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KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



1. HME HA JEKAPCTBEHHUA ITPOAYKT
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2. KAYECTBEH H KOJIMYECTBEH ChCTAB
Bancasun AM 5 mg/80 mg dpuamMupann TabneTku

Bceaxa ¢guaMupana tabnerka cpabp:ka 5 mg amnoaunus (amlodipine) (kato amnoaunvHoe Ge3unar) 4
80 mg sasncapran (valsartan).

Bancasun AM § mg/160 mg ¢punmuparu TabneTky

Beaka dpunmupana tabnerka ceabpaka 5 mg amnoaunuH (amlodipine) (kaTo amnoqHNUHOB Oe3HAaT)
ul60 mg sancapran (valsartan).

Bancaeun AM 10mg/160 mg dunMupasn Tabnetku

Bcesaxa punMupana rabnerka ceabpxka 10 mg ammogunud {amlodipine) (kaTo aMaoaunHOB 6Ge3ummar)
U 160 mg Bancaprau (valsartan).

34 MbAHYUA CNHCEK HA MOMOIIHUTE BelleCTBA BIDKTE TouKa 6.1,

3. JIEKAPCTBEHA ®OPMA

PuamupaHa TabneTka.
Bancasun AM 5 mg/80 mg ¢punmipanu tabneTkiu ¢a ThMHOXBITH, KPbITH, NBOHHOHIITEKHATIH
punMHpanu TabneTkH ¢ quameTsp 8,1 mm £ 0,2 mm,

Bancasun AM 5 mg/160 mg punMupanu TabneTku ca ThMHOXKBJITH, OBAJIHH, JROHHOH3TbKHANH
¢HamMupanu Tabnetkd ¢ AbxkuHa 14,6 mm £ 0,2 mm o mHpHHa 6,8 mm + 0,2 mm .

BancaBiun AM 10 mg/160 mg ¢punMupany TabneTkH ¢a CBETIOKBITH, OBATHH, JBOHHOH3MEKHANH
(UIMHpPaHH TabneTKH ¢ AbDKUHA 14,6 mm £ 0,2 mm 1 wmpuna 6,8 mm £ 0,2 mm.

4. KMHHYHH JAHHHU
4,1 TepaneBTnuHH NOKAZAHHA

JleyeHHe Ha eceHLMAIHA XHIIEPTOHHA.
Bancaeun AM e noka3aH IPH BE3PACTHH NALHEHTH, YHETO apTePUATHO KPBBHO HAMACAHE HE Ce
KOHTPOJIHpa OIITUMAJIHO ¢ MOHOTEpAIHs ¢ aMIIOAMITHH HJTH BAJICAPTaH.

4.2 Ho3npoBKA H HAYHH HA NPHJIOKEHHE

HOSHEGBI{H

TlpenopwiBanaTa no3upoBka Ha Bancasun AM e eaHa tabneTka NHEBHO.




Bancasun AM 5 mg/80 mg Moxke aa ce npunara Npu MALKAEHTH, YHETO aPTEPHAITHO HAJIATAHE HE CE
KOHTPOJNIMPA af€KBATHO NMPH MOHOTEPANHA ¢ aMJIOAMIIMH 5 mg unu sanaprad 80 mg.

Bancarun AM 5 mg/160 mg Moxe Aa ce npuara nMpy NalMEeHTH, YHETO apTEPHANHO HANATAHE HE CE
KOHTpONHpa aAeKBaTHO [IPH MOHOTEpanua ¢ aMIOAMIMH 5 mg WiH BasicapTaH 160 mg.

Bancasun AM 10 mg/160 mg Morke [a ce npunara npH NauKeHTH, YMETO APTEPHANIHO HATATAHE HE Ce
KOHTPO/IHpA aACKBATHO NPH MOHOTEpanua ¢ aMaoAunmuH 10 mg 1y sancapran 160 mg wnu ¢
Bancasun AM 5 mg/160 mg.

Bancasun AM Moske 1a ce mpunara He3aBUCHMO OT XPaHEHETO,

[Ipenopsuea ce, npeayu npeMHUHABaHE Ha JIeUeHHE ¢ PUKCHpaHATa KOMOHHALMY, A4 CE NPOBEJE
HHAWBHAYANHO TUTPHPAHE HA NO3UTE HA OTACIHHTE KOMNOHEHTH (T.€. aMIIOHITHH H BAJICAPTAaH).
KoraTo € noaxoasimo ot KIMHHYHA IMIEAHA TOUKA, GH MOIMIIO Aa ¢ 06CHKAa AUPEKTHO MPEMHHABAHE
OT MOHOTEpANMA KbM JIEHEHHE ¢ KOMOHHALIMA OT (PUKCHPAHH O3H.

3a yno6CTBO NALIMEHTHTE, KOUTO MPUEMAT BAJICAPTAH M aMIOAMITHH KATO OTACIHH TabaeTKH MOrarT Aa
MpEMHUHAT Ha JicueHue ¢ Bancasun AM, ceabpikallt ChILUTE 103K HA OTAETHUTE KOMITOHEHTH.

bvbpeyno yapeocoane

Hama HaNMMHH KIMHMYHE JaHHH NMPH MAUMEHTH ¢ TeXKO OuOpeuno yspexaane. He ce H3HcKkBa
KOpHUIMpaHe Ha J03aTa NPH NAUHEHTH C NEKO J0 yMepeHo 0s0pedHo yepexaaHe. [Ipu yMepeHO TeKKo
0BOpeuHO yBpexkIaHe ce NPenopbUBa CIeASHe HAa HUBATA HA KAMH H KPEaTHHHH.,

Heproopobno yepeocoane

Bancasun AM e npoTHBONOKa3aH OPH MAMHEHTH C TEKKO YSPHOAPOOGHO yBpexkaate (BK. Touka 4.3).
Bancapun AM 1pa6Ba na ce mpunara ¢ NOBHIIEHO BHHMAHHE NPH NALMEHTH ¢ YePHOAPOOHO
yBpeXaHe HIH OMITHAPHH OOCTPYKTHBHH 3a00naBanud (8. Touxa 4.4).

INpy napeHTH ¢ Neko 10 yMepeHO YepHORPOOHO yBpekaaHe 6e3 XoecTasa, MAKCUMATHATA

npenopruBaHa Jo3a Ha BaacapTaH ¢ 80 mg.
[Ipenopnku 3a Ao3upaHe HA aMMONHIEHH NPU MALHEHTH C JIEKO 10 YMEPEHO YepHOAPOOHO YBpeKIaHe
HE Ca YCTAHOBEHH.

Hayuenmu 8 cmapuecka sv3pacm (Ha/nad 65 200unu)

IIpH naumeHTH B CTapuecka BB3pacT € HEOOX0AMMO NOBHIICHO BHHMAHKE, OCOGEHO NPH yBEIHYaBaHe
Ha no3ata. [Ipy npemMuUHaBaHe HA MOAXOAAIIM [TALIMEHTH C XHIIEPTOHHA (BK. TOUKA 4.1) KbM feueHuUe ¢
aMmnoAMnHH WK Bancasun AM, Tpa6Ba fna ce H3non3ea Haii-HUCKATa HAJIMYHA 1038 Ha aMIOJHIHH,
MpHNArad KaTo MOHOTEPANUd WIH CHOTBETHO KaTO YacT OT KOMOMHALM.

HHeduampuuna nonyaayus
He e ycranoreHa 6esonacHocTTa H edhikacHocTTa Ha Bancasun AM nipd sena Ha sw3pacT noa, 18
roavHy. HaMa HanuuHH JasHM.

Hauynn na npuaokeHHe
IlepopanHo npunoxkeHue
[Ipenoprusa ce Bancapun AM aa ce npHeMa ¢ MajIko KOJTMUECTBO BOJA.

4.3 IlpoTHBODOKA3ZAHAA

KBM HAKOE OT MOMOLLHHTE BEelIeCTBRA, H:;ﬁpoeHH B TOUKA 6.1;

¢ Texko uepHOAPOOHO yBpeKIaHe, OMNMKHapHA LIMPO3a WIH XO0JI€CTA3a;

¢ Texko 656peuno yppexaaHe (CKOpocT Ha rnoMepynHa ¢untpauus (GF
H IpH MALMEHTH HA XEMOAHAIN3A,




¢ EaHospemeHHara ynotpeba Ha Bancasun AM ¢ anuckupeH-ChAbPpAALLH OPOJYKTH €
POTHUBOIMOKA3aHA MPH NMALMEHTH ChC 3axapeH auaber wnu 6u6peuno yspexaane (GFR <60
ml/min/1,73m?2) (Bxk. Touku 4.5 1 5.1);

¢ Bropu u TpetH TpUMECTBP Ha OpeMeHHOCTTA (BXK. TOUKH 4.4 U 4.6);

¢ Texka XHIMOTOHMS;

¢ Hlok (BKAOUUTENHO KAPAUOrEHEH LIOK);

¢ O6CcTpyKLNA HA U3XO0JA HA JIABA KaMepa (Hanp. xunepTpoduuHa 00CTpYKTHBHA
KapAHOMUONATHA H BUCOKOCTENEHHA a0pTHA CTEHO34a);

¢ XeMOAMHAMHYHO HeCTa0UNHA CEPACYHA HEAOCTATBUHOCT CJle] OCTHD MHOKAPAEH HH(APKT.

4.4 Cnennanuu npeynpexicHHs H NpeANasHd MepPKH NPH ynoTpeda
besonacHocTTa ¥ ePUKACHOCTTa HA AMIOOHITHH [IPH XMNEPTOHHYHA KPU3a HE Ca YCTAHOBEHH.

bpemennoct: [lo BpemMe Ha 6peMeHHOCT He TpAOBa Ja ce 3arouBa JICYeHHE ¢ aHrHOTeH3HH 1
peuenTopHyd aHTaroHUCTH (AIIPA). Oceen ako TepanusaTa ¢ AIIPA He e kpaiiHO HeoOXoauma,
NalMeHTKHTE, IIaHupauwM OpeMeHHOCT, TpadBa Aa NpeMUHAT Ha aTEPHATHBHO aHTHXHIICPTEH3UBHO
JIEYEHHE ¢ YCTAHOBEH Npoduit Ha Oe3onacHoCT 3a ynoTpeda npH OpemeHHocT. [Ipu ycraHoBaBaHe Ha
OpeMEHHOCT, neueHueTo TpabBa na 6bae npekpaTeHo He3abaBHO K, aKO € NOAXOAALIO, /14 C& 3aNOYHe
ANTEPHATHBHA Tepanus {BxkK. TOUKM 4.3 1 4.6).

HRHHEHTB C HATPHER- n/njau obemen EEQHHHT

B nnaue6o koHTpOAHpaHH NpOy4YBaHHUA, eKCLIECHBHA XMIMOTOHHA ce Habmoaasa npu 0,4% ot
MaMCHTHTE ¢ HEYCIIOKHEHA XUNIEPTOHUA, JieKyBaHH ¢ Bancasun AM. CuMOTOMaTHYHA XMNOTOHHA
MOXKE J1a HACTBIH NPH NaLHUEHTH, KOUTO NpueMaT aHruoTeH3HH [l peuentopHy OIOKEPH M IIPH KOHTO
¢ aKTHBHPAaHA CHCTEMATa PEHUH-AHTHOTEH3HH-AIIOCTEPOH (HANp. NALMEHTH C HATPHEB W/HIU 00eMEH
NEPHLIUT, KOUTO NMPHEMAT BUCOKH NO3H AMYpeTHLH). IlpenopruBa ce leueHre Ha TOBA CHCTOSHMUE,
npeaM Aa 6bae Ha3HavyeHa Tepanua ¢ Bancapun AM WM CTPUKTHO MeTMUMHCKO HabmoAeHUe NMpH
3AMOYBAHE HA JICUCHHETO.

AXo 1nipH neyeHMe ¢ Bancasuin AM HacTRNH XHIOTOHHA, NALUKUEHTET TpAOBa Ja OBAe MOCTABEH B
JAETHANIO TI0/I0KEHUE ¥ NPH HEOOXOAUMOCT 114 € MPWIOKH HHTpaBeHO3HA HHPY3HA ¢ PHIHOTIOrHYEH
pasrBop. JledeHHeTo MOke Aa OBAES NPOABIDKCHO IS KATO ¢€ CTabuNu3Upa apTepHATTHOTO HANIATAHE.

XHnepKaaueMus
EaHospeMeHHaTa ynoTpeda ¢ Kanuesn AobaBkH, KalHi-ChbXpaHABALUM JHYPETHIIH, 3AMSCTHTEIH Ha

CONTa, ChABbPKALUM KATHH HIH APYTH NEKapCTBEHH NPOAYKTH, KOHTO OHXa MOTIIH Jia MIOBHIIAT HUBATa
Ha KaTHH (XenapuH H T.H.), Tpa0Ba /1a ce OCBIIECTBABA C MOBULUEHO BHUMAHHE U C YECTO
MOHHTOpHpaHe Ha CTOHHOCTHTE HA Kajui.

