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1. UME HA JIEKAPCTBEHMUWS ITPOAYKT

Tapka 240 mg/4 mg TabieTKH ¢ U3MEHEHO 0CBOOOK/1aBaHe
Tarka 240 mg/4 mg modified-release tablets

2 KAYECTBEH U KOJIHMMECTBEH CbCTAB

Bceska aBycioiHa Tabsierka ¢ U3MeHeHO 0CcBOOOKAaBaHe Ch/IbprKa ChbOTBETHO:
BepanamunoB xuapoxinopua (verapamil hydrochloride) 240 mg v tpanponanpun (trandolapril) 4 mg

[ToMmoLHH BellleCTBA € U3BECTHO JCHCTBHE:
Bcesika aByciiolHa TabieTka ¢ u3aMeHeHO ocBoOoOK1aBaHe cbabpka 110,37 mg nakro3a MOHOXH/IpAT.

Bcesika aBycnolHa Tabinerka ¢ UsMeHeHO ocBOOOkK1aBaHe Chabprka 37,3 mg HaTpHH.

3a MbJIHUA CITUMCBK Ha MOMOLLHHUTE BELIleCTBA BUXKTE TOUKA 0.1,

3. JJEKAPCTBEHA ®OPMA
TabseTka ¢ U3BMEHEHO OCBODOK/1aBaHEe

Tapka 240 mg/4 mg TabsieTku ¢ U3MEHEHO OCBOOOXk/1aBaHe, Ka(sBO-UYEpBEHH Ha LIBAT, C OBajiHa hopma,
rpaBMpaHu ¢ ‘244° ot eHarTa cTpaHa.

4, KJIUHUYHU JAHHU

4.1 TepaneBTHYHH NOKa3aHHS

Tapka e noka3saH 3a JieyeHHe Ha eCeHLMa/IHA XMUNIEPTOHUS NPH NALMEHTH, YUETO KPbBHO HaJISraHe €
HOPMAaJIM3MPaHO C OTAEJHUTE AKTHUBHH BELLIECTBA B CHLIOTO OTHOLLIEHHE Ha 103H WK MPH NallUEHTH,
YHETO KPBbBHO HaJIAraHe He € a/IeKBaTHO KOHTPOJIMPAHO € TPAH/10/1aNpHIl MK BepanamMui MOHOTEPAIHS.
4.2 JlO3HpOBKAa H HAYHH HA NPHJIOKEHHE

3a nepopasHo MpHI0KEHHE,

Bb3pacTHU NALIUEHTH:
OOunyaiHaTa 103UpOBKa € e/iHa TabJieTKa AHEBHO.

CneumaiHy nony.aluu

lleouampuuna nonyrayus
be3onacHocTTa M epekTUBHOCTTA HA Tapka npu aeua v OHOLLIM Bee ollle He e yctaHoBeHa. Clie10BaTe/IHO
ynorpedara He ce npenopbyBa B Ta3u Bb3pacToBa rpyra.

llayuenmu 6 cmapuecka év3pacm

Tapka e npoy4BaH npu orpaHMyeH OpOH NaLMEHTH B CTapyecKa Bb3pacT ¢ XUMEPTO
(DapMaKOKHHETHYHHUTE JaHHHW NOKa3BaT, Y€ CUCTEMHAaTa OMOHATUYHOCT MNPH Mnalue
BB3pACT € M10-BUCOKA B CPaBHEHHUE C Ta3M MpPH Mo-MJIaaUTe XUNEPTOHULIK. Hakou

Bb3PAaCT MOJXKE /1a MPOABAT MO-U3sBEH e(deKT Ha HaMaJIiBaHE HAa KPbBHOTO HanAra
(Bxk. Toukn 4.3,44,45u35.1).




HayuH Ha npUioKEHHe
Tabnerkure TpsabBa aa ObAAT NOrbaHATH LENH, HAR-A00pE CYTPHH C BOAA U CJIe] HAXPaHBaHe.,

4.3 IIpoTHBONOKA3ZAHNS

TﬂpI{ﬂ C [IPOTHBONOKA3aHa [IPpH.

. CBpBXYYBCTBHTENIHOCT KbM aKTUBHHUTE BELLECTBA UMW HAKOE OT NIOMOLIIHWTE BelllecTBa H30poeHH B
Touka 6.1

* Ynorpeba npu peua v roHowH (<18 roauHH)

. [MTauveHTH, KOUTO ENHOBPEMEHHO CE NEKYBAT C MHTPABEHO3€H [-aApeHOpeLenTOpeEH aHTArOHHCT

(N0 M3KNIOYEHHE B MHTEH3IUBHO OT/IE/IEHHE)

[lopa/id aKTHBHOTO BELIECTBO BEPANaMWIOB XHAPOXJIOpKA, Tapka e MpoTURONOKA3aHA NpPH!

. KapavoreHeH 1ok

. AV-6nok Il nam III crenen (¢ uaknroueHue nNpy NauMeHTH ¢ GYHKLUHOHHUpALL H3KYCTBEH
MEUCMEHKDP)

. CHHIpOM Ha 6ONHHUA CHHYCOB Bb3en (C HIKIKOUEHUE HA NAUKEHTH C PYHKLIMOKUPAILL
M3KYCTBEH NEHCMerKbp)

. CobpaecyHa HeAOCTATBYHOCT ¢ HAMANEHa (hpakLMs Ha U3TNIAaCKBaHe Mo-HucKa oT 35% u/unu
b6enoapobHo BknuHeHO Handrane Haa 20 mmHg

. [IpeacrpaHo MbxaeHe/TpenTeHe, NpU HAJIMYKUE HA JONMBIHHTENCH NPOBOAEH NbT (Hanp.

WPW-cunnpom, Lown-Ganong-Levine cuiapom). Te3u nauleHTH ca W30KeHY Ha PUCK OT
pa3BMTHE HA KAMEPHa TaXHMAPUTMHA BIUTIOHHTENHO KAMEPHO MBXKIEHE, aKO Ce NPUJIOXKH
BEpanaMmuiIoB XHMAPOXIOPHI

. KomOunHauus ¢ upabpanvn (Bx. Touka 4.5 “B3zaumoaeiicTBHe ¢ Apyry neKapcTBEHK NPOAYKTH U
APYrH GOPMH Ha B3aUMOAEHCTBHE”)

ﬂopaﬂu AKTHBHOTO BCLUCCTBO TpaH4OJIanNpui, Tapxa C NMIPOTHBONOKA3aHa INpPH.

. AHaMHe32 3a aHrvoeneM, cebp3aH ¢ NpunoxxeHueTo Ha ACE-unxuburop

. HacneacTseH/manonaTtnyeH aHruoeaem

* BTopu ¥ TpeTH TpuMecTbp Ha OpeMeHHocTTa (BMakTe TouKa 4.4 “Cneunaniu npeaynpexxaeHus u
Mpeana3sHi Mepky npu ynotpeda” v Touka 4.6 “DepTunureT, 5peMEHHOCT H KbpMEHe™)

¢ Texko ObOpeuHo yBpexaaHe (KpeaTHHUHOB KAupbHe < 30 ml/min)

. Junanusa

. EaHoBpemenHarTa ynotpeba Ha Tapka ¢ aTUCKMpeH—CbAbpKalLY NE€KapCTBEHH NPOAYKTH €

MPOTHBONOKAa3aHa NpH NalMeHTH cbe 3axapeH avadeT wian 6u6peuno yspexxpane (GFR < 60
ml/min/1,73m?) (Bx. Touxu 4.5 ,BzanMoaeiicTBue ¢ Apyry JieKapCTBEHH NIPOAYKTH U APYrH
dopMy Ha BranMoncHceTeue” 1 5.1 ,,PapmakognHaMHYHU cBOCTRA")

. YepHoapobua unpo3sa ¢ acuur
. EnnoBpemenna ynorpeba cbe cakybuTpun/sancapran. Tapka He TpaOBa na ce 3aro4Ba no-paHo
oT 36 yaca cnen nocneaHara ao03a cakyburpui/sancapran (Bx. Touku 4.4 u 4.5).

4.4 CnennajHy npexynpexacHus H NpelnazHd MepKH IIpH ynorTpeda
Hopaou axmugromo eewjecmso mpandoranpui, creoHume npedynpedxcoenus ce omuacam za Tapka.

AHruoenem
Tpanaonanpun Moxe aa NPUUYUHU AHIFHOEEM, KOETO BKIIIOMBA NMOAYBAHE Ha JIMUETO, KPaHHK

TpAOBa Ja ce HMa NpeJBHA NPH MAUKUEHTH HA JICUCHHUE C TPaHA0NANPUII, KOUTO
(¢ unKn 6€3 raacHe WK NOBpbLLAHE).



[launenTH C aHrHOHEBPOTHUEH OTOK TPAOBA HE3abaBHO Aa MPEYCTAHORAT TEPANMUATA C TPAHIOAAMNPHI H
na 6baat HabnnaBaHU AO OT3IBY4aBaHe HA OTOXKa.

AHTAOHEBPOTHYEH OTOK Ha MLETO OOMKHOBEHO OT3BYUYaBa CNOHTAHKHO. OTOK HE caMO Ha NHLUETO, HO M
Ha rnoTUca MoXKe Ja Obje XKHBOTO-3acTpallaBaly Nnopaan PUCKa OT 3alyLlBaHe HA JUXATEJIHUTE MbTHLLA.
AHrHOHEBPOTHUYEH OTOK Ha €3MKA, FIOTHCA UK NapyHKca Hanara He3abaBHO NOAKOXHO NpUaraHe Ha
0,3-0,5 ml pasreop va agpenanuH (1:1 000) 3aeaHo ¢ Apyru TepaneBTHYHHU MEPKH, KOUTO €a MOAXOAALIH.

CounbreTBallata ynorpeda Ha ACE nuxubutopH cbe cakybuTpmil/Bancaprad € NpoTHBONOKa3aHa nopaaH
MOBHILECHHMA PUCK OT aHrunoeaem. Jleuenune ¢b cakyOUTPUI/ BancaprtaH He TpaGBa na ce 3anousa No-paHo
oT 36 4aca cineq nociieaHaTa Ao3a TpaHaonarnpun. JleueHue ¢ Tpanaoaanpua He TpadBa a ce 3ano4Ba Io-
paHo OT 36 uyaca cnej nocieaHaTta A03a cakyOuTpua/BancapraH (BXx. Touku 4.3 n 4.5).

ConererBawara ynorpeda Ha ACE nuxnburopu c pauexanotpui, mTOR nuxuburopu (nanp.
CHPOJIUMYC, €BEPOTTUMYC, TEMCHPOJIMMYC) ¥ BUIAAMTMNTHH MOXKE 1a JOBEAE A0 NOBHUIUEH PUCK OT
aHrHoeaeM (Harfp. OTOK Ha AUXATENTHUTE MbTHLIA WK €3MKa, CbC HITK 0€3 HapylleHne Ha AvluaHeTo) (BXK.
Touka 4.5). HeobxoaumMo € aa ce noaxoau ¢ NOBHULUIEHO BHUMAHHE, KOTaTO Ce 3alouBa JEeUYeHHE C
pauekanotpun, mTOR uHxubuTOopH (Hanp. CUPOAUMYC, EBEPOTIUMYC, TEMCHPOJIUMYC) H BUIAArNHNTHH
Npy NauyeHT, KOUTo Beue npuema ACE uHxuburop.

[latMeHTH ¢ pEHOBACKYNaPHA XHUITEPTOHUS

ACE-uHxuburopuTte Morat Aa ObaaT H3N0A3BaHK 40 MNPUIATaHe HAa NPOLIEAYPA 34 UINEKYBaHE Ha
peHOBACKynapHaTa XHIIEPTOHHS WY B Clly4aH, 4€ NpoUeypaTa He MOXe aa Obae n3BbplieHa. PUCKBT oT
TEKKa apTEepHaTHa XHITOTOHUA K OBOpeyHa HeJOCTATBHHOCT € YBENUUYEH, KOraTO (TALMEHTH C
npeallecTBallia €1HOCTPAHHA WM ABYCTpaHHA CTEHO32a Ha ObOpeuHaTa apTepud ca Ha Ttepanua ¢ ACE-
HHXHOUTOPHU. JIHypeTULMTE MOXKE Na YBEIHYAT PUCKA JOTTBAHUTENHO. BKOUMTENHO N1py Manky
NPOMEHN B CEPYMHH KPEATUHUH MOXe 1a UMa 3aryba Ha ObOpeyHa pyHKLMA JOpH NPH MALHUEHTH C
€IHOCTpaHHa CTeHO3a Ha ObOpeuHarTa aprepus. [1pu Te3n naumueHTH NieueHreTo TpadBa aa 6bae
3aMOYHATO C HUCKH 103K, C FIOCTENEHHO TUTPUPAHE Ha 103aTa B OOMHWYHM YCTOBHSA NOA NOCTOAHHO
MeAWLMHCKO Habmonenue. JlnypetuuHara Tepanusa TpaOBa na 6bae cnpsHa U 1a ce MOHUTOPMPAT B
HaYaTHUTE CEAMHUM Ha JeueHUeTo ObOpeuHaTa GyHKUMA H CEPYMHUA KAHiA.

buOpeuHo yBpexxaaHe

[Ipy nauueHTH ¢ KpeaTUHUMHOB KIUPBHC Noa 30 ml/min MoXxe 1a ce HaOXKKU HAMaNABaHe Ha J03aTa Ha
TpaHaonanpun. OUeHKaTa Ha NALWEHTH C XHNIEPTOHUS TpA0Ba BUHATH [1a BKIKOUBA OLIEHKA Ha
ObOpeyHaTa pyHKkuUM,

[lpy naumenTy ¢ 6bOpeuHa HEZOCTATBYHOCT, 3aCTONHA ChpAEUYHA HEAOCTATLUHOCT WK ABYCTPAHHA
CTEHO3a Ha ObOpeuHaTa aprepus, MM €AHOCTPaHHA CTeHO3a Ha 6bOpevHaTa apTepHa NpH NMua ¢
€IHHCTREH QyHKLUHOHYMpa 6uOpek (Hanp. NaUMEHTH ¢ TpaHCNNaHTHpaH 6b6pek) ChLUECTBYBA PHCK OT
yBpexaaHe Ha OpOpeunaTta QyHkuUMA. [1pH HAKOW NALUMEHTH C XUMEPTOHMS, KOUTO ca §e3 BUAHMO
npeaxoxaaiuo 0u0peduno 3abonsasaHe, MoxXe J1a C€ TMOBHULLIW YPEATA B KPbBTA H CEPYMHUS KPEaTHHHH,
KoraTo TpaHaofanpyn ce npuemMa eAHOBPEMEHHO C ANYPETHK.

