HPUJIOKEHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHMUSI TIPOAYKT
Copalia 5 mg/80 mg ¢punmupanu TabaeTKu

Copalia 5 mg/160 mg punmupanu TadbaeTku
Copalia 10 mg/160 mg ¢punmupanu TabIeTKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Copalia 5 mg/80 mg dbuimupanu TabiaeTKH

Bcesika punmupana tabiaetka chabppika 5 mg ammoqunun (amlodipine) (karo amnoaunux Ge3uiar)
u 80 mg Bancapras (valsartan).

Copalia 5 mg/160 mg dunmupanu TabneTKn

Bcesika punmmupana tabnetka cpaspika 5 mg ammoaunua (@mlodipine) (kato ammoaunuH 6e3uiar)
u 160 mg Basicapran (valsartan).

Copalia 10 mg/160 mg ¢punmmupanu TabieTKu

Bcesika punmupana tabiaetka chappka 10 mg ammomunun (amlodipine) (kato ammoaunun 6e3uaT)
n 160 mg Bancapran (valsartan).

3a IBIHUA CIINCHK HAa ITOMOIIHUTE BEIECTBA BIKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tabnerka

Copalia 5 mg/80 mg bunmupanu TabIETKH

TBMHO KBJITH, KPBIIIH QUIMHPAHU TaOJIETKU ChC CKOCeHHU phOoBe, ¢ Haanmuc “NVR” ot exnata
ctpaHa u “NV” ot apyrarta. [Ipubnusurenna ronemuHa: quametrsp 8,20 mm.

Copalia 5 mg/160 mg dbunmupanu TabieTkn

TBMHO *KBATH, OBalTHH (hunMupanu Tabnetku, ¢ Haanue “NVR” ot ennara crpana u “ECE” ot
npyrata. [Ilpubnusurenna ronemuna; 14,2 mm (apmkuna) X 5,7 mm (IupuHa).

Copalia 10 mg/160 mg dunmupanu TabIeTKU

CBeTJ10 XbJITH, OBAJIHK GuiIMupanu TadaeTku, ¢ Haamuce “NVR” ot eqnara crpana u “UIC” ot
npyrata. [lpubnusurenna ronemuna: 14,2 mm (apmwkuna) X 5,7 mm (lIupuHa).

4. KJIWMHUYHU JAHHU

4.1 TepaneBTUYHU NMOKA3aAHUSA

Jleuenne Ha eceHIIMATHA XUTIEPTOHUSL.

Copalia e moka3an npu Bb3pacTHH, YHETO APTEPUATHO KPHBHO HAJSITAHE HE C€ KOHTPOJIUpA aJeKBaTHO
MIPY MOHOTEpAN¥s ¢ aMJIOAUTTHH WIN BaJICApTaH.



4.2 Jlo3upoBKa M HAYMH HAa MPUJIOKEHHE

2031/1[30131(3

IIpemoppuBanara mo3uposka Ha Copalia e exna TabmeTKa JHEBHO.

Copalia 5 mg/80 mg moxe Ja ce mpusara npy MalMeHTH, YUETO APTEPHATHO HAJATaHE HE Ce
KOHTPOJIPA aJIeKBaTHO TIPH MOHOTEPAITHS ¢ aMJIOqUITMH 5 mg wiu Bamapran 80 mg.

Copalia 5 mg/160 mg mMoske J1a ce mpuiara mpu MaIrKeHTH, YUETO apTEPHATHO HAIIATaHEe HE ce
KOHTPOJIMPA aJICKBAaTHO TIPH MOHOTEPAIUs ¢ aMJIOIUNUH 5 mg nin Bajcaptan 160 mg.

Copalia 10 mg/160 mg mMoxe aa ce mpuiara mpy MalKUeHTH, YMETO apTEPUATHO HAJISITaHE HE Ce
KOHTPOJIMpPa aIcKBaTHO NIPU MOHOTepanus ¢ amnoaunuH 10 mg i Bancapran 160 mg nnu ¢
Copalia 5 mg/160 mg.

Copalia moxe na ce mpriara He3aBUCHMO OT XPaHEHETO.

[IpemopruBa ce, mpean MpeMUHABaHe Ha JieueHue ¢ (hrKcupaHaTta KOMOWHAIMS, J1a ce TIPOBEe
WHIUBUyaIHO TUTPUpaHE Ha JO3UTE Ha OTACIHUTE KOMIIOHEHTH (T.€. aMJIOAUITNH U BaJicapTaH).
Koraro € moaxo/sino oT KIMHUYHA TJIe[Ha TOYKa, OW MOTJIO Jia ce 00CHK/Ia TUPEKTHO IPEMUHABaHE
OT MOHOTEpAITUs KbM JIeYeHHE C KOMOMHANNSA OT (DUKCUPAHH JO3H.

3a y100CTBO MAIMEHTHUTE, TIOIyYaBallly BajIcapTaH U aMJIOIUITUH KaTO OTIACIHHU TaOJIeTKU/KaICyJIn
Morart Jia npeMuHar Ha iedenue ¢ Copalia, chabpiKalil ChIIUTE T03K Ha OTACITHUTE KOMIIOHEHTH.

bvopeuno yepescoane

Hsama Hanmuyay KIMHUYHY JaHHY PU TAIUEHTH ¢ TeXKO O0bOpedHo yBpexaaHe. He ce n3nckna
KOpHUTHpaHe Ha J103aTa MPH MaIHeHTH C JIEKO JI0 yMepeHo O0b0peuHo yBpexaane. [Ipu ymepeHo Texko
0BOpeUHO yBpeXkIaHe Ce MPEnopbhYBa CCICHE Ha HUBATa HA KaJUi U KPeaTUHUH.

YepnoopobHo vepesrcoane
Copalia e mpoTHBOMOKa3aH MPH MAIMEHTH C TEKKO YEPHOAPOOHO yBpexaane (Bxk. Touka 4.3).

Copalia TpsioBa 1a ce mpuIiara ¢ MOBUILICHO BHUMaHKE P MALMEHTH C YSPHOAPOOHO YBPEKIAHE UITH
OunmapHu 00CTPYKTHBHH 3a00isiBanus (BK. Touka 4.4). [Ipu maimeHTy ¢ JIEKO 10 yMEPEHO
4epHOIPOOHO yBpekaaHe 6e3 xonecTa3a, MaKCUMalHaTa IIpernopbuBaHa g03a Ha BasicapTad e 80 mg.
[Mpenopbku 3a 103UpaHe HA aMIIOJAUTIHH NPH MAIUESHTH C JIEKO IO YMEPEHO YePHOIPOOHO yBpEeXKIaHEe
HE ca ycTaHOBeHH. [Ipu npeMuHaBaHe Ha MOIXOASIIN NALUEHTH C XUIIEPTOHUS (BXK. Touka 4.1) u
4epHOIPOOHO YBpEXKIaHe KbM JiedeHue ¢ amnoaunue win Copalia, TpsOBa na ce u3nosi3sa Haii-
HUCKaTa HaJM4YHa JI03a Ha aMIIOJIUIIHH, ITPUJIaraH KaTo MOHOTEPAIHUS WIH ChbOTBETHO KaTO YacT OT
KOMOWHAaNusI.

Hayuenmu 6 cmapuecka év3pacm (Ha/nao 65 200unu)

[Ipu manmeHTHTE B CTapyecka B3pacT € HE0OXOAUMO IMOBUIIICHO BHUMAaHUE TIPHU MIOKaYyBaHE Ha
no3ata. [Tpu mpeMrHaBaHe Ha IOIXOAIIN MAIIMEHTHU C XUIIEPTOHUS (BK. TOUKa 4.1) KbM JIeUeHHUE C
ammonunve wiu Copalia, TpsibBa 1a ce M3M0I3Ba HAal-HUCKAaTa HaJMYHA 1033 Ha aMITO IUIIHH,
MpHUJIaral KaTo MOHOTEPAITUs MM ChbOTBETHO KaTO 4aCT OT KOMOWHAIIHSL.

Ileduampuuna nonyarayus
besomacuoctTa u edhukacHoctTa Ha Copalia mpu mera Ha Bb3pact oz 18 roauHu He ca yCTaHOBEHH.
JIumicBat gaHHU.

Hauue Ha npuiioxxeHue

IepopaaHo NPUITIOKEHHE
IIpemoprusa ce Copalia ga ce mprema ¢ MajIKo KOJIHIECTBO BOJA.



4.3 IIporuBomoKa3aHus

. CBpPBXUYBCTBUTEITHOCT KbM aKTUBHHUTE BEILECTBA, KbM JUXHIPONUPUANHOBU MPOU3BOIHY UITH
KbM HSKOE OT TIOMOIIIHUTE BEIlleCTBA, N30pOCHH B TOUKa 6.1.

o Texko yepHOIPOOHO yBpEKAaHEe, OMIMapHA UPO3a WK XOJIECTa3a.

o EnnoBpemennara ynorpe6a va Copalia ¢ aniuckupeH-cbIbpiKaiiy IpOayKTH €

MIPOTUBOIIOKA3aHa MIPH MAIIMEHTH ChC 3aXapeH auadeT mim ObOpedHO yBpeKIaHe

(GFR <60 ml/min/1,73 m?) (Bx. Touku 4.5 u 5.1).

Btopu u Tpetn TpuMecThp Ha OpeMeHHOCTTa (BXK. TOUKU 4.4 11 4.6).

Texka XUIOTOHUS.

[Iok (BKIFOUUTETTHO KapIUOTEHEH IIIOK).

OOcTpyKIHs Ha M3X07a Ha JigBa Kamepa (Hamp. XxareprpoduaHa o6CTpyKTHBHA
KapJAMOMHUOIIATHS M BUCOKOCTEIIEHHA a0pTHA CTCHO3a).

o XeMoIMHAMUYHO HeCTaOMIHA ChPJeYHA HEJIOCTATHYHOCT CJIENl OCThP MUOKAPJICH HH(APKT.

4.4 CneuuaJHu npeaynpe:kaeHus ¥ NpeanasHu MepKH NpH ynorpeda

be3onacHocTTa M e(hUKacHOCTTA Ha aMJIOJUIIMH MPH XMIIEPTOHUYHA KpU3a HE Ca yCTAHOBEHHU.

BbpemeHHocT

AmnrnorensuH Il penenropante anraronuct (AIIPA) He TpsiOBa 1a ce 3amoyBart 1Mo BpeMe Ha
OpemenHocT. OCBEH ako MporbnkaBaHeTo Ha TepanusaTa ¢ AIIPA ce cuuTa 3a )Ku3HEHO Ba)XHO, Ha
MaIMEeHTKUTE, KOUTO IIAaHUPAT J1a 3a0peMeHesIT, Tps0Ba na Ob/1e Ha3HAYCHO ANTEPHATHBHO
AHTHXMIIEPTEH3UBHO JICYEHHE C YCTaHOBEH Npodui Ha Oe30MacHoCT 3a yrnorpeda 1o BpeMe Ha
opemenHocrt. [Ipu ycranoBsiBane Ha OpemeHHOCT jieueHneTo ¢ AIIPA TpsOBa na ce mpeycraHoBH
He3a0aBHO U, aKO € YMECTHO, JIa CE 3all0YHE aJITepHAaTUBHA Tepanus (Bx. Touku 4.3 u 4.6).

[ManmenTyu ¢ HaTpueB- W/nian o0eMeH neULUT

B mnare60 KoHTpoIupaHu MPOyYBaHKUs, EKCIIECUBHA XUTIOTOHUSA ce Habmoaasa nmpu 0,4% ot
HAalMeHTHTE C HEYCIIOKHEeHA XUIIEPTOHMS, JJekyBanu ¢ Copalia. CuMToMaTHyHa XUIIOTOHUS MOXKE J1a
HACTBIIM NPU MANUCHTH, KOUTO MPUEeMaT aHTMOTEH3UH PELEHTOPHHU OJIOKEPH U MIPU KOUTO €
aKTHBHpPaHa CUCTEMAaTa PCHUH-aHMOTEH3UH-AJIOCTEPOH (Halp. MalUEHTH ¢ HATPUEB U/WIIN 00EMEH
neduiumT, moyyaBaiM BUCOKH 03K Auypetunn). [Ipeau npunoxenuero Ha Copalia ce mpenopbusa
TE3U ChCTOSHUS J]a CE KOPUTHPAT WK MAIUCHTHUTE J1a OBJAT MO/ HEMPEKbCHAT METUIIMHCKH KOHTPOI.

Axo mipu steuenre ¢ Copalia HaCcTBITN XMITOTOHMS, MAIMEHTHT TPAOBA fa ObJe OCTABEH B JIETHAIIO
TMIOJIO’KEHUE U TTPH HEOOXOAMMOCT JIa C€ MPHIIOKH MHTPABEHO3HA NH(Y3HS ¢ (PU3UOIIOTUICH Pa3TBOP.

Jleuennero Moxe a Objie MPOIBIDKEHO CIIE/l KaTO Ce CTa0MIN3Mpa apTePHATHOTO HaJIsraHe.

XHInepKaJIueMus

EnnoBpemenHara ynorpeba ¢ KaJlmeBH JOOABKH, KAINH-ChXPaHSBAIIN JINYPETUIH, 3aMECTUTEIN Ha
COJITa, ChABPIKAIIY KaJIMH WK IPYTH JIEKAPCTBEHH MPOLYKTH, KOUTO OKXa MOIJIM Jja MOBHUILAT HUBATA
Ha KaJIui (XenapyuH U T.H.), TpSOBa J1a ce OCHILIECTBSABA C TOBUIIEHO BHUMAHHUE U C YECTO
MOHUTOpPUPAHE HA CTOMHOCTHUTE Ha Kaluil.

Creno3a Ha 00peuHa aprepus

Copalia TpsioBa ia ce mpusara ¢ MOBUINICHO BHUMaHKE 3a JICYCHUE Ha XUTIEPTOHMSI [P MAIIMEHTH C
€HOCTPaHHA WJIU JIBYCTpaHHA CTEHO3a Ha OLOPEYHHTE apTEPUU WIH NIPU CTEHO3a Ha apTepus Ha
€JMHCTBEH OBOPEK, Thil KaTO MPY TAaKWBA MAITUCHTH MOXE J1a CE IOJIyYH NOBHIIIABAHE HA ypesTa B
KPBBTa U CEPYMHHUS KPEaTHHHH.



br0Opeuna TpaHcIIaHTALUS

Jlo To31 MOMEHT HsIMa HAaTpyIIaH OIMUT MO OTHOLIEHUE Ha Oe3omacHaTa ynotpeda Ha Copalia npu
NAlUCHTH ChC CKOPOIIHA ObOpeYHa TPaHCILIAHTALUSL.

YepHoapoOHO YBpEKIaHE

Bascapran OCHOBHO ce elMMHUHHpa HETTPOMEHEH Upe3 JKTbUKaTa. [10yKHBOTHT HAa aMJIOAUIIHMH €
yabIbKeH, a ctoitHocTuTe Ha AUC ca mo-BUCOKH ITPH MAIUEHTH ¢ HapyIlIeHa YepHOIpoOHa (pyHKITHS;
HE ca yCTaHOBEHH Npernopbku 3a nozupane. [Ipunoxkxennero na Copalia mpu nauueHTH ¢ JeKo 10
YMEpEHO YepHOAPOOHO YBpEkKAaHe UK ¢ OMinapHu 0OCTPYKTHBHU 3a00JsiBaHUs TPSIOBA Aa ce
OCBIIECTBSIBA C 0COOCHO BHIMAHHE.

IIpy manueHTy ¢ JIeKo 10 yMEPeHO YepHOIPOOHO yBpekaaHe Oe3 XoaecTa3a, MaKCHMAJIHO
MpernopbhYBaHaTa J03a Ha Bancaprad € 80 mg.

VBpexaane Ha ObOpeunara QyHKIMS

He ce nanara kopurupate Ha Jo3ara Ha Copalia mpu maiueHTH ¢ JIeKO 10 YMEPEHO yBpexKIaHe Ha
ob0peunara Qpynxius (GFR >30 ml/min/1,73 m?). IIpu ymepeno 660peuHo yBpekaaHe ce
npernopbyBa Clie/icHe Ha HUBaTa Ha KAJIMi U KPEaTHHUH.

[IspBHYCH XUIICPATIOCTCPOHUIHEM

[TareHTUTE C MBPBUYCH XUIIEPAIIOCTEPOHU3BM HE TPsIOBa Jia ce JIEKyBaT ¢ aHTHOTeH3HH 11
AHTArOHMCTA BAJICAPTaH, Thil KaTO TAXHATAa PCHUH-aHTHOTEH3MH-AJIJIOCTEPOHOBA CHCTEMA € 3acerHara
OT IBPBUYHO 3a00JIBaHe.

Anrnoenem

CpoOmraBa ce 3a Cllyyau Ha aHTHOE/IEM, BKIIIOUMTEITHO OTOK HA JIAPHHKCA U TJIOTUCA, TPUYNHSBAILL
OOCTpYyKUHS HAa AMXATEIHUTE IBTUINA H/UIIM OTOK Ha JIMLETO, yCTHUTE, (DaprHKCA H/WIH €3UKa MIPH
MAIUEHTH, JIEKYBaHU C BaJcapTHaH. HAKoM OT Te3u ManyeHTy ca UMail U IPEeJu TOBa aHTHOEAEM,
IpH JICYCHUE C IPYTH JIeKapCTBeHH NpoayKTH, BKitountenno ACE uaxuburopu. Copalia TpsoBa na ce
crpe He3a0aBHO MPH NMAIMEHTHUTE, KOMTO MOJyyaT aHTHOEAEM U He TpsiOBa Jla ce Mpuiiara OTHOBO.

CupJieyHa HEJIOCTATHYHOCT/IIOCTMUOKAPAEH UH(MAPKT

Karo nocnenuiia ot ”HXHOMpPaHETO Ha PEHUH-aHTHOTEH3NH-ATJIOCTEPOHOBATA CUCTEMA TTPU
Npepa3noI0KeH! MaeHTH MOTaT Jla Ce 0YaKBaT MpoMeHu B ObOpeuHara GyHkims. [Ipu nanuenTu
C TeXKa ChpJICTHA HEIOCTATHYHOCT, YUATO OhOpedHa PyHKITHS OM MOTJIa Ja 3aBUCH OT aKTUBHOCTTA
Ha pEHUH-aHT'MOTEH3WH-aIOCTEPOHOBAaTa cucTema, jeueHneTo ¢ ACE HHXHOUTOpH U aHTHOTEH3UH
PEIENTOPHY aHTATOHUCTH CE CBBP3BA C OJUTYPHUS W/WIIH TTPOTPECUBHA a30TeMUS U (PAIKO) C OCTpa
0bOpeyHa HeOCTATHYHOCT W/MiTM CMBPT. [10100HN pe3ynTaTu ca choOIeHu 3a Bajcaptad. OmeHkara
Ha TAIUEHTUTE ChC ChPJIEYHA HEJOCTATHYHOCTH U WIIM TIOCTMHOKAPACH WHGAPKT TpsiOBa Ja BKIIIOYBA
BUHATH OIICHKA Ha OhOpevYHaTa (yHKIIHS.

B nwearocpouno, mianebo-konTponupano npoyuBade (PRAISE-2) ¢ amnogunme npy nanuenTy ¢
NYHA (New York Heart Association Classification) xmac Il u IV cppaedna HegocTaTbyHOCT, C
HEUCXEMHUYHA €THOJIOTHsI, aMJIOJIUITHH CE€ CBHP3Ba C MOBUILIEH Opoli ChOOIIEHHS 3a Oeoapo0eH OTOK,
BBIIPEKH JIUIICATa HA 3HAYMMa Pa3jIfKa B YECTOTATa Ha BIIOIIABAIIA CE ChPJECYHA HEAOCTAThYHOCT B
CpaBHEHHE C I1anedo.

BHOKepI/ITC Ha KaJIIUCBUTC KaHaJI, BKIIFOUUTCIIHO aMJIOAUIINH, TpH6Ba Ja C€ U3M0JI3BaT C IIOBUIIICHO
BHUMAHUC IIPU MMATUCHTU CbC 3aCTOMHA ChpA€YHa HEAOCTATBYHOCT, TBH KaTO MOTaT Ja IMOBHIIIAT
PpUCKa OT 6’[)}.'[6]111/1 CbpACYHO-CHA0OBU CHLOUTHUS U CMBPTHOCT.



AopTHa 1 MUTpaaHa KJallHa CTEHO3a

Kakro IIpy BCUYKHU APYTH Ba30JUJIaTaTOpHU € HCO6XOI[I/IMO CIIa3BaHC Ha CIICHHUAJIHU NPCAIIa3HUu MEPKU
IIpU MaueHTH, CTpadalld OT MUTPAJIHA KJIallHA CTECHO3a UJIUW 3HaYMMa a0pTHA CTCHO3a, KOATO HC €
BHCOKOCTCIICHHA.

JIBOMiHO OJIOKMpaHe HAa PEHUH aHTMOTEH3MH -ajtocTteponoBara cucrema (PAAC)

WNwma nannu, e enHoBpeMenHara ynorpeba aHa ACE naxuburopu, APb mim anuckrupeH moBuiaBa
pUCKa OT XUITOTOHUS, XUIIEPKAIHEMHUS U HaMaJlsiBaHEe Ha ObOpeuHaTa (QyHKITHS (BKIIOYUTEITHO 0CTpa
0b0peuna HenoctaTbuHOCT). [lopaau ToBa He ce nmpenopbuBa ABOHO Omokupane Ha PAAC upes
komOuHHpanara yrnorpeba Ha ACE nnxubutopu, APb nin anuckupen (Bx. Touku 4.5 u 5.1).

AKO ce TIpelieHy, Ye TepanusiTa ¢ ABOHHO OJoKupaHe € abCOII0THO He00X0IuMa, ToBa TpsiOBa a
CTaBa caMo I10]] HAOJIIOJJICHUETO Ha CIIEIHAINCT U MIPU YECTO BHUMATEITHO MOHUTOPUpPAHE Ha
0b0OpeunaTa QyHKIUS, eTEKTPONUTUTE U KpbBHOTO Haisirane. ACE uaxuburopu u APB He Tpsa6Ba na
Ce M3I0JI3BaT €MHOBPEMEHHO MPH MalMeHTH ¢ TuabeTHa HedponaTHs.

