NPUJIOXKEHHUE |

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Entpom6onar Accord 12,5 mg puiMupanu TabaeTku
Entpom6omnar Accord 25 mg ¢unamupanu TabneTku
Enrpombomnar Accord 50 mg dhunmupanu TabneTku
Entpombomnar Accord 75 mg ¢pmnvupanu TabIeTKH

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Enrpombonar Accord 12,5 mg dpunMmupanu taduerku
Besika punmupana tabneTka ChabpiKa eITpoMOoTar oJIaMHH, eKBUBaJICHTEH Ha 12,5 mg entpombonar
(eltrombopag).

Tomownu gewecmea ¢ uzeecmno deucmeue
Beska dunmmupana Tabnetka cpabpixka 29,17 mzomanr (E 953).

Enrpombonar Accord 25 mg duinmupanu tabneTku
Bceska dumMupana TabaeTka Chabpika enTpoMOoIIar ojlaMiH, EKBHBICHTEH Ha 25 MQ enTpomoOomar
(eltrombopag).

Tomownu gewecmea ¢ uzeecmno devucmeue
Beska dummupana tabneTtka cpabpika 58,34 m3omanr (E 953).

Enarpombomnar Accord 50 mg dbunMmupanu TabiaeTku
Beska dunmMupana TabaeTka Chabpika enTpoMOoIiar ojlaMiH, eKBHBJICHTECH Ha 50 Mg enTpomobomar
(eltrombopag).

Tlomownu gewecmea ¢ uzeecmno devucmeue
Bcesika gpunmupana Tabdserka chabpika 116,68 uzomant (E 953).

Enarpombomar Accord 75 mg dbunMmupanu TabiaeTku
Bceska dunmMupana TabaeTka Chabpika enTpoMOoIIar ojlaMrH, EKBHBAICHTEH Ha 75 mg enrpomobomar
(eltrombopag).

Tomownu sewecmasa ¢ uzeecmno deticmaue
Bcesika gpunmmupana Tabdserka cbabpika 175,02 uzomant (E 953).

3a IIBJIHMS CIIMCHK Ha ITOMOIIMHUTE BEIICCTBA BUXXTC TOYKaA 6.1.

3. JEKAPCTBEHA ®OPMA
dunmupana TabneTka (TabeTka)
Enrpombonar Accord 12,5 mg dbuwimupanu tabiaeTku

OpanxeBa J10 KadsiBa, KpbIjia, TBOHHOU3IbKHAIA (UIMHUPaHa TabJieTKa ¢ BIUTbOHATO penedHO
O3HaueHUeE ,,I” OT eHaTa CTpaHa U C TUaMEThp MPUOAU3UTEITHO 5,5 mm.

Entpomb6onar Accord 25 mg ¢uamupanu TabaeTku
TBMHOPO30Ba, KPbIiia, JBOWHOM3IbKHATA (HUIMUpaHa TabJeTKa ¢ BIUIbOHATO pesieHO O3HAUYECHHUE
,»I1* OT enHaTa cTpaHa U ¢ TUaAMETHP MPUOIU3UTEITHO 8 MM.

Enrpomb6onar Accord 50 mg dunmupanu TabneTku
Po3oBa, kpbria, ABoMHOM3MbKHANA UIMHIpaHa TabneTka ¢ BAIbOHATO penedHo o3HaueHue ,,I11“ ot
eHaTa CTpaHa M ¢ JUaMeThbp npuoausurenso 10 mm.




Enrpombonar Accord 75 mg dunmupanu tabneTku
UYepseHa 10 kadsBa, KpbIiia, IBOWHOM3MbKHANA (GUIMHpaHa TablleTKa ¢ BATBOHATO penedHO
o3Hadenwue ,,IV* oT enmnaTta cTpaHa u ¢ AMaMeThHp MpUOIM3UTEHO 12 Mm.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTUYHHU NMOKA3aAHUSA

Entpom6onar Accord e nmokasaH 3a JieueHHE Ha Bb3PACTHHU NALMEHTH C IbPBUYHA UMYHHA
tpombonmTonienus (UTII), kouto He ce MOBIUABAT OT APYTO JIeUeHHE (Harp. KOPTUKOCTEPOUIH,
UMYHOTTIO0YTuHM) (BK. Touku 4.2 u 5.1).

Entpom6onar Accord e nmokasaH 3a JieueHHE Ha NeIUaTPUYHH [AIIMEHTH Ha Bb3pacT Ha U Hajl

1 ropuHa ¢ mepBuYHa UMyHHA TpoMmOouuronenus (UTII), mpoasmkasamia 6 Mecena Wil MoBeye cieq
NOCTaBsIHE HAa AMArHO3aTa, KOUTO HE Ce MOBIMBAT OT APYTH JICUEHUS (Hamp. KOPTUKOCTEPOUIH,
AMYHOTTIOOYTHHHM) (BXK. TOUKH 4.2 1 5.1).

Entpombonar Accord e mokasaH 3a JieueHre Ha TPOMOOLIMTONICHHUS TIPH Bb3PacTHH MAllMEHTH C
xpoHnyHa nHpeknus ¢ Bupyca Ha xenatut C (HCV), mpu xouTo cremenTa Ha TPOMOOITUTOTICHHS €
OCHOBHUSAT (paKkTOp, KOUTO BB3MPEISATCTBA 3alI0YBAHETO WITM OTPaHNYaBa Bb3MOKHOCTTA A Ce
HOIbpIKa ONTHMAITHA UHTepdepoH-Oa3upana Tepanus (Bx. Touku 4.4 u 5.1).

4.2 1o3UpoBKA M HAYHUH HA MPHJI0KEeHHE

Jledenuero ¢ enTp0M60nar TpH6Ba Ja C€ 3alo4yBa u Ha6m0z[aBa OT JICKAap € OIHUT B JICHCHUCTO Ha
XEMAaTOJIOTHYHH 3a00JIIBaHUs HITH Ha XPOHHYEH XCIIATUT C 1 HETOBHUTE YCIIOKHCHUA.

gOSI/I[!OBKa

CxeMuTe Ha MpujiaraHe Ha extpoMoornar TpsioBa Jia ce HHIUBHyaIH3UpaT Criopes Opos Ha
TpOMOOLIUTHTE P OTHCIHU manueHT. LlenTta Ha nedenunero ¢ enrpombonar He TpsiOBa 1a Obae
HOpMaJIM3upaHe Ha Opos Ha TPOMOOIIUTHUTE.

EntpomOomnar ce mpezara moxa ¢popmara Ha Ipax 3a mepopaiHa CyCHeH3Hs IO APYTH ThPrOBCKU
HauMeHOBaHUs. [IpaxbT 3a mepopaiiHa CyCIeH3Us MOXKeE Jia IOBEJIe 0 MO-BUCOKA EKCIIO3UIIUS Ha
enTpoMOOIIar, OTKOJIKOTO TabmeTHaTa ¢popma (Bx. Touka 5.2). [Ipu npemuHaBaHe OT TabieTHATA
(hopMa KbM MepopasiHaTa CyCICH3Ms U 00paTHO, OPOSIT Ha TPOMOOIIUTHTE TPSOBA J1a CE CIICIU BCSIKa
ceIMuUIla B IPOABJIKCHUEC HA 2 ceaAMUIIN.

Umynuna (nvpsuuna) mpomboyumonenus

Tps6Ba 12 ce U3MON3Ba Hali-HUCKATA /1032 SNTPOMOOIIATr 3a MOCTUTAHE U NOJIbpXKaHe Ha Opoil Ha
tpomboruTuTe >50 000/ul. KopurnpaneTo Ha go3ara e criopesi OTTOBOpa, ONpeAesieH OT Opos Ha
tpombonuTHTe. Enrpombomnar He TpsiOBa 1a ce M3MOI3Ba 32 HOPMaJIH3UpaHe Ha TPOMOOLUTHHUS OPOH.
B knuHMYHM npoy4uBaHus, OpOSAT Ha TPOMOOIMTHTE OOMKHOBEHO Ce MOBHIIABA B paMKHUTe Ha 1 10

2 CeMUIIM CJIe] 3aITOYBAHE HA JICUCHHE C eNTPOMOONAr U HAMANISBA B paMKHUTE Ha 1 70 2 ceqMunu
CIIe/I CIIMPAHETO MY.

Bw3pacmuu u neduampuuna nonyrayus Ha evspacm om 6 0o 17 200unu

[IpenoprunTennaTa HadagHa g03a eaTpoMoOorar ¢ 50 mg BeaHbk qHEBHO. [Ipy arueHTH ¢ H3TOYHO-
/FOTOM3TOYHOA3UATCKH MPOU3XO0/I, IPUIAraHeToO Ha eaTpoMOomar TpsoBa Jia ce 3alo4He C HaMaJleHa
71032 OT 25 mg BeIHBK THEBHO (BXK. TOYKaA 5.2).

IHeouampuuna nonyarayus na év3pacm om 1 0o 5 2oounu
[IpenopruntenHara HavyaaHa J03a eATpoMOomnar € 25 mg BEAHBXK THEBHO.



Ilpocneossane u kopekyus Ha dozama

Cren 3armouBaHe Ha JIeUeHHUE C eITpOMOoIIar, 1o3ara TpsOBa 1a ce KOPUTHPA, 3a Ja e TIOCTUTHE U J1a
ce moaabprka Opoii Ha TpoMOoruTHTe >50 000/pl, KOeTo € HEOOX0IMMO 32 HaMaJIIBaHe Ha PUCKA OT
KbpBeHE. Jla HE ce HaABUIIaBa IHEBHA J103a OT 75 MQ.

[Mo BpeMe Ha siedeHUETO ¢ enTpoMOoIar TpsoBa Ja ce cIeIIT PEIOBHO XeMaTOJIOTHYHHUTE H
YEPHOAPOOHUTE MOKa3aTeNIU U J103aTa Ha eITpoMOonar TpsOBa Jia ce KOPUTHUpa Bb3 OCHOBA Ha Opos Ha
TPOMOOIIUTHUTE, KAKTO € mocoueHo B Tabmuia 1. [To Bpeme Ha nedeHue ¢ entpoMOorar mhiiHaTa
kpbBHA KaptuHa (I1IKK), BKiIfounTesHo Opost Ha TPOMOOIIMTHTE U HATPHUBKA OT IepudepHa KPbHB,
TpsiOBa Jia ce U3CeBa BCSKA CEIMUIIA 10 MOCTUraHe Ha CTA0OUIIHO HUBO HAa TPOMOOIIUTHHS OpOi

(=50 000/l 3a naii-manko 4 cenmuiiy). Caen ToBa [IKK, Bkiitountenso 6post Ha TPOMOOIUTHTE U
HATPUBKA OT nepudepHa KPbB, TPAOBA Ja Ce U3CIEBA BCEKU MECEIl.

Tadanna 1 Kopurupane Ha no3ata Ha exrpomOonar npu nanuentn ¢ UTII

Bpoit Ha TpomMbOITHTHTE Kopurupane Ha j103ata WJix OTTOBOP
<50 000/ul ciren Hait-MamKoO IToBumeTe mHEBHATA 103a € 25 Mg A0 MaKCHMalTHa 1034
2 CeIMHUILY JIEUECHUE 75 mg/nHEeBHO™.
>50 000/pl mo <150 000/pl HW3non3paiite Hali-HUCKaTa 1034 €ITPOMOOINAr u/uin

enHoBpeMeHHO yeuenue 3a UTII 3a noaabppikaHe Ha TaKUBa
TpoMOOLIMTHH HUBA, KOUTO CIIMPAT WM HaMaJsiBaT KbPBEHETO.

>150 000/ul mo <250 000/ul Hamanere nueBHata no3a ¢ 25 mg. M3uakaiite 2 ceqmMuny, 3a
Jla oLleHnTe e(eKTa U J1a MPELeHUTe MMOCIeABAIN KOPEKIIUH Ha
nosara’.

>250 000/pl Cnpere npuema Ha enTpoMOoIar; npociensBaiite 6pos Ha

Tp0M6OHI/ITI/IT€ JABa II'bTU CCIMUYHO.

Korato 6post Ha TpomborTiTe focturae g0 <100 000/ul,
3al0YHETEe TepanusTa OTHOBO IPH JIHEBHA /1034, HaMaJIeHa ¢
25 mg.

[Ipu nanmenTute, mpuemMany 25 mg exTpoMOoIIar npes JeH, 103aTa ce oBHIaBa Ha 25 Mg
BEJIHBK THEBHO.

¢ [Tpu manmentuTe, IpueMaiiy 25 Mg enTpoMOomnar BeIHBK THEBHO, TPsIOBa /1a c€ OOMUCIN HITH
npueMbT Ha 12,5 mg BeJHDBK JTHEBHO WK MPUEMBT Ha 25 mg npe3 JeH.

Entpombormar Moxe Ja ce mpuiiara Kato JOMbIHEHUE KbM JPYTH JieKapcTBeHn npoaykTa 3a MTII.
CxemaTta Ha IpujiaraHe Ha ChITbTCTBAIINTE JekapcTBeHu npoayktu 3a UTII Tps6Ba aa ce mpomens
CHope] KIMHUYHUTE HY>KAH, 32 [1a ce U30erHe NPeKOMEpHO MOBUIIaBaHE HA Oposi HA TPOMOOLIUTUTE
II0 BpEME Ha JIeueHHe ¢ eaTpoMbonar.

HeoOxoammo e 1a ce n3uaka Hail-Majko 2 CeIMUIIH, 3a Ja C€ BUAU €PEKTHT OT BCAKA KOPEKIUS Ha
J103aTa BBPXY IMOBIUSIBAHETO HA TPOMOOITUTUTE MPH MAITUEHTA, MPEIH 1a OOMHUCIUTE APyTa KOPEKIINS
Ha J03aTa.

CranmapTHaTa KOpEKIHs Ha J03aTa Ha eNTpoMOorar, He3aBHCHMO JaJId e TIOBHUIIaBa HIIM HaMaJsBa,
TpsiOBa 1a € ¢ 25 mg BETHBXK THEBHO.

Ipexvesane na neuenuemo

Jlewennero c entpomOomar TpsOBa 1a ce MPEeKbCHE, aKo ciea 4 CeIMUIIA Ha TEPaIusi ¢ eATPOMOOIIar B
J103a 75 mg BEeAHBXK THEBHO, OPOSIT HA TPOMOOIIMTUTE HE CE € TOBUIIWII JI0 HUBA, KOUTO Ca
JIOCTAaTHhYHU 32 CIIMPaHe Ha KIIMHUYHO 3HAYHMO KbpPBEHE.

HaHI/ICHTI/ITe TpSI6Ba Ja 6’I)Z[aT NEPUOJUYIHO KIMHUYHO OLICHABAHU U PCIICHUCTO 3a NPOABIJIKaBaHC Ha
JCYCHUECTO Tpﬂ6Ba Ja €€ B3CMC OT JICKYBAIlM JICKap UHANBHUAYAJIHO 3a BCCKU IMAIIUCHT. HpI/I
ManUMEHTH, KOUTO HE Ca CINICHEKTOMHPAHU, OLUCHABAHETO TpH6Ba Jla BKIIFOYBAa M CBIIOCTaBKa CIIPpAMO



cruteHektomus. Criel MpeKbCBaHEe Ha JICYCHUETO € Bh3MOXHA TIOBTOPHA MOsABA HA TPOMOOITUTOTICHHUS
(Bkx. Touka 4.4).

Tpomboyumonenusi, acoyuupana c xpornuyen xenamum C (HCV)

Koraro entpombomnar ce npuiara B KOMOMHAITUS C TPOTHBOBUPYCHH JIEKApCTBEHH MPOTYKTH, TPIOBa
Jla Ce HAIpaBH CIIpaBKa ¢ IIbJIHATA KpaTKa XapaKTEPUCTHKA Ha ChOTBETHUS €AHOBPEMEHHO MpUJIaraH
JICKApCTBEH MPOAYKT, 32 ChOTBETHUTE MOAPOOHU TaHHU 3a 0€30MAaCHOCT WIIH MTPOTUBOIIOKA3aHUS.

B ximHUYHN poy4yBaHUs OposAT Ha TPOMOOIUTHTE OOMKHOBEHO 3aIl0YBa J1a Ce MOBUIIIABa B PAMKHUTE
Ha | ceqMuIia ciiet 3armoyBane Ha exrpombomnar. Ilenra Ha TeyeHneTo ¢ enrpombonar TpsoBa aa Ob/e
HOCTHIaHe Ha MUHUMAJIHO HUBO Ha Oposi Ha TPOMOOIMTHTE, HEOOXOIMMO 3a 3aIll0YBaHe Ha
MPOTHBOBUPYCHA TEPaITHsl, TPHU CIIa3BaHe Ha MPEMOPHKUTE HAa KIMHAYHATA TpakTHKa. [1o BpeMe Ha
IIPOTUBOBUPYCHATA TCpaIius, LICJITa HA JICUCHUECTO € [1a CC 3aa3un 6p05[T Ha TpOM6OL[I/ITI/ITC Ha HUBO,
KOETO NPEJOTBPATIBA PUCKA OT YCIOKHEHHS, BCIEACTBHE HA KbPBEHE, OOMKHOBEHO OKOJIO

50 000/pl-75 000/ul. TpsoBa na ce u3bdsarea 6poit Ha Tpomoonutute >75 000/pl. TpsdBa ma ce
M3I10J13Ba Hall-HHUCKATA 1032 eaTpoMbonar, HeoOXouMa 3a oCTHrane Ha renure. Kopurupanero Ha
J103aTa Cce OCHOBaBa Ha OTrOBOpPa, OIpEJIENieH OT OpPOst Ha TPOMOOIIMTHTE.

Hauanna cxema na npunacane

Jleyenueto c entpomoOonar TpsOBa Ja 3amoyHe ¢ 103a 25 mg BeAHBX AHEBHO. He ce Hamara
KOpUrHpaHe Ha go3ara 3a nauueHtd ¢ HCV oT n3ToyHO-/foron3TouH0a3uaTcKy IpOoU3X 01 i
MAIMEHTH C JIeKa CTEIEH Ha YePHOAPOOHO yBpexmane (BxK. Touka 5.2).

Ilpocneossane u xopexyus Ha dozama

Jlo3aTta Ha enTpoMOomar TpsOBa 1a ce KOpUTHpa ¢ 1Mo 25 mg Ha BCEKH 2 CEIMHUITHA ITPU HEOOXOTUMOCT
3a JJOCTUTaHe Ha TapreTHUs Opoil TpoMOOLIMTH, HEOOXOIMM 3a 3all04YBaHe Ha MPOTHBOBUPYCHA
Tepanus. bposT Ha TpoMOouuTHTE TPsAOBA Aa ce MpoCieasBa BCsKa CeAMULA MTPEIH 3all0YBaHe Ha
NPOTUBOBUpPYCHA Teparnus. [Ipu 3amouBaHeTo i OpOAT HAa TPOMOOIIMTUTE MOXKE J]a HamMasee, Taka ue
TpsibBa 11a ce M30sATBa He3a0aBHOTO KOPUTHPAHE Ha jJ03aTa Ha entpomobomnar (Bk. Tabmuma 2).

I[To Bpeme Ha MPOTHBOBHPYCHA Teparus, 03aTa Ha eaTpomMOonar TpsOBa 1a ce KOpUrupa cropes
HEOOXOAMMOCTTA, 32 Ja ce n30erHe HaMasIBaHe Ha J103aTa Ha MeTHHTEephEPOoH, Topaay HaMaIsiBaHe
Ha Opost HAa TPOMOOIIUTHUTE, KOETO MOXKE JIa U3JIOKH MAIUCHTUTE Ha PUCK OT KbpBeHE (BIXK.

Tabnuua 2). Bpost Ha TpoMOoIMTHTE TPSIOBA Ja CE MPOCIIE/IsABa BCsKA CEAMUIIA 110 BpeMe Ha
MIPOTUBOBHPYCHATA TEPAMHs 0 TTOCTHTAaHE Ha CTAOMITHO HUBO HA TPOMOOIIUTHUS Opoii, OONKHOBEHO
okouo 50 000-75 000/pl. Crexn ToBa Beceku mecerr TpsioBa na ce npassat [IKK, BkiarourTeiHo Opoii Ha
TpoMOOLIUTHTE U HATPUBKA OT NepudepHa KpbB. TpsaOBa aa ce 0OMUCITN HaMallsiBaHE Ha THEBHATA
no3a ¢ 25 mg, ako OposIT Ha TPOMOOIIUTUTE HAJABHUINIABA HEOOXOAUMUS TipuliesieH Opoit. [IpernopruBa
ce J1a ce M34aKa B MMPOABIDKEHHE Ha 2 CEIMUIIN, 3a 1a C€ OLICHU e(eKTHT U J]a Ce MPEIEHST
NOCIIeBAIM KOPEKIMH Ha J103aTa.

He Tpsa6Ba ma ce mpeumasa no3a ot 100 mg exrpomOoIiar BeAHBXK JHEBHO.



Ta6auna 2 Kopurupane Ha no3ata Ha earpomoonar npu nanuentu ¢ HCV no Bpeme Ha
NPOTHBOBHUPYCHA TEPaNus

Bpoii TpomboruTH Kopurupane Ha no3ara uim OTroBop

<50 000/pl cnen Haii-mMaako [oBumere mueBHAaTa M032a ¢ 25 mg no makcumyM 100 mg/nHEBHO.

2 CeIMUIU JIeUeHHE

>50 000/ul mo <100 000/l W3znon3Baiite Hall-HUCKATA /1032 €ITPOMOOIIAT CIIOPE.T
HEOOXOMMOCTTA, 33 Jia ce N30erHe HaMallsiBaHe Ha JI03aTa Ha
neruHTepdepoH.

>100 000/ul mo <150 000/ul Hamanere nueBHarta mo3a ¢ 25 mg. M3uakaiite 2 ceMuIly, 3a aa
orneHuTe ehekTa U JAa MPEICHUTE MOCIEIBAIN KOPEKIIUU Ha
no3ara’.

>150 000/pl Crpere mpremMa Ha eaTpoMOOIIar; IOBHUINETE Y€CTOTATa Ha
MpOCIeasiBaHe Ha OpOsl Ha TPOMOOIIUTHTE HA JIBA ITBTU CEIMUYHO.
Korato 6post Ha TpomoonmtuTe ¢ <100 000/ul, 3amounere
TepamusiTa OTHOBO MPHU JHEBHA J103a, HaMajeHa ¢ 25 mg™*.

3a mauueHTH, npreMainy 25 mg enTpoMOonar BeIHbK THEBHO, TPAOBa Ja ce 0OMHUCIN
MOBTOPHO 3all0YBaHe Ha TepanusiTa ¢ 25 mg mnpes aeH.

ITpu 3anmo4BaHe Ha MPOTUBOBUPYCHA TEPANHs OPOAT Ha TPOMOOIINTHTE MOXKE J1a Hamasee, Taka
4e TpsiOBa Ja ce n30sTBa He3a0aBHOTO HaMalsiBaHE Ha JI03aTa Ha enTpomoornar.

Ipexvcsane na neuenuemo

JleuenuneTo ¢ entpomoborar TpsOBa Ja ce MPEeKbCHE, aKo Ciie]] 2 CEAMUIN Ha TepaItus ¢ enTpoMoornar
npu 03a 100 mg, 6posIT Ha TPOMOOIUTHUTE HE € JOCTHUTHA HUBA, KOUTO Ca HEOOXO MU 3a 3arouBaHe
Ha MMPOTHBOBUPYCHA TEPAITHSL.

JleyenueTto ¢ entpombomnar TpsOBa Ja ce crpe Npu NPeKbCcBaHe HA MPOTUBOBUPYCHATA TEPaIisl, OCBEH
aKo HsMa ApyTH ocHOBaHuUs. [IpekoMepHOTO NoBHUIIaBaHe HA OpOsi HA TPOMOOLUTUTE WIIM 3HAYUMHU
[IATOJIOTUYHU OTKJIOHEHUS B CTOMHOCTUTE HA YEPHOIPOOHUTE IIOKA3aTeIN ChIO HAJIAraT NPeKbCBaHEe
Ha JIEYCHUETO.

Cneyuannu nonyiayuu

bvopeuno yepeocoane

He e HeoOX0quMO KOpHUTHpaHe Ha J03aTa MpY MalkueHTH ¢ 0b0pedHo yBpexxaane. [lanuenture ¢
HapyieHa 0b0peuHa GyHKIHs TpsAOBa 1a N3MOI3BAT eATPOMOOIIAT C TIOBUIIIEHO BHUMAHUE U CTPOTO
HpOCIIe/IsiBaHe, HAIIPHUMEP KaTo CH MPaBST U3CICIBAHUS HA CCPYMHHS KPEATUHHUH H/WITU aHAJIH3 Ha
ypuHara (BXk. To4ka 5.2).

Yeprodpobno ysepesicoane

Entpombonar He TpsibBa fa ce npuiara rnpu narpedtu ¢ UTII ¢ uepHOapoOHO yBpekaane (CKOp 1o
Child-Pugh >5), ocBen ako o4akBaHara 1oJ13a MPEBHIIIaBA ChIECTBYBAIIHS PUCK OT TpoMOO03a Ha
nopragHaTta BeHa (Bxk. Touka 4.4).

AKO MPUIIOKEHUETO Ha enTpoMbornar ce cMmsta 3a Heooxoanmo npu UTII nanueHT ¢ 4epHOIpOOHO
yBpekIaHe, HaYaaHaTa 103a TpsaOBa aa Obe 25 mg BEAHBXK JHEBHO (BK. Touka 5.2). [Ipu manmeHTH ¢
YepHOAPOOHO YBpEXkKAaHe Jo3aTa MOKe J1a Ob/ie MOBUILIaBaHa Hali-paHO 3 CEIMUIIM CIIe/I 3all0YBaHE
HA JICUCHHUETO.

He ce Hajara kopekiys Ha 03aTa mpu TPOMOOIIUTONIEHHYHY manueHTH ¢ xpounueH HCV u eka
CTereH Ha yepHopobHo yBpexkaane (ckop mo Child-Pugh <6). TMarmenTure ¢ xpornuden HCV u
4epHOIPOOHO yBpeXkIaHe TPSOBa [1a 3al0YHAT JEUYEHUETO C eITPOMOoIIar ¢ 703a 25 mg BEAHBXK
IHEBHO (BK. Touka 5.2). [Ipu marMeHTuTe ¢ 9epHOAPOOHO YBpPEXKIaHe, CIeT 3all0YBaHE Ha JIEUEHHE C
HayvaliHa J1o3a eaTpombomnar, TpsoBa Jla iMa HHTEPBaj OT 2 CEIMUIM NMPEIY NOBUIIABAaHE HA J103aTa.



ChbInecTByBa MOBHILIEH PUCK OT HEXEJAHU CHbOUTHUS, BKIIFOYUTEIHO YEPHOAPOOHA AEKOMIIEHCALIUS U
tpomboembomyan croutust (TEC), mpr TpoMOOIMTONEHUYHY TTAIIMEHTH C HATPEIHAIIO XPOHUYTHO
4epHOAPOOHO 3a00sIBaHe, IEKYBaHH C eNITPOMOOIIAr WK B TOJIrOTOBKA 32 MHBAa3UBHA MPOLEAYpa,
i npu HCV nmanmenTn Ha mpoTuBOBUpYCcHaA Tepanus (BX. Touku 4.4 u 4.8).

Cmapuecka év3pacm

ChlliecTBYBaT OrpaHUYCHU JIaHHU 3a yrorpebaTa Ha entpomoOonar rpu naruertu ¢ UTIT Ha Bb3pact
65 roauHN U MoBeUe M JIMIICBA KIIMHWYEH onuT IpH nanuentn ¢ UTII na Bp3pacT Hax 85 romuan. B
KIIMHUYHHUTE IPOYYBaHUA HaA enTp0M6onar KaTo IIAJ10 HE ca Ha6JIIOI[aBaHI/I KIIMHUYHO 3HAYUMHU
pasnuky B 6€30MacHOCTTa Ha eNTpoMOomnar Mexay MaUeHTUTe Ha Bb3pacT Hall-MaJIKo 65 TOJUHU U
MO-MJIaJIU MTAUEHTH. B Npyru KIMHUYHU ChOOIICHNS HE C€ YCTAHOBSIBAT PA3jIMKH B MOBIHSIBAHETO
MeX]y TaIMeHTHTE B CTapUecka Bh3pacT U MO-MJIaJUTE MAIlMeHTH, HO HE MOXKE Jla c€ U3KITIOYH I10-
roJisiMa 4yBCTBUTEIHOCT Ha HSKOM MO-Bb3PACTHU HHAMBUIM (BXK. TOUKa 5.2).

CrlInecTByBaT OTpaHUYCHU JaHHM 3a yroTpebarta Ha entpoMoOonar mpu manuentn ¢ HCV Ha BB3pact
Hax 75 rogunn. [Ipy Te3u ManMeHTH ce N3UCKBa TIOBUINEHO BHUMaHue (BK. Touka 4.4).

Tayuenmu om uzmouHo-/1020U3MOUHOAZUAMCKU NPOUZXOO

[Ipu BB3pacTHH Y NeAUATPUYHH MAIUSHTH C H3TOYHO-/IOrOM3TOUHOA3HATCKH ITPOU3X0/1, BKITFOUUTEIIHO
TE3U C YEPHOAPOOHO YBPEIKAAHE, ICUCHUETO C eNITpoMOoNar TpssOBa Ja 3aloyHe ¢ HaMaJieHa 71032

25 mg BeHBK AHEBHO (BXK. Touka 5.2).

Tpsa6Ba 1a TpoABIKY TMPOCIIEASIBAHETO HA OpOs HA TPOMOOITUTHTE IIPY MAIMEHTa U JIa CE CIeBaT
CTaHAAPTHUTE KPUTEPHU 32 JOIIBIHUTEIHO KOPUTHPAHE Ha 103aTa.

Ileduampuuna nonyrayus

Entpom6bomnar Accord He ce nmpenopbuBa 3a ynorpeda npu jena Ha Bb3pacT noja 1 ronuna ¢ UTIT
opajay HeAOCTaThYHO AaHHHM 3a O6e30macHOCT U eukacHocT. besonacHocTTa M ehrukacHOCTTa Ha
entpomOornar npu Jiena u roHomm (<18 roxuHn) ¢ TpombonMTONeHNUS, CBhp3aHa ¢ XponudeH HCV, He
ca yCTaHOBEHHU. JIUICBaT JaHHU.

Hauwun Ha npunokeHue

[TepopanHo mpunoxeHue

TabnetkuTe TpsAOBa Ja ce MpHEMAaT Hai-MallKo J[Ba Yaca MPe/In WU YSTUPH Yaca cJie]] MPOJAYKTH KaTo
AHTHALMIU, MJICYHHU MPOIYKTH (WM APYTH XPaHH, ChIIbPIKAIIN KAIIUN) UK XPAHUTEITHU JO0aBKH C
MUHEPaIH, ChIIbPKAIIY TOJTUBAIICHTHH KATUOHM (HAIIp. JKENsI30, KaJIIHUi, MarHe3ui, alyMUHUH, CEJICH
U IMHK) (BK. Touku 4.5 u 5.2).

4.3 TIlpoTuBOMOKA3aHUS

CBpBX4YYBCTBUTEIHOCT KbM €JITPOMOOIIAT MJIM KbM HSIKOE OT IIOMOIIHUTE BEIIECTBA, M30POCHU B
Touka 6.1.



4.4  CpoeuuajHu mpeaynpe:xaeHUs U Npeana3Hi MepKH MPH ynoTpeda

IIpu TpomOonmToneHnuHu manueHT ¢ HCV u ¢ HanpemHamo XpoHUIHO YepHOAPOOHO 3a00IsIBaHE,
JNe(UHUPAHO OT HUCKU HHMBA Ha alOyMuH <35 g/l unu MoJien 3a TepMUHAJICH CTaIuil Ha YSePHOIPOOHO
3abonsBane (model for end stage liver disease, MELD) ckop >10, chliecTByBa NOBHUILECH PUCK OT
HEXKEJIaHHM PEaKINH, BKIFOYUTEITHO TOTCHIIHATHA YepHOAPOOHA JCKOMIICHCAIINS C JICTATICH HU3XO0. U
TPOMOOEMOOTMIHH CHOUTHS, KOTAaTO ca Ha JICUCHHE C eITPOMOOIIar B KOMOWHAIMSI ¢ HHTEPHEPOH-
0azupana Tepanusi. OCBEH TOBa, MIOJIBUTE OT JICYCHUETO TP TE3H MAIUCHTH 110 OTHOIICHHUE HA IS
MAlMEHTH, MOCTUTHAIN TpacH BUpycosioruueH oTroBop (SVR), B cpaBHeHHe ¢ mianedo, ca yMmepeHu
(ocobeHo mpH TE3M ¢ M3XOIHO HUBO Ha anmoymuH <35 ¢/l), B cpaBHeHHe ¢ msiara rpymnara. JleueHreTo
C enTpoMOOIar Mpy TE3U MalHeHTH TPSIOBa J1a ce 3aI04Ba caMo OT JIEKapH C OMUT B JICYCHUETO Ha
Hanpeanan HCV u camo, Korato puckbT OT TPOMOOIIMTOIICHUS WU CIIUPAHE HA MPOTHBOBUPYCHATA
Tepanus Halara HaMmeca. AKO JICYCHHETO Ce CMATA 32 KITMHUYHO MMOKA3aHO, TE3H MAaIMEeHTH TPpIOBa 1a
OBbJAT BHUMATEITHO POCIIC/ISIBAHU.

Komb6unupane ¢ JUPEKTHO JACHCTBAIIY NPOTUBOBUPYCHU CPEICTBA

He ca ycranoBenn 6e30macHOCTTa U €(hUKACHOCTTA IIPH KOMOWHUpPAHE ¢ TUPEKTHO JEHCTBAIITH
MIPOTUBOBHPYCHU CPEJICTBA, OIOOPCHH 32 JICUeHHE Ha XPOHWYHA WH(EKIUS ¢ BUpyca Ha xenatut C.

Prck oT XenaTOTOKCUYHOCT

[Ipunoxenuero Ha enTpoMOOIar MOXKe /1a MpeIn3BUKa HapyllaBaHe Ha YepHOApoOHaTa GYHKIUS 1
TE)KKa XEMaTOTOKCHYHOCT, KOATO J1a Ob/ie )KUBOTO3acTpanasaia (Bx. Touka 4.8).

Cepymuurte ananuH amuHoTpancdepasa (ALT), acmaprar amunoTpancdepasza (AST) u ounupyOun
TpsiOBa Ja ce u3cienBaT peay 3all0YBaHe Ha JICUCHHE C eNTPOMOOIIar, Ha BCEKH 2 CEIMHLH 110 BpeMe
Ha (pazaTa Ha KOPEKIMA Ha J]03aTa U BEIHBK MECEUHO CJIC] yCTAaHOBSABAHE HA IMIOCTOSIHHA J103a.
Enrpombonar uaxubupa UGT1A1 u OATP1B1, xoeTo Moxe n1a foBee 10 HHIUPEKTHA
xunepomnmupyounemus. [Ipu nosuinen ounmupyOuH, TpssOBa 1a ce HarpaBu (PpaKIMOHUPAHE.
CepyMHHTE YepHOAPOOHH [IOKA3aTeNH, IOKa3Bally 1aTOJIOTMYHU IIPOMEHH, TPsAOBaA Ja Ce OLICHSAT C
MOBTOPHO M3cieBaHe ciiell 3 10 5 JHHU. AKO MaTOJOTHYHUTE IPOMEHHU CE TIOTBBP/AT, CEPYMHHUTE
YepHOAPOOHHU TIOKa3aTeNl TPsiOBa Jia ce IMPOCiIesIBaT, T0KaTo MaTOJIOTHYHUTE PE3YNITaTH Ce
HOpPMaJIM3HUpaT, CTAOMIM3UPAT WK c€ BbPHAT KbM W3XOAHUTE HUBA. [IpuemMbT Ha enTpombonar
TpsOBa 1a ce npekbcHe, ako HuBata Ha ALT ce noBumat (=3 mbTH ropHarta rpaHula Ha HopMara
[x TTH] mpu maruenTs ¢ HOpMaJHa 4epHoApoOHa (GYHKIMS MK >3 X IIOBEYE OT U3XOJHOTO HHBO MJIH
>5 x I'TH, xoero oT ABeTE € MO-HUCKO, MIPY TMAIMEHTH C TIOBUIICHU HUBA HA TPAHCAMHHA3UTE MPEIH
3aMoYBaHe Ha JICYSHUETO) U ca:

e [Iporpecupaniy uiu

® [IEPCUCTUPALIHN 32 >4 CEIMHLH, WIN

® CHITBTCTBAHH OT MOBHUIIEH AUPEKTEH OMIUPYOHH, MK

® CHITBTCTBAHH OT KJIMHUYHU CUMIITOMH Ha YepHOJAPOOHO YBpEKAaHE UM AaHHH 3a

YepHOAPOOHA TEKOMITCHCAIIHS.

Heo0x011Mo ¢ MOBUIIICHO BHUMAHUE, KOTaTO CE MPHJIara exTpoMOoIiar npH MaiueHTH ¢ YepHOAPOOHO
3abomnsBane. [Ipu manmenT ¢ UTII u TAA, TpsiOBa ia ce M3M0a3Ba MO-HUCKA HAYAIHA 032
enrpomborar. Heo6xoammo € BHUMATETHO MPOCIIeAIBaHe, KOTaTo ce IMpujiara Impu MarfueHTH ¢
4epHOAPOOHO yBpexkaaHe (BK. Touka 4.2).

YepuoapoOHa agexkoMneHcamus (IpuiIoKeHne ¢ THTephepoH)

YepHoapoOHa JEKOMITEHCAIIHS MTPH MAIUSHTH ¢ XpOHUYeH XenaTuT C: He0OX0IMMO € TPOCIIe/IIBaHe
Ha MAaIMEeHTUTE ¢ HUCKK HUBA Ha andymuH (<35 g/l) unm ¢ uzxoauu croitnoctn Ha MELD ckop >10.

[ManuenTure ¢ xpounueH HCV ¢ nuposa Ha yepHus 1pod MoXKe Ja ca U3JI0KEHU Ha PUCK OT
YepHOAPOOHA AEKOMIICHCAIMs, IOKAaTO ca Ha JieueHue ¢ anda-unrepdepor. B nee koHTpoanpanu
KJIMHAYHU IPOy4YBaHus pu TpoMmOoruronennyny namuenty ¢ HCV, yepHoapoOHa nexoMneHcanus
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(acuut, uepHOIPOOHA eHIedanonaTs, KbpBEeHE OT BapUIIH, CIIOHTAHEH OaKTepUaleH MEPUTOHUT)
HACTBIIBA IO-4ECTO B paMoTo Ha entpombonar (11%), B cpaBHeHHe ¢ mianedo pamoto (6%). [lpu
MalyueHTH ¢ HUCKU HuBa Ha anoymuH (<35 g/l) winn ¢ msxomer MELD ckop >10, e HabmogaBan 3 WbTH
MO-BUCOK PUCK OT YE€PHOIPOOHA IEKOMIICHC AL U TIOBUILIABAHE Ha PHCKA OT HE)KEJIaHW PEaKLUH C
JIeTaJIeH U3XO0JI, B CPaBHEHHUE C MAIMEHTH C TI0-MaJIKO HAIIPEAHAIIO YePHOAPOOHO 3abosBane. OcBeH
TOBA, IPH TE3H MAMEHTH OJI3UTE OT JICYCHUETO 10 OTHOLIEHNE Ha IS NanueHTH nocrurnanu SVR,
B CpaBHEHHE ¢ IU1aie0o, ca ymepeHu (0COOSHO P TE3HU ¢ U3XO0JHO HUBO Ha andoymuH <35 g/l), B
CpaBHEHHE c Isu1aTa rpyna. Enrpombomnar TpsOBa a ce mpuiiara IpH Te3u MalueHTH caMo ClIe]
BHHMMaTeJHa MIPelieHKa Ha OYaKBaHUTE TIOJI3U CIIPSAMO puckoBere. [lanmenTure ¢ Te3n
XapaKTepUCTUKH TPsIOBa Jia ce MpocyeIsBaT BHUMATEIHO 33 PU3HAIM U CHMIITOMH Ha YepHOAPOOHA
nekomnencanus. TpsaOBa 1a ce HampaBH CIpaBKa ChC ChOTBETHATA KpaTKa XapaKTepPHCTHKA Ha
nHTEp(PEPOH 3a KPUTSPHUTE 32 CIIMPAHE HA JICYCHUETO. AKO IOpa i YePHOAPOOHA JICKOMITCHCALIHS,
NPUEMbT Ha IPOTHBOBHPYCHA TEPAIHs CE MPEYyCTAaHOBH, JICUCHUETO C enTpoMOonar TpsoBa 1a ce
crpe.

