HPAJIOKEHUE |

KPATKA XAPAKTEPHUCTHKA HA TIPOJIYKTA



N3NMBIIHATENHA AFEHUHH no HEKAPCJ BATA
Kpamxa xapamupuﬂmuxa NE npog,wmu ﬂp:mmauua !

l. MME HA JIEKAPCTBEHWS TITPOJIY KT

nnnnnnnnn
.............................
------

Tukarpesnop MSN 60 mg ¢pusiMupann TadlicTKH PaspeweHue Ne
Tukarpeaop MSN 90 mg puamupanu rabaerku BG/MA/MP - é 6 [A/ e y 16 -07- 2024
Ogobpenue Me ... /.

Ticagrelor MSN 60 mg film coated tablets
Ticagrelor MSN 90 mg film-coated tablets

2 KAYUECTBEH 1 KOJIMYMECTBEH CbCTAB

Besika Gpuivmpana radicrka cpirbpka 60 mg rukarpenop (ticagrelor).
Besika punamupana tabnerka cbabnpxka 90 mg tukarpenop (ticagrelor).

3a I'LJIHUS CHUCBK HA [TOMOULHUTC BCHICCTBA BUIKTC TOYUKA 6. 1.
3. JJEKAPCTBEHA ®OPMA
MPuiamupana radlierka.

PosoBu, KpbLIuin, JABOHHONU3IILKHAIM, (uamupany TadjacTku (MpulJM3NTCIHO 8§ mm JIMaMCTBLP), ¢ BJUILOHATO
pejiepHo o3navenune ,,60 & M7 o1 ¢jlnara crpana o riiaJikn o1 Jipyrara crpasa.

/AKBATH, KPbIiK, ABOHHOU3NbKHAAH, (UAMHpaHK TadaeTKkH (npuban3uresHo 9 mm auameTnp), ¢ BUIBOHATO
pesiepHo o3HaueHue "90 & M" or eiHaTa cTpaHa u riajku OT Jpyrara cTpaHa.

4. KJAUMHHUYHAW JIAHTTHN

4.1 TepaneBTHYHH HOKA3AHHS

Tnkarpesop MSN. npusioxken ¢jinospemMenio ¢ anerniacaiuiiona kuceanna (ACK), ¢ nokasan 3a
Hnpejaspaie o1 arcpoTpoMOOTHYHH HHIMJICHTH HPH BLAPACTHH HALMCHTH C

* 0CTBLp KOpouapen cutipom (OKC) min

* anamnesa 3a muokap)ict uidapkr (MH) n BHCOK pucK 0T pazBuTHe Ha aTepoTpoMOOTHHHO ChOHTHE

—

(BAK. TOUKH 4.2 1 3.1).

4.2 JlosupoBKa 1 HAYMHI HA HPHJIOKRCHHC

Jlo3uposka
[ Tarmenrure, npuemainn Tnkarpesiop MSN, rpsiOBa ¢bI10 Taka Jia 1puemar nucka 1oJyibpuxkatila jloza or
75-150 mg ACK JIHCBHO, OCBCH KO TOBA € M3PUUYHO HPOTHBOIIOKA3ZAHO.

Ocmpu koponapnu Culopoyil

Jedcnnceto ¢ Lukarpejop MSN 1psaOBa jla 3anousa ¢ culokparia narosapsaiia Jio3a or 180 mg (e radsierku
o1 90 mg), cAac/ KOCTo ce npojrkiekasa ¢ Jo3a 90 me jwa ot uiesno. Hpenopnusa ce jieyenmnero ¢
Tukarpesiop MSN 90 mg jisa b JIHEBHO Jia npojibiokn 12 mecena npu naimentn ¢ OKC, ocsen ako Hama
KJOWHWUYHM 11OKa3ains 3a HPCKbLCBANC Ha npuema (8. touka 3.1).

1eHCHHC Ha nanenri ¢ anamniesa 2a MW o none eita ronmna i BHCOK pHEK o1 aTepoTpoN
(BK. To4ka 5.1). Jleuennero Moxke jla ObJ1e 3anounaro 0¢3 peKLEBAIC, KaTo 1PoJUhbJzKanall
HAYAJIHOTO JIcHeHHe o1 ¢jiia rojinna ¢ Tukarpesop MSN 90 mg niam tepaiius ¢ Jipyr ajicHo
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(AJLD) peretrropen unxudurop nupu natenTn ¢ OKC i BHCOK puck o1 arcporpoMboTHuiHo ¢ChLOUTHE,
JledeHneTo MOXKE /12 OB/I1C 3a110UNaTO CHIlO M /10 2 rojinum o MW ua )10 ¢iina rojMiia ciey CnupaHe Ha
npe/tiecTranloTo jeucuue ¢ AJ[M-pencirropen wuxnonrop. Mya orpantituciu laniii 3a epnkacnocTra
DC30MaCHOCTTA HA Y/LJAXKCHO JICHCHHUC C THRAIPCHOP naj 3 rojuinm.

AKO ¢ Heo0X0/iIMMa cMsHa 11a TepanusATa, ibpara jo3a lTukarpesop MSN TpsiGra ja Objie npuJjioxkena 24 gaca
CJIC;L NOCJC/IHATa J103a HA JIPYroTo anTuipoMOOTHYHO JICKAPCTBO,

lponycnama 0o3a

Cuuto Taka Tpsadsa ja ce n3dsrsa npouyckanero ta radhcrxka. Hamuenr, Koo ¢ 1iponycHan jia npueme
nozara cu Tnkarpesnop MSN, Tpsabga n1a npucme camo cana radiicrka (cneusailara CHM 403a) B yaca, B KOHTO
OOMHMARNO o LIPHEMAE,

Cneyuaiiu ronyrayuu
Cmapuecka ge3pacm
[ Ipy nanueH T B crapyccka $b3pacT He €C HAJAra KOPCKIHS 1a Jlosara (K. Tovka 5.2),

bvbpeuno yvegpeocoane
| Ipn nnauncHTH ¢ 6LOpEUO yBpex1aiie He ¢ HeoOX0/MMa KOPCKIIMA Ha j103aTa (BXK. Touka 5.2).

Heproopobro yepesicoare

Tukarpesop ne ¢ npoyUBan NpH HAIMCHTH C TCKKO HCPHOAPODIIO YBPCHAIC 1 110paJi Tosa, yiiorpebaTta My
OT FC3H NAIMCHTH ¢ nporisonokasana (sx¢. rovuka 4.3). Mma camo orpanuucta widpopmaiiust 1py HaINEHTH C
YMEPEHO HCpHO(poOHO yBpeKkaHe, KopuIvpale Ha 4034a1a 1¢ ¢¢ UpClopbhyuBa, Ho TUKarpenop tpsbsa aa ce
H3110J1388 € 1OBULLIEHO BHUMaHUE (BxK. ToukK 4.4 1 3.2). [Ipy naumenrtu ¢ nexo yepnoiapodHo yspexaaHe He e
1HCOOXO IHMA KOPCKILIA 11a 103aTa (B&K. Touka 5.2).

Heoduampuuna nonyrayus
bezonacnocTra v ehrKacHOCTTa Na THKAIPCHOP 1P JICHA Ha whi3pacT 1oL 18 rojmim ne e ycranosena, Hama
CHOTBETHA YNOTPEDA HA THKAIPCIIOP TTPH JIC11a Che ChpHOBUHOKACTLYHA DoieeT (k. Touku 5.1 u 3.2).

Ha4yuH HA HPHUIIOKEHHUE

3a NCpopaIIHO HPUIOKECITNC,

Tukarpehop MSN moxce 1@ ce npuema cbe 1k O¢3 Xpana.

| [py nanyen T Te, KOUTO HE MOraT Jia Hpcrirbinal tsjialicaun) rabnerka(n), rabiacrkure morar jla Obaar
CTPUTH Ha GuH 11pax, jla C¢ CMCCST ¢ HHOJIOBMH HAIlIA BOJla M Jid CC M3ITHAT Bejtnara, Yaimara tpsbna jla ce
H3TUIAKHE C OLIIC ITOJIOBHH Hallld BOJIA K Ch/ILPXUMOTO fla cC H3IHE, CMECTa MOMKE Jla CE NpHilara ¢bUIo U upe3
Hazo-racrpajiia conua (CHE unu n1o-rossima), Baxio ¢ naso-racrpajinara coljia jla c¢ NpoMHUe ¢ BoAa ¢ici
HPHIOKEHHETO Ha CMECT4a.

4.3 llporusonokaanis

e (CBpbXUYBCTBHTEJIHOCT KbLM aKTHBHOTO BEUIECTBO HIIK KbM HAKOE OT NIOMOIIHUTE BELIECTRA,
n30pocHH B Touka 6.1 (BXK. Touka 4.8).

AKTHABHO HATOJIOI'MYNO KbPBCHC,

AHAMNC3a 3a HITpakpaliaiia XeMoparus (Bx. Touka 4.8).

Texko ucpnonpodOio yepexgance (v, rouka 4.2, 4.4 1 5.2).

CLBMCCTHOTO HPILTORCHNC Ha THRArPesop ¢ Mottty wnxudirropn na CYP3IA4 (nanp.
KeTOKOHA30J1, KJIIAPUTPOMHUILMN, HEDA30I0H, PUTOHABUD W ATa3aHABKUD), ThH KATO MOXE Jla JIOBE/]
3HAYKTCTHO NNOBUIICHUC 1A CKCNO3ULIMATA Ha THKarpeop (X, Touka 4.3).




4.4 CrelHaJIHH UPC/YNPCAJICHAN U IPCALIA31H MCPKH 1IPH yHoTpedH2a

PHCK OT KhpBEHE |
FIpUnoxeHHeTo na Tuxarpe/iop lpy HamMciTi ¢ H3IBCCTCH IOBHINCH PUCK OT KbPBCHE TpsibBa J1a ¢¢ NPeLcHU
CHPAMO NOJ34Ta 110 OTHOHICHNC HA HPCANA3BANCTO OT &TepoTpoOMOOTHYIIN HHIMACHTH (BX. TOUKH 4.8 u 5.1).
AKO € KITHIIMYII0 1ToKA3aH, THKAIpCaop TpadBa J1a cC HpUIIara ¢ HOBKINICHO BHMMAHUC TIPY CNS/IHUTE Py Ny
HAUMECHTH!
e |laguenTrre Che CKRIOIHOCT KbM KbpPBCHE (Hanp. 110paj CKOPOLING TpasMa, oriepauus, HapyLeHHUs B
KPLBOCKCUPBAHCTO, AKTHUICH WK CKOPOIIIEH CTOMAHIIIO-YPCRCH KPPLBOUIIHR) HIH TE€3H KOWTO €4 C NMOBHIUIEH
PUCK OT TpapMma. | IpunoxXeHUeTo Ha THKArpenop ¢ IPOTHRBONIOKAZAHO LIPH 1TAIIMCHTH ¢ aKTUBHO NMaTOJIOMTMYHO
KLPBCHE, NPU TAKHBA C AHAMHC3A 34 HITPAKPANIMAHAINIE XCMOPATHS H [IPH HAIIKCHTYU € TCKKO YCpHOAPOoORO
yBpexiaie (Bx. rouka 4.3).
o [laumenry, HPUEMALILH CLHOBPCMCHEO JCKAPCTBCIH HPOJLYKTH, KOUTO MOFaT jld [10BULLIAT PUCKA OT
KbpBreue (nanp. HeCTCPOUIHK NpoTUROBL3INANUTCHNU cpejicTia (HCTTBRC), nepopantin aHTHKOArynanTyd w/unu
PUOPUHONUTHLIN) B paMKHTE Ha 24 yaca OT NpueMa HaTHKArpesop.

Tpancdysusia na rpomOotutTHa Maca e odpLIa aHTHTPOMOOTHUHNS CYICKT HA THKAIPCJIOP 1IPU 31PaBH
AOOPOBOIIA U € MAIIKO BCPOATHO J1d MM KNG 11033 1PH ianyctTh ¢ kbpiene. lonexe
CIHOBPEMCHNOTO LIPHIIOKCHHE Ha THKAIPCIOP ¢ JCIMOLPCCHIT 1IC CKLCSBA BPCMETO 118 KhPBEHC, BEPOSATHO
JIC3MOTIPCCHIN HsiMa jia B5/1C ehUKACCH 33 OBRNAJKBANC HA KPLBOH3JIKE (8K, Touka 4.5).

ATHGASPHHOATTHUNOTO JICHCHHC (AMUHTOKAIPOHORA HAKM TPAHCKCAMOBA KHCCIIMEA) WK TepanusaTa ¢
pekomOuHanren gakrop Vila Morar jia yexopsit kpbBocheupsaicto. | [puembr Ha THKarpehop Moke J1a ¢c
BL30OHOBH CJIE)L KATO HHPHYRNATE 32 KhPBCHCTO € OTKPHTR M TO C OBNAJIS0,

Oucpauuu

| launenrure Tpabna ja onaar HOCLBRCTBAHH 1a UHPOPMHPAT JICKAPHTC U CTOMATONO3WTC CH, YE 1IpHEMAT
THKAIPCJIOP, Hpeid ada UM D¢ HA3auea HEKAKBE XHPYPIHYHA HIFTCPBCHIIMS W 1IPC)IM J1a 3anNo4YHaT na
HPUCMAT HOB JICKAPCTRCH HPOJLYKT.

I lpu nanmenrure or npoyusancro PLATO ¢ nantpasen xoponapno-aprepunanicn 6aiinac (KAb), npu
THKarpesiop ce 1adito/ana 110BCUC KLPBCHC OTKONKOTO IPH KIONWAOIPCIL, KOI'aTO € CHPAH | AeH npeau
onepanuna, Ho CXOJ(Ha YeCToTa 1Ha 3HAYHTENHO KbPBEHC, B CPABHEHNC C KJIOIIKNOCPE, CAE CTUpalie Ha
JICUEHHETO 2 UK NOBCYUC JIHH NIpeJiH onepalius {(Bx. Touka 4.8). AKO nalmeH LT (10/UICKHY HA [1aHOBA
OlICpaLIHA K aHTHAIPCIalTHHAT CHCKT ¢ NekKeal, THKArpeop Tpsdna j1a ¢ cupe 5 UM npeiid Xupypruviara
KHTCPBCHIIMS (BX. TOoUKa 5.1).

[latumnenTy ¢ npeulecTBat HCXCMITHCI HHCY T
| lannenrrn ¢ OKC ¢ npejpuccrBanl MCXxeMHyen HHCYNT MOraT J1a OL1aT JIEKY BAHK ¢ TUKArpeaop B
HPOBIBKENHE Han-muoro 110 12 mecena (npoyunsatce PLATO).

13 PLGASUS naumneny ¢ anamnesa 3a MU ¢ npejunecrsant nexemunctt nncyir ne ca skmousan. opaju
TOBA, MPH JIMIICE A JLIANIH, JICHCHKC [TOBCYHC OT CJHA 10JIN1A 11C CC IIPCHOPTLHBA 1IPH TC3H [TALMCHTH.

Hepuoapoblo yspexiiane
Ynorpebara na TUKarpejiop ¢ NpoTHBONOKA3aHa IIPK HAIMCHTH ¢ TCKKO 4eprojipodiio yspexuate {Bx.

roukit 4.2 1 4.3). UmMa orpanvuct oinT ¢ THKErpe:[op 1P HALMCIITH ¢ YMCPCHO Y4epnojipobHo yrpexaate,
1HOPAJIM TOBA, HPH TC3K NAIMCHTH CC HPCHOPBYBRA HOBHINCHO BiiMManHe (Bx. ToukH 4.2 1 5.2).

PUckoBH 3a pa3suTie Ha OpaJjinkap s NalucH Ty

Xosrep EKI monntopupanie nokassa nosuincHa 4ecrora NpeiMiio Ha aCUMIITOMITN BEHTD
BPEME Ha JICYCHHE C THKArpeJIop B CpaRlicHue ¢ Kionuiorpei. HanMenrure ¢ 110BHIICH pUC
Opajimkap/ius (Hanp. HalMeHTH ChC CUIIPOM Ha BoJIlus CHYCOB Bhact 6¢3 HIciHeMelKksp, A
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CTCITCH, WM TAKMRA CLC CRBLP3ANM € OPATHKAPIHY CHIKOIIN) CO HIKIOUCHH O OCHOBHUTE NPOYYRAHHS 33
ougctika Ha dezonacHocTra v cpuraclocrra na rikarpeyiop. CHcjoBaresiio, Hopajin orpaHAUMEeHAA KIMHUYEH
OHUT, THKAUPCJIOP TPAOBA Jld CC 311051384 C HOBHUICHO BHHMANHC 1IPH FC3H HAIIMCHTH (BX. To4Ka 5.1).

