KPATKA XAPAKTEPHCTHKA HA IIPO)IYI{TA

P (i
1. HME HA JJEKAPCTBEHHSA [TPOAYKT B £ 6' / /‘1 l’ / /7/ - ,J" 3’2% I

Tapka 240 mg/4 mg TabneTku ¢ usMeHeHo ocBobmKaaBaHe 05 I]Z m'n
Tarka 240 mg/4 mg modified-release tablets
2, KAYECTBEH 1 KOJIHYECTBEH CHLCTAB

Beaka apyciofiHa TablieTka ¢ H3MeHEHO OCBODOKIABAHE Ch/ILPME ChOTBETHO:
Bepanamunos xuapoxnopua (verapamil hydrochloride) 240 mg w Tpanponanpun (irandolapril) 4 mg

[ToMotuHu BeLIECTBA C H3BECTHO EHCTBHE:
Besaxa apycnoiina Tabnetia ¢ nuaMeHeHo ocBoboxkaasane coabpka 110,37 mg naxroza MOHOXKApAT.

Besika apycaolina TaGnerka ¢ H3MeHeHo 0cBOOKAaBaHe ChABPKA 37,3 mg HATPHIA.

3a TBRJIHHA CITHCEK Ha MOMOITHHTE BEILECTBA BIIKTE TOUKa 0.1,

3. JIEKAPCTBEHA ®OPMA

Tabnetka ¢ uaMeHeHo ocBoboKIaBane

Tapxa 240 mg/4 mg Tabnerxu ¢ H3amMeHeHO OcBOBOXAARAHE, KaDSBO-4EPBEHH Ha LBAT, C OBaIHA (opMa,
rpaBHpanH ¢ ‘244’ oT egHaTa cTpaHa.

4, KJIMHHUYHH JAHHH

41 TepaneBTHYHH NOKA3ZAHKHA

Tapka e nokasah 3a JieHeHHe Ha cCeHUMATHA XHIEPTOHMA NPH NMALMEHTH, YHETO KPBBHO HANAraHe €
HOPMAaJH3HPAHO ¢ OTACTHHTE AKTHEHH BELIECTBA B CHUIOTO OTHOLUEHHE Ha A03H WTH NIPH MALKWEHTH,
YMETO KPBBHO HaNAraHe HE € aJIeKBaTHO KOHTPOJIMPAHO ¢ TPAHAOIANPHI WIH BepariamMusl MOHOTEpAaIHA.
4.2 J0o3npoBKA H HAMHH HA MPHJIOKEHHE

3a nepopanHo NPHIOKEHHE.

Bw3pacTHH nauMeHTH:
ObuyakinaTa 03HpOBKa € egHa TabneTka OHEEBHO.

Crienyanyuy nonyJianuu

Teduampuuna nonyrayus
BesonacHocTTa M edexTHBHOCTTA HA TapKa NpH Jeua H IOHOLIK BCE OLLe He e yeTaHoBeHa. CenosaTenHo
yiiorpebara He ¢ NPENOPbYBA B Ta3M BbIPACTOBA TPYMNA.

Hayuenmu e cmapyecka swapacm
Tapka e npoyuBaH npu orpaHuyeH Gpoli NALMEHTH B CTAPUECKA BB3PAcT ¢ XHMEPTOHY
@apMaKOKMHETHYHHTE AAHHM IOKA3BaT, Y€ CHCTEMHaTa OHOHAHYHOCT NIpU naune,
BB3PAcT € NO-BHCOKA B CPABHEHHE ¢ TA3H MpPH No-MhasuTe XxunepToHHUM, Hakou g
BB3PACT MOXKe /12 MPOSBAT NO-H3ABeH &(eKT HA HaMaABaHe Ha KPbBHOTO HanAra
(Bx. Touku 4.3, 4.4,4.5u 5.1).



Hauun Ha nopuioskenue
TabneTknre TpsbRa fa GbAAT DOrBAHATH LEAH, HAR-A06PE CYTPHH C BOIA M CIIEA HAXPAHBAHE.

4.3 IIporuBonokaszanun

Tapka € NpoTHBONOKA3AHA [PH:

* CBpBbXUyBCTBHTENHOCT KM 8KTHBHHTE BEIIECTBA WIH HAKOE OT MOMOLIHHTE BeWlecTBa H3bpoenu B
TouKa 6.1

. Ynotpeba npu aeua # toHowu (<18 rogunn)

. TlaLKeHTH, KOHTO eAHOBPEMEHHO CE JIEKYBaT C HHTPABEHO3€EH B-aApeHOPEeUENTOPEH aHTArOHHCT

(Mo M3KII0UEHHE B HHTEH3MBHO OTAE/IEHHE)

[Topagu akTHBHOTO BEILECTBO BEPANAMUNOR XHAPOXNOpUA, Tapka € NpOTHBONOKA3aHA NPH:
. Kapaunorenen ok

. AV-600k IT unu 11l crenen (¢ H3KMOUEHHE NPH NAUHMEHTH ¢ PYHKLMOHHPALLL H3KYCTBEH
neficMeiiksp)

. Cunppom Ha 60aHHMA CHRYCOB Bb3eA (C H3KIIOUEHHE HA NALUHEHTH ¢ GYHKUIHOHHPALL,
H3KYCTBEH NneficMelikbp)

. CrpaedHa HEAOCTATBYHOCT ¢ HAManeHa GpakiKs Ha U3TIaCKBaHe NO-HUCKa OT 35% W/HAK
OenoapobHo BkiIWHEHO HanaraHe Hag 20 mmHg

. [IpeachpaHO MBXAEHE/TPENTEHE, (IPM HATHYME HA AONBIHHTENEH NPOBOAEH BT (Hanp.

WPW-cunapom, Lown-Ganong-Levine cunapom). Tes MalydeHTH ca U3NOKEHH HA PUCK OT
Pa3sBUTHE HA KAMEPHA TAXHAPHTMHA BIJTFOUHTENHO KAMEPHO MBIKAEHE, aKO C€ IPHIMKH
BEPAIIAMHJIIOB XMAPOXJIOPUA

. Kombunaums ¢ usabpaaun (k. Touka 4.5 “BsanmonelcTBHE ¢ APYrH IEKAPCTBEHH MIPOAYKTH H
Ipyrd GOpMH Ha B3aumonekcTeue”)

ITopaau akTHBHOTO BelllecTBO TpaHAoNaNpPUn, Tapka € NpoTHBOIOKA3AHA TPH:

. AHaMHe3a 3a aHrHoeeM, CBbP3aH ¢ npunoxeHHeTo Ha ACE-unxnbutop
. HacneacTeen/uanonaTuyen aHrMoenem
. Bropu ¥ TpeTu TpuMecThp Ha OpeMeHHOCTTa (BibkTe Touka 4.4 “Crieusany npeRynpeskaeHus 1

NpeanasHy MepkH 11pH ynotpeba” u Touka 4.6 “@epriiHTeT, OpEMEHHOCT B KEPMEHE™)
Texko 6p6peuHO yBpeaate (KpeaTHHHHOB KupBHC < 30 ml/min)
Huanuza
Ennoppemernara yriotpeba Ha Tapka ¢ anMcKHpeH—ChIBPHKALIH IEKAPCTBEHH NPOAYKTH €
NpOTHBOIIOKA3aHa MPH NALMEHTH CbC 3axapeH Auaber unu 666peuno yepesxknane (GFR < 60
ml/min/1,73m?) (Bx. Touku 4.5 ,.Bsanmopeiictere ¢ pyru NeKapcTBEHH NPOAYKTH U APYTH
_thopmH Ha B3anmoaeficTere” i 5.1 ,,DapMakoIMHAMHYHH CBOHCTBA™)
. YeproapobHa Luposa ¢ acuMT
. EanospemenHa ynotpeba cbe cakyburpun/sancaprtad. Tapka ve TpabBa aa ce 3ano4Ba Mo-paHo
oT 36 4aca cnen nocneaHara Ao3a cakyOurpun/BancapraH (B, Touxu 4.4 u 4.5).

4.4 Crennajun npegynpesiieHns B NPeia3na MEPKHA NPH ynorpeda
Hopadu axmusnomo sewgecmso mpandoianpun, caeoHume npedynpesxcoenus ce omnacam 3a Tapra:

Anrvoenem
Tpanaonanpuwi Moxe 1a MPHUMHE AHFHOEAEM, KOETO BKJTIOUBRA MOAYBaHEe Ha JIHLIETO, KpalHULKTE, e3HKa,

rinotuca WhiK napuHkca. 3a ACE-uHXHOUTOPHTE € NoKa3aHo, 1€ MPUUYHHABAT NO-BUCOKA YECTOTA Ha
@HTHOEZIEM NP a(POaMEPHUKAHLIK, OTKONKOTO NPH MALMEHTH C He-aQPOAMEPUKAHCKH TIPOH3X: '

TR
) 7
HutecTunanen adruoe/iem celio e cxobiliaBaH Npu nanueHTH nekyBadu ¢ ACE-uux, (sﬁybﬁn.h dopa ™
TpabBa aa ce HMa MpeABMJ NMPH NaLKeHTH Ha JledeHHe ¢ TPaHACNANPHI, KOUTO NOMYHET KOpEMHa:6¢

(c unu Ge3 rageHe KK NOBPbIIAHE).



[aumueHTH ¢ aHrHOHEBPOTHYEH OTOK TPAOBA He3aBaBHO 1A NPEYCTAHOBAT TEPANMMATA C TPAHAONANPH H
Aa 6baaT HabmogaBaHy N0 OT3BY4ABAHE HA OTOKA.

AHTHOHEBPOTHYEH OTOK Ha NIULIETO OOHKHOBEHO OT3By4aea clioHTaHHo. OTOK HE CaMO Ha JIMUETO, HO H
Ha TNOTHCa MOXe Jla Ob/ie MUBOTO-3aCTpalIABALl NOPAAH PHCKA OT 3aMylliBaHe HA AMXATEAHHTE MbTHILA,
AHIHOHEBPOTHYEH OTOK Ha €3HKa, IIOTHCA MM JIaPMHKCa Hanara He3aGaBHO MOMKMKHO NPUIIAraHe Ha
0,3-0,5 ml pasteop Ha anpenanu (1:1 000} 3aexH0 ¢ ApyrH TepaneBTHYHH MEPKH, KOHTO Ca NOAXOAALIH.

Conbrersamara ynorpeba #a ACE HHXHOHTOPH ¢be cakyGUTPHA/BaNCApTaH € NPOTHBONOKA3aHA MOPaaH
MOBHLUIEHHMS PHCK OT aHruoedem, Jleuenue cb cakyburpun/ sancaprat ve Tpabea na ce 3ano4sa nmo-paHo
OT 36 yaca cies nocneaHATa 1034 TpaHRoNanpuil. Jleuenue ¢ Tpanionanpui e TpsOBa Aa ce 3ano4ea 1o-
pano ot 36 uaca ciel nocaenHarta ao3a cakyOuTpHI/BancapTaH (BxK. Touku 4.3 1 4.5).

Conprersawara ynorpeba Ha ACE unxuGuropu ¢ pauekagorpun, mTOR uuxnSuropu (Hanp.
CHPOJHMMYC, EBEPOIHMYC, TEMCHPOJIMMYC) H BUNJATTHIITHH MOXKE 13 JOBEAE 0 MOBHLUEH PHCK OT
aHruoeaeM (Hamp. OTOK Ha JUXATENHUTE MBTHILA KK €3UKE, ChC HIIH €3 HapylIeHHe HA AHIIAHETO) (BK.
Touka 4.5). HeoGxoauMo e pa ce moaxoau ¢ NOBHILEHO BHHMAHHE, KOTATO CE 3aN04Ba JIeUeHHE ¢
pauekanotpuit, mTOR uuxuburopu (Hanp. CHpONHMYC, €BEPOTHMYC, TEMCHPOIMMYC) H BHIAATTIMIITHH
NpH NauueHT, KOHTO Beue npHema ACE nHxuGuTop.

[lauHEHTH ¢ peHOBACKYJIAPHA XHUIIEPTOHMA

ACE-unxHOHTOpHTE MOFAT A2 GbAAT H3NON3BAHH A0 NPIIATAHE HA MPOLEAYPA 32 HANEKYBAHE HA
PeHOBaCKyapHaTa XMNEPTOHHS HJIM B CIyHaH, ue mpoueaypara He Moxke 1a Oble u3pbpueHa. Puckst or
TEKKA ApTepHaiHa XMIOTOHHA U OBOpetHa HeIOCTATBHHOCT € YBENHYEH, KOraTo NALMEHTH ¢
MpeALIECTRAULA €HOCTPaHHA WK ABYCTpaHHa cTeHo3a Ha GpOpeuHara aprepus ca Ha Tepanua ¢ ACE-
HHXHOHTOpPH. JIHYPETHLMTE MOXKE & YBETHYAT PUCKA JOMBAHHTENHO. BKIIOUHTENHO NpH MaNKH
MPOMEHH B CEPYMHHA KPEaTHHUH MOsKe /1a HMa 3aryba Ha 6b0peuna $yHKUHA ZOPH NPH NALHEHTH C
€IHOCTPaHHa cTeHo3a Ha GuOpeunara aprepus. IpH Te3u namMeHTH NeveHuero Tpabea na 6bae
3aM0YHATO C HUCKH O3, ¢ IOCTENEHHO THTPUPAHE Ha Ao3aTta B OONHHYHK YCTIOBHA 110, MOCTOAHHO
MeAMUHHCKO Habmonenue. JluypeTuduHaTta Tepanus Tpabpa a Obae CpAHa M 1a ce MOHHUTOPHPAT B
Hava/IHKTE CeAMMLIK Ha jeueHHeTo OvOpeyHaTa GyHKLUMS H CepyMHHUS KaTHi.

brdpetHo yBpexaane

ITpu naieHTy ¢ KpeaTHHUHOB KIMPEHC noa 30 ml/min MoKe 1a ce HaIKH HaManABaHe Ha /103aTa Ha
TpaHaonanpun. OUeHKaTa Ha MALMEHTH C XMNEePTOHHS TPAORA BHHATHY /13 BKIKOUBA OLICHKE Ha
O0b6peunara GpyHKLms.