TpomOoTHUYHI/TPOMOOEMOOIMYHHN YCIOKHEHUS

B koHTpONMpanu npoyuBaHus npu TpoMmOonuroneHnunu nanuenty ¢ HCV Ha untepdepon-6azupana
tepanust (n=1 439), 38 ot 955 nauuentn (4%), 1ekyBanu ¢ enrpombonar, u 6 ot 484 marmentu (1%)
B Tane6o rpynara ca umanu TEC. Cro0mmaBanuTe TpOMOOTHIHN/TPOMOOEMOOINYHY YCIIOKHEHUS ca
BKJIFOUBAJIM BEHO3HU U apTepuanuu cbOuTHs. [lo-romsimarta yact ot TEC He ca Ounu cepno3nu u ca
NpeMHUHAIH A0 Kpas Ha npoyusaHeto. Haii-uectoro TEC B aBeTe rpynu Ha jeyeHue e 6uno Tpombo3a
Ha TopTajHara BeHa (2% Mpu manueHTHTe Ha JieueHue ¢ exrpomobomnar crpsmo <1% mpu mane6o).
He e HaGmroaBana omnpe/eieHa BpeMeBa Bpb3ka MeKIy HadaioTo Ha Jiedenuero u TEC. [anuenture
¢ HUcKkM HuBA Ha anOymuH (<35 g/l) wmu MELD ckop >10 ca umanu 2 bt no-sucok puck ot TEC, B
CpaBHEHHME C [IAIIMEHTUTE C II0-BUCOKU HUBA Ha anOymuH. Ilanmentute Ha Bp3pact >60 roauHu ca
uManu 2 bty no-Bucok puck ot TEC, B cpaBHeHue ¢ no-muanure. Entpombonar tpsiodsa na ce
npuiara mpu Te3u ManyueHTr CcaMoO CJIC] BHUMATCIIHA IMMPCIICHKA Ha OYaKBAHUTC MTOJI3U CIIPAMO
puckoBete. [lanmentute TpsOBa Ja ce mpociieAsBaT BHUMATEIHO 3a npu3Hauy 1 cumitomu Ha TEC.

YcranoBeHo e, ue pucksT oT TEC e noBuIleH Ipu MAIUEHTH ¢ XPOHUYHU YePHOPOOHU 3200 sIBAHUS
(X43), nexyBaHu cbC 75 mg enTpoMOOoIar BeJHbK JJHEBHO 32 2 CEIMUIIH MPH MMOATOTOBKA 32
uaBasusHK npoueaypu. lllect ot 143 (4%) Be3pacTau manuenTr ¢ XU3 Ha leueHue ¢ eaTpoMoonar
ca moayunar TEC (BcHukM Ha OpTalHATa BEHO3HA CHCTEMA), a B IIanebo rpymara gsama ot

145 (1%) nauuenTu ca nonyurnn TEC (eanH Ha nopraiHata BEHO3HA CHCTEMa M €IUH MHOKap/IeH
uHdapkr). Ilet or 6-Te ManKeHTa Ha JIEYeHHE ¢ eITPOMOOIIar ca MOAYIHIN TPOMOOTHIHOTO
ycioxHenue mpu 6poit Ha pomoOorturuTe >200 000/l u B pamkure Ha 30 THE Cief IpHeEM Ha
MoCJIe/IHATa J103a enTpomobonar. Entpombonar He € moka3aH 3a JieYeHUE Ha TPOMOOIIUTOTNICHUS TPU
MAIUeHTH C XPOHUYHO YePHOAPOOHO 3a00IIsBaHe IPH MOArOTOBKA 32 MHBA3UBHH MPOLEIYPH.

B knuHn4HM npoyuBanus ¢ entpomoonar npu UTII, TpomGoemMOonnuH chOUTHS ca HAOII0AaBaHH
IIpY HUCBHK ¥ HOpMaJieH Opoit Ha TpomOouutute. EntpomOonar Tps6Ba aa ce mpujara ¢ IOBUILEHO
BHUMAaHUE NIPH MAIUEHTH C U3BECTHH PUCKOBH (HaKTOPH 32 TpPOMOOEMOOIN3bM, BKIFOUUTEIHO, HO HE
camo, HacneacTBeHu (Hamp. ¢akrop V Leiden) ninm npugobutn puckoBu ¢akTopu (Hamp. AepuunT Ha
ATIIL, aaTudoCchoNUNUACH CHHAPOM), HAapeIHANla Bb3pacT, MAlUSHTH C ABJITH EPUOIN HA
00e31BIKBaHE, 3I0KaYeCTBEHH 3a00JsIBaHNs, KOHTPALCTITUBH U XOPMOHO3aMECTUTEHA TePaTys,
XUPyprudHa HHTEPBEHIINSA/ TPaBMa, 3aTIbCTABAHE U TIOTIOHOMYyIIeHe. bposAT Ha TpoMOouTHTE TPAOBa
Jla ce IpocJie/isiBa BHUMATEIHO U TpsiOBa Ja ce OOMUCIIM HaMallsiBaHEe Ha J103aTa WIN IPEeKbCBaHE Ha
JICYEHHETO C eNITPOMOOIIAT, aKO OPOSAT Ha TPOMOOIMTUTE HA/IBUILIY TapreTHUTE HUBA (BXK. TOuKa 4.2).
CBOTHOIIEHHETO T0J13a/pUCK TPsiOBa Aa ce B3eMe npensua npu nanueHTy ¢ puck ot TEC ¢ kakBato u
Jla € €THOJIOTHSL.

Hswma ycranosen ciy4daii Ha TEC B xmmHMYHO nipoyuBaHe npu pedpaktepHa TAA, HE3aBUCHMO OT
TOBA, PUCKBT 32 HACTHIIBAHE HAa TAKMBA CHOUTHS HE MOJXKE J1a Ce M3KIIIOYHN B Ta3W MallMEHTCKA

MOy IAIMs TOPaJl MAJIKKsL OPOH MaleHTH ¢ eKcro3ulms. Thil KaTo Hall-BUCOKaTa pa3peleHa 3a
ynotpeba 103a e nokazana npu nanuent ¢ TAA (150 mg/nen) u mopanu xapakrepa Ha peakIHsiTa,
Moxxe aa ce ogakBaT TEC B Ta3u manneHTCKa MOMyJIaIys.



Enrpombornar He TpsibBa fa ce npuiara npu narueHTd ¢ UTII ¢ uepHOApoOHO yBpekaaHe (CKOp 1o
Child-Pugh >5), ocBen ako ouakBaHara 1oJi3a IpEBHINABa CHINECTBYBAIIUS PHCK OT TpoMb03a Ha
nopraiHara BeHa. KoraTo jedeHreTo ¢ enTpoMOorar ce CMETHE 3a IMOIXO/IAII0, € HE0OXO MO
MOBHIIICHO BHUMAHUE MTPU Ha3HAYABAHETO MY Ha MAIMEHTH C YEPHOPOOHO yBpekKaaHe (BXK. TOUKH 4.2
u 4.8).

K’bDBeHe CJIea NPEKbCBAHC HA JICYCHUETO C eJ'ITDOM6OHaF

Cren npekbcBaHe Ha JICYEHHETO ¢ eNTpoMOonar € Bb3MOXKHA IOBTOPHA TM0sIBa Ha TPOMOOILIUTOTICHUSL.
Crnen mpekbCcBaHe Ha €NTPOMOOTIAT, PHU MMOBEYETO MAIUEHTH OPOST Ha TPOMOOIIUTHUTE CE BPbhINA HA
U3XOJHOTO HUBO B PAMKHUTE Ha 2 CEJMHIIH, KOCTO MOBHUIIIABA PUCKA OT KbPBEHE U B HIKOU CIyYan
MOXe Jia IOBE/Ie 10 XeMOoparuu. To3u PHCK € MOBUIICH, aKO JICYSHUETO C eNTPOMOOTIar ce MpeKbCHE
MIpH MIPUEM Ha aHTUKOAryJIaHTH WM aHTUTPOMOOTHYHH cpesicTBa. [IpenopbuBa ce mpu NpeKbCBaHe Ha
JICUCHUETO C eNTPOMOOTIAr Jia ce 3amouHe OTHOBO JieueHue 3a UTII cropes HaCTOSAIUTE KOHCEHCYCH
3a jiedeHue. JIONbIHUTETHUTE METUIIMHCKY MEPKH MOTAT Jia BKIFOUBAT CITUpaHE Ha
AHTUKOAaryJjJaHTHaTa I/I/I/IJII/I aHTI/ITpOM6OTI/I‘IHaTa TEpamnusa, aHTaroHn3rupaHe Ha aHTHKOaryJjanusaTa ujin
BIMBaHE HA TPOMOOIMTU. BposAT Ha TpoMOoIUTHTE TPSIOBA J1a CE MPOCICsIBa BCIKA CEAMMIIA 32

4 cenmunm ciiel MpeKbCBaHe HA JICYCHUETO C eNTpoMOoar.

B knuanunn npoyusanus npu HCV e cpo0miaBaHa mo-BUCOKa YECTOTa Ha FaCTPOMHTECTHHAITHO
KbPBEHE, BKIIOUUTEITHO CEPHO3HU CIIyYan U CITyYau C JICTAJICH U3XO0J, CIIe/l CIIUPaHe Ha
neruaTepdepoH, pudaBupHH U enTpomoorar. Cien criipade Ha JICYCHUETO, MMAIIMCHTHTE TPSIOBa 1a ce
mpocJjieasdaBar 3a pyu3Halu Uik CUMIITOMHA Ha TaCTPOUHTCCTUHAIIHO KBPBCHE.

O0pa3yBaHe Ha PETHKYJINH B KOCTHUSI MO3BK M PUCK OT KOCTHOMO3b4YHa (hrnbpo3a

EntpomMOoriar Moxe Ja MOBUINM pUCKa OT 00pa3yBaHe WK MIPOTrPECHsl Ha PeTUKYJIMHOBY BJIAKHA B
KOCTHUSI MO3bK. Ba)KHOCTTa Ha Ta3u HAXOJIKa, KAKTO U MPH JAPYTH aTOHUCTH HA TPOMOOTIOCTHHOBHS
peuentop (TPO-R), Bce orie He € yCTaHOBEHA.

[Ipenu 3amouBane Ha Je4yeHue ¢ enTpomOonar, HaTpuBKara oT nepudepHa KpbB TpsiOBa 11a ce
M3CJIeIBa BHUMATEIIHO, 32 JIa C€ YCTAHOBST U3XOAHUTE aTOJOTHYHH [IPOMEHH B KJIEThYHATA
Mopdoorus. Crenl yCTaHOBSIBAaHE Ha MOCTOSIHHA 71038 eNTPOMOOIIar BCEKH Mecell TpsiOBa J1a ce MpaBu
meiHa kKpbBHA KapTuHa ([IKK) ¢ nudepenuunanno 6poene (JJKK). Ako ce HabmogaBat He3pen i
JUCIUTACTHYHM KJIETKH, TPSIOBA 1a ce U3CieiBa HaTPUBKa OT neprudepHa KPbB 3a HOBU WM BIIOLLICHU
MOP(OJIOTUYHU IPOMEHH (HAIp. KAITKOBUIHHU WIIH SJPEHH EPUTPOLIUTH, He3penn Oenn KpbBHU
KJICTKM) WM OUTONEHUS(1). AKO MAlMEHTHT pa3Bue HOBH MOPQOJIOTUIHU TPOMEHH WIIH
LUTONEHUSI(1), WM T€ Ce BIIOIIAT, ICYCHUETO C eNTpoMbomnar TpsioBa J1a ce IPeKbCHE U Ja c€ 0OMUCITH
Ouoricust Ha KOCTEH MO3BK, BKIIFOUHTEITHO U OI[BETSABAHE 3a PuOpo3a.

IIporpecus Ha chiecTBYBaIM MUeloauciactuua cuaapomu (MJIC)

CrliecTByBa TEOPETHUEH PUCK, Ye aroHucTHTe Ha TPO-R MoOe a cTuMynupar mporpecusita Ha
CBHIIECTBYBAIIN XEeMAaTOJIOTHYHH 3/I0KadecTBeHH 3a0onsBanus kato M/IC. Aronucrure Ha TPO-R ca
pacTexxH (pakTOpH, KOMTO BOAAT 10 €KCHAaH3UA U JudepeHunanus Ha TPOMOOIIOETHIHUTE
NPOTEHUTOPHH KIETKH M 0Opa3yBaHe Ha TpomOonuTH. TPO-R ce ekcnpecupa riiaBHO Ha
MOBBPXHOCTTA Ha KJIETKUTE OT MUEJIOUHATA JIUHHUS.

IIpu xmuaMIHM poyuBaHus ¢ aroHucT Ha TPO-R npu manuentn ¢ MJIC, ca HaOIroqaBany Cirydan Ha
MPEXO/IHO MOBUIIIABAHE HAa OpOs Ha OJIACTHHUTE KJICTKH U ca JIOKJIaJIBaHU CJIy4Yau Ha POTPecHst Ha
MJIC no octpa muenonHa neskemus (AML).

Huarnozara UTII unn TAA nipu Be3pacTHU M MAlMEHTH B CTapyecKa Bb3pacT TPsOBa 1a ce MOTBbPAN
Ype3 U3KITIOYBaHE Ha JPYTd KIMHWUYHH €AWHUIY, IPOSBSABAIIN CE€ C TPOMOOIIMTONIEHHS, TI0-CIIEIHAaTHO
nuarao3ata MJIC Tps6Ba na 6bae uskiroueHa. TpsOBa ga ce 0OMHUCIN N3BBPLIBAHE HA KOCTHO-
MO3bYHA aclupalus U OUOIICUs B X0Jia Ha 3a00JsIBAHETO U 110 BpEME Ha JIEYEHUETO, 0COOEHO IIpu
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NanyveHTy Ha Bb3pacT Hag 60 ToauHH, IPHU MAUEHTH ChC CUCTEMHH CUMIITOMH HJIM NIPYU HEOOWJaiHU
NpU3HAIK, KaTo MOBHILIEH Opo neprudepHn OJacTHH KICTKH.

EduxacHocTTa 1 6€30macHOCTTa Ha eNTpoMOOIIar He ca yCTaHOBEHH IPH JICUCHUE Ha
TpomOouunTonenus B pezynrar Ha MJIC. Exrpombomnar He TpsiOBa ia ce U3M0I3Ba U3BBH KIMHUYHHUTE

MIPOYYBaHUS 3a JIEYeHHe Ha TpoMOonuToneHus, B pezynrat va MJ[C.

Ilurorenernynu Hapyuenus u nporpecus g0 MJAC/AML npu nanmment ¢ TAA

U3zBecTHO €, ue npu nanmeHTuTe ¢ TAA BB3HHKBAT IIUTOTCHETUYHU HapylleHus. He e u3BecTHO panu
enTpomOonar NoBUIlIaBa pUcka OT Bb3HUKBAHE HA HIUTOTCHETUYHN HapYLICHUS MPH MAllMEHTHUTE C
TAA. B xnmuanaHOTO ipoy4BaHe mpu pedpakrepHa TAA ¢aza |l ¢ HaganmHa 1o3a Ha enTpoMObomar

50 mg/nen (yBennuaBaHa Ha BCEKH 2 CEIMMUIIM 10 MakcuMaiHa mo3a 150 mg/men) (ELT112523), HoBu
[IUTOTCHETUYHH HapyIIeHHs ce Habmonasar npu 17,1% ot Be3pacTHuTe nanuentu [7/41 (kato 4 ot
TSIX IMaT IPOMEHH B 7-Ma XpoMo3oMa)|. MeauaHarta Ha BpeMeTO OT HayajoTo Ha IIpHeMa Ha
IPOYYBAHOTO JIEKAPCTBO IO TTOSIBaTa HAa IUTOTCHETHYHY HapymieHus e 2,9 mecena.

B knman4HOTO npoyuBaHe npu pedpakrepHa TAA ¢aza Il ¢ entpombonar B mo3a 150 mg/neH (cbe
CHOTBETHHUTE MTPOMEHH B 3aBHCHMOCT OT pacarta i Bb3pactra) (ELT116826), HOBM IUTOreHETHYHU
HapyIlIeHus ce HaOmonasat npu 22,6% ot Be3pactHuTe manuedTn [7/31 (kato 3 oT TAX uMar
NPOMEHH B 7-Ma XpoMo30Ma)|. Bcruku 7 manmeHTH uMaT HopMaliHa [UTOTEHETHKaA Ha U3XO/IHO HUBO.
[lect maunueHTH UMaT HIUTOTCHETHYHN HApYLICHUS Ha 3-Hsl MECell OT JICYEHHETO ¢ eNTpoMOonar u
€/IMH MAIMEeHT UMa HUTOTCHETHYHY HapyLIeHUs Ha 6-UsI MECell.

B xnmHu4HM npoyuBaHus Ha entpomoOonar npu TAA, npu 4% ot nanuentute (5/133) e
muarnoctuipad MJIC. MennanaTa Ha BpeMeTo /10 AMarHosaTa € 3 Mecela clie]l 3aroyBane Ha
JICYCHHUETO C eNTpoMOoTIar.

[Ipu nanmenture ¢ TAA, KOUTO He ca ce MOBIWUIN WIX ca UMall HHTEH3UBHA MpeAleCcTBaIa
MMYHOCYTIDECHBHA TEPAIus, Ce€ MPENopbhYBa U3CIEABAHE HA KOCTHUS MO3BK Upe3 acIupanus 3a
LMTOTEHETHKA MPEI 3all0YBaHe Ha JICYCHHETO C eNTpoMOoIiar, Ha 3-1sl Mecel] OT JICYeHUETO U

6 Mecena mo-kbcHO. [Ipu ycTaHOBsIBaHE HAa HOBH IUTOTEHETUYHU HAPYIICHUsI, TPsIOBa Ja ce MpeLeHH
Jali € TIOAXOISIIO0 MPOABJKaBaHe Ha JICYEHHETO ¢ eNTpoMOonar.

OuHHN TPOMEHU

Karapakra e HaOmogaBaHa B TOKCUKOJIOTMYHU IIPOYYBaHUS Ha €ATPOMOONAr npy rpu3adu (Bx.
touka 5.3). B koHTponupaHu npoy4yBaHusi npu TpomOormTonennunn nanuentn ¢ HCV Ha jedenue ¢
unTepdepon (n=1 439) e cpo01IaBaHO 3a MpOrpecHs Ha MpeAIecTBaIla KaTapakTa Wil 3a
HOBOIIOSIBMIIA Ce KaTapakTa nmpu 8% B rpymara Ha exrpomoOomnar u 5% B mianedo rpynara. PetuHaman
KpbBOM3IUBH, r1aBHo Ctenien 1 win 2, ca choOmasanu npu HCV nanueHTy Ha ieueHue ¢
uHTEepepoH, pubaBupuH U entpombonar (2% B rpynata Ha earpombonar u 2% B 1manedo rpymnara).
[NosiBsiBamM ca ce KpbBOU3IMBH Ha MOBBPXHOCTTA HAa PeTHHATA (IPEPETHHAIHM), IO peTHHATa
(cyOpeTtmHAIIHN) WA B caMarta petrHa. [IpenophiBa ce peJoBHO 0 TAIMOJIOTHIHO MTPOCTeAsIBaHe Ha
HalyeHTHUTe.

VYaemxkasane Ha QT/QTc nurepBana

[IpoyuBane 3a QTc nnTEepBana npu 3apaBu 1oOpoBoanHM, npreMamy 150 mg entpomOonar AHEBHO, HE
€ MOKa3aJI0 KIMHWYHO 3HaYNM e(eKT BbPXY ChpleuHaTa penossipusanus. Y qpipkaBade Ha QTc
MHTEpBaJa € ChOOIIECHO B KIIMHIUYHY Mpoy4BaHus npH nanuenT ¢ UTII u TpoMOOIMTONIeHUYHN
naruentu ¢ HCV. KnuanunaTta 3HauuMOCT Ha Te3 cilydad Ha yabkaBaHe Ha QTc uHTepBana He €
W3BECTHA.
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3arv6a Ha OTTOBOP KbM eJ'ITDOM6OHal"

3ary6a Ha OTTOBOP WM HEBB3MOXKHOCT Ja C€ MOIbPka TPOMOOITUTEH OTTOBOP MPH JICUEHUE C
eNTPOMOOIIAr B paMKHUTE Ha PEMOPBHUUTEIIHATA J103a, Hajlara U3CJIe/IBaHe Ha TOJUIeKAIIUTE (PaKTOPH,
BKITFOYUTEITHO W TIOBUIIICHO HUBO Ha PETHKYJINH B KOCTHHS MO3BK.

TleqnaTpuuHa momyJiamus

OmnucannTe Mo-Tope mpeaynpexaeHus u npeanasau mepku npu UTII ce otHacsT 1 3a nennaTpudHara
TOTTYJIAITHSI.

Hurepdepennus ¢ 1abopaTopHU TECTOBE

EntpomMGomnar e CHITHO OIIBETEH U MOPaJIU Ta3u MPUYMHA € Bh3MOXKHO Jia UHTepdepupa ¢ HIKOU
naboparopuu TectoBe. Cho0IIaBa ce 3a MpoMsIHA B [[BETa Ha cepyMa B HHTep(heprpaHe ¢ TECTOBETE 3a
ompeeNsTHe Ha 00IHs OMINPYOWH U KpeaTHHUHA TIPH MMAUeHTH, IPHEMAIX eITpoMoOoIar. AKo
nabopaTopHUTE Pe3yNTaTH U KIMHUYHOTO HAOJIOICHUE HE CH ChOTBETCTBAT, TIOBTOPHOTO U3CJICABAHE
C IPYT METOJI MOKE Jia IOMOTHE 3a OIPE/ICIISIHE Ha BAIMAHOCTTA HA PE3yJITaTUTE.

TloMoIHH BeriecTna
To3u nekapcTBEH NPOIYKT ChIbpiKa Mo-Manko oT 1 mmol Hatpuii (23 mg) Ha ¢puMupana TabneTKa,
T.€. MOXKE Ja C€ KaXKke, 4e MPAKTUUECKU HE ChAbpKa HATPUH.

To3u TeKapCTBEH MPOAYKT Chabpika chIro u3oManT (E 953). ITarneHTH ¢ peaKy HaCIeACTBEHN
po0OJIeMH Ha HEMOHOCHMOCT KbM (hpYKTO32a He TpsiOBa Ja MpreMar TOBa JIEKapCTBO.

4.5 BzaumopeiicTBMe ¢ IPYrd JieKAPCTBEHH NPOAYKTH M APyru (pOpMH Ha B3auMojelicTBHe

Bu3neiictBre Ha enTpoMOOIIar BEPXY JPYIH JIEKAPCTBEHHU IIPOJIYKTH

HMG CoA pedykmasnu unxubumopu

IIpunoxenueTo Ha 75 mg enTpoMOOIIar BEAHEK JHEBHO 3a 5 THU C eMHOKpaTHa 103a oT 10 mg
pocyBactatus, cyoctpar Ha OATP1B1 u BCRP, Ha 39 351paBu BB3pacTHH € MOBUIITIIO TTA3MEHHUS
Cmax Ha pocyBactatut c¢be 103% (90% nosepurenen unrepsan [Cl]: 82%, 126%) n AUCo.» ¢ 55%
(90% CI: 42%, 69%). B3aumopueiictBus ce oyaksar u ¢ aApyru HMG-CoA penykrazHu HHXHOUTOPH,
BKITFOYMTEITHO aTOPBACTAaTHH, (PIIyBacTaTHH, TOBACTATHH, IPaBaCcTATHH U CUMBacTaTuH. TpsiOBa ma ce
oOMuCII HamMalsiBaHe Ha 103aTa Ha CTATUHUTE MIPH CHITHTCTBAIIO MPUIIOKEHNE C eITpOMOOTIar u
BHUMATEITHO Ja CE CIICH 32 HeXKeJIaHH PEeaKIUH, CBbP3aHH C MPHUIOKCHUETO Ha CTATHHU (BXK.

Touka 5.2).

Cvocmpamu na OATPIB1 u BCRP

ChITbTCTBAIIOTO MIPHUIIOKEHUE Ha enTpoMobomnar u cyoctpat Ha OATP1B1 (Hamp. meToTpekcar) u
BCRP (Hamp. TONOTeKaH U METOTpeKcaT) TpsiOBa Jja CTaBa ¢ MOBHUIICHO BHUMaHUE (BXK. TOUKa 5.2).

Cybempamu Ha yumoxpom P450

[Ipu npoy4BaHus C YOBEIIKH YePHOIPOOHN MUKPO30MH, enTpomobomnar (1o 100 pM) He e mokazan

in vitro uaxubupane Ha CYP450 ensumure 1A2, 2A6, 2C19, 2D6, 2E1, 3A4/5 u 4A9/11, Ho e 6un
naxuouTop Ha CYP2C8 u CYP2C9, m3aMepeHo ¢ moMoInTa Ha MakIATaKCeNT U TUKIoPeHaK KaTo
npoOuu cyocTparu. [IpmnoxenneTo Ha 75 mg enTpomMOoIar BeAHBK JHEBHO 3a 7 THU Tpu 24 31paBu
JOOPOBOJILIM OT MBKKH TIOJI HE € MHXHUOMPAIo WM HHAYyIHPajIo MeTabolu3Ma Ha TPOOHHUTE
cyoctparu 3a 1A2 (kodeun), 2C19 (omenpazon), 2C9 (dpnypobunpoden) wnun 3A4 (Muaazonam) npu
xopa. He ce ogakBar KITMHUYHO 3HAYUMH B3aMMOJIEHCTBHS MTPH CHITBTCTBAIIO TIPHIIOKEHNE Ha
entpombonar u cyocrparu Ha CYP450 (Bx. Touka 5.2).
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HCV npomeasnu unxubumopu

He ce usuckBa kopurupase Ha J03aTa, KOraro eITpoMOoIar ce Ipujiara CbI'bTCTBALIO C TENAPEBUP
wim Oouenpesup. CHIIBTCTBAIIOTO MPHIIOKEHUE HA €IUHUYHA 1032 enTpoMbonar 200 mg ¢
tenanpeBup 750 mg Ha § yaca He MPOMEHS IJIa3MeHaTa eKCIIO3HULUS Ha TeJIarpeBup.

ChIIbTCTBAIIOTO MPUIIOKEHUE HA eAMHUYHA 7032 enTpombomnar 200 mg ¢ 6onenpesup 800 mg Ha

8 yaca ne npomens miazmenara AUC o.r) Ha 6onenpeBup, HO yBenndaBa Cmax ¢ 20% u HamansiBa Crin
¢ 32%. Knuau4HOTO 3HaUeHre Ha HaMansgBaHeTO Ha Cmin HE € YCTaHOBEHO, MPENOPBHYBA CE 3aCUIIEHO
KIIMHUYHO U JTabopatopHo npocnenssane 3a HCV cympecus.

B’bSI[GﬁCTBI/IG Ha JPYTH JICKAPCTBCHU IIPOAYKTH BBPXY eHTDOM6OHaF

Q UKJ10Cnopur

HaburoiaBa ce moHmkeHHe Ha eKCIO3UINATA Ha eATpoMOoIIar npu chIrbTcTBANIO Mpuiarade ¢ 200 mg
u 600 mg nuxnocnoput (BCRP unxubutop). CembrerBamoro npuiioxkenue ¢ 200 mg MUKIOCTIOpUH
noHmkaBa Cmax 1 AUCo..- Ha enTpombomnar cboTBETHO ¢ 25% 1 ¢ 18%. ChIbTCTBAIIOTO MPUIOKEHUE
¢ 600 mg ruknocnopuH nmoHmkaBa Cmax 1 AUCo. Ha entpombonar ¢cboTBETHO ¢ 39% u ¢ 24%.
[o3BossiBa ce KOpurupane Ha A03aTa Ha eITPOMOOIAr 1Mo BpeMe Ha JEYSHUETO B 3aBUCUMOCT OT Opos
Ha TpoMOOLMTHTE Ha nauueHTa (BK. Touka 4.2). bposT Ha TpoMmbonuTUTE TPAOBA A ce mpociesBa
IIOHE BEJHBX CEAMUYHO B MIPOABJDKEHUE HA 2 10 3 ceAMUIIH, KOraTo eNTpoMOonar ce npuiara
€/THOBPEMEHHO C MUKIIOCTIOpHH. Moxe a € HeoOX0AMMO MOBUIIIaBaHE HA J103aTa Ha eNTPOMOOoIIar Bb3
OCHOBA Ha Opost Ha TPOMOOITUTHTE.

Honusanenmuu kamuonu (06176131/6611-[@ HA xefzamu)

EntpomObonar o6pa3yBa XenaTu ¢ NOJIMBAJICHTHH KATHOHH KaTO XeJs30, KAJILUH, MarHe3ul,
QTYMHUHHH, CeeH U MTUHK. [IprnoxxeHneTo Ha eqMHIYHA 103 75 mg eaTpoMOoIIar ¢ aHTHAIINI,
ChIbpoKalll oJuBajeHTeH KaTHOH (1 524 mg anymunueB xuapokeua u 1 425 mg marue3ues
kapOoHar) HamassBa wiazmMenata AUC.. Ha entpomoonar ¢be 70% (90% CI: 64%, 76%) 1 Cmax CbC
70% (90% CI: 62%, 76%). Entpom0omnar TpsiOBa 1a ce mpueMa IoHe J1Ba 4aca Mpean HiId YeTHPH
yaca ciiesl IpueMa Ha aHTHALMIU, MICYHM IPOIYKTH WJIM XPAaHUTEIHU J0OaBKH ¢ MUHEPAJIH,
CHABPIKAIIY MOJUBAICHTHH KaTHOHM, 3a Jla ce N30erHe 3HauuTeIHO HaMaJsiBaHe Ha abcopOIusiTa Ha
enrpomOonar nopaau oopasyBaHe Ha xenaTH (BX. Touku 4.2 u 5.2).

ﬂonunaeun/pumo%taeup

CBI'BTCTBAIOTO MTPUIIOKEHUE HA ENITPOMOOIIAT C JOIMHABHP/PUTOHABHP MOXKE J1a JIOBEIE JI0
HaMaJsIBaHE Ha KOHIIEHTpanuATa Ha entpoMoOonar. Exno npoyusane npu 40 3apaBu JOOPOBOIIIH €
MOKa3aJI0, 4 ChITHTCTBAIIOTO MpHIIOKeHNe Ha enuHryHa 103a 100 mg entpombonar ¢ MHOTOKpaTHO
npunarane Ha sonuHaBup/puronasup 400/100 mg aBa mbTH THEBHO BOJM J0 HAMaJsBaHE Ha
iazmenara AUC.. Ha entpombornar cbe 17% (90% Cl: 6,6%; 26,6%). CnenoBatenHo, TpsiOBa Jia ce
MOJIXOTU C TIOBUIIIEHO BHUMAHUE, KOTaTo eNTPOMOONAar ce mpuiiara ChIbTCTRAIIO C
JOTIMHABUP/pUTOHABUD. BposAT Ha TpoMOOIIUTHTE TPAOBA 1A Ce MPOCIIeIIBa BHUMATEIIHO, 3a J1a e
OCHUTYpH TIOAXOJISIIA KOPEKIIUS Ha JI03aTa eNITPOMOOIIAr, KoraTo ce 3ao4Ba Ui MPeKbCBa TePaItus ¢
JIOTIMHABUP/PUTOHABHUD.

Huxubumopu u unovkmopu na CYPIA2 u CYP2C8

Entpom0omnar ce metabonmu3upa mo MHOTO MeTabonuTHU mhtuina, BkaounterHo CYP1A2, CYP2CS,
UGT1A1 n UGT1A3 (Bx. Touka 5.2). BepossTHOCTTA JIEKAPCTBEHH MIPOAYKTH, KOUTO HHXHOUPAT HIIH
WHAYIUPAT SIMH CIUHCTBCH €H3UM, J1a TIOBJIUSAT 3HAUMMO I1a3MEHHUTE KOHIICHTPAIIUU Ha
entpoMbornar ¢ Mayka. JIekapCTBEHU MPOYKTH, KOUTO HHXUOUPAT WM UHAYIIUPAT MHOTO SH3UMU
MMAaT TIOTEHIINAJIA J1a TTOBUIIAT (HaIp. GIyBOKCAMUH) WIIH TTOHWKAT (HATp. prUdaMITAIIAH)
KOHIIEHTpallMUTe Ha eITpoMOorar.
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HCV npomeasnu unxubumopu

Pesynrarute ot mpoyusane 3a papmakokuretnunu (PK) jgekapcTBeHH B3aMMOICHCTBIS TOKA3BaT, e
CBITBTCTBAIIOTO MPUIIOKECHUE HA MHOTOKPATHU J103u OorenpeBup 800 mg Ha 8 yaca WM TenanpeBup
750 mg Ha 8 vaca c equHIYHA /1032 enTpombOonar 200 My He € TPOMEHIIIO TIa3MeHaTa eKCIO3UIIHS
Ha eITpoMOOIIar B KJIMHUYHO 3HaYNMa CTETICH.

JlekapcTBeHHu NpoayKTH 3a gdeuenne Ha UTII

B xnuHUYHKATE MPOYyYBaHUSA JIEKAPCTBEHUTE NPOAYKTH, U3II0N3BaHHU 3a JedeHue Ha UTII B
KOMOHMHALUS ¢ enTpoMOonar, ca OMiIM KOPTUKOCTEPOUIH, 1aHA30J U/WIIN a3aTUONIPHH, HHTPAaBEHO3EH
umyHornooynvH (IVIQ) u antu-D umyHnornooynun. TpsOBa na ce npocniessa OposT Ha
TPOMOOLIMTHTE IPH KOMOMHHUPAHE Ha eITPOMOOIar ¢ APYIry JIEKapCTBEHH IPOLYKTH 32 JIeUEHUE Ha
WTTII, 3a na ce n3derne gocturane Ha Opoil Ha TPOMOOLUTUTE U3BBH MPEMOPHUUTEITHUTE TPAHHULIN
(Bk. Touka 4.2).

BsanMonelcTBHs ¢ XpaHa

[Ipunaranero Ha entpomOonar TabJIeTKU WM NIPax 3a NepopaliHa CyCIIEH3Hs C XpaHa ¢ BUCOKO
ChABPKaHHE Ha KUK (Hamp. XpaHa BKIIOYBAIA MIEYHHU MPOAYKTH) 3HAUMMO HaMalsaBa
wiasMeHnTe AUCo. 1 Cmax Ha entpombomnar. OOpaTHOTO, IpUJIaraHeTo Ha eaTpoMoOonar 2 gaca
npeau U 4 yaca cliel XpaHa ¢ BUCOKO ChIbPKaHUE Ha KaJILUH WM C XpaHa ¢ HUCKO ChABPKaHHE Ha
kamui [< 50 mg kamuii]| He MOBIUABA MIa3MeHAaTa €KCIIO3UIIHS Ha eITPOMOOIIar B KITHHUTHO
3HAUMMa CTereH (BXK. Touka 4.2).

IIpunaranero Ha eqUHUYHA 1032 enTpomoOorar 50 mg mox opmara Ha TablIeTka, ChC CTaHIapTHA
BHUCOKOKaJIOpUYHA 3aKyCKa, Oorara Ha Ma3HUHHU, KOATO € BKIIIOYBaJIa MJICUHHU IIPOJAYKTH, ITOHUKaBa
cpennara miazmena AUCo. Ha enrpombomnar ¢ 59% u cpeanara Cmax ¢ 65%.

[punaranero Ha eAMHUYHA JT03a entpombonar 25 mg noj gpopMaTa Ha Mpax 3a mepopaiHa CyCleH3us
c Oorara Ha Kanuuii, C yMEpeHo ChAbpKaHWEe Ha Ma3HUHU M YMEPEHO KaJOpUYHA XpaHa MOHNKaBa
cpeanata miazmMeHa AUCo., Ha entpom6bonar cbe 75% u cpenHara Cmax cbc 79%. ToBa noHMKEHHE Ha
€KCIIO3UIMATA € [10-CJ1a00 U3pa3eHo, KOraTo eAMHNYHA J103a enTpoMbonar 25 mg npax 3a nepopaiHa
CYCIICH3Us Ce Mpuiiara 2 yaca npeay nprueMa Ha xpaHa, oorata Ha kaianuii (cpeanara AUCo.. ce
noHmkasa ¢ 20%, a cpeanara Cmax ¢ 14%).

XpaHaTa ¢ HACKO ChIIbpKaHue Ha Kamui (< 50 mg kanuii), BKIIOYATEITHO TUI0JJOBE, HETIIHCTA
HIYHKA, TOBEKA0 MECO U IJIOJ0B COK (0e3 mo0aBeH Kaluuii, MarHe3ui WiM ’KeJs30), HeoOoraTeHH ¢
MUHEpaIH COEBO MIIIKO M 3bpHEHH XPaHHU, HE OKa3Ba 3HAYMMO BJIMSHUE BBPXY INIa3MeHaTa
EKCITO3HIIHS Ha eNTPOMOOIIar, He3aBUCUMO OT ChIBPKAHUETO HA KaJIOPUW U Ma3HUHU (BX. TOUKHU 4.2
u4.5).

46 @epTHANTET, OPEMEHHOCT U KbpMeHe

bpemenHoct

JluricBaT WM MMa OTpaHHYCHH JIaHHH 32 TIPUIIOKEHHE Ha eNTpoMOoIar Ipyu OpeMeHHH JKEHH.
[MpoyuBaHusATa IPH KUBOTHH Ca TIOKA3aJIH PEIPOIYKTHBHA TOKCHYHOCT (BXK. TOYKa 5.3).
[ToTeHUMaNHUAT PUCK NIPU XOpa HE € NU3BECTEH.

Entpombomnar Accord He ce mpenopbyBa Mo BpeMe Ha OpeMEHHOCT.

Kenu ¢ ACTEPOACH HOTCHQI/Iaﬂ/KOH[ panctius 1mMpyu MbXKE U )KCHU

EJ'ITpOM6OHal" Accord He ce IpernopsvYBa MpU KCHU C ACTCPOACH MOTCHI[MAJI, KOUTO HC U3IOJI3BAT
KOHTpALICITUBH.
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Kopmene

He e u3BecTHO nanu enTpoMOoIar Ui HETOBUTE META0OIUTH Ce eKCKPEeTHpaT B KbpMara.
[IpoyuBanus IpH KUBOTHHU ca MOKa3alH, 4e eNTPOMOOIIar BEPOSITHO CE CEKPETUPa B MILIKOTO (BIXK.
TouKa 5.3); mopajy Ta3u MpUYHNHA HE MOXKE JIa Ce M3KIIFOYN PUCK 3a KbpMaueTo. TpsOBa fa ce B3eme
pelIeHue Tanu Ja ce MpeyCcTaHOBH KbPMEHETO HJIH 1A CE MPOIBIDKH/CIIpe BPEMEHHO TepamusTa ¢
enTpomMborar, KaTo ce B3eMar MpeABH/I MoJ13aTa OT KbPMEHETO 3a JAETETO U MojI3aTa OT Tepanusara 3a
Maikara.

DepTunurer

ITpu MBIKKHU HITH KEHCKH MIbX0BE PEPTHIMTETHT HE € MOBIHUSIH MIPU SKCIO3UIINS, CPABHUMA C Ta3H
Ipu Xopara. BeIipekn TOBa, He MOJKE J1a Ce U3KJIFOUM PUCK 3a Xopara (Bx. Touka 5.3).

4.7 EdexTu BbpXy cioco0HOCTTA 32 modupaHe U padoTa ¢ MAIIUHA

EntpomOonar noenusia npeHeOpeXMMO criocoOHOCTTa 32 modupane u padoTa ¢ mammHu. [Ipu
ofpefesnsiHe Ha clocOOHOCTTa Ha MallMeHTa Ja U3IBIHsBA 3a]aul, KOUTO N3MCKBAT MpeLeHKa,
MOTOPHH ¥ KOTHUTUBHHU CIIOCOOHOCTH, TPSIOBA J1a c€ MMAT MPEIBH/] KIMHUYHHUAT CTaTyC Ha Ial[eHTa
¥ MpoWITBT HAa HEXKEJIaHU peakiuy Ha elTpoMOoriar, BKIFOUYUTETHO 3aMaiiBaHe U JIUIICa Ha
BHUMAaHUC.

4.8 HexeJaHu JeKapCTBEeHH PeaKINu

O06006111eH1Ee Ha podwiia Ha OE30IIaCHOCT

HUmynna mp0M6ouum0neHuﬂ npu 8b3pAacnitHu u neduammﬂmu nayuernmu

BbezonacHocTTa Ha enTpomMbomnar e oleHeHa py Bh3pacTHH nanueHTH (N=763) kaTo ca U3M0JI3BaHU
cOOpHHTE TaHHU OT JABOMHOCIENHUTE, Mianedo-koHTponrpanu npoyuBanus TRA100773A u B,
TRA102537 (RAISE) u TRA113765, B xouto 403 nanueHTH ca ¢ eKCHOo3uIUs Ha enTpomobomnar, a 179
Ha 1ane0o, B IOMBIHEHHE KbM JAHHUTE OT NPUKITIOUUINTE 0TBopeHH npoyusanus (N=360)
TRA108057 (REPEAT), TRA105325 (EXTEND) u TRA112940 (8. Touka 5.1). ITarmenTrre
IpreMaT NMPOyYBaHOTO JIEKapCTBO B MpoAbbkeHue Ha 1o 8 rogunu (B EXTEND). Haii-saxkuute
CEpUO3HHU HEXeJIaH! PEaKIMH ca XeMaTOTOKCUYHOCT ¥ TPOMOOTHYHH/TPOMOOEMOOIMYHU CHOUTHSL.
Haii-uecture HeXxxenanu peakiun, HabmogaBanu mpu Haii-mManko 10% OT marueHTHuTe ca BKIIIOYBAIIH:
rajieHe, Tuapus, OBHIIIEHA aJaHWH aMHHOTpaHcdepasa u 6onka B rppoda.