OcreH TOB&, TUKATIPCJIOop Tpﬂﬁﬁa Ha CC npujara € noBuuICHO BHAMAHKUC CANHOBPCMCHHO C JICKAPCTBEHH
MPOAYKTH, 3@ KOUTO € U3BECTHO, Y€ HHlyunpar Opanukapaus. B npoyusanero PLATO, obaue, He ce
Ha0JIO1aBAT JIOKAZATCIICTBA 3d KIMHAYHO 3Ha4MMKI HCKCHIANN PCAKITHKY CICL C/UIIOBPCMCHHO TTPUITOKEHUE ¢
CNMH MK NTOBCUE JIEKAPCTREHU TIPOIYKTH, 3a8 KOHTO ¢ H3BCCTIIO, HC UHpylMpaT Bpaaukapans (nanp. 96 %
OCTa-00KePH, 33 % OJOKCPH HY KAIHCBHTS KauaJ UL rTHasesM i sepanamMul, i 4 % JHIrokeHil) (B, To4dka

4.5).

I lo Bpeme Ha xourreposoTo nodpoy4saiie 8 PLATO, noseuce naiuenrn ca UMaJil BEHTPHKYJIAPHU NAay3H > 3
CCKYHUI € THKAIPCIOP, OTKOJIKOTO € KJIQHAIOIPSI, 110 BpeMe 11a ocrpara (asza Ha Texnius OKC. VBeauueHueTo
HA YCTAHOBCHHWTC C XOJTCP BCHTPAKYJIAPHH 11aY3H ¢ THKAIPCIOP ¢ OHJI0 110- BUCOKO IIPH NALKHCHTH ¢ XPOHHYHA
chpieuna tiesiocrarbaitocT (XCHD, oTkonKoTo B 11s10CTIaTa H3CIHC/BANA HTOTIYJIANKS 110 BPEMC HA ocTpaTa (a3a
Ha OKC. 1o He B HA 1MLPBHS MCCCIL HA JICUEHHCTO C THKAIPCIOP IH B Cparlcine ¢ Kionnaorpe)t. B tazu
NONyNauMs NAlUCHTH HC C UMAN0 HUKZKBY CTPaHHYIIN KJIHHAYIM IHOCHC/ICTRHSA, CRLP3alK ¢ TO3M AucbanaHc
(BKJIFOYHTECIIHO CHHKON WK [IOCTABSHE Na NCHCMeKkLp) (1K, Touka 5.1).

13 11OCTMAPKETHHIOBUS TICPHO,1 LIPK HAIMCHTH, HPUCMAIILH THRKArpeaop, ¢ coditana 3a ¢LonTus na
Opa/inapuTmus n AV-0010K (B, 1Touka 4.8), npejtamio npd narnenit ¢ OKC, 11pH KOHTO ChpjleHHaTa HCXEMUS
A ChILTCTBALLO HPHIAIaiWTC NCKAPCTBA, KOHTO HAMAIABAT ChPJICHIIATA YECTOTa WM 3acHraT ChLpJicyHara
IPOBCIHMOCT CC HBHBAT 1HOTCHUMAIK cMylaBany Gakropu. KGIMHHYHOTO ChCTOAHUE HA NallMEHTa U
ChIILTCTRALIO HIPHIIATAHUTE JiekdapeTia TP40Ba jia OL1aT pa3riiexk any KaTo HOTCHIIMAINY NPUUHHU 338 Te3M
ChCTOSIHMS, [IPCUU 1d C€ KOPHUI'Mpa NeYCHUETO.

JHCIHHCH

JIreimies ce enoBmaRa 1pn anucHTHTe, JICKYRaI ¢ rukarpesop. Jncnnesta obUKNoBeNo ¢ icka 10 ymepena
[10 HHTCH3WTCT K UCCTO OT3BYHARA OC3 HECOOXOJIMMOCT OT HPCKLCBANC na Jcucituero. pu nanneHture ¢
acrTma/xponunuiia odbcrpykrusia denopodna donect (XObh) moxe j1a nma nosuuien abcomoTeH puckK OT
RL3HUKBAHC HA JIUCHHCH ¢ THKaIpesiop. Tukarpenop tpsOsa jia ¢¢ H3110/138a ¢ HOBULICHO BHUMaHHE [IpH
IAIIHCHTH € aHaMHe3a 3a actMa /it XObb, McexarnusMn T BCC O1UIC He ¢ Hasicneil. AKo naluenTnT ¢LobM 2a
HOBOBL3HHKHAJA, [TPOJILJDKUTCHIIA HIIH BJIOIICHA JIMCIHICH, TOBA TPSOBA J1a CC H3CHC/BA [AJIOCTHO U aKO HC CC
TOJIEPHPA, JEHCHHUETO C THRAIPCHOP TPAOBA [ta ¢C Crpe. 3a Hombidnrena Hudopmaitis BUxXTe ToYka 4.8,

Llewrpanta chiita ales

B mocTrMapkeTHHTIOBHA LICPHOL [IPK HAIMCHTH, HIPHCMAILH THKAIPEJIop, ¢¢ cLoliana 3a 1enTpaiia cbina
aneest, srynowrresno juitnanc ia Cheyne-Stokes. lpu cumucerue 3a rienrpasnnia ¢oitna aniies, Tpsbsa aa ce
OOMMCIIM J1OIrbIINKTENINA KIIMHHYHA OILCIIKA.

[ToBuinanatie Ha KpeaTuivng

Husara na kpearuuyia Morat J1a ¢ nossinat 1o BPCMC HA JICHCHHCTO ¢ THKAIPEIop. Mexaln3MDbT BCe OLLC He
¢ u3scted. bubpeunara pynknus rpsdna ja ce NpoBepsna Chiiaclo Cranjapriara MeJInIIMHCKa NpaKkTHKa.
Hpy naunenry ¢ OKC ¢e mpenopbyBa cLIo Jia ce nposepi 0L0pcuitara hynkius cilui Mecell CNcH 3arnousate
Ha JICHCHUCTO € THKAIPCIIOP, KaTO ¢C 00Opbid 0CODCHO BUHMANMC HA 1IHCHTH 2 75 1'0JIHHU, HAITHEHTH C
YMEPCHA/ TEK KA ObOPCHHE HCHOCTATLHHOCT W TAKHBA, KOUTO HOJYHEBAT ChIILTCTRANE TCpaltnus €
aHrMoTCH3UH-pCIerTopiy Onoxepu (APh).

Y BGJIMYABAHE HA NUKOYNHATA KHCCIIMHA
XHUCPYPUKEMHS MOXKC Jld BL3HKKHC 110 BPCMC Ha JICYCHUC ¢ THKAIpCHop (8K, Toyka 4.8
BHHMAI134 IIpH HAIHCHTH C dHaMII¢3a 34 XHIICD:{DHKCMI*IH HITH IHUIH!‘DHHUH E'll'}'l‘rlH'ﬂ KH'I'{} II[')(B..Jr
Hachpyara ynorpedara na tukalrpeiiop HpH HALHCITH ¢ YPCMUIA HediponaTHs.




TpomborTnunra TpomooiimroneHudng uypuypa C1111)

T'pomOoOTHYyHA TpOMOOIIMTONEHHUHA nyplypa (TT11) ce chobitana mioro psaaxo npu ynotpeda Ha THKarpenop.
X4pPaKkTCpU3npa ¢¢ ¢ TPOMOBOUMTOIICHNS M MUKPOAHEHOIATHYHA XCMOJIMTHYHA alleMUs], CBhp3aHa ¢
HEBPOJIOIHYHHE NAXOJIKKH, ObOpeuna Jucdy ks 14 sucoka remneparypa. T'TH ¢ norennuanio neranuo
ChCTOSHUC, H3UCKBAIIO OLP30 JICHCIIKE, BKINOUUTCHNO Ia3madiepesa.

Mlosausizane Ha 1¢croBere 3a_ TpoMOoM A BYNKLLNS NPH JIHATHOCTHIMPAHE HA XCapui- HHAYIIMpaHa
rpomoouroneliny (Xl )

| Ipn Tecra 3a xenapyH-niyyninpana aktuBalids va rpoMbolnTuTe (XMTA), u3non3san 3a JidarHocTUUMPAHC

Ha XHUT., antu-Tpomboiresr paktop 4/xenapui aHrurenara B cCpyma Ha raiucnra akTHBHpar TpoMOOUHUTHTE
Ha 3)[paBy JIOHOPH B TPUCLCTRUHETO HA XCIAPHH.

Daninso orpun@areyiy pesyirary 3a XMT tipu recr 3a 1poMBoiidTia Gynkitns (KoeTo BKJIIOYBA, HO MOXE A4
He ce orpaluyana 1o Tect 3a XHMTA) ce chobinasart npH nHanuceHTH, NPUEMAalili THKarpesop.

Tosa e csbp3aHo ¢ MHXKUOMpane na P2Y j-peuenropa BLpxy TPOMOOLMTUTE 112 34PaBUTC AOHOPH OT TUKAIPEIOoP
B cepyma/unasMara na nanuenTa npy recta. Mudopmanns 3a ¢uirsrersaia repains ¢ THKarpeaop ce H3ucKBa,
KOTaTO €€ PazuuTaT TECTOBCTE 3a TpoMbBonuriiaTa gynkuMs 1ipi juarnocruimpale na XU'T,

| 1py nanyenTy, Koo ca passuin XU, cHoTHONICHKCTO HON3A-PACK OT 1IPOJILIEKUTCIIIO JICUCHUE C THKAI'PEIOP
TPAORA J1a Ce OIICHN, KAaTO CC B3CMAT npeisrit ¥ nporpomBoriunivg craryc na XM v nosuulieHus puck ot
KLPBEHEC 1IPH ChITETCTBANNE TCPAIHS € AITFHKOAIYIAHT I THRAIPCHOP.

/Apyry
Ha 6a3za na natmonasanara 8 PLATO Bphika mewiy nojuispxaitiara jio3a ACK M otHocuTeHaTa €PUKACHOCT

HA THRAIPLIIOP B CPABHCHIIC C KIGIHJOIPECL, HC CC NPCHOPBUBA CUIOBPCMCHIOTO LIPHIIOKCHNAE HA TUKArPeAop U
BUCOKa nojuibpxaila 1o3a ACK (> 300 mg) (8x. rouka 3.1).

Panno npeyeraposssatie

PannoTto cnupanic Ha KosiTo M J1a ¢ al'rnarperalitha Tepanys, BKIOUUTCIHO K ¢ Tukarpesop MSN, Moxe 21a
JIOBEJ1E JIO NOBHINABAHE HA pUCKa O chpiaedHO-CHIoBa (CC)Y embpr, MU uay uncynT BelieICTBUE HA
noanexauioro 3abostsiea a J1a ce n3dsBa 1PCKJIEBPCMCIINO

CHMPAHC 1A TCPAIUuTA.

4.5 B3aumMojteHCrBHE € JIPYIH GICKAPCTBCHH HPOJIYKTH H(PVIH GOPMH 1A B3aUMO/1eiiCTBHE
Tuxkarpesop e upean senuko cyberpar Ha CYP3A4 u cinad unxuburop va CYP3A4, ‘Tukarpesiop € cbllo

cyOcTpar na P-ruvkonporenna (P-gp) ¥ cnad uuxuburop na P-gp 1 MOXC /1a NOBHILY CKCITO3UIUATA HA
cyOcTpard Ha P-gp.

ipexTH Ha AEKARPCTBCIK I JAPYIH IPROJYKTH BLPXY THKALPCHIOD

Hnxubumopu na CYP3A4

¢  Mowpmw unxudbumopi na CYP3A4 — cANOBPEMCHITOTO HPUAOKCIHIC 114 KCTOKOHAZ0I ¢ THKAIPENOP
BoAK J10 nosritiasane Ha Cow 1 AUC na tuxarpenop, cnorserno 2,4 bty n 7,3 iy, Chax ¥ AUC
1A AKTHBHES Meabonr ce nomnkasar, chornerio ¢ 89 % 1 56 %. Quakna ce U APYI'd MOLIIN
nnxuorropn na CYP3A4 (kaapurpoMuitni, negasooi., pHTONARMP ¥ aTa3aiaBup) jla MMaT CXOIHH
ePEKTH, U 1TOPAIH Ta3H NPUUKHA, CBILTCTBAIOTO NpHJIoKelne 1ia Moiltid CYP3A4 unxubutopu ¢
THKArpesaop e npoTUBONMOKa3Ho (BXK. Touka 4.3).

o Vwmepenu unxubumopu na CYP3A4 — CJIHOBPEMCHHOTO NPUIIOKCHHC HA JHIITHA3CM ¢ THKArpenop
HoBHINABA Chax N8 THKArpesop ¢ 69 %, a AUC - 10 2,7 11 1 moimkand Cuas 1A AKTUR
38 %, nokaro AUC ocrasa ticnpoMeHena. TuKarpeliop He OKasBa BIHAIHC BbhPXY 111
KOHIEHTPaAlMS Ha JIITHASCM. OHaksa ¢C JIpyriTe yMepeHr mnxuountopu na CYP3
AMIIPEHABHP, ALIPCHWTAHT, CPUTPOMULIKMI U (IIYKOHA30H) Jla HMAT CX0/lel CDCKT H
rnpunarar eIHOBPEMCIIIO C THKAIPENop.




¢ Habuonasana ¢ 2 nbTH yBCAHUCHA CKCNO3MIMS 1A THKATPCIIOP CIIC/L KONCYMAIIK 114 FONEMH KOJIMHECTRA
cok oT rperndipyT nesno (3x200 ml). Tasu crench na noBUnICHa CKCNO3NIUS HE ce ovakia ja 6bae
KIMHUYHHO 3HAYKMA 32 [IOBCUCTO HALMCHTH,

Hnoykmopu na CYP3A

ETHOBPEMEHHOTO MPUNOKEHHUE Ha pUBAMITHIIKH U THKATPCHIOP BOJIM 10 loHwkaBale Ha Chax M AUC Ha
rikarpe;iop cuorserno e 73 % i1 86 Y. Cha a aktuiiug meradosmr ne ce npomens, a AUC ce nonuxkana
CLOTBETHO € 46 %. Ouakia ce apyrure unjaykropd na CYP3A (naup. geunronn, kapbamaszenun 4
denobapbuTan) Chillo J1a 1HOHMKABAT CKCHO3HIUATA 1A THKAIPCIAO)P.

L IHOBPECMEHIIOTO HPUIIOKCIKC 1A THKaIpeJIop ¢ Motk uuaykropk na CYP3A MoXKe /14 NOHWKY €KCNTO3NIIUMATA
1 ¢OUKACHOCTTA HA THKATPEIOP, ¥ MOPA/IN Ta3u NPHYHIIA HC CC AChLPYABA TAXHOTO ChITLTCTBAIIO NPHIIOKEHHE C
TUKarpenop.

Liursnocnopun (unxucumop na P-gp u CYP3A)

EAHOBPCMECHHOTO NPHAOKCHHC na 1ukiociopun (600 me) ¢ rukarpeiop 8o 1o nosuiaraic Ha Cmax 1 AUC
Ha THRarpeaop chorBerio 2.3 wwrn 1t 2.8 1srd. Hpd nansanero na ninkiocnopun, AUC Ha akTHRHUS
MCTadoNUT cc nopuiiana ¢ 32 %, a Cua €C nonukasa ¢ 15 %.

HsimMa HalHYHY JJlaHHM 34 ¢HOBpEMEHiaTa ynoTpeda Ha THKArpeJiop ¢ JIpyru akTMBHY BCILECTBA, KOWTO ChilO
ca MOIUHK HIXHOUTOPH Ha P-gp v ymepenn uiixuburopn na CYP3A4 (nanp. scpatiaMuil, XHHWAWH), KOUTO
ChILO MOraT 1a IMOBHINAT CKCITO3KITUATA 1A THKAIPEIIOp. AKO KOMDunanusta He Moxe J1a oj1e uaberunara,
TAXHOTO €/IHOBPCMCHIO HPUIIOKCHIUC TPSOBRA J1d CC H3BBLPILIBA ¢ HOBHIIICHO BHHMAIIUC.

pyeu

KiiMHWYHATE LIPOYUBaK KU 33 (DAPMAKOJIOFHYHH B3aUMOJICHCTBHS 110Ka3BaT, 4¢ ¢JIHOBPEMEHHOTO
HPHIIOKECHHE HA THKAIPLIIOP € Xcnapui, cHokeanapuit B ACK 1in JC3MOLpecnil HE 0Ka3BaT Bh3JICHCTBHE
BLPXY (PapMaKOKHHETUKATA 1A TUKATPCIOP WKW akTURIINSG My MceTaboumT, uiin supxy AJlP-uiynupatiara
TPOMOOIMTHA Arperallis, B CPABICHUC C THRAIPCIOP, HPHI0KCH CAMOCTONTCING, AKO ¢ KIIMHUYHO
HOKA3AHO, JICKAPCTBCHH HPOJYKTH, KOHTO HIMCHAT XCMOCTAZaTa, I psOBa 1@ CC W3110JI13BaT € NOBUIIEHO
BHHMAHUAC B KOMOUHALLUS C THKAIpCHOP.

