KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA ) A
& \._'I /6(_) %/?/ /:Jf—-

1. HMME HA JIEKAPCTBEHHS NPOAYKT CEF/5-7 30 -0k 075

Banrenszam 5 mg/160 mg dunmupanu tabnerku
Valtensam 5 mg/160 mg film-coated tablets

Banrenszam 10 mg/160 mg ¢punmupanm tabnetku
Valtensam 10 mg/160 mg film-coated tablets

2 KAYECTBEH U KOJIMYECTBEH CbCTAB

Bantensam 5 mg/160 mg - Bcsika punmupana tabietka chabpika 5 mg aMJIOAUNUH (amlodipine), kato
ams10IMnuHOB Oe3unar (amlodipine besylate) v 160 mg Bancapran (valsartan).

Bantenszam 10 mg/160 mg - Bcska unmupana tabnerka chabpxa 10 mg aMJIOJAMNHUH (amlodipine),
KaTo am10aAMnUHOB Oe3unar (amlodipine besylate) v 160 mg BasicaptaH (valsartan).
3a IMbJIHUSA CITMCHK HA MOMOLLHHTE BELIECTBA BHIKTE TOUKA 6. 1.

3. JIEKAPCTBEHA ®OPMA
duimupana Tabnerka

5 mg/160 mg
Kbiith, ¢ pasmepu 13,5 X 7 mm, npoasroBaT, ABOHHOM3IbKHAIM, DUIMHPAHH TaGNETKH, ¢ HATIHC

"2" ot enHara ctpana u "LD" ot apyrara ctpana.
10 mg/160 mg

benu, ¢ pazmepu 13,5 X 7 mm, npoabaroBaty, ABOHHOM3IMBKHAIIH. ¢unamupanm Tabnetku, ¢ HaanUc
"3" ot ennara ctpana u "LD" ot apyrara crpana.

4. KJIMHHYHH JIAHHH
4.1 TepaneBTHYHH NOKA3ZAHHA
JleueHHe Ha eceHUHaTHA XUTNIEPTOHUS.

BasnTensam e nokasaH npu Bb3pacTHH, YHETO apPTEPHAITHO HAJIATAHE HE Ce KOHTPOJIMpA aeKBaTHO TpH
MOHOTEpanMs ¢ aMJIOJMITUH WJIK BaJICapTaH.

4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE

J1lo3upoBKa
[Ipenopbunrennara n1o3upoBka Ha Banrensam e eana Tabinerka aHEBHO.

Banrensam 5 mg/160 mg mMoske na ce npunara npu nauMeHTH, YHETO apTEePHAJIHO HAJIATAHE HE Ce
KOHTPOJIMpa a/IeKBaTHO NPH MOHOTEpanus ¢ 5 mg amJoA4nuH uam 160 mg Bancapran. —

Banrenszam 10 mg/160 mg moxe z1a ce npuiara npu NalMeHTH, YHETO apTePUAITHO H
KOHTpOJIHpa aZieKBaTHO NpH MOHOTepanus ¢ 10 mg amnoaunuu unu 160 mg Bancapr
BanTenszam 5 mg/160 mg.

Banrenszam moxe Aa CC IIpHEMa HE3aBUCHMO OT NMpUeEMa Ha XpaHa.
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[pean npemnHaBane KbM KOMOHHaLMATA ¢ PHUKCHPaHa 103a Ce NPENOPbYBa HHAUBHAYATHO
THTpHpaHE Ha 103aTa C OTAE/NHATE KOMNOHEHTH (T.€. aMNnOAMNUH M BancapTan). Korato e noaxonswo
OT KIIMHHYHA IM¢Ha TOYKA, MOXKe 1a C€ pa3riie[a JMPEKTHO NPEMHUHABAHE OT MOHOTEPANHKA KbM

KoMOMHaLMATA ¢ PUKCHpAHK N03N.

3a yno0bcTBO, NALMEHTH, KOUTO NMPHEMAT BAJICAPTAH H AMJIOAMIHH KATO OTAEHH TabneTku/Kancyny
MOraT [la TPEMHHAT Ha JieueHHe ¢ BanTeH3aMm, KOHTO ChABPXKA CHIIMTE NO3W HA OTACTHHTE
KOMITOHEHTH.

bvbpeuno yspesxcoane
Hsma HaTHYHH KIHHHYHK NaHHH TIPH NALMEHTH ¢ TexXKo 6u6peuHo yepexnane. He ce usnckea

afanTHPaHE Ha 103aTa NPH NMALHEHTH ¢ NIEKO I0 yMepeHo 616peuno yepexnaane. [pu ymepeHo
H3pa3eHo OBOpeUHO yBpekaaHe ce NMpenopb4Ba NPOCAEASBaHE HA HMBATA HA KAJIMA M KPEaTHHHHA.

Yeproopobno yepexcoane

Banrensam e mpoTHBONOKa3aH Npy NalMeHTH ¢ TEXKO YEPHOAPOOHO yBpexKaaHe (BkK. To4Ka 4.3).
HeobxoanMo e nosnieHo BHUMaHHe NPy NPUIAraHeTo Ha BanTeH3aM Ha maumeHTy ¢ YyeproApoOHO
yBpeXAaHe WK O0CTPYKTHBHH 3a00n1aBaHHA HA HJUTBYHHTE ITHTHLLA (Bx. Touka 4.4). Ilpu naupenTy ¢
JIEKO 10 yMEPEHO YepHOAPOOHO yBpexaaHe €3 XonecTasa, MAKCHMANHATA MPENOPbLYHTENHA 1034 &
80 mg Basncapran. He ca yTOYHEHH NPENOPBKUTE OTHOCHO A03aTa Ha AMIOAHIIHH NPH NALMEHTH C
JICKO 10 YMEPEHO YEPHOAPOOHO yBpexaaHe. [Ipu npeMHHaBaHe HAa NOAXOAALNM MALMEHTH C
XHIICPTOHUA (BXK. To4Ka 4.1) U YepHONPoGHO yBpexaaHe KbM JIEUEHHE ¢ aMJIONHITHH Wik BanTtensawm,
Tpa0Ba Aa Ce H3M0/I3Ba Hal-HHCKAaTa HATMYHA 1032 33 MOHOTEPAIHNA ¢ AMJIOJMITHH WIH CHOTBETHO

KaToO 4acT OT KOMOMHALMA.

Cmapuecka ev3pacm (na 65 unu noeeve 200unu)

ITpn nauneHTHTE B CTapUecKa BB3PACT € HEOGXOAMMO MOBHIIEHO BHHMaHHe NPH NOBHILABAHE HA
ao3ata. Ilpy npeMHHaBaHe Ha MOAXOAALIM NALMEHTH B CTAPYECKa BB3PACT C XHMEPTOHMS (BXK. TOUKA
4.1) keM NeyeHne ¢ amnoaunKH WK Barrensam, 1pa6ea na ce M3anon3sa Haii-HUCKAaTa HATHYHA 1034
38 MOHOTEpanua ¢ aMJIOAHMNKWH WIH ChOTBETHO KaTO YacT OT KOMOMHALMS.

ITeouampuvuna nonyrayus
besonacnocTTa M epHkacHOCTTa Ha Bantensam npu neua Ha Bp3pact noa 18 roauny He ca
YCTAHOBEHH. JIUNCBAT JaHHM.

HayuH Ha npunoxetrue

IepopanHo npunoxxeHue
[Ipenopnusa ce BanTeHsam ga ce npueMa ¢ MaJIKO KOJIMYECTBO BOAA.

4.3 IlpornBonokazaHus

. CBpPBXYYBCTBUTENHOCT KbM AKTHBHHTE BELLECTBA, KbM JMXHAPOITHPHAHHOBH NPOK3BOJHH WIH
KbM HAKO€ OT NOMOMHHTE BeLUeCTBa, H30poeHH B TO4Ka 6.1.
° Texko yepHoApoOHO yBpexxnaHe, GunuapHa UMpo3a WJTH XOJecTasa.

EnxoBpemenHaTa ynotpe6a Ha BalncapTaH ¢ aTHCKHPEH-CHABPXKAILH MPORYKTH €
MPOTHBOMOKA3aHa MNpPH NALMEHTH CbC 3axapeH auaber wnn 6u6peuno yspexaane
(GFR <60 ml/min/1,73 m?) (Bx. Toukn 4.5 u 5.1).

. BTOpH U TpeTH TpUMECTbP Ha GpeMeHHOCTTA (BXK. TOUKH 4.4 K 4.6).

. Texka XHNOTOHHA.

o Itlok (BKIIOYKHTENHO KapAHOTEHEH LIOK).

. ObcTpykumMs Ha M3X0na Ha N9Ba KaMepa (Hanp. XMnepTpodHuHa o6CTPYKTHBHE
KapAMOMHKONATHA H BUCOKOCTENEHHA a0PTHA CTEHO3a).

. XeMOHHAMHYHO HeCcTabWiIHa ChpAEYHa HEAOCTATBYHOCT CIIEA OCThP MHOKAp

4.4 Cneunannu npeaynpexieHHsl B NpeANa3sHH MEPKH NpK ynorpeba

besonacHOCTTa M eprKacHOCTTa Ha AMIIOAHIIMH NPH XMIIEPTOHHYHA KPH3a He ca YCT
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bpeMeHHOoCT
Jleuenne ¢ aHrnoreHsuu Il peuentopnu anraronnctu (AlIPA) He TpaGBa 1a ce 3ano4sa no BpeMe Ha

OpemenHocT. [laupenTkn, KOMTO NIaHMpaT Ja 3abpeMeHesT, TpAOBa 1A MPEMMUHAT HA ANTEPHATHBHO
aHTHUXUIEPTEeH3UBHO NEUYEHHE ¢ YCTAHOBEH npodun Ha GezonacHoCT 3a ynorpeba no BpeMe Ha
OpEeMEHHOCT, OCBEH aKo Npoas/kaBaneTo Ha TepanusaTa ¢ AIIPA ce cuura 3a xusnedo Baxuo. [Mpu
ycTaHOBsABaHe Ha OpeMeHHOCT nevennero ¢ AIIPA TpaGBa Beanara na ce npeycTaHOBH M, ako e
YMECTHO, 3 Ce 3aMOoUHE a/ITePHATHBHA Tepanus (BaK. TOUKM 4.3 u 4.6).

[1aumneHTH ¢ HaTpHeB- W/unu obeMeH aebuuUT

B nmnanebo koHTponupanu npoyueanns, npu 0,4% oT NaLHEHTHTE ¢ HEYCIOXKHEHA XHITEPTOHHS,
NIEKYBaHH ¢ aMIOAMMUH/BancapTaH ce HabionaBa eKCUeCHBHA XHNOTOHMA. TIpH naumeHTH ¢
aKTHBHpaHa pCHHH-aHTHOTeH3WH-AII0CTEPOHOBA CHCTEMA (Hanp. NaLUeHTH ¢ HATPHEB H/WAH obeMeH
AeULHT, KOUTO NPUEMAT BUCOKH NO3H AHYPETHLY), KOUTO NPUEMAT aHMMOTEHIHH PELENTOPHH
OnokepH MOXKe J1a HACTBITH CHMITTOMAaTHYHA XunoToHus. [Ipeay npunokeHHeTo Ha
aMJIOJUITHH/BAICapTaH Ce NMPEnopbYBa TE€3H CHCTOAHHA 1A Ce KOPUIHPAT WK NalMEHTHTE Ja 6baaT
NOA CTPHKTHO JIEKAPCKO HAONI0CHHE B HAYANIOTO Ha JIEYEHHETO.

AKO NpH JIeYeHHe ¢ aMJIOMNHMH/BANICAPTAH HACTBLIM XHITOTOHHA, NALMEHTBT TPA6GBa na 6bae
MOCTABEH B JIETHAJIO NOJOXKEHHUE W NPH HEOOXOAHMOCT 1A C€ NPHUIOKH HHTPABEHO3HA HHY3HS C
(uznonorndeH pasteop. JleueHnero Mosxke 1a MPOIBIKH cNeA cTabHIH3MpPaHE Ha APTEPHATTHOTO
HansAraHe.

XHInepkanueMus

EnHoBpemenHaTa ynotpe6a ¢ kanesn 106aBkH, KanHii-CbXpaHSBAILM MY PETHUH, KATHH-ChIbPKALIN
3aMECTHTEIN HA CONTA WIIH APYTH JIEKAPCTBEHH NPOAYKTH, KOUTO MOTAT 13 MOBMIIAT HUBATA Ha KaJIMii
(xenapHH H T.H.), Tp0Ba na ce OCHIIECTEBABA C MOBUINEHO BHHMAHKE H C YECTO MOHHTOPUpAHE Ha

CTOHHOCTHUTE HAa KAJITUH.

CreHo3a Ha 6p0peuHa aprepus

AMnionunuH/BajicapTal Tpabea fa ce npuiara ¢ NOBUIUIEHO BHUHMAHHE 3a JIeYeHHE HA XHNIEPTOHHA NpPH
NaLHEHTH ¢ €RHOCTPAHHA WM NBYCTPaHHA CTEHO3a Ha OBLOpeyHMTE apTepuM WK NPH CTEHO3a Ha
apTepus Ha eOHHCTBEH OBOPEK, Thi KATO NpK TaKKWBa NALMEHTH YPesTa B KPbBTA U CEPYMHUAT
KpPeaTHHHUH MOTaT J1a ce MOBKIUAT.

b1r6peuta TpaHcnaaHTaLUA

Jlo To3u MOMEHT HAMa HaTpyMaH ONUT Mo OTHoLIeHHe Ha De3onacHaTa ynotpe6a Ha
aMJIOOHITHH/BANCAPTAH MPH NALHEHTH C HACKOPO npoBeneHa 6hOpeyHa TpaHCIIaHTaLIuA.

