HPUJIOKEHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUS TPOAYKT
Dafiro 5 mg/80 mg ¢punmupanu tabiaeTku

Dafiro 5 mg/160 mg ¢unmupanu TadbneTku
Dafiro 10 mg/160 mg ¢punvupanu TabaeTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Dafiro 5 mg/80 mg dbwiMupany TabIeTKH

Bcesika punmupana tabnetka cpabpika 5 mg amnoanmvH (amlodipine) (kaTo ammoaunuH 6e3waT)
u 80 mg Bancapras (valsartan).

Dafiro 5 mg/160 mg drmiMupann TaOIETKH

Besika punmmupana Tabnerka chabpika S mg amioaunuH (amlodipine) (kaTo aMIOAMITUH O€3MIIAT)
u 160 mg Bancapras (valsartan).

Dafiro 10 mg/160 mg dpunMmupany TabneTKu

Bcesika punmupana tabnetrka cpabpika 10 mg ammonunue (amlodipine) (kaTo ammonumnuH Oe3uiar)
u 160 mg Bancapran (valsartan).

3a IBJIHMSA CIIUCHK Ha IIOMOIIHUTE BEIECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tabnerka

Dafiro 5 mg/80 mg dbunMmupanu TabaeTku

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

Dafiro 5 mg/160 mg duamupanu TabneTKku

TBMHO *KBATH, OBalTHH (hunMupanu Tabnetku, ¢ Haanue “NVR” ot ennara crpana u “ECE” ot
npyrara. [Ipubnusurenna ronemuHa: 14,2 mm (apipkuHa) X 5,7 mm (IIMpuHA).

Dafiro 10 mg/160 mg dmimupann TabIeTKH

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

4. KJIMHUYHU JAHHHA
4.1 TepaneBTHYHHU MOKA3ZAHUS
Jleyenue Ha eceHLIMATHA XUTIEPTOHMUS.

Dafiro e mokasaH npu Bb3pacTHH, YUETO APTEPHATHO KPHBHO HAISATaHE HE Ce KOHTPOJIHPA aJeKBaTHO
MIPY MOHOTEpAN¥s ¢ aMJIOAUTTHH WIN BaJICApTaH.



4.2 Jlo3upoBKa M HAYMH HAa MPUJIOKEHHE

2031/1[30131(3

IIpenopruBanara go3upoBka Ha Dafiro e eqHa TabneTka THEBHO.

Dafiro 5 mg/80 mg moxe 1a ce nmpuiiara npy NaueHTH, YUETO apTEPHATHO HAIISTaHE HE Ce
KOHTPOJIMpA a€KBATHO IIPY MOHOTEpAINHs C aMJIOAUIMH 5 mg UK Banaptad 80 mg.

Dafiro 5 mg/160 mg mMo>xe n1a ce mpuiiara Ipy MaeHTH, YAETO apTepUaIHO HaJsraHe He ce
KOHTpOJIMpa aJIeKBaTHO TP MOHOTEpANus ¢ aMJIOAMIKH 5 mg WK BaicapTad 160 mg.

Dafiro 10 mg/160 mg Moxe aa ce mpujara py NauyueHTH, YUETO apTePUATHO HAIISTaHe HE Ce
KOHTPOJIMpA aJCKBATHO TP MOHOTepanus ¢ amoaunuH 10 mg win Bancapran 160 mg wiu ¢ Dafiro
5 mg/160 mg.

Dafiro moxe Ja C€ npujiara HE3aBUCUMO OT XPaHCHETO.

[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
MOTaT Jia IpeMuHAT Ha Jiedenne ¢ Dafiro, cbrppxkall ChIuTe 03¢ HA OTIACTHUTE KOMITIOHEHTH.

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
Dafiro e nmpoTHBOMOKa3aH MPH MAIUESHTH C TEIKKO YSPHOAPOOHO yBpexaaHe (Bk. Touka 4.3).

Dafiro tps6Ba na ce npuiara ¢ NOBUIIEHO BHUMAHHUE [IPU NAUEHTH C YePHOAPOOHO YBpEXKAAaHE WIH
OmnmapHu 0OCTPYKTUBHU 3a00saBanus (Bk. Touka 4.4). [Ipu nanueHTy ¢ jJexo 10 yMepeHo
YepHOAPOOHO yBpexkaaHe 0e3 XxoJecTa3a, MaKCHMalIHaTa MpernopbyBaHa o3a Ha BaicapTad € 80 mg.
[Mpenopbku 3a 103UpaHe Ha aMIIOJAUTIMH NPH MAIUESHTH C JIEKO JI0 YMEPEHO YePHOIPOOHO yBpEeXKIaHE
HE ca ycTaHOBeHH. [Ipy npeMuHaBaHe Ha MOIXOASIIN NALUEHTH C XUIIEPTOHUS (BXK. Touka 4.1) u
YEPHOAPOOHO YBPEXKAaHEe KbM JieueHue ¢ amaoaunue win Dafiro, TpsiOBa na ce u3mnosi3pa Haki-
HUCKaTa HaJM4YHa JI03a Ha aMIIOJIUIIHH, ITPUJIaraH KaTo MOHOTEPAIHUS WIH ChbOTBETHO KaTO YacT OT
KOMOWHAaNusI.

Hayuenmu 6 cmapyuecka 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
amytoaunuH win Dafiro, TpssOBa aa ce M3M0/13Ba Hali-HUCKaTa HAJMYHA 1033 Ha aMJIOUIIMH, IpUiaral
KaTO MOHOTEPAIHUS UM ChOTBETHO KAaTO YacT OT KOMOMHAIIHS.

lleduampuuna nonyrayus
Bbe3omnacHocTTa 1 epukacHoctTa Ha Dafiro nmpu nena Ha Bb3pact moji 18 ronuHu He ca YCTaHOBEHHU.
JIumicBat gaHHU.

Hauue Ha npuiioxxeHue

Ilepopanuo npunoxeHue
IIpenopruBa ce Dafiro ga ce mprema ¢ MajKko KOJIHYECTBO BOA.



4.3 IIpoTuBOMOKA3aAHUA

o CBpBX4yBCTBUTEITHOCT KbM aKTHBHUTE BEIIECTBA, KbM JUXHUIPOTHPUINHOBH IPOU3BOTHH HITH
KBM HSKOE OT IIOMOITHHUTE BEIIECTBA, M30POCHU B TOYKA O.1.

o Texko 4epHOPOOHO YBpEKIaHe, OMiTHapHa [UpOo3a WM X0JIeCTasa.

o EnnoBpemennara ynorpeba Ha Dafiro ¢ anmuckupeH-chbpxaliy IpoayKTH € MPOTHBOIIOKA3aHa

IpH MALMEHTH ChC 3aXapeH auabeT wim 660peuno yBpexaane (GFR <60 ml/min/1,73 m?) (k.
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 ChPJCYHA HEIOCTATHYHOCT CJIE]] OCThD MHUOKAPACH UH(APKT.

4.4 CuoeuuaJHu npeaynpe:xIeHUusi U NpeANa3Hu MePKHU IPH ynorpeda

be3onacHocTTa M e(huKacHOCTTA Ha aMJIOJUIIMH MPH XUIIEPTOHUYHA KpU3a HE Ca yCTAaHOBEHHU.

BbpemeHHocT

AmnrnorensuH Il penenropante anraronnct (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
AHTHUXMIIEPTEH3UBHO JICUEHHE C YCTaHOBEH Npodui Ha 0e30MacHoCT 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 e ULUT

B mnare60 KoHTpoIupaHu MPOyYBaHKUs, EKCIIECUBHA XUTIOTOHUSA ce Habmoaasa nmpu 0,4% ot
MIAIUEHTHUTE C HEYCIIOKHEHA XUTIePTOHUS, JlekyBaHH ¢ Dafiro. CumnromaTnyHa XUTIOTOHUS MOKE J1a
HACTBIIM NPU MANUCHTH, KOUTO MPUEeMaT aHTMOTEH3UH PELEHTOPHHU OJIOKEPH U MIPU KOUTO €
aKTHBHpPaHa CUCTEMAaTa PCHUH-aHMOTSH3UH-aJJIOCTEPOH (Halp. MalMEHTH ¢ HATPUEB U/WIN 00EMEH
Je(UINT, MOTyYaBalli BUCOKU 103K quypetunn). [Ipean npunoxenuero Ha Dafiro ce mpenopbusa
TE3U ChCTOSHUS J]a CE KOPUTHPAT WK MAIUCHTHUTE J1a OBJAT MO/ HEMPEKbCHAT METUIIMHCKH KOHTPOI.

Axo nipu jieuenue ¢ Dafiro HacThIM XMITIOTOHUS, MALMEHTHT TPAOBA J1a ObJIC MOCTABEH B JICTHAJIO
TMIOJIO’KEHUE U TTPH HEOOXOAMMOCT JIa CE MPHJIOKH MHTPABEHO3HA UH(Y3Hs ¢ (PU3NOIIOTUYCH Pa3TBOP.

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

XHInepKaJIueMus

EnnoBpemenHara ynorpeba ¢ KaJlueBH JOOABKH, KAIMH-ChXPAHSIBAIIN 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

Dafiro Tps6Ba na ce nmpuiara ¢ OBHIIIEHO BHUMAHHE 3a JICUeHNE Ha XUIIEPTOHUS MPH MalUEHTH C
€HOCTPaHHA WJIU JIBYCTpaHHA CTEHO3a Ha OLOPEYHHTE apTEPUU WIH NIPU CTCHO3a 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 HaTpyIaH OIUT [0 OTHOIICHKE Ha Oe3omacHarta ynorpeba Ha Dafiro nmpu
MalMeHTH ChC CKOPOIIHA ObOpeyHa TpaHCIUIaHTaIHS.

YepHoapoOHO YBpEKIaHE

Bascapran OCHOBHO ce elMMHUHHpPa HETIPOMEHEH Upe3 JKTbuKaTa. [10yKHBOTHT HAa aMJIOAUIIHMH €
yabIbKeH, a ctoitHocTuTe Ha AUC ca mo-BHUCOKH ITPH MAITUEHTH ¢ HapyIlIeHa YepHoIpoOHa (pyHKITHS;
HE ca YCTaHOBEHH NPETNopbKH 3a fo3upane. [Ipunoxkenuero na Dafiro npu naumeHTH ¢ 1eKo 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
MpenopbYBaHaTa 103a Ha BajncapraH € 80 mg.

VBpexaane Ha ObOpeunara QyHKIMS

He ce nanara kopurupate Ha jo3ara Ha Dafiro npu nanmeHTH ¢ JIeKo 10 yMEepeHoO yBpexKaaHe Ha
On0peunara Gpynkuus (GFR >30 ml/min/1,73 m?). Ilpu ymMepeHo ObOPEUHO YBpEKIAHE 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,
NIpY JIEYEHHUE C IPYTH JIeKapCcTBeHH NpoayKTH, BKmounteiHo ACE uaxuburopu. Dafiro TpsioBa na ce
crpe He3a0aBHO MPH NMAMEHTUTE, KOUTO MOJy4yaT aHTHOEAEM U He TpsiOBa Jia ce Mpuiiara OTHOBO.

HHTecTrHAaIEH aHTHOEAEM

3a MHTECTHHAJIEH aHT'MOEIEM ce ChOOIaBa MPH NAlMEHTH, JIEKyBaHU ¢ aHrHoTeH3uH 1l penentopHu
AaHTaroOHKCTH, BKITFOYUTEHO BajicapTaH (BX. Touka 4.8). Te3n marnuenT mMat KopeMHa 0oJka,
rajieHe, moBpbiane u auapus. CHMIITOMHTE OTIIYMSIBAT ClIe/] MPEyCTaHOBSIBaHE Ha aHTHOTEH3WH 11
PELENTOPHNUTE AHTATOHUCTH. AKO C€ IMarHOCTHIMPA MHTECTUHAJIEH aHTHOEIEM, JIECUEHUETO C
BajicapTaH TpsiOBa Jla ce IPEYCTaHOBH U JIa C€ 3all0YHE MOAXOSIIO0 HAOII0AeHHE 10 IBJIHOTO
OTIIyMSIBaHE HA CHMIITOMHTE.

CupJieyHa HEIOCTATHYHOCT/IIOCTMUOKAPAEH HH(APKT

Karto mocnenuiia oT HHXHOMPAHETO HA PEHUH-aHTHOTECH3WH-AIIOCTEPOHOBATA CHCTEMA TIPH
MPEeIPa3NoI0KEeHH MAIUSHTH MOTaT JIa Ce 0YaKBaT MpoMeHu B ObOpeunaTa GyHkius. [Ipu manueHTH
C TeXKa ChpJICTHA HEIOCTATHYHOCT, YUATO OhOpedHa PyHKITHS OM MOTJIa Ja 3aBUCH OT aKTUBHOCTTA
Ha PCHUH-aHTHOTCH3UH-AJIIOCTEPOHOBATa cucTeMa, JieueHHeTo ¢ ACE HHXUOUTOPH M aHTHOTEH3UH
PEelENTOPHHA aHTAarOHUCTH CE€ CBHP3BA C OJIMTYPHSI U/WIH MTPOTPECUBHA a30TeMus U (PSIIKO) ¢ ocTpa
0B0OpeyHa HeJJOCTaTHYHOCT W/ cMBPT. [loo0HM pe3ynraTu ca choOIIeHH 3a BasicapTtaH. OneHkara
Ha TIAIUEHTUTE ChC ChPIeYHA HETOCTATHUHOCTH M WM TIOCTMHUOKApACH HH(APKT TPsSOBa Aa BKIIOUBA
BHHArY OIICHKA Ha ObOpeuHaTa (yyHKITHS.



B mearocpouno, mianebo-kouTponupano npoyusane (PRAISE-2) ¢ aMmimoaunuH Mpy ManueHTH ¢
NYHA (New York Heart Association Classification) kiac III u IV cepaedna HeOCTaTBYHOCT, C
HEUCXEMUYHA €THOJIOTHsI, aMJIOJIUITNH CE€ CBHP3Ba C MOBUILIECH Opoli ChoOIIEeHHS 3a OenoapoOeH OTOK,
BBIIPEKH JIUTICATa Ha 3HAYMMa pa3jiiKa B YeCTOTaTa Ha BJIOIIABAIIA CE ChPACYHA HEJIOCTATHYHOCT B
CpaBHEHHE C TIaredo.

BHOKepI/ITe Ha KAJIIUCBUTEC KaHAJIN, BKIIFOYUTCIHO aMJIOJUIINH, TpSI6Ba Ja C€ M3II0JI3BaT C IIOBHUIICHO
BHUMAHUC IIPU IMaIUEHTU CbC 3aCTOMHA ChpA€YHAa HEAOCTATBYHOCT, Thi KaTO MOTaT Aa IIOBHUIIIAT

pHCKa OT OBICIIN CHPACIYHO-CHIOBH CHOUTHS U CMBPTHOCT.

AopTHa ¥ MUTpajHa KJIallHa CTEHO3a

Kakro IIpy BCUYKHU APYTHU Ba30JUJIaATaTOpPHU € HCO6XOI[I/IMO CIIa3BaHC Ha CIICHHUAIHU NPCAIIa3Hu MEPKU
IIpU MaueHTH, CTpagalld OT MUTPAJIHA KilallHa CTCHO3a UJIKM 3HaYMMa aOpTHa CTCHO3a, KOATO HE €
BHCOKOCTCIICHHA.

JIBOMHO OJIOKMpaHe HAa PEHUH aHTMOTEH3UH -ajiiocTteponoBara cucrema (PAAC)

Nma nannu, e eqHoBpeMeHHarta ynoTpeda Ha ACE maxubutopu, APb nnum anmiuckupeH nosumasa
pPHUCKa OT XUIMIOTOHUS, XUIIEPKAIMEMHUS U HaMajlsiBaHe Ha ObOpeuHaTa (QyHKIHS (BKIIOYUTEITHO 0CTpa
0b0peuHa HenoctaTbuHOCT). [lopaau ToBa He ce nmpenopbuBa ABOHO Omokupane Ha PAAC upes
komOuHHpanara yrnorpedba Ha ACE unxubutopu, APb nin anuckupen (Bx. Touku 4.5 u 5.1).

AKO ce TIpelieHH, Ye TepanusiTa ¢ ABOHHO OJoKupaHe ¢ abCOII0THO He00X0IuMa, ToBa TpsiOBa a
CTaBa caMmo M0 HaOJIIOJCHUETO Ha CIICLUAIUCT U MIPH Y€CTO BHUMATEIHO MOHUTOPUPAHE Ha
ObOpeuHaTa GyHKUHMS, €ICKTPOIUTUTE U KpbBHOTO Hajsirane. ACE unxuburtopu u APB He TpsiOBa na
Cce M3I0JI3BaT €THOBPEMEHHO MPH MalMeHTH ¢ TuabeTHa HedponaTHs.

Dafiro He e npoy4BaH npH Apyry rpyny OT NALMEHTH OCBEH TaKUBA C XUIIEPTOHHSL.

4.5 B3amMmopeiicTBHe ¢ IPYTrHU JeKAPCTBEHM MPOAYKTH M APYTrH (JOpMH Ha B3aNMo/eiicTBHe

BsanMonelicTtus, o0 3a KoMOMHANUSITA

He ca nposexaanu npoyyBaHus 3a JIEKapCTBEHUTE B3auMoaeicTBust Mexy Dafiro u ocrananure
JIEKAPCTBEHHU ITPOYKTH.

Ha ce 83eme npedsuo npu eonospemenno npuiolcenue

Lpyeu anmuxunepmensusnu cpedcmea

Yecro ynotpeOsBaHNUTE aHTUXUIIEPTEH3UBHU CpeACTBa (Hamp. anda 6JoKepH, TNYyPETHIIN) U IPYTH
JIEKApCTBEHHU MPOJYKTH, KOUTO MOTAT Jla IPEAU3BUKAT XUTIOTCH3UBHU HEXellaHu eeKTH (Harp.
TPULUKINYHN aHTUACTIPECaHH, ajida OJIOKepH 3a JeueHne Ha OEHUTHeHa POCTaTHA XUIIEPIIa3us),
MoOrar Ja HOBUIIAT AHTUXUIIEPTEH3UBHUS €(eKT Ha KOMOMHALITA.

B3auMoelicTBuUs CBLP3aHU C aMJIOIUIINH

He ce npenopvusa edHospeMennomo npunojicerue

I'petingppym unu cox om epeungpym

He ce npenopruBa egHOBpeMeHHaTa yrioTpeda Ha aMJIOAMIIMH € TPEUIIPYT WK COK OT TpedndpyT,
THI KaTO NMPHU HAKOU MAIUSHTH OMOHATMYHOCTTA MOYXKeE Ja C€ IMOBHIIH U JIa JIOBEJIE IO 3aCHIIBaHE Ha
AQHTUXUIEPTCH3UBHUTE €(EeKTH.

H3uckea ce cneyuanio HUManue npu eOHOBPEeMEHHO NPUNOICEHUE

CYP3A4 unxubumopu

EnHOBpeMEHHOTO NMPUIIOKEHHE Ha aMIIOIUIIHH CbC CHIHU i ymMepeHu CYP3 A4 naxuburopu
(npoTea3zHu MHXUOUTOPH, a30JTHU MPOTUBOI'BOMYHH CPEACTBA, MAKPOIUAM, KATO EPUTPOMHULIMH HITH
KJIApUTPOMUIIVH, BeparnaMuil WM JUITHA3EM), MOXKeE Jia JOBEAE 0 3HAYMMO YBEJIMUBaHE Ha
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EKCIO3UIMATa Ha aMJIoaunuH. KnuHuYHaTa 3HAYMMOCT Ha TE€3U d)apMaKOKI/IHeTI/I‘-IHI/I Bapuamnunu MOXE
Ja € Imo-u3pas3€Ha Ipu ManuCHTUTE B CTapUCCKa Bb3PacT. ToBa Moke 1a HaJI0KH KIIMHUIHO
MMpoCJICAABAHC U KOPCKIIHA Ha J03aTa.