INpu nausenTH ¢ OpOpeyHa HEZOCTATLYHOCT, 3aCTOHHA ChpAeYHA HENOCTATLYHOCT Wil NBYCTPAHHA
cTeHO3a Ha Ob0peuHara apTepHa, WIM eqHOCTPaHHA CTeHo3a Ha Gb0peutaTa apTepHs MpH JIKLA C
envncrBed GyHKUHOoHMpai 6p0pek (Hanp. NaLKMeHTH ¢ TPAHCNIaHTHPaH 6H0peK) CHILECTBYBA PHCK OT
yspexzaHe Ha OpOpeuHarta gynxuus. TIpH HAKOM NALKMEHTH ¢ XHIIEPTOHMA, KOMTO ca Ge3 BUIMMO
npeaxoxaaio 6edpeuno 3ab0gBaHe, MOXKeE /14 Ce IIOBULUM YPesTa B KPBBTa M CEPYMHHA KpeaTHHUH,
KOraTo TPaHAONANPH/I CE TIPHEMA €AHOBPEMEHHO ¢ JUYPETHK.

IIporeuHypus
[TpoTenHypHa Moxke na ce NOABH, 0COOEHO NPH NAUMEHTH ChC CHILECTBYBALLO YBpexaaHe Ha OrbpevHara
(YHKLHA WIH IPY OTHOCMTENIHO BUCOKM A03H HAa ACE-HHXUGHUTOpDH.

JBoiiHo 61oxMpane Ha peHMH-AHTHOTEH3HH-aNAocTeporosaTa cucTeMa (PAAC)
Hma ganum, ye eanoppemennara ynorpeba Ha ACE-unxuGutopy, aHrnotensus ll-peuentopun 6aokepn
HJIH &THCKHPEH NOBHILABA PHCKA OT XHIIOTOHMA, XHIIEPKANHeMHA M HaMansaBaHe Ha 6p0peunara
(byHKUMA (BKTIOUHTEHO ocTpa OBOpeuHa He):[ocmntmocr) [Topaan ToBa He ce NpenopL1sa | ABOHHO
6nokupane 1a PAAC upes komGuHupaHaTa ynotpeba Ha ACE-HHXUBHTOpH, AHFHOTEH3 ~
perienrTopHH OI0KEpH MK anuckupeH (K. Touku 4.5 u 5.1). p
AKO Ce NpeLeHH, Ye TepanuaTa ¢ ABoiHO Gnokupate e abGcomoTHO HeoBX0aMMa, TOB?

(GYHKUHA, ENEKTPONHTUTE H KPBBHOTO HAJATAHE.



ACE-unxu6uropu 1 aurHorensun Ill-peuenropru 6nokepu He TpAGEA J1a Ce W3NON3BAT eOHOBPEMEHHO
Npy NauueHTy ¢ AuaberHa HedponaTus,

CepyMeH kanuii
ACE utxufuropure MOraT Aa OpeAn3BUKaT xynepranyemus, Thit kato utxubnpar ocsoboxnapaneTo na

anaoctepoH. EQexTbT 0OHKHOBEHO HE € 3HaUHTENEH NIPH MALMEHTH ¢ HOpManHa Gb6peyHa pyHKuUMA,
IIpH maumeHTH ¢ HapyiueHa 6b0peuna GyHKUNA oaue W/WIKM NPH NALMEHTH, TPUEMALIH XPAHMTEHM
no6aBKM, CHABPKALIY KaNM (BIIIIOUATENHO 3aMECTUTENM Ha COMNTA), KaMii-ChXPaHIBAILN ANYPETHLH,
TPHMETONPHM HJ/IM KOTPHMOKCA30/, H3BECTEH CHINO KATO TPHMETOMPHM/CynhaMeToKcaso, H 0cobeHO
AHTATOHUCTH HA ANJAOCTEPOHE WK aHMMOTEH3NH-PELENTOPHH GJIOKEPH, MOXE J1a Bb3HHKHE
xuriepkanuemus. Kanuil-chxpanasaiyre AMypeTHiiM 1 AHTMOTEN3RH-peLienTopHuTe Bnokepu Tpabea na
ce IMPHJIAraT BHUMATENHO MNpH NauneHTH, npuemaiid ACE unxubutopy, kato cepyMHUAT Kanuii H
6n6peunara dyHxuua Tpabea ga ce npocaenssat (BxK. Touka 4.5).

Katununa
ITo Bpeme Ha evenHeTo ¢ ACE-uHxuGHTOp MOXKE Aa C& MOABM CyXa M HENPOIYKTHEHA KALWTHLA, KOATO
W3UE3BA Cfiesl IPEKPATABAHE HA TEPANHATA.

bpeMennoct
Tepanns ¢ ACE-unxubdutopu ne Tpadba la ce 3anousa 1o speme Ha HpemenHoct. OcseH ako

npodbixasaHe Ha neueHneTo ¢ ACE-MHXHOUTOPH He ce cuMTa 3a KpaiiHo HeoOX0AHMMO, TepanuaTa Ha
NauMEHTHTE, KOMTO IU1aHKpaT 3abpeMeHnBane, TpaOBa fa ce CMEHH C AJITEPHATHBHH AHTHXHAEPTEH3IUBHH
TIEKapCTBeHH NPOAYKTH ¢ Aoka3aH npodun Ha bezonacHocT nipu ynotpeba no BpeMe Ha GPEMEHHOCT.
[1pu ycranoBsBaxe Ha GpemerHocT neveHHero ¢ ACE-uHxuGuTopu Tpabea aa ce cnpe He3a0aBHO H ako e
MOAXOAAMIO Aa Ce 3afl04He aJTepHATHBHA Tepanus (Bx. Touka 4.3 “[IporuBonokazaHua”™ u Touka 4.6
“@epTHIHTET, OPEeMEHHOCT U KhpMeHEe™).

Knpmene
Ynotpebata Ha Tapka 1o BpeMe Ha KbPMEHE He ce npetiopbuea (Bxk. Touka 4.6 “Deprunurer,

OpeMeHHOCT M KbpMeHe™).

CHMNTOMATHYHA XHITOTOHHS

ITpy natMeHTH ¢ HeyC/IOXKHEHA XMNIEPTOHHUA ¢ HabTioAaBaHa CHMITTOMATHYHA XHNIOTOHUSA CIIeH
HauyaJHaTa J03a TpaHAOManpii, KAKTO H Ce/i NOBMIUABAHE Ha J0O34Ta Ha TpaHgonanpui. Toea € no-
BEPOATHO [a HACTBIH MPH MAHHEHTH, KOMTO ca ¢ 0beMeH HITH CONIEBH ReQHLIHT 0T NPOABIAHTETHA
AWYpPeTHYHA TepanHd, OrpaHHYCHHE HA COJITA B JMETATA, MALHEHTH Ha AMANH3a, C AHAPHA HIH
noepeiuane. CneloBATENIHO NPH TE3H MALMEHTH NHYpeTHYHATA Tepanua Tpadea Aa Gble crpsHa H
ODEMHHAT W/UITH ConeBH AepHUNT Tpabea a 6bAe KOpHIHpPaH, NPeLH 3all0MBaHe Ha JIeYEHHE C
TPaHIOanpui.

A! PaHyJJ10LMTO3a H NOTHCKAHE Ha KOCTHHA MOJIBK
[Ipy nauuenTH, kouto ca npueMani ACE-unxuburop, ca HabofaBaHK arpaHy;TOLIMTO3a H IOTHCKAHe

Ha KOCTHHA MO3EK. M3riienaa pUCKbT 3a HeyTpONEHHA € [1030- U TUINOBO-CRBP3aH H 3aBHCH OT
KNMHHYHHUA CTaTyc Ha naumeHTa. Tesu peakumsd ca GunM no-yecTH NpH namHeHT# ¢ 6pOpeuHo
yBpexaaHe, Hai-peue npy GoecTH Ha CheJHHMTENHATA ThkaH. Bbnpeku ToBa e HEOOXOAHMO PeOBHO
npocieaapase Ha 6poa Ha Ge/TMTe KPBBHH KJIETKH Y HMBATa Ha 6eNThKa 8 YPUHATA MPH MALHEHTH CBC
CBA0BA KOJIAreHo3a (Hamnp. JyMyCc epHTEMATO3YC H CKiiepoaepmua), ocobeHo ako Tesu 3abonapaHuA ca
CBBP3aHH ¢ yBpeaeHa 6u0peuna dyHKIMS H CHLITBTCTRALIA TEPANHSA C KOPTHKOCTEPOUAH H
antuMeTabonuTH. ToBa cheToAHKe € 0OpaTUmo cien npekbesane Ha ACE-uHxuGuTopa.

AopTHa cTeH03a/00¢TPYKUNS HE M3XOAALMS KP'bBEH TIQTOK
Tpanaonanpun He TpAGBRa fa ce U3NON3BA NPH NALIHEHTH ¢ AOPTHA CTEHO3a WM oﬁc*rpyxumm\-- .
H3XOAAILHA KPbREH NOTOK. ) %,




¥Yspenena uepHonpobHa dyHkums
Txii xaTo Tpangonanpun e npekypcop, Kolto ce MeTabomMIHpa A0 HETOBUA AKTHBEH METAGONUT B
uepHua Apob, 0cobeHo BHMMaHHe H CTPHKTHO MOHMTOpHpaHe TPp46Ba ce npuiiara npH 1ALHEHTH C
yBpeIeHa uepHoApoOHa QyHKLHMsL.

Onepaing/AHecTesus
[Tpu naLtHeHTH NOAIOMEHH HA XMPYPrH=HA ONIEPALIMA KAM 10 BPEME HA AHECTE3MA C JIeKAPCTRA

NPHYKMHABALIM XHITOTOHKA, TPAHAOIATIPHI MOKE BTOPHUHO Ja Onokupa o6pasyBaHeTo Ha aHrHOTeH3uH 11
BTOPHYHO HA KOMNEHCATOPHOTO OCBODOKAABAHE HA PEHMH.

Hecencubunuzanus

AHadunaKTORIHH PEAKIINM (B HAKOM CIYYau XKMBOTO-3aCTPAILIABALIM) MOKE [ C€ Pa3BHAT TIPH
natMenTH Ha JieveHne ¢ ACE-HHxubutop u eHoBpeMeHHa 1eCeHCHOHAN3ALIMA CPELLY JKMBOTHHCKH
OTPOBH,

LDL Adepesa

JKusoTo-3acTpainasaiy aHathUNAKTOMIHH peakumK ca Habmoaasany npyu naudenti Ha LDL-adepesa,
KOMTO NIPHEMAT MO ChItoTo Bpeme ACE-uuxubuTopu.

Ilopadu axmusnomo sewecmeo sepanamull, clednume npedynpexcoenus ce omuacam 0o Tapxa:

OcTbp MHOKAPIEH HHDAPKT

Tlopagu akTHBHOTO BEIIECTBO BEPANaMUN /1 Ce U3II0NI3Ba C NOBHILEHO BHUMAHKME NP NALMEHTH C OCTHP
MHOKapeH WHQAPKT YC/I0HEH ¢ OpailMkapans, H3pa3eHa XUMOTOHHS WIIH TEBOKAMEPHE JHCHYHKIHS,

Conpneyen 6110k / AV 610k I crenes / Bpanukapansa / AcHcToaus

Bepanamunor xuapoxnopua nosnusisa AV u SA Bu3iuTe M yaskasa AV npoponHoTo Bpeme. [a ce
M3I10/13Ba C MOBUILEHO BHUMAHME, Thil KaTO pa3sBUTHETO Ha BTOPA MM ‘TpeTa cteneH AV G0k
(mpoTHBOIIOKA3aHKE) HIH YHHUthacuHKynapeH, Sudacuukynapen wnu tpudacuukynapen 6eapen 610k
M3HUCKBa CIIMPAHE Ha CIeABALIMTE JO3M HIIH CIIMPaHe HA BepanaMIIOB XHIPOXJIOPHUA K 3aM0YBaHe Ha
Apyra noAxoAAula Tepanis, ako € Heobxoaumo.

Bepanamunos xuapoxnopus roenussa AV u SA Bp3nKTe M PIAKO MOXE /1a NIPHYMHM BTOPA UK TpeTa
crened AV 6nok, 6pasmkapans U B KpaiiHH ciiyyan acHcTonA. ToBa e No-BeposTHO Aa HACTBIM [pH
NaUHEeHTH ¢bC CHHAPOM Ha GONHuMs CHHYCOB Bb3en (Donect Ha SA Bb3ena), KOETO € [10-4eCTO MpH
BB3PACTHH NMALMEHTH.

AcCHCTONMATA NPH [TALMEHTH, KOUTO HAMAT CHHAPOM Ha OMHWA CHHYCOB Bb3elt, OOMKHOBEHO € C KpaTKa
NPOABILKHTENHOCT {HAKONKO CEKYHIH MITH MO-MANKO), ChC CMOHTAHHO BpbliaHe KbM AV HOZaNeH HiH
HOPMAaEH CHHYCOB PHTBM. AKO TOB& He ¢e ciywH Obp3o, Tpa6pa He3abaBHO [1a ce 3aN04HE TIOAXOARILD
neuenue. Binkre Touka 4.8 , Hexkenmanm NeKapeTBeHr peakuiu®.

bera-aapenepruunn 6nokepu

B3aMMHO MOTEHIMpPaHE Ha ChpAEUHO-CAOBHTE edeKTH (no-BHCOKa crenen AV 610K, MO-BHCOKA CTENEH
MOHKKABAHE HA ChpPEUHATA YECTOTa, MHAYLHpPAHE HA ChpACYHA HEIOCTATBYHOCT M NOTEHUHpaHe Ha
XHNOTOHHMA). AcuMnToMaTHuHa Gpanuxapaus (36 ynapa/MuyTa) ¢ IpeachpAeH neicMeiKbp e
HabJ11oaBaHa NPH ALKMEHT NoTyvaBall €AHOBPEMEHHO OYHH KANKu THMounon (Gera-aapeHepruyeH
6/10kep) U NepopasieH BepanaMHIOR XMAPOXJIOPHA.