Habmo,1aana ¢ 3abapciia u o1 HKena CKCIIO3IMIMS Ha nepopaiin uuxuduropu na P2Y 2, sritounreniio
THKAIPLIOP # HCIoBrs aktiBet MeTadoivT LpH natnentn ¢ OKC uekyrann ¢ Mopdni (35% onnkaiane Ha
CKCNOZNILNSATA HA THKAIrPehop). Tosa B3anMONCHCTBHC MOKC JId ¢ CBLP3AHO € 1aMalieH CToMalllHO-4YpeBCH
MOTHJIMTET KW 1A CC OTHACH 38 JIPYI' OHHOUAH. KNHHAYIIOTO 3HAUCHKHC ¢ HCH3BCCTHO, HO JIAHHHUTE MMOKA3BAT
NOTEHIKAN 3a HaMancHa e(PUKACHOCT Ha TUKAIpPesiop LIPH BALIMCHTH ¢ SHOBPCMEHIHO [IPHIIoKEHHE Ha
Trkarpesiop u Mopdmi. lpu nannentu ¢ OKC, npu KOMTO MOPPUIBLT HE MOXE Jia OL.4¢ capsaH 1 65p30To
HHuxubupane na P2Y )z e oT CBLINCCTBCHO 3HAUCHHE, MOXC na ¢ oOMuCIIM yrnoTpeba Ha napeHTepaien
HHxnouTop Ha P2Y |,.

LEhekTH Ha TUKAIPCHON BLPXY JIPYIM JICKAPCTBCUH LPOLYKTH

— - —

Jexapemeenu npodyxmu, koumo ce memadoauzupam om CYP3IAL
o  Cumeacmamun — CANOBPCMEHNOTO IIPHIIOKCHHUC HA THKAI'PCIIOP ChC CUMBACTaTHH BOAMW [0 [IOBHILABAHE
11 Co 1 AUC na cumpacrarin cnorsetio ¢ 81 % it 56 Y. kaxro n na vosimmansane na Chua v AUC Ha
CHMBACTaTHHOBATA KUCCIHIA CLOTBCTRO ¢ 64 Y0 11 32 Yo, KATO B 0'1j(Ciinm ¢liyuau ce JocTura 2-10 3-
KpaTHo Hosuiasaic. mospeMeninoro HpRAOKCHNIC Ha THKAIPCIOP 1 CUMBACTATHH B 11034,
najBuiliasaig 40 mg HeBIHO, MOXKC J1a JIOBCAL [0 NCHKCAAHH PCAKITHY 1A CHMBACTATHH H TR
NPELEHN CnPAMO 1HOTCHIIHAMHKTE 1oa3Kd. CUMBACTATHII 11C OKa3Ba BIUMSHUEC BLPXY nJias A
KOHUCHTPALIMK Ha THKAIPCIOP. THKaI'PEN0Op MOXKC i 0Ka3Ba CXOJICH ChCKT BLPXY chua
NPenopLYBa CHOBPCMCHHATA YIIOTPpEDa nHa TUKArPCHOP Che CHMBACTATIHII WK JIOBACT
Haaeuitianaiin 40me.
o Amopgacmamuit — CJUOBPCMCHHOTO NPHIGKCHHC T1a ATOPRBACTATHII Y THKATPEIOp BOY
nosruiapane na C,.. v AUC na aropsacrarniosara kcclimna cboTseTHO ¢ 23 % v 36\%0
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nosrianaHe Ha AUC n Cax ¢ Habnto/1iaBano 11py BCHUKK MCTabosIMTH 113 aTopBacTaTHHOBATA
KUCEJIMHA. T€3M NOBUIIEHH CTOHHOCTH HE C€ CHUTAT 38 KIIMHUYIIO 3HAYUMH,

¢ [lc Moxe jia cc U3rnouu 110,100¢H cheKT U BRBPXY JApyrH ctariiy, Mcrabonuznpand ot CYP3A4,
{ lanyenrure 8 tipoyusanero PLAT(), KOMTO Ca noJyHasa v THKAIPCJIOP, ¢4 IIPHCMANH Pas3ingiy
crarviiy 6¢3 CLODPANKCHINE 11O OTHOICHHUE 1a O¢30nacHOCTTd Ha crarnia 11pu 93 %or koxoprara Ha
PLATO, KO4TO ¢ npreMand 1¢3n JICKapCTBCHH HPOJLYKTH.

Tukarpenop e cnad nuxndburop na CYP3A4. Exnospementoro npuiioxxenne Ha TUKarpesop ¢be cybcTpaTi Ha
CYP3A4 ¢ recen repanenirude uijicke (Haip. iu3aipuiL MK eproalikajionjiv) He ¢e NpenopbYsa, Tk KaTo
TUKArpeaop MOXEe 1a 11OBHIIH EKCIIO3UILUATA HA TC3H JICKAPCTBCHK 1IPOJIYKTH,

P-gp cyOcmpamu (GRAUIQUIMENNIO QUPOKCUIL, HURIOCHODUI)

EAHOBPECMCHIBOTO HPHAOKCHHE € THRAIPCIOP BOJIM N0 nosHuasale Ha Chna # AUC Ha JHTOKCHE CLOTBETHO
cbC 75 Y% u 28 %. Cpemiinte Hall-HUCKK HUBA 11a JIMTOKCHII CC ttoBuIaBaT ¢ 0k0J10 30 % npu e1HOBpeMEHHO
[IPUJIOKEHHE C THKATPEIIOP, KATO B HAKOH OTJICAHH Cllyyal CC OTUMTAT MAKCHUMYM ABYKpaTHH nosriuasanus. B
HPHCLOTBHETO HA HIrOKCHN Cuu 1 AUC 1d rHKaIrpeiop 1 akmnritis My meraGoliiT He CC NOBJIWSBAT.
Cle10BaTeiHo, HpY CLHOBPEMENNO LIPHIIOKCHUC HA THKAPPCIOP ¢

P-gp-3aBUCUMUN JICKAPCTBCHH HIPOJLYKTH € MANBK TCPALICBTHYCIE HIJICKC KATO JIMIOKCHH, CC 1IPCHIOpbYBa
MOAXOSIL KIIKHHYCH K/ i sjaboparopeil Konwrposs.

T'Hkarpesop He 0ka3Ba BIMAHUE BLPXY KOHIEHTPALMATA HA LHKIIOCHIOPUH B KPbRTA. LAMCKTLT HA THKArPEIOD
BLPXY APy cyocrparu na P-gp ue ¢ upoyunari.

Jerapemeenu npodykmu, Keumo ce siemaboauzupam om CYP2C9

EANOBPEMCHIOTO NPHIIOKCHHE HA THKAIPCIOp ¢ ToJNOYTAMMUL 1LIC BOJIK JIO IIPOMSIHA 112 Nja3sMelnuTe
KOHUCHTPpaLKK Ha KOHTO U 4a € o1 \BaTa NPOYKT4, KOCTO 1IPCIoiard, ue THKalpeop He € MHXHOUTOp Ha
CYP2C9 u e manko seposdTHo Aa nopiausisa Meanupaiins or CYP2C9 merabonusnbm Ha JIeKapCTBEHH NTPOLAYKTH
kaTo Bapdapull U To0y ramu .

Posysacmamun

Tukarpesiop MoXce jla noriidsc ObOpeUHHaTa CKCKPLILLY Ha pO3YBACTATHIL, YBCIHYABAHKH PUCKA OT KyMyJnHpaHe
Ha PO3yBACTATUIL IFLIPCKH HC TOUNMST MCXAIIUIBM HC ¢ M3BCCTCH, 1 HAKOH ClIYHan ¢/IHOBPCMCHHOTO
IPUAIOMCHHE HA THKATPECJIOP K po3yBacrardl BoOjJW O namajisBane Ha OnOpevnara gyHKUW, [TOBHILCHO HUBO Ha

CPK u pabaomuoiinza.

lepopainu koumpayenmuau

FAOBPEMCHTIOTO NPILIOKCHNIC HA THKAUPCIOP € JICBONOPICCTPCT H CTHIIAI CCTPAJIMOI BOJAH JIO [TOBUILIABAHE Ha
CKCHOBUIIMATA KbM CTHHII CCTPa/titon ¢ upnbumsnre;mo 20 %, no ne nonimsina hapMakoKHHCTHKATA Ha
jiesonoprectpet. Lpy cinoBpeMeH o HPUIOKEHHE 1A JICBONOPICCTPC! M CTHIIMIL CCTPAJLMOIL ¢ TUKATPESIOP HE ce
OMaKBA KJIMHHAYHO 3HAYUM CDEKT BbPXY ¢GUKACHOCTTA Ha IICPOPANTIHS KOHTPALCIITHE,

Jlexapcmeenu npoOyKmu, 3a KOUMO e U3BCCMNO, Ye UHOYYUPAN_Opadurapous

[lopanw nabmonasarnc na npeaAMMHO aCUMIITOMIIY BCHTPUKYJIAPHH 11ay3u W OpanuKkapAus ce U3UCKBA NOBHILEHO
BHHMAHWC, KOIATO THKAIPCIOP CC 1IPUIAIA C/HOBPCMCIIHO ¢ HCKAPCTBCIH NIPOJIYKTH, 38 KONTO € U3BECTHO, ue
HHAYyuunpar dpaigukapans (Bx. Ttouka 4.4). B npoyunancro PLATQO, o8auc ne ce nabnionasar Jokasare/icTsa 3a
KIMHUYHO 3HAYUMH HEXENAHW PCAKIIMH CIIC/L CHHOBPCMCHIO HPHIOKCHNC C CjIMH HIIK [IOBEYEC JICKApCTBCHH
MPOAYKTH, 3@ KOUTO € HU3BCCTHO, YC HHTyLMpaT Opasuxap/ivs (nanp. 96 % Gera-6nokepn, 33 % 6nokepu Ha
KaJlIMeBH'Te Kalaay JlrriaszemM v sepanamuil, v 4 % jirokenn).

pyea conememsdiyga mepanust

BB katbnypuee npoyusaiist Tukarpesop ¢ npiaaran ¢ospemenno ¢ ACK, uixuburop
rnomna, crat¥Hy, 6era-0s10Kkepu, HHEXHOUTOPH Ha ANIMOTCHIHH-KOHIBCPTHPALLHA CH3UM /
Il peuenropnu 6a0Kkepy, HCOOXO/IMMH 3a JICHCHHUC 1A CLITLTCTBAINY 3aD0IgBal S 34 b
Xerapri, HUCKOMOJICKYJICIE Xetapiy i uirrpasctosul muxnduropu na Gplib/Ita 3a kpay
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5.1}. He ca nanuunu slannm 3a nab:10/1aganit KAMIHMHO 3HAMHMIL NCHCIAHY B3AHMOACHCTBUS Npy ynorpeba 1ia
TE3U JICKAPCTBEHY [IPOJIYKTH.

L. /iHOBPEMEHHOTO HIPHIIOKCHHE HA THUKAIPCJIOP € XCIAPHI, CHOKCUIIAPUH HIIK JIC3MOLIPECHH HAMA €(PEKT BbPXY
aKTHBHPAHOTO napuvanio rpomooniactnioso speme (aPll), akrusupanoro speme Ha cecupsane (ACT) nan
nachenranvaTa Ha dakrtop Xa. Bee nak, mopajy noreHnmManmninte papMakoIMHAMUYHN B3aUMOICACTBAA,
CAHOBPEMCHHOTO HPHIIOKCHHKC HA THKAIPCIIOP C JCKAPCTBCHN IPOJIYKIH, 4, TpA0Ba Jla ¢C H3BhpIIBa C
NOBHIIICHO BHYUMAHNC.

| lopajin ¢LOOUICHHS 38 40HOPMHO KOXHO KLPBCHE CLC CCACKTHBIN HIXHOWTOPH Ha o0paTHOTO 3aXBallaHe Ha
cepoToHnil (CHO3C) (Hanp. napoKceTH, CCprpalivi v IIATAN0NPaM), IIPCNOPLYBA CE BHUMAHHE, KOraTo
CHO3C ce npuiarar ¢ THKarpelop, Thil Ka1o ToOBa MO )14 1OBHIIK PUCKA OT KhpBEHE.

4.6 ODepruanrer, HpEMEHIOCT H KLPMENC

AEHH ¢ JICTCPOJICH NOTCHIIHAII
Keuu ¢ aerepojient 1oreHIiHan Tpsdsa 1a n3non3sat cheKTUBHHU KOHTPANCIITHBHA MEPKH, 3a Jia H3bersar
3a0pEMCHSABAHE 110 BPEMC HA JICUCHHE C THKAIPCIIOP.

bpemMeHHocT

HsMa nin mMa orpannycHo KOJWYCCTRO Jaity 3a yuorpebara na THrarpeliop upu OpeMCHHU XKeHH,
[ IpoyuBatiuara npu mMHUBOTHH MOKA3ZBAT PENPOJIYKTHRIIA TOKCHHHOCT (3. TOYKa 5.3 ).

THKarpeaop He Ce NperopbYBa 110 BpeMe na dpementioct.

Kupmeng

Hainuuuure qJﬂpMHI{OJlHIIHMHHHH/'I'DI{CHI{DJIDI'H‘-IHH HANHA HPpH AKHBOTTHH HHOKA3834T CRKCKPCIHHA HA THKAI'RCJIOD H
dARTHBHHA MY MC'I‘HﬁOJIH'l' 13 MJIXKOTO (H}K. TOYKA 53) I e Mo Jtad CC H3KJNOYH PHCK TPH
HUHU[J(}JLCIIH/H’I:}'JMEHLI'IH. ']‘]]Hfjliﬂ Jld CC B3CMO DCHICHHC Jjladik Jik CC CHPC KLPpMCHCTO, HIIH JId CC ﬂpEI{pHTHf,[lﬂ HC
CC lnpdiara repaliid € TH hdi' PCJIOP, KATO CC BICMC LIPCABKL 1HOJ3aTa O KLEPMCHCTO 34 JICTCTO W ROJI3aTa OT
TCPanunuiTa 3a KcHara.

Oepruaprer
Tuxarpesop He OkasBa BIUSINE BLPXY MBKKUS H WCHCKUS (JCPTHIMTCT HIPH KUBOTHH (3%, Touka 5.3).

4.7 E¢pexrn BLpxy cnocobnocra 3a modnpaite 0 padora ¢ Mmauntnu

Tukarpeiop He nosausaBa WK IORJKsBA npetiebpexnmo cnocobioctra 3a wodupate W padora ¢ Mawivdy. I'o
BPEME HA Jieyenne ¢ THKarpenop ce chobuiara 2amaiiane v ofnpkranc. CicoBaTeliHO, 1aIlHEHTH, KOUTO
HOJIyHAT TC3K CUMIITOMY 1PstOBA J1a ca HIPC/iNasziiuBy JoKaTo ogupar itk paboTsT ¢ MallIKHHK,

4.8 Hewenann JICKAPCTCHH PCAKIINH
Pestome Ha npoduna Ha 6c3onaciiocr

lIpopuireT Ha He3onacHoCT Ha THKArPEHOP ¢ OUCHABAN B JABE I'0JEMH KJIMHUYHH W3nmTBanus dasa 3 1o
orHoulcue Ha u3xona (PLATO n PEGASUS), skmousanin noscue or 39 000 nanmenty (8%, Touxa 5.1).

