHKUKMA Wik sHcoka Temnepatypa. TTI1 ¢
NMOTEHLUHAIHO JIETAJTHO ChCTOAHNE, M3HCKBALLO Obp30 JeYeHHE, BIUTIOUHMTEHO N1a3madepesa.

HosnugpaHe Ha TecToBeTe 3a TpoMOOUMTHA DYHKLHS NPH AMACHOCTHLIMPAHE HA XeNaPHH-HHAYLHDaHa
Tpombounronenns (XHUT)

[Ipu TecTa 3a xenapuH-MHIyLUHpaHa akTHeauxs Ha TpoMbounTHTe (XU TA), HanonaeaH 3a
aunarHocTuuupane Ha XHUT, aHTu-TpoMboumTeH hakTop 4/XenaprH aHTHTE/ATa B cepyMa Ha nauMeHTa
aKTHBHPAT TPOMOOLIMTHTE HA 3ApaBH JOHOPH B NPUCHCTBUETO HA XENAPHH.

QanuMBo oTpHUATENHH pe3yaTatH 3a XUT npu Tect 3a TpomboumTHa PyHKUMA (KOSTO BKIOYBA, HO
MOJXKe Aa He ce orpaHuuana 00 TecT 3a XHUTA) ce chobiuasar npu naudeHTH, NPUEMAaLIY THKArpeaop.
Tosa e cBbp3aHo ¢ HHXHOUpaHe Ha P2Y 1;-peuerrropa Bbpxy TPOMOOLMTHTE HA 3APABHTE JOHOPH OT
THKarpejop B cepyma/mnasMara Ha nauueHTa npu tecra. Undopmauna 3a CbNbTCTBALLA TEpAniug ¢
THKarpenop ce U3HCKBA, KOraTo Ce pa3uHTaT TeCTOBETE 3a TpoMboLuTHaTa QyHKLMA HpK
AHArHocTHuHpaHe Ha XHUT,

[1pu nauueHTH, kouTo ca pa3sunu XHT, CbOTHOLIEHHETO NOJ3a-PUCK OT MPOABIKUTETHO JICUEHHE C
THKarpenop Tpsadsa aa ce oUeHH, KaTo ce B3emar npeaAsua U npotpomboruynua ¢cratyc Ha XUT u
MOBHUILUCHHS PUCK OT KbPBEHE MPH ChITLbTCTBALLA TEPAIHUA C AHTHKOAry/JaHT H THKarpesop.

EE!I‘H

Ha 6a3a Ha HabmonasanaTa B PLATO Bpb3ka mexay noaabpxaiara 103a ACK » oTHOCHTEHATa
e(PUKACHOCT Ha THKArpeaoOp B CPaBHEHHE C KIOMHAOPe/, HE ce Npenopbyusa eAHOBPEMEHHOTO
MPUIIOKEHHE HAa THKArpeaop U Bucoka noaaspxkawa ao3a ACK (>300 mg) (8x. Touka 5.1).

PaxHo npeycTaHOBABaHE
PaHHOTO cnHpaHe Ha KOATO MU 4 € aHTHarperaHTHa Tepanus, sBkmountentHo ¥ ¢ KOCABAHT, moxe na

JOBeJe A0 NOBHLLIAaBAHE Ha prCKa ot cbpaeuHo-cbaoBa (CC) cMbpT, MH Wnu uuCynT BCeACTBHE Ha
nopiaexawoTo 3abonssaHe Ha nauuenTa. CieaosarenHo, Tpabsa na ce U3bArsa NpexxaAeBpEeMEHHO
CMIHpaHE Ha TepanHATa.

[ToMOuUIHH BellecTBa
To3u nekapcTBeH NPOAYKT Chiabpaxa no-Manko ot 1 mmol HaTpuit (23 mg) Ha TabneTka, T.€. MOXKe Ja ce

Kaxke, Y€ [MPaKTHYECKH HE CbAbpKa HATPHH.

4.5 B3ammoaeiicTBHe C APYTH JIEKAPCTBEHH HPOAYKTH H ApYrd ¢opMH HA B3aHMoaefcTBHE
Tuxkarpenop e npeau Bcuuko cyberpat Ha CYP3 A4 u cnab unxubutop Ha CYP3 A4. Tukarpenop e cbiio
cybctpar Ha P-rimnkonpotenHa (P-gp) v cnab uHxubutop Ha P-gp H MOke 1a MOBULUM eKCNO3MUMATA Ha

cybcTpaTth Ha P-gp.

EdexTH Ha NekapCTBEHH H APYTW NPOAYKTH BbPXY THKArDEIOP

HAuxubumopu na CYP3A44




. Mowynu unxubumopu na CYP3A4 — eiHOBPEMEHHOTO NPUIOXKEHHE HA KETOKOHA30JT ¢ THKarpeaop
BOAM 10 nosHluaBaHe Ha Crpax U AUC Ha THkarpenop, cbOTBETHO 2,4 1bTH # 7,3 MbTH, Cpax 1 AUC
Ha aKTUBHWA META0ONWT Ce MOHHXKaBaT, CbOTBETHO ¢ 89% u 56%. Ouaksa ce U Apyru MOLUHH
uuxuburopu Ha CYP3 A4 (knaputpoMHLiMH, He(a30L0H, pHTOHABMP U aTa3aHABHP) Aa MMAT
CXOAHM edeKTH, H NopagH Ta3H MPUUHHA, CHITLTCTRALIOTO Npuackenue Ha Mo CYP3A4
HHXHOHWTOPH ¢ THKArPEIOp € NPOTHBONOKA3ZHO (BXK. TOuka 4.3).

. Vmepenu unxubumopu na CYP3A4 — eAHOBPEMEHHOTO MPHIIOKEHHE HA JHIITHA3EM C THKArpeaop
noe#liaBa Crna Ha THKApenop ¢ 69%, a AUC — a0 2,7 1bTH ¥ noHKKaBa Crex HA AKTHBHHS
meTabonut ¢ 38%, nokato AUC octaBa HenpomeHera. Tukarpenop He 0ka3Ba BIHAHHE BbPXY
nja3MeHaTa KOHUEHTpaumsa Ha annruazeM. Ouaksa ce apyrure ymepeHs nHxuburopu na CYP3A4
(Hanp. aMNpeHaBHp, aNPENHUTAHT, CPUTPOMHLMH M QIYKOHA30) A HMAT CXOAEH €EKT W ChlLO Aa
MOTAT 2 C€ MMPWIATaT €AHOBPEMEHHO C THKArpeop.

. Habmonasana € 2 mbTH yBEIHYEHA €KCITO3HLIMA Ha THKarpeaop cliel KOHCYMalHa Ha roJieMH
KOJIMUYECTBa COK OT rpedndpyT aHesHo (3x200 ml). Ta3u cTeneH Ha NOBHILEHA EKCTIO3MLIMA HE ce
ovaksa aa 6bae KIHHHYHO 3HaYHMa 3a NOBEYETO NMALUEHTH.

Huoyxmopu na CYP3A

EaHOBPEMEHHOTO NPUIOKEHHE HA pUPaMIULMH W THKArpeaop BOAH A0 NoHMKaBake Ha Cma 1 AUC Ha
THKarpeaop cboTBETHO CbC 73% K 86%. Crnax HA aKTHBHHA MeTabOIHT He ce npoMeHs, a AUC ce
MoHK»Kaea cLOTBETHO ¢ 46%. Ouaksa ce aApyrure HHAYKTOpH HA CYP3 A (Hanp. ¢eHHTOHH,
kapbamazenuH v ¢peHobapburan) CuLIO N4 NOHKMKABAT EKCMO3HLMATA Ha TUKArpesop.

EnHOBpeMEHHOTO NPHIOKEHHE HA THKArpenop ¢ MOLUHH HHAYKTOPH Ha CYP3A MoOXe Aa NOHWKH
EKCMO3MLMATAE U €PUKACHOCTTA Ha THKATPE/IOp, ¥ NOPaaH Ta3M MPHYMHA HE CE HAChpP4aBa TAXHOTO
CBITBTCTRALLO NPWIOMKEHHE C THKAIrpesop.

Lluxnocnopun (unxubumop na P-gp u CYP3A)

EAHOBpEMEHHOTO NpWIOKEHHE HA UMKIocnopuH (600 mg) ¢ Tukarpenop soau A0 nosHuaBaHe Ha Cmax M
AUC Ha Tvkarpenop c»oTBeTHO 2,3 nbTH K 2,8 nbTH. [Ipy HannuuneTo Ha unknocniopud, AUC Ha
akTUBHUA MeTabonuT ce noeHwaea ¢ 32%, a Cmax ce NoHWKaBa ¢ 15%.

Hama HanuyHH DaHHH 33 €AHOBPEMEHHATA ynoTpeda Ha TUKArpesiop C APYrH aKTUBHH BELUECTBA, KOUTO
CBHILO ca MOLIHK uHXUOuTOpH Ha P-gp u ymepenu uuxuburopu va CYP3A4 (Hanp. Bepanamu,
XHHHIHH), KOWTO CbUIO MOTAT fa MOBHLIAT EKCIIO3HLMATA HA THKArpenop. AKO KOMOHHaLIMATE HE MOXKe
aa 6bae u3berHara, TAXHOTO €AHOBPEMEHHO NpuiokeHHe TpabBa Aa ce U3BbPLIBA C MOBULLISHO
BHHMaHHE.

Upyzu
KnnauunuTe npoyuBaHus 3a QapMaKOJOrHYHN B3aUMOAEHCTBHUA NTOKA3BaT, Y€ € JHOBPEMEHHOTO
NPWIOXKEHHE Ha TUKArpeaop ¢ xenapu, eHokcanapui 4 ACK Wi nesmMonpecHH He 0OKa3BaT Bb3JeHCTBHE
BbPXY (PapMAKOKHHETHKATA Ha THKArpesiop Wiy akTHBHHUA My MeTaboaHUT, WiH Bepxy AJlD-
UHAyUMpaHaTa TPOMOOLMTHA arperauus, B CpaBHeHHe C THKarpesop, MpUIOKeH CAMOCTOATENHO. AKO €
KIIHHHYHO NMOKa3aHo, JIEKAPCTBEHU MPOAYKTH, KOUTO H3MEHAT XEMOCTa3aTa, TpAOBa a ce H3No/3BaT C
MOBHILUEHO BHUMaHHE B KOMOHHALMSA ¢ THKArpeIop.

Habnionasana ¢ 3a6aBeHa ¥ NOHMXKEHA €KCNO3KHLIMA HA NEpopaitHy HHXUOUTOPH Ha P2Y 2, BKIKOUHTENHO
THKarpeJop ¥ Heropus akTueeH MetabonuT npu nauueHTH ¢ OKC nexkyBanu ¢ MopduH (35%




HO JIAHHWTE NOKA3IBAT MOTEHLHAT 33 HAMAJICHA €PUKACHOCT HA THKArpeaop MPH MALHEHTH C
eAHOBPEMEHHO NPUIOKEHHE Ha THKarpenop U MopduH. [1pu nauuentu ¢ OKC, npu kouTO MOPPHHBT He
MOxe aa Obae cnpaH ¥ 6bp20TOo HHXHOUpaHe Ha P2Y 1; e OT CchlllecTBEHO 3HaYeHHe, MOXE Aa ¢e obMucau
yrniotpeba Ha napenTepanieH HHXUOHTOP Ha P2Y 2.

EdexTy Ha TUKarpenop BLpXy ApYrd J€KapCTBEHH NPOAYKTH

Jlexapcmaenu npodykmu, koumo ce memaboruzupam om CYP3A4

. Cumeacmamun — €JHOBPEMEHHOTO IPHJIOKEHHE HA TUKArpeJop CbC CHMBACTATHH BOAH 10
nosuuiasaHe Ha Cnax H AUC Ha CMMBacTaTHH ¢CHOTBETHO ¢ 81% H 56%, KaKTO M Ha MOBULLABAHE HA
Cmax ¥ AUC Ha cUMBAcCTaTHHOBATA KUCEIHHA CHOTBETHO C 64% u 52%, xaTo B OTAIe/1HH ClTydau ce
DOCTHra 2-10 3-KpaTHo NoBHuasaHe. EQJHOBPEMEHHOTO MPUIOKEHHE HA THKArpEsop H
CHMBACTaTHH B 103a, HaJBHLaBalua 40 mg AHEBHO, MOXKeE Ja 10BEE A0 HEXeJaHH peakLUH Ha
CHMBAcTaTHH U TpAOBa Ja ce NpeueHH CnpAMO NOTEHUMANHHTE Non3u. CUMBAcCTaTHH HE OKa3Ba
BJIHAHUE BBPXY TUTA3MEHHTE KOHLUEHTPAUWH Ha TUKArpenop. TUkarpenop Moxe 1a oOKa3sa CXOAEH
epext BBpXy noBactaTiH. He ce npenopbysa eaHoBpeMeHHaTa ynotpeba Ha THKarpesiop cbe
CAMBACTATHH WIH JIOBACTATHUH B A03H, HaaBHwaeawu 40 mg,

. Amopeacmamun — €1HOBPEMEHHOTO MPHIOXKEHME Ha aTOPBACTATHH H THKArpeJiop BOAH A0
noeuwiasaHe Ha Crax H AUC Ha aTopBacTaTHHOBATa KHCE/NHHA CHOTBETHO € 23% M 36%. CxoaHo
noprwabaHe Ha AUC # Crax € HabmonaBaHO NpU BCHYKK MeTabONKTH HA aTOpBACTATUHOBATA
KHUCESHHA. Te3U NOBULUICHH CTOHHOCTH HE CE CHMTAT 38 KIIMHUYHO 3HAYUMH.