EHFOKCHH

AKo BeparnamHA Ce Iprnara eHOBPEMEHHO € AUTOKCHH, 1a C€ HAMATH /103aTa Ha AHIo
Touxka 4.5 ,B3lanMoAelicTBHA ¢ ApyrH N1€KapCTBEHH NPOAYKTH H Apyru HOpMH Ha B3,




ChpaevHa HEIOCTATLYHOCT

l'[opa,un AKTHBHOTO BEIUECTBO BepanaMl—m, NauHeHTH CbC c‘bp,ueqHa HEQOCTATHYHOCT C CbpaKHHﬂ Ha
M3TIACKBaHe NO-BHCOKA oT 35% TpabBa Aa GbJaT B KOMIIEHCHPAHO ChCTOAHKE, NIPSIH 3aMOYBaHe Ha
neuenre ¢ Tapka u Tpabea na 6baT NekyBaHl aA€KBATHO TIPE3 LIANOTO BPEME,

XHIQTOHHSA

IIpH HAKOH MALIMEHTH, KOHUTO BeYe MOMY4aBaT AMYPETHUHO IeUeHHe, 0COBEHO aKo TOBA NIEUCHHE €
3aMO4HATO HACKOPO, CNAJaHeTO Ha KPEBHOTO HANAraHe NPH 3a04BaHe Ha ICYEHHETO ¢ TPAHNOAANPHI
MOXe J1a ObJIe NPEKAneHO CHAHO H3Pa3eHo.

HMG-CoA penykrasny HHxu6uTOpH (,,Cratunu) - BrxTe Touka 4.5 ., BaanmoneticTaue ¢ Apyru

JIEKAPCTBEHH NPOAYKTH W ApYTH POPMM Ha B3aMMOaEHCTBHE™.

HapyiiieHHa Ha HEPBHO-MYCKYNHOTO NpeaBaHe
3a6onapanua, NPH KOMTO € 3ACETHATO HEPBHO-MYCKYNHOTO NpeaaBaHe (MHACTEHHUA rPaBHC, CHHAPOM Ha
Lambert-Eaton, Hanpeguana myckyida auetpodus na Jfowen)

Hdpyrn

Crienvanyy NalHeHTCKH NoyJ/atHm
be3zonacHocTTa M ehHKacHOCTTa Ha Tapka Mpw Lelia M KOHOLHM BCE OLIE HE € YCTAHOBEHA, 3aToBa
ynotpe6aTa B Ta34 BL3pPacTOBA MPYNa He Ce Npenopbusa.

brbpeuHo yEpeskaane

Borpexy 4e npu roneMu CpaBHUTETHN NPOYUBAHUA € [10KA3aHO, Ue yBpeneHara Gu0pedna GyHKLma
HAMa eeKT BbPXY (hapMAKOKHHETHKATA HA BEpPANaMM NIPH NalHeHTH ¢ ObOPeUHa HeloCTaTHUHOCT B
KpaeH CTafni, HAKOJIKO AOKTANM 33 OTAENHH CNydaH Npenonarar, Ye sepanaMun Tpadea 1a ce H3Mon3sa
BHHMATENHO K CBhC CTPHKTHO MOHHTOpPHpaHe NPH NALUHMEHTH ¢ YBpeacHa Oubpeutia dyHKUMA.

Bepanamun He Moxe na 6b2e OTCTpaHeH 4pes XeMOAHAIH3a,

YepHonpobHo yEpesaaHe
Jla ce M3non3ea ¢ NOBHILEHO BHEMAHHE MIPH CEPHO3HO YBpeaeHa yepHoapobHa hyHKumA {BHKTe CBUIO

Taka To4Ka ,, TepanesTHvH NoKazaHua" Npu 4epHOApOSHO yBpexKIaHe.

JlakToza
IMauneHTH ¢ peaKy HacheACTBEHH NPobnemMK Ha ranakTO3HA HEMOHOCHMOCT, IThJIeH JlakTaseH aeduut
WK THIOKO30-ranakTo3Ha Manabcopbuma ne tpabea na npueMaT TOBa NEKAPCTBO.

Harpu#
To3u nexapcTBeH NPoaYKT cbbpika 37,3 mg Harpuit Ha TabneTka, KOMTO ca eKBMBaNEHTHH Ha 1,9% ot
MPENOPBYUTENHMA MAKCHMAJIEH JHEBEH MpHeM OT 2 g HaTpHii 3a Bb3pacTeH.

4.5 B3aumoaelcTBENE ¢ APYTH JIEKAPCTBEHH NPOAYKTH M ApYrn GopMH Ha B3anmozelicTBne
BraumonelicTBUATa ¢ APYIH JIEKAPCTBEHH NMPOAYKTH MOTAT Aa BL3HWKHAT B pe3y/ITar Ha
thapMaKoAMHAMHYHO WIH (apMaKOKHHETHUHO B3aUMOJeHcTBIe 1K KoMOHHaLus oT ABeTe. B cmywaure,
KOraTo ¢OMTHATA ca CBBP3aHH KaKTO ¢ (hapMakoAMHAMHYHH, Taka H ¢ (apMAKOKAHETHYHH

B3aUMOAEHCTBYA, Ca IOCOYEHH NPENPATKY KbM CHOTBETHHA pasien.

KomBuuauyy, KOUTO He ce npenopbyBar

- Jexapcmea, nosuwasayu pucka om anzuoedem: EnnospeMenHata yno-rpeﬁa,."
HHXHOHTOpH cBe cakyOuTprI/BaicapTaH € IPOTHBONOKA3aHa, Thil KaTo TOBa
aHruoeneM (Bx. Touxkn 4.3 n 4.4),



Ednospemennama ynompeba na ACE-unxubumopu c payexadompun, mTOR unxubumopu (vanp.
CUPORUMYC, EBEPONUMYC, MEMCUPOIUMYC) U GUAOASAUNMUH MOKE 1A IOBEHE 10 MOBUILEH PUCK OT
aHruoeseM (Bx. Touka 4.4).

Kanuti-coxpanssauy Ouypemunu, Xpanumeint 006asxt, coOupicauy Kanuil uny xaitii-
CHOBPIICAUH 30Mecmument na coama. Bripeku ye cepyMHHAT Kanuii 0BHKHOBEHO OCTaBa B
PaMKHTE Ha HOPMAJIHWTE FPaHHLM, IPH HAKOW MALHEHTH, NeKyRaHM ¢ Tapka, MOXe 1a BE3IHHKHE
XHMepKaTHeMHA. Ynorpebara Ha kalHi-ChXpaHABALLH JHYPETHIH (Hanp. CIIHPOHOIAKTOH,
TPHAMTEPEH WM aMHNOPKA), XPAHHTENIHU 100ABKH, CHABIKALLM KAJTHH MIIH KATHA-ChAbPHKALIH
3aMECTHTE/IM HA CONTA MOXKE A3 NOBEE 10 3HAUMTEIHO NOBHLICHHE HA CEpYMHHA Kanuii, TpabGea
CbLUO /12 Ce BHHMaBa, korato Tapka ce npunara ¢cAHOBPEMEHHO C APYTH CPeACTRBa, KOHTO
NOBULLABAT CEPYMHHA Ka/IHH, KATO HAMP. TPUMETOMPHM M KOTPHMOKCA30/
(TpuMeTonpHM/CyndamMeToKca3oN), Thil KATO € M3BECTHO, Y& TPUMETONPHM AEHCTBA KATO KanHit-
ChXpaHsBaul AuypeTHK noaodHo Ha amuaopua. flopaau Tosa He ce npenopbusa KOMGHHHpaHETO
Ha Tapka ¢ ropecnoMeHaTHTe NekapeTBa. AKO e MoKasaHa CBITBTCTBama ynotpeda, Te Tpabea aa
C€ W3NON3BAT C NOBHLICHO BHUMAHHE H IIPH YECTO MPOCIEIIBAHE HA CEPYMHHS Kanuil.

Ljucaocnopun: Tpy cenbreTRama ynotpeba Ha ACE-HHXHGHTOPH ¢ UMKIOCTIOPHE MOXKeE 1a
BB3HHKHE Xunepkanuemus. [Ipenopbusa ce npocieassaHe HA CEPYMHHS KanHi.

Xengpun: Tpn cenbreTBawa ynorpeda Ha ACE-MHXHOUTOPH ¢ Xenapui MOXe Aa Bb3HHKHE
xHnepkanvemus. [Ipenopsusa ce npocneaspaHe HA CEPYMHHA KalHil.

Anzuomenzun 1l peyenmopnu Groxepu ury anuckuper: JaHHH OT KIHHHYHH NPOYYBAHHA
NoKa3BaT, ue ABOHHOTO DNOKMpaHe Ha peHNH-aHrHOTeH3MH-anAocTepoHoBara cuctema (PAAC)
upe3 koMOUHHpaHaTa ynotpe6a Ha ACE-unxuburopu, auruoteHsuH II-peLienTopHH GII0KepH KK
AJINCKHUPEH Ce CBLP3BA ¢ MO-BHCOKA YECTOTA Ha HexXeIaHW ChOMTHA, KATO HANPHMEP XMUIIOTOHMA,
XHIIEPKATHEMHS W HaMansaBaHe Ha OpOpeyuHaTa PyHKUMA (BRIIOYUTENHO OcTpa ObOpedHa
HEJOCTATHYHOCT), B CpaBHEHHE ¢ yNoTpedaTa caMo Ha €1HO JIEKAPCTBO, AelicTRamo Bepxy PAAC
(ex. Toukn 4.3, 4.4 m 5.1).

Hanmponen: He ce npenopbusa ¢HOBpeMeHHaTa ynoTpeda Ha BepanaMu ¢ JaHTPOJIEH.

Heabpadun: EnHospemeHHata ynoTpefa ¢ Hpabpa/iHH € NPOTHBONOKa3aHa Nopaau
DONBIHHATENHHA eeKT HA NOHWKABAHE HA ChPISYHATA YECTOTA HA BepanaMuil ClpaMo
uBabpaguH (Bx. Touka 4.3).

HIV anmusupycnu nexapcmsenu npodyxkmu: Iopany MeTabonuTHHA MHXHOMpALl] MOTEHUHAN Ha
#skon ot HIV anTHBHpYCcHMTE NekapcTBeHM NPOAYKTH KATO PHTOHABUP, M1a3MEHNTE
KOHLIEHTPAHHK Ha BEpanaMMiI MOrat aa ce nopuiuaT. Heobxonumo e nosuuieHo BHUMaHHe HIH
HAMANABAHE /103aTa HA BEpalnamMuIl.

Jlumudi: M2 Cpo6LIEHHS KaKTO 3a YBeMUYeHHe, Taka U 38 HAMAJIABaHe Ha e()eKTHTe Ha TMTHH,
H3N0J3BAH €HOBPeMeHHO ¢ BepariaMmuwi. EnHospementoto npunoxetne Ha ACE-uaxubuTopy ¢
JIMTHH MOX€ [la HAMATH eKCKpeLMaTa Ha TUTHi. CepyMHUTE HHBA Ha JIuTHii TpAOBa Aa ce
Habmonaeat vecTo (BK. Touka 4.4).

Humpasenoznume 6ema-6aokepu He TpaGBa a ce NPUIAraT no BpeMe Ha nevenue ¢ Tapka (Bx.
Touka 4.3). Kom6unanuara Ha Bepanamun ¢ Geta-Gnokep MOXe 1a NPHYUHH TEXKO HapyleHHe
Ha AV npoBoaMMOCTTa, KOETO B HAKOM ClTy4YaH MOXKE 13 JOBeIE A0 TeHKA 6pa,um<ap11m|
CEPUO3HA KAPAMOIENIPECHS CBLUO MOXE 4a Bh3HHKHE. :

(P-gp). HasecTHo €, 1e pepanaMmi Hquﬁupa CYP3A u P-gp. Korato Bepan 1\@ @«K‘ T
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- 3ramo: HATpHTOMAHM peakuut (CHMITOMMTE BK/TIOYBAT 3aU€PBABAHE HA HLIETO, raicHe,
NIOBPBILAKE ¥ XHNOTOHYSA) Ca NOKNAABAHH PANKO NPH MALHUEHTH HA Je4eHHE ¢ HHKEKUHOHHO
37aT0 (HATPHEB AYPOTHOMANAT) W efiHOBpeMeHHa Tepanus ¢ ACE-nHXHGHTOp BRIIFOYUHTENHO K
Tapka.

IIpeanazuy Mepkn Npx ynotpeba

- Anumuxunepmenzusnu aexapcmseny npodykmu: NOBHLIABAHE HA XMNOTEH3UBHMA edekT Ha Tapka
(K. ,,PapMaKOKMHETHYHH B3AMMOJECHCTBHA ¢ BEPAMAMMI‘).

- Huypemuyy: nauYeHTHTE Ha eYeHue ¢ AHYPETHLH H 0coBeHO Te3H ¢ ofeMeH H/WIK coNeB
AeHLMT MOraT Jja UMaT NPEeKOMEPHO NOHKWKABAHE HA KPBBHOTO HaJIAraHe e[ 3aM0YBaHE Ha
Tepanusa ¢ ACE-HHXHOHTOD. BB3MOXKHOCTTA 3a XHIIOTEH3HBHH ePEeKTH MOKe Na Gble HaMalleHa
upes rpexparTABaHe HA THYPETHKA, Hpe3 YBeIHuaBaHe Ha 00eMa WIH NipueMa Ha coJl NpeaH NpHeM
M Ype3 3an0YBate Ha TEPanus ¢ HUCKU 031, [To-HATATEMHOTO YRennuaBane Ha Ao3ata Tpadea fa
Ce H3BLPLIBA ¢ NOBULICHO BHEMAHHE,

- Anecmemuyu. Tapka MOXKE 12 3aCHIIM XHIIOTEH3HBHHTE e()eKTH Ha HAKOH AHECTETHYHH
NIEKApCTBEHH MPOXYKTH.