CYP3A4 unoykmopu (anmukousyicanmu [Hanp. kapbamazenun, oeHobapouman, heHumoun,
dochenumoun, npumuoon], pucpamnuyun, Hypericum perforatum)

[Tpu enHOBpeMeHHO NpUIOKeHHE Ha U3BecTHU HHAYKTOpH HAa CYP3 A4 nnazmenaTta KOHIEHTpayS Ha
aMIJIOZWITHH MOXe 11a Bapupa. [lopaam ToBa KpbBHOTO HaJsTaHEe TPSOBA J1a Ce MPOCIIE/IsBA U JIa Ce
oOMHCIIH afanTHpaHe Ha 103aTa KakTo M0 BpeMe, Taka | CJe]l eTHOBPEMEHEH IPHeM, 0COOEHO ChC
cunau CYP3A4 unaykropu (Hamp. pudaMIHLNH, )KBIT KAHTAPHOH).

Cumeacmamun

MHOrokpaTHOTO NpUWIOKEeHNE Ha amioAunuH 10 mg eqHOBpeMEHHO cbhc cuMBacTaTuH 80 mg
MOBHIIIaBa CbC 77% EKCHO3UIMATA Ha CUMBACTAaTHH CIIPSIMO CAMOCTOATEIIHOTO MPUIIOXKEHUE Ha
cuMBactatuH. [IpenopbuBa ce HaMassiBaHE Ha J03aTa Ha CUMBACTAaTUH 10 20 mg THEBHO NpH
NAalMEHTUTE Ha JICYEHUE C aMJIOMIINH.

Jlanmponen (unghysus)
I1pu UBOTHH ca HAOJIOaBaHHM JICTATHA KaMepHa (GUOPUIIAIMS M ChPICYHO-CHIOB KOJIAIIC, CBbP3aHU

C XUIEPKAIMEMHUS CIIE IPUIIOKEHUE Ha BepanaMiil 1 HHTpaBeHO3eH AanTpoieH. Ilopagu puck ot
XHIIEPKAJIMEMHUs], Ce TIPETIOPhUBA JIa c€ N30ATBa EAHOBPEMEHHOTO MPHUIIOKEHUE C AHTATOHUCTH Ha
KaJI[UEeBUTE KaHAJIU KaTO aMJIOJUIHH MU MallUeHTH, IPeApasnolokeHn KbM MaJTUTHEHa
XUIIEPTEPMUS U [IPY OBJasIBaHEe HA MAIMTHEHA XUIIEPTEPMHUSL.

Taxponumyc

IIpu eqHOBpEMEHHO MPUIIOKEHNE C aMJIOAUIMH CHIIECTBYBA PUCK OT MIOBUIIIABAHE HA HHBATa Ha
TaKpOJIMMYC B KpPBBTa. 3a J1a ce N30erne nposiBa Ha TOKCUYHOCT OT CTPaHa Ha TAKPOIUMYC,
MIPWIOKEHUETO HA aMJIOJUIINH TIPH NALKUEHTH, JIEKYBaHU C TAKPOJIIMMYC, U3UCKBA MOHUTOPUPAHE HA
HHUBATa Ha TAKPOJUMYC B KPbBTA M KOPEKLMs Ha J103aTa Ha TAKPOJIUMYC, aKO € HEOOXOANMO.

ﬂa ce 63eme npedeud npu eOHOGI?eMeHHO NPUJIOHCEHUE

Hpyeu

HpH KIIMHUYHU IPOYYBaHUA 34 B3aHMOH6ﬁCTBHﬂ, AMJIOJHUITNH HE ITOBJIMABA Cl)apMaKOKI/IHeTI/IKaTa Ha
aTOpBaCTaTHH, JUTOKCHH, Bap(apuH WU IUKIOCTIOPYH.

BsanMoielicTBHs CBBp3aHU ¢ BaJIcapTaH

He ce npenopvusa eonospemenno npunosicenue

Jlumuii

CrobmaBa ce 3a 00paTUMO MMOBUINIABaHE HA KOHIIEHTPAIUATA HA JINTUH B CepyMa M TOKCUYHOCT IIPH
€HOBPEMEHHO MpUJIaraHe Ha JIMTHH ¢ MHXUONTOPH HAa aHTMOTEH3WH KOHBEPTHPAIINSI €H3UM HIIN
aHruoTeH3uH Il penenTopHy aHTaroHUCTH, BKJIIOUUTENTHO BajicapTaH. [lopaau Ta3u npuyuHa ce
MpenopbyBa BHUMATEIHO NPOCieIsBaHe HA CEpyMHUTE HUBATA HA JTUTUI NpU €JHOBPEMEHHA
ynorpeba. AKO ce mpuiiara v AMypeTHK, pPUCKBT OT JINTHEBA TOKCUYHOCT € Bh3MOXKHO JIOTBJIHUTEITHO
Jla ce TIOBUINY 1pu nipueM Ha Dafiro.

Kanuii-cvxpanseawu ouypemuyu, karuegu 000a8KU, 3aMeCTMUMent Ha CONMa CbObPICAWU KATUll U
opyau eewecmaa, Koumo mMo2am 0d nogUam Hueama Ha Kaaui

AKO €THOBPEMEHHO C BaJICapTaH Ce MPEANNCBA JIEKAapCTBEH NMPOIYKT, KOWTO NMOBIUSABA HUBATa Ha
KaJIM{, C€ IPENopbyYBa KOHTPOJI HA IJIA3MEHUTE HUBA HA KAJIUI.

H3uckea ce cheyuanio sHUMAanue npy eOHOBPEMEHHO NPUNONHCEHUE

Hecmepouonu npomusoswvznanumennu cpeocmea (HCIIBC), sxnrousawu cenexmusnu COX-

2 unxubumopu, ayemuacaiuyuniosa kuceauna (>3 g/oen) u necenexmuenu HCBIIC

Moske na ce HaOMrO1aBa OTCIa0BaHE HAa aHTUXMIIEPTEH3UBHUS €(EKT, KOraTo aHrnoTeH3uH 11
aHTaronuctute ce npuiarar eqaopemeraro ¢ HCIIBC. OcBen ToBa, eTHOBpeMeHHaTa yImoTpeda Ha
auruotensuH Il antaronuctu u HCIIBC moxe 1a noBeae A0 MOBUIIEH PUCK OT BIIOIIABaHE HA




0BpOpedyHaTa (PyHKITHS U TIOBHUINIABaHE HA cepyMHHUS Kanuid. CieqoBaTeniHo, ce mpernopbhuBa
MOHHUTOpHpPaHE Ha OhOpeuHaTa GYHKIUS B HAYAIOTO HA JICYCHUETO, KAKTO U aJICKBAaTHA XUAPATAIHsI
HAa TIAIMCHTA.

Huxubumopu na vnmeiix mparcnopmepa (pugamnuyun, Yukiocnopur) uiu eq@ayKCHUs mpaHcnopmep
(pumonasup)

Pesynrarure OT in vitro mpoy4BaHe ¢ ThKaH OT YOBEIIKH YepeH ApoO MoKa3Ba, ue BAIICAPTaH €
cyOcTpat Ha yepHOIpOOHUS BITeK Tpancnoprep OATP1B1 u Ha yepHOAPOOHUS epryKceH
Tpaucnoprep MRP2. EnHoBpeMEeHHOTO MPUIIOKEHNE C HHXUONTOPH Ha BIITEHK TpaHCIToOpTepa
(pudaMIuIuH, TUKIOCIIOPUH) WK HA €IIyKCHUS TpaHCIOpTEp (PUTOHABUP) MOXKE JIa IIOBUIIIH
CUCTEMHAaTa eKCIIO3MIIMS Ha BaJicapTaH.

sotino bnoxkupane na PAAC ¢ APB, ACE unxubumopu uiu aiuckupen

JlaHHM OT KIIMHUYHU TPOYYBAHMS [TOKA3BaT, ue ABOHHOTO Onokupane Ha PAAC upe3 komOMHUpaHaTa
ynotpe6a Ha ACE uaxuburtopu, APb unu anuckupeH ce cBbp3Ba ¢ MO-BHCOKA YECTOTA HA HEXEIIaHU
CHOUTHS, KATO HAPUMEP XUTTOTOHUS, XUTIEPKaINeMHs U HaMalsiBaHe Ha ObOpeuHara hyHKIUS
(BKITIOUMTETHO OoCcTpa ObOpPEYHa HEJOCTATHUHOCT), B CPABHEHHUE C yroTpedaTa caMo Ha eIHO
cpencTBo, aelictBamo Bbpxy PAAC (Bx. Toukn 4.3, 4.4 u 5.1).

Apyeu
HpI/I MOHOTepaHI/ISI C BancapTaH HEC CC yCTaHOBﬂBaT KIMHHUYHO 3HAYUMU B33HMO)Z[CI>'ICTBI/ISI ChbC

CJIETHUTE BEIIeCTBA: IMMETHINH, BaphapuH, Gypo3eMHul, TUTOKCHH, aTeHOJIOJ, HHOMETAIIH,
XUAPOXIOPTHAZH, AMJIOJUITHH, TTTHOCHKIAMUI.

4.6 dDepTUaUTET, OPEMEHHOCT U KbpPMeHe

BpemenHoct

Amnoounun

be3onacHocTTa Ha aMJIOIMIIVMH TI0 BpeMe Ha OPeMEHHOCT MPU X0pa He € ycTaHOBeHa. B mpoyuBanus
NIPY J)KUBOTHHU, MIPU BUCOKH JTO3H € HAOJI0]aBaHa PEMPOYKTHBHA TOKCUIHOCT (BXK. TOUuka 5.3).
[TpunosxeHue 1Mo BpeMe Ha OPEMEHHOCT Ce MPENopbhYBa CaMO KOraTto HsaMma 1mo-0e30macHa ajiTepHaTHBa
1 KOorato 0oJjiecTTa cama o cebe Cu HOCH TO-TOJISIM PHCK 3a MalKara U IJI0j1a.

Bancapman

Ynorpebara Ha auruotensuH Il peuentopun anraronuctu (AIIPA) He ce nmpenopbuBa 1o BpeMe Ha
IBPBUS TPUMECTHP Ha OpeMeHHocTTa (BK. Touka 4.4). Ynorpebara Ha AIIPA e nporuBomokazana no
BpeMe Ha BTOPHS U TPETUS TPUMECTHP OT OpeMeHHOCTTa (BX. Touku 4.3 u 4.4).

EnnneMnonornuHuTe 1aHHM 32 PUCKA OT TepaToreHHocT ciel ekcro3uuus Ha ACE naxuburtopu mno
BpeMe Ha IIbPBUS TPUMECTHP OT OpEeMEHHOCTTa HE BOAST 0 OKOHYATEITHH 3aKimoueHus. Bee mak,
MAaJIKO MTOBHILIEHUE HAa PUCKA HE MOXKeE J1a CE€ U3KIIIOUM. BbIIpeku ue HsiMa JaHHU OT KOHTPOJIMPaHH
€MHUIEMHUOJIOTHYHY ITPOYYBaHMUs 3a pUcKa Ipu anruoteHsuH 1l peuentopaute antaronuctu (AIIPA)
0J00€H PUCK MOXE Ja ChLIECTBYBA 3a TO3U KJIAC JIEKAPCTBEHU NPOLyKTU. OCBEH aKo
npoabinkaBaneTo Ha AIIPA TepanmsiTa ce cMeTHe 3a )KU3HEHO Ba)KHO, TAIMEHTH C IJIaHUpaHa
OpemeHHOCT Tps0Ba 1a MPEMHUHAT Ha aJTEPHATUBHO aHTUXHUIIEPTEH3UBHO JICYCHUE, KOETO UMa
ycTaHoBeH npoduit Ha 6e30macHOCT Mpu OpeMeHHOCT. AKO Ce yCTaHOBU OpPEMEHHOCT, JICYEHHETO C
AIIPA Ttps0Ba na ce mpeycTaHOBU He3a0aBHO M, aKO € YMECTHO, /Ia C€ 3all0YHE aITepHATHBHA
Tepanus.

Excrnosurusta Ha AIIPA mo BpeMe Ha BTOpHS U TPETHS TPUMECTHP Ha OPEMEHHOCTTA MOJKE J1a JI0BEIC
10 (GETOTOKCHYHOCT (HamajieHne Ha ObOpeuHaTa QyHKIHs, OJTMTOXHIPaMHUOH, 3a0aBeHa OCH(HUKALINS
Ha yeperna) U HeoHaTalHa TOKCHYHOCT (0bOpedHa HeA0CTaThYHOCT, XUTIOTOHUS, XUIIEPKATHEMHUS] )
(Bx. TOuka 5.3).

B ciyqaii ue ce yctanosu excrniozuiust Ha AIIPA ot Bropust TpumecTsp Ha OpEeMEHHOCTTA, ce
MpenophYBa MpoBEpKa Ha ObOpedHaTa GyHKINA U deperia Ha TUIoa Ype3 YITPa3BYK.
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HoBoponenn, aniito Maiiku ca npuemanu AIIPA, TpsOBa BHUMaTeTHO 1a ObaaT HAOIIOJaBaHU 32
XUMOTOHHSA (BX. TOUkU 4.3 u 4.4).

Kspmene

AMJIOIUNIVH Ce eKCKpPEeTHpa B KbpMaTa Mpu xopa. YacTra oT J03aTa Ha MaiKara, ojaydeHa OT
KbpPMAaUeTo, € M3UMCIIeHA C MHTEPKBapTWIICH Anarna3oH 3 — 7%, ¢ makcumyM 15%. EdexTpT Ha
aMITOJTUTIVH BbPXY KbpMadeTaTa ¢ Hen3BecTeH. Jluncsa nadopMarms oTHocHO yrorpebara Ha Dafiro
0 BpeMe Ha KbPMEHE, TIOPaJiv Ta3| MpUUIrHa JieueHueTo ¢ Dafiro He ce mpemopryBa, a ce mpearnounTa
aNTepHAaTHBHA TEpaIlus, C YCTaHOBEH Npodui Ha 0€30MacHOCT MO BpeMe Ha KbpMEHe, 0COOCHO MpH
KbpPMEHE Ha HOBOPOJICHU HITH NIPEXKICBPEMEHHO POJICHH JIeTia.

DepTUInTeT

Hsima xnmuHMYHM IpOyYBaHUs OTHOCHO BiHsiHUETO Ha Dafiro Bepxy deprunurera.

Bancapman
Bancapran HsiMa HexxenaHu e(heKTH BbPXY PENPOYKTHBHATA CIIOCOOHOCT HAa MBXXKHU M KESHCKU

TUTBXOBE IMIPH NpueM Ha nepopaiiau no3u a0 200 mg/kg/nen. Ta3u no3a e 6 TbTH MaKCUMalHATa
IPENOPBHYUTENHA J103a TIPU XOpa, onpeielieHa Ha 6a3a mg/m? (M34MCIEHHUETO € 3a IIEPOpaIHa 1038 OT
320 mg/nen u 60-KuIorpamMoB MAINEHT).

Amaoounun

I1pu HAKOW MAIMEHTH, JEKyBaHH ¢ OJIOKEpPH Ha KAIIMEBUTE KAHAIH, Ca ChOOIIECHH 00paTUMH
OMOXHMMHYHH ITPOMEHH B TIIABHYKATA HA CIIepMaTo30uanTe. KIIMHUYHUTE JaHHHU ca HEAOCTATHYHH 110
OTHOIIICHHE Ha TIOTEHITHATHYS e(EeKT HAa aMJIOANITHH BBPXY (depTriureta. IIpn eaHO MpoyuBaHe MpH
IUTBXOBE Ca YCTAHOBEHHU HEKENIaHU e(DeKTH BbpXY (epTUIIUTETA ITPU MBKKUTE (BXK.TOYKA 5.3).

4.7 EdexTu BbpXy cioco0HOCTTA 32 odupaHe U padoTa ¢ MAIUMHHA

ITaumenTure, kouro npuemat Dafiro u modupat unm paboTAT ¢ MalIMHK TPsAOBA Aa UMAT NPEIBU, Y
MIOHSIKOTa € B3MOXKHO J1a Ce IMOSBSIT yMOpa U 3aMaiiBaHe.

AMIIOIMITIH MOJKe J1a TOBJIMsie B ciiaba 10 yMEepeHa CTeleH CIocoOHOCTTa 32 modupaHe 1 padboTta ¢
MalluHA. AKO NAIMEHTUTE, TIPUEMAIIH aMIIOJTUITHH, MTOJyYaT 3amMaiBaHe, T1aBo0oIne, yMopa Uil
rajicHe, ClIOCOOHOCTTA UM Jla pearupaT Moxe Jia ObJiec HapyIleHa.

4.8 Hexenanu JeKapCTBEHH PeaKIHU

O0600mmenre Ha npoduiia Ha 6€30MaCHOCT

BesomacHoctra Ha Dafiro e orjeHeHa B IeT KOHTPOJIMPaHU KIIMHUYHU TPOYYBAHHS

¢ 5 175 manmenTy, 2 613 oT KOMTO MOTy4YaBaT BajicapTaH B KOMOMHAIs ¢ amioaunuH, ClieBantuTe
HEXEJTaHHN PEaKINK Ca YCTAHOBEHH KaTO HAK-9€CTO BH3HUKBAIIM WU C HAM-TOJISIMA 3HAYUMOCT, FITH
KaTO Hal-TeKKH: HA30(apUHTHUT, TPUII, CBPbXIYBCTBUTEIHOCT, II1aBO0OIHE, CHHKOII, OPTOCTATHYHA
XUTOTOHHUS, OTOK, 3aCTOEH OTOK, OTOK Ha JIMIETO, MeprudepHU OTOIH, YMOpa, 3a4epBsiBaHe, c1adocT
WJIH TOILTH BBJIHH.