Creno3a Ha 0n0peuna aprepus
Bancasun AM tpabea na ce npHnara ¢ DOBHILICHO BHHMaHHWE 3a JICUEHHE Ha XHUNEPTOHUA TIPH

NalHUeHTH ¢ €IHOCTPaHHA WIH ABYCTPaHHA CT€HO3a Ha ObOpeYHUTE apTEPHH HIIH CTEHO3a Ha
6rOpeunata apTepHa Ha eAUHCTBEH GyHKUHOHHpaw 6BOpek, Thil KaTo MpH TaKKUBa MALHEHTH MOXe Aa
ce MONyYH MOBHIABAHE HA YpeATa B KPBBTA B HA CEPYMHHA KpeaTHHHH.

Bripeuna TpaHCIIAHTAIIHY

Jo TO3H MOMEHT HAMa HATPYMNAaH OMMT MO OTHOLIEHHE Ha Be3onacHaTta ynorpeba na Bancasun AM
NpH NAUMEHTH CBC CKOpOoLHA OEOpeYHa TpaHCILTaHTALIHA.

YepHoapodHo yBpexkaaHe
Bancap'raﬂ OCHOBHO C¢ CJIHMHHHPa HCITPOMEHCH YPE3 dKITBPUKAETA. HDJ'I}/}KHBOTBT H |

YABJDKEH, a cTofiHocTuTe Ha AUC ca 110-BUCOKHM NPH NALWEHTH ¢ HAPYLIEHa YepH
HE Cca YCTAHOBEHH MPENOpPbKH 3a fosupaHe. [Ipunoketnero Ha Bancasun AM nn




710 YMEPEHO YEPHOAPOOHO YBpexaaHe WiH ¢ GuiHapHU 00CTPYKTHBHY 3abonaBaHus TpaOBa Ja ce
OCBIIECTBABA ¢ OCOOCHO BHHMAHME,

[py nanMeHTH ¢ JIEKO 10 YMEPEHO YepHOApoOHO yBpekaaHe 0¢3 xosecTa3a, MAKCUMAITHO
npenopruBaHaTa no3a Ha pajicaprad € 80 mg,

bLOpeYno yBpekaaHe
He ce Hanara kopirapaHe Ha Ao3ata Ha Bancasun AM 1pH NauueHTH ¢ JIEKO A0 YMEPEHO YBPEKAAHE

Ha 6n6peunata pyukuma (GFR >30 ml/min/1,73 m2). IIpu ymepeno 6s0petuto yBpekaaHe ce
MpenopwYUBa ClieicHe Ha HUBATA HA KAJIHH U KPSaTHHHH.

IILpBHYEH XHIEPANTOCTEPOHHIBM
[TauueHTHTE ¢ NHPBUYEH XUINEPATLAOCTEPOHUIBM HE TpaOBa Aa ce NeKyBaT ¢ AHTHOTCH3HH I1

pelienTopHus ONOKep BAJICAPTaH, ThH KaTO TAXHATA PEHHH-AHTHOTEH3HH-AA0CTEPOHOBA CHCTEMA €
3acerHaTa OT MbPBUYHOTO 3a00NABaHE.

AHrHoeaeMm
CrobImaga ce 3a ¢JIy4au Ha aHCHOSAEM, BIUIIOMUTENIHO OTOK Ha JIApUHKCA H [IOTHCA, KOETO MOXKE 1A

JOBEAE N0 OOCTPYKLMA HA AMXATENHUTE MbTHILA W/WIH OTOK Ha THLETO, YCTHHTE, GapHHKCa W/HIH
€3HUKa NpY NalyeHTH, IEKYBaHH ¢ BaJicapTad. HakoH oT Te3H nauHeHTH ca HMalni B MHHAIOTO
aHTHOEHEM, TIPH JICYCHHUE ¢ APYTHM JIEKApCTBEHH NIPOAYKTH, BKIIOUHTENHO ACE MHXHOMTOPH.
Bancasun AM Tpsabpa na 6bae HezabaBHO NpeycTaHOBEH (PH MALMEHTH, KOUTO MOy4YaT aHTHOCAEM
v He TpabBa na M Obe NMpUarad OTHOBO,

Con PACYHA HENOCTAThY HOCT/ HNOCTMHOKADIACH H Hﬂa PKT

BenencTre Ha HHXHOMPAHETO HA PEHUH-aHTHOTEH3IHH-AIIOCTEPOHOBATa CHCTEMA NPH
npeApasnoiokeHH MaLHEHTH MOTAT Aa C& OUaKBaT NpoMeHHU B OnOpeuHara GyHKuuA. I1pu nauneHTH
C TeXKKa ChbpAeYHa HEAOCTATBYHOCT, YHATO OBOpeuHa dyHKuMA OH MOra a 3aBHCH OT AaKTHBHOCTTA
Ha PEHHH-AHTHOTEH3UH-AI0CTEPOHOBATA CHCTEMA, JleueHHeTo ¢ ACE HHXHOHTOPH H aHrHoTeH3HH 11
peLIENTOPHH GJI0KepH Ce CBBP3BA ¢ OJIMTYPHS H/IIH TIPOTPECHBHA a30TEMHA H (PAAKO) ¢ OCTpa
OB0peuHa HeAOCTaThYHOCT W/HWITH CMBPT. [1ono0HH pe3ynTaTH ca AOKIaABAHH 32 BAJICAPTAH.
OLEHKATa HA MALMEHTHTE ChC ChPAEYHA HENOCTATHYHOCTH H/ WM NOCTMHOKApAEH HHpapKT Tpadea
A2 BKJIIOYBA BMHArK oleHKa Ha OnOpeunara GyHKUMA.

B asarocpouno, miaueGo-koHrponHpado npoyurave (PRAISE-2) ¢ amnoaunuy npu nayHeHTH ¢
NYHA (New York Heart Association Classification) kmac Il u [V cepaeyHa HeIOCTATHEYHOCT, €
HEMCXEMHYHA €THONOrHA, AMJIOAMIIHH C€ CBBP3BA ¢ MOBHIIEH Opoii chobiueHua 3a GenoapobeH OToK,
BBIIPEKH JIMTICATa HA 3HAYKMMa Pa3jIMka B HECTOTATA Ha BJIOLIABALIA C€ ChPACYHA HCAOCTATHYHOCT B
cpaBHeHUE ¢ mnanedo.

KannuuepuTe aHTaroHHCTH, BKJIIQUUTETHO AMIOMITHH, TPAOBA Ja ¢e H3MOA3BAT C NMOBHIICHO
BHHMAHHE NPH NALMEHTH CHC 3aCTOMHA ChbpASUHA HEAOCTATHLYHOCT, Thil KATO MOTaT Aa MOBHULIAT
pHCKa OT ChpAEHHO-CBAOBH CBONTHSA U CMBPTHOCT.

AOpTHA H MATPAJINHA KJATHA ¢Ten03a_ KaKTo MpH BCHUYKU APYrH Ba3OAH/IaTaTOPH € HEOOX0aUMO
crnasBaHe Ha CMCUMANHE NPeana3sHi MEPKH TIPH NALMEHTH, ChC CTCHO3a Ha MHTpaJiHaTa Kiiana HiM
aopTHa CTEHO3a, KOATO HE € BHCOKOCTEINCHHA., |

JIBoiiHo 610KHpaNHE HA PEHUH-AHTHOTEHIHH AJTAOCTepoHoBaTa cHeTema (PAAC)

Mma naHHM, ye eqHoBpeMeHHaTa ynotpe6a Ha ACE unxuburopy, aHrHOTEH3HH 11-peienTopHM
ONOKEepH WM AMTHCKHPEH MOBUILABA PHCKA OT XHUIIOTOHHUA, XHIIEPKAIHEMHA Y HAMANIABAaHE HA
616peunata Gyukuus (BrmounTeTHO ocTpa 6r0peuta HeaocTaThbyHOCT). [TopanH ToBa He ce
nperiopeypa AeoHHO Gnokupane Ha PAAC upe3s komGHHUpanaTa ynotpebda Ha ACE onuﬁmopH
aHruoreHsuH Il-peuentoprn 6nokepu WK anuckupeH (BK. ToUkH 4.5 H J.1). ' ~
AKO ce MnpeleHH, Ye TEpanuaTa ¢ ABOHHO OJlokHpaHe € abCcoMOTHO HEOOX0AHMA, TOR

CTaBa caMo noj HaGMIoAEHUETO Ha CNENYATUCT U NPH Y€CTO BHUMATEIHO Monmop
OB6peuHaTa PyHKUHA, CASKTPOIUTHTE H KPEBHOTO HalACaHE.




ACE unxubduropu H auruorensud II-peuentopru 6nokepu ne Tpsa0Ba na ce H3NON3BAT €AHOBPEMEHHO
NP TIALMEHTH ¢ AWadeTHa HedponaTHi.

Bancasun AM ¢ npoy4BaH camMo npy NALUEHTH ¢ XUNICPTOHHS.

4.5 B3aumopelicTBHe ¢ APYTH IeKAPCTBEHA NPOAYKTH H ApYrH popMH Ha B3aHMOjelcTBHE

BzaumoneicTeusg, o0y 3a KOMOHHALIMATA
He ca nporexkaand npoy4yBaHHs 3a IEKaPCTBEHHTE B3aUMoaeHcTBUA Mexkay Bancasun AM u npyru

JICKAPCTBEHHU NPOAYKTH.
Aa ce 63eme npedsud eDHOBPEeMeHHOMO RPUIOICEHUE

Apyeu aumuxunepmen3usnu cpedcmsa

Yecto ynoTpedbaBaHUTE aHTUXUIIEPTEH3UBHH cpeacTBa (Hanp. anda Onokepu, AMypPEeTHLIH) U APYTH
JIEKAPCTBEHH TIPOAYKTH, KOUTO MOTAT A MPEeAU3BHKAT XMIIOTEH3HBHHU HEXKeNNaHH edekTd (Hanp.
TPHLIMKJIMYHHA aHTHAENpeCcatH, ajda OMoKepH 3a ieueHHe Ha OeHUrHeHa MpoCcTaTHA XUliepIUla3ua),
MOTaT Jia MOBHILAT AHTHXHOEPTEHINBHUA ebhekT Ha Bancarmwn AM.

B3auMopeiicTBHA CBLP3AHH ¢ AMJTOAHNHH

He ce npenopvusa eonospemenromo npunoxcerve

I petingppym wnu cox om 2petingipym

He ce npenopbusa exHOBpeMeHHATa yIOTpeOa Ha aMIOAMITHH ¢ FpeHngpyT KK coK ot rpeindpyT,
Thi KaTO NMPH HAKOH NALMEHTH OHOHANMHYHOCTTA MOXKE Ja e TIOBMILUM M 13 JOBEAe 0 3aCUJIBAHE HA
AHTUXHIIEPTEH3UBHUTE S(EKTH.

Hzuckea ce cneyuaiine 6HUManue npu eOHOBDEMEHHO NPUROICEHUE

CYP3A4 unxubumopu

EaHoBpeMeHHOTO NPUNOKEHHE HA aMJTOJHIIHH ¢he CHAHM Wi yMepeHH CYP3 A4 uuxuburopu
(nporeasHu HHXHUOUTOPH, a30JTHH MPOTHBOrEOMUYHH CPEACTBA, MAKPOIMAM, KATO €pHTPOMHULIUH HITH
KIApUTPOMHLIMH, BEpaNaMuil KK QUITHA3EM ), MOXKE Na oBee A0 3HAYMMO YBEIHYABaHE HA
SKCMIO3MLIMATA Ha aMIoAWNKH. KnMAWYHATa 3HaMHMOCT Ha Te3d PapMaKOKHHETHYHU BapHaLUH MOXE
Aa € Mo-U3pa3cHa NpH NALHEHTHUTE B CTAPUECKa Bb3pacT. Topa MOXKe Aa HANOXKH KITHHHYHO
MpoCeaaBaHe M KOPEKLHA Ha 103aTa.

CYP3A4 unoyxmopu (anmuxongyncanmu [nanp. xapbamazenun, henobapbuman, enumoun,
ocpenumoun, npumudon], pugpamnuyun, Hypericum perforatum)

IIpH €qHOBpEMEHHO NPWIOKEHHE HA H3BECTHU HHAYKTOpH Ha CYP3 A4 nnasMeHara
KOHLEHTPaLUM Ha aMIOJUNMH MOoXe a2 Bapupa. Ilopagu ToBa KpbBHOTO HansAraHe TpadBa aa
ce npocneaspa M Aa c€ 0OMUCIH afanTHpaHe Ha A03aTa KaKTo NO BpeMe, Taka U cliell
€HOBPEMEHEH TIpUEM, 0cobeHO cbC CHTHH CYP3 A4 uHaykTOpH (Hallp. padaMOHUMH, JKBIT
KAHTApHOH).

Cumeacmamun

MHoOrokpaTHOTO NpUioKeHne Ha aMnoAMNHH 10 mg egHOBpeMEHHO CbC cHMBacTaTHH 80 mg
NOBHLIABRA CBC 77% €KCMO3HLIMATA HA CHMBACTATHH CIIPAMO CAMOCTOATE/IHOTO MPHIIOKEHHe Ha
cuMmBactaTuH. [Ipenoppypa ce HaManaBaHe Ha A03aTa HA CHMBACTaTHH 10 20 mg AHEBHO fIpH
MAUYESHTHTE Ha ACUCHHE C AMAOAMIIH.