[TpoTeuHypus
[IpoTenHypHs MOXKE Aa ce NMosABH, 0CODEHO NpH NaLMEHTH ChC CHLUECTBYRALIO YBpeXAaHe Ha OnOpeyHaTa
GYHKUUA UIH NPH OTHOCHTENHO BUCOKH A03U Ha ACE-nuxuburtopu.

IBOHO ONOKUpaHE HA PeHUH-aHrMOTEeH3UH-anaA0cTepoHoBaTa cucTema (PAAC)

HimMa gaHuu, ye eqHospeMerHata ynotpeba Ha ACE-unxuburtopu, aurnorensuH Il-peuentopuu 6nokepu
WK aTMCKUPEH MOBULIIABA PUCKA OT XUNOTOHUA, XHUMEPKANUEMHUA U HaMaNABaHe Ha 036 -‘{;1('_11;:
¢yHKUHA (BKIIIOYHTENIHO ocTpa 0bOpeuna HepoctarbeHHOCT). [lopaan ToBa He ce RGP i:‘:! f
briokupane Ha PAAC upe3 koMOuHHpaHaTa ynotpeba Ha ACE-uHXubHTOpH, aHj
peUenTOpPHU DITOKEPH UK annckupeH (BX. ToukKn 4.5 u 5.1).

AKO ce NpeLeHH, He TepanuATa ¢ ABOHHO OnokupaHe e abconwTho HeobX0aH
caMO NoJ HabMiOAEHUETO Ha CEeLMANUCT U NPH HECTO BHUMATEIHO MOHUTOPHR
dYHKUHSA, ENIEKTPONHMTHTE H KPbBHOTO HaNfTaHe,




ACE-uHxuburopu v anruorensu ll-peuentopuu Onokepu He TpaOBa Aa ce HINO/3BAT €AHOBPEMEHHO
py nauneHTu ¢ 1nabeTHa Hedponatus.

CepyMeH Kanui

ACE uHXybHUTOpHTE MOraT aa nMpeaAU3BUKAT XUNEPKANUEMHUS, Thbid KATO MHXHOUpAT OCBOBOKAABAHETO Ha
anaocTepoH. EQekTsT 0OMKHOBEHO HE € 3HAYUTENECH NPU NallUeHTH C HopMasiHa 6b0peuHa QyHKUHA.
[Ipv naunenTy c HapylieHa ObOpeyuHa PyHKLMA 00aye /MY NPY NAUMEHTH, NpHEMallld XPaHHTENHH
A00aBKH, ChABPKALLH KM (BIUIIOUHTENHO 3aMECTUTE/H Ha CONTa), KATMH-CBXPaHABaLH JUYPETHLH,
TPUMETOMPUM KHJIH KOTPUMOKCA3OJI, M3BECTEH ChLIO KAaTO TPUMETONPUM/CYiaMeToOKCa30M, H 0CoBeHo
AHTATOHHUCTH HA AJIAOCTEPOHA UITH aHTHOTEH3HH-PELENTOPHHU ONOKEPH, MOKE J1a BbIHUKHE
xunepkanvemMus. Kajani-cexpaHsapalivTe AMYpeTHUM W AHTHOTEH3UH-pelenTopHUTe Gaokepy TpabOBa Aa
Ce NpUiarat BHUMAaTEeTHO MPH NauMeHTH, npreMain ACE nHxmOUMTOpH, KaTO CEpYMHHAT KaiMii 1
OLOpeunaTa pyHkuua Tpabsa na ce npocneasBar (Bx. Touka 4.5).

Kawnuxua
['lo Bpeme Ha neuenneTo ¢ ACE-nuxuburop Mmoxe aa ce rnosBu cyxa M HENPOAYKTHBHA KaulIMLA, KOATO
H34€3Ba Clie] NPEKpaTABaHE Ha TepanuaTa.

bpeMeHHOCT

Tepanua ¢ ACE-uuxnbdTopy He TpsOBa 1a ce 3anouBa no speme Ha OpemeHHocT. OcBeH ako
npoab/KasaHe Ha JiedeHneTo ¢ ACE-nHXxuOHUTOPY He ce cuMTa 3a KpaitHO HEODX0AHMO, TepanuaTa Ha
NALHEHTHTE, KOMTO NMJlaHUpaT 3adpeMeHsBaHE, TpAOBa Ja ce CMEHH C ANTEPHATHBHH AHTUXKIEPTEH3UBHH
IEKAPCTBEHH NPOAYKTH € A0Ka3aH npotun Ha Ge30nacHOCT npu ynotpeda no Bpeme Ha OpeMEeHHOCT.
I1pn ycraHoBasaHe Ha OpeMeHHOCT ieueHUETo ¢ ACE-naxuburtopu Tpabea 1a ce cnpe He3abaBHO U ako e
NOAXOAALLO 12 CE 3aMouHe anTepHaTeHa Teparua (Bx. Touka 4.3 “[lpoTueonokaszanusa’™ v Touka 4.6
“DepTHANTET, OPEMEHHOCT H KbpPMEHE™),

KbpmeHe
Ynorpebara Ha Tapka no Bpeme Ha KbpMeEHe He ce npenopbusa (BX. Touka 4.6 “deprunurer,
OpeMeHHOCT U KbpMeHe™).

CUMIITOMATUYHA XWTNIOTOHUA

[Ipn nauueHTH ¢ HeyCNOXKHEHA XHNEPTOHHA € HAOMIAaBaHa CHMITTOMATHYHA XUITOTOHHA Clej
HauaqHaTta [03a TPaHAoJanpui, KakTo U ¢ael NOBMLIABAHE HA Ao3aTa Ha TpaHaonaanpun. Toea € no-
BEPOATHO 14 HACTBHIH MPH NALUUEHTH, KOUTO ca C 00eMeH UK CONEBH Ae(ULIHT OT NPOABIKHTENHA
,uuypemqﬂa TEP&I'IHH, GFPHHH‘-IEHHE Ha COJITAd B AHCTAT4, NNALIMCHTH HA AHdAJIH34, C .ElHﬂpHﬂ HJIHA
nospbllane. Cliea0BaTENHO (IPH TE3W MALUMEHTH AUYPETHYHATa Tepanus TpsbOea na 6bae cnpsxa w
OOEMHMAT W/ UKW coneBy aePUUUT TpabBa aa ObAe KOpHUrHUpaH, NPEAU 3aNoYBaHe HA NIEYEHUE C
TpaHAOoAANpHUN.

ArpaHy/JJOUMTO3a M NOTUCKAHE HA KOCTHUSA MO3bK

[1pu naumeHTH, KouTO ca npruemanu ACE-uHxubutopu, ca Habnroaasati arpaHyJioLUTO3a U FIOTUCKaHE
Ha KOCTHHA MO3bK. M3rniexna puckbT 3a HEYTPONEHHUA € A030- U TUMTOBO-CBBbP3aH W 3aBUCH OT
KJIMHUYHHA CTATYC Ha nauMeHTa. Tesn peakuuu ca OMIY No-4eCTH NpH NauneHTH ¢ OpOpeuHo
yBpexaaHe, Hain-Beue npu 60AecTH Ha CheAMHUTENHATA ThkaH. Bbnpeku ToRa € He0OX0AUMO PEAOBHO
npocieassane Ha 6pos Ha OenuTe KPBBHHU KIETKH U HUBATa Ha DenThbka B YpUHATA NPH NALMEHTH CbC
CbAO0BA KOJAreHo3a (Hamnp. Nynyc epuTeEMAaTo3yC U CKIepoaepmMus), ocobeHO aKo Te3u 3abonaBaHus ca
CBBbP3aHH ¢ yBpeaeHa 6bOpeuHa QyHKUMS U ChbNBTCTBRALLA TEPANIHA C KOPTUKOCTEPOUIH M
aHTUMeTaboNMTH. ToBa cecTodHMe € obpaTimo cnea npexbesane Ha ACE-nHxubuTtopa.

AopTHa CTeHO03a/00CTPYKLUMA HA U3XOAAILUUA KPBbBEH NOTOK
Tpanaonanpun He TpaOBa na ce M3NON3BA NPX NAUMEHTH ¢ a0PTHA CTEHO3a UK 00¢
H3XOOALUIHA KPBBEH MOTOK.




YapeaeHa yepHoaApoOHa GyHKLMA
Toi kaTo TpaHAONaNpHU € NPEKYPCOp, KOUTO ce MeTabonu3npa 10 HErOBHA aKTHBEH MeTabOJIHT B

yepHHA 1pod, 0cobeHO BHMMaHUE U CTPUKTHO MOHUTOpHpaHe TpabBa ce npuara npu NaLHeHTH ¢
yBpeieHa yepHoapoOHa dyHKUMA.

Onepauunsg/AHecTe3us

[TpH nauneHTH NoAN0KEHHW Ha XUPYPrUuUuHa ONEpalns Uik Mo BpEME Ha AaHECTE3HKA C JIeKapcTBa
MPUUUHABALLA XUITOTOHHWA, TPAHOOMANPHIT MOXKE BTOPHUHO Aa Onokupa obpasyBaHeTo Ha aHrHoTeHuH Il
BTOPHYHO HA KOMIMEHCATOPHOTO 0CBOOOK1aBAHE HA PEHUH,

JlecencHOMNU3aLUA
AHaPUIaKTOMIHH peakLuH (B HAKOH Cy4au )HBOTO-3aCTpailiaBallli) MOXKE Aa CE€ Pa3BHAT NPH
nauHeHTH Ha neveHre ¢ ACE-HHXHOUTOp U eAHOBpEMEHHA JeCEHCHOKNU3ALHA CPellY dKHBOTHHCKH

OTPOBH.

LDL Adepesa
’KusoTo-3acTpaliasauln aHapuNakTOMAHU peakuuH ca nabnionasaHu npu naudedt Ha LDL-agepeaa,
KOUTO NpHeMaT no ¢bioto sBpeme ACE-uuxubutopu.

Iopaou axmusnomo eewgecmao gepanamun, creOHume npedynpedcoerus ce omuacam oo Tapka.

Oc¢Tbp MHUOKapaeH UHGAPKT
[lopaau akTHBHOTO BELUECTBO BepanaMuil Aa Ce M3MoJI3Ba C OBALIEHO BHUMaHHE NPH NALHEHTH C OCTbP
MHOKapAeH HH(APKT yCnoxHeH ¢ Opaaukapiaus, U3pa3eHa XHNOTOHUA HITH JIEBOKaMepHa JHCHYHKLMS.

Copaeyen 6nox / AV 6nok [ creneH / bpannkapausa / Acuctonmg

Bepanamunos xuapoxnopua nosnussa AV u SA Bbinute U yabmkasa AV nposoanoTo Bpeme. Ja ce
H3MON3Ba ¢ NOBULLIEHO BHUMAaHHE, ThbH KaTO pa3BUTHETO Ha BTOpA KMJIM TpeTa cTenedH AV 010k
(MpoTUBONOKaslaHWE) HNK YHUPacLHMKynapeH, Ondacuukynaper unn TpudacuukynapeH 6epen 610k
M3HCKBA CTIMPaHEe Ha CASABALLIUTE J03HU HIIM CIMTHPAHE Ha BEpanaMHUIOB XHAPOXJIOPUA H 3aMouBaHe Ha
Apyra nmoaxojAila tepanus, ako € HeodDXoaUMo.

BepanaMuios XMApoxnopyua noBnuaea AV u SA BB3NMTE U PAAKO MOXE [a MPUYUHU BTOPA WK TpeTa
crened AV 6510k, bpaavkapana v B kpaliHu ciiyuaun acctonus. ToBa € NO-BePOATHO Aa HACTBNH NpH
MauHEHTH CbC CHHAPOM Ha OONIHMA CHHYCOB Bb3en (bonect Ha SA Bb3ena), KOETo € Mo-4eCcTo NpH
Bb3PAaCTHH NALLUEHTH.

ACUCTOJIHATA NPH NMALMEHTH, KOUTO HAMAT CHHAPOM Ha DONHHMA CHHYCOB BB3€, OOHKHOBEHO € C KpaTKa
NPOABILKUTENHOCT (HAKONKO CEKYHAMW WU MO-MANKO), ¢bC CMOHTAHHO BpbllaHe KbM AV HONANEH MK
HOpMAa/IEH CHHYCOB PUTBM. AKO TOBa He ce cy4un Obp30, Tpabea HezabaBHO A4 ce 3anouHe MOAXOAALIO
neyenue. Brokre Touka 4.8 ,,HexxenaHu nekapcTBeHH peakiiMu'.

beta-aapeHepruyuHy 6a0kepu

B3aMMHO NOTEHUHNpaHE HA CbPACYHO-CBAOBHTE edekTH (no-BUcoKa cTeneH AV 6,10k, Mo-BUCOKA CTeNex
MOHHXABAHE HA CbpAEHHATA YECTOTA, UHAYLUMPAHE HA ChpAe4Ha HEJOCTATBYHOCT W NOTEHLHPAHE HA
XHNOTOHHUA). AcuMnToMaTH4Ha Opaavkapava (36 ynapa/MyHyTa) ¢ npeacbpiaeH nedcMedksp €
Hab/loAaBaHa MPH NAUMEHT NOJTyYyasalll €HOBPEMEHHO OUHH Kanku TUMonon (era-aapeHepruyes
bnokep) u nepopaneH BepanaMuiIoB XHAPOXIIOPHA.