BesonacHocTTa Ha eATpOMOOTAr MPH NeAUATPHUHY MareHTr (Ha Bb3pacT ot 1 10 17 roaunu) ¢
nekysaHa mpemu ToBa UTII e nemonctpupana B ase npoyuBanus (N=171) (Bx. Touka 5.1). PETIT2
(TRA115450) e 1BOWHOCISAIO U OTKPUTO, PaHIOMU3HPAHO, IIale00-KOHTPOIUPAHO MPOYUBAHE B JIBE
yactu. [TanmenTure ca pangomusupanu 2:1 u npuemat earpomoomnar (N=63) wiu miaredo (N=29) B
MPOABIDKEHHE Ha 10 13 CeIMUIIN B paHIoMU3UpaHus mepruo Ha mpoyusanero. PETIT (TRA108062)
€ OTKPUTO ¥ JJBOWHOCIIATIO, PaHJIOMH3HPAHO, TIIAIC00-KOHTPOIMPAHO MPOYYBaHE C TIOCJICAOBATEIHN
KOXOpPTH, B Tpu yacTu. [lammenTture ca pangomusupanu 2:1 u npuemat entpomoomnar (n=44) win
miare6o (N=21) B mpoasmKeHne Ha 10 7 ceaAMuUI. [TpopuibT Ha HEKETAHUTE PEAKIMK € CPABHUM C
TO3H, HAOJII0JaBaH TIPU B3PACTHUTE MAIIMEHTH, C HIKOU JIOITBIHUTEITHA HEXKEJIaHU PEaKIInH,
orOens3anu ¢ 4 B Tabnuuata mo-goiy. Haif-uecture Hexenanu peakyy, HaOJII0JaBaHu IPH
neauarpuanute nanuedTn ¢ UTII Ha BB3pacT 1 roguna u mo-ronemu (>3% ¥ M0-4€CTH CIIPSIMO
miane6o0), ca Onau HHPEKIHS Ha TOPHU TUXATSIHH ITHTUINA, Ha30(DapuHTHUT, KaIlIUIa, ITAPEKCHS,
KopeMHa 601Ka, opodapuHreasHa 00yka, 350Ha 00JIKa U pHHOpES.

Tpomboyumonenus ¢ HCV ungexyus npu 6v3pacmuu nayuenmu

ENABLE 1 (TPL103922 n=716, 715 nexyBanu ¢ enrpombonar) 1 ENABLE 2 (TPL108390 n=805) ca
PaHIOMU3UPAHH, ABOMHOCIENH, IJ1ane00-KOHTPOIUPAHH, MHOTOLICHTPOBH POY4BaHU, OLICHIBAILU
epuKacHOCTTa U 0€30ITaCHOCTTA Ha eNTPOMOOIIar Mpyu TPOMOOIUTONIEHHYHH narueHT ¢ HCV
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WHQEKIUsA, KOUTO MHAYE Ca TOIXO/ISIIH 32 3all0YBaHe HA TIPOTUBOBUPYCHA Tepanus. B mpoyuBaHusITa
npu HCV momynanusita, B KOSATO € OlleHsABaHa 0€30IaCHOCTTA C€ ChCTOU OT BCUYKHU PaHIOMHU3UPAHU
MAI[MCHTH, KOUTO NMPUEMAT ABOMHO3ACICIICHHS TPOYYBaH JICKAPCTBEH MPOYKT 10 BpeMe Ha YacT 2 Ha
ENABLE 1 (c enrpombomnar n=450, ¢ marne6o n=232) u ENABLE 2 (¢ exrpom6onar n=506, ¢
wiane6o N=252). ITanueHTuTe ca aHATU3UPaHH CIOPE] JICUCHUETOo, KoeTo pruemar (o0ra
JBOMHO3ACIENEHA IOy Ialns 3a OlleHKa Ha Oe30macHocTTa, enTtpombomar N=955 u mrane6o N=484).
Haii-Ba)kHUTE YCTAaHOBEHU CEPUO3HH HEXEJIAHH PEaKI[UK Ca XeMAaTOTOKCHYHOCT U
TPOMOOTHYHU/TPOMOOEMOOTHYHY cHOUTH. Hall-dyecTuTe He)KeNaHu peakiiuu, HaOIr1aBaHu Ipu
Haii-manko 10% oT manueHTHTe, ca BKIIOYBAIN TTIaBOOOIE, aHEMUsl, HAMaJIeH alleTHT, KalulnIa,
rajieHe, Tuapus, XunepounmpyOuHeMus, alonenus, CbpOex, MHAITH, THPEKCHs, yMOpa,
rpunonoo0Ho 3a00JsBaHe, aCTEHNUs, BTpHCaHe U IepU(EPHH OTOLIH.

Tesicka anracmuyha anemus nPU 8b3PACMHU NAUUESHINU

BezonacHocTTa Ha eATPOMOOTIAT IPH TEKKA AMJIaCTUYHA aHEMHUS € OI[CHEHA B OTKPHUTO MPOYYBAHE C
enHo pamo (N=43), B koero 11 manmentu (26%) ca JekyBaHH B IPOJBDKEHUE HA >6 Mecela u

7 manentu (16%) ca ekyBaHM B Mpoab/DKeHHe Ha >1 rogauHa (Bk. Touka 5.1). Haii-uecture
HEXEJIaHU PeakIuy, HaOMoqaBaHu pu Hai-mManko 10% OT manueHTHTe ca BKIIFOYBAIH IIaBO00IHE,
3aMasHOCT, KallIuia, opodapruHreaiHa 0oika, puHOpes, TajaeHe, THapusl, KopeMHa 0oJka, TTOBUIIICHHI
TpaHCaMUHAa3M, apTpairus, 00JKa B KpalHULIUTE, MyCKYJTHH CIIa3MH, YMOPa U MUPEKCHSI.

CruchK Ha HEXXKEJTAHUTE PECAKIINN

Hesxenanute peakuuu B npoyuBanusita npu UTII npu Be3pactau (N=763), nenuarpuanure
npoyusanus npu UTTT (N=171), npoyusanusra npu HCV (N=1520), npoyuBanusra npu TAA
(N=43) 1 mocTMapKeTHHTOBUTE CHOOIICHUS ca H30POCHH ITO-I0JTy CIIOpe] KiIacu(pUKauITa Ha
MedDRA 1o cucTeMo-0opraHHU KJIacoBE U 10 YeCTOTa. B paMKuTe Ha BCEKHM CUCTEMO-OpPraHeH Kiiac
HEXKEJIAHUTE Peakiiy ca MOIPEACHH M0 YeCToTa, KaTo Hail-uecTuTe ca mbpBU. CHOTBETCTBAIIATA
KaTeropus 1o YeCTOTa 32 BCSIKa HEXeJlaHa JIEKapCTBEHA PEaKIIis Ce OCHOBaBa Ha CJIeTHATa KOHBEHIIHS
(CIOMS I1I): mHoro uectu (>1/10); yectu (>1/100 mo <1/10); veuectu (>1/1 000 mo <1/100); penxu
(>1/10 000 mo <1/1000); ¢ Hem3BecTHA YecTOTa (OT HAIMYHHUTE JAHHU HE MOXKE Ja ObJic HarpaBeHa
OIICHKA).

IMonynanus B npoyuysanusita npu UTII

CucreMo-opraHeH Kjiac YecroTa Hexenana peakuus

Wudexnnu n uadecrarmm Mmuoro Hazodapunrute, nHEKIHsS Ha TOPHU TUXATCITHH ITHTHILA$
YeCTH
Yectu ®DapuHTUT, TPUI, TAONAJICH XepIiec, THEBMOHUS, CHHY3HT,

TOH3WINT, MH(EKIIMS HA TUXATCTHUTE IBTUIIA, THHTUBUT

Heuectu Koxna nadexnus

Heonmna3zmu — Heuectu Pexrocurmounanen pak

N0OpOKaYeCTBEHH,

37TOKA9YeCTBEHU H
HeomnpeeaeH! (BKI. KUCTH U

TTOJTHIIN)

Hapymenus Ha KpbBTa U Yectn AnHemus1, €03MHOGUINS, JTEBKOLIUTO3a, TPOMOOLIUTOIICHUS,

nuMmdHaTa cucTeMa MTOHMKEH XEeMOTJIOOHH, OHM)KEH Opoii Ha OennTe KPhbBHU KISTKH

Heuectn AHHN301IUTO3a, XEMOJIMTUYHA aHEMHU S, MUEJIOLINTO3a, TOBUILIEHUE

Ha Oposi Ha IPBUKOSAAPEHUTE HEYTPODUIH, HATUYIHE Ha
MHUOEJIOLIUTH, TTOBUILIEHNE Ha TPOMOOIIUTHUTE, IIOBUIIIEHHE Ha
XeMOornoouHa

Hapymenuns Ha umyHHaTa Heuectn CBpPBXUyBCTBUTEITHOCT

cucremMa
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Hapymenus na Yectn XunokaaueMusi, TOHWKEH alleTUT, MOBHUIICHNE HA TMKOYHATA
MeTaboJIM3Ma U XPaHEHETO KHCEJIMHA B KPHBTA
Heuectu AHOpekcus, mojarpa, XurnokaaueMus
[cuxnyHu HapyIIeHUS Uectn Hapymienue Ha chHS, qenpecus
Heuectn Anatus, IPOMEHH B HACTPOCHUETO, MIAWIHBOCT
Hapymenust Ha HepBHaTa Yectu [TapecTe3us, XMIOECTE3Hsl, CBHIMBOCT, MUTPEHA
cucreMa Hewectn Tpemop, HapyIeHHs B paBHOBECHETO, AU3ECTE3H, XEMUTIape3a,
MUTPEHA ¢ aypa, HepudepHa HeBpomnaTHsi, TeprudepHa CeH30pHa
HEBpOMAaTHsI, HApYLICHUE Ha TOBOPA, TOKCHYHA HEBPOMIATHS,
TJIaBOOOJIHE OT CHJIOB IMPOU3XOJ
Hapymenuns Ha ounte Yectn Cyxo0 0K0, 3aMBIJIEHO 3peHHe, 00JIKa B OKOTO, HaMaJIeHa 3pUTelTHa
ocTpoTa
Heuectn Henpo3spauHocT Ha Jiemara, acTMrMaTH3bM, KOPTUKaIHA
KaTapakTa, MOBHIIEHO CHI300TAEINAHE, KPbBOU3NINB B PETHHATA,
pEeTHHHA TUTMEHTHA EMUTENNONATHs, 3PUTEHO HapylIeHHe,
OTKJIOHEHHUS B pe3yATaTUTE NPU M3CIECIBaHMs HA 3pUTETHATA
octporta, 01edapuT, CyX KepaTOKOHIOHKTHBUT
Hapymenus Ha yxoTo u Yectu Boinka B yimmTe, CBETOBBPTEK
nabupuHTa
CopaeyHu HapyLeHUs Heuectn Taxukapaus, OCTbpP MUOKapAeH HHPAPKT, CbpACYHOCHI0BU
HapyIIeHUs, [IMaH03a, CHHYCOBa TaxuKapaus, yabinkeH QT
WHTEpBaJ B €JIEKTPOKapAnorpaMara
Cba0oBU HapyIIeHUsS Yectu Jb100ka BeHO3HA TPOMO03a, XeMaTOM, TOPEIH BhJIHU
Heuectn Em00mus, noBspxHOCTEH TPOMOOQIICOUT, 3a4epBIBaHE Ha JTUIICTO
PecniupaTophuu, rppanu U MHoro Kanumma®
MEeINAaCTUHAIIHN HAPYIIEHUS | YeCTH
Yectu Opodapunreanna Gonka®, punopes®
Heuectn BenonpoOna emOonus, 6enonpodeH nHGapKT, Ha3aICH
IUCKOMQOPT, OpodapruHTeaTHl MEXYPH, HapYLIEHUS Ha
CHUHYCHUTE, CHHIPOM Ha ChHHA aIrHes
CroMantHo-IpeBHI Mmuoro lanene, nuapus
HapyIICHUS YecTu
Yectn SI3Bu B ycTaTa, 350Ha GosKa®, IOBpPHINAHE, KOPEMHA GOJKA™,
KPBHBOM3IIUB B ycTaTa, (hIaTyleHIus
*MHOTO YeCTH IIpH neauaTpuaau manuenTu ¢ UTII
Hewectn CyxoTa B ycrara, TIIOCOIIHIS, 00JIe3HEHOCT Ha KOpeMa, POMIHa
B [[BETa Ha U3XOKAAHUATA, XPAHUTEIIHO OTPaBAHE, YCUIIEHA
MEepUCTANTHKa, XeMaTeMe3a, AUCKOM]OpT B ycTaTa
XenaToOuuapHu MHuoro ToBHIIIeHa aTaHUH aMHHOTpaHcdepasa’
HapyLeHUs 4ecTH
Yectn TToBuIIIeHa acTiapTaT aMMHOTpaHChepasa’, XunepouImpyeHHEMHS,
HapyIIeHa 4epHOoApoOHa QYHKITHS
Heuectn Xonecraza, 4epHOAPOOHH JIE3UH, XENAaTUT, JTEKaPCTBEHO

WHAYIIUPAHO YEPHOAPOOHO YBpEKIaHE
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YCIIO)KHEHUS!, Bb3HUKHAIN B
pe3yATaT Ha HHTECPBEHITUU

Hapymenus Ha koxaTa U Yectn OO6pus, anomnenys, XUNepxuapo3a, TeHepaIu3upaH ChpOeiK,
MOJKOKHATA ThKaH NETEXUU
Heuectu Yprukapus, AepmMarosa, CTyAeHa 0T, epUTEeM, MEJIaHO3a,
HapyIlleHa TMTMEHTAIINS, IPOMSTHA B I[BETa HA KOXKaTa,
exconmanysi Ha Koxara
Hapyuienus Ha myckynHo- MHuoro Bonka B repOa
CKEJIETHATa CUCTEMA U 4EeCTH
ChEeIUHUTETHATA ThKaH Yectu Muanrust, MyCKyJIHH CIIa3MHU, MYCKYJIHO-CKeJIeTHa 00JKka, 00ika B
KOCTHUTE
Heuectn MyckynHa cnaboct
Hapymenus na 6s0penute u | Yectu [IpoTenHypus, MOBUILICHHE HA KPeaTHHUHA B KPBBTA,
MUKOYHUTE IIBTHLIA TPOMOOTHYHA MUKPOAHTHONATHS ¢ GBOpeYHa HeIOCTATHYHOCT
Heuectn BrOpeuna HeToCTaTEYHOCT, JIEBKOIIUTYPHSL, JIyITyCeH HedpHT,
HUKTYpHS, TOBUILICHNUE HA ypesiTa B KPbBTA, IIOBUILICHO
CHOTHOLLICHHE OeNTHK/KPEaTHHUH B ypUHATa
Hapymenus na Yectu Menoparus
BB3MPOU3BOAUTEIIHATA
cucTeMa U r'bpaara
OO0y Hapymenus u epexktn | Yectn [Mupexcus™, 6onka B TbpANTE, ACTSHUS
Ha MSCTOTO Ha MPUIIOKEHUE *MHOTO0 9eCcTH IpHu neauatpuaan nanuenTu ¢ UTII
Heuectn VYcenane 3a TOIIMHA, KPHBOU3IUB HA MACTOTO Ha yOoKaaHe,
ycellaHe Ha HepBHOCT, Bb3NAJICHUE Ha PaHU, HEPA3IOJIOKCHHUE,
yCelIaHe 3a YyXJ0 TSUIO
WzcnenBanus Yectu [ToBumena ankanHa ocdarasza B KpbBTa
Heuectn [ToBummeH aOyMuH B KPBBTA, MTOBUIIICH 00T OEATHK, ITOHWKEH
aIOyMUH B KpbBTa, OBUIIeHO PH Ha ypuHaTa
HapansBanus, otpaBsaus 1 | Heuectn CpHUEBO M3rapsiHe

L4

ot 1 g0 17 roguum).

JIOBITHUTETHE HeXKETaH! peaKiny, HaOII01aBaHy B TIEIUATPUIHHUTE TTPOYIBAHUS (HAa BH3pacT

" IopwirenneTo Ha anaHnuH aMUHOTpaHC(Epa3aTa U acIapTaT aMHHOTpaHcdepa3aTa MOKe Ja
HACTBITH €IHOBPEMEHHO, BBIIPEKH Y€ € MO-PSIIIKO.
* O6euHABALL TEPMHUH C IIPEANOYHTAHH TEPMHHH OCTPO GBOPEUHO yBpekaane H 6bOpeuna

HCIJOCTAaTBbYHOCT.

Homynanus B npoyuysanusaTa npu HCV (B koMOMHanus ¢ NPOTHBOBMPYCHA TePaNus ¢

HHTep(pepoH U pUOABUPHH)

3JI0Ka4E€CTBEHH U
HeoTpeenaeH! (BKI. KUCTH U
TTOJTHIIN)

CucTeMo-Oprasen kJjac YectoTa Hexesana peakuus
Wndexunn n nadpecranmuu Yectn WHdexuns Ha MUKOYHHUTE MBTHIIA, HHPEKLINS Ha TOPHUTE
JMXATeJHHU ITBTHIIA, OPOHXUT, Ha30(hapUHTHUT, TPUII, JJAOUaJICH
xepriec
Heuectu lacTpoeHTepuT, hapuHrUT
Heomunazmu — Yectn 3nokayecTBEHH YEPHOAPOOHN HEOTIIA3MH
I0OpOKaueCTBEHH,
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Hapyuienus Ha kpbBTa 1 Msmuoro Anemus
muM$HaTa cCUCTeMa YECTH
Uectn JInmdbonenns
Heuectu XeMOJINTHYHA aHEMUS
Hapymenus Ha metabonusma | MHoro Hamanen anetur
U XpaHEHETO YECTH
Yectu XHIIePTIUKEMHS], TATOJIOTUYHA 3ary0a Ha TETII0
[Tcuxuunu HapyieHUA Yectu Jlenpecusi, 0€3MOKOHCTBO, HAPYIICHHUE HA CHHS
Heuectu O0BpKaHoOCT, BH30YAa
HapymeHnust Ha HepBHaTa MHoro I'maBoGonue
cucrema YECTH
Yectu 3aMastHOCT, HApyIIEHO BHUMaHUE, TUCTey3Us, YepHOIPOOHA
eHuedaIonaTusl, JJeTaprus, HapylIeHUe Ha MaMeTTa, MapecTe3us
Hapymenus Ha ounte Yectn KarapakTa, peTuHaNIHN eKCy1aTH, CyX0 OKO, MOKBJITSBaHE HA
OUMTE, PETUHAJICH KPHBOU3IIHB
Hapymenus Ha yxoTo u Yectu CBETOBBPTEXK
nabupuHTa
CpprieyHy HapyIIeHUs Uectn [Tannurarmmn
PecniupaTopHuu, rppaHu U MHuoro Kammuna
MEIUACTUHAIHY HApyLICHUS YECTH
Yectu Hucnnes, opodapunreanta 0oyika, AUCIHES IPU YCUIIHE,
MPOJYKTHBHA KalLJIUIA
CroMantHo-4peBHU Msmuoro lanene, nuapus
HapyLIeHUs YECTH
Uectn [ToBpbmane, aciuT, KopeMHa 00Jka, 00JIKa B TOpHATA YacT Ha
KOpeMa, AHUCIIENCHsl, CyX0Ta B ycTaTa, 3alekK, pa3ayBaHe Ha
KopeMa, 30Ha 00JIKa, CTOMAaTHT, TacTpoe3odarearna
pedutykcHa 00J1eCT, XeMOPOUIH, KOPEMEH JUCKOMGOPT, BapHUITH
Ha XpaHOIIpoBOJIa
Heuectn KbpBeHe oT Bapully Ha XpaHOIIPOBO/IA, TaCTPUT, ahTO3eH
CTOMATHUT
XenaroOunuapHu Hapymenus | Yectu XunepOompyOrnHeMus, )KbITEHUIA, JeKapCTBEHO HHAYIIUPAHO
4epHOAPOOHO YBpEXIaHe
Heuectu Tpomb03a Ha mopTaHaTa BeHa, YepPHOAPOOHA HETOCTATHYHOCT
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Hapymenus Ha koxara u MHoro Copbex
MOJIKOXKHATA THKaH 4ecTu
Yectn OO0pus, cyxa KoXka, eK3eMa, ChpOsI 00puB, epUTEM,
XHUIIEPXUIPO3a, FTeHepaIu3upaH ChbpOex, aJomerus
Heuectu Koxxuu ne3uu, npomsiHa B I[BETa Ha KOKaTa, XUIEPITUTMEHTALIHS
Ha KO’KaTa, HOIHHU M3MOTSIBAaHUS
Hapymenusa Ha MycKyJIHO- MHoro Muanrus
CKeJIeTHaTa cucTemMa U YECTH
ChEIMHUTETTHATA ThKaH Yectu ApTpanrusi, MyCKyJIHU ClIa3Mu, 00JIKa B rbpOa, 00JKa B
KpallHUIIMTE, MYCKYJIO-CKelleTHa 0oJKa, 00JIKa B KOCTHTE
Hapymenns Ha 060pernure u Heuectn TpoMOOTHYHA MUKpPOAHTHOIIATHS C OCcTpa OBOpeuHa
NUKOYHUTE IBTUILA He)Z[OCTaTT)IIHOCTT, JN3ypus
OO0 HapylIeHHUS U ePEKTH Msmuoro [Mupexcust, ymopa, rpunonoo0Ho 3a0omsBaHe, aCTeHHUS,
Ha MSCTOTO Ha MPUIOKEHUE 4ecTH BTpHCaHE
Yectu Paznpaszaurentoct, 6oika, Hepa3MmoIOKEHHE, PEaKIIUNK Ha
MSCTOTO Ha MH)KEKTHpaHe, TphAHa O0JIKa OT HEChpP/ICUEeH
MPOM3X0J1, OTOK, Mepu(epHU OTOLH
Heuectn Cwp0Oex Ha MAICTOTO HAa HHXKEKTUPaHe, OOpUB Ha MSICTOTO Ha
WHKEKTHpaHe, TPBJCH AUCKoMdopT
N3cnensanns Yectu [loBumasane Ha 6MIMpyOHHA B KPHBTA, IOHWKABaHE Ha
TETIIOTO, MOHIKABaHe Ha Opos Ha OeNuTe KPhBHU KIIETKH,
MMOHIKaBaHe Ha XeMOTJI00MHa, TOHKaBaHe Ha Opos Ha
HEYTPOQUIINTE, TOBUIIABAHE HA MEKAYHAPOJHOTO
HOPMAaJIU3UPAHO CHOTHOIICHUE, YIBKaBaHE Ha aKTUBHUPAHOTO
MapiyaIHo TPOMOOTIIACTHHOBO BpeMe, ITOBUINIABaHE HA
KphBHATa 3axap, MOHWKaBaHe Ha aJOyMUHA B KPHBTA
Heuectn YemmkaBane Ha QT wHTEpBaa Ha ENEKTPOKAPANOrpaMaTa

OBOpeYHO yBpexKIaHe.

IMonynanus B npoyuBanusita npu TAA

OGG)II/IHﬂBal.L[ TCPMUH C MMPCANIOYUTAHNU TCPMUHU OJIMTOYPUS, 6’b6p€11Ha HECOJOCTAaTBhYHOCT U

CucreMo-opraHeH KJjac YecToTa Hesxenana peakums
HapyeHnus Ha kpbBTa U Yectu Heytpomnenus, nadapkr Ha cie3kaTta
nuMdHaTa cucremMa
Hapymenus na merabonuzma | Yectn CBpBbXHATpyIIBaHE Ha KEJA30, IOHKEH alleTuT,
U XpaHEHETO XUMNOTJINKEMUS, TOBUIIECH allETUT
[Tcuxu4HYU HapyIICHHUS Yectn TpeBOKHOCT, Jenpecust
Hapymenus Ha HepBHaTa MHoro I'maBoboinne, 3amastHOCT
cucreMa 4eCTH
Yectn CuHkon
Hapymenus Ha ounte Yectn CyX0 0KO, KaTapakTa, OKBJITSIBAHE HA OUUTE, 3aMBIJICHO
3peHHe, 3pUTEITHN HApYLIEHNUs, MBTHUHHU B CTHKJIOBUIHOTO TSJIO
Pecniuparopnu, rppaau u MHoro Kammnuua, opodapunreanna 6onka, puHOpes
MeINACTUHAIHU HapyIIEHUs 4EeCTH
Yectn Enmcrakcuc
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CromairHo-4peBHI MHoro Huapus, rageHe, KbpBSIIM BEHIH, KOpeMHa 00Jka
HapyIICHUS 4ecTu
Yectn OO6pa3yBaHe Ha MEXypH I10 JINTABUIIaTa Ha ycTara, 00JIKa B
o0iacTTa Ha ycrara, oBpbIlaHe, CTOMAIICH AUCKOM)ODT,
KOHCTHUIALKs, pa3flyBaHe Ha Kopema, Aucdarus, IpoMsHa Ha
[[BETa HA U3MPAKHEHUATA, TIOlyBaHEe Ha €3HKa,
racTPOMHTECTUHATHA MOTWJIMTETHU HApYIIEHHS, (JIaTyICHIHS
XenaToOwinapHy HapyineHus: | MHOro [ToBulieHn TpaHcaMUHA3U
4ecTH
Yectn [ToBumeH OumupyOUH B KPBBTA (XUTIEPOMITUPYOHHEMHS),
JKBJITEHHIIA
C JlekapcTBeHO MHIYLMPAaHO YEPHOAPOOHO yBpexKIaHe™
Hew3BecTHa | *CpoOmIaBar ce cilydau Ha JEKapCTBEHO WHAYIIUPAHO
gecTOTa qepHOIPoOHO yBpexknane npu nmanuwentu ¢ UTIT u HCV
HapyueHus Ha koxara u Yectu [leTexuu, 06puB, CbpOEXK, YPTUKAPHS, KOKHH JE3UH,
MOJIKOXHATa ThKaH MakyJapeH oOpuB
C [IpoMsiHa B BeTa Ha KOXKaTa, XMIEPIIUTMEHTAIIMS Ha KOXKaTa
HEU3BECTHA
4ecToTa
Hapymenus Ha MyckysHO- MHoro Aptpanrusi, 00JKa B KpalHUIIUTE, MYCKYJIHH CHIa3MH
CKeJIeTHATa CHCTEMA H 4ecTH
CheTMHUTEITHATA ThKaH Uectn Bbonka B repba, Muanrus, 60JKa B KOCTHTE
Hapymenus na 6s0perure u | Yectu Xpomatypust
MUKOYHUTE MBTUIIA
OO0 HapyIeHus U ePeKTH MHoro YMopa, mupekcus, BTpUCaHe
Ha MSCTOTO Ha MPHIOKEHUE qecTu
Yectu Actenusi, nepudepHU OTOIH, HEPa3MOI0KEHHUE
W3cnenBanus Yectu [ToBumiena kpeaTuH(pocHOKMHA3A B KPBBTA

Onrcanye Ha N30paHU HeXKETAHN PEaKIINH

Tpombomuunu/mpomboemboruynu cvoumus (TEC)

B 3 xoHTpOnHpanu U 2 HEKOHTPOJIUPAHU KIMHUYHH NMPOYYBaHUS PpU Bh3pacTHU nanuenTtu ¢ UTII na
neyenue ¢ entpombomnar (n=446), npu 17 manuenTty ca Bb3anKHaU oomo 19 TEC, kouto ca
BKITIOYBAIH (B HU3XO/AI pejl 110 OTHOIICHHE Ha YeCTOTa) JIBII00Ka BeHO3Ha TpoMOo3a (n=06),
oemoapodHa emOomst (n=6), oOCTbp MHOKapaeH HHDAPKT (n=2), Mo3bUeH HH(DAPKT (n=2), eMOOTHs

(n=1) (Bx. Touka 4.4).

B enno mare6o-KoHTpoHpano npoyusane (N=288, momynarus 3a 6€30II1acHOCT), ClIe 2 CeIMHIIN
JieueHue MPH MOATOTOBKA 32 MHBA3WBHU MPOLEaypH, pu 6 oT 143 (4%) Bb3pacTHU MallUEHTH C
XPOHUYHO YepHOAPOOHO 3abosBaHe, mpueMaiy entpomobonar, ca oruerenn 7 TEC ot crpana Ha
nopTajgHaTa BeHO3Ha cuctema U rpu 2 ot 145 (1%) naunentu B minaunebo rpynara ca oruerenu 3 TEC.
ITer ot 6 mareHTH Ha JedeHKE ¢ entpomobonar ca moxydwm TEC mpu 6poit Ha TpoMOOITUTHTE

>200 000/pl.

He ca ycranoBeHu crienmuynaHA pUCKOBH (haKTOPH MIPHU MaIMeHTHTE, KOUTo ca pa3Bmim TEC, ¢
M3KITI0YeHUE Ha Opoit Ha TpomOormTrTe >200 000/pl (Bk. Touka 4.4).

B xoHTpONMpanu npoy4uBanus mpu TpoMOonuroneHndHN manuentn ¢ HCV (n=1 439), 38 ot

955 nmaruentu (4%), nexkyBaHu ¢ enrpombonar, u 6 ot 484 naruentu (1%) B miaredo rpynara ca
umanu TEC. Hait-uecrara TEC B nBete rpynu Ha jedeHue e 6uia Tpom0o3a Ha mopTainHara BeHa (2%
IIpY MAIUEHTUTE Ha JIeUeHHue ¢ entpoMoonar crpsmo <1% 3a mnamebo) (Bx. Touka 4.4). [lanuenTture
¢ HUCKH HKBa Ha anOymuH (<35 g/l) wm MELD >10 ca umanu 2 neTu no-Bucok puck ot TEC, B
CPaBHEHHE C MAIMCHTUTE C IMO-BUCOKU HHUBA Ha al0yMuH. [lanpenTure Ha Bb3pacT >60 roauuu ca
uMaiy 2 mbTH no-BUcok puck oT TEC, B cpaBHEeHHUE ¢ MO-MIIQJUTE MAI[MCHTH.
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Yepnoopobua dekomnencayus (npuiiodcenue ¢ unmepgpepor)

ammenTure ¢ xpounueH HCV ¢ nupo3a Mosxe J1a ca U3JI0KEHH Ha PUCK OT YepHOAPOOHA
JEKOMIICHCAIIHS, T0KaTO ca Ha jiedeHue ¢ anda-uaTeppepor. B 2 KoHTponupanu KIMHUYHA
npoy4yBaHus npu Tpombonmronennyan napentu ¢ HCV, e cpo0maBana uepHoapoOHa
JleKOMITeHcaIns (acIuT, YepHOoApoOHa eHIledanonaThs, KbpBEHE OT BapHITH, CTIOHTaHEH OaKTepHaICH
MIEPUTOHHUT) MO-YECTO B paMOTO Ha eiarpombomnar (11%), B cpaBHeHue ¢ mianedo pamoto (6%). [Tpu
NalUCeHTH C HUCKK HuBa Ha anOymuH (<35 g/l) wmu MELD ckop >10 Ha M3X0HO HHBO, € HAOJIIO1aBaH
3 I'BTH MTO-BUCOK PHUCK OT YEPHOAPOOHA IEKOMITCHCAITUS | MTOBUIIIABAHE HA PHCKA OT HEXEJaH!
CBHOUTHS C JIETANICH U3XO0/l, B CPABHEHUE C MAIMEHTH C IM0-MAJIKO HANPEIHAIO YepHOIPOOHO
3abomsiBane. Entpombomnar TpsOBa fa ce mpuiiara npH Ta3u rpyna NalueHTH caMmo ciie]l BHUMaTeIHa
MIPEIeHKa Ha OYaKBaHUTE ITOJI3H CIPSIMO prucKoBeTe. [larenTuTe ¢ Te3n XapakTepucTHKH TPsAOBa Jia
ce MpociensaBaT BHUMATEIHO 3a IPU3HANN ¥ CHMIITOMH Ha YePHOAPOOHA JIEKOMIIEHCAIUS (BX.

Touka 4.4).

Xenamomokcuunocm

B koHTpoNHMpaHuTe KIMHUYHH MPOYYBaHUs ¢ enTpombonar npu xporunyna UTII ca nabmogaBaHu
noBuinenne Ha ALT, AST u 6unupy6una B cepyma (Bxk. Touka 4.4).

Te3u Haxonku ca npeanumMHo Jeku (Crenen 1-2), obpatumu 1 He ca OMIIM CHIPOBOAEHH OT KIMHUYHO
3HAYUMHU CHUMIITOMH, KOUTO OMXa MOKa3aly HAIMYUe Ha HapylleHa YepHoaApoOHa GyHkuus. B

3-Te mane0o KOHTPOJIMPAHH MIPOYYBAHMS NIPH BB3PACTHHU ManueHTH ¢ Xxpoandyna MTII, 1 maruent B
riane6o rpynaTa U 1 manyeHT B rpynara Ha enTpoMOonar ca UMajii OTKIIOHCHHS B YEPHOIPOOHUTE
¢ynkunonannu nokaszareiu Crenen 4. B nBe miane6o KOHTpOJMpaHU NPOYYBaHUS IIPH NeIUATPHUIHH
nanuedTy (Ha B3pact ot 1 10 17 roaunn) ¢ xpounyna UTII, ALT >3 x I'TH ce crobmiasa mpu 4,7%
u 0% chOTBETHO B TPyNHUTE HA eNTpOoMOoOIIar u mianeoo.

B 2 xouTpommpann kMnHUIHE npoyuBanus npu narueaTa ¢ HCV, ALT umu AST >3 X I'TH ce
cbobimasa npu 34% u 38% chOTBETHO B rpynuTe Ha eaTpomobonar u miamebo. [TopeueTo naueHTw,
IIPH KOWTO Ce MpuJjiara eaTpoMoonar B KoMOuHanus ¢ neruHrepdepon/pubdaBupuH UMaT HHANPEKTHA
xunepounupyonnemus. Karo 1suto o6m 6unnpyoun >1,5 X I'TH ce crobmmasa npu 76% u 50%
CHOTBETHO B TPYNHUTE HA eNTpoMOoIIar u mianebo.

B npoyuBaneTo ¢ eaHo pamo 3a MoHoTepamnus npu pedpaxrepa TAA dasza I, ennoBpemenno ALT
wim AST >3 X I'TH ¢ o6ur (naaupexren) ommpyoun >1,5 X I'TH ce crobmasar mpu 5% ot

manuenture. O6m 6mmpyoun >1,5 X I'TH ce ycranosssa pu 14% ot marnueHTUTe.

TDOM60uumoneHuﬂ cned cnupane Ha j1evyeHuemo

[pu 8% ot rpynara Ha entpombonar u npu 8% OT rpymnaTa Ha mianedo B 3-Te KOHTPOIUPAHU
npoyusanus npu UTII ca HabnronaBaHu MPEeXOAHN HaMaJIEHHUS Ha Oposi HA TPOMOOLMTUTE A0 I10-
HHCKM OT U3XOJHHUTE HUBA CIIe/l IPEKhCBAHE Ha JIEYEHNETO (BXK. TouKa 4.4).

THosuwen PEMUKVIUH 6 KOCMHUA MO3bBK

ITo BpeMme Ha mporpamaTta Ipu HUKOHM OT MallMEeHTHTE HE € UMAJIO TaHHH 32 KIMHUYHO 3HAYUMU
MATOJOTMYHU MPOMEHHU B KOCTHHUS MO3bK MM KIIMHUYHU HaXOJKH, KOUTO A3 MOKa3BaT KOCTHO-
Mo3buHa nuchyHkus. [Ipu Mmaxbk Opoit manuenTu ¢ UTII, neuenuero ¢ enrpombomnar e 6mio
HPEKbCHATO TIOPAJIN Pa3BUTHE HAa PETUKYJIHH B KOCTHHS MO3bK (BXK. Touka 4.4).

Lumocenemuunu napywenus

B knman4HOTO npoyuBane npu pedpakrepHa TAA ¢aza Il ¢ HauanHa no3a Ha enTpombonar
50 mg/nen (yBennuaBaHa Ha BCEKH 2 ceIMUIIM 10 MakcumaiHa fo3a 150 mg/nen) (ELT112523), HoBu
[UTOT€HETUYHN HapyIIeHus ce Habmoaasar npu 17,1% ot Be3pactuure manuentu [7/41 (kato 4 ot
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TSIX UMaT IPOMEHH B 7-Ma XpomMo3oma)]. Meauanara Ha BpeMeTO OT Ha4aloTo Ha IpUeMa Ha
NPOYYBAaHOTO JIEKAPCTBO JI0 MOsABaTa HA HIUTOICHETHYHM HapylieHus e 2,9 mMecena.

B xnmmHM4YHOTO NpoyuBane npu pedpakrepra TAA ¢a3za Il ¢ entpombomnar B 1o3a 150 mg/nen (cwe
CHOTBETHHUTE MPOMEHH B 3aBUCHMOCT OT pacara uiu Br3pactra) (ELT116826), HOBH IUTOreHETUYHH
HapyIIeHus ce HaOaromasar mpu 22,6% ot Be3pactaute marpentH [7/31 (karo 3 oT TsAX UMar
IPOMEHH B 7-Ma XpoMo3oma)]. Bcuuku 7 manuMeHTH UMaT HOpMaiHa IUTOTCHETHKA Ha U3XOIHO HHUBO.
[lect mauneHTH UMaT UUTOTCHETHYHN HApYLICHUS Ha 3-Usl MEcell OT JICYEHHETO ¢ enTpoMOonar u
e/IMH TAIEeHT NMa IIUTOTeHETHYHH HapyIIeHNs Ha 6-Hs Mecell.

Xemamonoauunu snoxavecmeenu 3a00436aHuUs

B orBOpeHoTo tpoyuBane ¢ exHo pamo npu TAA, mpu Tpuma (7%) marMeHTH € THarHOCTHIINPaH
M/IC crnen nedenue ¢ entpombonar, B qeere Tekymu npoyysanus (ELT116826 u ELT116643) npu
1/28 (4%) u 1/62 (2%) ot nanmentute e auarnoctunmpan MJIC wmu AML BBB BCSIKO MPOyUBaHeE.

Cpo0I1aBane Ha MOA03UPAHU HEKEITAHU PEAKIINU

Cro0IaBaHeTo Ha MOJI03MPAHN HEeXKENIaHH PEaKIUK CIIe]] pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
HPOIYKT € BaxkHO. ToBa M03BOJIsIBA /1a IPOIBIKU HAOIIOICHUETO Ha ChOTHOIICHHETO MOJI3a/pHUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEAUIIMHCKHUTE CIICIHATHCTH CE H3UCKBA Jla ChOOIIABAT BCSIKA
M0JI03MPaHa HEeXeNlaHa Peakiis Ype3 HAMOHAIHA CUCTEMa 3a ChOOIIaBaHe, MOCOYCHA B

Ipunoxenune V.

49 Ilpemno3mpane

B ciryuaii Ha ipeto3upane OpOAT Ha TPOMOOIIUTUTE MOKE JIa C€ YBEINYH PEKOMEPHO H TOBA J1a
J0BeZIe 10 TPOMOOTHYHH/TPOMOOEMOONNYHN YCIOKHEHHS. B ciyvaii Ha npeno3upane, TpsiOBa aa ce
OOMHCITY TIEpOPATHO MPUIIOKEHHE Ha TIpenapaT, ChAbpPIKaIl METATHA KaTHOHH, KaTo KaJIIlHi,
TyMHUHUH WM MarHe3ui, 3a Jja ce o0pa3yBaT XellaTH ¢ eATPOMOOIAr U Taka Jia c€ OTPaHuiH
abcopOiusTa. bposar Ha TpoMOoLIUTUTE TPsIOBa BHUMATEIHO Ja ce ciiean. JleueHuero ¢ entpomobomnar
Tpsi0Ba J1a ce MMOJHOBH B ChOTBETCTBUE C MPETIOPHKUTE 32 JO3UPAHE M MPUIIOKEHUE (BXK. TOUKa 4.2).

B xnuHUYHATE TPOyYBaHUS MMa €IHO CHOOIICHHE 32 MPE03UPAHE, TPH KOSTO MAITUEHTHT € MOThIHAI
5 000 mg enrpombomnar. Cro0IIEeHUTE HEeXKETaH! JIEKAPCTBEHH PEAKLUK ca OMIIN JIEK OOpUB,
npexoaHa Opagukapans, mosumasane Ha ALT u AST u ymopa. UepHOApOOHHUTE SH3UMHY, H3MEPECHH
MEXy 2-pu U 18-TH IeH ciien MOTIBINAHeTO, ca JOCTUTHAIN Ha-BUCOKH CTOMHOCTH 10 1,6 THTH
I'TH 3a AST, 3,9 btu I'TH 3a ALT u 2,4 bt [ TH 3a 0011 Ounmupyous. bpost Ha TpoMOoruTHTe €
omn 672 000/l Ha en 18 cien mormplaHe Ha JIEKapCTBOTO, 3 MAKCUMATHUSAT JIOCTHTHAT Opoil Ha
TpoMmOoruTHTE € 6mr 929 000/pl. Bcuaku cbOnTHS ca 0T3BydYanu 06€3 MOCIeACTBHUS CIIe]T JICUCHHE.

