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Enan 5 mg TabGaerku Paspewenye
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Enan 10 mg tabnerku S MA/MP 6 352 -7 18 -086- 2025'

Enan 20 mg tabnerku sl AR 5585 T8 cmemmmeens
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Enap 5 mg tablets
Enap 10 mg tablets
Enap 20 mg tablets

p KAYECTBEH U KOJIHMYMECTBEH CHCTAB

Besika Tabnerka cbabpka 5 mg, 10 mg uau 20 mg edananpunoB manear (enalapril maleate), KoiTo e
eKBUBaseHTeH Ha 3,8 mg, 7,6 mg unu 15,3 mg eHananpun (enalapril).

[ loMOLIHK BewecTBa C U3BECTHO IEUCTBHUE:
5 mg TadJIeTKH 10 mg Tabnetkn | 20 mg Tabnerku
nakroza | 123.3 mg 118,4 mg 111,9 mg

3a NbJHUA CNIMCHK HA NMOMOLLHMTE BELLIECTBA, BUXKTE TO4Yka 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka

Exan TabneTkn 5 mg: O€/1d, KPBIJIM, MJIOCKH TabIETKH CbC CKOCEHHW pbOOBE U C JIe/IMTE/IHA YepTa OT
e/lHaTa cTpaHa. JlenuTenHara yepra He e npeaHa3HayeHa 3a cyynsaHe Ha TabJieTkara.

Enan Tabnetku 10 mg: Kpbriu, MIoCkH, YepBeHO-KahsBH TabJIETKH C JeUTeHA YepTa OT €HaTa
CTpaHa H ChC CKOCEHH PhOOBE, C eAMHWYHH GeNM WM ThMHOYEPBEHH NETHA N0 MOBBPXHOCTTA U B
TAN0TO Ha TabneTkure. [lenuTennaTa yepTa He € Npe/IHa3HAYEHA 32 CYyNBaHe Ha TabneTkara.

Enan Tabnetku 20 mg: KpbIiM, IIOCKH, CBETJIO OPaHXeBH TaGNETKH C A€/IUTEIHA YEPTa OT eiHaTa
CTpaHa M ChC CKOCEHH PrOOBE, C eAMHHYHM Ger Wik KageHHKABO-TBMHOYEPBEHHU METHA 110

MOBBPXHOCTTA M B TAIOTO Ha Tabnetkure. Jlenurennara yepra He € NpeaHa3HAYEHA 33 CYYNBaHE HA
Tabnerkara.

4. KIUMWHHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3aAHHSA

Enan TabneTku € nokasaH 3a JieYeHHe Ha MbPBUYHA apTepHaiHa XUINEPTOHUS, BTOPUYHA XUITEPTOHHUS
npu ObOpeyHH 3ad0s9BaHuUA (CbLIO U NpU ObOpeYHA HEAOCTATLYHOCT M AHabeTHa HedponaTus),
3aCTOMHA CbpAEYHA HEOCTATHYHOCT U OE€3CHMNTOMHA JIeBOKaMepHa IMCHYHKLIHA.

4.2 Jl03HPOBKA H HAYHH HA NPHJIOKEHHE

J1o3upoBka

Pe3opOumsara Ha EHan TabneTku He ce NoB/IMsABA OT XpaHara. ———2x
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Jlo3upoBkaTa BUHaru ce aaanrtupa crnopea npoduia Ha nauveHTa (BxK. Touka 4.4 ) u GT,rQBEJpa Iy.a, N T W\
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KPbBHOTO HajiAraxe. [1pu Bb3MOXKHOCT, NauMeHTsLT TpAOBA 1a NpeyCcTaHOBH neqenuerp bany STALN -
(MM 1a HaMaJlyk 103aTa Ha JIMYPETHKA) W /1a CTIpe AHeTaTa ¢ HUCKO Cbh/AbpiKaHHE Ha Cz:.’DJ'F H@H-Masﬂlw --.H;,f_ e |
ABA 10 TPH [IHH MPEIH HA4aN0TO Ha JieveHueTo. [launenture TpadBa na ce Hamnmnaﬁhfmen [‘ELEB&T& !’_
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1033 ¥ apTEPHAIHOTO UM HasraHe TpadBea 1a ce Npocieaqea No-4eCcTo Npe3 MbPBUTE HAKOJKO Yaca
cinen npunoxenueto. [launedHTuTe ¢ BUCOK PHCK OT XMMOTOHKUA cjied MbpBaTa A03a TpadBa 1a 4
nostyMar B 60aHHUA, KaTo TpaOBa ga ce Habnr1aBaT BHUMATEHO B NMPOAb/KEHHE Ha Hali-Manko 5
yaca. MexxayepemMeHHO T¢ TpAOBa qa ocTaHaT B JErHANO NOMOMXEHHUE.

JledyeHuero ¢ EHan W3MCKBa peAOBHHW NEKAPCKH Nperneimn, ocoOEHO B HA4aN0TO HA JICUEHHETO H/WIH B
nepyuoda Ha YCTAHOBABAHE HA HAW-NOAX0AA1IATA JO3HPORKA.

Xunepmonus

[IpenopbuBanaTa HauaTHa 1034 € 5 mg A0 MakcHManHuTe 20 mg, B 3aBUCHMOCT OT CTENEHTA Ha
XHNEPTOHHATA H CbCTOAHUETO HA NauMeHTa (Bx. 1no-goay). Enan ce nara eaHokpatHo aHeBHo. Jo3ara
Tpa0OBa Aa 6bae noadpaHa B 3aBUCMMOCT OT AOCTHTHATOTO NMOHHXKEHUE HA KPLBHOTO HANATaHE.

[1py neka XxUnNepToHUa, NPEnopbUMTENHATA HavanHa a03a € 5-10 mg. [launeHTH cbe cHnHO
aKTUBHpaHa CMCTEMA PEHHH-AHMTHOTEH3HH-AI0CTEPOH (Hanp. peHOBACKY1apHa XHIEPTOHUS, HaManeH
conesy W/unu BoaeH odbem, CbpaeyHa JEKOMIMEHCAUUA M TEXKA XHNEePTOHKA) MOraT Aa noayyar
MPEKOMEPHO cNaJaHe Ha KPLBHOTO HanAraHe ciel mbpsara go3a. [Ipu TakMBa nauuMeHTH ce
npenopbUea MbpsoHa4aHa 403a OT 5 Mg HJIH NO-HHCKA U 3aMOUYBAHE HA JIEYEHHETO 1a C€ W3BBLPLLH
noa MEIJHUUHUHCKO HabioaeHHe.

[Ipeau neyeHre ¢ BUCOKH 1034 AHYPETULM MOXKE 1a CE€ pa3BHe XUIIOBOJAEMUS U PUCK OT XHMITOTOHHS,
MpH 3anouysaHe Ha NeUeHHETOo ¢ eHananpui. [lpn TakrBa NauueHTH ce NnpenopbyBa HayalHa 003a OT

3 mg HIH NO-HHCKA. AKO € Bb3MOXKHO, ICYEHHETO C AKYpeTHUH TpaOBa 1a ce NpeycTaHOBH 3a 2-3 aHH
Mpeay 3anoYBaHe HA ICYEHHETO ¢ eHajlanpuil. brOpevynaTta QyHKUUA U cepyMHHA Kanuii TpadBa na
6baat HabmoaaBaHH.

Obuuaiinata nopaspxaiwa no3a € ot 10 1o 20 mg, no usknosenue 40 mg AHEBHO, NPHIIOKEHH
€HOKpPaTHO WJIH B ABa pa3ac/ieHH npuema. [lauueHTUTE, KOUTO HAMAT Bb3MOXKHOCT Ja NPEYCTAHOBAT
NPWIOKEHUETO Ha AMYPETHKA NPEAM HAYAMOTO HA IEHEHHETO, TpAOBa 1a noAyvaT HavanHa 103a ot
2,5 mg BEAHBX AHEBHO.

PeHoBacKynapHaTa XHNEPTOHUA WIH MOAO3HPAHA PEHOBACKYNapHa XHNEPTOHUA TpaOBa fa ce 1eKyBa
caMoO OT CNELMATUCTH C OIMT.

Cwvpoeyna nedocmamvyuinocm/bescumnmomua resoxamepra ouchyuryus

[Ipy nedeHueTo Ha CUMIITOMATHYHA CbPACYHA HEAOCTATLYHOCT, EHANIANPHII C€ H3MO0/138a KATO
JONBbIAHEHHE KbM AHYPETHUY H, NPH HEOOXOAUMOCT, AUTHTANTUC UK Deta-Onokepu. HauanHaTa go3a
Ha eHanlanpui NpH NalKHEeHTH CbC CUMIITOMATHYHA ChPACYHA HEJAOCTATBYHOCT WIIH aCHMITTOMATHYHA
NeBOKaMepHa KUCPYHKLHKA € 2,5 mg W TO cieBa Ja ce puiara Noj CcTpor MEJULIMHCKHA KOHTPOII 33
OnpenensHe Ha MbPBOHAYAHHA €(DEeKT BbpXY KPbBHOTO HaIAraHe.

[Ipu nunca va, vAaKW ciell ePEKTHBEH KOHTPON Ha CHMNTOMAaTHYHATA XMNOTOHHA CJIe 3aN0YBaHE HA
JIEYEHHETO C €HANANPHJT NPU CHPACHHA HEAOCTATHYHOCT, A03aTa TPAOBa na ce YBEJIMYH MOCTENEHHO
a0 obuualiHaTa noaabpKala Ao3a oT 20 mg, faBaHa KaTo €4Ha 1032 MM pa3fesieHa Ha JBa NPHeMa
crnopen MOHOCMMOCTTA OT CTpaHa Ha nauMeHTa. Ta3u 103a ce npenopbyBa 1a ce NpHemMa B
NpOABLDKEHHE Ha 2-4 ceaMHUH. MakcumanHaTa no3a € 40 mg AHeBHO, paszaeneHH Ha 1Ba NPHEMA.

[Ipeoaoscenun 3a mumpupane na 003ama KA EHANANPU NpU NAYUEHMU CbC CBPOCYHA
HedoCcmamuvYHocm/be3cUMRMOMHA IA60KAMEPHA OUCHYHKYUSA

Ceomuuya Ineena 0oza mg/oex

ceamuua | Aru ot 1 g0 3: 2.5 mg/aHeBHO* KaTO eqHMHUUHA
ao03a.
JAnn ot 4 po 7: 5 mg/aHeBHO pa3aeneH Ha aBa
[IPHEMA.

ceaMHLua 2 10 mg/nHeBHO KaTO €AHOKpATHA 1033 WKW HA [BE
A03H.

ceamMHula 3 udg 20 mg/nHeBHO KaTO €1HOXPAaTHA HIIH KaTe-mEe 3
omeng|/m AO3H. ’ ] A 110 Eﬁ:

*CneunanHy npeanasHy Mepky Tpsbsa na 6baat npeanpreTH Npy NALMEHTH C HADY
QYHKLMA MK OpUEMALLUMTE JRYPETHLH (BXK. Touka 4.4).




KpbaHoTo Hanarave u 6ubpeunara ¢pyHkUMa Tpabpa na ObaaT BHMMATENHO HADAOAABAHKY KAKTO
npeau, Taka Y cfiel 3anoyusaHe Ha JieyeHUeTo ¢ Exan (Bx. Touka 4.4), Thil KaTO MMa CHOOLIEHHA 32
XUNOTOHHUA H (NO-PAAKO) BCJIEACTBUE pa3BUTHE HA ObOpeUHa HeaocTaTbUHOCT. [Ipu nanKeHTH,
NEKYBaHHU C AHYPETHULH, J03aTa TpaOBa Ja ce HAMaJlt, ako € Bb3MOXKHO Npean HAYaNoTO HA JICUEHHETO
¢ Enan. [logeaTa Ha XHMNOTOHUA C/led MbPBOHAYANHATA [03a HA €HANANPKHI HE O3HAYABA, YE
XHIMOTOHHUATA LWE CE€ MOBTOPU MPU NPOABLIKUTENHO N€YEHHE C EHANANMPUI U HE HANlara CNHMPaHETO Ha
ToBa fiekapcTBo. CepymMHua kaini u ObvOpeuynara dyHkuma cuwo tTpadbea aa 6baar HabnogasaHu.

[Hayuenmu c 6vOpeuno yepesicoane
Karto usno, MHTepsanure MEXay NpUAOKEHHETO Ha eHananpun Tpadbea Aa 6bae NPOABLIKHUTENHH

H/WJIW Oo3ara Ja Obae HamaieHa.

