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KPATKA XAPAKTEPHCTHKA HA | IIPO,I[YETA Ruo 5’ oF &_? .

1. HUME HA JIEKAPCTBEHHMS ITPOAYKT | BG/MAMP - .2 © e |
Tapka 240 mg/2 mg TabiieTKH ¢ H3MEeHEHO 0CcBOOOXK1aBaHe it e

Tarka 240 mg/2 mg modified-release tablets

7 5 KAYECTBEH U KOJIMYUECTBEH CHbCTAB

Bcesika nBycnoiHa tabneTka ¢ u3MeHeHO 0cBOOOK/1aBaHe ChABbPKAa ChOTBETHO:
Bepanamunos xuapoxnopua (verapamil hydrochloride) 240 mg v Tpannonanpun (trandolapril) 2 mg

[ToMolLHH BelllecTBa C U3BECTHO J€HCTBHE:
Bcesika aBycnoiiHa Tabnerka ¢ uaMeHeHo ocBobox1aBaHe cbabpxka 107,00 mg nakro3a MOHOXHpAT.

Beska asycnoiina tabnetka ¢ u3MeHeHO ocBobOk1aBeHe chabpKa 37,3 mg HATPHM.

3a N'bJIHUA CMUCHK HA MOMOILLHHUTE BELIECTBA BUXKTE TO4YKa 6.1.

3. JJEKAPCTBEHA ®OPMA

Tabnerka ¢ U3MEeHEHO OCBOOOK/1aBaHe

Tapka 240 mg/2 mg TabsneTku ¢ K3MeHeHO 0cBOOOXKAaBaHe, OXpa Ha LBAT, C OBaJIHa (hopMa, rpaBUpPaHHU C
242’ or eHaTa cTpaHa.

4, KJIMHHUYHHU JAHHHA

4.1 TepaneBTHUYHH NMOKA3aHMHSI

Tapka e noka3saH 3a le4eHHe Ha eCeHLMaIHa XUIePTOHUS 1PU NaLMEHTH, YHEeTO KPBbBHO HalIsraHe e
HOPMAaJIM3UPAHO C OTJAEHUTE aKTUBHH BELIECTBA B ChLIOTO OTHOLLEHWE HA 03U MJIH NPU MALIMEHTH,
YUETO KPbBHO HAJIATaHE HE € a/1IeKBATHO KOHTPOJIMPAHO C TPAHAOJIANPHIT WK BepariaMuJl MOHOTEparus.
4.2 Jlo3npoBKAa H HAYHH HA NMPHJIOKEHHE

3a nepopasiHO MPHIIOKEHHE.

Bb3pacTHU NaLUEHTH:
ObwuyaiinaTa 103MpoBKa € eHa TabieTka JHEBHO.

CneuuanHy nonyjaainyu

[Teouampuuna nonyaayus
besonacHocTTa U epekTUBHOCTTA Ha Tapka npu Aela v IHOLLIM BCe Olle He € ycTaHoBeHa. Clie10BaTe/THO
ynorpebara He ce npernopbyuBa B Ta3u Bb3pacToBa rpyna.

Ilayuenmu 6 cmapuecka év3pacm
Tapka e npoyuBaH npu orpaHMyeH Opo# NalMeHTH B CTapyecKa Bb3pacT ¢ XMINEPTOHHA.
PapMakOKMHETHYHHUTE JaHHH MOKA3BaT, Y€ CHCTEMHATa OMOHAIIMUHOCT IMPH NMALIMEHTH
BB3PACT € M0-BUCOKA B CPABHEHHE C Ta3W MPHU MO-MJIaAUTE XHUNEPTOHULK. Hakou nauum

Bb3pacT MOXKE J1a MPOABAT MO-U3IBEH €(PEKT HA HAMAJIIBAaHE HA KPBbBHOTO HaJIsiraHe B C El%l H{E
(Bx. Toukn 4.3,4.4,45u5.1). ;



Hauun Ha npunokeHue
Tabnerkure Tpabra na 6bAAT NOrEIHATH LM, HAl-100pe CYTPHH C BOAA M Cliel HaXpaHBaHE.

4.3 IIpoTHBONIOKA3AHHSA

Tapka € npoTHBOMOKA3aHA NPHU:

. CBPBEXHYBCTBHTEIHOCT KBM AKTHUBHHTE BELECTBA WIM HAKOE OT [TOMOLIHHTE BELLECTBa H30poeHH B
To4kKa 6.1

. Ynorpeba npu aeua u 1oHowU (<18 roauHu)

. [TaupeHTH, KOUTO EAHOBPEMEHHO C€ JAEKYBAT C MHTPABEHO3EH [-aipeHOpeLeNTOPEeH aHTArOHHUCT

(110 M3KIIIOUEHHE B HHTEH3UBHO OTAEIEHHE)

[Topagy axTHBHOTO BELLECTBO BEpanaMUIOB xuapoxaopua, Tapka € npoTHBonoKasaHa npHu:

- KapauoreHeH 110K

. AV-6nok II unu 111 crenen (¢ U3KAIOYEHHE MPHU NALHEHTH ¢ OYHKIMOHUPALL U3KYCTBEH
NeHcMeHKDBP)

° CuHapoM Ha 601HMS CHHYCOB Bb3eJi {C U3IUTIOUEHHE Ha NALUeHTH ¢ (GYHKIIMOHHMpAIIL
M3KYCTBEH NEHCMEHKBD)

. ChbpaeyHa HEAOCTATBYHOCT ¢ HaMasieHa (Ppaxiika Ha W3TIACKBaHe Mo-HUCKA OT 35% w/umu
OenoapobHO BKIMHEHO HangaraHe Haa 20 mmHg

o [IpencvpaHo MbKAEHE/TpENTEHE, NPH HANTUYKE HA JONBIHUTENEH NPOBOJEH ITLT (Hanp.

WPW-cunapom, Lown-Ganong-Levine cunapom). Te3d nauuesTH ca U3N0KEeHH Ha PHCK OT
pa3BHTHE Ha KAMEPHA TaXHApPUTMHA BKIIOYUTETHO KAMEPHO MBXACHE, aKO C€ MPHJIOXKH
BEPANaMHAOB XHAPOXJAOPH

. KomOunaums ¢ upabpaauH (Bxk. Touka 4.5 “Baaumoaeficreue ¢ apyrH TekapcTBEHH MPOJYKTH H
Apyry GOpMH Ha B3aUMoaeHcTBHE )

[Topaau akTHBHOTO BeLLECTBO TpaHAoAanpwi, Tapka € npOTHBONOKAa3aHa NpH:

. AHaMHe3a 3a aHTHOEEM, CBBP3aH ¢ npunoxeHueTo Ha ACE-uuxuburop
. HacnencTeen/uayonaTuueH aHrHoeneM
. BtopH ¥ TpeTn TpuMecThp Ha OpemeHHocTTa (BK. TO4Ka 4.4 “CneudanHy npeaynpexXacHua 1

npeanasHyd Mepku npu ynotpeba” u Touka 4.6 “deprwinrer, 6peMEHHOCT U KbpMeHe™)
Texko 6u6peuno yBpexnane (KpeaTHHMHOB KIUpEHC < 30 ml/min)
Jinanuza
EnxnoppeMenHa ynotpeba Ha Tapka ¢ aTUCKUPEH~CBABPKALLH JIEKAPCTBEHU IPOIYKTH €
TIPOTUBOIOKA3aHA MPHU NaLMeHTH Chbe 3axapeH auaber uiu 6uOpeuro yepexaaHe (GFR < 60
ml/min/1,73m?) (Bx. Touku 4.5 ,,B3aumoneiicTare ¢ Apyru 1€KapcTBEHH NPOAYKTH H APYTH
dhopMM Ha BlauMopencTeue™ u 5.1 ,,LapmakogHHaMHUYHH CBOHCTBA™)

. HepHoapobHa uupo3a ¢ aCLIMT

. EnnospeMeHHa ynotpeba ¢ue cakybuTpusn/sancaprad. Tapka He TpsabBa fa ce 3anoysa no-paHo
oT 36 yaca cnezt ocneRHaTa 403a cakyourpwi/saincapraH (Bx. ToUkd 4.4 u 4.5).

4.4 Cneunajun npegynpexieHua H NpeaAnasHu MepKH NpH ynorpeda

llopaou axmueromo gewjecmeo mpanoonanpui, creoxHume npeoynpexcoenus ce omuacam 3a Tapxa:

AHruoeaem
Tpangonanpun Moxe Aa MPHYHHH aHIHOEAEM, KOETO BKIIOUYBA MOAYBaHE Ha JIULIETO, KPaHHHLBF@E

rnotvca w/uam naputkca. 3a ACE-uuxuburopure e rmoka3aHo, Y€ NpHUHHABAT NMO-BUCOKISIEC QN
aHruoeaeM npyu agppoaMepHKaHLH, OTKOJKOTO MPH NALMEHTH C HE-H(prﬂMBpHKaHCK Sofsxen:

HMuTecTHHANIEH aHTHOSIEM ChILO € ChOOIABAH MPH NALMEHTH JekyBaHd ¢ ACE-uHx
TpAOBa Aa ce UMa NMpeaBHA NPH NMNALKMEHTH HA JieMeHHUe C TPAHAONANPHI, KOHTO MOJT
(c wnu 6e3 raieHe UNM NOBPBLLAHE).
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[TauneHTH ¢ aHrHOHEBPOTHYEH OTOK TPAOBa He3a0ABHO Jia IPEYCTAHORAT TEPANMATA C TPAHAONANPHI U
na ObaaT HabmonaBaHU X0 OT3BY4YaBaHe Ha OTOKA.

AHIHOHEBPOTHYEH OTOK Ha JIMLIETO OOMKHOBEHO OT3BY4YaBa CIIOHTaHHO. OTOK HEe ¢aMO Ha JIMLIETO, HO U
Ha rIOTHCa MOJKe Ja Oblie XKMBOTO-3aCTpalliaBalll nopaju PUcKa OT 3anmyliBaHe Ha AMXATEJHHUTE MhTHLIA.
AHIHOHEBpPOTHUEH OTOK Ha €3MKa, [JIOTHCA WM JapUHKCca Hanara He3abaBHO MOAKOXKHO NpPHJIaraHe Ha
0,3-0,5 ml pasreop Ha aapenanuH (1:1 000) 3aeaHo ¢ Apyru TepaneBTHYHH MEPKH, KOUTO ca NMOAXOHALIH.

CrnvreTBamara ynotpeba Ha ACE naxubutopu cue cakyGuTpii/Bancaprad € npoTHBONOKa3aHa nopaau
[MOBHLIECHHUA PUCK OT aHrHoeaAeM. JledeHue cbe cakyOuTpus/ Bancaprad He TpsaOBa fa ce 3ano4ea no-paHo
ot 36 uaca cnep nocaeaHaTa f03a TpaHgonanpui. JleueHue ¢ TpaHgonanpui He TpAOBa [a ce 3arouBa no-
paHo oT 36 yaca cnej nocjieHaTa Jo3a cakyOUTpr/BasicapTaH (BXK. ToukH 4.3 1 4.5).

CenpreTBaitiata ynorpeda Ha ACE nuxuburopu ¢ pauexagorpun, mTOR usxuburopu (Hanp.
CHPOHMYC, €EBEPOJIUMYC, TEMCHPOJHMYC) Y BUIJATTHIITHH MOXKE Aa JOBeJE 4O MOBHIIIEH PUCK OT
aHruoeeM (Hanp. OTOK Ha AMXATENHUTE ITbTHLUA WIH €3UKa, CbC WIM 6e3 HapylLIeHHe Ha JHINAHETO) (BiK.
touKka 4.5). HeobxoauMo € aa ce noaxoam ¢ noBUuUIeHO BHUMAaHKE, KOraTo Ce 3arouBa JISYEHHE ¢
pauexagorpwi, mTOR nHxubuTopu (Hanp. CUPONHUMYC, EBEPOTHMYC, TEMCHPOIHMYC) H BUWIAAT/IUITTHH
MpY Nal4eHT, KOATO Beue npuema ACE unxuburop.

[TalineHTH ¢ peHOBaCcKYJIapHa XUIIEPTOHUS

ACE-uuxuburopute Morat Aa 6b4aT W3NOA3BaHKM A0 NPUJIAraHe Ha ApoLeaypa 3a H3JIEKyBaHe Ha
pPEHOBACKYIapHATa XMNEPTOHKHA HITM B CIy4aH, 4Ye npoileayparta He Moxke aa Obae U3BbplleHa. PUCKBT ot
TEXKKA apTEPHaHa XUNOTOHUS 1 6bOpeyuHa HEeNOCTATEUHOCT € YBEeIUHEeH, KOTaTo NalUeHTH C
npeAllecTBallla €AHOCTpaHHa WK ABYCTPaHHA cTeHo3a Ha OBpOpeyuHaTa aprepua ca Ha Tepanus ¢ ACE-
HHXUOUTOPH. [IHypeTHUMTE MOJKE 1a YBEIMUAT pHCKA AOITBIHUTENHO. BKIIOUHTENHO NMPH MAJIKH
MPOMEHH B CEPYMHHUS KPEATUHHUH MOXE 1a UMa 3aryba Ha ObpOpedHa ¢pyHKLMA QOPH NPH MALHEHTH C
€IHOCTpPaHHA CTeHO3a Ha ObnOpeuHarta aprepua. [Ipu Te3n nauneHTH neueHuero Tpabea aa Obae
3aMOMHATO C HUCKH JI03H, C MOCTENECHHO THTPHPAaHE HA A03aTa B OOJIHHYHM YCIOBUA MO [TOCTOAHHO
MeauUMHCKo Habmoaenue. uyperudHara Tepanus Tpadea aa Obae cripsHa ¥ 1a ce€ MOHUTOPHPAT B
HA4allHHTE CEAMMLIU Ha NeueHHeTo ObOpeuHaTa GyHKUMUA U CEPYMHHSA KANHA.

bpOpeuno yBpexcaaHe

[Ipu nauueHTH ¢ KpeaTHHHHOB KJIHpBHC noa 30 ml/min MoXe a ce HaNoXXU HAMAJIABaHE Ha J103aTa Ha
TpaHgonanpun. OLeHKaTa Ha NALMEHTH ¢ XUNEPTOHHUA TpaOBa BUHAI'M Na BIUTIOUBA OLIEHKA HA
6n6peunara pyHKLMA, |

[Ipn naumueHTH ¢ 6L0peyHa HEAOCTATHYHOCT, 328CTOHHA ChpAevHa HEAOCTATHYHOCT WIH ABYCTPaHHA
cTeHo3a Ha OB0peyHaTa apTepHs, HIH eJHOCTpaHHA CTeHo3a Ha HbOpeuHaTa apTepus npH Juua ¢
eAMHCTBEH PyHKkunonmpall 6s6pek (Hanp. naLyMeHTH ¢ TpaHCITaHTHpaH 610peK) ChIeCTBYBA PHUCK OT
yBpexxaaHe Ha 660peunaTa QyHkuua. [IpH HAKOU NalUeHTH C XMITEPTOHHA, KOHTO ca 6e3 BHAUMO
npeaxoxaauo 0LopeyHo 3abongBaHe, MOXKE 1a C¢ NOBUIIH YPEATA B KPbBTa H CEPYMHHUA KPEATHHHH,

KOraTo TpaHAOJANpPHI C€ MPHEMA €1HOBPEMEHHO C AUYPETHK.

