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Tapka 180 mg/2 mg TabneTku ¢ U3MEeHEeHO OocBOOOK1aBaHe
Tarka 180 mg/2 mg modified-release tablets

2 KAYECTBEH U KOJIMYECTBEH CbCTAB

Beska asycnoiiHa TabneTka ¢ M3MeHeHO 0CcB0OOXK/1aBaHe ChbpiKa ChbOTBETHO:
Bepanamunos xuapoxiuopuna (verapamil hydrochloride) 180 mg u Tpanponanpun (trandolapril) 2 mg

[TomouHK BelecTBa ¢ H3BECTHO JIeHCTBHE:
Bceska nsycnoiina TabneTka ¢ M3MeHeHo ocBobok1aBaHe chabpka 107 mg nakro3a MOHOXHM/IpAT.

Besika aBycnoiiHa Tabnetka ¢ UsMeHeHO ocBoOoKaaBaHe cbabpka 28,0 mg HaTpUi.

3a MbJIHKUA CITUCHK HA MOMOILIHUTE BellleCTBa BHXKTE TOUKa 6.1.

3. JJEKAPCTBEHA ®OPMA

TabneTtka ¢ usMeHeHO ocBOOOXK1aBaHe

Tapka 180 mg/2 mg TabseTku ¢ U3MEeHeHO OCBOOOK/1aBaHe

Po3oBu Ha uBAaT, ¢ oBasiHa ¢opma, rpaBUpaHu cbe ‘182’ oT enHaTa cTpaHa.

4. KJIMHAYHU JAHHU

4.1 TepaneBTHYHH NOKA3ZAHHSA

Tapka e rnokasaH 3a jie4eHHUE Ha €CEHLIHAJIHA XMIIEPTOHUA NMPHU NMAUMEHTH, YHETO KPbBHO HAJISraHe €
HOPMaJIU3UPaHO C OTAETHUTE aKTUBHHU BELECTBA B CHLIOTO OTHOLLIEHHUE Ha /103U WJIK NPH NALIUEHTH,
YUETO KPbBHO HAJISIraHe He € aJIeKBATHO KOHTPOJUPAHO C TPaHAOJANPHI WK BepanaMul MOHOTepanus.
4.2 JLO3HpOBKA H HAYHH HA NPHJIOKEHHE

3a nepopaiHO MPUIIOKEHHE.

Bb3pacTHM nauMeHTH
OOwuuaiiHaTa 103MpOBKa € eaHa TabieTka JHEBHO.

CneuyanHy nonyJjauuu

[leouampuyna nonyarayus
be3onacHocTTa M e(peKTUBHOCTTA HAa Tapka npH Jieua | IOHOLLM BCe Ollle He € ycTaHoBeHa. Crie10BaTeHO
ynorpebara He ce npenopbyBa B Ta3d Bb3pacToBa rpyna.

llayuenmu 6 cmapuyecka ev3pacm
Tapka e npoyuBaH npu orpaHu4eH Opoi MalMEHTH B CTapuecKa Bb3PacT ¢ XHUITEPTOHMS.
GapMakOKMHETHYHUTE JAHHH MOKa3BaT, Y€ CUCTEMHATa OMOHAJIMYHOCT NPHU NaLMUEHTH
BB3PacT € M10-BUCOKA B CPAaBHEHHE C Ta3u NpPH No-MJiaaure XunepToHUuM. Hsakou nair
BB3pacT MOXKE /la MPOABAT MO-U35BEH €(EeKT Ha HaMaJIsiBaHe Ha KPbBHOTO HajisiraHe B

(Bk. Touku 4.3,4.4,45u5.1).



Ha4yuH_Ha NPpHIOKEHHE
Tabnerxute TpabOpa fa OBAAT NOrBAHATH UEIH, Haii-noOpe CYTPHH C BOJ1A U Clied HAXpaHBaHE.

4.3 IlporuBonoxazanusn

Tapka e npoTUBONOKa3aHAa NPYU:

¢ CBpBXUYBCTBUTENIHOCT KbM aKTHBHHTE BELIECTBA MM HAKOE OT MOMOIIHHTE BELIECTBA H3OpOEHH B
TO4Ka 6.1
¢ Ynorpeba npu geua u woHouK (<18 roguHH)

[TauueHTH, KOUTO EZHOBPEMEHHO CE JICKYBAT ¢ MHTPAaBEHO3EH -aApeHopelenTOpeH aHTArOHHCT
(10 M3KITIOUYEHHE B HHTEH3UBHO OTHENEHUE)

[Topagu aKTHBHOTO BELIECTBO BEpanaMuiIoB XHAPOXJIOPHA, Tapka € IpoTUBONOKAa3aHa IpH:
. KapauoreHeH 1ok

. AV-6nok II unu III crenen (¢ uknoveHye npy NauMeHTH ¢ PyHKLIMOHUPALLL H3KYCTBEH
NeHCMeKsY)

. CuHapoM Ha GOJIHHS CHHYCOB Bb3e (C M3KJIFOHEHHUE HA NMaUMEeHTH ¢ QYHKLIHOHHPAL
H3KYCTBEH NENCMEHKDBD)

o CoepliedHa He1OCTAaTHUYHOCT ¢ HaMaJleHa (PpPaKIiMA Ha M3TIACKBaHe NO-HUCKA OT 35% u/unu
6enonpobHo BKIKHEHO HanArade Haja 20 mmHg

. [lpeacwpaHo MbKaeHE/ TpenTeHe, NPHA HAJIHYKME HA AOIBJIHHUTENEH NPOBO/EH ITBT (Harp.

WPW-cunapoMm, Lown-Ganong-Levine cunapom). Te3u nauueHTH ca H3noXeHH Ha PHCK OT
pa3BUTHE Ha KaMepHa TaxXMapUTMHA BKIOUYUTENHO KAMEPHO MBKIECHE, aKo C€ MPHIIOXKH
BEparaMuiIOB XHAPOXJIOPHI

. Kom0OuHauua ¢ usabpanau (Bx. Touka 4.5 ,,B3auMoneificTBre ¢ APYyTH JIEKAPCTBEHH NMPOAYKTH H
Apyru GOpMH Ha B3auMOJeHCTBHE™)

[lopaau akTHBHOTO BeleCTBO TpaHAoNanpua, Tapka € NPOTHBONOKAa3aHa MpH:

. AHaMHe3a 3a aHTHoeIeM, CBbp3aH ¢ npuiokeHneTo Ha ACE-uuxuburop

¢ Hacneacrsen/manonaTuueH aHruoeaemM

. Bropu u TpeTH TpuMecThp Ha OpeMeHHOCTTA (B2K. Touka 4.4 “CneumnantHy npeaynpexxXacHus H
npeana3Hy MepKU Npu ynorpeba” u Touka 4.6 “OepTndrer, 6peMEeHHOCT H KbpMEHe™)

. Texxko 6b6peuHo yBpexxaaHe (KpeaTHHHHOB KIMpBHC < 30 ml/min)

* Huanusa

. EnnorpeMenHara ynotpeda Ha Tapka ¢ anuCKHpeH—CBbABPKALIM JIEKAPCTBEHH MPOAYKTH €

IMPOTHBOMOKA3aHAa MPU NALMEHTH CbC 3axapeH auaber unu 6wdpeuro yepexxaane (GFR < 60
ml/min/1,73 m?) (k. Touku 4.5 ,,B3auMoneiicTBHe Cc ApYry JeKapCTBEHU NPOIYKTH H APYTH
¢dopmu Ha BlauMoaeHcTBHe U 5.1 ,,(DapMakOAHHAMHYHH CBOMCTBA*)

. YepnoapobHa uuposa ¢ acumr
. EnnospemeHHa yrotpeba cbe cakyGurpun/Bancapran. Tapka He TpAOBa aa ce 3ano4Ba no-paHo
oT 36 yaca cien nocneaHaTa go3a cakyburpui/sancapran (BxK. ToukH 4.4 u 4.5).

4.4 Crnenuajni npegynpexieHus H NpeAna3Hid MepKH NpH ynorpeba

Ilopaou axmusnomo eewecmso mpanoonanpun, cre0nume npeoynpexcoesun ce omsacam 3a Tapxa.

AHrvoegem
Tpanponanpun Moxe Ja NMPUYHHK AHIFMOEAEM, KOETO BK/KOUBA MOAYBAHE Ha JIHLIETO, KpaHHMUHNTE, €31Ka,

rinotuca w/uinu napuHkca. 3a ACE-unxuburopute € nokasaHo, 4e NPUYHUHABAT NO-BHCOKA YLQTIEraJeg
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aHrHMOeIEM NMPH aPpoaMepHKaHLA, OTKOJIKOTO NPH MalLUeHTH ¢ He-adpoaMepHKaHCKH

HMurectuHancH aHruoeaeMm ¢biio € ¢roduiapad npy nauueHTH gekysaiu ¢ ACE-u f
TpAbBa Aa ce UMa NMPeABU MPU ALMEHTH Ha JICUSHHE ¢ TPpaHIOJanpui, KOUTO MOJ
(c wnu 6e3 rageHe HIH NMOBPBLUAHE).




[TauueHTH ¢ aHrHOHEBPOTHYEH OTOK TpaOBa He3abaBHO a NPeyCTAHOBAT TepanuiaTa ¢ TPaHAOIANPHI H
aa 6saat HabmoaaBaHy 10 OT3BYyUYaBaHe Ha OTOKa.

AHIMOHEBPOTHYEH OTOK Ha JIKLIETO OOMKHOBEHO OT3BYUYaBa CIIOHTaHHO, OTOK He caMO Ha NMUMLIETO, HO H
Ha INIOTHCA MOXe Aa ObJe )KUBOTO-3acTpallaBall NOPaaH PUCKA OT 3aIylliBaHe HAa IUXATEIHUTE TBhTHILLA.
AHTMOHEBPOTHYEH OTOK Ha €3HKA, ITIOTUCA WIM JapUHKCca Haiara He3a0aBHO MOJKOMXHO MpUIIaraHe Ha
0,3-0,5 ml pasteop Ha aapeHaams (1:1 000) 3aeaHo ¢ Apyru TepaneBTHYHKH MEPKH, KOUTO ¢a NOIXOJALLM.

CrrpreTBaluara ynorpeda Ha ACE nuxuburops cbe cakyOurpwi/BancapraH € NpOTHRONOKA3aHA MTOpaaH
MOBHILEHHA PUCK OT aHrnoeaeM. JleueHue cuc cakyOUTpHIY BasicapTaH He TpsAaORa Ja ce 3ano4Ba rno-paHo
oT 36 yaca cinea nocnenHaTa 103a TpaHgonanpui. Jleuedue ¢ TpaHaonanpu He TpabBa Aa ce 3anousa no-
paHo oT 36 yaca cjie[] ocIeHaTa 103a cakyouTpun/BancapraH (Bx. Touku 4.3 u 4.5).

Censrersawara ynorpeba Ha ACE naxuburopu ¢ pauekanorpun, mTOR uuxuburopu (Hanp.
CHPOMUMYC, €BEPOIHMYC, TEMCHPOJIUMYC) U BUIAATTIMIITHH MOXE Aa 10Be/ie A0 MOBUILIEH PUCK OT
aHruoencM (Hanp. OTOK Ha AUXATEJHUTE ITBTHILA WIH €3HKAa, ChC WK be3 HapylleHHe Ha AuluaHeTo) (Bx.
TouKa 4.5). Heobxoaumo e 1a ce nogxonu ¢ nopyilieHO BHUMaHHe, KOTaTo Ce 3alouBa fneyeHUe ¢
panexagotpuwi, mTOR vHxubHTOpU (Hanp. CUPOIUMYC, EBEPOIIUMYC, TEMCHPOJIMMYC) H BHIZArTHUITTHH
[IpU NauueHT, KOHTO Bede npueMa ACE uHxuburop.

I1auMeHTH ¢ peHOBACKYJIapHa XUITEPTOHHS

ACE-uHxuburopure Morar &a ObAaT H3NOA3BAHH A0 NPUIATaHE HA MPOLIEAYPA 3a U3NEKyBaHe Ha
peHOBacKynapHaTa XHNEPTOHUA HAH B CIIy4aH, Y€ npoueaypara He Moxe 4a Obae WaBbpuieHa. PUCKBT OT
TEXKAa apTepUaHa XUIIOTOHHUA M OBLOpeyHa HEAOCTATHYHOCT € YBEJIHYEH, KOraTo MalUeHTH ¢
Npe/lecTBala €IHOCTPaHHA HIIH IBYCTPaHHA CTeHO3a Ha ObOpeuHara aprepus ca Ha Tepanui ¢ ACE-
uHxuburopu. JIuypervuuTe MOXe 1a YBEJIM4AT PUCKA AOMTBIHHATENHO. BKIIOYHTENHO MpY MaJIKK
POMEHH B CEPYMHMA KpeaTUHHH MOoXe Aa WMa 3aryba Ha 660peuHa GpyHKLMA JOpH NPH NALUEHTH C
€AHOCTpaHHa cTeHo3a Ha Ob0peuHaTa aprepus. [Ipu Te3an naumeHT neyeHneTo TpadBa aa Obae
3aMOYHATO ¢ HUCKH AO03H, C NMOCTENEHHO THTPUpPaHE HA A03aTa B OOIHHYHM YCIOBHA MO NOCTOAHHO
MEAHIIMHCKO HabmoaeHue. JuypeTnuHara Tepanus Tpadsa na 6v4€ cripsaHa ¥ Aa ce MOHUTOPHUPAT B
HaYaJTHUTE CEAMHIY Ha NeueHHeTo 6nbpeyHaTa QyHKUMA U CEpYMHUS KAJIHIA.

brbpeuno yrpexaaHe
[Ipu naumeHTH ¢ KpeaTHHHHOB KIUPBHC noj 30 ml/min Moxe Ja ce HAMOXKH HaMandBaHe Ha J03aTa Ha

Tpasaonanpun. OLeHKaTa Ha MaLMEHTH ¢ XMNEPTOHHA TpAOBA BHHATH [a BKIIOYBA OLICHKA Ha
OrOpeuHaTa QyHKLMA.