Twii kato enTpoMbonar HAMa 3HaYMMa OBOpEUHa EKCKpeLus U ce CBhP3Ba BbB BUCOKA CTEIEH C
IUTa3MEHUTE IPOTENHH, HE C€ 0YaKBa XeMOIHaNn3aTa /1a € e(eKTHBEeH METO/ 3a 3aCHJIBaHe Ha
eNMMUHUPAHETO Ha enTpoMOomnar.

5. ®APMAKOJIOTHYHU CBOMCTBA

5.1 dapmakoaMHAMHYHHU CBOHCTBA

dapMmakoTepaneBTHYHA Ipymna: KpbBOCIHPAIIN CPEACTBA, APYru cucteMHu xemoctaTun, ATC xox:
B02BX05

Mexauus3sM Ha JIeHCTBUE

TPO e OCHOBHUSAT IUTOKWH, Y9aCTBAIIl B PETyJAIMsITa HA METaKaproIoe3ara U MpOu3BOJICTBOTO Ha
TpoMOOIUTH, U ¢ eHforeHHUAT urang Ha TPO-R. EntpomOomnar B3anmoeiicTBa ¢ TpaHCMEMOpaHHIS
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noMeH Ha yoBemkus TPO-R u nHUIMUpa CUTHATTHY KacKaau, Mogo0HH, HO HE WACHTHYHU Ha T3,
KOHMTO c€ MHULMUPAT ¢ eHporeHHus tpombonoetud (TPO), nanynupaiiku nponudepanus u
IudepeHuanys oT MPOreHUTOPHHU KIETKH Ha KOCTHHS MO3bK.

Kinnununa edukacHoCT M 6€301aCHOCT

Ilpoyusanus npu umynna (nvpeuyna) mpomboyumonenus (UTII1)

IBe daza 1, pangomMusupann, 1BOMHOCTETH, THIANe00-KOHTpoIupany npoyuBanus RAISE
(TRA102537) u TRA100773B u nBe orBopenu npoyuBauust REPEAT (TRA108057) u EXTEND
(TRA105325) ca oueHunan 0e30MacHOCTTa U ePUKACHOCTTa Ha eITPOMOOIAr P Bb3PaCTHU
narenty ¢ UTII ¢ npenmectBamio neuenue. Karo msmo, entpomoomnar e Oui MpuiiokeH Ha

277 marmentu ¢ WUTII 3a Hait-manko 6 mecena n Ha 202 marnueHTH 3a Hali-Maliko 1 rofuHa.
Ipoyusaneto ¢asa Il ¢ enno pamo TAPER (CETB115J2411) orensiBa 6€30MacHOCTTA U
e(hMKacHOCTTa Ha eNTPOMOOIIAT, KAKTO ¥ Bb3MOXKHOCTTA MY Jla HHyIIUpa TPaeH OTTOBOP CJe]
NnpeKbcBaHe Ha JieueHueto mpu 105 Bp3pacTHu nanuentu ¢ MTII, kouTo nojiyyaBat peuy/ivB WIK HE
ce MOBIHIBAT OT KOPTHKOCTEPOUIHO JICYCHUE OT IIbPBA JIUHHS.

lsotinocnenu, niayebo-xonmpoaupanu npoyusanusi RAISE:

197 nanmentu ¢ UTII ca pangommsupanu 2:1, entpombornar (n=135) kM 1uiarebo (n=62), u
PaHJIOMU3UPAHETO € CTPATU(PHUIIMPAHO B 3aBUCUMOCT OT TOBA JaJIU € HAIIPABCHA CIICHEKTOMUS,
MIPUIIOKEHUETO Ha JekapcTBeHU npoaykTy 3a UTII Ha n3xo1HO HUBO M U3XOIHHS Opoil Ha
TpoMOoruTHTe. Jl03aTa Ha enTpoMOOIIar € KOpUrupaHa rnpe3 6-MeceqHus Mepro/] Ha JedeHe Bb3
OCHOBA Ha WHIWBUIyaJTHUS OpOi Ha TPOMOOIIUTHUTE TIPHU BCEKH MAIMeHT. Beuuky manueHTn ca
3arovHanu JedeHue ¢ 50 mg entpombonar. Ot 29-Tust eH 10 Kpas Ha JedeHueTo, 15 mo 28% ot
MAIMeHTHTE Ha JIeYeHHe C eNTpoMOoIIar ca moJabpkanu Ha <25 mg u 29 no 53% ca npuemanu
75 mg.

OcBeH TOBa NAIIMEHTUTE Ca MOYKEIIM Ja HaMaIsIBaT MOCTEIICHHO J103aTa HA ChITbTCTBAIIMTE
nexapcTBeHU IpoaykTH 3a UTII u ca Moxkenn a moydaBar CliaCUTETHA TePausl CIIOpe] MECTHHUTE
TepaneBTUYHH cTaHaapTh. [loBede OT mosoBHUHATA OT BCUYKY MAIMEHTH BBB BCAKA TPYIIa HA JICUCHUE
ca Ownm Ha >3 nipemmectBamiu gedeHus 32 UTIT u 36% ca nmanu npeamecTBaia CruieHeKTOMUS.

Menunanara Ha Opost Ha TPOMOOITMTHTE Ha M3XO0AHO HUBO € Omma 16 000/l B 1BeTe TpyIH Ha JIeUEHME,
KaTo B Tpynara Ha extpomOonar e moaabpkana Haa 50 000/l mpu BcHUKM MOCeeHus 10 BpeMe Ha
JICYCHUETO OT 15-THsI ICH HATAThK; 3a pas3iuKa OT Ta3u Ipymna, MeAnaHaTa Ha Opol Ha TPOMOOITUTHTE
B mare6o rpymnata € octanaira <30 000/ul mo BpeMe Ha IS7I0TO IPOYYBAHE.

Bpoii TpombormTa Mexay 50 000-400 000/, 6e3 cacuTenHO JIedeHHE € TIOCTUTHAT MPH 3HAYUTEITHO
MO-TOJISIM OpO#i MAIMEeHTH B TpylNara Ha JIeYeHre C enTpoMOorar mo BpeMe Ha 6-MecedHsI IepHoJ Ha
neuenwue, p <0,001. [TeTnecer u yeTnpu NpoLEHTA OT MALMEHTUTE Ha JieueHHe ¢ entpombomnar u 13%
OT MAI[MEHTUTE Ha TUTaIe0o0 ca MOCTUTHAIIM TOBA HUBO HA OTTOBOP Cliel 6 CEIMUIU HA JICUCHHE.
CxoJieH TpOMOOLIMTEH OTTOBOP € MOAIBbPKAH M0 BpEME Ha ISUIOTO MpoyUuBaHe, kato 52% u 16% ot
TIAIICHTUTE Ca CE MOBIUSUIN B Kpasi Ha 6-MECEUHHUsI IEPHOJT Ha JICUCHUE.
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Ta6auna 3 Bropnunm pesynararu 3a epukacuoct oT RAISE

Enrpombomnar [Tnamne6o
N=135 N=62
KnrouoBu BTOpHYHH KpaHU TOUKU
0061 O6poii Ha ceqMUIATE ¢ TpoMOOIIUTEH Opoi
>50 000-400 000/ul, cpenen (SD) 11,3 (9,46) 24 (5.99)
[ManmenTtu ¢ >75% OT U3caeABaHUATA B TAPTETHUS THAMa30H 51 (38) 4 (7)
(50 000 mo 400 000/pl), n (%)
p-croiHocT ? <0,001
[MaumenTu ¢ kppBene (Crenenn 1-4 mo C30) mo Bcako Bpeme 106 (79) 56 (93)
mpe3 6-te mecera, n (%)
p-croitnoct 0,012
[MatmenTu ¢ kppBene (Crenenn 2-4 mo C30) mo BcAKo Bpeme 44 (33) | 32 (53)
mpe3 6-te mecerna, n (%)
Pp-CTOMHOCT * 0,002
HeobxomumocT ot cmacutenHo neueHue, n (%) 24 (18) | 25 (40)
p-cToiHoCT ? 0,001
[TanmenTtr Ha eyenue 3a UTII Ha n3x01HO HHUBO (Nn) 63 31
IMarenTH, KOUTO Ca Ce OIMTANIHN J1a HAMAJIAT 103aTa WIIH J1a 37 (59) 10 (32)
CIIpaT TepalusTa Ha H3XOIHO HHUBO, N (%)° 0016
p-croiinoct ? ’
a JlorucTHYeH perpecuoHeH MOJIeN, KOPUTHPaH CIIPSIMO IIPOMEHIIMBUTE 32
paHIOMU3UpAHE U CTPATU(UKAIIHS
b 21 ot 63 (33%) manuenTy, JeKyBaHH ¢ eATPOMOONAr, IpUeMali JIEKapCTBEH IPOIYKT

3a UTII Ha u3X0AHO HUBO, CIPEIN IEPMAaHEHTHO BCUUKY JieKapcTBeHu npoayktu 3a UTII na
U3XOAHO HUBO.

Ha u3xonno HuBo noseue ot 70% ot nanuentute ¢ UTII BBB Besika rpyna Ha JiedeHHEe ca ChOOIIHITH
3a HAKaKbB BUI KbpBeHe (Ctenenn 1-4 mo C30) u croTBeTHO MoBeue oT 20% ca choOmmin 3a
KJIMHUYHO 3Ha4nMO KbpBeHe (Crenenu 2-4 o C30). ChOTHONIEHHETO MEX/TY TIAIIMEHTH Ha JICUCHUE
¢ enrpombonar ¢ HsakakbB BuJ KbpBeHe (Crenenn 1-4 no C30) u nauneHTH Ha JIEYSHHUE C
esiTpomMOonar ¢ KIMHUYHO 3HauYuMo KbpBeHe (Ctenenu 2-4 mo C30) e HamMassio OT U3XOAHOTO HUBO
¢ npubnusnTenHo 50% ot 15-Tus neH 10 Kpas Ha JICYSHHETO 0 BpeMe Ha IeNns 6-MecedeH eproI
Ha JIeYeHue.

TRA100773B:

[TepBUYHATA KpaiiHa TOYKa 332 epUKACHOCT € OWiia MPOIEHTHT MAUESHTH C OTTOBOP, OIpe/ie/icHa KaTo
nanuertn ¢ UTTI, ipu KOUTO € nMaito oBHIIaBaHe Ha 6post Ha TpomOorTuTe 10 >50 000/l Ha men
43 ot u3xoaHo HuBo <30 000/pl; nanmeHTHTE, KOUTO Ca MPEABAPUTEIIHO M3KIFOUCHHU TTOpaIy Opoi Ha
tpombormtrTe >200 000/pl, ca cuntanu 3a NaMEHTH € OTTOBOP; MAIMEHTHTE, KOUTO Ca MPEKbCHAIN
0 HAKAKBa Jpyra MpUYMHa, Ca CYUTAHHU 32 HEOTTOBOPUIIM, HE3aBUCHMO OT OpOsi Ha TPOMOOIIUTHTE.
O6mro 114 manwentn ¢ mpeamectsario Jeuenne 3a MTII ca 6mmm pangomu3upann 2:1 entpomoOorar
(n=76) xpMm mnanedo (n=38).
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Ta6auna 4 Pesynraru 3a epuxacnoct or TRA100773B

Enrpombomnar [Tnamne6o
N=74 N=38
Ki1r040BYM MbPBUYHU KPAHU TOYKH
[Mogxomasimu 3a aHaTU3 Ha e(UKACHOCTTA, N 73 37
[MTanmenTu ¢ 6poii Ha TpomborTuTe >50 000/pl crnex
HepHoJ1 Ha Ipuaarase 10 42 nuu (cpaBHEHO ¢ Opoii Ha 43 (59) 6 (16)
u3xoauo Hueo <30 000/ul), n (%)
. a <0,001
P-CTOHHOCT
KirouoBM BTOPpUYHU KpalHU TOYKHU
[TarueHTH ¢ OlleHKA Ha KbpPBEHE Ha IcH 43, n 51 30
Kspsene (Crenenn 1-4 mo C30) n (%) 20 (39) 18 (60)
p-cToiHocT? 0,029
a JlorucTrueH perpecHoHeH MOJIe]l, KOPUTHPAH CIIPSIMO IPOMEHIUBHUTE 32 PaHIOMU3UPAHE U

cTpatuuKays

N B nBere mpoyuBanus, RAISE u TRA100773B, oTTOBOPBT KBM €ITPOMOOIIAT, B CpaBHEHUE C
iane6o, € OMIT CXOJICH, HE3aBUCHUMO OT M3IONI3BaHUsI JIeKapcTBeH NpoaykT 3a UTII, HamuaneTo uinn
JIWIICaTa Ha CIUNICHEKTOMMS U M3XOTHOTO HUBO Ha Opos Ha TpoMOorutute (<15 000/pl, >15 000/ul)
NIpU PaHIOMHU3UPAHETO.

B npoyusanusita RAISE u TRA100773B, B noarpynara Ha manuentute ¢ UTII ¢ uzxoxeH Opoit Ha
tpombonutute <15 000/pl, Mmennanata Ha Opos Ha TPOMOOIUTUTE HE € JOCTUTHAIA TAPTETHOTO HUBO
(>50 000/ul), BpIpexu e u B ABeTE MpoyuBanus 43% OT Te3W MAlUEHTH, JEKYBaHU C eITPOMOOTIAr,
ca ce NoBIMAIU cie 6 cenmuiy Ha aeueHue. OcBeH ToBa B u3nutBaneto RAISE, 42% ot
NaIUeHTUTE ¢ U3X0/eH Opoit Ha TpombonmTuTe <15 000/pl, nekyBanu ¢ entpombomnar, ca uManu
OTTOBOD B Kpasi Ha 6-MecedHus nepuoa Ha sedenne. 42 1o 60% oT y4acTHUIIMTE B TPOYIBAHETO
RAISE, na nedyenue ¢ entpomoOornar, ca npuemMaiu 75 mg ot jeH 29 10 Kpasi Ha JICYEHUETO.

OmKpumu HeKOHMPOIUPAHU HPOYYBAHUS]

REPEAT (TRA108057):

ToBa OTKpHUTO NMPOyYBAaHE C MHOTOKPATHO NMpuiiarane (3 muKbiaa oT 6 ceAMHUIIN Ha JIeYeHue,
nocjeaBaHy oT 4 ceqMuuy 0e3 JIeYeHue) € MoKas3alo, 4e enu30INYHO IPUIIOKEHHE Ha eaTpoMOomnar ¢
MHOT'OKPAaTHHU KypCOBE He IT0Ka3Ba 3ary0a Ha OTTOBOD.

EXTEND (TRA105325):

EntpoM6bomnar e 6w npunosker Ha 302 nmarentn ¢ UTII B ToBa OTKPHUTO POIBIKEHUE HA
npoyuBane, 218 nanuentu ca 3apspinim 1 roguna, 180 ca 3apbpuiunu 2 roguau, 107 ca 3aBbpHInim
3 rogunu, 75 ca 3aBbpIIMIN 4 TOAUHY, 34 ca 3aBBPIIMIN 5 TOAMHU U 18 ca 3aBbpIIIN 6 TOIUHH.
Menuanata Ha Opost Ha TPOMOOITUTUTE HA U3X0JHO HUBO ¢ Omna 19 000/pl mpeau mpuaoKeHUeTo Ha
enrpombornar. Menuanarta Ha Opost Ha TpoMmOoruTHTE Ha 1-Ba, 2-pa, 3-Ta, 4-Ta, 5-Ta, 6-Ta U

7-ma rofiMHa OT rpoyuBaHeTo ¢ 6mna crorseTHo 85 000/pl, 85 000/ul, 105 000/ul, 64 000/ul,

75 000/pul, 119 000/ul u 76 000/ul .

TAPER (CETB115J2411):

Tosa e npoyuBane aza Il ¢c exno pamo, BkmouBaio manuenT ¢ UTII, nekyBanu ¢ entpombonar
CJIe]] HEYCIEeITHO KOPTHKOCTEPOUTHO JIEUEHUE OT ITbPBa JIMHI, HE3aBHCUMO OT BPEMETO CIIE]
mocraBsiHe Ha quarHos3ata. O0mo 105 manueHTH ca BKIYEHH B IPOYYBAHETO M Ca 3all0YHAIIN
neuenwue ¢ entpombonar 50 Mg BeaHsk AHEBHO (25 MY BeIHBK THEBHO 3a MAI[MEHTH C M3TOYHO-
/FOTOM3TOYHOA3UATCKH MPOU3xo/). Jlo3ara enrpoMbomar € KOpurupaHa o BpemMe Ha repuojia Ha
JICYCHHE Bb3 OCHOBA HA MHIUBHUIYATHIS OpO TPOMOOITUTH C I1eJ1 IOCTUTaHE HUBO HA TPOMOOITUTHTE
>100 000/pl.
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Ot 105—mara namnmueHTH, KOUTO ca BKIFOYCHHU B IIPOYYBAHETO M KOUTO Ca MOJIYYHIIH ITOHE eHA /1032
entpombonar, 69 naruenTn (65,7%) 3aBbpIIBAT JeueHHETO, a 36 maruentH (34,3%) mpekneBar
JICYCHUETO Ha PaHEH eTall.

AHanu3 Ha TpaifHUs OTrOBOP CJie]] CTUPAHE HA JICUCHUETO

[IbpBUYHATA KpaiiHa TOYKA € MPOICHTHT MAlUEHTH C TPASH OTIOBOP CIIE] CIIUPAHE Ha JICYEHUETO JI0
Mecern 12. TTaiieHTHTE, KOUTO ca JOCTUTHAIH Opoit Ha TpomborTuTe >100 000/pl 1 Gposit Ha
TpoMmbonuTHTe ce 3amassa okoso 100 000/pl B mpoabmxenue Ha 2 Mecena (6€3 CTOMHOCTH MO

70 000/pl), otroBapsT Ha yCIIOBHATA 3a HAMaJIIBaHe Ha J03aTa Ha eITPOMOOIIar 1 MpeKbCBaHe Ha
JICUCHHUETO. 3a JIa Ce MPUEME, Y€ € TIOCTUTHAT TPACH OTTOBOP CJIe JICUCHHETO, MAIUSHTHT TPSAOBa J1a
noaabpika 6poit Ha TpomOormTrTe >30 000/l npu umca Ha KbPBEHE WK MPHUJIATaHE Ha CIIACUTEIIHO
JICYCHUE, KAKTO 10 BpeMe Ha Mepro/ia Ha HaMalliBaHe Ha J103aTa, Taka U Clie/l IPEKhCBaHE Ha
nedeHuero 10 Mecery 12.

IIpoasIKUTENTHOCTTA HA HAMAIIABAHE HA JI03aTa € UHIUBUIYaTH3UpaHa B 3aBUCUMOCT OT HaYaJHATa
J103a ¥ OTTOBOpa Ha nanueHTa. ChrilacCHO cXeMaTa 3a HaMalsiBaHEe Ha JI03aTa ce MpernopbyuBa
MOHIKaBaHE Ha 7103aTa ¢ 25 MQ Ha BCEKH 2 CEIMUIIH, aKO OposAT Ha TpoMOouuTHTE € cTabmieH. Crex
KaTo JIHEBHATA J[03a € HamMaJieHa JI0 25 M 3a mepuoJ OT 2 CeJMMIIH, CJIC]] TOBA CE MpuJiiara J103a

25 mg mpe3 1eH B MpOoAbKEHIE Ha 2 CEIMHIIM JI0 MMPEKbCBaHE HA JICUCHUETO. [Ipy marueHTuTe ¢
M3TOYHO-/FOTOM3TOYHO-a3UaTCKH MPOU3X0/] HAMAIIBAHETO € U3BBPIICHO Ha [T0-MAaJKU CTHIIKU OT
12,5 mg Ha Bcsika BTOpa ceamuiia. B ciydaii Ha Bb3HUKBaHE Ha peruauB (neduHupan kato 6poit Ha
tpombonuTrte <30 000/pl) Ha manmeHTHTE ce mpeaIara HOB Kype enTpoMOorar ¢ moaxo/s1ia
HavayHa J103a.

Ocempecert u aeBet nanuenTH (84,8%) nocturar mpjeH oTroBop (Opoii Ha TpoMOoOLUTHTE

>100 000/pl) (Ctprka 1, Tabauma 5), a 65 namuentn (61,9%) 3ama3BaT bJIHUSA OTTOBOP Haii-MajKo

2 Meceria, kato Opost Ha TpomboruruTe He crmaaa mox 70 000/ul (Crenka 2, Tabnura 5). TIpu
yeTupuaeceT U yeTupH nanueHTs (41,9%) e 61io Bb3MOXKHO J1a ce HaMalu J103aTa Ha entpomobornar
JI0 TIOCTUTaHe Ha MPEKbCBAaHE Ha JICYEHHETO, KaTo OposT Ha TpomMbouuTuTe ce 3amaszsa >30 000/pl npu
JIMIICa Ha KbPBEHE WJIM TpHJIarane Ha crnacutesHo jeuenue (Cronka 3, Tabnuia 5).

[IpoyuBaHeTO MOCTUTA MBPBUYHATA CH I KAaTO IEMOHCTPHPA, Y€ eNTpoMOOIar MoxKe J1a MHIAYIHpa
TpaeH OTTOBOP CJIC/ CIIMPaHEe Ha JICYCHUETO MPH JIUIICA HAa KbPBEHE WM MPHJIaraHe Ha CIIACHTEITHO
nedenue 10 Mecer 12 mpu 32-ma ot 105—rte Brimtouenu naruentu (30,5%; p<0,0001; 95% CI: 21,9,
40,2) (Crprka 4, Tabauma 5). To Mecen 24, 20 ot 105-te Brmodyenu maruentu (19,0%; 95% Cl:
12,0, 27,9) 3ama3BaT TpaeH OTTOBOD CIIE[ CIIMPaHe Ha JEYEHHUETO IIPH JINUICA Ha KbPBEHE UITH
npuiarane Ha criacutenao neuenue (Croenka 5, Tabmuma 5).

MennaHaTa Ha IPOABIDKUTEIIHOCTTA HAa TPAWHUS OTTOBOP CIE]] MPEKhCBAHE Ha JICUCHHETO 10
Mecen 12 e 33,3 cenmunu (MuHUMYM-MakcumyMm: 4-51), a MeauaHaTta Ha IPOIBDKHTEHOCTTA HA
TpaifHUs OTTOBOP CJIe]l IPEKbCBaHe Ha JeueHueTo 10 Mecer 24 e 88,6 cenmuiiu
(MuaEMYM-MakcumyM: 57-107).

Crnen HamaJIsIBaHe Ha J103aTa U MPEKbCBaHE HA JICUCHUETO C eaTpomOonar npu 12 manueHTH nma
3ary0a Ha OTTOBOP, 8 OT TSIX 3all0YBAT OTHOBO MPUEM Ha eITPOMOOIIAT U U 7 UMa Bh3CTAHOBSBAHE
Ha OTrOBOpA.

ITo Bpeme Ha 2-roMIIHUS IEPHOJ Ha TIpociiensBane, 6 ot 105-te nauuent (5,7%) momy4yaBat
TPOMOOEMOOTNYHN CHOUTHS, KaTO OT TsIX 3 manuentH (2,9%) nonydaBaT 1p100Ka BEHO3HA TPOMO03a,
1 manument (1,0%) mony4yaBa MOBBPXHOCTHA BEHO3HA TpoMm6bo3a, 1 manuent (1,0%) monygasa
TpoM0b03a Ha KaBepHO3HUs cuHyc, 1 manuent (1,0%) mosiydasa 1epeOpoBacKyIapeH HHIMACHT U

1 nanment (1,0%) nony4asa 6eroapodben emoomu3bpM. OT 6-Te manueHTH, 4 NaUeHTH MoayJYaBat
TpOMOOEMOOTMYHH CHOUTHS, KOUTO ca ChoOIIeHH kaTo CTelneH 3 WM M0-BUCOKa, a 4 MalueHTH
NOJIy4aBaT TPOMOOEMOOIMYHH CHOUTHS, KOUTO ca ChOOIIEHHU KaTro cepro3nu. He ce choOmara 3a
Clly4yaH C JIETaJleH U3XO/I.
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HBaznecer ot 105 nauuenTn (19,0%) nomyyaBat JeKu 10 TEKKH XeMOPArHYHU CHOUTHUS, JOKATO
npreMar JISYeHHETO, IPE/IN J1a 3all0YHe HaMalsiBaHeTo Ha jo3ara. Iler ot 65 maumentu (7,7%), KouTo
ca 3aroyHai HaMaJlsiBaHe Ha J]03aTa, MOJTy4aBaT JIEKH JI0 YMEPEHU XeMOParndHy ChOUTHS 110 BpeMe
Ha [epruo/a Ha HaMaJIsIBaHe Ha J1o3aTa. He ca Bb3HMKHAIM TEKKU XEMOPAarnyHHu ChbOUTHUS 110 BpeMe Ha
niepro/ia Ha HaMalsBaHe Ha jo3ara. J[Bama ot 44 manuenty (4,5%), npu KOUTO 103aTa € HaMaleHa u
JIEYEHHUETO C eNITPOMOOTIIATr € MPEeKbCHATO, T0JTyYaBaT JEeKU 10 YMEPEHN XeMOparundHu ChOUTHS CIIe]
npeKbCBaHe Ha iedeHuero 1o Mecer 12. [To Bpeme Ha TO3H MEPUO]] HE € BE3HUKHAIIO TEKKO
XeMOparu4Ho croutre. Hukoit oT nanueHTrTe, KOUTO MPEeKbCBAT MprUeMa Ha eITpoMOomnar u ca
BKJIIOYCHH BBB BTOpATa FOIMHA HA IPOCIIE/IBaHE, HE MTOy4aBaT XeMOPAarndHO ChONUTHE 110 BpeMe Ha
BTOpara rojuHa. J[se cbOUTHUS Ha BhTpeUepereH KPbBOU3IMB C JIETAJICH U3XO0J ca ChOOICHH IO BpeMe
Ha 2-TOJMIIHMS TIEpHOA Ha rpocieasBane. U nBete chOMTHA BH3HUKBAT IO BpEME Ha JICYEHHETO, HE B
KOHTEKCTa Ha HaMaJIsiBaHe Ha Jo3ara. ChOUTHATA HE CE CUMTAT 3a CBBP3AHU C JIEKAPCTBOTO IO
IPOYYBAHETO.

HsnocTHUAT aHanm3 3a 0€30MaCHOCT CHOTBETCTBA HA MPEIXOAHO CHOOIICHUTE TaHHU U OIICHKATa
PHUCK-TI0JI3a OCTaBa HEITPOMEHEHA 3a yIoTpebaTa Ha entpoMoOomnar npu manuentu ¢ UTII.

Tabmuuma 5  TIpoueHT HA MAIHEHTHTE ¢ TPAEH OTTOBOP CJIeA CNUPAHE HA JIeYeHHETO Ha
mecen 12 u Ha mecen 24 (usaaTa anajausupana rpyna) B TAPER

Benuku nauMeHTH IIpoBepka Ha xunore3a
N=105
n (%) 95% ClI p- OTXBBpJIEHH
CTOIHOCT HO
Croenka 1: TlanuenTH, KOUTO ca JOCTHraau Opoii Ha 89 (84,8) | (76,4, 91,0)
tpombGorutute >100 000/l moHe BeaHbK
Crbrka 2; IlanueHTH, KOUTO MOIBPXKAT cTabuIIeH Opoil Ha 65 (61,9) | (51,9, 71,2)

TPOMOOIUTHUTE B MIPOBIDKEHHE HA 2 MECea ClIe]l JIOCTUTaHe Ha
100 000/ul (6e3 croiinoctu <70 000/ul)

Crobrka 3 TlanueHTH, Mpyu KOUTO € OUJI0 Bh3MOXKHO JIa Ce 44 (41,9) |(32,3,51,9)
HaMaJM J103ata Ha eaTpomOorar 10 NpeKbcBaHe Ha JIEYEHHUETO,
KaTo OposAT Ha TpoMOouuTHTE ce 3ama3sa >30 000/pl mpu numnca
Ha KbpPBEHE WM IPHJIAraHe Ha HAKAKBO CHACHTEITHO JCUCHHE

Crorka 4: TlaneHTH ¢ TpaeH OTroBOp CJie]l CIIUpaHe Ha 32 (30,5) |(21,9,40,2) | <0,0001* Ja
JIeYeHUeTo 0 Mecen 12, mpu Kouto 6posT Ha TPOMOOLUTHTE Ce
3amaszsa >30 000/pl pu surica Ha KbpBEHE WIIH TIPHJIaraHe Ha
HSKAaKBO CITACHTEIIHO JICUCHHUE

Crpnka 5: TlanuedTH ¢ TpaeH OTTOBOD Cle]l CIUpaHe Ha 20(19,0) | (12,0, 27,9)
JISYCHHETO OT Mecer 12 mo Mecerr 24, mpu KOWTO OposIT Ha
TpombGoruTuTe ce 3anazea >30 000/l mpu numca Ha KbpBEHE
WITH TIPUJIaraHe Ha HAKAaKBO CIIACHTENHO JICUSHHE

N: 0611 Gpoii marMeHTH B rpymaTa 3a jJedeHue. ToBa ¢ 3HaMEHATE T, H3MONI3BaH P H34UCIsBaHe Ha mpoueHtute (%).

N: Gpoii NaIlMEHTH B ChOTBETHATA KATETOPHS.

95% CI 3a yecroTaTa Ha pasnpeacICHIE € H3UNCIICH Ype3 M3MOI3BaHeTO Ha TouHMs MeTox Ha Kitomrsp- Iuspcesu (Clopper-Pearson
exact method). Tectst Ha Kitomrsp-TInbpchH € H3M0I3BaH, 3a Ja ce M3CIIe/iBa Jajli MPOLEHTHT Ha pecnoraepute € >15%. Cl u p-
CTOMHOCTHTE Ca ChOOIIEHH.

* O603HauaBa CTATUCTHYECKA 3HAUMMOCT (eHOCTpanHo) npu HuBO 0,05,

Pesynratu oT aHaNM3a Ha OTTOBOPA KbM JICYEHHETO MO OTHOIICHUE HA BPEMETO CJIe]] MOCTABAHE Ha
nuarnosara UTII

ITposenen e ad hoc ananu3 Ha Benuku N=105 marMeHTH MO0 OTHOIMICHNE HA BPEMETO CJIE]T IIOCTABIHE
Ha nuarnosata UTII, 3a ma ce olieHr 0TroBopa KbM eATpOMOOTAr MpH YeTUPU Pa3THYHA BPEMEBU
KaTeropuu el mocrassHe Ha quarHosata UTII (HoBomuarHoctuimpana UTII <3 mecena,
nepcuctuparia UTIT 3 no <6 mecena, nepcuctupaia UTII 6 no <12 mecena u xporanuna UTII

>12 mecena). 49% ot marmentute (N=51) ca nmanu nocraBena auarnosa MTII ot <3 mecena, 20%
(n=21) ot 3 mo <6 meceria, 17% (n=18) ot 6 g0 <12 mecena u 14% (n=15) ot >12 Meceiia.

Jlo narara Ha 3akitouBaHe Ha gaHHUTE (22 okTomMBpH 2021 r.) NAMEHTHTE Ca UMAJH SKCTIO3ULIUS Ha
entpombornar ¢ Meauana Ha npoabnkuTensoct (Q1-Q3) 6,2 mecena (2,3-12,0 mecera). Mennanara

(Q1-Q3) na 6pos TpomboIIMTH Ha U3x0aHO0 HIBO € 16 000/ul (7800-28 000/ul).
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OTroBOp KbM JICUEHUETO, OTIPEICIICH OT OpOst Ha TPOMOOITUTUTE, NehUHUPAH KaTo Opoit TpOMOOITUTH
>50 000/pl mone Beauwx 10 Cenmuna 9 6e3 cnacuTenHo JieueHue, e mocturHat npu 84% (95% Cl:
71% mo 93%) ot HoBomMarHocTrnupanute nanuentu ¢ UTII, 91% (95% Cl: 70% no 99%) u 94%
(95% CI: 73% mo 100%) ot marmentute ¢ nepcuctuparia UTII (1.e. ¢ muarnoza UTII chorBeTHO 3 110
<6 mecera u 6 10 <12 mecerna) u mpu 87% (95% Cl: 60% mo 98%) ot manmentute ¢ xpouuuna UTTI.

YecroTara Ha ITBJIEH OTTOBOP KBbM JIEYEHHETO, AerHupana KaTto 6poii TpomOormTy >100 000/l mone
Benubxk 10 Cenmuria 9 6e3 ciacurtento nedenue, € 75% (95% Cl: 60% mo 86%) npu
HoBoauarHoctunupanu nament ¢ UTII, 76% (95% ClI: 53% no 92%) u 72% (95% CI: 47% no
90%) nipu manmentu ¢ nepcucrupaia UTII (¢ nuarnoza UTII ceotBeTHO 3 110 <6 Meceria u 6 110

<12 mecera) u 87% (95% CI: 60% mo 98%) mpu maruentu ¢ xporudana UTTIL.

YecroTara Ha TpaeH OTTOBOP KBbM JIEUEHNETO, AePUHUpPaH KaTto 6poit TpombonuTr >50 000/pl 3a mone
6 ot 8 mocienBamy oleHKK O€3 CIIaCUTENHO JICUeHHE N0 BpeMe Ha ITbpBHUTE 6 Mecela B IPOy4BaHETo,
e 71% (95% CI: 56% no 83%) npu HoBoaMarHocTuiupanu naimentu ¢ UTII, 81% (95% CI: 58% no
95%) u 72% (95% CI: 47% mo 90,3%) mpu maruentn ¢ nepcuctrpama UTII (¢ quarnoza UTIT
choTBETHO 3 710 <6 Mecera u 6 10 <12 mecera) u 80% (95% Cl: 52% mo 96%) mpu manueHTH ¢
xponnyHa UTII.

Ipu ouensiane criopen Ckanara 3a kepene Ha C30 (WHO Bleeding Scale) croTHOIIEHMETO Ha
HoBoMarHoctuipany manueHT ¢ UTII u narwenTtu ¢ nepcucrupama UTII 6e3 kbpBeHe Ha
Cemmuna 4 e B quanazona ot 88% mo 95%, cnpsmo 37% mo 57% Ha M3XOAHO HUBO. 3a MAIIMEHTHUTE C
xpounyHa UTII to e 93%, cnpsimo 73% Ha W3XOAHO HUBO.

BeszonacHocTTa Ha enTpombomnar e cxonHa npu Bcuuku kareropuu UTII u cboTBEeTCTBA Ha N3BECTHHUS
My mpodriT Ha OE30TacHOCT.

He ca nmpoBexaany KIMHAYHYU MPOYYBAHNSA, KOUTO J1a CPABHAT eNTPOMOONAr CpsMo IPYTH BapHaHTH
3a JiedeHue (Harp. ciuieHekToMus). [Ipenn 3armoyBane Ha Tepamnus, TpsOBa Ja ce mMa MPeaBUI
IBJITOCPOYHATA OE30IIaCHOCT Ha eNTpOMOOTIar.

Heouampuuna nonynayus (na ev3pacm om 1 0o 17 200unu)
be3omacHocTTa M epUKaCHOCTTA HA eNTPOMOOTIAr IIPH NEUATPUYHH HALMEHTH € IPOYyYCHA B IBE
MIPOYYBaHUSI.

TRA115450 (PETIT2):

[IbpBUYHATA KpaiiHa TOYKa € MOCTUTHAT TPacH OTTOBOP, Ie(HUHUPAH KATO MPOUCHTHT MAIlUEHTH,
IpUeMally enTpoMOorar, B CpaBHeHHUE ¢ Iu1anedo, mocTuruany opoii Ha Tpomoouutute >50 000/l B
MIPOIBIDKEHUE Ha MTOHE 6 OT 8 cemMUIH (ITpH JIUIICa Ha )KUBOTOCTIACSBAIIA TEPATIHS ), MEXKTY
cenmuIy 5 10 12 o BpeMe Ha JIBOMHOCIENHS paHJI0OMHU3HPaH Niepuo. [Ipu maneHTuTe e mocraBeHa
nuarao3a xponnyna UTII ot mone 1 roauna u ca Ounu pedpakTepHu WIK ca UMaId PELUANB IpU
MOHEe eHO npeamecTBaio JeueHue Ha UTII, nim ca Ounu HecriocoOHU 1a MPOABIDKAT C IPYTH
Meroau Ha jJedeHne Ha UTII mo MemUIIMHCKY IMOKa3aHUs U ca UMalld Opoil Ha TpOMOOITUTE

<30 000/ul. MesetneceT u nBaMa malMeHTH ca cTpaTU(OUIMPAHH 10 B3PACT B TPH KOXOPTH U
pangomusupani (2:1) Ha enrpombomnar (n=63) unu rianebo (n=29). Jlozata Ha entpombomnar e
MOXeJIO 1a ObJIe KOPUTHpaHa Bh3 OCHOBA HA MHIWBHIyTHUS OpOH HA TPOMOOIIMTHTE.

Kato 11510, 3Ha4NTETHO MO-BUCOK MPOLEHT OT MalHeHTHTe, preMainy enrpomoonar (40%), cupsmo
NalMeHTHTe, mpueMany mianedo (3%), mocturat MbpBUYHATA KpaifHa TOUKa (ChOTHOLICHUE HA
mrancosere: 18,0 [95% CI: 2,3; 140,9] p<0,001), kato pe3ynaraTure ca moJOOHU B TPUTE Bb3PACTOBH
koxoptu (Tabauua 6).
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Ta6auna 6 CremneH Ha MOCTUTHAT TPaeH OTTOBOP 10 OTHOIIEHHE HA TPOMOOLUTHTE O
Bb3PACTOBH KOXOPTH NPH NeAUATPUYHHU nanueHTH ¢ xpounyna UTII

Entpombormnar [Tnane6o
n/N (%) n/N (%)
[95% CI] [95% CI]
Koxopra 1 (12 no 17 roauum) 9/23 (39%) 1/10 (10%)
[20%, 61%)] [0%, 45%]
Koxopra 2 (6 1o 11 roaunm) 11/26 (42%) 0/13 (0%)
[23%, 63%)] [N/A]
Koxopra 3 (1 10 5 roaunn) 5/14 (36%) 0/6 (0%)
[13%, 65%)] [N/A]

CTaTHCTHYECKH MO-MAITKO MAIlMEHTH, TIPUEMAIIIX eNTPOMOOIIAr, ca ce HyXK/Iaeu OT
JKUBOTOCIIACSBAIIA TePAITHs [0 BpEMe Ha MEPUO0/Ia Ha PaHJAOMHU3AIUs CIIPSIMO MAI[UCHTUTE, TPUEMAIIH
rutane6o (19% [12/63] cipsimo 24% [7/29], p=0,032).

Ha u3xoano HuBO 71% OT marpieHTUuTe B rpynara Ha entpomoonar u 69% B rpymnara Ha 1ianedo
cpobiasar 3a kbpBeHe (C30 Crenenu 1-4). Ha Ceamuria 12 npoueHTHT Ha MAIUEHTUTE, PHEMAIIN
enTpoMOoIIar ¥ cho0IaBaIlH 38 KbPBEHE, € HaMaJIslI HAaIIOJIOBHHA CIIPSIMO M3XOHATA CTOMHOCT
(36%). 3a cpaBHeHue Ha ceamuia 12,55% ot nanueHTUTe, NpUeMaliy miainedo, cho0IaBar 3a
KbPBEHE.

Ha manmenTtuTe € OMiIo mMo3BoOJICHO a HaMasIT Witk crpat Tepanusta 3a MTII Ha n3xoaHO HUBO camMo
o BpeMe Ha oTkpuraTa (aza Ha nmpoyuBaneTo u 53% (8/15) oT manmenTHTe ca OWIH B ChCTOSHUE 1
HamayAt (n=1) nim cipar (n=7) tepanusra 3a UTII Ha u3X01HO HHUBO, MPEAUMHO KOPTHKOCTEPOUIH,
0e3 11a ce e Haylarajia JKHBOTOCIIacsIBaIlla Teparsl.

TRA108062 (PETIT):

[IbpBUYHATA KpaliHa TOYKA € MPOIEHTHT MAIMEHTH, MOCTUTHAIN Opoit Ha TpomOonmTUTe >50 000/pl
MOHE BEIHBX MEXy ceaMuiid 1 U 6 ot nepuoja Ha pangomuzanus. [lanuenture ca ¢ auarnoza UTII
OT ToHe 6 Mecela 1 ca pepakTepHH WK Ca UMaJli PEUUANB NIPU TIOHE €IHO MPEIIECTBAIIO JICUeHHE
Ha UTII u ca umanm 6poii Ha Tpomborurute <30 000/pl (n=67). 1o Bpeme Ha neprona Ha
paHIOMHU3AIMS TTAIIUEHTUTE Ca CTPATU(GUIIMPAHH IO BB3pacT B TPH KOXOPTHU U paHaoMu3upanu (2:1)
Ha enxtpombornar (n=45) wim mwiarnedo (n=22). Jlozara Ha enTpoMOomIar € MoOXKeJo a Ob/ie KopurupaHa
Bb3 OCHOBA Ha WHVBUIYaJIHUsI OPOY HA TPOMOOIIUTHUTE.