B PLATO naunciitnee na tHKarpesiop uMaT 1Ho-BHCOKA YCCTOTE Ha 1IPCYCTAHOBABANE HA TCpanUsITa Nopaiu
HCKEJIAHU CLOMTHS OTKONKOTO 11pH Kilofujorpen (7,4 % cupsmo 5,4 %). B PEGASUS nanmnentuTe, nekynsanu
C TUKArpeaop, uMar 1o-BHCOKA YeCTOTa Ha NPCYCTAHOBABANC HA TCPAIKATA 1OPAJIM HEXKCNAHH ClEHims
CpaBHeHHE C rpynara Ha Tepanus camo ¢ ACK (16,1 % 3a tuxkarpenop 60 mg ¢ ACK cnipsmo
camo ¢ ACK). Hadi-uccto cLoOUaBannTe HEARCIAHH PCAKIHH LIPH HAIHCHTHTC, JICKYBalH
KbLPBEHE U AHCHHCA (BXK. ToYKa 4.4),
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Tabauyen cnucLK Ha HEXKEJIanuTe peakivm

| [peicraBenuTe 110-/10J1y HECXkKEJIaHH peakimu ca wjCHTH(UILMPALK B IIPOYUBAHMUATA HIIKM Ca CLOOLICHH TTPH 11OCT-
MAPKETHHIOB ONKUT ¢ THKarpesop (Tadauna |).

Hexenanure peakitnmn ca n3dpocuu 110 cucremo-opratcen kiac (COK) no MedDRA. B pamkure na scekn COK
HEIKCITAHUTE JICKAPCTBCHH PCaKIMK ca U30pocHu 110 yecTora. Kareropuure 1o yecrora ce jeuuupar o

cliejinara KouBeHuus: Muoro uectu (= 1/10), yecrn (= 1/100 o < 1710), neuecru (= 1/1 000 j1o < 1/100), pejiku
(= 1710 000 ;1o < 1/1 000), muoro pesikn (< 1710 000), ¢ neuspectia vecrora (0T HaJIMYHUTE JIAaHHK HE MOXKE J1a
Ob/IC HallpaBcHa O1CHKA).

Tadiauna 1 — Hewwenann peakunu o gecrora u cucremo-oprancen kiac (COK)

- COK

Muoro wecrn |

—— =

Heern

Hewueerrn
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NOKAMEeCmEen U
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[
| J_».ir.._'_i_!i!_[_H_ﬁi_uuuu'
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= ——— —_—
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T'pomOoTHYHA
TPOMOOIUTOINCHHUYHA
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- i .
CCBPLXUYBCTBHTEITH
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Al - |
- KpbBOM3JiMB B
yXOTO

bpajimapurmus, AV-
0JI0K"

Hapywenus na Xunepypukemus' | [lojarpa/l lojarpos
Memaooau3Ma u CH apTpHT
xpamnenemo _ B -
Heuxuunu
HAPVULCHUS
[apyuwenus na 3amaiiBatric,
| nepenama cucmema Cuukor,
- | | Inasodosme
Hapyvueenus na |
| odume
I - NS N —— = R | E— :
- Hapyvwenus na Bepruro
VYXOMO U Aaoupunma
Coupoeun
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Cmomawno- YPeaI
napyuienus

T ___r___.____ s

KPLBOUZIHMB™,
Jlnapus, 1ajene,

- J HCIICIICHS, 3AlICK

Hapyuenus na
KOJICama u

| NOOKOMCHAMA |
| MeRAl
Hapywenus na
MYCKVIHO-
ckejemuama
cucmema u

- Cbedunumennamd
muran

Hapyvuenus na
Ovopeyume u
NUKOYHUME NbMULYaA

OJIKOZKHO HJIK
,Ju:pma_mm

- kbpiene’. O0pus.
ChpOck

Kupaene or
HUKOYHHTC
ILTHIIA"

Cromaito- Hpu.,n“n | [’Llpmu,pnmnua ICH

KPLBOW3JINB

e e = m— == —

MyCKYJIHO KbpPBECHE

[Hapywenus na
BBH3NPOUIBOOUMEANU
ma cucmemda u

Kbpsene or
PCHPOJIYKTHBHATA
chuerema®

Jbpdand | . -

- — — — ez — ey . - e e —— o 2 ——

Hlacneoasanst | lOBHITICH
| KpeaTniui B |

—— | KkpeBra® ,_l_ _ o s
F /u;}c.'nm;uuu.sr - Kpbons.ims clie)t
OMPABSIHUAL U | HpolLe/Ly pa, ‘
VCAOACHECHUA, Tpagmaruuno |
BbIHUKHAIU 6 KbpBCHC' |

| pesyamam Ha
- uimepeenyuu

“HANp. KbPBCHEC OT PAK HA ITHKOYIIHS MCXYP, PAK Ha CTOMAXA, Pak Ha JIcOCIOTO YCpBOo

SHAIP. HOBHILCHA TCHJICHIMS KBM HACHHSBANIC, CHONTAHCH XCMATOM, XCMOparuuia jmaresa
*Hnenruduumpana B HocTMapkeTHiroB onmr

“Yecrorure ca nojaydenu or siadoparopiu naduojiectmns (Inkouna kucesmna nosuilena > ropiara rpaiuila
Ha HOpMATa CIIPSIMO M3XO0/IHO HUBO 110J1 uin B pedpeperriure rpanuin. Kpeatuinun nosuinet > 50 % cnpsimo

H3XO1HO HIIHO.), d HC C IIDI-IGJ[HHH'I"UJIHE;l yecTora Ha ¢nodaBate na Hewxelann chouTHs.
"HAHP., KOHIOHKTHBAJIHO, PCTHHHO, BLTPCOYHO KbPBCHC

“Halp. CHUCTAKCHC, XCMOIITH3a

“HANPp. KbLPBCHEC O BCHIHTC, KPLBOMUBJINB O PCKTYMA, KPLBOUAIMEB OT Cromaliiia s3na
‘HANP, CKXHMO3a, KOKCH KPLBOUZINB, HCTCXITH

Halp. Xxemaprposa, MyYCKYJICH KPbBON3JINE

THatp. Xxemarypus, XeMoparu4cH iMcruT

“Harp. BarnHalicH KPLBOU3IHB, XCMATOCIICPMHS, HHOCTMCHONAY3AJICH KPLBOWU3JINE

“HaAlp. KOHTY3MA, TpABMATHYCH XCMATOM, TPABMATHYCH KPBLBOH3JIHE

e CHONTAHTO, CHLP3AHO C HHTCPBCHILMA HIIH TpaBMaTHYHa HHTPpaKpatajina XxeMoparus

Onrcanne Ha u30patu HEKCIAHN PCAKIMH

Kvpeene
IHaxooku ¢ kepeene ¢ PLATO
| [sjtocTHiTe pesylirtaru sa Hecrorara Ha Kopseue s npoyusancto PLATO ca nokaszanm B T
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Tadiumna 2 — Anasus gna odmurTe CoONTH ¢ Knpsene, uduuciacuust no Kaplan-Meier na
12-1n mecen (PLATO)

Tukarpeaop Kuaonnorpea
) me il ‘ N=9 186 IJ—E’[‘{]H
UL TH JIHCBIO HOCT
_— o N2
- O01mo 3Haumnresnnu or PLATO e 11,2 0,4336
| Marajinu/xuorozacrpatasanin o1 PLATO
5.8 | 5,8 0,6988
3unauunresnn or PLATO, neesbpsatin ¢ 4,5 3.8 0,0264
KA - R I .
Inaunrennun or PLATO. neesnbpsann ¢ 341 | 243 0,0058
HHTCPBCHII - _ | B _ N
KomOunupanm 001110 | 16,1 14,6 0,0084
3uauunresiun + uesznaunrednn o1 PLATO
Heesbp3atin ¢ HiTepBeHIinm | 5,9 | 4,3 < 0,000
3HauuTesinu + Hesnayntesnn ot PLATO “ - l l
Suavurestn no TIMI ) R | ?‘) B _ BT : | 0,5669
C3uauureanu tonesuadnreann no ML 1 14 | - 09 0,3272 |

e na Rareropunre wnpsene: Jnatnre o Qaraano/mMnBo rosacepanasanio wupeene: KiMnuano nposBeHto ¢
HOHMKABAHC HA XeMOoJoOuHa ¢ = 50 g/1 wian ¢ npenmpane ua = 4 cara CPpUTpormTIE Maca: wian PpaTaiio: I HHTPAKPAHHAITHO, WIIH
HHTPATICPUKAP/IHO CBhE CHPJCH A TAMITOHAAL MM € XHITTOBOJICMHYMCH 1HOK: WK TCARKD XHITOTOHHA, H3UCKBAIILA IPECOPHU; HIIH XHPYPIHUUHA
HHTCPBCHILNA,

JuaunTeano apyro: Kimuuano nposseno ¢ noumskasaie na xemoriioounna ¢ 30-50 g/l uan npeamsane na 2-3 caka CpUTPOIMTHA MACa:
HIIH 3HAYMUTCIHO HHBAIHIH3HPALLO.

Hesnaunremo kupsene: M3ncksa Me/inmincka nameca, 3a CHpupaie il JICKVBAIE 1Hd KLPREHCTO.

Juavnres o wopsene no TINI Kiinano nposiseHo ¢ nommskasane Hia xemorioomta ¢ = 50 g/l nian ¢ uirrpakpanuaing XemMoparus,

Hesnaunreano kupsene no FINT: Kannnuno nposiseno ¢ nomkasane na xemorioouna ¢ 30-30 g/l
*P=CTOHHOCT, H3UHCACHA OT MOJIC/ HA HPOHOPHHOHMIHITC PHCKOBC Ha CON, KaTO TPYHATA HA JCHCHHAC ¢ CJIHICTBCHATA CKCIUIHATOPHA
HPOMCHIIHBA

THKarpesop v KJIoHmuporell He ¢¢ pazjinyasar 1o OTHOHICHHC HA YCCTOTHTC Ha 3HAYUTCIINO

daranno/xusorozacrpamasaino kupseic B PLATO, snaunreiano knpsene odbuo 8 PLATO, 3naunrento

kbpsene no FIMI wim ciiadbo kopiene o TIMI (Tabamma 2). Odauce, nogsara na KomOMHUpano

sHavurennotuesnavnres o knprene 8 PLATO ¢ noseuce ¢ rukarpesiop. B cpasicime ¢ kionujiorpest. Manko
-

narmenT B PLATO umar garannm kpusousiusn: 20 (0,2 %) 3a rukarpeiop v 23 (0,3 %) 3a kjonujorpel (Bx.
Touka 4.4).

Bb3pacT, 1101, TeJCCHO TCII10, paca, reorpad)cku painon, ChirhTCTrBay 3a00JsBains, ChirbTCTBAINA Tepalns i
anamies’a, BKJIOYH TCIHO HPCJIXOJICH HHCYIIT HILH TPan3nTopia HCXCMHYLIA araka, He ¢a HPCJHKTOPH KAaKTOo 3a
O0HIOTO, TAKA M 34 HCCBLP3AHOTO ¢ nHTepseHitnn snaunreino kupsenc no PLATO. To rasu npuunna, He e
HJICHTHDUIMPAHA KOHKPCTHA PHCKOBA Py HA 34 KOHTO M J1a ¢ HOJUTHIT KbPBCHC,

CebpsaHo ¢ KAD kbpsene:
B PLATO 42 % o1 | 584-r¢ nauncurn (12 % or koxoprara) ¢ nalnpasci Koponapio-aprepuanct daiinac
(KADL) ca noayunan PLATO snawnrresanodaraino/snBorozacrpaaBanto Kbpseie 0¢3 pasjinkg
TCPANCBTUYHITE UPYHIL (Daramio KLpBCHE, CBLPS BB 111

O HAIMCHTH BbB BCAKA O TCPANCBTHYHNTC I'PY LN (BK. TOUuKa 4.4).

Heepnp3ano ¢ KADb KbpBCHE H HECBBLP3aHO ¢ MHTEPBCHIIMH KLPBEHC!
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Hsima paziimka MeALY THKAIPCIOP U KJIOHHJIOIPC/ 1O OTHOMICHHC HA HCCBLP3AHNTC
TCKKH/KUBOTO3ACTPAIIABALILN KPLBOU3JIUBI 110 J1CK

¢ ¢ KADL
g ta npovusaneto PLATO, no 3nauntesiiure o0l1110,

sHauntTenu no TIMI u snaunreanntueznaqmnrenm no TIMI KpbLBOH3IMBH, 110 JICPUHHIIAS HA TIPOYHUBAHETO
PLATO, ca no-uccrn npu rukarpeiop. Cbilo raka, ako ¢C H3KIH04aT BCHYKH CBLP3aHd ¢ MHTCPBCHIINH
KPbBOU3JIMBH, 11OBEYEC KPLBOU3JIMBH ce HadJo/aBar npu TuKarpeiiop, OTKOJIKOTO npu kjionujorpen (Tadimna

2). llpekparsisane na JICUCHHUETO 11OPaJIM HECBBLP3aHU ¢ HHTCPBCHIIMK KPHLBOH3JIMBH
(2,9 %), orkoJKkoTO ¢ Kinonujtorpedt (1,2 %:

Uirpakpanuaiiia XemMopanrms:
Unrpak

p< 0.001).

(n=27 kpbBoMn3auBa npu 26 naunentu, 0,3 %), OTKOJKOTO € KJIOHNJIOIPE.]
(n=14 kpbBOH3iuBa, 0,2 %), or konro 11 KpbBOM3IKMBA ¢ THKaArpesiop u | ¢ kionujorpedt ca garaiiu, Hsama
paziinka B 001Ms Opoit cliyvan na (parajino KbpBCHC.

Haxooku ¢ kvpeene ¢ PLEGASUS

¢ 110-YECTO C THUKArpesop

JAHHAIHHATC KPLBOHSJIIMBH, HCCBLP3dHH C HHTCPBCHIINH, Cd HTOBCHC HPH TTPHITOKCHHC HA THKAIPEJIop

| [stzi0cTnTe pesyarary 3a uccrorara na knpeeue B npoyusancero PEGASUS ca nokazanu B Tabnuna 3.

Tadumua 3 — Anaans na odmmre cpOuTH ¢ KupBene, m3unciacnns no Kaplan-Meier na 36-tu mecen

(PEGASUS)
- - N - _ Tukarpeaop ﬁl.l--m}_{ ,'lh‘-:—l Cu;r.l 0
unrn junesno + ACK ACK
S - | N=6958 ~ N=69%%6 |
l{uuqmuuun I
Kpaiinum rouku 3a 6¢e3onacnoct KM % HA PHCK: KM % P-CTOHNOCT
| o o Oswey |
I{ﬂlﬂ‘l{_[)llﬂ 1Ha KnpBene, HleL‘ML‘JILHH or l IMI | B - -
N | N 23 | 232 | .1 <0,0001
i _jl.lj]tlli_l-t.:.fllil‘l ( E[:"vll} B - _ . 1.68.321) o
" 03 | 10003 1.0000
: (0,44,227) | R i
. 0.6 k.33 (3.5 0.3130
L 1 " ’
. o N R _(0,77,2,31) |
. |.6 3.6 ().5 < (.000]1
_ JIpyro 3naunrcesmo (TIMI) | | (2.31. 5.65) o
| 3HAUYNTEIHO MM HCZHAYNTCIIHO 3.4 | 2.54 | .4 < (.0001
(TIMI) _ B - N (1,93, 3.35) R
" BHAYMTCIIHO MJIH HC3HAUHTCIIHO, WIIH 16.6 ’ 2.6/ 7 () < ().0001
H3UCKBALILO MCJIMILMIICKA HaMeca (233, 2.97)
oy | o o
| Kareropun na hl.puuuu uu&w ICHu B l’_l_,:'\%!f()____ S—

I 3[Id1{L1ILJ[I_IU (PL/\ I ())— | —“’ B (]_()-5'1_:‘?137) | 1,‘_1_* < 0,000 1
| MarajiInOAKUBOTO3ACTPAIITIABAIIO 24 - byl =,
S S - (1573, 3,26) . B

i S A | l.] 3.37 | ().3 < (.0001
| Mgmemesma (LA | - | gmgen |
SHAYMTCIHHO MUK HC3HAYITCIHO | | 5.2 | 2 |l 6,2 < (.0001
_{!’l./_\_l())_ - f | (2,40, 3,08) | B

Jdedunmmmm na kareropuaTa na Kupeene:

duaunreano (T'IMI): daranno kupsene M o sisuivu HPHIHALM HA KPLBOK

Junncsa cronoct na Hgb.

Maraiano: CLOMTHE ¢ KLPBCHE. KOCTO JIHPCKTHO ¢ JIOBEIO JIO CMBLPT B PAMKINTC 1) 7 JUim,

MR, CHLP3UH ChC ¢ HA XeMat

BYUK: Burpeuepenen KpLBOM3INE.
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Apyro tnaunresno {TIMI): Hedaramo ne-BUK snasmTezmo xupiene (TIMI).

Hesnaunrenwo (TIMI): Knuuuuio auaumMo ¢ nonvkenue ita xemornoduna ot 30-30 g/l.