. He Moxe na ce u3kmouH nogodex edext v BbpXy ApYrd cTaTHHHU, MeTabonunaupanu ot CYP3A4.
[TauueHTuTe B npoyusanero PLATO, kouTo ca nonyyasanu THKarpeaop, ca NpMeMany pa3ivi4Hu
cTaTHHH Oe3 cbobpaxkeHue 1o oTHoLeHne Ha 6e3onacHocTTa Ha craTuHa npH 93% ot koxopraTa Ha
PLATO, koaTo € npHemana Te3u JeKapcTBEHH MMPOIYKTH.

Tuxarpenop e cna® uuxubutop Ha CYP3 A4, EAHOBpEMEHHOTO NPUACKEHHE HE THKATPENOP ChC
cyb6cTpat Ha CYP3A4 ¢ TeceH TepaneBTHYEH HHACKC (HaMp. LH3anpr WK €proaikalouIu) He ce
MPenopbUBa, Thil KATO THKArpeaop MOXe f1a MOBHIUIK €KCITO3ZULMATA Ha TE3H JIEKAPCTBEHH MPOAYKTH.

P-gp cybcmpamu (exmouumenno Ou2QKCuH, YUKAOCNOPUH)

EnHOBPEMEHHOTO NPUIIOKEHHE C THKATPENOP BOAH 10 NoBHIABAHE HA Cpax 1 AUC Ha qMroxcuH
CbOTBETHO CbC 75% # 28%. CpenHure Halfi-HHCKH HHBA H& IMNOKCHH ce noBywiasat ¢ okono 30% npu
€AHOBPEMEHHO IPWIOKEHHE C THKAIpPesiop, KaTo B HAKOU OTAEIIHM CIYYaH CE OTUUTAT MAKCHMYM
ABYKPATHH rnosHuasaHns. B npucscTBHETO HE AUTOKCHH Crax 1 AUC Ha TUKArpenop ¥ akTuBHHA My
metabonur He ce nosnnasar. CnenoBaTeNHO, MPH €AHOBPEMEHHO NMPWIOKEHUE Ha THKArpesop ¢
P-gp-3aBUCHMH JIEKAPCTBEHH NMPOAYKTH C MATHK TEPAaNeBTHUYEH MHAEKC KATO AMIOKCHH, C€ NMpenopbusa
NOAXOAALL KIIMHHYEH W/HIKU NabopaTOpeH KOHTpO.

Tukarpenop He OKa3Ba BIHAHHE BbPXY KOHUEHTPALUATA HAa LIHKJIOCMIOPHH B KpLBTa. EeKkThT Ha
THKarpeaop BbpXy Apyru cybcrpatu Ha P-gp He € npoy4BaH.

Jlexapcmegernu npodykmu, koumo ce memaboausupam om CYP2C9
EaxoBpeMEHHOTO NPHIOKEHHE HA THKArpesop ¢ TondyTaMya He BOAM A0 NMPOMSHA HA [UIA3MEHHTE

KOHUEHTpaUMH Ha KOHTO U Aa € OT ABaTa NPORYKTa, KOCTO APEANOara, Y THKarpeaop He € HHXHOUTOP
Ha CYP2C9 u ¢ Manko BepoaTHO Aa nosnuaea meauupardus ot CYP2C9 metabonusbm Ha ne
NpoAyKTH KaTto Bapdapuh U TonbyTamu.




Pozysacmamun
Tuxkarpenop Moke na nosause 6u6peuHaTa exckpelrs Ha po3yBacTaTHH, YBE/IHUABAMKH pUCKa OT

KYMYJIHpaHe Ha pOo3yBacTaTHH. Bunpexu 4ye TOUHUAT MEXaHHU3IBM HE € H3BECTEH, B HAKOH CliyuaH
€AHOBPEMEHHOTO MPUIOKEHHE Ha THKAIPENOp H po3yBacTaTHH BOAHW A0 HamanaBaHe Ha ObOpeyuHara
¢yHKUHA, noBHLieHo HHBO Ha CPK # pabaomuonuia.

[lepopasnu xonmpayenmugu

ENHOBPEMEHHOTO NPHIOKEHHE HA THUKAIPENIOP C JIEBOHOPrecTpel U ETHHW €CTPadnoN BOAM A0
NOBULLIABAHE HA EKCNO3ULIMATA KBM ETHHWI ectpaauon ¢ npubnusurento 20%, Ho He noBauABa
(hapMaKkOKHHETHUKATA Ha JIeBOHOprecTpe. [IpH eaHOBpeMEHHO NPHIIOKEHHE Ha JIEBOHOPTreCTPET H €THHHII
eCTPaauoI C THKArpeop He Ce O4aKBa KIIMHUYHO 3HAYMM €(EKT BbpXY e(PHKACHOCTTA HA NMEPOpaTIHHS
KOHTPALIETITHB.

Jexapcmeenu npooykmu, 3a KQUMO € U38eCMHO, ue uHoyyupam bpaduxapous

[fopaau HabntonaBaHe Ha NPEIMMHO ACUMMNTOMHH BEHTPUKYAApHH nNay3d H 6pagukapaMs ce H3UCKBa
MOBHILIIEHO BHHMAaHHE, KOraTO THKArpenop ce Nnpujiara €AHOBPEMEHHO C JIEKAPCTBEHH MPOAYKTH, 32 KOMUTO
€ M3BECTHO, He UKAYLMUpaT bpasukapaus (Bx. Touka 4.4), B npoyusaHeto PLATO, obaue He ce
HabntofaBaT A0KA3aTENCTBA 38 KIMHAYHO 3HAMMMH HEXEJIaHW PEaKHUHH clell €1HOBPEMEHHO MPHIOKEHHE
C €[JHH WM M0BeYe JIEKAPCTBEHHU NPOAYKTH, 3a KOHTO € U3BECTHO, Y€ HHAYLUKpaT Opagukapans (Hamp.
96% 6Geta-O6nokepu, 33% OnokepH Ha KaANLMEBUTE KAHATH JWITHA3EM W BepanamMuwi, H 4% AHTOKCHH).

pyea conemcecmeawa mepanus

B KNMHHYHUTE NpOY4YBAHHA THKArpeaop € npuiarad egHoBpeMeHHo ¢ ACK, HHXHOUTOPH HA NpOTOHHATA
OMIa, CTaTHHH, beTa-6nokepH, HHXUOUTOPH HA AHTHOTEH3HH-KOHBepTHpalLlKa eH3nM (ACE) u
auruoreH3un-11 peuerrropun 610kepu, He0OXOOHMMH 32 JIEHEHHE HA CHITBTCTBALUM 3a00NABAHNS 32 JLITBT
NEPHO, a ChILUO K XENAPHH, HHCKOMOJIEKYJICH XENapHH H HHTpaBeHO3HK uHXNOuTOpH Ha Gpllb/llla 3a
KpaTko BpeMe (BxK. Touka 35.1). He ca Hanwyny naHHH 3a HaBNOAABAHK KNHHHUYHO 3HAYHMH HEXENaHH
B3aUMOACHCTBHUA NpH ynoTpeba Ha Te3H JIEKAPCTBEHH NMPOAYKTH.

EAHOBPEMEHHOTO NPHIIOHKEHHE HA THKArPEJIOp C XENapHH, CHOKCHNApHH WIH 0e3MONPECHH HAMA edekT
BbPXY aKTHBUPAHOTO Nnapuxaino TpoMdoruiacTHHORO Bpeme (aPTT), akrHBUPaHOTO BpeMe Ha ChCHPBaHE
(ACT) win n3acneasannsTa Ha dakrop Xa. Bee nak, nopaas noTeHUHaTHATE papMaKOAHHAMUYHH
B3aUMOACHCTBHUA, EAHOBPEMEHHOTO MPUIIOKEHHE Ha THKArPENop C JIEKAPCTBEHH NMPOAYKTH, 32 KOHTO €
H3BECTHO, Y€ NPOMEHAT XEMOCTa3arta, TpaOBa 1a ce M3BBLPILUBA C NOBHLICHO BHUMAaHHE,

[Topaau cbobiuenus 3a abHopMHO KOXkHO KbpBeHe ¢ SSRI (Hanp. napokceTHH, CEPTPATHH H
udraionpam), npenopsvysa ce BHUManue, korato SSRI ce npunarar ¢ Tukarpenop, Tbi KaTo TOBa MOXKeE
A& MOBHILUH PHCKA OT KbPBEHE.

4.6 DeprHanTET, OpEMEHHOCT H KLpPMeEHe
KeHu ¢ AeTepOAEH NOTEHLMAN

JeHn ¢ geTepoacH noTeHuMan TpabBa aa U3NoA3BaT ePeKTHBHH KOHTPALIEMTHBHH MEPKH, 3a a u3berHar
3afpemMeHsaBaHE MO BPEME Ha JIEUCHHE C THKArpesnop.

bpemeHHOCT




HsimMa v uMa orpaHM4eHO KOMMHECTBO JaHHH 3a ynorpebaTa Ha THKarpesnop npu GpeMeHHH KeHH.
[IpoyuBaHHATa NpH KHBOTHH NOKA3BaT PeNpoLyKTHBHA TOKCHUHOCT (BxK. Touka 5.3). THKarpenop He ce
NMpenopbL4Ba Mo BpeMe Ha OpeMEHHOCT.

Kbpmene

Hanuunure gapmMakoaAMHAMHYHW/ TOKCHKOIOTHYHH JaHHHU MPH XHUBOTHH MOKA3BAT EKCKPELUHUA Ha
THKarpeaop u akTUBHHSA My MeTabonut B MaakoTo (BX. Touka 5.3). He Moxe aa ce H3kTouH PHCK NPH
HoBopoAeHW/KbpMadeTa. Tpabsa aa ce B3eMe pellieHHE M [1a Ce CNPe KbPMEHETO, WIH 1a CE
npexpari/na He ce npuiara Teparnusa ¢ THKarpenop, Kato ce s3eMe npeaBr/ Non3arta OT KbPMEHETO 34
AETETO M MOoN3ara OT TepanuaTa 3a XKEeHara.

OepTUIUTET
Tukarpenop He 0ka3pa BJIHAHUE BbPXY MbXXKHA M KEHCKUA (PEPTUINTET NMPH KHBOTHH (BXK. TouKa 5.3).

4.7 EdexTn enpxy cnocobnocrra 3a modupane u pabora c MAIHHHA

Tukarpenop He NOBNHUABA WK NOBNUABA NpeHeOpexxHMO cnocoOHOCTTA 3a WodHupaHe ¥ paboTa C
mMawHHY. [lo Bpeme Ha neueHue ¢ THKAarpenop ce chobulara 3amaiieaHe u 00bpkBane. CneaoBaTenHo,
MALUEHTH, KOMTO NOIy4aT Te3n CHMNTOMH TpaBa 1a ca npeanaznuBKM A0KATO wodMpat uiu paboTaT ¢
MaLHHH.

4.8 Hexeaann JeKapcTBEeHH PeAKUHH
PesioMe Ha npodrna Ha Ge3onacHOCT

[MpodunsT Ha He30NMacHOCT HA THKArpesop € OLIEHABAH B JB€ roleMH KIMHUYHH u3nHTBaHHg ¢a3a 3 no
oTHowieHHe Ha n3xoaa (PLATO u PEGASUS), skmousainu noeeye ot 39 000 nauwenTu (x. Touka 5.1).

B PLLATO nauuMeHTHTE Ha THKArpenop KMAT 10-BHCOKA YECTOTA HA NPEYCTAHOBABAHE HAa TEPalUATa
MOpaay HexelaHu CbOUTHA OTKOJKOTO npu Kitonuaorpen (7,4% cnpamo 5,4%). B PEGASUS
NALMUEHTHTE, IEKYBAHH C TUKATPENOP, UMAT NO-BUCOKA YECTOTA Ha MPCYCTAHOBABAHE HA TEpanusTa
nopaad HexxenaHu cbOUTHA B cpaBHeHMe ¢ rpynaTa Ha Tepanus camo ¢ ACK (16,1% 3a Tukarpesiop

60 mg ¢ ACK cnpamo 8,5% 3a tepanus camo ¢ ACK). Ha-uyecto chobluaBaHuTe HexenaHu peakuuH pH
NALMEHTHTE, IEKYBaHH C THKArpeaop, ca KbpBeHe U AHCTHes (BX. To4YKa 4.4).

TabnryeH cUCHK Ha HEXKENAHKTE peakliny
[IpeacraBeHHTE NO-A0NY HEXENAHH PEAKLUH Ca UACHTUDHLHWPAHH B NPOYYBAHHUATA WK ca ChbOOLLIEHH
MPH NOCT-MAPKETHHIOB ONMT ¢ THKarpenop (Tabnuua 1).

Hexenanure peakuuu ca uzbpoenu no cucremo-opraneH xiac (COK) no MedDRA. B pamkure Ha Bceku
COK HexxenaHMTE NEKapCTBEHH peaKUUH ca H3bpoeHH no yectoTa. Kareropuure no 4ecrora ce
Ae(HHUPAT MO CIeJHATa KOHBEHLMUA: MHOTrO YecTH (=1/10), yectu (=1/100 o <1/10), Hewectu (=1/1 000
o <1/100), peaxu (=1/10 000 oo <1/1 000), muoro peaku (<1/10 000), ¢ Heu3BecTHa yecToTa (OT
HANWYHMUTE JaHHH HE MOXe Aa Oblle HarpaBeHa OLEHKA).

Tabanna 1 ~ HexkeJIAHH peAKIHHE N0 1€CTOTA B CHcTemo-opranen Knac (COK)

COK Muoro wecTn Yectn Heuectn H3BECTHA
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Heonnazmu —
oobpoxauecmeeny,
310Ka4¥ecmeeru u
Heonpeoenenu (6xA.
Kucmu u ROAuUNu)

Kbpaene or Tymop?