Tabauuno npeaACTaBAHE HAa HOKCIIAHUTC PECAKITUU

Hexenanute nekapcTBEHU PEaKIUU Ca MOAPEICHU 110 YECTOTa ChC CIICTHUTE 0O3HAUCHUS: MHOTO Y€CTH
(>1/10); wectu (>1/100 no <1/10); veuectu (=1/1 000 mo <1/100); peaxu (>1/10 000 mo <1/1 000);
MHOTO penku (<1/10 000); c Hem3BecTHA YecToTa (0T HATMYHUATE JaHHU HE MOXe /1a ObJie HaIIpaBeHa

OIICHKA).
MedDRA cuctemo- | Hesxkesanu peakuuu YecrToTa
OpPraHHM KJIACOBE Dafiro AmiyonunuH | Bancapran
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 XHUNEPriINKeMUs -- MHoro --
MeTabonu3ma u penKu
XpaHEHETO XUWTMOHATPUEMHS Heuectn -- -~
[Meuxuunu Henpecust -- Heuectn --
HapYILIEHUs TpeBoxHOCT Penxu -- --
Wucomuwus/HapyeHus Ha -- Heuectn --
CBHS
[IpomMeHH B HACTPOEHUETO -- Heuectn --
OO0BpKaHoCT - Penxu -
Hapymienus na Hapyuiena koopanHauus Heuectu -- -
HEpPBHATA CHUCTEMA 3aMastHOCT Heuectn Yectn -
[TocTypanHa 3aMasiHOCT Heuectn -- --
Hucreysus -- Heuectn --
ExcrpanupamuieH cHHIpOM -- C --
HEU3BECTHA
4ecToTa
['maBoGonue Yectu Yectn --
XHUNIEPTOHMS -- MHoro --
peaKu
[Tapecrezun Heuectn Heuectn --
[lepudepna neBponarus, -- MHoro --
HEBPOIIATHs peaKu
CoOMHOJIEHTHOCT Heuectn Yectn --
Cunkon -- Heuectn --
Tpemop -- Heuectn --
Xumnoectesus -- Heuectn --
Hapymienus Ha 3puTenHy HapymeHus Penxu Heuectn --
OUHTE 3pUTENHO YBpEXKIaHEe Heuectn Heuectn --
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Hapymenns na [Iym B ymure Penku Heuectn --
yXOTO ¥ 7a0upHUHTa | CBETOBBPTEK Heuectn -- Heuectn
Coepacanu [Tannuranuu Heuectn Yectu --
HapyUIeHUS CuHKOn Penku -- --
Taxukapaust Heuectn -- --
Aput™MuH (BKIIOYUTETHO -- MHoro --
Opanmukapus, KaMepHa penKu
TaxUKapaus U MpeachpIHO
MBXKJICHE)
MuoxkapaeH uHpapKT -- MHoro --
penKu
CpaoBu HapylieHus: | 3adepBsgBaHE Ha JUIETO -- Yectu --
XUIIOTOHUS Penxu Heuectu -
OpTocTaTuyHa XUMOTOHHUS Heuectn -- --
Backynur -- MHoro C
peaxku HEU3BECTHA
YyecToTa
Pecnuparophu, Kamumuna Heuectn MHoro Heuectn
TPBIOHU U penKu
MeIUacTUHAIHU Hucnnes -- Heuectn --
HapylmeHUs @apuHroIapuHreasa Heuectn -- --
OoJika
Punnt -- Heuectn --
CromamHo-ypeBHn | CToMmarner quckomdopr, Heuectn Uectn Heuectn
HapyUIeHUS 0oJIKa B TOpHATa 4acT Ha
Kopema
[Ipomenu B upeBHaTa -- Heuectn --
MEePUCTANTHKA
3amex Heuectu -- --
Huapus Heuectn Heuectn --
Cyxora B ycTara Heuectn Heuectn --
Jucnerncus - Heuectn -
I'actpur -- MHoro --
peaKu
Xurnepruiazus Ha BEHLIUTE -- MHoro --
penku
l'anene Heuectn Yectu --
[Tankpearur -- MHoro --
peaKu
[loBppi1ane -- Heuectn --
WHTecTHHAaNEH aHTHOEIEM -- -- Msmuoro
peaKu
XenaroOunuapHu OTKIOHEHMS B -- MHoro C
HapyUIeHUS 4epHOAPOOHHUTE penku* HEU3BECTHA
(hyHKIIMOHAIHY TIOKa3aTelH, YecToTa
BKJTFOUMTEITHO ITOBHUIIIABAHE
Ha OwinpyOuHa B KpbBTa
Xemnarur -- MHoro --
peaKu
WnTpaxenaranHa xomnecrasa, -- MHoro --

KBJITCHHULA

penku
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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
Cunpgpom Ha Stevens- -- MHoro --
Johnson penku
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 UecTtn Heuectn --

edexTr Ha MaACTOTO | JTickoMdopT, 061110 - Heuectu -

Ha MPUWIOKEHUE HEpasIMoJIOKEHUE
Ymopa Yectu Yectu Heuectn
OTOK Ha JIMIIETO UecTtn -- --
3auepBsiBaHE Ha JIULIETO, Yectu -- --
TOIUIM BBJIHU
Bboika B repauTe, KOSITO HE € -- Heuectu --
CBBP3aHa ChC CHPIETO
OTtok UecTtn Yectn --
[Tepudepuu ororu Yectn -- --
boaka -- Heuectn --
3acTOeH OTOK Uectn -- --

N3cnenBanusa [ToBuien kanuii B KpbBTa -- -- C

HEU3BECTHA
YECTOTa
IToBumaBaHe Ha TEra0TO -- Heuectn -
IToHm>xaBaHe Ha TETJIOTO -- Heuectn -
* Haii-yecTo cBBp3aHO C X0s€EcTa3a

JlonbiHuTenHa nHOOPpMAIWsL 32 KOMOMHUPAHHUS IIPOIYKT

[lepudepna enmema — mo3HAT ePeKT HA AaMIIOAMITAH — KaTO IISJI0 Ce HAOIF01aBa B TIO-HUCKA CTETICH Ha
HOSIBa NIPY MAIMEHTUTE TI0JTyYaBaId KOMOMHAIMS aMJIOANTIHH/BaJICAPTaH, OTKOJIKOTO P TE3H,
HOJTy4YaBaJM cCaMoO aMJIOAWIIMH. B Xo1a Ha ABOIHO-CIIETI KOHTPOJIMPAHH KIMHUYHY [TPOYYBAHHS,
nosiBaTa Ha rnepudepHa egeMa cropes 103aTa € KakTo cieBa:

% maInueHTu ¢ nepudepHa Baucapran (mg)
caeMma
0 40 80 160 320
0 3,0 5,5 2,4 1,6 0,9
2,5 8,0 2,3 5,4 2,4 3,9
AmuogunuH | 5 3,1 4,8 2,3 2,1 2,4
(mg) 10 103 |mma | mava | 9,0 9,5

CpemuusT IpoIeHT Ha TosBa Ha repud)epHa eneMa, eIHAKBO U3MEPEH 3a BCHYKHU J03H, € 5,1% mpu
KOMOWMHAIIMSATA aMJIOTUTTIH/BaJICApTaH.

HOH’EHHI/ITCHH& I/IHd)ODMaHI/ISI 3a OTACITHUTE ChbCTABKH

Hexenanute peakiuu, ChOOIIEHH 3a BCSAKA OT OTACIHUTE ChCTABKH (aMJIOUIMH WM BaJICapTaH),
MoTar fa ObJaT MOTEHITMATHI HeXKeJIaH! PeaKITny ChINOo U P IpuiiokeHnero Ha Dafiro, mopu u na
He ca HaOJIF0/JaBaHU B KIIMHUYHU NPOYYBAHUS C TO3H MPOJYKT WIIH 110 BpeMe Ha MMOCTMaPKETHHT OBHS

OIIUT.
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Amnoounun

Yecmu COMHOJICHTHOCT, 3aMastHOCT, ITaJIITUTAITIN, KOpeMHa 00JIKa, TaJieHe, OTOIH Ha
TJIC3CHUTE.
Heuecmu Be3cbHEE, MPOMEHM B HACTPOSCHUETO (BKIFOUHUTEIIHO TPEBOKHOCT), IETIPECHs,

TPEMOp, TUCTey3Hsl, CHHKOII, XUTIOSCTE3Hs, 3PUTEIIHU HAPYIICHHS (BKIFOUNTEITHO
JMIUIONHS ), IIYM B YUIUTE, XUIIOTOHUS, AUCITHES, PUHHT, MOBPBILAHE, TUCIICTICHS,
ayloTenys, MypIrypa, IpOMsiHa B I[BETa Ha KOXKaTa, XUIIEPXUAPO3a, IPYPHUTYC, OOPUB,
MHAJITHS, MyCKYJIHH KpaMIi, 00JIKa, MUKIIHOHHYU HapyIICHHs, YBEIHMUCHA YECTOTA
Ha ypUHUPaAHE, UMIIOTEHTHOCT, THHEKOMACTHS, TpbHa 00JKa, 00110
HEpas3oJIoKEeHUE, TOBUIIABAHE HA TETJIOTO, HAMAISIBAaHE HA TETJIOTO..

Peoxu OO0BpKaHOCT.

Mmnozco peoxu  JIeBKOUUTONICHUS, TPOMOOLIUTONICHHUS, aJIEPIUYHN PEaKIMH, XUTICPTIUKEMUS,
XHIIEPTOHMS, IeprUQepHa HEBPOTIATHs, MUOKapAeH HH(APKT, apUTMHS
(BKITIOUHUTETHO OpaguKapAvsl, KaMepHa TaXUKAPAHs ¥ MPEJICHPAHO MBXKICHE),
BAaCKYJIUT, TIAHKPEATUT, TACTPUT, XUTIEPIUIa3Ns HA BEHIIUTE, XEIAaTHT, KBITCHHIIA,
TIOBHUIIIEHU YePHOAPOOHHN EH3UMH™, aHTHOEICM, epUTeMa MyJITHPOPME, YPTUKApHS,
ekc(onmMaTuBeH IepMaTUT, CUHAPOM Ha Stevens-Johnson, otok Ha Quincke,
(OTOUYBCTBUTEIHOCT.

C neuzgecmua  ToKcHYHA enmUAECpMaIHAa HEKPOIU3a

yecmoma

*Hali-4ecTO CBBP3aHO C XOJecTasa

CpoO11aBaHy ca OT/AENHH ClIy4ad Ha eKCTPAIUPaMUJICH CHHAPOM.

Bancapman
C neussecmua  ITloHWKEHUE Ha XEMOTJIOOMHA, IIOHM)KEHUE HA XEMAaTOKPHUTA, HEYTPOIICHHMS,
yecmoma TPOMOOIIMTOTICHUS, IIOBUIIIABaHE HA CEPYMHUS KAJIUH, IIOBUIIIABAHE HA

MOKA3aTEeNIUTE 32 YePHOAPOOHA (BYHKITHS, BKIFOUNTEITHO MOBUILIABAHE HA CEPYMHUS
OounrpyOuH, OLOpeYHa HETOCTATHYHOCT U YBPEXKIaHE, TIOBUINIABAHE HA CEPYMHUS
Kp€aTUuHUH, aHT'MOCACM, MUAJIT U, BACKYJIUT, CBPbXYYBCTBUTCIIHOCT, BKIIFOYUTCITHO
cepyMmHa 0OJIeCT.

Cpo011aBade Ha NOJA03UPAHU HEXKEIIAHU DEAKIIU

CroOmiaBaHeTo Ha MOIO3UPAHU HEXKEIIAHN PEaKIUH Clie/] pa3pelaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BaKHO. TOBa IMO3BOIISIBA Ja MIPOIBIDKH HAOIIOIEHNETO Ha ChOTHOIIIEHUETO IOJI33/PUCK 32
JeKapcTBEeHUs MPOAYKT. OT MEIUIIMHCKUTE CTICIIHATUCTH Ce M3UCKBA J1a ChOOIIaBaT BCAKA
M0JI03MPaHa HeXKeaHa Peakins Ype3 HAIMOHAIHA CUCTeMa 33 ChOOIIaBaHe, IIOCOYCHA B

IIpunoxxenue V.

4.9 Ilpeno3upane
CummroMu

Hsma onut cbe cimydan Ha npeaosupane ¢ Dafiro. ['maBHHAT cMMIITOM Ha peIo3UpaHETo ¢ BaJicapTaH
BEPOATHO € U3pa3eHa XUIOTOHUS U 3aMastHOCT. [Ipeno3upaneTo ¢ aMiIOUIIUH MOXeE J1a TI0OBENE A0
eKCTpeMHa niepudepHa Ba3oIWIaTaIMs U BEPOSTHO pedriekcHa Taxukapaus. MiMa cro0mieHus 3a
CIIy4ad Ha U3pa3eHa U MOTEHIMAIHO POJIOHTHPaHa CUCTEMHA XUITOTOHUS, BKJIFOUUTENTHO HIOK C
(arasneH U3Xo Npy Npeo3upaHe C aMIOAUIIHH.

Hexapanorenen 6e101p0o0eH OTOK C€ ChOOIIaBa PsIKO KaTo MOCISANIIa OT MPEI03upaHe ¢
aMJTOIWITHH, KOWTO MOXKE J]a C€ IPOSIBU ChC 3a0aBeHO Hauano Ha edekra (24-48 yaca cien
MOTJTBIIIAHE) M a U3UCKBA M3KYyCTBCHA BEHTHIANM. PaHHNTE peaHUMAaIMOHHN MEPKH ( BKJITFOYHTEITHO
HATOBapBaHE ¢ TCUHOCTH) 3a MOIbpKaHe Ha Hepdy3usaTa U ChbpACUHUS N1eOUT MOraT 1a Obaat
yCKOpsBaIy (hakTopH.

14



Jleuenne

AKO IPOAYKTHT € OTBJIHAT HACKOPO MOTaT Ja ce 00CHKAAT CTUMYJIMPAHE HA TIOBPBIAHETO WIIN
CTOMaITHa MPOMUBKA. [IpUI0KEHIETO Ha aKTUBEH BBIVICH IPU 3paBH JOOPOBOJIIIM HEOCPEICTBEHO
WJIM JIO JIBA Yaca CIie/l MOTIIbIAaHeTO Ha aMJIOJUIIHH 3HAaYMMO HaMasiBa abcopOnusTa Ha MpoayKTa.
KnuanyHo 3HaYMMaTa XUIOTOHHS IOPaIH Mpeao3upane Ha Dafiro u3nuckBa akTHBHA CHPICYHO-
ChJIOBA pEaHUMAIIHS, BKIIOYBAIIA Y€CTO KOHTPOJIMPAHE HAa ChPICYHATA U TUXATEIHA (YHKITHS,
MOBJUraHe Ha KpaHHUITUTE ¥ BHUMAHUE 110 OTHOIIICHHUE Ha MUPKYJIATOPHUS 00eM U Jype3arta.
[IpunoxeHneTo Ha BA30KOHCTPHKTOP MOXKE Jia € OT M0J13a 38 Bh3CTAHOBSIBAHE HA CHJIOBUS TOHYC H
apTepUATHOTO HAJISTaHe, B CyYail ue HIMa MPOTHUBOITOKA3aHUs 32 PUIIOKCHHUETO MY.
HNHTpaBeHO3HOTO MPUIIOKEHUE HA KAJIIHEB TIFOKOHAT MOXE J1a € OT I10JI3a 33 MPEOJI0JISIBAaHE Ha
edexTa oT OJI0KamaTa Ha KAIIIHEBUTE KaHAH.

BancapTaH " aMJIOJUIIUH HE C€ OYUCTBAT IIPpHU XEeMOJUaIr3a.

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHHU CBOKCTBA

®apmakoTepaneBTHUHA Tpymna: CpencTBa NOBIUABAIIM PEHUH-aHTHOTEH3WHOBATa CUCTEMA;
anrroTeH3uH Il perenTopHN aHTarOHNUCTH, KOMOWHAIIMY; aHTHOTEH3HH Il perenTopHu aHTaroHNUCTH U
kanuueBu antaronuctu, ATC kox: CO9DBO01

Dafiro e KOM6I/IHaLII/I$I OT ABC€ aHTUXHUIICPTCH3UBHU CHCTABKH C JOIIBJIBAIl C€ MEXaHN3bM Ha KOHTPOJI
Ha apTCPUAITHOTO HAJIATAHC IMPU MAOUCHTU C €CCHIIMAIHA XUTICPTOHUSA: aMJIOAUIINH NPHUHAJICKU KbM
KJIaCa Ha KaJIIUEBUTEC aHTAarOHMUCTH, a BaJICAPTAaH KbM KjlaCa Ha aHTHOTCH3WH II agTaronucrure.
KOM6I/IHaHI/I$ITa Ha TE3U CbCTABKU MMa a/IUTUBCH aHTUXUIICPTCH3UBCH e(beKT, KaTo HaMaJIsiBa
APTCPUATHOTO HAJIAATaHE B ITO-T'OJIsIMA CTCIICH OTKOJIKOTO BCEKHU OT KOMITIOHCHTHUTEC 11O OTACIIHO.

Awmioqunun/Bancapran

KOM6I/IHaLII/I$ITa Ha aMJIOJUWIIMH U BaJICApTaH MPEAN3BUKBA J0303aBUCUMO AAUTUBHO MMOHM)XXCHUEC HA
APTCPUATHOTO HAJISITaHC B PAMKHUTC Ha TCPANICBTUYHUSA JO30B UHTCPBAJIL. AHTI/IXPIHepTGH3I/IBHI/I${T
6(1)CKT Ha €JHOKpATHa 103a OT KOM6I/IHaI_II/I$ITa CC 3abpiKa B IIPOABIIZKCHUC HA 24 ygaca.

Inayebo-konmporupanu usnumeaHusl

Hax 1 400 nanmenTy ¢ XunepToHus ca npuemainu Dafiro BeJHbkK THEBHO B JBE IU1aIie00
KOHTPOJIMpaHH MpOoy4YBaHus. BKiIroueHu ca Bb3pacTHU C JIEKA 10 YMEpPEHA HEYCIOKHEHA ECEHIIMATHA
XHUIEPTOHHMS (CPETHO INACTOJHO HaJsiraHe B cefHao nojoxkenue 295 u <110 mmHg). He ca
BKJIIOUYEHH MALMEHTHTE C BUCOK CHPACYHO ChIOB PUCK — ChpJeUHa HEAOCTAThYHOCT, 3aXapeH nuadeT
Tam 1 1 HeTOOpe KOHTPOIMpaH AuabeT TUT 2, aHaAMHe3a 3a MHOKap IeH WH(GAPKT WIK UHCYIT B
nocneanara 1 roguHa.

AKMUEHO-KOHMPOAUPAHY USHUMEAHUSA NPU NAYUCHINY, HENOBIUANU CEe O NPOBEJEHA MOHOMEPAnUs
MHOroneHTpoBo, paHI0OMHU3HPAHO, ABOWHOCIANO, aKTHBHO-KOHTPOJIMPAHO, TAPATIETHOTPYIIOBO
M3IIMTBaHE, TOKa3Ba HOPMAIM3UpaHe Ha apTePHATHOTO HasTaHe (Hall-HUCKO IUACTOJIHO HAJIATaHE B
ceanaino nonoxkeHne <90 mmHg B kpasg Ha MPOyYIBAHETO) MIPH MAIUEHTH, YAETO apTEPHATTHO
HaJIsIraHe HE Ce KOHTPOJIMpa J0CTaThuHO ¢ BascapTaH 160 mg, npu 75% OT nanyeHTuTe JeKyBaH! ¢
amvwtonunus/Bancaptad 10 mg/160 mg u npu 62% OT NaHEHTHUTE JIEKYBaHU C
amtonunuH/Bancaptad 5 mg/160 mg, B cpaBHeHne ¢ 53% OT MaleHTHTE, KOUTO OCTAaBAaT Ha
Bancaptad 160 mg. lobassiHeTo Ha amnogunuH 10 mg u 5 mg Boay 0 AOMBIHUTEIHO MOHKABaHE
Ha CHCTOJIHOTO/JMACTOHOTO KPBBHO Haysirane ¢ 6,0/4,8 mmHg u crorBeTHO 3,9/2,9 mmHg, B
CpaBHEHHE C TAMCHTHUTE, KOUTO OCTaBaT caMo Ha Tepanws ¢ BascapTad 160 mg.

MHOFOLICHTpOBO, pPaHaOMU3UPAHO, }.IBOﬁHOCJBIHO, AKTUBHO-KOHTPOJIMPAHO, NAPAJICTIHOTPYIIOBO
H3IMUTBAHC TOKa3Ba HOPpMAJIMU3UPAHC HA apTCPUATTHOTO HAJIATAHE (Haﬁ-HHCKO JANaCTOJIHO HAJISATaHE B
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ceqnano nonokerre <90 mmHg B kpast Ha MpOyYBaHETO) MPH MAITUSHTH, YUETO apTEPUATTHO
HaJsSITaHe He ce KOHTPOJIHpa OCTaThuHO ¢ ammoaunnH 10 mg, mpu 78% OT manueHTuTe JIeKyBaHH C
amtonunuH/Bancaptad 10 mg/160 mg, B cpaBaeHue ¢ 67% OT NauMEHTUTE OCTABAILM HA TEPAIHs C
amoaunuH 10 mg. JloGaBsiHeTO Ha BayicapTaH 160 mg BOJM 10 JOITBIHUTEIIHO IMOHIKAaBaHE Ha
CHCTOJHOTO/TMACTOTHOTO Haisirane ¢ 2,9/2,1 mmHg B cpaBHeHHe ¢ manueHTHTe, KOUTO OCTaBaT Ha
Tepanusg camo ¢ ammonunud 10 mg.

Dafiro e u3snuTBad 1 B aKTUBHO-KOHTPOJIMPAHO MpoydBaHe npH 130 manueHTy ¢ XUIEepTOHUS ChC
CpeIIHO JMACTOIHO HajsraHe B ceqHano monoxkenue >110 mmHg n <120 mmHg. B ToBa npoy4uBane
(u3xomHO apTepuanHo Hamsrane 171/113 mmHg) neuennero ¢ Dafiro 5 mg/160 mg, Turpupan

1o 10 mg/160 mg, moHmkaBa apTepUATTHOTO HAJIATAHE B CEIHANO HojoxkeHue ¢ 36/29 mmHg
cpaBaeHo ¢ 32/28 mmHg npu nedenue ¢ au3uHONpIIL/xuapoxiaopornasun 10 mg/12,5 mg, Tutpupan
10 20 mg/12,5 mg.

B nBe mparocpounu npoyuBaHus 3a mpocieasBane edexTsT Ha Dafiro ce 3amasBa 3a nepron Hajg exHa
roauHa. BHesanHoTO npeycraHoBsBaHe Ha JedeHneTo ¢ Dafiro He ce cBpp3Ba ¢ OBP30 MOKaYBaHE HA
apTEepUANHOTO HAJATAHE.

Bb3pactTa, HOIBT, pacaTa WM UHAEKCHT Ha TenecHa Maca (>30 kg/m?, <30 kg/m?) He noBnusBar
otroBopa crpsimo Dafiro.