Copalia He e mpoy4BaH Mpu IPyry rPYIH OT MAIUCHTH OCBEH TAKUBA C XUIIEPTOHHMSI.

45 BzaumoaeicTBHE ¢ APYTH JeKAPCTBEHH NMPOAYKTH U APYru GopMHU HA B3auMo/IelicTBHE

BsaumoneiicTBys, 00IIM 32 KOMOUHAIMATA

He ca npoBexaaHu NpoyvYBaHus 3a JICKapCTBEHUTE B3aumoeicTus Mmexay Copalia u ocrananure
JIEKapCTBEHU MPOIYKTH.

Ha ce 83eme npedsuo npu eonospemenno npuiolcerue

Lpyeu anmuxunepmenszuenu cpedcmea

YecTo ynoTpeOsBaHUTE aHTHXUIIEPTEH3UBHH CpeicTBa (Harmp. anda OJIoKepH, IUYyPETULN) U IPYTH
JIEKapCTBEHHU MPOJYKTH, KOUTO MOTAT Jia IPEAU3BUKAT XUTIOTCH3UBHU HEXellaHu eeKTH (Harp.
TPULUKINYHN aHTUAETIPEcany, ajda 0JI0KepH 3a JeUeHne Ha OEHUTHeHa IPOCTaTHA XUIEPIIa3us),
Morar Ja HOBUIIAT AaHTUXUIIEPTEH3UBHUS €(EKT Ha KOMOMHAIMATA,

B3anMoieicTBUS CBBP3aHU ¢ aMJIOAUIINH

He ce npenopvusa ednospemennomo npuiojicerue

I'petingppym unu cox om epeungpym

He ce npenoppuBa egHOBpeMeHHaTa yrioTpeda Ha aMJIOAMITMH € TPEUIIPYT WK COK OT TpedndpyT,
THI KaTO NMPH HAKOU MAIUCHTH OMOHAIMYHOCTTA MOXKeE Ja C€ ITOBHIIH U JIa JIOBEJIE IO 3aCHIIBaHE Ha
AHTUXHIIEPTEH3UBHUTE €(HEKTH.

H3uckea ce cneyuanto sHumanue npu eOHOBPEMEHHO NPUNOAHCEHUE

CYP3A4 unxubumopu

EnHOBpeMEHHOTO NMPUIIOXKEHHE Ha aMIIOIUIIHMH CbC CHIHU i ymepenu CYP3 A4 naxuburopu
(npoTeazHu MHXMOUTOPH, a30JIHU POTUBOI'BOMYHH CPEACTBA, MAKPOIHUAM, KATO EPUTPOMHILIMH HIIH
KJIAPUTPOMUITNH, BeparaMuil Wil TUITHA3EM), MOXKE Ja TOBEJIE 10 3HAYNMO yBEINYBaHE Ha
EKCIIO3HIUATA Ha aMJIOIUTIMH. KiTmHUYHATa 3HAYMMOCT Ha Te3u (papMaKOKWHETHYHU BapHallii MOXKeE
Jla € NM0-U3pa3eHa Npyu MAlUEHTUTE B CTapyecka Bb3pacT. ToBa MOXKe Aa HAN0KH KIMHUYHO
MpOCIIeasBaHe W KOPEKIIHs Ha /103aTa.

CYP3A4 unoyxkmopu (aumuxoneyicanmu [Hanp. kapoamazenut, ¢enobapouman, peHumouH,
Gochenumoun, npumuoon], pucpamnuyun, Hypericum perforatum)

IIpu egHOBpEMEHHO NIPHUIIOKECHHUE HA M3BeCTHH HHIyKTOpH HA CYP3 A4 mrazmenaTa KOHIICHTpays Ha
aMJTOJTUTIMH MOXe 1a Bapupa. [lopaau ToBa KpPbBHOTO HasiTaHe TPIOBa Jla ce MPOCIIe/sBa U 1a Ce
OOMUCITH afianTHpaHe Ha J103aTa KaKTo MO BpeMe, Taka U Clie]] SHOBPEMEHEH PHEM, OCOOCHO ChC
cuan CYP3 A4 wamykTopu (Hamp. pudaMITHINH, )KBIT KAaHTAPHOH).



Cumsacmamun

MHOTrOKpaTHOTO MPUIOKEeHNE Ha aMmioaunuH 10 My emHOBpeMeHHO Che cuMBacTaTuH 80 mg
MOBHINIABA ChC 77% SKCMO3UIMATA HA CHMBACTAaTHH CIPSIMO CAMOCTOSTEIIHOTO TPUIIOKCHHUE Ha
cuMmBacrtaThH. [IpernopbuBa ce HaMaNsIBaHe Ha JI03aTa Ha CUMBAcTaTHH J10 20 mg JTHEBHO MPH
[MAalMEHTHTE Ha JeYEHNE ¢ aMIIOTUIINH.

Jlanmponen (unghysus)
Ipu )KUBOTHU ca HAOJIIOJaBaHK JIeTaTHa KaMepHa GUOPUITAIHS B ChPICYHO-ChIOB KOJIAIC, CBbP3aHU

C XHTIEpKAIMEeMUs CIie/l IPIIIOKEHUE Ha BeparaMiil 1 MHTpaBeHO3eH nantpoieH. [lopaan puck ot
XUNEPKATUEMHS, CE MPETOPhYBA J1a Ce M304rBa €THOBPEMEHHOTO MPHIIOKECHUE C AaHTArOHUCTH Ha
KaJII[NeBUTE KaHAJIHM KaTO aMJIOTUIIHH MPH MAIUEHTH, TPEAPasoI0KeHn KbM MaJTUTHEHA
XUMNEePTEPMUS U TIPU OBJIaIIBaHE Ha MaJMTHEHA XUTIEPTEPMHUSI.

ﬂa ce 83eme npedeud npu eOHOGHeMeHHO npujiosicernue

Hpyau

[Tpu KTHHUYHY TPOYYBAHUS 33 B3aMMOACHCTBYS, aMIIOIUITUH HE TIOBIUABA (hapMaKOKHMHETHKATA Ha
aTOpBACTaTHH, TUTOKCHH, Bap(aprH WM HUKIOCTIOPHH.

Bs3aumonelcTBrs CBbP3aHU ¢ BajacapTal

He ce npenopvusa ednospemenno npunocenue

Jumuii

CpobiaBa ce 3a 00paTUMO MOBHIIIABAHE HA KOHIICHTPAIMATA HA JIUTHH B CEPyMa U TOKCHYHOCT TIPH
€THOBPEMEHHO MPUJIaraHe Ha JINTHI C HHXUOUTOPH Ha aHTHOTEH3MH KOHBEPTUPAIIHS C€H3UM KT
aHrnoTeH3uH Il perenTopHu aHTarOHUCTH, BKITFOYUTENTHO BasicaptaH. [lopaau Ta3u npuynHa ce
IpenopbhYBa BHUMATEIHO MPOCIIE/sIBAHE HA CCPYMHUTE HMUBATA HA JIUTHI MPU €IHOBPEMEHHA
ymotpeba. AKO ce Tpuiara u JUypeTHK, PUCKBT OT JINTHEBA TOKCHYHOCT € BH3MOXHO JIOITBJIHUTEITHO
Ja ce moBuIH npu npuem Ha Copalia.

Kanuii-cvxpanseawu ouypemuyu, kanuesu 000a8KU, 3aMecmumentt Ha COIMA CbObPUCAUWU KATUL U
Opyau ewecmaa, Koumo Mo2am 0d noGUUAm HUGAmMa Ha Kaauil

AKO eTHOBPEMEHHO C BaJICAPTaH Ce MPEAINNCBA JIEKAPCTBEH MPOTYKT, KOWTO MOBIUSBA HABATa Ha
KaJuii, ce mpenopbyuBa KOHTPOJ HA TIa3MEHHUTE HUBA Ha KaJIHii.

H3uckea ce cneyuanno sHUManue npu eOHo8PEeMEHHO NPUNOHCEHUE

Hecmepouonu npomusosvanarumennu cpeocmsea (HCIIBC), sxnmousawu cenexmugnu COX-

2 uHxubumopu, ayemuicaluyunoga Kuceauna (>3 g/oen) u necenexkmusnu HCBIIC

Moxe na ce HaOIIO1aBa OTCIIa0BaHE HAa AaHTUXUTIEPTCH3UBHUS e(DeKT, KOrato aHrnoTeH3uH 1
aHTaroHuctute ce npuiarar eanospemenHo ¢ HCIIBC. Ocsen ToBa, eqHOBpeMeHHaTa yrnoTpeda Ha
anruotensud Il antaronuctu u HCIIBC moxe 1a noBeae A0 NOBUIIEH PUCK OT BIOIIABAHE HA
0Bp0peyHaTa PyHKITHS U TIOBUINIABaHE HA cepyMHHMS Kanid. CiieoBaTenHo, ce MpenophaBa
MOHHUTOpHpaHe Ha ObOpeuHaTa GyHKIUS B HAYAIOTO HA JIEYEHUETO, KAKTO U aJleKBaTHA XUAPaTaLHsI
Ha MAaIUeHTa.

Huxubumopu na vnmeiix mparcnopmepa (pugamnuyun, Yukiocnopur) uiu eq@ayKCHus mpaHcnopmep
(pumonagup)

Pesynratute ot in Vitro mpoyuBaHe ¢ ThKaH OT YOBEUIKH YepeH Apo0 MMoKa3Ba, 4e BaJicapTaH €
cyOctpar Ha yepHOapoOHHs briTeiik Tpancnoprep OATP1B1 u Ha uepHOIPOOHUS ediyKceH
Tpancroprep MRP2. EnHoBpeMEHHOTO MPUIIOKEHNE C HHXUOUTOPH Ha BIITEHK TpaHCIIoOpTepa
(pudaMIUIuH, TUKIOCIIOPHH) WK Ha eQIIyKCHHUS TPaHCIOPTEp (PUTOHABUP) MOXKE JIa IIOBHUIIIH
CHCTEMHATa eKCIIO3MIHMS Ha BaJlCapTaH.



sotino bnoxkupane na PAAC ¢ APB, ACE unxubumopu uiu aiuckupen

JaHHM OT KITMHIUYHHU MPOYYBAHUS MTOKA3BaT, e ABOHHOTO Onokupane Ha PAAC upe3 komOnHUpaHaTa
ynorpeba Ha ACE unxuburopu, APb win anuckupeH ce CBbp3Ba ¢ O-BUCOKA YECTOTA HAa HEXKEIaHH
CHOUTHS, KATO HAIPUMED XUITOTOHUS, XUTICPKATUSMHS U HaMaJIsiBaHEe Ha ObOpeuHaTa (hyHKIUs
(BKITIOUHUTETHO OCcTpa ObOpEeYHa HEOCTATHYHOCT), B CPAaBHEHKE C yroTpebaTa caMo Ha eHO
cpenctBo, aeiictBamo BepXxy PAAC (Bx. Touku 4.3, 4.4 u 5.1).

Apyeu
HpI/I MOHOTepaHI/IH C BaJ'ICElpTaH HEC CC yCTaHOBHBaT KIMHUYHO 3HAYUMU B3aI/IMO,I[eI>'ICTBI/I$I CbC

CJICTHUTE BEIIECTBA: IMMETHINH, BaphapuH, (ypo3eMHul, TUTOKCHH, aTCHOJIOJ, HHIOMETAIUH,
XUAPOXJIOPTHA3U, aMJIOTATIAH, TITHOCHKIaMHUI.

4.6 DepTHINTET, OPEMEHHOCT U KbpMeHe

BbpemeHHocT

Amnoounun

be3onacHocTTa Ha aMJIOIMITHH 110 BpeMe Ha OPEMEHHOCT IIPH XOpa He € YCTaHOBeHa. B mpoyuBaHus
TIPY JKUBOTHH, TIPHU BUCOKH JIO3M € HAOJI0JaBaHa PEMPOAyKTHBHA TOKCHIHOCT (BXK. Touka 5.3).
[MpunoxkeHnue mo BpeMe Ha OPEMEHHOCT Ce MPErnophyuBa caMo KOraTo HsMa Mo-0e30macHa alTepHaTHBA
1 Korato 0oJjiecTTa cama o cede Cu HOCH TO-TOJISIM PHCK 3a MalKara | IJIoja.

Bancapman

Ynorpebara Ha aurunotensut I peunentopun antaronuctu (AIIPA) He ce mpenopbyBa 1o BpeMe Ha
IBPBHS TPUMECTHP Ha OpeMeHHocTTa (BXK. Touka 4.4). Ynorpebarta na AIIPA e mpoTruBonoka3aHa 1mo
BpeMe Ha BTOPUS U TPETUS TPUMECTBP OT OpeMeHHOCTTa (BK. ToukH 4.3 u 4.4).

EnnneMnonornuHuTE 1aHHM 32 PUCKa OT TepaToreHHocT cien excro3unus Ha ACE naxuburopu mo
BpEMe Ha IbPBUsI TPUMECTBP OT OPEMEHHOCTTa HE BOJAT 0 OKOHYATEIHH 3aKioueHus. Bee nak,
MaJIKO MOBHILIEHHE Ha PUCKa HE MOXKeE JIa c€ M3KIII0YH. BhIIpeky ue HsMa JaHHU OT KOHTPOJIMPAaHU
€MUIEMUOJIOTUYHH MTPOYUBaHUS 3a pucKa Ipu aHrnoTeH3uH Il penentopuure antaronuctu (AIIPA)
noJ00eH PUCK MOXKE Ja ChLIECTBYBA 32 TO3M KJIAC JIEKAPCTBEHU NPOLYKTH. OCBEH aKo
npoabspkaBaHeTo Ha AIIPA Tepamusita ce cMeTHE 3a )KM3HEHO BaXKHO, MAIIMEHTH C TUTAHUPAHA
OpeMeHHOCT TpsAOBa J1a MpeMUHAT Ha aJITEPHATUBHO aHTUXUIIEPTEH3UBHO JIEUEHUE, KOETO UMa
ycTaHOBEH npo¢ui Ha 6e301acHOCT Npu OpeMEeHHOCT. AKO Ce€ yCTaHOBH OPEMEHHOCT, JICYEHHETO C
AIIPA Ttps6Ba na ce nmpeycTaHOBU He3a0aBHO H, aKO € YMECTHO, Jia C€ 3all0YHe alTepHAaTHBHA
Tepanusl.

Excnosunusta Ha AIIPA o Bpeme Ha BTOPHSI M TPETHSI TPUMECTHP HAa OpeMEHHOCTTa MOJKE /12 I0BeJIe
110 HeTOTOKCHYHOCT (HamMalicHHe Ha ObOpeyHaTa (yHKIIHs, OJIMTOXHIPAMHUOH, 3a0aBeHa OCH(UKAIIHS
Ha Yepera) ¥ HeOHaTaTHa TOKCHYHOCT (0BOpedHa HeTOCTaThYHOCT, XUITOTOHUS, XUTIEPKATHEMHUS)
(Bk. Touka 5.3).

B cnyuaii ge ce ycranoBu ekcriozuius Ha AIIPA ot Bropus TpuMecTsp Ha OpeMeHHOCTTa, ce
npenopbyBa MpoBepka Ha ObOpedHaTa GyHKIMS U Yeperna Ha IUI0Ja Ype3 yATpa3ByK.

Hogroponenu, uniito maiiku ca npuemanu AIIPA, TpssOBa BHMMAaTEIHO a3 ObaT HAOJIIOIaBaHU 3a
XUNOTOHUSA (BXK. Touku 4.3 u 4.4).




Kwpmene

AMJIOUIIH ce eKCKpeTHpa B KbpMaTa IpH xopa. YacTTa oT Jo3aTa Ha Malkara, oidydeHa OT
KbPMaveTo, € U3YHCICHA C MHTEPKBapTHIICH Auamna3on 3 — 7%, ¢ makcumyM 15%. EdektsT HA
aMJIOJTUITUH BBPXY KbpMaueTaTa ¢ HeusBecTeH. JIuncsa nadopmarms otHocHO yrorpedata Ha Copalia
TI0 BpeMe Ha KbpPMEHe, Topajiy Ta3u npuyrHa jeuenuero ¢ Copalia e ce npenopsuBa, a ce
NpeAnoYnTa aNTepHATUBHA TEPAIus, C YCTaHOBEH Npodri1 Ha 6€30MacHOCT MO BpeMe Ha KbpMEHE,
0c00€HO IIpU KbPMEHE Ha HOBOPOJECHHU HJIH IIPEXKAEBPEMEHHO POJCHHU ACLa.

depTunurer

Hsama KITHHWYHYA TPOYYBAHUS OTHOCHO BiusiHueTo Ha Copalia Bepxy ¢eprumuTera.

Bancapman
Bancapran HsaMa HexxenaHU e(heKTH BPXY PENPOIyKTHBHATA CIOCOOHOCT HAa MBXKKH M KEHCKU

TUTBXOBE IMIPH NpueM Ha nepopaitau no3u a0 200 mg/kg/nen. Taszu nmo3a e 6 TbTH MaKCUMalHATa
IPENOPBYMTENHA 71032 [IPU XOPa, ONpe/ieNieHa Ha 6aza mg/m? (M3UKCIEHUETO € 3a IEPOPAITHA 1103a OT
320 mg/nen u 60-KUIOTPaMOB MTAIIUEHT).

Amnoodunun

[Ipu HAKOW TAIMEHTH, JEKyBaHH ¢ OJOKepH Ha KAIIHMEBUTE KaHAIH, ca ChOOIIECHN 00paTuMH
6I/IOXI/IMI/I‘IHI/I IMPOMCHHU B I''IaBUYKaTa Ha CIICPMATO30UIUTE. Knunnunure JaHHHU ca HEAOCTAaThYHHU I10
OTHOIIICHNE HA TIOTCHIUATHIS e(EeKT HAa aMJIOAMIINH BBpXY (peprunurera. [Ipu eqHo npoy4uBaHe mpu
IUTBXOBE Ca YCTAHOBEHHU HEKENaHU e(DeKTH BbPXY (epTUIIUTETA IPU MBKKUTE (BXK.TOYKA 5.3).

4.7 EdexTu BbpXy criocod0HOCTTA 3a modupaHe U padoTa ¢ MAIIUHA

[MTanuenTure, kouto npremar Copalia u modupar wiu padboTAT ¢ MaIlIMHKA TPSAOBA 1a UMAT MPEIABH/I,
4e TIOHSKOTa € Bb3MOYKHO JIa Ce MOSBAT yMOpa U 3aMaiiBaHe.

AMIIOIMITIH MOJKe J1a MOBJIMsie B ciiaba 10 yMEepeHa CTeleH CIocoOHOCTTa 32 modupaHe 1 padboTa ¢
MalluHA. AKO NAIUEHTUTE, IPUEMAIIH aMIIOJTUITHH, TTOJyYaT 3aMaiBaHe, r1aBo0one, yMopa Uil
rajicHe, ClIOCOOHOCTTA UM Jla pearupaT Moxe Jia Ob/iec HapyIleHa.

4.8 Hexenanu JeKapcTBeHH peaKuu

O0600611eHMEe Ha podriia Ha OE30I1aCHOCT

BesonacuoctTta Ha Copalia ¢ oreHeHa B eT KOHTPOJIMPAHU KIIHHUYHH POYYBAHUS

¢ 5 175 manmentw, 2 613 oT KOUTO MOTyYaBaT BaJIcapTaH B KOMOWHAIW ¢ amiioaunuH. CreaBaiunTe
HEXeJIaHU PEaKIMH ca YCTAHOBEHU KaTo Hal-4eCTO Bh3HUKBAIIU WU ¢ HAl-rojiiMa 3HaYUMOCT, WK
KaTO Hal-TeKKH: HA30(hapUHTHUT, TPHII, CBPbXUYBCTBUTEIHOCT, IIaBO00IME, CHHKOII, OPTOCTAaTHYHA
XUTOTOHHUS, OTOK, 3aCTOEH OTOK, OTOK Ha JIMIETO, MeprudepHu OTOIH, YMOpa, 3a4epBsiBaHe, c1adocT
WJIHA TOIUIY BBJIHM.