[IpoTenHypHa
[TpoTeHHypHa MOXE 11a ¢€ NOABH, OCOOEHO NPH MaLMEHTH CBC CHLUIECTBYRAILO YBpexaaHe Ha ObOpeyHaTa
byHKLUA HITH NPH OTHOCUTENHO BUCOKM 103U Ha ACE-uuxuburopu.

JIBoitHO GnokupaHe Ha peHUH-aHMMOTEH3UH-ANA0CcTepOHOBaTa cucTteMa (PAAC)
HMMma naHHu, ye enHoBpeMerHarTa ynorpeba Ha ACE-unxuburopu, anruoreHsul Il-peuenrophy Hae
WIH &TUCKUPEH MOBULLIABA PUCKA OT XUIOTOHUA, XHMIEPKATHEMUA U HaMaIAsBaHe Ha 010 AR
¢yHKUMA (BKNIOUKUTENHO ocTpa 6BOpeuna HeaocraThyHocT). [Topanu ToBa He ce npenogEuReiBottE
onoxupane Ha PAAC upea koMOuHupaHara ynotpeba Ha ACE-uHXubUTOpH, aHrHoTE]) / - &Y

peuenTopHH O10KepH WiIH ATUCKUpeH (BX. TOUKH 4.5 1 5.1).

o prfr T2




AKO ce npeLeHy, Ye TepanuaTa ¢ ABoi#HO OnokupaHe e abconoTHO HeoOXxoauMa, ToRa TpaOBa 1a cTaBa
caMo NoJ HabNMIOACHHETO HA CMELMATTUCT M [TPH YeCTO BHUMATETHO MOHHTOpHpaHe Ha 6b0peyuHaTa
({YHKLUHA, ETEKTPOJIUTHTE ¥ KPBBHOTO HANATAHE,

ACE-nuxuburopu 1 anrnorensuH ll-peuentopuu 610xepu He TpaOBa Aa Ce M3MNOM3BAT €AHOBPEMEHHO
NpH NAUMEHTH ¢ AuabeTHa HedpomnaTusi.

CepyMeH Kanuii
ACE vHxuburopure Morar fa npeaM3BUKAT XHUIepPKalMeMus, Thil KaTo HHXHOHpaAT 0cBOOOKIaBAHETO HA

anaocTepoH. EpexTsT 0OMKHOBEHO HE € 3HauMTeseH MpH NaUHeHTH ¢ HopMarnHa Op0peuHa QyHkLMA.
[Ipn naumeHTH ¢ HapyueHa Ob0OpevHa dyHKuUs obadye U/UnU NMpH NALMEHTH, NPHEMAILH XPaHUTETHU
f00aBKH, CHABPKALIM KATHH (BIUTIOUHTETHO 3aMECTHTE/H Ha COJITA), KANKH-ChbXPpaHABALLH AHYPETHLIH,
TPUMETOIPHUM HWIH KOTPHMOKCA30J1, H3BECTEH CBHIIO KATO TPUMETONpPUM/CyndamMeTokcason, # ocobeHo
aHTaroHMCTH Ha AIAOCTEPOHA WM aHMMOTEH3UH-PEeUenTOPHH OIOKEPH, MOXKE 1a BE3HHUKHE
XunepkanueMus. Kanui-cbxpaHasatinre AMypeTHLIM U aHTMOTEH3WH-pelenTopHUTE O/10KepH TpaOBa na
ce NMpuaaratT BHUMATENHO NPU nauueHTH, npuemalud ACE HHXUOUTOPH, KATO CEPYMHHUAT KaTHH H
OnOpeynara dyHkuua Tpabsa aa ce npocaenasar (Bx. Touka 4.5).

Kautnuna
[To Bpeme Ha neueHneTo ¢ ACE-uHXHOHTOp MOXKe Oa ce MOABK CyXa U HEeMNpPOAYKTHBHA KallUTHLIA, KOATO
H34ye3Ba ClIe IpeKpaTABaHe Ha TepanusTa.

bpeMeHHOCT
Tepanus ¢ ACE-unxuburopy He Tpsabpa na ce 3anousa no Bpeme Ha 6peMerHocT. OCBeH ako

MpoAb/DKaBaHe Ha jeyeHHeTo ¢ ACE-uuxuburopu He ce cuMTa 3a KpaiiHO HeoOX0aUMO, TepanuaTa Ha
MaLMEHTHTE, KOUTO IUIaHUPAT 3a0peMeHsBaHe, TpAOBa 1a ce CMEHU C alTePHAaTHBHU aHTHXUNEPTEH3UBHH
NeKapCcTBEHH MPOAYKTH C I0Ka3aH npogun Ha HezonacHOCT npU ynotpeba no BpemMe Ha OpeMeHHOCT.
ITpn ycranoeaBaHe Ha OpeMeHHOCT neueHHeTo ¢ ACE-nuxuburopn Tpabra na ce cripe He3aaBHO M aKo €
NOAXOAALIO 1A C€ 3alIOYHE ANTEepHAaTHBHA Tepanus (BxX. Touka 4.3 “IIporusonokasanua’” u Touka 4.6
“@epTHIUTET, OPEMEHHOCT U KEPpMEHE”).

KbnpMeHe
Ynortpebara Ha Tapka no BpeMe Ha KbpMEHE He ce npenopbuBa (BxK. Touka 4.6 “@epTHiiHTeT,
OpeMEHHOCT H KbpMeHe”).

CHUMIOTOMATHYHA XHIIOTOHUS

I[Tpu nauueHTH ¢ HEYCNOXKHEHA XUNEPTOHUA € HabNogapaHa CUMNTOMATUYHA XHIIOTOHUA CAE
HayalHaTa JO3a TPAHAONAlPHII, KAaKTO M Cliejl NOBHILaBaHe Ha AO3aTa Ha TpaHAonanpun. Tosa e no-
BEPOATHO [1a HACTBIIM NPH NALMEHTH, KOKUTO ca ¢ 00eMeH WK CONieBH AeDHLNT OT NPOABIKHTENHA
AMypEeTHYHA TEpanksA, OrpaHW4YEHHUE Ha COJITa B AWETATA, NMAIIHEHTH Ha AHAJIN3a, C JHApHA HIIH
nospbiare. CrnenoBaTe/HO NPH TE3N NALUEHTH AMYpPETUYHATA Tepanus Tpabea na 6bae cnpsHa u
OOEMHHAT W/ HIK CONECBH AC(HLHT TpAOBA Aa OBAE KOPHTHPAH, MpeAH 3aNOYBaHe Ha JIeUeHHE C
TPaHAOJANPUI.

ArpaHyJOUMTO38 H NOTHCKAHE HA KOCTHHUA MO3bK
[Ipu nauueHTH, KoUTO ca npuemanu ACE-unxubutopu, ca HabniogaBaHH arpaHy/JIOLHMTO3a H MOTHCKAHE
Ha KOCTHUS MO3bK. H3rnexaa pUcKbT 3a HEYTPONEHHUA € 1030- M THIIOBO- CBbP3aH U 3aBHUCH OT
KITMHUYHUS CTaTYC Ha MALUEHTA. 1€3H peakuuH ca Ounu no-4ecTH npu nauueHTH ¢ 660peyHo
yBpeKaaHe, Hail-Beye npH OONEeCTH Ha CheAHHHTENHATA ThKaH. Brnpeku ToRa € Heo6XOAMMO peAOBHO
npocneasBaHe Ha 6pos Ha OenuTe KPBBHHU KJIETKH M HMBAaTa Ha OeITbKa B YPHHATA NMPH MALHEHTH CHC
ChAOBA KonareHo3a (Hamnp. JyIyc epuTeMaTo3yc H CKIepoaepMus), ocobeHo ako Te3u 3abo
CBBP3aHHU ¢ yBpeaeHa 0b0peuHa dyHKIMA ¥ ChITETCTBALLA TEPANKA C KOPTHKOCTEPO
aHTuMeTabonurn. Tosa cecTodHHE € 0OpaTtHMo cnen npekbeBaHe HA ACE-unxu6

AOpTHA CTeH032/00CTPYKIIMA Ha H3XQAALINA KPBBEH IOTOK

Tpanaonanpun He TpadBa aa ce H3M0A3Ba NPH NMALMEHTH C AOPTHA CTEHO3a HIIH O
H3XOALIHA KPBBEH MOTOK.




YBpeaena yepHoapobHa GyHKIIHA
T kaTo TpaHAONIANPHI € NPEKYPCOP, KOHTO ce MeTabonu3npa 4o HeroBUsA aKTHBEH MeTaboIUT B
YyepHHUA Apod, ocobeHO BHUMAHHE U CTPUKTHO MOHUTOPHpPaHE TpAOBa ce npunara npH NauHeHTH C
yYBpEeHa YepHOOIpoOHA PYHKLIUA.

Onepauusa/AHecTe3us

IIpy manueHT! NOAJIOKEHU HA XMPYPriUvHa OMepaiius UM [0 BpeMe Ha aHeCcTe3Ms C IeKapCTRa
NPHYHHABALIM XUIIOTOHUA, TPAHAONANPUI MOXKE BTOPHYHO 11a OJiokupa 00pasyBaHeTO HAa AHTMOTeH3uH I
BTOPHYHO Ha KOMIIEHCATOPHOTO OCBOOOXKIaBaHE HA PEHMH.

JeceHcHOMNM3aLMA

AHa(pUIAKTOUAHH peaKUUH (B HAKOH Clydad >KUBOTO-3aCTpalliaBaLlM) MOXKE Ja Ce Pa3BHAT MpPH
nauueHTH Ha nevyeHue ¢ ACE-uHxubutop U enHOBpeMeHHA N1eCeHCHOWH3ALUA Cpellly KUBOTHHCKU
OTpPOBH.

LDL Adepeza
JKusoTto-3acTpauiaBaiiy aHAQUITAKTOMIHM peakitdy ca HabnioaasaHu npy naupeHTH Ha LDL-adepesa,
KOMTO NpHeMar no ¢buioTo Bpeme ACE-unxuburopu.

ITopaou axmugromo eewjecmso gepanamu, cCieOnume npeodynpeacoenus ce omuacam oo Tapka:

QcTep MUOKapJeH HHAPKT
[lopagn akTHBHOTO BELIECTBO BEpanaMmn [a ce H3rnoa3sa ¢ MOBHUIEHO BHUMAHKE NPH NALMEHTH ¢ OCTBP
MHOKapeH HHPAPKT YCIOXKHEH ¢ Opaankapaus, u3pazeHa XHIIOTOHHA KU IEBOKAMEPHA TUCPYHKIHS.

Copaeuen 610k / AV 6510k I crenen / bpanukapaus / AcUCTONUSA

Bepanamwior xuapoxyopua nosaussa AV n SA Bw3dTe ¥ YaAbKapa AV nposogHoTo BpeMe. Ha ce
H3N0JI3Ba C NMOBHLIEHO BHUMAHHE, Thil KATO Pa3BUTHETO HA BTOPA WM TpeTa creneH AV 6510k
(npoTHBONOKaszaHHe) WK YHUacuuKynapeH, budacuukynaped wiu tpudacuukynapeH 6eapen 610k
H3HCKBA CIIHPAHE Ha CNEeABALIHTE NO3U WIH CNUpaHe Ha BepanaMuioB XHAPOXJIOPH U 3alOMBaHe Ha
Apyra noaxojsAilna TeparnHs, ako € HeoOXoaHMo.

BepanamMunos xuapoxsiopua nosiauasa AV u SA BB3nHTE U pAAKO MOXE Aa IPHYMHH BTOPA WIIM TPETa

creneH AV 650k, Opanukapavs U B KpaitHU ¢llydyan aCHCTONIHA. TORa € NMo-BepOATHO 14 HACTHITH NIPH
MAUMEHTH CbC CHHAPOM Ha 6onHUA CHHYCOB Bb3es (bonecT Ha SA Bb3esa), KOETO € MO-4eCcTO Npu
BBb3PACTHH [TALIHEHTH.

ACHCTONMATA IMPH NALMEHTH, KOUTO HAMAT CHHAPOM Ha OOJIHHA CUHYCOB BB3€/1, 0OHKHOBEHO € ¢ KpaTKa
MPOAB/DKUTETHOCT (HAKOMKO CEKYHAH HIIM MMO-MaJIKO), CbC CIIOHTAHHO BpblaHe KbM AV HoAaNeH Win
HOpPMAaNeH CHHYCOB PHTHEM. AKO TOBA He ce cnyuu Obp30, TpaOBa He3abaBHO 4 ce 3aMovHe MOAXOAALLO
neuyeHHe. Biwxre Touka 4.8 , Hexxenaum nexkapcrseHd peakumu®.

bera-aapeHepruuHu dstokepu

B3anMHO rOTeHUMpaHe Ha ChPACYHO-CHAOBUTE edexTH (1o-BHcOKA ¢TeneH AV 610K, N0-BUCOKA CTENEH
NMOHWXKABAHE HA ChPICUHATA Y€CTOTa, HHAYUHUPAHE Ha ChPAEYHA HEAOCTATHYHOCT M MOTEHUMpaHe Ha
XHUMOTOHKA). AcuMirroMaTuHa Spanukapaus (36 yaapa/MuHyTa) ¢ npeachpacH neicMeiksp €
HaO/r04aBaHa NpH NaLMEeHT NojyyaBaill efHOBPEMEHHO O4YHHU KarnkH THMonon (bera-aapeHepruyex
Onokep) U nepopaneH sepanaMUIoB XUAPOXAOPUI.