Karo 5o, 3HaunTETHO TO-BUCOK MPOLIEHT OT MallMEeHTHTE, pueMariy entpomoonar (62%), cupsamo
MalKueHTHTe, MpreManiy mianedo (32%), mocTurat mbpBUYHATa KpaiiHa TOYKa (ChOTHOIIEHNE Ha

mancosete: 4,3 [95% CI: 1,4; 13,3] p=0,011).

Tpaen otroBop ce HabmoAaBa npu 50% OT THPBOHAYAIIHO OTTOBOPHIINTE B MPOABIDKeHHE HA 20 OT
24 cepmunm B ipoyuBaneTo PETIT 2 u B npoxbinkenue Ha 15 ot 24 ceamunu B npoyusaneto PETIT.

Ilpoyusanus npu mp0M60uum0nesz, acoyuupaHa ¢ XpoOHuU4erH xenamum ()

EduxacHocTTa 1 6€30macHOCTTa Ha eNTpOMOOIIar 3a JieueHHe Ha TPOMOOLMTONICHNUS P MALIUEHTH C
HCV unbexuus ca olieHEHH B JBE paHIOMHU3UPAHH, TBOMHOCIEIH, TIIAI[e00-KOHTPOIUPaHH
npoyusanusi. B ENABLE 1 3a npoTHBOBHpYCHO JIeUeHHE ca M3MOI3BaHU MeruHTepdepoH anda-2a
uiroc pubasupuH, a B ENABLE 2 ca m3non3Banu neruatepdepoH anda-2b miroc pudbaBUpuH.
[TanenTHTE HE Ca MprUeMaau JUPEKTHO AeiicTBaIly IPOTUBOBUPYCHHU cpezcTBa. 1 B nBeTe
MPOYyYBaHUs, MalUEHTUTE ¢ Opoit Ha TpomOoruTuTe <75 000/pl ca Ouu BKJIFOUBAHU U Pa3NpPeCIISTHH
Ha rpymnu criopen 6post Ha TpomOonuTuTe (<50 000/l 1 >50 000/l mo <75 000/ul), ckpuHuHTOBaTA
HCV PHK (<800 000 IU/ml u >800 000 IU/ml) u HCV renoruna (rerotun 2/3 u renorun 1/4/6).
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WzxoaHnTe XapakTeprUCTUKU Ha 3a00JI1BaHETO ca OWIIM CXOTHH B ABETE MPOYYBAHMS U Ca OTTOBAPSIIN
Ha TOIyJIAIKs MAalMeHTH ¢ KoMneHcupan xenatut C u nupo3sa. [lo-ronsma 4acT ot marueHTuTe ca
oumu ¢ HCV renorun 1 (64%) u ca umanu cBbp3anu Gudpo3a/mupo3a. TpuiiceT u eMH MpOIeHTa OT
manueHTHTe ca oM Ha npeAmectsama Tepanus 3a HCV, rmaBHo nermimpad HHTEp(EpoH MLTI0C
pubaBupuH. V3xoauusaT 6poit Ha TpomOonuTHTe (Meauana) e 6un 59 500/l mpu aBete rpymnu Ha
neuenue: 0,8%, 28% u 72% oT BKIFOUEHHUTE MAIUEHTH Ca IMai Opoii Ha TPOMOOIIUTHTE CHOTBETHO
<20 000/pl, <50 000/pl 1 >50 000/pl.

ITpoyuBaHusTa Ca Ce ChCTOSUIH OT JiBe (ha3u — (hasa mpeau BKIOYBAHE HAa IPOTHBOBUPYCHO JICUCHHE
(haza ¢ IpOTHBOBHUPYCHO JieueHue. BB (pasara rmpeau BKIIOYBaHE HA IPOTHBOBUPYCHO JIEUEHHE
MalMEeHTHTE Ca MMOJIyYaBalii elTpoMOoIar Ha OTBOPEH MPHHIIKII 3a TIOBHIIIaBaHe Ha OpPOs Ha
tpombormtute 10 >90 000/l mpu ENABLE 1 1 >100 000/pul mpu ENABLE 2. Meauanara Ha
BPEMETO 3a TOCTUTAHe Ha TapreTHUs 6poit Ha TpomoonmTrTe >90 000/ul (ENABLE 1) mmun

>100 000/l (ENABLE 2) e 2 ceamunn.

[TepBryHaTa KpaifHa Touka 3a e(UKacCHOCT 3a JABETE MPOyYBaHUS € OWla TpaeH BUPYCOJIOTHUCH
otroBop (SVR), ompenenen kaTo MpoIeHT MarueHTy, npu kouto He ce oTkpuBa HCV-PHK na 24-tara
ceIMUIIa ClIe/] 3aBbpILIBaHE Ha TUIAHMPAHHS IEPUOJ] Ha JICUCHHE.

U B nBere npoyuanus npu HCV 3HauuTEIHO MO-rojIsiMa 4acT OT MallMEHTHUTE, JIEKYBaHH C
entpombomnar (n=201, 21%), ca nocrurnanu SVR, B cpaBHeHHUE ¢ JieKyBaHuUTe ¢ miaiebo (n=65, 13%)
(Bx. Tabmuma 7). [loqoOpeHueTo npu Ta3u 4acT OT MAMEHTHTE, KOUTO ca gocTurHamu SVR, e Ouino
CHOTBETCTBAIIO BHB BCHUKH MTOATPYIIH HA paHaoMU3upaHe (u3xoeH Opoit Ha Tpomborutute (<50 000
cpsimo >50 000), Bupycen Toap (<800 000 [U/ml cripssimo >800 000 [U/ml) u reroTun (2/3 cipsimo
1/4/6)).

Tadauna 7 Bupycosornuen orrosop npu HCV nauuentn B ENABLE 1 u ENABLE 2

CoopHHU TaHHH ENABLE 12 ENABLE 2°

ITammenTn,
JOCTHUTAIIH 1439/1520 (95%) 680/715 (95%) 759/805 (94%)
TapreTeH Opoii
TPOMOOILIUTH H
3aroyBaniu
MIPOTUBOBHPYC
Ha Tepanus ®

Earpomoéonar | Ilmame6o | Earpom- | I[lianeoo | Eaxrpoméonar | Ilimame6o
oomar

OO0 Opoii n=956 n=485 n=450 n=232 n=506 n=253
NMAIUEeHTH,
BJIM3AIIH BbB
¢a3zara na
NMPOTHBO-
BHpYCHA
Tepanus

% MANUEHTH, TOCTUTALIIM BUPYCOJIOTHYECH OTTOBOP

Oom SVR' 21 13 23 14 19 13

HCV PHK
2eHomun

Tenotun 2/3 35 25 35 24 34 25

I'enotun 1/4/6 15 8 18 10 13 7

a

Huea na

anoymun ©
<35 g/l 11 8
>35 g/l 25 16
MELD ckop®
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>10 18 10
<10 23 17

a Enrrpom6orar, mpunarad B KoMOuHanus ¢ meruarepdepon anda-2a (180 g Beaubx
cenMuuHO 3a 48 ceamury 3a renotun 1/4/6; 24 ceqmuru 3a reHoTHN 2/3) TIIOC prOaBUPHH
(800 mo 1200 mg nHEBHO MEpPOPATHO, pa3ieecHH Ha 1Ba IPHEMa)

0 Entpombonar, npunarad B komOuHanus ¢ neruarepdepon anda-2b (1,5 pg/kg
BEIHBK CeIMHUUHO 3a 48 cenmury 3a reHotun 1/4/6; 24 ceamuru 3a reHoTuri 2/3) miroc
pudasupu (800 1o 1400 mg nHEBHO NMEPOPATTHO, pa3/ICIICHU Ha /1Ba IpHUeMa)

B Tapreruusr Opoit TpombormT ¢ 6rn >90 000/ul 3a ENABLE 1 u >100 000/pul 3a
ENABLE 2. B ENABLE 1, 682 nanuenTu ca panqoMu3upaHy BbB ¢a3ara Ha IPOTUBOBHPYCHO
Je4eHNe; B MOCIEACTBHE 00a4e 2-Ma MaleHTH ca OTTEIIN HHPOPMUPAHOTO CH ChIJIACHE
Ipeny a 3all09HaT IPOTHBOBUPYCHO JIEUECHHE.

r p-croiiHoct <0,05 3a entpombonar cnpsaMo miaredo
bi 64% ot nmarmenture B ENABLE 1 1 ENABLE 2 ca Owiu resorun 1
e Post-hoc ananus

Jpyru BTOpUYHM HaXOJKH OT NMPOYYBAHUATA BKIIOUBAT: 3HAYUTETHO MIO-MAJIKO TAIIMEHTH Ha JeUeHHe
¢ enTpoMOoNar ca NpeKbCHANN IPOTUBOBUPYCHATA TEPAITUs IIPEKACBPEMEHHO, B CPAaBHEHHE C
wane6o (45% capsamo 60%, p=<0,0001). [Ipu no-ronsimMa 4acT OT NAUEHTHTE HA ENTPOMOOIIAr He ce
€ HAJIOXKWIO HAKAKBO HAMAJIIBaHE HA J103aTa HAa IPOTHBOBUPYCHATA TEPaIus, B CPABHEHUE C ILIale0o
(45% crmpsimo 27%). Jlewenneto ¢ entpombonar e 3a0aBHIIO M HAMAIUIIO CIy4auTe Ha HaMaJIIBaHE Ha
J103aTa Ha MEerMHTePEPOH.

5.2 dapmakoKHHETHYHH CBOHCTBA

q)aDMaKOKI/IHeTI/IKa

Jannute 3a miua3MeHa KOHLEHTpaLKs - BpeMe Ha enTpoMoOonar, monydenu ot 88 narmentu ¢ UTII B
npoyuBanusita TRA100773A u TRA100773B, ca komOuHupanu ¢ nanuu ot 111 31paBu BB3pacTHU
y4YacTHUIIM B nomyianuoHeH (papmaxkokunerndeH (PK) ananus. [IpencraBenu ca pesynraTure 3a
masmeHuTe AUC o) 1 Crax Ha entpomoOorar 3a nanuenture ¢ UTIT (Tabmuna 8).

Ta6anna 8 Cpennu reomeTpu4Hu cToifHocTH (95% 10BepuTe/IeH HHTEPBAJI) HA
(papMakoOKMHETHYHHTE MapaMeTPH 3a MJIa3MeHa KOHIIEeHTPAlus Ha eJTpoMOonar B
CTAIlMOHAPHO ChCTOsTHME NPU Bb3pacTHu ¢ UTII

Jlo3a Ha eaTpombonar, N AUC %, ng.h/ml Cmax®, ng/ml
BeJIHBK JIHEBHO
30 mg 28 47 (39, 58) 3,78 (3,18; 4,49)
50 mg 34 108 (88, 134) 8,01 (6,73; 9,53)
75 mg 26 168 (143, 198) 12,7 (11,0; 14,5)
a AUC0.1) 1 Cax B3 0OCHOBa Ha momyJaionan PK post hoc pesynratu.

JlaHHu 3a 1a3MeHaTa KOHLEHTPALus Ha enTpoMOonar BbB BpeMeTo, chOpanu npu 590 nanueHTH ¢
HCV, Brmouenn BbB (asza Il mpoyusanusta TPL103922/ENABLE 1 u TPL108390/ENABLE 2, ca
KoMOuHMpanu ¢ JanHu oT nanuenT ¢ HCV, Brirouenn BB dasa |l npoyusane TPL102357, u ot
3[[paBU BB3PACTHU YYACTHHULM B MOMyJAllMOHEH (papMaKOKWHETHYEH aHanu3. M3uncnenure mia3mMesn
HuBa Ha Crax 1 AUC 0.y Ha enTpomObomnar 3a manuenty ¢ HCV, Bkimtouenu BB ¢asa 1l npoyusanusita,
ca mpencraBeHn B Ta0imia 9 3a Beska mpoydBaHa 703a.
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Ta6auna 9 Cpennn reomerpuynu croiinoctn (95% CI) Ha papMaKOKHHETHYHH NapaMeTpH
HA eJITPOMOONAr B MJ1a3MAaTa B CTAIIMOHAPHO CHCTOSTHHE NMPH NANUEHTH ¢ XpoHuyHa HCV

Jlo3a Ha N AUC o) Crnax
eJaTrpomoonar (ug.h/ml) (ng/ml)
(BeAHDBK THEBHO)
25 mg 330 118 6,40
(109, 128) (5,97; 6,86)
50 mg 119 166 9,08
(143, 192) (7,96; 10,35)
75 mg 45 301 16,71
(250, 363) (14,26; 19,58)
100 mg 96 354 19,19
(304, 411) (16,81; 21,91)

JlaHHHTE ca MPE/ICTABEHH KaTo CPpeHU reoMeTpryuHu croiHocTu (95% Cl).
AUC (0.) 1 Cimax Bb3 OCHOBA Ha TIOMYJIAIIMOHHH, ()apMaKOKHHETHYHH, POSt-hOC orienku npu Haii-
BUCOKATa J103a B IAHHHUTE 32 BCEKH IAI[UCHT.

A0OcopOrys 1 OMOHAIIMYHOCT

EntpomOomnar ce abcopOupa ¢ TMKOBa KOHIEHTpaLus 2 10 6 yaca ciiesl IepopaiHO NPHIIOKEHHE.
[Ipunoxenuero Ha enTpoMOONar eTHOBPEMEHHO C aHTHALMION U APYTH NPOLYKTH, ChABPKALIH
MIOJIMBAJICHTHU KaTHOHH, KaTO MJICYHU NMPOJAYKTH U XPAaHUTEIHH JOOABKH ¢ MUHEPANIH, 3HAYUTEIHO
HaMaJlsiBa EKCIO3UIUsATa Ha enTpomobonar (Bxk. Touka 4.2). B nmpoyuBaHe 3a OTHOCHTEIIHA
OMOHAJIMYHOCT NIPY BB3PACTHHU eATpoMbonar noj ¢popmara Ha Ipax 3a epopaiHa CyCIeH3Usl BOIH 10
22% no-ucoka minazmMeHa AUC o), OTKOIKOTO (hopMmarta Gpuiamupana TadneTka. AOComoTHATa
nepopanHa OMOHATMYHOCT Ha eATpoMOoNar ciell NPHIOKEHNUE IPH XOpa He € YCTaHOBeHa. Bb3
OCHOBA Ha ypHHApHATa eKCKPEIHs 1 MeTaboIUTUTE, KOUTO Ce OTACIAT ¢ deleca, epopaaHaTa
pe3opOLus Ha CBEP3aHUTE C JIEKapCTBOTO BELIECTBA CJIe]] MPUIIOKECHUE Ha eTHOKpaTHa J103a 75 mg
pas3TBOp Ha enTpomoOomnar e oleHeHa Ha Hali-Maiako 52%.

Pasnpenenenue

Entpombomar ce cBbp3Ba BB BUCOKA CTEIEH ¢ YOBEUIKUTE IIa3MeHH MpoTernHu (>99,9%), rmaBHO ¢
anoymuH. Entpombonar e cyocrpar 3a BCRP, Ho He e cyocTpar 3a P-riinkonporenna mwim OATP1B1.

Buorpanchopmars

EntpomOonar ce MeTabonm3upa riiaBHO Ype3 pas3lenBaHe, OKUCICHUE U KOHIOTAlUs ¢ TIIIOKYpOHOBA
KHCENUHA, TIIyTaTHOH WM LUCTenH. B mpoy4BaHe nmpu Xxopa ¢ paIuon30TOIHO MapKHUpaHe,
entpoMbornar e cberapisBan npuommsuteaHo 64% ot AUCo., Ha TIa3MEHHS PaiuOBBIIICPO/I.
OTKpuUTH ca ¥ BTOPOCTENICHHU METa0O0IUTH, TOJIyUYeHH B PE3yNTaT Ha IMIIOKYPOHUPAHE U OKHUCIICHHE.
In vitro mpoyuBanus npeamnonarar, ue CYP1A2 u CYP2C8 ca 0TroBOpHHM 32 OKHCITUTETHUS
MeTaboau3bM Ha entpomOonar. Ypunut audocdormokyponnn tpancdepasure UGT1IAL u UGT1A3
ca OTTOBOPHH 3a TIIOKYPOHUPAHETO, a OaKTepHsl B JJOJTHUS TaCTPOMHTECTHHAIEH TPAKT MOXKE Ja €
OTIOBOPHA 32 Pa3LENBAaHETO.

Enumunupane

Pe3opOupanusit enrpombonar ce MeTaboNInM3upa eKCTEeH3UBHO. [ TaBHUSAT BT Ha EKCKPELUs Ha
enrpomOonar e upes ¢eneca (59%), kato 31% oT no3aTa ce OTKpUBa B ypuHarta nox ¢popmara Ha
Metabonuti. HempoMeHeHo n3X0aHo chenuHeHue (enTpomOonar) He ce OTKpUBa B ypHUHATA.
Hempomenenusr entpomoornar, eKCKpeTrpaH BbB (ereca, cheTaBisapa npuommsutenso 20% ot
no3ata. [1na3MeHHuIT nomyKMBOT Ha ENMMUHHAPAHE Ha enTpoMOonar e npuoansutenHo 21-32 yaca.
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DapMaKOKMHETUYHH B3aMOJICHCTBUS

IIpu npoy4BaHus Ipu XOpa ¢ PaJHON30TOITHO MapKUpaH eNTpoMOonar € yCTaHOBEHO, 4e
[IIIOKYPOHUPAHETO UIpae He3HAUNTeNHa PO B MeTabonm3ma Ha enTpombonar. [IpoyuBanus ¢
YOBEIIKH YepHOAPOOHU MHUKpo30oMH ca ycTaHoBuiH, y¢ UGT1A1 u UGT1A3 ca enzumure,
OTTOBOPHH 3a TIIIOKYPOHHUPAHETO Ha entpombornar. Enrpomobomnar e maxuouTtop Ha roysim opoit UGT
eH3UMH N Vitro. KnMHUYHO 3HaYNMHU JIEKapCTBEHH B3aUMOJICHCTBHS, BKIFOUBAIIY [TIIOKYPOHHUPAHE, HE
ce 0YaKBaT, Mopaau orpannieHoto yyactue Ha otaeaante UGT eH3umHu B TIIOKYPOHUPAHETO HA
enTpomoonar.

[pubnuzutenno 21% ot npuerata q03a eNTPOMOOIIAT MOXKE Ja MPETHPIH OKCHIATUBEH
Mmetabonu3beM. [IpoyuBanus ¢ YOBEIIKK YEPHOIPOOHN MUKPO30MH ca yctaHoBuIH, ye CYP1A2 u
CYP2CS8 ca eH3uMuTe, OTTOBOPHH 32 OKHCICHHETO Ha enTpoMOorar. EntpoMOonar He mHXHOWpa U HE
uaayupa CYP ensumure criopen in Vitro u in vivo nanuu (Bx. Touka 4.5).

In vitro mpoyuBanus mokassat, e entpombornar e naxuourop Ha Tpancmoprepure OATP1B1u BCRP
¥ TIOBHIIIaBa €KCIO3UIMATa Ha pocyBacTaTrH (cyoctpar Ha OATP1B1 u BCRP) B ximHIYHO
M3MUTBAHE 32 JICKAPCTBCHHU B3aUMOACHCTBHS (BXK. Touka 4.5). B KIIMHUYHU pOyUBaHHUS C
enTpoMOoIIar e mpernopbyaHo HaMalIsgBaHe Ha 1o3aTa Ha ctatuHuTe ¢ 50%.

EntpomOomnar oOpasyBa xenaTu ¢ MOJUBAJICHTHU KATHOHHU KaTO KeJsA30, KLU, MarHe3ui,
ATYMUHHIA, CEJIeH ¥ IUHK (BXK. Touku 4.2 u 4.5).

In vitro mpoyuBaHus MOKa3BaT, Y€ eATPOMOONATr He € CyOCTpaT Ha TPAHCIOPTHPAIIHS OPraHUYHH
annonu noymnentug, OATP1B1, Ho e uaxudutop Ha To3u Tpancnoprep (ICso croitnoct 2,7 uM
[1,2 pg/ml]). In vitro mpoy4BaHusATa CHIO TaKa MOKA3BAT, Y€ EITPOMOOIIAT € CyOCTpaT ¥ HHXHOUTOP
Ha IPOTEHHA 33 Pe3UCTEeHTHOCT KbM pak Ha rbpaara (BCRP) (1Cso croiinoct 2,7 uM [1,2 pg/ml]).

Crenpaidy DOonyJIaNUY alUeHTH

Bvbpeuno yepeacoane

DapMaKOKMHETUYHUTE [I0KA3aTeNN Ha eITpOoMOOIIar ca NpoyyYBaHHU CIIE/ IPUIIOKEHHE Ha
enTpoMOorar Ha Bb3pacTHHU MallMEeHTH ¢ 0b0peyHo yBpexnane. Cres MpuiIokeHne Ha eTHOKpaTHa
no3a ot 50 mg, AUCo... Ha entpombonar e omia ¢ 32% 10 36% mno-HucKa P MalMESHTUTE C JISKa 10
YMEPEHO TeXKa cTereH Ha ObOpeyHo yBpexaane u ¢ 60% mo-HUCKa MPH MAIMEHTHTE C TEKKA CTEICH
Ha ObOpEYHO yBpekIaHe, B CPaBHEHHE ChC 31paBHu JoOpoBonuu. HabmronaBaHo € ChIEeCTBEHO
pa3sHooOpa3ue U 3HaYNMO IPUIOKPUBAHE HA €KCIIO3ULMUTE IIPU HALMEHTU ¢ 0bOPEYHO yBpEXKIaHE U
3npaBu JoOpoBony. KoHnenTpanunte Ha cBOOOTHUS (aKTHBEH) enTpoMOomnar (JieKapcTBEeH MPOAYKT,
KOMTO ce CBBP3Ba BbB BHCOKA CTENEH C IUIa3MEHUTE IPOTEHHM) HE ca u3cneaBanu. [lanuenture c
HapymieHa Ob0peuHa (yHKIHS TPSOBa 1a M3MOI3BAT eATPOMOOIIAT C TIOBHIIIEHO BHUMAHUE U TIPH
CTpOTO MpocCiIi€aABaHe, HAIIPUMEDP KAaTO CU NIPABAT U3CJICABAHNA Ha CCPYMHUA KPECATUHUH I/I/I/IHI/I
aHanu3 Ha ypuHara (Bx. Touka 4.2). EpukacHocTTa 11 6e30macHOCTTa Ha enTpoMOonar He ca
YCTAHOBEHH IIPY MALMEHTH C YMEPEHO TEKKa J0 TeXKa CTereH Ha ObOpeyHo 1 4epHOAPOOHO
YBpEeXKIaHe.

YepnoopobHo vepescoane

DapMaKOKMHETHYHHUTE MTOKA3aTeNIM Ha eNTpoMOoIar ca Mpoy4dBaHu Cliel] PHIIOKEHHE Ha
eNTpoMOOIIar Ha Bh3PaCTHHU MAIMECHTH ¢ YepHOIPOOHO yBpexknane. Ciie MPIIoKEHUE Ha ¢IHOKpaTHA
no3a ot 50 mg, AUCo.., Ha entpombonar e omia ¢ 41% mo-BUCOKa P MANUEHTUTE C JIEKa CTETICH Ha
yepHOAPoOHO yBpexkaaHe u ¢ 80% mo 93% mo-Bucoka py NaLUEHTUTE C yMEpeHa 10 TeXKa CTETeH
Ha YepHOAPOOHO yBpeXkKIaHe, B CpaBHEHHE ChC 3paBH 100poBon. HabirromaBaHo € ChIecTBEHO
pasHooOpa3ue ¥ 3HAYMMO MPUTIOKPUBAHE HA EKCIIO3UIHTE MPH MAIIMEHTH C YepHOAPOOHO YBpeKaaHe
u 37paBu 100poBoy. KoHIIEHTpanunTe Ha HECBBhP3aHUs (aKTHBEH) enTpoMOonar (JiekapcTBeH
MIPOJYKT, KOMTO Ce CBHP3Ba BB BICOKA CTEIICH C ITA3MEHUTE ITPOTEHHH) HE ca U3CIIeIBaHu.
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BnusinueTo Ha 4epHOAPOOHOTO YBpEXKIaHE BbpXY (papMaKOKWHETHKATa Ha eATpoMOonar ciex
MHOTOKPAaTHO IPWJIOKEHHE € OLIEHEHO Ype3 MOoMyJallMoOHeH papMaKOKUHETHYEH aHaIu3 [IPH

28 31paBu BB3pacTHU | 714 nmanueHTn ¢ 4epHOAPoOHO yBpexaaHe (673 manuentu ¢ HCV u

41 manueHTy ¢ XpOHUYHO YepHOAPOOHO 3abomsBane ¢ apyra etuoiorus). Ot 714-Te nmanuenTa, 642 ca
OWJIM C JIeKa CTeNeH Ha YepHOAPOOHO yBpexaaHe, 67 ca OWIn ¢ yMEpeHO TeXKa CTEICH Ha
YepHOIPOOHO YBpEKIaHe U 2 ca OWIIH ¢ TEXKKa CTETIICH Ha YePHOAPOOHO YBpeKIane. B cpaBHeHNE ChC
3JIpaBH JOOPOBOJIIIH, MAIUEHTHUTE C JIEKa CTEIeH Ha YepHOAPOOHO yBpeXKIaHe ca O C
npubnusurento 111% (95% Cl: 45% no 283%) no-Bucoku croiiHocTh Ha mtazmenata AUC o.;) Ha
entpomOonar, a MalMeHTHTE C YMEPEHO TEXKKa CTEICH Ha YepHOAPOOHO YBPEKAaHE ca HMaH
npubmmsuTenHo 183% (95% CI: 90% no 459%) mo-Bucoku croitHocth Ha Tazmenara AUC o.) Ha
enrpoMobornar.

3aroBa entpomOornar He TpsaOBa Ja ce npuiara npu nanueHT ¢ UTII u uepHOIpOOHO yBpexKIaHEe
(cxop mo Child-Pugh >5), ocBen ako ouakBaHaTa Mo3a MPEeBUIIABA CHIIECTBYBAIIUS PUCK OT
TpomOo03a Ha mopTanHarta BeHa (BK. Touku 4.2 u 4.4). Ilpu nanuentu ¢ HCV, 3anounere enrpombonar
¢ mo3a 25 mg BeAHBK AHEBHO (BK. Touka 4.2).

Paca

BiusiHUETO Ha U3TOYHOA3UATCKUS MPOU3XOJ BHPXY (hapMaKOKMHETHUYHUTE MOKA3aTEIH Ha
eNTPOMOOIIAT € OIIEHEHO C TOMYJIAIMOHEH (papMaKOKWHETHYeH aHanu3 npu 111 31paBu Be3pacTHU
(31 ustounoaszuarim) u npu 88 maruentu ¢ UTII (18 u3rounoazuatim). Bs3 ocHOBa Ha JaHHUTE OT
MOMYJTAIMOHHUS (hapMaKOKMHETHYCH aHau3, u3TouHoasuarckure nanueHtd ¢ UTII ca ouiu ¢
npudmsurenso 49% no-romsama mazmena AUC o) Ha enTpoM6oriar, B CpaBHEHHE C MAIHEHTH,
KOHMTO HE Ca OT M3TOYHOA3HATCKH MIPOM3XOI, TIIABHO OT €BpOIEHIHATA paca (BXk. Touka 4.2).

BrusiHMeTO Ha M3TOYHO-/FOTOM3TOYHOA3UATCKUS ETHHYECKH MPOU3XO0/I BHPXY (hapMaKkOKMHETHKATa Ha
eNTPOMOOIIAr € OIIEHEHO Ype3 MOMYIAlMOHEH, (hapMaKOKUHETHUeH aHanu3 npu 635 namuentu ¢ HCV
(145 ot Uzrouna Azus u 69 ot FOrousrouna Asus). Bb3 ocHOBa Ha OIICHKUTE OT MOIYJIAHOHHUS
(hapMaKOKHHETHUYEH aHaIIN3, U3TOYHO-/IOTOU3TOYHOA3UATCKUTE MAIIEHTH Ca UMAJTH TTPUOITH3UTEITHO
55% mo-Bucoku croitHocTr Ha TazMeHa AUCo.) Ha enTpomOonar, B CpaBHEHHE C TAIIUEHTH OT
JIPYTUTE PACH, KOMTO ca OUIIH PEIUMHO OT €BpoIenHaTa paca (BK. Touka 4.2).

Llon

BnusaueTo Ha mosia BbpXy (hapMaKOKMHETHUHUTE IMOKA3aTeNH Ha eITPOMOOIAr € OIEHEHO C
nomnyJjandoneH GpapMakoKuHeTH4eH aHanus npu 111 3apasu Be3pacTa (14 eHn) U pH

88 nmarmmenTtu ¢ UTII (57 xenn). B3 ocHOBa Ha TaHHUTE OT TMOIYJIANMOHHUS (hapMaKOKHHETHYCH
ananus, nanuentute xxenu ¢ UTII ca ounu ¢ npubnmusurento 23% no-roysma iazmena AUCg.) Ha
enTpoMOoTIIar, B CpaBHEHHUE C MAIUSHTUTE MBXKe, 0€3 KOPEKIHS CIIPSIMO Pa3IUKUTE B TETIOTO.

BnusinueTo Ha nona BbpXy papMakOKWHETHKATa Ha eITPOMOOIAr € OLEHEHO Ype3 TOMyIalluOHEeH
(apmakokuHeTHueH aHanu3 npu 635 nauuentu ¢ HCV (260 xenn). Criopen oLeHKa Ha MOJIENa, IPH
xenute ¢ HCV, nnazmenara AUC o) Ha enTpombomnar e 6una ¢ npubnuzntenHo 41% mo-Bucoka, B
CPaBHEHHE C MBIKETE.

Bwvspacm

BrnusiHneTo Ha Bh3pacTTa BhpXY (DapMakOKMHETHKATa Ha eNnTpoMOoIiar € OIeHeHO Ype3

MOy JTAIMOHEH (hapMaKOKMHETUYCH aHamu3 npu 28 31paBu yyactauiy, 673 nammentu ¢ HCV u
41 manueHTy ¢ XpOHUYHO YEPHOAPOOHO 3a00sIBaHE C Ipyra €THOJOTHs, Ha Bb3pact oT 19 1o

74 roquan. Hama dapMakoKWHETHIHH JaHHHU 3a TMIPIIIOKECHIE Ha eATPOMOOTIAr TPy MalieHTH Ha
BB3pacT >75 ronunu. Criope] olieHKa Ha MOJIelia, IPH NMalueHTUTE B CTapUecKa Bh3pacT

(>65 ronunam), razmenata AUC o.) Ha enTtpombonar e Omira ¢ nmpudausntenHo 41% mo-Bucoka, B
CpaBHEHHE C MO-MJIAJINTE MAIMEeHTH (BK. Touka 4.2).
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Teouampuuna nonviayus (na ev3pacm om 1 0o 17 200unu)

dapMakoOKMHETHKATa Ha enTpombomnar e oreHeHa npu 168 neguarpuunu naurent ¢ UTII, mpunoxxen
BeIHBK AHeBHO B 1Be npoyuBaHus TRA108062/PETIT u TRA115450/PETIT-2. [IpuBuanusT
IU1a3MeH KIUPBHC Ha entpomobomnar cien nepopanto npuioxenue (CL/F) ce noBuimasa npu
[IOBUIIABAaHE HA TEJIECHOTO Terio. BiusHueTo Ha pacara u mona Bepxy uzunciaeHus miazmeH CL/F Ha
enTpoMOorar € B CbOTBETCTBHE MEXTy NEANATPUUHUTE U Bb3pacTHUTE manueHTH. [Ipu
H3TOYHO-/FOTOM3TOYHOA3MATCKUTE neanaTpuinu nanuent ¢ UTII ce HaOmrogaBat ¢ mpuOIN3UTETHO
43% mo-Bucoku ctoiHOCTH Ha ma3mMeHara AUC o.r) Ha enTpomOomnar CpsiMo Te3H, KOUTO HE ca OT
aszuarcku npousxoq. Ilennarpuunure manuentu ¢ UTII ot sxeHckH mon uMat ¢ npubanzuresnto 25%
NO-BUCOKH cToiHOCTH Ha ma3menaTa AUC o) Ha entpombomnar copsMo NanueHTUTE OT MBKKHU MO

DapMaKOKMHETUYHUTE XapaKTEPUCTUKU Ha enTpomOomnar npu nenuatpuanu namuentu ¢ UTII ca
nokasauu B Taomumna 10.

Ta6auma 10 Cpeanu reomerpuunu (95% CI) Ha niasmennte GapMaKOKHHETHYHI
M0Ka3aTeJd HA eJTPoMOONAar B CTAIMOHAPHO CHLCTOSIHME NPH neguaTpuynu nanuentn ¢ UTII
(mpu cxema Ha npuiarane 50 mg BeAHbK IHEBHO)

Bo3pacr Cmax AUC )
(ng/ml) (ug.hr/ml)
12 1o 17 ropuuu (n= 62) 6,80 103
(6,17; 7,50) (91,1; 116)
6 1o 11 rogunu (N=68) 10,3 153
(9,42; 11,2) (137; 170)
1 1o 5 roguau (N=38) 11,6 162
(10,4;12,9) (139; 187)

Haunute ca npeacraBern karo cpeanu reomerpuynn (95% CI). AUCo.r) 1 Crax ca 6a3upanu Ha
HOIYJIAlMOHHH (papMaKOKMHETHYHHU POSt hOC u3umcienns

5.3 TIlpenkJaMHUYHM JAHHU 32 §€30MACHOCT

(I)apMaKonoqua 0e30IMacHOCT ¥ TOKCHIHOCT IIpH MHOTOKpPAaTHO IIpHJIaraHe

EntpoMOonar He cTHMYTHpa NPOAYKLIHMATa Ha TPOMOOLIMTH MPY MHIIKH, TUIbXOBE U Ky4eTa, Topaan
yHuKajHaTa cnenuduunoct Ha TPO peuenrtopa. [lopanu Ta3u npuunHa JaHHUTE OT TE3H )KUBOTHU HE
ca abCOJIFOTHO TOYEH MOJIEN Ha ITOTEHIIMAIHNTE HEXKEIaH! Peakluu, CBbP3aHu ¢ (apMaKoJIOruaTa Ha
enTpoMOoIar npy xopa, BKIIOYUTETHO U MPOYYBAHHATA MO0 OTHOIICHUE HA PETPOTYKIUATA U 32
KaHIEPOT€HHOCT.

Karapaxkra, cBbp3aHa ¢ JIeYEeHHETO, € YCTAHOBEHA MPH I'PU3auu | € Ouiia 1030- U BpeMe-3aBHcuMa.
IIpu >6 mbTH KNMHUYHATA EKCIIO3UIMS IIPU X0pa, Ipu Bb3pacTHU naruentu ¢ UTII npu no3a 75 mg
JTHEBHO U 3 IbTU KJIMHUYHATA €KCITO3UIIVSI IIPH X0pa, IPpH Bb3pacTaH nanuentu ¢ HCV mpu nosza

100 mg mueBHO, ocHOoBaHa Ha AUC, xarapakra ¢ HaOJto1aBaHa MPU MUIIIKH CJIe]] 6 CSIMUITA U TIpH
TUTEXOBE ciief] 28 ceaMmuny Ha npuiarade. [lpn >4 mbTH KITMHIYHATA eKCIIO3UITUS TIPH XO0pa, TIPU
narrenty ¢ UTII npu go3a 75 mg nHeBHO U 2 MBTH KIMHUYHATA €KCIIO3UIHS TIPH XO0Pa, IPU
naruenT ¢ HCV npu no3za 100 mg nueBHo, ocHoBana Ha AUC, katapakTa e HaOntojaBana npu
MHULIKH caef 13 cenMuuuy u npu mwrbxoBe cien 39 ceamuny Ha npuiarade. [lpu 1o3u, KOUTo He ce
MTOHACAT OT MJIAJH TUTHXOBE, MIPEIu fa ObaaT OTONTH, MPHUIIOKEHH OT 4 10 32 neH (paBHSBAIIH Ce
MPUOTU3UTETTHO HA Te3H NPHU 2-TOIUIIHO AETe B Kpasi Ha MEePHo/a Ha TIPUIIOKEHHE), TOMBTHSBAHE Ha
OKOTO ce HaOmro1aBa (He € MPOBEeXkIaHO XMCTOJIOTUYHO U3CIIeBAHE) MTPH 9 MFTH MaKCHMaIHaTa
KJIMHAYHA SKCITO3UIINSA TIPH X0pa, TIpH neauatpuanan nanuenta ¢ UTII mpu go3a 75 mg/neH, ocHoBaHa
Ha AUC. He e naOirogaBana KaTapakTa Ipy MJIaIH ITHX0BE, TIOTyJaBaild TOHOCUMH JI03H,
MIPEBUILABAIIN S TPTH MaKCUMaIHATa KJIMHUYHA €KCTIO3UIUS TIPU XOpa, MPH NMeIUaTpUIHN TallueHTH
¢ UTII, ocuorana Ha AUC. Karapakra He ¢ Ha0II01aBaHa IIPH BB3PACTHH KydeTa clieq 52 CeAMUITH Ha
Mpuiarane npy 2 MbTH KIMHAYHATA EKCIO3UIHUS IIPH X0pa, MIPH BH3PACTHU HITH MEAUATPUIHU

36



nanuentu ¢ UTII npu go3a 75 mg NHEBHO U €KBUBAJICHTHA KIIMHUYHA €KCIIO3UIUS IIPU XOpa, IPU
nanueHty ¢ HCV npu noza 100 mg aueBHo, ocHoBaHa Ha AUC.

brOpeuHa TyOyJiHA TOKCUYHOCT € Ha0JI0/JaBaHa B IPOYYBAHUS C MPOIBIDKUTESITHOCT 0 14 THU npu
MUIIKY U TUTHXOBE TIPY €KCIIO3UIIMY, KOUTO KaToO IISI0 ca CBhP3aHU ChC 3a00JIEBAEMOCT i CMBPTHOCT.
TyOGymHa TOKCHYHOCT € HaOIro1aBaHa ¥ B 2-TOAUIITHO MPOYyYBaHE 3a KAHIIEPOTCHHOCT IIPH MTEPOPaITHO
NPUIIOKEHNE IPU MUIIKK B 103U OT 25, 75 u 150 mg/kg/nueBHo. Edexture ca Ouu mo-Maimko TeXKH
MIPHU TO-HUCKH JTO3U U Ca CE€ XapaKTEPU3UPAIU ChC CIIEKTHP OT PEreHEPATUBHU ITPOMEHH.
ExcnozummsTa npu Haii-HuCcKaTa g03a ¢ omra 1,2 wim 0,8 mMbTH KITMHUIHATA SKCTIO3UIIHS TIPH X0pa,
ocHoBana Ha AUC, npu Bp3pacTHH nin neguarpuany nanuenta ¢ UTI npu no3a 75 mg nHeBHO U
0,6 mbTH KNMHUYHATA €KCIIO3UIMA NpU Xopa, npu nauuentd ¢ HCV npu no3a 100 mg naeBHoO,
ocHoBaHa Ha AUC. brOpeunu edexTu He ca HaOII0IaBaHU MPU ILTHXOBE clie/ 28 CeIMUIU WU TIPU
Kydera ciiesl 52 ceIMUITU ITPU €KCTIO3UINU 4 WK 2 MbTH KIMHUYHATA EKCIIO3ULIMS TIPU XOpa, MpH
BBb3pactHU nanueHTy ¢ UTII u 3 wnu 2 mbTy KIMHUYHATA €KCIIO3UIUS TIPU X0pa, TIPU MTeTUATPUIHU
nauuentu ¢ UTII npu go3a 75 mg AHEBHO U 2 MbTU €KBUBAJICHTHA KIIMHUYHA €KCIIO3ULUS MIPH X0Pa,
ripu naruerTr ¢ HCV npu no3a 100 mg maeBHO, ocHoBaHa Ha AUC.

XenarouuTHa JereHepanus u/1ik HeKpo3a, YeCTO IPUAPYKeHa ¢ IOBUIIEHH CTOWHOCTH Ha
YepHOAPOOHNUTE EH3UMHU B cepyMa, € Ouia HaOroaBaHa Py MUIIKH, IUTbXOBE U Ky4eTa B JI03H,
KOWTO ca OWJIN CBBP3aHH ChC 3a00JIEBAEMOCT U CMBPTHOCT HIIN C HeT00pa moHocuMocT. He ca
HaOJIr01aBaHU YePHOAPOOHU eEeKTH Cliel XPOHUYHO NPUIIOKEHHE TIPH ILThX0BE (28 ceMULIN) U TIPH
Kyueta (52 cemMuun) npu 4 uin 2 mbTU KIMHUYHATA €KCIO3UIMS IPU X0pa, IPU Bb3PACTHU NAIUECHTH
¢ UTII v 3 unm 2 mbTH KIMHUYHATA €KCTIO3ULIUS IPU XOpa, Npu neauarpudnu nanuestu ¢ UTII npu
n03a 75 mg AHEBHO M 2 MBTH WM €KBUBAIEHTHA KIIMHUYHA €KCIIO3UIMS MTPH X0Pa, MPH MAIlUeHTH C
HCV npu no3a 100 mg nuesHo, ocnoBana Ha AUC.

