KPATKA XAPAKTEPUCTUKA HA IMTPOAYKTA

L. UME HA JIEKAPCTBEHMUA ITPOAYKT (e e
Rl "'", A ATEH] '*“1 no umrﬂcrmm.
Banrensam 5 mg/160 mg ¢punmupanu tabneTku Kpamee vapasmepyc vogyxme 1 i

PUAOMENU

Valtensam 5 mg/160 mg film-coated tablets e 09\ GOQ({ » ({5 |

e s o e AT VbR A ]
Banrensam 10 mg/160 mg puamupanu tabnerku PACDBIUIEHUE

Valtensam 10 mg/160 mg film-coated tablets - . 69_5\&5 -3¢ 30 -07- 2025

e T ———

p KAYECTBEH U KOJIMYECTBEH CbCTAB

Banrensam 5 mg/160 mg - Bcsaka ¢puamupana Tabnerka chabpka S mg amnoaunus (amlodipine), kato
amuioaunuHoB Oe3unart (amlodipine besilate) u 160 mg Bancapran (valsartan).

Banrensam 10 mg/160 mg - Bcsaka ¢puamupana tabnerka cbabpka 10 mg amnoaunux (amlodipine),
KaTo amaoaunuHoB Oe3unar (amlodipine besilate) u 160 mg Bancapran (valsartan).
3a ITbJIHKA CMTUCHK HA MOMOIIHUTE BEIIIECTBA BHKTE TO4YKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

MOunmupaHa tabnerka

S mg/160 mg

KbiTh, ¢ pasmepu 13,5 X 7 mm, npoab/iroBati, 1BOMHOU3MIbKHAIK, (PUIMHUPAaHH TAOJIETKH, C HANUC
"2" or ennara crpana v "LLD" ot apyrara crpasa.

10 mg/160 mg

benn, ¢ pasmepu 13.5 X 7 mm, npoabiroBatu, ABOMHOU3ITbKHAIN, (PUIMUPAHH TAOJIETKH, C HAITUC
"3" or ennara ctpana 1 "LLD" ot apyrara cTpaHa.

4. KJIUHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3ZAHHSA
JleueHue Ha eCeHUMAIHA XMITIEPTOHMS.

Bantensam e nokasaH rnpu Bb3pacTHH, YHETO apTEPHAIHO HAJISiraHe He ce KOHTPOJIMPA a/IeKBaTHO NPH
MOHOTEpanus ¢ aMJIO/IMITHH HWJIH BaJICapTaH.

4.2 Jlo3upoBKa H HAYHH HA NPHJIOKEHHE

Jlo3upoBka
[IpenopbumnTenHara n103upoBka Ha BanreHsam e eHa TabiieTka AHEBHO.

Banrensam 5 mg/160 mg moxe na ce npunara npv nalMeHTH, YHETO apTEPHAITHO HAJISITAHE HE ce
KOHTPOJIUpA a/ICKBAaTHO NMPH MOHOTEpanus ¢ 5 mg amyioMnud win 160 mg BancapraH.

Banrensam 10 mg/160 mg moxe na ce npuiara npu nalMeHTH, YMETO apTEPHAITHO HAJT
KOHTPOJIMpa aIcKBaTHO Npu MoHoTepanus ¢ 10 mg amnoaunuu wnu 160 mg Bancapra
Banrenszam 5 mg/160 mg.

Basiiren3zam moske /1a ce npuema He3aBMCHMO OT NpUeMa Ha XpaHa.
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I[Ipeay npeMHHaBaHe KbM KOMOMHALMATA C PUKCHpaHa 4032 ce [IpenopbyBa HHANBHAYATHO
TUTPUPAHE Ha J034Ta C OTAC/IHHTE KOMNOHEHTH (T.€. aMJIOAUNKH H BasicapTaH). Korato € noaxoasiuo
OT KJIMHHYHA IJI€IHA TO4Ka, MOXKE /ia Ce pa3riie]la AMPEKTHO NpEMUHAaBaHe OT MOHOTEPAaINHA KbM
KOMOHHAaLMATA C (PHKCHPAHM JO3H.

3a yno6CTBO, MaUMEHTH, KOUTO NPUEMAT BAJICAPTAH H AMJIOAMITHH KaTO OTAECNHU TableTkH/Kancynu
MOTaT Jia IPEMHHAT Ha JieueHHe ¢ BanTeH3aM, KOHTO ChAbpXKa ChINMTE A03M HA OTAC/THHUTE
KOMITOHEHTH.

bwvbpeuno yepescoane -

HsaMa HalHYHH KIHHWYHH JaHHU NPH NaLHEHTH ¢ TexXKo O0bOpeuHo yepexaane. He ce u3ncksa
afanTHpaHe Ha J03aTa NMpH NALHEHTH ¢ JIEKO 10 yMepeHo ObOpeuHo yBpexaane. [Ipu ymepeHo
H3pa3eHo OBLOPEUHO YBpeXKaaHe ce MpenopbUuBa NpocieasBaHe Ha HUBATA Ha KaJIWs W KPeaTHHHHA.

Heproopobro yepeosicoane

BanteHnsaM e npoTUBONOKA3aH NPH NALHEHTH C TEXKO YEPHOAPOOHO yBpexKaaHe (BXK. Touka 4.3).
Heobxonumo € noBuLIeHO BHUMaHKE NMPH NpuiaaraHeTo Ha BanteHn3aM Ha nailiMeHTH ¢ 4epHOAPOOHO
yBpexaaHe Wi o0CTpyKTHBHH 3abonsaBarus Ha »IbYHHTE NbTHLLA (BX. Touka 4.4). [Ipu nauMeHTH ¢
JIEKO A0 YMEPEHO YEPHOOPOOHO yBpexaaHe fe3 xonecTasza, MakCHMalHaTa NPenopLYHTENHA 1032 €
80 mg sancaptrad. He ca yrouHeHH NpenopbKUTE OTHOCHO 03aTa Ha aMJIOUIMH MPH NaLHEHTH C
JIEKO 10 YMepeHO YyepHoapobHo yBpexaaHe. [1pH npeMruHaBaHe Ha NOAXOASAIIH NMALHEHTH C
XHNEepTOHUA (BXK. TOUKa 4.1) H uepHOAPOOHO YBpEeXKAaHE KbM JIEUeHHE ¢ aMJIOAUNHH WK Banrenzam,
TpAOBa na ce M3NON3Ba Ha-HUCKATA HAJIHYHA 1032 32 MOHOTEPANHA C aMJIOHITHH WIH CHOTBETHO

KaTo 4YacT OT KOMOHHAaIlHA.

Cmapuecka ev3pacm (na 65 wiu noseve 200unu)

Ilpu naimeHTHTE B CTapyecka BB3PACT € HeoOXOMMO MOBHILEHO BHUMAHHE NIPH NOBUILABAHE Ha
nosara. I1py npeMHHaBaHE Ha MOAXOAALIN NAUWEHTH B CTAPYECKA Bb3PACT C XHIIEPTOHHS (BXK. TOUKA
4.1) KbM JICYEHHE C aMJIOAHNHH HNH Banrensam, TpabBa aa ce n3nona3Ba Hal-HUCKaTa HaJIMYHA 4034
33 MOHOTEpanHtAd ¢ aMJIOLHIIUH WIH CBbOTBETHO KATO 4aCT OT KOMOHHAaLMSL.

Heouampuuna nonynrayus
besonacHocTTa H eduKacHOCTTa Ha BanTeH3am npu aeua Ha Bb3pacT noy 1 8 roauHu He ca

YCTaHOBEHH. JINNCBAT AAHHH.

HayuH Ha NpUnoxeHUE
[lepopanHo npunoxeHue
[IpenopbuBa ce BantensaMm aa ce nprueMa c Manko KOJTMMECTBO BOAA.

4.3 IIpoTHBONOKA3AHHSA

. CBpPBXYYBCTBHUTEIHOCT KbM AKTHBHHTE BELIECTBA, KbM AHXHAPONUPHAHHOBH NPOH3BOAHH WIH
KBbM HAKOE OT NOMOLIHHTE BeLlecTBa, H30poeHH B Touka 6.1.

Texko yepHoapoOHO yBpexkaaHe, OunuapHa UHpPO3a WK X0JiecTasa.

EnnoBpeMeHHaTa ynotpeda Ha BancaptaH ¢ aTHCKUPEH-ChAbPXKALLH NPOAYKTH €
MPOTHBOINOKAa3aHa MPH MNALIMEHTH CbC 3axapeH auadeT win 6u6peuno yepexaaHe

(GFR <60 ml/minv/1,73 m?) (Bx. Touku 4.5 u 5.1).

BTopy ¥ TpeTH TpuMecTbp Ha OpeMeHHOCTTa (BX. TOUKH 4.4 M 4.6).

Texxka XUMOTOHMS.

[Llok (BKIIOUHTENTHO KapAHOr€HEH LIOK).

OOcTpyKuHa Ha H3X0Aa HA NsABa KaMepa (Hanp. xuneprpoduuHa oOCTPYKTHBHA
KapaAMOMMOTIATHUSA H BUCOKOCTENEHHA aopTHA CTEHO3a).

° XeMOAMHAMHYHO HeCTabWIHA CHPACUHA HEAOCTATHYHOCT CJIEA OCThP MHOKApA

44 CoenunaiHH NpeAyNpexXACHHS H NPEANAIHH MEPKH NpH ynoTpeda

besonacHocTTa M ePUKACHOCTTAa HA AMJIOAMIIMH NMPH XMNEPTOHHYHA KPH3a HE Ca YCTaH
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bpeMeHHOCT
Jleuenue ¢ anruorensuH ll peuentopHu aHTaroHUCTH (AlIPA) He Tpabsa 1a ce 3anouBa nNo BpeMe Ha

OpemeHHOCT. ITaUMEeHTKH, KOMTO MNAHKPAT Aa 3a0peMeHedT, TpaOBa 1a MPpeMHHAT Ha AITEPHAaTHBHO
aHTUXHIIEPTEH3NBHO JICYEHHE C YCTaHOBEH npoduwn Ha 6e3onacHocT 3a ynorpeba no Bpeme Ha
OpeMeHHOCT, OCBEH aKo NpoAb/RkaBaHeTO Ha TepanusaTa ¢ AIIPA ce cuura 33 )xu3HeHO BaxkHo. [pu
ycTaHOBsBaHe Ha OpeMeHHOCT neueHurero ¢ AIIPA tpabea BeaHara na ce npeycTaHOBH H, aKo €
YMECTHO, [1a Ce 3allOvHe aJTepHAaTHBHA Tepanus (Bx. TOUkH 4.3 U 4.6).

IlanMeHTH ¢ HATPHEB- W/WIH 00eMeH neQHUHT .

B mnauebo kouTponupaHu npoy4ysanus, npu 0,4% oT nauHEeHTHTE C HEYCJIOXKHEHA XMIIEPTOHMS,
NIEKYBaHH C aMIOAMNUH/BajicapTaH ce Habmoaaea excuecHBHa XHNOTOHHA. [IpH nauMeHTH ¢
aKTHBHpaHa peHHH-aHTHOTECH3HH-ANJ0CTEPOHOBA CHCTEMA (HanNp. NalMEeHTH ¢ HaTpueB WKiIK odDeMer
neGULMT, KOUTO IPHEeMaT BUCOKH Q03U AMYPETHLIM), KOUTO NPHEMAaT AHTHOTEH3HH PEUENTOPHH
Oaokepu MOXKe 1a HACTBNH CUMITTOMATUYHA XUMOTOHUA. [Ipean npunoxeHHeTo Ha
AMJIOJTHITHH/BAJICAPTAH Ce NPENOPBHYBA T€3H CHCTOAHMA 1a ¢€ KOPHIHpAT WIH NAalMeHTHTe na 6naar
NoJ CTPHKTHO JIEKapCKo Habn1oJeHUE B HAHAIOTO Ha JICUCHHETO.

AKO NPH JieyeHue ¢ aMJIOAUNHH/BAICAPTAaH HACTBIH XUNOTOHMA, NALIMEHTHT TPAOBa Aa Obae
NOCTaBEH B JIETHAJIO NONOKEHHE U NMPH HEOOXOAMMOCT Ja Ce NPUIICKH WHTPABEHO3HA HH(PY3HA ¢
¢$pH3HONIOrNYEH pa3TBOp. JleueHHeTO MOXKe Aa NPOABJIKH cliell cTabunuzupane Ha apTEpHAIHOTO
HajAraHe.

XunepkanueMmns
EnnoBpeMeHHaTa ynotpeba ¢ kanuesu A00aBKH, KATHH-CbXpaHABAIIM JUYPETHUH, KATHH-ChABPKAIIH

3AMECTHTEIH HA COMTa HNU APYTH JIEKAPCTBEHM NPOOYKTH, KOHTO MOTraT Jia NOBHILIAT HUBATA Ha KaJIHH
(xenapuH KM T.H.), TPAOBa 4a C€ OCBUIECTBABA ¢ MOBUIIEHO BHUIMAHHE K € YECTO MOHUTOpPHPAHE HA
CTOHHOCTUTE Ha KAJIHUH. :

CteHo3a Ha 6nOpeuHa apTepus

AMHGﬂHHHWBﬂﬂC&pTﬂH T‘pﬂﬁB& Aa CC Nprjara ¢ NIOBHUICHO BHHMAHHE 3a JICHCHHE Ha XUTNICPTOHHUA TTPH
MAUHUCHTH C €ZHOCTPAHHAE HNH ABYCTPaHHa CTCHO3a Ha 6'&6])6'-![—1“1‘6 APTEPHR HIIH IIPpH CTCHO3a Ha
apTEPHI Ha €AHHCTBCH ﬁ'bﬁpEI{, Tbil KaTo [NPpH TaKHBa NalHCHTH YpPCATA B KpbBTa Y CCPYMHHUAT
Kp€aTHHHH MOraT Ja CC NNOBHLIAT.

bbOpeuHa TpaHcIIaHTaUKA
Ho TO31 MOMEHT HAMa HaTpyMnaH ONUT Mo OTHOLIeHUe Ha De3onacHaTa ynoTpeda Ha

aMIIOAMNUH/BANICAPTAH NMPH NALMEHTH ¢ HACKOPO NpoBencHa 6uOpeyHa TpaHCIUIAHTALIHA.