Hiuckeamo Meauunuacka nameca (T1MI): Usuckramo wrrepacunvs MKW roacino no xocnuranusauns, UK Hanarauio ouctxa.
3ngunrenno paTaanolKusorodacrpamasamo (PLATO): Daraio xkupaeue HIJTH seraxo murpedepento khprene, 1K
HHTPANEPHKApAMATIO C1.C chpleuta Tamnonaaa, MM ¢ xunoposesmuuen mok 12t rexka XUHOTOHHA, Hanarana NnpHAoKeHUeTo 1Ha
npecopni/anorponny cpeiactna win onepanng. WIKM knunwano ansuivie ¢ > 50 g/l nondxenue na xeMornoduiia unu npeasTu > 4

e/IMHKUILH YEPREHH KPhLBHN KNCTKY,
Snaunresno apyro (PLATQO): 3nasvumo nnsanmansupanio MK kimhwuso suansyo ¢ 30-50 g/l nonwkeisne na xemorsiobuia, UJIH

MpeaTy 2-3 eAUHKIIH YEPRCHH KPLBIIK KIICTKH.
Heznaanrremio (PLATO): Usmekpa MCAHUMHCKA HITTCPBCHIMA 30 CIIMPAHC HIH JICHEHAE HA KbPBCHETO.

B PLLGASUS snagmresinoro kbpiene (TTMI) npn rukarpenop 60 mg j13a tibTH AHCBHO € 1HO-BUCOKO OTKOJIKOTO
npu Jicuenue camo ¢ ACK. tle ¢ nabmojasan nosuimcen puek 01 (PATAIHO KbPBCHE K CE YCTAHOBABA CAMO
HCSHAUUTCIHO HOBHILICHHC 114 BhIPCUCPCHHITE KPLBOHBIMBU 1 cpaslicHne ¢ TepanusaTa camo ¢ ACK, Uma
MajiKo CbOMTHS na aranno knpsenc B npoyusatcro, 11 (0,3 %) 3a tukarpenop 60 mg u 12 (0,3 %) 3a
tepanusata camo ¢ ACK. Habmoaasanusat nosuiuen puck ot snaqyurenno kbpacue (TIMI) ¢ Tukarpenop 60 mg
Ce ALJIDKU NPEeAUMII0 Ha IMO-BUCOKATA YCCTOTA HA APYro 3HaYuTelino KbpRete (TIMI), ¢BbP3aHO ¢bC CubUTUSA B

cromauino-upesnns COK,

[ToBMIlLIGHA YECTOTA HA CLOMTHUA ¢ KLPBCHC, HOJ00HH na 3itavurelno Kppsene (1TIMI), e nabnionasana B
Karcropyuie 3navnTeiino Wi nesnaqunresine kopoeence (FIMI) oosnaunreino (PLATO) v sHauureino niu
He3naunTenHo kbpnene (PLATQO) (Bx. Tabnuia 3). peycranonsBalero na JICMEHHETO NOpajan KbpPBEHE € MO-
4CCTO B rpynara Ha THKarpe:iop 60 mg 8 cpaBHcuuc ¢ rpynara Ha repanusita camo ¢ ACK (cwoTeeTHO 6,2 % 1
1,5 %). HoscucTo o1 Te3un cliyydan Ha KLPRCHC ¢a ¢ 110- MAJIKa TeReCT (KHacupuumMpanm KaTo M3UCKBally
MeHuMIcKa nameca (TIMI)), nanp. cnuerakcue, nacHnsgBRanc 1 XCMaToMH.

Flpoduint na knupseHe Ha Thkarpejop 60 mg ¢ cxoe B MHOKCCTROTO HPC)IBAPWICIIHO OIIPCHCICHH NOJIrPYNH

{Hanp. No BL3pACT, NGJ, TEIUIO, paca, reorpadCcKu pernon, ChIrblersaliy 3adoisBatus, ChbilbTCTBalA TEpalus 1

ME/IMUMHCKA aHaMHe3a) ITpu cubuTnst na 3nauunrennio knpecice {TIMI), 2nagvrenno wnn neznagurento (TIMI) u
3naunTeInio Kbpueue (PLATO),

Bhrpedepeiing Knpneue;

Cnouranniy BYK ce chobinanar ¢ nofpobna uectora 3a rukarpeiop 60 mg v reparnus camo ¢ ACK (n=13, 0,2
Yo B ABCTE I'pylIK Ha Jicucuue). Habuionasa cc He3iauurelHo nosuiticuue Ha BYK ceup3aio ¢ tpasmMa v
[poueaypu npu aedenue ¢ Tukarpeliop 60 mg, (n=135, 0,2 %) B cpasncuue ¢ repanusrta camo ¢ ACK (n=10,
0,1 %). Croburenu ca 6 darannmn BUK ¢ rukarpesop 60 mg v 5 daranum BUK ¢ repanus camo ¢ ACK.
HecroraTta na suTpeHdepeliio KLPBEHE ¢ HUCKA 8 JIBCTC IPYIHK HA JICHCHUC, KATO CC UMA 1IPCIBU 3HAMUTCIIHUTE
CLilrerBalm 3adoussanus 1 CC puckosu daxropy 8 HIpoyUuBanara 11011y 1dins.

J{ucnues

Jucnies, ycenlane 3a 3ajyx, ¢ cbodiana ot naiciiriTe Jekysany ¢ tukarpenop. B PLATO, obenunenunre
KaTO JIUCTIHES HEXENAHW JICKAPCTREHU CLOWTHS (JIKCITHCSH, JIMCIHICSH B NTOKON, JIMCITHES ITPH YCHITHE,
[NapOKCH3MaliHa HOLIHA JIHCHHCH M NouLHa Juetges) ce ¢nodtanar or 13,8 % o1 HaltMeHTUTe, JEKYBaHN C
THKAIpEIop, ¥ 3a 7,8 Yo o1 nanueHrure, JickyBaty ¢ kiomorpen. Lipu 2.2 % or nauuenture, npueMallii
TUKArpenop, ¥ upk 0,6 % or natgscirenre, npueManii K1onriorpe, 8 npoy4asaiero PLATO wscnenosarenure
CYMTAT, YC AMCITHCHTE C HPHUHITIO CELP3AHE C JACUCHucera 1 0posT na cepiostnre ciiyvan ¢ mansk (0,14 %
TUkarpestop; 0,02 % xknouniorpen) (k. royka 4.4), Hali-uyecro ¢obuaBaiinTe CHMIITOMM 114 {HCIIHESR €A IEKH
110 YMEPCHH 110 HHTCHIKTET H 1OBCYCTO CC CHLOBINABAT KATO CIAUHUHCH C1IW30]1 paHO CJIC/L 3a8110UBaHC Ha
TepalusTa.

13 cpasucuue ¢ knonuporpen, naunentare ¢ acrma/XObh, nckyBaim ¢ THKarpeop, Moxe Jia /-.- DRk
PUCK OT roJyyasane na necepuozng jmcenues (3,29 % ruxarpeiaop cupsimo 0,53 % knonunorpdf \d it
aucnues (0,38 % tukarpeiop cipsmo 0,00 % knouuyorpen). 13 abconornn crofilocTH 103 /;‘

I

- a2l ' \i oy o Ak % l'
3 2 ot " F "'r <+ .

OTKOJIKOTO B usjioctuara nonynauys ua PLATO. Tukarpenop tpshira na ce npuiara c 11os

. - g ' } -
naiMenTy ¢ anamiiesa 3a acrma uw/nin XObb (8. rovka 4.4). e a5
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Oxono 30 % or cnuzonnte orisyuasar i pamkure na 7 aud. PLATO BKInoYBa nallMeHTH, KOMTO Ha W3XOAHO
HEBO UMAT 3acTofina cophieuna nepocrarnunoct, XObb ine acrsa: re3n Nanuen Ty 1 NalMcHTUTE B cTapyecka
BB3PACT € NO-BCPOSTHO Jla chLobmanar jguciies. 3a tnkarpenop, 0,9 % or nanueHTuTe NPeKLEBAT NPUAAraHETo
Ha [IPOYHYBAHOTO aKTHRHO BEILECTBO 11opajn aucnnes, cnpamo 0,1 % or 1e3n, lipuemauly kaonuaorpen. [1o-
BUCOKATA YECTOTA HA JINCITHEA C TUKArpeyop He Ce acollMipa ¢ HoBa [HOsBa UJIH BJIOIUABAHE HA CHPASYHO HIH
Ocno/ipobHo 3abonsinaie (Bx. Touka 4.4). Tukarpciop He nopiausna 0c;io)podiure pyHKIIHOHANHH TCCTOBC.

B PLOASUS aucnnes ce cnobiana tpn 14,2 % o1 nankcirene, npremaiti Thkarpeaop 60 mg apa nuu
AHEBHO, W 1IpH 5.5 Y o1 natuenryre, npuematitn camo ACK. Kakro 8 PLLATO, nnoseyero ciiyyau Ha cboduieHa
JMUCIIHES Ca JICKH JIO YMEPCHH (10 Hirensurer (Bx. Touka 4.4). | layyyenrure, konro ¢noduiasaTt AHCNHEs ca
OHJIM PEAMMHO NIO-BL3PACTHH U 110-4eCTo ca UMalik jicnues, XObb uiu actMa na #3xoa1o HURO.

Hizcneosanus

[Mosuuictue Ha nukounara kucesuna: B PLATO ¢ oraereno nosuniaraie Ha cepymilata mHKOYHa KHCCIIHHA
JI0 CTOHHOCTH, HAJIBHIIIABALLLA FOPHATE I'PaliKIG A HopMaTa, HpKH 22 Yo o1 HOAYYABAIIMTC THKArpeAop
nattenTh, cnpamo 13 % ot noayuasanmre Kuoitorpes nanuentn. Crorsernure croitnoctu 8 PEGASUS ca
cLoTeTHo 9,1 %, 8,8 % u 5,5 % 3a tukarpcenop 90 mg, 60 mg v nnancdo. Cpejinara cepyMnia ndKouvHa
KuceJlnHa c¢ rosuiasa ¢ 0an30 15 % 1py npuioxcHue Ha THKaI'pesiop, B cpasicHue ¢ npudausurenio 7,5 %
HPH TTPUAOKCHIIC 1A KIOHHOIPCIE, a CICL CHUPAHC HA JICUCHHCTO CC NoHNXKana npudiausnre/ o 1o 7 % npu
NPHIOKEHHWE A THKAI'PEJIOp, JIOKATO NpH Kionuporpe e ce nadnojasa cnan. B PEGASUS ce ycranossiBa
O0paTUMO NOBUILICHIIC {1A CPC/UIMTC 1HIHBA 1Ha cepyMiia nuKouId kneeinia o1 6,3 % n 5,6 % cnwoTeeTHO 34
Trkarpesop 90 mg u 60 mg i cpasticiive ¢ 1,5 % nonwxcinie s rpynara ¢ iancedo. B PLATO yecrorara na
rojlarpo3scii apTpt ¢ 0,2 % 3a tukarpenop cnpsamo 0,1 % 3a knoijorpest. ChLorseTnyTe CTOHHOCTH 3a
nojarpa/noparposen aprput B PEGASUS ca 1,6 %, 1,5 % w» 1,1 % chorserno 3a rukarpenop 90 mg, 60 mg u
1anedo.

Cuobiasane Ha 1HO)O3HPAlIH_HCACIANH PCAKIIHN

CLo0n@BaneTo Ha 1HOUO3NPAHHA NCHCHANN PCAKIHUI CIC/ paspeinanane 3a ynorpefa 11a 1ekapcTBEHUS TPOAYKT ¢
BaXHO. [0Ba NO3BOJsBA 2d [IPOABLIDKY HAOMOUCHACTO HA CLOTHOUICHUCTO 1[10JI3a/PUCK 33 JIeKapCTBEeHUS
MPOJYKT. OOT MEAUIMHCKUTC CIICHHAINUCTH CC HIKCKBA Jla ¢hobimanar BCska 10/103MpaHa HEXEJIanad peaKiius
ypes:

Manbanurenna arciiisg 10 JIeKapersana
vil. Jlamsn 'pyer” Ne 8

1303 Codusi, bharapns

Teh.: +359 2 8903417

ycOcaiT: www.bda,bg

4.9 lpeaosupaic

Tukarpesiop ce HoHacs 100pe Npu CAHOKPATHH 103K j1o 200 mg. | ‘acTpouirrecTHHainaTa ToKCHUocT ¢ Buia
JIO30JIMMHUTUPAHA B €)IHO HPOYUBAHC C CAIIOKpATHA NAapacTBaia 1o3a. Jipyrd KIvnuyulio 31a4uMy HexXellaHu
pCaKiluH, KOUTO MOraT id CE€ NPOSBAT NIPH TIPCAO3UPAHE BKINOUBAT JHUCIHCH ¥ BCHTPUKYNApHH Nay3n (BX.
Touka 4.8).

[3 Ccitywai nia npesiosupane, MoraT J1a ¢ HPOSABAT FOPE CHOMCHATHTC HOTCIIHANHN HCXENAHU ICKapCTBEHH
peakitiu ¥ Tpstdra Jia ¢¢ uma npesisuit EKL monnropupanc.

K'bM MOMeHTa HE € U3BECTEH aHTHJIOT Ha THKAIPEJIoOp U THKAIPSIOP HE CC JIMain3npa {BXK. TOY
LHPCAOBHPAHC JICUCHUCTO TPSOBA 1 CC POBCKAA B ChOTBCTCTRHC € MCCTHATA CTAINAPTIA Mg A
NpakTHKa. O4akBaHngT CHEKT OT IIPCAOIUPANC HA THRAIPCIOP ¢ YILIKCHA HPO/ILIKHTEIII
KLpPBCHE, CBBP3aH ¢ TpoMOotiKTIOTO Huxnoupauce. I'pancgryisira na rpomMOo1nTna Maca g
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MMa KJIMHHWYHA N0J13a NIPH NMalMeHTH ¢ KLpBene (Bxk. Touka 4.4) Ako cc 1105BK KbpBeHE, TpsaOBa aa ce
NPEeANPUEMAT JIPYTH [TOAXONSULH 110JLPXKALIIM MCPKH.

5. DPAPMAKOJIOI'MYHH CBOUCTBA

5.1 GapmakoyHnaMHYUlK CBOHCTRA

(PapmakorepancesTiaia pyna:; Muxaduropu nia arperaiusra na 1mpoM0Oonn e, ¢ nikjnodenue na xenapui, ATC
kon: BOITAC24.

MexaHuibM Ha JIcHcTBHE

Tuxkarpenop MSN cbjibpKa THKArPEJIOP, CHEAHHCHUE O KJ1aca Ha UHKIOUCHTHIITPUAZONIOIIMPUMUIINHUTE
(CPTP), xohtTo € nepopancH anraroHucT ¢ AMpeKTHO acicreue Ha P2Y ; pelienropa, KkaTo ¢¢ CBbLp3Ba € HEro
CeNCKTURHO U obpatumMo u tpcioreparssa AJlD-mennnpanara, 3asiceinia or P2Y 2 rpomBortnria aktusaius u
arperaiiust. ‘Tukarpejiop He HpeaoTBpaTsBa cwbpasancrTo ¢ AJMd, a koraro ¢¢ cebpisa ¢ P2Y; peuernropa,
WHLIIPCIHTICTRA CHIHAIIHATA TPAHCNYKIIH, ity pana ot AJID. Tuit karo rpomBolinTuTe yyacTsar B
HHHITHAPAHCTO WM PA3BHTHCTO HA TPOMOOTHYIINTC YCIOXKICIIS 11a aTCpoCcKIIicpoTHYHaTa donecT, ¢
JIOKA3aHO, 4¢ HHXUbHpanero Ha TpomBonTiara dynkiusg namanssa pucka ot CC c.burug, karo cmupr, MK
HIIK MHCY T,

Tukarpesop chIno yRCJIMYABA JOKAIIIUTC CHAOICHITH HIBA HA a)(CHO3HHA 4pe3 HIXUOUHpalC na CkINOpUpAlIinS
nyksieozuncn rpancnoprep-1 (LENT-1).

JIOKYMEHTHPAHO €, uC LIpH 3)pasu Jsinila v naien Ty ¢ OKC, THRarpelop ysejuasa ClIeANKTe chexTy,
HHILYLHPaHHU OF aUCHO3MH! BA3OAHNATALUE (M3MCPENA YPCS YBCIMYABAHETO HA KOPONAPHUS KPLBOTOK [1pH
3jipaBi 100posonuKn U nanuentu ¢ OKC; rnasodonue), uiixnbupaic na rpomboimriata gynkitus (B yoseiuxa
ISU1A KPLB {7 vitro) W IncHies. Bpbikara Mexcty Nadino iasanure yBCIHYCHUS 1A aJICHO3WH U KIIHHUYHHTC
pe3ynrard, obaue (11anp. 3ad0JICBACMOCT- CMBLPTHOCT), HE ¢ KATCIOPHUHO U3NCHEHA.