Tabnnua 2: Jlosuposka rnpu 6b0pevHa HeAOCTaTbHHOCT

KpeathunuoB kaupuHC (CrCL) ml/min Hauyajana 103a dose mg/nen
30<CrCL<80 ml/min. 5-10mg

10<CrCL 30 ml/min. 2,5mg

CrCL 10 ml/min. 2,5 mg B A€HA Ha aHanu3a*

* Brokre Touka 4.4 .

[layuenmu na xemoouaruza:

Exananpunart moxke aa ce auanuidpa. Tpabsa na ce npuemar 2,5 mg B ASHA Ha XeMOAMANNU3aTa; B
AEHA, B KOHTO NaLMEeHTBLT HAMA QHANK3a NEeKapAT e aJanTupa Ao3aTa Cnopea CTOMHOCTHTE Ha
APTEPUATHOTO HANISITAHE.

ITayuenmu 6 cmapuecka gv3pacm:
Ho3ara TpaGea na Obae B CbOTBETCTBHE ¢ ObOpeyHaTa PYHKUHMA HA NALMEHTHTE B CTapYecKa Bb3PacT

(Bx. TouKa 4.4).

Ilecuampuuna nonyaayua.

besonachocTTa M epukacHocTTa Ha EHan npu zeua noa 18-roanuiHa Bb3pacT Bee OLUE HE ca
YCTAHOBEHH.

HNma orpaHHyeHHn KIMHHUYHHA NPOYUYBAHHUA 3a U3MON3BaHE Ha EHan NpH XUNepTeH3UBHU MeAHaTpUHHH
nauMeHTH (BX. Touku 4.4, 5.1 u 5.2).

Ilpu naumeHTH, KOUTO MOraT aa npuemar tabnetku, pozara TpadBa Ja Obae HHAHBUIYANH3UPAHA
cnopea npoduia Ha AALKMEHTa W NMOBIUABAHETO HA KPbBHOTO HansiraHe. [lpenopbsuBaHaTa HavanHa
no3a ¢ 2,5 mg npu nauveHTn ot 20 go nog 50 kg 1 5 mg npu naunenty > 50 kg. EHananpun ce
npHiara BeHb¥ AHEBHO. Jlo3upoekaTa TpadBa aa ce KOpUrypa B 3aBUCHMOCT OT HYKIUTE Ha
nagueHTa 10 MakcHMyM 20 mg anesHo npy nauueHTH ot 20 10 noa 50 kg w1 40 mg npu naunerTH >
50 kg. (Bx. TOuKa 4.4).

EHan He ce npenopbuBa NpH HOBOPOAEHHW U NPH AeLd, KOMTO UMAT CKOPOCT HA MIIOMEPYJIHA
duarpauns <30 ml/min/1, 73 m?, Thil KATO HAMA HAJIHYHK AAHHH.

HauuH Ha NMPUACKCHHC

[MTauneHTUTE TpabBa Aa NpueMaT TableTKHTE LEM C MAJIKO TeHHOCT. Te Morat fa rv rpHeMar npeau,
Mo BpeMe WU ¢sieq XpaHeHe. Tpabea na rv B3emar peJOBHO NO €QHO U CbUIO BpEME Nnpe3 AeHA. AKO
nponycHar tabnerka, TpabBa na a 83eMaT KOJKOTO € Bb3MOXHO Nno-0up30. Ako ofaue ocTaBaT camo
HAKONKO 4Yaca A0 CACABALLATA fUIAHUpaHa A03a, Te TpAOBa na nponycHar 3abpaBeHaTta Tabnerka W na
B3¢MaT CaMO MnaHUupaHaTa no3a. Jo3ure He Tpabea HHKora aa ce aybnupar.

Enan tabnertku He Morat aa Ob4aT pa3aeneH! Ha ABE paBHH AO3H, NOPAAMN KOETO HE ca
NaLKEHTH, KOUTO CE HYXKAaAT OT A03a OT 2,5 mg eHananpua {NPpH NaLHEeHTH CbC CHMIN

CbpAe4Ha HEAOCTATHYHOCT MW aCHMNTOMATHYHA JUCOYHKUHSA Ha NIiBaTa KaMepa, TEXBR Y o™ ﬁ % |
TEPMHHAIEH CTAaaNii Ha OBOpeUHO 3abonaBaHe, BKIIOYMTENHO TAKWBA HA XeMOAHANTNH] )3 qtg”h; > 1
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NalUeHTH, aKO € HE0DX0AWMO R03HpaHe OT 2,5 mg eHananpu, TpAGRa na ce NOTLPCH AITEPHATHBEH
NMPOJYyKT.

4.3 IIpoTHBONOKAIAHHA

- CBpPBbXYYBCTBUTENHOCT KbM €HAJIANPHIT W/HJIH €HAJIANPUIAT HIH KbM HAKOE OT NMOMOLLHHUTE
BELLECTBa, U3OpoeHH B Touka 6.1, unu kM apyr ACE-uuxuburop,

- AHamHe3a 3a aHrnoeaeMm, CBbp3aHa ¢ npeavLuHo nevenue ¢ apyru ACE-unuxuburopy,

- HacneacTtereH WK HaHOMaTHYeH aHTHOEdEM,

- [lo BpeMe Ha BTOpHA U TPETHUA TPUMECTLP Ha OpeMEeHHOCTTA (BXK. ToOukH 4.4 n 4.6),

- EnHospemenHnata ynotpeba Ha Enan ¢ anickHMpeH-CbAbpXalluH NPOAYKTH € NMPOTHBOMNOKA3aHa
MPH NAUKEHTH CHC 3axapeH auadet wiu 0b6peuHo yepexxkaave (GFR < 60 ml/min/1,73 m2) (sxk.
Toukn 4.5 u 5.1).

- CenwreTBawa ynorpeda rnpu Tepanus cue cakyOutpun/sancaprad. Enan He tps6sa aa ce 3anousa
no-paHo ot 36 yaca cjiel nocaegHara 103a cakyOuTpua/BaicapTaH (BK. ¢blio Toukd 4.4 1 4.5).

4.4 Cnennanuu npeaynpexjeHus H NpeANaiHH MEPKH NPH ynorTpeda

CumnmomMamuiHa Xunomonus

CuUMNTOMaTHYHA XHNOTOHKA ce HabmoaaBa PAAKO NPH HEYCIOXKHEHH NaUHeHTH ¢ xuneproHus. [pu
MaLHEHTH C XHNEPTOHHA, NTOJyyapaiy EHan, CHMNTOMaTHYHA XHITOTOHHSA € NO-BEPOATHO Ja
Bb3HHKHE, KO MALIMEHTBT € 01T ¢ HamMaleH 00eM Ha TEYHOCTHU, HANPUMED, B PE3YNTAT HA AUYPETHHHO
NeUYeHHe, IUETA C OrpaHHUEH NPHUEM Ha COJI, AMANTH3a, AMapUa UM NOBpbLIAHE (BXK. TOUKH 4.5 U 4.8).
[Ipn nauHeHTH CbC CbpAEUHA HEAOCTAThUYHOCT, C WK Oe3 npuapyxasaiia 6n0peuHa HeJOCTATBYHOCT
MOXE /12 C€ pa3BHe CHMNTOMAaTHYHA XHNOTOHHA. Hal-BeposATHO € TOBa Aa ce NposBY NPH NAaLHEHTH ¢
MO-TEXKKa CTENEH Ha CHPACYHA HEAOCTATHYHOCT, B PE3YJITAT Ha H3MOA3BAHETO Ha BUCOKH N03HU
OpHMMKOBH OHYPETHLIH, XHINOHATPUEMHA HIH yHKUHOHANHO ObOpeuHo yBpexaaue. [Tpu Te3n
MaLUEHTH NeYEeHHETO TpAOBA fa 3anoyHE NOA fekapcko HabnaeHwe U nauMeHTuTe TpAOBa
BHUMATEJTHO a Ce NPOCNeAABaT, KOraTo 103aTa Ha eHananpui W/ AW QMY PETHKA CE€ KOPHIHpAaT.
[logobuu chobpaxeHns TpsaOBa na ce KMaT NpeABUA NMPU NALMEHTH C HCXEMHYHA GONECT Ha ChPLETO
WU MO3BYHOCHAOBA OONECT, MPH KOUTO €IHO MPEKOMEPHO MOHMKABAHE Ha KPhBHOTO HANANAHE MOJKE
na aoseae A0 MHGApKT Ha MHOKapAa AU MO3bYHOCHAOB HHLIMAEHT.

XHNOTOHHUATA M TEKKHTE H NOCNCOAHLIM ca peakd U npexoaHu. Ta Moxe ga ce u3berue ¢
MPpeYCTAHOBABAHE HA NCUYCHHUETO C AMYPETHLH H JHETATA C HUCKO CbAbPXKaHHE HA COM Npeau
Ha4aNoTO Ha NeYeHHeTOo ¢ EHan, ako ToBa e Bb3MOXKHO. [IpU ApyruTe ropecnoMeHaT cLCTOAHUR MK
B CIy4ai, e JIEYEHHETO C IHYPETHLIM HE MOKE Aa C€ NPEYCTAHOBH, C€ NPENOPbYBA JICUEHHETO [1a Ce
3aMOYHE ¢ Hal-HUCKATa 403a (2,5 mg) eHananpm.

[IpH BB3HUKBAHE HA XHUNOTOHHA, MALMEHTHT TPAOBAa Aa C€ CAOXKHK B JIEFHANO MOJNIOKEHUE, ¢ I1aBaTa
BbpXY HMCKa Bb3rnasHuua. [1pu HeobxoaumocT, nnasmeHUAT obem TpaOBa a ce KOpHIUpa ¢ BIUBAHE
Ha 0.9% pastBop Ha HaTpues xyiopua. [IpexoaHaTa XMMOTOHHS He € NPOTHBOMOKA3aHUE 34 NEUCHHUE C
eHananpun. Ciiel KOpPHrMpaHe Ha apTepuaHOTO HaNAraHe W MJjasMeHHs o00eM OOUKHOBEHO
NaLMKEHTUTE NOHACAT A00pe nocneaBalLUTE NO3H.

[Ipn peunnmsHpailla CHMIITOMATHYHA XHIMOTOHWA TpsbBa Aa ce KOpHrupa J03HPOBKATa HIH Ad Ce
NPEyCTAHOBH JieueHUeTo ¢ EHar.

[1py HAKOH NALIMEHTH CBC CHPACYHHA HEAOCTATHLHYHOCT, KOHTO HMAT HOPMATHO HJIH HHCKO KPbBHO
HansAraHe, MOXe Ja ¢€ NMosiBH JOMBIIHHUTEIHO MOHHKABAHE HA CHCTEMHOTO KPBBHO Hansraxe ¢ Enan.
To3n edexT ce ouakBa M OOUKHOBEHO He € NPHUUYHHA 332 NPEKPATABAHE Ha JIEUEHHUETO. AKO
XHUIIOTOHHATA CTaHE CHMNTOMATHYHA, MOXKE [1a CE€ HANOKH HAMANTABAHE HA /103aTa HW/HNW NpeKbCBaHE
Ha AMYPETHKa W/WIH Ha eHananpui.

Heouno broxupare Ha penun-anzuomen3un-aroocmeporogsama cucmema (PAAC)

FiMa nanum, ye enHospemennara ynorpedba Ha ACE wuxubutopw, aHrnorensun ll-peue
ONOKEPH MIIM ANUCKHPEH MOBHLIABA PHCKA OT XUITIOTOHHUA, XHMEPKANHEMHSA H HaMAJIAB
O0bOpeuHata PpyHxuHs (BIUTIOYHTENHO ocTpa Ob0Opeuna HegocTaTbuHOCT). [Topaau Tos
npenopbuysa ABoiHO Onokupane Ha PAAC upes komOunupanara ynorpeda Ha ACE u
aHruoTeH3HH ll-peuenrophu 6nokepu nnun anuckupeH (BxK. ToUKH 4.5 1 5.1).




AKO ce NMpPELEHH, e TepanuaTa ¢ ABOiTHO OitokupaHe e abcontoTHo Heobxoauma, Toea Tpsadsa na
CTaBa caMoO NoJ HabJIHOAECHHETO HA CNELHANTHCT H NPH YECTO BHUMATEIHO MOHUTOPHpPAHE Ha
ObOpeuHaTa PyHKUHA, EIEKTPOSUTHTE W KPBBHOTO HaNSAraHe.

ACE vuxuburopun v auruoteHsun H-peuentopuun 6nokepu He Tpabea aa ce W3non3BaT eAHOBPEMEHHO
Npy NauUeHTH ¢ anabeTHa HedponaTus.