Hapywenua na KnpBene, TpomboTuuHa
Kpbema u CBBP3aHO C TPOMOOLUTOTICHH
aumM@rama HapyLUIE€HHUs Ha yHa Mypmypa®
cucmema KpbBTA®
Hapywenua na CBpBX4YYBCTBUTEJH
UMYHHAMAa cucmema OCT, BKUHOYHTEITHO
aHrHOEeAeM"®

Hapywenua na Xunepypukem | [Momarpa/Tloaarpo
memaboruma u us' 3€H apTpUT
XpaHeHemo
[lcuxuunu O6bpkBaHe
HapYuieHus
Hapywenus na 3amaitBane, BbTpeuepenex
HepeHama cucmema CuHkon, KPbBOH3IHB"

[ naBobonne
Hapywenua na KpbBou3iue B
oyume OKOTOQ"
Hapywenua na Bepturo KpbBOH31HUB B
yxomo u YXOTO
nabupunma
Covpoennu bpanuapurmns,
HADYWEHUA AV-610k"
Cv006u HapyweHus XHUIIOTOHUSA
Pecnupamopnu, HucniHes Kupeene ot
2PBORU U pecnyparopHara
MeOUACMUHWIHY cucrema’
HAPYWEHUR
Cmomawino-upesnu CromaliuHo- PeTponepuToHeaneH
Hapyuwerus YpEBEH KPbBOM3/TUB

KPBBOUAIIUB™,

Huapus, I ageHe,

Hucnencus, 3anek
Hapywenwi na [NoakoxxHO UMK
Kodcama u ASPMATTHO
noOKOJICHamMa KkbpBeHe®, O0Opue,
MYKQH Copbex
Hapywena na MyckyaHo
MYCKYAHO- KbpBeHe"
ckeremHama
cucmema u
CheOuHumenrama
MbKAH
Hapywenua na KbpBeHe ot

ovbpeyume u

MHUKOUYHUTE
nLTULLA”
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NUKOYHUMeE
nemuya
Hapywenus na Kbpeene ot
8b3NPoU3EO0UMENH penpoayKTHBHATA
ama cucmema u cHcTEMA"
zvpoama
H3caeosanus [loBuwIeH

KPEaTHHHH B

KpbBTa'
Hapanaeanus, KpbBouanus cren
OMPABAHUA U npoLeaypa,
YCRONCHEHUR, TpaBmMaTH4HO
ELIHUKHAIU 8 KbpBeHe"
pe3yamam Ha
unmepaeenyuu

 Hanp. KbPBEHE OT paK Ha MUKOUHHA MEXYp, PaK Ha CTOMaxa, pak Ha aebenoTo 4epeo

® Hanp. NOBHILIEHA TEHACHUMA KbM HACHHABAHE, CTIOHTAHEH XEMaTOM, XEMOparMyHa quaresa

* UnenTupuunpana B NOCTMAPKETHHIOB ONUT

" YecTOTHTE ca nony4eHH ot laboparopiu Habmoaenna (I1MkouHa kvcenMHa NOBHLIEHA >TOpHATA
rPaHHLA HA HOPMaTa CIPSMO WIXOAHO HHBO MO WIH B pedepeHTHHTE rpaHHuX. KpeaTHHHH NoBULIEH
>50% cnpaMo U3XOOHO HHUBO.), a He € NPUONH3UTENHA YECTOTa HA ChOO1IIABAHE HA HEXENaHU CHOUTHS.
4 Hanp. KOHIOHKTHBAHO, PETHHHO, BbTPEOYHO KbPBEHE

® Hamnp. enuCcTaKCHUC, XEMOITH3a

* Halp. KbPBEHE OT BEHLUTE, KPbBOU3IMB OT PEKTYMa, KPLBOH3J/IMB OT CTOMALLIHA A3Ba

 HANP. EKXMMO03a, KOXKEH KPbBOHIIIHB, METEXHH

" Hanp. XxeMapTpo3a, MYCKY/1eH KPLBOH3JIUB

" Hanp. xeMaTypusd, XeMOPArHYEH LINCTHUT

* Hanp. BarMHAIEH KPbBOK3IUB, XEMATOCTICPMHA, NOCTMEHONAY3a1eH KPHBOH3IIHUB

" Hanp. KOHTY3HA, TPABMATHYEH XEMATOM, TPABMaTHYEH KPbBOHAIHUB

™ T.€. CMOHTAHHO, CBBP3aHO C HHTEPBEHLIHA HNH TPABMATHYHA HHTPAKPaHHa/HA XEMOparus

Onucahune Ha U3bpaHn HeXeNaHu peakLUH

Kvpeene
Haxooxu ¢ xvpeene ¢ PLATO

L{a1oCTHUTE pEe3yNTaTH 3a YECTOTATa Ha KbpBeHe B npoyusaHeTo PLATO ca noka3zanu B Tabnuua 2.

Tabauua 2 - AHaIH3 Ha 06mHTE CLOBTHA ¢ KbpBeHe, H3UHCAeHHs no Kaplan-Meier na 12-ti mecern
(PLATO)

Tuxarpeaop | Knonuporpen | p-ctoi

90 mg npa N=9 186 HOCT
N'bTH JHEBHO
N=9 235
O6uo 3HaunTenuu or PLATO 11,6 11,2 0,4336
DaranHn/ xuBoTo3acTpamasani ot PLATO 5,8
3uauurennu or PLATO, Hecebp3anu ¢ KAB 4,5
3xauurentu ot PLATQO, HecBBp3aHH C HHTEPBEHLIMH 3,1
KombuHupanu obio 16,1

3xauuTenHU + HesHauuTenuu ot PLATO
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Hecpbp3aHu ¢ HHTEPBEHUIMH 5,9 43 <0,0001
FHAUKTE/HH + He3HauuTeaHu oT PLATO

3HauuTenHu no TIMI 7.9 7,7 0,5669

3HauuTeENHM + HesHayuTenuu no TIMI 11,4 10,9 0,3272

JebaHAHH HA KATErOPHUTE KbPBEHE:

JHAYHTEAHO PATATHO/KHBOTO3ACTPAINABANIO KbpBeHe: KIIMHHYHO NPOSBEHO € NOHHKABAHE Ha
xemornobuHa ¢ >50 g/l wnu ¢ npenuBaHe Ha >4 caka EpUTPOLIMTHA Maca; WK GaTanHo; WiH
HHTPAKPAHHANHO; WIH HHTPaANEePHKAPAHO CbC ChPACHHA TAMIIOHANA; HIH C XHNOBOJIEMHYEH LIOK; WIH
TEXKa XHMNOTOHHMA, H3HCKBALLA NPECOPH; WK XUPYPrHiHa HHTEPBEHLIUA.

3raunTesnno Apyro: KIHHHYHO NpoABEHO C NOHKXKABAHE Ha xemornobuHa ¢ 30-50 g/l nnu npenusane Ha
2-3 caxa epHTPOLMTHA Maca; WIH 3HAYMTETHO HHBATHIH3KPALLLO.

He3lnawnTenno xnppene: M3ncksa MEIHLIMHCKA HAMECA, 38 COPHUPAHE WK JIEKYBAHE Ha KbPBEHETO.
3naunresno kupsene no TIMI: KnuHuuHO nposBeHO ¢ noHWXkaBaHe Ha xemoryiobuna ¢ >50 g/l unm ¢
MHTpaKpaHHAIIHA XEMOparus.

Heinagarenso kbpBene no TIMI: KnunuuHo nposBeHo ¢ noHWxkaBaHe Ha XxemoruobuHa ¢ 30-50 g/l
*p-CTOUHOCT, H3YMCIIEHA OT MOJE) Ha NPONOPLUHOHATHUTE PUCKOBE Ha COX, KaTO rpynarta Ha JICYEHHE €
€IHHCTBEHATA EKCIUIAHATOPHE NPOMEH/IHBA

THkarpenop ¥ KIONHAPOre He CE pa3/IHyaBaT Mo OTHOWEHHE HA YECTOTHTE HA 3HAYMTENHO
¢daranno/kuBoTo3acTpailapailo kbpeeHe B PLATO, sHauurenHo kbpeeHe 06uwo B PLATO, 3HauuTenso
kupsede no TIMI unu cnabo kevpeene no TIMI (Tabnaunua 2). Obaue, nossara Ha KOMOUHKMpaHO
3HAYUTETHOTHE3HAUMTEAHO KbpBeHe B PLATO e noeeue ¢ TUKarpenop, B CPABHEHHE C KJIIOMHAOTpeE.
Manko nauueHTyd B PLATO umar ¢aranuu kpwsonnueu: 20 (0,2%) 3a Tukarpenop u 23 (0,3%) 3a
knonuaorpen (Bx. Touka 4.4).

Brn3pacr, nos, TenecHo Terno, paca, reorpadpcku paioH, CbmbTCTBALUM 3aD0N1aBaHHUA, CHITBTCTRALLA
TEPanysa H aHAMHE3a, BKNIOYHTENHO NPEAXOACH HHCYNT WM TPAH3HTOPHA HCXEMHYHA ATAaK4, HE ca
NPEeAUKTOPH KaKTO 38 001OTO, TAKA U 32 HECBBLP3AHOTO C HHTEPBEHLIMH 3HAYUTETHO KbpBeHe no PLATO.
[To Ta3u npu4KHa, He ¢ uaeHTUdULMpaHa KOHKPETHA PUCKOBA MPyMa 3a KOWTO H Ja € NOATHUIN KbPBEHE.

Ceup3ano ¢ KADB kbpseHe:

B PLATO 42% ot | 584-1e nauuenTH (12% 0oT KOXopTtaTa) ¢ HanpaBeH KOpOHapHO-apTepuateH bafinac
(KAB) ca nonyuunu PLATO 3HauuTenHODATANTHOAKMBOTO3aCTPAIHABALLO KbpBeHe §€3 pa3inka MeX Iy
TepaneBTHYHWTE rpynH. QaTanHo KbpBEHE, CBbP3aHO ¢ KAD, ce nosssea npu 6 naMeHTH BB BCAKA OT
TepaneBTHYHHTE IrpyNH (BXK. Touka 4.4).

Hecpobpiano ¢ KAb xbpseHe W HECBBP3aHO C UHTEPBEHLIMH KbpBEHE:

Hsama paznuka Mexay THKarpenop M KIONHIOTPe Nno OTHOLUEHHE Ha HecBbp3aHuTe ¢ KAD

TEXKM/ KHBOTO3ACTPAILABAILM KPbBOKUIHBH N0 JepHHHUHMA HA npoy4BaHeTo PLATO, HO 3HauuTenHuTe
061110, 3HaunTeHM o TIMI ¥ 3HauuTenHH+He3HauuTeHH no TIMI kpbBOoM3NKUBH, N0 AedUHULIMA HA
npoyuBaHeTo PLATOQ, ca no-uectr npu THkarpesop. CblIo Taka, aKO C€ H3KIKOUYAT BCHYKH CBBP3aHU C
MHTEPBEHLIHK KPbBOKIIMBH, [TOBEYE KPHBOUINKBU ce HabnioaaBaT MpH TUKArpeaop, OTKOJIKOTO NpH
knonuaorpen (Tabnuua 2). IlpekparasaHe Ha TEYEHHETO NOPAAH HECBBP3AHM ¢ HHTEPBEHRLIUH
KPbBOHM3IMBH € NO-4€CTO C THKarpenop (2,9%), otkonxoro ¢ knonuaorpen (1,2%; p<0,001).

HuTpakpaHnanHa xeMoparus:
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HHTpakpaHHaTHUTE KPbBOHITHBH, HECBLP3aHH ¢ HHTEPBEHIIMH, Ca NMOBEYE NTPH NMPHUIOKEHHUE Ha
THKarpe;nop (n=27 kpbuBor3lnuBa npH 26 naumeHTH, 0,3%), oTkonkoTo ¢ knonuaorpen (n=14
KpbBOH3NHBA, (,2%), oT kouTo 11 KpBhBOH3INHBA ¢ THKarpenop U | ¢ knonuaorpen ca ¢parandHi. Hama
pa3nuka B obna Opoii cnyyau Ha paTanHo KhpBeHe.

Haxoorku ¢ xvpeene 8 PEGASUS
LlsnocTHrTe pe3ynraTy 3a yecToTaTa Ha KbpBeHe B npoyuBaHeTo PEGASUS ca noka3sanu B Tabnunua 3.