DapmakouHaMudiin cerry

Hawano na desicmauemo

I [py nnannenu cue crabuia exemirvna 6oxacer na ewpuero (MbQC), npuemaimm ACK, THkarpeiop rokassa
OLP30 HACTBIIBANC HA PAPMAKOJOrHUCH KT, KORTO CC JICMONCTPHPA O CPSHOTO HIXUDHpalle Ha
rpusMootiara arperatiid (HTA) oxkono 41 % 0,5 vaca caie/i npuaskenue na 180 mg narosapnaia j1o3a
THKArpenop, ¢ makcuMaicH cekr wupxy MIIA 89 % 2-4 vaca caeil nprniioxkCHUCTO Ha jlo3ara, KOUTO ¢e 3abpxa
Mex )y 2 v 8 yaca. llpy 90 % or nanmenrnre 2 yaca et UpHiamKeHneTo vy lo3ara repMananioro nuxoso UTA
¢ > 70 %.

Kpair na odeticmeuemo
Axo ¢ tnanupana KADB 1poleiypa, pucKLT 0T KBPBCHC CELP3AN ¢ THKAIPCIOP € HOBUINCH B CPABICHHC ¢
KAOMKAOTPCI, KODETO TCPALMSITA ¢ NPCKPATEHA HO-MAIKO o7 96 4aca 1Ipejiv 1iponcjiypara.

(mana na rexapcmeama
| IpeMUHABAHETO OT JICHEHHUE € KNONWorpen 75 mg Ha Jieyenue ¢ Tukarpeliop 90 mg sa bTH JHEBHO BOAM 110
abconrorno nosumanalie na UTA ¢ 26,4 %, a upcMiHanaicyo o7 JNCHCIHC ¢ THKAIPCIOP 11 JICYCHHE ¢

KJIOIKJIOEPES BOJIM J10 aDcounorio nonwxanane na UTA ¢ 24,5 %. Tannerire morar Jla npeMunasar ot
KIHONKAOUPEN HA THKAIPCIOP OC3 HIPCKBLCBAHC HA aHTHaIPCTaTHoTo JICHCTBHEe (1%, Touka 4.2).

KivHun4aHa epuracHOCT ¥ 6e30naciiocT
KOIMHUYHUATE AaHHK arpesiop ca foayUeHH OT JIBC KIRNUYNY usnurnanus daza 3:
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e llpoyusaticro PLATO [PLATeletl Inhibitton and Paticnt Quicomes (TpoMboTnyio niixnbupane u
KJWHKBYUCH W3XCJL HA HALMCHTA)], CPaBHCHHC HA THKAIPCHIOP € KJIONKAOIPEII, W jiBaTa NpUJiaraiy B
komButiaims ¢ ACK, n apyra cranjapria repats.

e [lIpoyusatiero PEGASUS TIMI-54 |PrEvention with TicaGrelor of SccondAry Thrombotic Events tn
High-RiSk AcUie Coronary Syndrome Paticnts (Tpcrentts ¢ THkarpeliop Ha BTOPHYHHA TpOMOOTHYHH
CHOUTHS TIPH BHCOKOPUCKORBH NAIMCHTY € OCTL KOpoHapet Ciijipom)|, cpasicuue na Tukarpenop,
koMOuhupan ¢ ACK, ¢ repanus camo ¢ ACK,

Hpoyvusane PLATO (ocmpu koponapmiu cunodposi)

IIpoyunanero PLATO skmouna 18 624 naunchrty, Kouro ca B 24-44COBHS NICPHOJT OT HAYAOTO 114 CHMIITOMH Ha
necrabuiina crenokapans |UA |, undapkr sa muokap/a 0¢3 ST-caesatus [NSTEMI nnun ¢ uudapkr ta
MUoKkap/ia che ST-cnesanmsg |STEMI). ¥ konwro nmpBonadaliio ¢a JCKyBaltl MCAUKAMCHTO3HO, MY upe3
HepkyTania koponapua urepseiiig (PCL), naig vpes nocrasstie na KAD.

Kmnunng echuxacnocm

Ha doHa na exesinesno npuioxenuc na ACK, tukarpenop 90 mg jisa mbTi IHCBHO JICMOHCTPUPA
IPERBL3IXO/ACTBO CHPAMO 75 mg AHCBHO KJIOIHJOIPEH 110 OTHONICHHC 1ta 1IPCBCHIMS 1A ChCTaBHaTa Kpafitia Touka
3a CC embpr, MM uni nucylir, ¢ pasnuka, npouzimisan@a ot CC emupr v MU, Hanmerrrnre nonywasat 300 mg
naroBapsalilg J103a Kjonuaorpes (wbaMmoxkno ¢ 600 mg, ako nmar PClY wan 180 mg rukarpenop.

Peayirarst ¢e nodnasa pano (abcomorna pejiykims na pucka [APP] 0,6 % u ornocurenna peiykumvs Ha pUcka
[OPP] 12 % na 30-s sicn) ¢ nocrositicil ek OT JICUCHUCTO 110 BPCMC 1A )M 12 MCCEUCH NEPUO, AaBaLL
ARR 1,9 % na rojidna ¢ OPP 16 %. Toa npejinonara, 4e ¢ noJAXOA810 HAIHCHTHTE jla CC JICKYRBAT C
Tukarpesiop 90 mg aBa Ty Jinesnio 3a 12 mecei@a (3. rouka 4.2). Jlcucnnero na

34 nanentru ¢ OKC ¢ rdkarpesiop sBMECTo ¢ KJIONorpes upe;iworsparssa 1 arcporpoMOOTHUHO ChOHTHE,
gedenrero na 91 nanncirrn upcporsparsna | CC evmupr (k. Durypa 1 i Tabauna 4).

TepaneBTHHHUAT cIeKT Ha THKArPCHOop, HANXBBLPISIL TO3H 1A KIIOITWJOTPES, HANJICKI1a CXOJEH B MHOTO
NOACPYII, BETIOMHTCINO TCIUI0, HOJ, anaMHC3a 3a 3axapen Jnader, Tpans3iropina YCXCMHYHA ATaKa HIIM 1He-
XCMOPAriieH HICYIT, MM PCRACKY IAPHBAL, 1IPH CLIBLTCTRAINLO JCeieHie sijnounsano xenapun, Gpllb/Ila
HEXHOMTOPU U HIIXHOWTOPK 1A NpoTolHaTa nomia (B, roukia 4.5): npu oxoHuarc/HaTa JiMariosa Ha
rokazarenio cLourne (STEMI NSTEMI, wiu UAY); v nupu nsranupanus nps panjiomMmusanusita jeucden noaxosn
( AHBa3MBEH WJIM MEiMKAMEIITO3eN ),

YcTtanoreHo e ¢jiabo CHriHUKAHTHO TEPaNCBTHYHO B3aUMO)ICHICTIHC B 3aBHCHMOCT OT PCTHOHA, CLIIACHO
kocTo kocuuuet,T Ha pucka (FIR) 3a rbpsuyunara kpaiiia touxa ¢ 13 1oJ13d na THKArpejiop 3a ocranaiara
HACT HA CBCTA, WO ¢ B N1oyria 1a kronpiorpest 3a Cerepna AMepHka, KosTo eherarasna itpuoanzutento 10 % or
ILSJ1aTa HpOYyUBaHa nonyjsalus (p-croiiioct na nzaumo)icicrsnc=0,0435). LkcrioparopinTe aHanusu
lpe/ronarar scpositHa Bphaka ¢ jlosara na ACK, xaro ¢ yseavuasance na jiozara va ACK ce nabmopana
itaMalictia cukacHocT na Tukarpenop, XpotHyunara sucsna j1o03a ACK, koaro j1a ¢hilnTCTBa TUHKAarpenop,
TpsabBa j1a 61)1e 75-150 mg (Bxk. Touxn 4.2 v 4.4).

Ourypa | nokazna 04akBalus UCK 3a BACTLIBANC HA I'LPBH KIIMACHT, BKIHOYCH 3B koMOHHMpanara
KpanHa 1oYka na cukacnocr.
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Gurypa 1 — Anajius Ha HbPBHYHATA KIHHUYIA ¢herasua kpaiina Touka o1 CC emupr, MU n
uucevar (PLATO)
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B cpaBHEHHUE ¢ KJIONWJIOIPE)I, TUKAIPCJIOP HAMAJIABA vYecToTara Ha HACTLIIBANC Ha MHIMJICHTUTE, BIIW3AIIH B
ChCTABA HA ITbPBUYHATA CHCTABHA Kpailiia Touka — KakTo B nonynhanunsra ¢ UA/NSTEMI, raka u B nonynauusra ¢
STEMI (Tadnuna 4). Caejosarenno, Tukarpejsop MSN 90 mg jisa i1 Jinesno 3ae/ino ¢ nucka jlioza ACK
MOzKe J1a ce u3nodissa npu nammentn ¢ OKC (necraduima crenokap, s, muokapjien nudapkr 0e3 S'T enesaius
INSTEMI| wimm muokapyien nudapkr ¢ne ST caesanna [STEMI): BKInoun e o naimenTH, JICKyBaHu
MC/IHKAMCHTO3HO, M HALNCHTH, JICKY AN ¢ HepKyTanta kopouapua unurepsenims (PCIl) nim koponapHo-
aprepualien Oarinac (KAD).
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MM (¢ nski. | 5.4 04 ] L 16(5,25) 0,0045
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- Mueynr 13

Tadumua 4 — AnaJins oa ULpPBUYHA TS W sropure kpaiinn roury 3a epuracnocr (PLATO)

Tuxkarpesop Kuomworpen
90 mg aBa 75 Mg BCJANLK
L oanesno L menno (% APP? OPP" (%) pP-cronnocr
(Yo nanmenrn HAHUCHTH ChC | (Yo/vr) | (95 % C1)
CLC CLOHTHE) | CLOnTHE) ”.
N=9333 | N=9291 |

——— e e =y e —

CC embpr/MH
(C M3KJI. Ha 9,3 10.9 1,9 16 (8, 23) 0,0003
»Thx" MH) | |
WM HHCYIIT - N
Hamepenue 3a 8.3
HHBA3MBHA |
Jepaliid - -
Hamepenue 3a 11,3
JIeKapeTBeHa
TCPAallnA

CC emupi | 3,8

10.0 1.7 16 (6. 25) 0.0025

2.3 15 (0.3, 27) 0,0444°

N 21 (9,31) 0.0013

l : ! Tk g =

na ., oux” MH)"

ol =02 | -17(-52,9) | 0,2249

CMbPT OC3
IHAUCHHC HA 9.7
HpHUUHHATA,
MH (¢ n3ki. |
Ha .. 1tux” MH) | I.

"Jl
9

16 (8, 25) 0,0001

CC emupr, | j | |
00w MH, 3.8 15,7
nucyir, CPH,
RI, TIA, nianu

J
b
(>
C
S
S
S
S
o

T r— — g —

Jppyra A'TC® | _ |
Cmupr O¢3 | |
JHAYMCHIC 1A 4,3 ‘ 54 | .4 | 22 (11, 31) 0.0003"
HpHuHnara

Jlehunmnrusna
TpoMOO03a Ha 1,2 ’ i (),06 32 (8, 49) 00,0123
CTCHTA

*APP=abcomorna peayxims na pucka: OPP—ornocurenna pejykims na pucka=( I-Koedmenr na puck) x 100 %. Orpunarenna OPP
O3HAYABA HOBHIIABAHC HA OTHOCHTCIIHHS PHCK.

C HIROMCHNC Ha . tixT NH.

"CPH=ceprosna pekypenTiHa nexemus: PH=pexkypentia uexesmusi: THA—1pansuropia nexemmnuna araka; A'TC=aprepuanto
TpoMOOTHUHO ChOMTHE. OO0 MW Brinousa rux™ MU, gata na cuOMTHCTO € JlaTara Ha HCrOBOTO YCTAHOBS BAHC.

" HOMHHATHA CTOMHOCT HA CHIHMPUKANTHOCT: BCHYKH OCTana N ¢ (POPMAIHO CTATHCTIHYCCKH CUITTH(DMKANITHI 110 1ipe- e uuupano

HCPAPXHUHO TCCTBANC.

PLATO cenemuuno noonpoyusane
Ounpejcasnero na CYP2C19 u ABCBI renoruna na 10 285 nanmentu 8 PLATO jlaBa Bb3MOXKHOCT 3a
acouuatus ta reroruinnTe rpynm ¢ pesyirarure ot PLATO. Tpepn3xojacrsoro Ha Tukarpeiop Haj
KJIOHHJLOI'PEII 11O OTHOLICHHUE HA pejlykumsita Ha snavnreinn CC ¢bOnTHs He ¢ CHIHM(PHUKAHTHO TOBJIYIHO OT
CYP2C19 nan ABCBI renoruna na nanpmenrure. Hojio0Ho na 1sjocinoro npoyusane PL/\'I 4
MCIKJLY THKArPCJIOP U KIIOHOJ0IPEI P 00110 3HAYHTCIHITC XCMOPArnyvin niijienTn 3 Plg @"\ DK _H
renoruna CYP2CI19 win ABCBI. Heesbpszanoro ¢ KAD snaunrenno knpsene 8 PLATO off 18 Y L0, '“
THKArpe/iop B CPaBHCHUC ¢ KJIOHHJIOIPpE upu natuceuty ¢ ¢juin v noseue CYP2CI19 I:L:'I[ A
hyHKIMS, HO € CXOJIHO Ha KJIONWJIOIPEIT HIPH HAIMCHTH ¢ ajic)l, KOHTo Hsama 3aryda na y ke

19 %
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Komounupan nokasamen sa edmuracnocm u Hezonacnocn

KomOunmnpanusr nokasare! 3a edikacuoct i 6¢zonacnoctT (CC emnpr, MU, micyirr niti 06110 3na4untesiio
Kbpuene no aegnimimsara na PLATO) nokassa, 4e no13ara o1 NPpHIIOKCHHCTO Ha THKArpeiop 10 OTHOWICHHC
HA CHUKACHOCT B CPABHCHHEC € KJOINIOIPET HC €C KOMUCHCHPA OT CHyUanTe ta 3navnrenno kepsene (APP 1,4
Yo, OPP 8 %, KP? 0,92, p=(.0257),12 meceina cneyt OKC.

Kounnvwia oesonacniocm

XOUTCPOBO MOJNPOVUBAIC!