Yepeoxcoane na Gvbpeynama ynxyua

B cnyuaii Ha 6B5peyno yBpexxaaHe (kpeaTHHHHOB KIMpbHC <80 ml/min) nepronayanHara no3a
€HANanpu TpAdBa 1a ce KOPHIrHpa B 3aBUCUMOCT OT KPEaTHHMHOBHS KJIHPBHC HA NauHeHTa (BiK.
TO4Ka 4.2) ¥ cnej ToBa B 3aBUCHMOCT OT OTFOBOPA Ha MALMEHTa KbM JfleueHHneTto. [lepuoanyen
KOHTPO/T HA KAJIHI M KPEAaTHHHH Ca 4acT OT 0OMyaiHaTa MEAHLIMHCKA NMPAKTHKA 33 T€3H MaLHEHTH.
HMma cbobuieHus 3a 6b0peyHaTa HeaOCTaTHLYHOCT NPY NALMEHTH, KOWTO NMPHEMAT €HAJTANPUA H TO
rMaBHO NpPH NALUMEHTH C TEXKA CbpAEYHA HEAOCTATBYHOCT WM noanexatlo 0s0peuHo 3abonssane,
BK/TFOUHTEIHO CTEHO3a Ha ObOpeuHaTa apTeprs. AKO ce pa3no3Hae BeAHara M ce JieKyBa no noaxoasiy
Ha4uMH, ObOpeyHaTa HeAOCTATLHHOCT, KOraTo € CBbLP3aHa ¢ JIEYEHHETO ¢ eHANanpui, OOMKHOBEHO €
obpaTtuma.

Hakou nauueHTH ¢ XunepToHus, 6€3 BuanmMo npeawectsalto 6u6peyHo 3abonssane ca nonyyuIu
MOBHIIIaBaHE HA KPbBHATA ypeA ¥ KPEaTHHUH, KOTaTO €HANANPWII € 1aBaH €AHOBPEMEHHO C IHYPETHK.
Moxe na ce HaTOKH HAMANABAHE HAa N03aTa HA €HAIANPHIT W/WNK CIMpaHe Ha AHypeTHKa. o
BEPOATHO € TOBA Aa C€ CIYUYH MpH NAUMEHTH CbC CTEHO3a Ha ObOpeunaTa aprepus (B:xk. Touka 4.4,
PeHoBacKkynapHa XMnepToHus ).

Penosackyrapna xunepmonus

CobilecTsyBa NOBHLUEH PHCK OT XMNOTOHUA ¥ 6bOpevHa HEAOCTATHYHOCT NPH MAUHEHTH C BYCTPaHHA
cTeHo3a Ha OhLOpeyHaTa apTepHs WM CTEHO3a Ha apTepHATa KbM €AUHCTBEH QYHKLIHOHUpaL 61OpeK,
KOHTO ca nekyBaHu ¢ ACE-uHxnburophu. 3aryba va 666peunaTa dyHKUMA MOXKE Na HACTBLIH J0PH H
caMoO NpPH JIEKH NPOMEHH B CEPYMHUA KpeaTuHHH. [IpH Te3u nauueHTH neueHHeTo TPsOBa Aa 3anouHe
Mod CTPOr MEAHLIMHCKH KOHTPOJI C HUCKHU 03U, BHUMATENHO THTPUPAHE W NpocieasBaHe Ha
ObOpevHaTa pyHkUMA.

bvbpeuna mparcnaaumayus
Hsama onur 3a npunoxenuero Ha EHan npu nauneHTH cbe ckopoluHa 6u0peyHa TpaHcaHTauHs.
3aroBa neueHue ¢ Enan He ce npenopbusa.

Aopmna unu cmeno3a Ha MUMPARHA KIana/xunepmpo@uyna KapouomMuonamus

Tpabsa fa ce BHUMAaBa NPH NALKEHTH C XEMOJAHHAMUYHO 3HaYMMa CTEHO3a Ha a0PTHATA Kftana WiH
CbC CTEHO3a HA OTTOYHHTE MbTULLA HA NABATa Kamepa U U 1a ce H3DArea B cilyyad Ha KapaAHOFEHEH
[OK M XEMOAMHAMMYHO 3HAYNTENHA 00CTpyKLus. [latuenTure ¢ nepudepHa obCTpyKTHBHA
aprepuanHa 00AeCT WK ¢ TEHEPAIM3HPAaHA aTEPOCKIEPO3a MOXKE ChIUO 1a HMAT PEHOBACKY/IAPHO
3a0onasane. [lopaawn ToBa Te Tpa6Ba na ce NeKyBaT BHUMATENHO U IE4EHUETO BUHAry TpabBa Ja ce
3aMo4YBa ¢ HaAW-HUCKATA 4033 eHANANpU.

Capvxuyscmeumentocm/aH2uOHesPOMuUYEeH Omox

HMma cboOLUeHHs 32 AHTHOHEBPOTHYEH OTOK Ha JIMUETO, KpaHHHLIMTE, YCTHHTE, €3UKAa, [I0THCAE W/ HIH
NTAPHHKCA MPH NALHEHTH, JICKYBAHH C HHXHOWTOPH Ha AHTHOTEH3UH-KOHBEPTHPALLIHA EH3NM,
BktounTesiHo Enan. Toea MOxke ia cTaHe BbB BCEKH €1MH €Tan Mo BPEME Ha JieueHHeTo. B Takuga
ciiyuan npuema Ha Enan Tpabsa na 6bae cnpsgH BeaHara v aa ce 3anoyHe NOAXOASALLIO NPOC/IEAABAHE
33 A4 C€ OCHTYPH NBIIHO H3Y€3BAHE HA CHMIMTOMMTE NPEIH H3NHCBAHETO Ha nauueHTa. Jlopu 1 B Te3u
C/ly4ay, KoraTo MMa camo OTOK Ha e3HKa, 0e3 pecnMpaTopeH AUCTpec, NaUMeHTUTE MOraT 1a U3HCKBAT
MPOAB/DKATENHO HADNOAEHEe, ThH KaTO NEHEHHETO ¢ aHTUXUCTAMHHHU H xomumeeponn%
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npusarade Ha pastsop Ha aapeHanut 1:1000 (0,3 ml no 0,5 ml) w/unu na ce npeanpuemar cnewuu
MEPKH 3a OCHTYPABAHE HA NPOXOAMMOCT HA ANWXATEJHUTE MbTHLLA.

[Ipn yepHokOXHUTE naumenTH, nonyuasad ACE nHxubutTopu ca cbobOuwaBaHH Mo-sHCOKA YECTOTa Ha
AHTHOEAEM B CPaBHEHHE C OCTAHAIUTE PACH.

[TauneHTHTE C aHamHe3a 3a aHrHOEAeM, HeCBbp3aH ¢ Tepanua ¢ ACE-uHxnbutopu Morat aa uMar
MOBHLUEH PUCK OT aHrMoeaeM, aokato nojyvasat ACE uHxuburop (BX. CbLlo TOuKa 4.3.)
CunvrerBalnara ynotpeda Ha ACE uaxubutopH cbe cakyOuTpun/sancapraH € npoTHBONOKA3aHa
MopanH MOBHILEH PHCK OT aHruoeaeM. Jleuenue cbe cakyourpun/pancaprad He TpsOBa a ce 3anousa
Mo-paHo oT 36 uaca ciael nocheaHara no3a uunasanpui. JleyeHue ¢ uunasanpun He Tpadea aa ce
3aMo4Ba no-paHo ot 36 Jyaca cnea nocaegHaTa 103a cakyOouTpu/Bancaprat (BXK. Toukd 4.3 u 4.5).
ConbreTBawara ynorpeba na ACE unxuburopu c pauekanorpun, mTOR uHxuGuropu (Hanp.
CHPOJIHMYC, €BEPONHUMYC, TEMCHPOIHMYC) U BUWIAArIUNITHH MOXE Aa JOBEE 0 NOBHLIEH PHCK OT
aHrHoeaeMm (Harmnp. OTOK Ha IMXATENAHHTE MbTHULLA WIH €3UKA, ChC WK 0€3 HApYyLIEHHE Ha AULIAHETO)
(8. Touka 4.5). HeobxoaMMo e na ce noaxo/H ¢ NOBUILEHO BHUMAHHE, KOraTo Ce 32M04Ba JICUeHHE C
pauekanotTpuwi, mTOR uHxubuTOpH (Hanp. cHponHUMYyC, €BEPOJIUMYC, TEMCHPOIHUMYC) H
BHUIarTMNTHH NpH nauHeHT, kokTo seue npruema ACE uHxubutop.

Heymponenwi/azpanyioyumo3sa

Mma crobuieHuns 3a HeyTponeHus/arpaHynoLMTo3a, TPOMOOUMTONEHUS H AHEMUS NTPH NALIMEHTH,
npuemaiy ACE vnxubutopH. 1pu nauuenTd ¢ HopmanHa 6b6peuHa pyukuns 1 6e3 apyru
yCloxHABaLKM dakTopu, HEYTpOneHHud ce cpeua paako. EHananpun tps6Ba na ce u3nonssa ¢
H3KNIOYHTENHO BHUMAHUE MPH NALMEHTH C KOAAreHoB80 CbAOBO 3a00n9BaHe, MPH JIeUEHHE ¢
UMYHOCYpecopH MpH NEeYEHHUE C ANOMYPHHON HIIH MPOKAMHAMH, WM KOMOMHALIMA OT TE3H
ycnoxHasauy $hakropH, 0cobEHO ako MMa Beve ChLLECTBYBALUO HapylleHue Ha ObOpeuHaTa GyHKUUS.
Hsikou OT Te31 nauMeHTy ca pa3sBUId CEPHO3HU HHGEKLIMM, KOUTO B HAKOH CIYYau HE C€ NMOB/IUABAT
OT MHTEH3UBHA aHTHOHOTHYHA Tepanus. AKO eHananpui ¢ U3MoA3Ba NPU TAKHBA MALIUEHTH €
HEOOX0AUMMO NEPUOAHYHO NpocieaaBaHe Ha Opos Ha 6enUTe KPBBHH KNETKH KATO NauHeHTHTE Tpabea
na 6baaT HHCTPYKTHPaHHU Aa cbOOLABAT 32 BCEKHM NPU3HAK HA HHDEKLINS.

YeproOdpobro yepesicoane

Paaxo, ACE HHXHOHMTOPUTE Ce CBBLP3BAT CbC CHHAPOM, KOHTO 3anou4Ba ¢ XOJECTATHYHA XKBATEHULIA
HJIH XEMATUHT W NporpecHpa 10 ocTpa YepHOApoOHAa HEKPO3a U (NMOHAKOra) cCMbpT. MexaHH3IMBT Ha
TO31 CHHAPOM He € H3acHeH. [launedTure, nonyyasauumn ACE nHXKHOUWTOPH, KOHUTO pa3BuBaT
XXBIITEHULA WK NOJyHaT NOBHILABAHE HA YEPHOAPOOHHTE eH3MMH TPAOBA 1a NPEKPATAT APHEMA Ha
ACE unxuburtopa, na 6baar HaOnionaBaHu 4 1a nNonyuaTt NOAXOAAWM MEAHIIHHCKH TPHKH.

Anaduraxmuunu peaxyuu no 6peme Ha QeCeHCUDUIUIAYUR KbM YUNOKPUIU

Panxo nauueHTH, nonyyasaitd ACE nnxuburopu no Bpeme Ha neceHcnOunnzaums ¢ oTposa ot
LIMMOKPWIIH ¢a Pa3BHJIH XXKHBOTO3aCTPaLLABALIM AaHAPHUNAKTUYHY peakuuu. Te3u peakuMH ce H3dsrear
upe3 BpEMEHHO cnupane Ha ACE-unxuburopa npean Bcaka geceHCHOMNKH3aUus.

Anaguraxmuunu peaxyuu no epeme na LDL agepesa

Pagko nauuenTty, nonyvasaiu ACE unxuburopu no Bpeme LDL adepesa va nunonporenH ¢ Hucka
MUTbTHOCT C AEKCTPAHOB CyJIPAT Ca pa3BMBAIM XKUBOTO3aCTPALLABAlIM aHADUIAKTHYHH peakLuuu. Te3un
peaKkLtu ce H3bATBaT upe3 BpeMeHHo cnupaHe Ha ACE-nuxubutopa npeau scaka adepesa.

Ilayuenmu na xemoouanuza
AHa(QUNaKTHYHH PeakL M €a N0KNAABaHH NPH NaUMeHTH Ha avanuskpa ¢ high-flux memGpanu (nanp.
AN 69 ®) u nexysanu eaHospemeHHo ¢ ACE unxuburop. [1pu te3n nauuenTy tpabea ga ce o6

JICKApPCTBO.