JIMIrOKCHH
AKO BepanaMui ce npuiara eJHOBPEMEHHO ¢ JUTOKCHH, 1a C€ HaMalH 103aTa Ha
Touka 4.5 ,,BzauMoneHcTBUA ¢ ApYTH JIEKAaPpCTBEHH NPOAYKTH H ApYrH HopMu




CoppaeyHa HeAQCTATHYHOCT

[Topaau akTUBHOTO BELIECTBO BEPANAMKII, MALIMEHTH CHC ChpJetiHA HENOCTATBYHOCT C PpakLus Ha
M3TNIACKBAHE M0-BHCOKA OT 35% TpabBa na 6baaT B KOMIMEHCHPAHO CHCTOAHHE, NPEAN 3aMI0OUBAHE HA
nevenue ¢ Tapka u Tpadsa na 6baat nekyBaHH afeKBaTHO Mpe3 LAJIOTO BpeEME.

XHIIOTOHHA

ITpyu HAKOW MALKMEHTH, KOUTO BeYe NONYHaBaT AUYPETUHHO JIeYeHHE, 0COBEHO aKO TOBA JIEYEHHUE €
3aMOYHATO HACKOPO, CMIaIAHETO Ha KPBBHOTO HAJIATAHE MPH 3aM0YBAHE HA JIEYEHHETO C TPaAHIONANMpPHA
MOXe J1a Obae NMpeKaeHO CHIIHO U3pa3eHo.

HMG-CoA penykrainu #HXubuTOopy (,,CTaTHHK) ~ BHKTe Touka 4.5 ,,B3auMoneiicTeue ¢ apyru
NeKapCTBEHU NPOAYKTH U ApyrH GOpMH Ha B3aUMOAEHCTBHE",

HapyiuieHus Ha HepBHO-MYCKYJIHOTO NpeAaBaHe
3abonaBanus, NMPH KOHTO € 3aCErHaTO HEPBHO-MYCKYJTHOTO NMpeJaBaHe (MHACTEHHS MPABHC, CHHAPOM Ha

Lambert-Eaton, HanpeaAHana MyCKyJiHa AUcTpodus Ha JiowmeH).

Tipyrx

CreumanHy NalMeHTCKU NOMyIalny
besonacHoctTa 4 epukacHOCTTa HA Tapka npu eua v FOHOIIH BCE OLLE HE € YCTAHOBEHA. 3aToBa

ynorpebara B Ta34 Bb3PACTOBa IPyna He ce Npenopuuba.

brOpeduHo yBpexaaHe

Btnpeku ye npu ronemMu CPaBHMUTENHH MPOYYBAHMA € NMOKa3aHo, 4Ye yBpeaeHaTa 6x0peuHa dbyHkuua
HAMa edeKT BbpXy (apMakOKHMHETHKATa HAa BEpanaMH MpH nauueHTH ¢ 660peuHa HeAOCTaTbYHOCT B
KpaeH CTaZiui, HAKOJIKO JOKJIAH 3a OTAEJIHM Clly4aH npeanosarar, ye sepanaMui Tpabea f1a ce Manonasea
BHHMATEMHO K ChC CTPHKTHO MOHHTOPUPAHE MPU NaLMEHTH ¢ yBpeneHa 6p0peuHa GpyHKiuA.

Bepanamun He MOke Ja ObAC OTCTpaHEH Ype3 XeMOANA/IN3a.

YepHoapobHO VBpexkaaHe
Jla ce H3noJ3Ba ¢ MOBHUUIEHO BHUMAHME MPH CEPHO3HO YBpeAeHa uepHOAPoOHa HYHKLMA (BUXKTE CHILO

TaKa TOYKa ,, ] eparneBTHUHHU MOoKasaHHA" rpH vepHOApoOHO YBRpeXxIaHe.

JlakTo3a
[TaneHTH ¢ peakH HACTIEACTBEHH NpobieMH Ha ralakTo3Ha HENOHOCHMOCT, ITbJIEH J1aKTa3eH AeOULHUT
WIH ITIOK030-ranakTo3Ha Manabeopbuus ne TpadOBa ga npyeMaT TOBa JIEKApPCTBO.

Hartpuii
To3u nekapcTBeH npoAyKT chabpka 37,3 mg HaTpuii Ha TabneTKa, KOMTO Ca eKBUBANEHTHH Ha 1,9% ot
[PENOPBUNUTENHUSA MAKCUMAJIEH THEBEH MPUEM OT 2 g HATPHi 3a Bh3pacTeH.

4.5 BianmoaeicTBHE C APYIH JIeKAPCTBEHH NPOAYKTH H ApYrH GopMH HA B3aHMOoAeHcTBHE

BzauMmopeiticTusaTa ¢ Apyru NekapcTBEHH NPOMYKTH MOFAT 1a B3HHKHAT B Pe3Y/ITaT Ha
¢dapMaKkoAMHAMHYHO WIH (apMaKOKHHETHYHO B3auMojeicTBue unu koMOuHauug oT aAsete. B cnyuaure,
KOraTto ChOMTHATA ca CBBP3aHU KaKTO ¢ papMaKkoAHHAMHYHH, TAKa H ¢ (PapMaKOKMHETHYHH
B3aUMOAEHCTBUA, Ca MOCOUYECHU NPENpaTKy KbM CHOTBETHUS pa3jen.

KoMOuHaLMK, KOUTO He ce NpenopbyBaT

- Jlexapcmea, nosuwasawu pucka om anzuoedem. EAHOBpEMEHHATa YIOTY)
MHXUOMTOPH CbC CaKyOUTpUI/BajicapTaH € NpOTHBOIIOKa3aHa, ThH KaTo 1
aHrvoeneM {Bx. ToukH 4.3 u 4.4).




Eonospemennama ynompeba na ACE-unxubumopu ¢ payexadompun, mTOR unxubumopu (nanp.
CUPORUMYC, €GEPONUMYC, MEMCUPORUMYC) U GUIOA2AUNMUY MOXKE [1a NOBEAE N0 NOBHUIEH PHCK OT
aHruoeeM (Bx, Touka 4.4).

Kanuii-cvxpanaeawiu Ouypemuyu, Xpanumennu 0006aeku, CoObPHCAWU KATUN WU KATUN-
CHOBPICAU 3amecmumeny Ha conma; Bbripeky ue cepyMHUAT Kaluii 0OHKHOBEHO OCTaBa B
PAMKHTE Ha HOPMAITHHTE I'PaHULM, [IPH HAKOHU NALUUEHTH, NEKyBaHH ¢ Tapka, MOXe /1a BE3HHKHE
XHMNepKaaueMHs. Ynorpedata Ha Kanui-CbXpaHABALLM JAYPETHLM (HAMpP. CITHPOHOIAKTOH,
TpUaMTepeH WIH aMWIOPHA), XPAHUTEIHH J00aBKH, ChAbPXKALLUH KAJTHI WIH KaJui-ChABPIKALIH
3aMECTHTE/IH Ha CONTAa MOXKE 1a AOBEAE OO 3HAUYUTEHO NOBHILEHUE HA CEPYMHHUA Kanuh. Tpabea
CBHILO Aa c€ BHUMaBa, korato Tapka ce rnpuiara €1HOBPEMEHHO C APYTH CPEACTBA, KOUTO
NOBHLIABAT CEPYMHHS KaJHH, KaTO HANp. TPUMETONPHUM K KOTPHMOKCA3O0JT
(TpuMeTOnpHM/CYNAPamMeTOKCa3oN), Thid KATO € U3BECTHO, Y€ TPUMETONPHUM NEHCTBA KATO KaIMM-
ChXpaHABAILl AHYPETHK NoA0OHO Ha amuaopua. [Topaau ToBa He ce npenoprUBa KOMOMHUPAHETO
Ha Tapka ¢ ropecnoMeHaTHTE j1ekapcTBa. AKO € noka3aHa ChIbTCTBALLEa ynoTpeda, Te Tpabra aa
CE€ M3MOJ3BAT C MOBULIEHO BHUMAHHUE H MPH HECTO NMPOCHAEAIBAHE HA CEPYMHHSA KATTHIA.

Lurxnocnopun: [1pu ceirbTeTBaa ynorpeba Ha ACE-HHXHOUTOPH ¢ LIMKNOCTIOPHH MOXKE Aa
BB3HUKHE XUNepKkanuemus. [Ipenoprusa ce rpocieasiBaHe HA CEPYMHHA KaJTHH.

Xenapun: [1pu cxobTeTBalla ynotpeba Ha ACE-HHXUOHTOpU ¢ XenapuH MoKe Ja Bb3HHUKHE
xunepkanueMus. [Ipenopbusa ce npocneassaHe Ha CEpYMHUA KaTUH.

Anzuomensun Il peyenmoprnu 6aoxepu unu anuckupen: JJaHHN OT KTHHHYHH NPOYYBAHHA
[10Ka3BaT, 4e ABOHHOTO 6j0KMpaHe HA peHUH-aHrMOTeH3uH-anaocTepoHoBarta cucrema (PAAC)
ype3 koMOHHHUpaHaTa ynotpeba Ha ACE-uHXubuTOpH, aHrnoreHsun Il-peuenropuu 6a0kepH win
aJINCKMPEH Ce CBbP3Ba ¢ [I0-BUCOKA YECTOTA Ha HEeXeNaH! chOUTHA, KATO HANPHUMEDP XHIIOTOHHS,
XUnepkanueMus H Hamanssase Ha 6p0peunara ¢yHkuua (BmounTenHo octpa OpOpeyHa
HEAOCTAaTBYHOCT), B CPABHEHHE ¢ ynoTpebaTa caMo Ha eJHO NeKapcTBO, AeicTBao Bbpxy PAAC

(BK. ToukH 4.3, 4.4 u 5.1).

Hanmponen: He ce npenopbyBa ¢AHOBpeMEHHATa ynoTpefa Ha BepanaMuil ¢ JaHTPOJIEH.

Heabpaoun: EnHospemenHaTa ynorpeba ¢ uBaGpaans € NpOTHBONOKAa3aHa nopaiH
NOMBIHUTENHHS €(EeKT Ha MOHMMKABAHE HA ChbpAEYHATa YECTOTA Ha BepanaMuil CpaMo
uBabpaauH (Bxx. Touka 4.3).

HIV aumusupycnu nexapcmeenu npooyxmu: Ilopaau meraGonurHyua HHXHOMpALll, NOTEHLIMAT Ha
HAKkOHU OT HIV aHTHBUpYCHHTE 1IEKaPCTBEHH MPOAYKTH KATO PUTOHABHP, MU1a3MEHHUTE
KOHLIEHTpAaLIMM Ha BepanaMuil Morat aa ce nopviuar, HeobxonumMo e nopHileHO BHUMaHNe WK
HaMaJIsBaHE N03aTa Ha BepanaMul.

Jumuii: aiMa CbOOLIEHHA KAKTO 38 YBEJTMUEHHE, TaKa 1 32 HAMaNIABaHe HA €(DEKTHTE Ha JINTHUIA,
M3MOJI3BaH €AHOBPEMEHHO ¢ BepanaMuil. EanospeMenHoTo npuioxernue Ha ACE-uHxuburopu ¢
JINTHH MOXe Ja HAMATH eKCKpeuuaTa Ha nutuil. CepyMHUTE HHBA HA JIUTHH Tpabsa na ce
Habmonaeat yecto (Bk. Touka 4.4),

Humpasenosnume bema-6aoxepu He TpaOBa Ja ce NMpuUiarar 1o BpeMe Ha JieueHue ¢ Tapka (Bx.
Touka 4.3). KomOuHauuaATa Ha Bepanamun ¢ bera-Onoxep MOxke 1a NPHYHHH TEXKKO HapYlIeHHE
Ha AV NMpoBOAMMOCTTa, KOSTO B HAKOH CIIYYad MOXeE Jla RoBele A0 TexKa bpagu
CEPHO3HA KapaUOASNPECHs ChILO MOXKE [a Bh3HUKHE.

Koaxuyuu e cydctpat kakto Ha CYP3 A, Taka ¥ Ha eQIyKCHHA TPaHCO
(P-gp). U3BecTHO ¢, ue Bepanamun HHxubHupa CYP3A u P-gp. Koraro Be
punarar 3aeiHo, HHXHOMpaHeTo Ha P-gp w/unu CYP3A or BepanaMun
NOBHlIIEHA eKCIO3HULIMA Ha konxuuH. KombunupaHaTta ynorpeba He ce n

’




- 3namo: HUTpUTOMAHHU peakuMH (CUMITTOMHTE BKJIIOYBAT 3aYepBABaHE Ha JIKLETO, raficHe,
MOBPBLIAHE ¥ XHMOTOHUA) Ca JOKIAABAHH PAAKO NMPH NALKMEHTH Ha JieueHHe ¢ HHKEKLIHOHHO
3NaTO (HaTpHEB aypoOTHOMANAT) ¥ €AHOBRpeMeHHa Tepanus ¢ ACE-UHXUOUTOP BKIIOUHATETHO H
Tapka.

[Tpennazuu Mepku npH viorpeba

- Anmuxunepmen3ugrnu aekapcmeeny npooykmuy. NOBHIIaBaHE HA XUIIOTEH3UBHUA edekT Ha Tapka
(Bx. ,,DapMaKOKMHETHYHHY B3aUMOACHCTBHA C BepanaMun‘),

- Juypemuyy: NaLUUEHTHUTE Ha JIeYeHUE C JUYPETULIH K 0COOEeHO Te3n ¢ 00eMeH W/ HITH COJieB
AEQULIMT MOTraT Ja UMAaT NpeKOMEpPHO NOHKWKABAHE HA KPbBHOTO HAJIATAHE C/1€] 3aMo4YBaHe Ha
Tepanud ¢ ACE-uHxuburop. Bx3MokHOCTTa 38 XHNOTEHZUBHU edeKTH MOXKe 1a Onae HamalleHa
ypes NpeKpaTABaHE Ha AHYPETHKA, Ype3 yBeJMuaBaHe Ha o0eMa WM npueMa Ha COJt peau MpHeM
M 4pe3 3aNoyBaHEe Ha TepalnMs ¢ HUCKU 1034. [[o-HaTaTEIIHOTO yBenuuaBaHe Ha Ao3aTa TpsAOBa Ja
C€ M3BHPLUBA ¢ MOBULLICHO BHYMAHUE,

- Anecmemuyu:. Tapka MO)Ke 1a 3aCHIIH XHMNOTEH3UBHUTE €DEKTH Ha HAKOU AHECTETHUHH
NeKapcTBEHH NMPOAYKTH.