EHFOKCHH

AKO BepanaMmJi ce npunara eIHOBPEMEHHO C IMTOKCHH, [a Ce Hamany 103aTa Ha [Aup)
Touka 4.5 ,,B3aumonencTeus ¢ Apyry JeKapcTBEHH NPOAYKTH W ApYrH (POPMH Ha BAk



Cv pACcHHA HCOOCTATHHHOCT

[lopagn akTUBHOTO BELLECTBO BepanaMuil, NaLWEHTU CbC Chp/IE€YHa HEAOCTATBYHOCT C (PpaKLKA Ha
U3TAACKBaHE no-B1coka ot 35% Tpabsa na 6bAaT B KOMIEHCHPAHO CHCTOAHUE, NPeH 3anoyBaHe Ha
neveHue ¢ Tapka v Tpabpa na 6bAAT NeKyBaHW aAEKBATHO NpPe3 LJI0TO BPEME,

XHUIIOTOHHUA

Ilpy HAKOU MauyeHTH, KOUTO Bede NONYYABAT AUYPETHUHO JieweHHne, 0cobeHo aKko TOBA JEUEHUE €
3aMNOYHATO HACKOPO, CNAaJaHeTO Ha KPBHOTO HajsraHe fMpy 3ano4BaHe Ha NEYEHHETO C TPAHAONANPHI
MOXKe na OBbe NpeKkaneHo CHITHO HU3pa3eHo.

HMG-CoA peaykraziy usxuburopu (,,Cratunun’™) — BuxkTe Touka 4.5 ,,Baaumopeiicteue ¢ apyru
NEeKapCTBEHW NPOAYKTH U Apyry GopMM Ha B3auMoaelcTBHe™.

HapylwieHHua Ha HEPBHO-MYCKYJHOTO NpeAaBaHe
JabonsaBaHuUA, NPH KOUTO € 3aCerHaTo HEPBHO-MYCKYJIHOTO npeaaBaHe (MMACTEHHUS rpaBUC, CHHAPOM Ha
Lambert-Eaton, HanpeaHnana MyckynHa auctpodus Ha J[ioweH)

Apyru

CrneuyantHyd NALWEHTCKY Nonyaaluuu
bezonacHocTTa M eprikacHocTTa Ha Tapka NpH Aella M FOHOLUIK BCE OLLE HE € YCTaHOBEeHa. 3aTosa

ynoTpebara B Ta3n Bb3pacToBa I'pyna He ce NPenopbLuBa.

buOpeuno yepexaaHe

Bhnpeky 4e npv roneMH CpaBHUTENHM NPOYUBAHHA € NOKa3aHo, ue yBpeaeHaTa 6u0peuHa ¢yHKUHS
HAMa €(PEKT BbpXy (papMaKOKHHETHKATa Ha BepanaMWiI NPH NaLuUeHTH ¢ OBOpeuHa HEROCTATLUHOCT B
KpaeH CTaaui, HAKONKO JOKNaAH 3a OTAENHHU Ciydad Npeanonarar, 4e pepanaMmui Tpadpa Aa ce M3no3Ba
BHHMATE/HO U ChC CTPUKTHO MOHUTOPUPAHE MpHU NalUMeHTH ¢ yBpeaeHa Ob0peuHa dyHxum.

Bepanamun He Moxke aa 6bje OTCTPaHEH Ype3 XeMOAHAIH3A.

YeproapobHo yepexaaHe
Hla ce M3NoN3Ba ¢ NOBUILUEHO BHUMAHUE MPH CEPUO3HO YBPEICHA yepHoapoOHa PyHKUHA (BHXKTE CBLUO

TaKa TO4Ka ,, [ epaneBTHYHHA MOKa3aHMa™ fpy YepHOAPOOHO yBpexKaaHe.

JlakTo3a
[lauMeHTH ¢ peiKH HACAEACTBEHH MPOOJIEMH HA FANaKTO3HA HEMOHOCUMOCT, ITbJIEH jlaKTa3eH AedHiLMT
WY rN00KO30-TanakTo3Ha Manabcopbuna He TpabBa fa npyuemMar TOBa J1€KapCTBo.

HaTtpu#
To3u nexapcTBeH NpOAYKT cbabpxka 37,3 mg HaTpHuid HA TabneTKa, KOUTO ca €KBHBAJIEHTHH Ha 1,9% oT
MPENoOpPLYNTENHAA MAKCUMA/IEH AHEBEH MPHEM OT 2 g HaTpwid 3a Bb3PacTEeH.

4.5 BzanmMoaeHcTBHE ¢ APYIrH JeKAPCTBEHH MPOAYKTH U ApYrH GopMH Ha BiauMoaeHcTBHE

B3aumoneHcTBUATA ¢ APYTH NEKAPCTBEHH NPOAYKTH MOTaT 1a Bb3HUKHAT B PE3Y/TAT Ha
papMakoAMHAMHUYHO MY (PapMaKOKHHETHHUHO B3aUMOAEHCTBUE MK KoOMOHHALMS OT ABeTe. B ciyyaure,
KoraTo CbOMTHATA Ca CBbpP3aHH KaKTO ¢ PapMaKOAMHAMMYHH, TaKa M ¢ (papMakOKHHETHYHH
B3aHMOAEHCTBHA, Ca NOCOYEHH MpeNnpaTkn KbM CHLOTBETHUS pa3ien.

KombuHauny, KOMTO He C€ NpenopbLUBAaT

- Jlexapcmea, noswuasawu pucka om aneuoedem. EQHOBpeMeHHaTa YO
MHXHOHUTOPH Che cakyOUTpUA/BaNcapTaH € NPOTHBOMNOKA3aHa, Thil KaTo
aHruoenem (BxK. Touku 4.3 u 4.4).



Eonospemennama ynompeba na ACE-unxubumopu c payexadompun, mTOR unxubumopu (nanp.
CUPORUMYC, €8ePOUMYC, MEMCUPONIUMYC) U eundazaunmuy MOXKE 1a A0BeAe A0 NOBULIEH PUCK OT
aHruoeaeM (Bx. Touka 4.4).

Kanuu-covxpanseawu ouypemuyu, xpanumenu 000agKu, CbObPNCAU KATUN UAU KANUU-
crovpxcauiu 3amecmumeny Ha coima. Bounpeky ve cepyMHHUAT Kanuii 0OMKHOBEHO OCTaBa B
PaMKHTE Ha HOPMAJTHWTE MPAHULHM, NPH HAKOMW NALUMEHTH, N1EKYBaHHU ¢ Tapka, MOXKE 1a Bb3HHUKHE
XHnepxkantueMus. Ynorpebara Ha KanHH-CbXpaHABaLlW AMYPETULIM (Hanp. CIMPOHONAKTOH,
TPHAMTEPEH WK aMHIOPHA), XPAHHUTENHH 100aBKH, ChAbPXKALLK KATHIH WK KaaHi-CbIbPMXKALUM
3aMECTHUTE/IH Ha CONTA MOJXKE a A0BEAE A0 3HAYHTENHO NOBHLIEHUE HA cepyMHNA Kanuii. TpsaGea
CBIIO Aa C€ BHMMaBa, korato Tapka ce npuiara €1HOBpPEMEHHO ¢ APYrH CpeAcTBa, KOUTO
MOBHLLUABAT CEPYMHHUA KM, KaTO HaNp. TPUMETONPUM U KOTPHMOKCA30]
(TpuMeTOnpUM/CyngamMeToKcason), Thbid KATO € U3BECTHO, He TPUMETONPUM AEHCTBA KATO KanMWi-
ChXpaHABall AMYPETHK Noa00HO Ha amHunopuA. [lopaav ToBa He ce npenopbyBa KOMOMHMPAHETO
Ha Tapka ¢ ropecrioMeHatuTe nekapcTea. AKO € MokasaHa ChIBTCTBaLIA ynioTpeba, Te TpabBa na
€€ W3NON3BAT C MOBULLIEHO BHUMAHHE U MPH YECTO NPOCACAIBAHE HA CEPYMHUR KATHIA.

Lurxaocnopun: Tlpu cbnbreTBalna ynotpeda Ha ACE-HHXUOUTOPHU C LMKAOCTOPHH MOXKeE Aa
Bb3HUKHE xunepkanueMus. [lpenopbuBa ce npocneasBaHe Ha CEPYMHHUA KATHH.

Xenapun: [1pu cenbreTBala ynorpeba Ha ACE-nuxubutopu ¢ XenapuH Moxe /1a Bb3HHUKHE
xHnepkanueMusa. [Ipenopbupa ce npociessBaHe Ha CEPYMHHA Kaluit.

Aneuomenzun [l peyenmopnu baoxepu uau aruckuper: JJaHHU OT KIKHHYHM NPOYYBAHUA
[10Ka3Bar, Y€ ABOHHOTO OJIOKMpaHe Ha peHHH-aHTMOTEH3UH-anaocTepoHoBara cucteMa (PAAC)
upes kombuHHpaHaTa ynotpeba Ha ACE-nHxubutopwu, aHruoreHsny Il-peuentopiu 61okepu unu
ATUCKUPEH Ce CBBP3BA C NO-BUCOKA YECTOTA HA HEXENaHW ChOUTHA, KAaTO HANPUMED XHIOTOHHUS,
XHTIEpKATHEMHA W HaMaNsiraHe Ha ObOpeuHaTa pyHKUKMA (BKAIOUKTENHO ocTpa 6bOpeuHa

HE0CTATHLUYHOCT), B CPaBHEHHE ¢ yNoTpedarta camMo Ha EAHO JIEKApCTBO, JeHcTBalo BbpXxy PAAC
(BX. Toukn 4.3, 4.4 u 5.1).

Hanwmponen: He ce npenopbuBa eaHoBpeMeHHATa yrioTpeba Ha BepanaMuil ¢ AaHTPOJIEH.

Heabpaoun: EqHoBpeMeHHaTa ynoTtpeba ¢ neabpaavH e NpoTHBOMOKA3aHA NOpaay
AOMMBAHHUTENHHUA CPEKT HA NOHWIKABAHE HA CbpPAEUYHATA YECTOTA HAa BEpPanaMua copaMmo
nusabpaauH (Bxk. Touka 4.3).

HIV anmusupycnu rexapemeenu npooyxkmu: [lopaau MeTabonuTHUA HHXKUOUpaLll NOTEHLMAN HA
HaKOH OT HIV aHTHBUpYCHHUTE nekapcTBEHW NPOAYKTH KAaTO PUTOHABUP, M1a3MEHUTE
KOHLEHTpAaLlHK Ha BepanaMua Morar aa ¢e nosuiuat. Heobxoaumo € nmoBULLeH0 BHUMAaHHE WITH
HaMansBaHe 03aTa Ha Bepanamuil.

Jlumuu: iMa cbODILEHNS KaKTO 3a YBEIMYEeHHe, Taka W 3a HaMa/IaBaHe Ha ePEKTUTE Ha TUTHI,
H3MON3BaH €HOBPEMEHHO C BepanaMui. Ennospemennoro npunoxenue Ha ACE-nuxuburopu ¢
NIUTHH MOKE Aa HaMallH EKCKpeunaTa Ha NUTHA. CepyMHWTE HYBA Ha AWTHI TpaGea na ce
Habnlonasar 4ecTo (Bx. Touka 4.4).

Hrmpagenosnume 6ema-6aoxepu He TpaGBa na ce npuiaraT Mo BpeMe Ha e
Touka 4.3). KombuHauunsata Ha BepanaMuna ¢ 6eta-6nokep Moxe 1a MPUHHUHL

(P-gp). U3BecTHO e, ue Bepanamun nuxubupa CYP3A u P-gp. Korato Bepan
npunarart 3aeaHo, MHXubupanero Ha P-gp u/unu CYP3A oT BepanaMun Moske 0
MOBHLLIECHA €KCMO3HLMA HA KONXHUHH. KomMOnHHpaHaTa ynoTpeba He ce npenopbuBa.
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- 3ramo: HATpUTOUAHHM peakumu (CUMOTOMMTE BIJTIOYBAT 3aYEpPBABAHE HA THUETO, rajicHe,
NOBPBHLIAHE U XUMOTOHMA) Ca JOKIAABAHH PAAKO MPYU NALMEHTH HA JTeUYeHHe ¢ HHKEKLIMOHHO
31aTO (HaTpHeB aypoTUOMAanaT) ¥ eaHoBpeMeHHa Tepanus ¢ ACE-HHXUOUTOP BKITIOUMTENIHO U
Tapka.

[Ipeana3Hu MepkH nNpH_ynoTpeda

- Anmuxunepmensugnu rexapcmeenu npooykmu. NOBMUIABAHE HA XUNOTeH3WBHHA edekT Ha Tapka
(Bx. ,,DapMaKOKHHETHUYHH B3aUMOAECUCTRBHA C BEpanaMun®).

- Juypemuyu: nauNEHTUTE HA TEUEHHE C AUYPETHLM U 0CODEHO Te3U ¢ 00eMeH H/WM CoNeB
AeUMLNUT MOTaT Ja UMaT [IPeKOMEpHO NOHHXKABAHE HA KPbBHOTO HAIATAaHE Cllel 3arnoyBaHe Ha
Tepanua ¢ ACE-uHxubutop. Bu3MOKHOCTTA 38 XUNOTEH3UBHH eheKTH MOXKe a Objae HaMmaneHa
Upes NpekpaTaBaHEe Ha AHYpPETHKa, Ype3 yBenaryaBaHe Ha obema WU nNprUemMa Ha COoN MPeau npuem
W 4pe3 3anoYBaHe Ha Tepanusg ¢ HUCKH A03U. [lo-HaTaThbiiHOTO yBenHuyaBaHe Ha fo3aTa TpsbBa da
€€ U3BBbPLIRA C NOBULLIEHO BHUMAHHE.

- AHEC?HEHIHHHZ TapKa MOZKC da 3aCHJ/IK XHITOTCH3UBHUTC BCIJBKTH Ha HAKOHU aHECTCTHYHMH
JICKAPCTBCHHU TTPOAYKTH.

- Hapxomuyu/anmuncuxomuyu: MOXe [1a C€ MOABH NOCTYpanHa XUIOTOHUA.

- Tpankeuranmu/anmudenpecanmu: KakTo NpU BCUUKKH AHTUXUNEPTEHIUBHHU NE€KapCTBa, UMa
NOBHLIEH PUCK OT OPTOCTAaTHYHA XUMOTOHUSA Npy KOMOWHUpaHe Ha Tapka ¢ OCHOBHH
TPAHKBUIAHTH WJTH aHTHAECNPECAHTH, ChAbPXKALIN HMUNIPAMHH (BXK. ,,(DapMaKOKHHETHYHH
B3aUMOAECHCTBHA C BEpanaMun®).