YepHoapobHo yBpexaaHe

Bancapran ce enMMHHHpa NPEAUMHO HEMPOMEHEH Ype3 #UTbYKaTa. [Ipy naumeHTH ¢ HapylieHa
yepHoRpoOHa PyHKLHMA NOMAYKHBOTHT Ha AMJIOAMITHH € YABIKEH, a ctoiHocTHTe Ha AUC ca no-
BHCOKH; HE Ca YTOHYHEHH NPENOPHKHY 3a A03HpoBKaTa. OcoOeHO BHUMAaHHE ce M3HCKBA IpH
[IPUNOKEHHETO HAa aMIOHMUH/BAIICAPTAH HA NMALMEHTH C JIEKO I0 YMEPEHO YEPHOAPOOHO yBpeXaaHe
WK ¢ OOCTPYKTHBHH 3a00NABAHMA HA XKTHYHHUTE ITHTHLIA.

[1pyu nauMeHTH ¢ IEKO 10 YMEPEHO YepHOApOOHO yBpexKaaHe Oe3 XxoJiecTaza, MAKCHMANHATA
NMpEeNopLUYKTE/IHA 003a Ha BaicapTaH e 80 mg.

bu6peuHo yBpexaaHe
[Mpu naupeHTH ¢ NeKo Ao yMepeHo ObOpeuHo yspexnane (GFR >30 ml/min/1,73 m?) He ¢
aJarnTHpaHe Ha Jo3aTa Ha amyioaunuH/BancaptaH. [lpu ymeperno 61u6peuno yspexaaHe ¢
npocjeAiaBaHe Ha HUBATa Ha KAJIUM M HA KPEaTHHHH.
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[1bpBHYEH XHITEPANAOCTEPOHHILM
[laupeHTH ¢ TBPBHUEH XHNEPANAOCTEPOHHU3IBM HE TpAOBa J1a ce eKyBaT ¢ aHrHoTeH3HH |1

PCUCTITOPHHUA aHTArOHHCT BaJICapTaH, TbH KaTo TAXHATA PCHHH-EGHI HOTCH3NH-AJIIOCTEPOHOBA CHCTCMA
€ 3aCCrHara OoT IIbpPpBUHHOTO 3abonsaBaHe.

AHrHoeneM
I1pyn nauueHTH, NEKYBaHH C BaJiCapTaH ¢ce cbo0OL1aBa 3a CTy4ad Ha AaHTHOEAEM, BKJTIOUHTEIHO OTOK HA
JIAPUHKCA H TJI0THCA, NPUUYHHABALI OOCTPYKLIMA Ha JUXATENHUTE MbTHILA W/HWIK OTOK Ha JIKLETO, |
YCTHUTE, (hapHHKCa K/ WU e3uka . HAKOU OT Te3U MauMeHTH U Nped TOBa ¢a NOMyYaBali aHrHOeleM
[P ICUEHHE C APYTH NEKAPCTBEHH NMPOAYKTH, BKIIOMHTENTHO ACE naxuburopu. Ilpu naunenty,
KOMTO MOJIy4aT aHrHoeaeM, ynorpebara Ha aMnoaunuy/Baicapra TpadBa Aa ce npeyCTaHOBH
BeAHara u Toi He TpsAdBa Ja ce npuiara rMoBTOPHO.

HMHTECTHHAIIEH AHTHOESAEM

3a MHTECTHHAIEH aHTHOEAEM ce chOOLIaBa NPH NALKMEHTH, JIEKYBaHU C @aHTHOTeH3HH 1] peuenTophn
aHTArOHHUCTH BKJOYHTENHO BajicapTaH (Bxk. Touka 4.8). Te3n nauyeHT nmaTt kopeMmHa 0oJika, rajeHe,
NOBpBIIAHE U AHapHA. CHMNOTOMHTE OTLIYMABAT ClEl NPEyCTaHOBABaHe Ha aHTHOTEeH3HH |1
pPELUENTOPHUTE AHTATOHUCTH. AKO C€ AHATHOCTHLMPA HHTECTHHAJIEH aHTHOEAEM, JICUESHHETO C
aMNOAKNHH/BajicapTaH TpaOBa a ce MPeyCTaHOBH H Ja ce 3alovHe NOAXORALIO HabmoaeHHe a0
MBJAHOTO OTILYMSABAHE HA CHMIITOMHTE.

CepaeyHa HEAOCTATBYHOCT/IOCTMHUOKApAeH HHDAPKT

[1pn npeapasnonoKeHH HHAMBUAM MOTraT Ja ¢€ OYaKBaT MpoMeHH B Ob0peunara ¢pyHKIMA BCIeACTBHE
OT UHXUOHPAHETO HA PEHHH-AHMTHOTEH3UH-ANROCTEPOHOBATA cucTeMa. [IpH nmauueHTH ¢ Texka
CbpAEYHA HEAOCTATLYHOCT, YHATO OBOpevHa GyHKIUA 3aBUCH OT aKTHBHOCTTA HA PEHHH-
aHFHOTEH3UH-AIA0CTEPOHOBATA CHCTEMA, IeUeHHUETO ¢ ACE HHXHOUTOPH M aHMMOTEH3UH pPeLIENTOPHH
aHTarOHKCTH € CBBP3AHO C ONMIYPHU W/WIH NPOrpecHBHa a30TeMHUA K (paako) ¢ octpa 6u6peyna
HEAOCTATHYHOCT WHNH CMBPT. [10a100HK pe3yaTaTH ca chobuieHu 3a BancaptaH. OLEHKaTa Ha
NALMEHTH ChC ChP/ACUHA HEAOCTATBYHOCT WIK MOCTMHOKapAeH HH(papKT BUHark TpaOBa Ja BK/OYBa
oLieHKa Ha OBOpeuHaTa pyHKLHUA.

B nwarocpoyHo, ruianedo-koHTposiMpaHo npoyysane (PRAISE-2) ¢ amnoaunuH npu nauyeHTH cbe
cbpacuHa HenocTaThuHOCT Kiac IIl v I'V no NYHA (New York Heart Association Classification), ¢
HEHCXEMHYHA €THOJIOMHA, AMIOJHITHH CE CBbP3Ba ¢ MoBUILIEH dpofi cbobiuenuna 3a SenonpobeH oTok,
BBLIIPEKH JIMIICATA HA 3HAYHMa paIHKa B YECTOTATa Ha BNOLIABALIA C€ ChpAe4HA HEAOCTATBYHOCT B
cpaBHeHHue ¢ Tutauedo.

KanuueBHTE aHTArOHHUCTH, BKIIOUHMTENHO aMJIOAWITHH, TPAOBA Na ce M3MON3BAaT ¢ MOBHIEHO
BHUMaHHe NpH NalLHeHTH CbC 3aCTOHHA ChPACYHA HEAOCTATHYHOCT, Thit KATO MOraT Aa NMOBHILAT
pPHCKa OT OBACIUH CHPACYHO-CHAOBH CHOUTHS U CMBPTHOCT. :

AOPIHH H MUTPpAaJIHA KJlannHa CTCHO3a
KakTto [1IPH BCHYKH JPYIH BadoHUJIATATOPH € HEOOXO0MMO NOBHILIEHO BHUMAaHHE ITPH MAalHCHTA,
CTpajaillld OT MHTPAJIHA KlallHa CTCHO34a HIIH 3HaAYKUMA aopTHA CTCHO3a, KOSATO HEC € BUCOKOCTEIICHHA.

JBoiino b10kMpaHe Ha peHWH aHTHOTEH3KWH-aJ J0cTepoHOoBaTa cHeTeMa (PAAC)

Mma naHHu, ye eqHoBpeMeHHaTta ynotpeba Ha ACE nnxnOutopu, AIIPA unu anuckHpeH noBulaBa
PHCKa OT XMITOTOHHS, XHIIEPKAaJIHEMHUS H HaMalgBaHe Ha Ob0OpeunaTa QyHKUHA (BKIHOMHTENHO OCTpa
61B0peuna HepocraThuHocT). Ilopaau ToBa He ce npenopbuBa ABotiHO GnokupaHe Ha PAAC upes

koMOHHHUpaHaTa ynotpeba na ACE unxubutopu, AIIPA unu annckupen (Bx. Toukn 4.5 n 5.1).

AKO Cc€ NPELICHH, Y€ TepanuaTa ¢ ABOHHO O/10KkHpaHe € abcomoTHO HeobOXxoaHMa, ToBa TpA
W3BBLPLUBa CAMO NOJA HAbMI0ACHUETO HA CNELIMANIUCT U APH Y€CTO BHUMATEIHO MOHUTOP
6bOpeunara ¢pyHKUKA, eIEKTPONUTHTE H apTepHanioTo HansraHe, ACE unxuburopu u
TpsAOBa na ce U3non3ear €AHOBPEMEHHO NMPH NauHEHTH ¢ AHabeTHA HeppOomaTHA.
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AMIOAMNUH/BANCAPTAH HE € NPOYYBaH MPH APYTY NOMYNALMH OT NAIUMEHTH, OCBEH TAKHBA C
XHIIEPTOHUA.

[loMOLIHM BELLECTBA

Hampuii

To3u nekapcTseH NpPOOYKT CbABLPKA No-Manko ot | mmol HaTpuit (23 mg) Ha priMHpaHa TabneTka,
T.€. MOXKE 114 C€ KaXKe, Y€ MPAKTUYECKH HE ChALPKA HATPHIA.

4.5 BiaumoaeHcTBHe ¢ APYrH JIeKAPCTBEHH NPOAYKTH H APYrH GopMH Ha B3aHMoAeHCTBHE

B3aumoneicTBHe, oOLIH 3a KOMOMHaLMETA

He ca nposexaaHH NMpoy4BaHHS 3a NEKAPCTBEHHTE B3aUMOAEHCTBUS MEXIY aMIOAHNUH/BAJICAPTAH U
JPYrH IEKapCTBEHH NMPOAYKTH.

Ua ce ezemam npedsud npu eOHoBPEMEHHO NPURONCEHUE

Hpyeu anmuxunepmenszuenu cpeocmea

HecTo ynorpebsBaHWTe aHTUXHNEPTEH3IHBHH cpeAcTBa (Hanp. anda-6nokepy, IUypeTHLN) H APYTH
JICKapCTBEHH NPOIYKTH, KOUTO MOT'aT Aa NPEAU3BUKAT XHIIOTCH3IHBHHU HEXeNaHHu JIEeKapCTBEHH
peaKUnH (Hanp. TPHUHKIIHYHH aHTHAETPECAHTH, anda-010kepH 3a neucHue Ha GEHUTHEHa NPOCTAaTHA
XHNepIUla3usa), MOraTt 4a NOBKLIAT aHTUXHINIEPTEH3UBHHUA ¢eKT Ha koMOHHauKATa.

B3anMOJEHCTBUA CBbP3AHHU ¢ aMAONHUITHH

He ce npenopvyea eQHo6peMenno npuIoNcenue

I'petungpym unu cox om epetinghpym

He ce npenopwsuBa eAHOBPEMEHHATa YNOTpeda Ha aMNIOAMITMH ¢ rpedndpyT WK COK OT rpeindpyT,
Tbit KATO NPHU HAKOH NMALRMEHTH OHOHATMYHOCTTA MOKE Na Ce MOBHULIH, KOETO BOAH [0 3aCHIIEHH
AHTUXHMNEPTEH3HBHH €(PEKTH.

H3uckea ce cneyuaino SHUMAaHue Npu eOHO8PEMEHHO NPWIONCEHUE

Huxubumopu na CYP3A4 -

EnHOBPEMEHHOTO NPHIOXKEHHE HA aMJIOAKNIUH CHC CHIIHH WIH YMepeHH HHXuOuTopr Ha CYP3 A4
(nporea3zru MHXHUOUTOPH, 230J10BM AHTUMHKOTHLW; MAaKPOJINAH, KATO EPUTPOMHLIUH WIH
KJIGPHTPOMMLIMH; BepanaMHil WK JWITHA3EM), MOXE Ja JOBEAE /10 3HAYHMMO YBEJIHYaBaHe Ha
€KCMO3HUHUATA Ha aMJTOAKITHH. KITHHHYHATA 3HAYUMOCT Ha Te3H HapMAKOKUHETHYHH BAPHALIMM MOXKE
Aa € No-yu3pa3eHa INpy NaLHEHTH B CTapuecka Bb3pacT. Moske a ce HanoXH KIHHHUYHO NpociieaBaHe
M aaanTHpaHe Ha No3ara.

Knapurpomuuu € nHxubutop Ha CYP3A4. CrluecTByBa NOBHULIEH PUCK OT XHIIOTOHHS NPH
MaLHEHTH, PHEMALIH KNapHTPOMHLIMH C aMJIOAMNHH. [IpenopbuBa ce BHUMaTEIHO HAOmoaeHHe Ha
NaLHEHTHTE, NPH €AHOBPEMEHHO MPHIOKEHHE HA AMJIOAUNHH C KIapHTPOMMLHH,

Huoykmopu na CYP3A4 (aumuxonsyncanmu [nanp. kapbamaszenun, chenobapbuman, henumoun,
Gochenumoun, npumudon ], pughamnuyun, Hypericum perforatum)

[Ipy enHOBpEMEHHO MPHIOKEHUE HA M3BECTHH MHAYKTOpH Ha CYP3A4 nnasmeHnara
KOHLIEHTpaLMs Ha aMJIOAXNAH MOXe 1a Bapupa. [Topaan ToBa KpbBHOTO HansiraHe TpsGBa f1a

ce NpocieAsBa 4 1a ce OOMHUCIH aaanTupaHe Ha A03aTa KaKTo Mo BpeMe, Taka H cien
€IHOBPEMEHEH MpHEM, 0C00eHO ¢b¢ CHITHH CYP3 A4 uHaykTopu (Hanp. pudaMmHLIKH, XKBIT
KaAHTapUOH).