Dafiro He e mpoy4BaH Mpu NOIyJAKUK OT MAUCHTH C IPYTH 3a00JIIBaHUs PA3JIMUHU OT XUIIEPTOHHSI.
Bancapran e npoy4BaH IpH MalMEHTH Cie TpeKapaH MH(PapKT Ha MUOKap/Aa ¥ TaKUBa ChC ChpACYHA
HEIOCTAaThYHOCT. AMJIOAMIIMH € MPOYYBaH MPH MAlMEHTH C XPOHUYHA CTA0MIIHA CTEHOKapAus,

BA30CMIACTHYHA CTEHOKAPANS M aHTHOTPaCKU TOKYMEHTUPAHO 3a00JI1BaHEe HA KOPOHAPHUTE ChAOBE.

AMIounuH

AMJ'IOZ[I/IHI/IH, KOWTO BNIM3a B cheTaBa Ha Dafiro I/IHXI/I6I/Ipa TpaHCMGMGpaHHOTO HaBJIM3aHC Ha
KaJIIIUCBU HWOHHM B CbpPACYHUTC U CBAOBUTE TJIaIKU MYCKYJIHN. AHTI/IXI/IHepTeHSI/IBHOTO ﬂeﬁCTBHe Ha
AMJIOJJUIIHH CC ABJIXKU Ha AUPCKTHUA pCIIaKCHUpal] e(beKT BBPXY CbAOBUTE I'TaIKU MYCKYJIHM, KOCTO
BOJU 1O HaMaJIAIBAaHC HA CbJJOBOTO CBHIIPOTUBJICHUC U HAa aPTCPHUATTHOTO HAJIATAHE. EKCHepI/IMeHTaHHI/I
JaHHU IMOKa3BarT, 4€ aMJIOJUIIMH CC€ CBbP3Ba U C JUXUAPOIIUPUANHOBUTE U C
HEAUXUAPONHUPUANHOBUTE MECTA 3a CBbP3BAHEC. HpOHeCI/ITe Ha CBhKpAIICHUC HA CbpACYHNA MYCKYJI U
Ha CbAOBUTE I'VIAIKKU MYCKYJIU Ca 3aBUCHUMU OT NPUJIBUIKBAHCTO Ha U3BBHKIICTBYHUTE KAJIIUCBU HOHU
B KJICTKUTC HA MYCKYJIUTC IIPE3 CHGHI/Iq)I/I‘lHI/I WOHHU KaHaI4eTa.

HpI/IJIO)KeHI/IeTO Ha TCpari€BTUYHA J03a aMJIOJUIINH IPU MAIUECHTH C XUIICPTOHUA C€ MMOCI€ABA OT
BazoguiaTalnus, KoAdTO BOJAU 10 HAMAJIABAHC HAa APpTCPHUATITHOTO HAJIATAHE B JICTHAJIO U B U3IIPABCHO
ITOJIOKCHUC. HpI/I XpOHHUYHA yrIOTpe6a TOBA MMOHMWXXAaBAaHC HA apTCPHUAIHOTO HAJIATaHC HE CC ChIIBTCTBA
OT 3HAaYMMHU IIPOMEHU B ChpAC€YHaTa 4€CTOTa UJIN IIJIa3MCHUTE HMBA Ha KaTEXOJIaMHUHHUTE.

IInasmenuTe KOHIOCHTPpAUX KOpeInupar € e(i)eKTa KaKTO IIpU MJIaJU TaKa 1 MPU MMaUCHTHU B
HalipeaHalia Bb3pacT.

[Ipu xuneproHuiy ¢ HopMasiHa ObOpeyHa (GYHKIUS, TEPATEBTUUHUTE J03U aMJIOAMITUH BOJSAT 110
HamaJsiBaHe Ha ObOPEYHOTO CHIOBO CHIPOTUBIICHUE U YBEINYaBaHE HA TIIOMEpyIHaTa QUATpanus 1
edexTrBHUS OBOpPEUeH KPBBOTOK, 0€3 J1a MPOMEHT QUITpaloHHATa (PpaKIys WK IPOTEHHYPUSTA.

KakTto v nipu 1pyrute 6JI0KepH Ha KaTIMEBUTE KAHAIN, XeMOJANHAMUYHHUTE U3MEPBaHUS Ha
chbpreuHarta QYHKIUS B TIOKOH U PH HaTOBapBaHe (WM XOJICHE) MPH MAIMCHTH C HapMaHa QyHKIINSI
Ha KaMepHTe, JICKyBaHH C aMJIOJIMITHH, KaTo ISUI0 TIOKa3BaT JICKO MOKAYBAHE HA ChPACYHUS HHICKC
6e3 3HaurmMo mosnusiBane Ha dP/dt uau Ha TEBOKAMEPHOTO U TUACTOIHOTO HajsraHe win ooem. B
MPOYYBAHMUS 38 XEMOJANHAMUKA, aMJIOJIMITHH HE CE CBBbP3Ba ¢ HETaTHUBEH HHOTPOIICH €(EeKT, KOTraTo Ce
npuiara B TPaHUIATE HAa TEPANICBTUYHKUTE JIO3U MPH 3PAaBU KUBOTHHU U XOpa, IOPH KOTaTo MpH Xopa
Cce TpuIiara eIHOBpEMEHHO ¢ OeTa-010KkepHu.
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IIpu 31paBu X0pa M )KUBOTHU aMJIOIMIIMH HE MTPOMEHS CHHOATpHATHATa HOAATHa (PyHKINS U
aTPUOBEHTPUKYIAPHOTO MPOBEXKAaHe. B KIMMHWYHM TPOydYBaHUs, B KOUTO aMJIOAWITAH € TPUJIaraH B
KOMOMHaIUs ¢ OeTa-0JIOKepy Ha MAIIMEHTH ¢ XUIICPTOHUS WM CTCHOKAp.IUs, HE ca HaOJIr01aBaHu
HeXeJlaHU e(DeKTH CIPSMO IMapaMeTPUTE Ha €JICKTPOKapAUOrpamMara.

Ynompeba npu nayuenmu ¢ xunepmonus

PannoMu3upaHo ABOMHOCIATIO MPOyYBaHe 3a 3a0oneBaeMoct U cMbpTHOCT ALLHAT
(AHTHUXHUIIEPTEH3UBHO W JIUITHIOTIOHIDKABAIIIO JICUESHHE 3a TPO(IIIaKTHKA Ha ChpACUCH MPUCTHIT)
(Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial) e mpoBeneno c men
CpaBHSIBaHE Ha HOBHUTE TEPalUK: aMIoauIHH 2,5-10 mg/neH (KaaueB aHTaTTOHKUCT) WK JTU3UHOIPHUIT
10-40 mg/nen (ACE naxubuTOp) ¢ THA3UAHUS TUYPETUK XJIOPTATUAOH 12,5-25 mg/nen kaTo JieueHue
OT IThpPBA JIMHUSA MTPH MAIUEHTH C JIEKa 10 YMEPEeHa XUTIEPTOHMS.

O06m1o 33 357 manMeHTH ¢ XUIMEePTOHMS Ha BB3PacT 55 TOAWHU U TIOBeUE ca OMIM PaHAOMHU3HPAHH U
npocieaeHu 3a cpeaao 4,9 ronunu. [lanyuenture ca UMany MOHe €AUH JOIBIHUTEICH PUCKOB (haKTop
3a KOpOHapHa 0O0JIECT Ha CHPLETO, BKIIOYHTEIHO MPEALISCTBA] MHOKapieH HH(APKT MM HHCYIIT

(>6 mecena peay BKIIOYBAHE B IPOYYBAHETO) HIIH JOKA3aHO APYTO aTEPOCKIEPOTHYHO CHPIACUHO-
chI0BO 3ab0omsaBane (Hag 51,5%), 3axapen nuadet tun 2 (36,1%), MTUIIONPOTENHN C BICOKA IUTBTHOCT -
xozecrepon <35 mg/dl wim <0,906 mmol/l (11,6%), neBokamepHa XxunepTpodus, TMarHoCTULHPaHA
4pe3 eJIeKTpoKapauorpaMa mim enekrpokapauorpadceku (20,9%), Hactosmm mymaun (21,9%).

[TbpBUYHATA KpaliHa TOYKa € OMJia ChCTABEH MOKA3aTeN OT (aTajieH KOPOHAPEH WHIIMCHT MU He-
(aTayien MmuokapaeH uHdapkt. He ca HaOIr01aBaHK 3HAYMMH PA3IMYMS 110 OTHOILICHHE Ha
I'bPBUYHATA KpaiiHa TOUKa MKy TEPANUATa ¢ aMJIOAMITMH U TePausiTa ¢ XJI0PTAIUI0H: KOS(hUITUSHT
Ha puck 0,98 95% CI (0,90-1,07) p=0,65. Ilpu BTOpu4HUTE KpailiHU TOUKHU, YECTOTATa HA ChpACYHA
HEJIOCTAThYHOCT (KOMIIOHEHT Ha ChCTaBHATA KOMOMHHUpAaHA ChPJCYHO-Ch0BA KpaifHa TouKa) ¢ Oua
CUTHU(DHMKAHTHO MO-BHCOKA B TPyIiaTa Ha aMJIOJMIIMH, OTKOJIKOTO B Ipymara Ha xyopranuoH (10,2%
crpsimo 7,7%, RR 1,38, 95% CI [1,25-1,52] P <0,001). Benpeku ToBa, He ce HaOMIOAaBaT 3HAYNMHU
pas3In4us 10 OTHOIIEHUE Ha 00II[aTa CMBPTHOCT MEXJIy TpyIiaTa Ha Teparus ¢ aMJIOJUIINH U Ta3d Ha
tepanus ¢ xjopranuaoH RR 0,96 95% CI [0,89-1,02] p=0,20.

Bancaprau

BancapraH e nepopaitHO aKTHBEH, MOIICH U crieluduyeH aHrnoTeH3uH 1 perenTopeH aHTaroHuCT.
Toil Bb3A€iiCTBA CeNIEKTUBHO BbpXY AT peenTopHus MOATUIL, KOUTO € OTTOBOPEH 3a MO3HATUTE
Bb3aeHcTBUs Ha anruoteHs3uH II. [loBuiieHnTe mia3Menn HUBa Ha aHruoTeH3uH Il B pe3ynTar Ha

AT, perientopHaTa 010Kajia ¢ BajcapTaH MOTaT Jia CTUMYJHpaT He Ojiokupanust AT, perientop, KOETo
M3TIeKIa MPOTHBOIecTBa Ha edekTa Ha AT perienitopa. Bancapran He nposiBsiBa HUKaKBa YacTHYHA
aroHMCTHYHA akTUBHOCT KbM AT perenropa u uma 3HaunTenHo (okoio 20 000 mbTH) MO-rosaM
apuauTeT KpM AT perientopa, oTkonkoTo KbM AT, penenrtopa.

Basncapran ve naxubupa ACE, u3Becten u kato krHaza I, koiTo mpeBpbIa aHrnoTeH3uH | B
anruoten3uH 11 n nmoHmxkasa 6panukuaHa. THit KaTo HiMa edekT Brpxy ACE u He ce moTeHImpar
edexTuTe Ha OpaIuKUHUH U cyOcTanius P, e manko BeposiTHO anruoTeH3uH Il peuentopuute
AQHTaroOHMCTH JIa CE CBbP3BaT C KalUINIA. B KIMHUYHY MTPOyYBaHuUs, KBIETO BaJCApTaH € CPABHABAH C
ACE naxubutop, n3spara Ha cyxa kannmura e 3aagumo (P <0,05) mo-maika mpu manueHTuTe
JIEKyBaHH C BaJICapTaH OTKOJIKOTO pH Te3u JieKyBaHu ¢ ACE naxuburop (cboTBeTHO 2,6%

capsmo 7,9%). B kKMuHUYHK NpoyYBaHUs [IpH NAlMEHTH C aHAMHE3a 3a CyXa KallllMIa 1o BpeMe Ha
nedgerne ¢ ACE uaxudbutop, 19,5% ot npoydBanuTe auia noixydaBamy Bajacaptan u 19,0% ot te3n
MOJTy4aBally THA3UIECH JUYPETUK UMaT KallIuia, cpaBHEHO ¢ 68,5% oT nunara nekyBanu ¢ ACE
naxuobutop (P <0,05). Bancapran He ce cBbp3Ba U HE OJIOKHUPA PELENTOPH HA APYTH XOPMOHH HIIH
HOHHM KaHaNH, 3a KOUTO € U3BECTHO, Y€ Ca BAKHU 3a ChbPACYHO-ChA0BATA PEryJIaIlysl.

HpI/IJ'IO)KeHI/ICTO Ha BaJICapTaH NIPH NALUCHTH C XUIICPTOHHA BOAXU 1O IMTOHUKABAHC HA apTCPUATTHOTO
Hajarane 0e3 MOBIUSABAHE HA ImyJicoBaTa 4€CTOTaA.
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IIpu moBedeTo manMeHTH, Clie]] eTHOKPATEH IMepopalieH MpHUeM, Ha4aJoTO Ha aHTUXUIIEPTEH3UBHOTO
JICHCTBHIE € B paMKHTE Ha 2 Jaca, a ITMKa B IOHKaBaHETO HA apTEPUATHOTO HAIIATaHE CE€ TOCTHUTA B
paMkuTe Ha 4-6 yaca. AHTUXMIIEPTEH3UBHUAT e(DeKT NpoabikaBa Haf 24 daca cieq npueMa. [Ipu
pENOBEH NMpUEM MaKCUMyMa B peAyKLUATa Ha apTepUATTHOTO HaJsTaHe ¢ BCAKa J103a, KaTo L0, ce
MOCTHTA B paMKUTe Ha 2-4 CeIMUIIN U CE MOIIbpKa B X0Jla Ha ABJITOTpaiiHa Tepanus. BHezamHOTO
MPEyCTAaHOBSBaHE Ha JICYEHUETO C BAJICApTaH HE Ce CBBbP3Ba C prOayH I XUNIEPTOHHS WIIH C IPYTH
HEXEJTaHU KIMHUYHU PEaKIUU.

IHpyau.: 08ouno baoKupane Ha peHuH aneuomensut -aioocmeponosama cucmema (PAAC)

[Be ronxemu pannomusupanu koutponupanu npoyusanusi — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekyio rno6anHo u3nureate 3a
KpalHHA TOYKH Ha TEJIMHUCAPTaH, CAaMOCTOSATEITHO U B KoMOuHaIus ¢ pamunpuid) u VA NEPHRON-D
(KnuanuHO npoy4BaHe CBBP3aHO C pa3BUTHE Ha HEQpomaTHsl MpU AUAOET, MPOBENEHO OT
MWUHHCTEPCTBO MO BBIPOCUTE HA BETEpPaHUTE) — MPOyYBar ynorpedbara Ha komOuHanusiTa or ACE
naxuoutop u APb.

ONTARGET e mpoyuBane, mpoBeIcHO NMPH MAIUEHTH ¢ aHAMHE3a 32 ChPJICYHO-CHI0BA WU
MO3BYHOCH0BA 0OJIECT, MK 3aXapeH nquadeT THIl 2, IPUAPYKEHU C TaHHH 32 YBPEeKIaHEe Ha
edexropran opranu. VA NEPHRON-D e npoyuyBaHe npu manueHTH ChC 3aXapeH quadet Tvm 2 1
nuabetHa HedpomarTus.

Te3u mpoy4yBaHusI HE IOKa3BaT 3HAUYNM OnaronpusaTeH ehekT BrpXy ObOpedHNTE U/ ChPICTHO-
CBAOBUTC MOCJICANLIA U CMBPTHOCT, KaTO CHIICBPEMEHHO Ca HaGJ’HOZ[aBaHI/I TMMOBHUIICH PUCK OT
XHIIEPKATHEMUs], OCTPO YBpEXkKIaHe Ha ObOpEUTe W/HIIN XUIIOTOHUS B CPABHEHUE C MOHOTEPAIHATA.
Kato ce umar npeaBua cxogHuTe UM GpapMakoANHAMUYHH CBOWCTBA, TE3H PE3YNTATH ca MPUIOKUMHU
u 3a npyru ACE unxubutopu u APB.

ACE unxubutopu u APB ciienoBareHo He TpsOBa Jia ce U3I0JI3BaT €AHOBPEMEHHO ITPH MAIUSHTH C
nuaberHa Hepomatus (BXK. Touka 4.4).

ALTITUDE (KnuauuHO npoy4BaHe MPOBEACHO ¢ alCKUPEH NPH MAIUEHTH ChC 3aXapeH JradeT THIT
2 ¢ U3MOJI3BaHE HA ChPIEYHO-CHJIOBU M OBOpEeUHH 3a00sIBaHMS KATO KPAaiHU TOUKH) € IPOYUBAHE,
NpeJHa3HaYeHO Aa U3CIIeABa Moja3aTa oT 100aBsSHETO Ha aJCKUPEH KbM cTanaapTHa Tepanusi ¢ ACE
nHxubuTop win APB npu nanueHTH che 3aXapeH AuadeT THI 2 U XpOHUYHO OBOpedHo 3a00IsBaHe,
CBhPACYHO-CHA0BO 3a00J1s1BaHe WK U ABeTe. [IpoyuBaHeTo € mpeKpaTeHo MpeXaAeBPEMEHHO Opaan
MOBHUIIIEH PUCK OT HEOIAronpuaATHH nociaeauny. Kakto cepaedHo-cboBaTa CMBPT, TaKa U HHCYIATHT
ca MMo-4eCTH B TpylaTa Ha aJJTUCKUPEH, OTKOJIKOTO B Tpynara Ha ruiane0o, a mpe/cTaBisBalluTe
MHTEpeC HeXKeNlaH! CHbOUTHS M CEPUO3HH HEXKENIaHU ChOUTHS (XUTIEPKATUEMHUSI, XUTIOTOHHS 1
O0bOpeuHa TMCPYHKIMS) ce ChOOIIAaBAT MIO-YECTO B IpyIaTa Ha aTMCKUPEH, OTKOJIKOTO B Ipylnara Ha
w1aneoo.

5.2 ®apmMakoKWHeTHYHH CBONCTBA
JIunenHocT
AMIIOIMTIIVH U BaJIcapTaH UMaT JTMHeHHa (hapMaKOKMHETHKA.

Awmitoqunun/Bancapran

Crnen nepopaiiHo npuioxkeHue Ha Dafiro, THKOBH M1a3MeHM KOHIIEHTPAIlMU Ha BaJICApTaH U
aMJIOJIAITMH C€ JOCTUTAT 32 ChOTBETHO 3 1 6-8 daca. CteneHTa U pa3MepbT Ha abcopbums Ha Dafiro ca
SKBUBAJICHTHH HA OMOHAJIMYHOCTTA Ha BaJICApTaH M aMJIOJIUITNH, PUIIOKEHU KaTO OT/ICITHUA TaOJICTKHU.
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AMnogunmH

Abcopoyus: Cnen nepopaiHo NPUIOKEHUE Ha TePareBTUYHA 1032 aMJIOAUIUH, TMKOBHU IIa3MEHU
KOHIIEHTpaLIMK ce J0oCcTHraT 3a 6-12 yaca. AGconmoTHaTa OHOHATMYHOCT € MeXay 64% u 80%.
bronanmmyHOCTTa Ha aMJIOTUITHH HE CE TIOBJIMABA OT IIpHeMa Ha XpaHa.

Pasnpedenenue: Obema Ha paznpezaencHue ¢ npudimsurenno 21 1/kg. In vitro npoyuBanus mokassar,
ye mpubau3nuTenHo 97,5% OT mUPKyIHNPaIoTo JEKapCTBO CE€ CBHP3BA C IIa3MEHHUTE IPOTEHHH.

buomparncpopmayus: AMnogunuH ce MeTadoau3npa ocHOBHO (Tipudmm3uTentHo 90%) B uepHus apod
JI0 HEAaKTUBHU META0OUTH.

Enumunupane: EnMMuHupaneTo Ha aMIIOTUIIMH OT IJia3Mara € 0udasHo ¢ TepMHUHANICH MTOTYXUBOT Ha
enumuarpane npubmmzutenHo 30 go 50 yaca. CtanmoHapHUTE TJIa3MEHN HUBA CE IOCTHUTAT CIIe]
NPOIBIDKUTENICH npreM 3a 7-8 nuu. 10% o1 opuruHanuus amnogunut 1 60% oT HeTOBUTE METabOIUTH
Ce eKCKpeTHpar C ypuHara.