- Anonypuron, yumocmamuunu uiu UMYHOCYNPECUBHU NEKAPCMBEHU NPOOYVKMU, CUCMEMHU
KOPMUKOCMEPOUOU UIU NPOKAUHAMUO: CAHOBPEMEHHOTO NpunokeHue ¢ ACE-URXUOHUTOPH MOKe
Aa KoBeAe 10 MOBHLIEH PUCK OT JIEBKOMEHHA (BK. ,,DapMaKOKMHETHYHH B3anMOAEHCTBHUA C
BEpanaMuI).

- Kapouodenpecusru nexapcmsenu npodykmu: eIHOBpeMeHHaTa ynoTpeba Ha BepanaMun U
KapAHOAENPECHBHH NIEKAPCTBA, T.€. JIEKAPCTBEHU NPOAYKTH, KOUTO HHXHOUPAT reHepHPAHETO U
NPOBEXAAHETO Ha CbpAeUEH UMNYAC (Hanp. OeTa-aapeHeEPruiHn BNOKEPH, AHTHAPHTMHUYHH
JIEKapCTBEHH CPEACTBA, HHXANALHOHHHY aHECTETULLM), MOraT Aa NMPeaN3BHKAT HEXENATENHH
aJHTUBHH edekTy (Bx. ,,DapmMakoKHHETUYHH B3aUMOAEHCTBUA ¢ BepanaMun®).

- XunuOun: e THOBpPEMEHHATA YNOTPeda Ha XUHHUAWH M NEpopasieH BEpanaMul NpH MALUUEHTH C
XuneprpoduuHa (06CTPYKTHBHA) KAPAHOMHONATHA € 10BeJ1a 10 XMIIOTOHHA H BefloapobeH OTOK
B Man®kk Opo#t ciyuau (BK. ,,(DapMakOKMHETHHHY B3aMMOICHCTBHS C Bepanamua‘),

- Hueoxcun u oucumoxcun: Cro0iasa ce, ye eAHOBpeMeHHaTa ynoTpeda Ha AUIOKCHUH K
BepanamMni BoaH 10 S0-75% no-BUCOKHM Nila3MEeHH KOHUEHTPALUMY HA JUFOKCHH, KOETO W3HCKBA
HAMANABAHE HA [103aTa HA JMTOKCUH M IUrUTOKCUH, BepanaMun cblU0 € noKaszan, ve HaMansasa
OOLLHA TENECEH KNUPBHC M W3BLHPEHATHUA KITMPBHC H& AHMHTOKCUH ChOTBETHO C
(BX. ,,DapMaxOKHHETHUYHHN BIAUMOAECHCTBUR C BEpanaMui‘).

- Habuzampan: Ovakea ce €IHOBPEMEHHOTO NPUIIOKEHUE HA BepanaMui ¢ ,u .
[0 MOBHUIEHH J1a3MEHH KOHLIEHTpalMy Ha naburaTtpaH. Tpabea pa ce BHH
KbpBeHe. Koraro e1HOBpeMeHHO ¢ aaburarpan erexcunar (150 mg) ce npu
Bepanamui, Cpax ¥ AUC Ha naburaTtpaH ce yBe1M4aBaT, HO BEIMUMHATA Ha
pa3iHyuaBa B 3aBUCHMOCT OT BPEMETO Ha MPHJIOXKEHHE M CHCTaBa Ha Bepanam \4 % "
Ha JaburaTpaH ce nosuiuaBa Npy npunaraxe Ha 240 mg sepanamun ¢ yabmKeHONY -‘i.{. Rilas
(yBennuaBaHe Ha Cpax ¢ 0K010 90% u AUC ¢ okono 70%).
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[Ipenopbusa ce CTPUKTHO KAWHHAYHO HADNKAEHHUE, KOraTo Bepanamun ce KomOuHupa ¢
naburatpaH eTeKCHnaT M Hail-Beve NpH MoABa Ha KbpBEHE, 0CODEHO MpH MALMEHTH C JieKO A0
ymepeHo 6b0peuHo yBpexaaHe. .

- Hpyeu oupexmuu nepopannu anmuxoazyranmu (DOACs). CacreMHaTa OMOHATMYHOCT Ha
DOACSs, kouto ca cybcTpaTH 3a Pgp w/unu metadonuszupanu ot Cyp 3A4, ce oyakpa aa ce
YBE/HUYH TIPH eAHOBPEMEHHO NPUIMKEHUE Ha BepanaMun. JaHHUTe npeanofaraT Bb3MOXHO
yBe/HUYABAHE Ha PUCKA OT KbpPBEHE, OCOOEHO NPU NAUMEHTH C APYrH PUCKOBH dakropu. Moxe aa
ce HaJIOKM Aa ce Hamanu aoszata DOACS npH eqHOBPEMEHHO NPUIOKEHHUE C BEpanaMun (BUxKre
yKa3aHHATA 3a J03uMpaHe B NpoayKTosaTa HHdopMauna Ha DOAC).

- Mycxyanu peaaxcanmu: epeKTHT OT MYCKYJTHHATE peaakcaHTH (KaTO HEPBHO-MYCKYJIHU OJIOKepH)
MOXeE 1a C€ 3aCHJIH.

Jla ce uMa NpeaBuUa

- Hecmepouornu npomusogwsnarumennu cpedcmea (HCIIBC). KakTo npy BCHUKH
aHTHxunepreH3nsHu nexapctea, HCIIBC (Brutouutento aueTnicanuuynoBa KMcenHa
M3MO0/I3BaHa B NN0-BUCOKH 1034 KaTO MPOTUBOBLINANHTENHO NEKAPCTRO, HAfp. 3a obJieKk4aBaHe Ha
Gonka) MOKe 4a MOHWXKAT aHTUXUNEPTEHIUBHHTE €(PEKTU HA TpaHaonanpuil. MOHHTOPHUPAHETO
Ha KPBBHOTO HanAraHe Tpadea na 6bae 3acuneno, korato HCIIBC ce nob6asat wnu cnypar npu
MauneHT, NeKyBaH ¢ Tpanaonanpua. Oceel toea € onMcano, ue HCIIBC u ACE-naxubutopu
OKa3BaT afAMTHBEH €(EeKT BbPXY NOBUIIEHHUETO HA CEPYMHHSA KATHH, kaTo On0peuHaTa hyHKLHSA
MOKe na Obae HamaneHa. Te3u edexTu ca No NpUHLUKN OOPATUMH U HACTBNBAT OCODEHO NpH
MaLMEHTH ¢ kKoMnpoMeTHpaHa OLOpeyHa PyHKUMNA.

HCTIBC BKAOUYKTENHO aUETUICATULANIOBA KUCENNHE, OCBEH aKO al€THUICANULIMIIOBA KHCeTMHA
HE CE M3MOJI3BA B NO-HUCKH A03H KaTO UHXUOMTOP Ha TpomMOOLIMTHATA arperauns, Tpadaa jaa ce
u3bareat ¢ ACE-UHXHOUTOPH NpH NaLMEHTH CBC ChpacuHa HedoCcTaTbYHOCT. EnHOBpeMeHHaTA
ynotpeba Ha aLeTHUICaTMLHIOBA KUCENWHA C BepanaMmui MOXe Aa 3aCUIW CTPaHUYHHTE edeKTH
Ha aleTHJICATHLMIOBA KHCeNrHa (MOXe 1a MOBHILK PHCKA OT KbPBEHE).

- Anmuayuou. Morat aa HaMaaaT onoHanuuHocT Ha ACE-nHxubuTOpHTE.

- Cumnamomumemuyu. MOTaT Ja HaMaNAT aHTUXHNepTeHauBHUTE edhekTn Ha ACE-uHxuburopure;
naLMeHTHLT TpAOBa fa Obe BHUMATENHO HabARaBaH, 3a Na ce NOTBBLPIOM, Y€ CE MOoJyUYaBa
XENAHUAT edexT.

- Aaxoxon: ETaHONBT 3aCUNBa XUNOTEH3UBHUR e(PeKT Ha Tapka.

- Anmuouabemnu nrexapcmea: Moxe Aa € HeobXoaMMO KopUrMpaHe Ha A03aTa Ha aHTHAHKA0eTHHTE
JleKkapcTBa WiH Ha Tapka B ofipeaesieHH ciy4yau, ocobeHo B HAa4al0TO Ha TepanuaTa nopagu
NOBHLUEHO HAMANIABAHE HA KPBBHATA [J1KOKO3a (BXK. TOUKa 4.4).

- Memdopmun: EAHOBPEMEHHOTO NPUJIOKEHHE HAa Bepanamua ¢ METQOPMHUH MOKE Jla HaManu
€PUKACHOCTTA Ha METQOPMHUH.

- mIOR unxubumopu (nanp. CupoIuMyc, €6epoauUMyc, MmeMCUpOIUMyc): nalyl
cbnbTeTBalla Tepanis ¢ mTOR nuxubutopy, Morar aa 6-aaT H3NOKEHH
aHrvoenem (Bxk. Touka 4.4).

o

(DHPMEKDKHHCTHHHH B3aUMOAEHCTRUA C BEepaliaMu/i.
»

A
In vitro MeTa0ONUTHUTE KM3CeABaHUA MOKA3BAT, Y€ BepanaMui ce MeTaboH3upa o -.‘\- Ty 4‘.
CYP3A4, CYPIA2, CYP2CS8, CYP2C9 n CYP2C18. Bepanamun e uzsecteH MHXHOHUTS walis g
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eHsumuTe H P-gp. Cbobuiaea ce 3a KIMHHYHO 3HAYUMM BiaumoaencTeus ¢ uuxuburopu Ha CYP3A4,
MpUUKHHABALLM NMOBUIIABAHE HA MJIa3MEHWTE HABA HA BEpanamuil, AokaTo HHAYKTOpHTe Ha CYP3A4
MPHYHHABAT MOHM)KaBaHE Ha MNJ1a3MEHHUTE HMBA Ha BEpanamui, mopany Koeto nauldeHTUTe Tpsabsa na
6bAaT HaO/110AaBalH 33 NEKAPCTBEHH B3aMMOAEHCTBUA. EQHOBPEMEHHOTO NMPWIOKEHHE HA BEpanaMuil H
nekapctso, metabonuzupano ocHosHO oT CYP3A4 unu e cyberpar Ha P-gp, Moxe na 6bae cebp3aHo ¢
MOBUUIABAHE HA KOHLEHTPAUMHTE HA NEKAPCTBOTO, KOETO MOXKE 1A YBEJIMYH WIH YIBIKH KaKTO
TEpaneBTUMHHUTE, TaKa H HEXKENAHUTE NEKAPCTBEHH PEaKUMH HAa CbOBTCTBAWOTO NekapeTso. [Ipumepu 3a
TaKWBa B3aUMOAEHCTBUA Ca:

a) BepanaMuii MOXe Aa MOBULUU TJTA3MEHUTE KOHLEHTPAaLHH Ha:

- arMompunman, 6YCnupon, xapbamasenun, YukIoCnoOpuH, OULOKCUH, OUSUMOKCUH, OUPEKMHU
nepopanKu anmuxoazyianmu (Hanpuvep oabuzampan, pusapokcaban), 0okcopybuyun,
e6EPOAUMYC, 2AUDYPUO (2TUDEHKIAMUO), UMUNDAMUH, MEMONDOI0, MUOA30]1aM, NPAIOIUH,
RPORPAHONON, XUHUOUH, CUPOIUMYC, MAKPOAUMYC, MEPA303UK U Meounun, ¢ KOETO ce
yBeHYaBa pHUCKA OT TOKCUUHOCT OT Te3H ChbEAUHEHHA. AKO € noaxoasulo, Tpadbsa aa ce oOMHUCIH
KOpHFHpaHe Ha 103aTa WK JOITbIHUTENHO HAOMOACHHE HA NNA3MEHUTE KOHUEHTPaLH K.

- HMG-CoA pedyxmasnu unxubumopu:. CbobluaBa ce 3a moByUIUaBaHe HA CEPYMHATa EKCITO3HLIMS
Ha cumBacTaTuH (MeTabonusupan ot CYP3A4), koraTo ce npwnara eAHOBPEMEHHO C BEpanaMHil.
Cpobuiasa ce, ye eAHOBPEMEHHOTO NPHIMKEHHE HA BEpanaMuil U BUCOKH N03H CHMBAaCTATHH
yBE/IHYaBa prUcKa OT MHonatHs/pabaomnonnza. Jlozata Ha cuMBacTaTHH (W APYrH CTATHHM,
merabonmsupanu ot CYP3 A4, karo atopBacTaTHH W noBacTaThH) Tpabsa aa 6bae ChOTBETHO
ananTtupaHa.

0) KoHueHTpaunuTe Ha BepanaMu Morat aa Obaar yBeJIMUEHH OT:

- AMoPeAC MAMuH, YUMEMUOUH, KIAPUMPOMUYUH, ePUMPOMULUH W MEAUMPOMUYUH.

- JlokazaHo €, ue coxem om zpeungpym nNOBULLIABA NJIA3MEHUTE HUBA Ha BEpanamui, KOMUTO €
KOMMOHEHT Ha Tapka. CneaoartenHo cok oT rpeiindpyTt He TpadBa na ce npuema ¢ Tapka.

B) KoHueHTpauuuTe Ha BeparnaMun Morat aa 6baar HaManeHM or:
- genobapbuman, enumoun, puhamnuyun, cyagunnupaIOn U HCLIM KAHMAPUOH.

4.6 DepTuanTer, OpeMeHHOCT ¥ KbpMeNHe

bpeMeHHOCT

Ynorpebara Ha ACE-unxuburopu npe3 mbpeus TpHMeCTbp Ha BpeMeHHOCTTa He ¢e npenopbuBa (BX.
Touka 4.4 “CneunanHu npeaynpesxaeHus U npeanasHy Mepki npu ynorpeba™). Ynorpebara na ACE-
MHXUOUTOPH € NPOTUBONOKA3AHA MO BpeMe Ha 2 U 3 TpUMecTbp Ha OpeMeHHOCTTa (BXK. To4Kka 4.3
“IlpoTuBonokasaHua™ v Touka 4.4 “CrieLlManty NpeaynpexacHus 1 Npeaia3Hu MEPKHU npH ynotpeda”).

besonacHara ynotpeba Ha Tapka npx OpeMeHHH XEHH HE € 10CTATBUYHO A00pe AOKYMEHTHPaHa.
Brrnpekn ToBa, AOKIaABaHU Ca CMHU3OAHYHU ClyHaH HAa HeoHaTanHa OenoapobHa xunonnasus, 3abaseH
BETPEYTPOOEH pacTeX, NEPCHCTHpALL ductus arteriosus W UepenHa XMnonnasyd cnej eKCrno3uLua Ha
deryca ¢ ACE-uaxuburtopm.