- Haprxomuyu/anmuncuxomuyi; MOXE Ja ce (10ABH MOCTYPAIHA XHIIOTOHUA,

- Tpanxeunanmu/anmudenpecanmy, KaKTo PU BCHIKH AaHTUXUIIEPTEH3UBHH JIEKAPCTBA, UMa
NIOBULLEH PHCK OT OPTOCTATUYHA XHTIOTOHKS Npy KoMOHHUpaHe Ha Tapka ¢ OCHOBHH
TPaHKBHUIAHTH WM aHTHOESNPECAHTH, ChIbpHKALY HMHIPaMUH (BK. ,.DapMakoKHHETHYHH
B3aHMOACHCTBUA ¢ BepanaMuI’).

- ARORYPUHON, YUMOCMATMUNHY WU UMYHOCYNDECHEHY TEKAPCMBENY NPOOYKIIY, CUCTIEMHY
KOpmuKocmepouou wiy npokauramud; eRHoepeMeHHoTo npunoxenue ¢ ACE-Huxubutop Moxe
Ja JloBese A0 MOBUILEH PHCK OT JieBKoNeHus (Bx. ,,DapMakOKMHETHUHH B3aHMORSHCTBUA ©
BepanaMui’),

- Kapouooenpecusnu nexapcmeenu npodyxmu. eAHOBpeMeHHaTa yiioTpeba Ha Bepanamul H
KapAHOJeNnPECHBHH 1€KAPCTBA, T.€. IeKapCTBEHH NPOAYKTH, KOHTO MHXHOUPAT reHepHPaHeTo K
NIPOBEXKAAHETO HA ChpASUeH UMNy:c (Harp. Oeta-aapeHepryiHH 6/10KkepH, AaHTHAPUTMHYHH
JIEKapCTBEHH CPEACTBa, HHXANAIIMOHHU AHECTETHLIH )}, MOraT [ MPEH3BUKAT HEXKETATEIHH
anuTuBHM ederty (BK. ,,DApMEKOKUHETHYHH B3AUMONEHCTBHA C BepanaMun’).

- Xunudun: eNHOBpeMeHHaTa yNoTpeba Ha XHHUAMH M IIepPOpasICH BeparaMml IPH (1aLKMEeHTH
XHnepTpodutHa (06CTPYKTHBHA) KapAMOMHONATHA € JoBeNa A0 XUNoToHus # 6enoapobeH oTok
B Manbk OpoH cinyuan (Bik. ,,PapMakOKUHETHUHH B3aUMOJEHCTBHA ¢ BepanaMhir™),

- Huzoxcun u dueumoxcun: Crobillara ce, ue eTHORpeMeHHaTa ynorpeba Ha JHTOKCHH H
Bepanamin BoAu a0 50-75% no-BMcOKM MnazMeHH KOHUEHTPALMH Ha JHIOKCHH, KOBTO H3HCKBa
HaMa/ABaHe Ha J103ara Ha JUrOKCHH M JMIHTOKCHH. Bepanamun cuio e nokasan, ye Hamannea
001K TeneceH KINPBHC U H3BLHPEHANHUS KAMPBHC HA AUIHTOKCHH chotBeTHO ¢ 27% 1 29%
(B, ,, PapMAKOKHHETHYHH B3aHMOAEHCTBHS ¢ BCPANmaMBI®).

- Habuzampar: Ouyakpa ce eIHOBPEMEHHOTO NPHUIOXKEHWE Ha BepanaMHil ¢ aabHraTpaH ja joBene
J0 TIOBMIICHH MIIA3MEHH KOHLEHTpalUMH Ha faburatpad. Tpabea na ce BHUMaRa nop
kbpeeHe. Korato egHospeMeHHo ¢ gaburatpan erekcinar (150 mg) ce npunara
BepanaMii, Cmax W AUC Ha paburaTpat ce yBennuaeatr, HO BETHHHHATA HA T
pa3nuyaBa B 32aBHCHMOCT OT BPEMETO HA NMPHJIOKEHHE M ChCTaBa HA BepanaMm
Ha naburaTpaH ce NOBHLIABA MPH npunaraHe Ha 240 mg BepanaMHil ¢ yabIK
(yBenuuasare Ha Capax ¢ oxon0 90% 1 AUC ¢ okono 70%).

g




Tlpenopryea ce CTPHKTHO KIMHHYHO HabmoaeHue, KoraTo BepanamMu ce KomMOHHHpa ¢
nabUraTpaH €TEKCHITAT M Hali-Beue NPH [10ABA HA KbPBEHE, 0CODEHO pU NALMEHTH C NIEKO A0
yMepeHo ObOpetHo yBpesxaaHe.

Hpyeu dupexmuu nepopanny anmuxoazyaaumu (DOACs): CucreMhara GHOHANMIHOCT HA
DOACs, kouto ca cyberparu 3a Pgp w/unu metabonusupann ot Cyp 3A4, ce ouakpa aa ce
YBEJIMYH IpH €IHOBPEMEHHO NPHIIOKEHHUE Ha Bepanamul. JJaHHUTe NpeAnonaraT Bb3MOKHO
YBENHUYABAHE HA PUCKA OT KbPBEHE, 0cO0SHO NPH NALUMEHTH © APYTY PUCKOBH PaxTopu. Moxe na
ce HATOXHM 713 ¢e Hamanu Jo3ata DOACs npu eOHOBpeMEHHO NPHIIOKEHHE C BepanaMun (BHxre
YKa3aHHATA 38 N03HpaHE B NpoaykToeata uHbopMmauus Ha DOAC).

Mycxyanu peraxcanmu. ePEKTET OT MYCKY/THHTE PENaKkCaHTH (KaTo HEPBHO-MYCKYHH 6/10KepH)
MOKE 1a Ce 3aCHH,

Qa €€ HMa NMperBUH i

PapMaAKOKWHETHYHH B3aHMOEHCTBHA C BepanaMin:

Hecmepouonu npomusosssnanumenny cpedcmaa (HCIIBC): KakTo npu BCHUKM
aHTUXHIepTeH3UBHH NekapeTea, HCIIBC (BralounTenHo aneTHICATHLMI0BA KHCETHHA
H3[0/13B3HA B [10-BUCOKM 103K KATO NPOTHRORL3INANUTENHO JIEKAPCTRO, HATP. 3a 0o0NeKuaBane Ha
Gonka) MOMKe 712 NOHIKAT AHTUXMNEPTEH3HBHUTE eeKTH HA TPAHAOIANPHI. MOHHTOpUPaHETO
Ha KPLBHOTO Haliarane Tpabsa Ja Obae 3acuneno, koraro HCITBC ce gobasaT win cnupaTt npw
NAUMEHT, NEKYBaH ¢ Tpanonanpun. Ocsen topa ¢ onwcano, ye HCIIBC n ACE-unxuburopn
OKA3BAT afMTHBEH e)EKT BHPXY NOBHULIEHHETO Ha cepyMHHA Kaii, kato 61L0peyHara ¢pyHKuUuMs
Moxke J1a 6ba¢e HamaneHa. Teau edexTd ca o NPHHLUKMI 06paTHMK M HACTBIBAT OCOBEHO NIPH
NAUKEHTRH ¢ KoMnpomeTHpana Op0peuna dyuxuua.

HCTIBC BR1IOMHTENHO SLETHICATHMIIOBA KUCEIMHA, OCBEH aKO ALETHICATHUNIOBA KUCEIHHA
HE ¢¢ H3MON3RA B O-HUCKK 103 KaTo MHXHOuTOp Ha TpomGouMTHATA arperauus, Tpabea Ha ce
n3barsar ¢ ACE-HXHOHTOPH IIPH NALIMEHTH ¢BbC ChpAEHHA HEIOCTATEYHOCT. EAHOBpeMeHHATA
ynorpeba Ha aleTUNcalHLMIOBA KHCEIHHA C BEPanaMKl MOXE A4 3aCHIM CTpaHruHuTe edexTu
Ha afiCTHACAIMINWIORA KMCeuHa (MD}KE Ja NIOBWILH PHCKa OT K"prBHC).

Anmuayuow: Morar aa Hamanat OuoHanuuHocT Ha ACE-unxubuTtopure.

Cumnamomuvemuyy: MOraT 1a HAMaNAT aHTHXUNEpTeH3HBHUTE edexTH Ha ACE-UHXHOUTOpHTE;
nauHeHTsT TpAdea Aa 6pae BHUMaTENHO HabNIOABaH, 3a 1a Ce IOTBBP/IH, He CE NOTy4aBa
JKEIAHMAT eeKT.

Anroxon: ETaHONBT 3acUNBa XHIOTEH3HBHUA eekT Ha Tapka.

Aumuduabemny sexapcmeaa: MOXe j1a e HeoGX0MMO KOpHIHpaHe Ha Jo3aTa Ha aHTHAHabeTHHTe
JeKkapcTBa WiH Ha Tapka B onpefeneHy cnyvay, ocofeHo B Ha4aloTO Ha TepanuATa nopaju
NMOBHLIEHO HaManfgBaHe HAa KPBBHATa rAtoKo2a (Bxk. Touka 4.4),

Mempopmun: ENHOBPEMEHHOTO NpPHIOKEHHE HAa BEPANAMMI ¢ MeThOPMHMH MOXE Oa Hamanu
e(hHKaCHOCTTA HA MET(HOPMHH.

mTOR unxubumopu (Hanp. CUPOIUMYC, e8EPORUMYC, MEMCUPORUMYC): TALNEHTHTE, IPUEMALIH
ChOBTCTBAlA Tepanud ¢ mTOR uuxubuTopu, Morat fa OBAAT HIMOKEHH Ha NIOBHUIEH PHCK OT
aHrfoeneM (B, Touka 4.4).

In vitro MeTabONTMTHHTE H3CNSABAHHMA [IOKA3BAT, Ye BepanaMii ce MeTabonuzHpa oT L
CYP3A4, CYPLA2, CYP2CS, CYP2CY9 u CYP2C18. Bepanamun € U3BECTEH HHXHG
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eH3nuMKTe U P-gp. Crobluasa ce 3a KIHHMYHO 3HAYMMH B3aUMOEHCTBHA ¢ MEXUOHTOpH Ha CYP3A4,
TIPHYHHABALIM TIOBHIIABAHE Ha IJIA3MEHHTE HMBA HA BePanaMul, AoKaTo uHaykTopute Ha CYP3A4
MPHYHHABAT [OHIKABAHE HA [LNA3MEHUTE HUBA Ha BEpallaMHi, IOPaJH KOETO NALMEHTHTE Tpabpa 1a
OnaaT HabmonaBaiy 3a JeKapeTBeHH B3auMoneiicTsus. EqHOBPEMEHHOTO NPWIOKEHHE HA BEpanaMKi 1
nexapeTso, Merabonusnpano ocHoBHO ot CYP3A4 unu e cySerpar Ha P-gp, Moske aa 6b/ie cBBp3aHO ©
NOBHIIABAHE HAa KOHUEHTPAUMHTE Ha JIEKAPCTBOTO, KOSTO MOMKE 1A YBENMWYH HITH YABJIKH KAKTO
TEPANeBTHYHHTE, TAKA W HEWE/IAHHUTE JIEKAPCTBEHH pPeakLMH Ha ChITBTCTBALLOTO Jiekapcteo. [Ipumepu 3a
TAKHBa B3auMozAeiicTeHA ca:

a} Bepanamun moske 1a NOBHLIM NJ1A3MEHKMTE KOHLEHTPALIMU HA:

- GAMOMPURMAN, OYCRUPOH, Kapbamazentn, YuKIOCROPUH, OUZOKCUN, OUZUMOKCUH, OupeXmNY
Hepopannu anmurkoaeyraumy (nanpumep oabuzampan, pueapoxcabar), doxcopybuyun,
26ePoRUMYC, 2AUCYPUO (2AUDEHKNAMUO), UMURPAMUN, MEMORPONO, MUOG30RaM, RPA3O3UH,
RPORPAHONON, XUHUOUH, CUPORUMYC, MAKPOAUMYC, MEPa303un U meohuaun, ¢ KOETo ce
YBEAHUaBA PHCKA OT TOKCHYHOCT OT TE3H CheAMHEHUA. AKO € NoAXoAALLo, TpabBea aa ce 0OMHCITH
KOPHMIHpaHe Ha 103aTa WM AOMLAHHTENHO Hab/toaeHHe Ha NIa3MEHUTE KOHLIEHTPALIHH.

- HMG-CoA pedyxmazuu unxubumopu: Cbobluasa ce 3a N0BHIIABAHE HA CEPYMHATA €KCNOIHLMA
Ha CUMBACTATHH (MeTabonuinpan ot CYP3A4), xoraro ce npusiara efHOBPEMEHHO C BEpATIAMIL.
Crob1uaBa ce, ye €IHOBPEMEHHOTO NPHIOKEHHE HA BEPANAMMII H BHCOKH [JO3H CHMBACTATHH
yBEIHUYaBa pucka OT MHORaTHsA/pabaoMuonnaa. Josara Ha CHMBACTATHH (M APYIH CTATHHU,
meTaGonusmupanu ot CYP3IA4, kato aTopBacTariH H JIoBacTaTiH) tpabea fla 6bjie ChOTBETHO
ajanTHpaHa.

6) KonLeHTpauuuTe Ha BeparmamMul MOTaT aa GbAar yBeIM4EHH OT:

- QAMOPBACMAMUH, YUMEMUOUH, KIAPUIMPOMUYUH, EPUMPOMULUH W IETUMPOMULUH.

- Hokasano e, ue coxvm om zpetingpym NOBUILABA N1a3MEHHTE HMBA HA BEPAMAMMWI, KOHTO €
KoMnoHeHT Ha Tapka. Cnenosarento cok ot rpefingpyr He TpaGea na ce npuema ¢ Tapka.

8) KKoHUEHTpalMyTe Ha BepanaMus MOTaT jia GbaaT Hamasnenu ot
- penobapbuman, Penumoun, pughamnuyun, CyahUHRUPAzON U HCHIN KAHMAPUON.

4.6 DeprnauteT, GpeMeHHOCT H KbhpMeHe

bpemenHocT
Ynotpebata Ha ACE-uHXHOMTOpY NPe3 NMBPEHA TPHMECTHP HA GPEMEHHOCTTa He ce npenopbusa (BK.