Tabauuno npeaACTaBAHE HAa HOKCIIAHUTC PECAKITUU

HeskenanuTe JeKapcTBEHH PEAKIIMH Ca TIOAPEACHH IO Y€CTOTA ChC CICIHUTE O3HAUCHHS: MHOTO YECTH
(>1/10); gectu (>1/100 g0 <1/10); neuectu (>1/1 000 o <1/100); peaxu (>1/10 000 mo <1/1 000);
muoro peaxu (<1/10 000); ¢ HensBecTHA YecTOTa (OT HAIMYHKTE JAHHH HE MOXe Ja ObJe HalpaBeHa

OIICHKA).
MedDRA cuctemo- | Hesxkesanu peakuuu YecrToTa
OpraHHH KJIACOBe Copalia Amusionunun | Baacapran
Nudexnun n Hazodapurarur Yectn -- --
uHpecTayu ['pun Yectu -- --
Hapymenus na [NonmkeH xeMOrnoOuH u -- -- C
KpbBTa M TUM(pHATa | XEMaTOKPUT HEU3BECTHA
CHUCTEMA 4eCcToTa
JleBkoneHus -- MHoro --
peaKu
Heyrponenus -- -- C
HEU3BECTHA
YyecToTa
TpomObouuTonenus, -- Msmoro C
MIOHSIKOTA C ITypITypa penku HEU3BECTHA
YyecToTa
Hapywenus Ha CBpBX4YYBCTBUTEITHOCT Penku MHoro C
MMYyHHaTa CHCTEMa penxu HEU3BECTHA
4eCcToTa
Hapyuenns Ha AHopekcus Heuectn -- --
MeTaboaMu3Ma 1 XunepKajaluueMus Heuectn -- --
XPaHEHETO XHUEPriINKeMUs -- MHoro --
penku
XunepJInnuaeMust Heuectn -- -
XunepypukeMus Heuectu - -
XHUNOKAJIMEMUS Yectu -- --
XUMOHATPUEMHUSI Heuectn -- --
[Meuxuunu Henpecust -- Heuectn --
HapYILIEHUs TpeBoxHOCT Penxu -- --
Wucomuwus/HapyieHus Ha -- Heuectn --
CBHS
[IpomeHu B HACTPOEHUETO -- Heuectn --
OO0BpKaHOCT -- Penxu --
Hapymienus na Hapyuiena koopauHanust Heuectu - -
HEpBHATa CUCTEMA 3amasiHOCT Heuectu Yectu -
[ToctypanHa 3aMastHOCT Heuectn -- --
Hucreysus -- Heuectn --
Excrpanupamuien cHHIpOM -- C --
HEU3BECTHA
4ecToTa
['maBoGonue Yectu Yectn --
XHUNIEPTOHMS -- MHoro --
peaKu
[Tapecrezun Heuectu Heuectn --
[epugepna neBponarus, -- MHoro --
HEBPOIIATHUs penKu
COMHOJICHTHOCT Heuectu Yectu --
CuHkon -- Heuectn --
Tpemop -- Heuectn --
Xumnoectesus -- Heuectn --
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Hapymienus na 3pUTenHU HApYIICHUs Penku Heuectn --
OUHTE 3pUTENHO YBpEXKIaHEe Heuectn Heuectn -
Hapywmenus Ha [Ilym B ymute Penku Heuectn --
yXOTO U 1abupunta | CBETOBBPTEK Heuectu -- Heuectu
Coepaeunu ITannuranun Heuectn Yectu --
HapyUICHUS CuHkon Penxn -- --
Taxukapaus Heuectn -- -
Aput™MuH (BKIIOYUTETHO -- MHoro --
Opanukapaus, KamepHa peaku
TaxuKapIus U NpenchpIHO
MBXKICHE)
MmuokapeH nHpapKT -- MHoro --
peaKku
CpaoBU HapylieHUsl | 3a4epBsIBAHE HA JULETO -- Yectu --
XUNOTOHHUS Penkn Heuectn --
OpTocTaTuyHa XUIOTOHHUS Heuectu -- --
Backynut -- MHoro C
penku HEU3BECTHA
4eCcToTa
Pecniuparophu, Kanmuna Heuectu Mmuoro Heuectu
TPBIHU U peaKu
MeJIUacTUHAIHU HucnHes -- Heuectn --
HapylIECHUs dapUHroiapuHreanta Heuectn -- -
OoJka
Punut -- Heuectn --
CromamHo-upeBan | CtomamieH guckomdopr, Heuectn UecTtun Heuectn
HapyLIeHUS 0oJIKa B TOpHATa 4acT Ha
Kopema
IIpomenu B upeBHaTa -- Heuectn --
MIEPUCTAITHKA
3anek Heuectn -- --
Huapus Heuectu Heuectu --
Cyxora B ycTara Heuectu Heuectu -
Jucnerncus -- Heuectn --
lactpur -- MHoro --
peaKku
Xurnepruiazus Ha BEHLIIUTE -- MHoro --
peaKu
T'agene Heuectu Yectu --
[Tankpeatur -- MHoro --
peaKu
[ToBpbIIane -- Heuectn --
XenaroOunuapHu OTKIOHEHMS B -- MHoro C
HapyUIeHUS 4epHOAPOOHHUTE penku™ HEU3BECTHA
(hyHKITMOHATHY TTOKAa3aTelH, YecToTa
BKJIFOUUTEITHO NTOBHUILIABAHE
Ha OwinpyOuHa B KpbBTa
Xemnarur -- MHoro --
peaKu
HNutpaxenaranna xonecrasa, -- MHoro --
KBJITCHHUIIA peaku
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Hapymenns na Anonenus -- Heuectn --
KOXKaTa u Aurnoenem -- Mmoro C
MO/IKOXHATa ThKaH peaxu HEU3BECTHA
YyecToTa
Bynozen nepmatur -- -- C
HEU3BECTHA
YyecToTa
Epurem Heuectn -- --
Eputema myntugopme -- MHoro --
penKu
Ex3anreM Penkn Heuectn --
Xunepxuaposa Penku Heuectn --
Peaxkiuu Ha -- Heuectn --
(hOTOUYBCTBUTEITHOCT
[Ipyputyc Penku Heuectn C
HEU3BECTHA
YyecToTa
[Iypoypa -- Heuectn --
O6pus Heuectn Heuectn C
HEU3BECTHA
4eCcTOoTa
IIpoMsiHa B 11BeTa Ha KOXaTa -- Heuectn --
YpTukapus u I1pyru BUJ0BE -- MHoro -
o0puB penku
Excdonuatusen nepmMatut -- MHoro --
penku
Cunpapom Ha Stevens- -- MHoro --
Johnson peIKu
Enem Ha Quincke -- MHuoro --
penku
TokcuyHa enuaepManHa -- C
HEKpOJu3a HEU3BECTHA
4ecToTa
Hapyuienus Ha ApTtpanrus Heuectn Heuectn --
MYCKYJIHO- Boxku B repba Heuectn Heuectn -
ckeneTHaTa cucreMa | OTOK Ha CTaBHUTE Heuectun -- --
U CbCIMHUTETHATA MycCKyJnHH ciazMu Penku Heuectn --
ThKaH Muanrus -- Heuectn C
HEU3BECTHA
YecToTa
OTOK Ha I7Ie3eHuTe -- Yectn --
Ycemane 3a TeXeCT Penku -- --
Hapymenns na [loBuiIeH KpeaTHHUH B -- -- C
OB0OperuTe u KpbBTa HEU3BECTHA
MMMKOYHUTE ITHTHUIIA YecToTa
MUKIMOHHY HapyIIEHUs -- Heuectn --
Hukrypus -- Heuectn --
[Tonaknypus Penku Heuectn --
[Tonuypus Penku -- --
BbrOpeuna HepocTaTbUHOCT -- -- C
U yBpeXJaHe HEU3BECTHA
4eCcTOoTa
Hapymienus Ha HMmnoTeHTHOCT -- Heuectn -
BB3IpoU3BOAUTENHA | EpekTuinHa qucyHKIus Penku -- --
Ta CUCTEMA U I'maexomacTus -- Heuectn --
rbpAaTa
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OOy HapymieHus U | ACTeHUS YecTtu Heuectn --
edektu Ha MACTOTO | JTrickomopT, 001110 -- Heuectn --
Ha MPUIOKCHUE HEpa3MoJIOKEHUE
YMopa UYectu Yectu Heuectu
OTOK Ha JIHIETO Yectn -- --
3adepBsiBaHE HA JTUIETO, Yectn -- --
TOIUTH BBJIHU
bonka B repauTe, KOSITO HE € -- Heuectn -
CBBP3aHa ChC CHPIETO
Orok Yectu Yectu -
[Tepudepuu ororu Yectn -- --
bonaka - Heuectu -
3acTOCH OTOK Yectn -- --
N3cnenBanusa [ToBuiien kanuii B KpbBTa -- -- C
HEU3BECTHA
YecToTa
IloBumiaBaHe Ha TETJIOTO - Heuectu --
IloHmxaBaHe Ha TETIIOTO - Heuectu --

JlonsiHuTENIHA HHOOPMALMS 32 KOMOMHUPAHHUSI IPOIYKT

Haii-yecTo cBBp3aHO C X0s€ECTa3a

[epudepna egema — mo3HaT eeKT Ha aMIOAMITMH — KaTo ISUI0 ce HaOJII0aBa B MIO-HUCKA CTEIICH Ha
TOsIBa MPU MALUSHTHUTE TOJy4aBaIl KOMOMHALMS aMJIOJUITHH/BaJICApTaH, OTKOJIKOTO MPH TE3H,
HOJTy9aBalii cCaMO aMJIOIMITUH. B X012 Ha IBOHHO-CIIETIH KOHTPOJIMPAaHH KIMHUYHU MTPOYYBaHUS,
nosiBaTa Ha rneprdepHa eJemMa Cropes 103ara ¢ KakTo Clie/Ba:

% maInueHTu ¢ nepudepHa Baucapran (mg)
eleMa
0 40 80 160 320
0 3,0 55 2,4 1,6 0,9
2,5 8,0 2,3 54 24 3,9
Amstogunun | 5 31 4.8 2,3 2,1 2,4
(mg) 10 10,3 HIMa HsAMA 9,0 9,5

Cpe,Z[HI/IHT IMMPOLCHT Ha IosBa Ha r[epI/I(bepHa €aAcMa, CAHAKBO U3MCPCH 34 BCUYKHU 103U, € 5,1% npu
KOM6I/IHaLII/ISITa aMJ'IO}_II/IHI/IH/BaJ'IcapTaH.
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JlommpIHUTETHA I/IHd)ODMaI_II/I}I 3a OTACITHUTC CbCTaBKU

Hexenanute pcaknuunu, C’I)O6HICHI/I 3a BCiAKa OT OTACIHUTC CbCTaBKU (aMJ'IOI[I/IHI/IH niIn BaﬂCﬁpTaH),
Mmorart aa 6’I>I[3T NMOTCHIHAJIHU HEKCIIAHW PCAKIIUU CHIIO U IMPU NPUITOKCHUCTO Ha Copalia, A0pu U Ja
HC Ca Ha6J'IIOI[aBaHI/I B KIIMHUYHU NIPOYYBAHUA C TO3U MMPOAYKT WJIU IO BPEME Ha ITIOCTMAPKCTUHTOBHUSA

OIIHUT.

Amnoounun
Yecmu

Heuecmu

Peoku
Mmnoeo pedxu

C neuszeecmua
yecmoma

COMHOJIEHTHOCT, 3aMasiHOCT, MAMTUTAINN, KOpeMHa 00JIka, raJieHe, OTOLH Ha
TJIC3CHUTE.

be3cbHue, MpoMeHH B HACTPOCHUETO (BKIIOYUTEITHO TPEBOKHOCT), NETIPECHS,
TpPEeMOp, JUCTEY3HUsl, CHHKOII, XUIIOECTE3Msl, 3pUTEITHH HapyLICHHUs (BKIIFOUUTEITHO
JUIUIONUS ), IIyM B YIIUTE, XUIIOTOHUS, TUCTIHES, PUHUT, IOBPBIIAHE, JUCIICTICHS,
ayorneuusi, Myprypa, IpoMsiHa B IIBETa Ha KOXKaTa, XUIIEPXUAPO3a, PYPHUTYC, OOPUB,
MHAJITHS, MyCKYJIHH KpaMIi, 00JIKa, MUKIIHOHHYU HapyIICHHs, YBEIHMYCHA YECTOTa
Ha ypUHUpaHEe, UMIIOTEHTHOCT, THHEKOMACTHs, TpbJHa 00JKa, 00110
HEpasIoIoKeHHe, TOBUIIABAHE HA TEIJI0TO, HAMAJISIBaHE HA TETJIOTO..

OOBpKaHOCT.

HCBKOHI/ITOHCHI/IH, TpOM6OHI/ITOHCHI/I$I, AJICPIUYHU PCAKIIUU, XUIICPTIIMKCMUS,
XUIEPTOHHUS, TepudepHa HeBpONaTHs, MHOKapAeH HH(APKT, apuTMHUs
(BKITIOUMTETHO OpaauKap s, KaMepHa TaXUKapAus U IPEeIChPAHO MBXKICHE),
BAaCKYJIUT, TTAHKPEATUT, TACTPUT, XUTIEPIUIa3Us HA BEHIIUTE, XEIATHT, XKBITCHALIA,
TTOBHIIIEHU Y€PHOAPOOHU CH3UMH ™, aHTHOEIeM, epuTeMa My nTudopme, ypTuKapus,
exc(hoIMaTHBEH JepMaTUT, CHHIPOM Ha Stevens-Johnson, otok Ha Quincke,
(hOTOUYBCTBUTEITHOCT.

TokcruyHa enuiepManHa HEKpOiIu3a

*Hail-uecTo CBBP3aHO C XOJIeCTa3a

CpoO11aBaHy ca OT/EJHY CIIy4ad Ha eKCTPAIUPaMHUJICH CHHAPOM.

Bancapman
C neuszeecmnua

yecmoma

[MoHmkeHue Ha XeMOTJI00MHA, TOHW)KEHUE Ha XeMaTOKPUTa, HEyTPOTICHHS,
TPOMOOLIMTOTIEH!S, IOBUIIIABaHE HA CEPYMHUS KA, IOBUIIIABaHE Ha
MOKA3aTEeNIUTE 32 YePHOAPOOHA (QYHKITHS, BKIFOUNTEITHO MOBUILIABAHE HA CEPYMHUS
OounpyOuH, OLOpeYHa HETOCTATHYHOCT U YBPEXKIaHE, TIOBUINIABAHE HA CEPYMHUS
KpEaTHHVH, aHTHOCIEM, MHAJITHS, BACKYJUT, CBPbXYYBCTBUTEIHOCT, BKITFOUUTEITHO
cepyMmHa 0OJIeCT.

Cpo011aBade Ha HOA03MPAHN HEXKEIAHNU DEAKIINHU

CpoO11aBaHeTo Ha TM0I03UPAaHH HEXKEIAH! PEaKIUK CJIe]] pa3pelaBaHe 3a yrnorpeda Ha JIeKapCTBEHUsI
HPOIYKT € BayKHO. ToBa M03BOJISIBA J1a MPOABIDKH HAOIIOICHUETO HA ChOTHOIICHHETO T0JI13a/PUCK 32
JICKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIUATHCTH CE U3UCKBA J]a ChOOIIABAT BCSIKA
MOJI03UPaHa HEeXeNlaHa Peakiys Ype3 HAllMOHAIHA CHCTeMa 3a ChoO0IaBaHe, TOCOYCHA B

IIpunoxenne V.
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4.9 Ilpemo3upane
CumnromMu

Hsma onut cbe cityyan Ha npeno3upane ¢ Copalia. I'maBHUSAT CHMOTOM Ha IPETO3UPAHETO C
BaJICapTaH BEPOSITHO € M3pa3eHa XUMOTOHHA 1 3aMasHOCT. [Ipego3npanero ¢ aMIIONUIINH MOXe Ja
JIOBeJie 710 eKCTpeMHa nepudepHa Ba3ouiiaTalus U BEposiTHO pediiekcHa Taxukapaus. Mma
CHOOIIEHHS 32 CITydan Ha n3pa3eHa ¥ MOTSHIIMAIHO MPOJIOHTHpaHa CHCTEMHA XUTIOTOHHUS,
BKITFOUUTEITHO MIOK ¢ (haTalleH U3XO0/ IIPH MPeI03uPaHe C aMIIOTUTIHH.

Hexapauorenen 6enogpo0OeH 0TOK ce ch0oOIIaBa PAAKO KaTo MOCIEANIA OT MPEeAo3upaHe ¢
aMJIOZIMITMH, KOMTO MOKE Ja c€ IIPOsIBU ChC 3a0aBeHO Hayao Ha edexra (24-48 yaca cien
MOTUIBILIAHE) U J]a M3UCKBA U3KYCTBEHA BEHTUIAIM. PaHHNTEe peaHnMallmOHHU MEPKH (BKITIOUUTEITHO
HaTOBapBaHe C TEYHOCTH) 32 MOJAbpKaHe Ha Iepy3usiTa U ChpIeUHUs 1eOUT Morar fa Obaat
yCKOpsBaIy GpakTopw.

Jleuenue

AKO NMPOAYKTHT € MOrbJIHAT HACKOPO MOTaT Jia ce 00CHKAAT CTUMYJIMPaHe Ha MOBPBLIAHETO WU
cToMaIlliHa mpomuBKa. [IpuiioskeHreTo Ha akTUBEH BBIVICH MPH 3paBH JOOPOBOJIIN HEMOCPEICTBEHO
WM JIO JIBA Yaca clie/l NOTTIBbIAaHeTO Ha aMJIOIMIIMH 3HAaYMMO HaMasiBa abcopOuusTa Ha MPOAYKTa.
KimHn4YHO 3HauMMara XMIOTOHUS Topaau npeao3upane Ha Copalia n3ncksa akTHBHA ChPCUYHO-
CHJIOBA PeaHMMAaIlHs, BKIFOUBAIIa YeCTO KOHTPOJIUPAHE Ha ChpJeuHATa U JUXaTeIHa QYHKIUS,
MOBJUraHe HA KpaHHUIIUTE ¥ BHUMAHUE 110 OTHOIIIEHHE Ha MUPKYJIATOPHUS 00EM U Juype3ara.
[TpunoxeHueTo Ha Ba30KOHCTPUKTOP MOJKE J1a € OT II0JI3a 332 Bb3CTaHOBSBAHE HA ChAOBUS TOHYC U
apTEepUaIHOTO HAJIATAHE, B CIIydyail ye HAMa IPOTHBOIIOKA3aHU 33 IPUIIOKEHHETO MY.
HHTpaBeHO3HOTO MPUIIOKEHUE HA KAJIIIHEB IIIOKOHAT MOXeE JIa € OT 110J13a 3a MPeoA0IsIBaHe Ha
edexTa oT O6JI0KaaTa Ha KAIUCBUTE KAaHAJH.

BancapTaH " aMJIOJUITUH HE C€ OYUCTBAT IIPpHU XEeMOJUaIr3a.

5. ®APMAKOJIOTMYHU CBOMCTBA
51 ®apmakoguHAMUYHH CBOMiCTBA

®dapmakoTeparneBTryHa rpyna; CpenacTBa MOBIUSBAIIY PCHHH-aHTHOTCH3NHOBATA CUCTEMA;
anruoTeH3uH Il perenTopHu aHTarOHUCTH, KOMOMHAIIMHU; aHTHOTEH3UH I perenTopHu aHTaroHUCTH U
kanuuesu antaronuctu, ATC kox: CO9DB01

Copalia e koMOMHAIHS OT JBE AHTUXMITEPTEH3NBHH CHCTABKH C JOIIBJIBAI CE€ MEXAHU3BM Ha KOHTPOI
Ha apTEepUaJIHOTO HAJATAHE MPH MMALMEHTHU C ECEHLMAIHA XUIIEPTOHMS: aMJIOIUIIUH NPUHAIE)KH KbM
KJIaca Ha KaJI[MEBUTE aHTAarOHUCTH, a BaJicCapTaH KbM KJlaca Ha aHTHoTeH3uH Il antaronucTure.
KomOunanusTa Ha T€3u ChCTAaBKH MMa aTUTUBEH aHTUXHUIIEPTECH3UBEH €(PEKT, KATO HAMAJIIBa
apTEpUaIHOTO HAJIATAHE B MO-TOJISIMA CTENEH OTKOJKOTO BCEKH OT KOMIIOHEHTUTE MO OTHEIHO.

Awmytonunun/Bancapran

KomM0OunanusTa Ha aMJIOUITMH U BaJicapTaH NpeAN3BUKBA J0303aBUCUMO aJJUTHBHO TIOHW)KEHUE Ha
apTepUaATHOTO HAJISTaHE B pAMKHUTE Ha TEPAIEBTUYHHS JO30B UHTEPBAIL. AHTUXUTICPTEH3UBHUAT
e(dexT Ha emHOKpaTHA 1032 OT KOMOWHAIIHAATA Ce 3abprKa B MPOIBIDKCHHE Ha 24 Jaca.
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[nayebo-konmporupanu usnumeaHusl

Han 1 400 manuenTH ¢ XunepTonus ca npuemanu Copalia Benubk THEBHO B JBE MIanedo
KOHTPOJIMPaHH MPOyYBaHUs. BKIIFOUEHU ca Bh3pacTHU C JICKa JI0 YMEPEeHa HEYCI0KHECHA eCCHIIMATHA
XHUMEPTOHHUS (CPEeTHO IUACTOIHO HaJsiraHe B cenHano nojoxenue 295 u <110 mmHg). He ca
BKITFOYCHU MAIEHTHTE C BUCOK ChPACYHO ChJIOB PUCK — ChpJICUHA HEIOCTATHYHOCT, 3aXapeH nuadeT
tun 1 u HemoOpe KOHTpopaH aquabeT THll 2, aHaMHe3a 32 MUOKapAeH HH(apPKT WIN HHCYIT B
nocneanara 1 roguna.

AKMUBHO-KOHMPOIUPAHY USNUMBAHUA NPU NAYUESHINU, HEeNOBIUAIU Ce O NPO8edeHa MOHOMEPAnUs
MHOTOLIEHTPOBO, PaHIOMHU3HPAHO, TBOWHOCIIATIO, aKTHBHO-KOHTPOJIMPAHO, TAPaJIETHOTPYTIOBO
M3MUTBaHE, MOKa3Ba HOpMAM3UpaHe Ha apTEPUAIHOTO HANATaHe (Hall-HUCKO AMACTOIHO HAJIATAaHE B
ceanano nonoxkeHne <90 mmHg B kpas Ha MPOyYIBAHETO) MIPH MAIUEHTH, YUETO apTEPHATHO
HaJIsIraHe He ce KOHTPOJIMpa JOCTaThYHO ¢ BacapTad 160 mg, mpu 75% OT manueHTHTe JeKyBaHH C
amnoaumnus/Bancaptad 10 mg/160 mg u npu 62% OT MalMEHTHUTE JEKyBaHU C
amioaunuH/Bancaptad 5 mg/160 mg, B cpaBHeHue ¢ 53% OT manmMeHTUTe, KOUTO OCTaBaT Ha
Bajicaptad 160 mg. [loGaBsiHeTO Ha amoaumuH 10 mg u 5 mg Boaw 10 AOMBIIHUTETHO MTOHIKABAHE
Ha CHCTOJIHOTO/IMACTOIHOTO KpbBHO Hassrane ¢ 6,0/4,8 mmHg u crorBeTHO 3,9/2,9 mmHg, B
CpaBHEHHE C MAIMEHTHTE, KOUTO OCTaBaT caMo Ha Tepanus ¢ Bajcaptan 160 mg.