Bancapran

Abcopbyus: Cnen nepopaaHo NPUIOKEHHE Ha BaJICAPTaH IMMKOBHUTE TUTA3MEHU KOHIICTPAIIUU CE&
nocrturat 3a 2-4 yaca. CpenHara abconroTHa OnoHanuvHocT € 23%. XpaHaTa HamaJsiBa €KCIIO3HLIUATA
(onpeneneno upe3 AUC) Ha BancaptaH ¢ okono 40% u nukoBara mnazmera KOHIEHTpanus (Cmax) €
okoio 50%, BBIIPEKH TOBA OKOJIO § "aca CJe/ MpueMa Iia3sMeHUTE KOHIICHTPAllK Ha BajcapTaH ca
NoJO00HM B TPYIHUTE MPUEMANH JIEKaPCTBOTO ClIe]] HaXpaHBaHe U Ha riaaHo. Tasu peaykuust Ha AUC,
obade He ce CHITBTCTBA OT KJIMHUYHO 3HAYMMa PEAYKIMS Ha TEPANeBTUUHHSA €(DEKT U 110 Ta3u MpUINHA
BaJICAPTAaH MOXeE JIa ce TpHeMa Ha TJ1aJJHO WK CJIe]l HaXpaHBaHe.

Pasnpeoenenue: CTaliuoOHapHUAT 00eM Ha pasnpesieieHHe Ha BaJICapTaH Clie/l HHTPAaBEHO3HO
NPUIIOKEHHUE € OKOJIO 17 IMTpa, KOeTo MoKa3Ba, ue BajIcapTaH He ce pa3npesielis IIMPOKO B ThKaHUTE.
Bancapran ce cBbp3Ba BbB BUCOKA CTEIIEH ChC cepyMHUTE TpoTenHu (94-97%), OCHOBHO ChC
CepyMHHUS anOyMuH.

buompancgopmayusn: Bancapran He ce MeTab0oIM3Upa BbB BUCOKA CTENEH, Thil KaTo camo okoio 20%
OT J103aTa ce yCTaHOBsIBa 0/ (hopMara Ha MeTa0oNUTH. B TI1a3mara e ycTaHOBEH XUIPOKCH
MeTaboNHT B HUCKH KOHIeHTparuu (mo-manko ot 10% ot AUC Ha Bancaprtan). To3u Mmetabonut e
(hapMaKoJIOrMYHO HEAKTUBEH.

Enumunupane: Bancaptan nokaspa MyJITHEKCIIOHEHLIMAIHA KMHETHKA Ha pasnaf (t¥2 o <1l wac u t¥2 3
okouo 9 waca). Basncapran ce emuMuHAIpa OCHOBHO ¢ (perreca (oxoiro 83% oT mo3ara) u ypuHaTa
(okono 13% ot 103aTa) OCHOBHO KaToO HEMPOMEHEHO chenHeHue. Crell HHTPaBEHO3HO MPUIIOKEHUE
TUTa3MEeHMsI KIMPBHC Ha BajcapTaH € npuoiamu3utenHo 2 1/4, a 0p0peunns knupbHC € 0,62 1/9

(oxomo 30% ot obmus kmpbhHC). [0y XKUBOTHT Ha BajcapTaH € 6 Jaca.

CHGLII/IaJ'IHI/I nonyjganvuu

Teouampuuna nonynayus (6w3pacm nod 18 2oounu)
Hsama apmMakokiHETHYHY JaHHU 3a IAIIMEHTUTE Ha Bh3pact noj 18 roxuHy.

Hayuenmu 6 nanpeonana év3pacm (8v3pacm Hao 65 200unu)

BpemeTo 3a qocTurane Ha MUKOBY IUIa3MEHU KOHIIEHTPAIIUU Ha aMJIOJMITAH € CXOTHO TIPH MIIa T
MAIUCHTH U TPU MAIUEHTH B HANIPEHANIA Bh3pacT. MiMa TeHACHIUS Py NAllMCHTUTE B HAIIPeTHAIA
BB3pacT KJIMPbHCA Ha aMIJIOIMIIMH J1a HaMaJlsfiBa, KOETO BOM JI0 ITOKa4YBaHE Ha IIOIITA O] KpUBaTa
(AUC) u momy>kuBoTa Ha enmuMmuHUpane. Cpegnara cuctemaa AUC 3a BajcapTaH € 110 BICOKa ChC
70% mipu MAIMEHTH B HANPEIHAA B3PacT B CPABHEHUE C ITO-MJIAJV MTAIUCHTH, TIOPAId Ta3u MPUINHA
¢ HeoOX0IMMO BHHMaHHUE MPH MMOBHUIIIABaHE Ha J03aTa.
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bwvbpeuno yspeacdane

dapMakOKHHETHKATa HA aMJIOJMITMH HE ce TIOBJIHSABA 3HAYUMO TIPU HApYyIIIeHHe Ha ObOpevHaTa
¢yuakmms. Kakto ce odakBa 3a BemeCTBO, YMHTO ObOpedeH KIUPBHHC € caMo 0Koiio 30% oT obmus
TUIa3MEH KIIMPBHC, HE Ce Ha0JII01aBa Kopeanus Mex 1ty ObOpeunaTa pyHKIUS 1 CUCTEMHATa
€KCITO3UITUS KbM BaJicapTaH.

Yeproodpobuo yepesicoare

Hanmgaam ca MHOTO OTpaHUYCHH JAHHH 32 TMPIIIOKCHUETO Ha aMIIOAUITNH TIPH TTAITUEHTH C
4epHOIPOOHO yBpexknaHe. [laruenTure ¢ uepHOAPOOHO yBpeXkKIaHe UMAT HaMalleH KIIMPBHC Ha
aMJIOZMITHH ¢ nocieBaio nokauysane Ha AUC ¢ mpubnusutento 40-60%. [Ipu manueHTH ¢ JIeko 10
YMEPEHO TEXKKO M3Pa3eHO XPOHHIHO YePHOIPOOHO 3a00sIBaHe EKCIIO3UIINATA KbM BaJcapTaH
(ompenenena upes croriHoctuTe Ha AUC) € 1Ba MbTH MO-BUCOKA OT YCTAHOBEHATA MIPH 3[IPABH
JIoOpOBOIIIHY (TPYITUPAHU TI0 BB3PACT, MO U Tero). [IpriioskeHueTo npy NalMeHTH ¢ Y4epHOAPOOHO
3a0ossiBaHe TPsOBa 1a ce OCHILECTBSABA C MOBHUIIICHO BHUMaHUeE (BXK. TOUKa 4.2).

5.3 IlpeakJMHUYHU AAHHH 32 0€30MACHOCT

Amnogunuy/Basicaprad

Hesxenanute nekapcTBeHH peaklMi HAOMI01aBaHK B IPOYYBaHUS [IPH KMBOTHU MMAIIX BEPOSITHA
KIMHAYHA 3HAYUMOCT €a KaKToO cJIe/[Ba:

XHCTOIATOJIOTHYHHU JaHHU 3a BB3IIaJICHUEC Ca Ha6JIIOI[aBaHI/I B XKJIC3UCTHUA CTOMAX IPHU MBXKKHU
TUTBXOBE TIPH €KCITO3UIHSI OT oKouio 1,9 (Bancapran) u 2,6 (aMJIOJUNIH) THTH HAJ KIMHAYHUTE JO3H
ot 160 mg Bancaptad u 10 mg amnoaunud. [Ipy no-BUCOKH €KCIO3ULMHU UMa YILEPALUU U €PO3UH MO
CTOMAaITHATA JINTaBUIIA KaKTO MPH )KEHCKHUTE, TaKa U TP MBXKKHTE TUIbX0Be. [lomo0HN mpomenHn ce
Ha0JIr0AaBaT M MPH TpymaTa mpueMaiia camo Bajcaprtas (excrnosunus 8,5-11,0 mbTu HaJ KIMHIYHATA
no3a ot 160 mg Bancaprtan).

ITpu excriozuus 8-13 (BancapraH) u 7-8 (aMIIoIWIIMH) TBTH HAJ KIIMHUYHATA 11032 OT 160 mg
BajicapTa u 10 mg aMIIOUNIVH Ce YCTAaHOBSIBAT yBEJIIMYEHA YECTOTA U TEKECT Ha ObOpedyHara
TyOyHa 6230 MIvsl/ XUaTMHU3AIM, TUIATAIUI U OTIUBKY, ChI0 U HHTEPCTUITHAITHO JTUMGOIUTHO
BB3MAJICHUE U XUIepTpodus Ha apTepuoiapHaTa Meus. CXOIHU IPOMEHH CE YCTAaHOBSIBAT B Ipyrara
npueMaiiia caMmo Bajcaptat (excro3unus 8,5-11,0 mpTy Hax KTMHUYHATA J03a oT 160 mg BancapraH).

B npoyuBane 3a emOpuo-¢eTanHo pa3BUTHE MPH ILTHXOBE ce HAOII0AaBaT yBEIMYEHA YECTOTa Ha
JWITaTHPAaHN ypeTepH, MajpopMallii Ha CTepHyMa 1 Heocupuirpanu (haraHTy Ha TIPETHU JIAH IIPH
eKCITO3UIHs OT OKouo 12 (Bancaptan) u 10 (amiioauIuH) bTH HaJ KIMHUYHATE 103U OT 160 mg
Basicaptad u 10 mg ammoaunuH. JlunaTupanu yperepu ce HaOIr0AaBaT M B rpymnara caMo ¢ BaJicapTaH
(excrozummst 12 mbTH HaA KIMHUYHATA 7032 oT 160 mg Basicaptan). B ToBa mpoy4BaHe nma camo
c1a0bo n3paseHu Oene3n Ha MailurHa TOKCUYHOCT (yMepeHa peayKIns Ha TeIecHOTOo Teriio). Husoro,
MIpH KOETO He ce HabogaBar e(heKTr 10 OTHOIIICHUE Ha Pa3BUTHETO € 3-(BajcapTaH) U 4-
(amitomumuH) BT HAJ KIMHUYHATA ekcno3unus (Ha 6a3ata Ha AUC).

3a OTACIIHUTE CbCTABKU HAMA JJOKAa3aTCJICTBA 3a MYTAarcHHOCT, KJIaCTOI'CHECH e(i)eKT 1 KaHIICPOIr€HHOCT.

AmMnogunua

Penpodykmuena mokcuunocm

PerOHyKTI/IBHI/I IIpOy4YBaHUs IMPU INTBXOBE M MUIIKHU ITOKa3BaT 3aKbCHABAHC Ha JlaTaTa Ha paXKJIaHC,
YABIDKCHA TPOIB/DKATEITHOCT HA PAKIAHETO M HaMaJIeHa )KU3HECTIOCOOHOCT Ha MAJIKUTE MPH 031
npuOIU3UTETHO 50 MBTH MO-BUCOKH OT MaKCHUMATHUTE TPEMOPHUUTEIIHHI JO3H TIPH X0pa, U3UHUCIICHU
Ha 0aza mg/kg.

Hapvwenus 6ve hepmunumema
Hsma edext Bbpxy depTUINTETa HA IUTHXOBE, TPETUPAHHU ¢ aMJIOIUIMH (MBKKU — 64 THH U )KEHCKH —
14 nuu npenu undrocsane) B 103 10 10 mg/kg/nen (8 mbTu* MakcUMallHaTa MPEMOPbYUTEIHA 1032
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3a xopa oT 10 mg, u3uuciaena Ha 6aza mg/m?). B 1pyro npoydsaHe Ipy IIbXOBE, IPU KOETO MBKKH
ILTBXOBE Ca TPETUPAHH ¢ aMJIOMUIHH Oe3umaT 30 THHM, ¢ 103a CpaBHUMA C J03aTa IPH X0pa,
u34mciieHa Ha 6a3a mg/kg, ca yCTaHOBEHU OHWKCHH TUTa3MEHU (DOJIMKYJIOCTHUMYJIHPAIL XOPMOH H
TECTOCTEPOH, KAKTO U MOHWKEHHU TUIBTHOCT Ha CIiepMaTa U OpOoil Ha 3peiiu CliepMaTuIu 1
CEPTOJMEBUTE KIICTKH.

Kanyepocenesza, mymaeenesa

Hsima 1aHHYM 32 KaHIIEPOTEHHOCT MPH IUTHXOBE M MHIIKH, TPETHPAHHU BE TOAWHH C AMJIOIUITHH B
XpaHaTa B KOHIIEHTPAIINH, U3YUCIIEHH J1a OCUTYPSAT THEBHH Mo30Bu HUBA OT 0,5, 1,25 u 2,5 mg/kg/nen.
Haii-Bucokara mo3a (Tipu MUIIKH - GJIM3Ka 70, a TP ITHXOBE — J1BA IMTH* MO-BUCOKA OT
MaKCHMaJlHaTa IPeNopbhbuMTENHa KIMHUYHA 103a oT 10 mg, n3unciena 3a mg/m?) e 6uiaa GIu3Ka 10
MaKCHMAJIHO JIOIyCTHMATA J03a 32 MHIIIKH, HO HE U 32 TUTbXOBE.

[TpoyuBaHus 32 MyTareHHOCT HE TIOKA3BaT JICKAPCTBEHO-00yCcIOBEHH e()eKTH HUTO Ha TEHHO, HUTO Ha
XPOMO30MHO HUBO.

* y3quciieHa 3a nanueHTu ¢ terio 50 kg

Bancapran

HexnuHuuHWTE JaHHU HE MOKa3BaT 0coOEH PHCK 3a XOopa Ha 06a3aTa Ha KOHBEHIIMOHATTHUTE
(bapMaKoJIOTHYHH POYYBaHUS 32 OE30MACHOCT, MPOYYBAHHS 32 TOKCUYHOCT MPH MHOTOKPATHO
IIPWIAraHe, TeHOTOKCUYHOCT, KAHIEPOI€HEH TIOTEHIIUAN, PEIIPOAYKTUBHA TOKCUYHOCT U TOKCUYHOCT
3a pa3sBUTHUETO.

[Tpu mTbX0BE TOKCHYHU J103U 3a MaiikaTa (600 mg/kg/neH) o BpemMe Ha MOCICIHUTE THH OT
OpEeMEHHOCTTA U MEePHO/Ia Ha JIAKTAIHS ca JJOBEJH JI0 M0-HUCKA CTEeTIeH Ha MPEXKUBAEMOCT, TI0-Cl1abo
HaJ/1aBaHe Ha TETJI0 U 3a0aBeHO pa3BHUTHE (OT/ACISHE HA YITHATA MU/Ia U OTBApSIHE Ha CITyXOBUS
KaHaJ) Ha TIOKOJIEHHETO (BX. Touka 4.6). Te3u mo3u npu mrexose (600 mg/kg/neH) nmpencrasispar
npubmu3uTenHo 18 MbTH MaKCHMalIHATA TIPENOPHUMTENHA J103a IPH X0pa Ha 6a3ara Ha mg/m?
(M3umcneHusITa ce OTHACAT 3a TiepopaiHa 1o03a 320 mg/neH u manueHT ¢ Terao 60 kg).

[Tpu npeAKITMHUYHK TPOYyYBaHUs 32 Oe30MacHOCT BUCOKH 1031 Bascaptad (200 mo 600 mg/kg
TEJIECHO TEeTJI0) MPEeIN3BUKBAT MIPH TUTHXOBE HAMaJIsIBaHE Ha MapaMETPHUTE Ha YEPBEHUTE KPHBHU
KIIETKH (EPUTPOIIUTH, XEMOTIIOOWH, XEMaTOKPHUT) U IPUIMHSABAT IPOMEHH B ObOpeuHaTa
XeMO/IMHAMHKa (JIEKO IOBUIIIaBaHe Ha ypesiTa B KPbBTa, ObOpeuHa TyOyliHa XUIMEpIUIa3us U
0azo¢unus npu MBxkKuTe). Tesn no3u mpu mrbxose (200 no 600 mg/kg/nen) npencrapnsBar
NpUOIM3UTENHO 6 1 18 ITbTH MaKCHMMalTHATA NIPENIOPHYMTENTHA JI03a TIPU Xopa Ha 0a3aTta Ha mg/m?
(u3umncieHHsATa ce OTHACAT 3a nepopaina 1o3a 320 mg/aen u nauueHT ¢ terio 60 kg).

IIpn MapMO3eTKH B CpaBHUMH J03H TPOMEHHUTE ca MOA00HH, HO MO-TEXKH, 0CO0eHO B OBOpernuTe,
KBbAETO MPOMEHHUTE Ce Pa3BUBAT 0 He(pomaTus, BKIOYBAIla OBUIIEHUE HA ypesTa U KpeaTHHUHA B
KpBBTA.

HabmionaBa ce cpuio xuneprpodus Ha ObOPEUHUTE IOKCTATJIOMEPYIIHU KJICTKU U TIPU 1BaTa BUAA.
Cuura ce, 4e BCHUKU POMEHHU CE AbJKAT Ha (papMaKoIOTHYHOTO JEHCTBHE Ha BajcapTaH, KOETO
BOJIU JIO MIPOIBIDKUTENHA XUIIOTOHMSI 0COOEHO TpU MapMo3eThTe. V3riexa, ue TeparneBTuaHara 103a
Ha BaJIcapTaH IPH XOpa He € CBhp3aHa ¢ XUNepTpodus Ha ObOPEYHHUTE FOKCTATTIOMEPYITHH KIICTKH.
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6. DODAPMAIIEBTUYHHU JAHHHU
6.1 CHoucbk Ha IOMOILIHHUTE BelIeCTBA

Dafiro 5 mg/80 mg dwimupann TabIETKH

Cvpuesuna na mabremxama

Ilenynoza, MUKpOKpHUCTAIIHA
Kpocmosumon (Tum A)

CUUIMEB TUOKCH]T, KOJIOUCH O0€3BOICH
Marune3ueB creapat

Loxkpumue
Xumnpomenosa, 3amectBani Tai 2910 (3 mPa.s)

TurtanoB nuokcun (E171)
Kenesen oxcum, xbaT (E172)
Maxporo:n 4000

Tank

Dafiro 5 mg/160 mg dpunmupanu TabneTKku

Cvpyesuna na mabremkama

[emyno3a, MUKpOKpHUCTaIHA
KpocnoBuzon (tum A)

CununueB TUOKCH]I, KOJIOUIEH 0€3BOICH
Marnesues creapar

Loxkpumue
Xwumpomenosa, 3amectpa tar 2910 (3 mPa.s)

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

Tank

Dafiro 10 mg/160 mg dunmupanu TabJIeTKA

Cvpuesuna na mabremxama

[enyno3a, MUKpOKpHUCTaIHA
KpocnoBuon (tum A)

Cunuiues TMOKCHI, KOJIOUAeH 0€3B0IeH
Marune3ueB cteapat

Hoxpumue
Xwumpomeno3sa, 3amectBant Tai 2910 (3 mPa.s)

TuranoB nuokcua (E171)
JKnesen oxcun, xbaT (E172)
Kenesen oxcun, guepsen (E172)
Makxkporon 4000

Tank

6.2 HecbBMecTHMOCTH
Henpunoxumo
6.3 Cpok Ha roaHOCT

3 rOIuHMU.
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6.4 Chneuuajanm ycjaoBHs HA CbXpaHeHUe

[a ue ce cexpanssa Hag 30°C.

[a ce cpxpaHsiBa B OpUTHHATHATA OTIAKOBKa, 32 J]a C€ Mpera3u OT Biara.

6.5 Bujau chabpiKaHue HA ONIAKOBKATA

PVC/PVDC 6muctepu. Enun 6inctep cbabpka 7, 10 nwimu 14 dunmmupanm TabIeTKu.

Bunogre onakosku: 7, 14, 28, 30, 56, 90, 98 niau 280 ¢unmupanu TabieTKu U TPYIOBH ONAKOBKH,
coabppkanm 280 (4x70 wmu 20x14) punmupanu TabIeTKH.

PVC/PVDC nepdopopan enromozoB omucrep. Exun 6muctep coappxa 7, 10 wm 14 punvupann
TaOJEeTKH.

Bunose onakoBku: 56, 98 win 280 GpuamMupanu Ta0NETKH.