YepHoapobGHO yBpexKIaaHe

Bancaptan ce enuMHHApa NpeTMMHO HEMPOMEHEH Ype3 *UTbukaTa. [Tpy mauueHTH ¢ HapylueHa
YCPHOAPOOHA (PYHKLIMA NOMYKHBOTHT Ha AMJIOJIHITHH € YABJKEH, a croiiHocTHTe Ha AUC ca no-
BHCOKH; HE Ca YTOYHEHH NPeNOPHKH 3a A03upopkaTa. OcobeHo BHUMaHHe ce U3KHCKBA NpH
NPAJIOKEHHETO HAa aMAOJHIHH/BAJICAPTAH HA NAHHEHTH C JIEKO 10 YMEPEHO YEPHOAPOBHO yBpeixIaHe
HJIM ¢ OOCTPYKTHBHH 3a00/IBaAHHA Ha »IBYHHTE MBTHILLA.

Ipy naumenTH ¢ 1EKO B0 YMEPEHO YEPROAPOGHO yBpekaaHe 6e3 XoecTasza, MaKCHMA/THATA
NpenoOpPBYHTEIIHA 103a Ha BajicapTan € 80 mg.

bn0Opeuno yBpexaaHe
Ilpu nauueHTH ¢ neko A0 ymepeHo 616peuHo yepexaane (GFR >30 ml/min/1,73 m?) He ¢
ajanTHpaHe Ha 103aTa Ha amaoAMnHH/Baicapran. Ilpu ymeperno 656peuHo yspexaa
NPOCNeAIBaHe HA HUBATa Ha KW 4 Ha KPEaTUHHH.
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[InpBHYEH XHIIEPANAOCTEPOHUIBM
[laupeHTH ¢ MbPBHYEH XHNEPaNJOCTEPOHHIBM He TPAOBA J1a Ce JIeKYBaT ¢ aHTHOTEH3MH ]

PELENTOPHUS AHTATOHUCT BaJICApTaH, Thil KATO TAXHATA PEHHH-AHIHOTEH3HH-AIAOCTEPOHOBA CHCTEMA
€ 3aCerHara ot MbPBHYHOTO 3a00JIIBaHeE.

AHruoeaem
IIpy naunenTH, NexKyBaHy ¢ Bancapras ce chobluasa 3a CJIy4au Ha aHrMOCAeM, BKIIKUYHTENHO OTOK Ha

NIApHHKCa U IJI0THCA, MPHYHHABALL OOCTPYKLIMS Ha AMXATENHATE MbTHINA WHIH OTOK Ha NMIIETO,
YCTHUTe, (papvHKCa WWIH ¢3uKa . HakoH OT Te3M nauMeHTH M Npean TOBa ca NOTyYaBalii aHIHOedEM
NpH eYeHHE ¢ IPYTH JIEKAPCTBEHH NMPOAYKTH, BilouuTenHo ACE uuxuburopu. [1pu nauuenTy,
KOHTO NOJTy4aT aHrHOeIEM, YNOTpedaTa Ha aMJIOMNKH/BancapTaH TpaGBa Aa ce npeycTaHOBH
BeJHara u ToH He TpabBa na ce npwiara NOBTOPHO.

HurectnHanen anrvoeaem
3a HHTECTHHAJIEH aHTHOEIEM ce ChoOIIABA NPH MALKMEHTH, IEKYBAHK C AHTHOTEH3HH I peUenTOpHH

AHTArOHUCTH BKIIOUHTEITHO BascapTaH (BxK. Touka 4.8). Te3n nauneHTH uMaT kopeMHa 6osika, ragene,
NOBpLINAHE U AHapHa. CHMITTOMMTE OTUIYMABAT CJiE] NMPEyCTAHOBABAHE HA AHIMOTEH3UH |
PELCTITOPHUTE aHTArOHUCTH. AKO C€ AHArHOCTHLHPa HHTECTHHAJIEH aHTHOEAEM, JIBUEHHETO C
aMJIOMMMH/BaNCapTaH TpaOBa na ce NPEYCTAHOBH W [a Ce 3aMoYHe NOAXOAAMO HabIoneHHe 1o
NMBJIHOTO OTLUIYMABAHE HA CHMITTOMMTE.

Copneyna HENOCTATHLYHOCT/NOCTMHOKAPIEH HHObAPKT

ITpu npeapa3nonoxenu HHAMBHAHM MOTaT f1a C€ OYAKBAT [IPOMEHH B 6b6peuHaTa QYHKUMA BCAEACTBHE
OT MHXHOHPAHETO HAa PCHHH-aHTHOTEH3HH-AIIOCTEPOHOBATA CUCTEMA. 1P MalMEeHTH ¢ TeXKa
ChbpACHHA HENOCTATBYHOCT, YHATO OBOPEUHA PYHKLMS 3aBUCKH OT AKTHBHOCTTA HAa PEHHH-
AHI'HOTCH3HH-AIA0CTEPOHOBATA CHCTEMA, JIeueHHETO ¢ ACE HHXHOHTOPH H aHrHOTEH3MH peuenTopHI
8HTArOHHUCTH € CBBP3aHO C OJIUTYPHA W/WITH NMPOTPECHBHA a30TEMHS U (PALKO) ¢ 0cTpa 6B6pedHa
HENOCTaTBYHOCT Wik cMbpT. [lonobGuu pesyrraTy ca coGweHH 3a Bancaptan. OueHkaTta Ha
AALMEHTH CBC ChPAEHHA HEAOCTATLYHOCT M NOCTMHOKApACH HHGApKT BUHArK TpaGBa Aa BKIIOYBA
oLieHKa Ha OnOpeyuHaTa QyHKLHS.

B abnrocpouto, mnauebo-korTponupano npoyusane (PRAISE-2) ¢ amnoaunuH Npy NaLUeHTH Che
ChpaeuHa HeaoctaThuHoCT Knac HI n IV no NYHA (New York Heart Association Classification), c
HCHCXEMHTHA ETHONIOTHS, AMIIOIHITHH Ce CBbP3Ba ¢ MOBHILUEH Gpoii choblueHna 3a Genoapoben oToxk,
BBIIPEKH JIUNCATA HA 3HAYHMA pa3fidKa B Y€CTOTATA HA BIIOLIABAINA CE CHPACYHA HENOCTATHYHOCT B
CpaBHEHHE ¢ ratedo.

KanuneBHTe aHTaroHMCTH, BKSHOYHTENTHO aMJIOAHNMH, TpAOBa 1a ce M3NOI3BAT ¢ NOBHLIEHO
BHHMaHHE [IPH NALUHUEHTH ChC 3aCTOHHA ChpACUYHA HEAOCTATBYHOCT, Thil KATO MOTAT /1a NOBHILAT
pUCKa OT OBACIIH CHPAECYHO-CHIOBH CbOUTHA H CMBPTHOCT.

AoOpTHa U MMTpanHa KJanHa CTeHO3a

KakTo npx BCHUKH ApYrd Ba30AMNaTATOPH € HEOGXOAUMO MOBHLICHO BHHMAHKE NPH NALHEHTH,
CTpaaallv OT MHTpaJtHa KlanHa CTEHO3a WM 3Ha4dMa aOpTHa CTEHO3a, KOATO HE € BUCOKOCTENEHHA.

JBoliHo 610KHMpaHe Ha PEHHH AaHTHOTEH3IUH-AIROCTEPOHOBATa cucTeMa (PAAC)

Hwma nanHu, ye eaHoBpemeHHara ynorpedba Ha ACE uHxu6uropu, AIIPA unu ATTHCKUPEH NMOBHIIABA
PHCKa OT XHNOTOHKA, XHUNIEPKATHEMHA H HaMansBaHe Ha ObOpeuHaTa QyHKUNS (BKIIOUHTENHO OCTpa
6p06peuna HegoctarbyHocT). [Nopaau ToBa He ce npenopbusa NBOiHO 6nokupaHe Ha PAAC ype3
koMOMHHpaHaTa ynotpe6a Ha ACE unxuGuropu, AIIPA wnu anuckupen (Bx. Touku 4.5 1 5.1). )

'L
"

AKO ce NpeLieHH, Ye TEpAITHATA ¢ ABOIHO 6nokupate ¢ abcomoTHo HeobxoauMa, TOBFF A0F
H3BBLPLIBA CAMO NMOJ HAOMIOACHHETO Ha CITELIKAIUCT H [PH 4€CTO BHUMATENHO MOH /

6bOpeunaTa pyHxUMA, eNeKTPONHTHTE K apTepHanHoTO HansraHe. ACE HHxuSuTopl &
TpAOBa Ja ce H3MON3BAT €AHOBPEMEHHO NMPH NALMEHTH ¢ auabeTHa HedponaTua.
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AMnoaMnyH/BancapTaH He € NPOyuBaH NP APYTH NICNYJALMH OT NALMEHTH, OCBEH TAKHBA C
XHIEPTOHHA.

IIoMOHIHM BelllecTBa

Hampuii

To3mn nekapcTBeH NPOAYKT ¢hAbpxka no-maiko ot 1 mmol Hatpuii (23 mg) Ha bunMupana TabneTka,
T.€. MOXE [1a C€ KaXKe, Y€ TIPAKTHUYECKH HE ChAbPIKA HATPHIA.

4.5 BaaumopeHicTBHE ¢ APYIH JeKapCTBeHH NPOAYKTH B APYTH GOPMH HA BIANMOEHCTBHE

BaauMopeiicTBua, 00111y 38 KOMOHHALMATA
He ca npoBexxaann npoyusanus 3a JIEKAPCTBCHUTE B3AHMOACHCTBUA MEXIY aMIOAWNMH/BAJICAPTAH K

APYrH JIEKAPCTBEHH NPOIYKTH.

Ha ce g3emam npedeud npu eOHo8peMeNHO npURONUCEHUE

Lpyau anmuxunepmensusnu cpeocmsa

Hecto ynorpebaBanuTe aHTHXHNEPTEHIUBHH CPEACTBa (Hanp. anda-610Kepy, AMYPETHLM) U ApyTH
JIEKapCTBCHH NPOIYKTH, KOHTO MOraT ia NPEAM3BHKAT XHINOTEH3HBHH HEXKE/IAHH JIEKAPCTBEHH
peakuuy (Hanp. TPHUMKIIMYHH aHTHACTIPECaHTH, anda-610KepH 3a NeyeHue Ha OeHHrHeHa nNpocTaTHA
XHMEPIIa3Hg), MOraT /1a NOBHLUAT aHTUXHNECPTEH3UBHUA edeKT Ha KoMOHHaLMATA.

Bi3auMoneHcTBHA CBbP3aHH ¢ AMIIOAUITHH

He ce npenopvusa ednospemenno npuroxicenue
I peiingppym unu cox om zpeimghpym

He ce npenopbuBa eaHoBpeMeHHaTa ynoTpeba Ha aMIIOJUIHH C rpeuncl)py'r WJIH COK OT rpeindpyr,
TbH KaTO NPH HAKOH NALMEHTH BHOHANHYHOCTTA MOXeE Aa CE€ MOBHIIH, KOSTO BOAH 10 3aCHICHH

AHTUXHIEPTEH3UBHH €(EKTH.

H3uckea ce cneyuaino enuManue npyu eOHOBPEMEHHO NPUTONCEHUE

Huxubumopu na CYP3A4

EnnoBpeMeHHOTO NpUoKEHHE Ha aMIIOAMITHH CbC CWIHHM WIH yMepeHH HHXuGHTOpH Ha CYP3A4
(npoTea3sHd HHXUOMTODH, a3010BH 8HTHMHKOTHLIM; MAKPOJIWIM, KATO EPUTPOMHULIMH WiH
KJIAPHTPOMHLUMH; BEpanaMHiI WIH JIMITHA3EM), MOXE Ja A0BEIE A0 3HAYHMO YBEIHYaBaHe Ha
€KCTIO3NLINATA HA AMIIOAHNIHH. KNHHUYHATa 3HAYHMOCT Ha Te3H (apMakOKHHETHYHH BapHALIHHE MOXKE
Aa € No-u3paseHa MpH NalMeHTH B CTApYecKa BL3pacT. Moxke na ce HANIOXH KITHHHYHO 1poCTieAsBaHe

H azanTHpaHe Ha A034aTa.

Hudyxmopu na CYP3A4 (anmukongyncanmu [nanp. kapbamasenun, gpenobapbuman, penumou,
docgenumoun, npumuoon], pugpamnuyun, Hypericum perforatum)

[1pn enHOBpEMEHHO NPHNIOKEHHE HA U3BECTHH MHAYKTOPH Ha CYP3 A4 nnasmeHara

KOHUEHTpaLHsA Ha aMJIOIMNIHKA MOXe Aa Bapupa. Ilopaax ToBa KpbBHOTO HandraHe TpAGBa na

Ce mpocieasBa H ia ce OOMHC/IH afanTHpaHe Ha J03aTa KaKTO 10 BpEME, TaKa M Cjie/]

- €EIHOBPEMEHCH npHeM, 0cobeHo ¢be citHH CYP3 A4 uhaykTopn (Hanp. pubaMIHLMH, XBAT
KAHTaAPHOH).

