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1. HMME HA JEKAPCTBEHWS NPOAVKT

Banrensam Komn 5 mg/160 mg) 12,5 mg $punMupanu Té6nenm
Valtensam Comp 5 mg/160 mg/12,5 mg film-coated tablets

Banrersam Komn 10 mg/320 mg/25 mg ¢punmupasy tabiaeTku
Valtensam Comp 10 mg/320 .mg/25 mg film-coated tablets

2. KAYECTBEH ¥ KOJIMYMECTBEH ChCTAB .

Banrenzam Komrt 5 mg/160 mp/12.5 mg v TabneTKn
Besaka cbimmupaua Tabnerka cuaspxka 5 mg amnosunun (amlodipine) (KaTo aMICAWNMHEOE Geslma'r)
160 mg BancapraH (valsartan) u 12,5 mg XMApOXTOPOTHAZAL. (hydrochlorothzazzde)

Bantenzam Komp 10 m: 320 mg/25 mg duamMupann Taﬁne’mu

Beska prunmapana tabnerka ceabpxa 10 mg amnogunid (amlodipine) (kato amnogunueos He3mnar),

320 mg sancapraH (valsartan) u 25 mg xuapoxnoporuasun. (hydrochlorothiazide).

3a ITB/IHHA CITHCHK HA TIOMOLIHHKTE BENIECTBA BIHOKTE TOUKa 6.1,

3. JIEKAPCTBEHA ®OPMA

®unmupana Tabnetka (tabnerka)

BanrenzaM Komn 5 mg/160 mg/12,5 mg duwiMupany Tabnerku

ben, oBIHM TAOIeTKH C pasMepH 7, 70 mm x 16 mm Mapkupanu ¢ “C12” 0T exHaTa cTpaHa.

BanteuzaM Komn 10 mg/320 mg/25 mg dunMmupaud TabneTrkl
THMHOKBITH, OBATHY TAONETKH ¢ pasmepd 9,70 mm x 20 mm MapKkupaHH ¢ “C72” OT eHATa crpaHa

4. KJIMHWUYHU JAHHHA

4.1 TepaneBTHUHE NOKAIAHHY

Jleuenue Ha eceHIManHa XMNEPTOHUA KATO 3aMECTHTENHA TEPanHs MPH BE3PACTHH NELMEHTH, YHETO
apTepHAIHO HalAraHe € 106pe KOHTPONHPAaHO ¢ KOMOHHALMATA AMNONHIHH, BANCAPTAH U

xuapoxnoporaazya (HCT), mpHiarany WM Kato TPH OTAENHH NEKapcTBEHH GOPMH WIH KaTo
JBYKOMIIOHEHTHA ILTIOC eJHOKOMIIOHEHTHA TeKapcTBeHA hopMa.

4.2 [do3HpoBKAa H HAYHH HA NPHIOKERHE

o3n POBKA

I[IpenoprunTenuara no3a Banrensam Komn e efha Tabnerka AHEBHO, 33 NPEANIOYHTAHE CYTPHH.

Ipenu na npeMuHaT Ha Mevenue ¢ BanTenzam Komn nanuenture Tpatea na Gbat Ko
NOCTOSHHH JO3H Ha CHOTBETHHTE MOHOKOMITOHEHTH, KOHTO NIPHEMAT €HOBPEMEHE, N

Banrensam Komn TpabBa fia ce onpeie/s Bb3 OCHOBA Ha JO3HTE Ha OTASNHHTE KO
KOMOHHAUMATE B MOMEHTA Ha IPEMUHABAHETO.

MakcHManHaTa npenopsyHTenHa n1oza Banrensam Komn ¢ 10 mg/320 mg/25 mg.
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Cneyuanuy nonyaavuy -

bvbpeuno yepexcoane

Hopaau XHAPOXNOPOTHA3HAHATA KoMTIoHeHTa Banremsam Komn e npotueonoxkasan 3a ynorpe6a npn
NAUMEHTH ¢ aHypHs (BK. ToUKa 4.3) H NPH NaLHEHTH ¢ TeXKO 6B0peuno yepexnaHe (cKopoct Ha
rnomepyina $rimpama (GFR) <30 mY/min/1,73 m?) (Bx. Touku 4.3, 44 %5.2).

He ce nanara kopexuns Ha Hat{anua'ra 71038 NPH NALMEHTH C JIEKO /IO YMEPEHO 6E0peuHo yRpeKaane
-(BK. ToukH 4.4 u 5.2).

Yeprodpolno yepescoane

Iopanm Bancapranosara komnonenta Banrensam KoM e npoTHBonokasaH npe NALMEHTH C TEIKKO
ueprozpobno yepexaare (8x. Touka 4.3). [Ipu nansenTH ¢ 1eKO 10 YMEPEHO YepHOIPOGHO
yBpexaaHe 0e3 xonecTasa, MAKCHMANHATA NPENOPLUMTENHA K03a pancapTaH e 80 mg w nopan# Tazu
npryuHa Barrenzam KoMmn He e moaxonsin npH tasu rpyna naiyedTH {(Bx. Touku 4.3, 4.4 u 5.2).
Hama ycragoBeHH NPEHOPHKY 3a A033Ta HA AMITOAHIIHH TIPH NANKCHTH ¢ IEKO JI0 YMEPEHO
YepHOIPOGHO yEpexiane. KOraTo NALMeHTH ¢ XMITEPTOHAA (BK. Touka 4.1) u yepHORpoGHO
YBpeXAaHe, KOHTO OTrOBapAT HA M3HCKBAHHATA [IPEMHHABAT KBM neyenue ¢ Banrenzam KoM tpabpa
J1a ce H3MON3Ba Hal-HHCKATA HAIMYHA 1033 ¢ aMJIOAUITHMH. .

Copoeyna Hedocmamvurocm u UCXEMUYHA GOTECT HA CbPYEMO

ITpy nanyeHTH CHC ChpIEIHa HONOCTATHYHOCT Y HCXEMHYHA DONECT HA ChPLETO CHILIECTBYBA
OrpaHMy4eH ONMT ¢ ynoTpebata Ha Banrensam Komn, ocofeHo B Makchmanui ao3i. [lpy nauuentn
CBC ChPACYHA HEJOCTATBYHOCT M MCXeMUYHa OONECT HA CHPLETO Ce MPENopbYBa NOBHUICHO
BHHMaHHe, 0co0eHO Npy IpHiarase Ha MakcHMayara 1o3a Banrensam KoM —

10 mg/320 mg/25 mg.

Cmapuecxka gvzpacm (ra 65 unu nogeve 200uri)

Ilpy mallMEHTH B CTapUecka BB3PAcT ce NPENOPhUYRA NOBUIICHO BHHMAHKE, BKIIIOMHTEIHO MO-9€CTO
MOHHTOPHPAHE HA apPTEPUATHOTO HANSTAHE, 0CODEHO NMPH NpUNAraHe Ha MAKCHMAITHATA 4034
Bantenzam Komn 10 mg/320 mg/25 mg, Tsii kaTo fanxuTe 3a yhiotpeba npu Tasu nomynaims
NaLHeHTH ca orpaHuveni. Koraro nauneHTH B cTapuecka Bb3pacT ¢ XMHEPTOHHA, OTTOBAPAIIH HA
W3UCKBaHMATA (BK, TOUKa 4.1) npeMUHABAT KBM JedenHe ¢ Barrensam KoM, Tpaﬁsa na ce W310N2Ba
Ral-HMCKATa HATHYHA 1032 © aMITO/HITHH.

Heauampuuna nonyrayus
Hsma croTBeTHO NpHioikeHue Ha Bantenzam Komn B nenHanH‘ma*ra nomy/anya (NanHeHTH Ha
BL3pacT NOR 18 rozmim) 3a TIOKA3AHUETO JEUEHHE HA ECCHITARTHA XHMNEPTOHHA.

Haupy Ha nNpHIOKEeHHE
Tlepopanno TipAnoXKeHHE.

Banrensam KoMn Moxe Ja ce mpreMa cbe uny Ges XpaHa.
Tabnerxure TpaGBa Ja ce TIOrNBINAT 1E/M C MAIKO KONTHYECTRO BOIE, 110 €/IHO H CHILO BPEME BCEKH
JeH, 33 IPeANoYHTAHE CYTPHH.

4.3 Tpormnonoxasanns

- CBPBXUyBCTBUTENHOCT KbM AKTHBHHTE BELIECTBA, KBM APYTH CYIDOHAMHIHH IPOH3BOHH,
KBM JHXHIPONHPHAMHOBH NIPOM3BOAHH MIH KbM HAKOE OT HOMOLHMTE BEIIeCTBA, H3OPOEHN B
TOo4Ka 6.1.

- Bropu u Tpet TpumecTEp Ha OpeMeHHOCTTa (BX. ToukM 4.4 ¥ 4.6).

- YeproapobHo yRpexiaHe, SHWiHapHa [{Hpo3a WM XONecTasa.

- Texxo Gu0peuno yspesxaane {GFR <30 mUmin/1,73 m?), anypus i1 nauu g;
AuaH3a.

- EnnospeMentara ynorpeda Ha Banrensam Komn ¢ anncxkupeH-cbaspixa:

o

Y 1
IPOTHBONIOKA3aHna NpH NalleHTH ChC 3axapeH quaber HiaH Os0peyHo yB x@d@ %L .
(GFR <60 mV/min/1,73 m?) (Bx. Touku 4.5 u 5.1). N\ % ' /‘lg'é” /
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- PedpakrepHa XHNIOKATHEMHS, XHITOHATPHEMHA, XHNEPKATLHEMHA W CAMITTOMATHMHA
' XMIEPYPHKEMHS. ' '
- Texka XMNOTOHHA,
- ok (BKUIOUMTENHO KAPAHOTEHEH MOK).
- OGCTpyKuMA Ha U3X07a Ha Ji9Ba KaMepa (Hanp. xunepTpoduHa oﬁcrpyxmnﬂa
. KApAMOMHONATHA M BHCOKOCTENIEHHA A0PTHA CTSHO3a),
- XeMoaHHAMHYHO HecTaOWITHA ChpAeYHa HEIOCTATRYHOCT CNGH OCTBP MUOKAPACH UHPAPKT.

44 Cnenmaniun opeayupeKAEnns 3 NPeARAINE Mépxn 1pH ynoTpeba

. 3
Bezonacnoctra M e(bmcacuocrra Ha AaMJICAHIIHH IIPH XHIICPTOHHYHA KPH3a He €A YCTRHOBCHU.

TauyeuTy ¢ HaTpUeB H/HNH 06eMeH AehHLAT

EKCLECHBHA XHTIOTOHUS, BIITNIOUUTESIHO OPTOCTATHYHA XMIIOTOHH:A ¢ Habmoaasana npH 1,7% or
NaUMeHTHTe, JIEKYBAHH ¢ MaKCHMannaTa 1o3a Banrensam Komn (10 mg/320 mg/25 mg) B cpaBHeHHe ¢
1,8% oT mauseHTHTe Ha BancapTan/xuapoxiaopoTHazna (320 mg/25 mg), 0,4% OT MALMEHTHTE HA
ammoaunuy/Bancaptad (10 mg/320 mg) u 0,2% 0T NaLMEATATE HA XWAPOXAOPOTHAZHN AMIOANIIMH
(25 mg/10 mg) B x0a HA KOHTPOIHPAHO HINKTEAHE NPH TALMEHTH ¢ YMEPEHA IO TeXkKKa,
HEYCIIOKHEHA XUTISPTOHHS. ‘

TNpn nauuerTi ¢ Hatpyes WK obemed dedHUNT, MPHEMAIH BHCOKH NO3H JHYPETHLA € BE3MONKHO
[ia Bb3HHKHE CHMITTOMATHYHA XMIIOTOHHS CJleJ] 3aNI0YBaHe Ha JieueHneto ¢ Barrenzam Komn.
Banrensam Komn Tpa6Ba Ja ce mpuiara caMmo Cliea Kopnmpane Ha npexuiecTBall HaTpHes H/IWIH
obemen neduumT,

Axo nipn nedeHue ¢ Banremsam Komn HacTsmH eKCLIECHBHE XHITOTOHHA, MalIHEHTHT TpaHea fa Guae
HOCTaBEH B JIETHANO HONOXKEHHE ¥ [IPH HeoBX0aMMOCT /1A ¢€ MPIIIOKH MHTPABESHO3HA HHY3Hs C
duzHoIOrMYeH pa3Teop. JledeHueTo Moke 8 b IPOABLDKEHO Chell KaTo ce cTabnniznpa

' apTEpHATHOTO HANATaHe,

TIpoMenH B cepYMHHTE €IeKTPOIHTH

Amaodunun/sarcapman/xugpoxiopomuazuo
B xona Ha kOHTPOIHPEHOTO KIMHHYHO H3muTeaHe Ha Bamrrensam Komil ipi MHOTO OT nNaitlHeHTHTe

NPOTHBONONOKHUTE ediexTi Ha pacapran 320 mg B XHAPOXJIOPOTHA3HA 25 mg BEPXY HHEATa Ha
CepyMHuU4 Kanuit NodYTH ce HeyTpanu3sHpaT B3auMHO. IIpH JpyTH nalMeHTH, eAHHHAT HIIH JPYrHAT
ehext Morke la nNoMHHMPA. TTepHOTH4HO, Ha TIOAXOALIM HHTEPBAJIH OT BpeMe, TpAGBa la ce
M3CIIeIBAT HHBATA HA CEPYMHHTE €/IEKTPOJIMTH C e OTKPHBAHE HA BLIMOXKHH SJIEKTPONKTHE
HApYIITeHHA.

TMepuoapHHO W3CASOBAHEe HA HHBATA HA CEPYMHHTE €IEKTPOJIMTH, NO-CIEIMATHO HA KaHs, TpAadBa na
ce TIPOBEYK/1A Ha ONpeAencHH HHTEPBANH OT BpEME ¢ LIE]T OTKPHBAHE HA BB3MOXKHH ENEKTPONATHY
HapymeHus, ocoGeH0 IPU NAlMeHTH ¢ APYTH PHCKOBH (akTopu kato HapyuieHa OuOpeuta dysKims,
JNeYeHHe ¢ APYrH JIEeKAPCTBCHH TIPOLYKTH WK aHaMHesa 3a OPeAXOKAANIHA eNICKTPONHWTHH HapyIlleHHA.

Bancapman

EanoBpeMeHHaTa ynotpeba ¢ xamuer# n06aBkH, KaTHiA-ChXpaHABALIH AHYPETHLM, 3aMECTHTENH Ha
COJITa, ChAbPIKALIM KM, WIH APYTH NEKAPCTBEHH NPOAYKTH, KOHTO fXa MOTIM a NOBHINAT
HHBATA HA KalnHii (XemapuH H T.H.}, He ce npenopbuea. CTORHOCTHTE Ha KAJig TpaOBa CBOTBETHO Aa
€€ MOHHTOPHPAT.

XUOPOXAOPOMUAIUQ
Jleuense ¢ Bantensam Kol TpA0Ba 1a 3ano4He caMo Clle/] KOPUTHpaHe Ha xnno

CHITBTCTBAINATA XHIOMATHe3HeMuUA, THAZHAHUTE TUYPETHIIM MOFaT [ia YCKOPAT HQ
XHIIOKANHEMUSL WK 13 0G0CTPAT Beue ChillecTBYBalla XunokanHeMus. TuasnaH
Tp=6Ba Aa ce NMpHIAraT ¢ NOBHIICHO BHUMAHHE TIPH MAHEHTH, YHETO ChCTOAHUE
TIOBMIIEHA 3aryDa Ha KaTHi, KaTo HanpuMep con rybetiy HedponaTHH WIH NPEP
(xapnauorenHo) yBpexzaane Ha 656peyhara GyHKuMA. AKO [0 Bpeme Ha Tepanus
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BLIHMKHE XHIIOKATHEMHA, IpHeMsT Ha Bantenzam KoMn 1paGea 1a ce nipeycTatoBH 10 cTabumHo
KOPHIHPAKE Ha Kanuesdsn Oananc.

TrasHoHKuTe JAYPETHIM MOTAT A8 YCKOPST HOBA NOABA HA XHIIOHATPHEMYUS W XHNOXIOPEMHUHA
anKasnoda WIK A8 o0OCTPAT Beve CHINECTRYBALIA XMNORaTpHeMus. HaGmonarana € xurionarpremus,
CHIPOBOAEHA C HEBPOJOTHYHA CHMITTOMATHKA (TaJIeHe, NPOTPECHBHA ACIOPHEHTALMY, ANATHA),
JleyeHuero ¢ XHAPOXNOPOTHASH TPAGBA /12 3aNI04BA CAMO CJie/l KOPHIUPaHe Ha IPeIIUecTBAA
xunovarpHeMu. B ciaytali Ha Texka nni 6Bp30 pa3pHBabia ce XENOMATPHEMUR 10 BpEME HA
nesenuero ¢ Banrenzam Komn negesnsero rpxﬁna Aig C& NPEYCTAHORY 10 HOPMAIM3UPAHe HA HURATA
Ha HATpHUA.