Cumsacmamun T
j' [
EAHOBPEMEHHOTO MPHJIOKEHHE HA aMJIOAMIHH B MHOTOKpaTHH 034 oT 10 mg u 80 mg cu i b
T -
BOJH 110 NOBUILIABAHE HA EKCNO3HLMATA HA CHMBACTATHH ChC 77% B CpaBHEHHE ChC CHMB -

MoHOoTepanus. [Ipy nauneHTHTE Ha Tepanya ¢ aMJIOAUNKH Ce NPENOPBLYBA 103aTa Ha CH
ce orpaHuyuy no 20 mg nHeBHO.
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Hanmponen (unghyzun)

Cnea npunoXeHHE Ha BEpanaMwl 4 JaHTPONEH WHTPABEHO3HO NMPH KUBOTHH ¢a HabmonasaHu
AeTaNHa kaMepHa PuUOpHIaLKA U CHPACYHO-CHAOB KOMAIC, CBLP3aHH ¢ XHnepkanueMmua. [pu
MalMHEeHTH, NPeApa3NoNoAKEHN KbM MAJIMTHEHA XUNEPTEpPMUS H TIPH OBJaASABaHE HA MaJIMTHEHa
XHIIEPTEPMHA Ce NPENOpPBYBaA Aa c€ H30ArBa €AHOBPEMEHHOTO MPUWIOKEHHE C KAMLIMEBH AHTArOHHUCTH,

KaTO @aMJIOdHITHH, NMOpddH PHCK OT XHNCPKAJTHCMHA.

Taxporumyc

ChbilecTBYBa PHCK OT NOBHIUEHH HUBA HA TAKPONUMYC B KPBBTa NPH € AHOBPEMEHHOTO MY
NPHIOKEHHE C AMJIOJMITHH. 3a Aa ¢ U30EerHe TOKCHYHOCT, NMPeAU3BUKAHA OT TAKPOJIHMYC, NpH
MPUJIOXKEHHETO Ha aMJIOJHITHH TPH NAaLHEHTH, JIEKYBaHH ¢ TAKPOAUMYC C€ Hajlara npocneAapaHe Ha
HHBaTa Ha TAKPOJIIMMYC B KPBBTA M aaNTHPAHE Ha 103aTa Ha TAKPOJHUMYC, KOTaTo € Lieiecbo0pasHo.

Za ce eézeme npedeuo npu eOHOSPEMEHHO RPUAONCEHUE

Llpyeu

I[Ipy KTHHHYHH NPOYYBAHHA 33 B3aUMOAECHCTBHA, aMJIOIUNHMH HE MIOBNIHABA (PAPMAKOKHHETHKATA HA
aToOpBacCTaTHH, AUrOKCHH, Bap¢apHH WIH LHKJIOCTIOPHH.

Bizaumonecreus, cCBbpP3aHM ¢ BajicapTaH

He ce npenopvusa ednospeMento nputoxcenue

Jlumui
[Tpy enroBpemMeHHO NpUnarase Ha JUTHI ¢ HHXHOUTOPH Ha AHTHOTEH3HH KOHBEPTHPAUIUA €H3HM HIH

aHrdoTeH3uH 1l peuenTopHr aHTarOHKUCTH, BKIIKOYHTETHO BalcapTaH, ce cpodinaBa 3a o0paTumo
MOBHILABAHE Ha KOHLICHTPALIMATA Ha JIMTHIA B cepyMa M TOKCHYHOCT. [lopaan Ta3sn npyuMHa ce
MpenopbYBa BHHMATEHO MPOCACAABAHE HA CEPYMHUTE HUBATA Ha IMTHH NPH €JHOBPEMEHHA
ynotpeba. AKO Ce npUiiara B IMypeTHK C€ MPEAIoara, Y€ pucKsT OT JIMTHEBA TOKCHYHOCT MOXKe Jia
ObJe AOMLAHHTENHO NOBULICH C aMJIOAMNHH/BAICAPTaH,

Kanuii-coxpanaeawu ouypemuyy, karuesu 006asku, KATUU-CHObPICAWYU 3aMECMUMENRY HA COAMA, YU
Opy2u 6ewecmaa, KOUMo Mo2am 0a ROGUIIAN HUBAMA HA KAiuli

AKO eJHOBPEMEHHO C BAJICAPTAH C€ NPEANKCEA NEKAPCTBEH NPOAYKT, KOWTO NOBIIMABA HUBATA HA
KalTHH, ce npenopbusa NpocicasBaHe Ha IUIa3MEHUTE HUBa Ha Kaui.

H3uckea ce cneyuaino sHUManue NPU eOHOBPEMERRO NPUROICERUE
Hecmepouonu npomusoevinanumennu cpeocmea (HCTIBC), exniouumenno cenexmuguu unxubumopu

Ha COX-2, ayemuwicarnuyunoaa xuceauna (>3 g/0en) u necenexmusnu HCBIIC

Moske na ce Habmoaasa orcnabBaHe Ha AaHTUXHIIEPTEH3UBHHA €EKT, KOrato aHrHoTeH3uH II
aHTaroHucTure ce npunarat easospeMeHHo ¢ HCIIBC. OcBen ToBa, egHOBpeMeHHaTa ynoTtpeba Ha
aHrnotensuH Il antaronncry 1 HCIIBC moxe na nosene Ao nosHileH pHCK OT BIOIIABaHe Ha
O01LOpeunara yHKIHA K NOBHILABaHE HA CepyMHHA Kanuii. CliefoBaTENHO ce NpenophLyBa
MOHHTOpHpaHe Ha 6bOpeyHaTa GyHKLMA B HAYAJIOTO Ha JIEYEHHETO, KAaKTO H aleKBaTHa XMApaTaLus
Ha MauMcHTA.

Huxubumopu na mpancnopmepa 3a weproopobHO 3axeawane (pughamMnuyun, YuKioCROpUR) wiu Ha
mpaxcnopmepa 3a 4eprodpoben eghayxc (pumonasup)

Pe3ynraTvTe OT in vitro npoy4saHe ¢ ThKaH OT HOBELIKH YepeH Apob Noka3eaT, ue BAJICAPTaH €
cybcTpar Ha TpaHcnopTepa 3a yepHoApoOHo 3axeaiane OATP1B1 u Ha Tpaucnioprepa 3a
yepHonpobeH edaykc MRP2. EaHOBpeMEHHOTO NPUAOKEHHE Ha HHXHOMTOPH Ha TPAHCTIOPTEPHTE 3a
3aXBalliaHe (Hanp. pHpamMnuH, UMKIOCNIOPHH) WK Ha TPAHCIIOPTEPHTE 3a ehaykc (Hanp. PUTOHAB

eoiino broxupane na penun-anzuomen3un-aroocmeponosama cucmema (PAAC)

JaHHH OT KIMHHYHH NPOYYBAHHUS NOKA3BAT, Ye ABOHHOTO OJIOKHpaHE Ha PEHHH aHMHOTE
anaocrepoHoBara cucrema (PAAC) upes komOuHupaHara ynotpe6a Ha ACE nHxuburopu
aHrHOTEH3HH [[-pelienTOpHH ON10KEPH WIH aATHCKUPEH C€ CBBP3Ba € MO-BHCOKA YECTOTA HA
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CBOHTHA, KaTO HAIIPUMEP XHNIOTOHHS, XHNEPKAIMEMHS H HaManABaHe Ha ObOpeynaTa QyHKLMA
(BIJIFOYHTENHO ocTpa O0H0peyHa HeaOCTaTBLYHOCT), B CpaBHEHHE C yroTpebaTa caMo Ha eaHo
CpencTBo, Aeicrsamlo BEpXy PAAC (Bk. Toukn 4.3, 4.4 u 5.1).

Jpyeu

[Ipu MOHOTEpaNKsa ¢ BaNCapTaH He C€ YCTAHOBABAT KIHHWYHO 3HAYHMH B32aHMOAEHCTBHS ChC
CNEIHATE BELIECTBA: LLUMETHIHH, BapdapHuH, pypo3eMna, JHTOKCHH, aTEHOJION, HHAOMETALUH,
XHOPOXJIOPOTHA3HA, aMJIOJHITHR, IMUOCHKIaMHKA.

4.6 @epruanTer, 6peMEeHHOCT H KbpMeHe

bpemenHocT

Amroounurn

be30nacHOCTTa Ha aMJIOMITMH T10 BpeMe Ha OPEMEHHOCT NpY Xopa He € YCTaHOBeHa. B npoyusanus
MPU )KHBOTHH, NTPH BUCOKKU A03M € HabnoaaBaHa perpoAyKTHBHA TOKCHYHOCT (BXK. TO4Ka 5.3).
Ynotpeba no speMe Ha OpeMEHHOCT ce NpenopbUYBa caMO KOraTo He ChIIECTBYBA N0-0e30nacHa
aJITepHAaTHBA M KOraTo caMmoTo 3abonsBaHe € ¢ NO-BHCOK PMCK 3a MaiiKaTa M 1U10a.

Bancapman

Ynorpebara Ha aHrrorensun Il penenropuu antaronnctu (AIIPA) He ce npenopbuBa no BpeMe Ha
MbPBUS TPUMECTHP Ha OpeMenHocTTa (BXK. Touka 4.4). Ynorpebarta Ha AIIPA e nporusonokasaHa no
BpEMe Ha BTOPHA H TPETUA TPUMECTHP OT OpeMEHHOCTTA {BX. ToukH 4.3 u 4.4).

EnnaemMuo1o0rHuHHTE NaHHH 332 PHCKA OT TEPAaTOreHHOCT el ekcno3uuus Ha ACE uaxuGuropu no
BpeMe Ha MbPBHA TPHMECTBP OT OPEMEHHOCTTa HE BOAAT 10 OKOHYATEIHH 3aKIloueHHs. Bee nak,
cnabo NOBHIEHHE HA PHCKA HE MOXe Aa ¢e H3KMUH. BbrpekH ye HAMa aHHHU OT KOHTPOIHpaHH
eNHACMHONIOrHYHH NPOYyYBaHHA 33 PUCKa NpH aHIHOTeH3HH [l peuentopHuTe antaronnuctr (AIIPA)
noaobeH pUCK MOXE [a ChIIECTBYBA 3a TO3M Kilac 1IeKapCcTBeHH NpoaykTH. TlaliMeHTKY, Iasnpaim
6pemenHocT, TpAOBa Ja NpeMUHAT HA ANTEPHATHBHO aHTUXMIIEPTEH3UBHO JIEUEHHE, KOSTO HMa
YCTaHOBEH Npodun Ha 6e3onacHoCT Npy OpeMEHHOCT, OCBEH aKO MPOJAB/DKABAHETO HA TEPANUATA C
AlIPA ce cunra 3a )KH3HEHO BaxHO. IIpn ycTaHoBaBaHe Ha 6peMeHHOCT, neueHHero ¢ AIIPA tpabea
a C€ NPEYCTAaHOBHK BEHAra H, ako € YMECTHO, Ja C€ 3arno4yHe aiTepHaTHBHA TEpanus.

H3BecTHO e, ue ekcnosuumaTa Ha AIIPA no Bpeme Ha BTOpHs ¥ TPETHS TPHMECTBD Ha OpeMEHHOCTTa
MOXKE 2@ Npe3BHKa (GETOTOKCHYHOCT NpH Xopa (HamaneHa 616peuHa GyHKLIHR, ONHrOXHAPAMHHOH,
3abaBeHa OCM(PUKALUA Ha Yyeperna) M HEOHATaJIHA TOKCHUHOCT (610peuHa HeAOCTATHYHOCT, XMAOTOHMA
W XHNepKaiMeMHus) (BX. Touka 5.3).

B cnyuaii ye ce ycranoBu excniozuums Ha AIIPA ot BTopus TpuMecThp Ha GpeMEHHOCTTA, ce
npenopbyBa HiciaeABaHe Ha 6b0peyHaTa pyHKUMA M Ha Yepena Ha IJI0Ja Ype3 YATPa3BYK.

Hoeopoaenn, uuiito maiiku ca npuemanu AlIPA, TpaGsa na 0baaT BHUMaTenHo HabmoaaBany 3a
XUNoToHus (Bx. TOUKH 4.3 U 4.4).

KbpmeHe
AMITIOIMITHH €€ EKCKPETHPa B KbpMaTa npH xopa. HYacrra oT no3ara Ha MaiikaTa, noJiy4eHa ot

KbpMAueTO, € M3UHCIICHA ¢ HHTEPKBAapTHNEH nuana3oH 3 — 7%, ¢ Makcumym 15%. EdekTsT Ha
aMIOJIMITMH BbPXY KbpPMAUeTaTa € HEU3BECTEH.

Jluncea undopmarns oTHocHO ynorpebarta Ha BaJicapTaH Mo BpeMme Ha kbpMmeHe. ETo 3auio,
ynorpebara Ha aMJIOAMITMH/BAJICAPTAH O BpEME HAa KbpMEHE HE ce npenopbuBa. [Ipeanoux
aANTEPHATHBHO JIEYEHHE C N10-R00pe ycTaHOBEH NPogHa Ha 6€30MacHOCT MO BpEME Ha Kb \{\@\“‘A NFH’#Q
0coOEHO MpU HOBOPOJCHHU H HeaoHoCceHH Oebera. ) \

DepTHIHTET
HaMa KIMHHYHHA IpOYYBaHUS OTHOCHO BJIUAHHETO HAa aMJIOAMITHH/BAICAPTAH BLPXY ¢
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Banrcapman

BajicapraH HAMa HEXENAaHH €(PEKTH BBPXY penpoAyKTHBHATA CNOCOOHOCT Ha MBXKH H JKEHCKH
IUTbXOBE MPH NepopaneH npuem Ha fo3u 10 200 mg/kg/nen. Tasu 103a e 6 NbTH MaKCHMaHAaTa
MpEnopbYMTE/IHA 1034 MPH Xopa Ha 6a3a mg/m? (M3UNCIICHHETO e OTHACA 3a NepopaiHa 4032 OT
320 mg/nen 1 60-KuorpaMoOB NaLHEHT).