ChbluecTsyBa pHCK OT NOBHLICHH HHBA HA TAKPOIMMYC B KPBBTa NIPH €IHOBPEMEHHOTO MY
MPHIOXKEHHE C aMJIOAHNKH. 3a 1a ce H30erHe TOKCHYHOCT, MPeIM3BUKAHA OT TAKPOIHMYC, NPH
NPUIOKEHHETO Ha AMJIOAMITHH NPH NALKEHTH, JIEKYBaHH C TAKPOJIHMYC C€ Hajara npocjeasBaHe Ha
HHBaTa Ha TAKPONUMYC B KPBBTa H aflaniTHpaHe Ha 103aTa Ha TAKPOJIMMYC, KOTaTo € LIeJIeChoOpasHo.

NAUHCHTHTC, TIPH €JHOBPCMCHHO NPHII0KECHUE HA aMJIOAMITHH C KNapHTPOMHLHH.

Cumsacmamun
EnHOBpEMEHHOTO NPUI0KEHHE Ha aMJIOAMITHH B MHOTOKPATHM 103H ot 10 mg 1 80
BOAH 10O MOBHIIABAHC HA €KCMO3HLIHUATA HA CUMBACTAaTHH CbC 77% B CpaBHEHHE CBC C
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MOHoTeparnui. [1py nauueHTHTE Ha Tepanua ¢ aMJIOIHITHH Ce npenopwsa A03aTa Ha CHMBACTaTHH Ja
ce orpaHuyH 10 20 mg OJHEeBHO.

Hanmponen (unghysus)

Cnen npwioxkeHHe Ha BepanaMil K JaHTPOJICH HHTPABEHO3HO NPH KHBOTHH ca HAOGNMIOaBaHK
JieTanHa KamepHa (pubpHiauus 1 ChPACYHO-CHAOB KONANC, CRBP3aHK ¢ Xunepkaniemus. [Mpu
MALHEHTH, IPSAPA3NONIOKEHH KbM MATHIHEHA XUIIEPTEPMHA K NPH ORNTASABaHE Ha MAJIHrHEHa
XHNEPTEPMHA C€ NPENOPLYBA Aa C€ H304rsa eAHOBPEMEHHOTO NPHIIOKEHHE C KANLUERH aHTAarOHNCTH,

KaTo aMJIOAMITHH, ITOPAU PHCK OT XUNEPKATTHEMHS.

Lla ce 83eme npedsud npu eOHOBPEMERHO NPUIONCEHUE

Hpyeu

[Ipy KIHHHYHYK NpOyYBAHHA 34 Baaumoneﬁcmna aMJIOIMITHH He NOBJIuABa PapMakOKHHETHKATa Ha
aToOpBaCTaTHH, AUrOKCHH, BappapHH WIH LHKNOCTIOPHH.

B3anmoneicTBHA, CBLP3aHH ¢ BANCAPTAH

He ce npenopvusa edHoBpeMenHo RPURONCEH e

STumuti |

[pu eanoBpemenHo npuiaraHe Ha AHTHH ¢ HHXHOUTOPH Ha aHTMOTEH3MH KOHBEPTHPAILHS €H3UM WK
aHrHOTeH3MH Il peuenTopHM aHTArOHKCTH, BKJIIOYHTENHO Ba/icapTaH, ce choduasa 3a o6paTHMo
MOBHIIABAHE HA KOHLCHTpaLMATA Ha JIMTHH B cepymMa M TOKCHYHOCT. [lopaau Tasx NpHYHHA ce
NpenopbYBa BHHMATETHO NMPOC/IEAIBAHE HA CEPYMHHTE HHBATA Ha JINTHH NpH €AHOBPEMEHHA
ynotpefa. AKo ce Mpuiara i JHypeTHK ¢€ APeArnoiara, Y€ pUcKbT OT JIHTHEBA TOKCHYHOCT MOJKE Ja
0LA€ JOITLIHHTENHO NOBUILIEH C AMNOAKMHAH/BANCAPTAH.

Kanuu-coxpanseawu ouypemuyuy, xanuesu 006aeku, Karui-CoOupicawu 3aMecmument Ha conma, u
Opy2u Gewecmea, KOumo Mo2am Od ROBUIAI RUGAMA Ha KA

AKO €HOBPEMEHHO C BANCAPTAaH CE NPeANHCBa IeKapCTBEH MPOAYKT, KOHTO MOBTHABa HUBATA Ha
Kanuii, ce npenopb4sa ApociesraHe Ha IUTa3MECHUTE HHBA Ha KaJTHil.

H3ucxea ce cneyuanio 8HuUMane npu eOHOBPEMEHHO RPURONCERUE
Hecmepouownu npomusosvsnanumennu cpeocmea (HCIIBC), exaouumenno cenexmusnu unxubumopu

na COX-2, ayemuicanuyunoea xuceauna (>3 g/oen) u necenexmuenu HCBIIC
Moxe na ce HabmoaBa oTciiabBaHe Ha RHTHXHNEPTEH3HBHHA €PEKT, KOraTo aHrHOTEH3MH |

aHTaroHHCTHTE c¢ npuiarar eaHoBpeMeHHo ¢ HCTIBC. Oceen ToBa, ennoBpeMeHHaTa ynotpeba Ha
aHrnotreH3uH Il auraronncTy n HCIIBC moxe na noBee A0 NOBMLUIEH PHCK OT BAOLLIABAHE Ha

ObOpeuHaTa QyHKLUMsA M NOBHIIABAHE Ha CepyMHMA Kanuii. CllenoBaTenHo ce npenopbyea
MOHHTOpHpaHe Ha ObOpeuHaTa QyHKLMA B HAMANOTO HA JICUEHHETO, KAKTO M A7IEKBATHA XHAPATALHA
Ha NaLMeHTa.

Huxubumopu na mpancnopmepa 3a 4epHoOpoGHO 3axeawane (pughamnuyun, YuKIOCnopun) wi na
mpancnopmepa 3a yeproopoben eghayxc (pumonasup)

Pesyntature oT in vitro npoy4BaHe ¢ TbKaH OT YOBEILKH YEpPeH APob noxaspar, ue BaJICApPTaH €
cybcTpar Ha TpaHcniopTepa 3a yepHoApobHo 3axBaiiave OATP1B1 u Ha TpaHcnoprepa 3a
4epHoApoOeH epnykec MRP2. EaHospeMeHHOTO npisioxkeHHe Ha MHXHOMTOPH Ha TPAHCNIOPTEPHTE 34
3axBalliaHe (Hanp. puamMImH, UMKIOCIIOPHH) KK HA TPAHCTIOpTepHTE 3a ediyKe (HAnp. pHTOHaBUD)
MOXK€ Na MOBUIIIY CUCTEMHATA €KCIO3HLIMA Ha BajncapraH. [Ipu 3anousane WK npekparsBaHe Ha
ChITBTCTBALLO JICYCHHE C TAKKBA JIEKAPCTBA CE M3UCKBAT NMOAXOAALUN MHTEH3MBHH IPHXH.

eotuno baroxupane na penun-agueuomenzun-aroocmepornosama cucmema (PAAC
JaHHH OT KITHHMYHH NPOYHBAHHA MOKA3BAT, Ye ABOHHOTO 6/IOKMpaHe Ha PEHHH aHTHOTE
asigocrepoHoBara cuicrema (PAAC) upes komGunupanara ynorpeba va ACE uHxubuto
aHrHOTeH3KH lI-peuentopHu 610KepU MU ATHCKHPEH Ce CBBP3Ba ¢ [TO-BHCOKA HECTO
CHOMTHS, KATO HANPUMEP XHITOTOHHUS, XHNIEPKANTHEMHA H HAMAIABaHe Ha 650peyHaTa
(BIJIIOYMTENTHO ocTpa 0bOpeuHa HENOCTaTbYHOCT), B CPaBHEHHE ¢ ynoTpebaTa caMo Ha
CpeACTBO, AcHcTBaIlO BLpXY PAAC (Bxk. ToukH 4.3, 4.4 n 5.1).
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pyeu

[1pn MOHOTepanmts ¢ BajICapTaH HE C€ YCTAHOBABAT KIMHMYHO 3HAMMMH BIAUMOAEHCTBHA Cbe
CJICAHUTE BEIICCTBA: UMMETHIMH, BapdapHH, pypozemua, AKTOKCHH, aTEHOJTON, HHAOMETALIHH,
XHAPOXNOPOTHA3INA, aMJIIOAMITHH, TNHOEHKIaMHA.

4.6 DepTHaNTET, OpEMEHHOCT H KEPMEHE

bpemMeHHOCT
AMnoounun

be3onacHOCTTa Ha aMNIOAHNTHH N0 BPeMe Ha GPeMEHHOCT NpH Xopa He € ycTaHOBeHa. B NMPOy4YBaHHS
MPH JKUBOTHH, NIPH BHCOKHM [I03H € HabmioflaraHa penpoyKTHBHA TOKCHYHOCT (BXK. TouKa 5.3).
Ynotpeba no Bpeme Ha GpeMEHHOCT ce MpenopbyBa caMO KOraTo He ChIECTBYBA N0-6e30nacHa
ATTEPHATHBA H KOTaTO CaMOTO 3a00/IABAHE € C MO-BHCOK PHCK 3a MaifkaTa M IUoAa.

Bascapman

Ynotpebara Ha aHruoTensuH I penentopuu anraronucTH (AIIPA) ne ce NpEenopnLYsa O BpeMe Ha
MbPBUA TPHMECTHP Ha OpeMeHHOCTTa (B, Touka 4.4). YnotpeGara na AIIPA e npoTMBonoKasaxa no

BpEME Ha BTOPHA H TPETHA TPUMECTBP OT OPEMEHHOCTTA (BXK. Touku 4.3 u 4.4),

&

EnnaeMHoNOrduHYTE JaHHH 3a PUCKA OT TEPaTOr€HHOCT clleA ekcno3uums Ha ACE HHXUOUTOPH NO
BPEME Ha MbPBHA TPHMECTHP OT OPEMEHHOCTTA HE BOAAT [0 OKOHYATENHH 3aKkal0ueHHs. Bee nak,
c1a00 MOBUILECHHE HA PHCKa HE MOXE Ja Ce M3KJIIOUH. BbnpekH ue HIMa NaHHH OT KOHTPOJNHpaHH
CITUACMHOJIONMYHH NPOYYBAHHA 33 PUCKA NMPH aHrHOTEH3HH Il penenTopHuTe anTraronucTu (AIIPA)
nogobeH PUCK MOXKE 1A CHILECTBYBA 3a TO3H K/Iac IEKAPCTBEHH NpoaykTH. [TauneuTka, TUTaHMpaLH
OpeMenHoCT, TpaOBa Na NpeMHHAT Ha ANTEPHATHBHO AHTHXUIIEPTEHIUBHO IEYEHHE, KOETO HMa
YCTaHOBEH NpopHn Ha He30nmacHoCT Npu OpeMeHHOCT, OCBEH aKO MPOABLJDKABAHETO HA TEpanuaTa ¢
AIIPA ce cunTa 3a xu3sHeHo BaxcHo. [Ipu ycTaHOBsBaHe Ha GpeMeHHOCT, leveHuero ¢ AIIPA TpabBa
Ra C¢ NpeyCTaHOBH BEIHAra U, ako € YMECTHO, J1a Ce 3all04HE AITePHATHBHA Teparnus.

H3BecTHoO e, ye excrioznumaTa Ha AIIPA no Bpeme Ha BTOpHS M TpeThs TPUMECTBP Ha OpeMeHHOCTTa
MOXe N1a NpeNH3BHKa PeTOTOKCHYHOCT NpH Xopa (HamaieHa 6h0peuHa GyHKUMA, OTMrOXHAPAMHHOH,
3abaBeHa ocuUKaLMA Ha yepena) U HEOHATANTHA TOKCHUYHOCT (61L6peyHa HeZOCTATBYHOCT, XHNOTOHMUS
H XUNepPKATHEMHA) (BX. TOUuKa 5.3).

B ciyuaii ue ce yctaHoBH ekcrnosuums Ha AIIPA OT BTOopHs TpHUMECTbp Ha GPeMEHHOCTTA, ce
penopbHea U3CAEABaHE Ha OLOpeyHaTa (hyHKLHMA H HA Yepena Ha IUI0Aa Ype3 YJITPasByK. -

Hosopoaenw, uniito maiiku ca npuemann AlIPA, TpaOBa 1a 0bIaT BHUMaTEeNnHO HAONOAaBaHH 32
XHNMOTOHHUA (BXK. TONKH 4.3 U 4.4).

KbpMmeHe

AMIIOIMITHH €€ €KCKPETHPa B KbpMaTa NpH xopa. YacTTa oT a03arta Ha mMaiikaTa, NoyueHa ot
KbPMAUETO, € U3UHC/ICHA C HHTEPKBAPTWIEH AMana3oH 3 — 7%, ¢ MakcuMyM 15%. EdexTbT Ha
aMJIOJIMITHH BLPXY KbPMaveTaTa € HEH3BECTEH.