Tabaana 3 — Ananuni Ha obmuTte cLOHTHA ¢ KbpBeHe, H3UHcAenns o Kaplan-Meier Ha 36-TH Mecen
(PEGASUS)

Tuxkarpenop 60 mg asa nsth | Camo ACK
nueBHO + ACK N=6 996
N=6 958
Kpa#inu ToukH 3a 6esonacnocr KM % Koepunuent KM % P-CTOHHOCT
HAa pHCKa
(95% CI)
KaTteropum Ha kbpBene, onpeaecaenn ot TIMI
3uauntento (TIMI) 2.3 2,32 1,1 <0,0001
(1,68,3,21)
PDaranHo 0,3 1,00 0,3 1,0000
(0,44, 2,27)
BYK 0,6 1,33 0,5 0,3130
(0,77, 2,31)
Hpyro 3xHauurenHo (TIMI) 1,6 3,61 0,5 <0,0001
(2,31, 5,65)
3HAYMTEIHO WIH HE3HAUYHMTENHO 34 2,54 1,4 <0,0001
(TIMI) (1,93, 3,35)
3HAUYHTEIHO WIH HE3HAYHTEIHO, WIH 16,6 2,64 7,0 <0,0001
M3MCKBALLO MEOHLHMHECKA HAMeca (2,35, 2,97)
(TIMI)
KaTeropHu Ha KbpBeHe, onpeaeend 8 PLATO
3uauntenno (PLATO) 3.5 2,57 1,4 <0,0001
(1,95, 3,37)
daTanHO/)KHBOTO3aCTpallaBallo 2,4 2,38 1,1 <0,0001
(1,73, 3,26)
Hpyro 31auutenHo (PLATO) 1,1 3,37 0,3 <0,000!
(1,95, 5,83)
SHAYMUTETHO WK HE3HAYHTENHO 15,2 2.71 6,2 <0,0001
(PLATO) (2,40, 3,08)

MepHHHIHH HA KATETOPHATA HA KbpBeHe:
3nauuresiHo (TIMI): datanko kbpsene UJIH Beako BbTpeuepento kbpeeHe, HJIU KIMHHYHO BHAKNMH
MPH3HALM Ha KPbBOM3JIMB, CBbP3aH Cbe cnaa Ha xemornodbuua (Hgb) ot >50 g/l, wiu noHuxkeHue Ha
xemaTokpuTa (Hct) ot 15%, xoraTo nuncea cToitHocT Ha Hgb.

®atanno: CrOHTHE C KbPBEHE, KOSTO AUPEKTHO € A0BE/IO 10 CMBLPT B PAMKHTE Ha 7 IHH.

BUYK: BrTpeuepeneH KpbBOU3IME.

Hpyro 3nagateado (TIMI): Hedartanno He-BUK 3nauurenno kwvpeene (TIMI).
He3paunTeano (TIMI): KnuHHYHO BUAUMO C NOHMXKEHUE Ha xeMornobuHa ot 30-50 g/l
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Hauncksamo MeaunaHcka Hameca (TIMI): Haucksauwo nurepseHums NI sonewro ao
xocnuranu3lauus, LWIHM nanaramo oueunxka.

3aaunTtenno paranno/xuporodacTpamasamo (PLATO): ®aranHo kbpeene WIH Besako
BbTpeuepenHo kbpeeHe, LM unTpanepuxapauanso ¢ue cbhbpacuHa TamnoHana, LI ¢ xunosonemMuueH
LIOK WIH TEXKA XHMOTOHHSA, HAJIaraila NpHIoKEeHHETO Ha APECOPHW/HHOTPOIHH CpeICTBAa HIIM OrnepaLius,
WIH kauanuHO BHauMo ¢ >50 g/l noHmwkeHne HA XxeMOrIOOHUHA WIH NIPENATH >4 e AMHHLIH YEPBEHH
KPbBHH KJIETKH.

3aagrTeano Apyro (PLATQO): 3uaunMo uupanuanazupaumo UWIHM knuuuuHo Buaumo ¢ 30-50 g/l
noHwkeHue Ha xemornobuna, WIH npenstu 2-3 eIWHHUH Y€PBEHH KPbBHH KJIETKH.

Heznagnrenno (PLATO): Uincksa MmeaHUMHCKA HHTEPBEHUMA 32 CTIMPAHE WIM JIEUEHHE Ha KbPBEHETO.

B PEGASUS 3nauntenHoro kbpaete (TIMI) npu Tukarpenop 60 mg aBa rbTH AHEBHO € NMO-BHCOKO
oTkonxkoTo Npu neyeHue camo ¢ ACK. He e nabnionasan noHileH puck oT ¢parainHo KepBeHe U ce
YCTAHOBSBA CAMO HE3HAYHTENHO MNOBHLICHHE HA BLTPSUYCPETHUTE KPLBOHIIHBH B CPABHEHHE C TEPANKATA
camo ¢ ACK. Mma manko cb6MTHA Ha daTanHo KbpBeHe B npoyusaHeTo, |1 (0,3%) 3a Tukarpenop 60 mg
1 12 (0,3%) 3a Tepanusta camo ¢ ACK. HabmonaBaHuaT noBUuIeH pHEK OT 3HaUHTENHO KbpBeHe (TIMI)
¢ THKarpenop 60 mg ce AbMXK NPEAUMHO HA NMO-BMCOKATA Y4ECTOTA Ha APYro 3HAYHTENHO KbpBEHE
(TIMI), cpp3aHO cbe chOUTUR B cTOMawno-upesHus COK.

[osuieHa yectora Ha CLOUTHA ¢ KbpBEHE, NOAOOHH Ha 3HauMTeNnHO KbpBere (TIMI), e HabnoaasaHa B
KATErOPHUTE 3HAYMUTENHO WK He3HauyHTenHO KbpBeHe (TIMI) v 3HauuTenHo (PLATO) u 3HauuTCnHO WK
HesHa4uTelHO KbpBeHe (PLATO) (Bxk. Tabauua 3). [peycTaHOBABAHETO HA NEHYEHHETO NOPAIH KbPBEHE €
Mo-4eCTo B rpynara Ha Tukarpenaop 60 mg B cpaBHeHue ¢ rpynara Ha tepanusaTa camo ¢ ACK (cboTBETHO
6,2% u 1,5%). [lopeueTo OT Te3u c1yyan HA KbPBEHE Ca C MO-MajlKa TexecT (K1acHpHLUHPaHA KATO
H3UCKBALUM MEAUMLIMHCKA Hameca (TIMI)), Hanp. enucTakcHUe, HACHHABAHE H X€MaTOMH.

[IpoduntT Ha KbpBeHe Ha THKarpesiop 60 mg € cXoaeH B MHOXXECTBOTO NPeABAPHTENHO ONPEASICHH
MOArpyNH (Harip. rno 8u3pacT, No, TErJo, paca, reorpadcky peruoH, CLILTCTBALLH 3ab0IBaHuA,
CBITHTCTRALLA TEPANMUA U MEAULIMHCKA aHAMHE3a) NpH cLOMTUA Ha 3HaunTenHO KbpBeHe (TIMI),
3HaYMTENHO WK HeaHaduTenHO (TIMI) u 3HaunTenHo kbpeeHe (PLATO).

BrTpeuepenHo KbpBEHE:

Cnonranuu BYK ce cvobwaear ¢ noaobHa vectora 3a Tukarpenop 60 mg u tepanks camo ¢ ACK (n=13,
0,2% B aBeTe rpynH Ha nevenue). Habnioaasa ce HesHaumuTenHo nosruedne Ha BUK cebp3ano ¢ Tpasma
K npouesypH npu jeuenune ¢ tukarpenop 60 mg, (n=15, 0,2%) B cpapHeHHe ¢ TepanuaTa camo ¢ ACK
(n=10, 0,1 %). Ceobwienn ca 6 paranuu BUK ¢ Tnkarpenop 60 mg u 5 daranuu BUK ¢ Tepanus camo ¢
ACK. HecTorara Ha BbTpeUepenHo KbPBEHE € HHCKA B ABETE NPYNH Ha JIEYEHHE, KATO C€ HMa NMPEABHA
IHAYHTENHHUTE CHITBTCTBALUM 3a00aaBaHua M CC puckoBu GakTopu B Npoy4BaHaTa NOMyaLHs.

Lucnnen
Hucnnes, ycewaHe 3a 3agyx, ce cbo0laga oOT NaUHEHTUTE JIeKyBaHH ¢ THKarpesop. B PLATO,
obeAHHEHUTE KATO AMCMHEA HEXENAHU IEKAPCTBEHH COUTHA (QHCNHes, JYUCNHES B MIOKOH, JHCMHES NPH
yCHIIHE, NMapoKCHIMaNHa HOLIHA AUCTHESN U HOLLHA AHCTIHES) ce cbobapar ot 13,8% ot nauueHTuTe,
NIEKYBAHHU C THKArpenop, 4 3a 7,8% or nauveHTure, NeKyBaHu ¢ kionuaorpen. [lpu 2,2% ot naumeHTHTe,
NpPHEMALUK THKArpenop, u npu 0,6% ot nauueHTHTE, NpHEMaLy Kinonuaorpen, B npoyusadero PLATO
H3C/IeJOBATEAUTE CHHUTAT, Ye JUCTHEATA € MPHYMHHO CBBHP3aHa ¢ TEYEHHETO U OpoAT Ha ce
cny4daun € Mmanbk (0,14% tukarpenop; 0,02% knonuaorpen) (8x. Touka 4.4). Haii-ue
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CHMIITOMH HA JHCIIHEA Ca JICKH JO YMCPCHH 1O HHTCH3UTET H [MOBEYETO CEC chOOIIaBAT KATO CAHUHHYEH
CIIH304 paHO CJiC 3aMoYBaHC HA TCpAITHATA.

B cpaeHenue ¢ knonuaorpen, naudeHTure ¢ actMa/XObb, nekyBanu ¢ THKarpenop, MoXe 1a HMAT
MOBHLUEH PUCK OT MOJyuaBaHe Ha HecepHo3Ha auciiHed (3,29% tukarpenop cnpsmo 0,53% knonuaorpen)
y cepno3Ha aucnxes (0,38% tukarpenop cnpsmo 0,00% xionuaorpen). B abcontoTHH cTORHOCTH TO3H
PHCK € HO-BUCOK OTKO/IKOTO B UsjiocTHaTa nonynauus Ha PLATO. Tukarpenop tpabsa na ce npunara ¢
NOBULUEHO BHUMAHHE TIPH NALIUEHTH ¢ aHaMHe3a 38 acTMa W/ win XObb (Bx. Touxa 4.4).

Oxono 30% ot enusoauTte oT3By4aBaT B paMkuTe Ha 7 AHH. PLATO Bkniodusa nauneHTH, KOUTO Ha
H3XO/HO HHBO MMAT 3aCTOKHA CbhbpaeyHa HenocTaTbuHocT, XOBb uau acTMma; Te3u nauUeHTH 1
MaLMEHTHUTE B CTAPYECKA BBL3PACT € MTO-BEPOATHO Aa ChobLIaBaT aucnHed. 3a Tukarpenop, 0,9% ot
nauyeHTHTE NPEKLCBAT MPUNAraHeTO Ha NPOYYBAHOTO AKTHBHO BELLECTBO NOpaan aucnHes, cnpamo 0,1%
OT Te3H, NpHeMallx kronuaorpesn. Ilo-sucokaTa yecToTa Ha AUCTIHES C TUKAFPENIOP HE €€ acCOLIMHpa C
HOB2 NOABA HIH BJICLLABAHE Ha ChPAEYHO HITH OenoapobHo 3abonsBaHe (Bx. Touka 4.4). Tukarpenop He
nosauasa 6enoapobHUTE PyHKUMOHAHH TECTOBE.

B PEGASUS aucnues ce chobiaea npu 14,2% ot nauveHTHTE, npruemMaluy Tukarpeiaop 60 mg nsa nbTH
IOHEBHO, U 11py 5,5% ot nauuentute, npuemaind camo ACK. Kakro 8 PLATO, noeeuero ciyyau Ha
CbOOLUEHA JUCITHES Ca JIEKH [0 YMEPEHHU MO UHTEH3UTET (BXK. Touka 4.4). [laupentuTe, KOUTO chbobLiaBaT
AMCIHeA ca OMIK NpeaHMHO NO-BB3PACTHH M NO-4ECTO ca UMaTH Aucrives, XOBB uin actma Ha H3XOHO
HHBO.

Hicnedeanus

[losuuenue Ha nukouHaTa kKuceauHa: B PLATO e otyeTeHO noBHiLapaHe HA CepyMHaTa MHKOYHA
KHCEe/IHHA [0 CTOHHOCTH, HAABHLLIABALIY TOPHATA FPaHHLIA HA HOpMaTa, npH 22% OoT nosy4yaBallUTe
THKarpesop naudeHTH, cnpamo 13% ot nonyyasauiyre kionuaorpen nauueHTH. CbOTBETHHTE CTORHOCTH
B PEGASUS ca cvotBeTHO 9,1%, 8,8% K 5,5% 3a THKarpenop 90 mg, 60 mg u mnauedo. Cpeanara
CepyMHa NMHKOYHA KHCEIHHA ce nosHIuasa ¢ 61130 15% npu npunokeHHe HA THKAPEIOP, B CPABHEHHE C
npubanzuTenHo 7,5% npH NpUIOKEHHE Ha KIOMMAOTPEN, a CJIE] CIIMpaHE HA JIEYEHHETO CE€ MOHIKABA
npyubAH3KTENHO A0 7% NPH NPUNOKEHHE HA THKArpeJIop, ZOKATO NPH KIONKUAOrPeN He ce Habnioaasa
cnan. B PEGASUS ce ycrasossBsa o6paTHMO NOBULIEHHE HA CPEAHHTE HHBA HA CEPYMHA NHKOYHA
KHcenuHa oT 6,3 % u 5,6 % choTBETHO 3a THKarpenop 90 mg u 60 mg 8 cpaBHeHMe ¢ 1,5% noHmwxeHHe B
rpynara ¢ ruiauedo. B PLATO uectorara Ha noparposen aprpHT € 0,2% 3a THkarpenop cnpamo 0,1% 3a
kionugorpen. CrorBeTHTE CTOHHOCTH 22 noaarpa/moaarpo3eH apTput B PEGASUS ca 1,6%, 1,5% u
1,1% ¢woTBeTHO 3a THKarpenop 90 mg, 60 mg v rwauebo.