XunoziuxeMun




[lateHTH ¢ AnMadeT, 1IeKyBaHH ¢ IEPOPATHH AHTHAUAOETHH NEKAPCTBA HAU UHCYJIUH, NPH KOUTO CE
3anousa jgededne ¢ ACE-uHxuburtopu, Tpabea na 6baaT npeaynpeaeHu aa cneaat orbamns3o 3a
XHITOrMTHKEMHSA, 0CODEHO Npe3 NbpBHA Mecell Ha KOMOMHUpaHaTa ynotpeda. (8. Touka 4.5).

Kawuya

Hima cvoblueHns 3a kamnvua npu ynorpebara Ha ACE-uHXuOUTOpH. XapakTepHo €, ye KALLITUIaTa e
HENPOAYKTHBHA, NPOAB/DKHUTENHA U OT3BYYaBa ciel NpekpariasaHe Ha neueHHeTo. Kaunuuara,
npeau3sukaTta ot ACE nnxuburtop, Tpsabea ga ce pasrnexna karo yacT oT AudepeHIHanHaTa
AMar{Ho3a Ha KalUTHLa.

Xupypeus/arnecme3us

[Ipy nauMeHTH, NOANOKEHH Ha roIaMa OnepaLnsa UK NO BpeMe Ha @HECTE3NA C SIEKAPCTBA, KOHTO
Npeau3BUKBAT XMNOTOHUA, eHananpun Onokupa aHruoreHsun [ obpasyBaHeTo ¢ koMneHcaTopHO
oceroboXaaBaHe Ha peHUH. [IpH NodBa Ha XHMMOTOHHA KW KOTraTo CE€ CUMTA, UE TH Ce ABbHKH Ha TO3M
MEXAHH3BM, TA MOXKE [1a C€ KOpUIrypa Ype3 yBe/lMyaBaHe Ha 00eMa Ha TeYHOCTHUTE.

Auneprazuemus

ACE #HXUOMTOpHUTE MOraTt 1a Npeau3BUKaT XHNepKanueMus, Thid xaTo HHxHOUpaT oceoboxkaasaHeTo
Ha anaocTepoH. EQexThT 0OHKHOBEHO HE € 3HAYMTENEH NPH NAUHEHTH ¢ HopMaiHa 6bOpeyHa
GYHKUHA. PuckoBH (pakTopH 3a pa3BUTHETO Ha XHNEPKATUEMHA ca ObOpeuHa HeZOCTaATbYHOCT,
XHIIOATAOCTEPOHHIBM, BiiOlIaBaHe Ha ObOpeuHaTa QyHKLMUA, Bb3pacT

(> 70 roauHu), 3axapeH AHA0ET, HHTEPKYPEHTHH CbOUTH, NO-CNELHANTHO AEXHAPATHPAHE, OCTPa
CbpAEYHa JEKOMIMEHCAUMA, MeTaDonuTHA aunua03a U eIHOBpeMeHHa yroTpeba Ha KaTui-
ChbXPaHABALLH AHYPETHLH (HANP. CMTUPOHONAKTOH, ETUIEPEHOH, TPHAMTEPEH WJIH aMHIIOPH), KATHEBH
[00aBKH WIH KANUH-CBABPXKALLK 3AMECTHTEIH Ha COJITA, WIH NPH NaUMEHTH, NPUEMaLlld APYTH
NIEKapCcTBa, CBLP3aHH C MOBHILIABAHE HA CEPYMHMS KaTWH (Hamnp. XenapuH, TPMMETONIPUM HJTH KO-
TPUMOKCA30J1, NO3HAT CBLUO KATO TPUMETONPUM/CYN(aMETAKCA30N H OCOOEHO aHTATOHUCTH Ha
anA0CTEPOHA WK aHTHOTEH3MH-pELENTOPHU Onokepu. U3non3zsanero Ha kanneBn 000aBKH, KaTuii-
CbhXpaHABALLK AHYPETHLH HIH ChAbPXKALK KATHH 3aMECTHTE/IM Ha COMITa, OCOOEHO NPH NAaLHEHTH C
HapylleHa ObOpeyHa GyHKUHS, MOXKE Aa 10Be/ie 10 3HAYHTETHO MTOBUILIEHUE HA CEPYMHUS KU,
XUMEPKATHEMHATA MOXKE Aa MPHYUHKU CEPHO3HH, NOHAKora ¢patanHu aputMud. Kanuii-
CbXpaHABALUHUTE AUYPETHLM H aHTHOTEH3HH-peLEnTOpHUTE OiokepH TpabBa Aa ce npunarar
BHHUMATE/HO NpU NauKeHTH, npHemMatin ACE nuxuburopn, kato cepyMHUAT kanuii u 6u0peuHara
¢dynxkuus Tpadea aa ce npocneaasar (Bxk. Touka 4.5).

Jlumuii
Karo npaeuio, koMGHHaLWATA OT AMTHIA ¥ eHATanpHI HE ¢e NMpenopb4YBa (BX. Touka 4.5).

[leduampuuna nonyrayus
MMa orpaHHyeH ONMT M0 OTHOWEHHE Ha e(PHKACHOCTTa M 0€30MacHOCTTA MPH JIEHEHHE Ha Aelia C

XUNEPTOHHUA > 6 FOAWHH, HO HSIMA OMUT [0 OTHOLUEHUE HA ApyruTe nokasanusa. ChilecTsyBat
OrpaHHYECHH (PAPMAKOKHHETHUHH JJAHHH NPH Jela HajJ 2-Meceuna Bu3pact. (Bxk. cbino Touku 4.2, 5.1
u 5.2.) Enan He ce npenopbyBa 3a ynotpeba npy Aeua nNpu Apyry NOKasaHus OCBEH MPU XHMEPTOHHA.
EHan He ce npenopbuBa NpH HOBOPOAEHH H MPH AELA ChC CKOPOCT Ha rIoMepy/iHa GUNTpaLus

<30 mi/min/1,73 m2, Tbii KaToO HAMA HATHYHH JAHHH. (BXK. TOuKa 4.2).

bpemennocm

ACE naxuburopu He TpsadBa na ce HazHa4aBaT no speMe Ha OpemenHoct. OcseH, ako
npoabL/KaBaHeTo Ha nedeHHeTo ¢ ACE HHXHOHTOpP He ce cuMTa 3a XKH3HEHO BAXKHO, NALUHEHTKUTE,
rUiaHHpawKk OpeMeHHOCT, TPAOBa 1a NPEMUHAT Ha ATTEPHATHBHO aHTHXMNEPTEH3IHBHO JIEUEHHE, KOETO
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KakTo v npu OCTAHAIMTE JEKAPCTBA, HHXHOHTOPH HA AHIHOTEH3UH-KOHBEPTHPALLUS EH3HUM,
€HaNarnpHl € o4eBUHO MO-MANKO (PEKTHBEH 3a MOHIKABAHE HA KPBBHOTO HANATAHE NPH YEPHATa
paca B CpaBHEHHE C OCTAHAIMTE pacH, BEPOATHO MOPAAH MNO-BUCOKO pas3NpocTpaHEHHE HA MONYJIaLMa
C HUCBK PEHHH TMPH HYEPHOKOKHTE XUMEPTOHHLIH.

[lovowmu eengecmsa

Enan coabpka nakrosa. [lauveHru ¢ peaku HacneacTBeHM NpoBIEMU HA HENOHOCHMOCT KbM
ranaKTosa, NbJeH NaKTa3eH AePUUUT MK FNIOKO3HO-ranakTo3Ha Manabcopbuus He Tpadea na
npyveMar ToBa JIEKapCTBO.

Toea nekapcTeO cbabpkKa no-manko or | mmol HaTpuii (23 mg) Ha n030Ba €AMHHLA, T.€. MOXKE Aa CE
Ka)ke, Y€ NPaAKTHYECKH HE ChAbPIKA HATPHH.

4.5 BianmogeiicTBRE ¢ APYTH JIeKAPCTBEHH NPOAYKTH H APYTH (OPMH HA B3IaHMOAEHCTBHE

Kanni-chbXpaHABalty JUYPETULIH, XPAHUTEIHU A00ABKH, CHABPKAIUN KATHH AN KATHI-ChAbPXKALUIH

3aMECTHTE/IM Ha CoNTa

BbnpekH ye cepyMHUAT Ka/IHii OOMKHOBEHO OCTaBa B PaMKHTE Ha HOPMAJTHUTE TPAHHLIH, ITPH HAKOH
MALMEHTH, NEKYBaHH C €Hananpui, MoXe 1a Bb3HHKHE XUIiepkanveMus. Y norpedara Ha KajiHii-
CbXpaHABallH AHYPETHLUH (HAMpP. CNMPOHOJIAKTOH, TPHAMTEPEH WIH aMUIOPHU), XPAHUTETHH
N00ABKH, ChABPAKALM KANHH UITH KaTHi-ChABPXKALLH 3aMECTHTENIH Ha COSITA MOXE Aa AOBEAE A0
3HAYUTEITHO MOBUIUEHHE HA CEPYMHUA Kani. Tpabra cblO Ja ce BHUMABA, KOraTO €HANANPUI CE
npunara ¢IHOBPEMEHHO € IPYIH CPeICTBA, KOMTO NOBULIABAT CEPYMHUA KalHi, KaTo Hamp.
TPHMETONPHM H KOTPUMOKCA301 {TPHMETONPHM/CY1(haMeTOKCa30), Tbif KaTO € H3BECTHO, Y€
TPHMETOMNPHM JIEHCTBA KATO KATMH-ChXpaHABALL AHYPETUK MoaodHo Ha amunopua. [lopaau Tosa He
ce npenopbysa KOMOMHHPAHETO Ha €HAJANpPHII C TOPECMOMEHATHTE JIEKApCTBa. AKO €1HOBPEMEHHOTO
npUunRoXkeHHe Ha EHan v Te3u NpoayKTH € KaTeropuyHo HEOOXOAHMO NMOpaaH XHIMOKATHEMHS, Te
TpsAOBa 1a e M3MON3BAT MPEANa3IMBO U NIPH YECTO MOHUTOPHPAHE HA CEPYMHHUTE HMBA HA Kanus (BiK.
TOuKa 4.4).

duypernuu (Tnazuanu 1 OpUMKOBH INYPETULIM)

JleyeHHETO C BUCOKH N03M AHYPETHLIH MOXE Ja NOBEIE A0 XHIMOBONEMHUA H PHCK OT XUMOTOHHA, MPH
3a104BaHe Ha IEUEHHE C eHananpuia (BxK. Touka 4.4). XHNOTEH3HBHUTE e(peKTH Morar na 6baar
HaMaJICHHW NpH CNIHpaHe Ha NWYPETHKA, Ype3 yBe/IHYaBaHe Ha 00eMa Ha TeHHOCTUTE WIH NPHEMa Ha
COJl HNH OT 3an0u4BaHe Ha JICYEHHE C HUCKA A03a CHananpu..

Lpyrn aHTHXHNEPTEHIUBHY JIEKAPCTRA
EnHoBpemeHnHaTa ynotpeba ¢ TakWBa NeKapcTBa MOXKE Aa NOBHLUH XHNOTEH3IWBHHUA eexT Ha

eHananpun. EqHOBpEMEHHOTO NMPHIOKEHHE C HUTPOTTHUEPHH W APYrd HHTPATH WIH APYTrH
Ba30MUIATATOPH MOXE AOTTBAHUTENHO 1a NOHWXH KPBBHOTO HANAraHe.

JlaHHH OT KIMHHUYHH NPOYUBAHUA NOKa3BarT, 4e ABOHHOTO OfI0KHMpaHe HA PEHHH ~AHTHOTEH3HH
anpocrepoHosara cucteMa (PAAC) ypes komOunmnpanara ynorpeba Ha ACE unxuburopy,
aHrnoteH3uH ll-peuenropHu 6rokepy UK anUCKKUPEH Ce CBBP3BA C MO-BHCOKa HECTOTA HA HEXKEAHH
CbOHTHSA, KATO HaNpUMep XMNOTOHHMS, XHIIePKaTHeMus 1 HaMasaBaHe Ha Ob0peuHaTa pyHKUMS
(BKITIOYHTENHO OCTpa ObOpEUHA HEAOCTATHYHOCT), B CPaBHEHHUE C ynoTpedara camo Ha eHO
cpencTeo, aencTeawo Bbpxy PAAC (Bxk. Toukn 4.3, 4.4 u 5.1).