BCHUKH NANMEHTH, TPHEMALIM THASHHH JUypETALE TPA6BEa NepHOIWYHO Ja Gmar HpOCEASBAHK 32
eNCKIPOTHTHH HAPYLICHHS, ocoleHo Ha Kaua, HATPUA H MATHESMA,

brOpevno yRpekaane

TvasHIHIETE AHYPETHIM MOTAT N1 YCKOPAT NOABATA HA A30TEMUA [IPY MALHEHTH C XPOHUIHO
616peuno sabonasade. Koraro Banrensam Komn ce npunara nps nauuenTs ¢ 66peuto yepexaane
e IPenopbuBa NEPHOSMUHO NPOCEASBAHE Ha HUBATA Ha CEPYMHITE EISKTPONHTE (BKTIOYHTENHO Ha
KaniMs), Ha KpeaTHHHHA M MKO4HaTa KicenuHa. Barrensam KoM e npoTHBONOKa3aH NPH NALMEHTH ¢
Texwko 6b6peuno yspexnane, aHYPHS AIH HPOBEKIANM Aanksa (B, Touxa 4.3).

He ce H31cKBA KOPUTHPaHE HA J03aTa Ha Ba.rrreﬂzaM KoM TIpH NaupesTR ¢ IeKO XO YMEPEHO
6u6peutio yspexaane (GFR >30 mi/min/1,73 m?).

Crenoza na On0peyna aprepus

Banrteusam Komn tpabsa na ce npunara C TIORHIIEHO BHUMAHHE 38 JICYCHHE Ha XHIIEPTOHHS NMpu
HAlHEHTH ¢ SAHOCTPANHEA WIK ABYCTpaHHa cTeHo3a Ha Gp6peutnTe apTepnl WM IPH CTEHO3a Ha
apTepus Ha eAMHCTBEH 650peK, Thi KaTO NPH TAKMBA HAUHEHTH MOXE Jia ¢¢ MOYYH NOBHILABAHE HA
YPesTa B KPBBTA H CEPYMHRA KPEATHHUH.

Bu0Opeusa TpaHCILIAHTALHA
Jo To3B MOMEHT HAMa HaTpyHaH ONUT 10 OTHOWEHe Ha GezonacHara ynotpeba na Banrensam Komn
TIPY NTALHEHTH ¢ HACKOPO TipokeAeHa Hn0peyHa TpaHCIUIAHTALS,

‘YepnonpobHo vBpexaane _

Bancapras ocHOBHO ¢¢ eNHMHHMPA HETIPOMEHEH HPes XKITbUKaTa. [T0MyKHBOTET HA aMNOIUITHH €
yabokes, a croipoctite A2 AUC ca Ho-BHCOXH NPH NaieHTH ¢ HapyINeHa YepHoApotEa PyHKuns;
HM3 YCTAHOBEHM HPENOpHKH 3a 103aTa. [IpH naudeHT ¢ 1€K0 10 yMEpeHO 4epHOApobHO yepexnane
fea XonecTasa MaKCHMATHATA npenopraKTesHa [03a sancapran ¢ 80 mg, cregosareno Banreniam
Komit He € noaXOAsN NpH Ta3d Tpyna nauaem"u {(Bx. Toukx 4.2, 4.3 1 5.2).

Anrvoenenm ‘

. Ipu natmenTn, gexypasy ¢ BaICapTaH ce ¢500Mmaea 3a CTyyan Ha aRTHOEAEM, BKIIIOYHTENIHO OTOK Ha
JApHHKCA M IIOTHCA, MPUYHHABAIE OGCTPYXIINA Ha AWXATEIHHTE THTHINA WY OTOK Ha IMLETO,
yCTHUTE, hapuBKca W/uaM esuka. Hakon oT Te3% NAUUEHTH 2 MMAY U NIPESK TOBA AHTHOGJEM, TIPH
ASYCHHUE C APYTH JIEKAPCTBEHY NPONYXTH, Brtouutento ACE unxuburopu. Banrenzam Komn tpabsa
Aa ce cnpe He3abaBHO MPH [TALMEHTITE, KOHTO NONYYAT AHFHOSAeM M He Tpa6Ba na ce nipunara
OTHOBO, .

Crpreuna HeJOCTATHYHOCT ¥ YCXeMUTHa DONECT HA CHPUETO/MOCTMROKAPAEE BuhapKT
Karo nocneacrene o uBxuGupaneTo Ha peHVH-aHTHOTEH3HH-AI0CTEPOHOBATA CHCTEMS
NpepasoNoKeHH NallHSHTH MOTaT 4a Ce 04aKsat npoMesH B Op0petHara GysxunpA
"C TEKKA CHPACYHA HEAOCTATHYHOCT, S4ATC Ob0peyHa HyRKikA 51 MOTJIZ 2 3aBH ;

\
Ha peHHH-aHrHOTEH3HH-aNI0CTepOHOBaTa cHereMa, nedeHieTo ¢ ACE uaxubura Gt \\
penenropHy GlIOKepH ce CRBP3IBa © OMUATYPHs WK NPOrpecHsHa a30TeMuA | (P ! o
OBOpetHa HETOCTATHHHOCT Wi cMbpPT. [lonobHy pesynraTi ca cnobiuasanu 348 . i
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Ouemcara HA NALMEHTHTE ChC CHPACYHA HENOCTATEYHOCT H WK nocmnoxapnen lmcbapxcr Tpaﬁsa Ja
BKIIIOYBA BHHATH OLIEHKA Ha 6'56peqnam qul-ncm-m

B apsrocpovno, nnauebo-koHTponupano npoy4sate (PRAISE-2) ¢ aMnogMnyH npH nallHeHTH ChC
cbpaeuHa HenoctaTb4HocT knac T u IV no NYHA (New York Heart Association Classification), ¢
HEHCXEMHUYHA ETHONOTHS, AMJIOAUIHH CE CRBP3RA ¢ TIOBHIIIEH Gpoif CHOGIIeHNS 32 BenoapobeH orok,
BHIPEKH JMICATA HA 3HAYMMA Pa3MKa B YeCTOTATA Ha BIOMABAIA C€ CEPJCTHA HEJOCTATEHHOCT B
cpaBHeHHe ¢ rauebo.

BrokepuTe Ha KaTHEBHTE KAHATH, BKJIIOYHTE/IHO aMIIOAMNNH, TpaOBa Aa ¢e H3MOI3BAT C NOBHLIEHO
BHHMAaHHE MpH MALHEHTH CbC 3aCTOMHA Chp/eYHa HeIOCTATEYHOCT, Thif KATO MOraT Aa MOBHILAT
pucka ot GbIeIIN CBPIEUHO-CEI0BH CHOUTHA H CMBPTHOCT.

IIpu mauMeHTH ¢1C CHPACYHA HENOCTATEUHOCT H HCXEMHYHA GONECT HA CHLPIETO ¢ MPenopb4Ba
NOBHUICHO BHHMaHKeE, 0cobeHo NPH. MakCHManHaTa fo3a Barrensam Komn 10 mg/320 mg/25 mg, it
KaTo cbmecmyaamm"e JaHHHTE IIPH Ta3H NOMyJIallkA NalHCHTH ¢a OrPaHH4YCHH.

AOpTHA ¥ MUTpAIHA KIATIHA CTEHO3a '
KakTo npH BCHYKH JPYTH BA3OAKWIATATOPH € HEOOXOMMMO Cra3BaHe Ha CNELMAIHH TIPeANa3sHi MepKy

IpY MANHEHTH ¢ MHATPaJIHA KJIANHa CTCHO3a WK 3HAYAMA aopTHa CTCHO34, KOATO He e
BHCOKOCTEIIEHHA.

BpemenHocT
Jleuenne ¢ anruoreH3uH Il peuenTopHi Gnoxepu (AIIPB) He Tps0Ba ' 3aNOYBa MO BpeMe Ha

OpemenHocT. Ha nalMeHTKITE, KOMTO INIaHUPAT fa 3a0peMeHesT, TpiabRa fa Obe HazHaueHo
ANTePHATHBHO AHTHXHIICPTEH3UBHO JISYEHHE ¢ YCTAHOBEH npo¢un Ha Ge3omacHocT 3a ynotpeba no
BpeMe Ha BPeMeHHOCT, OCBEH aKO NPOLKaBaReTo Ha TepanHaTa ¢ AIIPE ne ce cuuTa 3a KH3HEHO
Heobxoaumo, pu yeTanosiBane Ha GpeMenHoOCT NeuenueTo ¢ AIIPE TpaGa a ce NpeycTaHOBH
He3a0aRHO M aKO € YMECTHO, f1a CE 3aro4He anTepHaTHBHA Tepamus (BX. Toukd 4.3 1 4.6).

[IbpBHtCH XHIepanIocTepOHH3EM
INawueHTH ¢ MHPRMUEH XHNSPATAOCTEPOHUZBM He Tpaﬁna na 6ppaT neKyBaHH ¢ aHTHOTEH3MH 11

peLenTopHus OI0Kep BancapTaH, ThH KaTo TAXHATA PEHHH-aHTHOTEH3HH-A/IIOCTEPOHOBA CHCTEMA HE -
e aktuBupana. [Topans Tasu npmmua Bantensam Komn He ce npenopbypa NpH Ta3H MOy IaLus.

Cnc'remen AYIYC epHTEMATONEC . _
Csofmaga ce, ye THASHAHKWTE JHYPETHLH, BITIOWHTENHO XHAPOXJIOPOTHAZH, MOTaT Aa 000CTPAT HIIH
Jla AKTHBHPAT CHCTEMEH TYMYC epHTEMaTOMEC.

Opyru MeTaboniTHH ﬂapym eHHY

TuazuIHKTe AHYPETHIH, BKAOYMTENHO XHAPOXJIOPOTHA3K], MOTAT Ja HAPYILAT TIOKO3HHA TONEPAHC
¥ JIa HOBHMIIAT CEPYMHHTE HHBA Ha XONECTEPONa, TPHITHLIEPHIHTE W THKOYHATA KucenuHa. [Tpu
nauMeHTH ¢ auabeT Moxe fa € HeobxoauMO KOPHTHpaHe Ha 103aTa Hd HHCYTHHA H/TH Ha TTEPOPATHOTO
XHIOTTTHKEMHYHO CPEACTRO.

TTopaan xuapoxtopoTHasnanaTa koMnoHeHTa Banrenszam Komn e npoTusonokazan npu
CHMNTOMATHYHA XHIACPYpHKEeMHA. XuaApoXJIOPOTHASHA MOXKE Aa MOBHILH CEPYMHHTE HHBA Ha

~ MUKO4HATA KHACETHHA, Opagy HAMAICHHA KIMPBHC HA MUKOYHATA KHCEIHHA H MOYKe 1a NpeIH3BHKa
WIH 112 060CTpH XHIIepYPHKEMUATA, KAKTO M 1A YCKOPH NOABATA Ha Nofiarpa TIpH MpeIpasnoNokeHH
NAIHEHTH.

TrnasnauTe HamMangBAT EKCKPELMATA HA KAIUHKH ¢ YPUHATA M MOPaT 1a NPeIU3BHKAT £
NOKAYBAHE HA CEPYMHUSA KAJLMH MPH JHIICaTa HA H3BECTHH HAPYILICHHA B Kanuuc?"

6b/ie IpeKpaTeH NPH PA3BHTHE HA XMMEPKAILIEMHA 110 Bpeme Ha nieueHuero. I1 péq%
¢ THa3HIH CEPYMHHTE HHMBa Ha Kallius TpAOBa NEPHOAMYHO 2 ce NpoBepABaT, 11
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XHOCPKATLHEMHA MOse ia OB TOKA3aTeIICTBO 33 CKPHT XHIepIapaTipeonanssM. IlpueMsT Ha
THA3HIHK AMYPETHLIM TpsGBa Aa Gble NpeKpaTeH Npe/ NpOBEXkAaHe Ha H3CTENBAHHA Ha (byﬂkuwrra
Ha NAPATHPEOHTHUTE SKITE3H.

(Do'rogncmm'enuocrr '

Crobmasa ce 3a Ciyyam Ha peakiH Ha GOTOUYBCTBHTENHOCT TIPH MPUEM Ha THA3HAHU AHYPETHLH
(B, Touka 4.8). Axo no Bpeme Ha neueHueTo ¢ Bantenzam KoMn BE3HHKHE peakilis Ha
GOTOUYBCTBHTENHOCT, CE MPENOPBYBA CIIMPAHE Ha JeUYeHHeTO. AKO Ce CUHTA 32 HeoOXOAUMO
MOBTOPHO NPHJIAraHE Ha AUyPETHKa, ce TIPENophYBa 3aIIMTA Ha 06/IaCTHTE, H3/IOKEHH HA CITBHLIE Wi
mxyc*rnena UVA cBetnuna.

OcTpa 3aKPHTOBI'BIHA [IAYKOMA . :

CyndoHaMUIUTE WK JEKapCTBaTa, MPOMIBOLHM Ha CYI(QOHAMHINTE, MOTAT J1a TIpeTHIBHKAT
HAMOCHHKPATHYHA PeaKilis, BOZEIIA K0 XOPOUAAeH H3IIMB ¢ NedeKT Ha 3pHTENHOTO [olie, 0cTpa
TPaH3HTOPHA MHOITHA H OCTpa 3aKPHTOBI'BIIHA IMIaykoMa. CHMIOTOMMTE BKIIIOUYBAT BHEIAMHO HAYANO
Ha HaMaJleHHe Ha 3PHTENTHATa OCTPOTA WM GOJIKa B OKOTO, KOHTO OOHKHOBEHO ce NOSBABAT B PAMKHTE
Ha YacOBE 110 CEJIMHLH OT 3aflouBaKe Ha JIeKapcTBoTo. HelleKyBaHaTa 0CTPa 3aKPHTOBIBIIHA [IIAYKOMa
MOXE J1a IOBENE 0 TpaliHa 3ary0a Ha 3peHHe.

[TBpBOHAYATHOTO JleueHHe e Ja ce MPeKpaTH MPHEMBT Ha JISKAPCTBOTO B3MOKHO Hail-0bp30. Moxe
Ja ce HATOXKH Ja ce oOMKCITH He3aGaBHO MEAHKAMEHTO3HO WK XHPYPTHUHO JedeHHe, aKo
BBTPEOYHOTO HALAraHE OCTAHE HEKOHTPOIHpPaHO. PHoKOBHTE akTOpH 3a pa3BHTHe Ha OCTpa
3aKPHTOBIBLIIHA MIIAYKOMA MOTAT JIa BKAIOUBAT AHAMHE3a 34 ANEPris kbM cyaoHAMMAN M
NEHHLHAMHH, ‘

O06LIH

Heo0Xx0oaumo € NoBKMINeHO BHUMAaHKE NPH NALKEHTH ¢ [peAlIecTRala CBPBXHMYBCTBUTENTHOCT KbM
apyru anrdotensus Il penerrropHe 61okepn. Peaxumnnre Ha CBPBXYBCTBHTEIHOCT KbM
XHAPOXNOPOTHA3HA Ca NMo- BEPOATEHA l'IpPI NMalunueHTH, crpa,namﬂ OT ancpmﬂ HIIH aCT™Ma.

Crapuecka BB3pacT (Ha 65 HIH IIOBeYe TOJIMHH)

Tpy naLMEeHTH B CTApUEcKa BB3PACT ce NPENopbyBa MOBULIEHO BHUMAHKE, BITIOMMTE/THO TI0-4ECTO
MOHHMTOPHMPAHE Ha apTePHATHOTO Ha/IAraHe, 0coOEHO NPH MPUIAraHe Ha MAKCUMANHATA 1034
Bantenzam Komn 10 mg/320 mg/25 mg, Teii kaTo ganupTe 3a yrotpeda npH Ta3u NallHEHTCKa
TNOMYJIALHA Ca OTPaHHYEHH,

JBoifHo Grokupake Ha peHHH AHTHOTeH3IMH-AIA0CTepoHOBaTa cuctema {PAAC)

HMma pannu, ge exnoBpemenHara ynotpeda Ha ACE unxuGurops, APB Wik aTHCKHpeH NoBHIIaBa
PHCKa OT XHNOTOHHA, XHIICPKATHEMHA H HaMaABaHe Ha 6bp0peuHaTa GyHKUMA (BITIOMHTENHO OCTpa
616peuna HegocTaThaHOCT). [lopany ToBa He ce Tpenopbuea ABoHHO 6nokupare Ha PAAC upes
koMOuHupaHara ynorpeba Ha ACE nnxuburopu, APb wim anmuckupen (Bx. Touxs 4.5 u 5.1).

AKO ce [IpeLieHH, Ye TepanuaTa ¢ ABoiHO 6nokupaHe e abcomoTHO HeoOx01MMa, TORA TpabBa n1a
¢Tasa caMo Mo Ha0MOASHHETO Ha CTIELMATMCT M TIPH Y€CTO BHHMATE/IHO MOHHTOPHPAHe Ha
6n6peunaTa (yHKLMS, enexTpoIuTUTe U KpbBHOTO Haysrane. ACE unxubutops u APB ne TpaGea 1a
C€ M3MON3BAT €AHOBPEMEHHO NPH NAUHESHTH ¢ AMaleTHa HeQponaTHs.