MHOTOIEHTPOBO, PaHJIOMU3UPAHO, JBOHHOCIATIO, AKTUBHO-KOHTPOIUPAHO, MAPATICTHOTPYIOBO
M3MMTBaHE MOKa3Ba HOpMaIM3UPaHEe Ha apTePHATHOTO HajIsraHe (Hal-HUCKO JMACTOJHO HAJISTaHE B
cenHao nmojoxenre <90 MMHQ B kpast Ha TPOYYBaHETO) NPU MALUEHTH, YUETO ApTEPUATHO
HaJITaHe He Ce KOHTPOJIMPa A0CTaThuHO ¢ amonunuH 10 mg, mpu 78% OT malMeHTHTe JISKYBaHU C
amtoaunua/Banicaptad 10 mg/160 mg, B cpaBHeHHE ¢ 67% OT MAlMEHTUTE OCTABAIIX HA TEPAITHs C
amoaunuH 10 mg. loGaBsiHeTo Ha Basicaptan 160 mg BOu /10 JOITBIHUTEITHO MMOHKaBaHE Ha
CHCTOJIHOTO/IMACTOIHOTO Hausirade ¢ 2,9/2,1 mmHg B cpaBHEHHE ¢ TTAIMEHTHTE, KOUTO OCTaBaT Ha
Tepanus camo ¢ amnonunud 10 mg.

Copalia e u3nuTBaH ¥ B aKTHBHO-KOHTPOJIMpPaHO npoy4saHe npu 130 marueHTH ¢ XUIEPTOHUS ChC
CpPEAHO AMACTOIHO HajsiraHe B cenHano nouoxenue >110 mmHg u <120 mmHg. B ToBa npoyuBane
(u3xomHO aprepuanto Hajsrane 171/113 mmHg) neyenuero ¢ Copalia 5 mg/160 mg, Tutpupan

10 10 mg/160 mg, moHmkaBa apTepHATHOTO HaIsIraHe B CeaHao mojokenue ¢ 36/29 mmHg
cpaBHeHo ¢ 32/28 mmHg npwu stevenue ¢ mu3nHONpII/Xuapoxgopotrasua 10 mg/12,5 mg, turpupan
10 20 mg/12,5 mg.

B n1Be apirocpounu mpoyuBaHus 3a npocie/ssane epekrsT Ha Copalia ce 3ama3sa 3a nepro/ Haj
enHa roanHa. BHe3amHoTO npeycTaHoBsiBaHe Ha JedeHneto ¢ Copalia He ce cBbp3Ba ¢ OBP30
NOKAYBaHE Ha apTEePUAIIHOTO HAJIATAHE.

Br3pacTra, HOIBT, pacaTa MM MHIEKCHT Ha TedecHa Maca (>30 kg/m?, <30 kg/m?) ne nosiussar
otrosopa crpsimo Copalia.

Copalia He e mpoy4BaH Mpu MOIMYJIAIMK OT HAIKUSHTH C APYTH 3a00JSIBAHUS PA3IMIHU OT XUICPTOHHUSL.
Bancapran e npoy4BaH npu MaiueHTy cie]| pekapaH HHPapKT Ha MUOKap/ia U TaKUBa ChC ChpJeuHa
HEIOCTAThYHOCT. AMJIOAMITMH € MPOYYBaH MPH MAllMEHTH C XPOHUYHA CTAa0MIIHA CTEHOKapAus,
BA30CMACTHUYHA CTEHOKAPAUS U aHTHOTPadCKU TOKYMEHTUPAHO 3a00JI1BaHEe HA KOPOHAPHHUTE ChAOBE.

AMIIoIUIIHH

AmiouIH, KOHTO BiIM3a B cheraBa Ha Copalia naxubupa TpaHcMeMOpaHHOTO HAaBJIM3aHE Ha
KaJI[MEBU MOHU B CHPJCYHUTE U CHAOBUTE INIAJKU MYCKYJIH. AHTUXUIIEPTEH3UBHOTO JICHCTBUE Ha
aMJIOZMIIHH C€ JIBJDKU Ha JUPEKTHUS pelaKcupall e(ekT BbPXY ChIOBUTE INIAIKH MYCKYJIH, KOETO
BOJIM JI0 HaMaJlsiBaHe Ha ChJIOBOTO CHIIPOTUBIICHNE U HAa apTEPHATHOTO Hasrane. ExcriepuMenTannu
JTaHHM ITOKAa3BaT, Y€ aMJIOJUIINH CE CBBbP3Ba U C IUXUIPONUPHUINHOBUTE U C
HeANXUAPOTIMPUINHOBHUTE MECTa 3a CBhp3BaHe. [Iporiecure Ha chKpalmieHue Ha ChbpACYHUSI MYCKYI U
Ha CHJIOBHUTE TJIAJIKF MYCKYJIH Ca 3aBUCHMH OT NPUABIKBAHETO HAa U3BHHKJIIETHYHNATE KAINIIHEBH HOHU
B KJIETKUATE Ha MYCKYJIMTE Mpe3 creu()pUIHN HOHHN KaHaIdeTa.
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HpI/IJ'IO)KeHI/ICTO Ha TCpari€BTUYHA J03a aMJIOJUIINH IIPH MAITUECHTH C XUIICPTOHUA CE€ ITOCIEABA OT
BasoguiiaTalnusa, KOATO BOJAU 1O HaMaJIABAHC HA apTCPUAJIHOTO HAJIATAHS B JICTHAJIO U B U3IIPABCHO
IIOJIOKCHUC. HpI/I XpOHHUYHA yrIOTpe6a TOBA MOHMXXaBaHC Ha apTCPHUATIHOTO HAJIATaHC HE CC ChIIBTCTBA
OT 3HAYMMHU IIPOMEHHU B ChbpA€YHaTa 4€CTOTa UJIN IIJIAa3MCHUTE HUBA HAa KaTEXOJIAMHUHHUTC.

[Tna3MeHuTe KOHIIEHTPAIMH KOpeaupar ¢ eekTa KakTo MpH MIIAJH TaKa U TPH MalueHTH B
HarpeaHalla Bb3pacT.

[Tpu xUnepToHUIM ¢ HOpMaTHA ObOpeyYHa (DYHKITUS, TEPANICBTUYHHUTE JI03U aMJIOJUITUH BOJAT 110
HaMaJIsiBaHe Ha OBOPEYHOTO CHIOBO CHIIPOTUBIICHHUE U YBEIMUABAHE HA TJIOMEpYJHaTa (GUITparivs u
edexTuBHUS OBOpEUCH KPHBOTOK, 0€3 ]a MPOMEHSAT (IITpallnOHHATa (GPAKIHS WM IPOTEHHYPHITA.

KakTto u IIpu JpyruTe 6J'IOKepI/I Ha KaJIIUCBUTC KaHAJIM, XEMOANMHAMUYHUTC U3MCPBAHUA HA
chpaedHaTa pyHKIWS B TIOKOH ¥ IIPH HaTOBapBaHe (WM XOJeHE) IIPH MAIeHTH ¢ HapMaiiHa (QpyHKIus
Ha KaMEpHTe, JIEKyBaHH C aMJIOJMITHH, KaTo ISUI0 TIOKa3BaT JIEKO MIOKaYBaHEe HA ChPACYHUS HHICKC
0e3 3HaunMo nosnusBane Ha dP/dt uinu Ha TeBOKaMEpHOTO U TUACTOTHOTO HajsiraHe win ooem. B
NPOYYBAHUS 32 XEMOANHAMUKA, aMJIOIUIIMH HE C€ CBbP3Ba C HEraTHBEH HHOTPOIICH e(peKT, KoraTo ce
npuiara B TpaHUIUTE Ha TEPANIeBTUYHHUTE O3 TIPH 3APaBU KUBOTHU M XOpPa, TOPH KOTaTo IpH Xopa
ce Tpuiara eIHOBpEMEHHO ¢ OeTa-0I0KepH.

[Tpu 3apaBu XOpa W )KUBOTHH aMITOJTUTIHH HE IPOMEHS CHHOATPUATHATA HOJaTHA QYHKIUS 1
ATPUOBSHTPHUKYJIAPHOTO MPOBEXKAaHe. B KIMHUYHM NTPOYYBaHUs, B KOUTO aMJIOMITAH € MPUJIaraH B
KOMOMHaIUs ¢ OeTa-0JI0KepH Ha MAIIMEHTH ¢ XUIICPTOHUS WM CTCHOKApIUs, HE ca Ha0JII01aBaH!
HEeXeNaHu e(heKTH CIIPSIMO MapaMeTPUTE Ha eNEKTPOKapAHOrpaMara.

Ynompeba npu nayuenmu ¢ xunepmonus

PanoMu3upaHo ABOWHOCIAIO IpoyYBaHe 3a 3a0osieBaeMoct U cMbpTHOCT ALLHAT
(AHTUXUTIEPTEH3UBHO W JIMIMIONOHMKABAIIIO JICUCHHE 3a MPO(QUIAKTHKA HA ChPeUeH IIPUCTHII)
(Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial) e mpoBeneHo ¢ e
CpaBHsIBaHE Ha HOBHTE TEpaIuu: aMioaunuH 2,5-10 mg/nen (kaaueB aHTaTTOHKUCT) WK JTU3UHOTIPHIT
10-40 mg/nen (ACE uHXHOUTOp) C THa3HIHUS AUYPETHK XJIOpTanuIoH 12,5-25 mg/nen karo neueHue
OT I'bpBa JIMHUS IPH MALUEHTH C JIeKa 10 yMEPEeHa XUIIEPTOHHMS.

0610 33 357 manueHTH ¢ XUMEPTOHMSI Ha BB3pacT 55 TOAWHU U MOBeYe ca OWIIH PaHJOMHU3UPAHH H
npocieicHu 3a cpeano 4,9 roaunu. [TalMeHTUTe ca MMaK MOHE STUH JOMBIHUTEICH PUCKOB (HaKTop
3a KOpOHapHa O0JIECT Ha ChPIETO, BKIYUTEIHO IPEANISCTRAI MUOKAPACH HHPAPKT UITH UHCYJIT

(>6 mecera mpey BKIIIOUBAHE B MIPOYYBAHETO) MITH JOKA3aHO JIPYTO aTEPOCKICPOTHIHO ChPAECYHO-
chI0BO 3a0oisBane (Hag 51,5%), 3axapen nuadet tun 2 (36,1%), TUIIONPOTENHU C BUCOKA TUTBTHOCT -
xoJiectepodt <35 mg/dl unmu <0,906 mmol/1 (11,6%), neBokamepHa xunepTpodus, TUarHOCTUIIMPAHA
uype3 eJeKTpOoKapauorpaMa uim enekrpokapauorpadeku (20,9%), nacrosiuiy myrrayuu (21,9%).

[IspBuYHaTa KpaiiHa TOYKa € OWiia ChCTaBEeH MOKa3aTeN OT (paTajieH KOpoHapeH MHIIUCHT WK He-
¢aranen muokapjeH uHdapkT. He ca HaOmogaBaHu 3HAYMMH Pa3IMYKs IO OTHOIIIEHUE Ha
IbPBUYHATA KpaiiHa TOYKa MEX]y TEPANUATA C aMJIOJMITUH U TePANHATa C XJIOPTAIUIOH: KOS(hUITUEHT
Ha puck 0,98 95% CI (0,90-1,07) p=0,65. IIpu BTOpu4HUTE KpailHN TOYKH, YECTOTATa HA ChPACYHA
HEJ0CTAaThYHOCT (KOMIIOHEHT Ha ChCTaBHATA KOMOMHHUpaHa ChPACYHO-ChI0BA KpaiiHa Touka) ¢ Oua
CUrHU(DHMKAHTHO [MO-BHCOKA B TpyIiaTa Ha aMJIOAMIINH, OTKOJIKOTO B Ipymnata Ha xjopranuaoH (10,2%
copsimo 7,7%, RR 1,38, 95% CI [1,25-1,52] P <0,001). Berpeku ToBa, He ce HabM01aBaT 3HAUUMHU
pas3In4rs 10 OTHOIIEHUE Ha 00IaTa CMBPTHOCT MEXJy TpyIaTa Ha Teparus ¢ aMJIOJIUIINH U Ta3d Ha
Tepanus ¢ xiopraauaoH RR 0,96 95% CI [0,89-1,02] p=0,20.
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Bancapran

Bancapran e nepopaliHo akTHBEH, MOILIEH U crielu(uyeH aHrnoTeH3uH 11 penenTopeH aHTaroHucT.
Toii Bp31eiicTBa ceaeKTUBHO BbpXy AT1 peenTopHuUs MOATHIL, KOWTO € OTTOBOPEH 3a MO3HATUTE
BBb3eHcTBYS Ha aHruoteHsuH II. IloBuiieHnTe nnazMenn HUBa Ha aHruoTeH3uH Il B pe3ynTar Ha

AT penieniropHaTa 010Kaa ¢ BaJcapTaH MOTaT Ja CTUMyHupaT He 6mokupanust AT, perientop, KoeTo
M3rIeKIa MpoTHBOAeHCcTBa Ha edekTa Ha AT1 peuenrtopa. Bancapran He nposiBsiBa HUKaKBa YaCTHYHA
arOHUCTHYHA aKTMBHOCT KbM AT1penenropa u nMa 3HaunteHO (0k0J10 20 000 mbTH) m0-ToJIsIM
aduamTeT KB6M AT] perteniropa, oTkonkoTo KM AT, pemenitopa.

Bancapran ne naxubupa ACE, n3BecTeH u kaTo kuHa3a II, KoHTo mpeBpbhIa aHrHOTSH3MH | B
anruoreH3uH Il u monmxkapa OpanukuHnHa. Thit kaTo HsiMa edekT Bbpxy ACE u He ce moTeHnupat
edexTrTe Ha OpaIuKUHKH U cyOcTaHIus P, e Mayiko BeposiTHO aHrnoTeH3uH [I penentopauTe
AHTArOHUCTH JIa CE CBBP3BAT C KalUTHIA. B KITMHUYHY NMPOyYBaHUS, KbJICTO BAJICAPTAH € CPABHSBAH C
ACE unxubuTtop, n3spara Ha cyxa kanuiuia ¢ 3sauumo (P <0,05) mo-manka npu namueHTuTe
JIEKyBaHU C BaJICapTaH OTKOJIKOTO MpH Te3u JiekyBaHu ¢ ACE naxuburop (cporBeTHO 2,6%

cnpsmo 7,9%). B KMTUHUYHY TPOyYBaHUs TPH NAIMEHTH C aHAMHE3a 3a cyXa Kallul|Iia Mo BpeMe Ha
neuenue ¢ ACE unxuburop, 19,5% ot npoyuBanuTe nuiia noxy4asaiiy pajicaprad u 19,0% ot te3u
MOJTyYaBally THA3HCH AMYPETHK UMAT Kaluiuia, cpaBHeHo ¢ 68,5% ot nunara nexysanu ¢ ACE
naxuouTop (P <0,05). Bancapran He ce cCBbp3Ba U He OJIOKHpa PEIENTOPH Ha IPYTH XOPMOHU HITH
HOHHM KaHAJH, 32 KOUTO € U3BECTHO, Y€ Ca BAXKHU 32 ChPACYHO-ChA0BATA PETyJIAIHSL.

[TpunoxeHueTo Ha BaJCapTaH NPH MALMEHTH ¢ XUIEPTOHHS BOIH 0 NOHIKAaBaHE Ha apTEPUATHOTO
HaJsiraHe 0e3 MOBNMsBaHE Ha ITyJICOBaTa YeCTOTa.

IIpu moBeueTo ManMeHTH, ciie] €THOKPATEeH MepopasieH MpHUeM, Ha4ajJIoTO Ha aHTUXUIIEPTEH3UBHOTO
JeficTBUE € B paMKHUTE Ha 2 yaca, a MMKa B IOHIKABAaHETO HAa apTEPUAITHOTO HAIATAHE Ce JOCTUTa B
paMkuTe Ha 4-6 yaca. AHTUXMIIEPTEH3UBHUAT e(heKT NpoabirkaBa Hag 24 daca cien npuema. [pu
pEIOBEH MPUEM MaKCUMyMa B peAyKLMATa Ha apTEpPUAIHOTO HaJIsraHe ¢ BCAKa J103a, KaTo L0, ce
MIOCTHUra B paMKHTE Ha 2-4 ceIMHULIHM U ce MOATbPIKA B X0Ja Ha IBITOoTpaiina Tepanus. BuezanHoTo
NpeyCcTaHOBSBAaHE Ha JICUEHUETO C BaJICAPTaH HE Ce CBBbP3Ba C pUOAyHI XUIIEPTOHUS UIIH C IPYTH
HEe)XeJIaHU KIIMHUYHU PEeaKInu.

JMpveu: 06ouino brokupane Ha peHur anuomensur -aroocmeponosama cucmema (PAAC)

JlBe ronemu panaomuzupanu Koutposupanu npoyuBanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texyio rimobanHo u3nUTBaHE 32
KpaiiHu TOYKH Ha TeIMHUCApTaH, CAMOCTOsTEIHO U B KoMOuHarwms ¢ pamunpui) 1 VA NEPHRON-D
(KnnHM4YHO npoy4BaHe CBBP3aHO C pa3BUTHE Ha HeQpomaTHsl Mpu AUadeT, MPOBEIEHO OT
MuHHUCTEPCTBO IO BRIIPOCUTE HA BETEpAaHUTE) — MpOyyBaT ynorpedara Ha komOuHaiusATa oT ACE
naxuobutop u APB.

ONTARGET e mpoyuBane, mpoBeIcHO NP MAITUEHTH ¢ aHAMHE3a 33 ChPICTHO-CHI0BA WU
MO3BYHOCHJIOBA OOJIECT, HIIM 3aXapeH JHadeT THII 2, IPUIPYKEHH C IAHHU 32 YBpEXJIaHe Ha
edpexropuu opraud. VA NEPHRON-D e npoy4Bane npu nanyeHTH cbC 3axapeH AuadeT THIl 2 U
nrabeTHa Hedponarus.

Tes3u mpoy4BaHus HE OKa3BaT 3HAYMM OJIaronpusTeH ehekT BbpXy ObOpeUHNTE W/UIIN ChPACYHO-
CBHJIOBHTE MOCIEIUIH U CMBPTHOCT, KaTO ChIIEBPEMEHHO ca HaOMI0JaBaH! OBHUILIEH PUCK OT
XHUIEPKATUEMHUs1, OCTPO YBpEkKaaHe Ha OBOpEnnTe W/UITM XUIIOTOHKS B CPABHEHNE C MOHOTEPAITUITA.
Karo ce nmat npeasun cxoguure uM GpapMakoJMHAMUYHHI CBOMCTBA, TE3U PE3YITATH Ca MPHIOKHUMU
u 3a npyru ACE unxubutopu u APB.

ACE naxubutopu u APbB cnegoBarenHo He TpsOBa 1a ce U3MOI3BAT STHOBPEMEHHO IPH MTAIUEHTH C
nuabetHa HeponaThs (BXK. Touka 4.4).
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ALTITUDE (KnuHu4YHO MpOoy4YBaHe MPOBEACHO ¢ ATMCKUPEH MPH MALMEHTH ChC 3aXapeH JuadeT THIT
2 ¢ U3IONI3BaHE HA CHPACYHO-CHIOBH U OBOpEYHHM 3a00JsIBaHMS KaTO KpaifH TOYKH) € TIPOyUYBaHe,
NpeHa3HaYeHo Aa U3CNeBa Moj3ara oT 100aBsSHETO Ha aJlCKUPEH KbM cTangapTHa Tepanus ¢ ACE
nHxubuTop win APb npu nanmeHTH cbe 3axapeH AuadeT TUN 2 U XpOHUYHO OBOpedHo 3a00sBaHe,
CBHPJEYHO-CHAO0BO 3a00sBaHe WK U 1BeTe. [IpoyuBaHeTo e mpekpaTeHo MpekIeBPEMEHHO TTOPa U
MIOBHIIIEH PUCK OT HEOIAronpusATHH mocieauiy. Kakto chpiedHo-choBaTa CMbPT, Taka U HHCYJITHT
ca Mo-4eCTH B IpymnaTa Ha aJJUCKUPEH, OTKOJIKOTO B Tpylara Ha mane0o, a mpeJcTaBisIBalluTe
WHTEpeC HeXKENaHU CHbOUTHS U CEPUO3HU HEXKEIIaH! ChOUTHS (XUIIePKATNEMUS, XUTIOTOHHS U
0b0peyHa nuchyHKIHS) ce ChoOIIaBaT Mo-4ecTo B rpynara Ha alluCKUPEH, OTKOJIKOTO B Tpymnara Ha
iane6o.

5.2 dapMaKkoKHHETHYHH CBOHCTBA
JIuHeHocT
AMJIOIMTINH U BaJicapTaH UMAaT JTMHelHa (hapMaKOKUHETHKA.

Awmnogunua/Bancapran

Cren mepopanno nprioxenne Ha Copalia, mikoBu masMeHH KOHIICHTPAIMK Ha BajcapTaH U
aAMJIOIMITHH CE€ IOCTHIaT 3a ChbOTBETHO 3 U 6-8 waca. Ctenenra u pa3mepbT Ha abcopOums Ha Copalia
ca eKBUBAJICHTHU HA OMOHATMYHOCTTA HA BaJCapTaH M aMJIOJIMITUH, TIPHIOKEHH KaTo OTACITHU
TaOJEeTKH.

AMnogunuH

Abcopbyus: Cnen nepopaaHo NPUIOKEHHE Ha TeParleBTUYHA J103a aMJIOIUIINH, TTMKOBH IIa3MEHH
KOHIIEHTpAIIUK ce ToCcTHTaT 3a 6-12 yaca. AGconmroTHaTa OHOHATMYHOCT € MexXy 64% u 80%.
buoHanuM4YHOCTTa HA aMJIOMIIMH HE Ce TIOBITUSBA OT IpHeMa Ha XpaHa.