Corobuiapate Ha NOJ03INPAHK HEXKENAHH PEAKLIMH
CpobuasaHeTo Ha NOAO3HPAHHK HEXKENAHK PEaKUNH Clie]] pa3pellaBaHe 3a yriorpeba Ha AeKapCTBEHUS

NMPOAYKT € BaXKHO. ToBa Mo3BosifgBa Aa NPOALIHKHM HaOTIOAEHHETO HA ChOTHOLUEHHETO MOJ3a/PHCK 38
neKkapCTBeHHA NpoAyKT. OT MEeAULHMHCKUTE CNELMANHCTH C€ H3MCKBA [a CHOOIIABAT BCAKA
NOJ03MpaHa HEXKENaHa peaklUa Ype3 HalMOHANHA CUCTeMa 3a cboOLlaBaHe KbM M3nbaHuTeIHATA
areHUMs no Jekapcreara, ya. ,,JlamMad ['pyes” Ne 8, 1303 Codua, Ten.: +35928903417, yebeaiir:
www.bda.bg.

4.9 Ilpeno3upane
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Tukarpenop ce noHaca oOpe Npu eAHOKPaTHHU 4034 10 900 mg. [ aCTpPOHHTECTHHANHATA TOKCHYHOCT €
OHna No30NMMUTHPaHa B e4HO NPOyYBaHe ¢ €AHOKPATHA HapacTBalla no3a. JIpyrd KIHHHYHO 3HAYHMH
HEXeJIAHU peaKUHH, KOUTO MOTAT Aa ce MPOABAT NPH NPEAO3HPAHE BK/IHOUBAT UCIIHES H BEHTPHUKYJIAPHH
naysu (Bx. Touka 4.8).

B cnyuaii Ha npeno3vpaHe, MOTaT Aa C€ NPOABAT rope CNOMeHAaTHTe MOTEHIIHATHN HEXKEaHH
JleKapCTBEHH peakuxy ¥ TpadBa aa ce uma npeasua EKI™ MoHuTopupane.

KbM MOMEHTa HE € U3BECTEH aHTHAOT Ha TUKArpeaop ¥ THKAarpeop He ce Auann3vpa (Bx. To4ka 5.2).
[TIpu npeno3upaue neueHuero TpadBa Aa ce MpoBexJa B CbOTBETCTBHE C MECTHATA CTAHAAPTHA
MEAHLHHCKA MpakTUKa. OuakBaHHAT eDEKT OT NMpeAO3HpPaHE HA THKATPENOp € YARDKEHE
MPOAB/DKHTEIHOCT HA PUCKA OT KbpPBEHE, CBbp3aH ¢ TpoMOouuTHOTO HHXHOUpaHe. TpaHchy3usTa Ha
TpoMOOLIMTHA Maca € MaIKO BEPOATHO Aa HMa KIIMHHYHA 10J13a MNPH MAUKEHTH ¢ KbPBEHE (BX. TOuKa 4.4).
AKO ce NMosBH KbpBeHE, TpAOBa j1a e npeanpHeMart APYrd NOAXOAALH NOAABPKAILUH MEPKH.

5. ®APMAKOJIOIr'MYHH CBOHCTBA
5.1 dapMakoIHHAMHYIHHE CBOHCTBA

dapmakoTepaneBTHYHa rpyna: AHTUTpoMOOTHYHM cpeacTBa, KHXHOUTOpPYU Ha arperai{MsaTa Ha
TPOMOOLUTHTE, ¢ U3KIIOUeHHe Ha xenapuH, ATC koa: BO1AC24.

MexaHU3bM Ha NEHCTBHE

KOI'ABAHT cbabpxa THKarpenop, Cb€AMHEHHE OT K1aca Ha LHKIIONEHTHWITPHA3OJONHPUMHUAHHHTE
(CPTP), xoiiTo € nepopasieH aHTarOHUCT C AUPEKTHO aeicTere HA P2Y 12 peuernropa, KaTo ce CBbP3BA C
HEro CeJIEKTHBHO H 00paTHMO 1 npeaoTpaTaba AJ/[D-MeaunpaHara, 3aeucewua ot P2Y 2 tpombounrha
aKTHBAUHMS U arperaums. THKarpenop He npeaoTBpaTspa cBbp3aHeTo ¢ A/ID, a korato ce cBbp3Ba C
P2Y 12 peuenTopa, BH3NPENITCTBA CHTHAIHATA TPAHCAYKUHMA, HHAYUupaHa oT AJJ®. Tw# karo
TPOMOOLMTHTE Yy4acTBAT B MHMIIMMPAHETO W/WIH Pa3BUTHETO Ha TPOMOOTUYHHTE YCIOXKHEHHS Ha
aTepoCKNepoTHYHaTa bonecT, e foka3aHo, 4e MHXHOMpaHeTo Ha TpoMOOLMTHATA QYyHKLMUA HaMansBa
pucka ot CC cubutus, kato embpt, MU HAH HHCYAT.

THKarpenop Chllo yBeIMYaBa JOKAUTHUTE €HIOMeHHY HUBA Ha aICHO3MHA Upe3 HHXHOUpaHe Ha
exBunubpHpalms HykieosuacH tpaHcnoprep-1 (ENT-1).

JlokymeHTHpaHoO e, ue npu 3apasu auua v nauneHtH ¢ OKC, Tukarpenop ysennvasa ciegHUTE cPeKTH,
HWHOYLUWPAHH OT AACHO3HH: BazoAWaTaLma (M3MepeHa Ype3 YBEIHYABAHETO HA KOPOHAPHHS KPBBOTOK
npu 3apasx Aobpoeonur # nauxeHtd ¢ OKC; rnasobonue), muxubupane Ha TpomGounTHaTa pyHkuUMA (B
YOBELIKA LIANA KPBB 1IN vitro) u aucnxes. Bpbakara mexay HabMoOQaBaHHTE YBEIUYECHHA Ha aACHO3HH H
KJTHHHYHHTE peayiratd, obaue (Hanp. 3a001eBaEMOCT-CMBPTHOCT), HE € KATEMOPHYHO HIACHEHA.

dapMakoaUHAMHYHH edeKTH

Hauano na deticmeuemo
[Tpu nauneHTH che cTabunHa ucxemudHa bonect Ha cwpuero (MbC), npuemawpn ACK, vk
nokassa 6bp30 HacTHLMBaHE Ha PapMakosorHyeH edexkT, KOUTO ce JeMOHCTpUpa OT C
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Ha TpombouuTHara arperauns (MTA) okono 41% 0,5 yaca caen npunoxenue Ha 180 mg narosappaiia
n03a THKarpenop, ¢ MakcuManeH edekt Bopxy UTA 89% 2-4 yaca cie npunoKeHUWETO Ha A03aTa, KOWTO
ce 3axbpika Mexay 2 M 8 yaca. [Ipu 90% ot naumenTuTe 2 yaca cnen NPUICKEHHETO HA 103aTa
TepMHHANHOTO NHKOBO UTA ¢ >70%.

Kpaii na geiicmguemo
Axo e nnauvparda KAD npouenypa, pMCKbT OT KbpBEHE CBBP3aH ¢ THKArpeJiop € NOBULLUEH B CPABHEHHE C
KJIoNUAorpen, KoraTo TepanuaTa € npekpaTeHa no-Manko ot 96 yaca npeau npoucaypara.

Cmsina Ha nexapcmeama

[IpemrHaBaHETO OT eYEHHE C Konuaorpea 75 mg Ha nedeHue ¢ Tukarpenop 90 mg nsa mbTH AHEBHO
soaH A0 abconiorHo nosuwasaHe Ha UTA ¢ 26,4%, a npeMHHABAHETO OT JICUEHHE C THKArpeIop Ha
nevyeHure ¢ Kionuaorpen Boau ao abcomotHo noHwkanaHe Ha UTA ¢ 24,5%. [launenTure Mmorar aa
NPEMUHABAT OT KNONMMACIPEea Ha TUKArpenop 6e3 npexscBaHe Ha aHTHArperaHTHOTO AeHCTBHE (BXK. TOUKA
4.2).

Kannuyda epukacHocT M Be3zonacHocT

KnunanunuTe 1aHHH 32 edUKacHOCTTAa H De30NacHOCTTa Ha TUKATPENIOp €a NOMYYEHH OT IBE KIMHHUYHH

H3NMUTBAHUA ¢a3a 3:

. [IpoyusaneTro PLATO [PLATelet Inhibition and Patient Qutcomes (TpomGoTHYHO HHXHOHpaHe H
KIMHHYEH H3XO0J Ha MalueHTa)], CpaBHeHWe Ha TUKArpeaop ¢ KIONUIOrpe, U 1BaTa NPUIaraHy B
koMOuHaums ¢ ACK, u apyra ctanaapTHa repanusi.

. [Ipoyusanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic Events
in High-PUSk AcUte Coronary Syndrome Patients (IIpeBeHuHs ¢ THKarpenop Ha BTOPHYHH
TPOMOOTHYMHH CBOUTUS NMPH BUCOKOPHCKOBH MALIMEHTH C OCTBHD KOPOHAPEH CUHAPOM)], cpaBHEHHE
Ha Tuxarpesop, kombunupan ¢ ACK, ¢ Tepanus camo ¢ ACK.

ITpoyusane PLATO (ocmpu xoporapru cunopomu)

[TpoyuBaunero PLATO Biirousa 18 624 naumeHTH, KOHTO ca B 24-4aCOBHA MEPHOA OT HAYAIOTO Ha
CHMITOMH Ha HecTabunua creHokapansa [HC], undapkr Ha muokapaa 6e3 ST-enesauus [NSTEMI] unn ¢
uH$papkT Ha Muokapaa cu¢ ST-eneraumsa [STEMI], v KouTo MbpBOHAYANHO ca JieKyBaHH
MEIMKAMEHTO3HO, HIHK 4pe3 nepkyTaHHa kopoHapHa uHtepBeHUMA (IIKH), unun upes nocraeaHe Ha KAD.

Knunuuna epuxacrnocm

Ha doHa Ha exxeaHesHo npunoxeHue Ha ACK, tukarpenop 90 mg asa nbTH AHEBHO AEMOHCTPHpa
NPEBBIXOACTBO CNPAMO 75 mg NHEBHO KJIONMROTPES M0 OTHOILIEHHE Ha NPEBEHLIMSA Ha ChCTaBHATa KpaiHa
Touka 3a CC cMbpT, MU unu uHcyaT, ¢ paznuka, npousninzama ot CC cMmupr 1 MHU. [Nauuenture
noayuasat 300 mg HaToBapBalua ao3a knonuaorpen (Be3MoxHo € 600 mg, ako umar [1KH) unn 180 mg
THKarpenop.

PeayntatsT ce nossasa paHo (abconmoTHa peaykuusa Ha pucka [APP] 0,6% u oTHOCHTENHA peayKuMs Ha
pucka [OPP] 12% na 30-5 neH) ¢ nocTtosHeH epekT OT NEUEHHETO N0 BpeMe HA Leaua |12 meceveH
nepuoj, aasaix APP 1,9% ua roauna ¢ OPP 16%. Tosa npeanonara, ue e noaXoaio NaLuHeHTUTE Ja ce
neKyBart ¢ Tikarpesop 90 mg asa nbTH AdeBHO 3a 12 Mecena (Bxk. Touxa 4.2). JleueHnero Ha 54 nanMeHTH
¢ OKC ¢ Tukarpenop BMECTO ¢ KIOMKWAOMPEN NpeaoTaparasa | areporpoMOOTHYHO cbOUTHE; NEHEHHUETO
Ha 91 nauuenTu npeaorsparsea | CC cmupr (Bx. Qurypa | u Tabnuua 4).
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TepaneBTUYHHUAT edeKT HA TUKATrPEJIOp, HAJAXBBPJ/IALL TO3M HA KJIOMUIO0TPEL, U3IJ1€XkK/1a CXO/AEH B MHOI'O
MOJArpyIiH, BKJIKOUYHUTEIHO TEIJ10, 10J1, aHaMHe3a 3a 3axapeH A4aldeT, TpaH3UTOPHA HCXEMHYHA aTaka Wiy
HEe-XeMOparu4yeH UHCYJ/IT, WK pEeBACKYy./1apH3alMs; MPH ChITbTCTBALLIO JICYEHHE BKJIKOYBALIIO XEIapHH,
GpllIb/Illa nHxuOuTOpH U HHXMOUTOPH HA NPOTOHHATA 1noMna (BxK.1ouka 4.5); NpyY OKOHYaTe/IHaTa
auMartosa Ha nokaszaresHo cbouTre (STEMI, NSTEMI, uau HC); v npu naaHupaHus rpu
paHaoMMu3auMsTa jieyebeH noaxo/1 (MHBa3MBEH MK MEJIMKAMEHTO3EH).

YcranoBeHo € ¢1abo CHrHUDUKAHTHO TEPANEBTUYHO B3aUMO/EHCTBUE B 3aBUCUMOCT OT PEerdoHa,
CbIIACHO KOETO KoehUuLMeHTbT Ha pucka (Hazard ratio, HR) 3a nbpBHyHaTa kpaiHa Touka € B 10Ji3a Ha
THKarpe/op 3a ocTaHajiatra 4acT Ha CBETa, HO € B 110J13a Ha kjionuaorpen 3a CesepHa AMepHKa, KOSTO
cherapiisiBa npubaunsurento 10 % ot ugnara npoyusana nomysiauus (p-CTOMHOCT Ha
B3aumoiercTBrue=0,045). ExcruiopatopHuTe aHa/IM3M NpearnosaraT BeposiTHa Bpb3ka ¢ jo3ara Ha ACK,
KaTo ¢ yBesMyaBaHe Ha j03ata Ha ACK ce Hab/noaBa HamasieHa e()UKaCHOCT Ha THUKarpesiop.

XpoHuuHara aAHeBHa 103a ACK, koAaTo aa cbirbTCTBa TUKArpenop, tpaodsa aa obae 75-150 mg (BxK. TOUKH
42udd).