Hanmponen (ungpysus)
[pn )xuBOTHM ca HADMIOAaBaHK TeTajIHA kaMepHa HUOpHNIanua H CbpACYHO-CBHAOB KOMNANC, CBbP3aHK

C XHIEPKATHEMHA C/Ie/] NPUIOKEHHE Ha BEPANAMMI M HHTPARCHO3EH JaHTPOJEH. Hoyana HCK OT
XUnepKanueMus, ce MpenopbpyBa Aa ce 36irea eAHOBPEMEHHOTO NPHITOXKESHHE C
KaJILIHEBHTE KaHAIH KaTo aMJIOOUMURE MpH NAUMEHTH, NPeApa3noOXKEHH KbM

XHUIIEPTEPMHA W TIPH OBJAAABAHE HA MATHCHEHA XHUTIEPTEPMHS.




Ha ce g3eme npedsud npu eOHOBPEMERHO RPUROJCEHUE

Hpyeu

[Ipy KAHHWYHM MPOYYBAHHA 34 B3AHMOACHCTBHA, aMJIOIHITHH He MOB/IHABA (PapMaKOKHHETHKATA HA
ATOpBAacTaTHH, AUTOKCHH, BapdapHH WU LIUKIOCHOPHH.

BiaaMoaeiicTBHS CBBLP3aHH ¢ BAJCAPTAH
He ce npenopvyea eonoepemenno npunodicenue

Humuii

[Tpx eanoepemenna ynorpeda Ha ACE uHxubOuropu 1 nutHit, ce cboOllaBa 32 00paTHMO [TOKa4BaHE
Ha CEpyMHATa MIMTHEBA KOHIICHTPALMA W MOBHIIABaHEe HA TOKCHYHOCTTA Ha NUTHA. Buipeky nuncara
HA OMMHT OT eJHOBPEMEHHOTO NPUIIOKEHHE HA BANICAPTAH U IHTHIA, Ta3H KOMOHHALMA HE ce
MpenopbYBa. AKO eHOBPEMEHHOTO TIPIIOKEHHE HA BAJICAPTAR W JIWTHH C€ CUnTa 3a HeoOXoaHMO, C¢
MpenoprYBa NEPUOAHIHO NMPOCICAIBAHE HA CEpYMHUTE HUBA HA MUTHH (BIXK Touka 4.4).

Kanuui — cvxpanaeauju ouypemuyu, kanuesu 006asky, KAIuli-CoObPHCAUY JAMECIRUMENY A COAMA U
apyeu sewecmeq, KOUmMo Mo2am 0a ROBULIAM HUBAMA HA KAAUH

AKO eTHOBPEMEHHO ¢ BaJICApTaH €& MPEANHCBA ASKAPCTBEH OPOAYKT, KOHTO NMOBIHABA HUBATA Ha
KAJIHH, C€ Mpenopb4Ba NPoc/ieAdBaHe U MEPHOAUYHO H3CIICIBAHE HA TUTA3MEHHTE HHBA HA KaTHI.

H3uckea ce nocuuieRo GHUMARUE HPU COHOBPEMEHHO RPUTIONCERIE

Hecmepouonu npomugoewvsnarumennu cpedcmea (HCIIBC), sxmousawu cenexmusnu COX-2
unxubumopu, ayemurcanuyunosa xucenuna (> 3 g /0en) u necenexmusnu HCIIBC

Mosxke na ce HabmonaBa oTcnaOBaHE HA AHTUXHNEPTEH3UBHUA eeKT, KOrato aHrHoTeH3HH II
peuenTopHu dnokepu ce npunaraT egHoepeMernto ¢ HCIIBC. OcBeH ToBa, efHOBpEeMEHHATA
ynotpeba Ha aHruoteHsus anruoreHsun Il peuerrropuu 6nokepu 1 HCIIBC Moxe na noseae no
NOBHUIABAHE HA PUCKA OT BliollagaHe Ha ObOpeyHaTa GYHKUMA H MOBHIABAHE HHBOTO HA CEPYMHMA
kanuii. B To3u cny4aii ce npenoppuBa npocneaspaie Ha 6b0pedyHaTa QYHKLHA B HAYAMOTO Ha
NEYEHHETO, KAKTO M ONTHMA/THA XHApAaTalHs HA MALMCHTA.

Huxubumopu na vhmetix mpancnopmepa (pugamnuyun, yuxiocnopur) unu eqoryKCHus mpancnopmep
(pumonaeup)

Peaynrature or in vitro npoy4eaHe ¢ ThKaH OT YOBEHIKHM Y€peH Apod Nokaisa, Ye BancapTaH €
cyOcTpaT Ha yepHOApoOHUa bnTedk TpaHcnopTep OATP1BI1 u Ha depHoapoOHUuA eduyKkceH
tpaHcnioprep MRP2. EnHoBpeMeHHOTO NpUNOKeHHe ¢ HHXUOMTOpH Ha BITEHK TpaHCIIOpTEpa
(pMdaMIMUMH, UMKIOCTTIOPHH) WIH Ha eiIyKCHHA TpaHCiopTep (pUTOHABHP) MOXKE g NMOBHIIH
CHUCTEMHATA EKCNO3HLHA HA BAJICAPTAaH.

Heotmmo brokupane na PAAC ¢ AP, ACE unxubumopu wiu aiuckupeH

JaHHH OT KIHHUYHM NPOYUBAHHMA MOKA3BAT, Y€ ABOHHOTO DNoKkHpaHe HA peHHH-AHTHOTEH3HH-~
anpocrepoHosara ciucreMa {PAAC) upes komOuHHpaHaTa ynotpeta Ha ACE uHxuburoph,
aHrHoTeH3uH II-penienropai 6A0KEPH HAH ATHCKUPEH CE CBbpP3BA ¢ NN0-BHCOKA YECTOTA HA HEXKENaHU
cpOUTHA, KaTO HaNpUMEP XMINOTOHMA, XMITePKATHEMHUA H HaManasaHe Ha OpOpeunHara pyHKIHA
(BRITIOUMTENTHO OcTpa OBOpeUHa HEJOCTATBYHOCT), B CPaBHEHHE ¢ yoTpebara caMo Ha €HO
CpeAcTBo, aeicTBailo BepXy PAAC (Bx. Touxkn 4.3, 4.4 u 5.1).

Hpyeu

HPH MOHOTEparn1a ¢ BajcapraH He ¢€ YCTaHOBABAT KIIHHHYHO 3HAYHMH B3AHMOEHCTBHA ChC
CNCAHHTC BCLLUSCTBa: HUMETUIHH, Bapcbapnu, ¢yp03EMHJ],, JAHTOKCHH, aTCHOJJION, HHAOMCTALIAH,
XHAPOXJIOpTHA3ZHA, AMJIOAHUITHH, ruOeHKIIaMHA. it

4.6 DepTHIAHTET, OPpEMEHHOCT H KbpMeHe

bpemeHHOCT




Amaoounun

bezonacHocTTa HA aMITOAUNIHHE IO BpeMe Ha OpeMeHHOCT TIPH XOpa He € YCTaHOBeHa. B npoyuBaHus
ApH XHBOTHYU, IPH BUCOKH 103H € HabmogaBaHa penpoAyKTHBHA TOKCHYHOCT (BXK. TOYKa 5.3).
HpunoxeHue no ppeMe Ha OpEMEHHOCT ¢€ NPETIOPHYBA CAMO KOraTo HAMA 10-0e30nacHa anTepHaTHBA
U korato Hosectra camMa 1o cede CH HOCH TIO-TOJIAM PHCK 3a Maiikara v Tioja.

Bancapman

Ynotpebarta Ha anrnotens3uH Il peuentopiu anraronnct (AlIPA) He ce npenopbyBa no BpeMe Ha
MBPBHA TPUMECTBP Ha OpeMEHHOCTTA (Bx. Touka 4.4). Ynorpebara Ha AIIPA ¢ npoTHBONOKa3aHa 1o
BpE€ME Ha BTOPHA H TPETHA TPUMECTHP OT OpeMeHHOCTTA (BK. TOUKH 4.3 U 4.4).

EnaaeMHonorn4HUTe JAHHH 32 PHCKA OT TePaTOreHHOCT el ekcno3unis Ha ACE unxuOuropH no
BpPEME Ha MbPBUA TPHUMeECTBLP OT OPEeMEHHOCTTA He BOAAT A0 OKOHYATENHM 3aKkmoueHud. Bee nak,
MAJIKO TIOBHIIEHHE Ha PHUCKA HE MOXE Ja ¢€ H3KMIOYH. BeOpexy ye HAMa JaHHU OT KOHTPONHPaHH
eNUAEMHOJIONMYHH NpoyuBaHUA 3a pucka npu AlIPA, nogo6eH peltenTOpHUTE aHTArOHHCTH, MOROGEH
PHCK MOXE€ /1a CBIIECTBYBA 34 TO3H KJAC JIEKAPCTBEHH NpOoayKTU. OCBEH aKko MPOAB/DKABAHETO Ha
AIIPA TepanmaTa ce cMeTHE 3a JKHIHEHO BaXKHO, NALIMEHTKH C IIaHHpaHHpaHa OpeMeHHOoCT TpabBa
Aa NpeMHHAT Ha anTepPHATHBHO AHTHXHITCPTEH3IHBHO JIeYeHHE, KOSTO HMa YCTAHOBEH npodmn Ha
BesonacHocT Npu OpeMeHHOCT. AKO ¢e YCTaHOBH OpeMeHHocT, JeucHHeTo ¢ AIIPA He3abaBHO 1a
CEMpeyCTaHOBY U, AKO € YMECTHO Ja Ce 3afoYHe aNTepHATHBHA TeparHs.

Excnoszuumara na AIIPA no BpeMe Ha BTOPHS H TPETHA TPHMECTBP Ha OPEMEHHOCTTA MOXKE Aa A0BEHE
10 (PETOTOKCHYHOCT (HaMaleHue Ha OsOpedHata (GyHKIMS, OJIMrOXHAPAMHHOH, 3abaBeHa ocidpuKaps
Ha Yepena) i HeoHaTalHa TOKCUYHOCT (Ob0OpeyuHa HeZIOCTATHYHOCT, XHIIOTOHHUS, XHUIIEPKATHEMH )
(BK. TOuKa 5.3).

B cnyuait ye ce yctaHoBH ekcnozuuug Ha AIIPA ot BTopHa TpuMecTsp Ha OpeMeHHOCTTA, Ce
NMpenoprYBa Ipopepka Ha 0x0peunara PyHKUMA H Yepena Ha M104a YUpe3 YATpa3BYK.

Hosopoaenu, uniito makiku ca npueManu AITPA, tpadea sHuMarenHo fa 6baaT HabIr0IaBalH 3a
XHITOTOHHA (BK. TOUKH 4.3 1 4.4),

KspMene

AMIIOAMINH ce eKCKpETUpa B KbpMaTa NipH xopa. YacTra or fo3ara Ha MaiikaTa, NoydeHa oT
KBPMAUY€TO, € H3YHCICHA ¢ HHTEPKBAPTHIICH AHaNa3oH 3 — 7%, ¢ MakcuMyM 15%. EdexTsT Ha
aMIIOJIMITHH BBpPXY KbpMaueTaTa € HeussecTeH, He 3aTopa neuenuero ¢ Bancasun AM ue ce
[PENMOPBHYBA, & C€ NMPSANOYHTA aNTePHATHBHA TEPAIHA, C YCTaHOBEH Npodun Ha 6e30nacHOCT o
BpeMe Ha KbpMEHe, 0CO0eHO NMPH KbpMEHE HA HOBOPOJAEHH WIH NPEKACBPEMEHHO POASHH ACLA.

DepTUTHTET
Hsama kauMHHYHEN pOoy4BaHUA OTHOCHO BIMAHHETO Ha Bancasun AM Bbpxy depTannTeTa.

Bancapman

BancapraH Hama HexxenaHH eeKTH BBPXY PENpOAYKTHBHATA CIIOCOGHOCT Ha MBKKH M )KEHCKH
TUTBXO0BE NpY NpHEM Ha niepopaiiiyg Ao3u no 200 mg/kg/neH. Tasu no3a € 6 mMbTH MaKCHMAaIHATA
NpenopPLUUTENHA K034 [IPH XOpa, OnpeaeneHa Ha 6aza mg/m? (M34HcIeHHeTO € 3a MepopaiHa 4034 OT
320 mg/neH 1 60-KWIOrpaMOB NAIHENT).

Amroounun
IlpH HAKOM NALKEHTH, NeKyBaHH ¢ ONIOKEPH HA KAJILIMEBUTE KaHAMH, ca CHOOLIEHH o0paTHMH

OMOXHMHYHH [IPOMEHU B IIaBHYKaTa Ha crepMaTtoszouaute. KnuauuHnTe 1aHHH ca HEXOCTATHYHM 110
OTHOLLIEHHE Ha NOTCHUHANHUS edeKT Ha aMIOAUNKH BbpXY deprinutera. [1pH eano npoyy

4.7 EjexkTH Bbpxy cnocofHOCTTA 32 WodHpaHEe H padoTa ¢ MALITHHH



[TaumenTture, kouto npueMat Bancasun AM 1 wodupar Wik paGoTAT ¢ MallMHK TPAOBA 1a HMAT
NpeaBHA, Y€ MOHAKOra € Bb3MOXKHO Ja ce MOABAT yMOpa H 3aMaifBaue.
AMNOJUIIMH MOKe Na TIOBJIHAE B ciaba 10 yMepeHa cTerieH cnoco0HOCTTa 3a WwodupaHe 1 pabora ¢
MAlIHHH. AKO MAuMEHTHTE, MPUEMAILM aMJIOTHNHH, TIOTy4aT 3aMaiiaHe, raBoboNue, yMopa WK

rageHe, cnocoOHOCTTA HM JIa pearnpar Moxe la Ople HapylleHa.