EnuaeMronortuHUTe 10Ka3aTeNCTBA 38 PUCK OT TEPATOreHHOCT cliel ekcno3vuua ¢ ACE-uHXubuTopH
NO BpEMeE Ha MbPBUA TPUMECTbP Ha OpeMEHHOCTTA He ¢a yOeauTeNHH; BbMPEKH TOBA MAJIKO MOBHILABAHE
Ha PUCKa HE MOXE Jla ce U3KNIoYH. JleueHHeTo Ha NauUeHTuTe, niaHupaluy 6pemeHHocT Tpsbea 6bae
CMEHEHO C a/ITEPHATHBHO AHTHUXHUMEPTECH3IUBHO NIEHEHHE C YCTAHOBEH Npodn Ha O€30MaCHOCT NO BpeMe
Ha DpPEeMEHHOCT, OCBEH ako NMpoabmkasaHeTo Ha Tepanuata ¢ ACE-MHXHMOMTOPH He ce cunTa 3a KpaiHo
HeobxoauMma, Korato ce amarHoctuumnpa OpeMeHHoCT, neueHuero ¢ ACE-uHXUOuTOpH TpAOBa na ce cnpe
He3a0aBHO U aKO € NOAXOAALLO, A CE 3aNO4HE JAPYro aNTEPHATHBHO JeUEHHKE.

Excriozuuns ¢ ACE-MHXHOUTOPH N0 BpeMe Ha BTOPUA U TPETHA TPHMECTDD § _
PETOTOKCHYHOCT NpH Xopa (HamaneHa 6b6peuHa GyHKUKA, ONMrOXHapaMHYp v B .~ ATa

OCH(HUKALMA) U HEOHATATHA TOKCHYHOCT (OBOpeuHa HeJOCTATLYHOCT, XHIIC ol - )| Ako
€KCNO3ULIMATA € HACTHNHAA N0 BpeMe Ha BTOPHA TPUMECTBP Ha 6pemennoc . aa
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yNTpa3ByKOB nperneq Ha Ob0peunaTa QyHkuus U yepena. HoBopoaeHu, YuKUTO Makiku ca npHemanu
ACE-nuxuburopu Tpabea na 6baaT HabnoaaBaHu 32 XUMNOTOHMUA.

BepanaMua Moxe 1a NOTHCHE KOHTPAKUHWMUTE, aKO € U3NON3BaH B Kpas Ha OpemMeHHocTTa. Taka chilo,
(petanHa Gpaguxapaus ¥ XMUMOTOHHUA HE MOXKE Ja C€ M3KJTIOUH B3 OCHOBA Ha hapMakoJOrHYHHTE
CBOKCTBA.

KbpMeHe

BepanaMUioB XHAPOXJIOPHU C€ €KCKpEeTHpa B HUCKH KOJTMYECTBA B MaliuMHOTO MIak0. He e HatMuHa
HHQOpPMaLHUA 3a NPUNOKEHUETO HA TPaAHA0MANPHUA NO BPEME HA KbPMEHE.

Tapka He ce NnpenopbyBa NO BPEME Ha KbPMEHE W IEYEHHE C aNTEPHATUBHH JIEKapcTBa ¢ No-a00pe
YCTaHOBEH NpodPKa Ha 6€30NacHOCT € 3a NPEANOYNTAHE NO BpEME Ha KbpMeEHe, 0COBEHO MPH KbpMEHE Ha
HOBOPO/IEHO WJIH NPEXKIECBPEMEHHO POACHO JECTE.

4.7 EjdexTn BLpxy cnocobnocrra 3a mioupaHe H padora ¢ MAIHHH

B 3aBUCMMOCT OT MHAMBUAYATHATA YYBCTBUTETHOCT MOXe Aa Obae HapylleHa crnocobHOCTTa 3a
wrogvpane u paboTa ¢ MallMHK, 0coBeHO B HAHAOTO Ha NeueHHeTo. Tapka MOXKe 1 yBeaMYH HUBaTa Ha
A1KOXOMa B KPbBT2 M [1a A0BeAe A0 N0-6aBHA e1MMHHAUMA M CNeJ0BATENHO /10 NO-M3pa3eHu eheKTH Ha
anKoxona.

4.8 Hexenann JekapcTBeHH peaklHH

TabnuueH cnUCHK Ha HEXKEIAHM JIEKAPCTBEHU PeakLMU

N36poeHnTe HexesaHu NEKapCcTBEHH peakUMH ca 61 JoxknaaegaHu No BpeMe Ha KIIMHHYHATa da3sa, nocT
MapKeTHHroBO HabnwoaeHue wiu dasa [V Ha KTHHHUUHK W3NUTBAHHA.

CrneaBaiiure KOHBEHUUH C€ U3NOMN3BAT 33 ONPEAENSHE HA YECTOTATA: KaKTO C/IeABa; MHOMO YECTH
(=1/10); uectn (21/100 no <1/10); newectu (=1/1 000 no <1/100); peaku (>1/10 000 no <1/1 000); muoro
peaky (<1/10 000). Korato oT HantH4HUTE JaHHY HE MOXKE Aa Ce ONpeaeH YeCToTaTa, T8 ¢e AehHHUPA: C
 HEN3BECTHA YECTOTA (OT HAJIMUHUTE JaHHMU He MOXke na Obae HanpaseHa OLEeHKa)

MedDRA- YectH HeuecTn Peaxkn Muoro peakn | C HeH3BeCTHA 4eCTOTA
0a3za JaHHH (OT HATHYHHTE JAHHH
HA CHCTEMO- He MOoXkKe na 0bje
OprasHu HANMPABEHA OUEHKA)
KJIACOBE
Undexkunn u Xepnec BpoHxut Hudekuun Ha ropHm
UH(pECTALUN CUMILIEKC AUXaTe/HHW NbTHLLA
QapUHTUT
CuHyHT*,
PUHUTY,
[‘nocur*
UHdekuuy Ha NUKOYHH
NbLTULLA
Hapywerns [TanuutoneHu | ArpaHynoLmTo3a
Ha KPbBTa H | [toHnxaBaHe Ha
nuM@HaTa Jleskonexuns
CUCTEMA TpombouuTon
eHNA
HapylueHus CBpbXUyBCT
Ha UMYHHATA BUTENHOCT
CHCTEMA
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HapyuieHus Xunepaunu | AHOpEKCHS [losuuieH aneTuT
Ha AEMUS Xunepkanuemus
MeTadonu3Ma XHUnepxonecteponemus
H XPaHEHETO XUnepritmkeMus,
XUMoHaTpemMus
Xunepypukemus
[logarpa
EH3uMHa aDHOpMHOCT
[TcHxnuHU Henpecus be3cbHUe
HapyLlIeHKA HepeHocT HapyuieHns Ha cbHa™
TpesoxHOCT XATIOUHHAUUH
Arpecus [ToHwxeHno nubuao
CheTOsHME Ha
obbpkaHocT™*
Hapywenus ['masobonu | Tpemop CuHkon LlepebpanHna TpanzuropHa
Ha HepBHaTa € CbHIMBOCT XeMOparus UCXEMHYHa aTaka™*
CHMCTEMA 3aMasHOCT 3aryba Ha Llepebpo-BackynapeH
Cb3HAHHE MHUMUJIEHT
be3cbHUe MHOKNOHYC
HapyLuenue MurpeHa
Ha ExcTpanupamMUaHH
PaBHOBECHETO | HapylUeHUS
Xunepecrteszns | [lapanuza (terpanapesa)
[MapecTe3ns
Hucreysns
HapyluieHus HapylueHus bnedapur
Ha OUMTE Ha 3pEHUETO KoHIOHKTHBANEH OTOK
3aMbriaeHo Hapyiwenus Ha ounre
3peHUE
HapyuieHus BepTuro Tunutyc
Ha YXOTO M
nabHUpHHTa
CbpaeyHH ATpHO- [Mannuraum AHIMMHa MuokapaeH uHpapkT
HapYLUECHUA BEHTPHKYA | W NEKTOPHUC ATpHO-BEHTPHKYJIapEH
apeH OJIOK bpanukapana | bnok (2°, 3°)
(1°) Taxukapaus CuHycoBa Opaankapams
[Ipeacwpato CHHYCOB apecT
MBIKAEHE AcCHCTONHA
CbpaeuHa ApUTMUS
HeaocTaTbuHO | KamepHa Taxukapauns
CT McxemHsa Ha MHOKapaa
CobpacueH ABHOpMHa
apecT €EKTpoKapaAHOrpaMa
CbnoBM XUIMOTOHH QOnyKTYyauus XHUNEPTOHMA
HapyuweHUs | HAa KPBbBHOTO AHruonaTus
OprocraTy HanfAraHe [lepudephn
YHa BACKYJAPHHU HapYLUEHUS
XUMOTOHHUA Bapuko3H# BEHH
Lok
3aueprasa
He Ha
JTHLETO
['opewn
BbJIHH
Pecnupatopuu | Kaunuua AcTMa
, TPBAHN Y Hncnnes
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MEJAHACTUHAIH KoHrecTvua Ha | OUXaTEMHH NMbTHILA
Y HApYLUEHUSA CUHYCH KoHrecTus Ha rOpHu
AUXATETHHU MBTHILA
[IpoaykTHBHA KaULTHMLia
MapuHreanto
BBL3MAIEHHE
bonka Ha opodapuHkca
Enucrakcuc
Pecnupartopuu
HapYLIEHHUS
CTomaiHo- KoHctunau | I'anene [oepbuiane AbaoMuHanex
YpeBHH UA Inapus Cyxota s auckomgopTt
HapyLUleHHS KopeMHa MbpAOTO Hucnencus
bonka CyxotaB [CacTpuT
CToMakIHO- yCcTaTa MDnaryneduns
YPEBHH [Maxkpeartur Xunepnnasus Ha
HapylleHUA TMHFUBH
XeMmaTemesa
HUneyc
HHTecTUHANECH
aHrHoeaem™
Xenarobununa Hapywenns | Xunepbunu | Xenatut XonecraTHvHa
pHH B pyOnHemna | KbnhteHuua XbaTeHuua*
HapyLIEHHA yepHoApoOH XonecTasza
HTe
dYHKUHAOHA
NHH TECTOBE
Hapyluenus Crpbex Anoneums AHruoenem CunapoM Ha CTHBBLH-
Ha KO)KaTa W Ob6pus Hapyweuus | Epurema JPKOHCBH
MOAKOXKHATA OTokK Ha Ha KO»KaTa myatnpopme | TokCHuHA ennaepManHa
ThKaH NHLUETO [1copuazuc HEKpPOJIHU3a
Xunepxuap Hepmarur [lypnypa
03a YpTukapus Ex3ema
AKHe
Cyxa koxa
HapyieHns ApTpanrus bonku B rupba
Ha MYCKYJIHO- Muanrus MyCKynHHU cna3Mu
CKEeNeTHaTa MyckynHa bonku B KpaHUUHNTE
CHCTEMA U cnaboct boJika B KOCTH
CbEAUHHUTENHA OcteoapTpur
Ta ThKaH
HapyieHus [Toanypus A30TeMus Octpa [Tonaknypus
Ha OnOpeunTe ObOpeuHa
H MHKOYHHUTE HEAOCTATBHHHO
NbTHLIA cT™
HapyweHus EpekTunna ['anakropes
Ha AUCOYHKLUSR
BB3NPOH3BOAM ['mHekomacTus
TeJHaTa
cHcTEMa U
rbpAAaTa
O61un boyika B Otok
HapyLIEHHA U FbpAUTE [lepudepeH
eeKTH Ha OTOK
MACTOTO Ha YMopa
_TIPUNOXKEHHE AcCTeHHs
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Hiscnenpanus [loBuLueHH [loBHLUEH KpeaTHHHH B
TpaHCaMMHA3H | KpbBTa

[TosHlueHa [loBuluEHa ypes B
ankanHa KpbBTA

pocparaza B [ToBMLUEH NPONIAKTHH B
KpbBTa KpbLBTa

[loBuiueHa
naKTaT
aexuaporeHas
a B KpbBTA
[loBulleHA
nunasa
[loBHLLEH
Ka/lin B
KpbBTa
[loenwen
UMYHOTNIOOYN
WH

[ToBuineHa
rama
CyTaMUATpaH

cdepasa

*Iokazea ACEI knac HexenaHy nekapcTBeHH peakLuy

CnobliaBaHe Ha MOAO3UPAHU HEXKENAHW PEAKLIWH

ChobwaBaHeTo Ha NOA03UPaHM HEXKeNaHH peakuMy cne paspeluaBase 3a ynorpeba Ha 1eKapcTBeHHUS
MPOAYKT € BaXKHO. ToBa NMO3B0JIABA Na NPOABLIKH HAONIOAEHHETO HA CHOTHOLIEHUETO MON3a/PUCK 34
NEeKapCTBEHHA NPOAYKT. OT MEAHLIMHCKHUTE CTIELIMAIIUCTH C€ H3IKCKBa JAa chbolLIaBaT BCAKa NOAO3HPaHa
HEXKeNaHa peaKllua Ype3 HALlMOHANTHA CUCTEMA 3a CHobLIaBaHe:

M3nbIHATENHA areHLUA NO NeKapcTRaTa
ya. ,,JaMaH ['pyes” Ne §
1303 Codus

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

4.9 IHpeno3zupane

CHUMINITOMH

Haii-sucokata A03a, npunaraia npy KIMHUYHM W3NUTBaHUA € OKuna 16 mg TPaHAOIaNpHI, KOATO HE €
A0BeNa A0 CHMIITOMH Ha HEMOHOCHMOCT. [lo BpeMe Ha npeao3upane ¢ Tapka, Morar ga HaCTBIAT
CNEAHHTE CUMNITOMHU, NOPaAK CbAbPKAHHUETO HA BEPANAMHIIOB XHAPOXAOPUI: XHNOTOHUS, OpafiHKap/Ius,
AV ONOK, aCHTOTHA W HEraTHBHA MHOTPONHS, M OCTbP PECTIMpPATOPEH AUCTPEC CHHAPOM. B pesynTar ot
npeao3dpaHe ca HaCTBENHAU CMBPHH CTYHAH.