Touka 4.4 “CoeLManyu npeaynpe:xacHua W NpeanasHy Mepku np ynorpeba”). ¥Ynorpebara na ACE-
HHXMOUTOPH € MPOTHBOITOKA3aHa 110 BpeMe HA 2 U 3 TpuMecTbp Ha OpemMeHHOCTTa (BX, TO4Ka 4.3
“IIpoTtyBonokasanna” v touka 4.4 “CneLManHy NpeaynpexASHHA H NpenasHd MEpKH NpH ynotpeba”™).

Bezonacuara ynotpeba na Tapka nprn Gpemenny sxenu He € focTarbuno AoGpe AOKYMEHTHpPaHa.
BurpexH ToBa, JOK1ANBAHH €A eNU30AHYHH CllyuaH Ha HeoHatanHa GenoapobHa xunomnnasus, saGasex
BBTPEYTPOOEH PaCTeX, NEPCHCTHPAL, ductus arteriosus U YepenHa XHIOMIA3HA CAE/ eKCIOZHINS Ha
dperyca ¢ ACE-nHxuGuropu.

EnnieMHONOrHYHMTE JOKA3ATENCTBA 38 PUCK OT TEPATOreHHOCT cnell ekcnosHuus ¢ ACE-HHXuGHTOpH
10 BpeMe Ha IBPBHUS TPUMECThpP Ha OpeMeHHOCTTa He ¢a yOeIuTeNHH; BBIPEKH TOBA MAJIKO MOBHILABAHE
HA PHCKA HE MOXE Ja ce u3kimoun. JledeHuero Ha nalueHTHTe, NiaHUpaluy bpeMeHHocT TpsOBa GBIe
CMEHEHO ¢ AITEPHATHBHO AHTUXUNEPTEHIMBHO JieueHHe ¢ yCTaHOBeH Npodun Ha 6e30MacHOCT Mo BpeMe
Ha GpPeMeHHOCT, OCBEH aKo NpoabKaBaHeTo Ha TepanuATa ¢ ACE-HHXHGHTOPH HE ce CHHTA 3a KpafiHo
Heobxoauma. Korato ce aMarHoctilMpa 6peMentoct, jedenneto ¢ ACE-unxubutopu Tpsbsa aa ce ciipe
Heza0aBHO W aKO € NOAXOAAILO, A3 C& 3ANOYHE APYTO ANTEPHATHEHO NEvEHHe. i

Excnosuuua ¢ ACE-HHXHOHTOPH 10 BpeMe HA BTOPHA U TPETHA TPHMECTH € HBBCCTH/Q“'

eTOTOKCHYHOCT NpH xopa (HamaneHa 6u6peuna hyHKUMA, ONUTOXHAPAMEHOH, 3a6a5
ocH(HKALIMA) H HEOHATAHA TOKCHIHOCT (6BOpeuHa HeJIOCTATBYHOCT, XHIIOTOHHA, XN
€KCMO3UIMATA € HACTLNMWIA 10 BpeMe HA BTOPHA TPHMECTBP Ha OpeMeHRHOCTTa, ce I
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YITPasBYKOB mpernen Ha 6u0peunata Gyrkima 1 yepena. HoBopoZeHH, YMHTO MaKH ca npHeMany
ACE-unxuburopu Tpabsa na 6baatT HaOMOAABAHY 33 XHIIOTOHMS.

Bepanamun MOXe /1a NOTHCHE KOHTPaKLIMHMTE, aKO € H3MON3BaH B KPaA Ha GpemennoctTa. Taxa ¢biio,
theTanHa GpaauKapAHA H XHTIOTOHHA HE MO3KE [ Ce H3KJIIOUM Bb3 OCHOBA Ha (PapMaKoNOrHUHHTE

cpOHcTBa.

Knpmene

BepanaMusios XxHapoXnopH], ce eKCKPeTHpa B HUCKH KOJTHYECTBA B MaiiMHHOTO MAako. He e HanHuHa
uHbopMaLug 33 IPHIOKEHHETO HA TPAHAONAIPHIT [0 BPEME Ha KbPMEHE.
Tapka He ce MpenopBUBA MO BPeME Ha KbPMEHE U JieYeHMe ¢ aNTePHATUBHM JIEKAPCTRA ¢ 10-106pe
YCTaHOBEH Npodu Ha 6e30MacHOCT € 33 NPEANOYUTaHE N0 BPEME Ha KbpMeHe, 0COBEHO MpH KbPMEHE Ha
HOBOPOAEHO W/H MPEKAEBPEMEHHO POJIEHO AeTe.

4.7 Edexrn Bbpxy cnocoGHocTTa 32 modupane n pabora ¢ Mammnuu

B 3aBicHMOCT OT HHAMBHAYAIHATA YYBCTRHTENHOCT MOXKE /1a 6B1€ HapylleHa ¢cnocobHoCTTa 33
wodupane 1 paboTa ¢ MalMHK, 0COGEHO B HAYANOTO Ha JleuenHeTo. Tapka MOKe ja yBenuuy HABATA Ha
ATKOX0J1a B KPBBTA H A3 J0BE/IE A0 N0-0aBHa IIMMHHALHA W CNefOBATE/IHO 10 NO-H3pa3eHH edekTH Ha

aJIKoXouIa.

48  Hexenann nexapcTBeHH peaknmH

TadaH4eH CIMCHK HA HEKEJAHH JEKAPCTBCHH PeaKIIHH

M36poenuTe HeXeNaHH NeKapcTBEHH peakuyy ca GWIaK J0KIa/BaHH NO BpeMe Ha KIIMHHYHATA (ha3a, nocT
MAapKETHHroBo HabmoaeHue unu gaza IV Ha KIHHHYHH H3MUTBAHHAL.

Cnenpamunte KOHBEHLMH Ce H3MOA3BAT 3a ONPEJENAHE HA YECTOTATA: KAKTO CNEABA; MHOIO YeCTH
(=1/10); uectn (=1/100 no <1/10); HewecTH (>1/1 000 ao <1/100); peaxu (>1/10 000 no <1/1 000); MHorO
penxu (<1/10 000). Koraro oT HanmM4HKHTE NAHHH He MOXKe Na ¢e ONpeIe/IH YecToTaTa, Ta ce AedHHHpa: ¢
HEHM3BECTHA Y€CTOTa (OT HAJIHMHHTE JAHHH HE MOXKe fa Obe HanpaBeHa OLEHKA)

MedDRA- Yectn Heuectn Peaxn Muoro peaxs | C HeH3BECTHA YECTOTA
6aza panuu (oT HAMMYHHTE JANHH
Ha CHCTEMO- He Moke aa Obae
OpraHHH HANIpABEHA OLEHKA)
KJIaCOBE
Hugexunn Xepnec BpoHxuT Hrudekunu Ha ropsu
uHGecTaL 1y CHMILIEKE OUXaTeJHH NbTHIA
DapHHIUT
Cunymr*,
Puuut*,
Tnocur*
HHbpeKuHMH Ha THKOYHH
OBLTHIIA
HapyteHus Ilanuvronenn | ArpaHynountosa
Ha KPEBTA H ' TToHuxaraHe Ha
JumHaTa Jleskonenna | xemornoGuHa
cHcTEMA TpomboruTon
eHus
Hapyiwenus CepbxuyBcT
Ha UMYHHAT& BHTEJIHOCT

CHCTEME
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Hapywenus Xunepaunu | AHopeKcHs [ToBuiueH aneTut
Ha IeMud Xunepkanuemus
meTaboituiMa XHnepxonecTepoieMus
H XpaHEHETO XuneprinukeMus,
XurnouaTpemus
XunepypHrkemns
INoaarpa
EH3uMHa aGHOPMHOCT
[cuxuuHH Henpecus Beacthue
HapyLueHu Heperoct Hapymesns Ha cbHs™
TpesoxHoct | XanouuHauuH
Arpecus TTonmweno nubuao
CreTosarHe Ha
obbpranocT®
Hapyuierns I'naroGosm | Tpemop CuHkon LlepeGpanua Tpausuropua
Ha HepBHaTa e CrHAHBOCT xemoparus HCXeMUYHA aTaka™*
CHCTEMA 3amasHoCT 3aryba Ha Lepebpo-pacKkynapex
CB3IHAHHE HHLIMACHT
Beacrhue Muoknonyc
Hapymenue Murpena
Ha ExcTpanupaMuaHu
PaBHOBECHETO | HAPYLUEHUA
Xunepecteaus | [Napanusa (TeTpanapesa)
[lapecresus
Jducreyaus
Hapyenus Hapyiuenna Bnedapur
Ha ouure Ha 3PEHUETO KOoHIOHKTHBANEH OTOK
3ambriexno Hapywienus Ha ounte
3peHHe
Hapyurenus Bepruro Tunntyc
Ha yXOTO H
JabupuHTa
CrpaeuHu ATpHO- Nannutai AHruna Muokapaen HHDApPKT
HapyLieHHus BEHTPHKYN | M NeKTopuc ATpHO-BEHTPHKYNapeH
apen Gnok bpagukapaua | 6nok (2°, 3°)
{1°) + | Taxukapaus Cunycosa Gpanaxapims
Npeacwpano | Cunycos apect
MBXIEHE Acuctonus
Cobpaevna AputMus
HepocrathuHo | Kamepha raxukapaus
cT Hexemus Ha MHOKapaa
Copaeuen AbHopmHa
apect eAeKTpoKapaHorpaMa
Crposu XHnoToHH Onykryauus | XuneproHus
HapylIeHHs i Ha KPBBHOTO | AHIMONATHA
OprocraTut HansraHe IMepudepuu
YHa BACKYAapHH HAPYLIEHHs
XHITOTOHHUA BapHko3Hd BEHU
Lok
3avepssra
He Ha
JTHLETO
I'opemn
BBJIHU
Pecnupatophn | Kaunuua ActMa
, TPBJIHH H JrcnHes
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MeAHACTHHAIIH KoHrecTus Ha | QuXaTenHH MeTHILA
M HApYLIEHHA CHHYCH KoHrecTHs Ha ropau
IHXATENHH METHHIA
IpoaykTHBHZ KaUINHLa
bapunreanto
BB3MaleHHE
Bonka Ha opodapurkca
Enucrakcic
PecrniupatopHu
HAPYIIEHHUSA
CtomMatrHo- Kouctunan | agene Iospbiiane ABpoMHHaNeH
YpeBHH U Huapus Cyxora s IHCcKoMGOpT
HapyLIEeHHs Kopemna T'bpPIOTO Hucnernchs
6onka CyxoTa s Factpur
CromatHo- ycrara DnatyneHuus
HpPEBHH [Mankpearur Xuneprnasyg Ha
HapyLIeHHA THHIHEH
Xemaremesa
Hneyc
HuTectuHanex
aHrHoegem™
Xenatobuima Hapywenus | Xunepbunu | Xenatur XonectaTAYHA
pHH B pyGunemus | JKunrenuua HBATEHHLY
HapylieHHA 4epHOApPOGH Xonecrasa
HTe
(hYHKUHOHA
JIHH TECTOBE
Hapywienns Cupbex Anoneuus AHruvoesem Cunapom Ha CTHBBH-
Ha KoMaTa u O6pue Hapyweuus | Epurema JDKOHCEH
MOAKOKHATA Ortok Ha Ha KOxaTa myntHdopme | TokcuuHa enuoepManHa
ThKaH NHLETOo [Tcopuasuc HEeKpoJIH3a
Xunepxuap Hepmatut [Typrypa
03a Ypruxapus Ekzema
AkHe
Cyxa xoxa
Hapyineuns Aptpanrus Bonku B repba
HA MYCKYJIHO- Muanrua MycKkyaHH cnazMH
ckeJleTHaTa MyckynHa Bonkn B kpaiiHuuuTe
CHCTEMA K cnaboet bonka B KOCTH
CheNMHHTENHA OcTteoapTpuT
Ta ThKaH
Hapywenns MMonuypus A30TeMHA Octpa [Tonakuypus
Ha O6B0peLHTe 6B0peuHa
H MUKOUHUTE He0CTaThYHO
MBTHLLIA cr*
Hapywenus Epexrnnna Tanakropes
Ha mrcdyHrIns
BL3MPOU3BOIH I'MHexoMacTis
TEJHATA
CHCTEMa H
repaarta
O61wu Bonxka 8 Orox
HapylueHHs 0 rFbpANTE ITepudepen
e(PeKTH Ha OTOK
MACTOTO Ha Ymopa
NPUNOKEHHE AcTeHud




Hzcneapanua [ToeuwieHn [loBHINEH KpeaTHHUH B
TPAHCAMMHAIM | KPBBTa

Moeuinena [loBHLICHA ypes B
aikanHa KpBETA

bocdaraza e | ITopyiued nponakTis B
KPBBT2 KPBETa

[oBHwena
AaKTar
ACXMAPOTEHA3
4 B KPBBTA
[NoBuiena
nunasa
lNoeuineH
Kanuil B
KpBBTa
[Mosuiien
HmyHorno8yn
HH

Ioruwena
ramMa
CYTaMMITPaH
ctepasa

*Tloxasra ACEI kiac HexelaHy IEKapCTREHH PeaKiiiy

Cohobmapane HA NOJO3HPAHH HEXKENAHM PEAKUMH

CrobimapaHeTo Ha NOAOIHPAHU HEXKENAaHH PEaKilvH cJiell pa3pewasase 3a ynotpeba Ha NekapcTBEHUS
MpoayKT € BaskHO. ToBa NO3BOABA N2 IPOABIKH HAGMIOAEHHETO Ha CHOTHOLIEHHETO NON3a/PHCK 38
JIEKApCTBEHHA NPOAYKT. OT MEMHLIMHCKHTE CHELUMATHCTH CE M3MCKBa 12 CHOOLLABAT BCSKA NMOAO3MpaHa
He)KeAaHa peakiys Ype3 HAMOHAIHA CHCTeMa 3a Choblasane:

HamenHuTenHa arcHUHA o JeKdpCTBaTa
yi. ,,Jdamau I'pyep” Ne 8

1303 Codma

Ten.: +35 928903417

yebcaliT: www . bda.bg
4.9 Ilpeno3npane

CuMoTomu

Haii-sucokaTa no3a, npunarada NpH KIHHHYHH H3NUTBaHKHA ¢ Guna 16 mg TpaHAoManpui, KOATO He €
JOBENa 10 CHMITTOMM HA HENOHOCHMOCT. 1o Bpeme Ha npenosupane ¢ Tapka, MoraT 1a HaCTBAAT
CNEIHHUTE CHMIITOMH, TOPall CHABPIKAHKETO HA BEpanaMuios XHAPOXIOPHI: XHIIOTOHHA, GpajuKkapauna,
AV 6nok, acMTONMHA H HETATHRHA WHOTPOIIHS, H OCTBD PECNMPATOPEH AXCTpec cHHAPOM. B pesynrar or
NpeAo3HpaHe ca HACTBIUIM CMBPHU ClIyUay.