He Bcruky BUAOBE OMAKOBKK MOTarT Jia ObIaT IMMyCHATH Ha ma3apa.

6.6 CroeuuaJiHU NpeANa3Hu MePKH NPH U3XBbPJIsiHE U padoTa

Hsama CricuyaJIHi N3UCKBaHU .

7. HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Upnannus

8. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

Dafiro 5 mg/80 mg dunmupanu TabneTKu

EU/1/06/371/001
EU/1/06/371/002
EU/1/06/371/003
EU/1/06/371/004
EU/1/06/371/005
EU/1/06/371/006
EU/1/06/371/007
EU/1/06/371/008
EU/1/06/371/025
EU/1/06/371/026
EU/1/06/371/027
EU/1/06/371/034
EU/1/06/371/037
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Dafiro 5 mg/160 mg dunmMupanu TabIeTKH

EU/1/06/371/009
EU/1/06/371/010
EU/1/06/371/011
EU/1/06/371/012
EU/1/06/371/013
EU/1/06/371/014
EU/1/06/371/015
EU/1/06/371/016
EU/1/06/371/028
EU/1/06/371/029
EU/1/06/371/030
EU/1/06/371/035
EU/1/06/371/038

Dafiro 10 mg/160 mg dunMmupanu TabneTKu

EU/1/06/371/017
EU/1/06/371/018
EU/1/06/371/019
EU/1/06/371/020
EU/1/06/371/021
EU/1/06/371/022
EU/1/06/371/023
EU/1/06/371/024
EU/1/06/371/031
EU/1/06/371/032
EU/1/06/371/033
EU/1/06/371/036
EU/1/06/371/039

9. JATA HA IT'bPBO PAZPEINABAHE/IIOJJTHOBABAHE HA PASPELIEHUETO 3A
YIIOTPEBA

[ata Ha mepBO pazpemaBane: 16 aayapu 2007 r.
[ata Ha mocnenHo nmonHoBsiBaHe: 21 HoemBpu 2011 .

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

IToapoOHa uHoOpMalKs 3a TO3M JCKapCTBEH MPOIYKT € MpeIocTaBeHa Ha yeOcaliTa Ha EBporneiickara
areHIus 1o Jekapcreata http://www.ema.europa.eu
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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. NPOU3BOIUTEJIHN, OTTOBOPHHU 3A OCBOBOXKJIABAHE HA ITAPTH/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

Ucnammsa

Novartis Pharma GmbH
Sophie-Germain-Strasse 10

90443 Niirnberg

I'epmanus

[TeuaTHaTa TMCTOBKA HA JICKAPCTBEHUS IPOAYKT TPsIOBa Aa ChIbPrKa MMETO U afpeca Ha
IPOU3BOJUTEIIS, OTTOBOPEH 32 OCBOOOKIaBaHETO HAa ChOTBETHATA MAPTHUIA.

b. YCJOBUS NN OT'PAHUYEHUA 3A TJOCTABKA U YIIOTPEBA

.HeKapCTBeHI/IHT MMPOAYKT C€ OTITYCKA I10 JICKAPCKO NPCAIINCAaHUC.

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

WzuckBanwmsra 3a mogaBane Ha [1AJIb 3a To3u JIeKapCTBEH MPOAYKT Ca MMOCOYCHH B CIIHICHKA C
pedepentnute natu Ha EBponeiickus cpio3 (EURD cnucek), npensuaen B wi. 1078, an. 7 ot

Hupextusa 2001/83/EO, 1 BbB BCUUKH CJIEABAIIN aKTyaJIM3aL1H, ITyOJIMKYBaHH Ha €BPOINICHCKUS

yeOmnopTain 3a JeKapcTBa.

. YyciaoBus WJIK1 OT'PAHUYEHMNS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA

HA JIEKAPCTBEHMUSA ITPOAYKT

Henpunoxumo
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HPUJIOKEHHUE I11

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA

27



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

KAPTOHEHA KYTHUS HA EAMHUYHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Dafiro 5 mg/80 mg dbunmupanu TabaeTku
aMJIOTUTIMH/BacapTaH

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

Bcesika punmupana tabneTka chabpika 5 mg aMIOAMIHH (KaTo amiionunuH Oesunar) u 80 mg
BaJICApPTaH.

|3. CHOUCBHK HA HOMOIIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana Tabierka

7 hunmupaHu TabIeTKA

14 punmupanu TabiIeTKH

28 punmupany TaOJIETKH

30 ¢unmupanu TabIETKH

56 duiMupanu Ta0JICTKH

90 dunmupanu TaOJICTKH

98 punmupanu TabIEeTKH

280 pummupanu TadIeTKH

56x1 dbunMupanu Tabaeku (eIMHIYHH J031)
98x1 ¢punmupanu TabaeKu (€IMHUYHH J031)
280x1 dunmupanu Tabneku (€UHUIHHU JT03H)

‘ 5. HAYUH HA ITPUJIOKEHUE U I'bT(MLIA) HA BBBEXKJIAHE

[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, HEJIOCTHITHO 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.
Ja ce cbxpaHsiBa B OpUr'MHAJIHATa ONAKOBKA, 3a JIa ce MPEe/MNa3y OT Biara.

10. CIHENHUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJAPEC HA ITPUTEKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Wpnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/06/371/001 7 ¢bunMupanu TabaeTKu

EU/1/06/371/002 14 punmupanu TabIeTKH

EU/1/06/371/003 28 dpunmMupanu TaOIEeTKH

EU/1/06/371/004 30 ¢unmMupaHn TaOIETKH

EU/1/06/371/005 56 ¢unmMupaHu TabIETKH

EU/1/06/371/006 90 punmMHupaHu TaOIETKH

EU/1/06/371/007 98 punmupaHn TaOIETKH

EU/1/06/371/008 280 ¢hunMupanu TabiaeTku

EU/1/06/371/025 56x1 ¢punvupana TabneTka (SIMHHYHH JT03H)
EU/1/06/371/026 98x1 dunmvupana tabjeTKa (SIUHHYHH JT03H)
EU/1/06/371/027 280x1 ¢punmupana TabneTka (SAMHUYHH JT03H)

13. MNAPTHUJAEH HOMEP

ITapTunen Ne

14. HAYMH HA OTIITYCKAHE

JlexapcTBEHUAT MPOYKT C€ OTITyCKa I10 JIEKAPCKO MPEATHCaAHHE.

15. YKA3AHUA 3A YIIOTPEBA
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16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

Dafiro 5 mg/80 mg

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

JByn3mepeH 0apKoJl C BKIFOUEH YHUKAICH UIACHTU(DUKATOD

‘ 18. YHHUKAJIEH UIEHTUOUKATOP — 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 JIEKAPCTBEHUA TPOAYKT

Dafiro 5 mg/80 mg dbunmupanu TabaeTku
aMJIOTUTIMH/BacapTaH

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

Bcesika punmupana tabneTka chabpika 5 mg aMIOAMIHH (KaTo amiionunuH Oesunar) u 80 mg
BaJICApPTaH.

|3. CHOUCBHK HA HOMOIIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana Tabierka

70 ¢punmupanu Tabnetku. YacT ot rpymnosa onakoBka. Jla He ce mposaBa OTIEITHO.
14 punmupanu TabneTky. YacT oT rpymosa onakoBka. Jla He ce mpoaaBa OTAETHO.

‘ 5. HAYMH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEX/IAHE

[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, HCAOCTBIIHO 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

Ha ue ce cexpansBa nag 30°C.
Jla ce chxpaHsiBa B OpUTMHATTHATA OTIAKOBKa, 32 J]a C€ Mpe/a3y OT Biara.
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHEHOUAJIHHU INPEAITA3SHA MEPKU ITPU U3XBBHPJISSHE HA HEU3ITOJI3BAHA
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 PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/06/371/034 280 punmmupanu Tabnerkn (4x70)
EU/1/06/371/037 280 dunmupanu tadbnerku (20x14)

13. HMAPTUIAEH HOMEP

IMaptunen Ne

14. HAYMUH HA OTIIYCKAHE

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

| 15. YKA3AHMHS 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

Dafiro 5 mg/80 mg

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/|

‘ 18. YHHUKAJIEH UWIEHTUOPUKATOP — JAHHHU 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

Dafiro 5 mg/80 mg ¢punmupanu tabiaeTku
aMJIOTATTHH/BaJICapTaH

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmupana tabnerka chabpKa 5 mg aMIoaunuH (kato amyiogunul 6ezmnar) u 80 mg
BaJICApPTaH.

‘ 3. CITMCBK HA IOMOIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Ounmvupana TabiaeTka

I'pynoBa onakoska: 280 (4 onakoBk#u 1o 70) hunMupanu TabaeTku
I'pynosa omakoBka: 280 (20 onakoBku 1o 14) dpunmupanu TabIeTKH

S. HAYUH HA ITPUJIOKEHUE U I'bT(MIIA) HA BBBEX/JIAHE

IIpeau ynorpeba npovereTe 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, HEJIOCTHITHO 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

Ja ue ce cexpanssa Hag 30°C.
Jla ce chxpaHsiBa B OpUTMHATHATA OTIAKOBKa, 32 J]a C€ Mpe/a3u OT Biara.
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10. CHEHOUAJIHHU INPEAITA3SHA MEPKU ITPU U3XBBHPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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 PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/06/371/034 280 punmmupanu Tabnerkn (4x70)
EU/1/06/371/037 280 dunmupanu tadbnerku (20x14)

13. HMAPTUIAEH HOMEP

IMaptunen Ne

14. HAYMUH HA OTIIYCKAHE

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

| 15. YKA3AHMHS 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

Dafiro 5 mg/80 mg

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJ ¢ BKIIOYECH YHUKAJIEH HACHTU(DHUKATOD

‘ 18. YHHUKAJIEH UIEHTUOPUKATOP — JAHHU 3A HETEHE OT XOPA

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

BJIMCTEPHU

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Dafiro 5 mg/80 mg ¢punmupanu tabiaeTku
aMJIOTUTIMH/BacapTaH

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

Dafiro 5 mg/160 mg dhunmupanu TadbireTku
aMJIOTUTIMH/BacapTaH

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

Bceska ¢punvupana tabneTka chabpika S mg aMIIOAWIVH (KaTo aMIouniH Oe3nnar) u 160 mg
BaJICApPTaH.

|3. CHOUCBHK HA HOMOIIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana Tabierka

7 hunmupaHu TabIeTKA

14 punmupanu TabiIeTKH

28 punmupany TaOJIETKH

30 ¢unmupanu TabIETKH

56 duiMupanu Ta0JICTKH

90 dunmupanu TaOJICTKH

98 punmupanu TabIEeTKH

280 pummupanu TadIeTKH

56x1 dbunMupanu Tabaeku (eIMHIYHH J031)
98x1 punmupanu TabaeKu (€IMHUYHH J031)
280x1 dunmupanu Tabneku (€QUHUIHHU T03H)

‘ 5. HAYUH HA ITPUJIOKEHUE U I'bT(MLIA) HA BBBEXKJIAHE

[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, HEJIOCTHITHO 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.
Ja ce cbxpaHsiBa B OpUr'MHAJIHATa ONAKOBKA, 3a JIa ce MPEe/MNa3y OT Biara.

10. CIHENHUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJAPEC HA ITPUTEKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Wpnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/06/371/009 7 ¢bunMupanu TabaeTKu

EU/1/06/371/010 14 punmupanu TabIeTKH

EU/1/06/371/011 28 dpunmMupanu TaOIEeTKH

EU/1/06/371/012 30 ¢unmMupaHn TaOIETKH

EU/1/06/371/013 56 ¢unmMupaHu TabIETKH

EU/1/06/371/014 90 punmMHupaHu TaOIETKH

EU/1/06/371/015 98 punmupaHn TaOIETKH

EU/1/06/371/016 280 ¢hunMupanu TabiaeTku

EU/1/06/371/028 56x1 ¢punvupana TabneTka (SIMHHYHH JT03H)
EU/1/06/371/029 98x1 dunmvupana tabjeTKa (SIUHHYHH JT03H)
EU/1/06/371/030 280x1 ¢punmupana TabneTka (SAMHUYHH JT03H)

13. MNAPTHUJAEH HOMEP

ITapTunen Ne

14. HAYMH HA OTIITYCKAHE

JlexapcTBEHUAT MPOYKT C€ OTITyCKa I10 JIEKAPCKO MPEATHCaAHHE.

15. YKA3AHUA 3A YIIOTPEBA
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16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

Dafiro 5 mg/160 mg

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

JiBym3mepeH 0apKo ¢ BKIFOUCH YHUKAJICH UICHTU(GHUKATOP

‘ 18. YHUKAJIEH WIEHTU®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 JIEKAPCTBEHUA TPOAYKT

Dafiro 5 mg/160 mg dhunmupanu TadbireTku
aMJIOTUTIMH/BacapTaH

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

Bceska ¢punvupana tabneTka chabpika S mg aMIIOAWIVH (KaTo aMIouniH Oe3nnar) u 160 mg
BaJICApPTaH.

|3. CHOUCBHK HA HOMOIIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana Tabierka

70 ¢punmupanu Tabnetku. YacT ot rpymnosa onakoBka. Jla He ce mposaBa OTIEITHO.
14 punmupanu TabneTky. YacT oT rpymoBa onakoBka. Jla He ce mpoaaBa OTAETHO.

‘ 5. HAYMH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEX/IAHE

[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, HCAOCTBIIHO 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

Ha ue ce cexpansBa nag 30°C.
Jla ce chxpaHsiBa B OpUTMHATTHATA OTIAKOBKa, 32 J]a C€ Mpe/a3y OT Biara.
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHEHOUAJIHHU INPEAITA3SHA MEPKU ITPU U3XBBHPJISSHE HA HEU3ITOJI3BAHA
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 PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/06/371/035 280 punmmupanu Tabnerkn (4x70)
EU/1/06/371/038 280 dunmupanu tadbnerku (20x14)

13. HMAPTUIAEH HOMEP

IMaptunen Ne

14. HAYMUH HA OTIIYCKAHE

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

| 15. YKA3AHMHS 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

Dafiro 5 mg/160 mg

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/|

‘ 18. YHHUKAJIEH UWIEHTUOPUKATOP — JAHHHU 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

Dafiro 5 mg/160 mg ¢unmupanu TadbneTku
aMJIOTATTHH/BaJICapTaH

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHHIECTBO(A)

Bcesika punmupana tabieTka chabpiKa 5 mg aMiounuH (Kato aminogunuH oesmnat) u 160 mg
BaJIcCapTaH.

‘ 3. CITMCBK HA IOMOIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Ounmvupana TabiaeTka

I'pynoBa onakoska: 280 (4 onakoBku 1o 70) GuiMupaHu TabIETKH.
I'pynoBa omakoBka: 280 (20 onakoBku 1o 14) dmimupanu TabiaeTky.

S. HAYUH HA ITPUJIOKEHUE U I'bT(MIIA) HA BBBEX/JIAHE

IIpeau ynorpeba npovereTe 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, HEJIOCTHITHO 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

Ja ue ce cexpanssa Hag 30°C.
Jla ce chxpaHsiBa B OpUTMHATHATA OTIAKOBKa, 32 J]a C€ Mpe/a3u OT Biara.
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10. CHEHOUAJIHHU INPEAITA3SHA MEPKU ITPU U3XBBHPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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 PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/06/371/035 280 punmmupanu Tabnerkn (4x70)
EU/1/06/371/038 280 dunmupanu tadbnerku (20x14)

13. HMAPTUIAEH HOMEP

IMaptunen Ne

14. HAYMUH HA OTIIYCKAHE

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

| 15. YKA3AHMHS 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

Dafiro 5 mg/160 mg

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJ ¢ BKIIOYECH YHUKAJIEH HACHTU(DHUKATOD

‘ 18. YHHUKAJIEH UIEHTUOPUKATOP — JAHHU 3A HETEHE OT XOPA

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

BJIMCTEPHU

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Dafiro 5 mg/160 mg ¢unmupanu TadbneTku
aMJIOTUTIMH/BacapTaH

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

Dafiro 10 mg/160 mg dunvupanu TabaeTku
aMJIOTUTIMH/BacapTaH

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

Bcesika punvupana tabnetrka cpabpika 10 mg ammonumnie (kato amioaunuH 6e3mnat) u 160 mg
BaJICApPTaH.

|3. CHOUCBHK HA HOMOIIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana Tabierka

7 hunmupaHu TabIeTKA

14 punmupanu TabiIeTKH

28 punmupany TaOJIETKH

30 ¢unmupanu TabIETKH

56 duiMupanu Ta0JICTKH

90 dunmupanu TaOJICTKH

98 punmupanu TabIEeTKH

280 pummupanu TadIeTKH

56x1 dbunMupanu Tabaeku (eIMHIYHH J031)
98x1 punmupanu TabaeKu (€IMHUYHH J031)
280x1 dunmupanu Tabneku (€QUHUIHHU T03H)

‘ 5. HAYUH HA ITPUJIOKEHUE U I'bT(MLIA) HA BBBEXKJIAHE

[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, HEJIOCTHITHO 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.
Ja ce cbxpaHsiBa B OpUr'MHAJIHATa ONAKOBKA, 3a JIa ce MPEe/MNa3y OT Biara.

10. CIHENHUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJAPEC HA ITPUTEKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Wpnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/06/371/017 7 ¢bunMupanu TabaeTKu

EU/1/06/371/018 14 punmupanu TabIeTKH

EU/1/06/371/019 28 dpunmMupanu TaOIEeTKH

EU/1/06/371/020 30 ¢unmMupaHn TaOIETKH

EU/1/06/371/021 56 ¢unmMupaHu TabIETKH

EU/1/06/371/022 90 punmMHupaHu TaOIETKH

EU/1/06/371/023 98 punmupaHn TaOIETKH

EU/1/06/371/024 280 ¢hunMupanu TabiaeTku

EU/1/06/371/031 56x1 ¢punvupana TabneTka (SIUHAYHH JT03H)
EU/1/06/371/032 98x1 dunmvupana tabjeTKa (SIUHHYHH JT03H)
EU/1/06/371/033 280x1 ¢punmupana TabneTka (SAMHUYHH JT03H)

13. MNAPTHUJAEH HOMEP

ITapTunen Ne

14. HAYMH HA OTIITYCKAHE

JlexapcTBEHUAT MPOYKT C€ OTITyCKa I10 JIEKAPCKO MPEATHCaAHHE.

15. YKA3AHUA 3A YIIOTPEBA
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16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

Dafiro 10 mg/160 mg

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

JiBym3mepeH 0apKo ¢ BKIFOUCH YHUKAJICH UICHTU(GHUKATOP

‘ 18. YHUKAJIEH WIEHTU®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 JIEKAPCTBEHUA TPOAYKT

Dafiro 10 mg/160 mg ¢punvupanu TabaeTku
aMJIOTUTIMH/BacapTaH

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

Bcesika punvupana tabnetrka cpabpika 10 mg ammonumnie (kato amioaunuH 6e3mnat) u 160 mg
BaJICApPTaH.

|3. CHOUCBHK HA HOMOIIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana Tabierka

70 ¢punmupanu Tabnetku. YacT ot rpymnosa onakoBka. Jla He ce mposaBa OTIEITHO.
14 punmupanu TabneTky. YacT oT rpymosa onakoBka. Jla He ce mpoaaBa OTAETHO.

‘ 5. HAYMH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEX/IAHE

[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, HCAOCTBIIHO 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

Ha ue ce cexpansBa nag 30°C.
Jla ce chxpaHsiBa B OpUTMHATTHATA OTIAKOBKa, 32 J]a C€ Mpe/a3y OT Biara.
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHEHOUAJIHHU INPEAITA3SHA MEPKU ITPU U3XBBHPJISSHE HA HEU3ITOJI3BAHA
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 PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/06/371/036 280 punmmupanu Tabnerkn (4x70)
EU/1/06/371/039 280 dunmupanu tadbnerku (20x14)

13. HMAPTUIAEH HOMEP

IMaptunen Ne

14. HAYMUH HA OTIIYCKAHE

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

| 15. YKA3AHMHS 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

Dafiro 10 mg/160 mg

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/|

‘ 18. YHHUKAJIEH UWIEHTUOPUKATOP — JAHHHU 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

Dafiro 10 mg/160 mg ¢punmupanu TabneTKu
aMJIOTATTHH/BaJICapTaH

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHHIECTBO(A)

Bcesika punmupana tabnerka cpabpika 10 mg amnoaunuH (kato amioaunul 6e3unar) u 160 mg
BaJICApPTaH.