Amnoounun
[lpu HAKOM NAUMEHTH, IEKYBAHM C KAJILIMEBU AHTAarOHHCTH, ¢a CbOOINEHH obpaTMMH OHOXHMMHYHH

MPOMEHH B TNiaBHUKaTa Ha cnepmMarosouante. KnHHHYHKTE JaHHH Ca HEJOCTATLYHH MO OTHOUICHHE
HA NOTEHUHANHHUA €(PEKT Ha aMJIOAMNHH BbpXY (eprunuTera. [IpH eaHO NnpoyuBaHe Npu MIBLXOBE Ca
YCTAHOBEHH HEXEJAaHH €(QEeKTH BbPXY PepTUIHMTETa NPH TUTBXOBETE OT MBXKKH Mon (Bx.Touka 5.3).

4.7 EdexrTn BLpXY cnocobHocTTa 32 IodHpaHe H paboTa ¢ MAILHKH

IMayneHTH, KOUTO NPUEMAT aMJIOMNUH/BAICAPTaH H WO(GHPAT UMK paBoTAT ¢ MalIMHK TPA6Ba na
UMAaT MPEABHU, Y€ MOHAKOra € Bb3MOXKHO [a C€ MNOABAT YMOpPa W 3aMasHOCT.

AMJIOIHMIIHH MOXKE Na NoBiuge B cnaba 10 ymepeHa cTeneH cnocodHoceTTa 3a iodHpaHe u pabora ¢
MalIHHH. AKO NaUHEHTHTE, NpHEMaLlld aMIIOANNUH, Oy YaT 3amaiiBaHe, rnapobonue, ymopa WiH
rajeHe, cnocOOHOCTTa UM J1a pearMpaTt MOXe Aa Oble HapylueHa.

4.8 HexenanH 1eKapcTBeHH PeaAKIHH

PestoMe Ha npodria Ha 6e30nacHOCT

besonacHocTTa Ha aMIOAMNMHK/BAJICAPTAH € OLIEHEHA B NET KOHTPOAMPAHH KTMHHYHH NPOYYBAHHS C
5 175 naumentn, 2 613 or xouTo nNpreMar BancapraH B KOMOMHAUMA ¢ aMNOAUNKH. ClenHuTe
HEXKENAaHH PEaKLMH Ca YCTAHOBEHH KaTO Hait-4eCcTO Bb3HHKBALUM WK C HAH-TONAMa 3HAUHMOCT HITH
KaTO HaH-TEXKKH: HA30(apPHHTUT, IPHUIl, CBPBXUYYBCTBHUTEJIHOCT, r1aBobonne, CHHKON, OPTOCTATHUHA
XMIOTOHHA, OTOK, 3aCTOEH OTOK, OTOK Ha JIHLETO, nepudepeH OTOK, yMOpa, 3a4€pBABAHE, aCTEHHA H
TOIUTH BBJIHH.

Tabnu4yeH cnMChbK HA HEXENAHUTE peakiiiu

HexenaHure nekapcTBEHH PEaKlIMM ¢a MOAPEASHH M0 HECTOTa, KATO € U3NOJI3BaHa CIeHAaTa
KJIaCHPUKaLMA: MHOTO YecTH (=1/10); yectn (=1/100 po <1/10); neuectu (=1/1 000 go <1/100); peaxn
(=1/10 000 oo <1/1 000); mroro peaku (<1/10 000); ¢ Heu3BecTHa YyecTOTa {(OT HANNUYHUTE TAHHU HE
MOXe Ia 6bae HanpaBeHa OLieHKa).

MedDRA HexenaHn peaknHH YecToTa
CHCTEMO- Amaoaunke/ | AMaoaunud| Baacapran
OPraHHH KJI3C0Be BAJICAPTAH
Undekumu u HaszodapuHrur Yectn -- --
HH(pEeCcTaALIUH ["pun YecTH - —
HapyiueHus Ha [loHwKeH xeMornobuH u -- - C HeH3BECTHA
KPbBTa H X€MATOKPHT | YeCcToTa
nuMdHaTa cucrema
Jleskonenus -- M#oro peaku -
HeyTponenus - -- C HeH3BECTHA
4ECTOTA
TpombouuToneHus, -- MHoOro peaku
[IOHAKOra ¢ Nyprypa
HapyuieHus Ha CBpbXUYYBCTBUTEIHOCT Penku MHoro peaku

HMYHHA4Ta CHCTEMA
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HapyuieHuns Ha XUnepriukeMus -- MHoro peaku --
MeTabonunimMa
XpaHEeHeTo
XHMOHATPUEMNS Heuectu -- --
[TeHxuiHH Jenpecus -- Heuectn -
HapyLIeHHA TpepoxkHOCT Peaku -- --
NucoMuus/Hapyuienns -- HeuectH --
Ha CbHS |
[1poMenw B -- HeuectH -
ObbpkaHoCT - Peaxu --
Hapymenus Ha Hapymena koopauHauus Heuectu -- --
HepBHATa CUCTEMa | 3aMagHOCT Heuectn Yectn -
[locTypanHa 3amasHocT HeuecTH - --
Aucreysus - HeuecTH --
ExcTpamupaMnieH -- C HeusBecTHa --
CHHApPOM YyecToTa
I napobonue YectH Yectu —-
XunepToHyc -- MHuoro peaku -
[lapecTesnu Heuectn Heuectu --
[lepudepna HesponaTu, -- MHoro penku --
HEeBpONaTHs
CoMHonenTHocT HeuecTn Yectu -
CHHKOI -- Heuectu -
Tpemop -- Heuectn -
XUnoecre3us - HeuecTH -
Hapyiuenus Ha  3pHTEJIHH HapyLIEHHS Penku Heuectn --
OYHTE 3puTENHO YBpexkaaHe Heuectn Heuectn —
HapyweHua Ha LLlyM B ymuTe Penku HeuecTn --
| YXOTO H CeeToBBpTEXK Hevectu -- Heuectn
Cbpaeunu [Tannurauun HeuecTH YecTu --
HapyLICHHUSA Cunxon Penku -- --
Taxukapamns HeuectH -- -
ApHTMHH (BIUTIOUHTETTHO -- MHoro peaku -
OpanMkapaua, kamepHa
TaXHKapaus H
npe,uc'bpﬁuo MBXKICHE)
MuokapaeH HH}papKT . MHoOro peaku --
CoaoBu 3ayepsaBaHe Ha JULIETO -- YecTu --
HapylleHH XHIOTOHUSA Penxn Heuectn -~
OpTtocraTruuna Heuectn -~ --
Backynur - Mmuoro peakn | C HenssecTHa
4ecTOoTA
Pecnuparophm, Kauuinua Heyectn MHoro penkH Heuectn
'PBAHU H JAncnues -~ Hewect --
MCHMaCcTUHAIHH @apHHronapuH-reasHa Heyectn -- --
HapyilICHWA Obonka
Pyt -- Heuectn
CromauHo-upesin | CToMaleH AMckoMQopr, Heuectn YecTH
HapyLICHUS 6onka B ropHaTa 4acT Ha '
KopeMa
IlpomeHu B ypeBHaTa - Heuectn
NEPUCTAITUKA
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3anex Heuectn -- --
Huaphs Heuect Heuwectn | --
Cyxora B ycTata Heuecrn Heuectn -
ITucnencus - Heuecru =
['acTpur -- MHoro peaku -
Xunepruiasua Ha BEHLUUTE -- MHoro peaku --
["ageHe Heuectu Yectr --
ITaHkpeaTHT - MHoro penku -
[ToBpriuaHe - HeuecTH --
Hurecrinanes -- - MHoOro peakn
AHrHOECAEM
Xenatobwnuapid | OTKIOHEHHA B -- MHoro C Heu3BecTHa
HapyIeH!s yepHOApOOHHTE peaxu* YECTOTA
GYyHKLIMOHAIHU
[IOKA3aTEIH,
BIJTHOYHTETTHO
NOBHILIABAaHE Ha
OunupybrHa B KpbBTA
Xenatur - MHoro peaku --
Hurpaxenaranna - MHoro peaku -
X0JIECTAa3a, KBJITCHHLA
HapyuieHus Ha AJonenms _ -- HeuectH | --
KOXaTa H AHIrHoeaeM -- Muoro peaku | C nenssecTHa
MOAKOXKHATA ThKaH YEeCTOTA
bynoseHn npepMarur -- -- C Heun3BecTHa
4ecToTa
_Epwurema HeuectH -~ --
Epurema myntudopme -- MHoro peakwu --
Ex3zanrem Penku Heuectu -
XHrepXuiposa Penxu HeuecTn -
Peaxiiyis Ha -- HeuecTH —
(OTOUYYBCTBUTENHOCT
[Ipypuryc Penxwu HeuecTH C Heu3BecTHa
YyecToTa
ITypnypa -- Heuectu --
Obpus HeuectH HeuecTH C HeusBecTHa
4YeCTOTA
| [lpoMsixa B LBETa Ha - HeuectH -
Yprukapus 4 Apyru -- Muoro peaku --
BHOOBE OOpHB
ExcdonuaTnaen -- MHoro peaku --
JepMaTHT
CuHapom Ha Stevens- -- MHoro peaku -
Johnson
Orok Ha Quincke -- MHoro peaxu
TokcHuHa enuaepManHa C HeusBecTHa
HEKPOJIH3a yecroTa
Hapyuienus Ha Aprpanrus Heuectn Heuectn
MYCKYJIHO- boakH B repba HeuectH HeuecTH
CKEJIETHATA OTOK Ha CTaBHTE HeuecTu -
CHCTEMA H MycCKynHH cna3Mm Peaku Heuectn
SE/M/1608/001-002/WS/023
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ChbE€IHHHUTENHATA Muanrus - HeyecTH C Heu3BecCcTHa

TbKaH 4ecToTa
(OTOK Ha rJie3eHUTE -- YectH -
YcenaHe 3a TexecT Penku - -

Hapyiienus nHa [ToBMIIEH KpEeaTHHHH B -- - C HeusBecTHa

ObOpeunTe U cepyma 4EeCTOTA

THKOHHUTC MHUKLUHOHHH HapYILIEHUS - Heuectn -

MTBTHIA Hukryphs - Heuectn -
ITonakuypus Peaku Heuectn --
Ionuypus Peaku -- --
buOpeuna -- —- C Heu3pecTHa
HEeAOCTATBYHOCT U 4eCTOTA
OLOpeuHo yBpexKIaHe

HapyiueHus Ha HUMnoTeHTHOCT -- Heuectn --

BB3NpOH3BOAHTEN- | EpekTynHa IUChYHKLMA Peaxwu - --

HaTa CHCTEMA H ['MHekoOMacTHA - HeuecTn --

repaarTa

OO1H HapyuieHUs | ACTEHMUSA Yectu HeuecTn —-

U eexTH Ha Huckomopr, obuio - HeuyecTn -

MACTOTO Ha HEPAa3IMOJIOXKEHHE

APHIOKEHHE Ymopa YecTu YectH HeyectH
OTOK Ha JIHLIETO YecTu -- --
3auepBABAHE Ha JIMLIETO, Yectu -- --
TOIUTH BBJIHH
bonka B repaute, KOATO -- Heuectn --
HE € CbC CbpIEYEH
Orok YecTH YectH -
IlepHdepeH oTok YecTn - -
bonka - HeuecTy --
3acToeH oTOK YectH -- -

HicnenBanus [loBHLUEH KaTHii B -- -- C HeHn3BecTHa
KpbBTa 4yecToTa
[loBHIIABaHE HA TETJIOTO -- Hevectn --
[loHukaraHe Ha TernoTo —- Heuectu --

*Haii-4ecTO CBBP3aHO C XONEeCTasa

JlonbaHuTeIHA HHPOPMALHKA 38 KOMOKWHHPAHHUS NPOLYKT

[lepudepHusaT OTOK € Mo3HaT ePeKT Ha aMJIOAHNHHA H KaTo L0 ce Habmioaasa ¢ mo-HUCKa YecToTa
NPH NaLKHEHTH, KOUTO Ca NPHEMANTH KOMOHHAUHMATA aMJIOIMITHH/BANCAPTaH, OTKOJKOTO NPH TE3H,
KOUTO NpHEMAT CaM0 aMoaunuH. B ABOHHO-C/IENH KOHTPONIHPaHH KIHHUYHHA NPOYyYBaHHA
YECTOTATA HA NMepUPEpHHA OTOK B 3aBUCHMOCT OT J103aTa € KAKTO CJIeABa:

% namueHTH, NONy4YnIn Bancapran (mg)
nepudepeH OTOK | :
[0 Tao [ 80

0 |30 5,5 2,4
AMMOMHIHN T 180 |23 5,4
(mg) | ) _ y ’ ’

5 1 3,1 4,8 2,3

10 10,3 HEMPWIOKHMO | HEMPHAOKHMO

CpeaHarta yectoTa Ha nepudepeH OTOK, €IHAKBO H3MEPEHa 38 BCHYKH 1034, € 5,1%
KoMOHHaLMsITa aMJIOJANIIHH/BaJIcapTaH.
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JdonnnsdrenHa MHQOpMalikg 3a OTACTHHATE ChCTABKH

Hexxenanure peakumH, cho0lIEHH 3a BCAKA OT OTAEHHUTE ChCTaBKH (aMNOAUNMH UK BalICapTaH),
MOraT Ja ObAaT HOTEHLIHANHH HEXKENAHH PEAKLMH ChILO M NPH IIPUIOKEHHETO Ha
aMJIOAUIKH/BAJICAPTaH, OPU M A4 He ¢a HabmoJaBaHH B KJIHHHYHM NPOYUBAHUS HWIH 110 BpEME Ha
MOCTMAPKCTHHIOBHA OTHT.