HemenanoMeH pax Ha KOKaTa
B ape enuaeMHONIOrHYHH IPOYYBaHHS, OCHOBABAIA CE HA AATCKHS HALIMOHAIIEH PAKOB PETHCTHD, €

HabmoaaBaH NOBUILEH PHCK OT HEMENaHOMEH pax Ha koxata (HMPK) [Gmmnommqen Kap].IHHOM
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MEpKH, KaTO OTPAHHYCHO H3/IAraHe Ha C/IbHYCRA CBCTIMHA H YITPABUOIETORH JIL'H, 4 B Cliy4ali Ha
SKCTTO3HLIMA, NOAXOAAIIA 3aIUKTA, 32 /1a Ce CBelle 10 MUHMMYM PHCKBT OT paK Ha KOXATa.
INopoapuTenHHTe KOXHY Ne3HH TpAOBa Oa OBAAT NOWICKEHH HA He3abaBHO W3caeBaHe,
MOTEHLMATHO BKTIOYBAING XHCTONOTMYHH H3CIENBAHMA Ha Groncuyunu MaTepuany. [Ipepasrnexnane
'Ha ymotpebara Ha XUAPOXJIOPOTHA3HI MOXKE 14 C€ HATIOXKH W TIPH NAIMEHTH, KOHTO ca HMa
npeaxonedn HMPK (Bx. ¢bie Touka 4.8).

Octpa pecliMpaTOpHa TOKCHYHOCT

Ciienl NpHEM Ha XMIPOXIOPOTHA3HT C€ CHOOIABAT MHOTO PeIKH TEXKH CIydaH Ha OCTpa
PECTIHpaTOpPHA TOKCHYHOCT, BKIIOUHTENIHO OCTED peciHpaTopeH aucrpec cuHapom (OPC). Cnen
npHeM Ha XHIPOXIOpOoTHA3HA OOHKHOBEHO ce pa3seusa GenonpobeH 0TOK B pAMKHTE HA MWHYTH JI0
gacore. B HauanoTo CHMITTOMHTE BK/IIOYBAT JHCITHEs, TOBHIEHA TEMIIEpaTypa, BIIOIIABAHE HA
G6enonpobHaTa Gyrkumsa u xunorouus. [Ipu cemuenue 3a OPJIC Tpabea na 654¢ cripsH NPHEMET Ha
Bantenszam KoM u 1a ce npiioxu NoaXoasmo Jeyenue. XuapoxXiopoTHasua He TpaGra Ja ce
npuwiara Ipy NAUKEHTH, KOHTO TipeH ToBa ca nomyyasani OPJIC cren npreM Ha XMIPOXJIOPOTHASHAL.

Tomomnu BEWIECTRA

Hampuii -

To3u nexkapcTBeH NPOAYKT ChAbPKA NO-MaNKO 0T 1 mmol Hatpuii (23 mg) Ha punmupana Taﬁnenca
T.€. MOJKe J1a C€ Kaxke, ue NPAKTHIeCKH He ChAbpkKA HATPHI.

4.5 BaanmopeiicTBHE ¢ [pyrn JeKAPCTBEHA NPOAYKTH H APYrA OPMHE Ha BlaaMoaelicTBHe
He ca nposexkaans odHIHAIHA APOYYBaHHA 3a B3aHMOAcHCTEHATa Ha Bantensam Komn ¢ apyru
- JIEKApCTBEHH NpoaykTH. ClesoBaTeNHO, B TA3H TOUKA € NPEACTAReHA HHGOPMALIHA ¢IHHCTEEHO 34

H3BECTHHTE MIPH OTACTHHTE AKTHBHH BEILIECTRA B3aUMOJECHCTBHMA € APYTH JIEKAPCTBEHH NMPOIYKTH.

Baxkno e na ce uma npeapus, ye Banrensam Komnm Moke na 3aciid XMTIOTEH3MBHHA €(EKT Ha Apyru
AHTUXHNCPTCH3UBHH CPEACTRA, :

He ce npenopryuka e THOBPEMEHHO NPHIQIKEHHUE

Otnennn H3pecrnn B3anMopeiicTeag | Edexr na B3anmoaeiicrBaeTo ¢ Apyrn
KOMNOHEATHH Ha €bC CJICAHHTE CPeACTBA JIEKAPCTEEHH NPOIYKTH
Baareniam Komn : ' : ‘ .

| Bancapran u HCT JInTui Crobmaga ce 3a 00paTHMO MOBHIABAHE Ha

KOHIIEHTPALMATA Ha JINTHH B cepyMa H

: TOKCHYHOCT MPH €AHOBPEMEHHO NpUNaraHe
Ha qutHli ¢ ACE HHXHOHTOpH, 8HIMOTEH3HH
II peLierTTopHH aHTATOHHCTH, BKIIOYHTENHO
BaNICAPTaH WIH THAHIHH JMypeTHLH. THi
KaTo OBOPEeYHHAT KIINPRHC Ha NUTHS ce
NOHMXKABA OT THA3HONTE, € BE3MOKHO
PUCKBT OT IHTHERA TOKCHMHOCT
AOITLIHUTENHO A3 Ce MOBHIIK [IPH NPHEM Ha
Basrrenzam Komn. Tlopaay Tazu npuunHa ce
MpEenophYBa BHUMATENHO NPOCIEiBaHe Ha
CEPYMHUTE HUBATA Ha JINTHI NpH
eQHOBPEMEHHA YToTpeba..

Bancapran Kanuii-cxxpaHaBainm : AKo ce cMeTHe 3a Heo0XoauMo
IOUYPETHIH, KaTHeBu 100aBKY, | eHOBPEMEHHO ¢ BAJICAPTaH. Ja  ce
3aMECTHTENM Ha CoNTa JIeKapcTBeH NPOIYKT, KOHTO Y
CBIABPNAITH KAJTHHA U APYTH HHBaTA Ha KAJIHH, Ce Tpen

BEIISCTRA, KOUTO MOTAT ja MOHMTOPHpAHE Ha MJ1a3M@
NOBHLIAT HHBATA Ha KaJIHH KaJIHi.

AMNOAHUITHH I'pefindpyTt unu cox ot He ce npenopbuBa eAHOBpE
rpelindpyT ynoTpeba Ha aMIIONHIHH QS
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COK OT rpeiingpyT, ThH KATO NPH HAKOH
MaLHEeHTH GHOHATIHYHOCTTA HAa AMJIOANIMH
MOXKE a Ce TIOBHIIM H Aa JOBEAE A0
3ACHIIBAHE HA AHTHXHIEPTEH3HBHHTE

| edexrn.

HauckBa ce NOBHIIEHO BHUMAHHE NIPH EIHOBPEMEHHO HIPHAOKEHHE

Otaennau
KOMNOHEHTHH HA
Baarenaam Komn

H3BecTHH B3anMoaeiicTBHA
ChC CIeHATE cpenc'rna

EdexT Ha B3aHMOAeiicTBHETO € APYTA
JIEKAPCTBEHHE MPOAYKTH

AMNOIUMHE

CYP3A4 unxubumopu (Hanp.

KETOKOHA30J1, HTPaKOHA30]I,
PHUTOHABHP)

EnHOBPEMEHHOTO MPUIOKEHHE HA.
AMJIOAMITHH Ch¢ CHAHH HITH YMEpEeHH
CYP3 A4 unxuburopH (npoTea3Hu
MEXUOHTOpH, a301HH MPOTHBOTBOMYHH
CpPEACTBA, MAKPOJIH/H, KATO EPHTPOMHLME
HITH KIAPUTPOMHMLIMH, BepanaMHiI WK
JUIITHA3EM), MOJKE M1a IoBeie 10 3HAYHMO
YBEJIMYBAHEe Ha eKCITO3HLMATA Ha
amnoaunyy. KimmHugHaTa 3HaUMMOCT Ha
Te3H (APMAKOKHHETHYHH BAPHALIMK MOXKE
Aa € Mo-U3pa3eHa NpH MAlHEeHTHTE B
cTapuecka Bh3pacT. TORa MOXE A8 HAJIOKH
KIIHHUYHO [pOCiesBaHe H KOPEKIIH Ha
A03aTa.

CYP3A44 undyxmopu
(aHTHKOHBYJICAHTH [Hanp.
kapbamasenuH, :
tenobapburan, GpeHHTOHH,
docdennronn, npumunon],
pudamnuiyH, Hypericum
perforatum [XbIT
KaHTapHoH])

ITpu enHOBpeMeHHO NMPHIIOKEHHE Ha
H3BECTHH HHIyKTOpH Ha CYP3A4
IU1a3sMeHaTa KOHLUEGHTpaiHA Ha aMJIOAHMITHH
Moxe 1a papupa. [Topaau ToBa KPBBHOTO
Hasirade TpaGBa A ce NpoCcieinBa | Aa ce
OOMMCITH afalTHpaHe Ha [03aTa KaKTo 1o

| BpeME, TAKa Y Cjied €0HOBPEMECHEH IIPHEM,

ocobeno ¢se cuman CYP3A4 naaykrops -
(Hamp. prdaMIIMLHH, KBAT KaHTZPHOH).

Cumeacmamuin

MHorokparHoTo npanoxeHse Ha 10 mg
AM/IO/THITHH €XHOBpEMEHHO ¢ 80 mg
CHMBAcTATHH NMOBHINABA Cbe 77%
EKCMO3NLKATA HA CHMBACTATHH CIPAMO
CaMOCTOATENHOTO NPHIOYKEHHE HA
CHMBAcTaTu. IIpH MalMEeHTHTe HA JTeucHHe
¢ aMJIOIWITHH Ce TPETIOPBYUEA TIOHIKABAHE
H@ J034Ta HA CUMBACTAaTHH o 20 mg
JHEBHO.

Hanmponen (ungyzus)

ITpu >xuBoTHH ca HabMIONABAHM NETANTHA
KamepHa puOpHIaLIMA H ChPACUYHO-ChAOB
KOJAIC, CRBP3aHH C XHIEPKaTMEMUA Cle/
NpPHIOKEHUE HA BEPAaMIT W JAHTposeH
uHHTpaBeHo3HO. [lopaam pHek or
XHIIepKAIHeMHs, CE NPENopBYBa Ja ce
n304rea €THOBPEMEHHOTO npnnozseuue.c\

AMJIOTHITHHE TIPH MALHE
MpepasnoNoKeHH KEM 3
XHIEPTEPMHS U TIPH OB
MAaJHTHEHa XMOEPTEPM

Bancapran m HCT

Hecmepoudnu
HPOMUBOELINATUMENNY

HCTIBC wmorart na 011:1151%‘:(;r
AHTHXHNEPTeHIHBHAA ed
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cpeocmea (HCIIBC),
BKHOYUMENHO CENEKMUBHY
YUKROOKCUzeHasa-2
unxubumopu (COX-2
unxubumopu),
AYEMUNCATURUTOGA KUCERUNA
(>3 g/0en} u necenexmusnu
HCBIIC

aHrHoTeH3uH 1I penentopuure 6nokepH,

{ TaKa H Ha XHAPOXJIOPOTHA3H], KOTaTO CC

MpHJIAraT eaHoBpeMeHHO. OcBen ToBa
¢OHOBpEeMEHHATA ymoTpe0a Ha BanreHzam
Komn m HCIIBC mMoxe aa noeene fio
BJIoIDaBaHe Ha OL0OpeuHaTa QYHKLUHA |
MOBHINIABAHE HA HUBATA HA CEPYMHHS KalHii,
TTopany TasH NpHYKHA B HAYAIOTO Ha
TIEYEHHETO CE MPEAOPHYBa MOHHTOPHPAHE
Ha OBOpeuHaTa QYHKIMA, KAKTO H AlleKBATHA
XMAPATALHS HA MALHEHTA.

Bancapran

Huxubumopu Ka vnmeiix

mparicnopmepa (pugamnuyun,

YUKAOCROPUH) WU ePAYKCHUR
mpancnopmep (pumonasup)

PesynraTaTte OT in vitro poyuBaHe ¢ ThKaH
OT YOBEIIKH 4epeH Apob nokasea, ue
BajicapTaH e cyOcTpar Ha YepHORPOOHHA -
prrreiik Tparcnoptep OATP1BI u Ha
4epHOOPOGHHA eIIyKCeH TPaHCTIOpTEp
MRP2. EaHOBPEMEHHOTO TIPHIIOKEHHE ¢
HHXMOMTODPH Ha BIITEfiK TpaHcnopTepa
(pudaMmULIKMH, UMKTOCTIOPHH) HIH Ha
eUIyKCHHS TpaHCOpTEP (PHTOHABHMP) MOXE
Ja NIOBHIIIH CHCTEeMHATa €KCIIO3ULIHA HA

BANICAPTaH.

HCT

Anrxoxon, bapbumypamu wiu
Hapromuyu ‘

EnxHoBpeMeHHOTO NpHJiaraHe Ha THa3HIBHTE

AHYPCTHIIH C BEIIIECTBA, KOHTO CBIHO HMAT

NIOHIDKaBall KPERHOTO HANATaHe edekr
(Hanp. 9pe3 HamMansBaHe Ha AKTHBHOCTTA HA
LEHTPANTHATA HEPBHA CHCTEMA WIM JUPEKTHA
Ba30/[IUIATALIMASA) MOXKE [1A TIOTEHITHPA
NOSBATa Ha OPTOCTATHYHA XHIOTOHHA.

Amarmadun

THaskauTe, BRIOYUTEIHO
XHAPOXJIOPOTHAZHI, MOTAT JIa MIOBHIIAT
PHCKA OT HEXKENAHH PEeaKi{iH, NPHYKHEHH OT
aMaHTAJHH.

Anmuxonunepeuuny cpedcmsa
U OPV2U NEKAPCMBEHY
RPOOYKMU, ROBAUABIIYU
CIMOMAQIUHUR MOMILImen

BHOHaMHMYHOCTTA Ha THA3HIHHTE THYpPETHLH
MOJKe J1a CE MOBHIIH OT
aHTHXOIMHEPFUYHHTE CpeacTBa (Hamp.
ATPOITHH, OUNepuieH), BCIeCTBHE HA
HaMaJiABaHe HAa MOTH/IHTETA Ha CTOMAIIHO-
4YpEBHHA TPAKT H 3a0aBaHe Ha BpEeMETO 3a
M3MpasBaHe Ha cToMaxa. OBparHo, ouaksa
ce TIPOKHHETHYHHTE BEINECTBA KaTo
LIM3apPNKA A3 MOTAT A3 HAMAINT
OHOHANTMYHOCTTA Ha THA3HAHHTE AHYPETHLIH.

Aumuduabemnu cpeocmsa
(Hanp. HHCYNIHH ¥ NIEPOpaJTHA
aHTUIHAGETHH CpeacTBa)

TuasugnTe MOraT Aa HapyLIaT TIOKO3HUS
TonepaHc. Mosxe la ce HAJIOKH KOpUTHpaHe
Ha JIO3UTe Ha aHTHAHAOETHUTE NeKapCTEEHH
HPOIYKTH.

Memgbopmun

Merdopmun TpaOea Ja ce mpHeMa ¢
TIOBHIICHO BHUMAaHKE TOpaJHl PUCK OT
AAKTATHA ALM03a, MHAYHPaHa

HEJOCTATRYHOCT, CBBP3
XHAPOXJIOPOTHAZHT,.

bema-6roxepu u ouazorcud

EnHoBpeMeHHOTO IpHI
JHYPETHLH, BKIIOYHTE
XHIPOXTIOpPOoTHa3HA ¢ §

13 OBHIUH PHCKA OT XHITERETHKEMUA, -~ . ¢
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TuasHIHHTE IUYPETHUM, BKIOUHTENHO
XHUAPOXJIOPOTHAZH, MOTAT [a 3aCHIAT

Luxnocnopun

XHITEPTTIHKEMUHHSA e)eKT HA IHAOKCHA.

"EnHOBpeMEHHOTO TIpHIIAraHe ¢

UMKJIOCTIOPHH MOZKE JIa TIOBHIIM PHCKA OT
XHIIEPYPHKEMHSA W YCIOKHEHHA Ha
nojarpara.

Iumomoxcuunu cpeccmea

TuasngHHTe THYPETHIH, BKTIOYHTENHO
XHIPOXJIOPOTHA3HI, MOTAT Ja HAMANAT
ObOpeynara eKCKpeLns Ha HHTOTOKCHYHMTE
cpencTra (Hanp. uMKnodochamu, '
METOTPEKCAT) H [a NMOTEHIHPAT TEXHHTE
MHEJIOCYTIDECHBHH €(EKTH.

Huzumanucoeu aruxozuou

Tuasu-HHIVLIBpaHa XMNOKATHEMUS WIH
XHMOMArHe3NeMHAS MOTAT Aa ce H3ABAT KaTo
HEKENAHH PeakuMH, OlaronpHATCTBanu
nogBaTa Ha AUrMTAIHC- HHOYLMPAHH
CHhpACUHM apHTMHH.

H—— -
Hod-xonmpacmuu eeujecmaa

B crywaii Ha IUypeTHK-HHAYLHpPaHA
IeXWpaTallAd UMa MOBHIIEH PHCK OT OCTpa
0B0peUHa HENOCTATBYHOCT, 0cOBeHO NIpH
BHCOKH J103H Ha HoAHuTe NMPOTYKTH.
HNaupenTute TpabBa Na ce pexuaparupat

‘TIpeH MPHIATAHETO Ha uo,r_l- KOHTPacTHH

BELUECTBA.