4.8 Hexenann JeKAPCTBEHH PeAKIMNH

O6061eane Ha npoduna Ha He3onacHoCT
bezonacHocTTa Ha Bancasun AM e oLeHeHa B meT KOHTPONTHPaHH KITMHUYHH Npoy4paHus ¢ 5 175
MaLHEHTH, 2 613 oT KOUTO NOTY4YaBaT Ba/CapTaH B KOMOHHALIHA ¢ aMIOUNHH. ClleABalllHTe
HeXETaHH PeaKlMM €2 YCTaHOBEHH KATO Hai-4eCTO BE3HHKBALLM WIH ¢ Hali-rojiaMa 3HaYMMOCT, HITH
KATO HAH-TEXKM: Ha30apHHTHT, TPHI, CBPBXYYBCTBHTENHOCT, [MaBob0He, CHHKOI, OPTOCTATHYHA
XHITOTOHHA, OTOK, 34CTOEH OTOK, OTOK Ha JIMLIETO, NnepHdepHH OTOLIH, YMOpa, 3auepBaBaHe, cinabocT

HWIH TOMNH BBJAHH.

HexxenanwTe nexapCcTBEHH peaKilii ¢a NOAPEACHH MO Y€CTOTa ¢hC CIISAHUTE O3HAYSHHA. MHOT'O Y€CTH
(=1/10); wectu (>1/100 go <1/10); veuectn (>1/1 000 no <1/100); peaku (>1/10 000 no <1/1 000);
MHOTO peakH (<1/10 000); ¢ HensBecTHA vecTOTa (OT HANMYHUTE JAHHK HE MOXKe N1a ObJle HAaIIpaBeHa

OLIEHKA).
MedDRA cacremo- | Hexenanu peaknnu Yecrora
OpraHH# KJIacoBe Bancasun AM | AMAOZHIHH Baacapran
Hudexkuuu u Hazodapunrur Yectn - -
UHPecTaHH [pun YecTu
Hapymenus Ha IToHuxarane Ha C HeM3BeCTHA
KpBhBTA U MMMQHATA xeMornoOwHa u YeCTOTa
CHOTEMA XEMATOKPHTA
JleBkomneHus MHoro pekH
Heytponeuusn C HeH3BeCTHa
YECTOTa
TpomGouyronenus,
IIOHAKOTA ¢ [Iypmypa
MHOTO pexH C HEH3BECTHA
YECTOTA
Hapyuienns Ha CBpbXYYBCTBUTENHOCT | Penku MHoro peaku C HeuspecTHA
UMYHHaTa CHCTEMaA 4yecToTa
Hapymenus va AHopekcus HeuecTH - --
MeTabonH3IMa | XunepkallHeMHs HeuectH - --
XPaHEHCTO XHNCPIIMKEMMS -~ MHOro penkn --
XHOEPAHNMHASMHUS HeuecTn - -
XHIepypHKeMus Heuectu -~ -~
XHIOKANTHEMHA Hectu -- -~
XunoHaTpHeMHA HeuectH - -
Icuxuunu Henpecua - Heuectn --
HapyUIEHHA TpepokHOCT Penku - -
Hucomuug/HapymeHus | -- HeuectH
Ha CHHA
[TpomeHu B -- Heuectn
HACTPOECHHETO
OOBpKaHOCT - Peaku




Hapywenus Ha Hapyuwena Heuectn -- --
HEpBHATA CHCTEMa KOOpAHHAUHA
3aMasHOCT Heuectu Yectu -~
[Tocrypanua HeuecTH -~ --
3aMasgsHOCT
JMcreysus -- Heuectn -
Excrpanupamuaen = C HeuszBecTHA --
CHHAPOM 4ecTOoTa
['nmaBoGonue Yectu Hectn --
XHOEpTOHHA - MHoro peaku -
[lapecTesuu HeuectH HeuectH --
[epudepha -- MHoro peaku --
HEBpOMATHA,
HEBPOMATHA,
HEBpONAaTHS
COMHONICHTHOCT Heuectu Hectn --
CHHKON -- HeuectH --
Tpemop -- Heuectn -
XUTIOCTE3HSA HEYECTH
Hapywenus Ha ounte | 3purenHu HapymeHus | Pejku HeuectH -
3purenno yspexaaHe | Heuwectu Heuyectu -~
Hapymenua Ha yxoro | Illym B yuimre Peaku HeuecTH -
u JabupunTa CReTORBPTEXK HeuecTu - HeuecTH
CobpaeyHH [Manourauuu Heuectu YectH -
HAPYIICHHSA CHHKON Penku -- --
Taxuxapaus HeuectH -- --
ApUTMHH - MHoro peaku --
(BKJIIOUHMTETHO
Opagukapaus,
KaMepHa TaxHKapaHa
H OpPEACHEPAHO
MBXKIACHE)
MuokapneH nHgapkr | -- MHoro peaku --
CBa0BH HapyLLIEHUS JauepBsBaHE HA = YecTH m-
JTHUETO
XHNOTOHHUA Penxu Heuectw --
OprocTaruyHa Heuectn -- -
XUIMOTOHHUS
Backynur -- MHoro peaku C HeU3BecTHa
qeCTOTA
PecnimpaTopHHu, Kamnnma HeuectH MHOTO peiku HeuyectH
rpbAHH H JlicnHes -- Heuectu --
MEXMACTHHAIIHH Dapunronapundreanaa | Hevectu -~ --
HapYLLCHUA Hoka
Puxur -- HeuectH -~
CToMaHO-4peBHI CromailieH HeuecTH YectH HeuecTu
HApYLLICHHSA auckomdpopr, Oonka B
ropHaTa 4acT Ha
KOpema )
[TpoMeHH B upeBHaTa | -- Heuectu — p{iEHUHH,yq
MEPHCTAITHKA P 4
3anek Heuectu -- ¥y
Hnapus Heuectu Heuect




Cyx0Ta B ycTaTa Hevectu Heuectu --
Jucrnencus -- Heuectu --
acTput -- Muoro peaku --
Xunepniasus Ha -- MHoro peaxku -
BEHIIHTE
NageHe HevectH YecTHt --
IlankpeaTur “- MHoro peaku --
IToBphinaHe - Heuectu -
XenaroOunnapuu IToBminapaHe Ha - MHoro peaku* | C Heu3BeCTHA
HapyLIeHUs yepHoApoOHHTE 4yecToTa
€H3HMH, BKNIOYHTENHO
MOBUIIABAHE HA
cepymMHus OunHpy6uH
XenaTur -~ MHoro peaku --
HHTpaxenaTanHa -- MHoro peakH -
XONeCTa3a, XHITCHULIA
HapymieHus Ha Anoneuud -- HeuecTu --
KOXKaTa # AHruoeaeM -- MHoOTO peakH C HeH3BeCcTHA
NOAKOKHATA ThKaH YeCTOTA
Epurem Heuectu -- --
Epurema MynTHdOpME | -- MHoro penku --
ExsaHnTem Peaku HedecTH --
Xunepxuaposa Peaku Heuectu -
Peakiiun Ha -- Heuectu “-
(hOTOUYBCTBUTEIHOCT
Ipyputyc Peaku Heuectu C HeHnsBecTHA
YECTOTA
Ilypnypa - HeuectH -
O6pus HeuectH Heuectu C Heu3zpecTHa
YeCTOTa
IIpomgHa B LiBeTa Ha -~ He4yectH --
KOXKaTa
YpTukapus 1 Apyru -- MHoro peaxu -
BHAOBE OOpHUB
ExcdonnaTuseH - MHuoro peaku --
JepMaTHT
Cunapom Ha Stevens- | -- MHoOro peaxku .
Johnson
Enem Ha Quincke - MHoro peakH -
TokcHnuHa C HEH3BECTHA
enuapMaiHa 4eCcTOTa
HEKpPO/IH33
Hapyienuns na Aprpanrus Heuectn Heuectu -~
MYCKYJIHO-CKeleTHaTa | Bosku B repba Heuectu Heuectu --
CHCTEMA U OTOK Ha CTABHUTE Heuectu -- --
CBHEAHHUTECITHATA MycKynHH cna3MH Penku HeyecTn -
ThKaH Muanrus - HeuyecTH C HeM3BECTHA
4eCTOTA
OTOK Ha rIE3€HHTE -- YecTH --
YcellaHe 3a TEXECT Penku --
Hapymenus Ha ITopRriiiapaHe Ha -- --
01OpenmTe K CepYMHHs KPEATHHHH
MHKOYHUTE ITHTHILIA MHUKUHOHHH - HeuecTn




HapYLICHH:A

Huktypha

HeuectHt

Honakuypust

Penku

HeuecT

HHonuypus

Peaku

——

brbpeuna
HEAOCTATHYHOCT H

YBpexJaHe

C HeM3BeCTHA
4JecToTa

Hapyienns Ha
BBL3MPOH3BOIHUTENHATA
CHCTEMa W repaaTa

UMOOTEeHTHOCT

HeuecTH

EpextunHa
AHCHYHKIHA

Peaku

[HUHekOMaCTHA

Heuectn

O61u HapylICHU H
e(eKTH Ha MACTOTO
Ha OPHIOKEHHE

ACTeHHUA

Yec1u

HeuecTn

HuckomdopT, oburo
HEPA3MONOKEHHE

Heyectn

YMopa

YectH

YecTH

HevecTt

OToK Ha TULETO

YecTH

3auepBABaHEe HA
JIMLETO, TOIIHA BBJTHH

YecTH

boska B repauTe,
KOATO He € CRBbp3aHa
CBC CHPLIETO

Heuectu

Orok

YecTH

YecTH

[lepudepnn oTouu

YecTH

bonka

HeuecT

3acToeHd OTOK

YecTH

HacnenpaHus

ITopuIIapaHe Ha
CEpYMHHA KaJlui

C HeM3BEeCTHA
4ecToTa

ITopuilaBaHe Ha
TEerJIQTO

HeuecTn

-——

IToHWwXkaBaHe HA
TEernoro

Heuectn

EOH’EJIHHT@JIH& HHQ]OQM&QM 34 KOMGHHHE&HHH NMPpOOYKT

[Tepudepua epeMa — no3HAT €PEKT Ha AMIOIHIIHH — KATO L0 ce HaOMoAaBa B MO-HHCKA CTETIEH Ha
[OSBa NpPH NALWEHTHTE NMOMYYaBanH KOMOUHALMA aMITOAMITHH/BAJICapTaH, OTKOAKOTO NMPH TE3U,
MoJy4yaBajiy caMO aMJIOAHMMHH. B Xona Ha ABOHHO-CIENH KOHTPOJIHPAHU KIHHUYHH OpOoYYBaHHA,
noseara Ha nepHepHa eacMa Cropea A03aTa € KakTo clie]Ba:

% naumentu ¢ nepudepua | Bancapram (mg)
eaeMa
0 40 80 160 320
aMIOUNHH 0 3,0 3,5 2,4 1,6 0,9
2,5 8,0 2,3 5,4 2,4 3,9
5 3,1 4.8 2.3 2,1 2.4
10 10,3 HAMA HAMA 9.0 9.5

CpeaHHAT NIPOLIEHT HA NOABA HAa NIepUdepHa eieMa, €IHaKBO U3MEPEH 32 BCHYKM A03H, € 5,1% npu
KOMOHHALMATA aMJIOAMITHH/BasICapTaH.

HonbaHuTenHa HHQOPMAaLHA 33 OTASTHHTE ChCTABKH
Hexenanure peakuuu, CboOIIEHH 33 BCAKA OT OTACTHUTE CHCTABKH (aMITOUITHH HITH BER
MoraT Aa 6BAaT MOTCHUHAIHH HeXKelaHH PeaKLUUH ChINO H MPH NPHIOKeHHETO Ha Barkag

)



JOpPH K Ja HE ca H&'ﬁJ’!fOJI&B&HH B KNHHUMHH NpOYUYBAHHA ¢ TO3H NPOAYKT HIIH IO BPpEME HA

[IOCTMAPKETHHTOBUMA OITHT,

Amroounun

Yecmu

COMHOJIEHTHOCT, 3aMassHOCT, NAINHTALIHA,
KopeMHa 60/1ka, raicHe, OTOLUM HA IIC3CHHUTE.

Hevecmu

BeschHHE, MPOMEHU B HACTPOEHHETO
(BKJTFOUHTETHO TPEBOKHOCT), AETIPECHA, TPEMOP,
AMCTEY3HS, CHHKOI, XHMOSCTE3UA, 3PUTEITHH
HapyILIEeHUA (BKIFOYHTEMHO AHILUTONHA), LYM B
YIIUTE, XUNOTOHUS, JUCIIHEA, pHHUT, TIOBPBLIAHE,
QHCTIETICHSA, ANONEUUs, MypiLypa, MPOMAHA B LIBETA
HA KOXKaTa, XUMEPXHApPO3a, NpypUTyc, 00pHB,
MHAJICHA, MYCKYJIHU KpaMITH, 60Mka, MUKLMOHHH
HapYUICHHA, YBEIHYCHA Y€CTOTa HA YPHHHUpaAHE,
MMIIOTEHTHOCT, THHEKOMACTHA, rpbaHa 6oiKka,
o010 HEpa3010KeHNE, MOBHIABAHE HA TEMJIOTO,
HaMa/sBaHe HA TerjoTo.