Amroounun

Yecmu COMHONEHTHOCT, 3aMasHOCT, NMaJMATaLHH, KOpeMHa 00JKa, rajJeHe, OTOK Ha
[IE3CHUTE,

Hevecmu bescbHKE, TPOMEHH B HACTPOSHHETO (BIJTFOYHTENIHO TPEBOXKHOCT), ACNPECHS, TPEMOP,

JAUCTE€Y3UA, CHHKOI, XHNOECTEe3Ns!, I3PHTETHH HAPYLIEHHA (BKIIOUHTE/IHO AKIUIONHA ),
UIYM B YUIHTE, XHNOTOHHS, AUCITHEN, PHHHT, MOBPBLUAHE, AUCNETICHS, AJIOTIeLIHA,
Mypypa, MpoOMsAHA B LIBETa Ha KOXKaTa, XUIIEPXHAPO3a, NPYPUTYC, €K3aHTEMA,
MHAJIFHA, MYCKY/IHH KpaMnu, O0nKa, MUKLHMOHHH HapylleHHs, YBETHUEHA 4eCTOTa Ha
YPHHHUpaHe, HMOOTEHTHOCT, THHEKOMACTHA, MpbAHa 60nka, o010 HepasnonokeHue,
NOBHLIABAHE HA TEMIOTO, HAMAJISBAHE HA TETNOTO.

Peoxu Ob6bpraHoCT,

Mnozo pedxu  JleBkoneHus, TPOMGOLMTONEHHS, ANCPrUYHH PEAKLWH, XHTIEPTIIHKEMHS, XMTIEPTOHHA,
nepudepHa HeBpONaTua, MUOKapaAeH HHPAPKT, apUTMHSA (BKIIOUUTENHO
Opaaukapausa, KaMepHa TAXMKApAUA H MPEACHPAHO MBLXAEHE), BACKYJIUT, NAHKPEATHT,
racTpHT, XHIEPIIIA3HA Ha BEHLIMTE, XETIATHT, XK BITCHULA, MOBUIUCHH YePHOAPOOHH
€H3HMH*, aHrHOeIeM, epHTEMa MyITHDOPME, YPTHKapus, eKC(OITHATHBEH JEPMATHT,
cuHIpoM Ha Stevens-Johnson, otok Ha Quincke, GoToOuYBCTBUTENHOCT.

C neuszgecmua

yecmoma ToxkcuyHa enuaepmMaiHa HEKPOJIH3a

*Hall-4eCTO CBBP3aHH ¢ X0/1eCTa3a

CbobiaBa ce 3a eKCTpanHpaMUAEH CHHAPOM B H3KJIIOUHTENHH CYYaHu.

Bancapman( neuszsecmna

yecmomd [lonnxkaBane Ha xeMorioOUHa, NOHWKABAHE HA XEMATOKPHTA, HEY TPOTICHHA,
TPOMOOLIMTONEHHA, NOBHLIABAHE HA CEPYMHHSA Kajluii, NOBHILABaHe Ha CTOMHOCTHTE
Ha YepPHOJAPOOHHUTE PYHKLIHOHAITHH M3CNECABAHKA, BKIIIOYMTEIHO NOBHILABAHE HA
cepyMHHUs ounnpybun, 6s0peuHa HeaocTaTbHHOCT H OBOPEYHO YBpeXKIaHe,
NMOBHILABAHE HA CEPYMHMS KPEaTMHHH, AaHTHOEAEM, MHAJIT#s, BACKYJIHT,
CBPBXYYBCTBHTEIHOCT, BKIKOMHTENHO cepyMHua Oonecr,

CopobuiapaHe Ha NOAO3IUPAHU HEXKEIAHHM PeaKLIMK
CrobuiasaneTo Ha NOJO3HPaHH HEXKENaHH pPeakLWH Cnea pa3peliaBaHe 3a ynorpefa Ha ieKapCTBeHHs

MPOAYKT € BaxkHO. ToBa No380/IABa Aa NPOAL/IKY HAOMOACHHETO Ha CHOTHOLLICHMETO TIOJ13a/PUCK 34
JeKapcTseHHA NpoayKT. OT MEAHLIHHCKHTE CNIELIMANUCTH CE€ H3HCKBA A2 ¢hoOILIaBaT BcAKa
MOAO3UPaHA HEXKENAHA peakuHa upes M3anbiaHUTeIHA areHLIHs 110 JIeKapcTeara, yi. ,,Jdaman ['pyes”
Ne 8, 1303 Codus, ten.: 02 8903417, yebeaiit: www.bda.bg.

4.9 Ilpexozmpane

CuMnToMu
Hsama onuT ¢ npeno3npane Ha amnoaunyH/Bancaprad. OCHOBHHUTE CHMITTOMM Ha MpeA03HpaHe ¢
BaJICApTaH BEPOATHO Ca U3pa3eHa XUNOTOHHA CbC 3aMaaHocT. IIpego3upaHeTo ¢ aMAOAUIMH MO
JIOBEAC 0 €KCLECHBHa NEpU(epHa Ba30AUIATALMA U BEPOATHO A0 pednexTopHa Taxukapa
CbOOLIEHUS 3a U3PAa3eHa H MOTEHLMAITHO MPOJIOHMHPaHa CHCTEMHA XUITOTOHUS, BKIIOYUT
¢daTaneH U3IXo0 NPH aMIOJHIHH,

Hekapanorenen 6enoapoben otok ce chobliaBa paaxo kaTo Nocneauiia OT Npeao3upaHe
aMJIOJMIHH, KOHTO MOXeE Aa C€ NpOoABHU Che 3abaBeHo Havanio Ha edekTa (24-48 yaca cren
TIOTNIBLUAHE) M 2 M3HCKBA U3KYCTBEHA BeHTWalMA. PaHHHTE peaHMMaLIMOHHK MEPKH (BKJ]
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HATOBapBaHE C TCYHOCTH) 3a NOAAbPKAHE Ha nepdy3HATa U CbpAeUHHA JeOHT MoraT Aa Obaar
ycKopaBaty GakTopH.

JleueHue

AKO MPOAYKTHT € MOT'BJIHAT HACKOPO, MOXKE [ia C€ NpeJ13BHKa NOBPbILAHE WIM Aa CE HANpaBH
CTOMAUIHA NPOMMBKA. JI0Ka3aHO €, Ye NPWIOKEHUETO Ha AKTUBEH BbIJIEH NPH 3IPaBH 10OPOBONLH
BERHAra Wid 10 JABa 4aca ciejl NOrTbIIAHeTO Ha AMNIOAMITHH 3HAUYUMO HaMasisiera abcopbumaTa Ha
aMmI0aMNHH. KIHHHYHO 3HauMaTa XHIIOTOHHS, BCJICACTBHE Ha NMPEeRO3HpaHe C
aMJIOANTIMH/BaIcapTaH, H3UCKBa AKTHBHA NOAABbPKALA CHPASYHOCHAOBA TEPANHA, BIUTIOYHTETHO
4ECTO MOHHTOPHPAHE Ha ChbpAeYHaTa W AMXaTenHa GyHKLUSA, BUCOKO MOBAMraHe Ha KpalHULIMTE H
HabJIIOAEHHE HA KOJIMYECTBOTO LIMPKYIMPALIH TEHHOCTH H Ha OTAENIEHaTa ypHHa. Ba3oKOHCTpHKTOp
MOJKE Aa € OT I10J13a 3a Bb3CTAHOBABAHE HA CHAOBHA TOHYC H apTEPHAIIHOTO HANIATaHE, aKO HAMa
MpOTHUBOIOKA3aHHA 3a HerosaTta ynotpeda. MHTpapeHO3HO nprHioKeHHE Ha KAILHUEB MIIOKOHAT MOXE
Aia CMOMOTHE 33 OTCTpaHABaHe Ha edexkTrre OT ONOKHpaHe Ha KaNLMEBUTE KaHaH.

KakTo BAJICApTaH, Taka H aMJIOIHUNHH HC C€ OYHCTRAT MPH XEeMOIHATH3A.

5., ®APMAKOJOI'HYHHU CBOMCTBA

5.1 dapMaxolHHAMHYIRH CBOHCTBA

DapMakoTrepanesTHuHa rpyna: CpeacTra, NOBRMTHUABAIIH PEHHH-aHIMOTEH3HHOBATA CUCTEMA;
aHrHOTeH3HH Il penenTopHH aHTaroHMCTH, KOMOMHALMH; aHFHOTEH3HH |l peLemTOpHH AHTArOHUCTH H
KanuveBd anraronucTy, ATC koa: CO09DBOI

AMJIOJIMITHH/BAICAPTaH € KOMOWHALIUA OT [B€ aHTHUXHIIEPTEH3UBHH ChCTABKHM € AOMBIBALL CE
MEXAHH3BM 32 KOHTPO Ha apTEPHANTHOTO HAJIATAHE NPH NALMEHTH € €CEHHANHA XHNEPTOHHS:
aMIIOAHNHH NPHHAJIEXKH KbM KJIaCa Ha KAILUMEBUTE aHTATOHHUCTH, a BaJICAPTAH KbM KJlaca Ha
aHruoTeH3HH |l antaronnctutre. KomMOHHauHATa Ha Te3H CHCTABKM HMA aAMTHBEH aHTHXHIEPTEH3UBEH
e(EeKT, KaTO HAMAIABa APTEPHATHOTO HANATAHE B MO-ro/AMa CTENEH OTKOJAKOTO BCEKH OT
KOMIIOHEHTUTE NMOOTAENHO.

Amnoaunus/Bajcapran

KoMbnHaumaTa Ha aMNOAUNMH U BANICAPTAH NPEAH3BHKBA 10303aBUCHMO 3AMTUBHO MOHH)KABAHE HA
apTEPHATHOTO HAJIATAHE B PAMKHUTE Ha TEPaneBTUYHUA JO30B MHTEPBAN. AHTHXHIIEPTEH3UBHHUAT
edexT Ha eAHOKpaTHA A03a OT KOMOUHALMATA Cce 3aIbpKa B NPOABDKEHHE Ha 24 vaca.

Ilnayebo-xonmpoaupanu npoyusanun

Han 1 400 nauneHTH ¢ XMNEpTOHMS ca NpUeMany aMIOAHITHH/BAJICAPTAH BEHEXK JHEBHO B ABE
nnauebo KOHTPOMHPaHH NpoyuBaHKA. BratoueHu ca Bb3pacTHH ¢ ieKa A0 YMEpEHa HEYCI0XKHEHa
€CEHLIHAJIHA XHIMEPTOHHA (CPEAHO AHACTONHO apTePHANIHO HAATaHE B CEAHANO MOJIOXKEHHE >95 H
<110 mmHg). He ca Bxmto4eHHn nauMeHTHUTE C BUCOK ChPACYHO-CHAOB PHUCK — ChPAEUYHA
'HEAOCTATBYHOCT, 3axapeH auabet Tun | ¥ HepoOpe kKOHTPOAHpaH AHA0eT THN 2 ¥ ¢ aHaAMHeE3a 3a
MHOKapJeH HH}apKT WIM MHCYIT B NocieaHarTa | roauua.

AKMUBHO-KORMPOIUPAHU NPOYHEAHUA NPU NAYUEHIMU, KOUMO He CA CE NOGAUANU O MOHOMEDAnUs
B MHOroLeHTpOBO, paHIOMH3HPAHO, ABOHHOCIANO, AaKTHBHO-KOHTPOIHPAHO, NapanelHOrpynoBo
H3NHTBaHe, ce HabnoaaBa HOPMAIM3UPAHE HA aPTEPHATHOTO HasisraHe (Haii-HUCKO AMACTOJTHO
HaJIAraHe B ceaAHaNoO noagmkeHne <90 mmHg 8 kpas Ha npoyyeaHeTo) npH 75% OT naLKEHTHTE,
nexkyBanu ¢ 10 mg/160 mg aMmnoaunuH/BasicapTalH, KOMTO HE ¢a ¢€ NOBAMANH JOCTATHYHO OT |
BajicapraH ¥ npu 62% o1 nauneHTHTE, AeKyBaHu ¢ 5 mg/160 mg amnoaunnH/Bancapras, B
¢ 33% OT nauHeHTHTE, OCTaHaIU Ha Tepanus ¢be 160 mg rancapran. JloGassnero Ha 10
aMIOAMITHH NMPEIH3BHKBA JOMBIHHTEIHO MOHWKABAHE HA CUCTOTHOTO/ AMACTOHOTO apTe
HanaraHe, cxotBeTHO ¢ 6,0/4,8 mmHg 1 3,9/2,9 mmHg, B cpaBHeHHe ¢ nalmeHTHTE, KO
caMmo Ha Tepanus cbe 160 mg pancapraH.
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B MHOTrOUEHTPOBO, PAHAOMH3HUPAHO, ABOHHOCIANO, AKTHBHO-KOHTPOJIMPAHO, NAapaneHOrpynoBo
H3MUTBaHE ce Hab/oaaBa HOpMATM3KMPaHE HA apTEPHATHOTO HansraHe (Hak-HHCKO AMACTONHO
Hansrade B ceaHano nonoxenue <90 mmHg B kpas Ha npoyuBaHeTo) npu 78% OT naLiMeHTHTE
nexysanu ¢ 10 mg/160 mg amnoaunun/BancapraH, KOUTO HE ¢a c€ MOBJUAIH JOCTaThuHO oT 10 mg
aMJIOAHMITHH B CpaBHEHHE € 67% OT NauueHTHTE, OCTAHANH Ha Tepanui ¢ 10 mg aMnoaunuH.
JobassueTo Ha 160 mg Bancapran Boay A0 AOMBAHHTENHO MOHWKABAHE HA CHCTOMHOTO/AWACTORHOTO
Hansaraue ¢ 2,9/2,1 mmHg B cpaBHenne ¢ nauneHTHTe, OCTaHaNM Ha Tepanus camo ¢ 10 mg
aAMIIOAUITHH.