‘ 3. CITMCBK HA IOMOIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Ounmvupana TabiaeTka

I'pynoBa onakoska: 280 (4 onakoBk#u 1o 70) hunMupanu TabaeTku
I'pynosa omakoBka: 280 (20 onakoBku 1o 14) dpunmupanu TabIeTKH

S. HAYUH HA ITPUJIOKEHUE U I'bT(MIIA) HA BBBEX/JIAHE

IIpeau ynorpeba npovereTe 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, HEJIOCTHITHO 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

Ja ue ce cexpanssa Hag 30°C.
Jla ce chxpaHsiBa B OpUTMHATHATA OTIAKOBKa, 32 J]a C€ Mpe/a3u OT Biara.
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10. CHEHOUAJIHHU INPEAITA3SHA MEPKU ITPU U3XBBHPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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 PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/06/371/036 280 punmmupanu Tabnerkn (4x70)
EU/1/06/371/039 280 dunmupanu tadbnerku (20x14)

13. HMAPTUIAEH HOMEP

IMaptunen Ne

14. HAYMUH HA OTIIYCKAHE

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

| 15. YKA3AHMHS 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

Dafiro 10 mg/160 mg

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJ ¢ BKIIOYECH YHUKAJIEH HACHTU(DHUKATOD

‘ 18. YHHUKAJIEH UIEHTUOPUKATOP — JAHHU 3A HETEHE OT XOPA

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

BJIMCTEPHU

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Dafiro 10 mg/160 mg ¢punmupanu TabneTKu
aMJIOTUTIMH/BacapTaH

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

Dafiro 5 mg/80 mg ¢punmupann TadaeTKu
Dafiro 5 mg/160 mg ¢puamupanu TadiaeTkn
Dafiro 10 mg/160 mg ¢puamupanu TadJeTKU
amyonumnrH/BasicapTad (amlodipine/valsartan)

IIpouyeTeTe BHUMATEIHO LAJIATA JUCTOBKA, MPEAH 1 3alI04YHeTe 1a MpUeMaTe TOBA JIEKapCcTBO,

Thil KaTO TH ChAbP:Ka BaxHa 3a Bac undgopmaumus.

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

- AKO UMate HIKaKBH JIOMBIHUTEIIHA BBIIPOCH, TonuTaiiTe Bamus nexap wiu gapmarieBt.

- ToBa sekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcThnBaiite Ha npyru xopa. To Moxe
Jla M HaBpeJv, HE3aBUCHMO Y€ TIPU3HAILIMTE Ha TAXHOTO 3a00JIsBaHe ca ChIUTE KaTo BamuTe.

- AKO TIOJTyYuTe HAKAKBU HEXKEJIAHU peaKiliu, yBeJoMeTe Bamus nekap wiu gpapmanert. ToBa
BKITFOYBA M BCHYKY BH3MOKHU HE)KEJIaHU PEeaKIny, HEONMMCAHN B Ta3u JIMCTOBKa. BrokTe
TOuKa 4.

Kakso CbhAbpPiKa Ta3u JIUCTOBKA

Kakro mpencrasisea Dafiro u 3a kakBo ce U3MoJ13Ba

Kakgo TpsiOBa 1a 3Haere, npeau Ja npuemere Dafiro

Kak na npuemare Dafiro

BBb3MOXXHU HEXKETaH! Peakiiu

Kak na cexpansBare Dafiro

ChapprkaHre Ha OMAKOBKATa U AOMBIIHUTENHA HHpOpMAans

ARG e

1. Kaxkso npeacrasiassa Dafiro u 3a kakBo ce u3nosasBa

Dafiro TabneTku chabpIKaT B BElIeCTBa, HAPEUSHN aMIIOAMITAH U BasicapTaH. M aBeTe BemecTBa

crioMarat 3a KOHTpPOJIa Ha BHCOKOTO KPBBHO HaJIsITaHE.

— AMIIOAUNNH MPUHAJIEKU KbM I'pyIaTa BEIIECTBA, HAPECUCHU “‘KAJILIMEBU AaHTATOHUCTH .
AMItonunuH cipa IPEeMHHABAHETO Ha KaJIIUA MPe3 KaIIMEeBUTE KaHAIM B CTEHATa HA
KPBBOHOCHHTE ChHJIOBE, KOETO TPEOTBPATSIBA CBUBAHETO Ha KPHBOHOCHHUTE ChHIOBE.

- Barncapran nprHajuiexxu KbM IpymiaTa BeliecTBa, HapedeH! ‘aHrnoTeH3uH-11 perentopau
aHTaroHuctTu”. AuruoreHsuH Il ce mpousBexaa OT TSUIOTO U NPEAU3BUKBA CBUBAHE Ha
KPBBOHOCHHTE CHIIOBE, KaTO IO TO3HM HAYMH TOBHIIIaBa KPHBHOTO HaJsTaHe. Bancapran
nerictBa upe3 Omokupane Ha edexTa Ha aHTHOTeH3UH 1.

ToBa 03Ha4aBa, ye U JIBETE BEILIECTBA CIIOMArar 3a CIUpPaHe Ha CBUBAHETO Ha KPbBOHOCHUTE ChIOBE.

B pesynTaT Ha TOBa KPHBOHOCHHUTE CHIOBE CE OTITYCKAT U KPHBHOTO HAJISTAaHE CE TTOHIKABA.

Dafiro ce u3mon3Ba 3a JieueHHE Ha MOBUIIICHO KPHBHO HASTAHE TIPH B3PACTHHU, YNETO KPHBHO
HaJIAraHe He Ce KOHTPOJIMPA JOCTATHYHO JOOPE ChC CAMOCTOSITENICH MPUEM Ha aMITOTUTIHH HITH
BaJICApTaH.

2. Kakso Tpsa0Ba 1a 3HaeTe, npeau Aa npuemete Dafiro

He npuemaiite Dafiro

- aKo CTe aJepTUYHH KbM aMJIOJWIINH WK APYTH KAJIIMEBU aHTarOHUCTH. ToBa MOXe /1a
BKIIIOUBA CHPOECIK, 3aUepBsIBaHE HA KOXKATa WU 3aTPYAHCHO JTUINIAHE.

- aKO CTe QJICPTUYHU KbM BaJICAPTaH WM KbM HSKOS OT OCTaHAJIUTE ChCTaBKH Ha TOBA JICKAPCTBO
(n30poeHn B ToUKa 6). AKO cMsATaTe, 4e CTE aJiepruIHM, TOBOpeTe ¢ Bammms iekap mpenn na
npuemete Dafiro.
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aKo MMaTe TeKKH YepHOAPOOHH MPOoOIeMHU MK MPOOIEMH C JIThUKaTa, KaTo OMIMapHa [po3a
WM XO0JleCcTasa.

ako cte OpeMeHHa ciel 3-ug Mecel (1mo-1oope na n3bsreate ynotpedarta Ha Dafiro mpu panna
OpeMEeHHOCT, BIXKTE pasznen ,,bpemeHHoCT”).

aKO UMaTe MHOTO HUCKO KPBBHO HAIISATaHE (XHIIOTOHHUS).

aKo MMaTe CTECHEHHE Ha aOpTHATa KJama (aopTHa CTEHO3a) WIIH KapIHOTEHEH IOK (ChCTOSHUE
MIPY KOETO CHPIIETO HE € B ChCTOSHHE /1a IOCTABHU JIOCTATHYHO KPBB Ha TSJIOTO).

aKo UMaTe ChPJICYHA HEJOCTATHUHOCT Clie]] HHPapKT.

aKo mMare nrabeT WK HapylieHa Ob0pednHa (yHKIUS U ce JIEKyBaTe C JIEKapCTBO 32
MOHM)KaBaHEe HA KPBBHOTO HAJSITaHE, ChBPIKAIIO aJTUCKUPEH.

AKO HsIKOe 0T H30poeHuTe Mo-rope ce oTHacs 3a Bac, He mpuemaiite Dafiro u cpo01mere Ha
Bamus Jjiekap.

IIpexynpesxnenusi U NpeaAnasHu MepKU
I'oBopere ¢ Bamms nexap npenn aa npuemete Dafiro:

aKo cte Owu O0JTHY (TIOBPBIIAHE WIIH JHAPUS).

aKo MMaTe 9epHOAPOOHN Wi OBOpEYHH MTPOOIEMH.

aKo CTe IpeThpIienu 0b0peyHa TpaHCcIUIaHTanus Wi Bu e Omito kazaHo, 4e UMaTe CTECHEHHE

Ha OLOPEYHHTE aPTEPHUU.

ako nmare 3aboJsiBaHe, 3acsramio HaaobOpeYHaTa kKiie3a, HapeueHo “IbPBUYCH

XUIEPAIIOCTEPOHU3BM .

aKo CTe UMAaJlM ChpJieuHa HeOCTATHYHOCT WK HH(papkT. CleBaiiTe BAHUMATEIHO YKA3aHHUATA

Ha Bamms nexap 3a HadanHata 103a. Be3MOKHO € ChINo Taka Bammsar nekap na usciaensa

O0bOpeunata Bu QyHkims.

ako Bammsar nexap Bu e kazan, ue umare cTeCHEHHE Ha KJIAIHUTE HA ChPLETO (HapEedeHO

“a0pTHA MJI MUTpaTHA CTEHO3a”") WITH, Ye JAe0eTMHaTa Ha ChPSCUYHUS MYCKYJI € YBelIM4eHa HaJl

HOpMarta (Hape4eHo “00CTpyKTHBHA XUNEpTpopHUIHa KapauoMuonaTus’”).

aKo CTe UMaJId OTOK, OCOOEHO B 00J1aCTTa Ha JIMLETO WK I'bPIOTO, JOKATO CTE MPHUEMAIIN APYTH

JieKapcTBa (BKIIOYUTEITHO MHXUOUTOPH Ha aHTMOTEH3WH KOHBEPTHPAILUS €H3UM). AKO

MOJyYHTE TAaKWBa CUMIITOMH, cripete puema Ha Dafiro u ce cBbprkeTe BegHara ¢ Bamms nekap.

He tpsi6Ba Hukora noseue na npuemate Dafiro.

aKo IMoJy4YnTe KopeMHa 0oJIKa, TajieHe, MOBphIlaHe WK Tuapus cief npueM Ha Dafiro. Bamust

JIeKap I B3eMe PelIeHHe 3a 0-HaTaThIIHO JeueHne. He crimpaiite qa npuemare J1eKapcTBOTO

Dafiro camocTtosiTenHo.

aKo MpuemMare HJIKoe OT CICTHHUTE JISKapCTBa, U3MOI3BAHHU 32 JIeYeHUE Ha BUCOKO KPBBHO

HaJIsIraHe:

- ACE uHXuOuTOp (HanmpuMmep eHaaIpwil, JJU3UHOIIPHII, PAMUIIPHUIT), 0COOEHO aKo UMaTe
0B0peunu nmpoOiieMu, CBbpP3aHu ¢ quabera.

- AIMCKUPEH.

Bammwsr siekap Moxe MepruoJuyHO Jia ipoBepsiBa Ob0pevHaTa Bu ¢yHKIUS, KPEBHOTO HAJIATAHE U
KOJINYECTBOTO Ha EJIEKTPOJIMTHTE (HAMp. KaJiiii) B KpbBTa BU.

Bmxre cpiio napopmanusTa o3ariaasena “He npuemaiite Dafiro”.

AKO H5IKOe 0T U30pOeHMTe MO-Tope ce OTHACH 3a Bac, chodlIeTe HA Bammus Jekap npeau 1a
npuemete Dafiro.

Jlena u roHOIIHN
He ce mpenoppuBa ymotpebaTa Ha Dafiro npu aera u roHOIHM (Ha Bb3pacT mox 18 roxuan).
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Apyru nexkapcra u Dafiro

Tps0Ba na kaxxere Ha Bamms iekap win papManeBT, ako puemMaTe, HaCKOpO CTe IPHEMaITH WIH €

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 €/IHO OT JieKapcTBarta. ToBa ce oTHACsS 0COOCHO 3a JIeKapcTBaTa, H30pOeHH MO-10Ty:

- ako npuemare ACE UHXHOUTOD MK amucKUpeH (BIDKTE ChIo HHPOpManusTa o3ariaBena “He
npuemaiite Dafiro” u “IlpexynpexxaeHns u npeamna3sHu MEpKu’);

- TUypeTHn (BUJ JIeKapCTBa HAPEUCHH Olle “‘OTBOTHSIBAIIN TaOJIETKH , KOUTO MOBHIIIABAT
KOJINUECTBOTO Ha MPOM3BEIeHATA YPHHA);

- TUTUH (JIeKapcTBO, M3MOI3BAHO 32 JICUCHHE Ha HIKOU BUIOBE JCTIPECHS);

- KaJUH-ChXpaHsBally AUYPETHULIH, KaJleBU 100aBKH, 3aMECTHTENN Ha COJTA, ChABPKAIIM KaJTHi
WIIN IPYTH BEIIeCTBA, KOUTO MOTAT J1a TOBUIIAT CTOMHOCTHTE Ha KAJINH;

- HSIKOM BU/IOBE OOJIKOYCITOKOSIBAILIM, HAPEUCHN HECTEPOUAHN POTUBOBB3MAINTEIIHH CPEACTBA
(HCIIBC) nnu cenektuBHH IUKIOOKcUTeHa3a 2 naxuburopu (COX-2 naxudburopn). Bammsr
JieKap MOKe Jia TIOUCKa Jia mpoBepu ObOpeunata Bu ¢pyHKkuus;

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

- JKBIT KAaHTApHOH;

- HUTPOTIMUIEPUH U APYTU HUTPATH WIK JPYTH BEIIeCTBa, HAPEUECHHU ‘‘Ba30AMUIaTaToOpPH ;

- nekapcTsa, n3nomssanu 3a XVB/CIINH (Hanp. puroHaBup, MHIAMHABUD, HEI(PHUHABUD);

- JICKapCTBa, U3I0JI3BAHU 32 JICUCHHE HA IbONYHM MH(GEKINHU (HAIp. KETOKOHA30J1, UTPAKOHA30J1);

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

- BeparaMuJ, TUITHA3eM (JIEKapCcTBa 3a ChPIE);

- CHMBACTaTHH (JIEKapCTBO, U3IIOJI3BAHO 32 KOHTPOJ Ha BUCOKHS XOJIECTEPOI);

- JaHTpojeH (MHQY3Hs P TEKKU OTKIOHEHHS B TEJIECHATA TEMIIEPATypa);

- TaKpOJIMMYC (M3MOJI3BA CE 32 KOHTPOJ HAa UMYHHHUS OTTOBOP, KOETO ITO3BOJISIBA HA OpraHU3Ma
Bu 1a npueme TpaHCIUIaHTUPAHUS OpPTaH);

- JIeKapcTBa, U3MOJI3BaHH 32 PEOTBPATABAHE HA OTXBBPIISIHE HA TPAHCIUIAHTAT (IIMKIOCIIOPHH).

Dafiro ¢ xpana nu HANMTKHU

Xopara, xouto nipuemar Dafiro, He TpsiOBa J1a KOHCYMHpAT rpeHndpyT UK Aa MUST COK OT
rpeitndpyr. [IpuunHaTa 3a TOBa €, 4e TpedndpyTHT U COKBT OT TpernpyT MoraT Ja JOBEAAT JI0
NOBHIIIABAaHE Ha IUIA3MEHUTE HUBA HA aKTHBHOTO BELIECTBO aMJIOJIUIINH, KOETO OT CBOS CTpaHa MOXKE
Jla I0BeJIe JI0 HeNpeIBUIMMO 3aCHIIBaHEe HA aHTUXUIEPTEeH3UBHUS eekT Ha Dafiro.

BbpeMeHHOCT 1 KbpMeHe

Bbpemennoct

TpsiOBa na kaxere Ha Bamms nexap, ako MECIIHTE, 4e CTe OpeMeHHA WM € Bb3MOXKHO Jia
3abpemeneere. [1o npasuio Bammst nexap me Bu mockBeTBa aa cpere npuema Ha Dafiro npeau na
3abpeMeHeeTe WiIM B MOMEHTa, B KOMTO pa30epere, ue cre OpemMeHHa u 1ie Bu nochBeTBa 1a B3emere
Ipyro jekapctBo BMecto Dafiro. Dafiro He ce mpenopruBa npu panHa OpeMeHHOCT (ITbPBUTE

3 Meceria) 1 He TpsiOBa J1a ce mprueMa Mpu OPEMEHHOCT Cie 3-Hs Mecell, Thil KaTO MOXKe Ja IPUIMHI
cepuo3Ha Bpeaa Ha Bamero 6e0e, ako ce M3MoII3Ba Clie TPETHs Mecell 0T OPEeMEHHOCTTA.

Kwpmene

Nudopmupaiite Bamms nexap ako KbpMUTE WU Bb3HAMepsiBaTe Jia KbpMuTe. JlokaszaHo e, ge
aMJIOIWITMH NIPEMUHABA B KbpMaTa B MaJIKu KoJuvecTBa. Jleuenuero ¢ Dafiro He ce mpemnopryBa Ha
MaiKy, KOUTO KbpMSAT U Bamust jiekap Mmoxke 1a Bu Ha3Hauu Apyro JedeHue, ako UMarTe JKeJIaHue 1a
KbpPMHTE, 0c00eHO ako 0e0eTo By € HOBOPOICHO MK € POJICHO MPEKACBPEMEHHO.

[ocwBeTBaiite ce ¢ Bammus nexap wim gpapmaneBT npeau ynorpedaTta Ha KOETO U Aa € JIEKapCTBO.
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Ilodupane u padoTa ¢ MAIIMHH

Tosa nexapcTBo MOXke a Bu Hakapa fa ce dyBcTBaTe 3aMasiHA. ToBa MOJKe /1a TIOBJTHSIE CIIOCOOHOCTTA
Bu 3a no0Opa konneHrparus. CiaenoBaTelIHO, aKO HE CT¢ CUTYPHH KaK IIE B MOBJIUSAC TOBA JICKapCTBO,
He moQupaiTe U He padOTETe C MAIMHU, KAKTO U HE W3BLPIIBANTE IPYTH JICHHOCTH, U3UCKBAIIN
KOHIICHTPAITHSL.

3. Kak 1a npuemate Dafiro

Bunaru aneMaﬁTe TOBA JICKAPCTBO TOYHO KAKTO Bu ¢ xazan Bammsrt JICKap. Axo He cTe CUT'YPHHU B
HCIIO, nonuTante Bamms JICKap. Topa e Bu nomorse Ja IIOCTUTHETC Haﬁ-I{O6pHTC PE3YJTAaTH U 1IC
IIOHMIKH PUCKaA OT HEXKEJIAaHU PCAKIIUH.

Oobwuyaiinara no3a Ha Dafiro e eana TabneTka JTHEBHO.

- 3a mpeAmnodnTane € Aa nmpuemMare TabieTKara Mo eJHO U ChII0 BpeMe BCEKH JCH.

- [Tpuemere TabneTKara npe3 ycTara ¢ yaiia BoJa.

- Moxe na npuemare Dafiro csc unu 6e3 xpana. He npuemaiite Dafiro 3aeqno ¢ rpeiindpyT mwin
COK OT rpeHrdpyT.

B 3aBHCHMMOCT OT TOBa KakK c€ IOBIUIBATE OT JICUYCHUCTO, Bammusar JICKap MOXKE J1a NPCAJI0XKHU
IMOBHINIABaHC WJIM IIOHM)KaBaHC Ha J03aTa.

He napBuiagaiite npennucaHara a03a.

Dafiro u manuenTu B cTapyecka Bb3pacT (65 roiuHu u nopeye)
Heo0xoauMo € BHUMaHKUe IIpY IIOBUIIICHUE HA 03aTa.

AKO MMaTe HIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € yIoTpebaTa Ha TOBA JIEKAPCTBO, TIOMHUTANTE
Bammus nekap nim ¢papmanesT.