[Ipu no3u ¢ HemOOpa MOHOCHMOCT MIPH TUTBXOBE U KydeTa (>10 win 7 bTH KIMHUYHATA €KCIIO3UIINS
MIpH XOpa, MpH Bb3pacTHU Win neauaTpuynu nanuentu ¢ UTII npu no3a 75 mg nHeBHO U >4 mbTH
KJIMHUYHATa eKCIO3UIus Npu xopa, npu nauueHTy ¢ HCV npu no3za 100 mg qHeBHO, OCHOBaHA Ha
AUC) B KpaTKOCPOYHH MIPOYIBAHUS, ca HAOII0JaBaH! HaMaJIsiBaHe Ha OpOs Ha PETUKYJIONUTUTE U
pereHepaTuBHa KOCTHO-MO3bUHA epUTPOUIHA XUIIEepIIIa3us (caMo npu mrbpxose). He ca HaOmogaBanu
3HAYUMH e()eKTH BHPXY EPUTPOLIUTHTE UK OpOS Ha PETUKYJIOLUTHTE P MPUIOKEHHE 10

28 ceaMuIy MU IUIBXOBE, 52 CEAMULIM IPU Ky4eTa U 2 TOAWHYU PU MUILIKU W ITbXOBE MIPH
MaKCHMAaJIHUTE TIOHOCUMH /1031, KOUTO ca OMiH 2 10 4 IbTH KIMHUYHATA €KCIIO3UIHS TIPH X0pa, IPH
BB3pacTHU WK nenuatpuunu nanuentu ¢ UTII npu go3a 75 mg nHeBHO U <2 MbTU KIMHUIHATA
ekcrno3uuus npu xopa, npu nanuesty ¢ HCV npu no3a 100 mg nueBHo, ocHoBana Ha AUC.

Enpnocranna xunepocrosa ¢ HabJto1aBaHa B 28-CeIMUYHO IPOYYBAHE 32 TOKCUYHOCT MPH ILTHXOBE B
TOKCHYHA 1032 oT 60 mg/kg/nHeBHO (6 MBTH WK 4 THTU KIMHWUYHATA €KCITO3UIIHS TIPU XOpa, IPH
BB3pacTHU Wi neauaTpuyHu nanuentu ¢ UTII npu no3a 75 mg nHEBHO U 3 MbTH KIMHUYHATA
eKcro3uius npu xopa, npu nanueatu ¢ HCV npu no3a 100 mg nueBno, ocuoBana Ha AUC). He ca
HaOII0JaBaHy KOCTHH ITPOMEHH IPU MHIIIKU U TLTHXOBE CJIE]T JOKHBOTHA €KCTIO3HUINS (2 TOAWHU) IPU
4 TbTH WK 2 TBTH KIIMHUYHATA €KCITO3UIIHS TIPH X0pa, TP Bb3PACTHH WIIH MTeANAaTPUIHH ITallueHTH C
UTII npu no3a 75 mg THEBHO M 2 MBTH KIIMHAYHATA eKCIIOo3unus Ipu xopa npu HCV nanmenTn npu
no3a 100 mg nueBHo, ocHoBana Ha AUC.

KaHIIeDOFeHHOCT 1 MYTaréHHOCT

EntpoMOomnar He e KaHIIEpOTeHEeH MTPH MUIIKH B 103H 110 75 mg/Kkg/MTHEeBHO WM NIPU TUTHXOBE B 103U
1o 40 mg/kg/mHeBHO (€KCTIO3UITUY 10 4 WK 2 ITHTH KJIMHUYHATA EKCIIO3HIIHS IIPU X0pa, PH
BB3pacTHU Wwin neauaTpudnu narueaT ¢ UTII npu mo3a 75 mg nHEeBHO U 2 BTH KIMHUYHATA
eKCo3uLys pu Xopa, npu nauuerntu ¢ HCV npu nosa 100 mg nueBHo, ocHoBana Ha AUC).
EntpomMOGormar He e Omi MyTareHeH Wi KJIACTOTeHEH NpH OaKTepHalieH MyTaIlliOHEH aHaJIN3 WU B JIBE
in vivo uscnensanus npu mbxose (cuare3a Ha JJHK B MukpoHyKIleyca v M3BBH s-(hazaTa Ha
KJIETHYHUS HUKBI, 10 uau 8 mbTH KIMHUYHATA €KCIIO3ULIUA [IPU XOPa, IIPU BH3PACTHHU WU
nepuaTpuyHu nanueHTy ¢ UTII npu no3a 75 mg nHEBHO U 7 IbTU KIMHUYHATA €KCIIO3ULIMS IIPU X0Pa,
mpu nmanuentn ¢ HCV npu no3a 100 mg aueBHO, ocHoBaHa Ha Cmax). B in Vitro Tect 3a mumdom mpu
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MHUIIIKH, eITPOMOOTIAr € OUJT IPaHUYHO MO3UTHBEH (<3-IIBTH MOBHUINIABAHE HA MyTAIMOHHATA YECTOTA).
Te3u in vitro u in Vivo HaXoJKK MOKA3BaT, Ye eITPOMOOTAr He MPEICTABIsBA FTCHOTOKCHYUCH PHCK 32
xopa.

PenpoaykTHBHA TOKCUYHOCT

EntpomOomnar He e moBiusi1 GepTUIINTETa, PAHHOTO EMOPHOHAITHO B eMOPHO(ETAITHOTO Pa3BUTHE MPH
YKEHCKH TUTbX0BE B 1031 10 20 mg/kg/nHeBHO (2 mbTH KIMHUYHATA EKCIIO3ULIMSI TPU X0pa, IIPH
BB3PACTHHU WK FOHOIMH (Ha Bb3pacT 12-17 romuan) nanuentu ¢ UTII mpu mo3a 75 mg qHEBHO H
eKBUBAJICHTHA KIIMHUYHA €KCIIO3UIINA TP Xopa, pu naruentu ¢ HCV npu go3a 100 mg nHeBHO,
ocnoBana Ha AUC). Ce1o Taka, He € HabmronaBaH eekT BEpXy eMOpHOQETaTHOTO pa3BUTHE IPH
3aiinu B 1o3u A0 150 mg/kg/mHeBHO, Haii-BucokaTa nscnenBana jgo3a (0,3 no 0,5 meTi KIMHUYHATA
eKCITO3HIHsI TP Xopa, pu narueraTn ¢ UTII mpu no3a 75 mg mueBHo u mpu HCV manuenTn mpu
no3a 100 mg nueBHO, ocHoBaHa Ha AUC). Belpeku ToBa, Ipy TOKCHMYHA 32 MaikaTa 7j03a OT

60 mg/kg/nHeBHO (6 MPTH KIMHUYHATA €KCIIO3HIUA ITpH Xopa, nipu naruentu ¢ UTII npu noza 75 mg
JIHEBHO U 3 II'bTH KIIMHUYHATa €KCIO3UIUA NpU Xopa, npu nauuedTu ¢ HCV npu noza 100 mg nqHeBHO,
ocHoBana Ha AUC) mpu mIsXoBe, JICYCHUETO C eaTpoMOomnar € OmiIo CBbp3aHO ¢ EMOPUOHAICH
netanuteT (IIOBUILIEHA Mpe- U NOCTHUMIUIaHTALMOHHA 3ary0a), HaMalleHO TEJIEeCHO TErJIo Ha (eTyca u
HaMaJIeHO TEerJi0 Ha OpeMeHHaTa MaTKa B IPOyYBaHE Ha KEHCKUS (PePTUIINTET, KAKTO M C HUCKA
4ecToTa Ha IIePBUKATHI pedpa ¥ HaMaJIeHO TeJIeCHO Teriio Ha deTyca B Mpoy4yBaHe Ha
emOpuoderannoro passurue. Entpombonar TpssOBa 1a ce npuiara 1o Bpeme Ha OpeMEeHHOCT, caMo
aKO OYaKBAHWTE MOJI3U OMPABIABAT MOTCHIMATHUTE PUCKOBE 3a Mmioja (Bk. Touka 4.6). Enrpombomnar
He € 3acerHas (pepTUmMTeTa MPH MBKKH IUTHX0BE B 1031 10 40 mg/kg/nHeBHO, Hali-BHCOKA
n3cienBana 1032 (3 TbTH KIMHWYHATA eKCITO3UIHS pH xopa npu mauueHTu ¢ UTII mpu go3a 75 mg
JTHEBHO U 2 II'bTH KJIMHUYHATA €KCIIO3ULMS 1pu Xopa, npu nanueHty ¢ HCV npu no3a 100 mg nueBHO,
ocHoBada Ha AUC). B npoyuBaHe Ha IIpe- ¥ IOCTHATATHOTO Pa3BUTHE IPH ILTHXOBE HE ca
Ha0II0JaBaH! HeXellaH! e(peKTH BhpXy OpeMEHHOCTTa, paKJaHEeTO H KbPMEHETO NpH Fo jkeHckn
TUTBXOBE MPU 103, KOUTO HE ca TOKCHMYHM 3a Maiikarta (10 u 20 mg/kg/nHeBHO), He ca HaOMOIaBaH!
e(eKTH BbpPXY pacTeka, pa3BUTHETO, HEBPOIIOBEIEHYECKAaTa U pENPOAYKTUBHATA (PYHKIUS HA
noToMcTBOTO (F1). EnTpoMOomar e oTKpuT B Tu1a3MaTa Ha BCHUKH F1 Manmku 3a menus 22-9acoB
NepuoJ Ha B3eMaHe Ha IPOOH ciie]] MPUIIOKECHUE Ha JIEKapCTBEHUs TpoayKT Ha Fo Maiiku, koeto
Mpe/roara, 4e eKCIo3uIuATa Ha MaJKUTe Ha eNTPOMOOIIar Haii-BepOSITHO € HACTHIIBAJa B pPe3yNITaT
Ha KbpPMEHETO.

DOTOTOKCUYHOCT

In vitro npoyuBanus ¢ enTpoMOOMAar Moka3Bar MOTEHIUAICH PUCK OT (OTOTOKCHYHOCT, 0baue mpu
rpu3a4d HEe € MMaJo JaHHU 3a KOKHA POTOTOKCHYHOCT (10 mim 7 TbTH KIMHAYHATA EKCIIO3HULIUS TIPH
X0pa, TIpy Bb3pacTHU win neanatpudHu manueaTn ¢ UTII mpu nqo3a 75 mg AHEBHO U 5 MbTH
KJIMHAYHATA eKCITO3UIINS TIpH Xopa, mpu mamuentn ¢ HCV mpu go3a 100 mg mHEBHO, OCHOBaHA Ha
AUC) nn ouHa (hOTOTOKCHYHOCT (>4 MbTH KIIMHUYIHATA €KCIIO3UITUS TIPH X0pa, TIPH Bb3PACTHH WJITH
nequatpuany naruesT ¢ UTII npu mo3a 75 mg nHeBHO U 3 MBTH KIMHUYHATA SKCIIO3UIINS IIPU X0Pa,
npu naruerTd ¢ HCV npu no3a 100 mg nueBHO, ocHoBaHa Ha AUC). OcBeH ToBa MpH KIMHUYHO
(hapMaKoJOTHYHO MPOyYBaHe C 36 yYaCcTHHUIN, HE ca HAMEPEHH JaHHU, Ye (DOTOUYBCTBUTEIHOCTTA CE
MOBHINIABA CJIE]] MPUIIOKEHUE Ha 75 mg entpombonar. ToBa e M3MepeHo Ype3 WHACKC Ha 3a0aBeHa
(OTOTOKCHYHOCT. BBIpeku ToBa He MOXKe Ja c€ M3KJIIOYH MOTEHIUAIEH PUCK OT hoToaneprus, Thit
KaTo HEe MOJKE JIa Ce MPOBeJIe KOHKPETHO MPEIKINHIYHO MPOyYBaHe.

HDOV‘IBaHI/IH IIpHY IOBCHUJIHHU JKUBOTHH

[pu npuioxxeHwe Ha 031 HaJl IOHOCHMUTE MIPU TUIHXOBE MPeId OTOMBaHe, ce HAaOro1aBa
MOMBTHSIBaHE Ha OKOTO. [Ipu MpuitokeHUe Ha TOHOCUMH JI03H, He ¢€ HAOJII0[aBa MOMBTHSBAaHE Ha
OKOTO (BXK. MO-TOpe TOUKa ,,DapMakonornyHa 6€30MacHOCT U TOKCHYHOCT MPU MHOTOKPATHO
npunarane). B 3akimodeHne, KaTto ce B3eMaT MPEIBU/I T'PAHUIIUTE Ha EKCIIO3UIUS Bh3 OCHOBA Ha
AUC, He MOXe 1a ce U3KITIOYH PUCK 3a pa3BUTHE HAa KaTapaKTa, CBbp3aHa ¢ IIpreMa Ha enTpoMoOorar
Ipyu NCAUaTPpUIHU MaUCHTHU. Jluncsat HaXOAKH IMPpU MJIAJUTE IIBXOBC, KOUTO [a Npeanojaarart
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HAJIMYUETO HA TIO-TOJISIM PUCK OT TOKCUYHOCT IMPH JICYCHUE C eATPOMOOIIar Ha eAUaATPUIHUTE
MAUEHTH COpsIMO Bb3pacTHU nanueHT ¢ UTII.

6. DAPMAIIEBTUYHU JAHHHA
6.1 Cnucbk Ha NIOMOIIHHUTE BELIECTBA

Enrpom6omnar Accord 12,5/25/50/75 mg dwiMmupanu tabieTku

Hopo na mabnemxama
ManuTon

TToBumon

enyno3a, MUKpOKpHUCTATTHA
Hatpues HumiecTeH rimkomiar
Marunesues cteapat

Mzomant (E953)

Kannues cumukar

Tabremna obsusxa

Xumnpomenosa

Turanos muokcun (E171)

Tpuanerun

Kenesen oxcun, uepsen (E172)

Keneszen oxcun, xbat (E172) [c uskmouenne Ha 75 mg]

6.2 HecbBMeCTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHocT

2 TOIWHMU.

6.4 CneuuajHu ycJa0BHS HA CbXpPaHeHHe

To3u JlekapcTBEH NPOMYKT HE M3UCKBA CIICIIUAITHH YCIIOBUS Ha ChXpaHEHHE.
6.5 Bwuawu cpabppkaHue HA OMAKOBKATA

12,5 mg dunmupanu TabIeTKU

Anymunnesn 6imcrepu (OPA/AI/PVC-AI) B kapToHEHa OTakoBKa, Chabprkaia 14, 28 wim
84 ¢unmupaHu TabIETKH U TPYNIOBU OMAKOBKH BHB BTOPUYHA KAPTOHEHA ONAKOBKA, ChIbpikaiia 84 (3
OTIaKOBKH 110 28) GpuiaMHpaHu TaOIETKH.

Iepdopupann anymunuesu onucrepu (OPA/AI/PVC-AI) B kapToHeHa omakoBKa, chabpskama 14 x 1,
28 x 1 nunu 84 X 1 punmupanu TabIEeTKH U TPYIIOBH ONIAKOBKH BBB BTOPUYHA KApTOHEHA OMAaKOBKa,

chabpkama 84 x 1 (3 omakoBku 1o 28 x 1) punmmMupanu TaONeTKH.

25 mg, 50 mg u 75 mg dunMupanu TabIeTKH

Anymunnesn 6imcrepu (OPA/AI/PVC-AI) B kapToHEHA OlTakoBKa, Chabprkaia 14, 28 wim
84 ¢unmupanu TabIETKH, U TPYIIOBH ONIAKOBKY BHB BTOPUYHA KAPTOHEHA OMAKOBKa, ChIbpiKaIia 84
(3 onaxoBk# 1o 28) ¢punMupanu TabIeTKH.
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Iepdopupanu anymunuesu onucrepu (OPA/AI/PVC-AI) B kapToHeHa OmakoBKa, chabpikaima 14 x 1
28 x 1 unu 84 X 1 punmupanu TabNeTKH, U TPYIIOBH ONIAKOBKH BHB BTOPHYHA KAPTOHEHA OMaKOBKA,
cpabpxaia 84 x 1 (3 omakoBku 1o 28 x 1) punmupanu TabIeTKH.

He Bcuuku BHI0BE OMAKOBKHU MOTAT Aa OBJIAT ITyCHATH Ha Ias3apa.

6.6 CnenuajHu npeanasHu MepKH NPH U3XBbPJIsHE

HewnsmnomsBanuaT nekapcTBEH MPOIYKT WM OTIAIFUHUATE MaTepPHaIl OT HETO TPAOBa /1a ce U3XBBHPIAT
B CHOTBETCTBHE C MECTHUTE N3UCKBAHHS.

7. IHNPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n

Edifici Est, 6a Planta

08039 Barcelona

Ucnanus

8. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

12,5 mg dunmupana taduerka

EU/1/24/1903/001 14 tabnetku

EU/1/24/1903/002 28 TabneTku

EU/1/24/1903/003 14 x 1 tabrneTku (eAMHUYHA 1032)

EU/1/24/1903/004 28 x 1 TabieTku (eIMHHYHA 1034)

EU/1/24/1903/023 84 Tabnetku

EU/1/24/1903/024 84 (3 x 28) Tabnetku (rpymoBa OMaKkoOBKa)

EU/1/24/1903/025 84 x 1 tablets (emurnuna mo3a)

EU/1/24/1903/026 84 x 1 (3 x 28 X 1) TabineTku (eMHUYHA 103a) (TPYIOBa OMIAKOBKA)

25 mg ¢punmupana rabnerka

EU/1/24/1903/005 14 tabneTku

EU/1/24/1903/006 28 TabneTku

EU/1/24/1903/007 84 (3 x 28) Tabnetku (rpymnoBa OMaKkOBKa)

EU/1/24/1903/008 14 x 1 tabieTku (e IUHHYHA 103a)

EU/1/24/1903/009 28 x 1 tabieTku (eIUHHYHA 103a)

EU/1/24/1903/010 84 x 1 (3 x 28 X 1) Tabserku (equHNYHA 103a) (TPYIIOBa OTIAKOBKA)
EU/1/24/1903/027 84 tabneTku

EU/1/24/1903/028 84 x 1 tabnerku (equHUTIHA 103a)

50 mg dpmiMupana TadieTKa

EU/1/24/1903/011 14 tabneTku

EU/1/24/1903/012 28 TtabneTku

EU/1/24/1903/013 84 (3 x 28) Tabnerku (rpymoBa OMaKkoOBKa)

EU/1/24/1903/014 14 x 1 TabneTku (eAMHUYHA 103a)

EU/1/24/1903/015 28 x 1 tabieTku (eIUHHYHA 1034)

EU/1/24/1903/016 84 x 1 (3 x 28 X 1) Tabierku (equHNYHA 103a) (TPYIIOBa OIIAKOBKA)
EU/1/24/1903/029 84 tabneTtku

EU/1/24/1903/030 84 x 1 tabaerku (equHUIHA 103a)
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75 mg punMupana TadieTka

EU/1/24/1903/017 14 tabnetkn

EU/1/24/1903/018 28 Tabnetku

EU/1/24/1903/019 84 (3 x 28) TabneTku (rpymnoBa OMaKOBKa)

EU/1/24/1903/020 14 x 1 TabneTku (eAMHUYHA 103a)

EU/1/24/1903/021 28 x 1 TabneTku (eAMHUYHA 103a)

EU/1/24/1903/022 84 x 1 (3 x 28 X 1) TabneTku (eAMHUYHA [1032) (TPYIIOBa OMTAKOBKA)
EU/1/24/1903/031 84 Tabnetkn

EU/1/24/1903/032 84 x 1 tabierku (eqMHUYHA 103a)

9. JATA HA ITBbPBO PASPEIIABAHE/IIOJJHOBSABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA
Hara Ha mbpBO paspemaBane: 28 mapt 2025

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[MonpoOHa nH(bopMaIus 3a TO3U JIEKAPCTBEH MPOIYKT € pe/jocTaBeHa Ha yeOcaiita Ha EBporielickara
areHmus 1o yekapcreara https://www.ema.europa.eu.

41



MNPUJIOKEHHUE I1

HPOU3BOAMTEJI(M), OTTOBOPEH(HH) 3A OCBOBOKJIABAHE HA
MHAPTUIU

YCJIOBUSA NN OTPAHUYEHNUS 3A TOCTABKA 1
YIHOTPEBA

APYI'N YCJIOBUS N UBNCKBAHUSA HA
PASPELHIEHUETO 3A YIIOTPEBA

YCJIOBUA NJIX OT'PAHUYEHMUA 3A BE3OITACHA U
E®EKTUBHA YIIOTPEGA HA JIEKAPCTBEHUS TPOAYKT
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A. MPOM3BOJMUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOKJIABAHE HA IIAPTUIU

HwMme 1 agpec Ha IPOU3BOIUTESINTE, OTTOBOPHU 3a OCBOGO)K}Z[aBaHe Ha IapTUuauTe

Accord Healthcare Polska Sp. z.0.0.
ul.Lutomierska 50,
95-200, Pabianice, ITosma

Synthon Hispania S.L.

Castello, 1

Poligono Las Salinas

08830 Sant Boi de Llobregat, Mcanus

Synthon B.V.
Microweg 22
6545 CM Nijmegen, Hunepmauams

Accord Healthcare Single Member S.A.
64" Km National Road Athens Lamia,
Schimatari, 32009, ['bpuus

IleyaTHaTa nTMCTOBKA Ha JICKApCTBCHUA MPOAYKT TpSI6Ba Ja CbAbpiKa UMCTO U aJpecCa Ha
IIPOU3BOJUTEIIA, OTTOBOPEH 3a 0CBO60)KI[aBaH6T0 Ha CbOTBECTHATA IapTuaa.

b. YCJIOBHUS WU OI'PAHUYEHNSA 3A JOCTABKA U YIIOTPEBA

JlekapCTBEHUAT MPOAYKT C€ OTITyCKa [0 OTpaHUuEHO JIeKapcKo npeanucanue (Bx. [Ipunoxenue I
Kparka xapakrepucTika Ha IpOIyKTa, Touka 4.2).

B. JPYI'U YCJIOBHUA U N3UCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA
. Iepuoauynm akTyaJauupanu aoxkjaaau 3a 6esonacuoct (ITAIIB)

W3uckBanwusra 3a nogasane Ha [TAJ[b 3a To3u ekapcTBeH MPOAYKT ca MOCOYEHH B CITUCHKA C
pedepenTauTe maty Ha EBponetickus cpto3 (EURD cnmchk), mpeasuaeH B wi. 1078, an. 7 ot
HupextuBa 2001/83/EO, 1 BB BCHUKH CIIE/IBAIN aKTyallU3ally, yOJIMKYBaHH HA €BPONICHCKHUS
yeOropTai 3a JeKapcTBa.

. YCJIOBUA NN OTPAHUYEHMUSA 3A BE3OITACHA U EOEKTUBHA
YIOTPEBA HA JIEKAPCTBEHMUSA ITPOAYKT

o ILtan 3a ynpasjenue Ha pucka (ITYP)

[Mputexatensrt Ha paspemeHueTo 3a ynorpeda (ITPY) TpsOBa n1a nu3BbpIIBa H3UCKBAHUTE ICHHOCTH U
NIEHCTBHUSA, CBBP3aHU C IPOCIIeIsIBaHe Ha JIeKapcTBEeHATa O€30ITaCHOCT, IIOCOYCHH B ofo0perus [1VP,
npenactased B Moy 1.8.2 Ha pa3perieHneTo 3a ynorpeda, KakTo ¥ BbB BCHUKH CIIEABAIIN OJJ00pEHU
akTyanusauuu Ha ITYP.

Axtyamusupan ITYP TpsiOBa nma ce momasa:

. 1o uckaHe Ha EBpomnelickaTa areHius 1o JeKkapcrBara;

o BHHATH, KOTATO C€ M3MEHS CHCTEMAaTa 3a yIpaBJiIeHrne Ha PUCKa, 0COOEHO B pe3yiTar Ha
MoJTyYyaBaHe Ha HOBAa MH(GOPMAITHS, KOSTO MOXE J1a JOBEJIC 10 3HAYUMH MPOMEHU B
CHOTHOIIIEHUETO IT0JI3a/PUCK, WITK CIIE/ IOCTUTAHEe Ha BayKEH eTall (BbB BPh3Ka C IMPOCIIEISBaHE
Ha JIeKapcTBeHaTa 0€30MacHOCT HITH CBEXKIAaHE Ha PUCKA JI0 MUHAMYM).
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MNPUJIIOKEHHUE |11

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JJA CBbABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA OITAKOBKA HA 12,5 MG

1. NME HA JIEKAPCTBEHMUSA ITPOAYKT

Enrpom6omar Accord 12,5 mg puiamupanu TabaeTku
enTpomoormnar

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A)

Besika puimupana TabieTka ChabpiKa enTpoMOonar ojlaMiH, eKBUBaJIeHTeH Ha 12,5 mg
entrpoMoornar.

‘ 3. CIIMCBK HA IIOMOINHUTE BEINECTBA

Coapprka nzomant (E 953). Biokre ucToBKaTa 3a TOMBIMTETHA HHOOPMAIHSL.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Ounmupana TabeTka
14 tabierkn

28 TabmeTkn

14 x 1 TabneTkn

28 x 1 TabneTku

84 tabmeTku

84 x 1 tabneTku

5. HAYUH HA ITIPUJIOKEHUE U ITBbT(MIIA) HA BBBEXXJIAHE

IIpenu ynorpeda npodereTe IUCTOBKATA.
[IepopanHo mpunoxeHue

6. CIIEHUAJIHO ITPEAYHPEXJIEHUE, YE JIEKAPCTBEHUSAT ITPOAYKT TPSIBBA
JA CE CBbXPAHSBA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JTIELIIA

I[a CC CbXpPaHsBa Ha MACTO, HCAOCTBIIHO 34 ACIA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

9. CIIEIMAJIHH YCJIOBUSA HA CbXPAHEHUE
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TAX, AKO CE U3UCKBAT TAKUBA

10. CHEIUAJIHU ITPEAIIA3HU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTIIAABYHU MATEPHUAJIN OT

11. HUME U AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Hcnanus

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/24/1903/001
EU/1/24/1903/002
EU/1/24/1903/003
EU/1/24/1903/004
EU/1/24/1903/023
EU/1/24/1903/025

13. TAPTUIAEH HOMEP

ITaptugen Ne

‘ 14. HAYUH HA OTITYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

Entpom6omnar Accord 12,5 mg

‘ 17. YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/

JByn3mepeH 0apKoJ ¢ BKIFOYECH YHUKAJIEH HICHTH(QHKATOP.

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CbABbPKA BTOPUYHATA OITIAKOBKA 3A I'PYIIOBHU
OITAKOBKH

BTOPUYHA KAPTOHEHA OITAKOBKA HA 12,5 MG (I'PYIIOBA OITAKOBKA OT
84 TABJIETKMU - C BLUE BOX)

1. HUME HA JIEKAPCTBEHUSA TPOAYKT

Entpombomnar Accord 12,5 mg ¢punmupanu TabneTku
entpoMoborar

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcesika punmmupana TabneTka chabpKa eNTpoMOonar olaMiH, eKBHBaJIeHTEeH Ha 12,5 mg
enTpomooTar.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIIECTBA

Coabpxa nuzoMant (E 953). Bmwkre nucroBkaTa 3a JOMBIATETHA HHOOPMAITHS.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJITHA OITAKOBKA

Odunmupana TadieTka
I'pymoBa omakoBka, chabpikamnia 84 (3 omakoBku 1mo 28) Ta0IeTKH
I'pynoBa omakoBka, chabpikamia 84 X 1 (3 omakoBku ot 1o 28 X 1) Tabnerku

5. HAYHUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXXJIAHE

IIpenu ynorpeda npodereTe IUCTOBKATA.
[IepopanHo mpunoxeHue

6. CIIEHUAJIHO ITPEAYHPEXJIEHUE, UE JIEKAPCTBEHUSAT ITPOAYKT TPSABBA
JA CE CBbXPAHSBA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JIEIIA

I[a C€ ChbXpaHsiBa Ha MACTO, HEAJOCTBIIHO 3a JCIIA.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA T3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

9. CIIENMAJIHH YCJIOBUSA HA CbXPAHEHUE
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHELOHWAJIHU ITPEANIASHU MEPKU IMPU U3XBBHPJISHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH UJIN OTIIAABYHU MATEPHUAJIN OT

11. HMME U AJAPEC HA IIPUTEXKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Hcnanus

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/24/1903/024
EU/1/24/1903/026

13. TIAPTHJIEH HOMEP

ITaptugen Ne

‘ 14, HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

Entpom6omnar Accord 12,5 mg

‘ 17.  YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/J

JByn3smepeH 6apKoJ ¢ BKIIOUEH YHUKAICH HACHTH(PUKATOP.

‘ 18. YHHUKAJIEH WAEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JJA CBbABPKA BTOPUYHATA OITAKOBKA

MEKINHHA KAPTOHEHA OITAKOBKA HA 12,5 MG ('PYIIOBHU OITAKOBKMH BE3
BLUE BOX)

‘ 1. NME HA JIEKAPCTBEHMUSA ITPOAYKT

Enrpombomnar Accord 12,5 mg dbummupanu TabneTKku
enaTpomoormnar

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A)

Bcesika punmupana TabieTka ChabpiKa enTpoMOonar ojlaMiH, eKBUBaJIeHTeH Ha 12,5 mg
enrpoMoornar.

‘ 3. CIIMCBK HA IIOMOIHUTE BEIECTBA

Coabpxa nzomant (E 953). Bukre ucToBkaTa 3a JOITBJIUTEIHA UHPOPMAIIHSL.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Ounmupana TabeTka
28 Tabnetku. YacT oT rpynoBa OmakoBKa, HE MOXE J1a Ce MPO/IaBa MOOTACIHO.
28 x 1 tabnetku. YacT oT rpynoBa OMakoBKa, HE MOXKe J1a ce MPOJiaBa MOOT/IEIHO.

5. HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBBEXKXJIAHE

[Ipenu ynorpeba npodereTe IUCTOBKATA.
IIepopanHo mpunoxeHue

6. CIIEUAJIHO ITPEAYIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HOTJIEJA U TOCET'A HA JIELIA

ﬂ;a CC CbXpaHsdaBa Ha MACTO, HCAJOCTHIIHO 34 [ACIA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE
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TAX, AKO CE U3UCKBAT TAKUBA

10. CHELOHWAJIHU ITPEANIASHU MEPKU IMPU U3XBBHPJISHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH UJIN OTIIAABYHU MATEPHUAJIN OT

11. HMME U AJAPEC HA IIPUTEXKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Hcnanus

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/24/1903/024
EU/1/24/1903/026

13. TIAPTHJIEH HOMEP

ITaptugen Ne

‘ 14, HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

Entpom6omnar Accord 12,5 mg

‘ 17.  YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/

‘ 18. YHUKAJIEH WAEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA
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MHUHUMMYM JAHHU, KOUTO TPABBA JIA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP/TIEP®@OPUPAH

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Entpombomnar Accord 12,5 mg ¢punmupanu TabneTku
enTpomooIar

‘ 2. NME HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTHUJAEH HOMEP

Lot

5. JPYTO

ITepopanHo mpuoxeHue
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JAHHH, KOUTO TPABBA JIA CbJABbPKA BTOPUYHATA OIIAKOBKA

BTOPUYHA KAPTOHEHA OITIAKOBKA HA 25 MG

1. NME HA JIEKAPCTBEHUSA ITPOAYKT

Entpom6bonar Accord 25 mg dunmupanu tabiaetku
entpoMobornar

‘ 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcesika punmupana tabierka chabpika eaTpoMOonar olaMiH, eKBUBAJICHTEH Ha 25 MJ enTpoMOonar.

‘ 3. CIIMCBK HA IIOMOINHUTE BEIECTBA

Coabpxa nzomant (E 953). Bukre ucToBkaTa 3a JOITBJIUTEIHA UHPOPMAIIHSL.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Ounmupana TabeTka
14 tabierkn

28 TabmeTku

84 tablets

14 x 1 TabueTkH

28 x 1 TabeTkn

84 x 1 tablets

5. HAYUH HA TPUJIATAHE U ITbT(MIIA) HA BBBEK/IAHE

[Ipenu ynorpeba npodereTe IMCTOBKATA.
IlepopanHo npunoxenue

6. CIIENMAJIHO INPEAYIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOI'JIEJA B JOCEI'A HA JELIA

ﬂ;a CC CbXpaHsdaBa Ha MACTO, HCAOCTHIIHO 34 [CIA.

‘ 7. APYI' CHEIMAJIHU NIPEAYIIPEXKJIEHUSA, AKO E HEOBXOJUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

9. CIIEHMAJIHU YCJIOBUSA HA CbXPAHEHUE
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TAX, AKO CE U3UCKBAT TAKUBA

10. CHELIHUAJIHU IPEANIASHU MEPKU NPU U3XBBPJISAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTITAABYHU MATEPHUAJIA OT

11. HWME U AJJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Ucnanns

12.  HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/24/1903/005
EU/1/24/1903/006
EU/1/24/1903/008
EU/1/24/1903/009
EU/1/24/1903/027
EU/1/24/1903/028

13. TAPTUIAEH HOMEP

ITaptugen Ne

‘ 14. HAYMUH HA OTITYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

Entpom6bomnar Accord 25 mg

‘ 17. YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJ ¢ BKIFOYECH YHUKAJIEH HICHTH(QHKATOP.

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
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JAHHHU, KOUTO TPABBA JA CbABbPKA BTOPUYHATA OITIAKOBKA 3A I'PYIIOBHU
OITAKOBKH

BTOPUYHA KAPTOHEHA OITIAKOBKA HA 25 MG (TPYIIOBA OITAKOBKA OT
84 TABJIETKHU - C BLUE BOX)

1. HUME HA JIEKAPCTBEHUSA TPOAYKT

Entpombomnar Accord 25 mg ¢punmupanu TabneTKu
entpoMoborar

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A)

Bcesika pmnmupana tabieTka chabpika eaTpoMOonar olaMiH, eKBUBAJICHTEH Ha 25 mg enTpoMbonar.

| 3.  CHOUCBHK HA HOMOIIHUTE BEIECTBA

Coappka nzomant (E 953). Bukre nucToBkaTa 3a JOMBJIMTEIHA HHGOPMAIIHSL.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

®unmupana TabieTka
I'pymoBa omakoBka, chabpikamia 84 (3 omakoBku 1Mo 28) TaOIETKH
I'pynoBa onakoBka, chabpskamia 84 X 1 (3 onakoBku ot 1o 28 X 1) Tabnetku

5. HAYUH HA TPUJIOKEHUE U ITbT(MIIA) HA BHLBEXK/IAHE

[Ipenu ynorpeba npodereTe IUCTOBKATA.
IIepopanHo mpunoxeHue

6. CIIEUAJIHO INTPEAYIPEXXKJAEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HOTJIEJA U TOCET'A HA JIELIA

ﬂ;a CC CbXpaHsdaBa Ha MACTO, HCAOCTHIIHO 34 ACIA.

‘ 7. APYI'U CHEHUAJIHM NPEAYHPEXJIEHUS, AKO E HEOBXOJINMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHELOHWAJIHU ITPEANIASHU MEPKU IMPU U3XBBHPJISHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT

11. HMME U AJAPEC HA IIPUTEXKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Hcnanus

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/24/1903/007
EU/1/24/1903/010

13. TIAPTHJIEH HOMEP

ITaptugen Ne

‘ 14, HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

Entpom6bomnar Accord 25 mg

‘ 17.  YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/J

JByn3smepeH 6apKoJ ¢ BKIIOUEH YHUKAICH HACHTH(PUKATOP.

‘ 18. YHHUKAJIEH WAEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
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JAHHU, KOUTO TPABBA JJA CBbABPKA BTOPUYHATA OITAKOBKA

MEKINHHA KAPTOHEHA OIMTAKOBKA HA 25 MG (TPYIIOBH ONTAKOBKH BE3 BLUE
BOX)

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Enrpombomnar Accord 25 mg ¢punmupany TabieTKu
enTpomoormnar

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A)

Bcesika punmupana tabierka chabpika eaTpoMOoIar oJlaMiH, eKBUBAJICHTEH Ha 25 mg enTpoMOomnar.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

Coabpxa nzomant (E 953). Bukre nmuctoBkara 3a IOMbIATETHA HHPOPMAITHSL.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

Ounmupana TabaeTka
28 tabnetku. YacT OT rpymnoBa OmakoBKa, HE MOXKE J1a Ce POIaBa MOOTAECITIHO.
28 X 1 Tabnetku. Yact oT rpynoBa onakoBKa, HE MOXe Jja Ce MPOAaBa MOOTAEIHO.

5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXJIAHE

[Ipenn ynoTpeba mpoverere TMCTOBKATA.
IlepopanHo npusioxeHue

6. CIIENMAJIHO INPEAYIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHABA HA MSICTO JAJIEYE OT IIOI'VIEJA 1 JOCEI'A HA JELIA

[a ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JICTIA.

‘ 7. APYI'N CHENUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

T'onen no:

9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHELOHWAJIHU ITPEANIASHU MEPKU IMPU U3XBBHPJISHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH UJIN OTIIAABYHU MATEPHUAJIN OT

11. HMME U AJAPEC HA IIPUTEXKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Hcnanus

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/24/1903/007
EU/1/24/1903/010

13. TIAPTHJIEH HOMEP

ITaptugen Ne

‘ 14, HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

Entpom6bomnar Accord 25 mg

‘ 17.  YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/

‘ 18. YHUKAJIEH WAEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA
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MHUHUMMYM JAHHU, KOUTO TPABBA JIA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP/TIEP®@OPUPAH

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Entpombomnar Accord 25 mg ¢uamupanu TabneTKH
enTpomooIar

‘ 2. NME HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTHUJAEH HOMEP

Lot

5. JPYTO

ITepopanHo mpuoxeHue
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JAHHU, KOUTO TPABBA JJA CBbABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA OITAKOBKA HA 50 MG

1. NME HA JIEKAPCTBEHMUSA ITPOAYKT

Enrpombomnar Accord 50 mg ¢punmupany TabmeTku
enTpomoormnar

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A)

Bcesika ¢mimupana tabaeTka cbhabpika elITpoMOoIar oJaMuH, eKBUBaJIeHTeH Ha 50 mg enrpombomnar.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

Coabpxa nzomant (E 953). Bukre nmuctoBkara 3a IOMbIATETHA HHPOPMAITHSL.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

Ounmupana TabaeTka
14 tabierku

28 TabneTku

84 tablets

14 x 1 TabneTkn

28 x 1 TabneTku

84 x 1 tablets

5. HAUYUH HA ITIPUJIATAHE U ITbT(MIIA) HA BBBE/KJAHE

[Ipenu ynorpeba npodereTe IMCTOBKATA.
IIepopanHo npunoxeHue

6. CIIEHUAJIHO INPEAYHPEXJIEHUE, YE JJEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHABA HA MSICTO JAJIEYE OT IIOI'JIEJA 1 JOCEI'A HA JELIA

ﬂ;a CC CbXpaHsdaBa Ha MACTO, HCAOCTHIIHO 34 [CIA.

‘ 7. APYI' CHEIMAJIHU NIPEAYIIPEXKJIEHUSA, AKO E HEOBXOJUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE
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10. CHELOHWAJIHU ITPEANIASHU MEPKU IMPU U3XBBHPJISHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH UJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HMME U AJAPEC HA IIPUTEXKATEJISI HA PASPEIHEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Hcnanus

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/24/1903/011
EU/1/24/1903/012
EU/1/24/1903/014
EU/1/24/1903/015
EU/1/24/1903/029
EU/1/24/1903/030

13. TAPTHUJAEH HOMEP

ITapTunen Ne

| 14. HAYHMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Enrpomobomnar Accord 50 mg

‘ 17. YHUKAJIEH UAEHTUO®UKATOP — JIBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoa ¢ BKIIIOYEH YHUKAJICH HACHTU(DHUKATOP.

‘ 18. YHHUKAJIEH WAEHTU®PUKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPSABBA JA CbAbPKA BTOPUYHATA OIIAKOBKA 3A I'PYIIOBH
OITAKOBKH

BTOPUYHA KAPTOHEHA OITAKOBKA HA 50 MG (TPYITIOBA OITAKOBKA OT
84 TABJIETKMU - C BLUE BOX)

1. NME HA JIEKAPCTBEHUSA ITPOAYKT

Entpom6bomnar Accord 50 mg dunmupanu tabiaetku
entpoMobornar

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILECTBO(A)

Bcesika punmupana tabierka chabpika eaTpoMOonar ollaMiH, eKBUBajeHTeH Ha 50 mg enTpomOonar.