BanTteH3aM € U3NHUTBaH CBUIO U B AKTUBHO-KOHTPOJHPAHO NpoyusaHe npu 130 naumeHTH ¢
XHIEPTOHHA CHC CPEIHO AHACTOTHO HaNAraHe B ceqHano nonoxenye >110 mmHg u <120 mmHg. B
TOBA NpOy4YBaHe (U3XOAHO apTepHanHo Hansrade 171/113 mmHg) neuenunero ¢ Basitensam

5 mg/160 mg, Turpupan a0 10 mg/160 mg, noHuwkaBa apTepHANTHOTO HATSATAHE B CEAHAJIO NOJIOMEHHE
¢ 36/29 mmHg, B cpaBHenue ¢ 32/28 mmHg npu neyeHne ¢ AM3UHONPUIY/XHOPOXTIOPOTHA3HUA

10 mg/12,5 mg, TuTpHpaH ao 20 mg/12,5 mg. |

B aBe AnArocpoyYHH nNpoy4BaHus 3a NpocaeasBaHe ePEeKThT Ha aMIIOAMNMH/BANICAPTAH CE 3ana3Ba 3a
NEPHOA HAA €/1Ha rOAHHA, BHE3anHOTO NpeycTaHoOBABAHE HA JICYEHUETO C aMJIOAMIIMH/BAJICAPTAH He
c¢ CBbp3Ba ¢ OBP30 NOKAYBAHE HA APTEPHANTHOTO HANATAHE.

Bn3pactra, noasT, pacata Win HHAEKCHT Ha TenecHa Maca (>30 kg/m?, <30 kg/m?) He nosausear
OTroBOpa CHPAMO aMAOAMIIHH/BaJICApTaH.

AmnoaMnun/BaicapTaH He € IpOYYBaH NMpH NOMyIalldt OT NAaLUMEHTH C ApYTH 3a0onaBaHus, pa3IHyHH
OT XHIIEpPTOHHA. BancapTaH € npoy4BaH npH NauMeHTH ciell npexkapad WH(papKT Ha MHOKapaa H
TaKHBA CbC ChplEYHa HEAOCTATHYHOCT. AMIOAUNMH € NPOYHBAH NPH MALMEHTH ¢ XPOHHUHA cTabWIHA
CTEHOKapAHA, Ba30CMaCTHYHA CTEHOKApAUA M aHrHorpadcku N0KyMEHTHpaHo 3adongsaHe Ha

KOPOHapHHUTE CHAOBE.

AMnoaMnuH

KoMMOHEHTHT Ha aMNOAMNKH/BANICAPTaH, AMIIOAUNKH, HHXUOUpa TpaHCMeMOPAHHOTO HaBIH3aHE HA
Kall1eBH HOHH B ChPACUHATA M CHAOBATA rfaAka MyCKYIaTypa. MeXaHH3MBT HA AHTUXUIIEPTEHIUBHO
JEHCTBHE HA aMJIOJIMITHH C€ Ib/DKM HA JUPEKTHUA penakcHpalll edekT BbpPXY ¢hbaoBaTa riajka
MYCKYJIaTypa, KOETO BOJH 10 HaMaNfBaHe Ha NEPHPEPHOTO CHAOBO ChIIPOTHBIIEHHE H Ha
apTEPHATHOTO HanfArake. EKcrnepMMeHTanHW AJaHHH NOKa3BaT, Y€ aMJIOJHIHH Ce CBbP3BA KAKTO C
IUXUAPOTIUPHAHMHOBUTE, TAKA H C HEAUXUAPONUPUIHHOBUTE MeCTa 3a cBbp3BaHe. [IpouecuTe Ha
ChKpallleHHE Ha CbPACYHHMA MYCKYJ1 H Ha ChJOBATA Ilagka MyCKyJIaTypa ca 3aBHCHMH OT
MPUABIKBAHETO Ha H3BBHKJIETHYHUTE KaJILIHEBH HOHH B KJIETKHTE Ha MYCKY/IUTE Npe3 cneldduiHn

HOHHHK KaHAJIYEeTA,

Cnen npunoxeHye Ha TEPaNEeBTHYHH A034 MPH NALMEHTH C XUITEPTOHHS aMO/IMITHH NpPEIH3BHKBA
Ba30AMIATALHMA, KOSITO BOJAH 10 HAMAJIABAHE HA APTEPUANHOTO HAJIATAHE B JIETHATIO M B M3MTPABEHO
nonoxenue. Ilpu xpoHnuna ynorpeda ToBa NOHHKABAHE HA aPTEPHAITHOTO HAJIAraHe HE CE CbIILTCTBA
OT 3HaYUMH MPOMEHH B CHPACYHATA YECTOTa WIM T1a3MEHHTE HHBA HA KaTEXOJAMHHMTE.,

[11a3MeHHTe KOHLIEHTPALMK KOpenuparT ¢ edexTa KaKTo MPH MJadM, TAKa H NPy NMauHEHTH B
cTapyecka Bb3pacT,

[lpy nanmeHTH ¢ XHNEPTOHHS H HOpMaiiHa Ob0peuHa QyHKLMA, TepaneBTHYHHTE N03H H2 AMJIOAHITHH
BOAAT 10 HAMAIABaHE Ha OBOPEHYHOTO ChAORO CHNIPOTUBIIEHHE H YBEIUYABAHE HAa CKOPOCTTA Ha

¢pakuus WIH NPOTEHHYPHSATA.

KakTo H npu Apyrurte O10KepH Ha KaJlILMEBUTE KaHAMH, XEMOAHMHAMHUYHHTE H3IMEPBAHHA
CbpAeyHaTa PyHKLHMA B MOKOH W MIPH HaTOBapBaHe (MK XOAECHE) NMPH NaLMEHTH ¢ HOPM
¢yHKLHA, TEKYBaHW C AMIOAMIMH, KaTo LSO [IOKA3BAT JIEKO MOKa4yBaHe Ha ChPACYHHS
3HAaYHUMO NoBauaBaHe Ha dP/dt win Ha neBOKaMEpHOTO U IMACTONHOTO HANATaHE WITH 00e
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MpOYyUBaHHUA 32 XeMOAMHAMHKA, aMJIOAUINHH HE C€ CBBP3Ba ¢ HEraTUBEeH UHOTPOINEH e(eKT, KOraTo ce
Mpuiara B rpaHHLMTE Ha TePaneBTHYHHTE N03H NPH 3ApaBH XKUBOTHHU K XOpa, I0PH KOraTto npu Xopa
ce nmpunara eqJHOBpeMeHHO ¢ 6eTa-OnokepHu.

IIpu 31paBy XOpa H XXHUBOTHH AMJIOAMIIME HE MPOMEHA CHHOATPHANHATA HORATHA OYHKLMA HIIH
aTPHOBEHTPHKYJIAPHOTO NPOBEXKAaHE. B KIMHHYHK NpOYYBaHKA, B KOMUTO aMJIOAMNUHE € NPUIAraH B
KOMOHHalumA ¢ beTa-0J10Kepy Ha MALMEHTH WIH C XUNIEPTOHUS WITH CBC CTEHOKAPHS, HE Ca
HaO/II0AaBaHH HEXKENAHH e(PEKTH BBPXY €Xxorpad)CKMTe MapaMeTpH Ha eNleKTPOKapAMOrpaMara.

Ynompeba npu nayuenmu ¢ xunepmonus

[Ipy nauueHTH ¢ NeKa 10 yMepeHa XHINEPTOHUA € MPOBEACHO PaHAOMH3IHPAHO, IBOHHO-CJIANO
npoy4BaHe 3a OliEHKa Ha 3adoneBaeMocT-CMBPTHOCT, HapeueHo ALLHAT (Antihypertensive and
Lipid-Lowering Treatment to Prevent Heart Attack Trial), 3a na ce cpaBHM TepanuaTa ¢ NO-HOBHTE
NEKapCTBEHH CpeACTBa: aMIOAMNHH 2,5-10 mg/nHeBHO (6N0Kep Ha KAILHEBHTE KAHAIH) WITH
nusuHonpua 10-40 mg/aneBHo (ACE-uHXHOUTOp), KATO Tepanui OT NbpPBa THHHA C TA3H Ha
THA3HAHUA JUYPETHK XJopranugod 12,5-25 mg/nHeBHo.

OO6wo 33 357 nauMeHTH ¢ XHNEPTOHUA HA BB3PAcT 55 WIH NoBeue roauHK ca GHUIH PaHAOMU3HPAHU H
npocAeaeHH 3a cpeano 4,9 ronunn. IauseHTHTe ca HMaTU NOHE €AMH AOMBIHHTENIEH PHCKOB (akTop
33 MCXeMHYHA 00JIECT Ha CHPLIETO, BKITIOYHTEIHO NpeKapal MHOKapAeH HHPAPKT WK HHCYIT

(>6 Mecella MpeH BKAIOYBAHE B [IPOYYBAHETO) WIHA JOKA3aHO APYTO aTEPOCKIEPOTHUHO ChPAECHHO-
cbAoBO 3abonsane (Hag 51,5%), 3axapen auaber Tun 2 (36,1%), AMNONPOTEHHH C BUCOKA ILTETHOCT -
xonecrepon <35 mg/dl wan <0,906 mmol/l (11,6%), neBokamepHa xunepTpodus, AHArHOCTHLIMPAHA
ype3 eJIEKTpOKapaHorpamMa Win enexkrpokapaunorpagus (20,9%), vacrosiuu nymagu (21,9%).

[IbpeHYHaTa KpaiiHa TOUKa € CbhCTaBHA OT daTanHa HCXeMHYHa 601ecT Ha ChpleTO WK HedaTaneH
MHOKapAeH HHGapkT. He ca HabmonaBaHH 3HaWMMH Pa3IMYMA N0 OTHOLIEHHE HA MbPBUYHATA KpaiHa
TOUYKA MEXKIY TEpaMMATa C aMAOJIMIHH K TEPAIIMATA C XJIOPTANMROH: KoeULHeHT Ha puck 0,98 95%
CI (0,90-1,07) p=0,65. I1px BTOpUYHHTE KPaiHH TOUKH, HECTOTATA HA CHPACYHA HEAOCTATHLUHOCT
(KOMIOHEHT HA ChCTaBHHA KOMOHHHPAH ChPAE4YHO-CHAOB KPHTEPHIH) € CHTHHOHMKAHTHO NO-BHCOKA B
rpynarta Ha aMmJIOJHNHH, OTKOJIKOTO B rpyrnara Ha xnopranuaoH (10,2% cnpamMo 7,7%, RR 1,38, 95%
CI[1,25-1,52] P <0,001). Brnpeku ToBa, He ce HabnionaBaT 3HAUMMM PasiH4YMA 0 OTHOLICHHE HA
obLaTa CMBPTHOCT MEXKAY IPYNaTa Ha Teparnus C aMNOAMMMH M Ta3K Ha Tepanus ¢ xiaopranuion RR

0,96 95% CI [0,89-1,02] p=0,20.

Bancapran
BancapraH € nepopaliHO aKTUBEH, MOLIEH K crieundryeH airuoTeH3uH Il penenropen aHTaroHmcr.

Tofi pekcrsa ceneKTHBHO BLpXy AT peuentopHHs NOATHI, KOHTO € OTTOBOPEH 3a MO3HATOTO
AcHCTBHE HA aHrHOTEH3HH 1l. [loBHLIEHUTE nita3MeHH HHBa Ha aHrnoTeH3uH 11 B pesyarar Ha AT
peuenTopHata 6710Kkana ¢ BajicapTaH MOTaT Aa CTUMYJTHpAT HEONIOKHpaHus peuentoped noarun AT2,
KOETO H3rjiexaa NpoTUBOAcHCTBa Ha epekTa Ha AT 1 peuenropa. Bancapran He nposBaBa HUKakBa

' YACTHYHA arOHHCTHYHA aKTHBHOCT KbM AT peuerrropa W MMa 3HaurTenHo (okosao 20 000 meTH) no-
ronamM apuHuTeT KbM AT peuenrtopa, oTkonkoro KbM AT2 penenropa,

Bancaptan He uHXHOupa ACE, u3pecteR n kato kiHasa Il, ko#ito npespuiua anrnorensun 1 B
aHruoTensut 11 v pasrpaxna OpanukusuHa. Toi kaTo HaMaT edexT 8ppXy ACE u He noteHuuMpar
eekTHTE Ha OpanukuHuH H CyGeTaHIMA P, € MaIKO BEPOSTHO aHrHOTEH3MH 1] pPELIENTTOPHHTE
aHTarOHUCTH N1a Ce CBBP3BAT ¢ KauutvLa. B KIHHHYHY NpoyuBaHHK, KbAETO BAJICAPTAH € CPABHABAH C
ACE unxuburop, uectorara Ha cyxa kaunnua e 3Hauumo (P <0,05) no-HKcka npy nauyeHTy,
JEKYyBaHH ¢ BAJICAPTaH, OTKOJIKOTO NPH TE€3H, KOUTO ca JeKyBaHu ¢ ACE unxuburop (croTBetHo 2,6%
cnpamo 7,9%). B KnHHHYHO Npoy4YBaHe NpH NaLMEHTH ¢ AaHAMHe3a 3a CyXa KalJIHila M0 BPe
neuenne ¢ ACE nuxuburop, 19,5% ot npoyusanure nuua, nomyyaeaiity Bancaprad 4 19,09
NOTy4aBalliH THA3HACH AHMYPETHK HMAT KallllKia, cpaBHeHo ¢ 68,5% ot anuara nekypas
ACE waxubutop (p <0,05). BancapraH He ce CBbp3Ba KbM peLENTOPHTE Ha APYTH XOpM
Onokupa MOHHH KaHAJH, 38 KOHTO € U3BECTHO, Ye Ca Ba)KHH 3a ChPACYHO-CHA0BATA PETY
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HPHHO}KGHHETD Ha BAJICAPTAH MNPH NANMCHTH C XMNCPTOHHUA BOAM 40 CNlaJaHE HA apTCpPHAJIHOTO
HaJlaraHe, De3 noBNUABaHe Ha ChpAcyHaTa 4cCTOTa.