®urypa | nokaspa o4akBaHHsS PHUCK 3a HACTBIIBAHE HA ITbPBH MHIIM/EHT, BKJIIOYEH B KOMOMHMUpaHaTa
KpalHa TOYKa Ha €(hUKACHOCT.

@urypa 1 — AHa/IM3 HA NBbPBHYHATA KJIHHHYHA cbeTaBHA KpaiiHa Touka or CC embpr, MU 1
uucyar (PLATO)
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B cpasHeHuHe ¢ KIIONKAOTPEN, THKAIPENOp HAMAJIABA YECTOTATA Ha HACTHNBAHE HA WHUMIEHTHTE,

BJH3A4lIA B CHCTABA HA MLPBHYHATA CHCTABHA KpaiHa To4ka — KakTo B nommynauvsTa ¢ UA/NSTEMI, taka

H B nomynauuata ¢ STEMI (Tabnuua 4). Caeposarento, KOTABAHT 90 mg aBa nbTH IHEBHO 3a€0HO ¢
Hucka ao3a ACK moxe na ce uanonssa npu nauneHTH ¢ OKC (HectabunHa cTreHoKapans, MHOKapAeH
undapkT 6e3 ST enepauus [NSTEMI] unu muokapaen undapkr cbe ST enesauns [STEMI]);
BIJIKOYUTETHO NalUMEHTH, IEKYBAHH MEAMKAMEHTO3HO, H NAaLMEHTH, JIEKyBaH! ¢ NEPKyTaHHa KOpPOHapHa
uHTepseHUna (ITKHA) unu 6atinac Ha kopoHapHa aptepus (KAD).

Tabanua 4 — AHAJIH3 HA MbPBHYHATA H BTOPHYUHHTE Kpaian TO4UKH 32 epuxacHocT (PLATO)

Taxarpeaop | Knonuaorpena APP* OPP* (%) P-CTOHHOCT
90 mg aBa 75 mg (%lyr) (95% CI)
NbTH AHEBHO BEAHDbXK
(% nanmenTa | anesHo (%
Che CHOATHE) | NANHEHTH CBC
N=9 333 crbuTHE)
N=9 291
CC cMbp1/MHA 9,3 10,9 1,9 16 (8, 23) 0,0003
(c U3k, Ha
,,THX” MH)
WK HHCYAT
Hamepenue 3a 8,5 10,0 1,7 16 (6, 25) 0,0025
WHBA3MBHA
Tepanus
Hamepehue 3a 11,3 13,2 2,3 15(0.3,27) 0,0444"
JIeKapCTBeHa
Tepanus
CC cMBpT 3,8 4,8 1,1 21 (9, 31) 0,0013
MH (c u3xkan. 5.4 6,4 1,1 16 (5, 25) 0,0045
Ha , THX” MH)°
Hucyar 1,3 1,1 -0,2 -17(-52,9) 0,2249
CmbpT O3 9.7 11,5 2,1 16 ( 8, 23) 0,0001
IHAYECHHE HA
MpUYMHAaTA,
MH (c n3kn,
Ha ,,THX” MH)
WA HHCYIT
CC cmbpr, 13,8 15,7 2,1 12(5,19) 0,0006
obuio MU,
uHcyart, CPY,
PHU, THA, unu
apyra ATC®
CmpT Bea 4,3 5,4 1,4 22 (11, 31) 0,0003"
3HAYEHHE HA
NpHYHHATA
HeduuuTHBHA 1,2 1,7 0,6 32 (8, 49) 0,0123"
TpomMbo3a Ha
CTEHTA

*APP=abconioTHa peaykuuma Ha pucka; OPP=oTHocuTenHa peaykumsa Ha pucka=(1-KoeduuueHT Ha pHck)
x 100%. Orpuuarenna OPP o3nauasa rosyiIaBaHE HA OTHOCHTE/THHS PHCK. .

8¢ n3kntoyeHve Ha ,,Tux” MHU.
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*CPU=cepuo3Ha pekypeHTHa ucxemua;, PU=pekypenTua ucxemun, THA=rpaH3uTOpHa KCXEMHUYHA aTaka,
ATC=aprepuanno TpomboTryHo ¢HOuTHE. O01uo MU Bratousa ,, Tux” MU, nara na cuOHuTHETO € NaTara
HA HErOBOTO YCTAHOBSABAHE.

"HOMHHANHA CTOHHOCT HA CUrHH(HUKAHTHOCT; BCHUKH OCTAHANH ca GOpPMANTHO CTATHCTHYECKH
CHrHH(PHMKAHTHH 10 npe-AePHUHUPAHO HepapxXHUHO TECTBAHE.

PLATO zewemuuno noonpoyusane

OnpenensHero Ha CYP2C19 u ABCBI rexoruna sa 10 285 naumnentu 8 PLATO nasa pb3MOXHOCT 3a
acoLMalHA Ha FTEHOTHNHUTE rpynH ¢ pesyaraTture oT PLATO. IlpeBb3X0ACTBOTO Ha THKarpeaop Haj
KITOMUAOrpes Mo OTHOLIEHHE HA peayKuuaTa Ha 3HauuTeHH CC cbOUTUA HE € CUTHHPHUKAHTHO NOBIMAHO
ot CYP2CI19 unu ABCBI redoruna na nauunenture. [logobHo Ha uanoctHoTo npoyusane PLATO, Hama
pa3iMka MexAy THKarpeaop ¥ Kionoaorpesn fnpu obiio 3HaUMTETHHTE XeMOparutiiu HHUMACHTH B
PLATO, evnpexn renotuna CYP2C19 wnu ABCBI1. Hecsbp3anoro ¢ KAb 3HauuTenHO KbpBEHE B
PLATO ce nosuwasa C THKarpeaop B CPaBHEHHE € KJIOMHIOIPEN NPH NALKEHTH C €AUH WIH NOBEYe
CYP2CI19 anenu cbe 3aryba Ha QyHKLHUA, HO € CXOAHO Ha KJIONUAOrpes Npu NaLMeHTH ¢ ajes, KOWTo
HAMa 3aryba Ha dyHkus.

Kombunupan noxazamen 3a egpuxacnocm u bezonacrocm
KombusinpanuaT nokasaren 3a epukacHocT # 6e3onacHocT (CC cmupt, MU, uHcyaT nau obiio
3HAYMUTESHO KbpBeHe 1o aeduHuuuaTa Ha PLATO) noka3sa, ye nomara OT NPUIOKEHHETO Ha

THKArpeJiop No OTHOLIEHHE HA €(HKACHOCT B CPABHEHHE C KIOMHAOTPEN HE CE KOMIMEHCHPA OT ClIy4auTe
Ha 3Ha4YuTeHO KbpBeHE (APP 1,4%, OPP 8%, KP 0,92; p=0,0257),12 meceua cnen OKC.

Krunuuna besonacuocm

XoaTepoBo NOANPOYYBAHE:

3a na ce OLeHH HecToTaTa Ha BEHTPHKYIapHUTE NMay3H K APYTH €NH30H Ha apHTMHA 110 BpEME Ha
npoyuBaHeTo PLATO, e ocbiecTBEHO XOATEp-MOHUTOPHpaHe Ha noarpyna ot 6au3o 3 000 nauneHTw,
npubnnsurento 2 000 oT kOUTO UMAT 3aNUCH, KaKTO B ocTpaTta ¢a3za Ha OKC, taka n mecew no-KbeHoO.
[TepBuuHaTa ApoceasBaHa NMPOMEHIWBA € YECTOTATA Ha BEHTPHKYIAPHH May3H C NPOABIKUTETHOCT
>3 cexyHAU. BeHTpukynapHH nay3u pa3ByMBar MOBEUC MNALMEHTH HA NedyeHue ¢ Tukarpenop (6,0%),
OTKOJIKOTO TAKHBa Ha jiedeHue ¢ kinonuaorpen (3,5%) B octpara ¢asa u cvotBeTHO 2,2% M 1,6% cnen

1 Mecen (Bx. Touka 4.4). YBenMueHHeTo Ha BEHTpUKYJ1apHuTe nay3u B octpara ¢aza Ha OKC e no-
W3pa3eHO NpH MaLMEHTUTE HA TUKarpenop ¢ aHaMHesa 3a XCH (9,2% ¢ anamue3sa 3a XCH cnipamo 5,4%
npu naileHTH 6e3 aHamHe3a 3a XCH; 3a nauueHTrTe Ha knonuaorpen, 4,0% npu te3u cbe cnpamo 3,6%
npu Te3u 6e3 anamueza 3a XCH). Ta3su pasnuka He ce nposBsaBa 3a eauH Mecell: 2,0% cnpamo 2,1% 3a
MALUKEHTHTE Ha THUKArpenop, CbOTBETHO, Che U 6e3 anamHesa 3a XCH; u 3,8% cnpamo 1,4% 3a
knonugorpen. Ta3u palivka He € CBbP3aHa ¢ HEXETAHH KJIMHHYHHM NOCACAULM ( BICTFOUUTEIHO H
ocTaBsiHe Ha NecMeHKbP) BbB BLIIPOCHATA NMOMYAALHA NaLHeHTH.

Ilpoyueane PEGASUS (anamneza 3a muoxapoen ungapxm)
PEGASUS TIMI-54 e npoyuBare ¢ 21 162 nauueHTH, ¢ AW3aHH 3aBHCELL OT HACTBITBALLIMTE CHOMTHA,
pPaHAOMHU3UPAHO, ABOHHO-CATO, M1aueb0O-KOHTPOIHPAHO, MEXKAYHAPOAHO MHOTOLIEHTPOBO NMPOYYBAHE C
MapasiesIHA TPYIH 3a OLCHKA HA NPEBEHLMATA HA ATEPOTPOMOOTHYHH CBOUTHS C THKArpenop, NpUIaraH B
2 no3u (90 mg asa nuTH AHeBHO MNH 60 mg aBa MbTH AHEBHO) B kOMOXHaLmsA ¢ HMucKa no3a ACK
(75-150 mg), B cpaBueHue ¢ Tepanua camo ¢ ACK npu nausveHT ¢ aHamHesa 3a MU u nonenuurennu
puckoBH GakTopH 3a areporpombosa.
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[TaumeHTH, NOAXOAALLHM 32 BKJIKOUBAHE B MPOYYBAHETO ca OMJIM TaKKMBA Ha Bb3pacT Ha WK Haa S0 roauHu,
HaJiMyMe Ha aHamHe3a 3a MU (1 10 3 roiMHu npeau paHa0MHU3UPAHETO) U HAJIMYKUE HA MOHE €/IMH OT
CJIC/IHUTE PUCKOBHU (akTOpH 3a atepoTpoM0O03a: Bb3pacT >635 rojiMHM, 3axapeH auader, Halaralil
ME/IMKAMEHTO3HO JieyeHue, BTOpH npeawectsawy MU, nanuu 3a muorocbaosa MbC uinu xpoununa
ObOpeuna AMcHYHKUMSA U3BbH KPaHHHUA CTa/IHH.

[launenTHuTe HE ca OMIM NMOAXO/SLIM 3@ BKJIIOYBAHE B IIPOYYBAHETO, AKO Ca MMAJIM IU1IaHUpaHa yrnortpeda
Ha P2Y 2-peuenTtopeH aHTaroHUCT, JAMITMPU/IaMOJ1, LIKJI0CTA30/1 MM AaHTUKOAryJ/JlaHTHa Teparus 3a
MepUHOo/1a Ha NMpOY4YBAHETO; HAPYLLIEHHE, CBBP3aHO C KbPBEHE HJIM aHAMHE3a 3@ HCXEMHUYEH HHCYJIT WIH
BbTPEUYEPEINHO KbpPBEHE, TYMOP HA LIEHTPA/IHATA HEPBHA CHCTEMA MK BbTPEYEperiHa Cb/10Ba aHOMAJTHSA,
MalMEHTH CbC CTOMALLIHO-YPEBHO KbPBEHE NpPE3 npealiecTpaire 6 Mecela wik rojisimMa onepaius npes
npeawectaumre 30 QHH.

Knunuuna eghuxkacnocm

@urypa 2 - AHAJIN3 HA IbPBHYHATA KJIHHHYHA cbeTaBHa Kpaiina Trouka or CC ecmbptr, MU 1
uucyar (PEGASUS)

Tukarpenop 60 mg ----Iiaue6o s
10 JBA MTHTH JIHEBHO pr=""
g 4 Bpoi 7045 7067 . _ =
[TaumenTn cbe cuonTHe 487 (6.9%) 578 (8.2%) ‘ _ ,"'
g 4 KM% na 36-tu mecen 7.8% 9.0% o v
CHOTHOUICHHE HA PHCKA ’,*'
7 4 (Hazard Ratio)(95% CI) 0.84 (0.74. 0.95) g
i P-croitnoct 0.0043 ' I

KvmvnatmsHO %
on
1

0 - T T T T T I

0 120 240 360 480 600 720 840 960 1080 1200 1320

Bpoi NaUNMEeHTH B PUCK AHwn cneq paHaomu3auma

Ti 60 mg 7045 6948 6857 6784 6711 6357 5904 4926 3698 2055 710
Placebo 7067 6950 6842 6761 6658 6315 5876 4899 3646 2028 714

Tabauua S - AHAJIN3 HA MLPBHYHATA H BTOPHYHHTE KpaiiHu TouKH 3a epukacHoct (PEGASUS)

Tukarpeaop 60 mg aBa nbTH Camo ACK
JIHEBHO N=7 067
+ACK
N=7 045 P-CTOHHOCT
XapakrepucTuka | Ilannentn | KM % HR [Maunentn | KM %~ /L_, No o >
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Che (95 % CI) | ¢ne cnbuTHS
crbuTHN
[T pBHuHAa KpaliHa TOYKA
CucraBHa ot CC | 487 (6,9%) 7,8% 0,84 578 (8,2%) 0,0% 0,0043 (s)
cMbpt/MHU (0,74, 0,95)
/MHCYIT
CC cmbpr 174 (2,5%) 2,9% 0,83 210 (3,0%) 3,4% 0,0676
(0,68, 1,01)
MH 285 (4,0%) 4,5% 0,84 338 (4,8%) 5,2% 0,0314
(0,72, 0,98)
Hucynrt 91 (1,3%) 1,5% 0,75 122 (1,7%) 1,9 % 0,0337
(0,57, 0,98)
Bropuuna kpaiHa TOuKa
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% -
BCAKaAKBa (0,76, 1,04)
NPpHYHHA

KoepHUHEHTHT H& PHCKA U p-CTORHOCTUTE Ca M3YHCAECHH OTAENHO 38 THKArPEIop CNp. TEPAanuUs ¢aMo ¢
ACK or Moaen Ha nponopunoHanHuTe puckose Ha Cox, KaTo Ipyrara Ha JIeYeHHE € €IMHCTBEHATA
€KCIU1aHATOPHA NPOMEHIIUBA.