[lo Bpeme Ha npenosupade ¢ Tapka, MOraT [1a HACTBNAT CICAHUTE CUMNTOMH, NOPAAH ChABPKAHHUETO HA
ACE-uuxubuTop: TeXKa XHMOTOHHUA, LLIOK, CTYNOp, Opasrkapans, eNeKTPONHTHH HapyLIEHHA M
6L6peyuHa HEAOCTATHUHOCT, XHNEPBEHTUNALNSA, TAXMKAPANS, NATTHTALMK, 3AMASHOCT, TPEBOXKHOCT U
KalumMua.

JleyeHne
Cnepn nornbuiaHe Ha Npeao3WpaH TpaHaonanpun/sepanamua Tabnertku, Tpsabea ja ce
LIATOCTEH HHTECTHHANEH NaBax. JonbvanurenHa adbcopbuusara Ha HANMYHKMA BEpana
YpeBHHS TPaKT TpaAOBa Aa ce NpeAOTBpaTH CHLC CTOMALIHA NPOMUBKA, MPHJIaraHe Ha
(aKTHBEH BBINEH) U NaKCATHBH,
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OcBeH 00LIHTE MEPKH (NOMbPAAHE HA A1E€KBATEH LUPKYyAaTopeH o0eM ¢ fia3mMa WM riazma
3aMECTBALIM PA3TBOPH) CPELLY TEXKaTa XUIIOTOHUS (Hamnp. WOK), MOXE CHILIO TaKa Aa C€ NPHJIOKH
MHOTPOITHO NMOANOMAaraHe ¢ J0MaMH1H, A00yTaMHH WK U30NPEHANIUH.

JleuenneTo Ha npeno3upare ¢ Tapka Tpabsa 1a 6bvae rnaeHo noaawpxkaluo. [apentepanen kanuuii, 6Gera-
aJpEHEPruvHa CTUMYyNaLMa ¥ CTOMALLHO-YPEBHA NPOMUBKA MOTAT /1a CE€ U3NON3BAT B JIEYEHUETO HA
Mpeao3nupaHe ¢ BepanamMunos xuapoxnopui. Ilopaam sbamoxkHocTTa OT 3ab6aBeHa abcopbirus Ha
NEKapCTBEHHA NMPOAYKT € H3MEHEHO 0CBODOKAABAHE, ChCTOSHHETO HA NALIMEHTHTE MOXKE Aa Hajnara
Ha0nloaeHue W XocnuTanu3auus 10 48 yaca. BepanamuaoB xuapoxopua He MOXe /1a C€ OTCTPAHH OT
OpraHH3Ma ¢ XeMOHa/lu3a.

[IpenopbUHTENHO NIEUEHHE NPH NIPEAO3UPAHE C TPAHAONANPHI € HHTpaBeHO3HA HHPY3HUA Ha HOpManeH
COJIEBH pa3TBOP. AKO C€ MOABH XMIIOTOHUR, NALMEHTHT TPAOBA Aa Obe NOCTABEH B LWOK MO3MUKA. Moxe
CHLUO TaKa Aa ce MMa TNPEABHA, aKO € HATHYHO, NeyeHne ¢ aHrHoTeH3uH Il nHdy3ua u/unu uHTpaseHoO3HO
KaTeX0/JaMHHH. AKO MOTIbLUAHETO € CKOPOLLIHO, a CE B3IEMAT MEPKU 3a €TMMHHHPAHETO HA
TpaHaoaanpui (Hanp. NnoBpbllaHe, CTOMALLEH NaBax, npunarade Ha abcopbeHTn U HaTpues cyndar). He
€ U3BECTHO JA/TU TPaHA0NaNpPHUA (MNK aKTHBHUA MeTAOONUT TpaHAONaNpHaT) MoXe Ja Obae npeMaxHar
¢ xemoauanusa. Tepanua ¢ nelcMeHKbp € NoKasaHa NpU pe3UCTeHTHa Ha JieyeHue Opaankapams.
/KHM3HEHHTE NMOKA3aTeH, CEPYMHUTE ENEKTPONUTH H KOHLIEHTPALMATA Ha KpeaTUHUH TPAGBa Aa 6baar
MOHHATOPHUPAHHU YECTO.

5, GOAPMAKOJOI'NYHU CBOHUCTBA

5.1 PapMaKoAHHAMHYHH CBOIiCTBA
DapmakoTepanesTuuHa rpyna:; Bepanamun, kombuuaumu, ATC koa: CO9BB10

TpaHaonanpu € eTunoB ecTepeH Npekypcop Ha HeCcynhXUuaAPUIHUS HHXHOUTOP Ha aHTHOTEH3UH
KoHBepTHpaluna en3uM (ACE), Tpangonanpunar. XumuuHoro ume e (2S,3aR,7aS)-1-[(2S)-2-
[[(18)-1-(EToxcukapbonun)-3-dpenunnponusi]amuto]nponaHouia]oktaxuapo- 1 H-unaon-2-kapbokcuiaHa
KUCENHHA.

Tpanoonanpun e 6510 Ao NouTH 6410, KPUCTANTHO BELLECTBO, KOETO € pa3TBopumo (>100 mg/ml) B
XJ10podopM, AnxjiopomeTad U MetaHon. Mma monekyiido terno 430,54 u monekynnara popmyna e

C24H34N2Os.

BepanaMHnoB XHAPOXNOpUI € HHXUOUTOP Ha HHTYKCa Ha KanuMesH iWoHu (Gnokep Ha BaBHHTE KaHalH
WK @aHTArOHMCT Ha KaJlLMEBUA HOH).

BepanamMuios XWApOXNIOpHUA € NoUTH 64N, KpHCTalteH npax, NpakTH4ecKH 6e3 MHUpPHUC, ¢ FOpHHB BKYC.
Pa3TBOpHM € BLB BOAA, CBOOOAHO pa3TBOPHM B XJ10pohopM, YMEPEHO PasTBOPHM B AITKOXON M
NpakTHYECKH HEPA3TBOPUM B €Tep.

XHMHUYHOTO UME Ha BEPANAaMHUIIOB XHWAPOXJOpUA € DeHseHaueToOHUTPKA, a-[3-[{2-(3,4-
AMMETOKCHDEHHUN)ETHN } METHNaMHHON] iponH]-3,4-auMeToKCH-0-( | -MeTHReTHA)XRApoxTOopua. UMa

MonekynHo terno 491,07 v monekynnata gopmyna e Cy7HigN2O4+HCI.

MexaHH3bM Ha NeACTBHE W (hapMaKOAWHAMUYHHA edeKTH

Bepanawun

QapmMaKoJOrMuHOTO ACHCTBUE HA BepanaMui ¢ ObJKM Ha MHXMOUpaHe HaBJIM3aHETO
HOHM npe3 OaBHHATE KaHaK Ha KieTbuHaTa MeMOpaHa Ha rMagKOMYCKYJIHHUTE KI1ETKH
NPOBOAHUTE U KOHTPAKTHIIHH KJIIETKH HA CBPLIETO.
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BepanaMun noHM:kaBa apTepHaNHOTO HAIATAHE B NMOKOK W NPH OMpEeieNeHO HUBO Ha HATORAPBAHE Ype3
AunaTauus Ha nepuepHuTe aprepuonu. Toea nOHMKEHUE Ha 00LLOTO NEpUQPEPHO CHNPOTHBIEHHE
(cneaHaTOBApBAHE) HAMANABA MHOKAPAHUTE HYX/AU OT KHCIOPO W KOHCYMALMATA HA EHEPrHsl.
BepanaMun noHW»kaBa MUOKApAHWA KOHTPAkTUAWTET. OTpULIaTeHATA KHOTPOIHA AKTUBHOCT Ha
BEpanamin MOXe 1a 6bAe KOMMNEHCHpaHa OT HaManeHHeTo Ha 0b6L1oTo nepudepHo CLNPOTHBIIEHME.,
CbpaeuHMAT HHAEKC HAMA f1a Obae HamaeH OCBEH NMPH MalUUeHTH C NPeaBaPHTENHO ChILECTAYBRALIA
neBoKamepHa AUCPYHKLIUA.

BepanaMun He NoBIHSBAa CHMNATHKYCOBATA pEryJialuA Ha CbPUETO, ThH KATO HE Onokpa Bera-
anpeHepruyHuTe peuentopu. ETo 3auwo, actmMa u nonobHu CbeTosHKE HE NPEACTABAABAT
NPOTUBONOKAa3aHHUA 32 NPUIOKEHUETO Ha BEparaMm.

Ipandoranpun
Tpanaonanpun noTucka riiasMeHaTa peHHH-aHrMOTEH3HH-aA0CTepOH cuctema. PeHUH npencrasnsaga
€HAOrMeHEeH €H3UM, CUHTE3UpaH oT ObOpeunTe, KOWTO NpeMUHAaBa B KPbBHATA LMPKYIALIMA, KBAETO

OCBLIECTBABRA MTPEBPDBLUAHETO HA AHTUOTEH3HUHOTEH B @HITHOTEH3UH I, KOWTO € €IUH OTHOCHUTETHO
HeaKTHBEH AekanenTtva. Cnea ToBa aHTHOTEH3HH KOHBEPTHPALLUHKAT €H3UM (MeNTHAUNAUNENTHAA3])
nNpespblla aHrHOTEH3WH I B aHrnoTeH3und II. AnrvorensuH Il e MOUEH BA3OKOHCTPUKTOP, OTTOBOPEH 3a
apTepyUatHaTa Ba30KOHCTPHKUHA H NOBUILEHOTO KPBLBHO HanNAraHe, KakTo W 3a CTUMYJIMPAHETO Ha
HanowOpeuHaTa >kJ1e3a 3a cexpeuns Ha angoctepod. Muxubuparnero Ha ACE BOAH A0 NOHIKEHHUE Ha

M1a3MEeHU] aHrMoTeH3uH 11, koeTo OT cBOA cTpaHa NoHMKaBa BazonpecopHaTa aKTHBHOCT ¥ HAMAJABA
CEKpeLraTa Ha anJoCcTepOH. BBpeKkH ye NOHHKEHHETO Ha ANACCTEPOH € MANIKO, MOXKE Aa HACTHIM NEKO
[MOBHLIEHHE Ha CEPYMHHMTE KOHUEHTPALKMKH Ha KallHit 3aeAHO CbC 3arybaTa Ha HaTPUi ¥ TEUHOCTH.

[IpexbCBAHETO Ha OTpHLATEIHaTa 00paTHa Bpb3Ka MeXAy aHrHoTeH3uH Il ¥ cekpeuMaTa Ha peHHH, BOAU
N0 NOBULIECHHE HA NNa3MeHaTa peHHHOBA aKTUBHOCT.

Jpyra GyHKUNA Ha KOHBEPTHPALLUA €H3UM € pa3rpaxiaHeTO Ha MOLIHMA BAa30AWIATHPALL KHHHHOB
nentua OpaauKUHKUH 10 HEaKTUBHKU MeTaboMuTH. ETo 3aumo, uuxubupaneto na ACE eoau no
NMOBULIABAHE aKTHBHOCTTA HA UMPKYIHpPALLIATa H JIOKANHA KATMKPEUH-KHHHH CHCTEMA, KOETO OT CBOS
CTpaHa rojnomMara nepy@epHara Ba3oaniaTauMs upes3 akTUBUPAHETO Ha NMPOCTATNaHAMHOBATA CHCTEMA.
Bb3MOKHO € TO3W MEXaHW3bM A3 YHacTBa B XUnoreHsurHua edext Ha ACE-uHXUGHTOpHTE, KAKTO M J1a €
OTrOBOPEH 3a HAKOM OT HexeaHuTe peakuuu. Ilpu naunenTH ¢ xunepronus, npuemsT Ha ACE-
MHXHOHTOPH BOIH 10 NPUONH3NTENHO €IHAKBO NOHWKEHKME HA KPbBHOTO HaNAraHe, KakTo NpPH JIEFHAIO,
TaKa M Mpy U3NPABEHO MOJIOKEHHE Ha TAROTO, 0€3 KOMNEHCATOPHO NOBULIEHUE HA ChPAEHHATA YECTOTA.
[ToHn»xEeHHETO Ha NnepUdepHaTa apTepHaATHA PE3UCTEHTHOCT € 6e3npoMaHa Ha WITH € ChNPOBOJAEHO OT
NMOBULIEHHUE HA CbpAEeUHHUA JeOUT.

Habnronasano € noevienne Ha kpbBHUA TOK nNpe3 6b6peunte, 06MKHOBEHO §€3 NPOMSHA B CKOPOCTTA Ha
rIOMepyNHaTa GUATpauus. 3a NOCTUTAHETO Ha ONTHMANIHO NOHHXXEHHE HAa KPBBHOTO Ha/AraHe npH
HAKOW NALIMEHTH Ca HEOOXOUMH HAKONKO CEAMHLIU JIEUEHNE. AHTUXUNEPTEH3UBHUTE eDEKTH Ce
3ana3BaT U NMPH NPOABHKHTENHO IEUEHHE. PA3KOTO CrnvpaHe Ha Ae4eHUETO HE € CBbp3aHo ¢ OBP30
[MOBUUIABAHE HA KPBLBHOTO Ha/AraHe.

Ha4anoTo Ha aHTHXMNEPTEH3UBHUA ePEKT HA TPAHAONANPHA Ce NOABABA €AWH Yac CJIe] TpHeMa Ha
A03aTa ¥ NPOAb/KaBa HAaW-MaJKo 24 yaca, HO TpaHIOarpy HE MNOBAUABA LUIMPKAAHHSA PUTBM Ha
KPBbBHOTO HansAraHe.