Pasnpeoenenue: Obema Ha pasnpezaenenue e npuodausurenso 21 1/kg. In vitro mpoyuBanus mokassar,
ye mpuoIm3nuTenHo 97,5% OT IUPKYIUPAIIOTO JEKAPCTBO CE CBBP3Ba C TIa3MEHHUTE MPOTCHHHU.

buompancpopmayus: AMIoIUINH ce MeTaboIu3nupa OCHOBHO (Tipubim3uTesiHo 90%) B yepHus apod
JI0 HEAaKTUBHU META0OUTH.

Enumunupane: EnuMuHEpaHeTo Ha aMIIOJIUIIHH OT IJia3mara € 0udasHo ¢ TepMHUHAIIEH MTOTYXUBOT Ha
enumuanpane npubmmzutenHo 30 o 50 yaca. CranmoHapHUTE TIa3MEHN HUBA CE IOCTHTAT CIIe]
poIbIDKUATENCH TipueM 3a 7-8 mau. 10% oT opurnHamHus amioauniH U 60% OT HETOBUTE METaOOIUTH
ce eKCKpeTupaT ¢ ypuHara.

Bancapran

Abcopoyus: Cren mepopaliHO IPUIOKEHNE Ha BajcapTaH MAKOBUTE TJIa3MEHU KOHIIETPAIINH CE
nJocturat 3a 2-4 yaca. CpenHara abconroTHa OMoHaMYHOCT € 23%. XpaHaTa HaMaIsiBa €KCIO3ULUTA
(ompeneneno upe3 AUC) Ha BasicaptaH ¢ okosio 40% u nmukoBaTa rmiazMeHa KoHIeHTPaIus (Cmax) €
oko110 50%, BBIIpeKH TOBa OKOJIO 8 yaca clie/i IprueMa Tuia3MeHUTE KOHIICHTPAIlMK Ha BaJicapTaH ca
MoI00HU B TPYIIMTE MPUEMAaITH JIEKaPCTBOTO CJIe] HaXpaHBaHe U Ha rimaaHo. Taszu pexykmust Ha AUC,
obaye He ce ChITPTCTBA OT KJIMHUYHO 3HAYMMa PEIIyKIUS HAa TEPAIleBTUYHUS €(EKT U 10 Ta3H MPHUINHA
BaJicapTaH MOXKE Jia ce IpreMa Ha TJIaJHO MK Clie]] HaXpaHBaHe.

Pasnpedenenue: CTanmoHapHUAT 00€M Ha pasnpeie]iCHUE Ha BaJICApTaH Clie]l HHTPABEHO3HO
MPUJIOKEHUE € 0KoJo 17 uTpa, KoeTo mokasea, 4e BajcapTaH HE Ce pa3peeis IIMPOKO B ThKaHUTE.
Basncapran ce cBbp3Ba BbB BHCOKA CTETIEH ChC cepyMHUTE TipoTenHu (94-97%), OCHOBHO ChC
CEePYMHHMSI aJIOYMHH.
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buompancpopmayus: Bancapran He ce MeTa00IM3UPa BbB BUCOKA CTEICH, Thil KaTo caMo okoio 20%
OT J03aTa ce yCTaHOBABa oA (hopMmara Ha MeTaboNUTH. B ma3mara e ycTaHOBEH XUAPOKCH
METa0OIUT B HUCKU KOHUEeHTpaun (mo-maiko oT 10% ot AUC Ha Bancaptan). To3u metabonuT e
(hapMaKoJIOrMYHO HEAKTHUBEH.

Enumunupane: BancapTan mokasBa MyJITHEKCIIOHCHIIMATHA KMHETHKA Ha pasmaf (t%. o <1l wac u t%2 3
okoJo 9 yaca). BancapTaH ce enuMuHHEpa OCHOBHO ¢ derieca (okono 83% ot jo3ara) U ypuHAaTa
(okono 13% oT mo3ara) OCHOBHO KaTo HEMPOMEHEHO chenHeHue. Crell HHTPaBEHO3HO MPUIIOKEHUE
TUTa3MeHMsI KIIMPBHC Ha BancapTaH € npuonusutento 2 1/4, a 060peunns knupbHe € 0,62 1/9

(okono 30% ot obutust kmupbHE). [1oTyKHBOTHT Ha BasicapTaH ¢ 6 Jaca.

CHCHI/I&J’IHI/I nomnyJjganuunu

Tleouampuuna nonyaayus (vzpacm noo 18 200unu)
Hsma dapMakOKMHETHYHU JTaHHU 3a MAUEHTUTE HAa Bb3pacT 1oz 18 roguHu.

Tayuenmu 6 Hanpeduana ev3pacm (8v3pacm Hao 65 200unu)

BpemeTo 3a gocTrrane Ha MMKOBH IJIa3MEHM KOHIICHTPAI[MK Ha aMJIOUITUH € CXOAHO TIPU MIIAIH
MAIUCHTH U MPU MalMEHTH B HANIPeHAJIa Bh3pacT. MiMa TeHACHIIUS NPy NAllMCHTUTE B HAIpeIHaIa
BB3PACT KIIUPHHCA Ha aMITOJTUITHH J1a HAMAIISIBA, KOETO BOJHM JI0 MIOKAYBaHe Ha TUIONITA IO/ KPHUBATa
(AUC) u momy>xxuBota Ha enumuHupane. Cpexnara cucremHa AUC 3a BasicapTaH € 10 BHCOKa ChC
70% mipu MAIMeHTH B HANPEIHAIAa Bh3PacT B CPABHEHUE C IMO-MJIAJM MTAIUCHTH, TIOPaId Ta3u MPUIKMHA
¢ HeoOX0IMMO BHUMAaHHE MPH MOBUIIIABaHE HA J103aTa.

bvopeuno yepescoane

dapMakoOKUHETHKATa HA aMJIOJIMITUH HE CE MOBJIMsIBA 3HAYUMO ITPH HapyllIeHne Ha ObOpeuHaTa
¢yukius. KakTo ce odyakBa 3a BEIIECTBO, YMHTO ObOpEUYCH KIMPBHHC € caMo 0K0J1o 30% oT o0mus
IIa3MEH KIIMPBHC, HE Ce Ha0JII01aBa Kopesanus Mex 1ty ObOpeuHaTa pyHKIIUS U CUCTEMHATa
EKCTIO3UITUS KbM BaJicapTaH.

Yeproopobuo yepesicoarie

Hanuuuu ca MHOTO OrpaHUYCHU JaHHU 33 IPUIOKEHUETO Ha aMJIOIMITHMH TPH TAIUEHTH C
4epHOAPOOHO yBpexaane. [lanmenTrTe ¢ YepHOAPOOHO YBpEkKAaHEe UMAT HaMaJIeH KIMPHHC Ha
aMmJIoAuIHH ¢ nociesaio nmokauyBane Ha AUC ¢ mpubnmsutento 40-60%. [Ipu mamueHTH C Jieko 10
YMEPEHO TEXKKO M3Pa3eHO XPOHUYHO YSPHOIPOOHO 3a00IsIBaHE EKCIIO3UIUATa KbM BajicapTaH
(ompenenena upes croriHocTuTe Ha AUC) € 1Ba MbTH 1MO-BUCOKA OT YCTAHOBEHATA MIPH 3/[PABH
JIoOpOBOIIIHN (TPYITUPAHU TI0 BB3PACT, MO U TerIio). [[puiioskeHneTo npu manueHTH ¢ YepHOIPOOHO
3a00JsiBaHe TPsIOBA J1a C€ OCHIIECTBSBA C TIOBHUIICHO BHUMaHUE (BXK. Touka 4.2).

5.3 IlpeakIMHMYHHU JaHHU 32 0€30MACHOCT

AMItogunuH/BajgcapTad

Hexenanute nekapcTBEHU peakiiiy HAOIFOIaBaHU B IPOYYBAHUS MPH KUBOTHUA UMAIIl BEPOSTHA
KIIMHUYHA 3HAYHMOCT Ca KaKTO CJe/Ba;

XWCTOMATONIOTUYHY JAHHY 32 Bh3MAJICHUE ca HAOIIOJaBaHH B HKIIE3UCTHUS CTOMAaX PHU MBIKKH
TUTHXOBE TIPH KCITO3UIHs OT okouio 1,9 (Basicapran) u 2,6 (aMJI0UNVH) THTH HAJl KIMHUYHUTE JIO3H
ot 160 mg Bancaprad u 10 mg ammoaunus. [Ipu Mo-BHCOKH €KCIO3MIIMY UMa YIILIEPAIIMHA U €PO3UH 110
CTOMAIITHATA JINTaBHUIIA KAKTO HPH )KEHCKHUTE, TaKa U P MBKKHUTE TUIbX0Be. [10100HN IpoMeHH ce
HaOJII01aBaT U IIPH IpyIarta IprueMaiia camo BaicapTan (ekcnosunus 8,5-11,0 mbTu Haj KIMHUYHATA
no3a ot 160 mg Bancapran).
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IIpu excriozunus 8-13 (Bancapran) u 7-8 (aMJIOAMIIMH) TBTH HAJ KIMHWYHATA 103a oT 160 mg
Basicaptad 1 10 mg aMIoJUITHH ce YCTAHOBSIBAT YBEIMUYCHA Y€CTOTA U TEXKECT Ha ObOpeuHaTa
TyOyHa 6230 UITHs/ XUATHHA3AIUS, AUIATAIUS U OTIIMBKH, CBHINO U HHTEPCTHIMATHO JTUM(OIUTHO
BB3MATICHUE U XUMEPTPOGHs Ha apTeproapHaTa Meaus. CXOIHH MPOMEHH Ce YCTAHOBSIBAT B rpymara
npuemaia camo BancaptaH (ekcrio3unus 8,5-11,0 mbTr Haj KIMHUYHATA 1032 oT 160 mg Bancapran).

B npoyuBane 3a emOpro-¢eTarHo pa3BUTHE MPH ILTHXOBE ce HAOII0AaBaT yBeINYeHa YeCTOTa Ha
JUIIAaTHPaHU ypeTepu, MandopMaluy Ha CTEpHyMa U Heocupuupany ¢ajlaHrd Ha MPEeIHH Janu Ipu
eKcro3uLus oT okojo 12 (Bancapran) u 10 (amyonunuH) mbTH HaJ KIMHUYHUTE 1031 0T 160 mg
Bancaptad u 10 mg amnoaunuH. Junatupanu ypeTepH ce HaOM0AaBaT v B TpyIara caMmo ¢ BaJicapTaH
(excriosurms 12 mpTH Han KIMHUYHATA 1032 oT 160 mg BancapTan). B ToBa mpoyuBane uma camo
ci1abo n3paseHu Oene3n Ha MailurHa TOKCHYHOCT (yMepeHa peayKIns Ha TeIecHOTOo Terio). Husoro,
IIPH KOETO HE ce HaOJroaaBaT e(h)eKTH 110 OTHOIIICHHE Ha Pa3BUTHETO € 3-(BajicapTaH) u 4-
(amnoaunuH) TBTH HaJ KIMHAYHATA eKkcro3unus (Ha 6azara Ha AUC).

3a OTACIIHUTE CbCTABKU HAMA JOKAa3aTCJICTBA 3a MYTAar¢cHHOCT, KJIaCTOI'CHCH eq)eKT 1 KaHIICPOIrC€HHOCT.

AmMnogunun

Penpoodykmuena moxcuunocm

PenponykTuBHY NpOyYBaHUs [P IUIBXOBE M MUILIKH [TI0KA3BaT 3aKbCHIBAHE HA JlaTaTa Ha paXIAaHe,
yIbJDKEHA MPOABILKUTETHOCT HA PayKAaHETO ¥ HaMaJleHa )KU3HECIIOCOOHOCT Ha MAJIKUTE MPH 03U
npuOIM3uTenHO 50 MBTH MO-BHCOKH OT MAKCHMAITHUTE MIPEHIOPBHUUTEIHH 03U IIPU XOPa, H3YHCIICHH
Ha 6a3a mg/kg.

Hapywenus 6v6 pepmunumema

Hsma edext Bppxy depTuimTeTa Ha IITBXOBE, TPETUPAHU C AMIIOAUTIHH (MBXKH — 64 THU M )KEHCKU —
14 nuu npeau undrocsane) B 1o3u A0 10 mg/kg/nen (8 mbTn* MakcuManHaTa MpenopbYMTENIHA 1032
3a xopa ot 10 Mg, uzunciena Ha 6aza mg/m?). B 1pyro npoyusane npu IrbXoBe, P KOETO MBKKH
IUTBXOBE Ca TPETHPAHU ¢ aMiIounuH oe3miat 30 1Hu, ¢ 1032 CpaBHUMA C J103aTa [IPU X0pa,
n3dncieHa Ha 6aza mg/kg, ca ycTaHOBEHH MOHWKEHH ITa3MEHH (OIMKYIOCTUMYIIUPAIL XOPMOH H
TECTOCTEPOH, KaKTO U MOHMKEHH TUTBTHOCT Ha criepMara 1 Opoit Ha 3pesiu CriepMaTuIn 1
CEpPTOJIMEBUTE KIICTKH.

Kanyepocenesa, mymazenesa

Hsama manuu 3a KaHIIEPOTEHHOCT MNP IUTHXOBE M MUIIKH, TPETUPAHU JIBE TOJUHU C aMIIOUIIHH B
XpaHaTa B KOHIIEHTPAIINH, U3YUCIIEHH J1a OCUTYPSAT THEBHU J1o30Bu HUBA OT 0,5, 1,25 u 2,5 mg/kg/nen.
Haii-Bucokara go3a (pu MHIIKH - OHM3Ka /10, @ IPU TUTHXO0BE — JBA ITBTH* MO-BUCOKA OT
MaKCHMaJlHaTa IIPENopbUMTENIHA KIMHUYHA 103a oT 10 mg, n3uncnena 3a mg/m?) e 6una GiusKa 10
MaKCHUMAJIHO AOIyCTUMAaTa J103a 33 MUILIKH, HO HE U 3a ILTHXOBE.

[IpoyuBanus 32 MyTareHHOCT HE TIOKa3BaT JIEKAPCTBEHO-00yCIOBEHU e(heKTH HUTO Ha TEHHO, HUTO Ha
XPOMO30MHO HUBO.

* M3UMCIIeHa 3a manueHTn ¢ Terio 50 Kg

Bancapran

HexnuangHnuTe JaHHW HE MMOKa3BaT 0COOCH PUCK 3a X0pa Ha 0a3aTa Ha KOHBEHITMOHATHATE
(bapMaKoJIOTHYHH IPOYYBAHUS 32 OE30MACHOCT, MPOYYBAHHS 32 TOKCUYHOCT IPH MHOTOKPATHO
MpUIaraie, TeHOTOKCUYHOCT, KAHIEPOr€HEH MOTEHIIUAN, PEIPOAYKTUBHA TOKCUYHOCT U TOKCUUHOCT
3a pa3BUTHETO.
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IIpu mIbX0Be TOKCHYHU 103U 3a MaiikaTta (600 mg/kg/men) mo BpeMe Ha MOCACAHUTE THU OT
OpEMEHHOCTTA U MEePHOJIa Ha JIAKTAIIHS ca JJOBEJH JI0 IMO-HUCKA CTETIeH Ha MPEKUBIEMOCT, TI0-CI1ab0
HaJJaBaHe Ha TErJIo U 3a0aBeHO pa3BUTHE (OTACNSIHE HA YIIHATA MU/Ia U OTBAPSIHE HA CITyXOBHS
KaHaJl) Ha TIOKOJIeHHEeTo (BXK. Touka 4.6). Te3u no3u npu mrexose (600 mg/kg/nen) npeacrasissat
NpUOIM3UTENHO 18 MbTH MaKCHMAJIHATA TIPENOPBYMTENIHA 103a IPH Xopa Ha 6a3aTa Ha mg/m?
(M3umciIeHusATa Ce OTHACAT 32 TepopaiHa A03a 320 mg/nen u nanueHt ¢ terio 60 kg).

[pu npeaKIHHUYIHYE TPOyYBaHUs 3a O€30MacHOCT BHCOKH 1031 Bascaptad (200 10 600 mg/kg
TEJIECHO TETJI0) MPEIU3BUKBAT MPH TUTHXOBE HAMAaJIsIBAHE Ha MapaMEeTPUTE Ha YePBEHUTE KPbBHU
KJIETKH (€pUTPOLIUTH, XeMOTIO0HH, XeMaTOKPHUT) U MIPUIMHABAT IPOMEHU B OBOpeyHarTa
XeMO/IMHaMHKa (JIEKO OBUIIIaBaHE Ha ypesiTa B KPbBTa, ObOpeuHa TyOyliHa XUINEpIUIa3us U
6azodumus npu MBxKKHTE). Te3u no3u npu mrsxose (200 mo 600 mg/kg/nen) npeacraBisBaT
IpUOGIN3KTENHO 6 1 18 MbTH MaKCHMaJIHATa IPENOPBUYNTENIHA 103a IPU X0opa Ha 6a3aTta Ha mg/m?
(M3umcieHusTa ce OTHACAT 3a TepopanHa A03a 320 mg/neH u nauueHt ¢ terio 60 kg).

[Tpu MapMo3eTKH B CpaBHUMU J03H IPOMEHHUTE Ca MOAOOHH, HO MO-TEXKH, 0COOCHO B OBOpernuTe,
KBACTO NPOMCHUTE CC pa3BUBAT A0 He(i)pOHaTI/IH, BKJIIOYBallla NOBUIICHUE HA ypesATa U KpCaTUHHUHA B
KPBBTA.

Hab6nronasa ce cpio xuneprpodusi Ha ObOpeUHHUTE FOKCTATTIOMEPYJTHH KIETKH U MIPH JBaTa BUJIA.
Cuura ce, 4e BCHUKHU MPOMEHU C€ AbJDKAT Ha (papMaKoIOTHIHOTO JCHCTBIE Ha BajicapTaH, KOETO
BOJIM 10 MTPOIBJDKUTEIIHA XHIIOTOHHUS 0COOCHO IpH MapMo3eTuTe. M3riexa, ye TeparneBTHIHaTa 1032
Ha BaJICAPTaH NPU XOpa He € CBhp3aHa ¢ Xxureprpodus Ha ObOPEUHHUTE FOKCTATJIOMEPYIIHH KICTKH.

6. DPAPMALEBTUYHU JTAHHHU

6.1 Cnucbk Ha IOMOIIHHUTE BeLIeCTBA

Copalia 5 mg/80 mg dbwimupanu TaGIeTKH

Covpyesuna na mabaemxkama

Llenyno3a, MUKPOKpPHCTAIIHA
KpocmoBuo (tum A)

CwnyeB THOKCH]I, KOJIOUICH 0€3BOJICH
Marsesues creapar

Iloxpumue
Xwurnpomernosa, 3amectsant Tan 2910 (3 mPa.s)

TuranoB nuokcua (E171)
Keneszen oxcug, xbat (E172)
Maxkporoin 4000

Tank

Copalia 5 mg/160 mg dunmupasu TabJIeTKU

Copyesuna na mabiemxkama

Ilenyno3a, MUKpOKpHUCTaHa
KpocnioBuoH (tun A)

Cunuiues TMOKCHI, KOJIOUAEH 0€3B0IeH
MaruesueB cTeapat
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Loxkpumue
Xunpomernosa, 3amectsani tun 2910 (3 mPa.s)

TuranoB nuokcua (E171)
Kenezen oxcun, xbat (E172)
Makporoa 4000

Tank

Copalia 10 mg/160 mg dpunmupanu TabueTKn

Covpyesuna na mabnemrkama

Llenyno3a, MEKPOKPUCTAIHA
KpocmoBumon (Tum A)

CuITiIHEB THOKCH]I, KOJOUICH O€3BOJICH
Maruesues creapar

Hoxpumue
Xunpomernosa, 3amectsan tun 2910 (3 mPa.s)

TurtanoB nuokcun (E171)

Knesen okcum, xx6aT (E172)

Kenesen oxcun, yepseH (E172)

Makporon 4000

Tank

6.2 HecnBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

3 roauHH.

6.4 CrhenuajJHM ycJI0BHUS HA CbXpaHeHUe

[a =e ce cpxpansBa Hax 30°C.

[a ce cpxpaHsBa B OpUT'HHAIHATA OMAKOBKA, 32 Ja Ce MPEe/ia3y OT Biara.

6.5 Bwuau chbabp:kaHHe HA ONAKOBKATA

PVC/PVDC 6aucrepu. Equn 6iucrep cpabvpxa 7, 10 win 14 punmupanu taGieTkH.

Bunogse onakosku: 7, 14, 28, 30, 56, 90, 98 niu 280 ¢unmupanu TabieTku U rpyMoBH ONAKOBKH,
coabpkanm 280 (4x70 wmu 20x14) punmupanu TabIeTKH.

PVC/PVDC nepdopopan ennomozoB omucrep. Exun 6muctep coabpxa 7, 10 wnm 14 punmupann
TabJIETKH.

Bunose onakosku: 56, 98 nnm 280 punmupanu TabNeTKH.

He Bcuuku BUIOBE OMAaKOBKW MOTrar Ja ObJaT IMyCHATH Ha Ha3apa.

6.6 CrnenuaJHu npeanasHu MEPKH NMPH U3XBBPJIsiHe U padoTa

Hsma criermanam n3uCKBaHUS.
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7. IPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Wpnannus

8. HOMEP(A) HA PASPEHIIEHUETO 3A YIIOTPEBA

Copalia 5 mg/80 mg dbunmupanu TabaeTku

EU/1/06/372/001
EU/1/06/372/002
EU/1/06/372/003
EU/1/06/372/004
EU/1/06/372/005
EU/1/06/372/006
EU/1/06/372/007
EU/1/06/372/008
EU/1/06/372/025
EU/1/06/372/026
EU/1/06/372/027
EU/1/06/372/034
EU/1/06/372/037

Copalia 5 mg/160 mg dhunmupanu TabieTkn

EU/1/06/372/009
EU/1/06/372/010
EU/1/06/372/011
EU/1/06/372/012
EU/1/06/372/013
EU/1/06/372/014
EU/1/06/372/015
EU/1/06/372/016
EU/1/06/372/028
EU/1/06/372/029
EU/1/06/372/030
EU/1/06/372/035
EU/1/06/372/038
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Copalia 10 mg/160 mg dpunmupanu TabieTKN

EU/1/06/372/017
EU/1/06/372/018
EU/1/06/372/019
EU/1/06/372/020
EU/1/06/372/021
EU/1/06/372/022
EU/1/06/372/023
EU/1/06/372/024
EU/1/06/372/031
EU/1/06/372/032
EU/1/06/372/033
EU/1/06/372/036
EU/1/06/372/039

9. JATA HA ITBPBO PAZPEIIABAHE/IIO/ITHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

[ata Ha mepBO pa3pemanane: 16 suyapu 2007 r.
Hata Ha nocnenno nonHoBsiBane: 21 HoemBpu 2011 r.