Peoxu

O6BpKaHOCT.

Mrnozo pedxu

JIeBKOUMTONEHHA, TPOMOOLIMTONEHHS, ANICPrUYHH
PeaKLIHH, XHIIEPTITHKEMUA, XHIIEPTOHHA,
nepudepHa HeBpOTIATHA, MHOKapAeH HHAPKT,
apuTMHS (BKIIOUUTENHO Opaaukapaus, KaMepHa
TaXUKApAHA H NPEACHPAHO MBKACHE), BACKYJIHT,
NAHKPEATHT, TACTPUT, XUIEPILTa3Hs HA BEHLHTE,
XENATUT, KbJITEHHUA, MOBUIIEHH YepHOAPOOHH
eH3UMHK*, aHrHoeaeM, epureMa MyJITHdOpME,
ypTHKApHA, eKCHONHATUBEH JEPMATHT, CHRAPOM
Ha Stevens-Johnson, oTok Ha Quincke,
(hOTOUYBCTBUTEIHOCT.

Bancapman

C neuzsecmua vecmoma

TTouukeHue Ha XxeMorj1oO0KHHa, NOHHKEHHE Ha
X€MaTOKPHTA, HEYTPOTIEHHA, TPOMOOLMTONEHHA,
[IOBHIIABAHE HA CEPYMHHA KANHH, MOBULIABAHE HA
MOKa3aTeInTe 3a YepHOApOoOHa (yHKIMA,
BKJIIOYHTEIHO MOBHIUABAHE HA CEPYMHHA
SunupyOHH, Ou0pedHa HEAOCTATEYHOCT H
yBpEKIAHE, NOBHLIABAHE HA CEPYMHHA
KpeaTMHHH, aHCHOSASM, MHAITHA, BACKYJIMT,
CBPBXYYBCTBHTETHOCT, BK/IIOYHTENHO CEpYMHa
DonecT.

Crol1maeaHu ca OTACNIHH CTy4aH Ha €KCTPANHPaMUIEH CHHADPOM.

Crobuapate Ha MOAQ3HPAHU HEMKENAHU peakLUU

CrofiaBaHeTo Ha NOJ03HPAHH HEXKENAHH PeaKLMK clie]l pa3peliaBaHe 3a ynoTpeda Ha ICKapCTBEHUA
NpOAYKT € BaxkHO. Topa Mo3BoiABa Aa MPOXB/DKH HAOMIOAEHHETO Ha CHOTHOLICHHETO M0/13a/PUCK 32
NEKAPCTBEHHA NPOAYKT. OT MEIULIMHCKUTE CNELHATHCTH C€ U3UCKBA Ja cholllapaT BesKa

NOAO3UPaHa HEXEaHa peaKiva upes:
HanbnHuTeNHA areHUHA MO ASKapCcTBaTa
yn. ,,JJaman ['pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417
yebcaiiT: www.bda.bg




4.9 Ilpenozupane

CHUMNIITOMM

Hsama onut cbe ciiyyan Ha npeaosupane ¢ Bancapun AM. [ naBHHAT CHMITOM Ha OPSAO3HPAHETO C
BAJICAPTAH BEPOATHO € H3pa3eHa XHNOTOHMA M 3amMaaHocT. [Ipeo3npaHeTo ¢ aMIIOAHITHH MOXKE [
[oBefe 0 eKCTPpeMHA nepudrepHa Ba3oAWIATALIHA M BEPOATHO pedriekcHa Taxukapaus. HMa
ChOOLLEHHA 3a CTYYaH Ha U3pa3cHa H MOTSHLIHANIHO MPOJIOHTHPaHa CHCTEMHA XUIIOTOHUA AOCTHralla
A0 LIOK ¢ haTajieH U3Xo/.

JleyeHue

AKO MPOAYKTET € MOrbJIHAT HACKOPO MOratT Ja ce O0CHKAAT CTUMY/IHpaHe Ha MOBPHIMAHETO WIH
CTOMAIIIHA IPOMHBKA. [IpHn0oXeHHETO Ha AKTHBEH BBIJIEH NPH 3paBH ZoOPOBOMIM HEMOCPEACTBEHO
WM 110 [IBA Haca cJie NOrThIIAHETO Ha aMJIOAHNKH 3HAYMMO HaMajiaea abcopOuHATa Ha IPOOYKTA.
KnHHHYHO 3HaYMMaTa XMNIOTOHHUA [IOpay npeao3upade Ha Bancasun AM H3KCKBa aKTHBHA
ChpASHHO-CHAOBA peaHUMALIHA, BIJTIOYBAIIA HECTO KOHTPOIKpaHe HA CHPACYHATA W AUXATE/MHA
(yHKUMA, TOBAMraHe Ha KpaHHHLUKTE H BHUMAHKHE MO OTHOUICHHWE Ha LIUPKY/IATOPHHUA obeM H
auypesata. [IpunoxeHHeTo Ha Ba3OKOHCTPHKTOP MOXe /ia € OT 10/3a 32 BB3CTAHOBABAHE Ha c'b.IlOBHﬂ
TOHYC H apTepHATHOTO HANAraHe, B CIydai ye HAMa NPOTHBOIIOKA3aHHA 32 NMPHJIOAKEHHETO MY,
HHTpaBeHO3HOTO MPUIOKEHHE HA KAJILMEB TTIIOKOHAT MOXKe J1a € OT I10/13a 3a NPCOA0NABaHE Ha
e(exTa oT O/l0KAJATA HA KAJILHEBUTE KaHAJIH.

BancapraH ¥ aMIOJHITHH HE C€ OYHUCTBAT NPH XeMOAHaNH3a.

5., ©GOAPMAKQOJOIMUYHH CBONUCTBA

S.1 dapMakoIHHAMHYHH CBOHCTBa

PapmaxorepaneBTHUHA rpyna: Cpeacrsa noBAHABAIH PEHRH-AHTHOTEH3IHHOBATA CHCTEMA;
anrdorensun Il penenTopHH AHTArOHHCTH, KoMOHHAIHK; aHrnoTen3nd II penentopun 6.10kepH
n kajguuesn anraronnet, ATC xon: CO09DB01

Bancapun AM e koMOHHaLIMA OT ABE AHTHXHUINEPTEH3HBHH CHCTABKH C QOIMTBJIBALL C€ MEXaHU3IBM HA
KOHTPOJI HA apTEPHANHOTO HANATAHE [IPH HNALKUCHTH ¢ eceHLHANHA XHMICPTOHHA: aMIOAHITHH
NPHHAINEKH KbM Kaca HAa KaJLHEBHTE AHTATOHMCTH, 4 BAJICApTaH KEM Kilaca Ha aHrHOTeH3uH 11
peuenropuure 6noxepH. KoMOuHauMaTa Ha Te3M CBCTABKH MMA aIUTHBEH AHTHXUNEPTEH3HBEH eexT,
KaTO HaMa/lABa apTEPHANTHOTO HANATAHE B MO-TONAMA CTEMEH OTKOJIKOTO BCEKH OT KOMIIOHEHTHTE M0
OTACITHO.

Amnoaunui/Bancapran

KombuHaupaTa Ha aMNOAMOKH U BaJCapTaH NpeAH3BHKBA A0303aBHCHMO aTHTUBHO NOHWKEHHE Ha
APTEPHATIHOTO HANAraHe B pAMKHTE Ha TepaneBTHYHMA A030B HHTEPBAN. AHTHXHIICPTCH3UBHHAT
ethekT Ha eTHOKpaTHA 1033 OT KOMOHHALIUATA ce 3aAbpiKa B NPOXBIDKEHHE Ha 24 vaca,

Hnayebo-xonmporupany UINUMEaHus
Hapn 1 400 naupeHTH ¢ XHNepTOHHA ca nMpHeMatH Bancasun AM BeaHBXK AHEBHO B JIBE I1auebo
KOHTPOJIHpaHK Opoy4BaHus, BKNiOUEHH ca RE3paCcTHH ¢ eka A0 YMEPEHa HeYCIMKHEHA €CeHLHANNA
XHOEPTOHUA (CPeHO AMACTONHO HAIATAHE B ceqHANo nonokenue > 95 u <110 mmHg). He ca
BKJIIOYCHH NALMSHTHTE ¢ BHCOK ChPACYHO CHAOB PUCK — ChPAEYHA HEAOCTATEYHOCT, 3aXapeH aAnaber
in 1 ¥ HepoBpe koHTpONHUpaH AuadeT THN 2, aHAMHE3a 32 MUOKapAeH UHQAPKT WK HHC}’J]T B
nocnegHara 1 roguHa. L

AKmueHO-KOHMPOAUPAHY UIRIINEAHUA NPYU NAYUCHMY, HEROBAUAIU Ce Om nose@eu" omie

MHOI‘OHGHT]JOBO, paﬁnommupaﬂo ,[lBOHHOCJIHl'IO amBHO-]{OHTPOHHpaHD napa.n JIQ i) #

H3NUTBaHE, MOKa3ka HOPMAaJIH3IUPAHE HA ApTSpHAJIHOTO HAJIATAHE (H&H-HHCK{J ,IIHE! 3 0“ :




ceAHAT0 nojioxkeHHe <90 mmHg B Kpas Ha TMPOYYBAHETO) MPH NMALKECHTH, YHETO aPTEPHATIHO
HajiiraHe He ce KOHTPOJIHpa JOCTATRUYHO ¢ BaicapTan 160 mg, npu 75% OT NatMEHTHTE NEKYBaHH €
amnogurMH/sancaprat 10 mg/160 mg 1 npu 62% OT NauMeHTHTE NeKyBaHU € aMJIOAMNIHH/BaNICapTaH
5 mg/160 mg, B cpaBHeHHe ¢ 53% OT MaLMeHTHTe, KOUTO OCTaRaT Ha Bancaprat 160 mg. JlobapaHero
Ha aMaoAMNuH 10 mg ¥ 5 mg BOJH A0 AONBAHHTEIHO NOHWKABAHE HA CUCTONIHOTO/AHACTONHOTO
KpBEBHO HandaraHe ¢ 6,0/4,8 mmHg u croTBeTHO 3,9/2,9 mmHg, B cpaBHEHHE C MALMEHTUTE, KOUTO
OCTaBaT caMO Ha TepanHs ¢ Bancaprad 160 mg.

MHoroueHTpoBo, paHAOMH3HPAaHO, ABOHHOCIANG, AKTHBHO-KOHTPOJIHPAHO, MApaieIHOIpynoBo
H3NHTBAHE NMOKAa3Ba HOPMATH3HPaHEe HA apTEPHANTHOTO HaltsraHe (Hai-HHUCKO AHACTONHO HANIKTaHE B
ceqnato nonoxerde <90 mmHg B kpas Ba npoy4YBaHETO) NPH NAUMEHTH, YHETO APTEPHANTHO
HAJIATAHE HE Ce KOHTPOMKpa AOCTaThYHO ¢ amaoaumiH 10 mg, opx 78% oT NauHEHTHTE ICKYBaHH C
amaoaunud/Bancaptad 10 mg/160 mg, 8 cpasHeHue ¢ 67% OT NAUKMEHTHTE OCTABAIM Ha TEPAIHA C
amnogunud 10 mg. JoGapanero Ha paicaprad 160 mg Boau 10 AOMBIHUTEIHO NOHMKABAHE HA
CHCTOMHOTO/IHACTOMHOTO HanArade ¢ 2,9/2,1 mmHg B cpaBHeHHE C NALIHEHTHTE, KOWTO OCTABAT Ha
TEepanud ¢aMo ¢ amnoaunuH 10 mg.

Bancasuin AM e H3NMTBAH H B AKTUBHO-KOHTPOJIUPAHO TipoyyBaHe npi 130 mauueHTH ¢ XHNEPTOHHA
Che CPEIHO JUACTONHO HANIATaHE B ceaHano nonoxenue >110 mmHg u <120 mmHg. B Tosa
npoy4BaHe (H3XOAHO aprepHanHo Hamarakwe 171/113 mmHg) neuenuero ¢ Bancasun AM 5 mg/160
mg, THTpupaH no 10 mg/160 mg, NoHH:KaBa apTEPHANHOTO HANATAHE B CEHAIO NoaoxeHue ¢ 36/29
mmHg cpaBHeHo ¢ 32/28 mmHg npu neuenue ¢ NM3HHONMpHI/XHapoxnopoTuasua 10 mg/12,5 mg,
THTpUpad 10 20 mg/12,5 mg.

B age apArocpovHM Npoy4yBaHHUA 3a npocneaseade edexkrsT Ha Bancasur AM ce 3ana3sa 3a mepuon
HaJ €[iHa roAMH4. BHe3anHOTO NMpeycTaHOBABaHE Ha JieueHHETO ¢ Bancasun AM He ce cBbp3Ba ¢
OBp30 NoKaUBaHe HA ApPTEPHAIIHOTO HANATAHE.