KM npoueHT, H3uucaeH Ha 36-TH Mecell.

benexka: 6poar Ha mupeuTe CHOUTHA 33 KoMNOHEHTHTE CC cMbpT, MU ¢ MHCYNT € OEHCTBUTENHHUAT
6poii va MepPBH CHOUTHA 3a BCEKM KOMNOHEHT M HE ¢¢ 100aBs kbM Opos Ha cvOMTHATA B CBCTABHATA
KpalHa TOYKA.

(s) Iloka3Ba ¢cTaTHCTHYECKA 3HAYHUMOCT,

Cl=[oseputenen uurepean; CC=Cuxpaeuno-cuaoe; HR=Koedpuumeur na pucka; KM=Kaplan-Meier;
MH=MuokapaeH unpapkr; N=bpoil naLmeHTH.

HBere cxeMu Ha nedenue ¢ Tikarpenop 60 mg nsa meTH JHEBHO U ¢ 90 mg ABa MbLTH JHEBHO B
xombunalua ¢ ACK npesn3xoxaar camoctostensoro acuesue ¢ ACK mo oTHOLIEHHE Ha npeBeHUMATa
Ha aTepoTpoMOOTHYHHTE CBOMTHA (CbecTaBHa KpaitHa Touka: CC cMbpT, MU 1 HHCYAT), C nocTOAHEH
e(PeKT OT JIeYEHHETO NMpe3 LUEAUA NEPHO Ha NpoyuBaHeTo, Boaews 20 16% OPP u 1,27% APP 3a
tukarpenop 60 mg u 15% OPP u 1,19% APP 3a Tuxkarpenop 90 mg.

Bwopeku ue npodunure Ha epuxkacHocT Ha 90 mg u 60 mg ca noaobHHU, KMa JaHHH, Y€ MOo-HUCKaTa 4032
e ¢ no-a00bp npoduii Ha NOHOCHMOCT H BE30NacHOCT NO OTHOLUEHUE HA PUCKE OT KbPBEHE U JHCHHES.
CneposarenHo, camo KOI'TABAHT 60 mg aABa meTH AHEBHO, npuioxeH eanospemeHHo ¢ ACK, ce
npenopbUBa 3a NpeBeHUMA Ha aTepoTpoMbOTHUHH CbOUTHA (CC eMbpT, MU M MHCYIT) NPpH NauKeHTH ©
aHamHesa 3a MH u BuCOK pUCK OT pa3BUTHE Ha aTepOTPOMOOTHUYHO CHOUTHE.

B cpaBHeHue cbe camocToaTeHOTO aeueHue ¢ ACK, Tukarpenop 60 mg aABa MbTH AHEBHO 3HAMHUMO
NOHHWXKaBa MbpBHYHATA CbhcTaBHa KpaitHa Touka oT CC cMbpT, MH ¢ HHcynT. Beeku OT kOMNOHEHTHTE

IOTIPHHACH 38 NOHMXKCHUETO Ha NbpBUYHATA CbeTaBHA KpaiHa Touka (CC ecmbpt 17% OPP, MU 16%
OPP u uncynt 25% OPP).
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THKarpeaop Hal 3 roIvHM.

JIunceart goka3zaresncTra 3a nonasa (He ce HabJonaBa peayKUKA Ha YECTOTaTa Ha MbPBUYHATA
npocnenssada kpakHa Touka ot CC cmupt, MU ¥ HHCYNT, HO HMa NOBKILABaHE HA YECTOTATa Ha
3HAYUTEHO KbPBEHE), KOrato Tukarpenop 60 mg asa mbTH AHEBHO € NPWIOKEH NPH KIMHAYHO cTADHUNHH
naLMeHTH ¢ JABHOCT Ha HHapKTa >2 roaUHH WIH NOBEYE OT eHa roauHa ciej CnupaHe Ha NpPeaxoaHOTO
neuyeHue ¢ AJ[D-peuentoped HHXHOHTOD (BX. TOUKA 4.2).

Knunuyna 6ezonacrnocm

YecToTaTa Ha MPeyCTAHOBABAHE HA TepanMuATa ¢ TUKarpeaop 60 mg nopaau KbpBEHE U AHCITHES € TO-
BUCOKA NpH NAUKUECHTH >75 roauHu (42%) B cpaBHEeHHKE ¢ NO-miaau nauneHTH (MHrepsan: 23-31%), ¢
paiuka cripaMo mauedo rpynara no-ronama ot 10% (42% cnpamo 29%) npu nauMeHTH >75 roaMHH.

[leaAnaTpuyHa nomyaaius

B paHaomu3dpaHo, ABOHHOCAANO npoy4yBaHe Da3a I1l ¢ napanenuu rpynu (HESTIA 3), 193
NeJHATPUYHM MAUMEHTH (Ha BB3pAcT OT 2 A0 nod |8 roAMHHU) CbC ChPNOBHAHOKIETRYHA OONECT ca
PaHAOMH3IWPaHH a NONy4aT WIH Iauebo, WiK TUKarpenop B 4034 o1 15 mg no 45 mg ABa MbTH AHEBHO
B 3aBUCHMOCT OT TEJIECHOTO Terj10. THukarpeaop soau 10 MeauaHa Ha TpombouuTHaTa MHXHOULMA 35%
Apeau NpyeM Ha ao3ata H 56% 2 yaca cieq NpHeM Ha 103aTa NPy CTALMOHAPHO ChCTOAHHE.

B CPaBHCHHC C rnnauebo HAMA NoJ3a OT JIEYEHHETO ¢ THKaArp<aop no OTHOUCHHAE Ha HECTOTaTa Ha
Ba30OK/ITY3HBHHTC KPDH3U,

EsponefickaTta areHLMs 1o nekapcTBara ocBoOOKAaBa OT 3a0BIKEHHETO 3a NPEAOCTaBAHE Ha
PE3yJITATHTE OT NPOYYBAHUATA C PEPEPEHTEH NMPOAYKT, ChAbPAALL THKArpelop BbB BCUUKH MOArPYNH Ha
neaUaTpU4HaTa NOMmyNaums 3a ocTpy KOpoHapHH cHHApoMH (OKC) v anamHesa 3a MHOKapAcH HHPapKT
(MH) (Bx. Touka 4.2 3a uHdOpMaLHg OTHOCHO ynoTpeba B neanaTpHaTa).

52 ®apMAKOKHHETHYHH CBOHCTBA

Tukarpenop uma nuHeisHa GpapMakOKHHETHKA, 4 €KCMO3HUHMHUTE KbM THKArpeIop U akTHBHHA MY
meTabonut (AR-C124910XX) ca npubausurenHo nponopudoHanyy Ha ao3arta g0 1 260 mg,.

Abcopbuus
Ab6copbuusTa Ha THkarpesop e 6bp3a, ¢ MeANaHAa Ha tma NpUbAK3MTENHO 1,5 Haca. [1pespniuaHeTo Ha

THKarpeaop B OCHOBHHA LUMpKydpall Metabonut AR-C124910XX (cbio akruseH) e 6bp30, ¢ MeanaHa
Ha tmax NpUOIH3IUTENHO 2,5 vaca. Cnea nepopanHO NPUNOKEHUE HA eAHHHYHA 4032 THKarpenaop ot 90 mg
Ha C1aJHO MpH 3apasu JHua, Crax € 529 ng/ml u AUC e 3 451 ng*h/ml.

CroTHOUICHHATa MeTabOaAHT/OCHOBHO BetliecTBO ca 0,28 3a Chax 1 0,42 3a AUC. PapmakokrMHeTHKaTa HA
tHkarpesop v AR-C124910X X npw naunenTi ¢ aHamHesa 3a MU obukHoBeHO € nogobHa Ha Ta3u B
nomrynauuara ¢ OKC. Bb3 ocHOBa Ha euH MOMylalHOHEH (PapMaKOKHHETHHYEH aHAIN3 Ha MPOY4BAHETO
PEGASUS meauanara Ha Cpax Ha THKarpenop € 391 ng/ml u AUC e 3 801 ng*h/ml B craunoHapso
ChCTOAHUE 32 THKarpeaop 60 mg. 3a Tukarpenop 90 mg Cumax € 627 ng/ml 1 AUC € 6 255 ng*h/ml B
CTALMOHAPHO ChCTOAHHE.

Cpennata abconorHa OHOHANMYHOCT Ha THKarpenop € uiuucneHa Ha 36%. [IpuemsT Ha Oorata Ha_
Ma3HHMHHK XpaHa BOAH 40 nosuiuaBaHe ¢ 21% na AUC Ha THKarpenop M 40 MOHWKaBa ‘%g.% Ho %ﬁaﬁla
— N
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AKTUBHUS MY METabOIHT, HO HE MOBITMABA MO HAKAKBB HAYHH Cnay Ha THKArpenop win AUC Ha aKkTHBHMA
My MeTabonur. CMmsTa ce, 4e TE3U MATKH NPOMEHH ¢a ¢ MUHUMATHO KIMHHYHO 3HaYEHHE, Nopaau ToBa
THKarpeJIop MOXE /1a C€ NpUeMa chC WiH Oe3 xpana. Tukarpenop 1 akTHBHHAT My MeTabonuT ca

cybcrpaTn Ha P-gp.

Tukarpenop BbB B Ha CTPHTH TabneTku, CMECEHH ¢ BOAA, MpHAaraH NepopaiHO WIH 4Ype3 Ha30-
ractpajiHa COHAa B CTOMaxa, MMa CpaBHHMa OHOHaNTHYHOCT ¢ uenuTe Tabnetku no otHoweHne Ha AUC u
Crax Ha THKarpenaop v akTHBHUS Metabonur. Hauanuarta excnosuuud (0,5 u | vac cien npuwioxkeHye) ot
CTpHUTHTE TabIeTKH THKATPENIOP, CMECEHH C BOAA, € NMO-BUCOKA B CPABHEHHE C LieauTe TabJIeTKH, C KaTo
LAJTO MAEHTHYEH Npod U HA KOHUEHTpaLus cnea ToBa (2 no 48 vaca).

PasznpejeneHue
B craumonapHo cbeToaHKe 00eMBbT Ha pasnpenesneHue Ha THKarpesop e 87,5 |. Tukarpenop 1 akTHBHUAT
MYy MeTabOJIUT ce CBBP3BAT ¢ YOBEIUKHWTE IUIa3MEHH NMPOTENHH BbB BUCOKA cTeneH (>99,0%).

BuotpaHcdopmauns

CYP3A4 e 0OCHOBHHAT €H3HM, OTTOROPEH 3a MeTabONU3IMPAHETO HA THKArpenop ¥ obpa3yBaHeTo Ha
aKTHBHHA MYy MeTaboNUT, KAaTO TEXHUTE B3auMoaeHcTBUA ¢ Apyru cybctpatt Ha CYP3 A Bapupar ot
aKTHBHpaHe 10 HHXHOHpaHe.

OcHOBHUAT MeTaboNHT Ha THKarpenop € AR-C124910X X, KOWTO cbill0 € aKTHBEH — KOETO C€ OLICHABA
upe3s in vitro cebp3BaHe ¢ TpoMbouuTHHs P2Y 2 AJD peuentop. CucTeMHaTa eKCIIOIHMLMA Ha aKTHBHUA
meTabonut e npubausurento 30-40% ot Ta3u Ha TUKarpenop.

En1UMHHHpaHe
OCHOBHHAT BT 3& EIMMHWHUPAHE HA THKArpenop € upe3 yepHoapobHa Tpancopmauud. [Ipu npunarane

Ha paAKMOAKTHBHO MapKHpaH THKAarpeJop CPEAHOTO Bb3CTAHOBABAHE HA PAAHMOAKTHBHOCTTA €
npubansurento 84% (57,8% BB deueca, 26,5% B ypuHaTta). KolH4eCTBOTO Ha TUKArpesop H aKTHBHUSA
My MeTabOo/THT, KOWTO C€ OTKPHBAT B YpHHaTa, ca noa 1% ot nprerara ngo3a. BepoATHO OCHOBHHUAT MbT Ha
€THMMHHHpPAaHE HA aKTHBHHUA METabOIHUT € upes ekckpeuua B xbukaTa, CpeqHHMAT ti2 HA THKarpenop e
npuban3uTeHoO 7 4aca, a Ha aKTHBHHA My MeTtabonauT — 8,5 yaca.