KnnHuuHa ebMKACHOCT U 0e30nacHoOCT

Tapka
ITpoyuBaHHATA KAKTO NMPH XKUBOTHM, TAKA H NPH 3ApaBy 10OPOBOIILM HE Ca MOKa3any
(hapMaKOKHHETHHHH WK B3aUMOJIEHCTBUA C PEHUH-AHTHOTEH3IMHOBATA CHCTEMA Me
TpaHgonanpua. Tosa nokasea, ye HabMKONaBaHATa CUHEPrUYHA AKTUBHOCT Ha Te3n Abe
BELLUECTBA CE€ ABMKH Ha TAXHOTO JONDBABALUO ce hapMaKOAHHAMHUYHO NeHCTBHE.
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KnuHU4YHHUTE U3NMHUTBAHUA MpH Tapi(a ca rnokKa33ainH l'lO-Ed)EKTHBHG NOHHAKCHHC Ha NMTOBULLICHOTO KPBbBHO
HaaAraHe€ B CpaBHEHHUE CbC CAMOCTOATETHOTO IMPHUHAOKEHHE HA OTOC/IHHTE aKTHBHH BEUICCTRA.

Honvanumeanu npoy4eanus nPu Xunepmen3ueHY RAYUCHMU.

Edghexmu nabnodasarnu npu nayuenmu ¢ Xunepmonus u ucxeMuuHa borecm Ha copyemo.

B MexxnyHapoaHo sepanamun SR/Tpanaonanpui, paHAOMH3UPAHO, OTBOPEHO, 3aCNENeHO MO OTHOLLIEHUE
Ha KpaiHata uen npoyuBase (INVEST), ca oueHeHn cMBpTHOCTTA H MOpOUAHOCTTA NPU NALUEHTH HA
Tepanua ¢ BepanaMuia SR, B cpaBHeHHE ¢ MAUKUEHTH Ha Tepanus ¢ aTeHoson npH 22 576 nauueHTH Ha 50
roAuLiHa Bb3pacT U NO-8B3PACTHU C YCTAHOBEHA XMNEPTOHUA M HcXxeMHuHa GonecT Ha cwpueto (UBC).
JInuara ¥ B ABeTE rpyru ca MOrIM Aa ObJaT TUTPUPAHHA 10 MAKCHMAIHO TONEpUPAHATa 1033 W/ RKIIH HE
NPOY4YBaHU AHTUXHUITEPTEH3IUBHHU NekapcTea. TpaHaonanpun € npenopbyUBaH 3a BCHYKH NMALKEHTH C
O01OpeyHo yBpexaaHe, iMadeT Uik ChpAeyHa HeAOCTATbUYHOCT HE3ABUCHMO OT TepaneBTHYHATa rpyna.
CpeaHara npoawmkuTenHocT Ha Habntoaenue e 6una 2,7 roaunn. CtpaterusTa, 6azupaHa Ha Bepanamm
¢ Ouia EKBMBANIEHTHA Ha CTpaTeruaTa, a3upaHa Ha aTEHOJION MO OTHOLWICHUE Ha NpeBeHLMs Ha oblaTa
CMBPTHOCT, MMOKapACH HH(APKT WX MO3BYEH UHCYAT NpU NauueHTH ¢ xuneptouns u UBC. [se
FOAUIBHUAT KOHTPOJ1 Ha KPBBHOTO HandaraHe € Oun noaoden 8 apete rpynu. [lpu noseue ot 80% ot
nayMeHTuTe ca 6UNKU HeoOXOAMMH A1BE MK NOBEYE JIeKapCTBa, 3a 1a C€ MOCTHUIHAT TapreTHUTE
CTOMHOCTH Ha KPLBHOTO HandraHe. TpaHponanpun € 641 U3non3san BbB BepanaMmun 6azupaHara
cTpaterus npy 63% ot nauveHTuTe ¥ NPH 32% OT NAUKEHTUTE B aTeHOM0N Da3MpaHaTa CTpaTerus.
[oeeue ot 70% ot BCHuKKM naureHTH, BrJOYeHU B INVEST ca aocTurHanu TapreTHUTe CTOMHOCTH Ha
KpbBHO Hanarane <140/90 mm Hg. Bucoko pMCKOBHTE nauMeHTH, KaTo Te3u ¢ Anabet niu 6v0pedHa
OonecT € TpadBANO Aa JOCTHIHAT NMO-HHCKH CTOHHOCTH, 3a a ce fpUeMe ve ca KOHTpoaHupaHH. Karo
LAN0, AOKINAABAHKTE CTPAHUUHH edeKTH ca Oy MHHUMANTHHM M NOAOOHU MO UecToTa B ABETE
TepaneBTHYHH cTpatervu. [lpu naunedTn 6€3 3axapeH anabeT B HA4aNOTO HA NPOYUBAHETO,
HOBOOTKPHTHAT AHAarHOCTHUMpPaH AxabeT e 61N ¢ Mo-HUCKa vecToTa B rpynara Ha BepanaMui SR B
cpaBHeHMe ¢ rpynarta Ha ateHonon (7,0% cnpamo 8,2%, hazard ratio 0,85, p < 0,01).

Ilpoyusarnusa npu nayuenmu ¢ xunepmonus u ouabemna Hed)ponamus

Hee rosemu pavaomMusupadHy koHTponupaHu npoyusaHus — ONTARGET (ONgoing Telmisartan Alone
and 1n combination with Ramipril Global Endpoint Trial - Tekyiuo rno6anHo uanuraaHe 3a KpaiHH TOUKH
Ha TEeMHCAPTaH, CaMOCTOATENHO U B KOMOHHauMAa ¢ paMunpun) 1 VA NEPHRON-D (Knunanuno
NpOy4BaHE CBbP3AHO C pa3BUTHE HA HePpONaTHa npu auadeT, npoBeaeHo oT MUHUCTEPCTBO NO
BBIIPOCHTE HA BETEPAHUTE) —~ NpoyuraT yrnotpebara Ha komOurauuaTa ot ACE-unxuburop
aHruoTeH3uH ll-peuentoper Gnokep.

ONTARGET e npoyuBaHe, NnpoBEAEHO NMPU NALIMEHTU C aHAMHE3A 33 CHPAECYHO-CbA0BA HITH
MO3bYHOCBAOBa DonecT, nan 3axapeH auabeT TN 2, NpUAPYKEHH C JaHHM 3a yBpexJaHe Ha epeKTOPHH
opranu. VA NEPHRON-D e npoyuBaHe npu nauueHTH cbe 3axapeH anaber tvn 2 u auabeTHa
He(hpONaTHA,

Te3n npoyuBaHusa He NOKa3BaT 3HAYMM ONaronpuATeH edekT Bbpxy ObOpeyHUTE W/HITH ChLpAEUHO-
CbAOBMUTE MOCNEANLH U CMBPTHOCT, KaTO ChLUEBPEMEHHO ca HaOMIOAaBaHW NOBHILEH PHCK OT
XUMEPKATHEMHUS, OCTPO YBpexAaHe Ha OnOpeuMTe W/ UAHW XUNOTOHUSA B CpaBHEHHE ¢ MoHoTepanuaTa.KaTo
CE UMAT NpeaBHl CXOAHUTE UM (apMaKOAHUHAMHYHN CBOHCTRA, Te3H PEe3yaTaTH ca NPWIOKHMH H 3a
apyri ACE-uHxubutopH 1 aHruotenaud II-peuentopuu bnokepm.

ACE-uHXHOUTOPH M aHruoTeH3uH ll-peuentopHun Onokepu cnenoearento He TpabBa na ce U3MOA3BaAT
€/IHOBPEMEHHO NPH NaUMEHTH ¢ aHabeTHa HedponaTHA.

IIpoyvaanua npu nayuenmu ¢ xunepmonua u ouabem mun 2 uru 6vopeuno yapesxcoarne (GFR) < 60
ml/min/l,73m?)

ALTITUDE (KnuHu4HO npoyuBaHe MpOoBEACHO C ATMCKUPEH NPH HalMeHTH CbC 3axapeH guabeT THN 2 ¢
M3N0JI3BaHE HA CHPAEYHO-CBAORH M HBLOpeuHHu 3ab0NgBaHNA KATO KpaHHU TOUKH) € NpoyuBaHe,
NpeAHA3HAYEHO Ja M3CeABa 1013aTa OT A00aRAHETO Ha ATMCKHMPEH KbM CTaHAap :
UHXUOUTOP WIH aHTHOTEH3UH l]- peuenTopeH ONIOKEDP MpU NALMEHTH CBC 3aXape

Wit o
..ﬁ““

ﬂ'-‘- m

C'b,ElDBaTH CMBPT, Taka H HHCYJITET Ca [N10-4HCCTH B TPYIATA Ha alTHCKHUPEH, OTKO
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nnauedo, a npeacTaBNARALLMTE HHTEPEC HEXENaHH CHOUTHA H CEPHOZHU HEXENaHH CHOUTHS
(xunepkatveMun, XUNOTOHNUA W ObOpeyHa AuchyHKuUA) ce ¢HOOUIABAT NO-YECTO B rpynarta Ha
ANUCKHUPEH, OTKONKOTO B I'pynaTa Ha rauebo.

5.2 PapMaKOKHHETHYHH CBOHCTBA

Tapka

Toit kaTo HAMa H3BECTHH KMHETHYHH B3aUMOACHCTBHA MEXY BepanaMui U TPaHAOAAMPUI WK
TPaHAONANPUIAT, KHHETHYHHUTE NapaMeTPH Ha JIBETE JIEKapCTBA 110 OTAECTHO C€ OTHACAT U 3a
KOMOMHHpaHUA NPOAYKT.

Bepanamun

BepanamMuios XHAPOXNOpHA € paLieMHUYHa CMEC, ChCTOALLA CE OT paBHM YacTH R-eHaHTHOMep M S-
eHaHTHoMep. Bepanamun ce metabonusrpa ekcteH3uBHO. Hopeepanamun e eanH ot 12 metabonura
HACHTH(QULUKpPaHH B ypuHaTa, HMa 10 ao 20% ot ¢papmaxonoruyHaTa ak THBHOCT Ha BepanaMui U
npeacTaBiaBa 6% OT eKCKPETUPAHOTO NnekapeTBo. [lnazMeHuTe kOHUEHTPaLUUKH HAa PABHOBECHOTO
CBCTOIHHUE Ha HOpBEpanaMHil KU BepanaMuJi ¢a ¢X0AHH. PaBHOBECHOTO ChCTOSAHHE ClIE] MHOMXECTBEHO
JO3UpaHe BeIHbX JHEBHO CE€ JOCTUra CNEd TPH A0 YETHPH JHH.

Abcopbuns

[Toseue ot 90% ot nepopanno npuerara J03a Bepanamun ce abcopOupa B TbHKUTE Yepsa. Cpeanara
CHCTEMHA DHOHATUYHOCT HA HENPOMEHEHOTO BELLECTBO Clel eAWHHYHA no3a e 22%, nopaau
€KCTEH3WBHOTO OTAE/IAHE NPU MTbPBOTO MpeMUHaBaHe npe3 yepHua apod. CpenHata SHOHANTHYHOCT chen
MHOrOKPaTHO NpUIIOKEeHUE MOxXe Aa ce noBHilK A0 30%. CpeaHoTo Bpeme 3a 1OCTHIaHe HA NMHKOBa
ryiasMeHa KOHUEHTpauns € oT 4 ao 15 yaca. [lukoBara nna3MeHa KOHLEHTPALMA HA HOPBEPANAMM CE
[OCTHra 3a 0Koio 5 no 15 vaca cnea gozata. XpaHata He MNOBAHABa OHOHANHYHOCTTA HAa BEPANaMHUIL.

PasnpenencHue
BepanaMun uMa WIHPOKO pasnpeaeneHye B TENECHUTE ThKaHU, KATO 06eMbT Ha pasnpeaesicHUe Bapupa
1,8 - 6,8 ’kg. npu 3apaBu nuua. CEbp3BaHETO HA Bepanamui ¢ f1a3MeHHUTe NpOTEHHH € 0Koo 90%.

buoTpaHchopmauma
Bepanamun ce meTabonn3vpa eKCTEH3UBHO. [n vitro MeTaboNUTHH NMPOoyUYBaHUs NOKA3BaT, Ye BepanamMm
ce metabonuanpa ot unroxpom P450 CYP3A4, CYP1A2, CYP2C8, CYP2C9 n CYP2CI8. Ipw 3apasu

Mb2KE, OPanHO MPHUIOCKEHNAT BEPANIAMHUIIOB XHAPOXJOPHA MPETLPNABA EKCTEH3IUBEH METAOOTU3ILM B
YyepHHUs Apod, KaTo ca MAeHTHPHUMpaHK 12 MeTabosinTa, NoBeYeTo cCaMO B HE3HAYHTE/THH KOJIHYECTBA.
[ naBHHUTE METADONUTH Ca HACHTUQUUHPAHH KaTO pa3nuuHu N- u O-neankunupaHu NpoAYKTH Ha
BepanaMui. OT Te3n MeTaboHTH CaMO HOpBEpPanaMul MMa HAKaKbB oce3aeM dapMakoiorHueH edekT
(npubauznTenHo 20% OT TO3U Ha POAUTENCKOTO BEULECTBO), KOHTO € HabNAaBaH NpH MPOyUYBaHE C
Kyu4eTa.

EauMuHupaHe

CpeaHHAT ENUMHHALMOHEH MOTYXKUBOT CNel MHOTOKPaTHO NMPUNIOXeEHHE € oceM vaca. [1pubnusurento
50% ot npunoxeHaTa no3a ce enuMHHUpa npe3 6uOpeunTe 3a 24 yaca, 70% a0 ner gHu. o 16% ot
f03aTa ce eKCKpeTHpa B HinpaxHeHuaTa. Oxono 3 1o 4% ot 6uOpeuHo eKCKpEeTUPAHOTO NEKAPCTBO Ce
€KCKPETHPA KATO HENPOMEHEHO NeKapcTBO. OOWHAT KIMPBHC HA BepanaMMl € NOYTH TONKOBA BUCOK,
KO/IKOTO YepHOApoOHHUA KpbBOTOK, Npvbausutento 1 I'h/kg (o6xsar: 0,7 — 1,3 Vh/kg).