Bw3pactTa, OALT, pacaTa MIH HHASKCHT Ha TenecHa Maca (=30 kg/m2, <30 kg/m2) He nosnuaBar
otrosopa cnpsamMo Bancasun AM.

Bancasun AM He € TIpoyuBaH NMPH MOMyJIALMH OT NaLHEHTH ¢ APYrH 3a0005BaHHA Pa3THYHH OT
xuneproHus. Bancapran € npoyusaH npu NalHeHTH cliel npekapaH HHPApKT Ha MHOKapAa H TaKHBa
ChC ChpACUHA HEJOCTATBYHOCT. AMIOMUITHH € MPOYYBaH NPH MalMEHTH C XPOHHYHA CTabHIHA
CTEHOKAPAHUA, Ba30CTIACTHYHA CTEHOKApAHA H aHTHorpadcKH AOKyMEHTHpaHo 3a00/19BaHe HA

KOPCHApPHHUTC CBA0BC.

AMNOAUNHH
AMJIOIHIUH, KOHTO BiIM3a B CheTaBa Ha Bancasun AM uHxubupa TpaHcMeMOpaHHOTO HABJIM3AHE Ha

KaJIMEBH HOHHU B CHPACHHUTE H CHAOBHTE IIAJIKH MYCKY/H. AHTHXHIIEPTEH3HBHOTO ACHCTRBUE HA
aAMIIOMHIIMH Ce ABJIKH Ha AUPEKTHHA pelaKcupall eQeKT BbPXY ChAOBUTE TNIaJKH MYCKYJIH, KOETO
BOJH 0 HAMANSIBAHE HA CHAOBOTO CHIIPOTHBICHHE M Ha ApTEPHANHOTO HajAraHe. EkCcnepuMeHTanHu
AAHHH MOKA3BaT, Y€ aMJIOAMIIUH ce CBBP3BA H ¢ AUXHAPONHPUIHHOBHUTE 1 ¢ HEAHXHAPOITHPH-

AWHOBHTE MecTa 3a cBbp3BaHe. [IponecHTe Ha CRKpallleHHE Ha ChPACYHHA MYCKYJl H Ha CHAOBHUTE
IMIAOKH MYCKYJIH €a 3aBHCHUMM OT IPHABH>KBAHETO HA H3BBHKIICTHYHHTE KANLMEBH HOHH B KIICTKHTE

Ha MYCKY/AHTE npe3 cretndUyHH HOHHH KaHalJeTa.

[TpunoxkeHrWeTo Ha TepaneBTHYHA 4032 AMJIOAHITHH [PH MALMECHTH ¢ XMMEPTOHHUA Ce MOoCAcABa OT
BA30MNATALHAA, KOATO BOAW A0 HAMANABAHE HA apTEPHATIHOTO HAJIAraHe B JISCHANO W B H3[IPABCHO
nonoxenue. [Ipu xpoHu4yHa ynotpeba ToBa NOHIWKABaHE HA APTEPHATHOTO HAJIATaHE HE CE CHITBTCTBA
OT 3HAYHUMH [IPOMEHM B CHPASYHATA YECTOTA WM IIA3MEHUTE HHBA HA KATEXONAMUHHTE.

[InasMeHHTe KOHLIEHTPALMH KOpeNHpaT ¢ efeKTa KaKTO MPH MaH TaKa H NPH NaiHe pﬁaﬁ Ka
’ L 1y,
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[Tpy nanMeHTH ¢ XHNEPTOHHUA, ¢ HOpMaTHA OBOpeuHa PyHKUHA, TEPANEBTHYHHATE AO3H aMJIOAUITHH
BOJAT N0 HaManABaHe Ha OROPEYHOTO CBAOBO CHIPOTHRIICHHE H YBEIUYABAHS HA TMTOMEpPYNHATa
dunTpauua U edexTHBHNA 6HOpeyeH KPHBOTOK, 663 Aa npoMeHAT ¢rnrpauoHHaTa GpakiHs HIH
NMPOTEHHYPHATA.

KakTo » npu apyrure ON10KEpH Ha KANIHEBUTE KAHAIH, XeMOIMHAMUYHHTE H3IMEPBAHHUA Ha
chpAeuHaTa GYHKLUHA B NOKOH H IPH HaTOBapBaHe (MK X0/1eHe) MPU NALUEHTH ¢ HOpManHa GyHKIHA
Ha KaMepHTe, ICKYBAHH ¢ aMTOJHITHH, KATO A0 NMOKa3BaT JIEKO MOKAYBAaHE Ha ChPASYHHA HHIEKC
6e3 3na4YuMo nosnuABaHe Ha dP/dt WK Ha IeBOKaMEPHOTO M AMACTONHOTO HaArane Wiy obem. B
MPOyYBaHUA 33 XEMOAMHAMHKA, aMJIOJHITHH HE Ce CBEP3BA ¢ HETaTHBEH MHOTPOTIEH €(EKT, KOraTo ce
puiara B [PaHHLIHTE Ha TEPANCBTHYHUTE 1034 TIpH 3APaBH XMBOTHH H X0Opa, I0PH KOTaTo NPH Xopa
ce Mpuara eJHOBpeMeHHO ¢ OeTa-Onokepu.

Tpy 3apaBH x0pa M )KMBOTHH aMJIOJIUITHH He MPOMEHS CMHOATPHATHATA HOAANHA PYHKUMA K
ATPHOBEHTPHKY/IAPHOTO MpoBEkAaHe. B KIMHHYHY MpOyYBaHHA, B KOHTO aMJIOJMITHH € NpHiaraH B
koMOHHalHA ¢ 6eTa-GnokepH Ha MANMEHTH C XHIIEPTOHMS WITH CTEHOKApAHA, He ca Hab/oaBaHu
HEXe/TAaHN e()eKTH CrpIMO NTapaMEeTPUTE Ha elNeKTpoKapAuorpaMara.

Ynompeba npu nayuenmu ¢ xunepmounus

PaHnoMH3HpaHo ABOHHOCIANO NpoyyBaHe 3a 3a6onepaemocT U cMbpTHOCT ALLHAT
(AHTHXMMEPTEH3UBHO M JIMITHAOTIOHHKARALIO JICUeHHe 3a IPOdHIAKTHAKA HA ChPAEYEH NMPUCTBHIT)
(Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial) e npoBeaeHo ¢ uen
CpaBHfABaHE Ha HOBHMTE TEPAHH: aMIogunuH 2,5-10 mg/neH (Kanuues aHTarOHHUCT) HIH JIM3HHONIPHIT
10-40 mg/nen (ACE uHXuHOMTOP) C THa3MAHHA JHYPETHK XNopTannaoH 12,5-25 mg/aeH KaTo neuyeHHe
OT I'bPBA JIMHHUA NPH MALUSHTH ¢ JIEKA 0 yMCpeHa XUIIEPTOHMA.

O6mo 33 357 mauveHTH ¢ XMUNEPTOHUA HA Bb3PacT 55 roguHu u roseye ca O paHAOMH3HPaHH H
mpocnefeH: 3a cpeHo 4,9 roquun. TTaupeHTHTE ca UMK TOHE €AWH NOMBAHHTENECH PHCKOB GaKTOP
32 KOpOHApHa 60JIECT HA CHPLIETO, BKIFOUHTENHO NPEALIECTBALL MBOKapAeH HH(APKT WX HHCYIT (>6
Mecela Npead BKIOYBAHE B TIPOYYBAHETO) HIIH J0Ka3aHO APYro aTepOCKIEPOTHYHO ChPACUHO-CHA0OBO
3abonaBane (Haa 51,5%), saxapen quaber tan 2 (36,1%), THOONPOTEHHHU ¢ BUCOKA TUIBTHOCT -
xonectepon <35 mg/dl unu <0,906 mmol/l {11,6%), ntepokamMepHa XHIIepTpoPHS, THATHOCTHLIHPAHA
qpe3 eNeKTpoKapaAHOrpaMa HiTtH efiekTpokapauorpagicku (20,9%), Hactosmu mymaun (21,9%).
ITepBHuHAaTA KpaiiHa To4Ka € OMNa CBCTaBeH Mokasaren oT (aTajeH KOPOHapEeH HHLHACHT HIIH He-
¢daranen MuokapaeH Hudapkt. He ca HabmoaaBaHu 3HAYHMMHU pa3IM4KA 110 OTHOIIEHWE Ha
MBPBHYHATE KpaifHa TOYKA MEXK/Y TEPANMHATA ¢ AMIOAHIUH H TEPAMHATA C XOPTAIHACH: KOSQHUMEHT
Ha puck 0,98 95% CI (0,90-1,07) p=0,65. Ilpu BTOpU4HHTE KpaliHH TOYKH, Y€CTOTATa HA CHPACYHA
HEAOCTATHYHOCT (KOMIOHEHT Ha ChCTaBHATa KOMOMHHpaHa CHpeHHO-CHA0BA KpaiiHa Touka) € Guna
CUrHM(UKAHTHO [TO-BHCOKA B FPYIIaTa Ha aMNOAMITHH, OTKOJIKOTO B rpynara Ha xinopranyaoH (10,2%
cnpamo 7,7%, RR 1,38, 95% CI [1,25-1,52] P <0,001). Benpeku ToBa, He ce HaOmo1aBaT 3HaYHMH
pasmHYHA IO OTHOWIEHHE Ha 0DIaTa CMBPTHOCT MEXKAY IPyliaTa Ha Tepanii ¢ aMJIOQAHITHH ¥ Ta3H Ha
tepanui ¢ xaopranuaod RR 0,96 95% CI [0,89-1,02] p=0,20.

BaJjcapran
BancapraH e nepopaiHO aKTHBEH, MOHIEH H cnefuiueH aHTHOTEH3HH 11 penienTopeH aHTarOHMCT.

Toit Bp3nelicTea cenekTHBHO BEpXY AT 1 peuenTopHaus NOATHIL, KOHTO € OTTOBOPEH 32 MO3HATHTE
pB3/eiicTBHA Ha auruoreHsuH 1. loBumennre nnasMeHy Husa Ha aHrHoTeHsdH I B pesynraTt Ha AT1
peLIenITOpHaTa 6JI0Kafa ¢ BaJICapTaH MOTAT Ja CTHMYnUpaT He Onokupanua AT2 peuenTop, koeto
H3LJIeXK A TIpoTHBOACHCTRA Ha edekTa Ha AT1 peuenropa. Bancapran He nposBIBa HUKAKBa YaCTHYHA
aroHucTHYHa akTHBHOCT KbM AT1 penentopa u uma 3Ha4uTenHo (okono 20 000 nbTH) Mo-roaM
aduuuTeT KBM AT1 peuenropa, OTKONKOTO KbM ATZ peuenropa. -




edexTHTE Ha OPaAMKHHUH U CYOcTaHLMA P, e Manko BepoaTHo aHrvoreHsuH 1l peuentopaure
AHTANOHHCTH Na Ce CBBP3RAT ¢ KalLNHUA. B KMHHUYHY MpoyYBaHHUs, KBAETO BAJICAPTAH € CPABHABAH C
ACE unaxubutop, H3dBaTa Ha cyXa Kamuuia e 3Ha4umo (P <0,05) no-Mainka npi NauueHTHTe
NIEKYBaHH ¢ BalNCapTaH OTKOJIKOTO NMPH Te3H NekyBaHH ¢ ACE HHXuOHUTOP (CHOTBETHO 2,6% CipaMO
7,9%). B KIHHHYHH NpOy4YBaHHA NPH NALUKMEHTH ¢ aHAMHE3a 3a CyXa KalUTuLa 10 BpeMe Ha JIEHEHHE ¢
ACE unxuburop, 19,5% or npoyusaHuTe uua nomyuasaiuy sancaprad u 19,0% or resu
noiy4aBailiy THA3WAEH AUYPETHK HMAT KALLIHLIA, cpaBHeHO ¢ 68,5% ot nvuara nekysasu ¢ ACE
nHxubuTOp (P <0,05). Bancapran He ce cBLp3Ba H HE OJIOKHpA pELENITOPH HA APYTH XOPMOHH WK
HOHHH KaHAJIH, 32 KOUTO € H3BECTHO, Y€ Ca Ba)KHU 334 ChbPACUHO-CHAOBATA Peryauus.

[TpunokeHUETo Ha BaACapTaH MPH MAUHSHTH ¢ XUIIEPTOHMA BOAH A0 IOHHXKABaHe HA apTEPUATHOTO
HanArade 6€3 noBAUdBaHEe Ha MyCOBaTa YeCTOTA.

[Ipu noBEYETO MALMEHTH, CNEJ eXHOKPATSH MEPOPANEH MpHEM, HAYalnoTO Ha aHTHXUOEPTEH3IHBHOTO
ACHCTBHE € B PAMKUTE Ha 2 4aca, a NuKa B MOHIKABAHETO HA apTePHadAHOTO HaIAraHe ¢¢ A0CTHTa B
paMKHTE Ha 4-6 4aca. AHTHXMNEPTEH3IUBHUAT epeKT Mpoabmkasa HaJ 24 yaca cnea npueMa. I1pu
peaOBEH NMpHEeM MaKCHMYMa B peyKLMATA Ha apTEPHAIHOTO HAJIAraHe ¢ BCAKA A03a, KaTo L4no, ce
MOCTHra B paMKHTE Ha 2-4 CeMHLIA M Ce MOAABPXKA B X0/ia HA ABIroTpaiHa Tepanus. BHe3amHoTo
MPeyCTAHOBABAHE Ha JICUEHHETO ¢ BAJICapTaH He Ce CBBp3Ba ¢ pHOAyHI XHMIICPTOHHA WIH C APYTH
HEKEMaHH KTHHHYHH peaKLyH.