Jluncaa nHtbopmaums OTHOCHO ynoTpeGara Ha BaJicapTaH 1o BpeMe Ha KbpMene. ETo 3ampo,
ynoTpebara Ha aMIIOAMNMH/BAICapTaH NO BpEME Ha KbPMeHe He ce npenopbuea. [IpeanounTa ce
ANTEPHATHBHO JIEYCHHE C NMO-100pe ycTaHOBeH npodii Ha 6e30MacHOCT NO BpeMe Ha KbPMEHE,
0C0OEHO Npy HOBOPOJAECHH H HeAOHOCEHU GelerTa.
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Bancapman

Bayicaptan HIMa HeXXeJJaHH eDEeKTH BbPXY penpoyKTHBHATA CIIOCOOHOCT HA MBKKH M KEHCKH
TUTEXOBE NPpH NEpPOpancH npyeM Ha ao3u 10 200 mg/kg/nen. Tasm n03a e 6 MbTH MakcHMaIHaTa
NpenopbLUMTEIHA 103a NPH Xopa Ha 6a3a mg/m? (M3uMCIEHHETO ce OTHACA 3a NEpopaHa J03a OT
320 mg/neH n 60-kunorpamMoB nauMeHT).

Amnoounun
[1pn HAKOM NaLHEHTH, TIEKYBAHM ¢ KAJILMEBH aHTArOHUCTH, Ca ChODLIEHH obpaTumMH OHOXHMMHUHK

NPOMEHH B INTaBHYKATA Ha CcriepMaTo3ouanTe. KIIMHUYHHTE AaHHM €2 HEJOCTATHYHH MO OTHOLIEHUE
Ha MOTEHUHATHHA eeKT Ha aMJIONMNKH BbpXY deprunureta. [pu enHo npoyusaue NPH MABXOBE ca
YCTAHOBEHH HEXENIaHH €PCKTH BBPXY PePTHINTETA NPH TUTBXOBETE OT MBXKKH OJ (BX.TOUKa 5.3).

4.7 EdexTn Bupxy cnocoduoctTa 3a mopupane H pabora ¢ Mamunu

[lalHeHTH, KOMTO IpHEMAT aMJIOAHIMH/BAICAPTaH H WO(HPAT WINK paboTaT ¢ MauMBK TpsOBa na
HMAT NpEeaBHA, Y€ NMOHAKOTa € Bb3MOXHO Aa ce NMOABAT YMOPA U 3aMasHOCT.

AMIIOJHIIHH MOXeE Na NOBJUsE B ¢/1aba 10 yMepeHa CTeneH cnocoGHOCTTa 3a wo¢upaHe H pabora ¢
MalIHHH. AKO NaLMEHTHTe, NpHEMallH aMIIOAMITHH, MOTyyYaT 3amaiiBaHe, rasobonue, yMOpa WIH
rafeHe, CrocoOHOCTTa MM J1a pearpar Moske 1a ObJie HapylueHa.

4.8 HexenanH JeKAPCTBEHH peaknn

Pesiome Ha npoduna Ha HezonacHOCT

be30nacHOCTTa Ha aMJIONITHH/BATICAPTAH € OLlEHEHa B TIET KOHTPOJIHPaHH KIMHHYHH NMPOYYBAHHUA C
5 175 naunenTH, 2 613 OT KOMTO NpHEMAT BancapTaH B KOMOHHALMS C AMJIOMITHH. CnenHure
HEXEJIAaHK PEaKLNK Ca YCTAHOBEHH KATO HAH-4ECTO BL3HHKBALIH WIM ¢ HAH-rONAMa 3HAYHMOCT WIH
KaTO HaH-TeXKH: HA30aPHHTUT, IPHII, CBPBLXUYBCTBHUTENTHOCT, I1aBoboNE, CHHKON, OPTOCTATHYHA
XWIIOTOHHA, OTOK, 3aCTO€H OTOK, OTOK Ha JIMLETO, NepUEpeH OTOK, yMOpa, 3a4epBABaHE, ACTEHHS U
TOIUTH BbJIHHU.

TabnnueH cnMchbk Ha HeXKENAHUTE peaKLIMH

HexenaHuTe lekapcTBEHHM PeaKLMH €4 NOAPENEHH MO YeCTOTA, KATO € H3MOA3BaHa caeaHaTa
knacuduKalms: MHOro 4ectH (>1/10); yectu (>1/100 ao <1/10); HevecTH (z1/1 000 go <1/100); penxu
(21/10 000 no <1/1 000); MmHoro peaku (<1/10 000); c HeW3BeCTHA YeCTOTA (OT HAMTHYHMTE JAHHH HE
MOXe fa ObJe HaNpaBeHa OLEeHKa). |

MedDRA HexeaHH peaknuu - YecroTa
CHCTEMO- AMaoaRnns/ Amiaoannun| Bajacapran
OPraHHH KJIACOBe BaJICAPTAH
HHjexunu n HaszodapHHrur Hecn - --
HH(ecTaumu [pun Yectn -- -
Hapywenus Ha [Tonwxken xeMorno6uu u -- . - C Heu3BecTHA
KpBHBTa H XE€MaTOKPHT | YecToTa
NUM(QHATA CHCTEMA
JleBkoneHus -- MHoro peaxku -
HeyTponeuus -~ -- C HeussecTHa
yecToTa
TpombouuroneHus, - Mmuoro peakn | C HenzsecTHa
[TOHAKOra ¢ Nyprnypa SCTRTA
Hapyurenns na CBPLXYYBCTBHTENHOCT Penxw MHoro peaxy/y OHussees&)
MMYHHAaTa CUCTEMa SR,
= - ity J" l:ﬂ
AHOpEKCHA Heuectn —- AR
-
XdnepkajiuueMus Heuectn -~ .
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Hapyurenus Ha | XHUNEeprivkeMHus - MHoro peaku --
R I [ P —— Heuecty - --
XPaHCHETO XunepypHxkeMus Heuectu - —
XUNOKaNHeMHA YectH -- --
XHNOHATpHEMHS HeyectH -- -
[lcuxHunu | lenpechs - HeuecTH -
HapylleHuUs | TpesokHOCT Penku -- --
HucoMrus/HapyueHns -- Heuectn --
Ha CBHHA
IIpomeHH B -- HeuecTH -~
ObbpxaHocT -~ Penku -
Hapyuesnn na Hapyinexsa xoopaAHHaLms Heuectn -- -~
HEpPBHATA CUCTEMAa | 3aMasHOCT _ Heuectn YecTH --
[TocTypanna 3amasHocT Heuectu - ~-
Jucreysus - Heuectu --
ExcrpanupamuaeH -- C Heu3sBeCTHa --
CHHAPOM YeCTOTa
I"'naBobonue Yecru Yectu --
XHUNEPTOHYC - MHoro peaku --
[lapecTesun Heuectn HeuecTH -~
IleprgepHa HeBponaTus, -- Muoro peaku --
HEBpOMnaTHs
ComHoneHTHOCT Heuectn YecTH -
CusKon -- Heuectu -~
Tpemop -~ HeuecTtH --
Xdnoecres3us —- Heuectu --
Hapyuienus Ha 3pHTENHH HapyLUEHHA Peaxu Heuectn -
OYHTE 3PHTETHO YBpEKIaHE Heuectn HeuecTH --
Hapylwienns Ha lym B yuure Penxu HeuecTn -
YXOTO H CreToBBpTEXK Heuectn - Heyectn
Copacunn [lannvrauun Heuectn Yectu —-
HapyLIEeHHs CuHKoON Penxu -- --
Taxukapaus Heuectn -- --
APHTMHUH (BKITIOYMTEITHO - MHoro peaku -
Opanukapaus, kamepHa
TaXHKapaHAa H
NPeICHPAHO MBXICHE)
MuokapaeH undapkr - MHoro peaku --
CoaosH 3a4epBsABaHE HA JIHLIETO -- Hectn -~
HapyHIeHUS XHIIOTOHUSA Penku HeuyecTu --
_OprocraThuHa Hevectu - -
Backyaur -- MHoro peaku | C HeM3BecTHa
YecToTa
Pecnupartophm, Kaumnnna Heuectn MHoro peakn
IPbIHH H |
MEIAHACTHHATHHU JucnHes --
HapYUICHHA QapuHronapuH-reajHa _ Heuectn

00NKa

PHHuT
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Cromawmno-ypeBHH | CtoMmaineH auckoMdopr, HeuecTH YectH Heuectn
HapYylUEeHHS Oonka B ropHaTa 4acT Ha
KopeMma
IIpoMeHH B upeBHaTa -~ HeuyecTH -
MEPHCTANTHKA
3anex HeuectH “- --
HAnapus HeuecTH HeuecTu -~
Cyxorta B ycrara HeuecTtn Heuectu --
Jincnencus ~- HeuecTn --
["acTpur -- MHoro peaku --
XHIEpNa3us Ha BEHIUTE -- MHoro peaku -
[ 'anene HeuecTH Yecru -
[TankpeaTuT - MHoro peaku -
[loBpbllane - Heuectn -
HutecTrHanes -~ -- MHoro peaxu
aHrMoeneMm
Xenarobunuapuu | OTKIOHEHHS B - MHoro C Heu3BecTHa
HapyLIEHHU yepHoaApoOHHTE peaku* YyecToTa
byHKUHOHANHY
MMOKA3aTelNH,
BKMIOYHTENTHO
NOBHILIABAHE Ha
OwMpy6HHa B KPBHBTa
XenaTut -- Meoro peaku --
HHuTpaxenaranHa - MHoro penku =
X0JIECTA%a, KBJITEHHLIA
HapyieHus xwa AnonewLms - HeuectH --
KO»KaTa AHruoenem - Mmuoro peaku | C HeH3BeCTHA
MOJKOXXHATA ThKaH 4eCTOoTa
bynoseH nepmatur - -- C Heu3BecTHA
4EeCTOTA
EpHTeMa Heuvecty -- -~
Eputema myaTtudgopme -- MHoro peakn --
Ex3anTem Penku Hevectu --
Xunepxuiposa Penku Heuectn -
Peakums Ha —- HevectH --
¢$OTOUYBCTBHTENHOCT
Ipyputyc Penxu Hewectu. | C HemaBecTHa
YEeCTOTA
[lyprypa - Heuectn --
pr— "
Obpus Heuectu HeuecTn '
[IpoMsHa B LiBETa Ha -- Heuectu
Yprukapus U apyru -- MHoro peng
BHAOBE 0OpHB
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ExcdonnaTueeH - MHoro peaku -
JACPMATHUT

CuHapom Ha Stevens- - MHoro peaku -~
Johnson

Otok Ha Quincke -- MHoro peaku --

TokcuuHa enunepmanHa

C HeH3BECTHA

HEKponu3a YEeCTOTA

HapyineHus Ha ApTtpanrus Heuectu HeuectH -

MYCKYJIHO-

CKCIICTHATA Bonkw B repba Heuectn Heuecrn --

CHCTCMA H OTOK Ha CTaBHTE HeuecTH - -

CBEANHUTCARATA | Myckyanu cnaimu Peaku Heuectn -

TbKaH Muanrus - Hedectu | C HensBecTHa

YeCTOTA

OToK Ha rne3eHHTe -- Hectn --
Ycelmane 3a TexXecT Penku - --

HapymieHnns Ha [ToBuuUIEH KPEATHHHH B -- - C HeusBecTHa

OL0peunTE H cepyMma YeCTOTa

[MHKOYHBHUTE

—— MHKIHOHHH HapylIeHHS - Heuyectu -~
Huktypns -- HeuectH -
[Tonakuypns Penku Heyect -
[lonHypus Penkn -- -
br6peuna - - C HeusBecTHA
HEAOCTAaTBYHOCT H YECTOTA
6b0OpeuHo yBpexKaaHe

HapylueHus Ha HmnoreHTHOCT -- Heuectn -~

Bh3NpousBoauTen- | EpexTunHa aMchyHKUms Penku -~ --

HATA CUCTEMA K [ UHEKOMACTHA - Heuectn -

_'bpAara

OO6iun HapyiieHHs | ACTeHHS YecTH Heuectu -

U €(PEKTH Ha Huckomopt, 0010 — Hevectn -

MACTOTO HA _HEPA3MoJIOKEHHE

[PUNOKECHHE YMopa Yectu YectH Heuectu
OTOK Ha JTHLETO Hectu -~ --
3ayepBsBaHE Ha JIULIETO, YectH -- —-
TOIUIH BbJIHH
bonka B repauTe, KOATO - HeuectH --
HE € CBC ChplieueH
OToK YecTH - Yectu --
[lepudepeH oTok YectH - --
boJika — HeuectH -~
3aCTOEH OTOK YectH “- -

‘Hacneasanus [NoBuiren kanuii B -- - C Hen3BecTHa
KPBHBTa 4ECTOTA
IlosHiIaBaHe HA TeraoTo - Hedectn -
[TonnxaBane Ha TernoTo -~ HeuecTu --

*Haii-uecTo cBBp3aHO C X0NecTasa

AonbianuTenta nHgopmalusa 3a koMOHHMpaHUg NPOaYKT

[lepudepHHAT OTOK € NMo3HAT edeKT Ha aMJIOAHMHHA M KAaTO L0 ce HabnoaaBa
NPH NaLMEHTH, KOKHTO Ca NpHeMaid KoMOHHaLmsaTa aMJIOIMITHH/BANICAPTAaH, OTKO
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KOWTO NMpHEMAT CaMO aMJIOJAMIIUH. B JIBOMHO-ClIENH KOHTPOJIMPAHH KIIMHHYHH NPOYYBaHHS
yecToTara Ha nepudepHHus OTOK B 3aBUCHMOCT OT /103aTa € KaKTO CJIe/1Ba;

% MalUMEHTH, MOJYYHIIH Baacapran (mg)
nepudepeH oTok
0 40 80 160 | 320
0 3,0 5,5 2,4 1,6 0,9
rpnel 80 |23 5,4 24 |39
(mg) s ’ ~ - ’ .
5 3.1 4,8 2,3 21 2,4
10 10,3 HETNPHII0KUMO Hernpuaoxkumo | 9,0 9,5

Cpeanarta yectoTa Ha nepuepeH OTOK, €JHAKBO H3MEpEHa 3a BCHUKH 103H, € 5,1% npu
KOMOMHaUMATa aMJIOZIMITMH/BaJIcapTaH.