Honoobmennu cmonu

AbcopfumaTa Ha THAIUTHUTE NHYDPETHLH,
BKJTOYHTEINIHO XHOPOXIIOPOTHA3U], ¢€
HAMAJABA OT XOECTPHPAMHH HITH
xonecTHmon. ToBa MOXe fa Josene a0
CyOTepaneBTHYHH ¢(ekTH HA THASHIHHTE
adyperuuy. IlpunaraneTo Ha
XMAPOXNOPOTHASHI M Ha HoHoOOMeHHuTE
CMOJIH TIOOTASIHO, TAKA Y€

' XHIPOXJIOPOTHA3H Aa CE TIPIUIATa TIOHE 4

yaca npenn uiu 4-6 yaca ciexq
IPHIIOKEHHETO Ha HOHOOOMeHHATa CMOa,
61 HAMAJIHJIO B3aHMOAEHCTBHETO.

Jlexapcmeenu npodyxmu,

ROBAUABAUIN CEPYMHOMO HUBO

Ha Karua

XunoxanueMHYHHAT edekT Ha
XHAPOXJIOPOTHAZH] MOXKE A CE NOBMILH MPH
CBBMECTHO NPHICKEHHE ¢ KATTHH-TY0emH
JUYPETHLH, KOPTUKOCTEPOHITH, TAKCATHBH,
afipeHokopTHKOTpOoneH xopmoH (ACTH),
amoTepHLIMH, KapOEHOKCONOH, NEHHULMIHH
G ¥ IIPOM3BO/THH HA CATHLIAIOBATA
KHCE/TMHA Wi aHTHapUTMHMLH, AKO e
HeOOXOAUMO NpeNHCBaHETO HA TE3H
TIEKAPCTBEHH MPOAYKTH €IHOBPEMEHHO C
koMOHHaUmATa
aMJmenHH/BancapTaH/xn,upoxﬂopomazn,u,
ce MpenopsiBa MOHHTOPHpPAaHe Ha
NJIa3MEHKTE HUBA HA KaIusl.

Hexapcmeenu npodyxmu,
NOBRUABAULU CEPYMHOMO HUBD
HQ HAMPUA

XunoHaTpHEMHYHUAT ede

CBHBMECTHO l'ipHJIO)KeHHe
JIEKAPCTBEHH IPOIYKTH
AHTHIENPECAHTH, AHTHIL ANy
AHTHENITENTUUY | Ap. H GipnuMoe i
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MOBUIICHO BHHMAHHE NIPH NPOABIDKUTETHO
TNIPHIIOKCHRE HA TE3H NICKapCTECHH

| pOnyKTH.
Jexapcmeenu npaoyxmu, Hopans prcka OT XUITOKATHEMUS,
Koumo Guxa moznu oa XHAPOXNOpoTHa3u] Tpabsa fa ce npunara ¢
unoyyupam torsades de TIOBHIIEHO BHHMAaHHE, KOTaTo € CBbP3aH ¢
pointes JIeKapCTBERH NTPOAYKTH, KOHTO OHXa MOTTIH
oa HEAYUUpaT lorsades de pointes, 0cobeHo
anTHApUTMHLE Kiac la i knac 11T 1 uikon
AHTHIICHXOTHIH.
Jlexapcmeaenu npodykmu, BE3MOKHO € J1d ce HANOXH KOpUTHpane Ha
NpUAAEanYU 3a Nedenue Ha [03aTa Ha YPHKO3YPHYHHTE JTEKAPCTBEHH
nodazpa (npoGeHelun, HPOLYKTH, THi KATO XWAPOXIIOPOTHA3HE
cy1¢pHHIHPa30H K MOXe ]2 TOKa4d HHBATA HA CEpyMHaTa
ANOITYPHHOI ) NHKOYHA KucenHHa. Moike 1a ¢ HeobXoauMo
Za ce TMOBMILM 033Ta HA NpobeHelHy 1
CynUHNUPasOH,
EnHOBpeMEHHOTO ApWIAraHe HA THA3HIHU
AHYPETHLH, BRIIOUHTEIHO '
XHIPOXIOPOTHA3UT, MOXKE 14 MIOBKLIA
YECTOTATA HA PEAKIIMHTE HA
CBPBXYYBCTBHTCAHOCT CIPAMO ANOYPHHOIL.
Memunoona HMa otaensy choOLIEHRA 33 Cydau Ha
‘ XEMOJIMTHYHA aHEeMHUS, Bh3HHKHANA IPH
€/HOBPEMEHRO NIPHIAraHe Ha
. XHAPOXJIOPOTHAIMI H METHILIONIA,
Heoenonapusupawju THasHINTE, BITIOHHTETHO
CKENeMHO-MYCKYANY | XHAPOXITOPOTHA3H, OTEHLHPAT
penaxcanmu NelfCTBHETO Ha MIPOH3BOAHMTE Ha Kypape.
Hanp.TyGoKypapun) '

pyzu anmuxunepmenzuenu
JEKAPCmBeHu nPoOyKmuU

TuazuauTe noTEHUHpPAT

AHTHXHMNEPTEHIUBHOTO AHCTRHE Ha APYTHTE
AHTHXUNEPTEH3NBHH NeKApCTBa (Hamp,
rBaHETH/WH, MeTHARONa, OeTa Gnokepu,
Ba30MIIIATATOPH, GIIOKEPH Ha KaNIMeBHTe
kananH, ACE naxuburopn, APB u
Jlupexrun Penunos Huxuburopu [JPUY).

i

Hpecopuu amun (Hanp.
HOpaJpeHAaNHH, aJpeHAITHH)

XuApOoXNOpOTHA3N/ MOXKE [ia HAMAIH
OTrOBOPA KbM NPECOPHH aMHHH KATO
HopaJpeHanus. Knuepunara sHauuMocT Ha
TO3H e(eKT e HeonpeneneHa 1 He e
JOCTATEYHA 32 DPEKpaTABaHe HA TAXHATA

yrnorpeba.

Bumamun D u vanyueesu coiu

Ipunaranero Ha THa3HIHE JHYDPETHLH,
BKJTIOUHTEIHO XHAPOXIOPOTHASHA, C
suTaMHH D Wiy ¢ KamilieBH CONH MOXE Aa
TIOTEHLHPA TOKAYBAHETO Ha CEPYMHHA
Kanuuii. [TpH nalieHTH MpeapasnonoKeHH
KBM XMOEpKaIIHeMHIA (HAMp. ¢
XHIEepHAPATHPEOHAN3EM, 3N0KAYECTREHH
3a00NABAHN HIM BHTAMUE D:-Meduupany
CBCTOSHNA ) EAHOBPEME

SE/M/1761/01-D5/1AI008
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soiino broxupane na PAAC ¢ APE, ACE unxubumopy uiu anycrupen
JIaHHH OT KIHHHMHY NPOYYBaHUS TIOKA3BAT, Y¢ ABOHHOTO Gnosxupane Ha PAAC upes xoMOHHUpaHaTa
ynorpe6a ha ACE unxuGuropu, APB WIH alicKHpeH ce CBBP3IBa ¢ TO-BHCOKA YeCTOTa HA HeXeNaHK
cBOMTHA, KaTO HANPHMEP XMITOTOHMA, XHITEPKaJTHEMHA M HaMaaBaHe Ha GBOpeuHaTa dyHKuHs
(BKTIOUMTENTHO OcTpa GBOPEYHA HEZOCTATHYAOCT), B cPaBHeHHe ¢ ynoTpefara caMo Ha eHO
cpencrso, achctramo Bhpxy PAAC (Bx. Toukn 4.3, 4.4 n 5.1). :

4.6 ®@epTHIATET, GPEMEABOCT H KLPMeRE

BpeMenHOCT

Amnodunun

besonacHOCTTa Ha RMIOAHITHH IO BpeMe Ha GpeMeHHOCT NpH Xopa He € ycTaHOReHa. B npoyupanus
BBDXY JKHBOTHH, TIPH BHCOKH J03H € HabloaBaHa penpoiyKTHBHA TOKCHYHOCT (B ToukKa 5.3).
TIpunoskenue no Bpeme Ha GPEMEHHOCT Ce MPENoPHYBA CAMO KOTATO HAMA To-0e30nacHa anTepHaTHBa
¥ KoraTo abonsrasero camo no cebe ¢ HOCH Mo-rofiAM pUcK 3a MakkaTa | Tioaa.

Bancapman

Ynorpe6arta Ha anruorensuH Il peuentopau 6noxepH (AIIPB) ne ce npenoppysa 110 BpeMe Ha ITEPBHS
TPHMECTEP Ha bpeMennocTTa (B. Toyka 4.4). YnotpeGata na AIIPB e npoTuBonoOKa3aHa no Bpeme Ha

| BTOpHSA H TPeTHA TPUMECTEP OT OpemMerHocTTa (BK. Toukn 4.3 1 4.4).

EmuneMHOnorHUTe JAHHK 33 PHCKA OT TEPaTOreHHOCT ciell ekcriosuiua Ha ACE unxubutopu no
BPEME Ha IIbPBHA TPUMECTBP OT OpeMEHHOCTTA He BOAAT KO OKOHUATENHH 3aKmoveHud. Bee nak,
NeKO NOBHIIEHUE HA PHCKA HE MOXKE [1a € HIKTIOUH. BoIpekH 4e HAMa RaHHH OT KOHTPONUPAEH
EIMTHAEMHONOTHYHH [IPOY4BaHHg 32 pHcKa npy aurvoren3nH 11 peuerrropaure 6nokepu (AIIPE)
no00eH pUCK MOXE Ja CHUIECTBYBA 2a TO3H KIJIAC JIeKAPCTBEHH NMpoAyKTH. OCBEH ako
npoarKasaleTo Ha AIIPB Tepanmara ce cMeTHe 3a JKH3HEHO BaXKHO, MAIHEHTKH ¢ TUTAHHpaHa
6pemenHocT Tpabea ma IPEMHHAT HA anTEpPHATHBHO AHTHXKIEPTEH3KBHO NIEYeHHE, KOETO HMa
yCTaHOBeH Mpodun Ha Ge30nacHOCT NpH GPEMEHHOCT. AKO CE YCTAHOBH GPEMEHHOCT, JIeHeHHETO ¢
AIIPE TpaGBa aa ce npeycTaHoBH He3a0aBHO H aKO € YMECTHO, Ja Ce 3all04He ANTePHATHEHA TEpaItus,

Excnosuimara Ha AIIPB no BpeMe Ha BTOpHA M TPETHA TPUMECTHP Ha OpeMeHHOCTTa IPH XOpa MOKe
aa norexe Ao detoTokcHuHOCT (HamaneHune Ha Gpbpeunara QyHKkuuns, OAMIrOXUApPaMHHUOH, 3a6aBeHa
OCHOHKAIWA Ha Mepend) ¥ HEOHATAHA TOKCHIHOCT (GLGpeqHa HEOCTATEYHOCT, XHIOTOHUA,
XHNEPKATHEMHA ) (BK. TOYKA 5. 3).

‘B ciyyail ye ce yCTAaHOBH €KCIIO3HIIMS Ha AlIPE ot BTOpHA TPHMECTED Ha Gpemeﬂnocm, ce
NpenopryBa nporepka HA GBOpeuHaTa GyHKINA U uYeperna Ha [UI0A upe3 YITPa3BYK.

Hoeopoaenu, yupto Maiiku ca npuemany AIIPE, TpaGsa BHMMaTeNnHo Aa ObOAT HAOMIOABAHH 34
XHNOTOHMA (RXK. TOuKH 4.3 u 4.4).

Xuopoxaopomuazuo
Hma orpannyer omuT 0THOCHO ynioTpe®aTa Ha XMAPOXJIOPOTHAZH/ TIO BpeMe Ha OpeMenHOCT, ocobeHo
npes H’prHﬂ TpUMECTEp. IIpoyvBAHMATA NPH KUBOTHH ¢4 HEAOCTATEYHH.

Xn,upoxnopormazm MpeMUHABa Npe3 MianeHTaTa. Brz ocHOBa Ha apMaKOoIOTHYHHS MEXaRUYEM Ha
AeHCTBHE Ha XHIAPOXNOPOTHAINT, YNoTpedaTa MY Nipes BTOpyA H TPETHS TPUMECTED MOXKE [a HApYLIH
¢eronnaueHTapnara nepdysus 1 na A0Beae 10 eTaTHN M HEOHATATIHH e(EKTH KATO HKBITCHHULA,
HapyMieHHd Ha eJICKTPONIHTHHA Gajlaue M TpoMBOLMTONeH:A.

AMA0OunUN/BARCAPMAN/XUOPOXIGPOMUGIUD
Jluncea onmT ot ynotpebara Ha Banrensam Komn nph 6peMeHHH xeHR. Brs gotige
CHUIECTBYBALIHTE JAHHM OT [IPOYYBAHMA ¢ OTAENHHUTE KOMIIOHEHTH, YROTpeO
HE CC NPenopbYBa Npe3 ITHPBHA TPUMECTHP OT GPEMEHHOCTTa H € IIPOTHBOMOK:
TPeTHA TPUMECTHD OT OpeMeHHOCTTA {Bik. Touku 4.3 1 4.4).
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Kepmene
AMIOMHMITHH ce EKCKPETUPA B KbpMara npy xopa. Yactra or fo3aTa Ha MafikaTa, MOJy4eHa oT

KBPMAYETO, ¢ M3HHCIEHa ¢ HHTEPKBAPTUICH AHAMa30H 3—7%, ¢ MaxCHMyM 15%. EdexTsT Ha
aMJIOJIHIHH BEPXY KbPMAYeTaTa € HeU3BECTSH.

JIurceaT jaHHM OTHOCHO yNoTpeGaTa Ha BancapTaH No BpeMe Ha KbpPMeHe.

XHUApOXJIOPOTHAINA CE EKCKPETHPA B KbPMaTa B MalIki KONHJYECTBA. BLB BHCOKH J103M THA3RHTE
NpeIU3BHKBAT HHTEH3HBHA AMYPE3a B MOraT fa fNoTucHar obpasysaneto Ha xspmaTa, YnotpeGaTa Ha
Basrrenzam Komi e ce Npenopbyea no bpeMe Ha kbhpmete. Ako Barrensam Komri ce npunara no
BpeMe Ha KkpMeHe, 103uTe Tpsbea 1a GhAaT BR3MOXHO Hali-Hucky. [IpennounTa ce arrepHaTipHa
Teparus ¢ no-ao6pe ycranopen npoipun Ha 6e20nacHOCT No BpeMe Ha KbpMeHe, 0CoGEeHO mpy
KBbpMEHE Ha HOBOPONEHH H NPEeXIEBEPEMEHHO POJEHH Jena.

DeprrnvTer , :
Hsama wiHHUYHE NPOYMBAHKMA OTHOCHO BIHAHUETO Ha BantenszaM KoMmn ebpxy deprunyrera,

Bancapman

Bancapran naMa Hexxenanu eexTd RhpXy penpoayKTHBHATA CTIOCOOHOCT Ha MBXKKH HITH JKEHCKH
TUTEXOBE NPH IIpHEM Ha nepopanys gosu 1o 200 mg/kg/nen. Tasn Oo3a ¢ 6 NbTH MAKCHMANHATA
MPENOPBYHTENHA 1034 IIPHU XOpa, OfpenencHa Ha 6aza mg/m2 {M3YHCAEHHETO € 38 MEPOPATHa 1034 OT
320 mg/nen n 60-KWIOrpaMoR HALHEHT).

Amnodunan

Tlpu Hakow naumeHTH, TeKyBaHH ¢ GIOKEPH HA KanLMEBUTE KAHAIH, A choGeHH o6paTuMy
GHOXMMMHH NPOMEHH B IIABHYKATA HA CIIepMATOSOHIHTE. KOTMHIYHHTE JaHHM ¢a HEIOCTATHLYHH 110
OTHOUIEHHE HA NOTeHUHATHHS e)eKT Ha aMITONHITHH BLPXY deprunutera. [ipn eHo npoyuBane
BBPXY [LUTBXOBE C8 YCTAHOBEHH HEKCTIaHH e)eKTH BHPXY GEepTIIHTETa NP MBKKHTE HEAHBAIM (BK.
TOYKa 5.3).

4.7 EdexTh BLPXY CIocobHOCTTA 3 mwodnpane u pabora ¢ MamHgnH

HalIHeHTHTe, KouTo nmpvemMat Banrensam KoMn 1 mo AT WK paSoTsT ¢ MAIGHHK lpﬂ6B& Ha HMatT
NpenBHA, 4€ NORAKOTa € Bh3MOXKHO A CC MOABAT YMOpa H 3aMaHBaHe.

Amnionunna MOXe Jia NoBNuAe B ciaba 20 ymepeHa cTeneH cnocobHocTTa 3a mIodupaHe U pabota ¢
MAaUIMHK, AKO NalMeHTHTe, MpyeMauy Banrensam KoMn nosyqar 3amaitrane, rnaoSonue, ymopa
WIM rajiese, ¢nocofHOCTTa MM Jia PearupaT Moke Aa Osle HapylieHa.