HBoiina 610Kkaa Ha peHHH —3HTHOTEH3IHH — AI0CTePOHOBATA CHCTEMA
Hse ronemu panpomusupand koutponupanu npoyusaHus — ONTARGET (ONgoing Telmisartan

Alone and in combination with Ramipril Global Endpoint Trial - Texymo rnobanHo U3nuTBane 3a
KpaliHd TOUKH Ha TEIMHCAPTaH, CAMOCTOATENHO M B KomMOuHauus ¢ pamunpun) 1 VA NEPHRON-D
(KnuHuuHO npoy4yBaHe CBBP3aHO C pa3sBUTME Ha HedponatHa npu AdabeT, MOpPOBEACHO OT
MHHHCTEPCTRO MO BBHIPOCHTE HA BeTepaHwWTe) — Mpoy4Bar ynorpebara Ha komOGuHaimara or ACE
MHXHOUTOP U aHrHOTeH3WH [1-penenropen 6aokep.

ONTARGET ¢ npoyuBaHe, MpOBEACHO MNpH MALMEHTH ¢ aHaMHE3a 3a ChpPACHHO-CHAOBA HIH
MO3BYHOCHAOBA 0ojlecT, MAHM 3aXapeH aualeT TUO 2, NPUAPYKEHH ¢ OaHHH 32 YBPeXIAaHE Ha
etextopuu opranv. VA NEPHRON-D e npoyupane npu MalMEeHTH CBC 3aXapeH avaber tun 2 u
nrnabeTHa He(pponaTug.

Te3n ppoyuyBaHus He MOKA3BaT 3HA4YMM GnaronpusaTeH edekT BLPXy OBOpPEHHHTE W/HIH CHPACHHO-
CHAOBHTE OOCHECIHOA W CMBPTHOCT, K4TO CHIIEBPEeMEHHO ca HabMoOOaBaHHW MOBHIIEH PHCK OT
XHNEepKanueMus, OCTpPO yBpexkaaHe Ha 6p0peuuTe WHIH XMIIOTOHWS B CPABHEHHE ¢ MOHOTEpANUATA.
Karo ce uMat nmpeasya cXOoAHHTe UM dapMakoAMHAMHYHH CBOHCTBA, T€3H PE3Y/ITATH Ca MPHIOKHMH
u 3a Apyrd ACE uHXuGHTOpH M aHrHoTeH3uH 1I-penientopHu Or1okepH.

ACE unxuturopH u anrvotensHH [l-penentophu 610Kepy cneloBaTe/IHO HE TpAOBA 1a ¢€ H3NON3BAT
€IHOBPEMEHHO 1pY MaLMEHTH ¢ AHabeTHa HedpponaTHA.

ALTITUDE (KnauHHuHO npoy4BaHe MPOBEACHO ¢ ATHCKHAPEH MPH MALMEHTH Che 3aXapeH AuabeT Tun
2 ¢ M3M0J3BAHE HA ChPAEYHO-CHAOBH U 6BOpedHH 3a00/ABaHHA KATO KPAMHH TOYKH )

€ Mpoy4YBaHe, MpeAHa3HA4YEHO J1a U3CeIBa N0A3aTa OT A00ABAHETO HA ANMMCKHPEH KBM CTAHAApPTHA
teparnua ¢ ACE uaxuburop win anruorensuH lI-peuentopes Oitokep NpH NaMeHTH ChC 3aXapeH
nMabGeT THIT 2 H XpounvHo 6B6pedHo 3a6onaBaHe, ChpASHHO-CBAOBO 3a00/M4Bale UIH H IBETE.
[IpoyuBaHETO € NPEKPATEHO NPEXAEBPEMEHHO MOPAJH NOBHUICH PUCK OT HEGMArONpPUATHU
nocneauun. KakTo ¢hpaedHo-ChA0BATA CMBPT, Taka H HHCYATHT Ca N0-4ECTH B rpynaTa Ha
ANTMCKUPEH, OTKOJIKOTO B CPYTIATA HA M1aLebo, a NPeACTABIABALIMTE MHTEPEC HEXeENaHH CHOUTHA U
CEPUO3HH HEKENIaHH CHOUTHS (XHNEPKATHEMUSA, XHIIOTOHUA H GbOpeuHa ANCOYHKIHA) ce chodimasar
[10-4ECTO B FPYMAaTa Ha ANMCKHPEH, OTKONKOTO B rpynara Ha niateo.

5.2 @DapMaKOKHHETHYHH CBOHCTBA
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AMIOAMIHH U BAJICapTAH HMAT JIMHeHA (papMaKOKHHETHKA.




AMinoaunus/Bancapran

Crnen nepopaiHo npunoxenue Ha Bancasun AM, MHKOBH MIa3sMEHH KOHLIGHTPALIMHM HAa BaXcapTaH H
AMJIOJMITHH CE AOCTHIAT 3a CHOTBETHO 3 M 6-8 uaca. CrenenTa U ckopocTTa Ha abcopbLma Ha
Bancapun AM ca ekBHBaNEHTHH HA GHOHATHYHOCTTA Ha BAICAPTAH W aMJIOAMITHH, [IPUIIONEHH KATO
OTACNHHU TabIETKH.

AMIIOAUNNAH

Abcopbyua: Cnen nepopanHo OpHAKEHHE HA TEPANEBTHYHA 1032 aMJIOAHITHH, MUKOBH IUTa3MCHH
KOHUEHTpALMH ce NoCTUraT 3a 6-12 gaca. AGcomoTHaTta OuoHanH4YHOCT € Mexay 64% u 80%.
BuoHanMuHOCTTA Ha aMJIOJUITHH HE ce MOBJIMARA OT MPHEMa Ha XpaHa.

Pasnpeodenenue: Ob6ema Ha pasnpenenerue e npudnusurento 21 kg, In vitro npoy4usaHHi NMOKA3Bar,
ue MpubNU3KTENHO 97,5% OT UMPKYIHPALIOTO EKAPCTBO C€ CBBP3Ba C IUIA3MEHHTE MPOTEHHH.

buompancgopmayua: AMAIONUNUH ce MeTabo/H3upa OCHOBHO (MpubausurentHo 90%) B €epHUa Apod
IO HEAKTUBHH METaOOIUTH.

Enumunuparne. ENUMHHHPAHETO Ha aM/IORUNWH OT MnasMata € 6Hpa3Ho ¢ TepMHHANEH NOTYXHUBOT Ha
eTHMHHHUpaHe Npudnu3uTenHo 30 no 50 yaca. CrauMoHapHHUTE [1a3MEHH HHBA C€ JOCTHIAT Clliel
NPOALJLKHTENEH NMpHeM 3a 7-8 AHH, 10% o1 opurunannua amnoaHnus H 60% oT HeroeHTe
METabONUTH Ce EKCKPETHPAT ¢ YPHHATA,

Bancapran

Abcaopbyus: Cnen nepopanHO NPUNMKEHHE HA BAJICAPTAH MUKOBHTE MIA3MEHH KOHLIETPALIMH €&
Aocrurar 3a 2-4 yaca. Cpeanara abcomotHa OHoHaNH4YHOCT € 23%. XpaHaTa HaMaJIaBa €KCIIO3HLIMATA
{onpeneneno ypes AUC) Ha Bancapran ¢ okono 40% u nMKoBaTa nnasMeHa KoHIeHTpauys (Cmax) ¢
okono 50%, BeNpeKH ToBa OKOJIO 8 Yaca ciell MpHEMa MIa3MEHHTE KOHLICHTPALIKK Ha BalCapTaH ca
noAoOHH B FPYNHTE MPHEMAM JIEKAPCTBOTO clle] HaxpaHBaHe H Ha rnaaHo. Tasu peaykuus Ha AUC,
obaue He ce CHITPTCTBA OT KIMHHYHO 3HAYHMA PEAYKLIHA HA TEPANeBTHYHUA e)eKT U MO Ta3H NMPUIHHA
BaJICApTaH MOXKe Ja Ce€ NpHeMa Ha MNaJHO WIIH Clie]l HaXpaHBaHe.

Pasnpedenenve: CTallMORAPHHUAT 0OeM Ha pasfipeieficHHe Ha BallcapTaH clie/l HHTPaBeHO3HO
IprACHKeHHE € okono 17 MHTpa, XoeTo NOKa3Ba, Ye BAICAPTAH HE Ce pasnpenens WHPOKO B ThKAHHTE.
Bancapran ce cRBp23Ba BB BHCOKA CTENEH ChC CEPYMHUTE MPOTEUHH (94-97%), OCHOBHO ChC

CEPYMHMA aNnOYMHH.

Buompanchopmayun: BancapraH He ce MeTabonusupa BbB BUCOKA CTENEH, ThH KaTo ¢camo okono 20%
OT H03aTa ¢€ YCTAaHOBsABA NOA (opMara Ha MeTabonauTH. B niasmara € ycTaHOBEH XHAPOKCH
METa60TUT B HHCKH KOHUSHTpauHH (no-mManko ot 10% ot AUC Ha sancaprtaH). To3n MeTaboUT €
($hapMaKONOrHYHO HEAKTHEEH.

Enrumunupane: BancapraH noka3Ba MyJITHEKCMOHEHUMATHA KHHEeTHKA Ha pasnan (tY2 O <1 yac utz O
okoJo 9 gaca). BancapraH ce enuMHHNpa OCHOBHO ¢ dierieca (okono 83% ot nosara) U ypHHATa
(oxono 13% ot po3aTa) OCHOBHO KaTo HENPOMEHEHO CheAMHeHHE. Cnes HHTPAaBEHO3HO MPUIIOKEHHE
M1a3MeHNs KIWPBHC Ha BalcapTaH € Npuonu3uTenHo 2 /4, a 6x0peunus winpbHCe € 0,62 1/4 (okono
30% ot o61mg knupwHe). IlonyxueoTET Ha Bancapras € 6 4aca.

Croeunanyy nomyaal1y
IHeouampuuna nonynayus (8v3pacm noo 18 zoounu)

Hama dapMakokMHETHUHH JAHHH 33 NALHEHTUTE Ha BB3pacT NoA 18 roausn.

llayuenmu 6 cmapuecka sv3pacm (8v3pacm Hao 65 200unu) A
BpemeTo 3a AOCTUNaHE HA MHKOBH MTA3MEHH KOHLEHTPALIMH Ha aMJIOAMUMHH € CXOIH ¢ H’ ol
MauMeHTH U NpH NALHEHTH B CTapuecka Bs3pacT. Mima TeHaen1Ha Mpy nalyesTUTe 31@ ..-, 03

BB3PACcT KIHPBHCA Ha aM/TOAXIIMH 13 HaMa11Ba, KOSTO BOAM A0 MOKAaYBaHE Ha rmomT FON KIS



(AUC) 1 nonyxueoTta Ha enuMuHHpande. CpeaHara cucteMHa AUC 3a BancapTaH € 1o BUCOKA CBC
70% 0py NaUMEHTH B CTapUYeCKa Bb3pacT B CpaBHEHHUE C MO-MNa AU NAUKUEHTH, MOPaaH Ta3d IpHYHHA ©
HeoOXOAUMO BHHMaHKE TIPYU NOBHILARAHE HA J03aTa.

bvbpeuno yepesicoane

(DapMakoKMHETHKATA HA aMJIOAMITHH HE Ce MOBAKABA 3HAYMMO MpH HapylIcHHE HA OnOpeuHaTa
¢yHkuma. Kakro ce ouaksa 3a BelecTBo, uuiito Ou0peueH KiHpbHC € camo 0koJ10 30% ot ob1uHA
Mniaa3sMeH KIMpBbHC, He ce HabnroaBa Kopenanusa Mekay Ob0peunata pyHkUMA W CHCTEMHATa
€KCITO3ULMA KbM BAJICAPTaH.

Heproopobno vepesxoane

Hanu4yHu ca MHONO OrpaHM4eHU aHHH 3a MPUIOKEHHMETO HA aMAOAMIIMH MPH NMALHEHTH C
yepHOAPOOHO YRpexkaane. [launeHTHTE ¢ YepHOAPOOHO YRpeKAaHE HMAT HAMAJIEH KJIMPBHC Ha
aMIIOZUITHH ¢ nocneasamo nokausane Ha AUC ¢ npubnusurenno 40-60%. [lpu naumMeHTH ¢ Aexo 1o
YMEPEHO TEXKKO M3pa3eHO XPOHHYHO YEPHOAPOOHO 3a00NABaAHE eKCMOZHUHATA KbM BalicapTaH
(onpeaeneHa upe3 croiiHocTHTE HA AUC) e aBa MTH NO-BUCOKA OT YCTAHOBEHATA NPH 3paBH
ROOpOBONIM (FpyNHMpaHH MO BB3pacT, Mo H Terio). [IpunoxeHnero NpH NauueHTH ¢ 4epHOAPOOHO
3abonaBaHe TpAOBa 1a ¢e OCHIUECTBABA ¢ MOBHIIIEHO BHHMaHHe (BX. Touka 4.2).