JIuTHi
Hma chobiuenns 3a odpaTHMO NoBHLIaBaHe HA CEPYMHHMTE KOHUEHTPALIMM HA JIHTHH U IHTHEBA
TOKCHYHOCT MO BpeMe Ha CbBMECTHO NpuiokeHHe Ha NHTHH H ACE-Huxubutopu. EnHoBpemen

PHCKA OT NUTHEBA TOKCHUYHOCT NPH NpunokeHdeTo Ha ACE-uHxuburopure.
M3non3BaHeTO Ha eHATANPHII € JIMTHI HE € NPENOPbUMTENHO, HO aKO Ta3W KoMOuHa
Tpa0Ba 1a ce W3BLPUWH BHUMATENHO NPOCEAABAHE HA CEPYMHHUTE HHBA HA JMTHH (B

TPpULMKNHYHH aHTHIENPECAHTH/aHTHICHXOTULIW/AHECTETHUW/HADKOTHIIH




Ennospemennara ynotpeba Ha HAKOW aHECTETHUM, TPHLHKIHYHH aHTHACNIPECAHTH H AHTHIICHXOTHLIM
¢ ACE uHXubuTOpH MOXKE na A0BeAE 20 AONBJIHUTENHO HAMAMABAHE HA KPHBHOTO HanAraHe (BxK.
Touka 4.4).

HecTeponanu npotueosbinanuresuu aekapersa (HCITIBC)

[IpOABHKHTENHOTO NPUIOKEHHE HA HECTEPOH/IHH NPOTUBORL3NANUTEIHHM JIEKAPCTBA MOXKE A
HaMaH aHTuxunepreHsnsHud edext Ha ACE-unxuburopure. Hectepornanure
NPOTHUBOBB3NAIHTENHH IeKapcTBa (BKMOUHTENHO COX-2 HHxubutopn) u ACE-nHxHOHTOpHTE HMaT
afIMTHBEH €(dEKT BbPXY YBENHUYECHHUETO Ha CEPYMHUS KATHH U MOKE 1a A0BeAE A0 BJIOILABAHE HA
OnOpeunara dyHkuna. Tesu edexTr 06uKHOBEHO ca 0GpaTHMH. Paako moxke aa Bb3HUKHE OCTpa
6BOpeuHa HeROCTATBUHOCT, 0COOEHO NPH NAUMEHTH C HapylleHa ObOpeuna hyHKUMA (KaTO HanpuMep
NPy NAUHEHTH B CTAPYECKA BH3PacT UIIH NPH TAKKBA, KOMTO Ca ¢ obeMeH nedHUHT, BKIIIOYHUTENHO U
Te3H, Ha IeHeHHe C AnYypeTrlH). [TaLmenTrTe TpaOBa aa 6baaT aieKBATHO XUAPATHPAHU H 12 Obae
npocieassaHa ObOpeuHaTa pyHKUMA criel 3anoYBaHe Ha KOMOUHHPAHOTO NEUEHHE H NEPHOAUUHO
clen Toea.

31aTHU npenapaTH

HUTPUTOUAHH peakiiH (BKIIOYBAT CHMNTOMH KATO 3a4EPBABAHE HA JIMLETO, MAAEHe, MOBPBIUAHE H
XHIOTOHHA) Ce CHOOILABAT PANKO NPH NAUMEHTH HA JIEYEHHE ¢ HHXKEKTHpAHe Ha 31aTo (HATpHEB
ypoTHOManar) U cbnbTCTBalla Tepanus ¢ ACE-uHXHOHUTOPH, BKIIOYMTENHO eHananpui.

CakybuTtpuia/pancapraH
ConererBauiata ynotpeba Ha ACE nHxnbuTOpH cbe cakyGUTpWI/BaicapTaH € NPpOTHBONOKA3aHa, Thil

KaToO TOBA NMOBUILABA PHCKa OT aHruoeaem (Bx. Touka 4.3 u 4.4).

mTOR (rapreTu Ha panaMuuuH npu 603alHULN) HHXHOUTOPH

CenvrerBawara ynotpeba Ha ACE uuxubutopu ¢ pauekagorpun, mTOR uuxuburopu (nanp.
CHPOJIUMYC, €BEPOSIUMYC, TEMCHPOIHUMYC) H BHIAATTHIITHH MOXE Aa A0BEE A0 MOBULIEH PUCK OT
aHruoeaem (Bx. Touka 4.4).

CUMNATHKOMUMETHLM
CUMNaTEKOMUMETHLMTE MOraT Na HAMAJIAT aHTHXHUNEPTEH3HBHUA edekT Ha ACE-uHxubuTopm.

AHTHanabeTHU CpeacTBa

EnuaeMu#onoryyHH rnpoy4BaHHs nokassar, ue e AHOBPEMEHHOTO NpHaoxkeHne Ha ACE-unxuburopu 1

aHTUAMA0ETHU J1eKapCTBA (MHCYJIHH, MEPOPATHU XHITOTIMKEMHYHH CPEICTBA) MOXKE Aa JOBEe
3aCW/IBaHE HA €(eKTa Ha MOHWKABAHE HA INIHOKO3aTa B KPBBTA C PUCK OT xunorinkeMmus. o BeposTHo

€ TOBa AB/ICHUE A HACTBLIH NPE3 MbPBHTE CEAMULIH HA KOMOHMHUPAHOTO JICYEHHE U NMPH NAUHEHTH C
ObOpeuHo yBpexnaHe. (Bx. Touku 4.4 1 4.8)

AJTKOXON
ANKOXObT yBEHYABa XUNOTEH3UBHUA edexT Ha ACE-uuxuburopH.

Ko-TpumMokcason (TpumetonpuM/cyndamerakcazon)
[launeHTuTe, KOUTO NMPUEMAT €IHOBPEMEHHO KO-TPHMOKCa30M (TpumetonpuM/cyndameTokcason)
MOraT Aa Obaar HIOKEHH Ha MOBHILEH PHCK OT Pa3BUTHE Ha XHUNepKanueMus (Bx. Touka 4.4).

ALETHICATULINNOBA KUCENHHA, TpoMOoauTHLM U GeTa-6aokepu
Enananpun moxe 6e30nacHo ga ce npunara eAHOBPEMEHHO € ALETHIICANIMLMIOBA KHCEIMHA (C
KapAUOJIOrHYHO 103K), TpoMbOonKTHLM 1 BeTa-6nokepn.

Linknocnopux
[lpn cbnbreTBaWa yrnotpedba na ACE nHxubutopu ¢ UMKNOCNOPHH MOXeE [1a BB3H
XHnepkanveMus. [lpenopnusa ce npociaeasBaHe Ha CEPYMHMA KAIUH.

XenapuH




[1Ipu cwbTeTBawwa ynotpeda Ha ACE nHxuOHTOpH © XenapyH MOXxe 1a Bb3HHKHE XHIEPKATHEMHSL,
[lpenopbuBa ce npocaeasBaHe HA CEPYMHHUA KATHH.

4.6 @epTpaAHTET, OPEMEHHOCT H KbpMeHe

bpeMeHHoCT

Ynorpebara Ha ACE nuxnOuTopu He ce npenopb4sa No BpeME Ha MbPBUS TPHMECTHP Ha
EpemennocTTa (BX. Touka 4.4). Ynorpedara Ha ACE unxubuTopH e npoTHBONoOKasaHa no BpeMe Ha
BTOPUA U TPETUH TPHMECTBLP HA OpeMeEHHOCTTA (BXK. TOUKH 4.3 K 4.4).

EnuaeMHoNOrMHHUTE 10KA3aTeNCTBA 10 OTHOLWIEHUE HA PUCKa OT TEPATOrEHHOCT Cle] eKCNO3nLHUA Ha
ACE nnxubuTOpH 10 BpeMe Ha NbpBHA TPUMECTHP HA OPEMEHHOCTTa He ca yOeaAUTeTHH, HO BbITPeKH
TOBa, C1a00 yBEJIUUEHHE HA PUCKA HE MOXeE aa Obae u3kaoueHo. OcBeH, ak0 NPOABL/IKABAHETO HA
nedeHneTo ¢ ACE uHxHOMTOp He ce cyUTa 32 MM3IHEHO BAXKHO, NALMEHTKUTE, MIIaHHpaLlH
OpeMeHHOCT TpAOBa 1a NPEMHHAT HAa AITEPHATHBHO AHTHXWNEPTEH3HBHO JICUEHUE, KOETO HMA
ycTaHOBeH npogun Ha Be3onacHOCT npu ynotpeba no speme Ha OpemenHocT. Korato e
AMarHocTuuMpasa opemeHHoCT, neueHueTo ¢ ACE nHxubutopu Tpabea na 6n1e npeycTaHoBEHO
He3abaBHO M, ako € HeoOX0AMMO, 1a 3aN0YHe anTepHATUBHO nedeHue. U3BecTHO €, Ye ekcno3uumaTa
Ha ACE nHXUOHUTOp NO BpEME HA BTOPHR U TPETHA TPUMECTBP MHAYLUMPA NPH YOBEKA
deToTokcuuHoOCT (0TCNaOBaHe Ha OLOpeUHaTa GyHKUMA, ONHTOXHAPAMHUOH, H30CTABAHE HA
yepenHaTa oCH(UKALMA) H HEOHATANHA TOKCHUHOCT (OBOpEeUHa HEAOCTATHUYHOCT, XHITOTOHMA,
XHMEepKanueMHua) (Bx. Touka 5.3). OnMMroxmapaMHUOH Npy MaiKaTa, BEpOATHO NpeacTaBAABaLIl
HaMasieHa emOpuoHanHa Ob0peuHa pyHKUUA CE NOSBABA M MOXKE Aa AOBEAE R0 KOHTPaKTYpa Ha
KpaHHULHUTE, YEPENHO-TUUEBY NePOpMALIHK U XHMI101a31A Ha Oenus apoo.

B cayuaid, ue uznaranero Ha ACE HHXHOUTOP € Bb3HUKHANO nipe3 BTOPUS TPUMECTbP Ha
OpeMEHHOCTTa € NMPenopBbYUTEIHA YNTPa3ByKOBa NpoBepka Ha ObOpeuHaTa PyHKLHA K uepena.
bebeta, unnro maiiku ca npuemann ACE unxubutopu Tpadsa na 6baat BHUMAaTENTHO HaONIOAABAHY 33
XHNOTOHMA (BXK. TOUKHU 4.3 1 4.4).

KnpMeHe

OrpanuueHH papMaKOKHHETHYHH JaHHK Ca MOKa3aJH MHOIO HUCKHM KOHLIEHTPALKH B KbpMaTa (BXK
TO4YKa 5.2). BbnpekH, 4e Te3H KOHUECHTpauuy ca 6e3 KIHHHYHO 3HAYEHHE, HE Ce TIPETNIoPbYBAa
W3M0N3BaHETO Ha EHan TabneTKH OT KbPMAYKH Ha NPEXAEBPEMEHHO pojeHH DebeTa, KakTo U npe3
MBbPBHTE HAKOJIKO CEAMHKLUM ClE€A PAXKAAHETO, NOPATH XHITOTETHUHUA PUCK OT ChPACYHOCHIOBH H
6BOpeYHH €PEKTH W THi KaTO HAMA JOCTATBYHO KITHHHYEH ONUT. B cayuail Ha no-roneMu Kupmauera,
ynotpebarta Ha EHan TabneTrku oT kbpMely Maika Moxe 1a ce oOMHCAH, ako TOBA JIEHEHHE €
XKM3HEHO HEOOX0AMMO 3a MaiikaTa, a aeTeTo ce HabnloaaBa 3a KakBUTO H 1a OUNO HEXKeNaHU PeakiuH,

4.7 EdexTn BLpxy cnocobnocrra 3a wodupane H pabora ¢ MaAIIHHH

[1pu wopupane nnn padora ¢ mawnHy TpadBa aa ce UMa NpeaBH, Ye MOHAKOra MOTaT Aa C€ MOABAT
3aManBaHE UK yMOpa.