I1py nauueHTH ¢ 6s0pevHa HeAOCTATEYHOCT, 3aCTOHHA ChpACUHA HEAOCTATHEYHOCT WIH JIBYCTpaHHa
cTeHo3a Ha OnOpeunara aprepus, WM €IHOCTPaHHA CTeHO3a Ha ObOpeuHaTa apTepHs NpH THLA C
eAUHCTBEH PyHKkunoHupalll Op0pex (Hanp. nauueHTH ¢ TpaHCIUIaHTUpaH 6b0peK) chilleCTBYRa PHCK OT
yBpexxaaHe Ha OpOpeuHaTa QyHkUHs. [Ipy HAKOH MAallMEHTH C XUIMIEPTOHKHA, KOMTO ca €3 BUAMMO
npeaxoxaamo Op0pedHo 3a00naBaHe, MONE J1a C€ MOBHILHK YPEATa B KPbBTA U CEPYMHHA KpEeaTHHHH,
KOraTo TpaHOOoNarnpusi ce MpHeMa eqHOBPEMEHHO ¢ AHYPETHK.

[IpoTenHypus
[IpoTenHypus Moxke Aa ce NosBH, 0COOEHO NP NALMEHTH ChC CHILECCTBYBAIIO yBpeKaaHe Ha 6x6peyHara
¢bYHKUMA WIH NPU OTHOCHTEIHO BUCOKH A03H Ha ACE-uaxuburopu.

HBoiHO bnoxypaHe Ha peHUH-aHrMOTeH3nH-anfocTepoHoBara cucteMa (PAAC)
Mma nanny, ye ennospemeHHara ynorpeba Ha ACE-unxuburopn, anruorensus Il-peuentopum 6nokepu
WIH aJIMCKHPEH MOBULIABA PHCKA OT XUMOTOHHS, XHIEPKaIHEMHs U HaMansBaHe Ha ObOpeuHara

onoxkupaHe Ha PAAC upe3s komOuuupaHata ynorpeba Ha ACE-uaxubutopu, aHruore iﬁ
peuenTopHu O/I0KEPH WK anKCKHpeH (BX. TOYKH 4.5 1 5.1). :




AXO0 ce npeueHy, 4e TepanuaTa ¢ JsoitHo Gnokupane e abconoTHo Heo6XoauMa, ToBa TpsaOBa Aa cTaBa
caMo 1oJ HabMIOASHUETO Ha CIELIMANTUCT M [IPH Y€CTO BHUMATETHO MOHHUTOpHpaHe Ha 6h0peuHaTa
(GYHKLMA, ENEKTPONHTHTE U KPBBHOTO HaJIATaHe.

ACE-uuxuburopu u anruoreHsut II-peuentophu 610kepu He Tpsabea Ja ce H3NON3BAT AHOBPEMEHHO
[(pY NALMEHTH ¢ AMabeTHa HedponaTua.

CepyMeH kanuii

ACE nuxuburopute Morar Aa npeaH3BUKaT XUNEpPKaJueMMs, Thil KaT0 HHXHOUPAT OCBOOOKIaBAHETO HA
anaocrepoH. EQexTbT OOHMKHOBEHO HE € 3HAYHTENEH MPH NalMeHTH ¢ HopMaliHa OpOpeuna hyHKLuA.
[1pu nauueHTH ¢ HapylieHa 6BL0peyHa ¢pyHKUMA obaye W/ WK NPU NaLMEHTH, NPHEMALLH XPaAHHTENHH
N00aBKH, CHABPIKALLM KATHI (BKJTIOYHTEIHO 3aMECTUTENH Ha COJITA), KATHIH-ChXpaHABalM JHYPETHLH,
TPHMETONPHM WIH KOTPHMOKCA30, H3BECTEH ChUIO KaTO TPHMETONPHUM/CyndaMeToKca3o, i ocobeHo
AHTaroHMCTH Ha A1J0CTepOHa WM aHTMOTEH3UH-PELUCHTOPHH OJIOKEPH, MOXKE 1a BB3HHKHE
XunepkandeMus. Kanui-cbXxpaHaBauluTe JHYPETHLH U 8HITMOTEH3IHH-pELenTOpHUTE O/10KepH TpabBa aa
Ce NMpuiaraT BHUMATENHO [IPH nauyeHTH, npueMain ACE nHXubUTOpH, KaTo CepYMHHAT Kanuii 1
ObbpeunaTa pyHKIMA TpAGBa Aa ce npocneasear (BX. Touka 4.5).

Kaminuia
ITo Bpeme Ha neuenuero ¢ ACE-HHXHMOKUTOP MOXKE a ce MOsABH CyXa H HENPOJAYKTUBHA KalILIIKLA, KOATO

H34C3Ba CACH INPpCKPATABAHC HA TCparnHATa.

bpeMeHHOCT

Tepanus ¢ ACE-naxuburopy He TpabBa na ce 3anoysa no speMe Ha OpemerHocT. OCBEH akKo
npoas/pkaBaHe Ha JeyeHUETO ¢ ACE-HHXUOUTOPH HE Ce cuMTa 3a KpaitHO Heo0X0AUMO, TepanuaTa Ha
MaLMEHTHTE, KOWTO IIaHupat 3abpemenaBaHe, TpAGBa 1a ce CMEHH C a/ITEpHATHBHH AHTHXHUITEPTEH3HBHH
JIEKAPCTBEHH NPORYKTH C JOKa3aH npodun Ha Oe30nacHoCT npu ynotpeda no speMe Ha OpeMeHHOCT.
[Ipu ycranoBaBaHe Ha OpeMeHHOCT, neueHueTo ¢ ACE-uHxuburopu Tpabea na ce cnipe HezabaBHO U ako
€ NOAXOAMALLO [a C€ 3an0ovYHe ANTEPHATHBHA Tepanus (BX. To4uka 4.3 “[IpoTtusonokazanusa” v Touka 4.6
“@eprunurer, OPEMEHHOCT U KbpMEHE”).

KnpMmene
Ynorpebara Ha Tapka 1o BpeMe Ha KbpMEHE He ce npenopbUba (Bx. Touka 4.6 “OepTHIINTET,
OpEMEHHOCT 1 KbpMeEHe™).

CuMnOTOMATHYHA XUIIOTOHUA
[1pu nauneHTH ¢ HEYCNOKHEHA XHITEpTOHHA € Habno1aBaHa CHMITTOMATHYHA XHITOTOHHS Clles

HaualnHaTa [03a TpaHAoJanpuil, KakTo 4 Cle/l NOBXLIaBaHe Ha A03aTa Ha TpaHaonanpui. Tosa e no-
BEPOSTHO Aa HACTHIIM NPH MaLMEHTH, KOUTO ca ¢ obeMeH WIH cONneBU AePULIUT OT NPOIBDKHTENHA
AUYypeTHYHA Tepanus, OrpaHUUEHHE Ha CONTa B IHeTaTa, MAUMEHTH Ha JHallk3a, C JHApUs WK
noppbilaHe. Cne0BaTEeNHO NPH TE3U NALIMEHTH ZWYPETUYHATA Tepanus Tpabea aa Obae cnpsaHa H
oOEeMHMAT W/ HIIH coneBu AepuLMT TpabBa aAa 6bae KOpUrHpaH, Npeay 3anovBaHe Ha JeUeHHE C

TPAHHONANpPHN.

ArpaHyJoUMTO3a ¥ NOTHCKAHE Ha KOCTHHA MO3BK
[Ipy maumenTy, kouto ca npueManu ACE-unxuburopH, ca HabmoaaBaHy arpaHynoLMTO3a H NOTUCKAHE
Ha KOCTHHA MO3BK. Marnexaa pUCKBT 3a HEYTPOIIEHUA € A030- U TUIIOBO- CBBP3aH H 3aBHCH OT
KJIMHHYHHUA CTATYC Ha nauueHTa. Te3n peakuHu ca Ouiu rno-4ecTH NnpH NalueHTy ¢ 0u0peyHo
YBpEXKaHe, Hali-Beue Nnpu D0NECTH Ha ChEAHHUTENHATA ThKaH. BhlipekH ToBa e HEOOXOAUMO pPEeOBHO
npocaeasBaHe Ha Opos Ha HenuTe KPbBHM KIIETKY H HUBATa Ha OenTbKa B ypHHATa MpH MalHEHTH ChC
CHAOBA KOMAreHO3a (Hanp. JyIyc epUTEMaTO3YC H CRIEpPOAEpMHA), ocobeHo ako Te3u 3abonasan
CBBP3aHH ¢ YBpeAcHa ObOpeuHa (yHKLUS U CHITHTCTBALLA TEPANHA C KOPTUKOCTEPOUIH M
aHTuMeTabonutu. ToBa cbcToAHME € 0bpaTHMo cnea npexkbeBaHe Ha ACE-uuxuburopa.

AOpTHA CTeHO3a/00CTPYKIMA HA U3XOAALINS KPbBEH HOTOK




YBpeaena uepHoapodHa gyHkIMS
Twit xaTo TpaHAONANPHI € IPEKYPCOP, KONTO ce MeTaboMHU3npa 0 HETOBHA aKTHBEH MeTabOJIUT B
uepHUs Apob, 0COOEHO BHUMaHHE M CTPUKTHO MOHHTOpHUpaHe TpAOBa ce mpuiiara MpH MalHeHTH ¢

yBpeAcHa YepHOAPOOHa QYHKLIUA,

Onepalns/AHecTe3ns
Ilpu nauMeHTH NOANMOAKEHHU HA XUPYpPrUUuHa Onepaliia WIH MO BPpEME Ha aHECTE3UA ¢ JIEKapCTRa

NpHYMHABALUK XUMOTOHHUA, TPaHAOANIPKUI MOXKE BTOPHUYHO Aa 6roxkupa obpasysaHeTo Ha aHTHOTeH3HH I
BTOPHYHO Ha KOMIIEHCATOPHOTO O0CBOOOX IaBaHe Ha PEHHH.

Hecencubunuszaums

AHa(HIaKTOHHY peaKlMH (B HAKOM CMy4YaH >KHBOTO-3aCTPALUABALLHN) MOXE Jla Ce pa3sBUAT MpH
nauyeHTH Ha neveHue ¢ ACE-uaxuburop u enHoBpeMeHHa AeceHCHOWIH3a1us cpely S KHBOTUHCKH

OTPOBH.
LDI. Adepesa

’KusoTo-3acTpaliapamy anadbunaKToMaHy peakLuy ca Habnroaasanu npy nauMenTy Ha LDL-adepesa,
KOUTO NpHeMart 1o cbiloTo BpeMe ACE-uHXubuTopH.

Iopaou axmusromo gewgecmeo gepanamu, creorume npeoynpesicoeHus ce omuacam oo Tapka:

OcTbp MHOKApAEH NHDAPKT

ITopagu axTHBHOTO BEeLECTBO BEpallaMiUul Aa CE€ M3II0JI3Ra ¢ MOBUIIEHO BHUMAHHE NPH NALHEHTH C OCTBP
MHOKapAeH HHDAPKT YCNOXKHEH ¢ Opaaukapana, uipaseHa XMIIOTOHUA UIIH JIeBOKaMepHa AHCHYHKLUA.

CopaeueH 610k / AV 6nok I crenen / bpanukapaus / AcHcToaus

Bepanamunos xuapoxnopua nosnussa AV u SA Bb3nuTe U yannkaa AV nposoaHoTo Bpeme. Jla ce
U3M0M3Ba ¢ NOBHIUEHO BHUMAHUE, Thil KATO Pa3BHTUETO HE BTOpA UJIK TpeTta crened AV 610k
(npoTuBONIOKa3aHue) WK yHHudacuukynapeH, SudacuuxynapeH uim Tpudacuukynapes 6enpen 6ok
U3UCKBA CIIUpaHE Ha CliefBalllyuTe AO3H WIH CIIMPAHE Ha BEPANAMIIIOB XHAPOXJOPHI M 3allOYBAHE Ha
ApYyTa NOAXOAALIA TEpanHs, aKo € HeoOX0aHMO.

BepanaMunos xuapoxnopun nosnusisa AV v SA BBIIMTE U PAIKO MOXKE 2 NPUYMHH BTOPa KK TPETa
crened AV 6510k, OpaanxapAus ¥ B KpaiHH clly4au acUCTOMMA. TOBa € NO-BEpPOIATHO /1a HACTBIIH NPH
MaLUeHTH CBC CUHAPOM Ha OOJIHHA CHHYCOB Bb3en (GonecT Ha SA Bb3ena), KOeTo € No-4ecTo MpH
BBL3PACTHH NALIHEHTH.

AcCHUCTONUATA NIPH NMALMUEHTH, KOUTO HAMAT CHHAPOM Ha OOJIHHA CHHYCOB Bb3esl, OOMKHOBEHO € ¢ KpaTka
[POABLKHTETHOCT (HAKOKO CEKYHAM WM MO-MAJKO), CbC CMIOHTAHHO BpblilaHe KbM AV HOJaneH UK
HOpMANTEH CUHYCOB PHTBM. AKO TOBA HE ¢c¢ ciiyud 6bp30, Tpabsa He3abaBHO J1a ce 3arouHe NoAXOAALIO
nevyeHHe. Brokre Touka 4.8 ,,HexxenaHu nexkapcrBeHH peakLiMu®.

bera-anpeHepruuHy 610KepH

B3auMHO noTeHUMpPaHE HA CHPAECYHO-CBAOBHTE €QEKTH (No-BUCOKA cTeneH AV 610K, [10-BHCOKA CTeNeH
MOHKKABAHE HA CbPACYHATA YECTOTA, MHAYLIMPAHE HAa ChbPACUHA HEAOCTATHLYHOCT H MOTEHUHMpaHe Ha
XMIIOTOHHKA). AcuMnToMaTHyHa Opanukapauns (36 ynapa/MHHYTA) ¢ NMpeACHPASH NEHCMENRKDD €
HabnrogaBaHa Npy NalMeHT NOoJMy4YaBalll eAHOBPEMEHHO OMHH KarnKu TUMonon (beTa-aapeHepruieH
Gnokep) ¥ nepopaneH BepanaMHIOB XKAPOXJIOPUA.