Ilo Bpeme Ha npepoznpane ¢ Tapka, MOTaT Ja HACTHLAAT clleHUTE CHMITTOMH, TOPaAH ChABPKAHHETO HA
ACE-unxutuTOp: TEMKA XHIMOTOHMA, WOK, CTYNOP, OpajHKapans, clIeKTPOTHTHA HapylIeHHA H
6BpOpeynHa HEROCTATEYHOCT, XUIIEPBEHTHIIALINA, TAXUKAP/HS, TTANMHTALKH, 3aMAsHOCT, TDEBOXHOCT H
KALLTHLA.,

Jleuenue
Crnen normbinaHe Ha MPelo3MpaH TpaHAOHaNpHA/BepanaMun Tabnerku, Tpabpa aa ce u

4peBHHA TpakT TpAGBa 1a ce npenompam ChC CTOMALLHA [IPOMHBKA, MPHIAraHe Ha a6
{(aKTHBEH BEITIEH) W TAKCATHBH.
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Ocsen 001MTe Mepky (NofAbPXKaHe HA aNEKBATEH LMPKYNaTOpeH ofeM ¢ a3Ma WM miasMa
3aMeCTBalllH Pa3TBOPH) CPEULy TEXKATA XHIOTOHHSA (HAMP. LOK), MOXKE CBIO TAKa 113 ¢& NPHIIOKH
MHOTPONHO NOANIOMAraHe C ROTIAMHH, H06YTAMHH MY M30MPEHAITHH.

Jleuenuero Ha npeaosHpae ¢ Tapka TpaOea aa 6bie ragHo noaabLpxkaio. Ilapentepanen xanuuii, Gera-
a/|peHepriyHa CTUMY/ALKA H CTOMALIHO-4YPEBHA NTPOMUBKA MOTAT J1a C M3IIOJ3BAT B JISYEHHETO Ha
npeposvpaue ¢ BepanaMuios xuapoxiopua. Ilopaau BbamoxkHOCTTa oT 3aGaeHa abcopOuma Ha
NIEKApCTBEHHA NPOAYKT ¢ H3MEHEHO 0cBOOMKaBaHe, CHCTOAHHETO Ha [TALIMEHTHTE MOXKe J1a Hanara
HabmoneHHe W XocTiMTanK3aLu 10 48 vaca. Bepanamuios xuapoxiopuji HE MOXE JIa ¢ OTCTPAHM OT
OpraHu3Ma ¢ XeMOAHAIH3A,

TIIpenopbyuHTENHO NEUeHHE NPH NPEAOIUPEHE ¢ TPAHAONANPHI € HHTPABEHO3HA HH(PY3IHA HA HOPMAJIEH
COJIEBY Pa3sTBOP. AKO Ce MOABY XHITOTOHUS, MALIMEHTHT TPAGKA Aa Obe NOCTaBeH B WOK NO3HLMA. Moxe
ChbLUO Taka Aa ¢¢ MMa MPeABH/, aKO € HATHYHO, NevenHe ¢ anrnorersnH Il uHdy3us WUNH HHTPaBEHO3HO
KATEXONAMHHH. AKO MOITBIIAHETO € CKOPOLLHO, [1a CE BIEMAT MEPKH 33 EMMMHHHPAHETO Ha
TPaHAONIANpPHUI (HAIp. NOBPbLIAKE, CTOMALLIEH JIABasK, NpunaraHe Ha abcopbeHTH W HaTpues cyadgar), He
€ W3BECTHO [JanM TPaHAoNaNpHI (MK aKTMBHKHA MeTabONHT TPAHAONANPHIAT) MOXe a Oblie MpeMaxHaT
¢ xemozuanusa. Tepanua ¢ neficMeHKBp € MOKA3aHA NPH PE3HCTEHTHA Ha NeueHHe OpaaHKapaus.
KusHennre rokazatenH, CepyMHHTE €EKTPOIHTH ¥ KOHLIEHTPALMATA Ha KpeaTHHuH Tpadea na 6uaat
MOHHTOPHPaHH YECTO.

5. ®APMAKOJIOIHUHH CBOMCTBA
5.1 PapmaxoaHHAMHYNH CBOliCTBA
®apmakoTepanesTuuHa rpyna: Bepanamun, komGunaumm, ATC xoa: CO9BB10

Tpanaonanpun e eTHI0B ecTepeH NpeKypcop Ha HeCYNOXUAPHIHKMA HHXUGUTOP HA AHTHOTEH3HH
koHBepTHpauug eyszum (ACE), tpannonanpunar. XumuuHoTo uMe e (25,3aR,7aS)-1-[(28)-2-
[[(15)-1-(ETokcnkapbotiun)-3-benunnponun]amuuo] nponanorn]okraxuapo-1 H-unaon-2-kapboxkcuinHa
KHCE/HHA.

. Tpanponanpun e 6410 0o noutH 6410, KPUCTANHO BELLIECTBO, KOETO € pa3TBopHMO (>100 mg/ml) B
xnopodopM, AMXAopoMeTad H MeTaHon. Mima MonekynHo Ternio 430,54 u MmonekynHara topmyna €
C24H3aN; Os.

Bepanamuiion XHApoxaopua € HHxHOuTop Ha HHdIyKCa Ha KanuuesH Fouu {Gnokep Ha GaBHHTE KaHaMH
HJTH HTArOHHCT Ha KAJUHEBHA HOH).

BepanaMHIoB XuAPOXNOpK L € NOYTH G5, KPUCTANEH Npax, NPaKTHYecKH Ge3 MUPHC, C FOPYHB BKYC.
Pa3TeopHM € BDBB B0Aa, CBOGOAHO PA3ITBOPHM B XJIopodopM, YMEPEHO Pa3TEOPHM B AJIKOXOM U
NpakTH4YECKH HEPA3TBOPHM B €TEp.

XMMHYHOTO HME Ha BEpanaMHIoB Xuapoxjopus e GeHzeHaueronurpun, a-[3-[{2-(3,4-
AMMETOKCHGESHILT)eTH } MeTHIaMKuHON | rponkn]-3,4-aiMeTokeu-o-( 1 -MeTHneTun)xuapoxiopua. Mma

MoJiekynHo Terno 491,07 u monexynHara opmyna e CarHagN204HCL

Mexanu3sM Ha felcTHe W dhapMakogHaMHYHK edeKTH

Bepanamun
(DPapMaKOMOTHHHOTO JGHCTBHE Ha BEPanaMU ce Ab/H Ha MHXUOMpaHe HaBIH3aHeT:

HioHH npe3 6aBHUTE KaHAJTH Ha KIEThYHATA MeMOpaHa Ha MaIKOMYCKYIIHHTE KIETK
MPOBOAHHTE H KOHTPAKTHJIHH KAETKH Ha ChPLETO.
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Bepanamun noHKKaBa apTepHanHOTO HAAraHe B NOKOH M NIPH ONPeAeNeHo HHBO Ha HATOBAPBAHE Yype3
Aunaralius Ha nepudepHiTe apTeproni. ToBa NOHMKEHHE Ha 0OLWOTO nepudepHo CENPOTHEIEHHE
(cneinaToBapBaHe) HAMaNARA MUOKAPAHMTE HYXKAM OT KHCIOPOA H KOHCYMAUKMATA HA EHEpThA.
Bepanamun noHKWKaBa MHOKAPIHNA KOHTPAKTHANTET, OTPULIATETHATA MHOTPOITHA AKTUBHOCT Ha
BepanaMH/ Modxce 1a 6be KOMIIEHCHPAHA OT HAMAIEHHETO Ha O0LOTO neprepHO CHIPOTHBIEHHE.
CupagvHHAT HHASKC HAMA Aa Oblle HAMAJIEH OCBEH TIPY MALIMEHTH C NPEABAPHTENHO ChLUECTBYBAIIA
AeBoKaMepHa JHCGYHKLIHA,

Bepanamun He 110B11ABa CHMIIATHKYCOBATA PeryiaLus Ha CbpLETO, Thit kaTo He 6iokupa Gera-
aapeHepruvHuTe peuenropy. Eto 3aimo, actMa v nogoGHU CheTOSHHE HE NIPEACTAB/IABAT
NPOTHBOIMOKA3AHHA 32 IPWIOKEHUETO Ha BepanaMi.

Tpanposanpun
Tpangonanpun NoTHCKa M1a3MEHATa PEHHH-aHTHOTEH3HH-AI0CTEPOH cHeTeMa, PeHHH npeacTaBnisa

€HIOMeHEH €H3UM, CHHTE3HpaH oT OeOpeltnTe, KoiTo NpeMuHaBa B KPbBHATA WMPKYNALHS, KBAETO
OCBUIECTBABA NPEBPEUIAHETO HA AHMHOTEH3HHONEH B AHMHOTEH3HH I, KOMTO € e\MH OTHOCHTEIHO
HeaKTHBEH AeKanentHa. Cnell ToBa aHTHOTEH3WH KOHBEPTHPALIHAT eH3MM (MerTHAMIAMTENTH1A3a)
npespbila aHruoTeHsyH I B anrnotensud I1. Aurnorensux Il e MollieH Ba30KOHCTPHKTOD, OTIOBOPEH 3a
4pTEpPHATHATA BA3OKOHCTPHKUMA W MOBHINEHOTO KPBBHO HAIATAHE, KAKTO H 3a CTHMYJIHPAHETC HA
HaabLOpeunaTa #Uesa 3a cexpeLtns Ha ataoctepoH. Muxubupanero na ACE Boau 10 NoHwkKeHUE Ha
[1a3MeHHA aHTHOTeH3HH 1], koeTo oT ¢Bof cTpaHa MOHMKABA BA3OTMPECOPHATA AKTHBHOCT K HAMANABA
CEKpeLHATa Ha ann0CTEPOH. B'I:l'lpeKH He MOHMKEHMESTO Ha aaQ0CTEPOH € MANKO, MOXKC Jia HAaCcThIM JIEKD
NOBHILEHHE HA CEPYMHMTE KOHLIGHTPALMM Ha KanMit 3aeHO che 3arydaTa Ha HATPHIl H TEYHOCTH.
IIpexscBaHeTo Ha oTpHLATeNHaTa 00paTHa Bph3Ka Meskly aHrnoTeH3uH II 1 cexpeuusita Ha PEHHH, BOAM
A0 TIOBHILEHHE HA TNIa3MeHaTa PeHHHOBA AaKTHBHOCT.

Jpyra GyHKUKA Ha KOHBEPTHPALUMS EH3NM € Pa3rpakKIAHETO HA MOLHHMS Ba30JMIAaTHPaLL KHHMHOR
nenTH OpagukHHKHE A0 HeakTUBHM MeTaGonuTy. Eto 3amo, muxnbupanero va ACE soaum 10
NOBHIIABAHE AKTHBHOCTTA HA LIMPKYTHPALUATA H JIOKATHA KATHKPEHH-KHHHHE CHCTEMa, KOETO OT CBOA
CTpaHa roanomMara nepudepHara Ba3soIMNaTalua Ype3 aKTHBHPAHETO HA NPOCTArAHTHHOBATA CHCTEMA.
BB3MOXKHO € TO3M MEXaHW3IBM [a y4acTBa B XUNoTeH3ueHuA edekT Ha ACE-nHxubuTopHTe, KakTo 1 aa e
OTFOBODPEH 33 HAKOM OT HEKENAHWTE peakumn. Ilpu nalMeHTH ¢ xunepronus, npueMsT Ha ACE-
HHXHOUTOPH BOAM 0 NPUOIM3HUTENHO €AHAKBO MOHIDKEHHE Ha KPBBHOTO HAIATAHE, KAKTO [P JEIHATO,
TaKa M NpH HINPABEHO NONOKeHUWe Ha TEN0To, 63 KOMMNEHCATOPHO NOBHLIEHHE HA ChpEeYHATA HeCTOTa.
INoHmwxeHHeTo Ha nepudiepHaTa apTepHAIHA PE3UCTEHTHOCT € 5e3NpOMAHA HA MIIH € CBIIPOBOAEHO OT
MOBHIIECHHE Ha CBPACYHHA 1e0UT.

HabmonapaHo e noBHIIEHHE HAa KPbBHHA TOK Npe3 6u6peuuTe, 0GHKHOBEHO Ge3 npomMAHa B CKOPOCTTA Ha
rIoMepyHaTa QHATpauKa. 3a NOCTHIAHETO HA ONITHMANHO MOHMXKEHWE HA KPBBHOTO HaJAraHe npu
HAKOH MALHEHTH ca HEOOXOAMMH HAKOMIKO CEAMMUUH NedeHHe. AHTUXMIIEPTEHIHBHUTE edeKTH ce
3ana3paT M MpH NPOABLDKHTENHO NeyeHue. PA3KoTo criupaHe Ha NEUEHHETO He e CBbp3aHo ¢ OBp30
MOBHIIIABAHE HA KPBBHOTO HAJAraHe.

Hauanoro Ha aHTHXMNepTeH3MBHMS e(eKT HA TPAHJONANPHI ce NOABABA €IMH Yac CJISA NpHeMa Ha
J03aTa H IPOAb/bKaBa Hali-Mako 24 yaca, HO TPaHIONAIIPHI He MOBIHABA LMPKAAHKA PHTEM Ha
KPBBHOTO HAaNAraHe.