‘ 3. CIIUCBK HA IIOMOINHUTE BEIECTBA

Coabpxa nzomant (E 953). Bukre ucToBkaTa 3a JOITBJIUTEIHA UHPOPMAIIHSL.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Ounmupana TabeTka
I'pymoBa omakoBka, chabpikama 84 (3 omakoBkH 1Mo 28) TaOIETKH
I'pymoBa omakoBka, chabpkaria 84 X 1 (3 omakoBku ot 1mo 28 X 1) TabmeTku

5. HAYUH HA ITPUJIOKEHUE U ITBbT(MLIA) HA BBBEXJIAHE

[Ipenn ynoTpeba mpoverere TMCTOBKATA.
IlepopanHo npusioxeHue

6. CIIEHUAJIHO INPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOI'JIEJA 1 JOCEI'A HA JELIA

[a ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JICTIA.

‘ 7. APYI'N CHENUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

T'onen no:

9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHELOHWAJIHU ITPEANIASHU MEPKU IMPU U3XBBHPJISHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH UJIN OTIIAABYHU MATEPHUAJIN OT

11. HUME U AJIPEC HA IIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Hcnanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1903/013
EU/1/24/1903/016

13. IMAPTUJAEH HOMEP

[Taptunen Ne

‘ 14. HAYUH HA OTITYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMALIUSI HA BPAIJIOBA A3BYKA

Enrpomb6omar Accord 50 mg

‘ 17. YHUKAJIEH NIEHTU®UKATOP — IBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoJ ¢ BKIIOYECH YHUKAJIEH UACHTU(PHUKATOP.

‘ 18. YHUKAJIEH NWIEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
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JAHHU, KOUTO TPABBA JJA CBbABPKA BTOPUYHATA OITAKOBKA

MEKINHHA KAPTOHEHA OITAKOBKA HA 50 MG (TPYIIOBH ONTAKOBKH BE3 BLUE
BOX)

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Enrpombomnar Accord 50 mg ¢punmupany TabmeTku
enTpomoornar

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A)

Bcesika ¢mimupana tabaeTka cbhabpika elITpoMOoIar oJaMuH, eKBUBaJIeHTeH Ha 50 mg enrpombomnar.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

Coabpxa nzomant (E 953). Bukre nmuctoBkara 3a IOMbIATETHA HHPOPMAITHSL.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

Ounmupana TabaeTka
28 tabnetku. YacT OT rpymnoBa OmakoBKa, HE MOXKE J1a Ce POIaBa MOOTAECITIHO.
28 X 1 Tabnetku. Yact oT rpynoBa onakoBKa, HE MOXe Jja Ce MPOAaBa MOOTAEIHO.

5. HAYUH HA ITPUJIOKEHUE U ITbT(MLIA) HA BBBEXJIAHE

[Ipenu ynotpeda npoyerere nuctoBKata. [lepopanHo npunoxxeHue

6. CHEHOUAJIHO NPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT NIPOAYKT TPSBBA
JA CE CBbXPAHSBA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JIEIIA

I[a C€ ChbXpaHsiBa Ha MACTO, HEAOCTBHIIHO 3a JCIIa.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:

9. CIIENMAJTHH YCJIOBUSA HA CbXPAHEHHWE
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHELOHWAJIHU ITPEANIASHU MEPKU IMPU U3XBBHPJISHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH UJIN OTIIAABYHU MATEPHUAJIN OT

11. UME U AJIPEC HA ITPUTEXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Ucnanns

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/24/1903/013
EU/1/24/1903/016

|13.  TAPTHJIEH HOMEP

ITapTugen Ne

‘ 14. HAYHMH HA OTHYCKAHE

| 15.  YKA3AHMUSI 3A YIIOTPEBA

‘ 16. HUH®OPMAIIMS HA BPAMJIOBA A3BYKA

Entpom6omnar Accord 50 mg

‘ 17. YHUKAJIEH NWIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHUKAJIEH NWIEHTUO®UKATOP — JAHHU 3A YETEHE OT XOPA
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MHUHUMMYM JAHHU, KOUTO TPABBA JIA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP/TIEP®@OPUPAH

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Entpombomnar Accord 50 mg ¢unmupanu TabneTKu
enTpomooIar

‘ 2. NME HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTHUJAEH HOMEP

Lot

5. JPYTO

ITepopanHo mpuoxeHue
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JAHHU, KOUTO TPABBA JJA CBbABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA OITAKOBKA HA 75 MG

1. NME HA JIEKAPCTBEHMUSA ITPOAYKT

Enrpombomnar Accord 75 mg ¢unmupany TabIeTKH
enTpomoornar

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A)

Bcesika punmupana tabierka chabpika eaTpoMOoTar oJlaMiH, eKBUBAJICHTEH Ha 75 mg enTpoMOonar.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

Coabpxa nzomant (E 953). Bukre nmuctoBkara 3a IOMbIATETHA HHPOPMAITHSL.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

Ounmupana TabaeTka
14 tabierku

28 TabneTku

84 tablets

14 x 1 TabneTkn

28 x 1 TabneTku

84 x 1 tablets

5. HAUYUH HA ITIPUJIATAHE U ITbT(MIIA) HA BBBE/KJAHE

[Ipenu ynorpeba npodereTe IMCTOBKATA.
IIepopanHo npuioxeHHe.

6. CIIENMAJIHO INPEAYIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHABA HA MSICTO JAJIEYE OT IIOI'JIEJA 1 JOCEI'A HA JELIA

ﬂ;a CC CbXpaHsdaBa Ha MACTO, HCAOCTHIIHO 34 [CIA.

‘ 7. APYI' CHEIMAJIHU INIPEAYITPEXKJIEHUSA, AKO E HEOBXOJUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

9. CIIEHMAJIHU YCJIOBUSA HA CbXPAHEHUE
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TAX, AKO CE U3UCKBAT TAKUBA

10. CHELIHUAJIHU ITPEANIASHU MEPKU NPU U3XBBPJISAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTITAABYHU MATEPHUAJIA OT

11. HWME U AJJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Ucnanns

12.  HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/24/1903/017
EU/1/24/1903/018
EU/1/24/1903/020
EU/1/24/1903/021
EU/1/24/1903/031
EU/1/24/1903/032

13. TAPTUIAEH HOMEP

ITaptugen Ne

‘ 14. HAYUH HA OTITYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

Entpom6omnar Accord 75 mg

‘ 17.  YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJ ¢ BKIFOYECH YHUKAJIEH HICHTH(QHKATOP.

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPSABBA JA CbABbPKA BTOPUYHATA OIIAKOBKA 3A I'PYIIOBHU
OITAKOBKH

BTOPUYHA KAPTOHEHA OIMAKOBKA HA 75 MG (TPYIIOBA OITAKOBKA OT
84 TABJIETKMU - C BLUE BOX)

1. NME HA JIEKAPCTBEHUSA ITPOAYKT

Entpomobonar Accord 75 mg dunmMupanu tabiaetku
enrpoMoOornar

| 2. OBSIBIBAHE HA AKTUBHOTO(UTE) BEILECTBO(A)

Bcesika punmupana tabierka chabpika eaTpoMOonar olaMiH, eKBUBAJICHTEH Ha 75 mg enTpoMOonar.

‘ 3. CIIUCBK HA IIOMOINHUTE BEIECTBA

Coabpxa nzomant (E 953). Bukre ucToBkaTa 3a JOITBJIUTEIHA UHPOPMAIIHSL.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Ounmupana TabeTka
I'pymoBa omakoBka, chabpikama 84 (3 omakoBkH 1Mo 28) TaOIETKH
I'pymoBa omakoBka, chabpskaria 84 X 1 (3 omakoBku ot mo 28 X 1) Tabnerkn

5. HAYUH HA ITPUJIOKEHUE U ITBbT(MLIA) HA BBBEXJIAHE

[Ipenn ynoTpeba mpoverere TMCTOBKATA.
IlepopanHo npusioxeHue

6. CIIENMAJIHO INPEAYIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOI'JIEJA 1 JOCEI'A HA JELIA

[a ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JICTIA.

‘ 7. APYI'N CHEHNUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

T'onen no:

9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHELOHWAJIHU ITPEANIASHU MEPKU IMPU U3XBBHPJISHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH UJIN OTIIAABYHU MATEPHUAJIN OT

11. HUME U AJIPEC HA IIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Hcnanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1903/019
EU/1/24/1903/022

13. IMAPTUJAEH HOMEP

ITaptugen Ne

‘ 14. HAYHMH HA OTHYCKAHE

| 15.  YKA3AHMUSI 3A YIIOTPEBA

‘ 16. HUH®OPMAIIMS HA BPAMJIOBA A3BYKA

Entpom6bomnar Accord 75 mg

‘ 17. YHUKAJIEH NWIEHTUO®UKATOP — IBYU3MEPEH BAPKO/I

JByn3smepeH 6apKoJ ¢ BKIIOUEH YHUKAICH HACHTH(PUKATOP.

‘ 18. YHUKAJIEH NWIEHTUO®UKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JJA CBbABPKA BTOPUYHATA OITAKOBKA

MEKINHHA KAPTOHEHA OITAKOBKA HA 75 MG (TPYIIOBH ONIAKOBKH BE3 BLUE
BOX)

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Enrpombomnar Accord 75 mg ¢punmupany TabIeTKH
enTpomoornar

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A)

Bcesika punmupana tabierka chabpika eaTpoMOoTar oJlaMiH, eKBUBAJICHTEH Ha 75 mg enTpoMOonar.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

Coabpxa nzomant (E 953). Bukre nmuctoBkara 3a IOMbIATETHA HHPOPMAITHSL.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

Ounmupana TabiaeTka
28 tabnetku. YacT OT rpymnoBa OmakoBKa, HE MOXKE J1a Ce POIaBa MOOTAECITIHO.
28 X 1 Tabnetku. Yact oT rpynoBa onakoBKa, HE MOXe Jja Ce MPOAaBa MOOTAEIHO.

5. HAYUH HA ITPUJIOKEHUE U ITbT(MLIA) HA BBBEXJIAHE

[Ipenn ynoTpeba mpoverere TMCTOBKATA.
IlepopanHo npusioxeHue

6. CIIENMAJIHO INPEAYIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOI'JIEJA 1 JOCEI'A HA JELIA

[a ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JICTIA.

‘ 7. APYI'N CHENUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

T'onen no:

9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE
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TAX, AKO CE U3UCKBAT TAKUBA

10. CHELOHWAJIHU ITPEANIASHU MEPKU IMPU U3XBBHPJISHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH UJIN OTIIAABYHU MATEPHUAJIN OT

11. UME U AJIPEC HA ITPUTEXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Ucnanns

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/24/1903/019
EU/1/24/1903/022

13. INAPTUJAEH HOMEP

ITapTugen Ne

‘ 14. HAYHMH HA OTHYCKAHE

| 15.  YKA3AHMUSI 3A YIIOTPEBA

‘ 16. HUH®OPMAIIMS HA BPAMJIOBA A3BYKA

Entpom6bomnar Accord 75 mg

‘ 17. YHUKAJIEH NWIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHUKAJIEH NWIEHTUO®UKATOP — JAHHU 3A YETEHE OT XOPA
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MHUHUMMYM JAHHU, KOUTO TPABBA JIA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP/TIEP®@OPUPAHU BJIMCTEPU

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Entpombomnar Accord 75 mg ¢puaMupanu TabneTKH
enTpomooIar

‘ 2. NME HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTHUJAEH HOMEP

Lot

5. JPYTO

ITepopanHo mpuoxeHue
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b. JUCTOBKA
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JIucroBka: uH(popManud 32 NaHeHTa

Earpomoonar Accord 12,5 mg ¢puavupanu taéaeTku
Earpom6onar Accord 25 mg ¢puamupanu TadjaeTkn
Earpom6onar Accord 50 mg puamupanu TadieTku
EaTpomo6onar Accord 75 mg ¢puaMupanu TadaeTKu

entpombonar (eltrombopag)

IIpoyereTe BHMMATEJIHO USJIATA JUCTOBKA, IPEeAU 1A 3all0YHeTe 1a pUeMaTe TOBa JIEKapCTBOo,
Thil KaTo TS ChABbPKA BaxkHa 3a Bac undopmanus.

3anaszere Ta3u JIUCTOBKA. MOXe J1a ce HAIOXKH J1a 51 TPOUYETETE OTHOBO.

AKO uMare HIKaKBH JIOTBIHUTEIIHH BBIIPOCH, MonuTaiTe Bamus iekap uiu GapMarnesT.

ToBa nekapcTBo € npeanucaHo JuuHo Ha Bac. He ro nmpeoTrcTbnBaiite Ha ipyru xopa. To Moxe
Jla UM HaBpE€au, HE3aBUCUMO Y€ IMPU3HAIIUTE HA TAXHOTO 3a6OJ'IHBaHe Ca ChIIUTE KAaTO Bamure.
AKO TIONTyunTe HIKaKBH HEXEJIaHU JIEKAPCTBEHU PEaKIny, yBeqoMere Bamms nexap wim
¢apmarieBT. ToBa BKIIFOUBA W BCUYKH BH3MOKHH HEKETIAaHH PEaKI[|H, HEOITMCAaHH B Ta3H
nmucToBKa. Bmkre Touka 4.

Kakso ChADbPiKa Ta3H JHUCTOBKA:

ocoukrwdE

Kaxso nmpencrasnsia EnrpomOomnar Accord u 3a KakBO ce M3M0J3Ba
Kakso TpsiOBa na 3Haere, npeau aa npuemere Exrpombonar Accord
Kak na npuemare Exrpom6onar Accord

BB3MOXHYN HEKEeNTaHN peaKkuy

Kak na cexpansaBare Entpombonar Accord

ChIbprkaHue Ha OTIAKOBKATa U JOIBIHUTEIHA HHPOpMALUs

Kakso npeacraBsJjasiBa EJ'[TpOMﬁOl'[aF Accord 1 3a KaKBO ce H3I0JI3Ba

Entpom6omar Accord cpapprka entpoMOorar, KOHTO IPUHAAIEKHA KbM TpyTIa JIEKapCcTBa, HapeUeHH
arOHHCTH Ha TPOMOOIIOETHHOBUTE perenTopu. Toi ce N3Mo3Ba 3a MOBHIIaBaHe Ha Opos Ha
TpomOouuTHTe BHB Bamarta kpbB. TpoMmOonuTuTe ca KpbBHH KIETKH, KOUTO TIOMAarar Aa ce HaMaJlu
WK J1a C€ IPEAOTBPAaTH KbPBEHETO.

Enrpombomnar Accord ce n3momn3Ba 3a JiedeHUE Ha HapyIIeHNEe Ha KPHBOCHCHUPBAHETO, HAPEICHO
umyHHa (mppBuyHa) TpoMOonmroneHust (UTII) npu naunenTn Ha BB3pacT 1 roguHa u Mo-
rOJIEMH, KOUTO MO-PaHO ca OWJIM JIEKYBaHH C JPYTH JIeKapcTBa (KOPTUKOCTEPOUIN HITH
UMYHOTTIOOYJIMHH), U TE€3W JIEKApCTBa HE Ca JeHCTBAIIH.

WTII ce npuumHsABa OT HUCHK Opoil Ha TPOMOOLUTHUTE B KPBBTA (TPOMOOIMTONIEHHST). XOpaTa ¢
UTTII umaT noBuIlleH pucK oT KbpBeHe. CumnTomute, kouto nauuerntute ¢ UTII morat na
3a0enexar, BKIIOUBAT MeTeXuu (TI0CKU, KPbIJIM YePBEHH MEeTHA MOJ] KOXKaTa ¢ pa3Mep Ha riiaBa
Ha Kapduua), CHHUHH 10 KOXKaTa, KbpBEHE OT HOCA, KbPBSILIY BEHIIX U HEBB3MOXKHOCT 32
KOHTPOJINPAaHE Ha KbPBEHETO IPU NOPSA3BaHE WM HApAHSIBaHE.

Entpom6omnar Accord Moske ChIIO [1a ce U3I0JI3BA U 3a JICUSeHHE Ha HUCHK OpOoil Ha
TpoMOOLIUTHTE (TPOMOOLIUTOIICHHS) IPH BH3PACTHH NAMEHTH C XPOHWYHA HMHDEKILUS ¢ BUpYyCa
Ha xenarut C (HCV), kouto ca uMaiu npobieMu, CBbp3aHy C HEKEIIAaHH PEaKIIUH, JTIOKATO ca
Owm Ha mHTEpdEepoH-Oa3upana Tepanus. MHOTO Xopa ¢ xenatuT C uMaT HUCHK Opoit Ha
TPOMOOLIUTHTE, HE CAMO B PE3YJITAT Ha 3a00JSIBAHETO, HO M TIOPAIH HAKOH NPOTUBOBHPYCHH
JIeKapCcTBa, KOUTO Ce U3IOJ3BAT 3a JiedeHue Ha 3abonsBanero. [IpuembT Ha EnTpombonar
Accord Moxe [1a HanpaBu MO-JIECHO 3a Bac 3aBbpIIBaHETO HA ITBIHUS KYPC Ha JICUCHHE C
MIPOTHUBOBHUPYCHU JIEKapCcTBa (METHIINpaH HHTEPPEPOH U prOABUPHH).
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2. Kakgo TpsdBa na 3Haere, npeau na npuemere Earpomoonar Accord

He npuemaiite Enxrpom6onar Accord

. aKO CTe AJIEPrUYHM KbM eITPOMOOIIAr M KbM HAKOS OT OCTAHAJIUTE ChCTaBKH Ha TOBA
niekapcTBo (M30poeHu B Touka 6, B pa3nen ,, Kaxeo cvovpaca Enmpombonaz Accord”™).
-> YBenomere Bamus sekap, ako cMsTaTe, 4ye TOBa ce OTHacs 10 Bac.

[pexynpesxaenns u npeAnasHu MepKU

I'oBopere ¢ Bamus nekap, npenu ga npuemere Enrpombomnar Accord:

. aKo MMaTe YepHOAPOOHN mMpodJeMu. Xopara C HUICHK Opoii Ha TPOMOOLIUTHUTE, KAKTO H
HaIpeHAI0 XPOHUYHO (MIPOIBIDKATETHO) YEPHOAPOOHO 3a00IIIBaHE ca C MO-BUCOK PUCK OT
BB3HUKBAHE Ha HEXKETaHU PEaKIIMH, BKIIOYUTEIHO KUBOTO3aCTpAILIABAI0 YBPEKIaHE HA
yepHUs Ipo0 1 00pa3yBaHe HA KPbBHU ChcUpenr. AKO JieKkapsT Bu mperieHu, ue monsure ot
npuema Ha EntpomOomar Accord nmpeBuiiaBatr puckoBere, 1e 0baeTe mpocaeaIBaHu
BHUMATEJTHO MO BpeMe Ha JICYUEHUETO.

. aKo CTe U3JI0KEHH Ha PUCK OT 00pa3yBaHe HAa KPbBHU ChCHPEIN BHB BEHUTE WU apTCPUUTE
WM aKo 3HaeTe, ye 00pa3yBaHEeTO Ha KPbBHH ChCHUPELU € YeCTO BbB Barero cemelcTBo.
Moske a cTe U3MI0’KEH! Ha MOBHUILIEH PUCK OT 00pa3yBaHe HA KPbBHH ChCHPELH:

- C Hampe/BaHEe Ha Bb3PacTTa

- aKo e Tps0Bajo J1a OCcTaHeTe Ha JIETJIO 3a ABJITO BpeMe

- aKo MMaTe pak

- aKo TpueMare KOHTPAIENITHBH WA CTe Ha XOPMOHO3aMECTUTEITHA TeparHs

- aKO HACKOPO CTE MPETHPIIENIN XUPYyPrUIHa ONEpalysi WK CTE UMaTH GUIUIECKO
HapaHsBaHE

- aKo CTE C HaTHOPMEHO TETJIO0 (3aTIBCTIBAHE)

- aKo CTe mymay

- aKo MMate HalpegHaI0 XPOHUYHO YepPHOIPOOHO 3a00IsIBaHe

=  Ako HiKOe OT n36poeHuTe ce oTHacs 10 Bac, yBenomere Bamus jiexap npenu na
3arouHete JeueHue. He tps6sa na npuemare Exrpombomnar Accord, ocsen ako Barmust
JieKap He TPELeHH, Ye OUYaKBAaHHUTE MOJI3U HaAXBBPIT PUCKa OT 00pa3yBaHe HA KPBBHU

ChCUPELH.
. aKo MMarte KaTapakra (Iepze Ha OKOTO)
. aKo MMaTe JIpyro 3a6oJisiBaHe Ha KPBBTA, KaTo MuenoauciuiactudeH cuaapom (MJIC). Ipenn

Ila 3arovHeTe 1a npuemare Enrpombomnar Accord, Bammsr jgexap e HarpaBy U3CIeABaHUS, 3a
Jla TIPOBEPH J1ajIli UMaTe TOBa 3a0oJisiBaHe Ha KpbBTa. Ako umare MJIC u nmpuemate
Entpomobomnar Accord, MUEITOAUCIUTACTUIHUSAT CHHIIPOM MOXKE J1a CE BIIOIIIH.

=  VBemomere Bamms gekap, ako HAKOE OT ITOCOYEHHTE ITO-TOPE Ce OTHACS 10 Bac.

OueH nperJien

Bammsar nekap me Bu npenoppua na ce u3cnenBate 3a KaTapakTa. AKO HE XOAUTE HA PEAOBHH OUHH
nperneny, BamusaT nexap TpsOBa ga opranusupa peqoBHO u3cneaBane. Moxe na Bu uscnensar u 3a
KbpBEHE BbB WJIM OKOJIO PETHHATA (CBETJIOUYBCTBUTEIHUS CJION KIJIETKHU B 3a/IHAaTa YacT Ha OKOTO).

Ille uMaTe HY:KIa OT PeJOBHHU U3CJIeABAHUS

[penu na 3anounere na npuemare Entpombonar Accord Bammsr nexap me Bu HanpaBu kpbBHI
U3CIeBaHus, 3a Ja MPOBEpH KpbBHUTE Bu kieTku, BKIoUnTENHO U TpoMboutute. Tesn
M3CIEBaHMUS 1€ CE TIOBTAPSAT IIEPUOJIUYHO, TOKATO IPUEMATE JIEKAPCTBOTO.

KpbBHHU H3ciaenBaHus 3a YepHOAPOOHaTa pyHKIMA

Entpom6Gormar Accord Moxe a ToBese 0 pe3yiTaTH OT KPbBHU U3CIEIBAHUS, TOKA3BAIIN
YepPHOAPOOHO YBPEKIaHE - TIOBHUINIABAHE HA HAKOW YCPHOAPOOHH CH3UMH, 0COOCHO Ha OMITUpyOHHA U
aJlaHWH/acmapTar TpaHcaMuHaszuTe. Hsaxon yepHoIpoOHM mpobieMu Morar a ce BJIOIIAT, aKo
npuemare nHTepepoH-6azupana Tepanus, 3aeaHo ¢ Entpombonar Accord 3a ieueHrie Ha HUCHK Opoit
TpoMOOIUTH, TTopanu xenatut C.

[Ipenu na 3amounete na npuemare Enrpomobomnar Accord u nepuoAnYHO, TOKATO IO puemare, e Bu
ObIaT NpaBeHH KPHBHHU M3CIIEABAHMS, 32 Ja Ce IPoBepsABa YepHoapoOHaTa Bu dhynkmms. Moxe na ce
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HaJIOKH Ja crpeTe npruema Ha Entpombomnar Accord, ako KOJIMYECTBOTO Ha TE3W BELIECTBA CE MOBUIIIN
TBBPJIC MHOTO, WJTH aKO MMaTe JAPYTH MPHU3HALN HA YEPHOAPOOHO YBpEXKIaHE.
=  TIIpouerere undopmanusra ,, 4epnodpoonu npoonemu” B T04Ka 4 Ha Ta3M JIMCTOBKA.

KpbBHM u3cieaBanus 3a Opoii Ha TpOMOOLMTHTE

Axo cripete na mpuemate EntpomOomar Accord, € BEposSITHO IO HSIKOJIKO JTHU OpOST Ha TPOMOOITUTHTE
OTHOBO JIa Hamaiee. bposT Ha TpoMOGonHTUTE 1Ie OBIe TpociesIBaH U Bammst ekap e o0chau ¢
Bac noaxozsmure npeanazHi MEPKH.

MHOro BHCOKHSIT OpOii Ha TPOMOOITUTHTE B KPBBTA, MOKE J]a MOBHIIM PUCKA OT ChCHPBaHE Ha KPHBTA.
Obaue cpcupBaHe Ha KpbBTa MOJKE Jla HACTHIN U IIPU HOpMaJIeH WK 0pU HUCHK Opoil Ha
TpoMmbonuTHTe. Bamusr nekap 1ie kopurupa gosara Ha Entpombomnar Accord, 3a 1a € curypHo, ue
OposiT Ha TpoMOOIUTUTE BM HAMA 1a cTaHe TBHPAC BHUCOK.

& He3a6aBHoO moTbpceTe MeIMIUHCKA MOMOIII, aKO MMATEe HAKOW OT CICAHUTE TIPH3HAIM Ha
KPbBEH ChCHPEK:

o noayBaHe, 00JIKA WIH YyBCTBUTEIHOCT B €IMHUS KPAK
o BHe3aleH 3a/1yX, 0cO0€HO 3ae/IHO ¢ ocTpa 00JIKa B I'bPAUTE UM YIECTEHO AUILIAHE
o KopeMmHa (cToMariHa) 0oKa, ToAyBaHe B KOpeMHaTa 00J1aCT, KpbB B U3NPaKHEHHUSATA

H3cienBanusi HAa KOCTHHSI MO3bK

ITpu xopa, KouTo UMaT MpodIIeMH C KOCTHHSI MO3bK, JiekapcTBa kato Enrpombonar Accord moxe a
Biiomat npodiemure. [Ipu3HanuTe Ha MPOMEHU HA KOCTHHS MO3BK MOT'aT Jia CE MPOSBAT KAaTO
OTKJIOHEHHS B PE3yJITaTUTE OT BalinTe KpbBHH H3CiIeiBaHuUs. Bausr nekap MosKe /1a HarmpaBy |
H3CJICABaHNs, 3a Ja IPOBEPU JUPEKTHO CbCTOAHUCTO Ha KOCTHUA Bu M03BK 11O BpEMCE Ha JICUCHHUE C
Entpombomnar Accord.

W3ciienBanns 3a KbpBeHe 0T XPaHOCMUJIATE/IHATA CHCTEMA

Crnen cniupane Ha nmpueMa Ha Enrpombomnar Accord 1me ObeTe TpociiesiBaHu 3a MPU3HAIM HITH
CHUMIITOMH Ha KbPBEHE OT CTOMAaxa WM YepBara, ako nmprueMate uHrepdepoH-Oazupana
MPOTHBOBUPYCHA Teparus, 3aeaHo ¢ Enrpombomnar Accord.

IIpocnensiBane Ha CLPLETO
Bammsar nexap Moxe 1a npeLeHy, ye € HeoOX0auMO Ja rmpociieasBa GyHKUUATa Ha cbpreTo Bu mo
Bpeme Ha Jiedenne ¢ Enrpombomnar Accord u na Hanpasu enextpokapanorpama (EKI).

Crapuecka Bb3pacT (Ha 65 roqunu u noseye)

WNwma orpanndenn gannu ot yrnorpedara Ha Entpom6bomnar Accord mpu manmeHTH Ha Bb3pacT

65 roauHaM 1 Mo-BB3pacTHU. HeoOxoanmo e moBuieHO BHUMaHue NpH ynoTpedata Ha Enrpombomnar
Accord, ako cTe Ha Bb3pacT 65 TOIMHU WX ITOBEYE.

Jlena v roHOIIM
Entpombomnar Accord He ce npenopbuBa mpu rena Ha Be3pact o 1 roguaa ¢ UTIL. Ceiio Taka He ce
MpenophIBa MpH Xopa Ha Bb3pacT oA 18 roguan ¢ HUCHK Opoii Ha TpoMOonuTHTe Topaau xernatut C.

JApyru nexkapcrBa u EnxTpomoonar Accord

Tps6Ba na xaxere Ha Bamus nexap uin papmareBT, ako npuemMare, HaCKOPO CTe MPHEMaNH W €
BB3MOXKHO J1a IpUeMeTe APYTrH JeKapcTBa. BKiItounTenHo JekapcTBa, KOUTO ce MoIydasar 0e3
pelenTta ¥ BUTAMUHHU.

Hsikou e:kelHeBHO MpHeMaHM JekapcTBa B3aumoaeicTear ¢ Eaxrpomoonar Accord —
BKJTIOYMTEITHO JIEKapCTBa ChC U 03 pelenTa U XpaHuTeIHU 100aBKH ¢ MuHepainu. Takusa ca:

o AHTHAIMTHY JIEKapCTBa 3a JICUeHNE Ha JIOII0 XPAaHOCMMJIAHE, KHCeJIMHYU WM CTOMAIIHA S3Ba
(BmxTe CBINO ,, K02a 0a 20 npuemame* B Touka 3)

o JIEKapCTBa, HAPCUCHU CTATUHH, 32 HAMAJIABAHE Ha X0JIecTepoJia

o HSIKOM JiekapcTBa 3a jeuenne Ha HIV ungekuust, kKato JTOMUHABUD W/UITH PUTOHABUD
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. [UKIIOCTIOPHH, U3I0JI3BA CE MPY TPAHCILUIAHTALMY VI MMYHHHU 3200/1IBAHUSA

° MHHEPAIIA KaTo KeJA30, KaJlui, MarHe3ui, alyMUHUH, CEJIEH U IIMHK, KOUTO MOTaT Jia Ce
OTKPHSAT B XpAHUTEJTHUTE J00aBKH C BATAMHUHM U MUHePaJIH (BUXKTE ChIIO ,, Kozca da 2o
npuemame* B Touka 3)

JIEKapCTBa KaTO METOTPEKCAT U TOIIOTEKAH, 3a JICUCHHE Ha PaK
=  Veenomere Bamms jiekap, ako mpreMare HIKOE OT TE3H JieKapcTBa. HIKoM OT TAX He TpsOBa
na ce mpuemat ¢ Exrpom6omnar Accord, uiau MoXke Jia ce HaJloKU KOpUTHpaHe Ha 103aTa WU
NpOMsIHA Ha BPEMETO, 10 KOEeTO T'M pueMare. Bammst nekap mie nperiena JeKkapcTBara, KOUTO
npueMarte u e Bu mpemioxu moaxosIia anTepHaTiBa Ipyu He0OX0AUMOCT.

Axo npueMaTe CbIUIO U JICKApCTBa 3a NpeArna3BaHe OT 06pa3yBaHe Ha KPBbBHU CbCUPCIH, CBIIECCTBYBA
IMO-TOJISIM PHUCK OT KbPBCHC. Bammusr JICKap mIe 06C’B,I[I/I TOoBa ¢ Bac.

Axo IMpueMaTe KOPTUKOCTCPOUIH, JaHA30JI, W/ WIn A3aTHOIIPHUH, MOXKEC J1a C€ HAJIOKU Aa IpueMare
IMO-HHUCKA 103a WK Ja CIPCTE J1a I' MIPpUEMaATe, 10KATO CTC Ha JICUCHHUC C EHTpOM6OHaI‘ Accord.

EaTpomobonar Accord ¢ XpaHa U HANIUTKH

He npuemaiite Entpom6onar Accord ¢ MiaeyHH NPOAYKTH WK HATUTKH, ThH KaTO KAJIIHAT B
MJIEYHHUTE NTPOAYKTH MOBIHsIBa abcopOLsATa Ha JIEKApCTBOTO. 3a roBeye HHPOPMALUs, BUKTE
Touka 3 ,,Koza oa 2o npuemame*.

BpeMeHHOCT U KbpMeHe
He npuemaiite EaTpomoonar Accord, ako cre 6pemMeHHa, ocBeH ako Bamust nekap He Bu ro
npenopbya cnenuanto. Edexrst Ha Entpombonar Accord mo Bpeme Ha OpEMEHHOCT HE € U3BECTEH.

o Kazkere Ha Bamus jiexap, ako cTe 6peMeHHa, cMsTaTe, Y€ MOXKeE J]a CTe OpEeMEHHA HITH
TUIaHUpaTe OPEeMEHHOCT.

. H3non3BaiiTe cUrypeH MeTo/ Ha KOHTpaUenuus, 1okaro npuemare Entpombonar Accord, 3a
Jla ce mpeanasuTe oT 3a0peMeHsBaHe.

. AKko 3a0peMeHeeTe M0 BpeMe Ha JieueHHeTo ¢ ExTpomoOormar Accord, yBemomere Bammms
JeKap.

He Tpsi0Ba na kbpMuTe, 1o0kaTO Npuemate Enxrpomoonar Accord. He e usBectHo nanu
Enrpomo6orar Accord mpeMrHaBa B KbpMara.
=  AKO0 KbpPMHTe WIH IUTAHUpATe J1a KbpPMHTE, yBeoMeTe Barust iekap.

Ilodupane u padora ¢ MAIIUHU

EnTpomoOonar Accord Mo:ke 1a NPUYMHYU 3aMaliBaHe ¥ J1a IMa JPYTH HEXKEIaHU PEAKIINH, KOUTO
Jla TIOHIKaT BHUMaHueTo Bu.

=  He modmupaiite n He paGoTeTe ¢ MAIIMHHU, OCBEH aKO CTE CUTYpPHH, Y€ HE CTE 3aCErHATH.

EnTpomoOonar Accord cbabpika HATPUHA U H3OMAJIT
ToBa nexkapcTBO ChIbprka Mo-Manko or 1 mmol Harpuit (23 mg) Ha TabneTka, T.e. MOXKE Ja ce Kaxe,
4e NMPaKTHYECKH HE ChAbP)Ka HATPUIL.

Tosa nekapcTBO Chabpika chiio uzomant (E 953).
Axo Bamwsr nekap Bu e kazaj, 4e ©MaTe HEMOHOCUMOCT KbM HSKOH 3aXapH, CBbPXKETE e C HEeTo,
MPeId J1a IpUeMETe TO3H JIEKAPCTBEH MPOIYKT.

3 Kak na npuemarte ExTpomoonar Accord

Bunaru npuemaiite ToBa JEKapcTBO TOUHO KakTo Bu e ka3an Bammst nekap. AKo He CTe€ CUTYpHH B
Hemlo, nonuraire Bamms nexap wim ¢papmanest. He mpomensiite 1o3ara mwim cxemara Ha IpueM Ha
Entpom6omar Accord, ocBen ako Bammsar nekap wium ¢apmarieBT He Bu mockBeTBaT /1a TO HalIpaBHTe.
Hoxato npuemate Enrpombomnar Accord, me Ob1ere moa HaOM0IeHHETO Ha JIeKap CHEIHAINCT, C
OIINT B JICYEHUETO Ha Bamero 3abonsBane.
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Koaxo na npuemare

Ipu UTI

Bo3pactau u aena (ot 6 1o 17 rogunmn) - obnvaiinara HavanHa jo3a npu UTII e eqna Taduerka
Entpom6bomnar Accord ot 50 Mg BemHbxK THEBHO. AKO CT€ OT U3TOYHO-/FOTON3TOYHOA3HATCKU
IPOU3XO0JI MOKE Ja CE HAJIOXKH J1a 3alI0YHETE C MO-HUCKa 103a 25 mg.

Hena (ot 1 1o 5 ronunn) — obuuaitnata HavanHa no3a mpu UTII e eqna Tadaerka Exrpombormnar
Accord ot 25 mg BeHBK AHEBHO.

IIpu xenatut C

Bb3pacTHu - oOnuaiinaTa HavanHa 1o3a npu xenatut C e eqna tadaerka Entpombomnar Accord ot
25 Mg BeIHBX AHEBHO. AKO CT€ OT H3TOYHO-/FOTOM3TOYHOA3HATCKU IIPOU3XO/] LIIE 3aII0YHETE ChC
cblaTa 103a ot 25 mg.

Mosxe na ca Heooxomumu 1 1o 2 cenmuiy, nokaro Entpombonar Accord 3anmouHe na nericTra.
Cropen moBiusiBaneTo Bu ot Enrpombomnar Accord, gekapsaT MoXe Ja penophya MpoMsHa B

JHEBHATA 71034.

Kak na npuemare TadJjieTkurte
ITormsiaiiTe TabneTKaTa 15114 C MAJIKO BOJA.

Kora na ro npuemare
VYBepere ce, ue —
o 4 gyaca npeau nprema Ha ExrpomOomar Accord

. 1 2 yaca cjaen nprema Ha Enrpombonar Accord

HE€ CT€ KOHCYMHUpAJIU HAKOE OT I/I36pOCHI/ITel

L MJICYHH NMPOAYKTH, KATO CUPCHE, MACJI0, KUCEJIO MJIAKO UJIU CJIal0JIC

L MJIAAKO I MJICYHH IHeﬁROBe, HAIWUTKH, CbABPIKALIN NPACHO MIIAKO, KUCCIIO MIISIKO UJIHA
CMECTaHa

L4 aAaHTHAUAU, BU]I JICKAPCTBA 3a HAPYHNICHO XPaHOCMHUJIAHEC U KUCCJIUHHU

L4 HAKOU XPAHUTEJITHU Z[OﬁaBKH ¢ MUHEPAJIH U BUTAMHUHHU, BKIIFOYBAIIH XKEJIA30, KaJIL[I/IfI,

MarHe3ui, anyMUHUMN, CEJIEH U IUHK

AKo npuemeTe U30pOeHHUTE NPOIYKTH C JIEKapCTBOTO, TO HAMA Aa ce pe3opOupa npaBuiHo oT Bamms
OpPIaHU3bM.

Mpuemere Eltrombopag Accord

=

...H B NPOABJIKCHHEE
Ha 2 gaca cJej
npueMm

B npoanikenne
Ha 4 vaca npean
JIa mpHeMeTe

eJTpoMbonar...

HUKAKBH mieunn npoaykr, \
AHTHANH/IH H/IH XPAHHTEJIHH NS
106ABKH ¢ MHHEPAJIH

3a moBeye CbBETH OTHOCHO IOAXOASIIIIH XPaHM U HAITUTKHU, TOBOpPETE C Bamun JIeKap.
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AKO cTe IpHeJIM OBevYe 0T HeoOxoanMaTa no3a Exrpomoonar Accord

He3a6aBHo ce cBbp:keTe ¢ Jekap wid ¢papManeBT. AKO € Bb3MOXXHO, IOKa)XXETEe UM OIaKOBKATa WUJIU
Ta3y JIMCTOBKA.

e Bu npocnensBaT 3a NpuU3HAIM WIM CHMITOMH Ha HEXXeJIaHU peakuy 1 He3abaBHO 11e Bu ce
NPUIIOXKU TTOAXOSIIO JIEUCHHUE.

AKo cTe nponycHaau Aa npueMete Exrpomoonar Accord
Bsemere cnenBamara go3a B obnuaifHoTo BpeMe. He npuemaiite moseue ot eqna go3za Earpombonar
Accord B euH neH.

AKko cte cipesu npuema Ha Exrpom6onar Accord

He cnmpaiite mpuema Ha Entrpombomnar Accord 6e3 fa cte ce mocbBeTBanu ¢ Bamms nexap. Ako
Bammsr nexap Bu mocbBeTBa 1a CIIpeTe JICUCHUETO, OpOAT Ha TpoMOOIIMTUTE BH 111e ce n3ciiensa
BCSKa CEAMMIIA 32 TIEPUOJT OT YETUPU CeAMULIU. BukTte cblio ,, Kbpeene unu nonyuasane na CHHUHU
clled Kamo cnpeme neveHuemo“ B Touka 4.

AKO MMaTe HIKaKBH JIOMIBIIHUTEIHN BBIIPOCH, CBBP3aHHU C YIIOTpedaTa Ha TOBA JIEKAPCTBO, MOMUTANTE
Bamms nexap nnu dapmanesT.

4, Bb3MOKHH HexeJTaHU peakumumn

Kakro Bcuuku JIEKapCTBaA, TOBA JICKAPCTBO MOXKE Jia IPECAU3BHUKA HEXKECIaHU PCaKIINK, BBIIPEKU Y€ HE
BCCKM I' ITOJIy4daBa.

CuMIITOMH, KOUTO U3UCKBAT BHUMaHMe: 00bpPHETE ce KbM JieKap

Xopara, kouto npuemat Entpombonar Accord 3a UTII nnm 3a Hucsk Opoit Ha TPOMOOLIUTHTE, TIOPaIn
xernatuT C, MOrar Aa pa3BUAT MPU3HAIM HAa NOTEHIMATHO CEPUO3HHU HEXKEeNaH! peakunu. BakHo e na
Ka)KeTe Ha JIeKap, ako pa3BueTe Te3n CHMIITOMM.

Ilo-BHCOK pHucK OT 00pa3yBaHe HA KPBBHH ChCHUPeEH

Hsikon xopa mMorat 1a UMaT 10-BUCOK PHUCK OT 00pa3yBaHe Ha KPbBHU ChCHPELU U JEKapCTBa KaTo
EntpomOonar Accord moraT na Biomar To3u npo6ieM. BHe3anHoTo 3amyiBaHe Ha KPbBOHOCEH ChJl
OT KPBBEH ChCHPEK € HeuecTa HexellaHa peakius 1 Moxke Aa 3acerte 1o 1 Ha 100 goBeka.