JIMroKCHUH
AKO BepanaMml ce pHara eIHOBPEMEHHO ¢ IMMOKCHH, la Ce HaMalu A03aTa Ha ANrQEingc
TO4YKa 4.5 ,,BlauMoneicTBHA ¢ ApYrH JiekapCTBEHU NPOAYKTH H ApyrH popMH Ha B3aMPRs

ChpaedHa HeAOCTATHLYHOCT




[Nopagu axTHBHOTO BELLECTBO BEpanamMusi, MauMEHTH CbC ChpeyYHa HEROCTATHUYHOCT ¢ (paKLIMs HA
M3TSIACKBaHE MO-BHCOKA OT 35% Tpabea na OpaaT B KOMIIEHCUPAHO CHCTONHHUE, TIPEAH 3aN0YBAHE HA
nedeHue ¢ Tapka u TpadBa na ObAAT JieKyBaHM aICKBATHO MpeE3 LIAJIOTO BpEMe,

XHIOTOHUA

Ilpu HaKOM nallUEHTH, KOKUTO BEYE MOyYaBaT AHYPETHUHO JIeHEHHE, 0CO0EHO aKO TOBA NeYeHHeE €
3aMOYHATO HaCKOPO, CMAaJaHeTO Ha KPbBHOTO HAraHe NPH 3all04MBaHe Ha JEYEHHUETO ¢ TPaHAoIaNpU
MOXKE Ja 6bae MpeKaneHo CHIHO U3pa3€eHo.

HMG-CoA peaykrasuy HHXHOUTOPH (,.CraTHn’) — BoKTE TOuKa 4.5 ,,B3auMoneiicTeue ¢ Apyru
NeKapCTBEHHW MPOAYKTH U ApYrH HOpMH Ha B3aUMoJeHCTBHE .

HapyiuieHns Ha HEPBHO-MYCKYNHOTO NpeaaBaHe
3abonaBaHHA, IPH KOHTO € 3aCEHATO HEPBHO-MYCKY/IHOTO NpeaaBaHe (MUACTeHUA MPpaBUC, CHHAPOM Ha
Lambert-Eaton, HanpeaHana myckynHa auctpodus Ha JiotneH)

Apyra

Cneuyaniy NaiMeHTCKY Nonyiauyu
besonacHocTTa M epukacHOCTTa Ha Tapka npu fena ¥ IOHOLH BCe OLUE He € YCTaHOBeHa. 3aToBa
ynoTpebarta B Ta3n BBE3PACTOBA [PYIa HE Ce Mpenopbusa.

brOpeuHo yBpexcaaHe

Borpeky 4e npu roNeMH CpaBHUTENHU POYUYBAHMA € NOKA3aHO, ue yBpeaeHaTa Ob0peuHa QyHKLHA HAMA
eexT BbpXY hapMaKOKHHETHKATa Ha BepanaMK/I NpH NMalUueHTH ¢ Ob0peyHa HeAOCTaTHLYHOCT B KpaeH
CTaJAUH, HIKOIKO AOKAAH 32 OTAECNHYM CMyUuau Npearnoaarar, ué¢ BepanaMimwi Tpabsa aa ce u3ros3Ba
BHUMATENHO K ChC CTPHKTHO MOHHUTOPHpAaHE NpU MalMEeHTH ¢ yBpeeHa Ob0peuHa pyHkuua.

BEPEHHMHJ'I He MOJke aa Onae OTCTPAHCH HpE3 XCMOJHanuia.

YeproapoGHo yBpexKaaHe
Ha ce u3nos3ea ¢ NOBULLEHO BHUMAHHUE IIPU CEPHOIHO yBpeAeHa YepHOAPoOHa PyHKUMA (BHIKTE CBLLO

TaKa TOUKa ,,] epaneBTHYHH MOKa3aHUA* rpHu YepHoaApoOHO yBpexaaHe,

JlakTo3a
[TauMeHTH ¢ peaAKH HacneaACTBEHH NpobieMH Ha ranakTo3Ha HENOHOCHMOCT, MIbJICH N1aKTa3eH OeDHLIMT
WY INIIOKO30-ralakTo3Ha Manabcopbuua He TpabBa 1a mpueMar TOBa JIEKAPCTBO.

Hatpuii
To3u nekapcrseH npoAYKT cbabpka 28,0 mg HaTpuii Ha Tabnerka, KOUTO ¢8 eKBMBalleHTHH Ha 1,4 % oTt

[PENOpPBYHTEIHUA MAKCUMANEH IHEBEH fIpHEM OT 2 g HaTpuil 32 BE3PACTEH.

4.5 BianmMoaeiicTBHE ¢ APYIH JIeKAPCTBEHH NPOAYKTH H APYrH GopMH HA B3aHMOJelicTBHE

B3auMoaeHCTBHATA C APYIrH N€KAPCTBEHU NPOAYKTH MOTaT Aa Bb3HMKHAT B pPe3y/TaT Ha
(papMakoaMHAMHYHO WIH QAPMAKOKHHETHYHO B3aMUMOACHCTBHE WIH KOMOMHALMA OT ABeTe. B ciyuaure,
Korato ChOMTHATA ca CBBP3aHM KaKTo ¢ (papMaKoAWHAMUYHH, TaKa U ¢ (papMaKOKHHETHMHH
B3aUMOJEHCTBHA, Ca MOCOYECHH NPENnpaTKH KbM CbOTBETHHA pa3iei.

KomOuHaLuy, KOUTO HE Ce NpEenopL4BaT

- Hexapcmeaa, nosuwasawu pucka om anzuoedem.: Epnospemensara ynorpeba
HHXHOUTOPH ¢BC cakyOUTpHUI/BAICAPTAH € MPOTUBOIIOKA3aHA, Thi KaTO TOBa
aurnoenem (Bxc. Touku 4.3 u 4.4).




Eonospemennama ynompeba na ACE-unxubumopu ¢ payexadompun, mI'OR unxubumopu (vanp.
CUPORUMYC, EBEPONTUMYC, MEMCUPONUMYC) U GUAdAZAUNMUH MOXKE g JOBEAE A0 NMOBUILIEH PUCK OT
aHrdoeaemM (Bx. Touka 4.4).

Kanuu-cvxpanasawu ouypemuyu, Xxpanumennu 0006aeKu, CbObpICAUiU KARUW UAU KaAul-
CHObPIHCAWU 3amecmument va cornma; Benipeky ue cepyMHUAT Kajtiii OOMKHOBEHO OCTaBa B
paMKHTe Ha HOPMANTHHUTE I'paHULH, [TPU HAKOH [TALMEHTH, JIEKYBaHU ¢ Tapka, MO)e 1a Bb3HHKHE
XHIepKaTHeMHs. Y noTpedara Ha KanHi-ChbXpaHABallyY AUYPETHLH (HaMp. CIIMPOHOJAKTOH,
TPHaMTEPEH WK aMUIOPHA), XpaHUTENHH 106aBKH, ChABPKAUIM KaAKH WIKM KanHH-ChabpKalH
3aMECTMTE/IM HAa CONTA MOXE Aa JOBEIE A0 3HAYHTETHO NOBHIIEHHE HA cepyMHMA Kanrit. Tpabsa
ChLLO Aa ce BHUMAaBa, koraro Tapka ce ripusara eATHOBPEMEHHO C APYTH CpeCcTBa, KOUTO
MOBHUILABAT CEPYMHUA KaIHi, KATO HANP. TPUMETOIIPHM H KOTPHMOKCA30Jl
(TpuMeTonpuM/cyadamMeTokcason), Thil KaTo € H3BECTHO, Y€ TPUMETONPUM NEHCTBA KATO KATHM-
ChXpaHaBaul AUYpPETHK nonobHo Ha amunopua. [lopaau ToBa He ce npenopkuBa KOMOMHHPAHETO
Ha Tapka ¢ ropecfioMeHaTHTe JieKapcTBa. AKO € NoKa3aHa CbITBTCTBAMIA ynoTpeda, Te Tpadpa na
C€ M3IIOI3BAT ¢ NOBULICHO BHHMAHHKE U MIPU YECTO NPOCISAABAHE HA CEPYMHHA KATHIA.

Luxnocnopun: l1pu cerpTeTBaIlA YROTpeOa Ha ACE-UHXHOHTOPH ¢ LUKIIOCTIOPUH MOXe A4
Bb3HUKHE xunepkandeMus. [Ipenoptuea ce npocnensBaHe Ha CEpyMHHUA KANHA.

Xenapun: I1pu cemrpreTBaina ynorpeda Ha ACE-uHXUOUTOpU ¢ XenapuH MoXke 1a Bb3HHKHE
xunepxkanueMnud. [lpenoppuea ce npocneaspaHe Ha CEPYMHHA KAJTHH,

Anzuomenzun Il peyenmopnu baoxepu unu arucxuper. JJaHHA OT KIMHUYHHU NIPOYUBAHHA
IOKA3BAT, Y€ ABOHHOTO OJIOKHpaHe Ha peHHMH-aHIMOTEH3UH-ATA0CTepOHOBaTa cucteMa (PAAC)
ype3 xoMOuHHUpaHaTa ynotpeda Ha ACE-nuxuburopu, anrnorensus Il-peuentopsu 0a0kepH WM
ATMCKHUPEH C€ CBBP3BA C M0-BUCOKA YECTOTA Ha HEXKEAAHH CbOUTHA, KATO HANIPUMEP XUTIOTOHHS,
XUINEpKAIHEMHA U HaMaNiBaHe Ha ObOpeuHaTa yHkUMA (BTOUMHTEHO ocTpa 610peyHna

HEAOCTATbYHOCT), B CPABHEHHE C yNnoTpebara caMo Ha eJHO IeKapcTRo, Aeikcreao BbpXy PAAC
(Bak. Touxn 4.3, 4.4 1 5.1).

ﬂaumpmeu: He ce [penopsYBa CAHOBPEMCHHATA }JHOTPGSEI Ha BE€pallaMWil C JaHTPOJICH.

Heabpaoun:. EpHoBpemeHHaTta ynotpeda ¢ upabpauH € NpoTHBOMOKa3aHa Nopaiu

JNOMBbIHUTENHMA edeKT Ha MOHM)KaBaHe HA ChPASYHATA HECTOTAa HA BepalnaMHl CripaMo
usabpaauu (k. Touka 4.3).

HIV anmuseupycnu rexapcmeenu npooykxmu. Tlopaan MeTabonuTHus HHXHOHpAIL NOTEHUHAI Ha
HAKOU OT HIV aHTHBHPYCHHTE IEKAPCTBEHU NPOAYKTH KaTO PUTOHABHP, IU1A3MEHHUTE

KOHLCHTPpAUHHK HA BEpantaMn MOoratT a CcC rNOBHILAT. H606XOHHMO € NNOBHUIEHO BHHUMAHHE HUJIN
HaManAaBaHe 103aTa Ha BepallaMnn.

JTumuii: iMa cbobLIEHNA KAKTO 3a YBEJIHYEHUE, TaKa M 3a HaMaJIasBaHe Ha e()eKTHUTE HA JIMTHIA,
H3NON3BaH eAHOBPEMEHHO ¢ BepanaMui. EnHOBpeMeHHOTO npunoxeHue Ha ACE-uHxuburopu ¢
JTUTHIA MOXKE 1a HaMaJTM eKCKpeluaTa Ha NTHTHH. CepyMHUTE HHBA Ha JINTUH TpAOBRa Ja ce
HabnonaBaT YecTo (BXK. TouKa 4.4).

Hnumpaeenoznume bema-bnoxepu He TpaOBa ga ce mpuiarar no epeMe Ha nedeHue ¢ Tapka (Bx.
Touka 4.3). KombuHauuarta Ha pepanamun ¢ Hera-6510kep MOXe a2 NPUMYMHH TEXKO HapYLIeHHE
Ha AV NMpoBOAMMOCTTA, KOETO B HAKOH ClyuaH MOxXe a AoBEAE 0 TexKa Opanukapaus.
CEPHO3HA KapAHOOSNPECHs CbLUO MOXKE [a Bb3HUKHE,

Konxuyun e cyderpar kakto Ha CYP3 A, taka v Ha eduiyKCHHMSA TpaHcniopTep, P
(P-gp). U3secTHO €, ue BepanaMui HHXubupa CYP3A u P-gp. Koraro sepana
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mpuarart sacaHo, nHxubupasero Ha P-gp w/unu CYP3A ot Bepanamun ;(-. ; ..-“'-':;;-.,; k|
MOBHILIEHA eKCNIO3HIMA Ha KoIXHLMH. KoMOuHMpaHaTa ynotpeba He ¢ce npency AN i .
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- 3namo. HUTpHTOMIHH peakuuy (CUMIITOMUTE BKNIOUYBAT 3a4CpBABAaHE Ha JIMLIETO, raicHe,
MNOBPHUIAHE H XHIIOTOHHUR) ca AOKIAABAHM PSAKO NPH NALUHUEHTH HA AeYEHHUE C HHDKEKLIHOHHO
3N18TO (HATPHEB aypoTHOMANaT) U eaHoBpeMeHHa Tepanua ¢ ACE-uHXHONTOpP BKJIIOYHTENTHO H
Tapka.

[Ipeanaszuu Mepku npy ynorpeda

- Anmuxunepmenzugnu nexapcmeeru npoOyxkmu: NMOBULLIABAHE HA XUNIOTEH3UBHUA edekT Ha Tapka
(Bx. ,,DapMakOKHHETUYHH B3aUMOACHCTBHA ¢ BEpanaMui‘).

- Huypemuyu: naijueHTHTE HA IEYCHHE C AUYPETHLIM U 0COoDeHO Te3U ¢ obeMeH W/ WK cones
NehULMT MOraT 1a HMaT NPEKOMEPHO MOHMKABAHE HA KPBBHOTO HaNAraHe cijej 3anousaHe Ha
Tepanus ¢ ACE-unxuburop. BeaMoxkHoCcTTa 38 XUNOTEH3UBHH eeKTH MOoXKe fa Ob/le HamalieHa
ype3 NnpexkpaTsABaHe Ha AUYPETHKA, Ype3 yBelMyaBaHe Ha obeMa WM NpHeMa Ha coll Npeau NpUeM
H 4pes 3aN04YBaHE Ha TEpanus C HUCKU Ao3H. [10-HaTaThIMHOTO yBeIMUyaBaHe Ha 103aTa TpsOBa Aa
ce U3BBLPILBA C TOBULLIEHO BHUMAHME,

- Arecmemuyu. Tapka MOXe Aa 3aCMNHU XHNOTEH3UBHHUTE eeXTH Ha HAKOM AaHECTETUUHHU
NeKapCTBEHU NMPOAYKTH.

- Hapxomuuu/anmuncuxomuuu: MOXKE a CC NOABH NOCTYpaJIHaA XHUIIOTOHHA.