4.8 HekeJanH NeKAPCTBEHH PeaKIEN

HpoduursT Ha GezonacHocT Ha Banrenzam KoM, nipencTaseR no-fofy ce 0CHOBaBa Ha KIMHUYHH
npoyusanus, nposeAeHH ¢ Bantensam Komn i nosnature npotuny Ha Ge30NMacHOCT Ha OTACIHUTE
KOMITOHEHTH aMITIOJHITHH, B&HC&pTﬂH,H xnnpoxﬂopcm!am,a

O6o6wenuye ua npodwna Ha Ge3onacHocT
BesonacHocTTa Ha Basttenaam KoM e olleHena npu Herosata MakciMaiHa fo3a 10 mg/320 mg/25 mg
B XOJIa Ha eIHO KOHTPOJNMPAHO KPaTKOCPOoUHO (8§ cenMuiM) KIHHHYHO apoy4BaHe ¢ 2 271 nauuenTH,
582 ot KOMTO NpHeMAaT BajicapTas B koMOHHALIMS ¢ aMJIOJUNMH M XuIpoxnoporyazus. Hexenauure
PEaKUMH KaTo W10 ca G¥ITH NIEKH ¥ NPEXOAHH TI0 XapaKTep B ¢aMo B PeIKM CIIyMaM Ca Ha/laraim

_ IPEYCTAHOBABAHE HA NeyeHKHeTO. [10 BpeMe Ha TORA aKTHBHO KOHTPOJIMPAHO KIMHIYH,

xunoronns (0,7%).

Io BpeMe Ha 8-ceMMUIHOTO KOHTPONIHPAHO KITHHHYHO POYYBaHE ¢ TPOHAT
HaOMOJaRaHH 3HAYHMH HOBH HJTH HEOUaKBAHH HEXENaHH PEaKIlHu B cpaBHeH
TEPAITHA ¢ OTACIHHTE KOMIOHERTH HIH C ABOHHA XoMOHHaLMA.
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. !
ITo Bpeme Ha 8-ceIMUIHOTO KOHTPONMPAHO KIMHIAYHO NPOYHBaHe HAONIONABANHTE IPH
- koMbuHanyaTa Banrensam Komn npomenn s naboparopHuTe nokazatent ca GHIH MURHMAJIHY H B
CLOTBETCTBHE C (hapMaKONOTHIHMA MEXAHRMIEM Ha JCHCTBHE Ha OTAE/HUTE KOMIIOHEHTH. Hamyuuero
Ha BaJICAPTaH B TpoitHaTa KOMOHHAITHA OTCIabBa XHIOKATHEMUYHHA ehEKT Ha XHAPOXIOPOTHAZM.

TalnHueH cIHCEK HA HEXENAHHTE PEaKIIHH

Creppamure HeskeNnaHH peaxkiku, u3Gpoeny cnopel cucteMo-opraHHH Kiacoee 110 MedDRA u

94ecToTa, ce OTHAcAT 3a Bamrensam Komn (amnogumus/sancaprai/HCT) u mooTaenHo 3a aMIoaunyy,

sancaprad 1 HCT. Muoro sect: >1/10; wecti: >1/100 no <1/10; aeuectn: =1/1 000 ao <1/100;

peaxs: >1/10 000 go <1/1 000; muoro pegxu: <1/10 000, ¢ HeuspecTHa vecToTa (OT HANHYHATE NAHHH
He Moxke Ja ObJle HanpapeHa OLIeHKa).

MedDRA Hexenann peaknun | Yectora
2;::?:: ' Baarenzam Amiaoxunus | Bancapran HCT
KJIACOBE Komn
HeomnasmMu - | Hemenanomen  pak | - - - C Hen3BecTHA
nobpokavecTre | Ha KOXaTa 4ecToTa
HH, (GazanHokIeTEYEH
IOKAYCCTBEHH | KApIMHOM
H CKBaMO3HOKJIETHEUYCH
HEOMNpeJeneHd | KapLMHOM)
(pxn. xHCTH H
TOIHITH)
HapymieHus Ha | Arpamynouurosa, - - - Muoro peaxu
KPBBTa M | KOCTHO-MO3BYHA :
numdHara HEJIOCTATLYHOCT
CHCTEMA MoHwxken - - C wHemsBecTHa | -
XeMOTIGOMH 4ecTora
XEMATOKpPHT
XeMOTHTHYHA - - - MHuoro peaxu
AHeMHSA
JleBkonenus - Mmuoro peaxy | - Muoro penku
HeyrponeHus - - C Heu3BeCTHa | - :
9ecToTa
TpombGounToneHna, - Muoro penxku | C newapectHa | Penky
MOHAKOTA ¢ mMypITypa YecToTa
ATnacTivHa auemus | - - - C HeuzBecTHA
' 4eCTOTa
Hapymenns na | CBpuxdyscTBuTen- - Muoro peaxu | C HemsrecTHa | MHOTO pedku
AMYyHHATa HOCT HeCTOT2
cdcrema ‘
Hapywenus Ha | AHOpeKCHs Heugctn - - -
metabonmsma M | Xunepkanuemus Heuecru - - Penxu
XpaHeHeTo XuneprakeMus - Muoro peaku | - Penmxu
XunepnunuaeMus Heuectn - - -
XunepypHKeMus Heuectn - - YHectH
XUnoxjopeMH4Ha - |- - Mpuoro peaxu
aJIKano3a _
Xunokanuemus Yectn - S 2, MHoro uecty
XunomarHeshemus | - - - /o S ectu
XHnoHaTpHeMHA Heuectn -
Brnowmagsane Ha | ~ -
nuabera

SE/HM761/01-05/1A/008
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- Penxn

SE/M/M761/01-05/1A/008

1 Tlcnxyann Henpecus - Heyectt -

HapyIeHHs Hucomans/napyme- | Hedectn { Hedectn - Penxmu -
HHS HA CHHA ‘
fipomenw B |- Heuectut - -
HACTPOEHHETO
OGspkaHOCT - Penxu - -

Hapyuienus Ha | KoopaMHAIMOHHR Heuectn - - -

HepBHaTa HApYIEeHHs

CHCTEMA JamagHoCT Yectn YecTn - Penxu
Tloctypanna Heuectu - - -
3aMATHOCT, '
3aMasHOCT TIpH
YCHIHE '

Jucreysns Heuectn Heuecn - -
ExcTpamipaMuices - C HeuzpecTHA | - -
CHHJIPOM YECTOTA
['masobonue Yectn Yecrn - Penxu
XHniepTOHAA - Muoro peakn | - -
Jleraprus Heuectn - - -
IapecTesus Heuyectn Heuectn - Peaku
[epudepna Heuectn Muoro pepku | - -
HeBpONATHA;
HERpOnaTus
COMHOAEHTHOCT Heuectn YecTr - -
CHHKOTI Heuectn Heyectn - -
Tpemop - Hedectu - -
XunoecTeana - HeuecTit - -
Hapymenns na | Octpa - - - C HemsBecTBa
ouwTe 3aKPHTOBIBIHA JecTora
: raaykoMa
3purenHu - Hevectn - -
HapyWeHUs
3purenno Heuectn - Heuectn - Pexn
YBpeKIaHE
XopounaneH wanHe | - - - C HeusBecTHa
9ecToTa

Hapyireuns na | Tunuryc - Heuectu - -

i:gzgnma " Bepturo Hedectu - Heuectn -

CepaeHu Mannurauss - Yecrn - -

HapyIIeH! Taxukapgus Heuvectu - ‘ - -
ApHTMHH - MHoro peaku | - Penxn
(BRIIIOUATENHO
Opaguxapans,

KaMepHa TaXMKApAHd

n TIPeaCHPIHO

MBKICHE)

Muoxapaen udapkr | - MHoro peaxu | - -

CoRoBH 3aueppABaHe - Yectu - -

HapYLECHUA XHUNOTOHHS Yectu Heuectn
OproctaruiHa Heuectn -

XHITOTOHHSA

Debur, Hegectu -

‘Tpombodnebur

Backymnur - Mroro peax
15




Pecniparophu,
IPBIEH H
MEIHACTHAITHK

| HApYIDeHHA

‘Kamnaua

‘Heuectu

Mpzoro penxn

Hedecrn

CIOHEA

Heyectd

Octep pecnuparopeH
JHCTpeC  CHHAPOM
(OPC) (Bx.
T04Ka 4.4)

Hevectn

Myoro penkn

Puwnar

Heuectn

BasnaneHo rapito

Hevectn

Cromatmso-
YpPEBHU
HapyIeHus

CroMaimieH
aackombopr, Gonxa
B ropHara yacT Ha
KOpeMa

Hevectn

YecTn

Hegecrn

Peaku

Jom apx

Hevectn

Ilpomenn B upeBHaTa
NEPHCTANTHKA

Heuecrn

Kouctunanug

Hamanen anerur

HHapus

Heuectnn

Heuectn

CyxoTa B ycrara

Heuectn

Hewectu

Jducnencra

YecTn

Heuectu

TacTpur

MHuoro pemcn'

Xunepnnazus Ha
BEHLIMTE

MHOro peaku

Tanene

Hevectu

Hecrn

Yectn

IankpeaTur

MHoro peakn

MHoro penku

INopprmane

Heuectn

YecTH

Xenatobu-
NHapHy
HapyIIeHus

Orxnonedns B
4yepHOAPOOHHUTE
(PYHKIHOHATHI
H3CIIEIBAHHS,
BKJIKOYHTENHO
NOBHILABaHE HA
CEPYMHHA
OwHpyGUE

Heuectn

Mpnoro
penku**

C mneusBecTHA
4ecToTa

Xenarar

MHoro peaku

WinTpaxenaranHa
XONecTasa,
KEBITeHHMLA

MHoro penxu

Hapymenus Ha
KOXKara 7]
NOAKOKHATA
TBKaH

Anonenms

Heuectn

Anrvoenem

MHroro peaky

C mneusBecTHa |
YecToTa

Bynoszen aepmarur

C HeW3BecTHa
HecToTa

Peaxin,
Hanonobsealiu
KOMKeH
epuTeMarojec,
PeaKTHBHpaHe Ha
KO¥EH aynyc
CPUTEMATONEC

nynyc

ey

e

MHoro peaku

Epurema
MynTudopme

Munoro pe,r.txﬁ

) /./’//;S ',.—"""‘_"\

v

ExsanteMa

HeuecTn

Xuriepxuaposa

Heuecth

Heyectt

TR HOE'\;
]
>

Peaxuuu Ha
(OTOUYBCTBHTE-

Mpmuoro peaxu

SE/M/1761/01-051A008
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"HOCT™

Heuectn

Hpypuryc Hexectir C HenzBectHa | -
HeCToTa
Iypuypa - Heuect - Pemcn
O6pus - Hevectu C semBecTHa | Yectn -
_ 4eCTOTa
[TpomsAna B LBeTa Ha | - Heuectn - -
| KoXKaTa
Vprukapus ¥ JApYyTH | - MHoro penxu | - Yectu
BHIIOBE Ha OGPHB - '
Hexkporuzupati - C neussectHa | - Muoro penkn
BACKYHT I YecToTa
TOKCHYHA
enuaepManna
HEKPOJIN3a
Exctonmuarusen - Mroro peaxu | - -
AepMaTHT
Cunppom Ha | - Mnoro peaxu | - -
Stevens-Johnson :
Orok wa Quincke - Msuoro peaxn | - -
Hapywenns #a | ApTpamrus - Hevectn - -
MYCKYJTHO- BoNKH B r'epba Hegectu Hevuectn - -
CKeJleTHATa Ortok Ha cTaBuTe Heuectn - . - =
CHUCTEMA H | MyckyTHH criazmMy Heuectn Hedectn - C neussectna
CbCAHHHTEN- ‘ YeCTOTA
HaTa TbKaH Myckyana cnaboct | Heyectn - - . -
Muanrusa Heuectn Heuectn C HeuseectHa | -
' yecTOTA
boakn B kpatinmuure | Hevectn - - -
OTOK Ha rneszeHuTe - : Yectn - -
Hapymenus ua | ITopnnren kpearnnux | Heueotnt - C mnemssecTHa | -
6B0penMTe M | B KpBRTA 4EeCTOTA
TIHKOYHNTE MuKumoHHK - Heuectu - -
IIETHINA HAPYIIEHHs
‘ Hukrypus - Heuectn - -
Yonakaypus Yectn Heuectns - - N
Br0peuna - - - C mHemsBecTHa
anchynxums HecToTa
Octpa 616peqna | Hewectn - - C weusBecTHa
HEAOCTATHHHOCT 4ecToTa
bubpeuna - - C wneuspectha | Penxu
HEAOCTATBYHOCT M YecToTa
_yBpexJaHe
Hapymenua na | Hmnorentroct Heuectn Heuectn - Yectu
BB3MPOH3BO- _
TeNHaTa ['MHexoMacTHst - Heuecrn - -
cHCTEMA - W
rbpnarta
O6mu ABasus, uapymenss ) Heuectu - - -
HApPYIICHHA H | B lIOXOZKAaTa
edexrH Ha | AcTeHHA Heuectn Heuecrn
MACTOTO Ha
NPHIOKECHEE Juckomdopr, Hevectu Hegecrst
HEPA3MONOKEHUE
VMmopa _ Yectu Yectn _
Bonka B repaute, | Heuectn Heuectw A
17 AN
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KOATO HE € CBREp3aHa |

ChC CHPIIETO

Orox ' )

Yeco

YecTH

bonka

Heuectn

Mupexcus

C mdewsmecTHa
YecToTa

Hacnensanms

TIospmeny munuau

Mroro vectu

ITopuinasane Ha
ATa B KPBBTA

Heuectn
]

Tlopuinasane Ha
MHUKOYMHAT& KHCEIUHHA
B KPBBTA

Heuectn

I mokosypus

Pemxu

Tonwxen xamuit B

KpBBTa

Heuectn

Ylosuimes xanmuii B
KPEBBTa '

C HeusBecrHa
4ecTOTa

Hanpasatie Ha Terno

Heyectn

Heuectn

Cnafade Ha Terno

Heuecru

* Bixre Touka 4.4 “®oTouyBcTBHTENHOCT”
**  Haii-uecTo CEBP3AHO C XONECTa3a

Omucanue Ha H3GPaHH HEXCIIAHH PEAKIUY _

HeMenatoMeH pak Ha KO/RaTa: Bb3 OCHOBA Ha HAIMYHUTE IAHHH OT eNHIEMUONIOTHYHM MPOy4BaHus €
Habo1aBaHa 3aBHCHMA OT KyMYJIATHBHATA 034 BPB3Ka Mekay XuapoxaopotHazua # HMPK (k.
c¢plio Toukn 4.4 u 5.1).

CrofinapaHe Ha NONOIUPAHE HEKENAHN DEAKIHME
CrobumiapaneTo Ha NOJO3HPAHY HEXETaHU PEAKIUH cle) paspemaBaHe 3a ynorpeda Ha IeKAPCTBEHHS

NpOAYKT € BadKHO. TOBa NO3BONABRA 1A MPONLLKH HaOMOAEHKETO Ha CHOTHOLICHHETO TION3a/PHCK 3a
AeKAPCTBEHHA NPOAYKT. OT MeTHUHHCKHTE CIELUMATHCTY Ce H3MCKBa fa chobmasaT Boaka
TIO[03MPaHa HeXENaHa peakiys upes H3anbiuuTenna arediis no nekapereara yi. ,,Jamsn I'pyen”
Ne 8, 1303 Codun, Ten.: +359 2 8903417, yebeaiit: www.bda.bg.

4.9 JYlpeposupane

CH‘MH’I‘OMH

- Hama onwt cbe cryqai Ha npenosupane ¢ Barreniam Komm., TnaBswat CP[MIITOM Ha OpenosHpaHe ¢
BAICAPTAH € SBEHTYAIHO H3PA3EHA XHIIOTOHMA ChC 3aMagHOCT. IIpe]03uPaHeTo C aMJIOAKITHH MOXKE
Jia IOBEJIE 10 SKCIISCHBHA NEpH(epHa BA30AHIATALHY H BE3MOXHO pehnexcHa raxnkapani. Hma
chOOWEHA 3a CITy4al Ha W3pa3eHa ¥ NOTEHUUANHO HPOIOHTHPAHE CHCTEMHA XHIIOTOHMA,
BKITIOUHTENHO WOK ¢ daTalneH W3Xoa NPH NpenosHpane ¢ AMIOAMITHH.

Hexapavorenen 6enonpoben 0Tok ce cboOLiaBa pANKO KATO NOCAEAKLA OT HPSAOIUPAHE C
aMJIOHITHH, KOHTO MOXe Ja Ce NPOsBY ¢he 3abapeHo Hauano Ha edekTa (24-48 vaca cnen
MOrABiiaHe) H @ HIHCKBA H3KYCTBEHA BeHTUIAUMA. PAHHVUTE peaHHMalMOHHI MEPKM (BKITIOUHMTETHO
HATOBAPBAHE C TEYHOCTY) 33 NOAABPKaHE Ha nepdy3uaTa ¥ cupAeuHnd neOuT Morat aa 6baar
YCKOpABAIIM DaKTopH,

J'leqemle
A.wmoc)unuu/eaucag au/xuapoxnopomuasua

CBPAEHHO-CBI0BA PeaHHMALNA, BXTIOYBAIIA JECT) MOHRTOPHPAHE Ha CEPAETH
QYHKUNA, TOBAUTAHE HA KpaAHHLNTE H BHUMAHHE 110 OTHOMIEHHE Ha LMPKYIA
nuypezata. {IpUNOKEHHETO Ha- BA30KOHCTPHKTOP MOKe & € OT 110,132 32 BE3CTA}
TOHYC M 4pTEPUATHOTO HAIIATAHE, B CITyuaif Ye HAMa IPOTHROTIOKA3aHHA 3a np
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. HuTpaBeH03HOTO NpunokeHue Ha KANUHEB DTIOKOHAT MOXKE Aa € OT [I0MI32 38 NPEORONIBaHe Ha
efexra OT GIOKANATA HA KATUUEBUTE KaHAIH.