AS HOTcheTe He3a0aBHO MEQUIUHCKA IIOMOII, aK0 pa3sBUETE NPU3HALIA U CHMIITOMU Ha
HAJIMYUEC HA KPbBEH CbCUPEK, KaTO:

° nmoayBaHe, 60JIK3, 3aTOIVIsIHE, 3a4YepBABaHEe UM YYBCTBUTCIIHOCT B €AMHHUA KpPaK
° BHe3all€H 3a1YyX, 0CO0€EHO 3a€aHO C OCTpa 0OoJKa B T'bPAUTC WU YYCCTCHO AUIIAHC
° KOpEMHa (CTOMaHIHa) 6OJ'IKa, noAayBaHE B KOpEMHATaA O6J'IaCT, KPBbB B U3IPAKHCHHUATA.

YepHoapooHuu npodaeMu

EntpomOonar Accord Moske 1a MPUYUHHA IPOMEHH, KOUTO C€ YCTaHOBSIBAT B KPBBHUTE U3CIICIBAHUS U
MOTAaT J1a ca MPU3HAIM Ha 9epHOpOOHO yBpekaane. YepHoapoOHUTE MTpoOieMH (TOBUIIaBaHE HA
YEPHOAPOOHUTE CH3UMH B KPBHBTA) ca YSCTH M Morar na 3acerHar no 1 Ha 10 goBeka. Jpyrute
4epHOApoOHH NpoOIeMH ca HeYeCcTH U Morart j1a 3acersat 1o 1 Ha 100 yoBeka.

AKO “Mare HIKOU OT H30POCHUTE IT0-T0Ty MIPU3HAITA HA YePHOIPOOHHN TIPOOIeMH:
- NMOKBJTABAHE HA KOXKATa WU Ha 0sJlaTa 4yacT Ha ouuTe (KBJITCHUIIA)

- HeOoOWYaiiHO ThMHA YPHHA

=  undopmMupaiite He3abaBHO Bamusn Jiekap.

KbpBene win nojiyyaBane Ha CHHUHH CJieJl KATO CIpeTe JieYeHHeTo

B pamkuTe Ha ABE ceMMIIM ClIe]] CiupaHe Ha npuema Ha EntpomGonar Accord, Opost Ha
TPOMOOIIMTHTE B KPBBTA OOMKHOBEHO Tajia 10 CTOHHOCTUTE OT MPEAX 3al0YBaHEe HA pHUeMa Ha
Entpombomnar Accord. I[To-HUCKHAT Gpoii Ha TPOMOOIUTHUTE MOXKE JIa MOBUIIIK PHCKA OT KbPBEHE HJIH
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NojJy4aBaHe HA CHHUHM. Bammst nekap mie npoBepsiBa Oposi HA TPOMOOLIUTUTE 33 TIEPHOA OT Haii-

MaJIko 4 ceaMHIH, ciie KaTo cnpere aa npuemare EnrpomOomnar Accord.

=  Uudpopmupaiite Bamus jiekap, ako nMare HIKaKBO KbPBEHE WIIM CHHUHH, CIIS]] CIUPAaHE Ha
Entpombomnar Accord.

Hsxoun xopa Moe 1a IMaT KbpBeHe 0T XpaHOCMUJIaTeJHATA cCUcTeMa CIIe]] CIIMpaHe Ha
neruaTepdepos, pudasupun u Enrpombomnar Accord. CHMOTOMUTE BKITIOUBAT:

) KaTpaHEHO YepHU M3MPaKHEHU (M3MPaKHEHIS ¢ POMEHEH IBAT Ca HEUeCTa HeXKellaHa
peakius, KosaTo Moxe aa 3acerHe o 1 Ha 100 4oBeka)

. KPBB B H3MPAKHECHUATA

. MOBPBIIIaHE HAa KPBB WM TIOBPBILAHE HA MaTEpHsl, KOATO MPUIINYA HA yTalka oT Kade

=  Veexomere He3a0aBHO Balnust JeKkap, ako ©MaTe HAKON OT TE3H CUMIITOMH.

Ciensammre HexKeJIaHU PeaKIUM ca ChOOIIEHH, Ye ¢a CBhP3aHu ¢ JedeHHeTo ¢ ExTpoMOonar
Accord npu Bb3pacTau nanuentu ¢ UTII:

MHOro0 4ecTH HeKeJIaHU Peakuuu

Mosxe na 3acerHat mosede ot 1 Ha 10 qyuu:

MPOCTY/Ia,;

rajieHe;

JMapus;

KalllJIUIa;

WH(EKIUS Ha HOCa, CHHYCHUTE, TbPJIOTO U TOPHUTE JUXATEIHU MbTUIA (MHEKIUI Ha TOPHU
MAXaTEITHN IHTHUINA);

. 0omka B rppoa.

MHOro 4ecTH HeKeJIAaH! PeaKINi, KOUTO MOJKe /1a ce MPOSIBAT Ype3 KPHBHUTE U3CJIeABAHNA:
o MOBHIIIEHN YePHOAPOOHU eH3uMH (allaHuH aMuHoTpaHcdepasa (ALT)).

YecTu HeKeJIAHU Peakuuu
Moxe na 3acersat a0 1 na 10 gymmu:
. MYCKyJIHa 0OJIKa, MYCKYJIHHU ClIa3MH, MyCKyJTHa C1a0oCT;

. 00JIKa B KOCTHTE;

. TEXBK MEHCTPYaJIeH UKBII,

o 3aYEPBEHO I'bPJIO0 U AUCKOMGOPT MPU MPETITBIIAHE;

o MPOOJIEMU C OYUTE, BKIIFOUUTEIIHO OTKJIIOHCHHS B TECTOBETE 3a M3CJICABAHE HA OYUTE, CYXO OKO,
00JIKa B OKOTO U 3aMBIJICHO 3pPCHUCE;

o MOBPBIIAHE;

o rpun (uHpIyeHIa);

o xepriec,

o MTHEBMOHHSI,

. pasnpa3HeHUe U Bh3MajieHHe (OTOK) Ha CHHYCHTE;

. BB3naJIcHHe (0TOK) W MHGEKIHS Ha CIITUBUITATE,;

. nHDeKusa Ha O6enus Apod, CHHYCHUTE, HOCa B ThPIIOTO;

o BB3MAJICHUE HA BEHIIUTE;

. 3ary0a Ha ameTuT;

o MpaBydYKaHe, U3TPBIIBAHE WM CKOBAHOCT, HAPHYAHHU YECTO ,,001[KAIIN UTIIHIKH

o MOHW)KEHA YYBCTBUTEIHOCT Ha KOXKATa,

o CHHJIBOCT;

. 00JKa B YXOTO;

. 00JKa, OTOK U OOJIE3HEHOCT B SAMHMS KpaK (OOMKHOBEHO B TIOIOSAPHUIIATA) ChC 3aTOIICHA KOXKa

B 3acerHara o0JacT (MpU3HAIM Ha HaJMYKHEe HA ChCUPEK B IbJI0OKATa BEHA);
JIOKAJIM3UPaH OTOK, U3IIBJIHEH C KPBB OT YBPEACH KPHBOHOCEH CHJI (XEMaTOM);
° Top€lIv BbJIHU,
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o npobieMu B 00JacTTa Ha ycTaTa, BKIIOUUTEITHO CYyX0Ta B YCTaTa, Bh3MalleHHe B 00JIacTTa Ha
ycTara, YyBCTBUTEIICH €3HK, KbPBSIIIM BEHIU, ahTH B yCTaTa;

Xpema;

36000011

KOpeMHa 00JiKa;

HapyIleHa YepHOIPOOHA (PYHKIHS;

KO>KHU TIPOMEHH, BKJIIIOYUTEIHO IPEKOMEPHO MOTEHE, ChPOSIL] HAAUTHAT OOPUB, YSPBEHH
METHA, TPOMSIHA BB BHJIA HA KOXKATa;

KocomaJ;

MeHEeCTa YpPUHA WM MeXyp4deTa B ypuHara (TpH3HAIM Ha HAJM4YKe Ha OCNThK B ypUHATA);
BHCOKa TEMITIEPaTypa, TOPEIH BhIIHU;

rpbaHa O0NKa;

yceliane 3a cJiadocr;

HapyIICHUS Ha CHHS, JICTIPECHS;

MUTPCHA;

HaMaJIeHO 3peHHE;

CBETOBBPTEXK (BEPTHTO);

ra3ose.

YecTH HeKeJIAHU PeAKIMH, KOUTO MOKe /1a ce MPOSIBAT Ype3 KPbBHUTE U3CJIeABAHNA
MOHIKEH Opoii Ha YepBEHUTE KPHbBHH KICTKH (aHEMHs);

HOHIKEH Opoii Ha TpoMOouUTHTE (TPOMOOIIUTONICHNS);

MOHIKEH Opoii Ha OeNnTe KPbBHU KIICTKH;

MOHIKCHUE Ha XEMOTJI00MHa;

noBHUIIeH Opoii Ha €03UHODUIINTE;

MIOBUILICH Opoii Ha OennTe KPbBHH KIETKH (JICBKOIIMTO3a);

MOBUILICHU HUBA HA TMKOYHA KUCEJIMHA;

MOHIKCHU HUBA HA KaJIHIA;

MOBUILICHN HUBA HA KPEaTHHUH;

MOBUILICHN HUBA Ha ankaiHa docdarasa;

MOBUILICHU YepHOApoOHH eH3uMu (acnapTat amuHoTpanchepasa (AST));

MOBUILICH OMIMPYOHH B KpBBTA (BELIECTBO, KOETO CE MPOU3BEKAA OT YePHUS Ap00);
MOBUILICHU HUBA HA HAKOU MPOTEHHHU.

HeuyecTn HexkeJaHH peaknuu
Mosxe na 3acersat a0 1 Ha 100 gymm:

o AJICpIrUYHa pCaKlusi,
L MNPEKHBCBAHE HA MPUTOKA HAa KPBB KbM YacCT OT CHhPLCTO,
o BHC3aIlICH 3aayX, 0CO0EHO KOTAaTo € MMPUAPYKCH C OCTpa 0olka B I'bpAUTEC H/UIn YUYCCTCHO

TUIIaHe, KOETO MOJKE JIa € TIPU3HAK 332 HAIW4Ke Ha KPhBEH ChCHPEK B OeIUTE JpoOOBe (BIKTE
»Ilo-6ucox puck om odpasyeane nHa Kpb8HU cbcupeyu “ O-Tope B TOUKA 4;

. 3ary0a Ha (QyHKIOHSITA Ha 9acT OT Oenus npo0, MpUIMHEeHa OT 3aITyIIBaHe Ha 0e1oapooHa
aprepus;

o BeposATHA 00JIKa, TIO/TlyBaHE W/WIIK 3a4epPBIBaHE OKOJIO BEHA, KOSTO MOXKE J1a O'bJie MPU3HAK 32
KPBBEH ChCUPEK BHB BEHATA;

o MOXBATSIBAHE HA KOXKATa H/WIH KOpeMHa 00JKa, KOeTo MOXe Ja ObJic MPU3HAK 3a 3aMyIllBaHe B

KI'BYHUTE THTHINA, JIC3Hs Ha YSPHHS APOO, YSPHOAPOOHO YBpEXKIaHE OPAIH Bh3MAICHHE
(BwxTe ,, Ueprnodpoonu npoodaemu mo-rope B Touka 4);

o YepHOAPOOHO YBpEXKIaHEe MOpaIy MPHEM Ha JIEKapCTBa;

o Y4eCTeH ChPJICUCH PUTHM, HEPABHOMEPEH ChPJICUEH PUTHM, CHHKABO OI[BETSIBAHE HA KOXKATa,
HapyIICHUS Ha ChPACYHUSA PUTHM (yabikaBane Ha QT uHTepBana), KOeTo MOXe J1a ObJie
MPU3HAK Ha HApYIICHUE, CBBP3aHO ChC CHPIIETO U KPhbBOHOCHUTE CHIIOBE;

o KPBBEH ChCHPEK;
o 3a4yepBsiBaHE Ha JIUIETO;
. 0OJIC3HECHHU MTOAYTH CTaBH, KOETO C€ MPUUINHSIBA OT IMMKOYHA KHCEnHA (TIo/1arpa);
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JIUTICA HA MHTEPEC, IPOMEHH B HACTPOCHUETO, TIa4, KOWTO € TPYJIHO Ja ¢e CIpPEe WM Bh3HUKBA
HEOYaKBaHO;

HapYIICHUS B PABHOBECHETO, TOBOPA U HEBPOJIOTUYHATA (DYHKIIHSI, TPEMOD;

00JIe3HCHU WM HEOOMYaliHU KOKHU YCEIIaHus;

napanu3a Ha ¢JJHaTa CTpaHa Ha TSUI0TO;

MUTpEHA C aypa;

YBPEXkKIaHE HAa HEPB;

pasnmpsBaHe WU MOJAyBaHe Ha KPbBOHOCHH ChJIOBE, KOETO NMPUYMHSBA TI1aBO0OITHE;
MPOOJIEMU C OYUTE, BKIIFOUUTEITHO MOBUIIICHO CTh3000pa3yBaHe, IOMbTHIBAHE Ha JIeIaTa Ha
0KOTO (KaTapakTa), KpbBOM3IINB B pETHHATA, CyX0Ta B OUUTE;

Mpo0JIeMH ¢ HOCa, IBPIIOTO U CHHYCHUTE, TIPOOJIEMH C IUIIAHETO 10 BpEMe Ha ChH;
Mexypur/adTe B ycTaTa u TbPIIOTO;

3ary0a Ha aIeTuT;

XPaHOCMUJIATEITHU TIPOOJIEMH, BKIFOUUTEITHO YCUIICHA TICPUCTANTHKA, XPAHUTEITHO OTPABSHE,
KPbB B U3XO0XKJAHUATA, TIOBPBIIAHC HaA Kp’I)B;

KBbPBEHE OT PEKTYMa, IIPOMsIHA B [IBETA Ha U3XO0XKIAHUATA, II0yBaHE Ha KOpEMa, 3alleK;
Mpo0JieMH B 00JIACTTA HA YCTaTa, BKIIOYUTEIHO CyX0Ta B YCTaTa WM Bh3MAJICHUE HA yCTATa,
00JIe3HCH €3UK, KbPBSIIIM BEHIU, TUCKOM(OPT B ycTaTa,

CIHYEBO M3TapsHe;

TOPEIH BBIIHY, YCEIaHE 3a TPEBOKHOCT;

3a4epBSIBAHE WJIH OTOK OKOJIO PaHa;

KbPBEHE OKOJIO KaTeThp (aKo MMa) B KOXKATA;

yCelllaHe 3a YyKI0 TSIIO;

npo0ieMu ¢ ObOpenuTe, BKIFOUUTEIIHO Bh3MaJIcHHE Ha OBOpeITe, NPEeKOMEPHO YPUHUPAHE
npe3 HolITa, ObOpEeYHa HEOCTATHYHOCT, OSITH KPHBHH KJICTKU B YPUHATA;

CTy/ICHA TOT;

001110 HEPA3MOIOKEHHUE;

MH(EKITNS Ha KOXKaTa;

KOXKHU MPOMEHH, BKJIFOYUTEITHO MTPOMSIHA B IIBETa Ha KOXKATa, JIFOIICHE, 3a4epBsIBaHe, ChPOCK U
OOWITHO TIOTEHE;

MYCKYJIHA cT1aboCT;

pak Ha peKTyMa H Ae0es0To YepBo.

HedyecTn HexxenaHu pPeaKkuMu, KOUTO MOZKe 1a C€ NMPOABAT Ype3 KPbBHUTE U3C/ICABAHMS .

MPOMEHH BBB (hopMarTa Ha YePBEHUTE KPHBHHU KIICTKHU;

HAJIMYME Ha Pa3BUBAIIN ce O KPHBHU KJIETKH, KOETO MOXKE J1a € MOKA3aTEIHO 33 HIKOU
3a00JIsIBaHUS;

TTOBHUIIIEH OpOil Ha TPOMOOITUTHTE;

MOHW)KEHN HUBA Ha KAV,

TTOHKECH OpOii Ha YePBEHHUTE KPBBHH KIIETKH (aHEMUS) TTOPATH IPEKOMEPHO pa3pyIlaBaHe Ha
YEPBEHUTE KPBBHU KJICTKH (XEMOJIUTHYHA aHEMUS );

MOBHINIEH OPOY HA MUEIIOIUTHTE;

MOBHIIIEH OpOYi Ha MPBYKOSAPESHUTE HEYTPODUIIH;

MOBUIIICHU HUBA HA YPesiTa B KPBBTA;

MOBUIIICHN HUBA Ha OCNTHK B ypUHATA;

MOBUIIICHU HUBA HA AIOYMUHA B KPHBTA;

MTOBUIIICHU HUBA Ha OOIIHs OCITHK;

MOHIKEHY HUBA Ha aJIOyMUHA B KPBHBTA;

noBuieHo PH Ha ypuHara;

MOBUIIICHU HUBA HA XEMOTJIOOHHA.
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CreaBammure JONBIHATETHH HEKEJTAaHH PEAKIHH €A ChOOIIEHN, Ye ¢a CBbP3aHHU C JIEYeHHETO ¢
Earpomoonar Accord npu neua (Ha Bb3pact ot 1 10 17 roqunu) ¢ UTII:

AKO Te3u HeXeJIaH! PeakIy CTaHaT CePUO3HHU, MOJIsl nHopMmupaiiTe Bamms nekap, Gpapmanest wim
MEMIIUHCKA CEeCTpa.

MHoro 4ecTH HeKeJJAHU peaKkuuu

Moxe na 3acersat moBeye ot 1 na 10 gema:

. WHQEKINs Ha HOCA, CHHYCHUTE, I'BPJIOTO U TOPHUTE ANXATEIHH MIBTUIIA, POCTYAA (MHDEKITHS
Ha TOPHU JIUXATEIHU MHTHIIA);

JMapus;

KOpeMHa 00JIKa;

KallUIALA;

BHCOKA TeMIIepaTypa;

raJicHe.

YecTH HeKeJIaHU PeaKIIUH

Mosxke na 3acerdat a0 1 Ha 10 gena:

npobiemMu cve chHs (Oe3chHIE);

36000011

0oJKa B HOCA U T'BPJIOTO;

ChpOEK, XpeMa WK 3aIyIieH HOC;

3a4EPBEHO I'bPJI0, XPEMa, 3aITyIIIeH HOC ¥ KHUXaHE;

Mpo0OJieMU B 00JIACTTA HA YCTaTa, BKIOYUTEIHO CyX0Ta B yCTaTa WM Bh3MAJICHUE HA YCTaTa,
YYBCTBHUTEJICH €3UK, KbPBSIIU BEHIM, ad)TH B yCTaTa.

CrenBammuTe HesKeJIaHH PeaKUH ca CHOOLIEHH, Ye ca CBBP3aHu ¢ JiedeHueto ¢ Earpomoonar
Accord B komGuHanus ¢ neruHTep(hepoH U puGABUPHH NP nanueHT ¢ xenatutr HCV:

MHOro 4ecTH HeKeJIAaHU peakinu

Mosxe na 3acersat mosede ot 1 Ha 10 qymmu:
ri1aBoOOJINE;

3ary0a Ha arneTHr;

KalllInIa;

raJieHe, Tuapus;

MYCKYJTHa 0O0JIKa, MyCKYJIHA CIIa00CT;
CBhpOEK;

yMopa,

MOBHILIEHA TEMIIEPATYPa;

HeoOHYaeH KOCOMIAa;

ycelase 3a cinadocr;

TPUTIONIOI00HO 3a00IIsIBaHE;
MOJyBaHEe HA PBIETE WM KpaKaTa;
BTpHCaHE.

MHOro 4ecTH HeKeJIaHHU pPeakii, KONTO MO:Ke /1a ce MPOSIBAT Ype3 KPbBHUTE U3CJIeABAHNA:
. MOHIKEH OpOii Ha YepBEHUTE KPBBHU KIETKU (aHEMHS).

YecTH HEXKeJAHU PeaKIUM
Mosxe na 3acersar a0 1 na 10 gymm:

o uH(EKIMs Ha TMKOYHATA CUCTEMA,;

o Bb3MaJICHHE Ha HOCHUTE MPOXO/IH, THPJIOTO U yCTaTa, IPUITONOJO0HN CUMIITOMH, CyXOTa B
ycTaTa WM Bb3MaJCHUE Ha yCTaTa, 3000011

o 3ary0a Ha TerJjo;

o HapyIICHUs Ha ChHS, HeOOMYaliHa CHHIIMBOCT, ICTIPECHs], TPEBOKHOCT;

o 3aMasiHOCT, MIPOOJIEMHU ¢ BHUMAHUETO U NTaMETTa, IPOMEHH B HACTPOCHHUETO;
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MOHIKEHA MO3bYHA (YHKIIHSI TOPAJIH YSPHOAPOOHO YBPEXKIaHE;

MpaBy4KaHe WM U3TPBIIBAHE HA PHIETE WM KpaKaTa,

BHCOKa TeMIIepaTypa, riaBo0oJIue;

POOJIEMH ¢ OYUTE, BKIIFOYNTEIHO MOMBTHIBAHE Ha JIEIIaTa Ha OKOTO (KaTapakTa), CyXo OKO,
MAJIKU JKBJITEHUKABY OTJIATAHUS B PETUHATA, MOKBITIBAHE Ha OSITOTO HA OYUTE;

KPHBOU3JINB B PETHHATA;

CBETOBBPTEXK (BEPTUTO)

YCKOPEH WJIM HEMIPaBUIIEH ChPJICUCH PUTHM (ChPIIEOUCHE), 3a/1yX;

KaIIUTHIIA C XPauKH, XpeMa, TPUTIONo100H0 3abosiBane (TpUII), Xepriec, 3a4epBeHO I'bPIIO U
JTUCKOM(OPT IIpH MPETITbIIAHE;

XpaHOCMUJIATEIHH TPOOJIEMH, BKITIFOUMTEIIHO ITOBPBIAHE, CTOMAIIIHA 00JIKa, JIOIIO0
XpaHOCMUJIAHE, 3alleK, MOAYT CTOMaX, HapyIlIeH BKYC, XeMOPOUIH, O0JIKa B
CTOMaxa/TuCKOM(OPT, MOTYyTH KPHBOHOCHU CHIIOBE M KbPBEHE B XpaHOMpPOoBOa (e30daryc);
36000011

YepHOIPOOHH MPOOIJIEMH, BKITFOUUTEITHO TyMOP B YepHUS AP00, MOKBIATIBAHE HA OSJIOTO HA
OYHTE WK KOXaTa (KBJITECHUIA), YSPHOAPOOHO YBPEXKIAHE TIOPAIH TPUEM HA JIEKapCTBa
(Bmxre ,, Ueproopoonu npobaemu” no-rope B Touka 4);

KOXXHH ITPOMEHH, BKIIFOUHTEIHO OOPHB, CyXa KOXKa, €K3eMa, 3aUepBsIBaHe Ha KO)KaTa, ChpOex,
MPEKOMEPHO U3MOTSABaHE, HCOOMYAHN KOXHH U3PACThIU, KOCOTA/T;

cTaBHa Ooika, 00Jika B T'bp0a, 00JIKa B KOCTHUTE, O0JIKa B KpaltHUIUTE (PBIIC, KpaKa, JUIaH! W
CThIANA), MYCKYJTHH CIIa3MU;

Pa3ApasHUTEIHOCT, OO0 HEPA3MOIOKEHHE, KOXKHHU PEaKIMU KaTo 3auepBIBaHe WM MOyBaHEe
1 00JIKa Ha MSICTOTO Ha MH)KEKTUPAHE, rpbaHa 00JiKa U TUCKOM(OPT, HATPYIIBaHE HA TEYHOCT B
TSJIOTO WM KPaHHUIMTE, IPUYMHSBAIIO [01yBaHE;

nH(EKIUA Ha HOCa, CHHYCHUTE, I'bPJIOTO U TOPHUTE JTUXATEIIHU ITBTHUIIA, TPOCTyAa (MHPEKIHSI
Ha TOPHU JUXATENIHHU THTHIIA), Bh3MAJCHIE Ha JTUTaBHUIIATa, TIOKPHUBAIIa OPOHXHUTE;

JIeTIpeCcHsi, TPEBOXKHOCT, HAPYIICHUS HA ChHS, HEPBHOCT.

YecTH HexKeJTaHU Pe€aKuuHu, KOMTO MO:Ke 1a C€ NMPOSIBSIT Ype3 KPbBHUTE U3CJIECABAHMS .

MOBUITICHA KPBBHA 3axXap (TII0K03a);

MTOHIKEH Opoii Ha OennTe KPbBHU KIETKH;

MOHIKEH Opoi Ha HEYTPODUIHTE;

MOHIKEHHU HUBA Ha aJlOyYMUH B KPBBTA,

IMOHM)KEHH HUBA Ha XEMOTJI00MHa;

MOBHIIICHU HUBA Ha OWIMPYOHH B KPBBTA (BEIIECTBO, IPOU3BEKAAHO OT YEPHUS JIP00);
MPOMEHHU B €H3UMHTE, KOUTO KOHTPOJIUPAT ChCUPBAHETO HA KPHBTA.

HeuecTn HexkenaHu peakuuun
Mosxe na 3acerrar a0 1 Ha 100 gymm:

0o0JIKa TIpu ypUHUpAHE;

HapyIIeHUs Ha ChPIEYHHA PUTHM (yabkaBane Ha QT mHTEpBaNa);

cToManrHa nH¢ekus (TaCTpOSHTEPHT), 3a4E€PBEHO T'bPJIO;

Mexypu/adTu B ycTaTta, Bb3NaJICHUE Ha CTOMAaXa,

KOXXHH ITPOMEHH, BKIIFOUUTETHO MTPOMSHA B IIBETA, JIIOIIEHE, 3a4epBIBaHEe, CbPOEK, Ie3Usl U
HOLIHU U3MOTSIBAHNUS,

KPBBHHU ChCHPELH BbB BEHa Ha YepHUS AP0O (BH3MOKHO YEPHOAPOOHO YBpEKIaHE HU/UITU
YBpEXIaHE Ha XpaHOCMHJIATEIHATa CUCTEMA);

HEOOMYaiiHO KPHBOCHCUPBAHE B MAJIKK KPHBOHOCHHU CHIOBE ¢ OBOPEUHO YBpPEKIAHE,;
00puB, MOCHHSIBAaHE HA MSCTOTO HA MHXKEKTHPaHE, IPhACH AUCKOMOPT;

MOHMXEH Opoil Ha YepBEHUTE KPBBHU KIIETKH (aHEMUs) OpaIl IPEKOMEPHO pa3pyllaBaHe Ha
YEpPBCHUTE KPBBHU KJIETKU (XEMOJINTHYHA aHEMU);

00BpKaHOCT, BE30YIA,;

YepHOAPOOHA HETOCTATHYHOCT.
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CaeaBaliuTe He:KeJIaHU PEAKIUH €A ChOOIIEHH, Ye ¢a CBbP3aHU € JIeYeHHeTo ¢ eJTpoMbonar
NpPH MAIUEHTH ¢ TexKa amnacTuuna anemus (TAA):

AKO Te3H HeXeJlaHU peaklliy CTaHaT Cepro3HU, HHpopMupaiiTe Bamus nekap, papmanest nin
MEJUITMHCKA CECTpa.

MHOro 4ecT He:KeJIaHU peaKkunuu

Moxe na 3acernar noseue ot 1 Ha 10 gymm.
KallInIa;

r1aBo0oJINE;

0orka B ycTaTa U I'bpJoTo;

JAapus;

ycerane 3a rajgere (rajgeue);

cTaBHa 0oJIKa (apTpanTus);

6onka B KpaiiHuIUTE (PBIETE, KpaKaTa, JIAHUTE U XO/II/IaTa);
3aMasiHOCT;

yCelIaHe 3a CUIIHA YMOPa;

BHCOKA TEMIIEPaTypa;

BTPUCAHE;

CBbpOEX B OUUTE;

MEXYpH B yCTaTa;

KbPBCHE Ha BCHIIHTE;

KOpeMHa 00JIKa;

MYCKYJTHH CIIa3MHU.

MHOr0 YecTH HesKeJIaHH PeaKIni, KOUTO MO:Ke [1a ce MPOSBAT Ype3 KPbBHUTE U3CJIeABAHUS
o MATOJIOTUYHH NTPOMEHH B KIIETKUTE B KOCTHHS MO3BK;
. MTOBHIIIEHH HUBA Ha Y€PHOAPOOHUTE eH3MMH (acmaprar amuHoTpaHnchepasa (AST)).

YecTu HeXKeTAHHU PeaKUuu

Mosxe na 3acersat mo 1 ma 10 gymm.

TPEBOXKHOCT;

JIETIpecus;

yCelaHe 3a CTy/I;

001110 Hepa3MMOJI0KCHHUE;

MPOOJIEMH C 0YNTE, BKIIIOUUTEITHO 3pUTEITHN TPOOIeMH, 3aMBITICHO 3peHHe, TOMBTHIBAHE Ha

JienmaTa Ha OKOTO (KaTapakTa), eTHA WM OTJIaraHus B OKOTO (MBTHUHH B CTHKJIOBHIHOTO

TSJI0), CYyXO OKO, ChPOSIIO OKO, MOXKBIATSIBAHE HA OSJIOTO HA OYUTE WM KOXKATA;

o KbPBEHE OT HOCA,

o MpoOJIEMU Ha XpaHOCMUJIATETHATA CHCTEMa, BKIFOUUTEITHO 3aTPyIHEHO MPErTbIane, 00JKa B
ycTara, MoAyT €3UK, MOBPhIaHe, 3ary0da Ha aneTuTa, kopeMHa 0oika/muckoMdopt, moyBaHe
Ha KopeMa, MEeTeOpU3bM/Ta30Be, 3areK, HapylIeHHe Ha YpeBHATa MOTOPHKA, KOETO MOXKE Ja
MMPUYXHU 3aICK, MMTOAYBAHC, TUAPUA I/I/I/IJII/I Trop€noCOUYCHUTE CUMIITOMHU, IIPOMSAHA B IIBETA HA
M3IIPKHEHUATA,

o MIPHITaIaHe;

KOXXHH TTPOOJIEMH, BKIIFOUNTEITHO MAJIKU Y€PBEHU WJIA BUOJIETOBH TIE€THA, IPUYMHEHU OT

KbpBEHE B KOXKaTa (IIeTeXuH), 00OpHB, ChpOEK, KOTPHUBHA TPECKA, KOXKHA JIC3HS;

Oorka B Ipp0a;

MYCKYJTHa 00JIKa;

00JIKa B KOCTHUTE;

cabocT (acTeHus);

OTOK Ha JIOJIHUTE KpalHUIIW [TOpay HaTpyIBaHe Ha TEUHOCT;

HeoOWYaeH IBST Ha ypUHATA;

MIpeKbCBaHe HAa KPHBOCHAOIIBAHETO Ha Jayaka (MHGAPKT Ha Jajaka);

Xpema.
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YecTu HeKeJTAHH PEAKINU, KOUTO MOKe /1a ce MPOSIBAT Ype3 KPHBHUTE U3CJIeABAHUS

o MOBHIIIaBaHE HA CH3MMHU MOPaJIY paszpyliaBaHe MycKynuTe (KpeaTuH(ochoknHaza);
HATpYIBaHE Ha XKeJA30 B TSI0TO (CBPbXHATPYIIBAHE Ha KeJsI30)

MOHW)KaBaHe Ha KpPbBHATA 3axap (XUIIOTIUKEMUSI)

TIOBHUIIIEHU HUBA Ha OWIMPYOHH B KpBbBTa (BELIECTBO, KOETO ce 00pa3yBa OT YepHUs apod);
MOHWKEH Opoil Ha OenTe KPHBHU KIETKH.

Hexenanu P€aKIi ¢ HEU3BECTHA YE€CTOTa
OT HaIUYHHTE JaHHU HC MOXKE ada 6’5,[[6 HallpaBCHA OILICHKA Ha YeCTOTaTa

. MPOMsIHA B LIBETa HA KOXATa;
. MOTHMHSIBaHE Ha KOXKAaTa;
. YepHOAPOOHO YBpeXIaHe Mopaay MPHeM Ha JIeKapcTBa.

Chol1iaBaHe Ha He:KeJIAHU PeaKluu

Axo MOJIYYUTE HAKAKBH HEKCJIAaHU JICKAPCTBCHU PCAKIIUHN, YBEIJOMETC Bamms JICKap, (bapMaueBT U1
MeIHIIMHCKA cecTpa. ToBa BKIIFOUBA BCHYKH Bb3MOKHH HEOIIMCAHH B Ta3U JINCTOBKA HEXKEIAHU
peaxiy. MoXKeTe ChINo /1a ChOOITUTE HeXKeaH! PEakIiy TUPEKTHO Ype3 HallMOHATHATa CUCTEMa 32
crobmaBane, mocodeHa B llpunoxkernue V. Kato cr00maBare HeXXEIaHu PEaKInK, MOXKETE Ja TaIeTe
CBOsI PUHOC 32 TOJIyYaBaHe Ha MOBeYe MH(OPMAIUsl OTHOCHO O€30IMaCHOCTTa Ha TOBA JISKAPCTBO.

5. Kak na cexpansiBate Eaxrpomoéonar Accord

I[a C€ ChbXpaHsiBa Ha MACTO, HEAOCTBIIHO 3a JCIIA.

He u3non3BaiiTe ToBa JIGKAPCTBO ClIe]] CPOKA HA TOJHOCT, OTOCNA3aH BhPXY KAPTOHEHATA OMaKOBKa U
ommcrepa.

To3u nekapcTBEH NMPOAYKT HE U3UCKBA CIELUAIHH YCIOBHS Ha CbXPaHEHUE.

He n3xBbpisiiTe leKapcTBaTa B KaHAIW3ALMATA WIN B KOHTEHHEPA 3a JOMAIIHN OTHAbLH.
[NonuTaiite Bamus hapManeBT Kak Aa U3XBBPIATE JIeKapcTBaTa, KOUTO Beve He u3noi3sare. Tesn
MEPKH 1€ CIIOMOTHAT 3a Olla3BaHe Ha OKOJIHATA Cpeaa.

6. CLI[LI))KaHI/Ie Ha OIMAKOBKATA U JOIIBJHUTEC/IHA I/IH(l)OpMaIII/Iﬂ

Kaxkgo cbabp:ka Earpoméonar Accord
AKTHBHO BEIIIECTBO: eATpoMOoOTIar.

12,5 mg ¢puamupanu TadaeTku
Beska dummupana TabneTka chabpika enTpoMOoriar ojlaMiH, eKBHBAJICHTEH Ha 12,5 mg
enrpomOornar.

25 mg puaMupaHu TadJieTKu
Bcesika punmupana tabierka chabpika eaTpoMOonar oJlaMiH, eKBUBaJICHTEH Ha 25 mg enTpoMOomnar.

50 mg ¢puamMupaHu TadaeTKH
Bcesika punmupana tabierka chabpika eATpoMOoNar olaMiH, eKBUBasieHTeH Ha 50 mg enTpomOonar.

75 mg puamMuApanu TadaeTKH
Bcesika unmmupana TabneTka chabpka enTpoMOonar ojlaMiH, eKBUBAJICHTEH Ha 75 mg enTpoMOorar.

I[pyl"I/I CbCTaBKU: MAHUTOJI, TIOBUAOH, MUKPOKPHCTAIHA LETYJI03a, HATPUCB HUIICCTCH I'JIMKOJIAT,

MarHe3meB creapart, nzomant (E953), kanmues cuimkar, Xurnpomesnosa, TuTanoB auokcun (E171),
TpUaLeTHH, 4epBeH xere3eH okeun (E172) u sxbar sxenesen okeun (E172) [c u3kmouenue Ha 75 mg].
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Kak m3raexna EnxrpomOonar Accord U KakBO ChIbPKa 0NMAKOBKATA

Entpombonar Accord 12,5 mg ¢unmupanu TabieTKu
Opanxesa 110 kasiBa, KpbIia, IBOHHOM3IIbKHANA (pUIMHpaHa TablieTKa ¢ BATBOHATO penedHo
O3HaueHue ,,I” OT efHaTa cTpaHa U C UaMEThpP MPUOIM3UTETHO 5,5 mm.

Entpom6onar Accord 25 mg duamupanu TabieTku
THMHOPO30Ba, KPbIJia, TBOMHOU3IIbKHANIA (hHIMUpPaHa TabJIeTKa ¢ BJUTLOHATO peneHO O3HaYCHHE
»I1“ OT emHaTa CTpaHa U ¢ AUaMETHP MPUOITU3UTEITHO 8 MmM.

Enrpombonar Accord 50 mg dunmupanu rabneTku
Po3zoBa, kpbria, qBoHOM3MbKHANA (DHUIIMHpaHa TabJieTKa ¢ BIUTEOHATO penedHo o3HaueHwue ,,|11* ot
eIHaTa cTpaHa M ¢ TuaMeThp npuoimsutenso 10 mm.

EnrpoMbornar Accord 75 mg dunmupanu TabIeTKu
Uepsena 1o xadsBa, KpbIvia, IBOMHOM3MBbKHANA (PrMupaHa TabaeTKa ¢ BITEOHATO pestedHO
o3HaueHue ,,IV* oT emHaTa cTpaHa ¥ ¢ AMAMEThp MPUONIHU3UTETHO 12 mm.

Ipennarar ce B anymunnesu omuctepu (OPA/AIU/PVC-AIU) B kapTOHEHA OMTaKOBKa, Chabpskaria 14,
28 unu 84 TabNeTKH, ¥ IPYIOBH OMIAKOBKH, ChAbpkKamy 84 (3 OMakoBKU OT 10 28) TabIeTKH WiIn
nepdopupanu anymunuesu oiucrepu (OPA/Alu/PVC-Alu) B kapTOHEHA OMTaKOBKa, ChAbpKalla

14 x 1, 28 x 1 wu 84 X 1 TabneTku, ¥ TPYNOBU OMAKOBKH, ChABpKaIiy 84 X 1 (3 omakoBKH OT MO

28 x 1) TabneTKH.

He Bcuukn BHUIOBC OIMAKOBKK MOrI'aT Ja 6’B,ZLaT IIyCHATH HA I1a3apa BbB Bamara CTpaHa.

IIpuTe:kaTes Ha pa3pellleHHETO 32 yNOTpeda
Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

HWcnanus

IIpoussoaureJ

Accord Healthcare Polska Sp. z.0.0.
ul.Lutomierska 50,

95-200, Pabianice, TTomma

Synthon Hispania S.L.

Castello, 1

Poligono Las Salinas

08830 Sant Boi de Llobregat, Mcmanmus

Synthon B.V.
Microweg 22
6545 CM Nijmegen, Hunepnanaus

Accord Healthcare Single Member S.A.
64" Km National Road Athens Lamia,
Schimatari, 32009, I'sprwst

3a norBIHMTENHA HHPOPMAIHS OTHOCHO TOBA JIEKapCTBO, MOJISl, CBBPIKETE CE C JIOKATHHS
NpeACTaBUTEN Ha MPUTEXKATENS Ha pa3pellieHneTo 3a ynoTpeoa:

AT/BE/BG/CY/CZ/DE/DK/EE/ES/FI/FR/HR/HU/IE/IS/IT/LT/LV/LU/MT/
NL/NO/PL/PT/RO/SE/SI/SK
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Accord Healthcare S.L.U.
Ten: +34 93 301 00 64

EL
Win Medica A.E.
Ten: +30 210 74 88 821

I[aTa Ha IOCJCIHO NMpepasrjaekaaHe Ha JJUCTOBKaTa

JApyru u3rouyHMIM Ha HHPOpMAaLUs

IToapo6Ha wHGOpPMAITHS 32 TOBA JIEKAPCTBO € IIpeIocTaBeHa Ha yeOcaiiTa Ha EBpomneiickara areHnus
o JiekapcrBaTa https://www.ema.europa.eu. ITocouenu ca ¢hIo BPh3KH KbM JPyTH yeOcaiToBe,
KBJIETO MOXKE JIa C& HaMepu MH(POPMAIIHS 33 PEIKU 3a00IBAaHUS U JICUCHUS.

90



	КРАТКА ХАРАКТЕРИСТИКА НА ПРОДУКТА
	A. ПРОИЗВОДИТЕЛ(И), ОТГОВОРЕН(НИ) ЗА ОСВОБОЖДАВАНЕ НА ПАРТИДИ
	Б. УСЛОВИЯ ИЛИ ОГРАНИЧЕНИЯ ЗА ДОСТАВКА И УПОТРЕБА
	В. ДРУГИ УСЛОВИЯ И ИЗИСКВАНИЯ НА РАЗРЕШЕНИЕТО ЗА УПОТРЕБА
	Г. УСЛОВИЯ ИЛИ ОГРАНИЧЕНИЯ ЗА БЕЗОПАСНА И ЕФЕКТИВНА УПОТРЕБА НА ЛЕКАРСТВЕНИЯ ПРОДУКТ
	A. ДАННИ ВЪРХУ ОПАКОВКАТА
	Б. ЛИСТОВКА