- Tpanxeunanmu/anmudenpecarmu. KaKTo NPU BCUMKU aHTUXHUIIEPTEH3IUBHH IEKapCTBa, UMa
[MOBHIIEH PHCK OT OPTOCTATHYHA XHIIOTOHNA Npyd KOMOMHApaHe Ha Tapka ¢ OCHOBHH
TPAHKBUIAHTH MU 8HTHACNIPECAHTH, ChObpXKali UMHUITpaMuH (BXK. ,,DapMakOKWHETHYHH
B3aUMOICUCTBHA C BepanaMui®).

- Anonypuron, yumocmamuiHyu Ui UMYHOCYRPECUBHU AEKAPCMBEHU NPOOYKMU, CUCTHEMHU
KOpmuxocmepouou Wiy npoxauHamuod: eAHOBpeMeHHOoTO npuwioxeHue ¢ ACE-nHxuburopun moxe
Ja JOBEAE AO MOBUILEH PUCK OT JieBKONeHUs (BX. ,,PapMaKOKMHETHYHH B3aUMOJENCTBHS C
BEpanaMuia®).

- Kapouooenpecusnu rexapcmeenu npooykmu: eHOBpeMeHHaTa ynorpeba Ha BeparnamMun u
KapAUOACNIPECHBHH JIEKapCTBa, T.€. JIEKAPCTBCHU NPOAYKTH, KOUTO HHXHOUPAT reHepUpaHeTo 4
NMPOBEXAAHETO Ha ChplaedeH uMryic (Hanp. beta-agpeHeprudHu O0KkepH, aHTHAPUTMHUHH
JIeKapCTBEHH CpeACTBa, HHXATALHOHHH AHECTETHLIM), MOTaT Aa NPeAX3BHKAT HeXeNlaTeNHH
aOUTHBHHU edekTH (BX. ,,DapMakOKHHETUHHH B3aMMOAEHCTBHA C BepanaMuI‘).

- Xunudun: eAHOBPEMEHHATA yNOTpeda Ha XMHHHH Y NEPOpaliecH BEpanaMul Mpu MalKeHTH ¢
xuneprpoduyHa (0OCTPYKTHBHA) KapAHOMMOIATHA € A0BE/Ia A0 XHIIOTOHHSR W Oenoapoben oTok
B ManbK Opo# cnydau (Bx. ,,(DapMakOKUHETUYHH B3aUMOJEHCTBHA C BepanamMun®).

- Huzoxcun u oueumoxcun. Crobinasa ce, ue eJHOBpeMeHHaTa yrnotpeba Ha NHIOKCHH H
Bepanamui Boau 1o 50-75% no-BUCOKM IUTa3MEHH KOHLIEHTpALUMH Ha JHTOKCHH, KOSTO H3HCKBA
HaMaJIIBAHE Ha [103aTa Ha AUrOKCHH H AMIMTOKCUH. BepanamMun cbiio € nokasa, ye HaMansapa
OOLLHA TENECEH KIUPBHC U M3BLHPEHATHUA KIMPbHC HA JUrHTOKCHH CLOTBETHO ¢ 27% H 29%
(BX. ,,DapMaKOKUHETHYHH B3aMMOAEHCTBUA ¢ BepanaMun).

- Habucampan: Oyakpa ce eRHOBPEMEHHOTO MPWIOKEHHE Ha BepanaMui ¢ gaburaTtpaH ga icBeje
[0 MOBHMILEHH IJIA3MEHN KOHUEHTpalUMK Ha naburarpad. Tpabera na ce BHUMaBRa nopi.g H9¥%)C
kbepBeHe. Korato enHospeMeHHO ¢ gaburarpan erekcuaar (150 mg) ce npunara €pdpas
BepanaMui, Cmax 1 AUC Ha faburaTpaH ce yBenH4yapaT, HO BEJIMUHHATA HA T¢ 4 LT g
pa3nu4aea B 3aBMCHMOCT OT BPEMETO Ha NPUNTOKEHHE H CHCTARa Ha Beparam ‘l JEKen ’!‘. ® .‘
Ha naburatpas ce noBuinasa npu npuaaraie Ha 240 mg BepanamMui ¢ yaAbJDKESR IGTNEI08

(yBesntnuaBaHe Ha Chrax ¢ 0k0n10 90% n AUC ¢ okono 70%).
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[IpenopbuBa ce CTPUKTHO KIMHUYHO HaOMIOAEHHE, KOraTo BepanaMun ¢ce KomOuHHpa ¢
naburaTtpaH eTekcunaT U Haii-Bede NpU 1osBa Ha KbpBeHe, 0COOEHO NPH MALHEHTH C IEKO 10
yMmepeHo ObOpedHO yBpeXkaaHe.

- Hpyeu oupexmnu nepopanuu anmuxoazyranmu (DOACs). CucreMHaTa OMOHAIMYHOCT Ha
DOACs, kouto ca cybcTpatu 3a Pgp w/unu merabonuzupann ot Cyp 3A4, ce ouaksa Ja ce
YBEJIHYH [IPH €OJHOBPEMEHHO TpUNoXkeHHe Ha BepanaMuwil. JaHHUTEe NpeaAnonaraT Bb3MOXKHO
YBENH4aBaHE HA PUCKA OT KbpBeHe, 0COOeHO NpH MaLIMEHTH ¢ APYrH pUcKoBH daktopH. Moxe aa
ce HaIoXH Ja ce HaMmanu no3ata DOACs npu enHOBpEMEHHO NPUIOKEHHE C BepanaMmT (BIDKre
yKa3aHHATA 3a JO3HpaHe B npoaykroaTa HHGopmauusa Ha DOAC).

- Myckynnu peraxcanmu. ePeKTHT OT MYCKYJIHUTE penakCaHTH (KaTo HEPBHO-MYCKY/HH OJI0KepH)
MOJKe J]a C€ 3aCHIIH.

Ha ce uma npeasun

- Hecmepouornu npomueoewvsnanumennu cpeocmea (HCIIBC): KakTo nipH BCHUKH
aHTHXKunepTeH3uBHH nekapetea, HCIIBC (BknounTENHO aleTHACATHLHIOBA KMCENHHA
M3I0JI3BaHA B NTO-BHCOKH A03H KATO NPOTHBOBB3NAIMTENIHO JIEKAPCTBO, Hanp. 3a obek4yaBaHe Ha
Oonka) MOXKe 0a NOHIDKAT aHTHXHUITEPTEH3UBHUTE edeKTH Ha TpaHAoNanpuwi. MoHKHTOpHpaHeTo
Ha KPbBHOTO HasArade tpsadsa na 6nae 3acuneHo, koraro HCIIBC ce nobasat wnu cnupat npu
[NALIHEHT, ACKYBaH ¢ TpaHgonanpwi. OceeH Toea e onucaHe, ye HCTIBC u ACE-unxubutopn
OKAa3BaT aJIMTHREH €(EKT BPXY MOBHIUEHUETO HA CEPYMHHUA Kaauii, KaTo 6b0peuHaTa GyHKIMsA
MoOxe Ja 6bae HamaneHa, Tesu edexTH ca no NpHHUMN oOpaTHMH U HacCTBNBAT 0coOEeHO NpH
MaLHeHTH ¢ KOMIpoMeTHpaHa 6bOpeuna QyHKUHA.

HCIIBC BxnwuuTenHO aUeTHICATHMIIMIORA KUCEIMHA, OCBEH aKO alleTWICATHUMIOBA KHCEIUHA
He Ce M3MOJI3Ba B MO-HUCKH A03HM KaTO HHXHOMTOp Ha TpoMOoLUTHATA arperauus, Tpabea fa ce
nibarsar ¢ ACE-UHXUOWTOpH NpH NaLHEeHTH ChC ChpAeYHa HEAOCTAaThUHOCT. EAHOBpeMeHHaTa
ynoTpeda Ha alCTHRCANMUMIORA KUCE/IMHA C BepanaMiil MOXKe 114 3aCHIH CTPaHUYHHTE eeKTH
Ha aleTWICATULMIIOBA KUCe/IMHA (MOXe a NOBHIUIM PHCKA OT KBPBEHE).

- Anmuayuou: Morat ga HaManat OmoHanuuHoCcT Ha ACE-unxuburopmre.

- Cumnamomumemuyu: MOTAT a HAMANAT aHTHXHNEepTeH3NBHUTE epexkT Ha ACE-uuxuburopure;
MAUWEHTHT TPAOBa Ja Ob/le BHUMATENHO HAOMIOAABaH, 32 Ja CE MOTBBLP/AH, He ce MoNnyvana
AKeNnaHUAT edexT.

- Anxoxon: ETaHONBT 3aCH/IBA XMNIOTEH3WBHHS edexT Ha Tapka.

- Anmuduabemnu nexapcmea: Moxe aa € HeobXoMMO KOPHIrHpaHe Ha 103aTa Ha aHTUAHa0EeTHHUTE
jiekapcTBa WM Ha Tapka B onpenesieHy ciaydau, 0co0eHO B HA4AIOTO H& TEpanuATa nopaau
MOBUIIEHO HAMANABAHE Ha KPbBHATA FNIIOKO034a (BiK. TOUKa 4.4),

- Memdopmun: ERHOBpEMEHHOTO MpUNOXKEHUE HA Bepanamun ¢ MeTGopMHH MOXeE Ja HAMaIW
eduKacHOCTTAa HA METHOPMUH,

- mTOR unxubumopu (Kanp. cuporumyc, egepoaumyc, meMcupoaumMyc). NailueHTUTE, NpHeMaLIH
chitbTeTBaWa Tepanua ¢ mTOR uuxuburopn, Morar aa Obaar H3N0XKEHH Ha NOBULIEH PHCK OT
aHrnoenemM (Bx. To4dka 4.4).

DapMaxOKHHETHUMHH B3aWMOACHCTBHSA ¢ BEpanaMmI;
In vitro meTaboNMTHUTE H3CNERBAHUA MOKA3BAT, Y€ BepanaMil ce Metabonuzmpa ot

CYP3A4, CYP1A2, CYP2CSE, CYP2C9 u CYP2C18. BepanaMun € u3BecTeH UHXHOUT
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eH3umuTe u P-gp. Cpobiuasa ce 3a KMUHKYHO 3HAYUMHU B3auMoaeicTBua ¢ HHxuOuTopu Ha CYP3 A4,
MpUYMUHABALIY IOBUIIABAHE HA TUIa3MEHUTE HMBA Ha BepanaMuil, [okaTo HHAYKTopuTe Ha CYP3A4
MPUYHUHABAT MOHM)KaBAHE HA IUTa3MEHHUTE HHBA Ha BEpanaMuil, Iopaau KoeTo nauMeHTHTe TpabBa fa
Obaar Ha0MOAaBaHK 3a JIEKAPCTBEHH B3aUMOACHCTBMA. EAHOBPEMEHHOTO NpUIOKEHHE HA BEpanaMiI H
nekapcTso, MeTabonuaupano ocHOBHO oT CYP3 A4 unu e cydbcrpar Ha P-gp, Moxe aa Obae cBbp3aHo ¢
NOBULLIABAHE HA KOHLIEHTPALMKTE HA J1IEKAPCTBOTO, KOETO MOXKE Ja YBEJIHYY WIH YABJDKY KAKTO
TEParneBTHUHHTE, TaKa H HEXXENAHHUTE JIEKaPCTBEHH PeaKLMU Ha ChITBTCTBALOTO JekapeTBO. [IpuMepu 3a
TaKHBA R3AUMOICHCTBHA ca.

a) Bepanamun MOXKe 1a MOBHIIHK IU1a3MEHUTE KOHLUEHTPAUHUH Ha:

- ammompunman, 6ycnupon, xapbamazenun, YUKAIOCROPUH, OUZOKCUH, OUZUMOKCHUH, OUpEeKMmHU
nepopannyu avmuxoazyranmu (Hanpumep oabuzampan, pusapokcaban), 0oxcopybuyuH,
eseponumMyc, 2aubypuo (2nubenxaamuc), UMuUnpamMur, MeMoOnpoa0, MUOA30IaAM, NPA303UH,
NPONPAHONOR, XUHUOUH, CUPOAUMYC, MAKPOAUMYC, Mepa3z03un 1 meouiun, ¢ KOETO Ce
yBe/IMuaBa PUCKA OT TOKCHYHOCT OT Te3M CheAWHEHH, AKO € Noaxoaauo, TpAOBa aa ce OOMHCIH
KOpUrupaHe Ha 103aTa WK JOMBJAHUTEIHO HabMIOACHHE HA TU1a3MEHHTE KOHILEHTPALIHH,

- HMG-CoA pedyxmasnu unxubumopu. Cro01uaBa ce 3a NMOBULIABAHE Ha CepyMHATa €KCIO3HULUA
Ha cuMBacTaTHH (MeTabonuzupaH ot CYP3A4), koraro ce npuiara eJHOBPEMEHHO ¢ BepanaMuI.
Crobluasa ce, ue¢ ¢THOBPEMEHHOTO NPHIIOKEHHE HA BepanaMKiil ¥ BUCOKH J03H CHMBACTATHH
yBEJIM4ABA pUCKa OT MHonaTHa/pabaomMuonnsa. JJozara Ha cUMBacTaTHH (K APYrY CTATHHH,
meTabonuaupanm ot CYP3 A4, kaTo aTOpBACTATHH K JIOBAacTaTHH) TpAOBa aa Obae CHOTBETHO
afanTHpaHa. |

6) KoHueHTpaluuTe Ha BepanamMun Morat a 6b/1aT yBEJIMUEHH OT:

- amopeacmamuH, YUMemuOuH, KIGpUMPOMUYUH, ePUMPOMUYUH A MEAUMPOMUYUH,

. JlokazaHo e, ue coxvm om zpeling)pym NOBHUIABA MJIa3MEHHUTE HUBA Ha BepanaMui, KOiTo e
KOMNOHEHT Ha Tapka. CrnenoBatenHo cox oT rperngpyr He TpaOBa na ce npHema ¢ Tapka.

8) KoHueHTpauunTe Ha BepanaMui morat aa Ob0aT HaManeHHU OT:
- genobapbuman, enumoun, pupamMnuyur, CyAQURNUPA30H U HCHAM KAHMADUOH,

4.6 PepTHAHTET, OPEMEHHOCT H KbPMeEHe

bpeMeHHOCT
YnotpeOara Ha ACE-unxuburopu npe3 nbpBuA TpUMECTEP Ha OPEMEHHOCTTA He ce npenopbusa (BiK.