JonbanuTenHa nudopmalms 3a OTAeIHUTE ChCTABKH

Hexxenanure peakunu, CbOOLIEHH 3a BCAKA OT OTACJIHUTE ChCTABKH (AMIJIOJIMITMH WM BajicapTaH),
Morart aa ObAaT NOTEeHLHAIHN HEe)KeIaHH PeakLiMK ChIIO M MPH NMPUIOKEHHETO Ha
aMJIOJIMIKH/BalICApTaH, IOPH M /1a He ca HabII01aBaHH B KIIMHUYHK NPOYYBAHHA WK 1O BpeMe Ha
MOCTMAPKETHHTOBHS OITHT.

Amnoounun

Hecmu COMHOJIEHTHOCT, 3aMasiHOCT, NaJINMMUTALIMK, KOpeMHa 00JIKa, rajieHe, OTOK Ha
[JI€3€HUTE.

Hevecmu bescbHHe, MPOMEHH B HACTPOEHHETO (BKJIIOUMTETHO TPEBOXKHOCT), JAENPeCHs, TpPEMOp,

JIUCrey3Us, CHHKOI, XHIMOECTE3Ms, 3PUTEIHH HAPYLIEHHS (BKJIIOYMTEIIHO JMIUIONHUS ).
LIYM B YIIHTE, XUITOTOHMS, AHCTTHESA, PUHHUT, NMOBPBIIAHE, JHCIIENCHS. aJIONELIHS.
Myprnypa, MpoOMsiHa B LIBETA HA KO)KaTa, XMNEPXH/IPO3a, MPYPHUTYC, EK3aHTEMA,
MHAJITHA, MYCKYJIHH KpaMIH, 00JIKa, MUKLIMOHHHW HapyIlIEHHs, YBEJIHYEHA YECTOTa Ha
YPHHHPAHE, HMITOTEHTHOCT, FTHHEKOMACTHs, rpb/Ha OoJika, 001110 HEpa3noaoKeHHe,
MOBHLLIABAHE HA TErJI0TO, HAMAJISBAHE Ha TErJIOTO.

Peoku OO0BbpKaHOCT.

Mnoeo peoku  JleBkoneHus, TPOMOOUMTONEHHUS, a/IEPrHYHN PEAKLIMK, XUIIEPIITUKEMHS, XHTIEPTOHHS,
nepudepHa HeBpONaTHs, MHOKap/ieH HHDapKT, apUTMHUS (BKJIIOYMTETHO
OpaauKapaus, KaMEpHa TaXHKapaHs M NPEIChPAHO MBIKIEHE), BACKYJIUT, NAHKPEATHT,
raCTPUT, XUNEPIUIa3us Ha BEHLIMTE, XENAaTHT, ) bJITEHHLIA, MOBHILIEHH Y€PHOAPOOHH
€H3UMH™, aHTHOeIeM, epuTemMa My ITHHOpPME, YPTHKapHs, eKC(OITHATUBEH AEPMATHT,
CHMHJIpOM Ha Stevens-Johnson, otok Ha Quincke, oTouyBcTBUTENHOCT.

*Hal-4yecTO CBBbP3aHHM C XoJiecTasa
Cpo01uaBa ce 3a eKCTpanupaMHIeH CHHAPOM B M3KJIIOUMTETHH CITyuaH.

Baxcapman

C neuszeecmna

yecmoma [lonwxkaBaHe Ha XeMOrJ100MHa, NOHWKABaHE HA XeMAaTOKPHUTA, HEYTPONEHMUS,
TPOMOOLMTONIEHHS, NOBHLIABAHE HA CEPYMHHS KaJIWM, MOBHILIABAHE HA CTOMHOCTHTE
Ha YepHOAPOOHHTE (PYHKLIMOHATHH W3CJIE/IBAHHUS, BKIIOYHTEIHO NMOBUILIABAHE HA
cepyMHus OMMpyOHH, ObOpeyHa HeocTaThYHOCT M OBLOPEUHO yBpeKaaHe,
MOBHUILIABAHE HA CEPYMHHS KPEAaTHHHH, aHI'HOE1eM, MHAJITHS, BACKYJIMT,
CBPBbX4YYBCTBHTEIHOCT, BKJIKOUHUTEIHO cepyMHa Oonecr ,

CroOuiaBane Ha NOJO3UPAHH HEKEJTAHH PEaKLIMH

NPOAYKT € BakHO. ToBa no3BoJABa 1a NpOaAbL/IKH HaOMIOIEHHETO Ha CHOTHOLICHHE d“'ﬂ‘:m'_'

JIeKapCcTBEHUS NMPOAYKT. OT MEIMIIMHCKHUTE CINELMAIUCTH Ce W3UCKBA J1a cnoﬁmaaa’r BCSKA i }
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[I0/I03MpaHa HEXKEJIaHa peakuus Ype3 MambanuTenHa areHUMs No eKapcTBara, ya. ,,Ilarﬁm ['pyeB”
Ne 8, 1303 Codus, Ten.: 02 8903417, yebeaiit: www.bda.bg.

4.9 Ilpeao3upane

CHMOTOMH |

Hama onut ¢ npeno3upane Ha ammoaunua/Bancaprad. OCHOBHHTE CHMITTOMH Ha NpEea03HpaHe C
BANICapTaH BEPOATHO Ca H3pa3eHa XHMOTOHHA ChC 3aMasHOCT. [Ipero3upaneTo ¢ aMAOAMITHH MOXKe 1a
AOBENIC 10 EKCLIECHBHA MEepU(epHa BasoaUIaTaLMA M BEPOATHO A0 pediekTopHa Taxukapaug. Uma
ChOOLUEHHA 38 N3pa3eHa W NMPOJIOHTMPAHA CHCTEMHA XHUITOTOHMS U LLOK C ¢aranen uixon.

HekapauoreneH 6esoapoben oTok ce chob1aBa paaKo KaTo NOCIEARLA OT Mpeao3npaHe ¢
aMJIOMIHITHH, KOHTO MOJKe Aa Ce NPOABH Che 3abaBeHo Havano Ha edexrta (24-48 uaca ciexn
NOrTelilaHe) M 1a U3HCKBA HIKYCTBEHA BeHTWI2LMA. PaHHKuTe peaHuMauoHHK MEPKH ( BKIIHOUHTENHO
HaTOBapBaHE ¢ TEYHOCTH) 3a MOLAbPXKAHE Ha Nepdy3suaTa M CbpAeYHHA AeOUT MoraT aa 6baaT

ycKopsBalu $pakrops.

Jleuenne

AKO NPOAYKTBT € MOrb/JHAT HACKOPO, MOKE Ja Ce IPENH3BUKA NOBPBIIAHE WIH Aa CE HANpPAaBH
CTOMalllHa NMpOMHBKA. JloKazaHo e, Ye MpHIOKEHUETO HAa aKTHBEH BBIVICH MpH 3apaBH 10OpoBOMLH
BE/lHAara WiH A0 JBa Yaca ¢Jie] NOrTbIUaHeTO Ha aMJIOHMIHH 3HAYMMO HaMmamnsnBa abcopbuusaTa Ha
aMIOAHNHH. KNHHHYHO 3HAYHMATa XHMOTOHMA, BCIEACTBHE Ha nNpeao3upaHe ¢
AMJIOIMITHH/BANICAPTAH, M3WCKBA AKTHBHA NOAbMKALIA ChPASYHOCHAOBA TEPANNA, BKIIIOYUTETHO
HE€CTO MOHMTOpPHPAHE Ha ChPACHHATA ¥ AMXaTeNHA QYHKUHA, BUCOKO MOBAUraHe Ha KpalHULUTE U
HaOJIIOACHHE Ha KOMHYECTBOTO LIMPKY/TMPALLX TEYHOCTH K HA OT/E/ICHaTA ypHHa. BazokoHcTpukTOp
MOK€ 1a € OT NoN3a 33 Bb3CTAHOBABAHE HA CHAOBUA TOHYC M apTEPHANHOTO HANIAraHEe, aKo HAMA
MPOTHBOMOKA3aHHA 32 HETOBaTa ynorpeba. HHTpaBeHO3HO NpiioxkeHne Ha KallHeB MIIOKOHAT MOJKe
[a CIIOMOTHE 3a OTCTPaHABaHE Ha €QEeKTHUTE OT OIOKUPaHE Ha KATLHEBUTE KaHAIM.

KakTo BasncapTas, Taka ¥ aMJIOAMITHH HE CE OYUCTBAT MPU XEMOANAITH3A.

5. ©®APMAKOJOIrHUYHHA CBONCTBA

5.1 @apMakoAHHAMHYHH CBOHCTBA

DapmakoTepanesTHuHa rpyna: CpeacTsa, MOBIHABALLH PEHUH-aHMMOTEHIHHOBATA CUCTEMA,
aHruotensuH Il peuenropuu aHtarouncTH, KOMOMHALUMH, aHIHOTEH3MH I PELENTOPHH AHTArOHHCTH U
Kanuvesn aHrarouucT, ATC koa: CO9DBOI

AMIIOANNIMH/BaNCapTaH € KOMOHHALIMA OT ABE AHTHXHNIEPTEH3IUBHM CHCTABKH C JOTBIBALL Ce
MCXaHHIBM 3a KOHTPOJT Ha apTEPHATTHOTO HANATAHE NPU MALKEHTH € eCEHUHATHA XUNEPTOHMUA:
AMJIOZIMTIHH NMPHHAAIEKH KBbM KJlaca Ha KaNLMEBUTE aHTarOHUCTH, a4 BAJICAPTAH KbM KJ1aca Ha
aHrHoTeH3uH Il anraronncTure. KoMbnHaumsaTa Ha Te3n CbCTaBKM MMa alUTHBEH AHTHXHIEPTEH3HBEH
e(eKT, KaTo HaMaIABa APTEPUATHOTO HAJIATAHE B M10-TOIAMA CTENEH OTKONKOTO BCEKH OT
KOMIIOHEHTHTE NOOTAENHO.

Amnoaunun/Bancapran

KombuHauuaTa Ha amI0IHMNKH K BANCapTaH NPEAN3BHKBA 103038BHCHMO aUTHEHO IIOHKKABANE Ha
dPTEPHANTHOTO HAJIATAHC B PAMKHMTE Ha TEPaNeBTHYHHA 10308 HHTEPBA/l. AHTHXMIIEPTEHIUBHHUAT _
eheKT Ha eQHOKpaTHA A03a OT KOMOHHALMATA Ce 3a4bpiKa B NPOAB/DKEHHE Ha 24 uaca.

IThayebo-xonmponupanu npoyveanun
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HEAOCTAaTLYHOCT, 3aXapeH AHader Tvn | U HeaoOpe KOHTpoAKpaH aHabeT THN 2 U ¢ aHaMHe3a 33
MHOKapAeH WHDAPKT WIK MHCYJT B nockeanara | roausa.

AKMUBHO-KORMPORUPAHY NPOYUEANUA NPU RAYUCHMIU, KOUMO HE CA CE ROBAURAYU OM MOHOMEPANYS

B MHOroLEHTPOBO, paHNOMH3KHPAHO, IBOHHOCANO, AKTHBHO-KOHTPOIKWPAHO, NApaNneTHOrPyoBo
H3ITUTBaHe, ce HabnoJasa HOpMATH3UPAHE HA APTEPHATHOTO HansraHe (Hali-HUCKO AMACTONHO
HanaraHe B ceanano nonoxenue <90 mmHg B kpas Ha npoyuBaneTo) npH 75% OT NaLMEHTHTE,
nexyBau ¢ 10 mg/160 mg amnoaunun/sancaprad, KOMTO He Ca C€ NOBAHIN AOCTATHYHO OT 160 mg
BalCapTaH H NpH 62% oT nauMeHTwTe, JiekyBaHu ¢ 5 mg/160 mg amtoaunun/BancapraH, B cpaBHEHHeE
¢ 53% OT NalMeHTHTe, OCTAHANH Ha Tepanys cbC 160 mg Bancapran. Jo6assHero va 10 mg u 5 mg
AMITOIMITHH NPEIH3BHKBA JONBJIHHTETHO MOHHXABAHE HA CHCTOJHOTO/AUACTONIHOTO APTEPHAIIHO
Hanarase, ¢»oTBeTHO ¢ 6,0/4,8 mmHg » 3,9/2,9 mmHg, B cpaBuenue ¢ nauxeHTHTE, KOUTO OCTABAT

caMo Ha tepanus cbe 160 mg Bancapran.