- Hapxomuuu/anmuncuxomuuu: MOXKC [1a C€ [10OABH NOCTypaadHa XHITOTOHHWA.

- Tpanxeuranmu/anmudenpecarimu: KaKTo MNpyH BCHYKU aHTUXHUINEPTEH3UBHH JIEKapCcTBa, HMa
MOBHILEH PUCK OT OPTOCTATHUYHA XUNOTOHUA NpU KoMOuHHpaHe Ha Tapka ¢ OCHOBHH
TPAHKBHJIAHTH WJIH aHTHACIIPECAHTH, ChAbPKALH HMUITpaMUH (BX. ,,DapMaKOKMHETHYHH
B3aMMOAEHCTBHA ¢ BEpanaMun’™).

- Anonypunon, yumocmamuysu uil UMYHOCYNPECUBHU NeKAPCMBERYU NPOOYKMU, CUCMIEMHU
KOpMUKOCmepouou unyu npoKauramuo: eAHOBpeMeHROTO npunoxerue ¢ ACE-unxuburopn Moxe
1a JoBeae A0 NMOBHIIEH PUCK OT JieBKoneHuA (BXK. ,,(DapMakOKHHETHYHH B3aHMOIEHCTBHS €
BepanaMua™).

- Kapouooenpecusnu nexapcmeenu npoOykmu: ¢AHOBpPEMEHHATa ynotpeba Ha BepanaMmui H
KapAMOACNPECHBHH JIEKAPCTBA, T.€. JIEKAPCTBEHHU MPOAYKTH, KOMTO HHXUOUpAT reHepHpaHeTo U
MpOBEKIAHETO Ha ChpAcyeH UMNync (Hanp. 6eTa-aapeHepruyHy OoxkepH, aHTHAPUTMHUYHH
JIEKapCTBCHU CPEACTBA, HHXANALYOHHH aHECTETHLIH), MOTaT Aa NMPeAM3BUKAT HEXKENATETHH

anuTHBHH edekTH (BXK. ,,0apMaKOKHHETHYHHA B3aUMOACHCTBHA C Bepanamun‘).

- Xurnuoun. eHOBPEMEHHATA ynoTpeda Ha XMHUAMH U NEPOpaIeH BepanaMuil NpH MaLHeHTH ¢
xuneprpoduuHa (0OCTpYKTHBHA) KAPAUOMHONATHA € AOBENA 10 XHIIOTOHUA K OenoapobeH OTOK
B MATBEK Opoit cnyyau (BXK. ,,>apMakOKHHETHUHH B3aUMOJEHCTBHA ¢ BepanaMui’®).

- Huzoxcun u oueumoxcurn: Crobulasa ce, ye eJHOBpeMeHHaTa ynorpeba Ha AUrOKCHH H
BepanaMu BOAH A0 50-75% no-BUCOKHU r1asMeHH KOHUEHTPALUHH HA AUMOKCUH, KOETO U3KCKBA
HaMaJIIBaHE Ha J03aTa Ha AUrOKCHH W AHMMTOKCHH. BepanamMun chiilo € nokasaj, ye Hamanssa
oflLus TeneceH KNMUPbHC M H3BbHPECHATHHA KIHPBHC HA AUFHTOKCHH CHOTBETHO ¢ 27% u 29%
(XK. ,,DapMaKOKHHETHYHH B3aUMOICHCTBHA C BepanaMui‘).

- Habuzampan: Ovaksa ce eIHOBPEMEHHOTO NPUTIOKEHUE HA BepanaMu ¢ Aa0HLaFpa-aa J0Bee
10 MOBHILIEHM IUTa3MEHM KOHLIEHTpalluHM Ha gaburarpan. Tpabsa na ce BH
kbppBeHe. Koraro enHoppeMeHHo ¢ AaburarpaH erekcunar (150 mg) ce
BepanaMui, Coax ¥ AUC Ha paburaTpaH ce yBen1H4aBarT, HO BeJTHYHHATY

Ha naburaTpaH ce MoBHILIABA NPH NpuwiaraHe Ha 240 mg BepanaMun ¢ y
(yBesiHuaBaHe Ha Cmax ¢ 0k0n0 90% u AUC ¢ okono 70%).
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IlpenopbuBa ce CTPHKTHO KJIMHHWYHO HabJIIOAeHHE, KOraTo BeEparnaMuil ce KOMOHHHpA ¢
naburaTrpaH €TEKCWIAT W Hail-Beue Npy NOSBa Ha KbpBeHe, 0CODEHO MPK NALMEHTH C IEKO A0
ymepeHo OB0peuHO yBpexIaHe.

- Hpyeu oupexmnu nepopannu anmuxoazyiraumu (DOACs): CucreMHara OMOHATMYHOCT Ha
DOACSs, kouto ca cyberparu 3a Pgp u/unn merabonusupanu or Cyp 3A4, ce ouakpa Ja ce
YBEIUYH NPH €THOBPEMEHHO NMPWIOKEHUE Ha BepanaMui. JJaHHUTe Npeanosarat Bb3MOXKHO
YBEJIMYABaHE HAa PHCKA OT KbpBeHE, 0CODEHO NMpY MalMEHTH ¢ APYTH PUCKOBH (akTopu. Moxe na
ce HAMOXKH Aa ce Hamanu ao3ara DOACs npu eIHOBPEMEHHO NMPHIOKEHHE C BeparaMua (BHXKre
YKa3aHHUATA 33 J03UpaHe B npoaykToBaTa HHopmauus Ha DOAC).

- - Mycxyanu penaxcarnmu: epeKTbT OT MYCKYJIHATE PESIAKCAHTH (KaTO HEPBHO-MYCKYJIHH O0KepH)
MOXKe Jia C€ 3aCHIIH.

Lla ce Ma npeasua

- Hecmepoudnu npomusosvsnanumennu cpeocmsa (HCIIBC): Kakto npu BCHUKH
aHTHXUnepTeH3IUBHU nexaperea, HCIIBC (BmoynTenHo aueTwicanHupIoBa KHCETMHA
M30/13BaHa B [TO-BHCOKH 103U KaTO MPOTHBOBB3NANKUTENIHO JIEKAPCTBO, HANP, 3a 00jleKuaBaHe Ha
Oonka) MoXKe 1a NOHKAT AHTHUXUMEPTEH3UBHUTE €(PEXTH HA TPaHAONANPHI. MOHHTOpHpAaHETO
Ha KPLBHOTO HanaraHe Tpabsa aa 6bvae 3acunero, korato HCTIBC ce nobasat wiu cnupar npu
MauHeHT, AeKyBaH ¢ Tpanaonanpui. OceeH ToBa e onucaHo, ye HCIIBC u ACE-unnxuburopn
OKa3BaT aAMTUBEH €(PEKT BbpPXY MOBUIIEHHETO Ha CEPYMHMA Kanui, Kato Obp06peuHaTa pyHKius
MOXe fia ObAe HamaneHa. Te3u eekTH ca Mo NpUHLUMN 0OPaTUMH K HAaCTHNBAT 0coOEeHO Npw
NaLHEHTH ¢ KOMIIpoMeTHpaHa Obp0peyHa PyHKIIHA.

HCIIBC BKIIOYHMTENHO aLETHICANTMUMAIOBA KMCEIMHA, OCBEH aKO alIeTWICATHIMIIOBA KHCETHHA
HE Ce M3IT0JI3BA B MO-HUCKH A03M KATO HHXHOHTOp Ha TpoMOoLuTHATA arperalus, Tpadea aa ce
136areat ¢ ACE-uHXUOHTOpPH NpU nauueHTH che ChplieuHa HeaocTaTbuHOCT. EfHoBpeMeHKaTa
ynorpeba Ha AUETWICATHLWIOBA KHCEIMHA ¢ BepanaMuil MOXE Aa 3aCHAH CTPaHHUYHHTE edeKTH
Ha ALETHICATTULIMIIOBA KMCETHMHA (MOXKE 12 MTOBHUILH PHCKA OT KbPBEHE).

- Anmuayuou. Morat ia HamMaaaT OuoHanuuHocT Ha ACE-unxuburopure.

- Cumnamomumemuyu. MOTaT Oa HAMAJIAT aHTHXHUepTeH3nBHUTE edekTH Ha ACE-HHXUOUTOpHUTE;
nauMeHTET TpAOBa Aa Opae BHUMaTeNHO HabMoaaBaH, 3a 1a ce NOTRBPAH, Ue CE MoNy4aBa
KEJTAHUAT e(EeKT.

- Anxoxon: ETaHONBT 3aciiBa XUNOTEH3UBHUA e(eKT Ha Tapka.

- Anmuduabemnu nexapcmsa: MOXe aa € He0OX0AMMO KOpUIrHpaHe Ha 03aTa Ha aHTHAHAOETHHTE
NekapcTBa MM Ha Tapka B onipeaesieHy ciay4dad, oco0eHO B HA4allOTO Ha TepanuaTa nopaau
[OBHILEHO HAMA/IABaHE HAa KPbBHATA IN0OK032a (Bx. TOUKA 4.4).

- Memdpopmun: EQHOBPEMEHHOTO MPUIOKEHHE HA BepanaMua ¢ MeTPOPMHH MOXKe Ja HaMasH
e(pHKacHOCTTa Ha MeT(OPMHH.

- mTOR unxubumopu (Hanp. cupoaumyc, eepoIuMyc, meMCcuposuMyc). NaleHTuTe, npueMariy
cpirbTeTRaWa Tepanusa ¢ mTOR uuxnburopu, Morar aa 6baat U3noXKEHH Ha MOB
aHrmoeaemM (Bx. Touxa 4.4).

(dapMakOKUHETHYHY B3aUMOACHCTBUS C BepanaMu;
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eHsumuTe U P-gp. CrobluaBa ce 3a KIMHUYHO 3HAUYKMMHU B3auMoaeicTBHA ¢ HHXHOUTOpH Ha CYP3 A4,
NPHYHHABALLM MOBHILIABAaHE Ha IUIA3MEHKTE HABA HA BepanaMul, Jokato uuaykropute Ha CYP3A4
MPUYHHABAT NNOHHXKABAHE HA IUIA3MEHUTE HHUBA Ha BepanaMull, Nopaau KOeTo MaHHeHTUTe TpadBa aa
Obaat HabnofaBaHU 3a JeKaPCTBEHH B3auMozeiicTeul. EqHOBpeMEHHOTO NIPUIOKEHHE HA BEpanaMui
neKkapcTBo, MeTabonusrupaHo ocHoBHO oT CYP3A4 unu e cybctpat Ha P-gp, Moxe aa Obae cCBBpP3aHoO ¢
NOBHUIABAHE HA KOHIIEHTPAUHHTE Ha NEKAPCTBOTO, KOSTO MOXKE Ja YBEJIMYH HAH YABIDKH KaKTO
TePaneBTHYHHUTE, TAKA H HEXKEJIAHWTE JIEKAPCTBEHHU Peakiiii Ha ChIbTCTBALIOTO JiekapcTeo. [Ipumepu 3a
TAKMBA B3aHMOJENCTBHA Ca.

a) BepanaMun Moxe Aa NOBULLIY NJ1a3MEHHTE KOHLIEHTPALIMM Ha!

- anmompunmar, bycnupou, kapbamasenur, YUKIOCROPUH, OUSOKCUN, QUSUMOKCUR, OUpeXmHU
nepopansu aumuxoazynanmu (nanpumep oabuzampan, pusapoxcaban}, Ooxcopybuyun,
eeeponuUMyc, 2aubypud (2aubenxaamud), uMunpamun, Memonpoaoa, MUOa3onam, nPa3o3un,
NPONPAHONOR, XUHUOUH, CUPORUMYC, MAKPOSUMYC, Mepaz03us U meoghuiun, ¢ KOETO ce
yBelIH4aBa pUCcKa OT TOKCHYHOCT OT TE3H CBEIMHEHHUA. AKO € MoaXoasino, Tpabea aa ce 0OMUCIH
KOpPHIrHpaHe Ha J03aTa WIH AOMBJIHUTENHO HA0MI0ACHHE HA IUTIa3MEHUTE KOHLIEHTPALIHY.

- HMG-CoA peoykmasnu unxubumopu. Crobliapa ce 3a MOBMIIABAHE Ha CEPpYMHATA €KCMO3HLHA
Ha cHMBacTaTHH (MeTabonusupan or CYP3A4), xorato ce npwiara eJHOBPEMEHHO ¢ Bepanamu,
CroO1uaBa ce, ye €AHOBPEMEHHOTO NPUITOXKEHHE HA BEpanaMWI M BUCOKH JO3H CHMBACTATHH
yBeJIM4aBa pucka oT Myonartus/pabaomuonusa. lozara Ha CMMBACTaTUH (M IPYTH CTATHHM,
meTabonusupanu ot CYP3 A4, kato aTopBacTaTHH U I0BacTaTHH) TpAOBa na ObAe CLOTBETHO
aJanTupaHa.

0) KoHuenrpauuuTe Ha BepanamMun Morat ga ObAaT yBelH4eHH OT:

- amopsacmamuH, YUMemuouH, KIapumpoOMuyur, epumpoOMuyun U MeaumpoMuyuH.

- Hoka3aHo e, ue coxvm om 2petingpym NoBUIIaBa MA3MEHUTE HUBA Ha BepanaMui, KOKUTO ¢
KoMnoHeHT Ha Tapka. CrneaosaTeHO COK OT rperdndpyT He Tpabea na ce npuema ¢ Tapka.

B) KoHueHTpaLuHTe Ha BepanaMun Morar jJa ObaaT HaMasieHH OT:
- genobapbuman, enumoun, pughamnuyun, CyIGUHNUPAION K JHCOAM KANMAPUOH.