CrneudanHy nonynauum

[leduampuyna nonyviayus

Hanuuynara vHdopMaums 3a hpapMaKOKMHETHKATa NPH NeAXATPHUHATA MONYJIALH 4 o
BEHO3HO NO3HPAHE CPEAHMAT NOJAYXKUBOT Ha BepanaMun e 9,17 vaca v cpeiHuA @
nokato ToH e okono 70 I/h mpu 70-kg Bb3pacreH yorek. [1nazMeHuTe KOHLEH 7/ ' SEMEEC W 50,
CHCTOAHHE U3TNIEKAAT MANKO MO-HHCKYU [IPU NEAHATPUYHATA NONYNaLHe Clie/ |:§| "'“f{': PARD ] _1 "
CpaBHEHHE C Te3d HabnaapaHK NMpU Bb3PaCTHH. -
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Cmapuecka eb3pacm

CrapeeHeTO MOXeE Aa NOB/IMAE Ha (PapMaKOKMHETHKATA Ha BepanaMun, KOATO ce naBa Ha NaLUHEeHTH C
XHUNEPTOHUS. ENMMUHALMOHHUAT NONMYKUBOT MOXE Aa ObJE YABLDKEH NMPHU NAUWEHTH B CTapyecka
Bb3pPacT. 3a aHTHXHUTEPTEH3HBHHUA e()EKT Ha BepanaMmil € YCTAHOBEHO, Ye HE € CBBbP3aH C Bb3pacTra,

bvbpeuna nedocmamvunocm

HapyuieHara Ox6peuHa pyHKUHA HAMA €DEKT BbPXY papMakOKHMHETHKATA HA BEpanamMHi, KaKTo e
MOKA3aHO B CPABHHTE/IHH MPOYYBAHHA IMPH NaLUHEHTH ¢ OBOpeHHa HEAOCTATBYHOCT B KPA€H CTaaAMi H npH

nvua cbe 3apasu 6b0peur. Bepanamun 1 HopBepanaMun He ce NpeMaxBaT 3HAYHUTENHO Ypes
XEMOAHANHU3A.

Heprodpobra neoocmamuvunocm

BbHOHANWYHOCTTAa H EIMMHAHALIMOHHUAT NMONYKHBOT Ha BepanaMui ca NMOBULUEHH TPH MAaLHEHTH ¢
yepHoapoOHa uKMpo3a. Bece nak KMHeTHKATA Ha BepanaMul € HENPOMEHEHA NPH NAaLUKEHTH C
KOMIeHCHpaHa YepHoaApoOHa AUCcPYyHKUMA.

Tpanoonanpun

TpaHaonanpun e Npekypcop M ce XUApOaH3npa A0 aKTUBHUA AHalnieH MeTabosiuT, TpaHaAoIanpuUarT.
[TpH MHOXECTBEHO 103UpaHEe Ha TPAHAOAAMPHI, PABHOBECHOTO ChCTOAHHUE HA TPaHAONANPUIAT Ce
LOCTHIa 3a OKONO YETHPH AHH, KaKTO NpPH 3aApaBHd 100pOBONLMN, TaKa Y MPH MNAIH WK MAUWEHTH B
CTApYECKa BH3PACT C XHNEPTOHMUA.

Abcopbuus

Cnen nepopanHo rMpuioKeHHe, TpaHaonanpui ce abcopbupa MHoro 6up30. MakcuMaliHara rasmMeHa
KOHLIEHTpaLUHg Ha TpaHAONAIIPUI Ce AOCTHIA OKONo | yac ciea nepopaiHus npueM. AGCoIOTHaTA
OMOHAIMYHOCT Ha TpaHaonanpua e okono 10%.

CTOHHOCTHTE Ha MEAWAHHHWTE TTHKOBH TNA3MEHH KOHLUEHTPALUMH Ha TPAHAONAMNPHIAT CE JOCTHUIAT cien 3
a0 8 yaca. AbconoTHata OMOHANIMHHOCT HA TpaHAONANPHNAT Clie 003a TpaHaonanpun € okoJo 13%.
XpaHara He noBnnaBa Cumax WM AUC Ha TpaHaonanpunar.

PasnpeneneHue

Cebp3BaHETO HA TPAHACMANPHUA C [UTa3MEHHTE NPOTEUHH € 0kono 80% U € He3aBUCHUMO OT
koHLeHTpauuaTa. O6eMbT HA pasnpedesieHHe Ha TpaHaoanpun e okono 18 nurpa. Cebp3raHeTo Ha
TPAHAOJIANPUIAT C UIa3MEHUTE MPOTEUHH € 3aBUCHMO OT KOHUEHTpauuaTa U sapupa ot 65% npu 1 000
ng/ml 1o 94% npu 0,1 ng/ml, koeTo nokaspa HacHLLLaHe HAa CBbLP3BAHETO ¢ YBENUUaBaHe Ha
KOHLIEHTPAaLIMATA.

buoTpaHchopmaLus
Tpanponanpun ce xHaApoAH3Upa OT €ECTEpa3u A0 aKTHBEH AUauUAeH MeTaboUT, TpaHAONANPUAAT.

EnvmMuHHpaHe

[Tpy 3apaBn nobposonuu TpaHAOANpUN Ce eNMMHHUPA 6BbP30 OT NNa3MaTa CbhC CPeACH NMONYIKUBOT MO-
Manbk oT | yac. [Tpy MHOroKkpaTHH A03K Ha TPaHAOAANPHA, PABHOBECHOTO CHCTOAHUE HA
TpaHA0AANPUNAT ¢€ A0CTHra 3a 4 JHU NpU 3ApaBy 100POBOILKM, NP MNAU U XUIEPTOHULIM B CTApUYECKa
Bb3pacT. B paBHOBECHO CHCTOAHME, @PEKTUBHHUAT NOJIYI>KKBOT Ha TpaHAONanNpuaar e Mesxkay 15 n 23
qaca, BKJIIOYBAUL MalKa (hpakuKs OT NIPHIOKEHOTO IEKAPCTBO, BEPOATHO CBBHP3aHa ¢ IN1a3MEHHA H
TbkaHHUA ACE.

Crnen nepopanHo NpuioKeHUe Ha paanoakTHBHO GesazaH Tpanaonamnpun, 33% ot paﬂuoamnaﬂacwa ce
OTKpHBa B ypuHaTta U 66% B nanpaxueHusaTa. Okono 9-14% ot npuertara ao3a TpaH ol ens
KaTo TpaHAOnanpuiart ¢ ypuHata. HezHauuma yacT TpaHZoanpui ce CKCKPETHDA S ﬁﬂ 'r' i

ypunara (<0,5%). O6wure nnazMeHy KIMPBLHCH Ha TPaHAONAMPWT U TPaHIoang
NpUOAU3UTENHO 2 ME HHTPABEHO3HHW A03H Ca CHOTBETHO OKOJIO 52 nUTpa 3a 4ag
brOpeuHHAT KIMPBHC Ha TpaHaonanpunar sapupa ot 0,15-4 nuTpa 3a vac, B 3af n§|
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CneuvanHuy nonyaaumu

Ieduampuuna nonyrayus
dapMaKOKMHETHKATA Ha TPaHAONANPUN HE € OnpeaensHa npy naunMeHdTy noa 18 roguuiHa suapacr.

Cmapuecka éb3pacm u non

(DapMaKOKWHETHKATA HA TPaHAOJANPHIT € OrUna U3cneaBaHa MPU NaUHMeHTH B CTapyecKa Bb3pacT (Haa 65
rOAMHKW) U NpU Asata nona. [lpy nauyMeHTH B cTapuecka BL3pacT C XHNEePTOHHUSA Mnila3MeHaTa
KOHLEHTpaUUA Ha TpaHIOMANpPHN € YBENHUYEHa, HO MV1a3MEHATa KOHLIEHTPaLMA Ha TPaHOoJanpuiaT U
uHxubOuumaTa Ha aktueHocTTa Ha ACE e nogobHa Ha Ta3u npy Maaad XHUIEPTOHULIM.
dapMaxOKHHETHKATa HA TPAHAOJANPUI U TPAHAONANPUIIAT H HHXKUOKLMATA Ha akTHBHOCTTA Ha ACE ca
noAoOHHU W NpH BaTa NoJla MaUHEHTH ¢ XUNEPTOHUA B CTapyecka Bbh3pacT.

Paca
He ca oueHaBaHK pasivky BbB (rapMakOKWHETHKATA NMpH pa3IMUHM PacH.

bvbpeyna nedocmamvunocm

CpaBHEHH € TE3HW NpPH 30paBy 1MUA, MVIA3MEHUTE KOHUEHTPALMMA HA TPAHAOMANPUA U TPAHAOMATIPUAAT ¢a
NPUONH3UTENHO 2 THTH NO-BUCOKH U OBOPEUHHAT KAMPBHC € HaMaleH ¢ 0kono 85% npu nauMHeHTH ¢
KpPEeTHHHHOB KnUpBHC nod 30 ml/min ¥ Mpu nauueHTH Ha xemoauanusa, [lpenopbuBa ce KOpUrupaHe Ha
Ao3aTta npH 6bOpeYHO yBpeaeHH NaLMEHTH.

Yepnodpobra nedocmamvyunocm

[Ipn nepopanHo NpUNoOKEHHE MPH NALKMEHTH ¢ IEKa 10 YMEPEHA AJIKOXOHA LIHPO3a, M1a3MeHHTE
KOHLIEHTPAUYHU Ha TPAaHAONANPHA U TPaHAONANpHAaT ¢a OUM CHLOTBETHO 9 MbTH U 2 MBTH NO-BHCOKH
OTKOJIKOTO MPH 32paBH, HO MHXHOKHLMATA HA akTUBHOCTTA HA ACE He € 6una nosnuvana. [To-HUCKH 103M
TpaOBa fa ce UMaT npeaBu NP NAUMEHTH ¢ YepHOAPOOHA HEAOCTATBYHOCT.

5.3 IIpeAKNHHHYHA JAHHH 32 De30MacHOCT

OOnuaiiHi TOKCHYHH €PEeKTH NPH XKMBOTHHU ca HAOJIIOAaBaHHU CaMO MPH MPHIOKEHHETO HA J1O3M,
MPEBHLIABALIH B 3HAYHTE/NHE CTENMEH MAKCUMATHUTE 103 NPU YOBEKA, KOETO NpaBH NMPEHEOPEKHUMO
MaJlKa BEPOATHOCTTA 3a HATMUHETO Ha GE3NOKONCTBO NO OTHOLIEHHE Ha 6e30nacHOCTTA.
['eHOTOKCHUYHHTE H3C/IeABAHHUA HE MOKA3BaT HAIMYHETO HA CNELIHATIEH PHCK MPH X0pa.

[IpoyuBaHusTa NpH KUBOTHH NOKa3eaT, 4€ NpH ACE-HHXHOUTOpHTE € HanHLEe TEHASHLUHS KbM NMOABATA
Ha HEXXEeNaH €PEKT BbPXY KbCHOTO pa3BUTHE HA NJ101a, BoAelll A0 ¢eTanHa CMBPT U BPOJEHH aHOMAITHY,
ocoOeHo B obnacTra Ha yepena. CMATa ce, 4e Te3W aHOMAHK Ce ABLJDKAT OTYACTH Ha apMaKonorMyHara
aKTHBHOCT Ha aKTHBHHTE BELUECTBA W MOXKE [1a Ca CBbP3aHH ¢ npuuuHeHUs oT ACE-nHXH61TOpH
ONIMIOXHAPAMHUOH.

6. DAPMAIEBTHYHHU JAHHH

6.1 CaoHceBbK HA MOMOLKHHTE BeLleCTRA

Tpangonanpua CNou:
LlapeBHM4HO HUWIECTE

JlakT03a MOHOXHApAT

[Toraon (K 25)

Xunpomenosa (tun 2910, sucko3uteT 6 mPass)
Hartpues cTeapun ¢pymapar

[Ipeuncrera Boaa (He € HANWYHA B KpaHHWA NPOAYKT)

BepanamuaoB XMAPOXNOPHA CNOI:
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MukpokpucTanHa Lenynosa
HaTtpues anrunar

[Mosunaon (K 30)
Marue3ues creapar
[TpeuncTeHa Bojaa

CbcTap Ha BHIMOBOTO NOKPHUTHE

Xunpomenosa (tun 2910, euckosuter 6 mPass)
Xunpomenosa (tTun 2910, Buckosuter 15 mPass)
XHAPOKCUNIPONIHALENYNO03a (BUCKO3UTET 7 mPaes)
Makporon 400

Makporon 6000

Tank

Cunuumres QMOKCUa, KonouaeH He3soneH
Hatpues gokysar

TuranHos auokcua, E 171

Kenesen okcua, vepsen E172

KenezeH okcupa, xuat E172

/Kenezen okcua, uepen E172

[TpeurcTeHa Boaa (He € HaAIM4YHA B KpaitHUA NPOAYKT)

6.2 HecbBMecTHMOCTH

Henpunoxumo.,

6.3 Cpoxk Ha roaHocTr

3 roauHu

6.4 CneuHaHy YCIOBHS HA ChXpAHeHHE
Ja ce cpxpaHaBa npy Temnepatypa noa 25°C.
6.5 Bua n cpabpkaHHe HA ONAKOBKATA

TabsteTkuTe ca nocTaBeHu B npo3payHy, 6e3usetHn PVC/PVDC-anymunuii 6aucrepn.
EnHa onakoBKa Cbabpka 28 wnu 56 tabnerku ¢ uaMeHeHo ocBobO AaBaHe.

He Bcuuky BMAOBE ONAKOBKKM MOraT aa 6baaT nycHaTH B npoaaxba.
6.6 Cnenunanny npeanaiud MEpKH [IpH M3XBbpJasHe

Hama cneunanHu U3KMCKBaHHUA.

7. IIPUTEXATEJ HA PASPEIHIEHHETO 3A YIIOTPEBA

Buarpuc EOQO/]]

opuc crpana ,,Cepauka opucH*
Gyn. CutHakoso Ne 48, eT. 7
1505 Codpus

bovarapus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA
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9. JATA HA ITBPBO PA3PEIIABAHETIONHOBSABAHE HA PA3PEHIEHHUETO 3A
YIIOTPEBA

Hara Ha nbpso paspewaane: 01 gekemepu 2009 r,
Jlara nHa nocnenno noaHoesasaxe; 09 mapt 2015 r,

10. JATA HA AKTYAJINZNPAHE HA TEKCTA

04/2026
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