10. JJATA HA AKTYAJIU3UPAHE HA TEKCTA

[MoxpoOHa nH(popMaIus 3a TO3U JICKAPCTBEH MPOIYKT € IpejocTaBeHa Ha yeOcaiita Ha EBporetickara
areHIus o Jiekapcreata http://www.ema.europa.eu

25



HPUJIOKEHUE I1

MNPOU3BOJUTEJIN, OTTOBOPHU 3A
OCBOBOXKJIABAHE HA ITAPTUAN

YCJIOBUSA NN OT'PAHUYEHMUSA 3A TOCTABKA U
YIHOTPEBA

APYI'N YCJIOBUA N UBUCKBAHUA HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJOBUA NJIN OT'PAHUYEHNS 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A.  NIPOU3BOIUTEJIH, OTTOBOPHHU 3A OCBOBOXKJIABAHE HA ITAPTHU/U

HMe u aipec Ha IPOU3BOAUTEINTE, OTTOBOPHU 34 OCBO60)KI[aBaHe Ha NIapTUuauTe

Novartis Farma S.p.A.

Via Provinciale Schito 131
80058 Torre Annunziata (NA)
Hranus

Novartis Farmacéutica S.A.
Gran Via de les Corts Catalanes, 764

08013 Barcelona
HWcnanns

Novartis Pharma GmbH

Roonstrale 25

D-90429 Nirnberg

I'epmannus

IlewaTHaTa TUCTOBKA Ha JIEKAPCTBEHHS MPOAYKT TPIOBa Ja ChIbPKa UMETO U ajpeca Ha
HpOI/I3BOI[I/ITCJ'IH, OTFOBOpeH 3a OCBO60)K,I[8.B8.H6TO Ha CbOTBETHATA napmz[a.

b. YCJIOBUSA WJIHN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

JlexapCTBEHUSAT IIPOLYKT CE OTIIyCKa IO JIEKAPCKO IPEIIUCAHUE.

B. JAPYI'M YCJIOBUS U UBNCKBAHUS HA PASPEIHIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKkTyaJau3npanm aokiaanau 3a oesonacuoct (ITAIB)

N3uckBanusTa 3a moxaBane Ha [TAJIb 3a To3M JiekapCTBEH NPOIYKT ca MOCOYCHH B CIIUCHKA C
pedepentaute natu Ha EBponetickus cpro3 (EURD crucek), npensuaer B wi. 1078, an. 7 ot

Hupextusa 2001/83/EO, 1 BbB BCUUKH CJIEIBAIIN aKTyaJIM3aLlH, ITyOJIMKYBaHH Ha €BPOICHCKUS

yeOropTa 3a JeKapcTBa.

.  YCJI0BUsA UJIN OTPAHUYEHUS 3A BE3OITACHA U E@OEKTUBHA YIIOTPEBA

HA JIEKAPCTBEHMUSA ITPOAYKT

Henpunoxumo
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HPUJIOKEHHUE I11

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA

28



A. JAHHHU BBbPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA EJMHUYHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Copalia 5 mg/80 mg ¢hunmupanu tabieTKu
AMJIOIMITHH/BaJICAPTaH

| 2. OBSIBABAHE HA AKTUBHOTO(MTE) BEILECTBO(A)

Bcesika punvupana tabneTka chabpika 5 mg aMIIOAWIINH (KaTto amimoauniH 0esnnar) u 80 mg
BaJICApPTaH.

| 3.  CHOUCHK HA HOMOUIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana Tabierka

7 hbunmupaHu TabNeTKA

14 punMupanu TabIeTKH

28 punmupaHu TabIETKH

30 ¢punmupanu TabIEeTKH

56 dhunmupanu TabICTKH

90 dhunmupanu TaOJICTKH

98 punmupanu TabIeTKH

280 dbunmupanu TadIeTKH

56x1 dpunmupanu Tabieku (€TUHUYHH T03H)
98x1 dpunmupanu Tabieku (SAMHUYHH JT031)
280x1 dpunmupanu Tabnexku (eAMHUYHH JT03H)

‘ 5. HAYUH HA TPUJIOKEHUE U ITbT(MIIA) HA BBBEKJIAHE

[Ipenu ymorpebda mpovereTe TUCTOBKATA.
[TepopanHo npunoxeHue

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT INIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCETI'A HA TELIA

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 32 JCTa.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO
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| 8.

JATA HA I3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9.

CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

[a =e ce cpxpansBa Hax 30°C.
Jla ce chxpaHsiBa B OpUTMHAJIHATA ONAKOBKA, 3a JIa Ce MPEeIa3y OT Biara.

10.

CIIEIIMAJIHU ITPEJAITA3ZHU MEPKH I1PU U3XBBHPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

NME "N AJIPEC HA ITPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4
Wpnannus

12.  HOMEP(A) HA PABPEHIEHHUETO 3A YIIOTPEBA

EU/1/06/372/001 7 dunMupaHu TaOJIETKH

EU/1/06/372/002 14 punmupanu TabIeTKH

EU/1/06/372/003 28 huimupanu TabIeTKH

EU/1/06/372/004 30 dunmupanu TabIeTKH

EU/1/06/372/005 56 ¢pmimupanu TabeTKH

EU/1/06/372/006 90 dbuimupanu TabIETKH

EU/1/06/372/007 98 dbunmupanu TabIeTKH

EU/1/06/372/008 280 ¢pmimupanu TabiaeTKH

EU/1/06/372/025 56x1 dpunmupana tabieTka (€IHHIYHU O3H)
EU/1/06/372/026 98x1 punmupana TabreTKa (€ IMHIYHY J03H)
EU/1/06/372/027 280x1 ¢punmupaHa TabneTka (eIMHUYHU 103H)

13. TAPTHJAEH HOMEP

ITapTunen Ne

14. HAYMH HA OTITYCKAHE

JlexapcTBEHUAT MPOYKT C€ OTITyCKa I10 JIEKAPCKO MPEATHCaAHHE.

15. YKA3AHUNA 3A YIIOTPEBA
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16. HUH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Copalia 5 mg/80 mg

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

JByn3mepeH 0apKoJl C BKIFOUEH YHUKAICH UIACHTU(DUKATOD

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

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CbABbP/KA BTOPUYHATA OITAKOBKA

MEXJIUHHA OITAKOBKA HA CbCTABHATA OITAKOBKA (BE3 CUHS KYTHS)

‘ 1. HNME HA JIEKAPCTBEHUSA TPOAYKT

Copalia 5 mg/80 mg ¢hunmupanu tabieTKu
AMJIOIMITHH/BaJICAPTaH

| 2. OBSIBABAHE HA AKTUBHOTO(MTE) BEILECTBO(A)

Bcesika punvupana tabneTka chabpika 5 mg aMIIOAWIINH (KaTto amimoauniH 0esnnar) u 80 mg
BaJICApPTaH.

| 3. CHUCBHK HA HOMOIIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana Tabierka

70 ¢punmupanu Tabnetku. YacT ot rpymnosa onakoBka. Jla He ce mpojaBa OTIEITHO.
14 ¢punvupanu tabnetku. Yact oT rpymoBa onakoBka. [la He ce poaBa OTIEIHO.

‘ 5. HAYMH HA IPWIOKEHUE U ITbT(UIIA) HA BBBEXKJIAHE

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6. CIIEHUAJIHO IPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBbXPAHSABA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEX/IEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

[a ne ce cpxpansiBa Hax 30°C.
[a ce cpxpaHsBa B OpUTHHAIHATA OTIAKOBKA, 32 Ja Ce MPEera3y OT Biara.
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHELHUAJIHU IMPEANIASHU MEPKHU INTPU U3XBBPJIISATHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT

11. HUME M AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/06/372/034 280 ¢punmupanu tadnetku (4x70)
EU/1/06/372/037 280 ¢unmupanu tadierku (20x14)

13. TAPTHUIAEH HOMEP

IMaptunen Ne

14. HAYMUH HA OTIIYCKAHE

.HeKapCTBeHI/IHT MMPOAYKT C€ OTITYCKaA I10 JICKAPCKO NPCAIINCAHUC.

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Copalia 5 mg/80 mg

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/|

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA CbCTABHATA OITAKOBKA (CbC CUHSA KYTHS)

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Copalia 5 mg/80 mg ¢punmupanu TabaeTKu
aMJIOTATTHH/BaJICapTaH

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Besika pummupana Tabnerka chabpika 5 mg amiionunuH (kato aMmiaoaunuH oe3wiat) u 80 mg
BaJICApTaH.

‘ 3. CITMCBK HA IOMOIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Ounmvupana TabiaeTka

I'pynoBa onakoBka: 280 (4 onakoBku 1o 70) punMupanu TabaeTku
I'pynoBa omakoBka: 280 (20 onakoBku 1o 14) punmupanu tabieTku

5. HAYUH HA MPUJIOKEHUE U ITbT(MIIA) HA BBBEKJIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.
IlepopanHo npuiioxeHue

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE TEKAPCTBEHUAT TPOAYKT TPSABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYHE OT IIOTJVIEJA U TOCETI'A HA IELIA

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 32 JCTa.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSI HA CbXPAHEHHUE

[a He ce cpxpansasa Hax 30°C.
Jla ce chxpaHsBa B OpUTHHAIHATA OMIAKOBKA, 33 Ja CC MPEa3y OT Biiara.
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10. CHELHUAJIHU IMPEANIASHU MEPKHU INTPU U3XBBPJIISATHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME M AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/06/372/034 280 ¢punmupanu tadnetku (4x70)
EU/1/06/372/037 280 ¢unmupanu tadierku (20x14)

13. TAPTHUIAEH HOMEP

IMaptunen Ne

14. HAYMUH HA OTIIYCKAHE

.HeKapCTBeHI/IHT MMPOAYKT C€ OTITYCKaA I10 JICKAPCKO NPCAIINCAHUC.

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Copalia 5 mg/80 mg

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJ ¢ BKIIOYECH YHUKAJIEH HACHTU(DHUKATOD

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

PC
SN
NN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

‘ 1. HNME HA JIEKAPCTBEHUSA TPOAYKT

Copalia 5 mg/80 mg ¢punmupanu TabaeTKu
AMJIOIMITHH/BaJICApTaH

‘ 2. NME HA ITPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

|5.  JIPYTO
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JAHHHU, KOUTO TPABBA JA CbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA EAMHUYHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Copalia 5 mg/160 mg punmupanu TabaeTku
AMJIOIMITHH/BaJICAPTaH

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

Bcesika punvupana tabneTka chabpika 5 mg aMIOAMIIHH (KaTo amiionunuH Oesmiar) u 160 mg
BaJICApPTaH.

3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana Tabierka

7 hbunmupaHu TabNeTKA

14 punMupanu TabIeTKH

28 punmupaHu TabIETKH

30 ¢punmupanu TabIEeTKH

56 dhunmupanu TabICTKH

90 dhunmupanu TaOJICTKH

98 punmupanu TabIeTKH

280 dbunmupanu TadIeTKH

56x1 punmupanu TabneKu (€IMHUYHH J031)
98x1 punmupanu Tabaexu (€IMHUYHH J03M)
280x1 ¢punmupany Tabsieku (EAMHUYHH J103H)

‘ 5. HAYUH HA TPUJIOKEHUE U ITbT(MIIA) HA BBBEKJIAHE

[Ipenu ymorpebda mpovereTe TUCTOBKATA.
[TepopanHo npunoxeHue

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT INIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCETI'A HA TELIA

Jla ce cpxpansaBa Ha MSICTO, HEAOCTHITHO 3a JICTIa.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO
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| 8.

JATA HA I3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9.

CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

[a =e ce cpxpansBa Hax 30°C.
Jla ce chxpaHsiBa B OpUTMHAJIHATA ONAKOBKA, 3a JIa Ce MPEeIa3y OT Biara.

10.

CIIEIIMAJIHU ITPEJAITA3ZHU MEPKH I1PU U3XBBHPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

NME "N AJIPEC HA ITPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4
Wpnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/06/372/009 7 dunMupaHu TaOJIETKH

EU/1/06/372/010 14 punmupanu TabIeTKH

EU/1/06/372/011 28 huimupanu TabIeTKH

EU/1/06/372/012 30 dunmupanu TabIeTKH

EU/1/06/372/013 56 ¢pmimupanu TabeTKH

EU/1/06/372/014 90 dunmupanu TabIETKH

EU/1/06/372/015 98 dbunmupanu TabIeTKH

EU/1/06/372/016 280 ¢pmimupanu TabiaeTKH

EU/1/06/372/028 56x1 dpunmupana tabieTka (€IHHIYHU O3H)
EU/1/06/372/029 98x1 punmupana TabreTKa (€ IMHIYHY J03H)
EU/1/06/372/030 280x1 ¢punmupaHa TabneTka (eIMHUYHU 103H)

13. TAPTHJAEH HOMEP

ITapTunen Ne

14. HAYMH HA OTITYCKAHE

JlexapcTBEHUAT MPOYKT C€ OTITyCKa I10 JIEKAPCKO MPEATHCaAHHE.

15. YKA3AHUNA 3A YIIOTPEBA
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16. HUH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Copalia 5 mg/160 mg

‘ 17. YHUKAJIEH HIEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JiBym3mepeH 0apKo ¢ BKIFOUCH YHUKAJICH UICHTU(GHUKATOP

‘ 18. YHUKAJIEH HAEHTU®UKATOP — JJAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CbABbP/KA BTOPUYHATA OITAKOBKA

MEXJIUHHA OITAKOBKA HA CbCTABHATA OIIAKOBKA (BE3 CUHA KYTHS)

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Copalia 5 mg/160 mg punmupanu TabaeTku
AMJIOIMITHH/BaJICAPTaH

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

Bcesika punvupana tabnetka chabpika 5 mg aMIOAMIHH (KaTo amiionunuH Oesmiar) u 160 mg
BaJICApPTaH.

3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana Tabierka

70 ¢punmupanu Tabnetku. YacT ot rpymnosa onakoBka. Jla He ce mpojaBa OTIEITHO.
14 ¢punmupanu tabnetku. Yact oT rpymoBa onakoBka. [la He ce pogaBa OTAEITHO.

‘ 5. HAYMH HA IPWIOKEHUE U ITbT(UIIA) HA BBBEXKJIAHE

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6. CIIEHUAJIHO IPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TELIIA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEX/IEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

[a ne ce cpxpansiBa Hax 30°C.
[a ce cpxpaHsBa B OpUTHHAIHATA OTIAKOBKA, 32 Ja Ce MPEa3n OT Biara.
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHELHUAJIHU IMPEANIASHU MEPKHU INTPU U3XBBPJIISATHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT

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

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/06/372/035 280 ¢punmupanu tadnetku (4x70)
EU/1/06/372/038 280 ¢unmupanu tadierku (20x14)

13. TAPTHUIAEH HOMEP

IMaptunen Ne

14. HAYMUH HA OTIIYCKAHE

.HeKapCTBeHI/IHT MMPOAYKT C€ OTITYCKaA I10 JICKAPCKO NPCAIINCAHUC.

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Copalia 5 mg/160 mg

‘ 17. YHUKAJIEH HAEHTUOUKATOP — IBYU3MEPEH BAPKO/|

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA CbCTABHATA OITAKOBKA (CbC CUHSA KYTHS)

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Copalia 5 mg/160 mg punmupanu TadbaeTku
aMJIOTATTHH/BaJICapTaH

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

Bcesika punmupana tabnetka cpaAbpKa 5 mg amnoaunuH (kato amiuoaunuH Oesunat) U 160 mg
BaJICApPTaH.

‘ 3. CITMCBK HA IOMOIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

Ounmvupana TabiaeTka

I'pynoBa onakoBka: 280 (4 onakoBku 1o 70) punMupanu TabIeTKH.
I'pynoBa omakoBka: 280 (20 onakoBku 1o 14) punmupanu TableTKy.

5. HAYUH HA MPUJIOKEHUE U ITbT(MIIA) HA BBBEKJIAHE

IIpeau ynorpeba npodereTe JIMCTOBKATA.
IlepopanHo npuiioxeHue

6. CHELOUAJIHO HPEAYHPEXIEHUE, UE IEKAPCTBEHUAT TIPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYHE OT IIOTJVIEJA U TOCETI'A HA IELIA

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 32 JCTa.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOAUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSI HA CbXPAHEHUE

[a He ce cpxpansasa Hax 30°C.
Jla ce chxpaHsBa B OpUTHHAIHATA OMIAKOBKA, 33 Ja CC MPEa3y OT Biiara.
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10. CHELHUAJIHU ITPEANTASHU MEPKHU IMPU U3XBBPJISAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME M AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/06/372/035 280 ¢punmupanu tadnetku (4x70)
EU/1/06/372/038 280 ¢unmupanu tadierku (20x14)

13. TAPTHUIAEH HOMEP

IMaptunen Ne

14. HAYMUH HA OTIIYCKAHE

.HeKapCTBeHI/IHT MNPOAYKT C€ OTITYCKaA I10 JICKAPCKO MNPCANNCaHUC.

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Copalia 5 mg/160 mg

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJ ¢ BKIIOYECH YHUKAJIEH HACHTU(DHUKATOD

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

PC
SN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Copalia 5 mg/160 mg ¢punmupanu TadbaeTku
aMJIOTUITHH/BaJICApTaH

‘ 2. NME HA ITPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

|5.  JIPYTO
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JAHHHU, KOUTO TPABBA JA CbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA EAMHUYHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Copalia 10 mg/160 mg ¢uamupann TabIeTKH
AMJIOIMITHH/BaJICAPTaH

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

Bceska punmupana tabnerka cpabpika 10 mg ammogunma (kato ammoaumnuH 6e3mnaT) u 160 mg
BaJICApPTaH.

3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJHA OITAKOBKA

Ounmupana Tabierka

7 hbunmupaHu TabNeTKA

14 punMupanu TabIeTKH

28 punmupaHu TabIETKH

30 ¢punmupanu TabIEeTKH

56 dhunmupanu TabICTKH

90 dhunmupanu TaOJICTKH

98 punmupanu TabIeTKH

280 dbunmupanu TadIeTKH

56x1 punmupanu TabneKu (€IMHUYHH J031)
98x1 punmupanu Tabaexu (€IMHUYHH J03M)
280x1 ¢punmupany Tabsieku (EAMHUYHH J103H)

‘ 5. HAYUH HA TPUJIOKEHUE U ITbT(MIIA) HA BBBEKJIAHE

[Ipenu ymorpebda mpovereTe TUCTOBKATA.
[TepopanHo npunoxeHue

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCETI'A HA TELIA

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 32 JCTa.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO
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| 8.

JATA HA I3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9.

CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

[a =e ce cpxpansBa Hax 30°C.
Jla ce chxpaHsiBa B OpUTMHAJIHATA ONAKOBKA, 3a JIa Ce MPEeIa3y OT Biara.

10.

CIIEIIMAJIHU ITPEJAITA3ZHU MEPKH I1PU U3XBBHPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

NME "N AJIPEC HA ITPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4
Wpnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/06/372/017 7 dunMupaHu TaOJIETKH

EU/1/06/372/018 14 punmupanu TabIeTKH

EU/1/06/372/019 28 huimupanu TabIeTKH

EU/1/06/372/020 30 dunmupanu TabIeTKH

EU/1/06/372/021 56 ¢pmimupanu TabeTKH

EU/1/06/372/022 90 dunmupanu TabIETKH

EU/1/06/372/023 98 dbunmupanu TabIeTKH

EU/1/06/372/024 280 ¢pmimupanu TabiaeTKH

EU/1/06/372/031 56x1 dpunmupana tabieTka (€THHIYHU J03H)
EU/1/06/372/032 98x1 punmupana TabmeTKa (€ IMHIYHY J03H)
EU/1/06/372/033 280x1 ¢punmupaHa TabneTka (CIUHUYHU 103H)

13. TAPTHJAEH HOMEP

ITapTunen Ne

14. HAYMH HA OTITYCKAHE

JlexapcTBEHUAT MPOYKT C€ OTITyCKa I10 JIEKAPCKO MPEATHCaAHHE.

15. YKA3AHUNA 3A YIIOTPEBA
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16. HUH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Copalia 10 mg/160 mg

‘ 17. YHUKAJIEH HIEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JiBym3mepeH 0apKo ¢ BKIFOUCH YHUKAJICH UICHTU(PHUKATOD

‘ 18. YHUKAJIEH HAEHTU®UKATOP — JJAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CbABbP/KA BTOPUYHATA OITAKOBKA

MEXJIUHHA OITAKOBKA HA CbCTABHATA OITAKOBKA (BE3 CUHS KYTHS)

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Copalia 10 mg/160 mg ¢punmupasu TabIeTKN
AMJIOIMITHH/BaJICAPTaH

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

Bceska punmupana tabnerka cpabpika 10 mg ammogunma (kato ammoaumnuH 6e3mnaT) u 160 mg
BaJICApPTaH.

3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJHA OITAKOBKA

Ounmupana Tabierka

70 ¢punmupanu Tabnetku. YacT ot rpymnosa onakoBka. Jla He ce mpojaBa OTIEITHO.
14 ¢punvupanu tabnetku. Yact oT rpymoBa onakoBka. [la He ce poaBa OTIEIHO.