4.6 DepTuauTeT, GpeMeHHOCT H KbPMEHE

bpeMeHHOCT

Ynorpebata Ha ACE-uHXHOHUTOpH npe3 MbpBHA TPHMECTBD HA OpeMeHHOCTTa HE Ce NnpernopbUBa (Bx.
Touka 4.4 “CneunanHu npeaynpexIcHHa 1 npeanasHu Mepky npu ynorpeba™). Ynorpedara Ha ACE-
HHXHOHUTOPH € NMPOTHBOMNOKA3aHa MO BpeMe Ha 2 U 3 TpuMecTbp Ha HpeMeHHOCTTa (BXK. Touka 4.3
“IlpoTuBonokasanus” 1 Touka 4.4 “CreuuanHy npegynpexaeHds U Npeana3sHd MEPKY NpH ynoTpeta™).

be3onacHara ynotpeba Ha Tapka npu OpeMeHHH *keHH He € AOCTATHYHO fobpe MOKYMEHTHpaHA.
Brnpeky ToBa, JOKIANBAHH €A EMHU30JUMHM CIyvaH Ha HeOHaTanHa OenoapobHa xunorviazus, 3ababBeH
BBTPEYTPOOEH pacTex, MmepcHcTHpall ductus arteriosus ¥ YepenHa XMronnasus cirell eKCno3uimua Ha
peryca ¢ ACE-uaxuburopH.

EnnaeMHoOnOrH4HUTE AOKA3aTENICTBA 32 PUCK OT TEPATOrEHHOCT cnel ekcnosuura ¢ ACE-uuxuburtopu
[10 BpeM€e Ha ITbPBUA TPUMECTEP Ha OpeMeHHOCTTa He ¢a yOeanTenHy; BBIIPEKH TOBA MAJIKO MOBHILABAHE
Ha PHCKa HEe MOXe 1a ce n3KkmouH, JleueHneTo Ha mauMeHTHTe, raHUpaily 6peMeHHOCT TpsaOBa Obae
CMEHEHO C aJITEpPHATHBHO aHTHXHUIIEPTEH3HBHO JIEUEHHUE C YCTAHOBEH NPOod1 Ha 6€30MacHOCT Mo BpeMe
Ha OpEeMEHHOCT, OCBEH aKo NMpoAb/kapaHeTo Ha Tepanuara ¢ ACE-uuxuburopu He ce cuMTa 3a Kpaﬁno
Heobxoauma. Koraro ce anarsocruuppa 6pemeHHOCT, NeueHneto ¢ ACE-uuxudburopn
He3abaBHO U aKO € MOAXOAALIO, A Ce 3afoUHE APYro alTepHATHBHO JIEHEHHE.

Excnozuums ¢ ACE-HHXHOUTOpH 110 BpeME Ha BTOPHA U TPETHUA TPHUMECTHP € H3
GeTOTOKCHYHOCT IpH Xopa (HamaneHa OuOpeuHa ¢yHKUMA, OIMrOXHAPAMHHOH,
ocubHKaUMA) U HEOHATATHA TOKCHYHOCT (Ob0pevHa HenOCTATBYHOCT, XHIIOTOH
€KCHO3ULUATA € HACTHITIIA 110 BpeMe Ha BTOPHA TPUMeCThbp Ha OpeMeHHOCTTa, ¢
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yATpa3ByKOB npernes Ha 6pbpeunata ¢yHkuus W yepena. HoBoponeHu, YNUTO Maitkyi ca npUemMany
ACE-unxuburopn tpabsa fa 6baat HabnogaBaHH 3a XHITOTOHHS.

BepanaMui MOXke [a MNOTHCHE KOHTPAaKLMHKTE, ako € M3M0A3BaH B Kpas Ha OpeMeHHocTTa. Taka ¢huo,
peTasnHa OpanukapaUs U XMITOTOHHUSA HE MOXKE Ja c€ M3KJIIOYH Bb3 OCHOBA Ha (hapMaKOJIOrHYHHTE
CBOHCTBA.

Knpmene

BepanaMunos XMaApPOXJIOPHA Ce€ eKCKPETHPA B HUICKH KONHYECTBa B MaKYHHOTO MIAKO. He e HanMuna
MH(OpMALIKA 32 NPHIOKEHHETO HA TPAHOIANPW N0 BPEME Ha KbPMEHE.

Tapka He ce nmpenopbuBa MO BpeMe Ha KbPMEHE H JIEUEHHE C ANTEPHATUBHM JIEKApCTBa ¢ Mo-a00pe
yCTaHOBEH npoduit Ha H6€30MacHOCT € 3a NpeANoUYMTaHE O BpeMe Ha KbpMeHe, 0COOEHO MpH KbPMEHE Ha
HOBOPOJEHO WM NpPeXAEBPEMEHHO POACHO JAETE.

4.7 EdexkTn Bppxy cnocodHocTTa 32 miogupane n pabora ¢ MAIIKHHY
B 3aBMCHMOCT OT HHAMBHAYANIHATA YYBCTBHTEIHOCT MOXeE Aa Obae HapylieHa crioco0HOCTTA 3a
lo¢dupaHe H padoTa ¢ MallIMHK, 0cOOCHO B HAYAJIOTO Ha JieueHHeTo. Tapka MOXKe J1a YBEITHYH HUBATA Ha

AJIKOXO0Ja B KPBBTA M Aa A0BEAC A0 110-0aBHa €JJUMHHALIHA U CJIEIOBATENHO AO IMO-HU3pa3€eHH EEDEKTH Ha
aNnKOXxoJa.

4.8 HexelanH TeKapCTBEHN peaKkliuH

TabnuyeH COUCHK HA HEXENAHH JICKAPCTBEHH PEaKIIUH

H36poeHuTe HexXeNnaHU NeKapcTBEHH peakuuy ca OunM AoKIaaBaHH NO BpeMe Ha KJIMHHYHaTa da3a, nocT
MapKeTHHIroBO HabmoneHue WiM ¢a3a IV Ha KIMHUYHH H3NMHUTBAHUA.

CneapaliuTe KOHBEHLIMU C€ M3IMOI3BAT 3a ONPEAEAHE HA YECTOTATa: KAKTO C/ICABA: MHOT'O YeCTH
(=1/10); yectn (=1/100 po <1/10); neuectu (=1/1 000 no <1/100); peaxu (=1/10 000 ao <1/1 000); muoro
perku (<1/10 000). KoraTto ot HanH4yHUTE JaHHK HE MOXE A CE OMpEAEH YeCTOTarTa, T ¢ AehHHHpa: C
HEU3IBECTHA YeCTOTA (OT HAJIMUHHTE JAHHHU HE MOXKe Aa Objie HanpaBeHa OLIEHKa)

MedDRA- YecTn Heuecrn Peakn Muoro peakn | C HeH3BeCTHA YECTOTA
0aza pannu (OT HATMYHATE TAHHH
HA CHCTEMO- He MOXe na Obae
Opranfy | HAMpaBeHa OlleHKA)
KJIacoBe
HUudekunu u Xeprnec bpoHxur HHdexuuu Ha ropHu
HHDECTALMH CUMIIEKC JMXaTeJITHH ITHTHLIA

DapUHruT

Cunyurt*,

PuHut*,

['mocur*

HUudexuun Ha NUKOYHM

bTHILA
Hapyiuenus [TaHuuToneHu | ArpaHyjJouuTO3a
Ha KpbBTa H A [ToHmxaBaHe Ha
nuMoHaTa | Jlekonenus | xemornpgfin—
CHCTEeMA Tpombouwron | [MoHp

EHHA X€l 7

XM
Hapymenus CBPBXUYYBCT
Ha UMYHHATA BUTETHOCT
CUCTEMA
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HapyiieHus XHUNepaunu | AHOPEKCHUS [ToBHiuEH aneTUT
Ha neMus XunepkanveMus
MeTabonH3Ma XunepxonecTeponemMus
U XPaHEHETO XHAneprivKemus,
XMIoHaTpeMH
XunepypukeMms
[Togarpa
ExszuMHa aOHOPMHOCT
[Tenxuunn Henpecus be3chHue
HapyLICHKA HepBHoCT HapylueHus Ha cbHA*
TpeBoxxHOCT XanmouuHauuu
Arpecus [ToanxeHo nubuno
CeCTOAHHKE HA
o0bpkaHocT*
HapyweHusa I'naBobonue | TpeMop CuHKoN Liepebpanna TpausutopHa
Ha HepBHATa 3amagHocT | ChHIHBOCT XeMoparus MCXeMHYHa aTaka™
cUcTemMa 3aryba Ha Llepebpo-BackynapeH
Cb3HAHHE MHLUACHT
beictHue MHuOKIIOHYC
Hapymenue MurpeHa
Ha ExcTpanupaMUaHH
pPaBHOBECHETO | HAPYLUCHHA
Xunepecre3us | [lapanusa (rerpanapesa)
[lapecTeans
Hucreysus
Hapyiienus Hapyiuenus bnedapur
Ha QUHTE HA 3PEHHETO KOHICHKTHUBAJIEH OTOK
3aMBIJIEHO HapywmeHus Ha ounre
3PEHUE
HapyiueHus Bepturo TuHHTYC
H& YXOTO U
nabupunta |
CoepaeuHu ATpHo- [lannurauu AHruHa MuokapaeH HHDapKT
HapylUeHHUA BEHTPUKY/a | H [IEKTOPHUC ATpPHO-BEHTPHKYJ1apeH
peH 60k bpagukapaua | 6nok (2°, 3°)
(1°) Taxukapaus CuHycoBa 6paguxkapaus
[Ipencrpano | CHHYCOB apecTt
MBKIEeHE ACHCTONHA
Copaeuna ApUTMMS
HenocTaTpeuHO | KamepHa Taxukapaus
CT Hcxemus Ha Muokapaa
CupaecueH AOGHOpMHA
apecT €JIEKTPOKapIUorpama
CbI0BH XHMOTOHHA MDaykryauusd | XUnepToHUA
HapylUeHHA OprocTaTHu Ha KPLBHOTO | AHruonarus
Ha HAJIATaHe [lepudephu
XHITOTOHHA BACKyJIAPHHU HapyllleHUA
[lox Bapuxosnu BeHH
3ayepBABaH
€ Ha JIMLETO
["opewu
BBJIHH
Pecniuparopuu | Kawuua ActMma
, [PBOHH U Jucnuesn
MeAHACTHHAIH KoHrecTHs Ha
H HapYIUCHHS CHHYCH
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IUXATENAHHU MBTHLIA
[lpoayxTHBHA KaLIHLA

MapHHreanHo
BBINATICHHE
bonka Ha opodapunkca
Enucrakcue
PecrnuparopHH
_ _ HapYLUEHHS
CroMallHo- KoHctunau | I'apene [lorprbinaHe AbaoMHHaNEH
4pEeBHH s Huapus Cyxota B AUCKoMdopT
HapYILEHHA KopeMHa rBPAOTO Hucnencus
donka Cyxora B ["acTpur
CTOMaIHO- yCTaTa OnaTyaeHLUNA
YpEBHU [TlaukpeaTut Xunepiuasms Ha
HapyLIeHUA r'MHTCUBU
XeMmaTtemesa
Hneyc
HHTecTHHANEH
aHruoeaem™
Xenarobunua Hapywenna | Xunepbun | Xenartur XonecTaTHyHa
pHH B upybunemu | XKbnrenuua AbaTeHUIa*
HapyllleH!s yepHOApobH | 4 Xonecrasza
HTE
PyHKLHOHA
JIHH TECTOBE
Hapywenus Cupbex Anoneuus | AHruoeaem Cunapom Ha CTHBBH-
Ha KO)KaTa H O6pus Hapywmenn | Epurema JI2KOHCBH
MOAKOXKHATA OTOK Ha 5 Ha MynatugopMme | ToKcHUHA enmHaepMaiHa
TbKaH JTHLETO KOXAaTa copuasuc HEKPOJIH3a
XUnepxuap HepMaTur [Typnypa
034 YpTukapus ExzeMa
AKHe
Cyxa Koxa
Hapyiienus ApTparus bonku B repba
Ha MYCKYJIHO- Muanrus MyCKynHH cna3Mu
CKesieTHaTa MyckynHa bonku B KkpaliHHLNTE
CUCTEMa U ciaboct bonka B KOCTH
ChEAHHUTENHA OcteoapTpur
T4 ThbKaH
Hapywenus [Tormypus | Asoremus | Octpa [lonakuypms
Ha ObOperuTe 6n6peuna
H MUKOYHHTE HEeZ0CTaThY
MLTULIA HOCT™
HapyueHus EpextunHa ["anakropes
Ha auchyHKUMA
BB3NPOU3BOAM ['uHeKoMacTHUs
TeJIHaTa
CUCTEMA H
rbpaaTa
Ob6wn bonka B Orok [Tnpekcus
HapyHIeHUs M IbPANTE [lepudepen
e(heKTH Ha OTOK
MACTOTO Ha YMopa 4
NPHUIOKEHHE AcTeHus -. 72
Hscnensanus [ToBuiieHN lo&ure ...d.: [i}
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TpaHCAMHUHA3H | KpPBBTA

lloBnuicHa [TosuiieHa ypes B
ajlkKanHa KpPBBTA

¢docharaza B [ToBuieH NpoONakTHH B
KpbBTA KpbBTA

[ToBuiieHa
JTaKTaTt
IeXUaporeHas
a B KpBRTA
[loBumeHna
Junasa
[TosumeH
KaJIuH B
KPbBTA
[loBuineH
UMYHONoOyII
HH
IIoBHineHa
rama

rIyTaMHIITpaH
cdepasa

*[Tokazpa ACEI kiac HexxenaHW NeKapCTBEHH peakiivM

Crobinapase Ha OA03IMPAHY HEXENAHHN PeaKIIHy
CrobuiaBaHeTo Ha NOAO3UPAHU HEXENaHH PeakLiHM Clie]] pa3peliaBaHe 3a ynorpeba Ha JiekapCcTBEHUS

NPpOAYKT € Ba*KHO. ToBa No3BoJIABA A [MPpOABILXH Hab/01eHHeTO Ha CHOTHOLLIEHHETO HﬂﬂBﬂprCl{ 3a
JICKAPCTBCHHUA INPOAYKT. OT MEIULUHHCKHUTE CNeLManucTH ce H3UCKBA aa CHOOILLIABAT BCAKA noao3rupaHa
HCKCJ/IaHA DEAKLIHA YPC3 HALIHOHATHA CHCTEMA 33 C’bﬁﬁlﬂ.ﬂBaHEI

HanbaHuTeNnHa areHuus Mo nekaperaara
yi. ,.JaMad [ pyep” Ne 8
1303 Codus

Ten.: +35 928903417
yebcaliT: www.bda.bg

4.9 Ipexo3npane

CuMnromu

Haii-BrucokaTa no3a, npuiarasa npy KJIMHUYHK U3NUTBAHUA ¢ Ouna 16 mg TpaHI0nanpui, KOATO He €
A0BeNa 10 CUMIITOMM Ha HEMOHOCHMOCT. 1o BpeMe Ha npeno3upase ¢ Tapka, Morar Ja HaCTBIOAT
CAEAHUTE CUMITTOMM, NTOPAIH ChALPXKAHUETO HA BEpanaMHJIOB XUAPOXJIOPKA: XUNIOTOHKA, Opagnkapaus,
AV Onok, aCHTONNA ¥ HEraTUBHA MHOTPOIUA, U OCTBD PECNUPATOPEH JUCTpec CHHApOM. B pesyaTar ot
npeno3upaHe ca HACTHITHJIH CMBPHHU CITyUaH.