4.8 Hexenanu J1ekapcTBeHH peaKkHn

- MHuoro uectu (=1/10)

- Yectn (=1/100 no <1/10)

- Heuectu (=1/1 000 ao <1/100)
- Peaku (=1/10 000 no <1/1 000)

- Muoro peaku (<1/10 000) /_,,. -
- C Heu3BecTHa YecTOTa (HEe MOXe Aa Obae OUEHEHA OT HAJIMYHUTE AaHHH) /"" AU 10 o

TabauvHo npeacraBsgHe Ha HEKENAHHU NEeKAPCTBEHHU peakuHH

MHuoro YeceTH HeuecTn Peaku




YeCTH HEH3BECTHA
4eCTOTA
Hapy- aHeMus, HEYTPOMEHHA,
WieHUR BKJIKOUHTENHO | NOHWXKEHHWE Ha
HA ar1acTU4YHa H XeMornoduHa,
Kpvema XeMO/UTHYHA | MOHHWIKEHHUE HA
u XEMaTOKPUTA,
auUMp- TPOMOOUUTO-
Hama MEHMA,
cucme- MOTHCKAHE Ha
Ma KOCTHHA
MO3BbK,
arpaHyNoLHTO-
33
HAHLUHUTONEHH,
anmdaneHo-
naTus,
ABTOHMYHHH
3a00/1IBaHHA
Enodokp CHHIAPOM Ha
UHHU HealekBaTHa
Hapy- CEeKpelus Ha
uteHuA aHTU-
AYMYpPETHYEH
XOPMOH
(SIADH)
Hapyviu XHUNOrIHKEMHUA
EHUA HA (Bx. TOUKa 4.4)
memab
ONUIMQA
u
XpaHeH
emo
lcuxuu nenpecHa | obwpkaHocr, HeoOH4aiHU
HU De3CbHME, ChHMILIA,
Hapyuie HEPBHOCT HApYLUCHHUA Ha
HUA CBHA
Hapyw: | BHeHe Ha rnaeo- CHH/IUBOCT,
eHUA Ha | CBAT bosue, NnapecTe3u,
HepeHA CHHKoON, BEPTHIO
ma NMpPOMAHA
cucmem Ha BKyca
a
Hapyw: | 3ambriaeHo
EHUA Ha | 3PECHHE
oyume
Hapyw LUYM B YLIMTE
eHUR HA
yXomo
u
aabupu
Hma
Covpoey bonka B cbhpuelHene,
HU rbpaAMTE, | MUOKapIeH
Hapyuie HapyLIEHHU | HHPAPKT WIH
HUS 1 Ha MO3bYHOCHAOB




CbPACHHH | UHLHUAEHTY,
1 PUTDHM, BEPOATHO
aHIMHa BCJIEACTBHUE Ha
NEKTOPUC | MpeKoMepHa
TAXUKAp- | XHIIOTOHHUA
aus MPH BUCOKO
PHCKOBH
NauMeHTH (BX.
To4Ka 4.4)
Cwvoosu XHUnoTo- 3a4epPBABAHE CHHApOM Ha
Hapyute HHUS Ha NHUETO, PeiHo
HUR (BKNOYNT | OpTOCTAaTH4YHA
€THO XHNOTOHHA
OpPTOCTATH
4YHa XHNO-
TOHWA)
Pecnup | kawnuua AUCITHEA pUHOpes, benoapobuu
amop- Bb3ManeHo HHUNTpaTH
Hu, b0 H PUHHT,
CPLOHU Ape3ras riaac, | aneprayeH
u H6poHxocna- ATIBEOJIUT/
meoua- 3bM/acTMA €O3MHO(PHNHA
CMUHAT MHEBMOHUS
HU
Hapywe
HUA
Cmoma | raneHe anapus HIEYC, CTOMATHT, YpEeBEH
LUHO- KOpeMHa NAHKPEATMUT, aTO3HH A3ZBH, | aHrHOEREM
YypesHU Oonka, MOBpPLLLAHE, FIIOCUT
HApyute ApoOMAHa | JUCNENCHA,
HUR Ha BKyca | 3amnex,
AHOPEKCHA,
CTOMALIHH
pa3apa3HeHua,
CyXOTa B
yCTaTa,
NENTUYHA A3Ba
Xenamo YEPHOAPOOHO
ouruap YBpEXKAaHe,
HU xenaroueny-
Hapyute napeH Uiy
HUA XONECTATHYEH
X€MaTHT,
XEMaTuT
BKJTIIOUUTESTHO
HEKpO3a,
XoJecTasa
{ BKJIFOUHMTENTHO
ABJATCHHLA)
Hapyw oOpus, M3MOTABAHE, epuTema
CUHA HA CBpPbX- YpTHKapus, MynTucdopme,
Koxcam YYBCTBUTE | CupOEK, ekchonuaTy-
au nHocT/ aNoneLus BEH ICPMATHT,
nOOKO AHr'MoHEe- TOKCHYHA
xwcHamd BPOTHYEH enuaepMaiHa
muxan* OTOK: HEKpOIH3a,




aHIrHOHeE-
BpOTHYEH
OTOK Ha
JHLETO,
KpanHU-
LIMTE,
YCTHHTE,
e3uKa,
rnoTuca
W/ WK
NapHHKCa

{BXX. TOUKa
4.4)

CUHAPOM Ha
Stevens-
Johnson,
nemdburyc,
€pUTpOAepMa

Hapyw
eHUA Ha
MYCKYN
HO-
cxeaem
Ha
cucmem
d,
CHEOUH
umeIHa
MbKAH
U
Kocmiu
me

MYCKYJIHH
KpamIu

Hapyw
EeHUR HA

6vopey
ume u
NUKOUH
ume
nbMmuLy
a

O0B6peyHo
YBpeKIaHe,
6bLOpeuHa
HEAOCTaTbY-
HOCT,
NPOTEUHYPHS

OJIUTYPHUS

Hapyw:
EeHUR HA

penpoo
YKMUGH
ama
cucmem
au
2bpoam

HMNOTCHTHOCT

I'HHCKOMAaCTHA

ACTCHHA

yMopa

00110
Hepa3snoJio-
KeHHe, BUCOKA
TEMIeparypa

XHIepKal
HEMMS,
NnoBH-

[TOBHLHIABAHE
Ha ypesaTa B
KpBLBTA,

NOBHIIEHHE HA
4epHOApOoOHHU-
T€ EH3UMH,




LIABAHE Ha | XWIOHa- MOBHLILIEHHE HA
CEPYMHHS | TPUEMUA CEepPYMHHUS
KpeaTH- OHAMPYOHH,
HHH MOBHLIEHHE Ha
KpbLBHATa yped,
NOBULIEHHE Ha
CEPYMHHA
KpEaTUHHH

* Hecrora e cpasHuma ¢ Tasu npu nnauebo U akTHBHATA KOHTPOJIHA rPyNa MO BPEME Ha KIHHHYHHTE
[pOy4BaHUA.

** Uma chobuieHMs 32 KOMIUIEKC OT CHMNTOMH, KOWTO MOFAT A4 BIUTIOYBAT HAKOH MJIM BCHYKH OT
CACAHHTE CUMNITOMH: MOBHILEHA TEMINEPATYPA, CEPO3ZHHT, BACKY/IUT, MHANTHA/MUO3HMT,
apTpanrus/apTpur, noroxutenes ANA, nosruena CYE, eosunodunua n neskountosa. O6pus,
(GOTOUYBCTBHUTENHOCT WIH IPYTH KOXHH NPOSBH MOTaT Ja ce NOABAT.

Cpobuiapane Ha N0A03MPAHH HEXKEIAHU peaKLiuu

Cpo0L1aBaHeTo Ha MOAO3UPAHH HEXKEJIAHH PEAKLIUH Clell pa3peilaBate 3a ynoTpe6a Ha jJeKapcTBeHus
ApOAYKT € BaXkHO. ToBa N03B0AABa fa MPOXBIKH HAbIIOAEHHETO HA CLOTHOLEHHETO NOA3a/PHCK 3a
NEKApPCTBEHHUA NPOAYKT. OT MEAULMHCKHTE CMIELIMATHCTH CE H3UCKBA Na ChobLuaBaT BCAKa
NOAO3HPAHA HEWKENAHA PEaKUMs Ypes:

M3nbnuuTenHa areHuus no jiekapcTeara

yn. ,,damsan I'pyes” No 8

1303 Codus

Ten.: +359 2 89503417
yebcaiiT: www.bda.bg

4.9 IIpenosupane

CuMnTOMH

Hanu4Hy ca orpaHH4eHH NaHHM 3a Npefo3upaHe npu xopa. Hal-BaXkHUTe XapaKTepHCTHKH Ha
NPEeAO3HpaHe ChoOLaBaHH 10 MOMEHTA €a H3pa3eHa XHIIOTOHMA, 3aMoYBalla OKOJIO LUECT 4aca ciel
NOrIbUWAHETO Ha TabJIETKUTE, €IHOBPEMEHHO ¢ 610KaAa Ha pEHUH-AHTHOTEH3HHOBATA CHCTEMa, U
crynop. CHMnTomuTe, CBLp3aHu ¢ npedo3upane Ha ACE unxuburopuTe MoraT ga Bkiiouar
LMPKYAaTOPEH LUOK, €1EKTPOIUTHH HapyLieHHs, ObOpeuna HeaoCTaTbUYHOCT, XHNEPBEHTHUAALNS,
TAXUKAPAHA, NAINKTALMH, Opaankapand, 3aMasHOCT, TPEBOXKHOCT H KALTHLA.

Hima ¢10oOLeHNnA 3a cepyMHM HUBa Ha eHananpunar 100 - y 200 nbTH NO-BUCOKH, OTKOJIKOTO
OOHKHOBEHO ce HabatoaBa ciiell TEpaneBTHYHHA 103K ciel npHeM Ha 300 mg u 440 mg eHananpun,
CbOTBETHO

[Ip Bb3HWKBaHE HA XMNOTOHMSA MAaUUEHTHT TPAOBA Aa CE NOCTABH B JIEMHAIO NOJOKEHHE, ¢ [1aBa
BLPXY HHUCKA Bb3rNaBHHLU@E. AKO € HeoOX0a1MO, TpAORA Ja ce KOpUrupa IviazMeHus o6eM upes
BiMBaHe Ha (0,9% pa3TBop Ha HaTpHEB XJIOpUA. AKO € Bb3MOXHO, TpROBa Aa ce OOMUCIH JIeUEHHE ¢
HHOY3HUA Ha aHTMOTEH3HH ] /KK MHTPABEHO3HO NPUIOKEHHE HA KATEXONAMHHM.

[loBeaeHHe nNpH Npeao3vupaHe
B cny4aii Ha norbiane Ha ronism Gpo# TabneTkH ce npenopby4Ba CTOMAallHA MPOMHBKA (TP
CKOPOLLHO NONTbIIAHE) U NPHIOXKEHHE HA aKTUBHpaH BbriieH, TpaGBa HENnpeKkbCHATO Aa ce
MOHHTOPHPAT apTEPHANHOTO HANAraHe, AULLAHETO, CEPYMHHTE KOHLEHTPAUMH Ha ypesaTa, KpeaTHHUHA
M KAJHA, KaKTO M IHYype3aTa Ha NauneHTa. XHIOTOHUATA C€ NIEKYBA upe3 HHY3ua Ha 0,9% _PAFFBOR.
Ha HATPHEB XJ10PUA. Z oA 10
[1py NO-TeXKH CyyaH, HANANPHIIAT MOXKE [a Ce OTCTPAHH OT KPbBOOOpALLEHUETO

5. GOAPMAKOJIOI'MYHU CBONCTBA



3.1 PapmakoIHHAMHYHH CBOHCTBA

(DapmMakoTepaneBTHYHA rpyna: HHXMOUTOPH Ha aHrHOTEH3HH-KOHBepTHpaLLua eH3um (CO9AAQ2).

MexaHH3bM Ha NeHCTBHE

Enananpun e ¢1ab mHXMOMTOP HA aHrMOTEH3HH-KOHBEPTHPALLIUS eH3uM. B oprannima Toii 6bp3o ce
MeTabONH3MPa 10 EHATANPHNIAT, KOHTO € MOLLLEH MHXUOUTOP HA AHTHOTEH3HH-KOHBEPTHPALLNA EHIUM.
MHXxnOnpaHeTo Ha aHTHOTEH3HH-KOHBEPTHUPALLMA €H3MM BORH 0 HAMANEHHE HA KOHUEHTPALIMHMTE Ha
aHrHOTeH3uH lI, noBHIlIeHHe HAa AKTHBHOCTTA Ha NNAa3MEHUs PEHHH H HAMANABAHE Ha CEKPEUHMATa Ha
anJo0cTepoHa.