Knunnypa edukacHocT u GezonacHocT

Tapra
[poyuBaHHATA KAKTO NMPH KUBOTHM, TAKa U [IPK 3ApaBH Z0OPOBOJILIM HE Ca NOKA3ANA

thapMaKOKMHETHYHH HITH B3aUMOAEHCTRBHS C PEHHH-AHTHOTEH3MHOBATA CHCTEMA MEMILY B
Tpanaonanpui. Toea nokasea, e HaGniofaBaHaTa cUHepruyHa aKTHBHOCT HA TE3H BE)
BELIECTBA C& JB/IKH HA TAXHOTO AOMBJIBANIO C& PapMakOAHHAMHYHO JeHCTBHE.
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Knnununure usnutsanus npu Tapka ca nokasanu no-e(eKTHBHO NOHMKEHHE HA NOBUIIEHOTO KPBBHO
HaJfraHe B CPaBHCHHE ChC CAMOCTOATENHOTO MPUIOKEHHWE Ha OTASIHUTE AKTHBHH BELECTBA.

Honvanumennu npoyvysanut P XUNEPMEHIUBH I NAayUeHmu.

Echexmu nabmodasany npu RAOYUeNIMY ¢ XUNepmoHUs 1 UCXEMUURA BARCCM HA CHPYEMO:

B mexayHaponno BepanaMul SR/Tpanaonanpus, paHioMHIHPAHO, OTBOPEHO, 3aCNENEHO NO OTHOIICHHE
Ha kpaiHaTa uen npoyueare (INVEST), ca oneHeHH cMBpPTHOCTTA W MOPOMAHOCTTA NPH MALHEHTH HA
Tepanus ¢ BepanaMin SR, B CpaBHeHHe ¢ MALMEHTH Ha Tepanus ¢ areHonon npu 22 576 nauveHru Ha 50
FOOHUIHA BB3PACT H NO-BL3PACTHH ¢ YCTAHOBEHA XHICPTOHHA U McxemuuHa Oonecr Ha cspuero (UBC).
JlviiaTa u B ABeTE IPyNH ca MOITH A2 6bAAT TUTPHPAHH A0 MAKCHMANHO TOJIEPUpaHaTa 033 WHIH He
NPOYYBAHH AHTHXUIIEDTEHIMBHH IEKAPCTBA. T PAHZOANPU € NPENopPbYBaH 38 BCHUKH MAaLHEHTH C
G16peuHo yBpesxxaaHe, AnabeT Ml ChpreyHa HEAOCTATBYHOCT HE3ABHCHMMO OT TepANleBTHUHATA [Pyna.
CpennaTa npoasikuTenHocT Ha HabmoaeHue € Guna 2,7 roguuu. Ctpateruarta, 6a31MpaHa Ha BepanaMHl
¢ G1na eKBHBaNEHTHA Ha CTPaTerkaTa, GasupaHa Ha ATEHONON 110 OTHOLUEHHE HA PEBEHLMA Ha obwaTa
CMBPTHOCT, MUOKAPAEH MHDAPKT WY MO3bYEH MHCYIIT NPH NAuMenTy ¢ xuneptonns u UBC. e
POJIMLIHUAT KOHTPOJ HA KPBBHOTO HaAraHe ¢ Oun nonoben B asete rpynu. [Tpu noseye ot 80% ot
NalMeHTHTE ca OHIH HEOOXOAHMHU [IBE HIIH OBCYE JIEKAPCTBA, 34 Aa Ce [IOCTUTHAT TAPTreTHHTE
CTOMHOCTH Ha KPBBHOTO HaldaraHe. TpaHaonanpun ¢ Gun u3NON3BaH BLE sepanamui Gasupanarta
cTparerds npy 63% o nauHeHTHTEe M NpH 52% OT MaUMEHTHTE B aTeHoIon GazupaHaTa CTpaTerd.
[Toseue ot 70% oT BcHuKH NauueHTH, BiitoueHn B INVEST ca gocTurHany TapreTHUTe CTOMHOCTH Ha
KphBHO Hansrade <140/90 mm Hg. Biicoko pHCKOBHTE NALMEHTH, KaTO Te3u ¢ AuabeT unu 60peuna
Gonect e TpAGBANIO A2 JOCTMIHAT MMO-HHUCKH CTOMHOCTH, 32 1a ce NPHeMe ye ca KoHTpoaupanu. Kato
L4710, OKNABaHHTE CTPaHH4YHH edeKTH ca GHITH MHHKMAITHH M NOJ00HH 10 YECTOTa B ABETE
TepanesTHUHH crpateruu. [Ipn naumenTy Ges 3axapen Anaber B HAYANOTO HA MPOYUBAHETO,
HOBOOTKPHTHAT AHAarHocTHiMpaH quabeT € OWA ¢ No-HKCKa YecTOTa B rpyniaTa Ha pepanamun SR B
CpaBHeHHe ¢ rpynata Ha areHofon (7,0% cnpamo 8,2%, hazard ratio 0,85, p < 0,01).

Tipoyneanus npu nayuenmu ¢ xunepmonus u duabemna negponamus

HBe ronemMH paHAOMH3HpaHH KOHTpONHpaHH npoyusanus — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekywo rinobanHo u3nursade 3a kpaiHu TOUKH
HA TENIMHCAPTaH, CAMOCTOATRTHO H B KoMOunauua ¢ pavunpun) 1 VA NEPHRON-D (Knunvuuio
MpoyusaHe CBLP3aHO C pa3BHTHE HA HedponaTHs npu AHadeT, NPOBEAEHO OT MHHUCTEPCTBO Mo
EBNPOCHTE Ha BETEPAaHHTE) — NpoyueaT ynorpedara Ha komOunauuaTa ot ACE-unxuburtop
anrnoTensuH [I-peuentopex Gnokep.

ONTARGET e npoyupare, MPOBEAEHO HPH NAUMEHTH ¢ aHAMHE3A 33 ChPEUHO-CBAOBA HIH
MO3BUYHOCHA0RA HOJIECT, IIH 3axapeH AuabeT THN 2, MpHAPYKEeHH ¢ AaHHH 33 YBpeXKaaHe Ha eeKTOpHH
oprand. VA NEPHRON-D e npoyusase npu nauHeHTH CbC 3axapeH anaber v 2 ¥ fuabeTHa
HehponaTha.

Tean npoyusang He Noka3BaT 3HauMM OnaronpuaTeH edekr BupXy GLOpedHHTE H/HIK CHPAEUHO-
CBAOBHTE TIOCERHLM H CMBPTHOCT, KaTO ChUIEBPEMEHHO ca HaOMIoAaBaHH IOEHLIEH PHCK OT
XMIepKATIHEMHA, OCTPO yEpexKaaHe Ha 6x0peumTe WK XUNIOTOHMA B CpaBHeHMe ¢ MoHoTepanuaTa. Kato
Ce MMarT NpeABH/ CXOJHHTE MM dapMaKoAHHAMUYHH CBOMCTBA, TE3H Pe3y/TaTH ca NPHIOKHMH H 3a
Apyrn ACE-unxubHTopy n anriorensun Il-peuentopHn 61okepH.

ACE-unxubutopy 1 aHrdorensut II-petenrophu 6nokepy cnegoBaTesiHo He Tpafiea Aa ce W3NomBart
€IHOBPEMEHHO NpH NaLMeHTH ¢ auabeTHa HedponarTusa.

IIpoyueanus npu nayuenmu ¢ xunepmonus u ouabem mun 2 uru 6vipeuno yepeacoane (GFR) < 60
ml/min/1,73m?)

ALTITUDE (KnuHruso npoyuBaHe MpoBe/IeHO C ANMCKUPER NpH MALHEHTH ChC 3aXapeH Au
M3TION3BAHE HA CHPACUHO-CBAOBH H ObOpeynH 3ab0sBaHus KATO KpaiHK TOUKY) € Npoy
IpeHa3HA4EHO Na M3CNenBa Nnonsara oT 100aBAHETO Ha ATMCKUPEH KbM cTaHJapTHA Te

WHXHOUTOP unu aHruotensuH Il-perientopen Gnokep npH nauMeHTH CbC 3aXapeH quab i 2
XpoHHuHO 6BOpeyHO 3abonaBaHe, CHPACHHO-CBAOBO 3a00ngBaHe WK H aBete, [Ipoyy H:Er ‘
IIpeKpaTeHo MPEXACBPEMEHHO OPaaM NOBUILEH PUCK OT HeOMaronpUATHM TIOCEHULIN 3
CbAOBATA CMBPT, TAKA H HHCYJITBT Ca NO-YECTH B MPynaTa Ha anUCKUPEH, OTKOIKOTO B
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nnaiedo, a NpencTaBNABAILUTE HHTEPEC HEKENaHH CLOMTHI M CEPHOZHM HeKeNaHH ChOHTHA
(xvnepkanueMus, XunmoTonna U 6B6pedna auctyHKMs) ce cHOGLIABAT NIO-YECTO B rPYNaTa Ha
AIMCKHpPEH, OTKOJIKOTO B rpyfnarta Ha nnaue6o.

5.2 PapMaKOKHHETHYHH CBoicTBA

Tapka

ToH xaTo HAMa H3BECTHH KMHETHYHH B3aMMOZEHCTBUA MEXIY BeparnaMun U TPAHAONAIPUI Wik
TPaHAONANPUIIAT, KHHETHYHHTE IAPAMETPH Ha ABETE NEKAPCTRA MO OTASTHO C& OTHACAT M 34
KOMOHHMpaHua IPOSYKT.

Bepanamun

BepanaMuioB XHAPOXIOPH/L € paLEMHYHa CMEC, CBCTOALLIA C& OT PaBHH YacTH R-eHaHTHOMEp U S-
eHaHTHoMep. Bepanamun ce merabonuzhpa ekcrensreno. Hopsepanamun e eauu ot 12 metabonuta
MAEHTUHUHPaHH B ypHHaTa, Ma 10 a0 20% oT dapMakoaorniHaTa aKTHBHOCT Ha BEPANAMILT M
npeacTaBAaBa 6% OT EKCKPETHPANOTO NeKapeTro. [LiazsMeHnTe KOHUEHTPALHK Ha PABHOBECHOTO
CBCTOAHHE HA HOPBEPAIIAMHIL # BEPanaMuA ca CXoHH. PABHOBECHOTO ChCTOAHHE CJIE] MHOMKECTBEHO
JO3HPaHE BEIHDK JHEBHO CE NOCTHTA C/Ie TPH [0 YETHPH JHH.

AbGcopbuns
[loseue ot 90% oT nepopanto npHeTaTa Ao3a sepanamun ce abeopbupa B ThHKHTe Yepsa. Cpennara

CUCTEMHA GHOHANHYHOCT Ha HENPOMEHEHOTO BEIUECTBO C/ej eAHHMYHA 1033 ¢ 22%, nopaau
€KCTEH3HBHOTO OT/E/IAHE MPH MEPBOTO NPEMHHABAHE Npe3 u¢pHua apob. CpeaHata OHOHANTHUHOCT cnea
MHOI'OKPaTHO NPHIOKEHHE MOke 1a ce NoeHiuK 10 30%. CpeaHoTo Bpeme 3a JOCTHIaHe Ha THKOBA
rU1a3MeHa KoHueHTpauus € oT 4 10 135 vaca. IT1koBaTa nia3MeHa KOHLEHTPALHA HA HOPBEpanaMul ce
nocTrra 3a okono 5 po 15 vaca cnen fosaTa. Xpatara He NoBAMsnsa OHOHANMYHOCTTA HA BEPANIAMHIL

Pasnpenenenne
Bepanammui uMa LIMPOKO pasnpeneneHHe B TCNECHHTE ThKaHu, KaTo 00eMbT Ha pasnpeleneHHe BapHpa

1,8 - 6,8 Vkg. npu 3apasu nuia. CBbp3BaHETo Ha BepanaMmi C [IA3MEHHTE NIPOTEHHH € oKoao 90%.

EBuoTpanchopmanna

Bepanamun ce MeTabonuzHpa €KCTEHIHBHO. [n vitro MeTabONNTHH OPOYYBaHHS [10Ka3BaT, Ye BepanaMu
ce Metabonusupa ot urroxpom P450 CYP3A4, CYP1AZ2, CYP2C8, CYP2C9 u CYP2CI18. Ilpu 3apasu
MBKE, OPATHO [IPHIOKEHHAT BEpallaMH/IOB XHAPOXJIOPHL NPETHPIIABA EKCTEH3HBEH MeTaboNMIBM B
yepHus 1pob, karo ca naeHTHgUUHpany 12 MeTafonuTa, NOREYETO CAMO B HE3HAYMTENHN KONWUSCTEA,
I'nasnuTe MeTaGoiMTH ca HAEHTHHLMpPAHH KaTO pasiaHuHH N- M O-aeankuaHpaHy MpoaYKTH Ha
sepanamMuit. OT Te3n MeTabONHTH caMo HOpBepanaMil HMa HAKAKbB Oce3aeM dapMakonoradeH epexr
(mpubnusurenno 20% OT TO3K Ha POAHTENICKOTO BEILECTEO), KOWTO e HabnioAaBaH rpu npoy4saHe ¢
KYyJeTa.

Enumuumpane
CpenHNAT eNMMHHAIIHOHEH MOJLY>KHBOT Clle] MHOTOKPATHO MPHiIoKeHHe e oceM vaca. [Ipubnusurento

50% ot npuaokeHaTa Ao3a ce enMHHMpa npes G0pennte 3a 24 vaca, 70% Ao net AHu. Jo 16% or
103aTa ce eKCKpeTHpa 8 uanpaxHeHuaTa. Okono 3 1o 4% ot 6L6peuHO eKCKpeTUPaHOTO NEKapcTBO Ce
€KCKPeTHPa KATO HEMIPOMEHEHO eKapcTBO. OGIWMAT KITHPBHS HA BEPANIAMMI € TIOYTH TOJIKOBA BHCOK,
KOJIKOTO 4epHOApOOHUS KPLBOTOK, npubausurento 1 Vh/kg (o6xear: 0,7 — 1,3 I/h/kg).