[Ipu noBeueTo NAUMEHTH, CNICA MPUITOKECHUETO Ha eNHOKpaTHA 4034 TIepopalHO, HAYaloToO Ha
AHTHXHIIEPTEH3IUBHOTO ACHCTBHE € B pAMKHTE Ha 2 Yyaca, a MAKCHMAIIHO NMOHIKABaHe Ha
apTEpPUANTHOTO HaJIAraHe ce JOCTHra B paMKUTe Ha 4-6 4aca. AHTUXUINIEPTECH3UBHUAT €QeKT
npoaLJDKaBa NoBeye OT 24 yaca cnea npuema. [1py MHOrOKpaTHO NPHICKEHHE MAKCHMYMA B
pPEeRYKLHMATa Ha apTePHATHOTO HaJIAraHe ¢ BCAKA 1033, KaTO LWsUI0, CE TIOCTHIa B PAMKHTE Ha

2-4 ceAMHLIM U C€ NOAABPKA B XOa Ha NPOAB/DKHUTENIHA Tepanus. BHE3anHOTO NpeyCcTaHOBABAHE Ha
JIEYEHHETO ¢ BAJICAPTaH He Ce CBBbP3Ba C pedayH[ XHITCPTOHHA WIH ¢ APYTH HEXENaHH KIMHHYHH
CLOUTHS.

Hpyru: asoitHO 610KHpaHe Ha peHHH- aHTHOTEH3HH-aA10CTepoHoBaTa cucteMa (PAAC)

JlBe ronieMu pasaoMusupanu koHTponupanu npoyusaHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipnl Global Endpoint Tnal - Tekymo rnobanio uanureaHe 3a
KpaiHH TOYKH Ha TeJIMHCApPTaH, CAMOCTOATENIHO H B KoMOuHaums ¢ pamunpun) 1 VA NEPHRON-D
(KnuHHuHO npoyuBaHe CRBP3aHO C Pa3BHTHE HA HePponmaTHs npu AMadeT, MpoBeAEHO OT
MuHUCTEPCTBO NO BHIIPOCUTE HA BETEPAHUTE) — MPOYUBAT ynorpedara Ha KOMOMHALMATA OT

ACE nuxuburop u APb.

ONTARGET e npoyupaHe, npoBeieHO NPH NALMEHTH C aHAMHE3A 38 CHbPACYHO-CHAOBA WV
MO3BYHOCHAOBA DONecT, WM 3axapeH AMabeT THNO 2, MPUAPYXKEHH C JAHHH 3a YBPEKAHE Ha
edexTopun opraiu. VA NEPHRON-D e npoyuBaHe npH MauMeHTH CbC 3axapen anaber Tun 2 1
nuabeTHa HegponaTus.

Te3u npoyuBaHUA HE MOKA3BaT 3HAYHUM OnaronpuaTeH edekr Bbpxy ObOpeuHUTEe H/HUAK CHLPACHHO-
CBAOBHTE NMOCNESAULIH H CMBPTHOCT, KATO ChUIEBPEMEHHO ca HabmoaaBaHH MOBHILEH PUCK OT
XHIIEPKAIHEMHUSA, OCTPO YBpexaaHe Ha ObOpeliHTe H/HITH XHUITOTOHHA B CPABHEHHE ¢ MOHOTEPAIINATA.
Kato ce HMaT npeasu cxoAHKTe HM HapMaKOAUHAMHYHH CBOKCTBA, TE3H PE3Y/ITATH Ca TIPHWIOKHMH
1 3a apyrn ACE nuxubutopu u APb.

ACE unxuburopu u APb Onokepu cnenosatenHo He TpadOBa Ja ce U3NOA3BAT € JHOBPEMEHHO NpPH
NauBeHTH ¢ aHabeTHa HedponarTusa (BXK. Touka 4.4).

ALTITUDE (KnuHH4YHO Npoy4YBaHe NPOREACHO ¢ AJTHCKUPEH NPH NALHEHTH ChC 3aXapeH AuabeTt Tun
2 ¢ M3NOJ3BaHe Ha CHPACUYHO-CHLIOBH U OBOpeuHHU 3a00NABaHUA KaTO KpaiHH TOUKH € NpoyyvBaHe,
MpeAHA3HAYEHO a8 U3CNCABA NoN3aTa OT JOOABAHETO Ha ANMTUCKKPEH KbM cTaHaapTHa tepanus ¢ ACE
MHXuouTOp Hau APD npH naumeHTH b 3axapeH aAuadbet TN 2 U XxpoHUYHO 6BOpeuHo 3abonseane,
CbpAECYHO-CBHAOBO 3a00nABaHe WK H ABeTe. [IpoyUBaHETO € MPEKpaTEHO NMPEXKAEBPEMEHHO MOpaan
NOBHILEH PHCK OT HeOnaronpuaTHu nocneauum. Kakro cbpaeyHo-cba0BaTa CMBPT, TAKA H HHCYITLT
¢a NMO-4Y€CTH B rpyfaTa Ha alHCKHPEH, OTKOJIKOTO B rpynara Ha mauebo, a npeacTaBisBalliHTe
HHTEpeC HEeXKeJTaHK ChOUTHA M CePHO3HK HeXeNnaHH ChbOHTHA (XHIEpKAIMEMHA, XHITOTOHHUA H
O1OpeuHa quchyHKUMA) ce chODmABAT MO-YECTO B IpynaTa Ha aTHCKHPEH, OTKOJIKOTO B rpynara Ha
natebo.

5.2 (PDapMaKOKHHETHYHH CBOHCTBA

~ JluHeRHOCT
AMIOIUNKH K BaJICAPTAH UMaT JIHHeHHa papMaKOKHHETHKA.

Amnonunud/BancapraH
Cnen nepopaiHo NPUIOKEHHE HAa aMIOJHITHH/BAICAPTAH, MAKCHMAITHH TUI&3MEHH KOHUE

BANICAPTAH M aMJIOJAHMITHH C€ JOCTHIraT ChOTBETHO 3a 3 W 6-8 yaca. CkopocTTa M cTene
abcopbumna Ha aMNOAMIIMH/BAICAPTAH ¢a EKBHBAICHTHH HA OMOHAIMMHOCTTA Ha BaJica
AMJIOJHUIIHH, MPHJIOKEHH KAaTO oTAENHH TabaeTkH.

AMJIOAHIIHH
Abcopbyun
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Cieqn nepopaiHo NPHUIOKEHNWE Ha TEpaNeBTHUHA 1033 CAMO Ha aMJIOMIHH, MAKCHMATHH TUTa3MEHH
KOHIIEHTPalWHK ce JocTHrar 3a 6-12 yaca. AGcomorHaTa OHOHATMYHOCT € U3UUCTIEHa MEXAY 64% 1
80%. BHOHATMYHOCTTa HA aMJIOAMITHH HE Ce NOBJIMSBA OT IpHeMa Ha xXpaHa.

Pasnpeodenenue
ObembT Ha pasnpeaeneHue e npubnuszurenHo 21 I/kg. In vitro npoyuBaHus ¢ aMIORMIHH NOKA3BAT, Y€

npubnn3urento 97,5% ot LMPKYIHPALLIOTO JIEKapCTBO C€ CBBLP3BA C IIA3MEHHUTE NPOTEHHH.

buompancgopmayusn
AMJIOOHNHKH ce MeTabonuanpa eKCTeH3UBHO (Mpubnu3HTenHo 90%) B uepHHa Apod 10 HEAKTHBHY
METabOUTH.

Erumunupane
EnuMuHUpaHeTo Ha aMNOAUIKMH OT Mna3MaTa € OHda3HO C TEPMHUHANIEH NONYKHUBOT Ha ETMMHHHUpaHe

npubausmurendo 30 1o 50 yaca. CrauMoHapHU TUIa3MEHH KOHLIEHTPALMHK ce OCTHIaT Clle]]
npoaskuTeNeH rpueM 3a 7-8 aun. 10% ot uzxonHus amnogunuH H 60% ot HeroBuTe MeTabONMHTH Ce

EKCKPETHpAT ¢ ypHHAaTa.

BancapraH

Abcopbyus

Caen nepopanHo NPHIOKEHHE CaMO Ha BAICAPTAH MAKCMMAITHH IJ1a3MEHH KOHLCHTPALIMH Ha
BaJicapTaH ce nocTurar 3a 2-4 yaca. Cpeanara abcontorHa OMoHannyHocT € 23%. XpaHaTta HaManasa
excriozdunaTa (onpeaeneHo upe3 AUC) Ha BancaprtaH ¢ okono 40% » MakcHMaHaTa nnasMesa
koHueHTpauus (Cmax) ¢ okono 50%, BulpekH Ye OKOIO 8 uaca ciaejl npMemMa rasMeHHTe
KOHLIEHTpALIKK Ha BAJICAPTaH ¢a NoA00HHU B rPYNHTE, NMPHEMATIH JIEKAPCTBOTO C/1€]l HAXpaHBaHe H Ha
rnanHo. Ta3u peaykuna Ha AUC, obaue, He ce CBIPOBOXKAA OT KITHHHUHO 3HAYHMa PEAYKLHA Ha
TEPANEBTHYHHA €(EKT H MO Ta3y NMPHYHHA BAJIcapTaH MOJXE [1a C€ MPHEMA KaKTO Ha I1aJHO, TaKa H

CNI€R HAXPaHBAHC.

Paznpeoenenue

O6eMBT Ha pa3npeae/eHUE Ha BaJICapTaH B CTALlHOHAPHO CBHCTOSHHE CJIEA HHTPABEHO3HO
MPHIOKEHHE € 0KoNo 17 NUTpa, KOETO NOKa3Ba, ue BajAcapTaH HE Ce pas3npeaenl €KCTEH3IMBHO B
TbKaHHTe. BajcapraH ce CBbp3Ba BB BUCOKA CTENEH ¢ MyIa3MeHHATE npoTeHHy (94-97%), npeaumHo

CbC CEpPYMHHA anOyMHH.

buompancgopmayus

BancapraH He ce MeTaboan3kpa BbB BUCOKA CTEMNEH, Thii kaTo caMo okono 20% ot no3ara ce
ycTaHOBARA NnoA ¢dopMara Ha MeTabonuTH. B nnazmara € ycTaHOBEH XUIAPOKCUMETAOOHT B HUCKH
KOHLeHTpaLuH (no-manko ot 10% ot AUC nHa Bancapran). To3u MeTabonur € (papMaKkoIOrHuHO

HCAKTHBCH.

Ernumunupane

Bancapran nokasea My/lTHEKCIIOHEHLIMAJIHA KHHETUKA Ha pasnaj (t1so <1 h u tsf3 okomo 9 h).
BancapraH ce eTMMHHUpPa OCHOBHO upe3 deneca (okono 83% ot go3ara) u ypuara (oxono 13% ot
J03aTa), NPeAUMHO KaTO HEMPOMEHEHO CheArHeHHe. Cnel UHTPaBEHO3HO NPHIIOKEHHE TUIA3MEHHAT
KJINPBHC Ha BancapTaH € okono 2 I/h, a 6u0peunust My knupsHc € 0,62 1/h (oxono 30% ot obmus
knHpBHC). I1onyKMBOTBHT Ha BancapraH € 6 Jaca.

CneuxanHy nonyJauuu
[leouampuyna nonyaayus (6v3pacm noo 18 zoounu)

Hama papMakOKHHETHUHH JaHHH 3a MEAHATPHYHATA NOMYJaLHS.

Cmapuecka év3pacm (63 wiu nogeye 200UHU)
BpeMeTo 33 NOCTMraHe HA MAKCHMAJTHH TL1a3MEHH KOHUEHTPALKH Ha aMJIOAMITHH € CXO
MJaH NalMEHTH U ApH NALMEHTH B CTapiecka Bb3pacT. I1pH nmauMeHTUTE B CTapyeCKa Bb
TeHASHLHA KbM HaMalisBaHE Ha KIUPbHCA HAa aMJIOIHITHH, KOSTO MPEAN3BHKBA NMOKaYBaHE Ha .
no kpueata (AUC) u yasKkaBaHe Ha eTMMUHALMOHHUA NOayXHBOT. Cpeanara cucremHa AUC 3a
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BaNCapTaH € 11O BHCOKaA CbC 70% IIpH NAUHEHTH B CTAPUYCCKA Bb3PacCT, OTKOJIKOTO IpH NMo-Mlaau
MNauMCcHTH, Nopaian KOETO C€ H3HCKBA MNOBHUILUCHO BHHMAaHHUE NTPH NMOBHILIABAHC HA 103aTa.

bvbpeyno yepexcoare
(dapMaKOKHHETHKATA Ha aMJIOJIHITHH HE CE NOBNUABA 3HAYHMO npH OBL0peuHo yBpexaaune. Kaxkro ce

O4Y4KBa 3a BeLUeCTBO, YHHTO OBOpeUeH KnupbHC € caMo 0K0a0 30% ot 001K I1a3MeH KIHPBHC, He
ce HaOmodaBa kopenauus mexny ObnOpeunata GyHKLMA U CHCTEMHATA €KCNO3IULMA Ha BajicapTaH.