AKo cTe puesiu noBeye oT Heodxoaumarta no03a Dafiro

AKo cTe npuenu npekaieHo MHoro Tadnerku Dafiro, unm ako HsKo# npyr e npuen BamuTe TabneTkwy,
KOHCYJITHpaiiTe ce ¢ Jiekap He3a0aBHO. [I0BHINIEHO KOIMYECTBO TEYHOCT MOKE JIa ce HaTpyma B OeiuTe
npoboBe (0enoapodeH OTOK), MPUYUHIBANKY 3a1yX, KOUTO MOXe Jia ce pa3Bue 10 24-48 yaca cien
npueMa.

AKo cTe mponycHayim 1a npuemerte Dafiro

AKO CTe IIpoITyCHAJH J]a PUeMEeTe TOBA JIEKapCTBO, IPUEMETE I'0 BeHara, korato ce cerute. Cnesn
TOBA MPUEMETE CJIe/[BAIIATA /1032 B O0MYAaHOTO 32 TOBa BpeMe. AKO 00ade MouTH € HaOJIMKHIIO
BpPEMETO 3a Clie[[BalaTa 103a, He IpUeMaiTe J03aTa, KOSITO CTe MponmycHanu. He B3emaiite qBoitHa
J103a, 3a J]a KOMIICHCHpAaTe IpoITycHaTaTa TabieTka.

AKo cTe cripesu npuema Ha Dafiro

Criupanero Ha Jieuenuero ¢ Dafiro Mmoske fia toBesie 70 Biomasane Ha Banrero 3abonsiBane. He
cniupaiite fa npuemate BameTo nekapcTBo, fokato BamusT nexap He Bu kaxe 1a ro HampasHTe.
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4. Bb3MOKHE HeKeJIaHU pe€aKkuumn

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPECAMN3BHUKA HEKCIaHU PCaKIIUH, BBIIPEKU Y€ HC
BCCKH I' TIOJTy4aBa.

Hsikou HeKeJIaHM pPeaKIl MOraT J1a ObJAaT CEPUO3HM M 1a M3UCKBAT He3a0aBHA MeIMIIHHCKA
OMOII:

Maiko Ha Opo¥ MAMEHTH ca U3IMUTATHN CIICTHUTE CEPUO3HN HEXEITAHN PEaKIINA. AKO HACTHIIN
HSIKOS OT CJIeJIHUTE HEXKeJIAHU JIEKAPCTBEHU peakiuu, uHGopmupaiite Bamus jexap
He3a0aBHO:

Peoku (mozam 0a 3aceenam 0o 1 na 1 000 yosexa): AneprudHa peakiiysi ChC CHMIITOMH KaToO 0OpUB,
CbpOEIK, MOyBaHE HA JIUIIETO WIN YCTHUTE U €3MKa, 3aTPyIHEHO JUIIAHE, HUCKO KPHBHO HAJISITAaHEe
(ycemiane 3a mpUMaJIiBAaHE M CBETOBBPTEK).

Mmnoeo peoxu (moeam oa 3aceenam 0o 1 na 10 000 yoeexa): IHTeCTHHAJICH aHTHOEIEM: TIOTyBaHE Ha
YyepBara, POSBABAIIO CE ChC CUMIITOMH KaTo KOpeMHa 00JIKa, raJicHe, MOBPBILAHE U JHAPHSL.

Jpyru B3MOKHH Heke1aHH peakuuu Ha Dafiro:

Yecmu (mozam 0a 3acecnam 0o 1 na 10 wosexa): I'pun; 3amyiieH HOC, 3a4€PBEHO T'bPIIO U
JCcKOM(OPT TPH MpEerTbIaHe; II1aBo00INe; MOAYBaHEe HA PBLETE, JJIAHNTEe, KpaKara, TJIe3eHUTE HIH
CThIIANIATa; yMOPSIEMOCT; acTeHHs (C1ab0CT); 3auepBsiBaHe U yCEIIaHe 3a 3aTOIUISIHE Ha JIMIETO W/WIN
Bpara.

Heuecmu (mozam 0a 3acecnam oo 1 na 100 yosexa): 3amasHOCT; TajieHe U OOJIKa B KOPEMA; CyXOTa B
ycTaTa; ChHIMBOCT, TPBHITHEHE WIIK MpaBYy4YKaHe 0 JJaHUTE WK XOIUIIaTa; CBETOBBPTEK; YCKOpEHa
Chp/ACYHA JICHHOCT, BKIIOUUTEIHO ChpLIeONEHe; 3aMasHOCT MPU U3MPABEHO MOJIOKEHHE; KAIILIHLIA;
JMapys; 3aIek; KoKeH 00pHB, 3aUepBsiBaHE HA KOXKaTa; MOAyBaHe Ha CTaBUTe, OOJKHU B I'bpOa; O0NKa B
CTaBHTE.

Peoxu (mocam da 3aceenam oo 1 na 1 000 yosexa): Ycemiane 3a 6€3MOKOICTBO; IIYM B yIIIUTE
(THHUTYC); IpUMallsiBaHe; OTACISHE Ha [TOBeYe ypUHA OT HOPMATHOTO MJIH yCElIaHe Ha TToBeYe
NIO3UBH 32 YPUHHPAHE; HEBE3MOXKHOCT 32 OAIbPIKEHE HA ePEKIUTA; YCEIIaHe 3a TEKECT; TIOHMKEHO
KPBBHO HASITAHE ChC CUMITOMH KaTO 3aMasiHOCT, CBETOBBPTEX; OBUIICHO U3MOTABAHE; KOKHH
00pHBH TIO [AJIOTO TSII0; CHPOEK; MyCKYJIHHU CIIA3MHU.

AKO HAIKOSI OT Te3W HesKeJIaHU pealy CTaHe cepHo3Ha, MoJisl yBeioMeTe Bamus exap.

He:xkenanm peaknuu, cL00IaBaHU NPH CAMOCTOSITETHO MPUIIOKEHHE HA AaMJIOAMITUH WU
BaJICAPTAH, KOMTO He ce HaOawaaBat npu Dafiro uiam ce Ha0J1101aBaT € MO-BUCOKA YeCTOTA,
0TK0JIKO0TO Ipu Dafiro:

AmnonunuH

Koncyarupaiite ce ¢ Bamms nexkap He3a0aBHO, aK0 HIMaTe HAKOM OT CJIeIBAIUTE MHOTO PEAKH,

HO CEePHO3HM HEKeJIAHM PeaKkliu cjie/l ynoTpedaTa Ha TOBA JIEKAPCTBO:

- Bresanno xpunrene, 00yka B 'bpANTE, 3a4yX WIH 3aTPYAHEHO IUIIAHE.

- IlonyBane Ha KnenauuTe, IMLIETO UM YCTHUTE.

- IlonyBaHe Ha e3MKa U I'bPJIOTO, KOETO MHOTO 3aTPYy/JHSBA TUIIAHETO.

- TexKn KOXKHU peaKITiu, BKIIOYNTEITHO 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.

- WudapkT, HapyIIeH cChbpaedeH PUTHM.

- Br3nanen mankpeac, KOUTO MOKe J1a IPUYMHM CHJTHA KOpeMHa 0onka u 0oJka B rep0a,
NPUIPYKEHU OT TEKKO HEPA3IIOIOKEHHUE.
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Cro0IaBaHH ca CIIeJJHATE HeXKeJaH! peakiui. AKO HIKOU OT TsAX Bu npuuuHsBaT mpoOiieMu uin
NpOIbDKABAT IMOBEYE OT €IHA CEIMUIIA, TPSOBa J1a ce CBbpikeTe ¢ Baust jekap.

Yecmu (moeam 0a 3aceenam 00 1 na 10 yosexa): 3aMasiHOCT, CHHIIMBOCT; ChpLIEONEHE; 3aUepBsBaHE
Ha JIMIETO, TOAyBaHe Ha INIe3eHUTE (0TOK); KOpeMHa 00JIKa, TaJicHe.

Heuecmu (moecam oa 3aceenam oo 1 na 100 uogexa): IlpoMmeHN B HACTPOCHHUETO, TPEBOYKHOCT,
nernpecwus, 0e3ckHHE, TPEMOpP, TPOMEHH BbB BKYyca, IpUMaJlsiBaHe, 3aryda Ha ycelane 3a 00Jika;
3pUTEITHH HAPYILICHUS, YBPEXKIAaHE Ha 3pEHHUETO, 3BbH B YIIUTE; HUCKO KPBBHO HAJISTAHE;
KHXaHe/XpeMa, IPUYNHEHU OT Bh3NalleHHEe Ha JINTaBHIATa HA HOca (PHHUT); HAPYIICHO
XpaHOCMUJIAHE, MOBPBILAHE; KOCOMAl, yCUIICHO MOTEHE, KOXKEH ChbpOEK, MPOMsIHA B IIBETA Ha KOXKATa;
HapyIICHO YPUHUPAHE, YSCTH MTO3MBY 332 YPUHHUPAHE MPe3 HOIITA, YBEIMUCHA YECTOTa HA YPHHUPAHE;
HEBB3MOXKHOCT 32 MMOJTyYaBaHe Ha epeKIns; TUCKOM(pOPT WIN HapacTaBaHe Ha IbPJUTE PU MBXKETE,
0oska, 0010 Hepa3MoJIoKEeHUE, MYCKYITHA 00JIKa, MYCKYITHH KpaMIli; YBEITHYaBaHe WM HaMaJsIBaHEe
Ha TEJIECHOTO TETJIO.

Peoku (mozam oa 3aceenam 0o 1 na 1 000 wosexa): OOBPKAHOCT.

Mmnoeo pedxu (moeam oa 3aceenam 0o 1 na 10 000 yosexa): Hamanen Opoit Oenv KpbBHU KICTKH,
HaMaJIeH Opoii TPOMOOITUTH B KPBhBTA, KOHTO MOXKeE Jia JIOBEE J0 HeoOn4YaliHa 1MosBa Ha CHHUHH WU
JIECHO KbpBeHE (YBpEeK/JaHEe Ha YEPBCHUTE KPbBHU KIIETKH); TOBUIIIEHA KPHBHA 3aXap
(xunepriavkemus); MolyBaHe Ha BEHIIUTE, OJyBaHe Ha KopeMa (TacTpuT); HapylIeHa YepHOIpoOHa

(G yHKIMS, BB3MAJICHNE Ha YepHUS Apo0 (XenmaTuT), MOXKBITIBaHE HA KOXKaTa (KBITEHHUIIA),
NOBHUIICHUE HA YEPHOAPOOHNTE CH3UMH, KOETO MOJKE J1a TIOBIIUsIE HIKOM JTaOOpaTOPHH M3CIICIBAHNS,
HOBUIIECHO HANpPEXEHNE B MyCKYJIUTE; Bh3MaJICHNE HA KPHbBOHOCHHUTE CHJJOBE, YECTO CHIIPOBOICHO C
KO>KE€H 0OpHB, YYBCTBUTEIHOCT KbM CBETIIMHA; HAPYIICHUS, BKIIOUBAIIM CKOBAHOCT, TPENepeHe /Ui
JBUTATECITHA HAPYIICHUSI.

Bancaprau
C neussecmua vecmoma (0m HATUYHUME OAHHU He MOdce 0d ce HaNpasu OYeHKA HA YeCTMOmama):

[MoHmkaBaHe Ha OpPOst HA YEPBEHUTE KPBBHU KJIETKHU, TEMIIEPATYpa, BH3MAJICHO I'bPJIO MK 00pa3yBaHe
Ha A3BHU B yCTaTa B pE3yJITaT Ha I/IH(beKHI/II/I; CIIOHTaAHHO KBbPBCHE WJIM IOJIy4YaBaHC Ha CUHUHU,; BUCOKH
HUBA Ha KaJIUS B KPBBTA; OTKIIOHEHHUS B [TOKA3aTEIUTE MPH U3CIICBAHNS 32 YepHOAPOOHATa (PYHKITHS,
HaMaJIeHa WK CHJIHO HamaJieHa ObOpedHa (yHKIIMS; MoyBaHe MPEJAUMHO B 00J1aCTTa Ha JIUIETO U
BPJIOTO; MYCKYJIHU OOJIKW; OOPUB, BUOJICTOBO-UYEPBEHH METHA; TEMIIEPATYPa; ChpOEK; aJepruIHU
peakiuu; oOpa3yBaHe Ha MEXYpH T0 Koxkata (MpU3HAaK Ha 3a00JsBaHe, HAPEUCHO OYII03€H JICPMATHT).

AKO UMaTe HSKOsI OT Te3H HEeXKENaHU PeaKinu, MoJisi nHpopMupaiite Bamms nekap BenHara.
Cho0maBaHe Ha HesKeJIAHH PeaKIuu

AKO TIOJTyunTe HIKAKBU HEXKEJIaHH JISKApCTBEHH PEakiiy, yBejgomere Bamus nekap i GapmanesT.
ToBa BKJIIOUBAa BCUUKH Bb3MOKHU HEOITMCAHU B Ta3M JIMCTOBKA HEXKEJIaHU peakiuu. MoxeTe chlIo 1a
CHOOIINTE HEXKENAHU PEaKIUU JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMA 3a ChOoOIIaBaHe, TOCOYEHA B
IIpunoxenwne V. Kato cro01maBare HexXeIaHA PEaKIIH, MOXKETE J1a TaJIeTe CBOSI MPUHOC 3a
NoJy4yaBaHe Ha MoBede HH(OpMAIHs OTHOCHO 0€30acHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansBarte Dafiro

[a ce cpxpaHsBa Ha MSCTO, HEJJOCTHITHO 32 JIETa.

He uznon3Baiite TOBa JIEKapCTBO CJIE] CPOKA HAa TOHOCT, OTOEA3aH BEPXY KapTOHEHATA OMAaKOBKA U
osmctepa cien (l'ogen no:/EXP). CpokbT Ha TOMHOCT OTTOBAps HA MOCIEAHUS JICH OT TOCOYCHHUS
Mecell.

Ja ue ce cexpanssa Hag 30°C.

ﬂa CC CbXpaHsBa B OpUT'MHAJIHATA OIIAKOBKaA, 3a Aa CC IpCAIa3u OT BJjiara.
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He m3nomn3aiite onmakoBku Ha Dafiro, KouTo ca moBpeaeHN WM UMaT Oelle3 Ha MTOATIPaBsHE.

6. ChabpkaHue HA ONAKOBKATA M JONMBJIHUTETHA HH(popManus
KakBo cbabp:xa Dafiro

Dafiro 5 mg/80 mg puamupanu TadjaeTKu
AxTuBHU BemecTBa Ha Dafiro: amiomunvH (KaTo aMIIOAWITHH Oe3WiiaT) B BajicapTaH. Beska TabireTka
chABpKa 5 mg amsonumuH 1 80 mg BajcapTaH.

Jpyru chCTaBKM: MEUKPOKPHUCTAIHA IEITyJI03a; KPOCTIOBUIOH (THII A); KOJOUIEH O€3BOICH CHIIUIINEB
JUOCKHW/I; MarHe3ueB cTeapar; xunpomenosa (3amectsau] tun 2910 (3 mPa.s)); makporon 4000; Tank,
tutanoB auokcua (E171); sxxbat xkenesen oxcun (E172).

Dafiro 5 mg/160 mg ¢puamupanu TadiaeTkn
AxtuBHH BeriecTBa Ha Dafiro: amoaunus (kaTo amyionunuH Oe3uiar) U Bajicaptad. Besika Tadnerka
cpabpxa 5 mg amnoaunud U 160 mg Bancapras.

Jpyru chbCTaBKH: MUKPOKPUCTAIHA 1IEITyJI03a; KPOCIIOBUIOH (THIT A); KOJIOHM/IEH O€3BOICH CHIIUIIUEB
JIMOKCHT; MarHe3UeB cTeapar; xunpomenosa (3amectsanl tum 2910 (3 mPa.s)); makporoa 4000; Tank,
tutanoB auokcua (E171); xwar xene3en okcuna (E172).

Dafiro 10 mg/160 mg puamupanu TadieTKu
AxtuBHH BemiecTBa Ha Dafiro: ammoaumnuH (kaTo amionunuH Oe3uiar) U Bascaprad. Besika Tabnerka
cpabpxa 10 mg amnogunus u 160 mg BasicapTas.

Jpyru chbCTaBKH: MUKPOKPUCTAJIHA 1IEJTyJI03a; KPOCIIOBUIOH (THIT A); KOJIOHMJIEH O€3BOJICH CHUIIUIIUEB
JTIMOKCH]I; MarHe3neB cTeapar; xunpomenosa (3amectsan tum 2910 (3 mPa.s)); makporon 4000; Tank,
tutanoB auokcuna (E171); xwart xenesen okcuna (E172); uepsen xxeneszen okeun (E172).

Kaxk m3riie:kna Dafiro u kakBo cbIbpika ONaKOBKAaTa
Dafiro 5 mg/80 mg ca TbMHOXBITH, KpbIJH TabneTku ¢ Haanuc “NVR” ot egnata ctpana u “NV” ot
npyrata. [Ipubnusurenna ronemMuHa: quaMetsp 8,20 mm.

Dafiro 5 mg/160 mg ca TBMHOXBITH, OBaJIHU TabaeTky, ¢ Haxnuc “NVR” ot ennara ctpana u “ECE”
ot apyrara. [Ipubnusurenna ronemuna: 14,2 mm (apmmkuHa) X 5,7 mm (1mMpuHa).

Dafiro 10 mg/160 mg ca cBETNOXKbBATH, OBAIHHU TabNeTkH, ¢ Haanuc “NVR” oT exnaTa ctpaHa u
“UIC” ot mpyrata. [lpubnusurenna rogemuna: 14,2 mm (aemxuHa) X 5,7 mm (mpuHa).

Dafiro e HanuueH B onakoBku, chabpxamy 7, 14, 28, 30, 56, 90, 98 u 280 TabneTku U B CbCTaBHU
OIaKOBKH, BKIIOUYBALIHN 4 KAPTOHEHU KYTHH, BCsKa chabpxamia 70 TabneTku nin 20 KapTOHEHH
KYyTHH, BCAKa ChAbprkama 14 Tabnetku. Bcnuky onmakoBKy ce mpeajiaraT cbC CTaHAapTHU OJIHCTEpH;
OIaKOBKHUTE, ChAbpsKaiu 56, 98 u 280 TabneTku ce mpeyiarat chlio Taka u ¢ nepdopupanu
€IHOJI030BH OJHCTEpH.

He Bcuuku onakoBKy Morar fa ObJIaT IycHaTH B ITpojak0Oa BbB Baiata ctpaHa.

IIpuTexkaTtes Ha pa3pelIeHHETO 3a YNOTpeda
Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

Hpnannus
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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
Hcnanns

Novartis Pharma GmbH
Sophie-Germain-Strasse 10
90443 Niirnberg
I'epmanns

3a JOBIHKUTENTHA HHPOPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
NpPEICTaBUTEN HAa MPUTEKATENsI Ha Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien
Novartis Pharma N.V.
Tél/Tel: +322 24616 11

Boarapus
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: +49 911 273 0

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

E)Mada
Novartis (Hellas) A.E.B.E.
TnA: +30 210 281 17 12

Espaiia
Esteve Pharmaceuticals, S.A.
Tel: +34 93 446 60 00

France
Novartis Pharma S.A.S.
Tél: +33 1 55 47 66 00
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Lietuva
STA Novartis Baltics Lietuvos filialas
Tel: +370 5269 16 50

Luxembourg/Luxemburg
Novartis Pharma N.V.
Tél/Tel: +322 246 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

Polska
Novartis Poland Sp. z o.0.
Tel.: +48 22 375 4888

Portugal
Novartis Farma - Produtos Farmacéuticos, S.A.
Tel: +351 21 000 8600



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

Ireland
Novartis Ireland Limited
Tel: +353 1260 12 55

Island
Vistor hf.
Simi: +354 535 7000

Italia
Novartis Farma S.p.A.
Tel: +39 0296 54 1

Kvnpog

Novartis Pharma Services Inc.

TnA: +357 22 690 690

Latvija
SIA Novartis Baltics
Tel: +371 67 887 070

Romaéania
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

IIaTa Ha MOCJIEAHO MpepasrjeKaane Ha JUCTOBKaTa

JApyru u3ToYHUIIM HA HHPOpMaIUs
IMonpo6Ha nH(bOpMaIUs 3a TOBA JIEKAPCTBO € MPeOCTaBeHa Ha yebcalita Ha EBponeiickaTa areHnus
o nexapcrtara http://www.ema.europa.eu
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