TouKa 4.4 “CneupaiHy npeaynpexacHusa W npeana3Hya Mepku npu ynorpebda’). Ynorpebara Ha ACE-
HHXWOHUTOPH € NPOTUBOIIOKA3aHA MO BpeMe Ha 2 U 3 TpuMecTsp Ha OpeMeHHocTTa (BXK. TO4Ka 4.3
“IIpoTuBonoka3zaHusa’ U TOUKa 4.4 “Cnelaniy npeaynpexxacHus U npeanasHy MeEpKH npu ynorpeba™).

besonacHata ynorpeba Ha Tapka npy OpeMeHHH XEeHH He € JOCTaTbYHO N00pe 1OKYMEHTHpaHa.
Benpeku TOBa, JOKTaABaHH C& eNU30INYHHU cllyyayd Ha HeoHaTanHa 6enoapoOHa xunorniasug, 3abaseH
BbTpeyTpobeH pacrex, nepcucTUpail ductus arteriosus M uepenHa XUnoriasus cjiel eKCrno3uLusa Ha
detyca ¢ ACE-uHxuburopu.

EnnpemMuonoryyHMTe JOKA3aTEeNICTRA 3a PUCK OT TepaToreHHocT cael ekenosuung ¢ ACE-uaxuburopu
[0 BpeMe Ha ITbPBHA TPUMECTHP Ha OpEMEHHOCTTA HE ca YOCAHTEIHH; BBIIPEKH TOBa MAIIKO NTOBULLIARAHE
Ha pHCKA He MOXeE 1a ce U3KIYH. JIeueHHeTo Ha naLMeHTUTe, Iu1aHupaly SpemeHHOCT Tpabea Obae
CMEHEHO C AITEPHATUBHO AHTHXUNIEPTEH3HBHO NeHeHne ¢ ycTaHOBeH npodus Ha 6e30nacHoCT Mo BpeMe
Ha OpeMeHHOCT, OCBEH aKo NMpOoAB/DKaBaHeTo Ha TepanysTa ¢ ACE-nHxuburopy He ce cHHTA 33 KpaiiHo
HeoOxoauma. Korato ce quardoctuirpa dpemeHHocT, neueHnHeTro ¢ ACE-unxuburopu Tpsbea pna cg.cnpe

HBS&G&BHO H aKO € NNoaxXoaAallo, Aa cc 3alio4yHE ApYToO MTEPHHTHBHO JICHCHHUC. n

Excnosnuua ¢ ACE-uHxuburopu no BpemMe Ha BTOPHS U TPETHI TPUMECTHP € M3BECTHO, » IS Q \
(€TOTOKCHYHOCT MpH Xopa (HaMasieHa ObOpeuHa pyHKupsa, onuroxuapaMHioH, 3a0aBs S '** T:“"" T %\
ocH(HKaLMA) H HEOHATANTHA TOKCUYHOCT (0BOpeuHa HeAOCTATHYHOCT, XHIIOTOHHS, XHUTISRh Y EXrEay. T
& k

f

CKCNIO3HIIUATA € HACTHITKHIA 110 BpCMC Hd BTCPHA TPHUMECTBP Ha GPEMEHHUCTI‘R, CC IIPENOR eara
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yITPa3ByKOB npernea Ha Ob0OpeunaTa QyHKUMSA K yepena. HoBopoaeny, YMMTo Maitki ca npueManu
ACE-unxuburopu tpabea na 6vaat HabaionasaHu 3a XHIIOTOHHS.

Bepanamun Mo)Ke a NOTHCHE KOHTPAKUMMTE, ako € U3M0J3BaH B Kpad Ha OpeMeHHocTTa. Taka ChlIo,
¢eranHa OpagvKapaUsa U XMIIOTOHUA HE MOXKE [1a C€ M3KIIOUM B3 OCHOBA Ha (PApMaKOJIOTHUHUTE
CBOHCTBA.

KupMmene

BepanaMunoB XUAPOXJIOPUI €€ EKCKPETHPA B HUCKH KOTUYECTBA B MaHunHOTO Miako. He e HannuHa
HHpOpMaALIUA 32 NPUIOKEHHUETO Ha TPAHAOIANPHI IO BPEME Ha KbpMeEHe.

Tapka He ce npenopwyBa A0 BpEME HA KbPMEHE H JIEYCHUE C ATTEPHATHBHHM JIEKAPCTBA ¢ MO-100pe
ycTraHoBeH npogun Ha 6e30MacHOCT € 3a NpeANOoYUTaHE [0 BpEMe Ha KbpMeHe, 0co0eH0 NpH KbpMeHe Ha
HOBOPOZICHO MU NMPEXKACBPEMEHHO POJCHO AETE.

4.7 Edexty BBpXy cnocobHocTTa 32 modupane u padbora ¢ MALIKHA

B 3aBMCHMOCT OT HHAMBHAYATHATA UYBCTBHTEJIHOCT MOKe Aa 6bae HapyleHa crioco6GHOCTTA 3a
mogupaHe ¥ padoTta ¢ MalMHY, 0COOEHO B HAYAJIOTO Ha ICYEHHETO. Tapka MoxXe 1a yBeauwdHd HUBATa Ha
aJIKOX0J1a B KPBBTA M Ja NoBeAe A0 o-OapHa eMMMHUHALNA U CIICAOBATENHO A0 NO-K3pa3eHu edeKTH Ha
anKoXxona.

4.8 Hexenanu HeKaApCTBEHH PEAKIIHU

TabarueH CIMCHK HA HEXENAHH NEKaPCTBEHH peaKiluu

H36poeHnTe HeXKenaHU NEKAPCTBEHH peaKLMHU ca 61K QOoKIagBaHu Mo BpeMe Ha KiIWHU4YHATA (a3a, NocT
MapKeTHHIroBO HabaroaeHHe WK da3a [V Ha KTHHHUYHUA U3NHUTBAHUA.

CrnenpalguTe KOHBEHUMH CE¢ M3MOJI3BAT 3a ONPEAC/IAHE HA YECTOTAaTa: KAKTO Clie/iBa; MHOTO YeCTH
(=1/10); wectn (=1/100 go <1/10); neuectn (=1/1 000 no <1/100); peakn (=1/10 000 no <1/1 000); mHOrO
peakH (<1/10 000). KoraTo oT HalH4HUTE JaHHH HE MOXKE Ja Ce ONpeAean YecTorara, Ta ce AeduHHpa: C
HEHU3BECTHA YeCTOTA (OT HAJIKYHHMTE JaHHH HE MOxe Ja Oble HanpaBeHa olieHKa)

MedDRA- Yeern HevecTH Peaxu Muoro peakn | C HeH3BeCTHAR 4eCTOTA
0aza naHHH (OT HATHYUHHTE AAHHN
HA CHCTEMO- HE MOXKe 1a Obae
OpPraHHH HANpABEHA OlIeHKA)
KJACOBE
Undextuu u Xeprnec bpoHXHT Hudexumu HA ropHH
HHecTauuu CUMILIEKC OUXaTeNHH MbTUIIA
QOapHHIUT
CuHyHT™,
Punur*,
I nocur*
Hudexuuu Ha MUKOYHH
[MbTHLIA
Hapyienus [laHuuTONEHNs | ArpaHynouuTosa
Ha KPBBTA H JleBkorieHus ITonwxasaHe Ha
numpHara Tpombouurone | xemornobuHa
CHCTEMA HUA [ToHnkasaHe Ha
XeMaTOKpYIH—
XeMOAMTH
HapyuieHus CBpBXUyBC
Ha UMYHHaTa TBUTEJTHOCT
CUCTEMA
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Hapyuienns Xunepnun | AHOPEKCHA [ToBuwieH aneTuT
Ha MACMH XunepkanmeMus
meTabonusma | XHUnepxonecTepoieMuUs
U XPaHEHETO XHNEPriuKeMus,
XHITOHATPEMHUHA
XUnepypukemus
[Monarpa
En3nMua abHopMHocT
[Temxuunu Henpecus bescwrHME
HapyLUICHHUSA HepsHoct HapyuieHus Ha CbHA™®
TpeBOXHOCT XanourHaUuH
Arpecus [TonwxkeHo nubuao
CheTosHME HA
o0BpKkaHocT™
Hapywmenus | 'naBobonne | Tpemop Cunkon I{epebpanna Tpanzutopha
Ha HepeHata | 3amasHoct | CbHIMBOCT XeMoparus HCXEMUYHa aTaka™
cHCTEMA 3aryba Ha Llepebpo-BackynapeH
Cbh3HAHME MHLUHOEHT
beacbHue MuoxnoHyc
Hapywenne na | MurpeHa
paBHOBECHETO ExcrpanupaMuaHH
XUnepecTe3s | HapyUWCHHA
[Tapecte3us Ilapanusa (TeTpanapesa)
JAucreysus
Hapywenus Hapywenns Ha | bnedapur
Ha ouHTe 3PEHHUETO KOHIOHKTHUBA/IEH OTOK
3aMBIJICHO Hapyiuenus Ha ouvre
3peHHe
Hapywenus | Bepturo Tunutyc
Ha YXOTO H
nabupHUHTa
CobpaeyuHu ATpHO- [Tannurauu AHruHa MuoxapaeH HHPapKT
HapyLICHHA BEHTPHKYNa | H NEKTOPKC ATpHO-BEHTPHUKYJIAPEH
peH 6ok bpagukapnus 6ok (2°, 3°)
(1°) Taxuxapans CunycoBa Opaaukapams
[Tpencwepano CHHYCOB apecT
MDbXKIEHE ACHCTOINHA
Copoeuna Apurmus
HENOCTAaThYHOCT | KaMepHa Taxukap/ius
CopaeueH apect | Ucxemus Ha MHMOKapaa
AOBROpMHa
eJEKTpOKapaAHorpamMa
Cba0BH XHUNIOTOHMA OnyKryauus Ha | XHNepTOHHA
HAPYLLICHMA OprocTaThy KPBBHOTO AHruonarus
Ha HanaraHe [lepudepun
XMNOTOHUA BacKY/IapHHU HAPYLLIEHHUA
[lok Bapuko3HU BEHH
3ayeppaBaH
€ Ha JIMLETO
["'opemn
BBJIHH
PecnuparopH | Kaumnuia AcTt™ma
U, FPBbAHH H Hucrnnes
MEAHACTHHA KoHrecTtus Ha
HH CUHYCH
HapYLUEHHA
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[IpoayxTHBHa KanuHLa

MapHHreanHo
Bb3MAJICHUE
bonka Ha opodapuHkca
Enucrakcuc
PecniupaTopHu
HapylUeHHUA
Cromaindo- | Konctunau | I'apene [ToBpbiane AbGaomuHanex
YpEeBHH ua Huapus Cyxora B auckoMoopr
HapPYLICHUA KopemHa 'bpPAOTO Jlncnencus
6onka Cyxora B ycrara | [NacTpur
CromaliHo [TaHkpeaTut QnaryJieH1us
-4peBHH Xunepnnasus Ha
HapYylIEeHHA rHHIUMBH
XemareMesa
Hneyc
Hutectunanen
aHrnoenem™
Xenarobunna Hapyutenn | Xunepbunu | Xenarut XoJsiecTaTHUYHA
PHH 1B pybuHemMusa | JXwnrenuua XKbaTeHuua*
HapylleHHA yepHOApoO Xonecrasa
HUTE
(yHKUHOHA
JIHU
TECTOBE
Hapyueuus Copbex Anoneuus | AHrHoeneM Cungpom Ha CTUBLH-
Ha KOXKATa H OOpusB Hapywesn | Epurema IxOHCBH
NOAKOXKHATA OTOK Ha 1 Ha MyATHPOpME ToxcHyHa envoepmanHa
TbKaH JRLETO KOXAaTa [Tcopuasuc HEKPOIH3a
Xunepxua Hepmatut ITyprypa
po3a Yprukapus Ex3sema
AKHE
Cyxa koxa
Hapyluenns Aptrpanrus bonku B repba
Ha Muanrus MycKynH# cria3MM
MYCKYJ/THO- MyckynHa bonkv B KpaitHuUMTE
CKeJIETHaTa cnabocr bonka B kocTH
CUCTEMA U OcteoapTput
CbeAUHUTENH
aTa ThKaH
HapyineHus [lonuypua | Aszoremusa | OcTpa [lonaxuypus
Ha 61p6peuna
OBOpeLuTe U HEAOCTATBYHOCT
MUKOYHUTE *
ITLTULLA
Hapyienus EpexTiiHa ["anakTopes
Ha AucHYHKUNA
BB3MPOU3BO [ MHekoMacTHs
UTE/THATA
CUCTEMA H
| rbpaaTa -
O61uH Bonka s OTtoxk ITupexcys” U
HapyLleH!s U 'bPAUTE Ilepudrepen HeobAAuRd e
edexTH Ha OTOK Hepsz
MACTOTO Ha YMopa
[pHIOKEHHE AcCTeHuUs
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H3cneasanus Hosumenu [loBuiueH kpeaTHHHH B
TPaHCAMHWHA3H KpbBTa

[losuiiena [lopuuieHa ypes B
anKajaHa KpbBTa

¢docdaraza B [IoBHLIEH NPOIAKTHH B
KPbBTa KpbBTA

[losuinena
JIAKTAT
aexuaporeHasa
B KPbBTA
[loBuileHa
nunasa
[ToBviueH kanui
B KPbBTa
[losuuien
UMYHOT100yNHH
IloBuiuena rama
rAyTaMHATPAHC

depasa

*TTokazsa ACEI xiac HexenaHH NeKapCTBEHU peaKiiuu

Crobuiapane Ha MOOO3HPAHH HEXENAHH PEaKIIHH

CrobiaBaHeTo Ha MOAO3MPAHH HEXENaHM peaklivK Chej paspeluaBaHe 3a ynotpeda Ha JeKapcTBEeHHA
[MPOAYKT € BaXKHO. T0Ba MO3BO/IABA Aa MPOAB/DKY HAOMOAEHHETO Ha ChbOTHOIIEHHUETO N0N3a/PHCK 3a
NeKapcTBeHUs NpoAyKT. OT MEIHLIUHCKHUTE CTIeLIMANHCTH ce USHCKBA Aa choOIaBaT BCAKa MoAo3HpaHa
He)KeNaHa peakLus Ype3 HaUMOHAIHA CHCTeMA 3a ChoOLaBaHe:

HanbanuTenHa areHuMs 1o jJeKapersara
yn. ,,Jlamad 'pyeB” Ne 8

1303 Codus

Ten.: +35 928903417

yeGcaiit: www.bda.bg

4.9 IIpenoaupane

CUMIOTOMH

Ha#-BHcokara n03a, npuaarada npy KIMHAYHK W3nuTBaHuA € 6una 16 mg TpaHnonanpui, KOATo He €
AOBEAa A0 CUMIITOMM Ha HENOHOCUMOCT. 110 BpeMe Ha nipeno3upane ¢ Tapka, MOraT aa HacTBIAT
CNIeIHUTE CHMIITOMH, ITOPAaH CHABPKAHHETO HA BEPANaMUIIOB XHAPOXJIOPHA: XHIIOTOHUA, OpaguKapans,
AV Onox, aCHTONHUS U HEraTUBHA HHOTPOMHSA, H OCThP pECNMpPaTOpPEH QUCTpeC CHHAPOM, B pesynTart ot
[pefo3upaHe ca HACTHITUIH CMBPHH CIIY4aM.,

[Io Bpeme Ha npeno3upaHe ¢ Tapka, Morar ja HaCTBNAT CICIHUTE CUMITTOMH, MTOPaAAH ChABPXKAHHETO Ha
ACE-#HxubHUTOp: TeXKKa XUIOTOHUS, LIOK, CTYNOP, Opaaukapaus, ENEKTPOJUTHA HAPYLIEHHS U
OBOpeuHa HEAOCTATBYHOCT, XHIICPBCHTHALIUA, TAXUKApAMS, NANMUTALIMH, 3aMasHOCT, TPEBOXKHOCT H
KalLTALA.