‘ 5. HAYMH HA IPWIOKEHUE U ITbT(UIIA) HA BBBEXKJIAHE

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6. CIIEHUAJIHO IPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBbXPAHSABA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEX/IEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

[a ne ce cpxpansiBa Hax 30°C.
[a ce cpxpaHsBa B OpUTHHAIHATA OTIAKOBKA, 32 Ja Ce MPEera3y OT Biara.
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHELHUAJIHU IMPEANIASHU MEPKHU INTPU U3XBBPJIISATHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT

11. HUME M AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/06/372/036 280 ¢punmupanu tadnetku (4x70)
EU/1/06/372/039 280 ¢unmupanu tadierku (20x14)

13. TAPTHUIAEH HOMEP

IMaptunen Ne

14. HAYMUH HA OTIIYCKAHE

.HeKapCTBeHI/IHT MMPOAYKT C€ OTITYCKaA I10 JICKAPCKO NPCAIINCAHUC.

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Copalia 10 mg/160 mg

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/|

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

50



JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA CbCTABHATA OITAKOBKA (CbC CUHSA KYTHS)

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Copalia 10 mg/160 mg punmupanu TabIeTKN
aMJIOTATTHH/BaJICapTaH

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

Bcesika punmmupana Tabnerka chabpika 10 mg amnogunua (kato amnoaunuH 6e3miaT) u 160 mg
BajicapTaH.

‘ 3. CITMCBK HA IOMOIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Ounmvupana TabiaeTka

I'pynoBa onakoBka: 280 (4 onakoBku 1o 70) punMupanu TabaeTku
I'pynoBa omakoBka: 280 (20 onakoBku 1o 14) punmupanu tabieTku

5. HAYUH HA MPUJIOKEHUE U ITbT(MIIA) HA BBBEKJIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.
IlepopanHo npuiioxeHue

6. CHELOUAJIHO HPEAYHNPEXIEHUE, YE JIEKAPCTBEHUAT HPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYHE OT IIOTJVIEJA U TOCETI'A HA IELIA

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 32 JCTa.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSI HA CbXPAHEHUE

[a He ce cpxpansasa Hax 30°C.
Jla ce chxpaHsBa B OpUTHHAIHATA OMIAKOBKA, 33 Ja CC MPEa3y OT Biiara.

51



10. CHELHUAJIHU IMPEANIASHU MEPKHU INTPU U3XBBPJIISATHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME M AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/06/372/036 280 ¢punmupanu tadnetku (4x70)
EU/1/06/372/039 280 ¢unmupanu tadierku (20x14)

13. TAPTHUIAEH HOMEP

IMaptunen Ne

14. HAYMUH HA OTIIYCKAHE

.HeKapCTBeHI/IHT MMPOAYKT C€ OTITYCKaA I10 JICKAPCKO NPCAIINCAHUC.

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HUH®OPMAIAA HA BPAMJIOBA A3BBYKA

Copalia 10 mg/160 mg

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJ ¢ BKIIOYECH YHUKAJIEH HACHTU(DHUKATOD

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

PC
SN
NN
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MUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Copalia 10 mg/160 mg punmupanu TabIeTKN
aMJIOTUITHH/BaJICApTaH

‘ 2. NME HA ITPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

|5.  JIPYTO
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b. IUCTOBKA
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JlncroBka: undopmanus 3a norpeduTeNs

Copalia 5 mg/80 mg ¢puamupann TaéaeTkn
Copalia 5 mg/160 mg ¢puamupanu TadaeTku
Copalia 10 mg/160 mg ¢puimMupanu TadieTKku
ammogunuH/Bancapran (amlodipine/valsartan)

IIpoyeTeTe BHUMATEIHO IAJIATA JUCTOBKA, MPEIH J1a 3all04YHeTe /1a MpUeMaTe TOBA JIEKAPCTBO,
Thil KaTO T4 ChABbPKA BaxkHa 3a Bac ungopmanus.

3amasere Ta3u JUCTOBKA. MoJKe /1a ce HaJIOXKHU J1a sl IPOYETETE OTHOBO.

AKO UMate HIKaKBH JIOTBJIHUTEITHA BBIIPOCH, TonuTaiiTe Bamus ekap wiu gapmarieBT.

ToBa nekapcTBO € npeanucaHo JnyHo Ha Bac. He ro mpeorcrrnBaiite Ha npyru xopa. To moxke
Jla M HaBpeJv, HE3aBUCHMO Y€ TIPU3HAILIMTE Ha TAXHOTO 3a00JIsBaHe ca ChIUTE KaTo BamuTe.
AKO TIOJTyYuTe HAKAKBU HEXKEJIAaHU Peakilvu, yBeJoMeTe Bamus nekap wiu gpapmanert. ToBa
BKITFOYBA M BCHYKY BH3MOKHU HE)KEJIaHU PEeaKIny, HEONMMCAHN B Ta3u JIMCTOBKa. BrokTe

TouKa 4

Kakso CbhAbpPiKa Ta3u JIUCTOBKA

SR RN .

Kaxkso npencrasnssa Copalia u 3a kakBo ce u3moa3Ba
KakBo TpsibBa 1a 3Haete, npeau aa npuemere Copalia

Kak na mpuemate Copalia

Bb3MOXHH HeXENaH! Peakiuu

Kak nma cexpansBate Copalia

ChappKaHKe Ha OMAKOBKATA M JAOMBIHUTENHA HHPOPMALIHS

KakBo npeacraBasiBa Copalia u 3a kakBo ce H3moj3Ba

Copalia TabieTku ChbpIKaT JBE BEIIECTBA, HAPECUCHN aMJIOUITMH U BasicapTaH. U BeTe BemecTa
crioMarat 3a KOHTpPOJIa Ha BHCOKOTO KPBBHO HaJIsITaHE.

AMIIOAUNNH MPUHAJIEKU KbM I'pyIaTa BEIIECTBA, HAPECUCHU “‘KAJILIMEBU AaHTATOHUCTH .
AMItonunuH cipa IPEeMUHABAHETO Ha KaJIIUSA MPe3 KaIIMEeBUTE KaHATM B CTEHATa HA
KPBBOHOCHHTE ChHJIOBE, KOETO TPEOTBPATSIBA CBUBAHETO Ha KPHBOHOCHHUTE ChHIOBE.
Basncapran nprHajuiexxu KbM IpymiaTa BeliecTBa, HapedeH! ‘‘aHrnoTeH3uH-11 perentopau
aHTaronuct”. AuruoreHsuH Il ce mpousBexaa OT TSUIOTO U PEAU3BUKBA CBUBAHE HA
KPBBOHOCHHTE CHIIOBE, KaTO IO TO3HM HAYMH TOBHIIIaBa KPHBHOTO HaJsTaHe. Bancapran
nerictBa upe3 Omokupane Ha edexTa Ha aHTHOTeH3UH 1.

Topa O3HavaBa, 4€ U ABCTC BCUICCTBA CIIOMArar 3a CIIMpaHe Ha CBUBAHCTO HA KPbBOHOCHUTE CbJA0BC.
B pe3yaTaT Ha TOBA KPHEBOHOCHUTE CHAO0BE CC€ OTIIYCKAT U KPHBHOTO HAJIATAHE CE€ ITIOHMYKAaBA.

Copalia ce n3mon3Ba 3a JieueHHE Ha MOBUIIICHO KPHBHO HANSATAHE TIPH Bb3PACTHH, YHETO KPHBHO
HaJIAraHe He Ce KOHTPOJIMPA JOCTATHYHO JOOPE ChC CAMOCTOSITENICH MPUEM Ha aMITOTUTIHH HITH
BaJICApTaH.
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2. Kakso TpsioBa 1a 3HaeTe, npeau aa npuemere Copalia

He npuemaiite Copalia

- aKo CTe aJePruYHM KbM aMIIOIUIMH WK IPYTH KaIHUeBU aHTaroHUCTH. ToBa MoXe 1a
BKJIIO4Ba ChpOEXK, 3auepBsiBaHe HA KOXKaTa MM 3aTPYAHCHO AMIIAHE.

- aKo CTe aJleprU4HU KbM BaJICApTaH WIIK KbM HSKOS OT OCTaHAJIWTE ChCTaBKH Ha TOBA JIEKAPCTBO
(m30poenu B Touka 6). AKO cMATaTe, ue CTe aJeprudHu, TOBOpETe ¢ Bamus jgekap rmpeau aa
npuemere Copalia.

- aKo UMaTe TSKKH YepHOAPOOHH MPOOIeMH HITH TTPOOJIEMH € JKIThUKaTa, KaTo OMIMapHa mupo3a
WM XO0JIeCTasa.

- ako cre OpemeHHa cien 3-ust Mecel (mo-1o00pe na n3dsaresare ynorpedara na Copalia mpu panna
OpeMEHHOCT, BIXKTE paszel ,,bpeMentoct”).

- aKO MMaTe MHOTO HUCKO KPBBHO HaJITaHEe (XUIIOTOHHUS).

- aKo MaTe CTeCHEHHE Ha aopTHaTa Kiamna (A0pTHa CTEHO3a) WM KapIUOTeHEH IIOK (ChCTOsSHIE
IPHU KOETO CHPILIETO HE € B ChCTOSHHE J1a IOCTABH JJOCTAThYHO KPBB HA TSIIOTO).

- aKo MMaTe ChpJeYHa HEAOCTATBYHOCT ClIe/T HHPAPKT.

- aKo mMate nradeT WK HapylieHa Ob0pedHa (yHKIUS U ce JIEKyBaTe C JIEKapCTBO 32
MOHM)KaBaHEe HA KPBBHOTO HAJSITaHE, ChbPIKAIIO aTUCKAPEH.

AKo HsIKOe OT H30poeHHTe Mo-Tope ce oTHacs 3a Bac, He npuemaiite Copalia u cpo6ere Ha

Bamus Jekap.

Ipexynpexnennsi u NpeAna3sHu MepKU

T'oBopete ¢ Bammust iekap npenu na npuemere Copalia:

- aKko cte Omu 60IHU (MTOBPBILAHE UK TUAPHS).

- aKo MMaTe YepHOApOOHN I OBOpEYHH MTPOOIEMHU.

- aKo CTe MpeTbpreny 0bOpeyHa TpaHCIUIaHTanus Wi Bu e 610 ka3aHo, ye nMaTte CTeCHeHHe
Ha OBOpEYHHTE apTEPHU.

- aKo MMaTte 3a00JsIBaHe, 3acAranio HaJ0bOpeyHaTa XkJie3a, HapeueHo “IIbPBHYCH
XUIEPaII0OCTEPOHU3BM .

- aKo CTe UMAaIlM ChpJieuHa HeIOCTaThYHOCT WK HH(papkT. Clie/BaiiTe BHUMATEIHO YKa3aHUATA
Ha Bamms exap 3a HaganHarta 103a. Bp3M0okHO e cbiio Taka Bammsr nekap a nsciesisa
0b0Opeunara Bu ¢yHKIMS.

- ako Bammsar nexap Bu e ka3ain, 4e MMaTe CTeCHEHHE Ha KJIAIUTE Ha ChPLETO (HapedeHo
“a0pTHA MJIM MUTpalTHA CTEHO3a”") MITH, Ye JAe0elTMHaTa Ha ChPCUYHUS MYCKYJI € YBelIM4eHa HaJl
HOpMara (HapeueHo “00CTpyKTUBHA XUMEPTPOPHUIHA KAPIUOMHOTIATHS ).

- aKo CTe UMaJI 0TOK, 0COOEHO B 001aCTTa Ha JIMLETO WIN I'bPIIOTO, JOKATO CTE IpHEMald JPYTH
JeKapcTBa (BKIIIOUYNTEITHO MHXHOUTOPH Ha aHTHOTEH3WH KOHBEPTUPAIIHUS €H3HM). AKO
MOJIyYMTE TAKWBA CHMIITOMH, cripeTe TprueMa Ha Copalia u ce cBbpikeTe BeaHara ¢ Bamus
nekap. He TpsibBa Hukora nosedye jaa npuemare Copalia.

- aKo IpHeMare HAKOE OT CIICAHUTE JICKApCTBA, M3IOJI3BAHH 32 JICUCHHE Ha BUCOKO KPBBHO
HaJIsIraHe:

- ACE uHxuOuTOp (Harpumep eHajIarpul, JJM3HHOIPUII, PAMHUIIPHII), 0COOECHO aKo UMaTe

OBOpedHu NpobiieMH, CBbP3aHU C Juabera.

- AITMCKHPEH.

Bamusr siekap Moxe MepuoJuyHO Ja npoBepsiBa Ob0peunaTa Bu ¢yHKIUS, KPbBHOTO HAJIATAHE U
KOJINYECTBOTO Ha EJIEKTPOJIMTHTE (HAMp. KaJiiii) B KpbBTa BU.

Bumxre cbirio nHpopManmsaTa o3ariaaseHa “‘He npuemaiite Copalia”.

AKo HsiKOe OT H30pPOeHHTe MO-rope ce 0THACS 3a Bac, ChoouieTe Ha Bamus Jjekap npeau 1a
npuemete Copalia.

Jlena u roHOIIN
He ce npenopruBa ynorpebara Ha Copalia mpu fena u roxomw (Ha BE3pacT mox 18 rogunmn).
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Jpyru Jexapcersa u Copalia

Tps0Ba na kaxere Ha Bamms nexap WM GapManesT, ako IpHeMarte, HaCKOPO CTE PUEMAaITH WITH €

BB3MOXKHO J1a pHeMaTe APYyTH JekapcTBa. Mose J1a ce Hajloxu Bammsar nexap Aa IpoMeHH Jo3aTa

Bu w/unu na B3eme Apyru npeAnasHu MepKH. B HiIKou ciydan MOXKe Aa ce HAJIOXKH JIa CIIpeTe mpreMa

Ha €JIHO OT JiekapcTBara. ToBa ce oTHacs 0coOEHO 3a JieKapcTBara, H30POeHHU O-JI0MY:

- ako npuemare ACE UHXHOUTOD MK amucKUpeH (BIDKTE ChIo HHPOpManusTa o3ariaBena “He
npuemaiite Copalia” u “IlpenynpexacHus U Mpena3sHin MepKu”);

- TUypeTHnd (BUJ JeKapCTBa HAPEUCHH OIIe “‘OTBOTHSIBAIIN TAOIETKN ’, KOUTO MMOBHUINABAT
KOJINYECTBOTO Ha MPOU3BEACHATA YPHUHA);

- TUTUH (JIEKapcTBO, M3MOI3BAHO 32 JIeUCHHE Ha HIKOU BUIIOBE JCTIPECHS);

- KaJUH-ChXpaHsBally AUYPETHULIH, KaJHeBU 100aBKH, 3aMECTHTENN Ha COJITA, ChABPKAIIM KaJHi
WM IPYTH BEIIECTBA, KOUTO MOTAT JIa TIOBUINAT CTOWHOCTHTE Ha KaJIWH;

- HSIKOM BU/IOBE OOJIKOYCITOKOSIBAILIM, HAPEUCHN HECTEPOUAHN POTUBOBB3MAINTEIIHH CPEACTBA
(HCIIBC) nnu cenektuBHH IUKIOOKcUTeHa3a 2 naxuouropu (COX-2 naxudburopn). Bammsr
JieKap MOKe J1a TIOUCKa Ja mpoBepu ObOpeuHara Bu dyHkmus,

- aHTUKOHBYJICAHTH (Hamp. kapbamasenuH, pernodbapOuTai, peHuTonH, GOCPHEHUTONH,
MIPUMHUIOH);

- BJIT KAHTAPHOH;

- HUTPOTIMUIEPUH U APYTHU HUTPATH WIH JPYTH BEIIECTBA, HAPEUECHHU ‘‘Ba30AMUIaTaTOpPH ;

- aekapcTBa, u3non3sanu 3a XMB/CITUH (nanp. puToHaBUp, MHAWHABUD, HEIN(UHABUP);

- JICKapCTBa, U3MOJI3BAHM 3a JICUECHHE Ha MbOMYHYM HHPEKIMK (HAIp. KETOKOHA30J1, UTPAKOHA30I);

- JIeKapCTBa, U3MOJI3BAHN 32 JieueHHe Ha OakTepraiHyd MH(QEKInH (KaTo pudaMuiyH,
EPUTPOMHMIIUH, KIIAPUTPOMHUIIHH, TEITUTPOMHIINH);

- Beparamil, JHITHa3eM (JIEKapCTBa 3a ChpIie);

- CHUMBACTaTHH (JICKapCTBO, U3MOI3BAHO 32 KOHTPOJ HAa BUCOKHS XOJIECTEPO);

- JAHTpOJIeH (MH(Y3US TPU TESKKH OTKIIOHEHHS B TeJICCHATAa TEMIIEPATypa);

- JIeKapCTBa, U3MOI3BAHM 3a MPEIOTBPATABAHE HA OTXBBPJISHE HA TPAHCIUIAHTAT (IIUKJIOCTIOPHH).

Copalia ¢ xpaHa U HAMUTKH

Xopara, kouto npuemar Copalia, He TpssOBa 1a KOHCYMHUpAT rPEHTIPPYT UITH /1A MHAT COK OT
rpeitndpyrt. [IpuunnaTa 3a TOBa €, e TpedndpyTHT U COKBT OT TperndpyT MoraT Ja JOBEAAT JI0
MOBHUIIIaBaHE Ha TJIA3MEHUTE HUBA HA aKTHBHOTO BEIIECTBO aMJIOJIUITH, KOETO OT CBOS CTpaHa MOXe
Jla I0BeJie JI0 HeMpeIBUIMMO 3aCHIIBaHEe Ha aHTUXUIepTeH3uBHus edekt Ha Copalia.

BpemeHnHoCT 1 KbpMeHe

BpemenHoct

Tps6OBa na kaxxeTe Ha Bamms jnexap, ako MUCIIHTE, Y€ cTe OpeMeHHa WU € Bh3MOXKHO J1a
3abpemeneerte. [To mpaBmio Bammst nekap e Bu nockBeTBa 1a cripere nprema Ha Copalia npenu na
3abpeMeHeeTe WK B MOMEHTa, B KOWTO pa3bepere, ue cTe OpemeHHa u 1ie Bu mochBeTBa j1a B3eMeTe
apyro nekapctBo BMecto Copalia. Copalia He ce npenopbuBa npu paHHa OpeMEHHOCT (ITBPBHUTE

3 Mecena) 1 He TPsAOBa Ja ce IpuemMa Mpu OPEMEHHOCT ciiell 3-Us Mecell, Thil KaTo MOXe Aa MPUIUHU
cepuo3Ha Bpena Ha BameTo 6e6e, ako ce M3IMoI3Ba Ciiel TPETH Mecel] OT OpEMEHHOCTTA.

Kspmene
Nudopmupaiite Bamms nexap ako KbpMUTE WU Bb3HAMepsiBaTe Jia KbpMuTe. JlokasaHo e, ye

aMITOJIUIIVH TIPEMIMHABA B KbpMaTa B Malku KoiuduecTBa. Jleuennero ¢ Copalia He ce mpemopbuBa Ha
MalKu, KOUTO KbpMSAT 1 BamusaT nexap Moxxe 1a Bu Ha3Haum qpyro JIeUeHne, ako UMarte KellaHue Ja
KbpPMHUTE, 0CO0EHO aKo O0ebeTo By € HOBOpOIEHO MITH € POJICHO TIPEXKIEBPEMEHHO.

[ocwBeTBaiite ce ¢ Bamms nexkap nnu gapmaneBT npeau ynotpedara Ha KOETO U Ja € JIEKapCTBO.

Ilodupane u padoTa ¢ MAIIMHH

ToBa nexapcTBO MOKe a Bu Hakapa fia ce 4yBcTBaTe 3aMasiHi. ToBa MOXKe Jia TIOBJTUSIE CIIOCOOHOCTTA
Bu 3a no0Opa konneHTparys. CienoBaTelHO, aKO HE CT¢ CUTYPHH KaK IIe BU IMOBJIHIE TOBA JICKApCTBO,
He modupaiiTe u He paboTeTe ¢ MAIIWHU, KAKTO ¥ HE W3BBPIIBANTE IPYTH JEHHOCTH, U3NCKBAIIU
KOHIICHTpAIIHSL.
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3. Kak na npuemare Copalia

Bunaru npuemaiite ToBa JI€KapcTBO TOYHO KakTo Bu e ka3zanm BammusT nekap. AKo HE CTe CHTYPHH B
Hemlo, monutaite Bamms nekap. Toa me By moMorHe 1a mocTurHeTe Hai-100puTe pe3yNTaTH U II1e
MOHIKH PUCKA OT HEXKETIAHU PEaKIUu.

Oo6wnuaiinara no3a Ha Copalia e eqna TabjeTka JHEBHO.

- 3a mpeAnoYnTaHe € JIa prUeMare TabJaeTKara Mo €IHO U CBIIO BPEME BCEKH JIEH.

- Ipremere TabieTKara mpe3 ycrara ¢ Jaiia Boja.

- Moxe na npuemare Copalia csc nim 6e3 xpana. He npuemaiire Copalia 3aemHo ¢ rpeiindpyt
WK COK OT TpeindpyT.

B 3aBHCHMOCT OT TOBa Kak Ce IIOBIHUSIBATE OT JICYCHHUCTO, Bammsr JICKap MOXE a NpeaJIoKnu
IIOBHUIIIaBaHC MJIM IIOHM)XaBaHC Ha J03aTa.

He nanBumnagaiite nmpeanucanara g03a.

Copalia 1 manueHnTH B cTapyecka Bb3pacT (65 roquHu 1 nopeye)
Heobxomumo e BHUMaHWE TIPY IOBHIIIEHHUE HA 103aTa.

AKO UMaTe HSKAKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH ¢ yIoTpedara Ha TOBa JIEKAPCTBO, TIOMHUTANTE
Bamus nexap uinu papmarienr.

AKo cTe MpHeJIU MOBeve 0T HeoGxoqumaTa no3a Copalia

AKoO cTe mpuesH npekanreno MHoro tabmetku Copalia, wim ako HIKo# apyr e npuen Barmre
TaOJIeTKH, KOHCYJITHpAWTE Ce C JeKap He3a0aBHO. [I0OBHIIEHO KOIMYECTBO TEYHOCT MOXKE J1a Ce
HaTpyna B Oenute 1poboBe (6e10apodeH 0TOK), MPUIUHIBANKY 33/1yX, KOHTO MOXeE J1a Ce pa3Bue JI0
24-48 yaca cien npuema.