30710 €O QUCTT UCCTOTATA 1 BCHTPIKYIAPHITS TN 1 IPVER CHO 1 QPHTMHIS 110 BPEME Hd TROYYRANCTO
PLATO, ¢ ocbhbIecTBeHo XOUTep-MOITOpHpanc Ha nojepyua o1 oan3o 3 000 nannenry, npudansurenno 2 000
WL ROHIO (Mal 3alnci, Raxro B ocrpara gasa na OKC, raka n mecen no-kneno. speuynara npociienssana
IPOMEHJINBA ¢ HCCTOTATA HA BEITTPHKYJIAPHH 11dY3H ¢ HPONBAAKWTCIHOCT > 3 ¢CKYIIH. BenTpuryiiapiy naysu
DABBHBAT 1TOBCUC HATHCHYH HA JCUCHie ¢ Thrarpe:1op (0,0 %), OTKOAKOTO TAKHRA HA JICHCHIIC € KIIOTHJ0IPC)
(3.5 %) nocrpara drasa it cborseTno 2,2 % 11 1.6 % coei 1 veeen (B4, rouka 4.4), YBCHHUCHNCTO HA
BCHTPHKYIAPHHTC Ha) 31 3 ocTpara ¢hiasa ta OKC ¢ no-10:paseito npn e e Ha THRArpeop ¢ alamMicsa 34
XCH (9,2 % ¢ anamucesa sa XCH cupsivto 3,4 % npn nanmerrrn 6es anamnesa 3a XCH; 3a nanmenrrnre na
Kiionimjiorped, 4,0 % upu resn ene cupsiMo 3,6 Yo tipH re3n o6c3 anamiesa 3a XCH). Tasm paznvka ue ce
nposissina 3a enyn Mecen: 2.0 % cnpsmo 2.1 % 3a nannenTaTe n1a THKarpenop, ChOTBCTHO, ChE U 03 aHaMHe3a
1a XCH; 1 3,8 % cnpsimo 1,4 % 3a korommorpenn. Tasm paziiika 1e ¢ CoLP3a1Ha ¢ HEXCJanu KIRHHUHN

HOCIC UL (BRINOMIITC IO 3 TOCTARMNC HA HCHCMCHRLY) WL BLUPOCHITA HONY A HALICHTH,

{povucane PEGASUS (anasmesa sa viorapoen wndhaprn)

PLGASUS TIME-34 ¢ npoyusanc ¢ 21 162 nanmenrri, ¢ Jd3ain 3aBHCCHl OT HACTHLHBAIHTE CLOHTHS,
PAIIOMITINPANO. IBOHTHO-CIHSIO, THEICO0-KOWTROIHPAHO, MCHYHAPOLIO MIQUOICHTPOBO HPOYYBAHEC C
HAPAJICHHN IPYITH 38 OHCHKA HA NPCBCHHINNATI Ha aTCPOTPOMOOTHUHE CLONTHS ¢ THKAIPCIOP, Npuiaran B 2
O3 (90 me i e e rno o 60 me ma o aerie) 1 kosostas ¢ nncka 103 ACK (75-150 me), B
cpastrerie ¢ repanis casmo ¢ ACK npp narwmenris ¢ anasuesa sa ME s omsireiny puekosy Gakrtopu 3a
ATCPOTPONMDOIL.

| Tattene, NOAXO SN 34 BKAIOUBAHC B HPOYUBAICTO ¢a OILIH TAKHBA Ha BL3PAcT Ha v naji 50 rojpinn,
naJinyie na attamuesa 3a M (] 1o 5 roain npen paiioMiriiipanero ) i aMNYIE 1A HOHC G OT CHEUIITE
PHCKOBH (QAKTOPH 43 @TepoTpoMO0s3a: BL3PACT = 63 TOHITH, 3aXApCeH JAHa0oeT, HaJrall Me/IHKAMCHTO3HO
acHenne, sropn npe,uuccrsaug ML anis sa stioroc s osa HLC i xponiyana osdpeyna JIMChyIKILMS N3BbLH
KPAHHIIH CTanHi,

| [atmerrrnre He ¢a OMIM 1TOJIXOASIN 32 BKIIIOMBAHC B HPOYUBANCTO, dKO ¢4 HMA/IR [UIdHHpana Yuorpeda na
PZY p-peretiropen apraronier, AHmupi@yodl, [HA0CT00 I ATHROANYIITTH Tepaling 34 NICPHOE Ha
HPOYHBUHCTO, HAPYHICHHC, CBLP3AHO € KbPBCHC HIT HAMACN 38 HEXCMUYCH HEHCVIT W BETPCUCPCHTHO
RKLPBCSHE, TYMOP HA (CHTPCTHATE BCPBHA CHCTSMA I L TPCUCPITHO Ch,IOBA aHOMAUIHS . [HAIHCHTH ¢
CTOMAIITHO-HPCBHO KLPBCHC HPC3 P UHCCTRANITE (3 MCCCIR T2UT POISMO QUepaliis 1pes npeinecrsaiyre 30
JUIH.
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Krunuuna echuxkacrnocm

@Ourypa 2 a ubpBHUHATA KIAHHHUHA Cherasua kpaiina Touka o1 CC evupr, MU u

uuceyar (PEGASUS)

11
Teparparop el g ----MiaLeba e
e - AB3 NoTy 1= e3-0 T i
STRAL IC4% "n457 o=
:: Tetgars el Crliar e 417 8 S5 STE 'R %! .- =
CN% na 6 u rarcey 7 8% = .rr-.‘r ,.I—'_"
a e m = ue na _."'r -F'_,-/-'
f'

= ¥ | PR LT /
- |Hozerg Retiol (85% C1) 0.8410.74. 0.95) o
E g DrCIOMROT 0 CO43 =" ,.--'_""'J
@ . '-!' rr..p""
= -
: . — i -/"_’_’-
5 - -7 ~
e ] -
2 =l —~
} ' “._FF_'.-’-
x 5L P

1 e —

- -.‘ - 'l""'.

‘f
A%
| /—L}J
) S 1 T I il 1 T
u - 230 =L <4 LU 2L =0 56O 1. 120C 1320
Arw cneg panporamnzayns
Bpow naumenTu 8 puck

T 60 mg 7045 R =T nAsY \v A3 v OAST 5802 1620 b ik 20485 T10
Mazeba 7067 GOS0 G342 37061 CGoE 6315 5376 1697 et 2028 Ti4

THKar T —
urarpejsop 60 mg AABA 1IHTH IEBHO Canto
+ACK CN—"
N=7 045 ACK N= p-CcroiinocT |
. | N 067 T
Hawmenrn IV
S B Nt o HR [aenwrn
NAPARTCPHCTHRA ilhll‘; i KM % [ (95 % CI) | ene cuburus KM %
CLOmTIs | | |
I
[I'bpBruna Kpania Touka |
" Cuerasna or CC |[ l 0,84 ) | !
evnp1/MH | 487 (6.9 %) 78% | (0,74,095) | 578 (82%) | 9.0% 0.0043 (s)
HHCV I | .
CC emnpr | 174 (2.5 %0) 29% | 0.83 210 (3.0 %) 3.4 % 0,0676 ‘
| L (0.68. 1.01)
MU 285(40%) | 45% | .84 338(48%) | 52% | 00314 |
(0,72, 0,98)
Uncyim 91 (1.3 %) 1.5% | 0,75 | 122(,7%) | 1,9 % 0,033
(0,57, 0.98) |
Bropuuna kpaiina rouka
0,83 |
C ecMLDT 2 Yo 2(” ; ? H""h % 3.4 9
| CC cMBp] 174 (2,5 %) 9 % (0.68. 1.01) 10 (3.0 %) 3.4 %
e e T ] e e . S — [ —
‘MLDT | | (.89
CMLpT 110 289 (4.1%) | 4.7 % 326 (4.6 %) | 5.2 %

BCAKARKBA LIPUYHHA

|

(0.76. 1.04)

2




Koe(hMLHEHTHT Ha pUCKA U p~CTOHHOCTUTE €A M3UUCACHW OTAEIHO 32 THKAIPenop cnp. tepanus camo ¢ ACK oT moaen Ha
NPOMNOPIIHOHANHUTE PHCKOBC Ha COX, KATO I'PYNarTa Ha JICYCHHE € SAMHCTRCIATA CKCILIANATOPIIA NPOMEHIINBA.

KM npouchr, vaudeiacH na 30-Tu mecel.

besewky: OposT Ha bpBUTe CLOWTHA 3a komitoucuTrre CC evupr, MU u ey e seiicrnnteinnsT Opoi 1a 1rkpBu cEOUTHSA 38 BCCKH
KOMIQHCIT U He ¢¢ J100ans KbM Opost 1ta chOHTHATA B CLCTABIATA KPaHin ToUka

(s} [ loxkaspa CTATHCTHYCCKY 3HAMHMOCT,

Cl=Hosepuresen vareprwt: CO=Ubpieuno-obiwos: HR - Koedunen o na pueka: KM-=Kaplun-Mceier: MU=MmuokapacH nHpapkr;

N=bpo#t nauueuTy,

JBere cxemu na nedacHue ¢ rukarpejop 60 mg asa LTd uiesno it ¢ 90 mg sa inTe ANeBsHo 1 koMOHHaIIKE C
ACK npenbaxoxar camocrodareanoro sicucHue ¢ ACK o ornonicHie na npesciumsra Ha
arcporpoMboTiunire chduTrd (Cheransia kpaiina rouxa: CC embpr, MU 1 uHCcynT), ¢ nocrosiie epekT oT
JICHCHUCTO HPE3 LIL IS HEPHOJL Ha ipoyusBaneTo, soent ;10 16 % RRR w 1,27 % ARR 3a tuxarpenop 60 mg u
15 % RRR u 1,19 % ARR 3a rukarpeaop 90 mg.

Bhupeku e npoduinte na ehukaciioct na 90 mg u 60 mg ca 1010641, Hma Jlainu, ue 11o-HKUcKaTa Jo3a € ¢
no-106bp npodguil HA MOHOCHMOCT K BC301NACHOCT 110 OTHOIICIHHC HA PHCKA OT KLPBCHE M JIMCITHES.
Cacjlosareitio, camo Tukarpeiiop MSN 60 mg jia ki jinenno, npuhoxet ¢jiiospeMennio ¢ ACK, ce
npenopLyBa 3a 1pesenimns Ha areporpoMdorrany Csburus (CC evbpr, MM v wncynrt) npu naityenTy ¢
anaMHesa 3a MM » BUCOK pHUCK 0T pa3BUTHC HA aTepOTpOMOOTHHIO CLOHTHC,

B cpasneuue ¢ne camoctodTenioro sieuenne ¢ ACK, mixarpesiop 60 mg nra it IHCBHO 3HAYUMO NMOHMXKABA
TLPBUHMHATA CheTaBia Kpakha Touka o1 CC emupr, MW n uncyrr, BBcekyn o1 KOMIIOHEHTUTE JIONPUHACH 34
NOHWKCIKCTO Ha IrbpBUuHaTa cheranna kpaiina rouka (CC emupr 17 % RRR, MU 16 % RRR u vHeynT 25 %
RRR).

RRR 3a cnerasHara kpana rouka o1 | 0 360 uin (17 % RRR) u or 361 jim nararek (16 % RRR) e nogobho.
Mma orpaniuenu jlanuun 3a epukactiocTra v 6e30114CHOCTTA HA YIBIDKCHO JICHCHUE ¢ TUKAI'PENIOp HAJT 3 MOJMHU.

Jlnnesar jokazarescrna 3a Hoi3a (e ¢¢ HadMIOMaBa PCAYKIINS HA HCCTOTaTd 14 1rbpBHYRATA 1HPOCHC/HsBaHA
kpaiia rouxka or CC emopr, MM HHCYT, HO HMA HORIDTABANC 1A MCCTOTATA 11a 3HAYHTC/IHO KhpBeHe),
KOIdaro rukarpesiop 60 mg aBa 1sTH JUHCBRO ¢ HPHIOKCH HPH KIHHUYHO CTabuiiM NALMClTY ¢ JaBHOCT 114
HHGAEPKTA > 2 IOAMHK WItK TIOBCUE OT CIHA POJMHA CIIE/L CLIApANC HA HPCAXo/IHOTO nedenne ¢ AJ -
pererrropett MHXuOHTOp (XK. Touka 4.2).

Knuaneuna oesondcnocn

Hecrorara na npeycranonsasance ila repanusa ¢ tukarpesop 60 mg nopaju KbpRCIC U JIMCHHES ¢ 110- BUCOKA
ApH talMeHT > 75 rojunn (42 %) 3 cpasichpe ¢ no-mia nanmentn (mirepnai: 23-31 %), ¢ pasnuka
cnipsimo nanedo rpyuara no-rousiMa ot 10 % (42 % cnipsimo 29 %) upy nauucnti > 75 roauun.

| lejtnarpyana notynanns

B pattomusupano, 1soin chsno npoyusatie hasza [ ¢ napancann epynn (HESTIA 3),

193 nejmarpuuny nanmen Ty (a ye3pacr ot 2 1o top 18 rojmnn) ¢ne cupriosnjinokicTbuna dosnect ca
PAHIOMHZHPAHK Ha noyHar vian 11ancho, KM THRRIPCAOP B A03H o1 15 mg 1o 45 mg jBa 1rbTH JAHEBHO B
ZABHCHMOCT OT TCHCCHOTO TCIUI0. TUKAIPCAOP BOJIH JIO MCIHANIA 1A TPOMOOIITHATA HIIXHONIMs 35% npein
pHeM Ha jio3arta U 56% 2 uaca ciic) LIPUEM HA j1o3aTa 1IPH CTAIlMONAPHO CLCTOSHUC,

B3 cpasnenue ¢ naancedo namMa nojsa O JSHCHHUCTO ¢ THKAIPCJIOP 110 OTHONICHHE 11a YecToTaTa Ha
BA30OKAYIHBHHTC KPH3H.

LBPONCHCKATA arCHIHA 0 SICKAPCTBATE OCBODONKNABY OT 38/IBIIKCITHCTO 340 HPCLOCTARSI
npoyuBanusTa ¢ Tukarpejop MSN BLB BCUUKH [TONTPYIIN HA HCJIMATPHYIIATA NONYIAIlN
cunapoMu (OKC) u anamHesa 3 Muokap/ien uudapkr (MH) (8. Touka 4.2 3a undopm
B IC/AHATPHSATA).
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5.2 @apMaKOKHHCTHYHN CBOHCTBY

Tukarpenop uMa nuticiia QapMakoOKyMHCTHKA, d CKCHO3HUMUATE KM TUKAIrPEIop H aKTHBHHA MY METa00UT (AR-
C124910XX) ca npubian3HTCIIHO 11pOHIOPIMOTANiHK Na Jlo3dara j1o 1 260 mg.

Abcopbiys

ABcopbinsira Ha rurarpesop ¢ 6Lp3a, ¢ Meana 1a Ly npudansiresnio 1,5 vaca. Ipespnuancto Ha
THUKarpenop B ocioBHUA 1Mpkyupail] Metabosint AR-C124910X X (cuito akruner) € 61.p30, ¢ MEAHAHA HA Lnax
HpUOIM3KTEeNHO 2,5 qacd. Cie) 11ICpopalIHO HPHIOWKCHHE HA C/IMHUYHA 1034 THKarpeJop oT 90 mg Ha raino
Hpr 3apasy Jikia, Chaxe 329 ng/mlu AUC ¢ 3 451 ng*h/mi.

Crorioinenusra meradosunr/octoso neieeTso ¢a 0,28 3a Chaa v 0,42 3a AUC. ddapMaKoKHHCTHKATE Ha
tukarpesiop U AR-C124910XX npu nanucirri ¢ anamnesa 3a MH oduknoneno ¢ nojodbha na tasu B
nonynargnsra ¢ OKC. Bn3 ocnorsa na cuin nouysaitone !t GapMakoRuicTHyCH allain3 Ha NPoy4BaneTo
PEGASUS Meamanara na Ci Ha Tukarpesiop ¢ 391 ng/ml u AUC ¢ 3 801 ng*h/ml 8 crattnonapiio ¢hetosttine
3a Tukarpesiop 60 mg. 3a rukarpeiop 90 mg Chaxe 627 ng/ml n AUC ¢ 6 255 ng*h/ml s crannonapno

ChLCTOHANHLC,

Cpenuara abco:norna dnonajiuioct na Tikarpeop ¢ umeiena na 36 %. Hpuemnt na 6orarta na Ma3zHunu
xpana sojtn 1o nosumanaie ¢ 21 % na AUC na raxkarpesop i o nomnkanaice ¢ 22 % Ha Cuax 12 aKTUBHHA MY
METabOHT, HO HE MOBJIMSABE 110 HUKaKLB HAYUN Cax Ha THKarpesop nnn AUC na akrusius My merabonur.,
CMsITa ce, 4e Te3M Manku 1IPOMCIIH Ca C MUHUMAITHO KAUHHYNIO 3HAMCHHUC; 110paJid TOBA TUKATPCNOp MOXE Jia
CC MpUeMa ¢1,¢ UM 6e3 xpana, Tukarpejiop H akTHBHHST My McrabonuT ca cyberpatu ua P-gp.

TUKArpeiop wLB BHIL HA CIPHTH TAONCTKH, CMCCCHIT € RO1A, HIPHIIATAN NCPOPANIIG WK YPe3 HAa30- racTpania
CoNyla B CroMaxa, uma cpaniinma Suonanuunoct ¢ nesmre raéaersi o ornonenne Ha AUC u Cania
THKarpesop ¥ aktusius meradosnwt. Hauannara exkcnosuims (0,5 v | vac ciei npuitoskenne) ot ¢rpuTure
TaDJETKH THKArpeIop, CMCCCHHU € BOAA, € 110-BUCOKA B CPABHCHUC C LEAWTE TabIETKH, C KATO IS0 HAEHTHYCH
NpogHI Ha KOHICHTPANHY chc)l tosa (2 10 48 vaca).