JleueHue
Cnen nornelliaHe Ha Npeao3vpaH TpaHaonanpun/sepanaMun Tabnerku, Tpabea aa ce UMa NpeaBU
LANIOCTEH MHTECTHHAICH NTaBaxX. JlombiHKTenHa abcopbLmaTa Ha HATHYHHA BEpanaMill B CTOMITD:
YpEBHHA TPAKT TpAOBa Ja ce NpeAoTBpaTH ChC CTOMAILHA POMHMBKA, IpWiaraHe Ha abcopOg 7 gﬁ!"
(aKTHBEH BBIJIEH) H JIAKCATHRY. g}
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OcpeH 001uTe MEpKH (NOAOBPXKAaHE HA AICKBATEH LIMPKYNATOPEH 06eM ¢ I1a3Ma WM Iuta3Ma
3aMECTBAILM PA3TBOPH) CpeLLy T&XKATa XMITOTOHKA (HaMp. IOK), MOXeE ChLUO TaKa Ja Ce MPUIOoKH
HHOTPOIMHO NOANOMAaraHe ¢ A0NaMHH, 100yTaMHH HIIA H30MPEHAIIMH.

Jleuennero Ha nipeaosupane ¢ Tapka Tpadsa na Ovae rnasHo nogaspkauto. [lapeHrepanen kanuui, Gera-
aJApeHEPrHuHa CTUMYNALMA B CTOMALUHO-UPEBHA IPOMHBKA MOTAT J1a C€ U3MOM3BAT B ICUEHHETO Ha
npeao3xpaHe ¢ BepanaMwion xuapoxsiopua. Ilopagn Bp3MoXHOCTTa OT 3abaBeHa abcopbLud Ha
NEKAPCTBEHHA NMPOAYKT C H3MEHEHO ocBODOX NaBaHe, CbCTOAHUETO HA MALHEHTHTE MOXKe Na Hajlara
HabnoaeHNe » xocnuranulauus no 48 yaca. BepanaMunioB XHAPOXJIOPHA HE MOXKE J1a C€ OTCTPAHHU OT
OpraHMaMa ¢ XeMoAnajIn3a

[IpenopbuHTENHO JIeUe€HHE NPH NPeJo3UpaHe ¢ TPaAaHAONANPHI € HHTPAaBEHO3HA HH(Y3UA HA HOpMAaJleH
COJIEBH pa3TBOp. AKO C€ NOSABH XUIIOTOHHUSA, NaLUeHTsT TpaOBa Aa Obne mocraBeH B LIOK nMo3uima. Moxe
CBILIO TaKa Aa c€ HMa NMpeABHA, aKO € HAIMUYHO, JieueHHe ¢ aHruoTeH3uH [l uHdY3ua W/ WM HHTPABEHO3HO
KaTeXxoMlaMHHH. AKO NOTTBILAHETO € CKOPOLLHO, Aa C€ B3¢MaT MEPKH 3a EIMMUHUPAHETO HA
TpaHaojanpun (Harnp. NoBpbILUaHe, CTOMAllISH JIaBax, rpuiaraHe Ha abcopbenTu 1 Harpues cyndar). He
€ U3BECTHO JajM TPAHAOJANPHA (MM aKkTHBHMA MeTaboNUT TpaHaoManpunar) Moxe Ja 6bae npeMaxHat
¢ xemoananu3a. Tepanus ¢ NEeHCMEHKBD € NoKa3aHa NpH pe3UCTeHTHa Ha eueHne Gpaavxapaus.
XuzHeHuTe nokasareny, CEpyMHHUTE €JIEKTPOJUTH U KOHLIGHTPALMATA HA KPEAaTHHHH TpAOBa aa 6baaT
MOHKTOPHUPAHH YECTO.

5. GAPMAKOJOI'MUYHHN CBOUCTBA

3.1 PapmakoaHHAMHYHE CBOHCTBA
(apmakoTepaneeTHiHa rpyna: Bepanamu, kombunauun, ATC kon: CO9BB10

Tpangonanpwi € €TUJIOB €CTEPEH NPEKYPCop Ha HecyNpXUAPUITHUE UHXHUOUTOP Ha AHTHOTEH3HH
kousepTupauina eH3uM (ACE), Tpanaonanpunar. XumuuHoTo ume e (28,3aR,7aS)-1-[(2S)-2-
[[(1S)-1-(ETokcukapObonun)-3-pennnnponunjaMmHo Jnponadont Jokraxuapo-1 H-ungon-2-kapbokcunxa
KMCE/IMHA.,

Tpanzaonanpun e 6510 40 noyTH 6410, KPUCTANTHO BELECTBO, KOeTo € pa3TBopuMo (>100 mg/ml) B

xJ0poopM, AnxiopomeTad ¥ Metanos. Uma monekynHo terno 430,54 u MmonekynHaTa dopMyna e
C24H34N20s.

BepanaMuiioB XHAPOXJIOPHA € MHXUOUTOP HA HHQUIYKCa Ha KanmuueBu HoHH (Onokep Ha OaBHUTE KaHA/IU
WIH aHTArOHMCT HA KanLMeBHA HOH).

BepanamusioB XHIpOXJIOpHA € NOUTH 041, KpUCTaNleH npax, NpaKkTU4ecKH 6e3 MHUPHC, ¢ TOPYHUB BKYC.
Pa3TBOopHM € BBB BOJA2, CBOOOAHO pa3TBOPHUM B XJIOpOdQOpM, YMEPEHO Pa3TBOPHM B ANKOXOM U
[PaKTHYECKH HEPA3TBOPHM B €TEP.

XHAMHYHOTO HME Ha BepallaMUIOB XHApoxJopHa € 6ermszenaueronurpun, o-[3-[ {2-(3,4-
auMeToKkcHudeHnn)eTua y MeTunaMunron) nponunl-3,4-auMmerokcu-o-( 1 -MeTunerun))xuapoxnopnn. Uma
MoJieKyJTHO Terno 491,07 u MonekynHata dopmyna e Cz7HagN204+HCL.

MexaHH3IBM Ha QEﬁCTBHe H d)ﬂpMaKOQHHRMH‘-{HH EQEKTH

Bepanamun
DapMaxoJIOrHYHOTO ACHCTBHE HA BepanaMui C€ Ab/DKY HA HHXUMOMpaHe HaBAK3aHETO Ha Wi

NPOBOAHUTE H KOHTPAKTWIHH KJIETKH Ha CHLPLIETO.
BepanaMui noHwKasa apTepUATHOTO HAJIAraHe B MMOKOI M NPH onpeeseHO HUBO Ha HE
Aujatauus Ha nepudepHute apreprond. Topa noHwkeHue Ha obioTo nepudepHo Cb
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(cnegHaToBapBaHe) HAMAIABA MHOKAPAHHUTE HYXIU OT KHCIIOPOA M KOHCYMALIMATA Ha €HEeprud.
BepanaMun noHWwkapa MHOKapAHUA KOHTpaxkTWiIHTET. OTPHUATENHATA HHOTPOIHA AKTMBHOCT Ha
BepanaMun Moxe 2a ObJe KOMIIEHCHPaHa OT HAMAIEHUETO Ha 0010TO nepudepHo CHIPOTHBIIEHHE.,
CobpaedHHAT MHACKC HAMA Aa ObJe HaMalleH OCBEH NPH NALMEHTH ¢ NPeABaApPHTENIHO ChLUIECTBYBALLA
JIeBOKaMepHa ABChyHKIUA

Bepanamun He nosnvaBa CHMNAaTHKYCOBATa PEryialds Ha CbPLETO, Thi KaTo He ODnokupa Hera-
aapeHepryyHuTe peuenrops. ETo 3auio, actMa 1 noao0HH CLCTOAHKE HE NPEACTaB/IIBAT
NPOTUBONOKA3AHUA 38 MPHIOKECHHETO Ha BepanaMm.

Ipandonanpun
Tpanzonanpun noTHCKa IU1a3MeHaTa PeHUH-aHMHOTEH3HH-A/IIOCTEPOH cHcTeMa. PeHHH npeacTaBnaBa

€HJIOM€HEeH €H3UM, CHHTEe3UpaH oT ObOpeLuTe, KOHTO NMPEMHHABA B KPHBHATA LIHPKYAALMA, KBAETO

OCBUIECTBABRA [IPEBPBIIAHETO Ha AHMMHOTEH3HHOI'EH B @HTHOTEH3UH I, KOHTO € eAHH OTHOCKHTENHO
HeaKTHBeH aekarnentui. Crel ToBa aHPMOTCH3HH KOHBEPTUPALMAT €H3UM (NeNTUAHNAUNENTHIA3A)
NPEeBpbIUA AaHIMOTEH3HUH 1 B aHrHoTeH3HH 1I. AHrnoreHsuH Il e MoleH Ba30KOHCTPUKTOP, OTTOBOPEH 32
apTEPHAJIHATA Ba3OKOHCTPUKUHMA M MOBULICHOTO KPBBHO HANATaHe, KAKTO U 33 CTHMYJIMPaHETO Ha
HanOBOpeyHara JxJTe3a 3a cexperusa Ha anaoctepod, Muxubuparero va ACE Boau 10 NOHMXKEHME Ha
I1a3MeHUs aHrHoTeH3uH I, koero ot ¢BOst cTpaHa NOHMWKABA Ba30NpecOpHaTa AKTUBHOCT W HaMasisgBa
CeKpeuMsATa Ha ajlI0CTEPOH. BBbNpeKkH ye NMOHMKEHUETO Ha ANAOCTEPOH € MAJIKO, MOXKE J1a HACTBITH JIEKO
NOBHIUIEHHME HE CEPYMHHTE KOHLEHTpAllUU Ha Kanuit 3aeiHO cbe 3arybaTa Ha HaTPHH K TEYHOCTH.
IIpexnscBaHEeTO Ha OTpHLATENIHATA OOpaTHA Bpb3ka MeXyY aHrWoTeH3uH II u cekpelysaTa Ha peHHH, BOAK
A0 TMOBHILEHHWE HA MJ1a3MeHaTa PEeHHHOBA AKTHBHOCT.

Jipyra ¢pyHKkuMs Ha KOHBEPTHPALUMA EH3UM € PasTpaXKJaHETO HA MOLIHUA Ba30AWIaTHpall KHHHHOB
nentua OpalMKHHMH 00 HEakTHBHU MeTabonutu. Ero 3awo, nuxubupanero Ha ACE Boau ao
[MOBULLIABAHE AKTUBHOCTTZ HA LIMPKY/IMpAllaTa K JIOKATHA KATHKPEHH-KMHHH CHCTEMA, KOETO OT CBOA
CTpaHa noaArnoMara fepugepHaTa BasoAHaTalus Ype3 akTUBHPAHETO Ha MPOCTarjiaHAMHOBATA CHCTEMA.
B13MOXHO € TO3M MEXaHU3BM Jla yuacTBa B xunoTeH3uBHUA edekT Ha ACE-uHxnburopure, KakTo 4 Ja e
OTFOBOPEH 32 HAKOHM OT HEXeNaHUTe peaklMH. [Ipy nauueHTH ¢ xuneproHus, npueMst Ha ACE-
HHXHOUTOPH BOAHM A0 NPUOIM3UTENHO €AHAKBO NOHIKEHWE HA KPBBHOTO HAJIATaHe, KAKTO MPH NIETHAO,
Taka ¥ NPy H3TIPABEHO NOJIOXKEHHE HA TANIOTO, €3 KOMIMeHCATOPHO MOBUILCHHE Ha ChpAedHATa 4eCTOoTa.
[ToHmwkenueTo Ha nepudepHaTa apTepuanHa pe3sUCTEHTHOCT € 6e3npoMaAHa Ha WIH € CHIIPOBOJAEHO OT
[IOBHIUEHHE HA CHLPACUHHHUS AeOMT,

HabnroaaBaHo € NOBHINEHHE Ha KPBBHUA TOK npe3 Hrbpeunre, oOMKHOBEHO Oe3 npoMsIHa B CKOPOCTTa Ha
rJIOMepy/nHaTa GUITpauHs. 3a OCTUrAHETO Ha ONMTHMAIHO NOHMXKEHUE Ha KPBBHOTO HAMATaHE NPH
HAKOM TaLIUEHTH ca HEODXOAUMH HAKOJIKO CeOMHUM TeyeHUe. AHTUXKIEPTEHINBHHUTE €(DEKTH ce
3aMa3BaT U MpH HpOABLIKUTENHO IedeHHe. PA3KOTO criMpaHe Ha JIe4eHHETO He € CRBbp3aHo ¢ Bbp3o
MOBHMLIABAHE HA KPBBHOTO HAJATAHE,

HavanoTto Ha AHTHXHUIICDPTCHIWBHHA e(bEl{T Ha TpanaoJarnpuii Ce NMoiaBABA CAHH 4Yac CJich NMpHEMa Ha

A03aTa H Npoidb/DKaBa Hal-Manko 24 Haca, HO TpaHAaOoJdanpun HE HOBJIIMABA UNPKaAHUA PUTHM HA
KPBBHOTO HaJlAraHe.