CneunanHu nonyaauuu

Cmapvecka év3ipacm

[To-BMCOKH €KCNO3UUMH HA THKArpeaop (MpUOAH3HTENHO 25% K 32 Chax, H 32 AUC) ¥ HA aKTUBHHA MY
metabonuT npu nausieHTH ¢ OKC B ctapuyecka Bb3pacT (275 roqHHH) B CpaBHEHHE C MO-MNaAH NaLKEHTH
ca HaOnlonapaHyU NpH nonyjauMoHHUs GapMakKOKHHETHUCH aHanu3. Te3u pa3diukyd He ce CMATAT 34
KIMHWYHO 3HaAYHMMMU (BXK. TO4Ka 4.2).

[Teduampuuna nonyiayus
Hannusu ca orpaHMueHn A2HHH NPH feua CbC ChpnoBHAHOKIETbYHA DonecT (BX. ToukH 4.2 U 5.1).

B npoyusaxeTro HESTIA 3 npu nauueHTH Ha Bb3pacT oT 2 a0 noA 18 roaunu ¢ Terno =12 po <24 kg, >24
10 <48 kg 1 >48 kg, e npunarad THKarpenop Kato neAUaTpUUHY Aucnepryupaium ce tabnerku 15 mg B
4034 cvoTBeTHO 135, 30 1 45 mg aBa nmbTH AHEBHO. Bb3 OCHOBa Ha nonyjaldoHeH ¢papMak 2,
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aHanu3 cpeaHata AUC sapupa or |1 095 ng*h/ml no 1 458 ng*h/ml, a cpeanara Crax Bapupa ot 143 ng/ml
a0 206 ng/ml npu cTaLMOHAPHO CBCTOAHHE.

IHon
B cpaBHeHME ¢ MBXKE, NPH XKEHH Ca HabMOAABAHH 10-BHCOKHK €KCIO3ULHY HA THKATPEIOP U HA AKTHUBHMHSA
My MeTabONHUT. Pa3niMkuTe HE Ce CMATAT 332 KIMHHUYHO 3HAUKUMM.

bvbpeuno yepesicoane

B cpaBHeHuUe ¢ Xopa ¢ HopMatHa 6b06peuHa yHKUMS, NPH NAUKMEHTH C TeXKO 6BOpeuHo yBpexKaaHe
(xpeaTUHHHOB KIHPBHC < 30 ml/min) eKcno3uuuaTa Ha THKAarpesop e no-Hucka ¢ npubausureno 20%, a
EKCITO3MLMATA HA aKTHBHHA MeTabONUT € No-BUCOKa NpubaM3uTenHo cue 1 7% .

[1px naLueHTH ¢ TepMHHANeH cTaaui Ha 6vbpeuHo 3abonasane Ha xemoauanuia AUC u Cpax HA
tukarpenop 90 mg npunarax B aeH 6e3 auanuia ca ¢ 38% u 51% no-BHCOKH B CpaBHEHHE C X0Pa C
HopMasiHa Ob6peuHa PyHkuma. [TonobHO noBULLeHHE B €KCNO3HLMATA ce HabaoaBa, KOraTo THKarpeaop
CE Mpuara HEMOCpPEACTBEHO Npean avanu3ara (CboTBETHO 49% # 61%), koeTO noxasea, ye THKArpeJaIop
He ce AHanu3npa. Excnosuumara Ha akTUBHUA MeTaboNMUT ce noBUiLuaBa B no-Masika crened (AUC
13-14% 1 Ciax 17-36%). EdexTsT Ha nuxubupare Ha TpombouuTHaTa arperauuns (HTA) e Hezasucum ot
OWAIM3aTa NpY NaLMEHTH C TEPMHHANIEH CTaanii Ha O6BOpeuHo 3abonaBaHe v € nogodeH npu Xopa ¢
HopMmaniHa 6bOpeuna pyHkuMs (BXK. TOUKa 4.2).

YeproodpobHo yspesicoane
B cpaBHeHuMe cbC 3apasH JOOPOBONLK, MPH NALMEHTH C JIEKO YepHOAPOOHO yBpexkaaHe Crax ¥ AUC Ha

THKArpeaop ¢a no-BMCOKH CboTBETHO ¢ 12% 1 23% obaue UTA edekTsT Ha THKArpenop € nogobeH B
asete rpynud. He e HeoOXxoaHMO KOpUrupaHe Ha 103aTa NP NAaUMEHTH € JIEKO YePHOAPOOHO yBpeKaaHE.
Hama npoyuysanus ¢ THKarpeaop NpH NauKeHTH ¢ TEXKO YEPHOAPOOHO yBpeKAaHE H NIUNCRA
(hapMaKOKHHETHYHa HHPOPMAaLHA NPU NALIMEHTH C YMEPEHO YepHOoApoOHO yBpexkaaHe. [Ipu nauneHTH ¢
YMEPEHO WM TEXKO NOBUILEHHE HA €AHH HIIH MoBeYe YepHOAPOOHH PYHKLIHOHAIHH MOKAa3aTe/in Ha
W3XOAHO HMBO, IA3MEHHUTE KOHLICHTPAUMH Ha THKarpenop ca 0OMKHOBEHO NOJOOHH UK MaiKo No-
BHCOKM B CpaBHEHHE ¢ NMaLueHTHTe 03 U3X0aHO noHulecHUe. He ce npenoprusa KopurypaHe Ha 103aTa
MPH MAaLMEHTH C yMepeHo 4epHOAPOOHO yBpexaaHe (BkK. ToukH 4.2 u 4.4).

Emnuvecka npunadaesxcrnocm

B cpasHeHHe ¢ NaLMEHTUTE OT €BPONEHAHATA paca, NALHEHTHTE OT a3HATCKH MPOH3IXOA UMAT MO-BUCOKA C
39% cpenHa GuOHANHHMHOCT. B cpaBHeHHe ¢ NauMeHTHTe OT eBPONEeHAHATa paca, [pyY CaMOONPEaCTAILHTE
Ce KaTo YePHOKOXH NaureHTH, OHOHANTHYHOCTTA Ha TUKArpenop € no-Hucka ¢ 18%. B kinHuko-
(bapmMakoaoruuHu npoyusaHua eKCrno3uuMATa (Crax ¥ AUC) Ha THKarpenop npH SroHUM € No-BUCOKA
npubnunzutenHo 40% (20% cnen KopexkuMs CNpAMO TENECHOTO TETJI0), OTKOJKOTO MPH XOpa OT
eBponenaHaTa paca. EKCno3HUmMsATa Npy NaUHEHTH, KOUTO C€ CAMOONPEIEAT KATO HCMaHO KIIK JIATHHO
THN, € NoAo0HA HA Ta3W NPU NALMEHTUTE OT €BPOIIEHHATA Paca.

5.3 Ilpeaxanan4HH NaHHA 3a Gezonacnocy

[peAKAHHUYHHUTE JaHHU 38 THKArpeaop U OCHOBHHA My MeTabOJIMT He MOKa3BaT HEITPHEMITHB PHCK 3a
pa3BUTHE Ha HEXENAHHW PCAKLMH NMPH XOpa Ha 6a3aTa Ha KOHBEHLIMOHANIHHTE (PapMaKOJOrHUHH

NMOTCHIIHAJ.
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[TpH HAKONKO )KUBOTHHCKHM BHAA € Ha0NI0/]JaBaHO CTOMALLIHO-YPEBHO Apa3HeHe NPH KIMHHYHO 3HAUYUMH
HHBA Ha €KCNO3ULHA (BX. TO4kA 4.8).

IlpH >KEHCKH TUTbXOBE, THKArpE/IOp BbB BHCOKH J103M JEMOHCTPHpPA MOBHIIEHA YECTOTA HA TYMODH Ha
MaTkara (alCHOKAPLIMHOMH) M MOBHLICHA Y€CTOTA HA AJICHOM Ha YepHHUA Ap00. MexaHH3MbT 3a nosBa Ha
TYMOPH Ha MaTKaTa BEPOSATHO € XOpMOHalleH auchananc, KoHTo Moxe Aa AoBee A0 NOABA Ha TYMOPM
MPH MWILX0Be. MeXaHU3IMBT 3a N04Ba Ha YepHOAPOOHH aJ€HOMH BEPOATHO € crieliu(HYHA 3a TPU3aYHTE
€H3MMHA MHAYKLHA B yepHUA 1pob. [Topanu ToBa ce cuuTa, e € MaKo BEPOATHO KAPLHUHOTEHHUTE
HaXOAKH [a MHMAT 3Ha4CHHUE 3a Xopara.

[Ip4 rurbxoBe ca HabmogaBaHU MHHMMAITHH aHOMAJIMH HA Pa3BUTHETO MNPH 1033, TOKCHYHA 3a MaifKara
(rpanuua Ha 6esonacHoct 5.1). [1pu 3aliuy ce Habmogasa nexo 3abaBsgHe HAa 4epHOAPOOHOTO CH3PABAHE H
CKEJIETHOTO pa3BUTHE Ha (peTycuTe NMpH MaiKu Ha BUCOKA N03a Oe3 Aa ce Habaio4aBa TOKCHYHOCT 3a
Maukara (rpaHuvua Ha 6e3onacHocT 4.5).

ITIpoyuBaHMs NpH IUTHXOBE Y 32K NOKA3BAT PENPOAYKTHBHA TOKCHMHOCT C JIEKO MOHKXKABAHE HA
HAJJABAHETO Ha TEMIO NMPH MalKaTa U HAMAJEHa HEOHATATHA KH3HECIOCOOHOCT M TErTIO NPY paXKAaHETo,
ChC 3a0aBsiHE Ha pacTexa. THKarpenop BoaM 10 HEPEJOBEH LKL (OCHOBHO YIBIKEH LIHKBI) MPH
*KEHCKH MTBXOBE, HO HE NOBJIHABA O0LIMA GEPTUNHTET NPH MBIKKH H XKEHCKH MThXOBE.
DapMakOKHHETHYHH NPOYUYBAHHA ¢ PAAMOAKTHBHO MAPKHPAH THKArpeaop oKa3BaT, ue€ OCHOBHOTO
BEILECTBO M HETOBUTE META0OMTH CE€ EKCKPETHPAT B MIIIKOTO MPH ITXO0BE (BXK. TO4Ka 4.6).

6. PAPMAIEBTHYHM JAHHH

6.1 ChnHebk HA IOMOLIAHTE BEHIECTBA

Aapo na Tabnerkara

Manuron

Llenynosa, MUKpoKkpucTanna, Tun 102
[ToBnaooH K-25

Kpockapmenosa HaTpHid

MarHe3ues creapar

Tabnerna 06BHBKA
Xurnpomesosa 6 mPas (E464)
‘TutaHos auokcua (E171)
Maxkporoa 400 (E1521)
KeneszeH okcua, xbar (E172)
Tank (E553b)

6.2 HechBMECTHMOCTH
Henpunoxumo

6.3 Cpok na rognocrt
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4 roauHHU
6.4 Chnenna/jHH yCJIOBHA HA ChXPAHEHHE
To3u nekapcTBeH NPOAYKT HE HIUCKBA CMELHATHH YCIOBHSA 38 ChXPaHEHHE.

6.5 Buan cLALpKAHHE HA ONAKOBKATA

° PVC-PVDC/6e3usereH anymuHues 6aucrep (Cbc CHMBONU cabHLe/yHa) ot 10 TabneTkn;
KapToHeHH onakoBkd oT 60 Tabnerku (6 bnucrepa) u 120 Tabnerku (12 6baucrepa).

- PVC-PVDC/6e3uBereH anymHHues nepdopupal 6aucrep (Cbc CHMBONM CirbHUe/AyHa) oT 10
TabNeTKu;, KapToHeHH onakoBKky OT 60 Tabnetku (6 6nucrepa) u 120 Tabnerku (12 6aucrepa).

. PVC-PVDC/6e3usereH anyMyHHHEB kaneHaapeH 6nucrep (cbe CHMBONY cabHUE/ TyHa) oT 14

TabneTku, KApTOHEHH onakoBKH OT 56 Tabnerku (4 bGnuctepa), |12 Tabnerku (8 6nucrepa) v 168
Tabnetku (12 6nncrepa).

. PVC-PVDC/6e3uBeren anyMHHHeB kanenaapeH nepdoprpad SaucTep (Che CHMBOMM CTBHLE/TyHA)
ot 14 Tabnerku; kapToHeHu onakoBku oT 56 Tabnerku (4 OGnucrepa), 112 Tabnerku (8 6i1ucrepa) u
168 Tabnetky (12 Onncrepa).

He Bcuuku BHaOBe ONakoBKH Morar jJa Obaar mycHaTH B mpogaxba.
6.6 CnenuHa/HH ApeANa3HH MePKH NpPR HIXBLPJSHE B paloTa

He#u3anon3saHUAT NeKapcTBEH NMPOAYKT WIH OTNAABYHWTE MaTEPHAIH OT Hero TpabBa a ce H3XBLPJIAT B
CbHOTBETCTBHE C MECTHHUTE H3UCKBAHHA.

7. IMMPHTEXATEJ]I HA PASPENNIEHHETO 3A YIIOTPEBA
Gedeon Richter Plc.
Gyomrdi at 19-21.

1103 Budapest
YHrapus

8. HOMEP(A) HA PABPEHIEHHUETO 3A YIIOTPEBA

Per. Ne 20230118

9. JATA HA ITBPBO PAZPEHTIABAHE/MMOAHOBABAHE HA PA3ZPEIIEHHETO 3A
YIIOTPEBA

JlaTta Ha nbpBo pa3spetuasaxe: 09.06.2023
JlaTa Ha nocaeqHO NOAHOBABAHE:
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10. JATA HA AKTYAJIMIFHPAHE HA TEKCTA

01.07.2025

29