DapmakoaMHaMUYHU edeKkTH

AHTHXHNEPTEH3IUBHUTE M XEMOJAWHAMHYHY edexTH Ha EHan npu nauMeHTH ¢ NOBUIUEHO aPTEPUATTHO
HansAraHe NPeIM3BHKBAT AWJIATALHA Ha PE3MCTEHTHHUTE KPLBOHOCHH CBHAOBE U HAMaJIEHHe Ha 00LOTO
nepupepHO CHLITPOTHBACHHE, KOETO MOCTENEHHO BOAH [0 MOHHXEHHE HA aPTEPHATHOTO HANsAraHe.
ChpaeuyHaTa HeCTOTa U MUHYTHHAT 06eM 0OHKHOBEHO OCTABaT HETIPOMEHEHH.

[Ipy nauueHTH c XMNEpTOHUSA eHananpul HaMalaBa apTEPUATHOTO HangraHe ¢ 15 0o 20% cnen 6 1o 8
yaca. JIeHcTBHETO Ha eHananpun OOMKHOBEHO NEpPCHCTHPA A0 24 Yaca, KaTo No TO3M Ha4YKMH NO3BOJIABA
NPUEM BEIHBK WAH ABA MBTH IHEBHO. PaBHOMEpPEH TepaneBTHyeH eQeKT BLPXY apTEPHATHOTO
HAIAraHE C€ JOCTHIra 3a HAKOJIKO CeAMULUM neucHHe. Cea npeycTaHOBABAHE HA IEYEHHUETO C
eHaJIanpuil, apTeprUalHOTO HA/IITaHE HE Ce NMOBULIABa He3abaBHO.

[1py nauueHTH Cbe ChpAEHHA HEAOCTATBHYHOCT, TabneTkute EHan, kouTo 06MKHOBEHO ce npuaarar
CIHOBPEMEHHO C NUIUTAJIHC U AMYPETHLIMY, NOA0OPSIBAT XEMOJUHAMHMKATA U HHXHOUpaT
HEBPOXOPMOHATHHTE €PEKTH HA AKTUBMPAHETO Ha PEHUH-aHHOTEH3MHOBATA cUcTeMa. EHan
HaMaifiBa npea- M CIeA-HATOBAPBAHETO, KAaTo MO TO3W Ha4YWH 00/1eKuaBa KaMepHTe, HaMaaBa
BEHTPHKYJIHATA XHIEPTPOQHS H Pa3NPOCTPAHEHHUETO HA KONareHa  Mpeanassa MHOKapIHHTE KIEeTKH
OT yBpexxaaHe. [lopann HamansBaHe HAa ChpAEHHATA YECTOTa H oDeKuaBaHe Ha ChpLETO, TOk
noaoOpsBa U KOPOHApHATAa XEMOJAHHAMHKA, HAMANIABA KOHCYMALIMATA HA KHC/IOPOA OT MHOKZPAHHTE
K/IETKH, KOETO AOTBITHMTETHO HaMaNSBa YYBCTBHTETHOCTTA HA CHPLIETO KbM HCXEMHUYHH YBPEXKARHHA
B HAMaNsBa YECTOTaTa Ha ONACHH KaMEPHH apuTMuH. TepanesTHUHHAT XeMoaHHaMudeH edekT Ha
eHananpui oOMKHOBEHO ce Habnoaasa 2 vaca ciiell MPUNOKEHHETO U NMEpCUCTHpa Ao 12 vaca.
MakcHManHHAT KTHHKYeH edekT 0OHKHOBEHO ce Habmonasa crnen 2 no 4 ceamuuu. Enananpun
OOMKHOBEHO Ce NMpHUNara Ha Jise JO3H MPH NALMEHTH CbC ChPACYHA HEJOCTATBYHOCT H HOpMaJlHa
OuOpeuHa pyHkuma. [poabmkuTenHuTe eekTH OT NedeHneTo ¢ EHan TabneTky BKIKOUBAT: 10-cNabo
H3paseHH CHMIMTOMH Ha 3a00N9BaHETO, NOBULLIEHA MOHOCUMOCT NPH HATOBApBaHE, NO-MaiKa
HEOOXOMNMOCT OT XOCTTHTANIH3HPaHeE, N0-A00p0 KAYECTBO HA XKHMBOT H YIbIKEHA NPEKUBIEMOCT.

Exan HamanaBa peHOBACKY/lapHaTa Pe3UCTEHTHOCT, 32CHIIBa KPhBOTOKA Npes 6uOpeuute,
rIOMEpYTHATA QUITpaLMs, EKCKPELMATA Ha HATPHIA 1 BOAA, 3aMa3Ba Kajini, HAMA/IABa EKCKpeuuaTa
Ha MPOTEUHU H KyMYJIHPAHETO HA MAKPOMOJIEKYIH B ME3aHTHYMa, KaTo Taka NpejoTBpaTABa
YBPEWAAHETO HA ME3aHTHYMa H Pa3BMTHETO Ha riomMepynockieposa. [1o To3u HauunH, Toi noaxbpxka
nogoOpasa oOvOpeunara PpyHkumnsa v 3abaBs pa3sBUTHETO HA XPOHUHHO NpOrpecHpailo Gu0peyHo
3a00nABaHE W MPH NALMEHTH, KOHTO BCE OLile HE ca pa3BuK xuneptonus. [1pu 6u6peyna
HEAOCTATBLYHOCT €KCKPELMATA Ha eHananpui ce 3abaes, KOETO NPEeAH3BHKHA PUCK OT KyMYJIMpaHe Ha
nekapctBoTo. [lo3ata Ha EHan TpabBa na ce Hamann unu aa ce yBenuuM WHTEpBaia Ha no3upane. He
CE NPenopbUBa HHTEPBAJI Ha AO3HPAHE NO-ALABI OT 24 Yaca, 3auloTO TOBa MOXE Aa AoBeae A0
3HAYHTENTHA PNYKTYauus B CEPYMHUTE KOHLIEHTpauuu Ha exananpun. [Ipu nauvenTy ¢ 6u6peuna
HEZOCTATBYHOCT A03UpaHeTO TPAOBA [1a c€ aganTUpa KbM HYXAHTE Ha OonHUR H KbM 616
dyHKUMA (KTHPBHCE HA KpeaTHHHHA).

Cnen muokapaeH HHbapkT, EHan HaMansBa Hekpo3aTa Ha MMOKApAa, nofodpssa M
HaManssa 4ecToTaTa Ha NnosgBa Ha apUTMHH ciiea penepdy3vs Ha MMOKap/a, HaMasB
XHUMEPTPOHUA, pa3NPOCTPAHEHHUETO HA KONAreHa H Npeana3sBa MUOKapAHUTE KIIETKH



Ynotpebarta Ha eHananpua ciie MHOKapAeH HHBAPKT MOXe [ia NPEIoTBPaTH JIEBOKAMEPHATA
AUCOYHKLHA U NosiBaTa Ha CbpAevHa HeaocTaTbuHOCT. EHan oka3sa GnaronpusateH €hekT BbpXy
MO3BYHOTO KPbBOOOpaLUEeHHE NPH MALUKEHTH C XHNEPTOHHA H XPOHHYHO MO3BUYHOCBHAOBO 3aboaBaHe.

KnnHnuHa edukacHocT U 6e3onacHoCT

HABOHHO D/IOKHpaHE Ha CUCTEMATA PeHHH-aHMHOTEH3UH-an1ocTepoH (RAAS)

J1Be rojemu panaomusnpanu kouTponnpanu npoyusanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekyio rno6anso wanureaue 3a
KpaHHH TOUKH HA TEIMHUCAPTAH, CAMOCTOATENHO H B komOrHauus ¢ pamunipui) 1 VA NEPHRON-D
(KnuHM4HO npoyyBaHe CBBP3aHO ¢ pa3sBUTUE HA HedponaTusa NpH AWabeT, NPOBEAEHO OT
MuHHCTEPCTBO NO BLNPOCHTE Ha BETEPAHUTE) — MPOYYBAT ynoTpedara Ha komOuHauuaTa ot ACE
HHXHOHUTOp W aHruoTeHsuH ll-peuentopen Gnokep.

ONTARGET e npoyusane, npoBezeHo npu nauveHTH ¢ aHAMHE3a 3a ChPASYHOCHI0BA M
MO3bYHOCHA0BA DoNlecT, MK 3axapeH AHa0eT TN 2, NpUAPYXKEHU C JaHHU 33 YBPEXKIAHE HA
edexroptn oprann. VA NEPHRON-D e npoyysatie npu nauueHTH cbe 3axaped auabet i 2 v
nuaderHa Hegponarus.

Tesu npoyuBaHHa He GOKa3BaT 3HAYHUM OnaronpuaTeH edeKT BbPXy ObOpeUHUTE W/ HNH
CbPACHYHOCHAOBHUTE NOCJECAHLHN H CMBPTHOCT, KaTO CHLUEBPEMEHHO ca HAONIOAABAHH MOBHILEH PHUCK
OT XHUTEPKATHEMHUS, OCTPO YBPEXKIaHE Ha OBLOpEeUHTE H/UIH XHITOTOHUSA B CPABHEHHE C
MOHOTepanuaTa.KaTo ce umar npe/Bua cXoaHUTE UM (apMaKOAUHAMHYHU CBOMCTBA, TE3H Pe3yJITaTH
ca npunoxuMH H 3a Apyrd ACE uuxuburopu u aHruotensut ll-peuentopru 6nokepu.

ACE nnxuOntopu n anrvoreHsut ll-peuentopHu 6aokepu crieaoBare/iHO He TpAOBa aa ce U3MoN3BaT
eAHOBPEMEHHO MPH NaUMEHTH ¢ AHabeTHa HeponaTHA.

ALTITUDE (Knuuwuno npoyusaHe NpoBeAeHO ¢ ATHCKHPEH NPH NAaLMEHTH ChC 3axapeH AUader Tyn
2 C M3N0/I3BaHE HA CHPAECYHOCHA0BH M 61LOpeuHH 3a60nBaHUsA KaTO KpaiiHH TOUKH) € NPOyUBaHe,
NpeaHa3HAuCHO [a H3CJIEIBa No.13aTa OT N00aBAHETO HAa ATMCKUPEH KbM cTaHaapTHa TepanHs ¢ ACE
HHXHOHUTOP MK aHruoTeH3uH ll-peuenTtopen 6okep npu NauveHTH cbe 3axapex auabert Tvn 2 M
XpoHHUYHO 6BOpeuHo 3abonaBane, CbpAeHHOCHAOBO 3a00nABaHe Mk u aABete. [TpoyusaHeTo e
NPEKPATEHO NPEKAEBPEMEHHO NOPaAU MOBHILIEH PUCK OT HebnaronpUATHH riocaeanuu. Kaxkto
CbpAEYHOCHAOBATA CMBPT, TaKa M HHCY/ATHT €a NO-YECTH B MPyrnaTa Ha aIMCKHPEH, OTKOJIKOTO B
rpynara Ha njaue6o, a npeacTaBnsBaLUNTE HHTEPEC HEXENaHU CbOUTUA W CEPHO3HH HeXXEeNaHH
CHOHTHA (XHNEpKaNneMusa, XHNOTOHUA U ObOpeuHa aMCPyHKLMA) ce chOOUIaBaT No-YECTO B rpynara
HA ATUCKHPEH, OTKONKOTO B rpynara Ha niaauebo.

5.2 @apMakOKHHETHYHH CBOHCTBR

Abcopbuns
Exananpun 60bp30 ce pe3opbuipa oT cToMaliHO-upesHHa TpakT. 60% ot nekapcTBOTO ce pezopbupa n

pe30opOLMATa HE CE MOBJIMABA OT XpaHaTa. MaKCHMalIHUTE CEPYMHHU KOHLIEHTPAUUH C€ AOCTHUrAT CIEN
I yac; koHueHTpauusTa Obp30 HamansBa ciiel 4 yaca, ENMMHHALMOHHUAT MOMYXKMBOT B Naa3mara € 2
yaca.

buotpanchopmanus

Enananpun ce metabonusnpa 8 akTHBHOTO JIEKAPCTBEHO BELIECTBO €HANANPUNAT B YEpHHUA Apo0.
MakCHMaIHUTE CEPYMHH KOHUEHTPALMY HA EHAJIANPHUAAT C€ A0CTHraT 3 0o 5 yaca cnen
npuaoxeHHeTo Ha EHan tabneTku. Cnen 4eTHpY AHU Ha leveHHe NONYKHBOTHT Ha NPEBPBILAHE HA
eHajianpuia B eHananpunar ce ctabunusupa Ha 11 yaca.