[To BpeMe Ha npenoavpaHe ¢ Tapka, MOraT Aa HaCTBIIAT CAEXHHTE CHMIITOMH, NOPaAH CbAbPKAHMETO HA
ACE-uaxubuTOop: TexKa XUNOTOHHUA, WOK, CTYNOp, Opaaukapaus, eNeKTPONHTHH HAPYLICHHS U
O1p6peyHa HeROCTATHUYHOCT, XUIIEPBEHTHIALIUA, TAXHKADANA, NANNMKTALKH, 3aMasHOCT, TPEBOXKHOCT H
KalLTHLA.

JleyeHue
Crea nornbillaHe Ha IPeAO3HUPaH TpaHAo aNpul/BepanaMu TabaerTku, Tpiadpa 1 / e 3
LATIOCTEH MHTECTHHANeH aasax. [lombanurenda abcopbLmaTa Ha HAJIHYHUA BEP)

o L
-

(aKTHBEH BBIVIEH) H JIAKCATUBH.
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OcBeH ob0luHTe MepKH (noaaspXaHe Ha afcKBaTeH LIKPKyAaTopeH o0eM ¢ TiasMa WM ria3sMa
3aMECTBAILM pa3TBOPH) CPELLY TEXKATA XHITOTOHUSA (Hanp. IIOK), MOXKE CHILO TaKa Aa ce MPHIJIOKH
MHOTPOMHO MOZINOMAarase ¢ A0naMMH, 1o0yTaMUH WIH H30IIPEHAJHH.

JleueHnero Ha npeno3upane ¢ Tapka Tpabea na 6bae rmasHO noaabpxkaino. [lapeHTepanen kanumii, GeTa-
aApeHepruyHa CTUMYJIALMA ¥ CTOMAUIHO-YpPEBHA NIPOMHBKA MOT'aT [a ¢€ HU3IT0JI3BaAT B JIEYEHHETO HA
Npeao3upaHe ¢ BepanaMuioB xuapoxiopua. [lopaau Bp3moxHOCTTa OT 3abaBeHa abcopOuua Ha
JIeKapCTBEHUA MPOAYKT ¢ UBMEHEHO OCBODOKNaBaHe, ChbCTOAHHUETO Ha NALMEHTHTE MOJKe Ja Hasnara
HabmoaeHue 1 xocnuranuzauus A0 48 yaca. BepanaMunos XHAPOXJIOpHI He MOKe 1a Ce OTCTPaHH OT
OpraHu3Ma ¢ XeMoauanu3a.

[IpenoppunTenHo neueHHe NpH MMpeaoc3vpaHe ¢ TPaHRONANPUI € UHTPABEHO3HA HH(Y3HA Ha HOPMAJIeH
COJIEBH pa3TBOp. AKO € MOABH XHMOTOHHS, NauueHThT TpsabBa Aa Obae noctaseH B ok no3vuua. Moxce
ChILIO TaKa Na C€ UMa MpeBHA, aK0 € HAJIMYHO, JIeueHHe ¢ aHrHoTeH3uH Il uHdy3ns Wnunu HHTpaBeHO3HO
KaTEXONaMHHH. AKO NOTNBIIAHETO € CKOPOLUHO, Ja €& B3eMaT MepKH 3a JIMMHHHPaHETO Ha
TpaHAONaNpKa (Hanp. NOBphILAaHE, CTOMAaLCH NaBax, npunarade Ha abcopbeHTu M HaTpuer cyadar). He
€ U3BECTHO Jail TPaHAOAANpWI (MM aKTHBHHA MeTaOOJIMT TpaHAOAANPUIAT) MOXe na Oblle mpeMaxHaT
¢ XeMoauanusa. Teparnus ¢ NeHCMEHKDbp € NOKa3aHa MPHU Pe3UCTEHTHA Ha JieueHHe OpaquKkapaus.
Ku3HeHHUTe NoKazaTenM, CEpyMHHUTE €NeKTPONMTH H KOHLIEHTpAaUUATA Ha KpeaTHHHH TpAGBa na Osaar
MOHHTOPHPAHH HECTO.

S. ®APMAKOJOIMYHH CBOHCTBA

S.1 PapMaKOINHAMHYHH CBOHCTBA

(DapMmakorepanesTHyHa rpyna: Bepanamun, kombuHauun, ATC koa: CO9BB10

TpaHnonanpus € €THIOB €CTEPEH MPEKYPCOp Ha HECYNPXUAPHUITHHA HHXHOHTOP HA AHFHOTEH3HH
koHBepTUpawma eH3uM (ACE), tpanaonanpunar. XuMuuHoTo uMe € (25,3aR,7aS)-1-[(285)-2-
[[(1S5)-1-(EToxcuxapbounuin)-3-tenunnponun]amMmuto|nponanoun Jokraxuapo-1 H-nuaon-2-kapGokcunua
KHUCEJTHHA.

Tpauponanpun e 6410 A0 noutu 61510, KPUCTANHO BEIECTBO, KoeTo e pasTteopumo (>100 mg/ml) B

xnopodopm, auxinopoMeTad H MeTaHon. UMa Monekynso Terno 430,54 u monekynHara opmyna e
C24H34N2Os.

Bepanamunos xuapoxnopun € uHXHOUTOp Ha WHIYKCA HA KaJlLiieBH ifoHu (bnokep Ha GaBHUTE KaHANH
HJIM 8HTArOHHUCT Ha KaJILIHEBHSA HOH).

Bepanamuios xuapoxaopua € noyty 0411, KpucTaneH npax, NpakTHuecky 6e3 MUpHUC, ¢ TOpUKB BKYC.
PasTBOpUM € BBB BOJa, CBOOOAHO Pa3TBOPHM B XJ10podOpM, YMEPEHO Pa3sTBOPHM B AJIKOXO/ H
MpaKTHYECKU Hepa3TBOPHM B eTep.

XUMUYHOTO HME HA BepanaMHIoB xuapoxnopun € GeHszeHaueTonuTpun, a-[3-f {2-(3,4-
OUMETOKCH(PEHWT)ETHI } METHIAMKHOJ ] nportin ]-3,4-AuMeToKCH--(1 -MeTuneTHn)xuapoxnopua. Mma
MoJtekynHo rerno 491,07 u monexynHara opmyna € Ca7H3isN204HCI.

MexaHu3sM Ha AeHcTBUE U hapMaKOAWHAMHYHH €(heKTH

Bepanamun

(DapMakoNOrHyHOTO ACHCTBHE HA BEepanaMKI ¢€ Ib/DKM Ha HHXHOHMpaHe HaBIH3aH
MOHM npe3 OaBHUTE KaHAIH Ha KJieTh4yHaTa MeMOpaHa Ha rMaAKOMYCKYJTHUTE KJi€ ,
IPOBOJAHUTE U KOHTPAKTWJIHHM KJIETKH Ha CbPLETO. R B A A e
Bepanamun noHwkasa apTepHaIHOTO HaNAraHe B [OKOKM W NPH ONPEAENICHO HUBO \Ht'.,‘_::;!_:.i?; .
NUNaTalMs Ha nepudepHUTe apTepHond. TOBa NOHIKEHHE Ha 0610TO nepHPpepHO ﬁpﬁﬂnéﬁq&

‘\ » e N
15 Q oo/
—_—

7 4 LA &
=T18 (I

N .
l =~ _‘;!_-'-_-*"r. 'i




(cneaHaToBapBane) HaMaNABa MUOKAPAHHUTE HYXKAM OT KHCJIOPOJ M KOHCYMALIMATA HA €Heprus.
BepanaMni OHIWKaBa MHOKAPIHHUA KOHTpAKTHAMTET. OTpHLlaTe/IHATA HHOTPOIMHA AKTHBHOCT Ha
BepanaMuia Moxke Ja 6bie KOMIIEHCHpAHA OT HAMAICHHUETO Ha O011O0TO NepUtepHO ChIIPOTHBICHHE.
ChrpaeuHHAT HHAEKC HAMA Aa Objle HaMalieH OCBEH NPH NALHEHTH C MPeaBapUTENIHO ChLIECTBYBaLLA
neBoKaMepHa QUCHYHKLMA.

Bepanamun He NOBJIHSABA CHMITATUKYCOBATA pPerysalns Ha CbpLETO, Thid KaTo He Onoknpa G6eTa-
aJipeHeprHYHUTE peuentopy. ETo 3aio, actMa 1 nogoOHU CbCTOAHUE HE NPENCTAB/IABAT
NPOTHBOIOKA3aHHA 32 NPWIOXKEHHETO Ha BEpanaMHi.

Ipandonanpun

Tpangonanpun NOTHCKA MIA3MEHATa PEHUH-aHTHOTEH3UH-ANI0CTEPOH cucTema. PeHUH npeacTaBiaBa
€HAOrEHEH €H3UM, CHHTE3HpaH oT OBOpeLnTe, KOHTO NpeMHHABA B KPbBHATA UHPKYAALIHA, KbAECTO
OCBUIECTBABA MPEBPBIIAHECTO HA AHTHOTEH3IUHOTEH B AHMMOTEH3HMH I, KOHTO € eAWH OTHOCHUTEJTHO
HeakTHBEH aexanentyi. Crea TOBA aHTMOTEH3HH KOHBEPTHPALLUMAT €H3uM (TeTTHAHNAUITENTHAA3A)
NpeBpbILA aHrHOTEH3UH I B aHrHoTeH3uH 1I. AHrvoTtensus Il e MoLIEH Ba30KOHCTPUKTOpP, OTTOBOPEH 34
apTepHanHaTa Ba30KOHCTPHKLHs K ITOBULIEHOTO KPbBHO HaJIAraHe, KAKTO Y 3a CTUMYJHPAHETO Ha
HagOBOpeuHara sie3a 3a cexpeiua Ha anaocrepoH. Haxubupanero Ha ACE Boau 10 noHmwxkeHue Ha
MJ1a3MEHHAA aHTHOTEH3H4H I1, K0eTo OT ¢BOs CTpaHa MOHMXKABA BA30ONPECOPHATA AKTHBHOCT M HAMAJIABA
CEKpELMATa Ha anZoCTEPOH. BbNpexn ue MOHIKEHHETO Ha alIIOCTEPOH € MAJTKO, MOXKE [1a HACTBITH JIEKO
MOBHLICHUE HA CEPYMHHTE KOHLIEHTPALMH Ha KaJIHKM 3a€HO ChC 3arybara Ha HATPUK M TEYHOCTH.

IlpexbeBaHeTo Ha oTpuLaTenHaTa ofpaTHa Bpb3ka MexAy aHrHoTeH3HH 1] ¥ cekpeliMaTa Ha peHHH, BOIK
A0 NOBHIUEHHE Ha TUTa3MEHaTa peHHHOBA aKTHBHOCT.

Hpyra dyHKuHA HA KOHBEPTUPALLUS €H3UM € pPa3rpaX(1aHETO HA MOLIIHHUA BA30AHIATUPAI KHHUHOB
nenTua OpafUKHHHH 10 HEaKTHBHH MeTabonuTH. ETo 3auo, uuxubupanero Ha ACE Boau no
NIOBUILIABAHE AKTUBHOCTTA Ha LIMPKYJIHPALIATA H JTIOKATIHA KATUKPEUH-KMHHH CUCTEMA, KOETO OT CBOA
CTpaHa MoAnoMara nepyudepHara Bazoguaranns Yype3 akTHBUPaHETO Ha NPOCTarjaHIMHOBATa CHCTEMA,
BEB3MOXHO € TO3H MEXaHH3bM Ja yqacTBa B XMNoTeH3uBHUA edekT Ha ACE-HHXHOHUTOpUTE, KAKTO M Aa €
OTrOBOPEH 3a HAKOH OT HexXenaHuTe peakuuu. I Ipu nauueHTu ¢ xuneprouus, npremMsT HA ACE-
MHXHOKUTOPH BOAM A0 NPUOIU3UTENHO €AHAKBO NOHHKEHHE HA KPBBHOTO HANATAHE, KAKTO NPH JIErHAaIo,
TaKa H MpH U3NpaBeHO MOJOKEHHE Ha TAIOTO, €3 KOMITIEHCATOPHO NOBUIIEHHUE HAa ChpAEYHATa YeCTOTA.
[TonmxeHueTo Ha nepuepHaTa apTepUaliHa PE3UCTEHTHOCT € O6e3NpoMaHa Ha WM € ChIIPOBOAEHO OT
MOBHLIEHHUE HA ChpACUYHUA aebur.

HabmopgaBaHo € noByUlIEHHE HA KpBBHHA TOK Mnpe3 6BOpeuure, 06ukHOBEHO 6€3 NpoMaHa B CKOpOCTTa Ha
rIoMepyjHara puaTpaums. 3a NOCTUraHETO HA ONTHUMANTHO NOHIDKEHHE Ha KPBBHOTO HAIACAHE MpPH
HAKOH TMALMEHTH Ca HeOOXOAWMH HAKOJIKO CEAMMLIU JICUCHUE., AHTHXHIIEPTEH3HBHUTE e(heKTH ce
3ana3BaT U [1PpH MPOAB/DKUTENIHO JieucHHe. PA3KOTO cnupaHe Ha JICYEHHETO HE € CBbp3aHo ¢ 6bp30
MOBHILABAHE HA KPBBHOTO HAJIATaHE.

Hauyanoro Ha aHTHXHINEPTEH3UBHUA eeKT HA TPAHAONANPHII C€ MOABABA €IMH Yac cie/ NpUeMa Ha
103aTa H NpoAb/bKasa Hal-Manko 24 yaca, HO TPAHAONANPUI HE NOBAMABA LIMPKAJHHA PUTBM Ha
KPBbBHOTO Ha/lAraHe.