Amagounuy _

AKO NIPOTYKTHT € NOTRJIHAT HACKOPO MOXKE J1a ce OOMHMCIIH NpeAN3BUKEaAHE Ha NOBPBUIAHE Wik
CTOMAlIHA IpoMHBKa. TIpHIo)KEHHETo Ha AKTHBEH BIIEH NpH 3ApaBH J0GPOBONIIM HENOCPEICTECHO
HITH A0 ABA 4aCa CJIeA NOTTBIAHETO Ha aMIIOAMITHH 3HAMMMO HAMAansBa abcopOuMiTa Ha aMIIOAUITHH.
Amnoaunun He Moxke Ia OBJ€ OTCTPAHEH Upes XEMOJHAITH3A.

Bancapman
Bancapran ve Moxe fa 6B1€ OTCTPaHEH 4pe3 XeMOAUATHEA.

Xudpoxaopomuazuo

TIpeno3npareTo ¢ XHAPOXIIOPOTHA3KIL € CBLP3AHO Che 3aTy0a Ha eNeKTPOnMTH (XUIOKaIHeMHs,
XHIIOXJIOPEMI) H XUNOBOEMAS B PE3YNTAT Ha eKCLecHBHATA auypesa. Haif-yecTHre npu3saum u
CHMNTOMH Ha NpeJio3HpaHe ca rafiche 0 ChHITHBOCT. XHIOKAIHEMHAATA MOXKE J1a [peli3BUKa
MYCKYJIHH CTIA3MK W/ WK H3pa3cHa ChpaedHa apuTMHR, CBBP3aHA C ¢IHOBPEMEHHATA YTIOTpeda Ha
AHTHTAJIMCOBH [VIHKO3HH HITH ONpEAeNeHH aHTHAPHTMHYHH neKkapcTeeHu nponykt. He e
YCTAHOBEHA CTEMEHTA HA OMMCTRAHE HA XUIPOXIOPOTHAIH], TIPH XEMOIHAIH3A.

5. OAPMAKOJIOIMYHHA CBOHCTBA
5.1 PapMakoIHHAMHYAH CBOACTEA

®dapmakoTepanesTHuna rpyma: Cpeacrsara, AelicTBalN BLPXY PeHMH-AHIMOTOH3MHOBATA CHCTEME,
aHruotersuH Il peuenropun Grnokepn, Apyru kombupanmm, ATC koa: CO9DX01

Mexannzpm Ha gelicTaue

Bantensam Komn e koMGuHaIMe 0T Tpi aHTHXMNEPTEHSHBHM ChCTABKH ¢ NOMLIBAL CE MEXAHHIBM 34
KOHTPOJ Ha apTepHATHOTO HANIATaHE NPH NALHEHTH ¢ SCEHLUMANHA XUMEPTOHUS: AMIIOAMIINH
TIPMHAIIEXKH KbM KAca HA KAJILIMeBHTE AHTArOHHCTH, BAJICAPTAH KbM Kaca Ha aHTHOTEH3MH

II penenropaute 610KepH, & XUAPOXNOPOTHA3H/, KBM KITACA HA THAZHAHHTE AKYPETHIIH.
KomO6unanuaTa Ha Te3H ChCTABKH HMa aIMTHBECH AHTHXHIICPTeH3MBeH etheKT.

AMnoMIME/BaIcapTal/ XHAPOXIOPOTHAIHN
Kaunuuna ehuxacnocm u 6e30nacnocm

Banrrensam Komn e H3nuTBaH B IBOHHO-CIANO, AKTHBHO KOHTpOIIHpaHO npoytmaue IpH NIALHEHTH ¢
xunepronus. O6mmo 2 271 nanMeHTH ¢ yMepeHa IO TeXKKA XHIepTOHUA (CPEAHOTO M3XOIHO
CHCTOMHO/AMACTONHO apTepranHo Hamaraue ¢ 170/107 mmHg) ca nexysanu ¢
aMIOJHNUH/BAICAPTAH/ XMAPOXTIOpoTHazH 10 mg/320 mg/25 mg, BancapTar/XMAPOXTOPOTHASH
320 mg/25 mg, amnomunun/Bancaprad 10 mg/320 mg unyu XWAPOXNOPOTHAHT/aMIOTHTIHH

25 mg/10 mg. B HauanoTo Ha Npoy4BaHETO Ha NALMEKTHTE Ca HA3HAUYECHH MO-HHCKH J03H OT
NPeANHCAHUTE UM TEPaneBTHYHH KOMGHHALIME M BIIOCTCACTRBHE Ha 2 ceMilla a8 THTPHPAHH 10
ITBIIHHTE UM TEpaneRTHYHH JO3H.

Ha 8§ ceam#ua cpeaHOTO MOHKABAHE HE CHCTONHOTO/AHACTONHOTO APTEPHATHO HATIATAHE €

~ 39,7/24,7 mmHg ¢ Barrrensam Komm, 32,0/19,7 mmHg ¢ sancapran/xuapoxnoporuasin
33,5/21,5 mmHg ¢ amnozumin/sancapran # 31,5/19,5 mmHg ¢ aMnogMnus/XHApOXITOpOTHASK,
Tpo#natra koMOHHALHA IPEBH3IX0AI2 CTATHCTHYSCKH 3HAUUMO BCAKA €1HA OT TPHUTE JBOITHK
KOMOHHALMH B MOHHXABAHETO HA JHACTOJIHOTO H CHCTONHOTO apTepHaliHo HanAraHe. [Tousxe
Ha CHCTOIHOTO/IMACTONHOTO apTepHanHo Hanarane ¢ Banrensam Komn e ¢ 7,6/5 0
OTKOJIKOTO ¢ BaJICAPTaH/XHAPOXIOpoTHA3HA, ¢ 6,2/3,3 mmHg no-rommo, OTRONKOT
amnonMnuK/Bancaptan u ¢ 8,2/5,3 mmHg no-ronsamMo, 0TKOAKOTO ¢ AMNOAHIHH/ Y}
OnTHMATHUAT aHTHXUNEPTEH3HBEH edekT Ce MocTHra Cliel 2 CEAMHYEH MIPHEM I
Aoza Banrensam Komn. CraTucTHYECKH NO-TOJISAM NPONEHT NALHEHTH IIOCTHIAT §
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ap'repaanﬂom cH Hanarane {<140/90 mmHg) ¢ Barressam KOMn (11%) ® cpanuenne C BCAKA €fiHa OT
Tprre Oeokln koMOunay (45-54%) (p<0,0001),

B noarpyna ot 283 nanmenTty, ananus GOKyCHpaH BEpXY aMOYIaTopHOTO MOHHTOPHpaHE Ha

" apTepHATHOTO HaJIaraHe, NOKA3BA KIHHUYHO U CTATHCTHYECKH NO-TOIAMO NOHHKCHHE Ha
24-9acOBOTO CHCTOITHO M IHACTONHO apTePHANHO HANIATaHe, IPH JIEHeHHe ¢ TPoiiHaTa KoMOuHALIHs
CHPAMO BAICAPTAH/XMAPOXIIOPOTHAIN, BAICAPTAH/AMIOMIIMH U XHAPOXIOPOTHAZN aMIIOLHITIH,

Amnonaumux

Mexanuszom na deticmeue

AMIOJMITHH, KOWTO BlM3a B CBCTABA HA BamenaaM Komn uHxuGupa TpaHcMeMOpaHHOTO HaBIH3aHe
Ha Ka/IIMEBH HOHM B CHPACHHATA H CHIOBATA [VIAKA MYCKYAaTYpa. AHTHXUNIEPTCH3HBHOTO JelcTBHE
Ha aMJIOZMIHH Ce JB/DKH Ha NUPEKTHHA penakcHpall edekT BEPXY IIIaaKaTa ChA0Ba MyCKYIaTypa,
KOETO BOAH 10 HAMAIABAHE Ha TIEPH(PEPHOTO CHAORO CHIPOTHBIEHHE K OTTAM Ha ap’tepna.rmo*ro
HaNArage.

Dapmaxogunamuny edexmu

ExcnepHMeHTanHN JaHHU MOKA3BAT, Y€ aMIONMIMH Ce CRBP3BA H C JHXHAPONUPHIHHOBHTE U C
HeIMXHIPOTIMPHAHHOBHTE MeCTa 3a CBbp3BaHe. [[ponecHTe Ha CHKpaIEHKE Ha CEPACHHHA MYCKYI U
ChAOBATA ITIaJKa MyCKy/aTypa ¢a 3aBUCHMH OT NPH/BHXBAHETO Ha H3BLHIIICTEUHHUTE KATLHEBH HOHH
B TE€3H KJICTKH Npe3 cneln@uHH HOHHM KaHA4YeTa,

[TprnoxeHKHeTO Ha TepaneBTHuHA 032 AMNOIHTIHH MPY NAUMERTH ¢ XHIIEPTOHHS C& OCAEABA OT
Ba30/MIATALIMA, KOSTO BOJM O HAMAJABAHE HA APTEPUATHOTO HAIATAHE B ETHANO H B H3TIPABEHO
nonoxenxe. Iipn xpoHnyHa ynorpefa TOBa NOHIKABAHE HA apTEPUATHOTO HAMGHE HE C& CHITBTCTBA
OT 3HAYHMH NPOMEHHK B CHP/IEUHATA YeCTOTA WIN U1a3MEHHTe HHBa HA KaTeXOnaMHHuTe.

TL1asMeHHTe KOHIIEHTPALUMH KOPEHpAT ¢ eeKTa, KAKTO IIPH MIIAAH, TAKA K IIPH NALHEHTH B
CTapYecKka BL3PACT.

 Tlpu NaumeHTH ¢ XMNEPTOHKA | ¢ HOpMaTHa Gx0peuHa yHKLHs, TEPAIICETHHHHUTE 1031 AMTIOTHITHH
BOJIST A0 HaMaJiABaHe HA GLOPEUHOTO CHIORO CHNPOTURICHUE H YBEIHYABAHE HA CKOPOCTTA Ha
raoMepyniHara GUITpauus U epeKTHBHEA 61.6pequ KPBBOTOK, 0€3 Aa MPOMEHAT Q)un'rpauuouﬂam
(hpaKIksA WIH NPOTEHHYPHATA.

[pu naimenTH ¢ HOpMaTHa QYHKLIKHA HA KaMepHTE, TeKYBaHH ¢ AMIOHIIHH, XeMOJHHAMHYHHTE
H3MEPBAHMA HA Chp/eYHaTa QYHKIMA B ITOKOH H IpU HATOBapRaHe (WIH XOAEHe) KaT0 IS0 IOKA3BaT
NEKO MOKaYRaHe Ha Chp/ICHHUA MHIOCKC 6¢3 3HauuMo noeauaeade Ha dP/dt, uny na TeBOKaMEpHOTO |
JUAaCTONHOTO HaATaHe MM 00eM, KakTo M NpH ApyTHTe 610KepH Ha KATIHEBUTE KaHany. B
NPOYYBAHHA 38 XEMOAMHAMHEKA, AMJIOJHITHH HE e CBLP3BA ¢ HEraTHBEH HHOTPONEH e(eKT, KOraTo ce
Npwiara s rpaHMUATE Ha TepaneBTHYHATE RO3H HPH 3apa1m JKHBOTHM H X0pa, JOpH KOTraTo IIpH Xopa
€€ NpUIAra eXHOBPEMEHHO ¢ Gem-ﬁnoxepu

TTpw 3apasy Xopa W XKUBOTHYH aMITOAHTIHH HE MPOMEH CHHOATPHAITHATA HOJANHA GYHKIMA H
ATPUOBEHTPHKYIAPHOTO AIpoBexKaane. B KIHHHYHH NpOyYBaHH4, B KOMTO aMIONIHNNH € NPHIIaraH B
KoMOuHaLus ¢ OeTa-0noKepH Ha MALUMEHTH ¢ XHIIGPTORMS WIH CTEHOKApIHS, He ca HabniofaBaHu
HEXETAHH ePEKTH CIPAMO NMAPaMETPHTE HA €1eKTPOKaPAMOTPaMAaTa, '

AMYOAKITHH € TIPOYYBAH NPK MALUHEHTH C XPOHMYHA cTA0HIHA CTEHOKAPAUA, BA3OCTIACTHYHA
CTEHOKApAUA H aHIrHOTpadcKu JOKYMEHTHPAH2 HCXeMHYHA BOECT Ha CHPLETO.

Knunwuna edhuxacnaocn u besonacnocm

Vnompeba npu nayuenmu ¢ xunepmonus .

PasgoMHsHparo RBOHHO-CAANO npoy4uBane 3a 3aboieraeMocT B cMbepTHOCT AL
(AHTHXHIIEPTCH3HBHO H TUNMAOTIOHINKABANIO JIeYeHHe 32 TPOQHIAKTHKA Ha Ch
(Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial) e
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CpaBHABANE Ha HOBHTE TepariuH: SMIOIUIHE 2,5-10 mg/Ien (KamueR aHTaroH!UCT) HIH TH3HHOTIPHI
10-40 mg/ner (ACE aHxuOUTOp) ¢ THA3HIHMA JHYPETHK XJTOPTATKAOH 12,5-25 mg/neH KAaTO JICUCHHE
OT IThpBa IHHHA NPH NALMEHTH C JICKa 10 YMePeHa XHIICPTOHH.

- O6mo 33 357 nauMeHTH ¢ XMIIePTOHHUA Ha BLE3PACT 55 FOAHHH M 0BeY¢ ca OHiTH PAHAOMHIHPARH H
IPOCTIENieHH 3a cpeano 4,9 roausy. [TauMeHTHTe ca UMasTi IOHE eMH AOML/THUTE/IEH PHCKOB (JAKTOp
33 MCXEMIUHA G0oIecT Ha CHPLETO, BIINOYHTENHO MpPeIECTRAl] MHOKAPAEH KHOAPKT KM KHCYITT
{>6 Mecena npeaM BKMOYBAHE B NPOYUBAHETO) UM OKA3AHO APYTO ATEPOCKIEPOTHIHO CHPIEYHO-
cra0Bo 3abongsave (Han 51,5%), saxapen nuabet Tvm 2 (36,1%), TMNONpPOTEHHM ¢ BUCOKA TUTETHOCT
— xonectepon <35 mg/dl um <0,906 mmol/l (11,6%), nesokamepHa XHIEPTPOPHA, AMArHOCTHIMPAHA
upes eNeKTPOKapAHOTPaMa WM exoxapauorpapeky (20,9%), nacrosuy nywaau (21,9%).

ITepeuuHaTa KpaiiHa TouKa ¢ 61la ChCTAREH NOKa3aTel OT (aTaleH KOPOHAPEH HHLIMSHT Wi He-
¢aranen muokapnes uapapkT. He ca HabmogaBaHu 3HATHMH PasiHIHA N0 OTHONIEHHE Ha
IIBPBHMHATA KPAHHA TOMKA MeXITy TEPanuATa ¢ AMITOJMITHH H TePalluATa C XTOPTAIHAOH. KOS(hHIMEHT
Ha puck 0,98 95% CI (0,90-1,07) p=0,65. [Tpu BropusHuTe KpaliiK TOYKH, 46CTOTATa Ka CHPACHHA
HENOCTATHYHOCT (KOMNOHEHT Ha ChCTABHATA KOMOHHENpaHa ChpACYHO-CBIOBA KpaiiHa ToYKa) e Qwia
CHMrHU(HKAaHTHO NTO~BHCOKA B I'PYNATA HA aMJIOTHITHH, OTKOIIKOTO B rpynaTa Ha Xmopraauaos (10,2%
cripamo 7,7%, RR 1,38, 95% CI [1,25-1,52] P <0,001). Benpeku ToBa, He ce HabmO1aBaT 3HAUHMH
Pa3IMYHA 110 OTHOLIEHWE Ha ofIaTa CMBbPTHOCT MeXKAy IpYyNaTa Ha TEPAnuA ¢ AMJIOAUIIHH K Ta34 Ha
Tepanus ¢ xnopramunod RR 0,96 95% CI.[0,89-1,02] p=0,20.

Bancapras
Mexanusom na oelicmeue

BancapraH ¢ mepopaiHO aKTHBEH, MOLICH k crieuibu4en aurnoTeHsus I peuenTopeH Gnokep. Ton
PB3JCHCTRA ceNeKTHBHO 8bpXYy AT1 pellentOpHHA NOATHN, KOHTO € OTFOBOPEH 33 NO3HATHTE
BB3AeHCTBHA Ha auruoTen3uH I1.

Kaunuuna ehuxacnocm u besonacrocm
TlprnoxeHuero Ha BaJicapTaH NPy NAUMEHTH ¢ XUNIEPTOHHA BOTH no MOHHKABAHE Ha ap‘mpnannom
HajsraHe 6e3 MOBJIHABAHE HA ITYICOBATA YECTOTA.

ITpu nopevero nauMeHTH, cie eAHOKPATEH NEPOPATICH TIPHEM, HAYATIOTO HA AHTUXMIEPTEH3HBHOTO
AeliCTBHE € B paMKMTE Ha 2 4aca, 4 NMKA B HOHIDKARAHETO Ha APTEPHATHOTO HANATAHE Ce IOCTHTa B
paMKHTe Ha 4-6 yaca. AHTHXHIIEPTEHIHBHHAT edeKT NPoALDkaBa osBeye oT 24 yaca cieq npueMa.
ITpu MHOroXpaThO NpWwIckeHHe MAKCUMAHA PEIYKLIF Ha apTepHATHOTO HanAraHe ¢ BCAKA 2034,
OOHKHOBEHO C¢ TOCTHTA B PaAMKHTE Ha 2-4 CeMHIM.