CreuHaIHU NOOYIAIMHK

Heduampuuna nonyaayus

Hanuynata HadopMaLus 3a HapMaKOKMHETHKaTA NMPU NEAWATPHYHATA MOMyJIalHs € Orpg
BEHO3HO JO3MPAHE CPEJHMAT NOYKHBOT Ha Bepariamus € 9,17 ¥aca u CPEAHHAT KIUPE) 4
noxato Toi e okono 70 I/h npu 70-kg ew3pacten vopek. [iasMeHnTe KOHLEHTPALMH H Ea HOBECH
CBCTOAHME M3CNENKAAT MAJIKO [10-HHCKH NPH NeHaTPH4HATA NOMYIaUns cnefl OpanHo E@j}ia
cpaBHEHHe ¢ Te3r HabIIOARBAHH [IPH BH3PACTHH. N\
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Cmapuecka 8b3pacm
Crapeeniero MOxe Na NOBIMAE Ha apMaKOKHHETHKATA HA BEPANAMHIL, KOHTO ce AaBa Ha NALMEHTH ¢

XHNEPTOHHUA. EMTUMUHALRKOHHUAT (ONYKVBOT MOXKE Aa GbAe YABIKEH (P NAUMEHTH B CTAPUSCKA
BB3pAcT, 3a AHTHXHNEPTEHIUBHUA eheKT Ha BEPaNaMKi € YCTAHOBEHO, € He € CBbp3aH C Bb3pacTTa,

bvbpeuna nedocmanvunoch

Hapyuienara 666peuna ¢pyHkuMs HIMa eeKT BBPXY (rapMakOKMHETHKATE HA BEpanaMmi, KakTo e
MOKA3aHO B CPABHMTENHH NPOYYBAHKSA NPH NaLMenTH ¢ Gb0peuHa HENOCTATHUHOCT B KPRSH CTAAWIT M NpH
nuta ¢be 3apask 616penn. Bepanamun u HopBepanamun He ce NPEMaxBaT 3HAYUTENHO Ype3
XEMOIHANTH3A.

Heprodpobrna HedocmamsyHocm

BHOHANKMYHOCTTA M €IHMMHALMOHHUST MMOJ1YXKUBOT HA BEPArNaMu ca MOBHLIEHH MPH NAUHMEHTH C
4epHOApoOHA UHpo3a. Bee mak KHHeTHKATA HA BepanaMui € HENPOMEHEHA TIPH NALMEHTH
KOMITEHCHpaHa YepHoApobHa AUchyHKIMS.

Tpanoonanpun

Tpannonanpun e npekypcop H ce XUAPONH3IUPA 0 AKTHBHHA AuauuaeH MeTabonuT, TpaHAONaANpHIIAT.
Tlpu MHOKeCTBEHO J03HPaHe Ha TPAHAONAMPHI, PABHOBECHOTO CHCTOSHUE HA TPAHAONANPHIIAT Ce
AOCTHIa 33 OKOJIO YETHPH JHH, KAKTO NpH 34paBH T00pOBOIILM, TaKa H NIPH MIaAH WIH MALHEHTH B
CTapyecka BB3pacT ¢ XHNEPTOHHS.

AbGcopbuma
Cnelt nepopajtHO NpHnO)eHHE, TpAHAONANPHN ce abcopbupa Muoro 6sp30. MakcuManHaTa rnaimMeHa

KOHLISHTPALMA Ha TPaHAOMaNpPKIl C& NoCTHra OKoNo 1 uac ciea nepopanHus npreM. AGcomoTHaTa
OHOHATHYHOCT Ha TpaHIONanpui € okono 10%.

CroiinocTuTe Ha MeMAHHKTE NHKOBM J1a3MEHW KOHUEHTPAIIHH Ha TPaHAONanpHAaT ¢€ AOCTHTAT clea 3
Ao 8 yaca. AGcomoTHaTa OMOHANMMHOCT HA TPAHAONANPUIAT ClIeA 4034 TPaHZoanpui e okomo 13%,
Xpanara He nosinABa Cpax M AUC Ha TpaHaonanpuiar.

Paznpenenenue
CBbp3BaHETO HA TPAHAONATIPHA C IUIA3MEHHTE NPOTEHHU € OkoNo 80% M € HE3ABMCHMO OT

KoHUeHTpauuara. O0emMbT Ha paznpeseneHye Ha TpanAcHanpun ¢ okono 18 nurpa. CappasaneTo Ha
TPaHIOAANPHUIIAT C [L1a3MEeHHTE MPOTEHHH € 3aBHCHMO OT KOHLEHTpalHaTa u sapupa ot 65% npu 1 000
ng/ml xo 94% npu 0,1 ng/ml, KoeTo nMokasBa HacHUIAHE HA CBHP3BAHETO C YBEIHUYABaHE HA
KOHLIEHTPALMATA.

BuoTtpanchopMaums
Tpanmonanpun ce XMAPONM3KUPa OT €CTEPA3H 0O AKTHBEH AHALMAEH MEeTA00MHT, TPAHAONAMPHIIAT.

Enumunnpane

[Tpu 3apaBy A0OPOBOIILK TPAHAONATIPH CE €TMMHHHPA 6BP30 OT MM1a3MATA ChC CPEAEH MOMYXKHBOT Mo~
Mansk ot 1 yac. [lpy MHOTOKPATHH 03U Ha TpaHA0AlpUIl, pABHOBECHOTO ChCTOAHHE HA
TPaHAOMANPWIAT CE JIOCTHra 3a 4 AHHM npu 34pasy J0SPOBOJILIM, MPH MITaAH U XHIMEPTOHULIM B cTapuecka
BB3pacT. B paBHOBECHO cheTOAHHE, €heKTHBHHAT MOXYXMBOT HA TpaHAoNanpuaar e Mexay 15 u 23
4aca, BKTIOYBALI Manka ¢ppakLHa OT NPHJIMKEHOTO IEKAPCTRO, BEPOATHO CBBP3AHA ¢ IIA3MEHHA H
ThKkasuua ACE.

Cnen nepopanto npuickeHHe HA paguoakTHBHO Genssad TpaHzonanpui, 33% ot paaxo
OTKpHBA B ypHHaTa # 66% B n3npaxkHenusta. Okono 9-14% ot npueraTa 1o3a TpaHAO
Karo TpaHgoanpunar ¢ ypisaTta. HeanaunMa 4acT TpaHaoS1anpun ce ekcKpeTHpa He
ypHHarta (<0,5%). O0Luure nnazsmMeH! KNMPbHCH Ha TPAHZONANPHI ¥ TPaHACIANPHI
NPHOIH3MTENHO 2 ME HHTPABEHO3HH A03H Ca CLOTBETHO 0KONO 52 nuTpa 3a yac u 7
bbOpeunusT KINPBRE Ha TpaHaoanpunar Bapupa ot 0,15-4 AuTpa 3a yac, B 3aBUCHM
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CroeuHanHy momyIaiuy

Heduampuuna nonyaauus
(DapMakOKMHETHKATA HA TPAHAOAANMPUN He © OTIpeAEIIAta fIPH MalkeHT! noj 18 rogHilHa Br3pact.

Cmapuecka eb3pacm y noi

{dapMaKOKHHETHKATA Ha TpaHaonanpun e G1una W3cieABaHa NPH NALHEHTH B CTApUeCKa Bb3pacT (Haj 65
FOAMHM) ¥ NpH ABaTa rona. [IpH NaUMEeHTH B CTAPUECKA BH3PACT ¢ XUNEPTOHMA Nna3MeHaTa
KOHUEHTPALIMA HA TPaHZONATIPUI € YBETMUYEHA, HO MIAa3MEHATA KOHUCHTPALIMS HA TPAHTOMANPUIIAT H
MHX1OHLMATA Ha akTHBHOCTTAa HAa ACE € mojo6Ha Ha Ta3M 1pH MITaA# XHIIEPTOHHIH.
apMakOKWHETHKATA HA TPAHACIANPHI H TPAHRONANPHWIAT H HHXHOHLMATA Ha akTuBHocTTa Ha ACE ca
NoAoOHK Y PH ABATa 1013 HALMEHTH C XHIIEPTOHHMS B CTAPUECKa Bb3pAacCT.

Paca
He ca oueHABaHH pasiHKH BbB (PaPMAKOKMHETHKATA NPH PA3JIHUHH PACH.

bvbpeyna nedocmamvunocm

CpaBHeHH ¢ Te3H NpH 3paBH TMUA, N1a2MEHHTE KOHLIEHTPALMH Ha TPaHAOMANPAI M TPaHAOANPHIIAT ca
ApUOAM3NTENHO 2 THTH NO-BACOKK N OLOPEYHHAT KITUPBHE € HaManeH ¢ okono 85% Npy nanueHTH ¢
KpeTHHMHOB KIHpPBHC noa 30 ml/min v npu naunenTH Ha xemoguanusa. [Ipenopuysa ce KOpUrupaHe Ha
Aozata npy Ou0peuto yspeaeHy nauueHTs,

Heprodpobna Hedocmamvynocm

Ilpy nepopanHo NpUNOKEHUE NPH NALMEHTH C JIEKA 10 YMEPEHA ANKOXOIHA [MPO3a, N1a3MEHHTE
KOHUEHTpalli¥ HA TPaHACIANPUI Y TPAHJONANPHIAT ca GUIH CHOTBETHO 9 NBTH U 2 TBTH MO-BUCOKH
OTKONKOTO TIPH 34paBH, HO HHXMOMLMATA Ha akTHRHOCTTA HA ACE He e 6una nosnusna. [To-HUCKH J03H
TpAGBA 2 Ce UMAT NPeIBU [IPH NAUHEHTH ¢ 4epHOApOOHA HESOCTATBUYHOCT.

53 Hpeakannuusn 1aunu 3a 6€30NACHOCT

Ob6uvaiity TOKCHYHH e(IJBKTH MpPH XHBOTHH Ca Haﬁmonasanu CaMo I1py NPHIOKEHKHETO Ha HO3H,
npesHIlasalll B 3HAYKTEHA CTENeH MAKCHMATHHUTE NO3H IIPH YOBEKA, KOETO MpaBH npeHere)KnMO
Majlka BepOATHOCTTA 3a HAAHHHCTO HA He3nokoHACTBO MO OTHOWEHHE Ha Ge30mACHOCTTA.
["eHOTOKCHYHMTE M3C/IEABAHUA HE NOKA3IBAT HATTHYHETO HA clielnaneH puCK NpH Xopa.

{Ipoyusaunsara npy RUBOTHA nokasear, ye npu ACE-uHXuGHTOpHTE ¢ HanMile TERASHUMA KbM TIOABATA
Ha HEXENaH eeKT BbPXY KECHOTO PA3BUTHE Ha ILNOAA, Boaell A0 GeTanHa CMBPT U BPOIEHN aHOMANHH,
ocobeHo B obnacTTa Ha uepena. CMATA Ce, Ye TeIM RHOMATMH Ce ALIDKAT oT4acTH Ha apmakonoruynara
aKTHBHOCT Ha 8KTMBHHTE BELLECTBA M MOXE J1a ca CBBP3aHH ¢ NpuiHHeHHA ot ACE-nHxubHTOopH
ONMTOXUIPAMHHOH.

6. OAPMAIEBTHYHH JAHHHN
6.1 CnnebK HA TOMOIIHMTE BElllecTBAa

Tpanponanpun cnoii:

[fapesnyHo HuwmecTe

Jlaxro3a MOROXUAPAT

IToeupon (K 25)

Xunpomenosa (tun 2910, ruckosurer 6 mPass)
Harpuer creapun dymapar

IIpeurcTena Boaa (He e HANUYHA B KPAHUA IPOAYKT)

BepanaMuioB XWAPOXAODHI CIOH:
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MukpoxpucTanHa uenynosa
Hatpues anrunar

Moeupon (K 30)
MarHesues creapat
[Tpeuncrena Bona

CacTap Ha HHIMOBOTO MOKPHTHE

Xunpomenosa (tun 2910, srckozuter 6 mPass)
Xunpomenosa (tun 2910, suckosuret 15 mPass)
Xuapokcunponunuenynosa (Buckosuret 7 mPass)
Makporon 400

Maxporon 6000

Tank

CunHumes quokens, kononaeH 6e3eoseH
Hatpues nokyszar

Turanoe nuokcua, E 171

Kenesen oxena, uepseu E172

HKenezen okewa, acerr E172

XKenesen okcun, uepen E172

Ipeuncrena Boaa (HE € HANMYHA B KPARHMA POLYKT)

6.2 HechsMmecTumoeTn

Henpuaomumo.

6.3 Cpok Ha roaHoct

2 roauHH

6.4 Crneunannu yc/ioBHSI Ha ChbXpaHeHHe
Ja ce cbxpaHsaBa Npy TeMnepatypa nog 25°C.
6.5 Bua u chIbpiKaHHE HA ONAKOBKATA

TabnetkuTe ca nocTaBeHH B Npospavny, GezusetHn PVC/PVDC-anymunuii 6aucrepu.
Enna onakoska chabpxa 28 win 56 TabieTkH ¢ u3MeHeHO ocBOOOKAaBaHE.

He Bcuuky BUIOBE ONMAKOBKH MOrat A2 &baar nycHary B npoaaxba.
6.6 CrennaiHy npeAna3sHl MepKH OPH H3XBLp/IsHE

Hama cneuranHu H3MCKBaHKA.

7. NPATEXKATEJ HA PASPEINEHUETO 3A YIIOTPEBA

Maiinan EOQJT

Oduc crpaga ,,Cepauka oucu
6yn. Curusaxoso Ne 48, er. 7
1505 Codus

brarapus

8. HOMEP{A) HA PASPEIIEHHETO 3A YIIOTPEBA
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9. AJATA HA II'bPBO PA3PEMIABAHE/MIOJAHOBSABAHE HA PA3SPEHIEHUETO 3A
YIIOTPEBA

Hata Ha nbpeo paspeulasane: 01 nexemspu 2009 r.

Jara na nocnenuo noaHorapaHe: 09 mapr 2015 r,

10, JATA HA AKTYAJIMIUPAHE HA TEKCTA

12/2020
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