5.3 Ilpeaxknuruunu fanHd 3a GezomacHocT

Amnoounun/eancapmar

Hexenanure nexapcTeeHd peakuMi HabmonapaHy B NMPOYUBaHHA NPU XXUBOTHH HMAILH BEPOATHA
KIWHHYHA 3HAYHMOCT Ca KaKToO C/IeABa:

XHCTONATONOIHYHM JIAHHH 32 BB3NANIEHHE ca HAOMIOAABAHH B JKIIE3UCTHA CTOMAX NPH MBbXKKH
MBX0BE [PH EKCITO3HUMA OT okoNo 1,9 (sancaptan) # 2,6 (aMIoAHUNKAH) TETH HAJ KNHHMYHNATE A03H
ot 160 mg sancapran u 10 mg amnoaunux. Ipy no-BHCOKH €KCMO3MIMH HMa yILEpaLHH K €PO3HH 110
CTOMALITHATA JIMFaBHOA KaKTO MPH XKEHCKHUTE, TaKa H NMPH MBXKKUTE mTbXxose. [lonobHu npomen ce
HaOO4ABAT M NPH rpynara NpUeMaina camo pajcaptaH (excrnoszunus 8,5-11,0 nbTu Hag KITHHUYHATA
ao3a or 160 mg BancapraH).

[Tpu excno3zuius 8-13 (pancapran) n 7-8 (amMnoaunuH) NeTH HaJ KAHHHYHATA A03a oT 160 mg
pasicapTaHd H 10 mg amnoaMnyH ce YCTAaHOBABAT YBEITMYEHA YecTOTa M TeXkecT Ha Onbpevnara
TyOynHa azodunug/ XHaNTHHH3AUWA, AWIATALMA H OTJHUBKH, CBIIO H HHTEPCTULIMAIHO TUMPOLIUTHO
BBINAICHHE H XUNlepTpodHa Ha apTepuonapHaTa Meaus. CXOIHH NPOMEHH ¢e YCTAHOBABAT B rpyliaTa
npreMallla camo Bajicapras (ekcnozuuus 8,5-11,0 bty Hag knmHuvHara Ao3a ot 160 mg Bancapras).
B npoyusane 3a emOpHo-¢geTanHo pa3BuTHE MMPH IUTBXOBE C€ HAOMORARAT YBEIHYEHA YeCTOTa Ha
AUAATUPAHY YPETEpH, MAIGOPMALHH Ha CTEPHYMA U HEOCH(HLMpaHU (anaHrH HA MPEHH AalH IpH
eKCno3uLs or okomno 12 (Bancapran) u 10 (aMIoAMNHH) OBTH HaJ KIHHAYHHTE 403 o1 160 mg
BancapraH H 10 mg amnoaunui. Junatupasu ypeTeps ¢e HabmoaaBat H B rpynara caMo ¢ BaJICapTaH
(excnosuma 12 meTH HAQ KNTHHAYHATA 1032 0T 160 mg BancapraH). B ToBa nmpoyupaHe HMa CaMo
cnabo u3paseny Oenesn Ha MaifuiHA TOKCHYHOCT (YMEpEHA peyKUKA Ha TelecHoTo rerno). Husoro,
NpH KOETO He ce HabmonaeaT eeKTH Mo OTHOWICHHE HA Pa3sBUTHETO € 3-(BancapTaH) U 4-
(aMNOAWNKH) ITETH HaJ KJIMHHYHATa ekcno3uiums (Ha 6azata wa AUC).

3a oTAENHUTE CHCTABKH HAMA AOKA3ATENCTRA 38 MYTAr¢HHOCT, KIIACTOreHeH €eKT
KapLHHMHOT€HHOCT.

Ampoounun

PenpoayKTHBHA TOKCHYHOCT
PenpoaykTHBHEH Npoy4YBaHHA NPH [UTHXOBE U MHILIKH [OKA3BaT 3aKbCHABAHE HA JATATA HA pAXKAAHE,
e

YABDKSHA MTPOABIDKMTEMHOCT HA PAKIAHETO H HAMaJIEHa JKH3HeCTIOCOOHOCT Ha MMWW\\
npuOIM3UTENHO SO IMETH NO-BUCOKU OT MAKCUMAITHWTE NPENOPLUMTENHH 103U NPH xo(?

Ha 6a3a mg/kg. RiEe

Hapyiuenius BbB QpepTainarera TN



Hama edext pppxy QpepTUAMTETA HA TUTHXOBE, TPETHPAHU C aMJIOJHUNUH (MBXKKH — 64 IHH M XKEHCKY —
14 nuu npexu undrocpaHe) B fo3u a0 10 mg/kg/neH (8§ meTH* MakcrManHaTa npenoprHUTENHA 1034
3a Xopa oT 10 mg, uzuuciaecHa Ha 6a3za mg/m2). B apyro nmpoy4eaHe npH MUIEX0BE, MPH KOETO MBKKH
IUIBXOBE Ca TPETUPAHH ¢ aMNOAHNHH H¢e3unaT 30 AHM, ¢ J03a CpaBHKMMA ¢ J03ara NpH Xopa,
H3uncneHA Ha 6a3a mg/kg, ca YyCTaHOBREHH NMOHIKEHR (1Aa3MEeHH PONHKYAOCTHMYIHPal XOpMOH H
TECTOCTEPOH, KAKTO H MOHKCHH IUTBTHOCT Ha criepMara H Opoil Ha 3penu cniepMaTHAM U
CEPTONUEBHUTE KIIECTKH.

KapuuHoreHesa, MyTareHesa

Hama aaHHu 32 KApUHUHOTEHHOCT MPH NJILXOBE M MULLIKH, TPETHPAHH ABE FOAHHHU C AMJIOAHIHH B
XpAaHATA B KOHLEHTPALMH, U3UHC/ICHY a OCHTYPAT AHEBHU A030BH HUBa ot 0,5, 1,25 1 2,5 mg/kg/nen.
Hafi-sucokara qo3a (IpH MULWIKH - GJIM3Ka 10, @ NPH [1BX0BE — [Ba IBTH* M0-BUCOKA OT
MaKCHMAJTHaTa NpenophYMTE/IHA KNTHHKMYHA J103a o1 10 mg, u34uncaeH

[IpoyuBanus 3a MyTareHHOCT HE NOKA3BAT NEKAPCTBEHO-00yCoBeHH e(peKTH HHTO HA MeHHO, HHTO Ha
XpPOMO30MHO HHBO.

Bancapman

[IpeakKTHHHYHHTE JaHHHU HE NOKA3BaT 0COOEH pUCK 3a XopaTa Ha Ha3a Ha KOHBEHLMOHAJIHHTE
(apMakoNOruyaH NMpoyyYBaHHA 3a 6€30M0acHOCT, TOKCUYHOCT MPH MHOTOKPATHO TIPUIIOKEHHE,
MeHOTOKCHYHOCT H KApIHHOT€HEH MOTeHLHAI.

[IpH nabXoBe TOKCHYHY JO3H 32 MaiikaTta (600 mg/kg/neH) no BpeMe HAa MOCIEAHUTE AHH OT
OpeMEeHHOCTTA H MIepUOAA Ha JIaKTalHg ca JOBE/IH JO MO-HHCKa CTENEH Ha NPeXHBIEMOCT, no-cnabo
HalnaBaHe Ha Terno H 3abapeHO pa3BUTHe (OTAEIAHE HA YIIHATA MUA H OTBAPAHE HA CITYXOBHA
KaHAT) HA MOKONCHUETO (BA. ToUKa 4.6). Tezn ao3u npu ursxoeke (600 mg/kg/neH) npeacraBisBaT
nprOaM3nTenHo 18 mbTH MakcHMaNHaTa NpenopLYKMTENHA A03a NpH Xopa Ha 6azaTa Ha mg/m?2
(M34UHMCIICHHATA C€ OTHACAT 3a NepopanHa fo3a 320 mg/aeH v naumeHT ¢ terno 60 kg).

[1py npeaknuAMYHK NpoyuBaHud 3a He30NacHOCT BUCOKH A03H BaicaptaH (200 no 600 mg/kg
TENECHO TErN0) NPSAN3BHKBAT NPU IIBXOBE HAMAISBAHE HA NTAPAMETPUTE HA YEPBEHHUTE KPbBHH
KNETKH (EPUTPOLMTH, XEMOTTIOOMH, XeMaTOKPMT) H NpUYHHABAT NPoMeHH B Ob0peuHaTa
XEeMOAHHAMMKA (JIEKO NOBMINaBaHE Ha Ma3MeHaTta ypes, O6peuHa TyOynHa Xunepruiasus o
bazogunns npu mexkute). Teau ao3u npu mexose (200 no 600 mg/kg/nen) npeacrasnsapar
npuOaH3uTEnHO 6 ¥ 18 MBETH MaKCHMaNTHaTa NpenophUYATENIHA 1032 MpH Xopa Ha 6azaTa Ha mg/m2
(M3YHMCTICHHATA C€ OTHACAT 3a NnepopanHa ao03a 320 mg/nex v nanuest ¢ rerno 60 kg).

[Ipu MapMo3eTKH B NOAOOHH 103U NPOMEHHUTE ¢a MOA00HH, HO HO-TeXKH, ocobeHo B O6B0petuTe,
KbAETO NPOMEHUTE C€ pa3BUBAT A0 HEdponaTHd, BKIOYBALLA MOBHIUEHH Ypesd H KPEATHHHH.
Hab6monasa ce cbio xuneprpodns Ha Gp0pedHUTE IOKCTArIOMEpY/THH KJIETKHA H NPH JBaTa BHA.
Cuura ce, 4e BCHMKH MPOMEHH C€ IBIDKAT Ha GapMakonorHiyHoTo AeficTBHE Ha BAIICAPTAH, KOETO
BOIY 10 NPOABJDKHTETHA XUTIOTOHHA 0CO0SHO NMpH MapMo3eTHTe, Marnexaa, ye TepanesTHYHATA 4034
Ha BaJICapTad MpH XOpa HE € CBLP3aHa ¢ xuneptpodHs Ha OBLOpeYHUTE KOKCTAIIOMEPYITHH KISTKH.

6. PAPMAIIEBTHYHHU JAHHU

6.1 ChnHchK HA TOMOIHHTE BEIIECTBA

MHuKpoKpHcTanHa Henynosa

Iloeunon

Huulecte, npeskenaTHHHIHPAHO
CHnuuueB auokch, KoToHneH,0e3B00eH
KpocnosuaoH

Hatpues HuLecTeH TIMKONaT
MarHe3ues creapat

Ilpeunctena Bona




Toxpure (CheTaB Ha Onaapaii KuiT)

Xunpomenosa (E464)

Turanos auokcua (E171)

Xurat xkenezeH okcun (E172)

Tank (E553b)

Makporon 8000 (E1521)

Yepen kenezen okeua (E 172; 32 5 mg/80 mg u 5 mg /160 mg dunmupaun tabnerku)
[Tpeuncrena Bona

6.2 HecsBMecTEMOCTH

Henpunoxumo

6.3 Cpok Ha rogHoCT

3 roaMHK

64 Cnenuannm ycioBHS HA ChXpaHeHHe

Ha ce cpxpanssa noa 30 ° C B opruHaiHaTta onakoBka, 3a Ja C€ Mpeana3H oT BJara.
6.5 BnauchaAbLPXKAAE HA ONAKOBKATA

brvictepu ot npospauno PVC/ /PVAC/AL donuo.

Konnuectro(a) B efiHa onakoska: 10,14, 28, 30,56, 60, 84, 90, 98, 100 dunmupanu 1abneTku

bauctepu ot npospauno PVC/ /PVAC/AL donmo, nepdopupato Ha oaenHd A030BH €AMHHIIN.

Konuuectpo(a) B enHa onakonka: 10,14, 28, 30,56, 60, 84, 90, 98, 100 ¢punmupann TabneTkH.

He Bcu4ky BHOBE OMaKOBKH MOraT Aa O'bAaT [TyCHATH B Npoaaxoa.

6.6 Chnenua/jHH NpeANa3HH MEPKH NPH HIXBLPJIAHE W padoTa

HsaMa coenyanHy H3HCKBaHUA 3a U3XBLPJIAHE.

HeusnonssaHMAT NeKapcTBEH MPOAYKT HITH OTHAABYHHTE MATEPHAIH OT HETO TPAOBA 14 €€ H3XBHPILAT
B CBOTBETCTBHE ¢ MECTHHTE H3HCKBAHMA.

7. IIPUTEXATEJI HA PASPEIIERUETO 3A YIIOTPEEA

Stada Arzneimittel AG
Stadastrasse 2-18
61118 Bad Vilbel

lepmanusg

8. HOMEP(A) HA PAZPEIIEHHUETO 3A YIIOTPEBA
Bancarun AM 5 mg/80 mg — Per, Ne 20160100
Bancasun AM 5 mg/160 mg — Per. No 20160101
Bancasun AM 10 mg/160 mg — Per. Ne 20160102




9. ATA HA ITBPBO PASPEINIABAHE/MIOJHOBSABAHE HA PAZPEIIEHHUETO 3A
YIIOTPEBA

29.03.2016

10, JATA HA AKTYAJIMIUPAHE HA TEKCTA

Anpun 2018