B MHOroueHTpoBO, paHIOMHU3HPAHO, ABOHHOC/IANO, AKTHBHO-KOHTPOJIHPAHO, NapaieHOrPYIOBO
H3MHTBaHe Ce HabMo1aBa HOpMANTH3HPAHE HA apPTEPHANTHOTO HansraHe {Haf-HHCKO JHACTOHO
HangraHe B ceAHano nojgoxeHue <90 mmHg B kpas Ha npoyuraHeTo) npu 78% OT naLMEHTHTE
nekysan ¢ 10 mg/160 mg amnoannun/ancaprai, KOMTO He ca ce MOBJIMAIH JOCTATHYHO OT 10 mg
aMJIOJIMITHH B CPaBHCHHE ¢ 67% OT NallMeHTHTE, OCTAHAJIM Ha Tepanus ¢ 10 mg amnoaunus.
HobaBaneto Ha 160 mg Bancaprad BoaH A0 AOMBJIHHTEIHO NOHKIKABAHE HA CHCTOHOTO/ AHACTONHOTO
Hanarauxe ¢ 2,9/2,1 mmHg B cpaBHeHHe ¢ maLMEHTHTE, OCTAHANM HA Tepanus caMmo ¢ 10 mg
aMJIOAMIHH.

BanTeH3aM e M3NUTBaH CBILO H B AKTHBHO-KOHTPOJIMPAHO NpOoy4BaHe npH 130 naumeHTH ¢
XUMEPTOHMA CbC CPEHO NHACTONHO HaNAraHe B ceaHano noaoxedue >110 mmHg u <120 mmHg. B
TOBa NpOy4YBaHe (M3XOAHO apTepHaiHo HansraHe 171/113 mmHg) neyeHueto ¢ Banrensam

5> mg/160 mg, Turpupan no 10 mg/160 mg, noHMkasa apTEPHANHOTO HASIATAHE B CEAHANO MOJ0KEHHE
¢ 36/29 mmHg, B cpasHenue ¢ 32/28 mmHg npu neyeHue ¢ THIMHONPHI/XHAPOXIIOPOTHAZH

10 mg/12,5 mg, TurpHpan oo 20 mg/12,5 mg.

B aABe ABIrocpouHn MpoyyuBaHUA 3a NPOC/eNABaHe eEKTHT Ha aMJIOHNHH/BAJICAPTAH C€ 3ana3Ba 3a
NEPHOA HAA €/1Ha FOQMHA. BHe3anHOTO NpeyCcTaHOBABAHE Ha JIEYEHHETO C AMJIOAMIHHE/BAIICAPTAH HE
Ce CBBbP3Ba ¢ ObP30 NOKAYBAHE HA aPTEPHAIHOTO HASCaHe.

Bw3pactra, noasT, pacata WK HHAEKCHT Ha TenecHa Maca (>30 kg/m?, <30 kg/m?) He nosiuasar
OTroBOpa CIpAMO aMJIOAHITMH/BaJICAPTAaH.

AMOKITHH/BANICAPTAH HE € NPOY4BaH NpPH NOMYJIaLHH OT NALMEHTH ¢ APYTH 3a60NABaHNS, Pas/IMUHK
OT XHMEPTOHHA. BancapTaH e npoy4saH Npu MaLMEHTH clie]l NpeKapan HH(APKT Ha MHOKapAA W
TaKHBA CBC CHPACYHA HEAOCTATHYHOCT. AMJIOAHITHH € MPOYYBAH NPH NALMEHTH C XpOHHYHA CTabWiHa
CTEHOKapus, Ba30CMacTHYHA CTCHOKAPAMS H aHTHOTPadCKH JOKYMEHTHPaHO 3a60/1BaHe Ha
KOPOHApPHHTE CBLAOBE.

AMIOANUNNH |
KOMIOHEHTBT Ha aMNIOAHNHK/BANICAPTaH, AMJIOANNIMH, WHXHOKPa TPRHCMEMOPaHHOTO HaBIH3aHe Ha

KauMeBY HOHH B ChpJe4HAaTa H CBAOBATA MN1a/iKa MyCKYIaTypa. MeXaHHIMbT Ha AHTHXHNEPTEH3HBHO
JCHCTBHE Ha aMJIOAMITMH Ce AL/DKH Ha IMPEKTHHA penakcupaul eekT BbpXY ChIOBATa [JIANKa
MYCKY.laTypa, KO€TO BOAH 10 HaMa/iiBaHe Ha NEPHPEPHOTO CHAOBO CHIIPOTHBIEHHUE H Ha
4pTepHANHOTO HalAraHe. EKCepuMeHTaNHH JaHHH NOKA3BaT, Y€ aMJIOAMIHH CE€ CBLP3Ba KAKTO C
AMXHAPONHMPHIHHOBHTE, TaKa H C HEAHXHAPONIHPHIHHOBUTE MeCTa 3a cBbp3BaHe. [lpouecHTe Ha
ChbKpalliCHXC Ha CbPACHHUA MYCKYJl U Ha CBJOBATA IMaJika MyCKyaTypa ¢a 3aBHCHMH OT Sy
MPHABUKBAHETO HA W3BBHKJIETHYHHTE KAILHEBH HOHM B KIIETKHTE Ha MYCKYJIHTE Npe
HOHHM KaHa/yera.

Cren mpunoxeHne Ha TEPANEBTHHHH JO3H MPH NALUEHTH ¢ XHNEPTOHMA AMJIOIMIT
Ba30JHIaTaLMsA, KOATO BOAH A0 HaMa/IsBaHe Ha apTePHANTHOTO HANTATAHE B JIErHAN
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nosoxeHue. [1pu xpoHnyna ynotpeba ToBa nOHIKABaHE HA aPTEPHATHOTO HANATAHE HE Ce CBITHTCTBA
OT 3HAYHUMH MTPOMEHH B CHPACYHATA YECTOTA WIH IUIA3MEHUTE HHBA HA KATEXONMaMHHMTE.

[LnasmMeHuTE KOHLUEHTPAlKWK KOpENHpaT ¢ edexTa KaKTO NPH MJAAH, TAKa H NPH NALHEHTH B
CTap4e€CKa Bb3pacT.

[Ipy nauMeHTH ¢ XMNEPTOHHA H HopManHa 6bOpeuHa GYHKLKA, TEPANEBTHYHUTE 103K HA AMIOAMITHA
BOIAT 0 HamansBaHe Ha 0BOPEYHOTO CBAOBO CHLIPOTHBIIEHHE H YBEIHYABAHE HA CKOPOCTTA Ha
rnoMepysiHaTa punTpauus 1 epexTuBHEMA GbOpeyeH KPBBOTOK, 6€3 12 NPOMEHAT GHITPALMOHHATA

¢bpakuus UNH MPOTEHHYPHATA.

KakTo 1 npy Apyrure 610kepH Ha KANLHEBUTE KAHANH, XeMOAHHAMUYHHTE H3MEPBAHMS Ha
ChpaeyHaTa GpyHKUMs B MOKO#H M MPH HaTOBapBaHe (WIH XOAEHE) NPH NALMEHTH C HOPMANHA KamepHa
(pYHKUHMA, TEKyBaHH C aMIOLHMHH, KATO LAJIO NOKA3BAaT JIEKO NOKAYBAHE HAa CHPAEUHHUS HHAEKC 6e3
3HAYUMO NoBJIHABaHE Ha dP/dt WK Ha IeBOKAMEPHOTO K AKACTOMHOTO HANATaHe WK obem. B
Mpoy4BaHHA 32 XEMOMHAMHKA, aMITOXHITHH HE C€ CBBP3BAa C HEraTHBEH HHOTPOMNEH e()eKT, KOraTo ce
npunara B rpaHMLMTE Ha TEPANECBTHYHHTE 1031 NPH 3APaBH XKHBOTHH H XOpa, AOPH KOraTo fpH Xopa
Ce npuJara eTHOBpEMEHHO ¢ 6eTa-6okepH.

I1pn 3npaBH XOpa W KHBOTHH aMIIOJMNHH HE NIPOMEHs CHHOATPHAHATE HOAANHA QYHKLHS WK
aTPHOBEHTPHKY/IAPHOTO MpoBeXaaHe. B KNTMHUYHU NPOyYBaHHA, B KOUTO aMJIOAHIHH € MPWIAraH B
komOuHauus ¢ 6era-610kepH Ha MALMEHTH WM C XHTIEPTOHHSA MITH CBbC CTEHOKApAKS, He ca
Hab0AaBaHN HeXxeNnaHH eeKTH BbPXY exorpad)CKUTe NapaMeTpH Ha eleKTPOKapAHOrpaMaTa.

Ynompeba npu nayuenmu c xunepmonusn

I1py nauneHTy ¢ fieka 10 YMEPEHa XHIIEPTOHHS € MPOBEACHO PaHIOMHIHPAHO, ABOHHO-CIIAMNO
Npoy4BaHe 3a OLUEeHKa Ha 3ab05ieBaeMOCT-CMBPTHOCT, HapedeHo ALLHAT (Antihypertensive and
Lipid-Lowering Treatment to Prevent Heart Attack Trial), 3a na ce cpaBrM TepanusTa ¢ no-HOBUTE
NIEKAPCTBEHH CPEICTBA: aMoaAnnuH 2,5-10 mg/anepHo (6nokep Ha KaJluHMEeBUTE KaHAIH) WIH
nusuHonpun 10-40 mg/aneBHo (ACE-uHXH6HTOD), KaTO Tepanus OT MbpBa NHHHA ¢ Ta3H HA
THa3HJHKA AHYPETHK XI0pTaHaoH 12,5-25 mg/nHesHo.

O6mo 33 357 nauMeHTH ¢ XUNEPTOHUA HA BH3PACT 55 WM MOBeve roHHU ca 6K PaHAOMH3HPAHH H
npocneneHy 3a cpenHo 4,9 roquHu. IauueHTHTe ca MMaTH NOHE €HH NOITBIIHHTENEH PHCKOB (aKTOp
33 HCXeMH'4Ha DOECT Ha CHPUETO, BKIIOYHTENHO NpeKapaH MHOKapAeH HHMAPKT WK HHCYT

(>6 Mecena npeaH BKIOYBAHE B MPOYUBAHETO) WK JOKA3aHO APYTO aT€POCKIEPOTHYHO ChPAEYHO-
CbOBO 3abonasane (Han 51,5%), saxapen nuaber Tin 2 (36,1%), JIMMOTNPOTEUHH C BUCOKA IUTBTHOCT -
xonectepon <35 mg/dl nunu <0,906 mmol/l (11,6%), neBokamepHa xuneprpodus, JHArHOCTHLMpaHa
Yp€3 ENCKTPOKapAHOTpaMa WK enekTpokapauorpadus (20,9%), Hactodumn nyiuauu (21,9%).

[TepBuyHaTa KpaiHa TOUKA € CbCTaBHA OT (aTaHa HCXeMHuHa GONECT Ha CHPLETO WK HedaTaleH
MHOKapaeH HHGapKT. He ca HabnonaBaHk 3HAYMMHM pa3iHumMs NO OTHOILIEHHE HA MBPBHYHATA KpaiHa
TOYKa MEXIY TEPArnHATa ¢ AMIOAHNKH H TEPANHUATA ¢ XJIOPTANHIOH: KoeHUKeHT Ha prck 0,98 95%
C1(0,90-1,07) p=0,65. [1pn BTOpHUHHTE KpailiHK TOUKH, 4ECTOTATA Ha ChpAEUHA HEAOCTATHLYHOCT
(KOMIMOHEHT Ha CbCTABHUA KOMOMHHPaH ChPAEUHO-CHAOB KPHTEPHIA) € CHTHUDHKAHTHO NO-BHCOKA B
rpynara Ha aMJIOAKNHH, OTKONKOTO B rpynara Ha xnoptannaoH (10,2% cnpamo 7,7%, RR 1,38, 95%
CI[1,25-1,52] P <0,001). Benpekn ToBa, He ce HaGmoAaBaT 3HAYUMH Pa3IMuMs 110 OTHOLUCHHE Ha
ob1aTa CMbPTHOCT MEXY IPyrnaTa Ha Tepanus ¢ aMIOaUNKWH M Ta3H Ha TEpanHs ¢ xnopranuaoH RR
0,96 95% CI [0,89-1,02] p=0,20. |

Bancapran |
Bancapras € nepopanHo aKTHBEH, MOILEH U cnelmduveH arrHoTeH3uH 1] peLenTopeH
Tofi neficTsa cenextusro BbpXy AT] perienropHus noaTyn, KOHTO € OTFOBOPEH 3a
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4aCTU4Ha arOHHCTHYHA aKTUBHOCT KM AT petientopa u HMa 3HauuTenHo (okono 20 000 muTH) no-
ronam apuunreT kbM AT1 peuentopa, oTkonkoro kbM AT2 peuenTopa.