Knuruuba edrKacHOCT B 6€30NacHOCT

Tapra
[Tpoy4BaHHATa KAKTO NPH )KHBOTHM, TaKa U NPH 3apaBu 10OPOBOJILM HE Ca NMOKa3alu
(papMAKOKHMHETHUYHH MIIH B32UMOAECHCTBUA C PEHHH-AHTHOTEH3WHOBATa CUCTEMA MEXAY Bepana




Lonvanumentu npoyNEAHUS NPU XUNePMeHIUSHU NAYUCHIMU,

Eghexmu nabmodasanu npu nayuenmu ¢ xunepmonusa u ucxemuurna 6orecm Ha covpyemo:

B MexayHapoaHo sepanamMus SR/Tpanaonanpun, paH10MH3IUPaHO, OTBOPEHO, 3aC/IENEHO O OTHOLIEHHE
Ha KpahHara uen npoyusaHe (INVEST), ca oueHeHu cMBpTHOCTTA MU MOPOMAHOCTTA MPH NALIMEHTH Ha
Teparus ¢ Bepanamuii SR, B cpaBHeHHe C NALIMEHTH Ha Tepanus ¢ areHosoN npy 22 576 nauventu Ha 50
MOAMILHA BB3PACT H MO-BB3PACTHU C YCTAHOBEHA XUMEPTOHUA U HCXeMH4Ha Oonect Ha cwpiuero (UBC).
JInnara 1 B ABeTE rpynu ca MOriy zia 6bAAT TUTPUPAHH A0 MAKCUMAJTHO TOJIepUpaHaTa A03a W/ UK He
NPOY4YBaHW aHTUXHNEPTEH3IUBHH IEKAPCTBA. Tparaonanpui € npenopbyBaH 332 BCHUKH MaLHEHTH C
O6b0peuHo yBpexaaHe, iMaber wiM cbpaeyHa HeAOCTATBYHOCT He3aBUCHMO OT TEPANeBTUYHATA Ipyna.
Cpeanara npoAB/KMTENHOCT HA HabnmoaeHue e 6una 2,7 roqunu. Ctparerusara, 6asnpaHa Ha BepanamMu
¢ Ouna eKBHBaJICHTHA HA CTpaTeruaTa, basMpaHa Ha aTEeHOJION M0 OTHOIIEHHE Ha NpEBEeHLUA Ha odlaTa
CMBPTHOCT, MHOKApP/JIeH HHPAPKT WIH MO3BYEH WHCYIT NPH nanueHTH ¢ xuneptouus u UBC. [ge
OAMUIHUAT KOHTPOJ HA KPBBHOTO Hansrale € 0un nogode B apere rpyni. [Ipu noseye or 80% or
MalHeRTUTE ¢ca G HeOOXOMUMH JBE HiH MOBEUE JEKAPCTRA, 38 []a & MOCTHIHAT TAPreTHUTE
CTOMHOCTH Ha KPBBHOTO Handrade. Tpanaonanpun e 6u1 U3nonisaH BbB BepanaMua OazupaHaTa
ctpaterus npu 63% ot naunMeHTUTe M NpU 52% OT MaLMeHTHTE B aTeHOJ101 OaszHpaHaTa cTpaTerus.
[ToBeue ot 70% oT BCcHUKM nauyeHTH, BiloYeHU B INVEST ca nocTurHanu tapreTHuTe CTOHHOCTH Ha
KpbBHO Hansarave <140/90 mm Hg. Bucoko puckoBuTe naiiMeHTH, KaTo Te3u ¢ AuabeT unu 6n6peuna
Oonect e TpabBano Aa JOCTUTHAT NO-HUCKHU CTOMHOCTY, 3a Aa Ce NpHeMe e ca KoHTponupaHu. Kato
LLA710, JOKJIaABAHKTE CTPAHHUHH e(PEeKTH ca OMTY MUHUMANTHU M NoAo0HHU 1o yecToTa B [BETE
TEPANeBTHYHHU cTpaTreruu. [1pu naupenTu 6e3 3axapeH AuadeT B HAYANOTO HA NMPOYUYBAHETO,
HOBOOTKPUTHAT AMArHOoCTHLMpaH auadeT € 611 ¢ mo-HUCKa YecToTa B rpynara Ha Bepanamun SR B
CpaBHEHHE ¢ rpynara Ha atedonon (7,0% copamo 8,2%, hazard ratio 0,85, p <0,01).

IIpoyvearnus npu nayuenmu ¢ xunepmonus u Ouabemuna neponamus

Hge ronemu pasnoMusupany koutpondpanu npoyusaHus — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekyiio rnobanHo uanuTBaHe 3a KpaitHH TOUKH
H& TEJIMHCApPTaH, CAMOCTOATENHO U B koMOuHauua ¢ pamunpun) 1 VA NEPHRON-D (KnunuuHo
Npoy4YBaHe CBBbP3aHO ¢ pa3BUTUE HA HedponaTua npH auader, npopeaeHo 0T MUHHCTEPCTBO MO
BBIIPOCHUTE Ha BeTepaHHuTe) — npoyusar ynorpebara Ha komOuHauusra ot ACE-HHXMOUTOD U
aurmoreHsuH Il-peuentopen 60kep.

ONTARGET e npoyuBaHe, 11pOBEAEHO MpH MALIMEHTH ¢ aHAMHEe3a 3a ChbPASUHO-CBHA0BA HAH MO3BYHO-
cbJoBa 6onect, unu 3axapeH AuabeT THN 2, NpUAPYKEHU C JaHHU 32 YBpEXXAaHe Ha eeKTOpHH OpTaHH.
VA NEPHRON-D ¢ npoy4ysaHe npu nai¥eHTH che 3axapeH gdaber Tun 2 4 quaberHa Hedponarua.

Tesun npoyuBaHHA HE NOKA3BAT 3HAUUM OnaronpuaTeH epekT BepXy OB0peuHrTE WHITH CHPACYHO-
ChAOBUTE NOCACAULIM H CMBPTHOCT, KATO CHIUEBPEMEHHO ca HAONIOaBAHHM MOBHILEH PHCK OT
XHIIEPKAIHEMHS, OCTPO YBpexKaaHe Ha OBOpeluTe H/WIK XHINOTOHHA B CpaBHEHHE C MOHOTEPANUATA.
Kato ce umaT npeasua CXoaHUTe UM dhapMaKoIMHAMUYHHN CBOMCTBA, TE3W PEIYJITATH Ca MPHIOKUMH U 32
apyru ACE-uuxuburopu u anryoreHzut Il-peuenropuu 6nokepu.

ACE-unxuburopu u anruoreHsuH ll-peuentopuu Oiokepu cnefoBaTenHo He TpAOBa Aa ce U3NoA3BaT
€IHOBPEMEHHO NTPH NaLueHTH ¢ quabeTHa HedponaTHs.

Ipoyueanusa npu nayuenmu ¢ xunepmornua u ouabem mun 2 unu 6vbpeuno yapescoarne (GFR) < 60
ml/min/l,73m?)

ALTITUDE (KnuHH4HO npoyuBaHe NMpoBEAeHO ¢ ATUCKHPEH [IPH NAUHEHTH CBhC 3axapeH Auaber Tvn 2 ¢
M3MOJI3BAHE HA ChpPEeUHO-CHA0BH H OBOpeuHn 3abonaBaHUa KATO KpaitHH TOUYKH) € NPOY4YBaHE,
IpeAHa3HAYEHO J1a U3CIIeIBa M1013aTa OT o0aBAHETO Ha ANHCKUpPEeH KbM cTaHgapTHa Tepanna ¢ ACE-
UHXHOUTOP WM aHMMOTEH3HH [I-peuentopeH 6noKkep npu NaukUueHTH cbe 3axapeH auaber tun 2 U
xpoHuuHo 6B6peuno 3abonaBaHe, cbrpAeUHO-CBACRO 3abonAaBaHe WK U aBeTe. [IpoyuBaHeTo €
MpeKpaTeHo MPEXAEBPEMEHHO TOPaH MOBHULIEH PUCK OT HeGnaronpuaTHH nocneguuy. Kaggoespn
CBhAOBATA CMBPT, TAKA U HHCYJTHT Ca MO-YECTH B PyIaTa Ha aJIMCKUPEH, OTKOIKOTO B /M 0
nmnauefo, a NpeacTaBNABALIMTE HHTEPEC HEKEIAHM CHOUTHA M CEPHO3HM HEXKEITaRH é
(XMrepKaJMEMHS, XMIOTOHHA H 616peyna auchyHKLHA) ce ¢hOGLIABAT MO-UeCTO B rPNIATA Highs
AJIMCKMPEH, OTKOJIKOTO B rpymnara Ha rauebo.
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5.2 PapMAKOKHHETHYHH CBOHCTBA

Tapka

TwH xaTO HAMA H3BECTHH KMHETUYHH B3aHMOJACHCTBUA MEX(IY BepanaMujl ¥ TPaHAOIaNpWl UK
TpaHAONANPUIIAT, KHHETUHHHUTE NapaMeTPH Ha ABETE JIEKapCTBa Mo OTAEIHO Ce OTHACHT M 3a
KOMOHHHMpaHUA NPOOYKT.

Bepanamun
Bepanamunos XHAPOXJIOpH] € paLeMHUYHa CMeC, ChCTOA1A Ce OT PABHU 4acTH R-eHaHTHOMEp # S-

eHaHTHOMep. Bepanamun ce metabonnsupa ekcreH3uBHO. Hopsepanamun ¢ egux ot 12 metabonnra
HaeHTudUUHpaHH B ypuHara, uma 10 no 20% ot dpapmakoaoryiHaTa akTHBHOCT HA BepalnaMuil H
npeacrasinBa 6% OT EKCKPETHPAHOTO NeKapcTBO. [L1azMenuTe KOHLIEHTpaU¥K HA pABHOBECHOTO
ChCTOAHHE Ha HOpBepanaMuil 4 BepanaMui ca cXoAHU. PABHOBECHOTO CHCTOAHHUE CIE]] MHOXKECTBEHO
n03UpaHe BEAHBAK AHEBHO CE€ AOCTHIA CNE TPH 0 YETUPH IHU,

Abcopbuua

IToseue ot 90% ot nepopanHo npueraTa g03a Bepanamun ce abcopbupa B TbHKMUTE yepBa. CpeaHara
CHCTEMHA OHOHANMYHOCT Ha HEITIPOMEHEHOTO BELIECTBO CleA CAWHUYHA 1032 € 22%, nopanu
€KCTEH3UBHOTO OTAE/AHE NPH MBPROTO NMpeMUHaBaHe npe3 uepHus apod. CpeaHata OMOHANMHYHOCT CIIER
MHOT'OKPATHO MPUJIOKEHHE MOXe Ja ce nosuuM a0 30%. CpeaHoTo BpeMe 3a JOCTHraHe Ha MHKOBA
nna3MeHa KOHUEHTpauus € oT 4 10 15 yaca. [Tukosara nnasMeHa KOHLIEHTpalMs Ha HOpBEpanaMuiI ce
AOCTHra 3a OKoJIO 5 240 13 yaca cnen go3ara. XpaHara He NIOB/IMABa OHOHANMYHOCTTA HA BepanaMui.

PasnpenencHue
Bepanamui ima IIUPOKO pasfipeiesieHHe B TeNeCHUTE ThKaHH, KaTo 00eMbT Ha pasnpeae/cHie Bapupa
1,8 - 6,8 I’kg. npn 3apaBk nuua. CRbp3BaHETO Ha BepanaMii C IUIa3MEHHUTE MPOTEHHH € okoo 90%.

broTtpaHchopMaliys

Bepanamun ce Mmerabonnsnpa eKCTeH3IMBHO. [n vitro MeTaboNIMTHHY NPOYyYBaHUA NTOKA3BAT, Y€ BepanaMu
ce Metabonuaupa ot uuroxpoM P450 CYP3A4, CYP1A2, CYP2C8, CYP2C9 u CYP2CI18. Ilpu 3apasu
MBKE, OPATHO NPWICKECHHUST BEpanaMHIOB XUIPOXJIOPHUA NPETHPIABA EKCTEH3UBEH META00IH3BM B
yepHua gpob, karo ca uaeHTHGHLUMpaHy 12 Metabonura, NOBEUETO CAMO B HE3HAYHTEIHH KOJIMYECTBA.

I nasuute Metabonuru ca HaeHTHOHLIHpaHH KaTo pasnnudy N- 1 O-aeankujiMpadd NpoAYKTH Ha
pepanamMmi. Ot Te3u MeTaboJIUTH caMo HOpBepanaMul HMa HAKaKBR oce3aeM dapMakonoruyeH edekt
(npubnuzurenno 20% OT TO3M Ha POAUTENCKOTO BELIIECTBO), KOWTO e Habao1aBaH NpH NPOy4BaHeE ¢

KY4eTa.

En1uMUHHpaHe
CpeJHUAT eNUMUHALMOHEH NMOAYKHBOT cie/l MHOTOKPATHO NMPWIGKEHHE € oceM yaca. [1pubausurenno

50% ot npuiioxkeHara n03a ce eNUMHUHKpa npes Obv6peunre 3a 24 uaca, 70% po nert auu. o 16% or
103aTa C& EKCKpeTHpa B H3npaxHeHusTa. Oxkono 3 10 4% ot Oe0peyHO eKCKpeTHPAHOTO JIEKAPCTBO CE
eKCKpeTUpa KaTO HellpoOMeHeHO nexkaperso. O6IMAT KIMPBHC HA BEpanaMusi € MNOYTH TOJIKOBA BHUCOK,
KOJIKOTO YepHOApOOHHSA KpbBOTOK, npubnusutento 1 h/kg (obxsar: 0,7 — 1,3 /h/kg).