XHMIPOXTIOPOTHAZH]T
- Mexanuzvm na deiicmaue -
OCHOBHOTO MACTO Ha JEHCTBME HA THA3MAHHTE SHYPETHLH Ca JHCTATHUTE U3BHTH KaHAIIYETa B
61r0Opeka. [lokazaHo e, 4e B GhOpedHaTa KOpa CBIMECTBYBA PELENTOp ¢ BHCOK aHHUTET, KOHTO
NIPeICTaBNARA OCHOBHOTO MACTO Ha CBbp3BaHe 3a ACHCTBHETO HAa THARMAHHTE AHYDETHLM H 3a
wHXHOHpaue Ha TpaHcnopta Ha NaCl B aucTanHuTe U3BMTH KanamueTa. THAaSHAHWUTE JHYPETHIIH
nekicreat upe3 uHXKHOHpade Ha Na+Cl- cHMIIopTep, BepoaTHO Ype3 KOHKYPHPAHE 3a MACTOTO 33
cepp3sate Ha Cl-, ¥ NO TO3M HAYMH NOBIUNBAT MEXAHHIMHUTE Ha EJIEKTPONUTHA peabeopOuus:
JAMPEKTHO NOBUMIIARAHKM EKCKPELIMATA HA HATPUH H XJI0p B NPUOIH3KTENHO €1HAKBA CTENEH U
HHIHPEKTHO 4pe3 AMYPETHYHOTO CH JEHCTBHE, HaMaldBaHKy NasMenys obeM ¢ nmocneABauo
[IOKaYBaHe Ha TVIA3MEHATA PEHHHOBA aKTHBHOCT, CEKpEelMA Ha ANZIOCTEPOH M 2ary6a Ha kanuit ¢
YPHHAaTR, KaKTO H HAM&JIABAHE HA HUBATA HA CEPYMHMS Kamnuii,

HemenaHoMeH pax Ha KoxaTa
B13 0CHORa Ha HATHYHHMTE JAHKH OT ENTHACMHOJOrHYHHE npqusaﬂm e Habmo,

NOMyNalMs, chCToAWA ce oT 71 533 emyqau na BKK u 8 629 cnyqaﬂ HaC
cbotBerHO 1 430 833 1 172 462 noaxonAuuy KOHTpomH, Bucokara ynomeﬁa
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1,23-1,35) 3a BKK 1 3,98 (95% CI: 3,68-4,31) 3a CKK. Habnionasatia ¢ acHa BpE3Ka 'Kymyna'm;ma
A03a-0TroBOp KakTo 3a BKK, Taka v sa CKK. Jlpyro npoyusake NOKaisa Bb3MOKHA BPH3KA MEXKAY
paxa Ha yeruure (CKK) n ekcrioanipsTa Ha XMAPOXIOPOTHASHA: 33 633 Cllyua Ha pak Ha yCTHHTE €
noabpaxa norynauus or 63 067 nomxonamy KOHTPONH, KATO C€ H3M03Ba CTPATErHA 34 B3CMaHe Ha
npoOn, onpeaenesa ot pucka. JleMOHCTpHpaHa € BpB3Ka KyMYJIaTHBHA J03a-0Tropop ¢ kopurupad OR
2,1 (95% CI: 1,7-2,6), napacteai go OR 3,9 (3,0- 4,9) 3a sucoxa ynotpe6a (~25 000 mg) u OR 7,7
(5,7-10,5) 3a nait-ercokata KyMynaTiBHa 1032 (~100 000 mg) (k. chio Touka 4.4).

TeavaTpryna nogyngm A
Epponeiickara areHusd no JieKapcTeaTa ocBoboKaBa OT 3a,11'bmkeﬂne'ro 3a MPEAOCTABAHE HA

PE3YNITATUTE OT NPOYYBAHHATA ¢ pePePEHTHHA NIEKAPCTBEH MPOAYKT, ChIBPIHKALL
AMJIOHITHE/ BaJICapTaH/XMAPOXJIOPOTHA3K, BbB BCHIKH NOJrPYTH Ha NEAHATPH4HATA TIOMy/ays py
€CEeHIHATHA XMNIepTOHK (BK. ToUKa 4.2 38 HH(OpMalHa OTHOCHO YTIoTpeda B TIeAMATPHATA ).

[pyru: aBoiino Gnokipane Ha peHWH aHTHOTEH3HH ~alnfocTepoHosara cucrema (PAAC)

JBe ronemu pasnoMusupans KoRTpoanpanu nmpoyusanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texymo rno6anido uanuTeaue 3a
KpaHHM TOUKH Ha TEJIMUCAPTAH, CAMOCTOSTENHO M B KoMOHHaLua ¢ pamunpi) 4 VA NEPHRON-D
(KotupsnyHO DpoyuBaHe CBEP3aHO C pasBHTHE Ha HedponaTud npn Aualer, IpoBEAEHO oT
MHUHKCTEPCTRO NO RBNPOCHTE HA BETEPAHUTE) — IPOYYRAT YNIoTpeOaTa Ha koMGuHanuaTa ot ACE
rHXMOHTOp N APB. ‘

ONTARGET e npoysBaHe, NpoBeAEHO TIPH NMALMEHTH ¢ AHAMHE3A 3a ChPACYHO-CHIOBA WIH
MO3B4HOCHA0BA 0OAECT, I 3axapeH AWabeT THN 2, IPHAPYKEHH ¢ JAHHH 34 YBPEKIaHe Ha
edextopun opragd. VA NEPHRON-D e npoytmaﬂe NPy TaUMEHTH CBC 3aXaper AHaber THI 2 H
JyabeTHa HepOnaTHA.

Tesu npoyusanus He NOKA3BAT 3HAYHM BNAroNpHATEH eeKT BBpXY GrOpeurNTe WHAHN ChPAEUHO-
CBIOBHTE NOCTIEAULH H CMBPTHOCT, KATO ChIlEBPEMEHHO ca HabIIONaBaHH NIOBHILEH PHUCK OT
XHIIepKATHEMH, OCTPO YBpexkhaHe Ha OpOpeunTe H/ILTH XMIOTOHKS B CPaBHEHHE C MOHOTEpATIMATA.
Karto ce nMaT npeaBUa cXoqHUTe HM GapMakoMHAMHYHH CBOHCTBA, TE3H PE3y/iTATH Ca NPUIIOKHMH
u 3a 1ipyri ACE unxuturops u APB. *
ACE nuxuburopu n APB cnesosatenno He TpabBa aa ce M3NOM3BAT €IBOBPEMEHHEO NPH TALHEHTH C
nnaberHa nedponarus (Bx. Touka 4.4). :

ALTITUDE (ICTHHUYHO TIpOyYBaHe IPOBeISHO ¢ alIHCKIpeH NPy NMALHEHTH ChC 3axapeH nuaber

. TUM 2 ¢ H3MOJI3BaHE HA CHPAEYHO-CHA0BH H GBOpeyHy 3a60naBaHuA KaTO KpaiHA TOYKH) e

. IpOyvBaHe, NPE/IHASHAYCHO 12 M3CNENBA TON3ATA OT R0GABIHETO HA ANMCKUPEH KbM CTAHIApTHA
Tepanus ¢ ACE mHxubutop win APB npu nanyeHTH che 3axapeH maber Tan 2 1 XPOHWYHO
6B6peuno 3abongBane, ChpACUHO-CHI0BO 3a00sABaHe WM U fBeTe. [IpOyyBaHETO € MpeKpaTeHo
NpexeBpeMEeHHO Mopaay MOBUIIEH PUCK OT HeGnaronpusTHX nocreauim. Kakro cepaeuso-craosaTa
CMBPT, TaKa i HECYITET Ca NO-YECTH B IPYIIATA HA ANMCKHPEH, OTKONKOTO B Ipynara Ha iiaueGo, a
NpeCTaBIABAlINTE HHTEPEC HEXKeNIaHH CHOHTHA U CEPHO3HH HEeMXKeNnaHu ChOUTHA (XUHepKaNeMus,
XHIOTOHHA B O1L0petHa pchyHKIMA) ce cHo0IaBaT NO-4eCTO B IpyraTa Ha aluckHpes, OTKOMIKOTO B
rpynara Ha ruiane6o.

5.2 @apMakoKHHETHYHH CBOHCTBA

JInueiiHoct
AMnommuH BajyicapTaH H xwlpoxnopma:m,u vMar J'IHHBHH& q:aapmalcomne'rmca

Amroounun/eancapmar/xudpoxaopomuazud :

Cnen nepopanHo npuioskense Ha Bantenzam Komn npn 3ApaBH BB3PacTHH A0GPOB
Ia3MeHH KOHUCHTPALH Ha aMIOJVUIIMH, BAICAPTAH M XHAPOXJIOPOTHAZH], CE A0C
6-8 uaca, 3 yaca v 2 9aca. CxopocTTa U cTeneHTa Ha a600p6umn‘a Ha aMJIOJMIHH, B
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AMIIOHIHH

Abcopbyusa

Cnexn nepopaiHo caMOCTOATEHO nppmoxcenue HA TEPANESETHYHA J032 AMIOJUNHH, MAKCHMATHA
nnasMeHa KOHLEHTPalHs ce JocTHTa 3a 6-12 yaca. AGcomoTHaTa GHOHATUIHOCT € MeXKTy 64% K
80% BroHaMYHOCTTA HA aMJIOJZ[HﬂIdH HE C€ MOBIHABY OT NPHEMA HA XPaHA.

Pasnpedenenue -
ObembT Ha pasnpencnenHe € npubnu3yTesNHO 21 Vkg. In vitro NpoyuBaHKis ¢ AMIOIHIHH OKA3BAT, e

npubiusHTento 97,5% OT UHpKYIMPAlIOTO EKAPCTRO €& CBBP3BA C IWIA3MEHHTE TIPOTEHHH.

Buompancgopmayun _
Amitopunue ce Metaboamaupa excTeH3nBHO (MpubnusurenHo 90%) B uepHua ApoS 10 HEAKTHBHH
. MetabonuT.,

Enuwmunupane

EnuMHHHMpaHeTO Ha aMIOAMITHY OT I1a3Mara e GH(PazHO ¢ TepMUHANEH NONYXKHBOT Ha e/THMUHHPAHE
npubnmzurento 30 1o 50 yaca. CTAUMOHADHH IUIA3MEHH KOHUEHTPAUHH CE ROCTHFAT Cliell
NPOIBLKHTENEH TipremM 3a 7-8 auu: 10% oT opurMHAIHKS aMaoauneH 1 60% OT HeroBuTe
MeTaboJMTH ce EKCKPETHPAT Ypes YpMHaTa.

Bancapran

Abcopbuun

Crien mepopanHo caMOCTOATETHO NPWIOKEHWE HA BANICAPTAH MAKCHMAITHH MNA3MEHH KOHILICTPALIMH Ce
nocrurar ua 2-4 yaca. Cpeanara abcomoTra Gnonanugnoct ¢ 23%. Xpadara HaManiBa eKCno3HUMATa
(onpenenena upes AUC) na pancapran ¢ okoo 40% u MakCHMATHATA IIa3MeHa KOHLECHTPauus
{Cumax) ¢ OKON0 50%, BBNPEKH TOBA OKONO 8§ Yaca cneq preMa [UIa3MEHHTE KOHLEHTPAIMH Ha
BaJcapTaH ¢a nOAOOHM B rpyNHTe NPHEMATH IEKAPCTBOTO CAEN HaXpaHBaHe M Ha rnafiHo. Tazn
penykuns Ha AUC, ofave He ce ChITBTCTRE OT KIHHHYHO 3HAYMMA PeNYKIHS HA TepaneBTHIHUA
e)eKT M IO Ta3U NPUYMHA PANICAPTAH MOKE A2 CE IIPHEMa Ha TNATHO HIN CileJ HAXPAHBAHE.

Pasnpedenenue

CranuoHapHuAT o6eM Ha pasnpeneneﬂue Ha BAJICAPTAH CeJ HHTPABEHO3HO NPHICKEHHNE € OKOTIO
17 auTpa, KOETO MOKA3BA, Ye BANICAPTAH HE C€ pasnpeniensd eKCTeHSHBHO B ThKaHHTe. BancapraH ce
CBHP3B3 BEB BUCOKA CTENEH CHC CEPYMHUTE NMPOTeHHH (94-97%), OCHOBHO Che CEPYMHES aGyMHEH.

buompancdopmayun

Bancapran ne ce Mmerafonusupa BLE BUCOKA crenes, Tbﬁ KaTo ¢amo okoto 20% ot xosara ce
ycTaHoBSBa 11on PopmaTa Ha MeTaGonuTH. B nnasmara e yeTaHOBEH XUAPOKCH METAGOMMT B HUCKH
KOHUEHTpaunu (no- mauko ot 10% or AUC na Bancapran). Tozn Metabonut ¢ GapMaxosorniHo
HEaKTHBEH. :

Erumunupane _

BasicapTaH noKassa MyJITHEKCIIOHEHLIAANHE KMHETHKA Ha pasnaf (tg <1 wac ¥ typ OKoN0 9 yaca).
Bancaprah ce exmMuHupa ocHOBHO upe3 deneca (okono 83% ot mo3ara) u ypuwmara (okono 13% ot
J103aTa) OCHOBHO KaTO HEMPOMEHEHO cheauHeHHe. Clie]] HHTPABEHO3HO MPMIIOKEHHE MTA3MEHHAT
KIHPBHC Ha paicapran e npubmasprenno 2 Vh, a 6u6peunnar knupehc e 0,62 Vh (oxono 30% or
001Hs KIHpBHC). [TomyKHBOTET Ha BacapTan e 6 vaca.

XuapoxaopoThaiuy ==
Abcopbyun
A6cop6uusTa Ha XHAPOXTOPOTHAIH ClIEA MepOpaneH NpHeM e 65p3a (T mx OKONo
Yeenyuasanero Ha cpentara AUC e nUHEHHO U € TpONOpUHOHATHO HA A03aTa B
JHANA30H.
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E¢hexrnT Ha Xpanara BEpXy aGeopGLMATa Ha XMIPOXIOPOTHA3HI, AKO HMA TAKEB, HMA MAJIKA
KJIMHHYHA 3HaYHMOCT, AGCOMOTHATA CHOHATHHOCT Ha XHIPOXIOPOTHAZNN CIIEHA IEPOPATHO
npunoxeHee e 70%. "

Pasnpedenenue : ‘ .
pusunemsT obem Ha pasnpenenenve ¢ 4-8 kg, LppKyMpaIUsT XHIPOXIOPOTHASH € CBBP3IAH ChC
cepymunTe nporerun (40-70%), npenaMHO Cbe cepyMHuA anOyMuH, XMAPOXIOPOTHA3MA CHIIO TaKa
KyMYyNHpa B epPHTPOLIMTHTE MPpUOIM3HTENHO 3 MHTH NOBEYEe, OTKONKOTO B IIA3MATA,

Buompancopmayun

XuapoxnopoTHa3HI CE SMHMHHHPA MPEAHMHO KAaTO HEMPOMEHEHO BeLIECTBO.

Enusmunupane _

XHUAPOXNOPOTHA3ZH]L Ce eTHMHHUPA OT [L1a3MaTa ¢ BpeMe Ha HOAYKHBOT cpenHo 6 1o 15 4aca B
Kpaifiara ¢asa Ha enaMpHHpade. HAMa IpoMata B KMHETHKATA Ha XHIPOXTOPOTHA3KI HpH
MHOTOKPATHO NPHIAraHe, 2 KyMyJHPAHETO € MHHUMAIIHO NPH NPHIOKEHUE BeJHEXK AHeBHO. Hax
95% ot afcopGHpasiaTa [lo3a ce eKCKPETHPA KaTO HEIPOMEHEHO BEIECTBO B ypUHATA. BrOpeunuart
KITMPBHC €€ CBCTOH OT MacMBHA (GHITPauKd U aKTUBHA ceKpeuus B Gs0pedHuTe TyGYam.

Crneunaansy nomyaaiuyu
Ieguampuuny nauyuenmu (ua evspacm nod 18 sodunu)

Hama dapMakOKHHETHIHN NAHHM NIPH NeIHATPHUHATE MO ALK,

layuenmu ¢ cimapuecka eb3pacm (na 63 u noeeve 200unU) .

Bpemero 3a gocTHrane Ha MakcUMailHa IUTA3MEHA KOHLSHTPaLA Ha aMJIOHIHH € CXOAHO NPH MIagH
NaUHeHTH U NPy NAIHSHTH B CTAPYECcKa Bb3pact. [IpH nalHeHTHTE B cTapyecka BE3pacT MMa
TeHJIeHIMA KNHPEHCHT Ha AMIOANITMH Ja HAMANsBa, KOeTO BOAY [0 IOKAYBAHE HA [UIOWTA [HOX
xpusata (AUC) v enMMBHALMOHHMA NTONYXKHMBOT. CpeninaTa CHCTeMHa AUC 3a Bancapras € ro-
BHCOKA CbC 70% NpH NaUHeHTH B CTAPUECKA BH3PACT B CPRBHEHME ¢ NO-MJIAJIM NALHEHTH, IOPAIH
TasH NPUYHHA € HeoOXOAUMO BHHMAHKE NPH NOBHIIABAHE HA JJ03aTa.