PasnpejiciicHne

B cranuoHapito chLerostine obembT na pasupescheinue ua rukarpesop ¢ 87,5 | Tukarpenop v
AKTHBHUAT MY METADONMT CC CRLP3BAT € YOBCHIKUTC 11Jia3MCHHK 1IPOTCUHHY BLB BUCOKa crenen (> 99,0
%).

buorpancdopyailis

CYP3A4 ¢ OCHOBHMST CIHZHM, OTCOBOPCIH 33 MCTA00JIHIMPANICTO HA THKAIPCJIOP 1 00pa3yBalicTo 112 aKTUBHHS MY
MCTaDOJIMT, KATO TCXHHTC BIAHMOJICHCTRAA C Jpyru cyOcIparin na CYP3A sapupar or

AKTHBHPALIC JIO MIIXMOUpaiic,

Ocnosiusit merabosur na Tukarpesop € AR-C124910X X, ko#iTo IO € aKTHBRCH — KOETO CC OIICHARBA YPC3 iN
vitro Cebp3Banc ¢ tpoMoounTiivg P2Y 1 AJID petenrop. Creresiara ¢KCHosninis Ha ak TUBIME MeTabonT ¢
npudsmanTeno 30-40 % or razv na tukarpeiop.

LimMuipalc
OCHOBHMAT 11671 32 €JIIMMHHUPANE Ha THKarpeliop ¢ upes3 uephoipoOHa rpascgopMaiind. [1pu npunarade Ha

PalHOaKTUBHO MapKUpal THKArpe/iop CPSHHOTO Bb3CTaORABANC Ha pajiHoakTatocTTa e npubnusutentio 84
% (57.8 % 81,8 heneca, 26.5 % s ypunara). KoAMHCCTBOTO Ha THKAIPC/IOP H aKTHBHKAS MY McTaDOJIMT, KOUTO
C¢ OTKpHURBAT B ypuHara, ca nojt | % or npucrara j1o34. Beposrie oCHOBHEST 1bT HA CIIMMUIM

a aKkTHeHUA My MeTabosiHT —~ 8,5 vaca.
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CnenmanaHuy nonynaiuuu

Cmapuecka gb3pacm

[To-BHCOKHN €KCNO3MIMK 11 THrarpeaop (pnbanusnredmo 25 % i 3a Coax, ¥ 38 AUC) W Ha aKTHBHWA My
MeTabo)ivT tpn nanucttn ¢ OKC B crapuccka pbapact (2 75 1ojidnu) 8 CpaBiCHKC C 110-MJIQJIM NalKeHTH ca
Hab. 11o/1aBay NpH NONY1allMoHHKS GapMakoKUHCTHYCH anaini. ey pa3iMKy He ce CMATaT 32 KIUHHYHO
3HAYUMH (B¥K. TOUKa 4.2).

Heduampuuna nonyrayus
Hanuunu ca orpanryciu JIANIE HPpY JICHA CbC ChPIORIJIHOKICTLYIA dohiect (K. Touku 4.2 1 3.1).

B npoyusatero HESTIA 3 npu tauuenTy s1a sb3pact or 2 jto 110J1 18 rofuHu ¢ terno

> 12 no <24 kg, > 24 no <48 kg u > 48 kg, ¢ npunara:i TMKarpesiop Kato nejiiaTpiiuHu AMcneprupally ce
TabneTku 15 mg B j1o3u chorperyo 15, 30 1 45 mg asa 1wy JnekHo, Bo3 ocHona Ha 1oiylialnoHeH
dbapmakokuncruych ananuz epejinara AUC sapupa or

1095 ng*h/ml jto 1458 ng*h/mi, a cpeyuiara Coasapupa o1 143 ng/ml 1o 206 ng/ml nipu cranmonapno
CHLCTOSHHC, |

[lon
B cpaBHenne ¢ MLke, TIpH el ca Habmo/iaBaln NO-BHCOKH CKCHOMIMH 112 THKAPCIIOP U Ha aKTUBHUA MY
MeTatonuT. Paziiukure HC CC CMATAT 33 KIMIMYHO 31HHAYHUMII,

bvhpeuno yapeooane

B cpasicHHC ¢ x0pa ¢ HopMasiia OLDpeuta (pyHKnms, 1IPH NALMCHTH € TCKKO OLOpCUHO YBPCKAANC
(kpeaTHHHIORB KJINpBLHC < 30 ml/min) excnio3unugra Ha THKarpciop € 11o-Hucka ¢ npubdimaunrentio 20 %, a
CKCIIOBHIMATA HA AKTHBIKSA MCTaDONIMT ¢ 110-BUCOKA TPHOIM3IHTECHHO ¢ 17 % .

[ 1py namenrty ¢ repmubancy crajinii Ha 61.0peuno 3adbossnaic na xemomannsa AUC 1 Ciax 118 ruKkarpenop
90 mg npriaran B 1cn 0¢3 jindnnza ca ¢ 38% u 31% 110-BHCOKH B CPABHCHUC ¢ XOPd ¢ HopMaJilia OBOpeyHa
bynkums. [10,100H0 nOBHIICHHC B CKCHO3KIIMATA cC 1adino/aBa, Koraro THKAIpelop ¢e npuara
HCIIOCPEACTBCHO UPCUM JiMann3ara (CLoTBeTHO 49% 1 61%), KoeTo nokassa, 4¢ THKArPSJop HE C¢C 1Hanu3upa.
Excnio3zuumsra Ha akTHBHUs Metrabonut ce noputiasa 3 no-majka crenen (AUC 13-14% n Crax 17-36%).
ks Ha nuxubupance Ha rpomOoTHaTa arperatms (M TA) ¢ HC3aBUCHM O JIHAJIM3ATA TIPH HAIIWCHTH ¢
TepMKUHaneH crajini Ha OL0pedno 3abonspanc v e 11o)dcH 11pH xopa ¢ nopmania 6LOpeuna GyHkimns (Bx.
To4vka 4.2).

Hepnoopobuo yapeocoarie

B cpaslieHue ¢1LC 3ApaBy AOOPOBOJIIH, HPH NAIMCHTH C JICKO Hepiojipodho yepexnane Chax M AUC ya
THKAIPCSIOP ¢a NO-BUCOKK CLOTRCTIO ¢ 12 % 11 23 % obate UTA chexrvr na Tukarpesop ¢ nojloben B aserc
rpyiid. He ¢ HcoOX0iuMO kOpHITMpalc Ha J1o3ata LIPH HAIKCHTH ¢ NCKO HepHoJApobHO yBpexaiic. Hsima
NPOYHBAHU C THKAIPCIOP IPH HAINCHTH € TCXKO HCPHOIPOONO yBPCHNANC W JIMIICBa (pPapMaKOKKHETHYHA
HHGOPMALIHS 1P HAHUCIHTH ¢ YMCPCHO 4CPHOIPOOHO yBPeK e, | IpH nanuenri ¢ yMmepeHo WK TeXKKO
NOBUILEHUC Ha CAAMH WJIK 1OBCUE YCPHOPOOHK PYHKIHONANNN 110KAZATC/IH 11d U3XO)HHO HHBO, IJIA3MEHUTE
KOHUEHTPAIIMH Ha THKAIPESIOP ¢a O0UKHOBCHO 110100111 KM MAJIKO 110-BUCOKH B CPABHEHUE C 1ALIUEHTHTE Oe3
HU3XOLHO IIOBUIIICHHKE,

He ce nipenopnusa yMepelo Hepioapoduo yspexiane (3x. 1ouku 4.2 n 4.4).

Emuuyecka npunadiescioen
13 cpaBHCHME ¢ NALMCHTUTE OT CBPOLICHHATA Paca, HAIMCHTHTE 07 A3MATCKH 1IPOHIX0)L 1
cpeiiHa GMoHANMYHOCT. B CpaBHEHUE C LAIMCIITHTC OF CBPOIICH)[HATA pacd, LIPH CAMOOTIP
HCPHOKOXKH HAIKCHTH, DHoNANnuocTrd Ha THKarpeiop ¢ no-ticka ¢ 18 %. 13 kimtuko-
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npoyunaius CKCNo3iitnara {Coax 1 AUC) Ba rikarpesop upi sitomi ¢ 1o-sucoxa ¢ npudanzurenio 40 % (20
% €¢I KOPCKIMS CHPAMO TCICCHOTO TCHI0), OTKONKOTO 1PN XOPa OT CBpolicH/iaTa paca. [Ekenozunusara npu
NalxeHTH, KOUTO CC CAMO NIPEACHT KATO UCHAHO WM JIATUHO THIE, ¢ 11010011a 14 Tas3yu IIpyA NalHEHTHTE OT
eBpOIICHIHATa paca.

5.3 Ilpeaxkinunuuy jannu 3a 6czouacnocr

[Tpe/AKIANTAUHATC JIAHIN 34 THKAIPCHOP H OCHORIHSY MY MCTabOJHT HC HOKA3BAT HCIIPHEMIINB PUCK 3a
PA3BUTHE 11a HeXe1aly PCakItii 11pH Xopa na 0azara 11a KOHBCHIHOHANHUTC (DAPMAKOJIOTHYHMA U3IIMTBAHHS 34
6e3011aCHOCT, TOKCHYHOCT NPH SLHOKPATHO ¥ MHOIOKPATIIO NPHIIAIALIC ¥ I'CHOTOKCHYEH NOTCHIHA.

I'IpH HHKONKO MHUBOTHHCKH BUA € HADIIOABAHO CTOMALITHO-UYPCRHO JIPA3ICHE HPH KJIKHHYITO 3HAYUMHU HUBA
Ha eKCno3niEs (Bx. Touka 4.8).

[TpH HKCHCKHM 1LTLXOBE, THKANPCJIOP BLB BHCOKH JIO3H JICMOLICTPHPA HOBHIHCHA H4CCTOTa 11a TYMOPH HA MaTKaTta
(a1€HOKAPIIHHOMH) H HOBHIHCHA H4CCTOTA 11 aACHOM Ha uepiHs Jpod. MexanuiaMbT 3a MosiBa Ha TYMOPH Ha
MATKATA BEPOSTHO € XOopMoBacH Jinchasiane, KoiTo Moxke 1a JIOBC/IC IO NosBa HA TYMOPH NPH MIBXOBE.
MexXaHH3MDLT 33 110518 HA YCPHOUPOOHM 8JICHOMH BCPOSTHO ¢ ClICIH(DHYNA 3a I'PU3AMHTE EH3UMEE HHIYKIIS B
yeptust Jpob. Flopasn ToBa ¢e cuuTa, HC ¢ MAIKO BCPOSTIO KAPIMHOICHINTC HAXO)IKK 1a HMAT 3HAUYCHHUE 33
xopara.

Itpu nnbxoBe ca nabiloj1aBaHy MANTHMAJINY aHOMAYIHH 11d PA3BUTHCTO 1IPH J1034, TOKCHYHA 3a MalnKaTa
(rpanunna na 6ezonacuoct 3.1). [pu 3aiium ce HabmoaBa 1eKko 3abaBsiie na 9epHoJIpoduOTO Ch3psiBaHe U
CKCJICTHOTO pa3zBATHC 1A BCTYCHTC HPH Malki 11a BHCoKa A03a 6¢3 1a cc nabinojiand TOKCHYHOCT 3a MaitkaTa

(rpanuila Ha 6e3onachocT 4.5).

| IpoyuBauug npr Imxone i 3aifin NOKAIRAT PCIPONYRTHRHA TOKCHHIIOCT € JICKO ITOHWXaBal¢ Ha Ha1aBAHETO
Ha TeIVIO IPH MaHKara U HAMAJICHA HCOHATANHA XU3ZHCCIIOCOOUOCT U TCIIIO NIPU PaXAaliCTo, Che 3a0aBAHE Ha
pacTexa, | ukarpeliop BOjIK J10 HEPEHOBCH [[MKDLIL (OCHOBHO YJILJKCH IIUKBI ) HIPH ACCHCKH TUILXOBE, HO HE
[OBJIHABA 001 PCPTUIITCT IIPH MBKKHW [ KCHCKH 1121, X0BC. (DAPMAKOKHIICTHYIIN [IPOYURBAHUS C
PAUMOEKTHBHO MAPKHUPAH THKAIPCIOP HIOKA3BAT, HC OCHOBHOTO BCHICCTBO Y HCFOBHTC MCTADQINTH CC
CKCKPETUPAT B MIISIKOTO NIPH THILXORC (B, 104Ka 4.0).

6. PAPMALEBTHUMITA JIAHTIN

6.1 CliuehK HA HOMOUIIHTE BCILICCTBA

apo na rabncerkara

Manuton (1:421)

XUAPOKCHIIPOITHIE HCHYIIO38, TIHCKO 3aMecteha
Kannues xugporcHgocdar iMxuupar

Marunesuen creapar (1:470b)
Xuapoxkcunponumicaviosa {1463), chanpxania cHmMka

OuiIMOBO LHOKPHTHE

Annpomesiosa 2910 (1404)

Twranos nunoxkeny (171)

Makporos 400 (E1521)

Tank (1:553b)

ACchiesen oken)L, uepsen (F172) (camo 3a 60 mg)
Aeneact okenyg, #nJrr (1172)

Kesiezen oken, uepen (16172) (camo 3a 60 mg)
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6.2 Heensmecrumocn

Henpuioxkumo.

6.3 Cpok na rojinocr

2 101NN,

6.4 Cucumainnm yeaoBist i ChXpancnme

103K JICKapeTrBCH HPOJY KT HC H3MCKBA CHCIHAIHKN YCIOBUSE Ha ChXPaicHne.
6.5 Buj1l M ¢h/ILPKAHUC HA OHAKOBKATA

60 mg:

o PVC-PVDC/Al crannaprim Oamerepn (ChC CHMBOJIN CIrbHIIC/yna) B kapronenn onakosku ot 60 u 180
A0 CTKH,

e PVC-PVDC/AI kajsenjapin Oimctepn (Che CHMBOJIM CHLHILC/JIYHA) B KAPTOHCHHW ONAKOBKH 0T 14, 56 u
|08 Ta0JNCTRI:

e PVC-PVDC/Al nepdopupan ¢jti010308 0auncrep o1 10 radnerkn: kapronenn Kyrun ¢ 60x1 u 180x|
Fa0JICTKM:

o  PVC-PVDUC/AL neppopupan ¢Junojlo3o8 osmctrep o1 4 vadjcrkn; kaprouen onakosgu or 14x1, 56x1,
168%1 Tadierku.

90 my:

e PVC-PVDC/AI cranpaptuu Oaucreph (CbC CUMBOJM CABLHIE/IyHA) B KApTOHEHH onakoBkH o1 60, 100 1
I 80 TabneTku:;

o PVC-PVDC/AIl kanennapuu 6auctepu (¢bC CHMBOIKW CILHIG/IYHA) B KAPTOHEHH ONakoBKH OT 14, S6 u
|68 TadNeTKH:

e PVC-PVDC/AI nepdpopupan eanono30B oaucrep ot 10 tabaerku; kaproHeHd KyTHu ¢ 601, 100x1 u
|80x] Tabnerku;

e PVC-PVDC/AIl nepdopupan eaHoA030B OnucTep oT 14 TadneTku; kapToHeHHW onakoBky ot 14x1, 56x1,
168x1 TabneTku.

He BCHUKH BHJIOBC ONIAKOBKH MOTat Jia Objiar nycnari B Hpojiaxoa.
6.6 Crenua/iny Hpe/inasium MEPKH IHPH U3XBHLPJISIIC

Hensnonssanisr JeKapersei Hpoj VKT HAKH OTHAULUTTITE MATCPHAJIN OT HEero Tpsdna Jia cC U3Xybpiist
B CLOTBETCTBHC C MCCTHITC N3UCKBAIINS,

3a HauMeHTH, KOUTO HE Morar jla norirsuar radjaerkara(ure) isiia, 1adlIcTKnTe Morar Jia ce CTpUsT Ha (puH npax
1@ CC CMECHT € HTOJIOBHI valia BoJla | J1a ¢ce uanusr sejinara. Yamara tpgadpa jla ¢¢ M31iakie ¢ oule HoJIOBHH
qala BOJ1a U ChIILPAAHHCTO JIa ¢ u3tne., CMecTa MOKCE Jla CC tpiiara v npes nasoracrpajia coujia (CHS nnn

L

1H0-BUCOKA). Baxio e nasoracrpaiiara conjia jia CC 1poMue ¢ Bo1a CIC/L HPHJIArane na cMecra.
7. HPHTEARKATE] HA PASPEHTEHHUETO 3A YHOTPEDA

MSN Labs Europe Limited
KW20A. Corradino Park Paola P1.A 3000
MaJrra




8. HOMEP(A) HA PASPEIHEHHETO SA YIHOTPEDLA
Per. Ne:

9. JIATA HA II'bPBO PASPENIABAHE/TIOJIHOBABANE HA PASPEIHEHUETO 3A YIIOTPEBA

Jlara Ha 1LpBO paspetuasang:
Jlara Ha HOCIC/HO O NoBARANC:

10. JIATA HA AKTYAJIIMIUPAHE HA TEKCTA

06/2024
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