Knnnyuda edpukacHocT ¥ GesonacHocT

Tapxa
IIpoyuBaHuaTa KaKTO NPH KUBOTHH, TAKa M NPH 3ApaBH A0OPOBOJILIM He Ca NMOKA3a/IH

¢dapMaKOKMHETHYHH WIHM B3aUMOZCHCTBHA C pCHHH-aHTMOTEH3WHOBATA CHCTEMA MEXAY Bep HI H
TpaHgonanpwui. Topa noka3sa, ye HabmogaBaHaTa CUHEPruyHa akKTUBHOCT Ha TE3U JIR
BEILECTBA Ce AB/DKM Ha TAXHOTO AONBJABAUIO ce GapMaKogHHAMHYHO NeHCTBHE,

KnvHH4HKTE H3INMUTBAHUA NpH Tapka ca nokasaiu no-ePeKTHBHO NOHWKEHHE
HaJIATAHE B CpaBHEHHE ChC CAMOCTOSTENHOTO NPHUIOKEHHE HA OTIEIIHUTE aKTHE
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Lonvanumennu npoy4eanus npu XunepmeHIusHY NAYUeHmu.

Epexmu nabmiooasariu npu nayuesmu ¢ XunepmoHusn u ucxemMuiHa boaecm na copyemo:

B mMexayHapoaHo BepanamMun SR/TpaHaonanpui, paHA0OMH3IKPaHO, OTBOPEHO, 3aC/IENEHO 10 OTHOLUIEHHE
Ha KpaiHaTa uen npoyusase (INVEST), ca olieHeHn CMBpPTHOCTTa H MOPOMAHOCTTA NPH NALIHEHTH Ha
TEpanus ¢ BepanamMun SR, B cpaBHeHHe ¢ MALMUEHTH HA TEpanua ¢ aTeHoaon npu 22 576 nauueHTH Ha 50
FOJMIIHA BB3paCT H NMO-Bb3PACTHY C YCTAHOBEHA XHMIIEPTOHUA U HCXeMHYHa 6osecT Ha chpuero (MBC).
Jlunara v B ABeTE rpyny ca MOriu Aa OpAaT TUTPUPAHH B0 MAKCHMAJTHO TOJAepyHpaHaTa 103a WHIH He
APOYUYBAHH AHTHXUNEPTECH3IUBHMU JIEKapcTBa. TpaHaoanpui € IPErnopbUBaH 38 BCHUKM NALIMEHTH ¢
O1OpeuHo yspexnaHe, Anaber WK CbpacUHa HEAOCTATEHYHOCT HE3aBUCHMO OT TEPaNeBTHUHATA IPya.
CpenHata npoAL/KUTENHOCT Ha Habnonenue e 6una 2,7 ronuHu. Ctparerusta, 6a3upaHa Ha Bepanammu
¢ OnNa ekBHBAJICHTHA Ha cTpaTeruaTa, 6a3HMpaHa Ha aTeHONOJ N0 OTHOLUEHKE Ha NpeBeHIilMa Ha obara
CMBPTHOCT, MUOKapA€H HH(PAPKT KK MO3bUYEH HHCYIT NpH nauueHTH ¢ Xxunepronns 1 UBC. se
FOAUUIHUAT KOHTPO Ha KPLBHOTO HanaraHe € Oun nogoGeH B aeere rpynu. [1pu noseue ot 80% ot
nalueHTUTe ¢a OUnM HeobXoaUMH N1BE MITH MOBEYE JIEKAPCTBRA, 32 A Ce MOCTHTHAT TAPTeTHUTE
CTOHHOCTH Ha KPBBHOTO HanAraxe. TpaHaonanpui € 6un H3nonipaH BB Bepanamun 6asupaHata
cTpaterus npu 63% o1 naumeHTHTE U NpU 52% OT NaLMeHTUTE B aTeHONON Oa3upaHaTa cTpaTerus.
Iloeeue ot 70% ot BcnukH nmanueHTy, BrodeHd B INVEST ca nocturnanu TapretHure cTofHOCTH Ha
KpBbBHO Hasisrade <140/90 mm Hg. Bucoko puckosuTe naumeHTH, kato Te3u ¢ auabet wnu 6u0peyHa
bonect e TpAOBaIO a AOCTHTHAT NMO-HUCKH CTOMHOCTH, 3a Ia Ce NpHeMe Ye ¢a KOHTposMpati. Kato
LAN0, JOKIAABAHUTE CTPAHMYHH edeKTH ca OMNIY MUHUMANHU U NO00HH IO YeCTOoTa B JBETE
TepanesTHYHU cTpateruy. Ilpy nauuenT 6e3 3axapeH quabeT B HAYAIOTO Ha MPOYYBAHETO,
HOBOOTKPHTHUAT AMArHOCTHLIMpaAH auabeT € OMn ¢ mo-HHUCKA YecToTa B rpynarta Ha pepanaMui SR B
cpaBHeHHe ¢ rpynara Ha areHonon (7,0% cnpamo 8,2%, hazard ratio 0,85, p <0,01).

IIpoyysanus npu nayuenmu c xunepmonus u ouabemna nedhponamus

JBe ronemMu paHaOMH3KMpaHu KoHTpoaupaHy npoyusadHus — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Texyimio rno6anHo HanuTBaHe 3a KpaiHH TOYKH
Ha TEJIMUCAPTAH, CAMOCTOATEHO U B koMOHHauus ¢ paMunpuin) 4 VA NEPHRON-D (Knunuuso
MpoyYBaHE CBHP3AHO C pasBUTHE HA HedponaTus npu auaber, npopeAeHO 0T MHHHCTEPCTBO NO
BBIIPOCHTE HA BETEPAHUTE) — NpoyyBaT ynorpedara Ha koMouHauuara ot ACE-uHXHOUTOD U
aHrHOTEH3uH ll-peuenroped Onokep.

ONTARGET e npoyuBane, npoBeAeHO NPH NaLlu#eHTH ¢ aHAMHE3a 3a CHP/AEYHO-CBAOBA HIIH
MO3BYHOCBHA0BA OOECT, WM 3axapeH Auaber Tun 2, NpuApPyKEHHU C JaHHU 38 yBpexAaHe Ha e(eKTOPHH
opraid. VA NEPHRON-D e npoyusaHe nipd nanmeHTH ¢he 3axapes auadet Tin 2 ¥ auabeTHa

HedponaTus.
Te3u npoyyBaHHMA He MOKA3BAT 3HAYMM OJ1aronpHATEH eekT BbpXY ObOpeUHHTE W/HIH ChpPAEHHO-

CbAOBUTE MOCAEAULIM U CMBPTHOCT, KATO ChLIEBPEMEHHO c& HabMIoxaBaHH NTOBULLIEH PUCK OT
XHANEPKATHEMHS, OCTPO YBpexaaHe Ha Ob0penure H/WIH XHIOTOHHUA B CPaBHEHHE C MOHOTEPAIHATA.
Kato ce HMaT npeaABul CXOAHUTE UM (papMaKOIHHAMMYHM CBOMCTBA, T€3H PE3Y/ITATH Ca MPHJIOHHMH U 33
Apyrd ACE-UHXHOHTOPH ¥ aHrHoTeH3MH lI-peuenTopHu 6nokepH.

ACE-vuxuburopu v aurvorensut ll-peuentopHn 61okepu cinegoBarenHo He TpaOBa na ¢e U3NOI3BAT
eJHOBpEMEHHO IpH NalHeHTH ¢ AuabeTHa HedponaTHs.

IIpoyusarnua npu nayuenmu ¢ xunepmonua u ouabem mun 2 uru 6vopeuno yspeocoane (GFR) < 60
mi/min/1,73m?)

ALTITUDE (Knuau4Ho npoy4usaHe MMPOBEASHO ¢ aNUCKHPEH NPH NMALMEHTH CBC 3aXapeH auadeT Tvn 2 ¢
M3MON3BaHe Ha ChpPACYHO-CHIOBH H OB0pedHH 3abonaBaHna KaTo KpaliHH TOYKH) € NpoyyvBaHe,
NnpelHa3Ha4YeHO Jla u3cieBa non3ara oT Jo0aBAHETO Ha AIMCKAPEH KbM cTaHAapTHA Tepanua ¢ ACE
UHXUOUTOD MK aHruoreH3uH Il-peuenropeH Gnokep nNpy NalHEHTH CbC 3aXapeH AHabeTr Tvn
XpoHH4HO 6BOpeyHo 3abongBane, chpaeuHO-cBAOBO 3a0onaBaHe wiu u asere. [Ipoyur: 44"4 Rus
MPEKPATEHO NPEKACBPEMEHHO ITOPAAH MOBULLEH PUCK OT HEBNAronpuATHH NoCJeaH / re
CBAOBATA CMBPT, TAKA H MHCYJITHT Ca MO-YECTH B IPYNaTa Ha aATUMCKHPEH, OTKOJIKOTY B ¢ |
rutauefo, a NpeACTaBIIBAILKMTE MHTEPEC HEXENaHH ChOMTHS B CEPHO3HH HExKeTaHU FED Y I
(XHnepkanueMus, XUNOTOHUA U OBOpedHa AUCHYHKIMA) ce ChOOIABAT NO-HECTO B {PYATL

aJIMCKHUPEH, OTKOJIKOTO B rpymnara Ha nmnauebo. ﬂd:; -

no ,

-..‘l
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5.2 DapMAKOKHHETHYHH cBolicTBA

Tapka

Tri kaTO HAMA H3BECTHU KHHETUYHH B3AUMOAEHCTBHA MEXIY BEpanaMui ¥ TpaHAONanpPHI WiIH
TpaHaoaanpunar, KHHeTHYHUTE NapaMeTpy HA JBETE JEKAPCTBA MO OTAEMHO C& OTHACAT H 3a
KOMOMHHpaHHUA NPOAYKT.

Bepanamun

BepanamMuinos XxuApOXnNOpHA € paleMH4HA CMEC, ChCTOALLA Ce OT paBHM YacTH R-eHaHTHOMED W S-
eHaHTHOoMep. Bepanamun ce Metabonusupa ekcreHznsHo. Hopeepanamun e eaut ot 12 Merabonura
uaeHTUHLMpaHy B ypuHaTa, uMa 10 go 20% ot dapMaxosoruyHaTa akTHBHOCT Ha BepanaMui H
npencrapiasa 6% OT eKCKPETHPAHOTO NekapcTBO. [11a3MeHNUTE KOHLEHTPAlIMH HA PaBHOBECHOTO
CECTOAHHE HA HOpBEpANaMHI M BepanaMui ¢a cX0AHU. PABHOBECHOTO ChCTOSHHE Clie/l MHOXKECTBEHO
NO3HpaHe BeAHEXK AHEBHO Ce JOCTUra Clejl TPH 0 YETHPH OHH.

Abcopbiiua
[lToeeue ot 90% oT nepopanHo npHeraTa A03a Bepanamun ce abcopbdbupa B ThHKMTE HepBa. CpeaHaTa

CHCTEMHA OHMOHATMMHOCT HA HEMPOMEHEHOTO BEIIECTBO Cliel €AWHHYHA o34 € 22%, nopaay
€KCTEH3MBHOTO OTAENSHE MPH NBPROTC NpEeMUHABAHE Mpe3 YepHUua Apod. Cpeanata OHOHATMYHOCT cliefl
MHOTOKpAaTHO MPHIOKEHHE MOXe Aa ce MoBULIH 10 30%. CpeaHOTO BpeMe 3a JOCTUraHe Ha MHKOBA
M1a3sMEHa KOHUEHTpauus € oT 4 go 15 uyaca. [Iukopara nnazMeHa KOHUEHTpALHA HA HOpBepanamH ce
BOCTHra 3a okono 5 fo 15 yaca cnen nosara. XpaHara He NOBAHAABAa OCHOHATMYHOCTTA Ha BepanaMul.

PasznpeneneHue
BepanaMun uMa LIMPOKO pasnpeaeneHHUe B TEJIECHUTE ThKAHU, KaTo 06eMbT Ha pasnpeae/ieHHe BapHpa

1,8 - 6,8 /kg. npu 3apasu nua. CRbp3BAHETO HA BepanaMul ¢ [L1a3MEHHTE NIPOTEHHH € 0Kono 90%.

buotpancdopmalius
Bepanamun ce merabonu3upa eKCTEH3UBHO. /n vitro MeTabONKUTHH NPOYYBaHUA TIOKA3BAT, Y€ BEPATaMHI

ce Metabonusupa ot iuToxpoM P450 CYP3A4, CYP1A2, CYP2CS8, CYP2C9 u CYP2CI18. Ilpu 3apasu
MBKE, OpaTHO NPHIOKEHUAT BEPAIaMWIOB XHAPOXJOPH NPETHPNABA €KCTEH3HBEH MeTa00IH3BM B
yepHusa gpob, kato ca uaeHTUdUuUMparu 12 metabosura, NOBEYETO CAMO B HE3HAUHTENIHHM KOJTHYECTRA.
I'naBuuTe MeTaboONHUTH ca HOCHTUOULMPAHU KAaTO pasnuyHu N- n O-aeanKunvpaHy NPoAYyKTH Ha

BepanaMui. OT Te3H MeTabOAHUTH CaMO HOpPBEpaNaMHJI KMa HAKAKbB oce3aeM (hapMaKONOTHYEH e(eKT
(npubnuznrenno 20% OT TO3M HA POAUTENICKOTO BELIECTBO), KONUTO € HabnoAaBaH MpH MPOYYBAHE C

Ky4erTa.

ETUMHHHPAHE

CpeaHHsT eIMMHHAUMOHEH MOMYXKHBOT CJie[l MHOTOKPaTHO MPUIOXKEHHUE € oceM Yaca. [Ipubnusutento
50% ot npunokeHara 1o3a ce enMMUHHpa npe3 Ob0peunTe 3a 24 yaca, 70% xo et auu. Ho 16% ot
J03aTa ce eKCKpeTHpa B HanpaxHeHuaTa. Okono 3 ao 4% ot 6B0pevYHO eKCKpeTUPAHOTO EKAPCTRO Ce
EKCKPeTHpPa KaTO HENPOMEHEHO NexapcTBO. OOMAT KIMPBLHC Ha BepanaMHii € MOYTH TOJNKOBAa BUCOK,
KONKOTO uepHOApobGHUA KpbBOTOK, mpubausurento 1 I/h/kg (obxsar: 0,7 — 1,3 I/h/kg).