Bancapran He unxubupa ACE, nssecteH u kato kiHasa [, koiiro npeppbiila aHrsoTeHsuH | B
aHrHoTeH3HH II u pasrpaxcaa 6pannknnnna. Teii kato HaMaT edext Bbpxy ACE U He noTeHumpar
etbekTuTEe Ha OpanuKUHUH U CyGeTaHLma P, € Manko BepoaTHo anrvoTensun Il peuenrropHuTe
aHTaroHHUCTH J1a C¢ CBLP3BAT ¢ KAUUTHLA. B KIHHHYHH POYYBaHKA, KbAETO BAJICAPTAH € CPAaBHABAH C
ACE uHXuOHTOp, 4ECTOTATa Ha Cyxa Kaluinia e 3Ha4uMo (P <0,05) no-H1cka npyu nauueHTH,
JICKYBaHH C BajICapTaH, OTKOJIKOTO NPH Te3H, KOKTO ca JekyBaHu ¢ ACE unxuburop (crorBetHo 2,6%
cnpamMo 7,9%). B kKiMHHYHO npoyyBaHe NpH NaLMEHTH ¢ AHAMHE3a 3a CyXa KallUHua 1o BpeME Ha
nevenue ¢ ACE nuxuburop, 19,5% or npoyysanuTe nuua, nosyyasatiu Bancaptad 4 19,0% ot Te3mn,
MoTy4aBally THa3HIACH AMYPETHK HMAT Kalltiua, cpasHeHo ¢ 68,5% ot auuara nekysanu ¢

ACE nuxuburop (p <0,05). Bancapran He ce cBbp3Ba KbM PeLIeNTOPUTE HAa APYTH XOPMOHH H He
O10KHpa HIOHHY KaHATIK, 32 KOWTO € H3BECTHO, Y€ a4 BaXHH 3a Chp/IeUHO-ChIOBATA PEryIaLus.,

[IpunoxeHneTo Ha BaICapTaH Npy NALMEHTH C XUMEPTOHHUA BOMK JIO CNAJiaHE Ha apTePHATHOTO
Haarade, 6e3 NoBNUABAHE HAa CLPACYHATA YECTOTA.

[1pu noBeueTo NALKMEHTH, ClIE] NPHINOKEHHETO HAa €AHOKPATHA J03a NEPOPATTHO, HAYANOTO Ha
aHTUXHKIIEPTEH3UBHOTO NCHCTBHUE € B paMKUTE Ha 2 yaca, a MAKCHMATHO MOHHXKABAHE Ha
apTEPHANTHOTO HAJIATAHE CC JOCTHra B PAMKHTE Ha 4-6 yaca. AHTHXHNEPTEHIUBHUAT eeKT
pOABJDKABa [OBeYe OT 24 yaca cne npHeMa. [Ipy MHOTOKpaTHO NMPUNOKERHE MAKCHMYMa B
PEAYKUHATA Ha apTEPHATIHOTO HANATAHE ¢ BCAKa 1033, KAaTO LAI0, CE NMOCTHIa B PAMKHMTE Ha

2-4 ceAMHUM H Ce NOAIBPXA B XOJa Ha MPOARDKHTENHA Tepanud. BHE3anHOTO npeycTaHOBsBaHe Ha
NICYEHHETO C BaJiCapTaH He ce CBbP3Ba ¢ pedayH XHIEPTOHHA WIH ¢ APYTH HEXETAHH KNTHHUYHH
CHOUTHA.

Apyru: nBoiHOo 610KHpaHe Ha PEeHMH- AaHTHOTEH3MH-AII0CTEpOHOBaTa cHeteMa (PAAC)

AlBe roneMu paHAOMH3HpaHH KOHTponupaHH npoy4sanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texymo rno6anHo u3nuTeare 3a
KpaidHH TOUKH HA TEJIMHCAPTaH, CAMOCTOATENHO U B KOMOHHauHs ¢ paMunpun) ¥ VA NEPHRON-D
(KyinHnuHo npoyysane CBEp3aHO ¢ pa3BUTHe Ha HeponaTHA npu JHabet, NPOBEAEHO OT
MuHuCTEPCTBO NO BLOPOCHTE HAa BETEPAHUTE) — MPOYUBAT yrioTpebaTa Ha KOMOKHALMATA OT

ACE naxubutop u APE.

ONTARGET e npoyusane, nposeneHo Npu MauMeHTH C aHAMHE3A 32 CbPIEUHO-CBAOBA WK
MO3BYHOCH/I0BA DONecT, M 3axapeH AnabeT THN 2, NPUAPYXKEHH C JaHHH 33 YBpe)XIaHe Ha
epexroprn opraiu. VA NEPHRON-D e npoyusane npu mauMeHTH cbe 3axapeH Auaber Tvn 2 w
nHabetHa HedponaTus.

Tesn npoyysaHus He NOKa3Bat 3HauMM GnaronpusteH edexT Bbpxy 6LOpeuHHTE WK ChPoEYHO-
CbAOBHTE MOCACAHLH H CMBPTHOCT, KaTO CBIIEBPEMEHHO ca HabMoAaBaHH NOBHILEH PHCK OT
XMNEPKATHEMHA, OCTPO yBpEXkAaHe Ha 61L0penyTe WHIN XHNOTOHUA B CpaBHEHHE ¢ MOHOTEPANTUATA.
Karo ce uMat npeasua cXoaHHTe HM hapMaKOAHHAMHMHH CBOJCTBA, TE3H PE3yNITATH €A MPHIIOKUMH
H 3a npyru ACE nuxuburopn n APB.

ACE unxnbutopu 1 AP Gnokepu cnenosarento He TpabBa Aa ce H3MO/I3BAT €IHOBPEMEHHO NPH
MaLMEHTH ¢ AMabeTHa HeponaTus (BX. Touka 4.4).

ALTITUDE (KnwHHYHO Npoy4YBaHe NPOBEAEHO ¢ ATKCKHPEH NPH NalIHEHTH Cbe 3aXapeH Anaber THi
2 C H3NON3BAHE HA CHPAEYHO-CHIOBH U 61LOpeuHH 3a6015BaHMA KAaTO KpaitHH TOYKH € NpoyuBaHe,
NpeHA3HA4CHO J1a H3C/Ie/1BA N0N13aTa OT N0GABIHETO HA ATHCKUPEH KbM CTaHAAPTHA Tepanygs7
HHXHOHTOP WK APD npu naunenTH cue 3axapen anaber TUN 2 ¥ XpOHUYHO 6B6peuno 35 56
CbpACHHO-CHAOBO 3abosisiBae WK H aseTe. [IpoyuBaHeTo € NpeKpaTeHo NpexacBpeMm / °3
TIOBHIICH PHCK OT HEONAroNpUATHH nocieauuy. Kakto cupaeuHo-c»I0BaTa CMBPT, T4 /
Ca no-4e€CTH B rpyriaTa Ha &JIMCKHpEH, OTKOJIKOTO B rpynara Ha ruauefo, a npeacrar e 3
HHTepeC HeXeJIaHd CHOHTHS U CEPHO3HH HEeXeNlaHK ChOUTHA (XHnepKanueMus, XMMOTOHH

d
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OnOpeuna auchyHxLUa) ce crobLIABAT NO-YECTO B FPYNATa Ha AJIMCKHUPEH, OTKONKOTO B rpyIiaTa Ha
ravedo.

5.2 @apMAKOKHHETHYHH CBOHCTBA

JIuHe#iHOCT
AMJIOOQHIIMH K BaJICApTaH HMAT JIHHeHHa ¢apMaKOKHHETHKA.

Amnoaunus/BancapraH

Cnea nepopaiHo NPHNOKEHHE HAa aMIIOAWNHH/BANCAPTaH, MAKCHMANHH TUTa3MEHH KOHLIEHTPALIMH Ha
BaJIcapTaH H aMJIOJHNHH C€ JOCTHIraT ChOTBETHO 3a 3 U 6-8 yaca. CKopocTTa H cTeneHTa Ha
abcopbLna Ha aMIOAMNHH/BaNCAapTaH Ca €eKBUBANEHTHH Ha OHOHATMYHOCTTA HA BAJICAPTAH H
AMJIOAMITHH, MPWIOKEHU KATO OTAENHH TabneTKh.

AMIOIHUITHH

Abcopbyus

Cnen nepopanHo NPUIOKEHHE Ha TEPaneRTHYHA J03a CaMO HA aMNOAWITHH, MAKCHMAHH NJ1a3MeEHH
KOHLICHTPALIMH ¢€ O0CTHraT 3a 6-12 yaca. AGcomoTHaTa GHOHANMYHOCT € H3YHCIIeHa Mexay 64% H

80%. buoHaiMYHOCTTa HAa AMNOJMITMH He Ce NMOBIUABA OT NPHEMA Ha XpaHa.

Pasnpedenenue
ObemMbT Ha pasnpeaenenne € npubnusutento 21 Vkg. In vitro npoyusanus ¢ aMIOMNHH NOKA3BaT, e

npHOAN3INTENTHO 97,5% OT LUPKYHPALLOTO JIEKapCTBO CE CBBLP3BA ¢ MNa3MEHHUTE NPOTEHHH.

buompancgopmayus
AMnoaunuH ce MeTabonu3npa excTeH3uBHO (NpHONU3NTENHO 90%) B yepHHs Apod A0 HEeaKTHBHM
METa0OTHTH.

Enumunupane

ENTHMHUHHPAHETO HA AMNIOZIMITHH OT MIa3MaTa € 6H(pa3HO C TEPMHHAJIEH MOJYKHBOT HA €THMHHHPAHE
nprbausurenno 30 ao 50 yaca. CraunoHapHH I1a3MeHH KOHILIEHTPALIWK ce AOCTHTAT CJie]
NpOAB/DKHTENEH npHeM 3a 7-8 auu. 10% ot uzxoanua amnoaunue v 60% ot HeroeuTe MeTabOJIMTH Ce

EKCKpeTHpaT ¢ ypHHaTa.

Bancapran

Abcopbyus

Cnen nepopanHo NpUIOKEHHE CaMO Ha BajicapTaH MAaKCHUMAJTHH TUTa3MEHH KOHLIEHTPAallUuH Ha
BancapTaH ce JOCTHraT 3a 2-4 yaca. Cpeanara abcomorHa 6uoHaninuHocT € 23%. Xpadara HaManssa
eKCro3nuHATa (onpeaeneHo upe3 AUC) na sancaprat ¢ okono 40% # MakcHManHata niasMeHa
koHueHTpauus (Cmax) ¢ okono 50%, sbrpeku ue okoso 8 waca ciea npHeMa azMeHHUTe
KOHUEHTPAL¥H Ha BajicapTaH ca MoaoOHH B IPYNHTE, NPHEMANH JIEKAPCTBOTO CJiE] HAXPaHBAHE U HA
rnanHo. Tasu penykuua Ha AUC, obaue, He ce CHIIPOBOXKIA OT KIMHMYHO 3HAYHMA PEAYKIHA Ha
TEpaneBTHYHHUR €PEKT U MO Ta3u NPHUUHHA BATICAPTAH MOXKE /1a Ceé NMPHEMA KAKTO Ha I1aaHo, Taka U
CJIel HaXpaHBaHe.

Pasnpedenenue
O0eMbT Ha pa3npeseNeHHE Ha BAJICAPTAH B CTALLMOHAPHO CHCTOAHME CJIEA HHTPABEHO3HO
MPHIOKEHHE € OKO0 17 nuTpa, KoeTo nokassa, ue BaacapTaH HE Ce pasnpeaens eKCTEH3IHBHO B
TbKaHuTe. BancapraH ce CEbp3Ba BbB BUCOKa CTelNeH ¢ IU1a3MEeHUTe NpoTerHu (94-97%), npeauMHo
CBC CEpYMHHA aNOyMHH.

buompancopmayus
BancapraH He ce MeTabonusupa BbB BHCOKA CTENEH, Thi KaTo camo oxono 20% ot
ycTaHOBsBa NMOA popmarta Ha metabonuru. B nnazMara e ycTaHOBeH XMAPOKCHMETA
KoHueHTpauuu (no-maiko or 10% or AUC na ancapran). To3u metaGonut e dap
HCAKTHBEH.
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Enumunupane

BasncapraH noka3Ba MyJITHEKCMOHEHLHAIHA KHHETHKA Ha pa3nan (tYg <l h u t14f okono 9 h).
BasncapraH ce ennMiHHpa 0CHOBHO Upes dielieca (okono 83% ot no3ara) M ypunata (okono 13% ot
103a7a), PEAMMHO KaTO HEMPOMEHEHO CheAMHeHHE. Cliel MHTPaBEHO3HO NPWIOKEHHUE TUTa3MEHHUAT
KIHPBLHC Ha BancapTaH € okono 2 1/h, a 6s6peunnar My kaupuhc e 0,62 'h (okono 30% ot o6uius
KnaupbHC). [lonykMBOTHT Ha BasicapTaH € 6 uaca.

CneuuaaHy NomyJjaauuu
Ileduampuyna nonyrayus (ew3pacm nod 18 200unu)
Hsma ¢papMakOKHHETHYHH JaHHH 33 NEAHATPHYHATA TOITYALMA.

Cmapuecka gv3pacm (65 uru noseye 2odunu)

BpemeTo 3a nocTvraHe Ha MAKCHMAJIHH TU1a3MEHHN KOHLEHTPALMK Ha aMJIOAMIHH € CXOMHO npH
MJIJHA NALUCHTH U NIPH NMALMEHTH B CTapyecKa BB3pacT. [IpH maumeHTHTE B CTApUECKA BBH3PACT UMa
TEHICHIIHA KbM HAMANABAHE Ha KIMPBHCA HA AMJTOIHITHH, KOETO NpPeaH3BHKBA NOKAYBAHE HA IJ1OLITA
noa kpueata (AUC) u yasnkaBaHe Ha enHMHHAUMOHHKS NonyxuBoT. CpeaHara cucremua AUC 3a
BajicapTaH € 1o BHCOKa cb¢ /0% Npy nalKeHTH B CTapuecka BL3PacT, OTKOJIKOTO NPH NO-MIagH
NMalLMEHTH, NOPaaH KOETO C€ H3KUCKBA NOBULICHO BHHMAHHE TIPH NOBHILAaBaHe Ha J03aTa.

bvbpeuno yepesicoare
({DapmMakOKHHETHKATA HAa aMNOAKIIUH HE CE NOBJIMABA 3HAUMMO NPH GBOPEYHO yBpexaaHe. Kakro ce

OYaKBa 3a BEMIECTBO, YHITTO 6b6peueH KIHpbHC € camo 0koy1o 30% OT O6LIKA M1a3MeH KJIHPBHC, HE
ce Habmorasa kopenauusa Mexay 6s6peunarta GpyHKIMA H CMCTEMHATA €KCMNO3KLMS Ha BAJICRPTaH.