CneuyanHy NomyJaLuu

Ileouampuyuna nonyaayus
Hanuvnara vadopMaius 3a GapMaKOKHHETUKATA NPYU NSAUaTPUYHATA TI0Myalus € orpaHuuera. Cnen
BEHO3HO J03HpaHe CPEIHHAT NOMYKHBOT HA BepanaMui € 9,17 yaca u cpeanunt kaHpshe € 30 IVh,

noxaro To# e okono 70 'h npu 70-kg BB3pacren 4yoBek. [1nasMeHUTe KOHLIEHTpAlWK HA pa
CBHCTOAHHE H3rEXAAT MANKO MO-HUCKH TMPU [EAHATPHYHATA MOMYAALHUA CJIeH OpalHO
CpaBHEHHE C Te3M HabionasaHy NpH BB3PACTHH.
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Cmapuecka gv3pacm |
CrapeeHeTo MOXKE Aa NOBAMAE Ha (apMaKOKHUHETHKATZ HA BEpanaMKI, KOHTO Ce [1aBa Ha MMalHEeHTH C

XunepToHusa. EMTMMUHAUMOHHHAT NOIYKUBOT MOXeE A2 Ob/ie YAB/DKEH NPH MalHEHTH B CTapyecKa
Bb3PACT. 3a aHTUXHUINIEPTEHIUBHUA €(EKT HA BepanaMuil € YCTAHOBEHO, Y€ HE € CBbP3aH C Bb3pacTTa.

bvbpeuna nedocmamvurocm

HapyueHata 656pedna QyHkuusa HaMa edekT BbpxyY hapMakOKMHETHKATa Ha BeparaMu, KaKTo e
NOKa3aHO B CPABHUTEIHU MPOYHBAaHHUA NPH naumeHTH ¢ OuOpeuHa HeqOCTaTHLYHOCT B KpaeH CTanui U Mpu
JULa ¢be 3gpaBu 60x6peun. BepanaMun W HopeepanamMmua He ce NpeMaxBaT 3HAYHMTETHO Hpe3
XeMOJHa/TH3A.

YHeproopobua HedocmamvyHocm

BHOHATHYHOCTTA ¥ EMMHHAUHOHHUAT MONYKHBOT Ha BEparnaMuil ¢a NMOBHIIEHH NPU NAaILUEHTH ¢
yepHOApoOHa 1upo3a. Bee nak kuHeTUKaTa Ha BepanaMmil € HEMPOMEHEHA MPH MALUEHTH C
KOMIMEHCHpaHa HepHOAPOOHa AUCPHYHKLIKA.

Tpanoonanpun

Tpanaonanpun e Npexypcop K ce XUApOIU3Npa A0 aKTHBHHUA AHAUNUIEH MeTabONMUT, TPaHA0NANpPUAAT,
[Ipy MHOXECTBEHO A03MpaHe HA TPaHAONANPHI, PABHOBECHOTO ChCTOSHUE HA TPAHAONANPUNAT Ce
ROCTHUra 3a OKOJIO YETHPH OHH, KAKTO MNpH 3pasu A0OPOBOJILIM, TAKA U MPH MAAIH WM TIALIHEHTH B
CTap4ecka BB3pacT ¢ XHIEPTOHHA.

Abcopbums

Cnen nepopajiHo NpWIOXKEHHE, TpaHAOMANpUn ¢e adbcopbupa MHoro 0bp30. MakcumanHara nitasmMeHa
KOHLEHTpAaLMA Ha TPAHIOJIANPHI ¢¢ JOCTHIA OKOJO | yac ¢nea nepopainng npuem. AGcomoTHara
OHMOHANTMYHOCT Ha TpaHAOAaNpHI € oko1o 10%.

CTolHOCTHTE Ha MEeIHAHHUTE MMKORH IU1a3MEHH KOHUEHTPALIMM HA TPaHI0JaNpHIaT ¢€ J0CTHraT ciie 3
o 8 yaca. AGcomoTHaTa GHOHANUYHOCT HA TPaHAOJANPUIAT Ciiel A03a TPaHAoanpun € okoao 13%.
XpaHata He noBUABA Cmax WM AUC Ha Tpanaonanpunar.

Pasnpeacnenune
CBBbP3BEHETO Ha TPRHAONANPUI C ILN1a3MEHUTE NPOTEUHHU € 0K0N0 80% U e He3aBHCHMO OT

KOHUeHTpauuata. OOeMBT Ha pasnpeaeneHue Ha TpaHaonanpun € okono 18 murpa. Cpbp3BaHETO Ha
TpaHAOJANPWIAT C IIA3BMEHHTE NIPOTEUHH € 3aBUCUMO OT KOHLIEHTpaLMaTa U Bapupa ot 65% npu 1 000
ng/ml 5o 94% npu 0,1 ng/ml, KoeTo nokaspa HacHILa@He Ha CRBbP3BAHETO C YBE/IMYABaHE Ha

KOHLOCHTpAaLUUuATA.

buorpauchopmanus

Tp&HﬂOﬂEHPHﬂ CC XHApOJIM3Kupa OT €CTCpa3H A0 aKTHBCH JHALHACH MET&ﬁCI.TIHT, TpaHJorarpuiar.

EnuMHUHHpaHe

[Tpu 3zpaBu go6poBOILM TPAaHAOAANIPHI Ce €MUMHHUPA OBP30 OT IUIA3MAaTa CHC CPEAEH MOMYXKHBOT I10-
ManbK oT 1 uvac. I1py MHOTOKpaTHH A03M Ha TPaHAOMANPHI, PABHOBECHOTO CHCTOSHNE Ha
TPAHZAONAIPWIAT C€ AOCTHUra 3a 4 JHU NMPU 34paBH AOOPOBOALM, NIPH MNAAH M XUNEPTOHULIK B CTapuecka
BB3pacT. B paBHOBECHO CBCTOAHNE, €EXTUBHHMAT NOMYKHUBOT Ha TpaHaoanpunar € Mexay 15 1 23 vaca,
BKJTIOYBAL Majika paKkLKa OT NPUIIOKEHOTO JIEKAPCTBO, BEPOATHO CBbP3aHa C IUIa3MEeHHA H ThbKaHHUA

ACE.

Crnen nepopajlHo NpWIOKEHHUE Ha pagHoakTHBHO Oens3zaH TpaHaonanpui, 33% ot paauos A RABHO
OTKpHBa B ypuHata u 66% B uznpaxunenusta. Oxono 9-14% ot npuerara 103a TpaHOONRADIN e
KaTO TPaHIOMANpHAaT ¢ ypHHATa. HezHaunMa 4acT TpaHAOMaNpHI Ce EKCKpEeTHPa He _.{ M HaE
ypuHara (<0,5%). Obwunre nnasMeHn KIMPHHCH Ha TPaHAONANPWA W TPaHAONANPUIE f ’
NpUOAU3NTENHO 2 Mg HHTPABEHO3HH 103U Ca ChOTBETHO OKONO 52 nuTpa 3a Yac ¥ 7 Bapg S &
buOpeunuar xnupwHC Ha TpaHaonanpunar sapupa ot 0,15-4 nurpa 3a uac, B 3aBUCH & B¢

19 R




CrieLiaaHHy NONyJaituy

Ileguampuuna nonyaayus
dapmMakOKHHETHKATA HA TPaHAOMANPKI HE € onpedensaHa NpH nauveHTu noA 18 roauiHa BB3pacT.

Cmapuecka gv3pacm y non

dapMakOKUHETHKATA Ha TpaHIONANPKN € OnNla U3CcneABaHa NPU MaMEHTH B cTapyecka Bb3pacT (Hap 65
rOAWHHK) M Npu asarta riona. [Tpy nalMeHTH B cTapyecka Bb3PACT ¢ XMIIEPTOHHA M1a3MeHaTa
KOHLIEHTpALUA Ha TPaHJ01anpui € yBeJTHYEHA, HO TUIa3MEHATA KOHLICHTPALUA Ha TPAHAO aNpHiIaT U
HHXUOULMATA Ha akTHBHOCTTA HA ACE e nonofHa Ha Ta3u NpH MAadH XMNEPTOHHLH,
®apmakoKHHETHKATa Ha TPAHAOANPHI M TPaHAOJaNpHUIaT U MHXHOuLHATa Ha akTHBHOCTTA Ha ACE ca
noaobHM M NpH ABaTA [10J1a NALUEHTH C XHUIIEPTOHMA B CTApuecka Bb3PacT.

Paca
He ca oueHsBaHM pa3’iuKH BbB (PADPMAKOKHHETHUKATA NPH Pa3IHuHH PACH.

bvbpeuna neQocmamuvurnocm

CpaBHEHH C TE3H NPH 3APaBH JIMLR, [U1a3MEHUTE KOHUCHTPALIMK Ha TPAHAONANPHI M TPaHAONANIPUIIAT ca
NPHOJIM3NTENHO 2 ITbTH MO-BHCOKU ¥ OBLOPEUHHAT KJIUPBHC € HaManeH ¢ okono 85% npH nauueHTH ¢
KPETHHHHOB KIHMpPBHC 110/ 30 ml/min v npu nauueHT! Ha xemoauanu3a. [Ipenope4Ba ce KOpUrHpaHe Ha
no3aTa npu 6sOpeuHo yBpeeHH NalydeHTH.

Yeprodpobua Hedocmamvynocm

[1pu nepopanHo NMpHIOKEHUE MPH MAaLUEHTH C JieKa 10 yMepeHa anKoXojiHa LHpo3a, Ia3MEHHTE
KOHLIEHTpALIMK Ha TPAHOOMAINPUI K TpaHAOAANPHIAT ¢a OUITU CHOTBETHO 9 MBTH U 2 IT'BTH NO-BUCOKH
OTKOJIKOTO INpH 3ApaBH, HO UHXHOULIMATE Ha akTHBHOCTTA HA ACE He e Ouna noenuaHa. ITo-Hucku nosu
TpabBa Aa ce UMAT NPEABUA NMPH NALMEHTH ¢ YepHOAPOOHA HEAOCTATBUHOCT.

53 HpeaknnauuHu JaHHM 34 Oe3onacHoCT

O0uyaiHK TOKCHUHH e()eKTH IPU XHUBOTHHU ca HaOMOJaBaHH CaMO NPH NPHIOKEHHETO Ha AO3H,
NPeBULIABALUM B 3HAYUTEJIHA CTENEH MAaKCHMAaNHHUTE AO3U NIPY YOBEKA, KOETO NMpaBH NPeHEOPEKUMO
ManKa BEpOATHOCTTA 3@ HAMMYHETO Ha 6e3MOKONCTBO MO OTHOILIEHUE Ha H€30MacHOCTTA.
['eHOTOKCHYHHUTE M3CNIEABAHHA HE NOKA3BAT HAIHYUETO HA CHELHAIEH PHUCK TIPH Xopa.

[IpoyuBaHHUATa NpH XKUBOTHHU MOKa3BaT, ye npu ACE-uHxuburopure e Hanmuiue TeHAEHUHA KbM MOABATA
Ha HexkeslaH edeKT BbpXy KECHOTO pa3BHTHE Ha IUIOJa, BOAEL] A0 (eTanHa CMbPT U BPOAESHN aHOMAIMH,
ocobeHo B obnacrra Ha uepena, CmAra ce, e Te3d aHOMAaIHU Ce AB/DKAT OTYACTH Ha (apMaKOoJIOrHYHATA
AKTUBHOCT HA AKTHBHHTE BELIECTBA M MOXKe 114 Ca CBRbp3aHH ¢ NpHUrHeHHns oT ACE-unuxuburopu
OJIMTOXUIAPAMHHOH.

6. ©OAPMAIIEBTHUHH TAHHH

6.1 CnHcebK HA NOMOUIHHTE BelllecTBA

TpaHaonanpun ¢noii:

HapesuuHo HumecTe

JlakTo3a MOHOXUApAT

[Toeunpon (K 25)

Xunpomenoasa (tun 2910, suckosurer 6 mPars)
Hartpuer ctreapun ¢ymMmapar

IIpeurcTtena Boga (He € HaIMYHA B KpaHHHUA NPOAYKT)

BepanaMuioB XUIpOXJIOPHA CIOH:
MuxkpokpHucTanHa uesrynosa
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Harpuep anruxar

TToBupoH (K 30)

EtaHon, 6e3poged (He e HanM4eH B KpaifHUA MPOAYKT)
MarHesues creapart

[Ipeuncrena Bona

ChbeTaB Ha (GUIMOBOTO NOKPHTHE

Xunpomenoaa (tun 2910, BuckozuteT 6 mPass)
Xunpomenosa (tun 2910, suckosuret 15 mPass)
XHIAPOKCHNPONUILEAYN03a (BUCKO3UTET 7 mPars)
Makporon 400

Makporon 6000

Tank

CunuuuMer AHOKCHI, KonouaeH 6e3soaeH
Hatpues aokysar

Turanoe guokcua, E 171

JenezeH OKCHI U XHAPOKCHA, YepBeH E172
XeneseH OKCHA U XUAPOKCHA, xbiT E172

XeneseH okcHA U XMAPOKCH], YepeH E172
[Ipeuyucrena Boaa

6.2 HecnBMecTHMOCTH

Henpunoxumo.

6.3 Cpox Ha roasnocr

3 roguHu

6.4 CrnegHajHu YCNOBHS HA ChLXpaHeHHe
Ha ce cpxpaHsaBa npM TeMnepartypa noa 25°C.

6.5 Bua v chbAbpKAHHE HA ONMAKOBKATA

Tabnerkure ca nocrapeHH B npo3payHy, 6esuseTH PVC/PVDC-anyMunuii 6n1ucrepn.
EnHa onakoeka cbabpaka 28 tabneTku ¢ MaMeHeHo ocBofoXkK1aBaHE,

He Bcuuky BUOOBE OMakOBKM MOraT aa Obaar mycHatH B npoaaxba.
6.6 Cnennajinn npeAnasHyH MEPKH NPH HIXBLPJIAHE

HaMma cnelianHy H3UCKBaHUA.

7. IIPUTEXATEJI HA PASPEINIEHNUETO 3A YIIOTPEBA

Maiinan EOO/]

Od¢uc crpana ,,Cepauxa ogucu®
Oyn. CutHAKOBO Ne 48, er. 7
1505 Codpust

bunrapus
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8. HOMEP(A) HA PAZPEILHEHHETO 3A YIIOTPEBA

20060838

9. HATA HA IIbPBO PA3PEIIABAHEMIOJHOBSBAHE HA PA3PEINIEHHUETO 3A
YIIOTPEBA

Hara Ha mepeo paspemasane. 29 nexemspu 2006 r.
Hata Ha nocneano noaHoBaBaHe: 07 roHu 2012 r.

10. HATA HA AKTYAJIMBUPAHE HA TEKCTA

11/2024

22