CucTeMEaTa eKCTIO3ULNA HA sajcaptTan € NeK0 [MOBUIHCHA NIpH NalHEHTHTE B CTAPYCCKA BH3PAcT B
CPABHCHHE ¢ MIIAAMTE NAIMEHTH, HO TORA HAMA KITHHUYHO 3HAYCHEHE.

OrpaHAyeH! JaHHY MPEAMIONATaT, 46 CHCTEMHUAT KHPBHC Ha XHAPOXIOPOTHA3H € HAMAICH KAKTO
NPH 30pasH NALMEHTH B CTAPIECKA Bh3PACT, TAKA B NPH Te3H C XUNEPTOHHA, B CPABHEHHE ¢ MIIA/H
3apasH 206posony.

Thi KATO TPHTE BEIIECTBA CE MIOHACAT eHAKBO N0GPe KAKTO OT M0-MIAAHTE ARHEHTH, Taka H OT
NaliHEHTHTe B CTAPYECKa BB3PACT e Npenophysa HOpManHa cxeMa Ha npunarase (Bix. Touka 4.2).

Bvbpeuno yepexcdane

DapMaKoKHHETHKAT2 HA AMIIOJIMNIME HE Ce MOBNHARA 3HAYHMO TPy HapyleHue Ha GbGpedHara
dysxuus. Kaxro ce ouaksa 3a BeiecTso, YHHTO 656peueH KIHPHHE € camo okono 30% ot obwmus
I1a3MeH KIHpPEHE, He ce Halntonasa kopemauus Mexay OpipedHara GyHKUHA W CHCTEMHATA
E€KCIIOBHLHA KBM BaJICAPTAH.

Tlopany Ta3u NPUYMHA NALMENTHTE C JIEKO A0 YMEPEHO GEEPEUHO YBPEKTaHe MOTaT A8 IPHEMAT
obyvaiinaTa RauaTHa 1032 (B, Touka 4.2 w 4.4).

Ipu nanvune Ha OEOPEUHO YBPEKIAHE CPEAHHTE MAKCHMANIHH ILTA3MEHH KOKIE,
XHAPOXJIOPOTHA3UA €2 NOBAIDEHH, 2 CKOPOCTTA HA EKCKPELs B YPUHATA € HaM
C NIEKO 10 yMepeHno Gu0peuno yBpexaane ce HaOMOAABA TPHKPATHO IOBHIIE
" Xuapoxnoporuasuj. [1pu nammeHTHTE ¢ TexKO GEOpEeUHO yBpexkIake -ce Habt
nosumente Ha AUC, Banrenzam KoMn e npoTHROnokasan nNpu NALMEHTH C TE
YBpEXAaHe, aHypHS WIK Ha Juanmsza (K. Touxa 4.3).
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Heprodpobing vepexcoane .

Hanwami ca MHOTO OrpaHHYeHH AAHHM 32 MIPHIMOKSHHETO Ha aMJIOHITHH NPH NalHeHTH ¢
uepHOapoBHO yBpexane. [NauueHTHTE ¢ YepHOAPOGHO YRpeKHaHEe HMAT HAMANEH KITHPHHC Ha
aMITOJUITHH, KOATO BogH Jo nokausane Ha AUC c npubnusurento 40-60%. [lpu nawpenty ¢ nexo a0
YMEPEHO XPOHHYHO 4epHONPoOHO 3a00naBaHe eKCMO3HIMATA KbM BaJlcapTaH (onpeaenena dpes
croiiHocTiTe Ha AUC) cpefiHo € fiBa ITHTH MO-BHCOKA OT YCTAHOBEHATA NPU 3APaBH A06pOBOLId
(TpynHpaHH [0 BE3pacT, noa # Terno). [lopany sancapranopara kommoHenTa Banrensam Komn e
DPOTHEBONOKA3aH MPH TNALMEHTHTE ¢ YepHOApoGHO yBpekaaHe (8. Toukd 4.2 u 4. 3)

5.3 [Ilpeaxnana9nu RaBHA 33 GezonacHOCT

Amnonvnyn/eas XUIPOXJIOPOTHAS

B peauila npeAIHHAYHE NPOYYBAHHA 34 6e30nacnocT ¢ AMJIORHIHH, BATICAPTAH, XUPOXIOPOTHAIK,
BATICAPTAH/XMIPOXJIOPOTHAIK, AMIOAHNIHE/BANCAPTaH K aMIOMINH/BASICAPTAH/ XHIIPOXIOPOTHAZYMA
(Banarensam Komm), nposefieHy npy pasNuyHy JKHROTHHCKH BHIOBE, JTHIICBAT JOKa3aTENCTEA 32
CHCTEMHA MJIH TAPTeTHA OPraHHA TOKCHUHOCT, KOMTO /14 OKZKAT HETATHBHO BITUAHHE BHPXY
KnYHH4HATE yriotpeba Ha Banrenzam Komn npu xopa.

IpeaxnuHn4HE Npoy4YRaHHA 3a GE30NMACHOCT ¢ NPOXBIDKUTENHOCT A0 13 ceaMHIM ca NpoBeeHH ¢
aMIOAUITHH/BATCAPTAH/XHAPOXJIOPOTHAZMU IpH TUTEX0Be, KOMOHHAIMATA BOTH 10 OYAKBAHO
NOHKHKEHHE HA NOKAIaTENHTE HA YepBeHaTa KPhBHA pelHUa (EpHTPOLHTH, XeMOrI00HH, XeMaTOKpUT
H PETHKYOUUTH), IOBHIIARAHE HA CEPYMHATA ypes, MOBHIDABAHE HA CEPYMHBA KPEaTHHHH,
MIOBHIABaHE Ha CEPYMHHA KAMHH, JOKCTarnoMepyapHa Xunepruiasus B 6s0peka u gokanHy eposuu B
AIIEIMCTHA CTOMAX MPH [UTHXOBE. BOHYKH Te3H NPOMEHH ca obpaTnmu criel 4-ceIMHUYeH
BB3CTAHOBHTEJICH IIEPHOJ ¥ Ce CMATA, Y€ Ca BC/IeICTBUE 3aciHIBaHe Ha (apMakoaorHaHHTe edeKTH.

KomOuHausaTa aMaoauIHy/BRACAPTAH/XHAPOXIOPOTHA3HL HE € H3CIEABAHA 38 TeHOTOKCHYHOCT M
KaHIIEPOTEHHOCT, Thiif KATO IHIICBAT AOKA3ATE/ICTRA 38 HAKAKBO B3aHMOICHCTRHE MEKIY OTIAEIHITE
BEINECTBA, KOUTO ¢4 OTNABHA Ha Nasapa. AMJIOAHITHH, BaSiCapTaH H XMIPOXIOPOTHAZH/L Ca H3CACABAHH
TOOTAENHO. 33 TEHOTOKCHYHOCT H KAHUEPOTeHHOCT ¢ HeraTHBHU Pe3ynTaTH.

AMIQANNVH

Penpodyimuara moxcuMnocm

PenpoxyxtnBau npoy§BaHAS MpH IUTHXOBE H MHIIKH NIOKA3RAT 3aKBCHIBAHE HA JATATA Ha paxKaaHe,
YIABJUKeHa IPOABIDKATENIHOCT Ha PAKIAHETO H HAMANIEHA JKH3HECTIOCOGHOCT Ha MANKHTE TIPH JIO3H
npubau3nTenHo 50 METH NO-BHCOKH OT MAKCHMATHHTE PENOPHYHTETHHA J03H IPH XOPa, H3GHCICHH
ua Gasa mg/kg.

Hapyuenua eve gepmunumema

Hsma edext Bopxy Qeprinirera Ha IUTbXO0RE, TPETHPAHH C AMIOIUIHH (MBXKH ~ 64 THU M HKEHCKH ~
14 nuu npenn wudgroceane) B no3u a0 10 mg/kg/aen (8 mpTa* MakcHManHaTa NPENOPHEUMTENHA NO3A
3a xopa ot 10 mg, u3uMcnena Ha 6aza mg/m?). B Apyro npoy4BaHe NpH ILTXOBE, IPH KOETO MBKKH
I/IBXOBE Ca TPETHPaHY ¢ AMIONWNHHOB Geattat 30 AHK, ¢ 1033 CPaBHKMA C 034Ta IIPH XOPpa,
HausicneHa Ha 6aza mg/kg, ca ycTaHOBEH! NOHIKEHH IUIA3MEHH HHEA Ha QONMKYIIOCTUMYIHpau]
XOPMOH H TECTOCTOPOH, KAKTO H NMOHIMKARAHE HA [UIETHOCTTA Ha CliepMaTta i Ha 6poa Ha 3peJIMTE
CIIEpMaTHAH W CEPTONMERH KITETKH.

Kanyepozenesa, mymazenesag
Hsma nannu 3a KaHIEPOTEHHOCT NIPH TUTHXOBE ¥ MALUKH, TPETUPAHH IBE TOAMHM C amw

- Haii- pucokara fo3a (npu MHIUKH - 6IH3Ka [0, & PH ILTHXOBE — ABA METH* NO-B)
MAKCHMAa/THATA IPENOPHYUTEIHA KIMHUYHA 103a oT 10 mg, mduciaeHa 3a mg/n
MaxXCHMalHO AONYCTHMATA 033 33 MUIIKH, HO HE H 2a IUTLXORE.

ITpoyuBanus 3a MyTareHHOCT HE MTOKA3BAT IEKAPCTBEHO-00yC/TOBEHU ecbex'm TGP FOTER] FIuTO Mn /7
XPOMO3OMHO H¥BO.,
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* y3dpc/ieHa 38 BaUMeHTH ¢ Terno 50 kg

Banca :

HexTmHniAHTe NaBHH He NOXa3BaT 0cobeH pHcK 3a xopa Ha 6azaTa HA KOHBEHLHOHAIHHTE
- hapMakonoruyHH NpoyuBang 32 Ge30MACHOCT, TOKCHYHOCT IPY MHOTOKPATHO PHUNarase,
T€HOTOKCHYHOCT, KAHUEPOreHEH MOTEHIMAN, PENPONYKTHBHA TOKCHYHOCT H TOKCHYHOCT 38
Pa3BHTHETO. '

Tpy mnexoBe TOKCHYHHM 034 3a Malikara (600 mg/kg/ner) no BpeMe Ha MOCASIHUTE THA OT
OpeMEHHOCTTA M MEPHOA Ha NAKTallkA Ca JOBEJIH JO MO-HKUCKA CTETICH Ha TIPEXXMUBAEMOCT, No-cnato
HaliJlapane Ha Ter’io 1 3abaseno paiswtve (OTAENAHE HA YLUHATA MUAA ¥ OTBApAHE HA CITYXOBHS
KaHaJT) Ha NOKOJIeHHETO (BK. Touka 4.6). Te3n go3u nph wisxose (600 mg/kg/nes) npeacrasnssar
npubmisyTenHo 18 I5TH MaKCHMANIHATA IPENOPHUNTE/IHA 4038 [Py Xopa Ha Gasara Ha mg/m?
(M3umCieHnATa Ce OTHACAT 3a mepopansa fosa 320 mg/aex 1 nanent ¢ terno 60 kg).

IIpH HeRMMHMYHK NPOYUBaHKY 32 Ge30NacHOCT BHCOKK J03¢ BascapTaH (200 ao 600 mg/kg renecHo
TeTI0) MPCAM3BHKBAT IPH ILXOBE HAMANSBAHE HA NIapaMETPHUTE HA YEPBEHUTE KPHBHK KIETKH
(epHTpOLMTH, XeMOTTIOOHH, XEMATOKPHT) K IPMYMHABAT IPOMEHH B 650peaHaTa XeMOAHHAMMKA
(mexo ROBMIDABAKE HA ypeATa B KpbBTa, G10petHa TyOynna xuneprnazus u 6azofunus npu
musiacire). Tean nosu npy nsxose (200 no 600 mg/kg/neH) npeacTarisBaT ﬂpHGJIHBHTCJIHO 6u

18 meTM MaKCHEMANHATA NIPEMOPBYUTEIIHE 1034 IpH Xopa Ha 6asaTa Ha mg/m? (M3dMCIenusTa ce
OTHACAT 3a NIePOpanHa 1032 320 mg/nen ¥ natmeHT ¢ Terno 60 kg).

TIpn MapMO3eTKH B CpaBHUMH NO3H NPOMEHMTe ca 1ofo6HU, HO TIO-TeXKH, 0co0eHo B GubpeunTe,
KBJIETO NPOMEHUTE CE PA3BHBAT A0 HedponaTus, BINOYBALIA HOBHILEHHE Ha YPeATa ¥ KPEeaTHHIHA B
KPHBTA.

HaGmonasa ce Cbl0 XHNepTpodus Ha 60 peTHHTE IOKCTArIOMEPYIHM KIIETKH M IPH ABaTa BUA.
Cuura ce, ye BCHUKH IIPOMEHH Ce ABDKAT Ha HapMakonoriuHoTO AeficTBUE HA BaICApPTaH, KOETO
BOZIM 0 NPONBLILKUTENHA XMUNIOTOHHA 0COGEHO TPH MapMo3eTHTe. Marnexna, ue TepanesTHYHATA 4034
Ha BaICapTaH fiPH XOpa He & CBbP3aHa ¢ Xuneprpodua Ha 60peunmTe FOKCTATIOMEPYITHH KIETKH.

6. PAPMANEBTUMHM JAHHA
6.1 Cquc-bx H3 EOMOIMEHETE BeIIeCTRA

Banmenzam Kovin 5 mg/160 mg/12.5 mg churmupanu mabnemxu
Hdpo ng mabremxama :
MHEKpOKPHCTANHA UETyI03a

YacTUYHO 38MECTEHA XHAPOKCHIPONMILIENYI03a

Konongen, 6e3p0/iel cCHIMITHEB AMOKCH

" Margezuer cTeapar

Tank '

Hoxpumue xa mabaemrama

Tonueuamnoe aaxoxon (E1203)

Turanos puoxenn (E171)

Tank (E553b)

Makporon 4000 (E1521)

CenonuMep Ha METAXPUIIOB2 KHCEIRHa W e’l'HJlaKpHJ'IaT (1:1)
Hatpuer GuxapGonar (ES00(ii))

Banmenzam Komn 10 mg/320 mg/25 -mg durmupanu ma611em:cu
Adpo na mabremxama
MuUKpoxpHCTATHA LEIYA03a

26

SE/M/1761/01-06/0/008



- l'f.-' T

YacTHYHO 3aMECTeHA XHIPOKCHIIPOIIIHETYO3a
Konougen, 6e380MicH CHITHIIHEE nnoxcu,u
Marnaesues creapar

Tamc -

Hoxpumue na mabrenxama
Tonusuumunos ankoxon (E1203)

Tanx (E553b)

Kbt xenesen oxkenn (E172)
Maxporon 4000 (E1521) .
TuTtanor AuokeHa (El‘fl)
CrronHMep Ha METAKPHIOBa KHCeNHHA M eTunakpwar (1:1)
Harpuer Guxapbonar (ES00(ii))
YepreH keneden okchd (E172)
6.2 HecnLBMecTHMOCTH
Henpunoxumo

6.3 Cpokna r‘o;mbcr |

2 rof{uHY

6.4 Cuoennaisu ycIOBAN Ha ChXpanenue

Bowicrep: Ja ce chxpanssa noa 30°C. /la ce cohxpansiBa B OPHTHHATHATA ONAKOBKA, 38 4 C& IIPeNasH
OT BJATa W CBETNHAA.

HDPE 6yrunka: Jla ce chxpaHABa B OPHIHHAIIHATA ONAKOBKA, 33 A4 ce Mpeina3H OT BIATA.

6.5 Bann cuABpPKAHBE HA OTAKOBKATA

PVC/PVDC/Al 6nucTepn
Bupoge onakoexy: 14, 28, 30, 56, 90 u 98 dunMupany TaGnetku

HDPE 6yraxu ¢ PP kanauxa
Bupore onaxosku: 100 duwmmupaun tabnerku

He BcHYKM BBI0BE ONAKOBKK MOTAT Aa Gb/1aT IyCHATH Ha Nasapa.
6.6 CoennanHn npeIna3HH MePKY ODpu MIXBLP./IAKE K padoTa -

Hsama cnensansm H3HCKBaHMs.

7. TPUTEXATEJ HA PASPERIEHHETO 3A YIHOTPEEBA

TevaB.V.
Swensweg 5

2031 GA Haarlem
Hugepnadaus

8. HOMEP(A) HA PASPENIEHAETO 3A YIIOTPEBA

Bagremam Komn 5 mg/160 mg/12.5 mg purmupasy mﬁne'ncn
Per. Ne 20200136
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Banreuzam Komn 10 mg/320 mg/25 mg dramupany tabnetky
Per. Ne 20200137 -

9. JATA HA bPBO PASPEIIABAHEMOAHOBABAHE HA PASPEIIEHHETO 3A
YOOTPEBA ]

Jara Ha BpBo pazpemasane: 18 aerycr 2020 r,

10. JATA HA AKTYAJHM3HPAHE HA TEKCTA

07/06/2022

28
SEMMT61/01-051A/008