Yeprnoopobro yspexcoane

HanuynH ca MHOrO OrpaHHUEHH 1aHHHM 3 NIPWIOKEHHETO HA aMITOXHITHH TIPH MALUMEHTH C.
4epHOAPOOHO yBpexaaHe. [launeHTHTe ¢ YepHOAPOGHO YBpEXKaHE UMAT HAMAJIEH KJIHPBHC Ha
AMJIOQHUIIHH C nocneaBawo nokaysaHe Ha AUC ¢ npubnusurenHo 40-60%. Kato usno, npu nauuesTn
C ICKO 10 YMEPEHO TEKKO U3Pa3eHO XPOHUYHO HepHOAPOOHO 3a00N9BaHE EKCIOZHLMATA KBM
BasIcapTaH (onpenesneHa upes croinocTute Ha AUC) e ABa MBTH NO-BHCOKA OT YCTAHOBEHATA NnpH
3apaBh n0OpoBONLY (TPYNUPAHH MO BB3PACT, NOJ U Terno). [1py naukeHTH ¢ YepHOAPOGHO
3a00NBaHe ce H3HUCKBA NOBULICHO BHUMAHKE (BX. TOUKa 4.2).

53 [peaxnunugnu AaHuu 3a GezonmacHoCT

Amnoounun/sarcapman
HexenaHure nekapcTBEHH peakUMH, HabmonaBaHU B POYYBaHUs NPH KHUBOTHH C BEPOATHO

KIIHHHYHO 3HA4YEHHE Ca KaKTo ClieBa:
XHCTONATONOrHYHH NIPU3HALM 38 Bb3NAJICHHUE HA AJIE3HCTUS CTOMAX ¢a HaBI01apaHu NPH MBXKKH
MABXOBE NPH €KCNO3ULUMA OT OKoJio 1,9 (Baicapran) v 2,6 (aMI0IKNHH) METH HAZ KTHHHYHHTE NO3M
or 160 mg Bancaptan u 10 mg amnoaunuy. TIpH NO-BHCOKH €KCNO3HLIMM HMA YIILEPALIMH 1 €PO3UHM 1O
CTOMAILHATA JIMraBHLIa KAKTO MPH XKEHCKHTE, Taka M MPH MBXXKHTE TursXoee, [Tono6HNn npomenn ce
HaOmoaaBar 1 NpH rpynaTa, KOSTO MPHEMA caMo BascapTal (excnozuuns 8,5-11,0 mbTH Hag
KnHHH4HaTa fo3a ot 160 mg Bancapran).

[Ipn excnosnums 8-13 (Bancapran) u 7-8 (amnoaunyK) MbTH HaJ KIMHKHYHATE 1033 oT 160 mg
Baicapral H 10 mg aMnoaMMHH ce ycTaHOBABAT yBeJIHMEHA YECTOTa M TEXECT Ha 61LOpeuHara
TyOynHa 6a30pIHs/XHATMHU3ALIAA, AWNATALNS H OTIHBKH, CBHIIO W HHTEPCTHLIHAHO JTUMGOUNTHO
BB3NAJICHHE W XHNEPTPO(dHA Ha apTepuosiapHaTa Meaus. CXOAHH POMEHH Ce YCTAHOBABAT B rpynara,
MpueMailla camMo BajicapraH (ekcnosnims 8,5-11,0 nvru Haa xiMHKYHaTa fo3a ot 160 mg B -

B npoyusane 3a emOpHo-eTanto pa3euTHe Npy IIBXOBE e HAGMIONABAT YBENHYEHA
AUNATHPAHH YPeTepH, Mal(popMaLMM Ha CTEpHYMa H HeOCH(HIMpaHH (anaHru Ha
€KCMo3uLMA ot okono 12 (Basncapran) u 10 (amoAMIIMH) TBTH HAA KITHHHYHHKTE HO
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Hueoto, npy koeto He ce HabatonaBaT edekTH [0 OTHOLWEHHE Ha Pa3BHTHETO & 3-(Bancapran) v 4-
(aMJIOAMITHH) MbTH HaJl KIMHUYHATA eKCro3uuma (Ha Hasara na AUC).

3a OTAEJIHKTE CbCTABKH HAMA 10KA3ATENICTBA 33 MYTar€HHOCT, KNaCTOreHeH e(exT HiH
KapUHHOTEHHOCT.

Amaoounun

PenponykruBHa TOKCHYHOCT

PenpogyKTHBHH NpOY4BaHHA NPH IUTbXOBE H MULLKH NOKA3BAT 3aKbCHABAHE Ha JATATa HA paxnase,
YAB/DKCHA NPOLABIKHTENIHOCT HA PAKAAHETO H HAMAJICHZ XH3HECTIOCOOHOCT Ha MANKHTe NpH A03M
NpHOIM3KUTENHO 50 METH NO-BUCOKH OT MaKCHMAJIHHTE NPENOPbYHTENHH 103 IMpH Xopa, Bb3 OCHOBA

Ha mg/kg.
Hapyuienns BeB Gpepruaurera

He ce nabatonasa edext BupXy heprinurera Ha nILXOBE, EKYBaHH ¢ aMIOAUITHH (*KMBOTHHTE OT
MBXKKH NOJ €a JIEKYBaHU 64 nHH, a OT KEHCKU noa - 14 qHu npeay YHPTOCBAHETO) B AHEBHHU HO3H OO
10 mg/kg (8 mbTH™ NO-BUCOKH OT MakCUMAJTHATa MPeENOpbYBaHa J03a PH Xopa ot 10 mg, U34HCJIEHA
Ha 6a3za mg/m?). B apyro npoyusane BbPXY [LTbXOBE, [IPH KOETO XXHBOTHUTE OT MBXKKH 110J1 ¢a
NIEKYBAHHK C aMITOAUNHMHOB Oe3WIaT B MPOALDKEHHE Ha 30 AHM B 103M, CPABHUMH C JO3HTE,
npuaaraHu NpH xopa, H34McneHd Ha 6a3a mg/kg ce HabNIOAABAT NOHMIKEHH CTOMHOCTH Ha
(PoNMKYNOCTAMYIHPAIIHA XOPMOH U TECTOCTEPOHA, KAKTO U MOHKKABAHE Ha CMEePMaTHATA TUTBTHOCT
H Ha Opos Ha 3peauTe cnepMaTHaH U CepToNHEBH KIETKH.

KapuuHoreHesa, MyTarenesa |
HsMa naHHM 3a KapUMHOTEHHOCT MPH [LTbXOBE M MHILKH, TPETHPAaHH ABE rOAHMHM ¢ aMJIOJUIIHH B

XPaHaTa B KOHLCHTPALIWH, H3UHCIIEHH [1a OCUTYPAT AHEBHH N1030BH HuBa oT 0,5, 1,25 u 2,5 mg/kg/aeH.
Haii-Brucokara 103a (MpH MHIUKH - 611M3Ka 110, a NPH IWTbXOBE — /1B MbTH* NO-BHCOKA OT
MaKCHMalHaTa NpenopbUuMTETHA KIIMHHYHA n03a oT 10 mg, u3uncnena 3a mg/m?) e 6una 6aH3Ka no
MaKCHMaJIHaTa NOHOCHMa /1034 3a MHLIKH, HO HE H 33 IUTbXOBE. |

I1poyuBaHus 32 MYTAFEHHOCT He NOKA3BAT JIEKAPCTBEHO-06YCIIOBEHH e(beKTH HHTO Ha F€HHO, HUTO Ha
XpPOMO30MHO HHBO.

* U34KCIIeHa 3a nauMeHTH ¢ terno 50 kg

Bancapman
[IpenknnHnYHUTE JaHHK HE NOKa3BaT 0coGeH PUCK 38 XOPaTa Ha 623 Ha KOHBEHLIMOHATHHTE

(hapMaKoNOrH4HH NPOYUBAHKA 33 GE30MACHOCT, TOKCHYHOCT NMPH MHOTFOKPATHO NMPUACKEHHE,
FeHOTOKCHUYHOCT, KAPLIMHOTE€HEH MOTEHLMA.

[Tpn mibXoBe TOKCHYHH 103K 3a MmalikaTta (600 mg/kg/neH) npes nocAeAHHTE AHH OT OpeMeHHOCTTa M
nepHoaa Ha NaKTalluAg Ca IOBENH N0 MO-HUCKA CTENEH Ha NPEKUBIEMOCT, NO-c1abo Ha/u1aBaHe Ha
TErNo 1 3a0aBeHO pa3BUTHE (OTJC/NAHE HA YIIHATA MHAA W OTBApAHE Ha CJIYXOBHMA KaHasi) Ha
nokosneHneTo (BK. Touka 4.6). [1py nurexore Tesn no3n (600 mg/kg/neH) npeacrasissar
NpuONM3UTENHO 18 MLTH MaKCHMAaJTHATA NMPENOPLYHTENHA A034 npH Xopa Ha 6a3ara Ha mg/m?
(H34MCIEHHATA CE OTHACAT 3a nepopaiHa 103a 320 m g/nex H nauMeHT ¢ terno 60 kg).

[1pn npenknHHU4HK NpoyYBaHUR 3a 6€30NaCHOCT BUCOKH NO3H BasicapTad (200 no 600 mg/kg
TE/ICCHO TETJI0) NPEAN3BHKBAT NPH TUIbXOBE HAMANISABAHE HA TAPAMETPHTE HA YEPBEHHTE KPbBHH
KETKH (€PHTPOLIMTH, XEMOITIOOHH, XEMATOKPHT) H NPHYHHABAT NPOMEHH B OLOpeunara o
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[Tpu MapMO3eTKM B CPaBHUMH J03H NIPOMEHHKTE ¢a NOJOGHH, HO MO-TEXKKH, OCOBEHO B OuOpeunre,
KBETO NPOMCHHUTE C€ pa3sBHBAT 10 HedponaTHs, BKINOUBAILA NOBHILEHHE HA YPESTa B KpeaTHHHHA B
KPBHBTA.

Habmoaaga ce cpuio xuneprpodHs Ha 6b0peuHUTE IOKCTAIMOMEPY/IHH KITETKH H NPy ABaTa BHJA.
Cuwrta ce, 4e BCHUKH TPOMEHH Ce Ab/DKAT Ha PapMaKONIOTHYHOTO ASHCTBHE Ha BA/ICAPTaH, KOETO

BOAH DO MPOABL/DKHUTE/IHA XHITOTOHHA 0COOEHO npH MapMo3eTHTe. MU3rnexaa, ye TEepaneBTHYHATA 03a
Ha BQJICapTaH MpH XOpa He € CBbp3aHa ¢ Xuneprpodus Ha 6nOpeunure IOKCTarJIOMEPY/IHU KIETKH.

6. GOAPMAIIEBTHYHHU JAHHH
6.1 CnachbK HA NOMOUIHHTE BEIIECTRBA
CopueBuHa Ha Tabaerkara;
MuKkpokpucTanHa uenynosa

[ToBunon (K-29/32) -

Kpockapmenosa HaTpHii

Tank

Maruesnes creapar

[TokpuTue:

XHnpomenosa

TwranoB auokcun (E171)

Makporon

Camo 3a mabaemxu 5 mg/160 mg:
XKunr xkenesen okcun (E172)

6.2 HecnBMeCTHMOCTH
Henpunoxumo
6.3 Cpox na roanocr

3 roanHH

6.4 Cneuna/iHH yCJIOBHS HA ChXPAHEHHE
Ha ce cbxpanasa nog 30°C.
6.5 BHaH cLALPXKAHHE HA ONAKOBKATA

PVC/PVDC-AI 6nuctepn
Buaose onaxoBku: 7, 14, 28, 30, 56, 60, 90, 98 wiu 280 $UIMHMpaHH TabneTki.

He Bcuuku Buaose onakoBkyi Morat aa 6baaT NyCHATH Ha nasapa.
6.6 CnenMaaHH NpeANa3HH MEPKH NPH HIXBLPJIAHe B paGora

Hama cneupaniu H3HCKBAHUA.

7. TIPUTEXATEJI HA PASPEIIEHHUETO 3A YITIOTPEBA

Teva B.V.
Swensweg 5
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2031 GA Haarlem

Huaepnanaus

8. HOMEPA HA PABPEHIEHUETO 3A YIIOTPEBA

Banrensam 5 mg/160 mg - per. Ne 20160414

Basrensam 10 mg/160 mg - per. Ne 20160415

9. 1TATA HA ITBPBO PABPENIABAHE/TIOTHOBSIBAHE HA PA3ZPEIIEHHUETO 3A
YITIOTPEBA !

Jara Ha mbpBO paspelnaBaHe: 08.12.2016 r.
Jlata Ha nocnenHo nogHoesieane: 10.05.2021 r.

10. JATA HA AKTYAJHM3UPAHE HA TEKCTA

14.01.2025

SE/H/1609/001-002/IA/022/G
21