Axo cTe npomycHaau 1a npuemere Copalia

AKO CcTe IpOoITyCHAIH J1a IPHEMETe TOBa JICKapCTBO, IIPUEMeTe To BeaHara, korato ce cerure. Cien
TOBa IPUEMETE CiIe/IBaIlaTa 1032 B 00ONYaiHOTO 3a TOBa Bpeme. AKO o0ade o4ty € HabImKUIIO
BPEMETO 3a Cile/[Balara J03a, He mpreMaiite J103aTa, KOsTo cTe mpoiycHaiu. He B3emaiite 1BoiiHa
71033, 32 J]a KOMIIEHCHPATe MPOIycHaTaTa TablieTKa.

Axo cte cnipesin npuemMa Ha Copalia

Cnupanero Ha neyenuero ¢ Copalia moske 1a noBene g0 Biomasane Ha Bamrero 3a6omnsBane. He
criipaiite na npuemare Baiero nekapcTBo, fokaro Bamust nekap He Bu kaxxe J1a ro HanpaBuTe.
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4. Bb3MOKHE HeKeJIaHU pe€aKkuumn

KakTo Bcuuku JICKapCTBA, TOBA JICKAPCTBO MOXKE [1da NPECAMN3BHUKA HEIKCIIAaHU PCaKIIUH, BBIIPECKU Y€ HC
BCCKM I' TIOJTy4aBa.

Hsakon He:kelaHU peakid MOraT a 0bJAaT CEPHO3HU U 12 U3UCKBAT He3a0aBHA MeIMLIMHCKA
MOMOII:

Mainko Ha Opoi MaMeHTH ca U3IMHUTAIH CIICHUTE CEPUO3HH HEKEIIAaH! peakiuuu (mocam da 3acesnam
00 I na 1 000 yosexa). AKO HACTHIIH HAKOS OT CJEIHUTE HeKeJaHU JeKAPCTBEHH PeAKIINH,
nH(popMupaiiTe Bamus jexap He3a0aBHO:

AJepruvHa peaxkius cbC CHMITOMH KaTo 00puB, ChpOeK, TOAYyBaHe Ha JHUILETO WM YCTHUTE U €3HKa,
3aTpyIHEHO AWIIAaHe, HUCKO KPBBHO HasTaHe (yCellaHe 3a MPUMalsiBaHe U CBETOBBPTEXK).

Jlpyru B3MOKHHM HexkeslaHu peakiun Ha Copalia:

Yecmu (moeam da 3aceenam 0o 1 na 10 woseka): I'puir; 3amyIieH HOC, 3a4€PBEHO I'bPJIO U
IUCcKOM(OPT NpH IperiTbllaHe; r1aBo0ore; HoAyBaHe Ha pbLETe, AJTaHNUTe, KpaKkaTa, INIe3CHUTE HIIH
CThIIANIATa; yMOPSIEMOCT; acTeHHs (C1aboCT); 3auepBsiBaHe U yCEIIaHe 3a 3aTOIUISIHE Ha JIMIETO W/WIN
Bparta.

Heuecmu (mocam oa 3acezcnam 0o 1 na 100 uosexa): 3amMasHOCT; TajicHe ¥ OOJIKa B KOpEMa; CyXOoTa B
ycTaTta; ChbHIUBOCT, TPHITHEHE MJIM MpaBy4KaHe MO0 UIaHUTe UJIN XOJIUIIaTa; CBETOBBPTEXK; YCKOpEeHa
ChpACYHA ACHHOCT, BKIIOUUTEITHO ChpIeOreHe; 3aMassHOCT MIPH U3MPABEHO TOJIOKEHHE; KA,
JMapys; 3arek; KoKeH 00pHB, 3aUepBsiBaHE HA KOXKaTa; MOJyBaHe Ha CTaBUTe, OOJKHU B I'bpOa; O0Nka B
CTaBUTE.

Peoku (mocam 0a 3aceenam 0o 1 na 1 000 uosexa): Ycemane 3a 0€3M0KOWCTBO; IIIyM B YIIUTE
(THHUTYC); IpUMasiBaHe; OTACISHE Ha [T0OBEYE ypUHA OT HOPMAIHOTO MJIH yCEIlaHe Ha TIOBEYE
MO3MBH 32 YPUHHUPAHE; HEBB3MOXKHOCT 32 MOAIbP)KEHE Ha EPEKLUATA; YCEIIaHe 3a TEXKECT; IOHMKEHO
KPBBHO HaJIATaHE ChC CUMIITOMH KaTO 3aMastHOCT, CBETOBBPTEXK; IIOBUIIEHO M3MOTSIBAHE; KOKHU
0OpHBH TI0 ISUTOTO TSUI0; ChPOEK; MYCKYJTHHU CIIa3MH.

AKO HAIKOSI OT T€3M HeKeJIaHHW pealliu CTaHe Cepruo3Ha, MoJIsl yBeoMeTe Bammus Jjexap.

HexeaHu peakuuu, ChOOIIABAHU MPH CAMOCTOATETHO MPHIIOKEHHE HA aMJIOUIIHH HIIH
BaJicapTaH, KOMTO He ce HaOmoaaBat npu Copalia nan ce HaG/II0AaBAT € MO-BHCOKA Y€CTOTA,
orkoiakoro npu Copalia:

Amionunux

Koncyarupaiite ce ¢ Bamus Jekap He3a0aBHO, aKO HMATe HAIKOH OT CJIeABAlUTe MHOIO PeIKH,

HO CEePHO3HM HEeXKeJIAHM PeaKklu cjie/l ynoTpedaTa Ha TOBA JIEKAPCTBO:

- BHezanHo xpuntene, 00JKa B 'bpAUTE, 33/IyX WK 3aTPYAHEHO JHIIaHE.

- IlonyBane Ha knenauuTe, IMLIETO UM YCTHUTE.

- IlomyBaHe Ha €3WKa U T'BPIIOTO, KOETO MHOTO 3aTPYIHSBA TUIIIAHETO.

- TexKn KOXKHU peaKITiu, BKIIOYUTEITHO CHIICH KOXKEH O0pHB, YPTHKAPHS, 3a4epBIBaHE HA
KO’KaTa Ha LSJI0TO TSUI0, CHJIEH ChpOeX, MEXYpH, JIIOIIEHE U IOAyBaHe Ha KO)KaTa, Bb3NaJleHHE
Ha nuraBunute (cHHApoM Ha CTuBbHC JPKOHCHH, TOKCHYHA ENHIepMalIHA HEKPOJIN3a) HITH
JIpyTH aJIepru4Hy peakiuu.

- Wndapkr, HapyIlIeH chbpJeUeH PUTHM.

- Br3nanen mankpeac, KOUTO MOKe J1a MPUUMHM CHIJTHA KOopeMHa 0onka u 0oJka B rep0a,
NPUIPYKEHU OT TEKKO HEPA3IIOIOKEHHUE.

CroOmaBaHu ca CIICAHUTE HEXKEIaHN Peakni. AKO HAKOU OT TIX By npuyuHSBaT mpodiieMu wuim
MPOBIDKABAT MIOBEUE OT €lHA CeMUIIa, TPsiOBa Ja ce CBbpikeTe ¢ Bamus iekap.

Yecmu (moeam oa 3aceenam 0o I na 10 wosexa): 3aMassHOCT, CHHIIMBOCT; ChPIICONEHE; 3aUepPBIBAHE
Ha JINIETO, TIOyBaHe Ha rie3eHuTe (0TOK); KopeMHa 0oJiKa, TaJcHE.
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Heuecmu (moecam 0a 3aceenam oo 1 na 100 uogexa): IlpoMeHN B HACTPOCHHUETO, TPEBOKHOCT,
Jenpecusi, 0e3chHIE, TPeMOp, IPOMEHH BB BKycCa, TpUMaJsiBaHe, 3aryda Ha ycemjaHe 3a 00Jka,;
3pUTEITHU HAPYIICHMSI, YBPEXKIaHEe Ha 3pSHUETO, 3BBbH B YIIIUTE; HUICKO KPHBHO HAJISTAHE,
KHXaHe/XpeMa, IPUYMHEHH OT Bh3NalleHHe Ha JINTaBHLATa HA HOCA (PHHUT); HAPYLICHO
XpaHOCMUIIaHe, TIOBPBINAHE; KOCOMAl, YCUIICHO IMOTEHE, KOXKEH ChpOekK, MPOMSIHA B IIBETA HA KOXKATA,
HapyIIeHO YpUHHUpaHe, YeCTH TIO3UBH 32 YpUHHUPAHE TPe3 HOIITa, yBEIHUSHA YeCTOTa Ha YPUHUPAHE;
HEBB3MOXKHOCT 3a MOJTyyaBaHe Ha epeKLus; TUCKOM(OPT WIK HapacTaBaHe Ha I'bPIUTE IPU MBXKETE,
0oska, 00IIo Hepa3MoJIoKEeHUE, MYCKYITHA 00JIKa, MYCKYITHH KpaMIli; YBEITHYaBaHe WM HaMaJsIBaHEe
Ha TEJIECHOTO TETJIO.

Peoku (moezam 0a 3aceenam 0o 1 na 1 000 wosexa): OOBPKAHOCT.

Mmnoeo peoxu (moeam da 3aceenam 0o 1 na 10 000 vosexa): Hamanen Opoii O0eiu KpbBHH KIETKH,
HamaleH Opol TPOMOOIIUTH B KPBBTA, KOWTO MOXKeE Jia JIOBEJIC IO HeoOHJaiiHa MosiBa Ha CHHUHY WIIN
JIECHO KbpBeHe (YBpEX/IaHEe Ha YEPBCHUTE KPHBHHU KJICTKH ); MOBUIIICHA KPHBHA 3aXap
(xunepriavkemus); MolyBaHe Ha BEHIIUTE, IOJyBaHe Ha KopeMa (TacTpuT); HapylIeHa YepHOIpoOHa
(byHKIMS, Bh3MAICHHE HAa YePHHS APOO (XEMaTuT), HOXKBITABAHE HA KOXkKaTa (KBITEHHUIIA),
MOBHUIIIEHUE HA YePHOAPOOHUTE CH3UMH, KOETO MOXKE J1a TIOBJIMsIE HAKOU J1ab0paToOpHH U3CIIeIBAHHUS,
MIOBHUIIICHO HATIPEXKEHHUE B MYCKYJIUTE,; BH3MAJICHNAE HA KPHBOHOCHUTE CHIIOBE, YECTO CHIIPOBOJICHO C
KOXKEH OOpHB, YYBCTBUTEIHOCT KbM CBETIIMHA; HAPYIIICHUS, BKIFOUBAIIH CKOBAHOCT, TPEMEPEHE /U
JIBUTATCITHU HAPYIICHUS.

Bancapran
C Heussecmua wecmoma (Om HATUYHUME OAHHU He MOdice 0d Ce HANPAsU OYEHKA HA YeCMOmama,).

IMoHwkaBaHe Ha OpPOst HA YEPBEHUTE KPBBHU KJIETKH, TEMIIEPATYpa, BH3MAJICHO I'bPJIO MK 00pa3yBaHe
Ha SI3BM B yCTaTa B pe3yNTaT Ha MH(EKIINU; CIIOHTAHHO KbPBCHE HITU MOJTyYaBaHe HA CHHUHU; BUCOKH
HUBA Ha KIS B KPHBTA, OTKIIOHCHHUS B ITOKA3ATEIUTE MPH U3CIICIBAHNUS 32 YSPHOAPOOHATA (DYHKITHS;
HaMaJIeHa WK CHJIHO HamaJieHa ObOpedHa (yHKIMS; MOAyBaHe MPEJAUMHO B 00J1aCTTa Ha JIUIETO U
I'BPJIOTO; MYCKYIJIHU OOJIKH; 0OpHB, BUOJIETOBO-UEPBEHH TIETHA; TEMIIEpaTypa; ChpOeK; alepruuHu
peakmuy; o0pa3yBaHe Ha MEXypH IO Kokarta (Tpu3HaK Ha 3a00JiIBaHe, HAPEUCHO OYI03€H IePMATHUT).

AKO MMaTe HIKOS OT Te3H HeXeJIaHH peakiuu, Mojst nHpopmupaiite Bamms nexap BeaHara.
Cho0maBaHe Ha HesKeJIAHH PeaKIuu

AKXO moTyunTe HAKAKBU HEKEJIAaHU JICKAPCTBEHH PEaKlny, yBeoMeTe Bamms exap win apmanesr.
ToBa BKJIFOYBA BCHYKH B3MOYKHH HEOITMCAHU B Ta3H JICTOBKA HEXENaHU peakinu. Moxere chIIo J1a
ChOOIIUTE HEXKENAHH PEaKIUU JUPEKTHO Ype3 HAllMOHAJIHATA CHCTEMa 32 ChoOIIaBaHe, IOCOYeHA B
[punoxenne V. Kato cho0miaBaTe HexenaHH peakiuy, MOXKETe Ja 1aIeTe CBOS MPUHOC 32
HoJTyYaBaHe Ha IMOBEYE HH(POPMAIIHS OTHOCHO 0€3011acHOCTTAa Ha TOBA JISKAPCTBO.

5. Kak na coxpansiBate Copalia

Jla ce cpxpaHsBa Ha MSACTO, HEJIOCTHITHO 32 JCTa.

He u3nosn3Baiite ToBa 1eKapcTBO Cie]] CPOKa Ha TOAHOCT, OTOEIIsA3aH BbPXY KaPTOHEHATA OMAKOBKa U
osmcrepa.

[a He ce cbxpansnsa Hax 30°C.
Jla ce chXpaHsiBa B OpUTMHAIHATA ONAKOBKA, 3a JIa C€ MPEINa3y OT Biiara.

He u3non3palite onakoBKHU Ha Copalia, KOHUTO Ca NOBPCACHU HUJIU UMAT Oene3u Ha moAIpaBsAHEC.
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6. ChbabpkaHue HAa ONAKOBKATA U AONbJIHUTEIHA HH(pOpManus
Kakso cbabpaxa Copalia

Copalia 5 mg/80 mg ¢puamupanu TaéaeTku
AxrtusHm BerecTBa Ha Copalia: ammoaunus (kaTo aMITOUIIMH Oe3nIaT) U BajJcapTaH. Beska TabaeTka
cbIbpka 5 mg amoaunui 1 80 mg BancapTaH.

JIpyrH CbCTaBKH: MUKPOKPHCTAIIHA 1IENTyJ103a; KPOCIIOBUIOH (THIT A); KOJIOHAEH OE3BOCH CHIHIHEB
JMOCKHJI;, MarHe3ueB creapaTt; xumpomenosa (3amectsain tun 2910 (3 mPa.s)); makporon 4000; Tank,
tutaHoB auokcun (E171); sxbar xkenezen okcun (E172).

Copalia 5 mg/160 mg ¢puamupanu TadeTKu
AxrtuBHHE BemlecTBa Ha Copalia: ammogunuH (KaTo aMIoJunuH Oe3unaT) u BajcapTraH. Beska tabnerka
chABpKa 5 mg amitoaumnvH u 160 mg Bancapras.

JIpyru ChCTaBKU: MUKPOKPHCTAJIHA IIETyJI03a; KPOCIOBUIOH (THIT A); KOJIOHEH OE3BOIEH CUITUIINER
JIMOKCHJI, KOJIOM/ICH O€3BOJICH; MarHe3neB cTeapar; Xxurnpomesosa (3amectsant tum 2910 (3 mPa.s));
makporon 4000; tank, TutaHoB auokcun (E171); xbaT xkenezen oxcun (E172).

Copalia 10 mg/160 mg ¢puamupanu TadaeTKn
AxtuBHH BeriectBa Ha Copalia: ammonunuH (KaTo aMJIOJUIIH Oe3wnar) u BajcapTaH. Beska TabmeTka
ceabpka 10 mg ammogunue u 160 mg Bancapran.

JIpyrH ChCTaBKH: MUKPOKPHCTAIHA IIETyJ103a; KPOCHOBHIOH (THIT A); KOJIOHIAEH OC3BOIECH CHITHUIINEB
JIMOKCHJI, MarHe3uen creapart; xumpomernosa (3amectsari tun 2910 (3 mPa.s)); makporoa 4000; Taik,
tutanoB auokcuna (E171); xwar xenesen okcua (E172); uepsen xxeneszen okeun (E172).

Kak m3raexaa Copalia u kakBo chabp:ka onakoBKaTa
Copalia 5 mg/80 mg ca TBMHOXBITH, KpBIJIH TabaeTku ¢ Haamuc “NVR” ot ennara ctpana u “NV”
ot apyrara. [Ipubnusurenna roiemuna: quametsp 8,20 mm.

Copalia 5 mg/160 mg ca ThbMHOXBJITH, OBATHH TabseTkH, ¢ Haanuc “NVR” oT enHara ctpaHa u
“ECE” ot mpyrara. [Ipubnusurenna ronemuna: 14,2 mm (qpipkuHa) X 5,7 mm (IIUpHHA).

Copalia 10 mg/160 mg ca CBETIONKBJITH, OBaIHHU TabeTkH, ¢ Haanmuc “NVR” ot enHara crpaHa u
“UIC” ot apyrara. [Ipubnusurenna ronemuna: 14,2 mm (qppkuHa) X 5,7 mm (UpHUHA).

Copalia e Hanuuen B omakoBkH, chappikaiu 7, 14, 28, 30, 56, 90, 98 u 280 TabneTku U B ChCTaBHU
OITIaKOBKH, BKJIIOYBAIIN 4 KapTOHEHU KyTHH, BCsKa chabpxaima 70 Tadnetku mim 20 KapTOHEHH
KyTHH, BCAKa ChaAbprkama 14 Tabnetku. Bcnyuky onmakoBKHy ce mpeaiaraT cbC CTaHAapTHU OJNCTEpH;
OIaKOBKHUTE, ChAbpsKaiu 56, 98 n 280 TabneTku ce mpeyiarat Chlio Taka u ¢ nepdopupanu
€IHOJI030BH OJIHCTEPH.

He Bcuuku onakoBku Morar Ja 6’LI[aT ITyCHATHu B npo;[a>i<6a BbB Bamara CTpaHa.
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IIpuTeskaTes1 HA pa3pelieHHETO 32 YIOTpeda
Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

Hpnannus

IIpousBoauTe

Novartis Farma S.p.A.

Via Provinciale Schito 131
80058 Torre Annunziata (NA)
Hranus

Novartis Farmacéutica S.A.

Gran Via de les Corts Catalanes, 764
08013 Barcelona

Ucnanus

Novartis Pharma GmbH
Roonstralle 25

D-90429 Nirnberg
T'epmanus

3a 1onbIHUTETHA HHPOPMAIMS OTHOCHO TOBA JIEKapCTBO, MOJISL, CBBPIKETE CE C JIOKAIHHS
NPEACTAaBUTEN HA IPUTEXKATEIIS Ha Pa3pelieHUETO 3a yHoTpeoa:

Belgié/Belgique/Belgien
Novartis Pharma N.V.
Tél/Tel: +32 2 246 16 11

Bbarapus
Novartis Bulgaria EOOD
Ten.: +359 2 976 98 28

Ceska republika
Novartis s.r.o.
Tel: +420 225 775 111

Danmark
Novartis Healthcare A/S
TIf: +45 39 16 84 00

Deutschland
Novartis Pharma GmbH
Tel: +49 911 2730

Eesti
SIA Novartis Baltics Eesti filiaal
Tel: +372 66 30 810

E)Mada
Novartis (Hellas) A.E.B.E.
TnA: +30 210281 17 12
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Lietuva
SIA Novartis Baltics Lietuvos filialas
Tel: +370 5 269 16 50

Luxembourg/Luxemburg
Novartis Pharma N.V.
Tél/Tel: +32 2 246 16 11

Magyarorszag
Novartis Hungaria Kft.
Tel.: +36 1 457 65 00

Malta
Novartis Pharma Services Inc.
Tel: +356 2122 2872

Nederland
Novartis Pharma B.V.
Tel: +31 8804 52 111

Norge
Novartis Norge AS
TIf: +47 23 05 20 00

Osterreich
Novartis Pharma GmbH
Tel: +43 1 86 6570



Espafia

Vifor Pharma Espafia, S.L.

Tel: +34 902 12 11 11

France
Novartis Pharma S.A.S.
Tél: +33 155 47 66 00

Hrvatska
Novartis Hrvatska d.o.o.
Tel. +385 1 6274 220

Ireland
Novartis Ireland Limited
Tel: +353 1 260 12 55

island
Vistor hf.
Simi: +354 535 7000

Italia
Novartis Farma S.p.A.
Tel: +39 02 96 54 1

Kvnpog

Novartis Pharma Services Inc.

TnA: +357 22 690 690

Latvija
SIA Novartis Baltics
Tel: +371 67 887 070

Polska
Novartis Poland Sp. z 0.0.
Tel.: +48 22 375 4888

Portugal
Bialport-Produtos Farmacéuticos, S.A.
Tel: +351 22 986 61 00

Romania
Novartis Pharma Services Romania SRL
Tel: +40 21 31299 01

Slovenija
Novartis Pharma Services Inc.
Tel: +386 1 300 75 50

Slovenska republika
Novartis Slovakia s.r.o.
Tel: +421 2 5542 5439

Suomi/Finland
Novartis Finland Oy
Puh/Tel: +358 (0)10 6133 200

Sverige
Novartis Sverige AB
Tel: +46 8 732 32 00

United Kingdom (Northern Ireland)
Novartis Ireland Limited
Tel: +44 1276 698370

]IaTa Ha MOCJCIHO NMPepasrjackaane Ha JIMCTOBKaTa

JApyru u3ToYHUIIM HA HHPOpMAaIUA
IMoxpoOHa uH(popMalus 3a TOBA JIKAPCTBO € MPeJA0CTaBeHa Ha yeOcalita Ha EBponeiickaTa areHuus
o JiekapcTBata http://www.ema.europa.eu
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