Pa3npeaenenne
EHananpun ce pasnpeaens B NOBEUETO TENECHH ThKaHH, NPEAHMHO B BennTe ApoboBe, 6’b§peuﬂ']13'ﬂ~‘.‘.;~_\

l}
KPbBOHOCHHTE CHAOBE, HO HAMA JlaHHU 34 IMPEMHHABaHE B MO3bKA, KOraTo ¢ npu.nara/ Wi o, 5{ RN

Xt ,
TepanesTHYHH A03H. [lonyKUBOTHT Ha pa3npeaeneHUe Ha eHananpun e 4 yaca. 50 m;/é@} T f?ﬁ'\
IeKapCTBOTO CE CBbP3Ba ChC CEPYMHUTE NPOTEUHM, I ;. ;ﬂ"“fg* i ”’ ! \\\ %\
Enananpunar He ce MetaGonu3upa v nouty B 100% ce eJIMMHHHpA C YPHHHTA. i o NS e R P |
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ENUMUHHpaHe
ExckpeunaTa € KOMOHHaLMs OT raoMepyiHa ¢uatpaums U Ty6ynua cekpeums. bvSpeunusT KJIUPBbHC
Ha eHananpun U eHananpunar € 18 Yhw 8,1 no 9.5 I/h, choreeTHO.

Enananpunar mMoxe Aa c¢e OTCTpaHH OT KPbBOOODALUCHUETO YPE3 XEMOAHAIM3A WIIH TIEPHTOHEATHA
auMannsa. KAHpPBHCHT Ha eHananpunar npu xemoadanusa € 38 o 62 ml/min; cepymuure
KOHLUEHTpaLUHKH Ha eHAlanpuaar cnea 4-4yacopa XxeMoauanunsia ce HaMangaear ¢ 45 10 57%.

bbOpeuHo yBpexaaHe
EnnMuHupaneto Ha enananpunar ce 3abass npv mauueHTH ¢ OBOpeuHo yBpexnaHe; nopaau Tosa,

AO3WTE Ha eHananpui TpAOBa Aa ce KOpHrupar cnopea 6n6peunara pyHkuusa (k. Jo3nposka).

YepHoapobHo yBpeskaaHe
Ilpu nauueHTn ¢ uepHOAPOOHA HEJOCTATBYHOCT METAbOMM3IMBT HA €HANANPUI MOXeE Na ce 3abaBu.

(apmakoknHeTHKaTa W PapMaKOIMHAMHKATA HA EHATANIPUAT HE CE NPOMEHAT NPU NALMUEHTH CbC
CbpAeyYHa HEAOCTATHLYHOCT HIIH YepHOAPOOHA HeA0CTATLYHOCT.

Crapuecka Bb3pacT

EnMmuanpaneTo Ha eHananpunar Moxe aa ce 3a6aBH CbLLO M PH NALUMEHTH B HaNpeAHANa Bb3pacT,
HO TO € NPONOPLHOHANHO HA KPEaTHHHHOBHUA KTHPBHC. [Topaau ToBa nauMeHTHTE B CTapuecka
Bb3pacT TpAOBA 1A NPUEMAT MO-HUCKH A03M WK JO3MPOBKATa HA eHANANPWI TpaOBa Aa ce KOpPUTHpa
Cropel KIHPbHCA HA KpeaTHHHHA.

HApyry cneudanHy nonynauuu

Cwvpoeyna HedocmamvuHocm

[1pn nauneHTH ChC ChpaeUHa HENOCTATBYHOCT, pe30pOLMATa ¥ MeTabOIM3MBT HA EHANTANPWI MOXKE Aa
ca 3abaseHH. OBGeMBT Ha pa3npeaencHne MOXKE ChLLO J1a € HamMajleH M eMMMHHUPAHETO 12 ce 3a0aBH
nopaax eseHTyanHo 6u5peyuno yppexxaane. [opaau Toea nauMeHTHTE ChC ChPASHHA HEAOCTATHLHHOCT
TpAOBa 1a Ce JIEKYBAT € NO-HHCKH HAuaNHH JO3M €Halanpu.

Kvpmene

Cnen enHokpaTHa nepopanna 1o3a 20 mg npu neT poanaKu, CPELHOTO NMMKOBO HUBO HA €HANANPWI B
maskoro ¢ 1,7ug/L (ot 0,54 no 5,9 ug/L) Ha 4 no 6 uac cnea npuemane Ha nosara. CpeHuTe NUKOBK
HHBaA Ha eHananpunar ca 1,7ug/L (ot 1,2 go 2, 3ug/L); nukoee ce HabnioaaBar B paziIMyHO BpEMe
npe3 24-yacos nepuoa. U3non3saliku naHHUTE 33 NMKOBHTE CTOHHOCTH B MASKOTO, OYAKBAHHUAT
MaKCHUMAIEH NPHUEM CaMO MPH KbPMEHE HA HOBOPOAEHOTO DM Morba fa Obae okono 0,16% n03aTta Ha
MalikaTa cbobpasena ¢ TeryioTo i. XeHa, koATO € npuemana nepopanto eHananpun 10mg aHeBHO B
NpoAb/KEHHE Ha | 1 mecewa HMa MHKOBH HMBA Ha eHANanpUi B MAAKOTO OT 2 pg/L 4 yaca ciea npueM
Ha 03aTa U U NMKOBH CTOHHOCTH Ha eHananapunar 0,75 pg/l. okono 9 yaca crnen npvem Ha nosara.
OOLIOTO KONHYECTBO HA €HANANPHI Y EHANIANPUNIAT H3MEPEHH B KbPMATa Mo BpeMe Ha 24 yacoBus
nepvon ca CbOTBETHO 1,44 ug/L 1 0,63 pg/L. CToitHOCTHTE Ha eHANaNPUIAT B KbPMATa Ca He3HAY
urenHu (<0,2 pg/l) 4 4aca cien eaAMHUYHA 1033 OT eHANANPWI 5 mg NpH €4Ha OT MalikHTe u

10 mgnpu aABe OT TAX; CTOHHOCTUTE HA €HATANPUA HE Ca ONPEACNSHH.

5.3 IIpeaxTHHHYHH RAHHH 32 Oe30HacHOCT

TOKCHKONOrHHYHHUTE U3CIEABAHHMS, NPOBEAEHH ¢ MHOrOOPORHH €KCMEPHMEHTATHH KHBOTHH, NOKA3BAT
0e30MacHOCT M HHCKA TOKCHYHOCT HA €HANANPUN MAIEAT H HANANPHAAT Clen eHOKPATHO
npunoxenue. [lepopannara LDsp na enananpun e Han 2 g/kg npu rpuzaud (MMILKY 4 I'I.I]‘I::XOB
TOYHO NOA cnoMeHarara aAo3a), 250 mg/kg npu MbkkM Kyuera v 125 mg/kg npH »eHe :3«{1@%&51
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Cnea HHTPANEPUTOHEANHO NPUIOKEHHE HA eHananpuiat Ha rpusaun, LDsq e Me}lc.uy
600 mg/kg; cnen noakokHo npunoxekue, T4 € Haa | g/kg, a cnea MHTpaBeHO3HO NpH
okoJto 900 mg/kg. EHananpmaT HE € TOKCHYEH 3a MULLIKH cnen HHTpanepuTOHeaﬂH




MPH MJABLXOBE CJI€/1 HHTPANEPHTOHEATHO U HHTPABEHO3HO IMPHJIOKEHHUE HE € HAITBJIHO ONpe/IeieHa, HO
€ CUIypHO, 4e T4 € Haa 600 mg/kg.

TOKCHKONOrHYHHTE M3CIIe1BAHUSA NMOKA3BAaT HUCKA TOKCHYHOCT Ha eHAanpui Majiear JJOpH M ciiejl
MHOIOKPATHO NMpHI0KeHHe. Bbrpeku ToBa, NpoAb/HKUTEIHOTO NMPUIOKEHHE HA BUCOKH 103K MOXKE /14
nperM3BUKa NPOMEHH B ObOpeyHaTa PyHKUHS U CTPYKTYpa. MHOMOKPaTHOTO MHTPABEHO3HO W
HHTPaMyCKYJ/IHO npuiokeHue Ha Enan (Krka) MHKEKUMOHEH pa3TBOp ChUIO HE € NPeM3BUKA/IO
CUCTEMHA TOKCHYHA aKTHBHOCT, CAMO ThbKAHHOTO YBPEkKJAaHe Ha MACTOTO HA MHXKEKTHPAHE
(KPbBOHOCHH Cb/10BE, MYCKYJ/IH), B U3BECTHA CTEIEH € M0-MPOSABEHO NMPH JKMUBOTHH, KOUTO MOJy4aBaT
€HaJlanpu/iaT B CPaBHEHHE C KOHTPOJIHHUTE JKHBOTHH.

PenpoayKTUBHHTE U3C/I€/IBAHUS 110KA3BAT, Y€ €HAJ1anpHil He MpeIM3BUKBA TEPATOreHHH e(PEKTH.
DeTOTOKCHUYHHM €(PEKTH HA H3MUTBAHOTO BELIECTBO ca OTOE/A3aHH NPH HAKOJIKO BUI0BE KUBOTHH.

B nu3cnenBanus in vivo u in vitro, eHananpui majieart v eHallanpuiaTt He ca OWIM MyTareHHH.

Hsma naHHM 3a eBeHTyalIeH KaHUEepOoreHeH e(eKT Ha JIeKapCTBOTO.

6. OAPMALEBTHUYHU JAHHHU
6.1 CnHcebK HA NOMOIHHTE BelecTBa

5 mg TabJeTKH:

J1aKTO3a MOHOXH/1paT

XUAPOKCH nponuiauenynosa (E463)
LLAPEBHUYHO HHLLIECTE

HaTpUEB XH/pOoreHKapOoHar

Tank (E553b)
marHe3ues creapart (E470b)

I0mgu20m .

kKee3eH okcuz, yepseH (E172)
KeneseH okeua, xuiat (E172) - camo B Tabnerkure ot 20 mg

6.2 HecbBMecTHMOCTH
Henpunoxumo

6.3 Cpok Ha rogHoct
3 rOJIMHH

6.4 CneuHa/IHH YC/10BHSl HA CbXPAHEHHE

la ce coxpanssa noa 30°C. Jla ce cbxpaHsBa B OpUrMHa/IHaTa ONaKoBKa, 3a /la ce Npe/anasy oT Biara.
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banctepHa onakoska (Al, OPA/AI/PVC ¢donno): 20 TabneTku OoT 5 mg B KyTHS. WX . . N
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baucTepHa onakoska (Al, OPA/AI/PVC doauo): 30 Tabnetkn ot S mg B kyTua. [/ @/ oo\

baMcTepHa onakoska (Al, OPA/AI/PVC donno): 60 Tabietkn or 5 mg B kyTHsa. | = [ % Her iE

bnuctepHa onakoska (Al, OPA/AI/PVC ¢onuo): 90 TaGnetkn ot S mg B KyTHs || 24 . »* 4

banctepHa onakoska (Al, OPA/AI/PVC ¢oano): 20 Tabaetku ot 10 mg B KyTHs. ‘-f\*—f@:f"‘ Wi o
N
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baucrepua onakoeka (Al, OPA/AI/PVC ¢onno): 30 Tabnetku ot |
bnuctepna onakoska (Al, OPA/AI/PVC donauno): 60 Tabnerku ot |

bauctepHa onakoska (Al, OPA/AI/PVC doano): 90 tabnetku ot

0 mg B KyTHs.
0 mg B KyTH3.

0 mg B KyTHSA.
bauctepna onakoeka (Al, OPA/AI/PVC ¢onno): 20 tabnetku ot 20 mg B KyTuS.

bauctepua onakoska (Al, OPA/AI/PVC ¢onno): 30 tabnetku ot 20 mg B KyTHs.

banctepHa onakoska (Al, OPA/AIUPVC donno): 60 tabnerku ot 20 mg B kyTHS.

biuctepHa onakoska (Al, OPA/AI/PVC donno): 90 Tabnerku ot 20 mg B KyTHS.

6.6

Hama cneunanHy W3MCKBaHMUSA 3a U3XBBLPISHE.

Cnensajinn npeanasHH MepPKH NPH H3XBLPJIsHe H padoTa

7. NPHTEXATEJI HA PAZPELIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeéka cesta 6, 8501 Novo mesto, CnoseHus

8. HOMEP(A) HA PAPEIIEHHETO 3A YIIOTPEBA

Per. No 20000838 — Enan 5 mg
Per. No 20000839 - — Enan 10 mg
Per. Ne 20000840 - — EHan 20 mg

9 JATA HA ITBPBO PA3PEIIABAHETIOAHOBSBAHE HA PA3PEIIIEHHETO 3A

YIIOTPEBA

Jlata Ha nbpBO paspewasane: 29.05.2006r.
Jlata Ha nocneano noaHosasaue: 31.08.2011r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

15 KOHu 2025