CrneuuanHy nonynaumu

Ileouampuuna nonyiayus
Hanuuxata HHGOpMaLIKA 3a papMaKOKMHETHKATA FpH NEeANATPUYHATA MOMyalusa e orpaH1uena, Cnen
BEHO3HO JO3UpaHe CPEeIHHUAT NONYKUBOT Ha BepanaMui € 9,17 yaca ¥ cpeAHUAT KIUPBHC ¢ 384,
aokaro To# e okoo 70 L'h npu 70-kg Bp3pacteH yosek. [InazsmMenuTe KoHLieHTpanuu ;. S DRIORE
CBhCTOAHHE H3ITEXAAT MAJIKO NO-HUCKH MPH [1€AHaTPUYHATA NOIyJIaLMA cael opanHgyneIhpdiic
CpaBHEHMe ¢ Te3u HaOMOAaBaAHMU NPH BB3PACTHH. '
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Cmapuecka eb3pacm

CrapeeHeTo MOXe J1a NOBAKAE HA (PapMaKOKHHETHKATA Ha BEPANaMKJI, KOHTO ce JaBa Ha NALHEHTH C
XUNIEPTOHUA. ENMMUHALIMOHHHMAT NONY>XXKBOT MOXe Jia Obae yAb/DKEH NMPY NALMEHTH B CTapyecka
BB3PACT. 32 aHTHXMIIEPTEHIUBHHUA eQEKT HA BEpanaMmi € YCTRHOBEHO, He HE € CBBhp3aH ¢ BB3pacTTa.

bvbpeuna neoocmamvyrnocm

HapymeHnara 6u0peuna gyHkuus HaMa edekT BbpXY hapMaKOKHMHETHKATA Ha BEparaMui, KaKkTo €
[MOK&3aHO B CPaBHHUTEIHH NPOYYBaHUA NPY NauHeHTH ¢ 6b0pedHa HeJoCTATBYHOCT B KpaeH CTaZiuil M NpH
JHLA Cbe 3paBu ObOpeun. Bepanamun U HopBepanamul He c€ NpeMaxBaT 3HAUHTENTHO Ype3
XeMoaKanyula.

Heproopobra nedocmamvyHocm

bHoHANHYHOCTTA H €TMMHHALIHOHHUAT MOJY)KHBOT HA BepanaMuJl ca NMOBULLUEHH MPH NMALMEHTH ¢
yepHoApoDOHa LiMpo3a. Bee nak KMHETHKATa Ha Bepanamil € HENMPOMEHEHA NMPH MaLMEHTH ¢
KOMIIEHCHpaHa YepHOAPOOHa AUCOYHKLMA.

Tpandonanpun

Tpangonanpuwi e npeKypcop Y ¢e XUApONAU3upa A0 aKTHBHUA AMaLUUACH MeTaboJIuT, TpaH10J1anpuar.
[Ipn MHOMECTBEHO A03HpaHE HA TPaHAOIANPKUII, PABHOBECHOTO ChCTOSHUE HAa TPAaHAOIANPHIAT ce
JIOCTHTa 3a OKONIO YETHPH AHH, KAKTO NPH 3paBH J0OPOBOLIH, TaKa ¥ IPH MNaay WIH NALMEHTH B
CTapyecka Bb3PacT ¢ XHMEePTOHMS.

Abcopbiins

Cnea nepopajiHO NpWIOXKEHHUE, TpaHaonanpui ce abcopbupa Muoro 6sp30. MakcHManHara nnasmena
KOHLIEHTpALMs Ha TPAHIOJAIPHI ce JOCTHra OKoJjio 1 vac ciea nepopanHua rpueM. AbcomorHara
OMOHAIMYHOCT Ha TpaHaonanpun e okoao 10%.

CTOHHOCTHTE Ha MEAHAHHHTE NHKOBH IUIa3MEeHH KOHLICHTPALMH Ha TPAaHAONANPHIAT ce JOCTHraT ciieq 3
no 8 yaca. AbcontorHaTa SHOHANTHYHOCT Ha TPAHAOJATIPHIIAT ClIEA 4033 TpaHAoaanpul € okono 13%.
XpaHata He noBnuaABa Cpax WM AUC Ha Tpanzonarnpunar,

Pasnpenenexue
CpBp3BaHeTO Ha TPAHAONANPHI C MIa3MEHHUTE NMPOTEHHH € okoJio 80% U e He3aBHCHMO OT

KOHLieHTpaLuaTa, O6eMbT Ha paznpeacseHUe Ha TpaHaonanpun e okono 18 surpa. CBbp3BaHETO Ha
TPaHAOJIANIPHIIAT € IUTA3MEHHTE MMPOTEUHU € 3aBHCUMO OT KOHLIEHTpauuaTa U Bapupa oT 65% npu 1 000
ng/ml no 94% npu 0,1 ng/ml, xoero nokaszsa HacuillaHe HA CRLP3BAHETO C YBE/IMMaBaHe Ha

KOHLCHTPALHUATA.

buoTtpancdopmaiius
Tpanaonanpun ce XMAPONH3UpPa OT €cTepasH A0 aKTHREH AuallMieH MeTabo/IHT, TpaHIONANPIIAT,

EnuMHHKpaHE

I1pu 3apasu 1oOpoBOALIM TPaHAONANPHUI C€ €TMMHHUPa 6BP30 OT IU1a3MaTa ChC CPEIEH NOTYXKUBOT [1O-
ManbK oT 1 yac. [Ipy MHOrokpaTHH 203U Ha TpaHAONaNPU, PABHOBECHOTO ChCTOAHME HA
TPaHAOJIaTIpUNAT ce AOCTHTra 3a 4 AHHW NpH 3ApaBH A00POBOJILIM, NPH MJIAAN H XMINIEPTOHULIA B CTapyecka
Bb3pacT. B paBHOBECHO ChCTOAHME, €HEKTUBHHUAT MOAYKHBOT Ha TpaHAONANPWIAT € Mexay 15 1 23
yaca, BKIIIOYBALL Maika Qpakuus OT NMPUJIOKEHOTO JIEKAPCTBO, BEPOATHO CBBHP3aHA ¢ IUIA3MEHHA U
ThkaHHuA ACE.

ypuHara (<0,3%). Obluure rwasMeHd KIHPHHCH Ha TPaHAOJANPWI U TPaHAOAAND
MpUONHU3UTENHO 2 Mg HHTPABEHO3HHU AO3M €a CHLOTBETHO OKOJIC 52 1MTpa 38 Yac U ‘ FUHAD e
bsOpeuHHaAT KMUPBLHC HA TpaHacnanpuiaT Bapupa oT 0,15-4 autpa 3a yac, B 3aBUCHMOACT-DFEbFEA’ ;
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Crneuuansy nonyjaatuu

IleQuampuuna nonyrayus
(DapmakoxkMHeTHKaTa Ha TPAHAOMNANIPUN HE € ONpeAec/IsHa MPpHY NaUuUeHTH noA 18 roauiluHa Be3pacT.

Cmapuecka ev3pacm u non

dDapMakokMHETHKATA Ha Tpagaonanpwi € Ouna 3cnensaHa Npy NalMEHTH B cTapuecka Bh3pacT (Haj 65
roAWHH) K NpH ABaTa nosa. [Ipyu naumeHTH B cTapyecka BB3pPacT ¢ XMNEPTOHHA IUIa3MeHaTa
KOHLECHTpaLHs Ha TPAHIONANPHI € YBEIHYEHA, HO [U1a3MEHATA KOHLIEHTPalUMs Ha TpaHaoIanpuiaT 1
HHXMOHUMATE Ha akTHBHOCTTa Ha ACE e nono6Ha Ha Ta3u npu Mnaay XHOEPTOHHLIM.
(dapMakOKMHETHKATa Ha TPAHIONANPWI ¥ TPAaHZOAANPUIAT H HHXHOMLUATA Ha akTUBHOCTTA Ha ACE ca
nofoGHM ¥ NPH ABATA 11014 MALMEHTH C XHIEPTOHNA B CTAPYECKA BHIPACT.

Paca
He ca ouieHsBaHH pa3jiHKk4 BbB papMaKOKMHETHKATA MPH Pa3IMUYHH PacH.

bvbpeuna nedocmamuvunocm |

CpaBHEHU C Te3M NPH 3APABH JIHLIA, IA3MEHUTE KOHUCHTPALIMK Ha TPAHAONAMPWI H TPAHAONANPHIIAT Ca
NPUONUSUTENHO 2 MHTU NO-BHCOKU M 6bOpEYHUAT KIHMPBHC € HaMalleH ¢ 0koJ10 85% mpH nalHeHTH ¢
KPETHHHHOB KAHPBHC oA 30 ml/min u npu nauuenTy Ha Xemoaunanu3a. [Ipenoprusa ce kopuripaHe Ha
ao3ata npu ObOpeyHO yBpeaAeHH MalueHTH.

Ueprodpobua nedocmamvunocm

ITpu nepopanHo NpUNCKEHUE MPU NALMEHTH C JIeka 10 yMEPEHa AJIKOXOJHA LIMpo3a, IUIa3MEHUTE
KOHLUCHTpALMH Ha TPaHAONANpPUI U TpaHAoNanpuaaT ca OUIU CbOTBETHO 9 ITETH U 2 MBTH MO-BUCOKH
OTKOJNKOTO NpH 37paBy, HO HHXUOULIMATA Ha akTUBHOCTTa HA ACE He € Ouna noenusaHa. ITo-HuckU qo3m
TpsAOBa Ja ce UMaT NpeaBHA NPH NaLMEHTH ¢ YepHOAPOOHA HEOCTATEUHOCT.

3.3 IIpeaxkJIHHHYHH JAHHH 32 OezonacHoCT

O6uuaiiHy TOKCHYHH eeKTH NMPH XKUBOTHHU ca HABIIOAaBaHK CaMO NIPH NPUICKEHHETO HA JO3M,
MPEeBHILABALIM B 3HAUMTEJIHA CTENEH MAKCUMATHHTE A03U NMPU YOBEKA, KOECTO NPaBU npeHeOpeknumo
MAaJIKa BEPOATHOCTTA 34 HAJIMYHETO HA Oe3MOKOHCTRO MO OTHOLIECHKE HA 6e30MacHoCTTAa.
['eHOTOKCHYHHTE U3CIECABAHHA HEe MOKA3BAT HATMYHETO HA CNELHATIEH PUCK NMPH Xopa.

ITpoyuBaHusATa NpPU )KUBOTHH NOKa3BaT, ye Npu ACE-HHXHOUTOpHTE € Hanuile TeHASHLMA KbM NoABaTa
Ha HeXkeJlaH eQEKT BhPXY KECHOTO PAa3BHTHE HA IUIOAA, BOAEL 10 eTanHa CMBPT H BPOAEHH aHOMAaJIHH,
ocobeno B obsactra Ha dyepena. CmsAra ce, 4e Te3W aHOMaJIMH ce ZBJDKAT OTHACTH Ha papMakosiordudaTa
AKTUBHOCT HA aKTUBHUTE BELLIECTBA M MOXKe Ja ca CBbp3aHH ¢ npuiuHeHHs oT ACE-uuxuburopu
OJIMTOXHAPaMHHOH.

6. ®APMAIEBTHYHU JAHHH

6.1 CnoHuchbk HA TOMOLIHHTE BENleCTBA

Tpaxzonanpuia coi.

[lapeBHUYHO HHILECTE

JlaKkT03a MOROXHMIPAT

[TosupoH (K 25)

Xunpomeno3sa (tun 2910, Buckosuter 6 mPass)
Harpues creapun ¢pymapart |

[IpeyncreHa Boaa (He € HATHYHA B KpaitHUs MPOAYKT)
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BepanaMunoB XHIPOXJIOpUA CIOHU:

MukpokpucTaTHA Ley/03a

Harpues anruHar

[TosuooH (K 30)

Eranon, 6e3soaeH (He e HanuueH B KpaiHHA IPOOYKT)
Marunesnes creapar

[Ipeuucrena soga

CoeTaB Ha ChH.IIMUBOTO [TIOKPHTHC

Xunpomesnosa (tun 2910, BuckozureT 6 mPass)
Xunpomeno3za (tun 2910, Bucko3uteT 15 mPass)
XHIOPOKCUIIpONUILENyN03a (BUCKO3UTET 7 mPass)
Makporo:na 400

Makporon 6000

Tank

CvnHuHeB AHOKCH, KonouaeH 0e3BoaeH
Hatpues qoky3at

TuraHoB auokcua, E 171

XKeneszen okcua, uepeeH E172

XenezeH okcua, XuaT E172

XeneseH okeua, yepeH E172

[IpeuynrcreHa Boga (He € HANUYHA B KpaifHUA MPOAYKT)

6.2 HecnBMecTHMOCTH

Henpuiioxumo.

6.3 Cpox Ha roaHOCT

3 rOOHHH

6.4 Cneunainu ycJI0BHA HA ChXpAHeHue
Ja ce cbxpaHsBa npu Temneparypa nog 25°C.
6.5 Bua u ¢cbAbLPXKAHUE HA ONAKOBKATA

Tabnerkure ca nocrasenu B npospaynu, 6esupetHn PVC/PVDC-anymunuii 6nuctep.
EnHa onakoBka cpaspxa 28, 56 win 98 tabneTku ¢ uaMeHeHo ocBoboKAaBaHe.

He BcHuku BHIOBE OMaKOBKU MOTAT Aa Objat MycHaTH B ipoaaxoa.

6.6 Crneunanny npeina3Hd MEpKH NPH H3IXBbLPJIAHE

Hsama cneupasiHy H3IUCKBaHUA.

7. IIPUTEXKATEJ HA PAJPEINIEHHETO 3A YIIOTPEBA

Maiinan EOOJ]

Oduc crpana ,,.Cepauka odpucu™
Oyn. CurHakoso Ne 48, er. 7
1505 Codus

buarapus
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8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

20090543

9. JATA HA ITbPBO PA3PEIIABAHE/MIOAHOBSABAHE HA PA3PEIIEHHMETO 3A
YIIOTPEBA

Jlata Ha mbpBO paspewasane: 01 gekemepu 2009 r.
JlaTa Ha nocneaHo nogHoBsBaHe: 09 mapt 2015 .

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA

11/2024
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