Yepnodpobuo yepexcoane

HanwuiHu ¢a MHOTO OrpaHHUY€HH NaHHH 3a NMPHIOKEHHETO Ha aMJIORHITUH NPH MAl(HEHTH C
yepHoApoOHO yBpekaane. [launeHTure ¢ YepHOAPOOHO yBpeKaaHe UMAT HaMAIeH KITHPBHC Ha
aMJIOZIMINKH ¢ nocaeaBawto nokausade Ha AUC ¢ npubnusurento 40-60%. Karo ugno, npu naunueHTH
C JIEKO O YMEPEHO TEKKO U3Pa3eHO XPOHHUYHO Y€pHOAPOOHO 3a0onaBaHe EKCMO3HLUUATA KbM
BajicapTaH (ofnpeaesneHa upes ctoHocTuTe Ha AUC) e ABa MbTH NO-BUCOKA OT YCTAHOBEHATa NpH
3paBy 100poBOLM (FPYNHPaHH 1O BL3PACT, 110N U Terio). [Ipu nauueHTH ¢ yepHOAPOOHO
3a00JI9BaHe C€ U3HCKBA NOBUILIEHO BHUMaHKE (BX. Touka 4.2).

5.3 IIpeAKNHHHTIHH JAHHH 33 De30MACHOCT

Amnoounun/eancapman

HesxenanuTte nekapcTBEHH peakLiMy, HAGMOAaBAHU B MPOYUBAHHMA NPH HKHBOTHU C BEPOSTHO
KJIHHHYHO 3HAYE€HHE €A KaKTO CJIeaABA;

XHCTONATONOrMYHYM MPH3HALM 33 Bb3MANCHHE HA HUIE3UCTHA CTOMAX ¢a HabiioaaBaHu NPH MBXKKH
TUTbXOBE MPH €KCNO3HUHUA OT 0Ko10 1,9 (BancapraH) v 2,6 (aMIOAUNHH) ITbTHU HAJ KIIHHHYHHTE JO3H
oT 160 mg Bancaprak H 10 mg amnoaunuH. [IpyM no-BHCOKH €KCMOZHUMH HMa YIILEPALMH H €PO3KH 10
CTOMALLIHATa JINTaBHLIA KAKTO NMPH XEHCKHUTE, TaKa U NPU MbKKHTE NIbXoBe. [lonoObHun npoMeHH ce
HabaroJaBaT ¥ NPH rpynara, KOATo nNpueMa ¢aMo Basnicaptal (excnosuuus §,5-11,0 mbtu Haa
KJIMHUUYHAaTa ao3a ot 160 mg Bancapran).

[Tpu excnosuima 8-13 (Bancapran) U 7-8 (aMIOAKNMH) MHTH HaA KIMHHYHATa J03a oT 160 mg
BajicaptaH ¥ 10 mg aMnoaMnuH ce yCTaHOBABAT yBEIHYEHA YECTOTa H TexecT Ha ObOpeyHara
TyOynHa 6asoPmins/XHanHHH3aLUMA, IMNATALMSA B OTIMBKH, CHLLO U MHTEPCTULHATHO THMGOLIMTHO
Bb3NAJCHHE W XHNEpTpodHA Ha apTepHoapHaTa Meaus. CXOHH POMEHH CE€ YCTAHOBABAT B rpynara,
npremMaina camo pancaprad (ekcnos3uumsa 8,5-11,0 memi Haja kinHHyHaTa nosa ot 160 mg pancapras).

B npoyusaHe 3a eMOpHO-(eTanHO pa3BHTHE NPH ILTHXORE e HabNOAaRaT yBREeJIHYEHA YEeCTOTa Ha
AUTaTHPAHH YpeTepH, MalpopMatiMH Ha CTepHYMa U HeocH(pHUMpaHH danaHTu Ha NPeHH Jany npu
excnosuuus ot okono 12 (pancapran) u 10 (amnoaunuy) MeTH HAA KIMHUYHKTE 034 OT 160 mg
Bancaptal U 10 mg amnoaunuu. [lunatupalu ypeTepd ce HablMIOAaBaT U B IpyNaTa ¢aMo € BAJICAPTAH
(exkcnosnumsa 12 MbTH HAJ KIHHHYHAETA A03a ot 160 mg BasicapraH). B ToBa npoyipaHe UMa caMo
caabo u3paseHu NMpH3HaLH Ha MaiuHHa TOKCHYHOCT (yMepeHa peayKHHs Ha TeIECHOTO Terno).
HusoTto, npu koeTo He ce Habnoaaeat eeKTH N0 OTHOLIEHHE Ha Pa3BUTHETO € 3-(BancaptaH) H 4-
(aMNOOUIIHK) ITBTH HAA KIMHUYHATA excno3uiug (Ha basata Ha AUC).

3a OTAEIHUTE CHCTABKH HAMA NOKA3ATENICTBA 38 MYTareHHOCT, KIACTOreHeH e(ekT HIH
KapUHHOTE€HHOCT,

Amnoounun

PenpoayKTHBRA TOKCHYHOCT
PenpoayKTUBHHM NPOYyUBaHUA NPH IUTbXOBE H MHULUKHY NOKAa3BaT 3aKbCHABAHE HA JATATa Ha P

yIB/DKEHA MPOABDKHUTEIHOCT Ha paXkRaHETO H HAMAJICHA XKHU3HECTIOCOOHOCT Ha MAJIKHTE
npudnu3uTenHo 30 mbTH NO-BUCOKH OT MAKCHMA/IHHTE NPENOPBLUMTETHH JO03H NMPH XOopa,

Ha mg/kg.
HapvitneHns pbB PepTHIHTETA

He ce Habntonasa E(.JPEKT BBPXY cbep'mnme*ra Ha ILTBX0BE, JICKYBAHH C aMJIOJHITHH (}I{HBGT k
MB2KKH TNMoN Ca JICKYBaHH 64 AHH, a OT XKCHCKH ITOJI - 14 nHu npcan ‘-IH(I)TDCBEHETG) B JHCBHH
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10 mg/kg (8 mbTU* NO-BHCOKH OT MakCHMaIHaTa NpenopbyYBaHa 403a npu xopa ot 10 mg, n3uKcieHa
na 6aza mg/m?). B apyro npoyusaHe BbpXy IUTEXOBE, fIPH KOETO XKHBOTHUTE OT MBXXKHM 1101 ¢a
NEKYBaHH ¢ aMJIOAMITHHOB He3unat B npoabkeHne Ha 30 AHM B 103K, CPABHUMH C NIO3HTE,
MpiIaraHy NpH xopa, u3uHciaeHy Ha 0asa mg/kg ce HabMOAaBaT NOHIKEHH CTOHHOCTH HA
(GONUKYTOCTUMYIUPALIUA XOPMOH H TECTOCTEPOHA, KAKTO H NMOHIXKABAaHE Ha CIIEpMajiHaTa IIbTHOCT
¥ Ha Opoa Ha 3penuTe criepMaTHad U CepToNHeBH KIETKH.,

KapunHoreHesa, MyTarcHesa
HsamMa naHHM 33 KAPLUUHOTEHHOCT NMPH IUTbXOBE H MHULIKH, TPETHPAHH JBE FOAMHH C aMJIOLHUIHH B

XpaHaTa B KOHLEHTpaLUy, H3UKUCIEHH JJa OCHTYPAT IHEBHY A030BU HUBA oT 0,5, 1,25 1 2,5 mg/kg/neH.
Haii-BucokaTa ao3a (nNpH MHUKH - B1M3Ka 10, a MPH IUIBXOBE — ABa MbTH* RO-BHCOKA OT
MAKCHMATHATA MPeNopbYUTENHA KIHHHYHA Ao3a oT 10 mg, n3yncieHa 3a mg/m?) ¢ 6una Gnuzka oo
MaKCHUMAaJTHATa MTOHOCHMa J103a 3a MHULLIKH, HO HE U 3a IUTbXOBE.

[IpoyusaHus 3a MyTAreHHOCT HE TOKA3BaT JIeKAPCTBEHO-00yCIOBEHN e)eKTH HUTO HAa F€HHO, HHTO HA
XPOMO30MHO HHBO.

* u3yKcneHa 3a nauHeHTH ¢ Terno 50 kg

Bancapman

[peaxnHHUYHUTE AaHHHM HE NMOKa3BaT ocobEH pHCK 3a XopaTa Ha 6a3za Ha KOHBEHLIMOHAJIHHTE
¢apMaKoJIOrH4YHY NpoyUYBaHHUs 3a 0€30MacHOCT, TOKCHYHOCT MPH MHOFOKPATHO MPHIOKEHHE,
reHOTOKCHYHOCT, KAPLIMHONCHEH NOTERLHAJ, PENPOAYKTHBHA TOKCHYHOCT H TOKCHYHOCT 32

Pa3BUTHETO.

[Tpy IILXOBe TOKCHYHH A03M 3a MaiikaTa (600 mg/kg/nen) npe3 nocneanure AHM OT OPEMEHHOCTTa U
nepyojia Ha JIaKTaLMs ca JOBENH 0 MO-HHCKA CTENEH Ha NPEKUBICMOCT, NO-C1ab0 HaJnaBaHe Ha
Terno U 3a0aBeHO pa3sBUTHE (OTACIAHE HA YIIHATA MHA H OTBAPAHE HA CIYXOBHA KaHAJ) Ha
nokosieHHeTo (BX. Touka 4.6). [1pn rurexose Te3m a03m (600 mg/kg/nen) npencraBnasar
npubausuTenHo |18 NbTH MaKCHMManHaTa NpenopbYMTE/HA 1032 MPH Xopa Ha Oazara Ha mg/m?
(M34HCIIEHMATA CEe OTHACAT 3a nepopanHa nosa 320 mg/aeH v nauneHt ¢ terno 60 kg).

[Tpy npeakIMHUYHN NpoyuBaHHUs 33 He3onacHOCT BUCOKH A03M BasicaptaH (200 xo 600 mg/kg
TeJIECHO TErNo) NPEAU3BUKBAT NPH INbX0BE HAMAIABAHE HA NTAPAMETPHUTE Ha YEPBEHHUTE KPbLBHM
KJIE€TKH (€PHTPOLMTH, XeMOTJI00MH, XeMAaTOKPHT) H MPHYHHABAT NPOMEHH B 616peunaTa
XeMOAMHAMHKa (JIeKO NMOBHLIABAHE HA ypeATa B KPbBTa, Ob0OpeyunHa TyOynHa xunepruia3us H
Oazodwaus npu MmuxkuTe). Tesu go3u npu urbxose (200 no 600 mg/kg/neHn) npeacrasngsar
npubnuzuTenHo 6 M 18 MbTH MaKCHMAaTHATa MPENnOPHLYMTENHA 1034 NIPH Xopa Ha 6azaTta Ha mg/m?
(M34HCIEHHATA Ce OTHACAT 3a nepopasiHa go3a 320 mg/ned u nauuent ¢ Terno 60 kg).

[Tpn MapMoO3€eTKH B CpPABHHMH 1034 NIPOMEHHUTE ca noACOHH, HO NO-TEkKKHU, ocobeHo B OLOpeLuTe,
KBIAETO NPOMEHHTE Ce pa3BHBaT 4O HeQpOorlaTHA, BKIKOYBALA MOBHLIEHHE HA ypesaTa H KpeaTHHHHA B
KpbBTA.

HaGnionapa ce cuino xuneprpodus Ha OBOpeUHHTE IOKCTArNOMEPYIHHM KNETKH M [IPH ABaTa BUAA.
CyuTa ce, Ye BCHUYKH NPOMEHH Ce AbJKAT Ha (apMaKONOTHYHOTO ACACTBHE Ha BaNCapTaH, KOeTo
BOJH 710 NPOAB/DKUTENIHA XUITOTOHUA ocobeHo npu Mapmoserure. Uarnexna, ye TepaneBTHYHA

0. PAPMAIEBTHUYHU J1AHHHU
6.1 CnHchK HA NOMOIIHHTE BelllecTBa

CrwpueBuHa Ha TabaeTkara: N .
MHKpOKpHCTATHA LISTYT103a e
Moeunon (K-29/32)
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Kpockapmenosa HaTpui
Tank

Maruesnes creapat
[lokpuThe:

XHUnpomenosa
Turanos aquokcui (E171)

Makporon

Camo 3a mabremxu 5 mg/160 mg:
Kuar xenesed okeua (E172)

6.2 HecbBMECTAMOCTH

Henpunoxumo

6.3 Cpok Ha roasocT

3 roguHH

6.4 Chnenunaann yC/IOBHA HA ChbXPAneHNe
Ha ce cvxpanasa noa 30°C.

6.5 BHAH cBLAbLPXKAHHE HA ONTAKOBKATA

PVC/PVDC-AI 6ancrepu
Bugose onakosku: 7, 14, 28, 30, 56, 60, 90, 98 wnu 280 dnnmupanu tabnetkm.

He BCHMKH BHAOBE ONAKOBKH MOrat aAa ObaaT nycHaTH Ha nasapa.
6.6 ChneunalHH NpeANa3HH MEPKH NPH H3XBLPJ/JAdHe H padoTa

HaMa cnenyaiHu U3UCKBAHHA,

7. NMPUTEAXATEJI HA PABPEHIEHHETO 3A YIIOTPEBA

Teva B.V.

Swensweg S
2031 GA Haarlem

Huaepnanaus

8. HOMEPA HA PAZPEHIEHHETO 3A YIIOTPEBA

Banrtensam S mg/160 mg - per. Ne 20160414

Banrensam 10 mg/160 mg - per. Ne 201604135

9. JATA HA IIBPBO PABPEHIABAHE/TIOJHOBABAHE HA PA3ZPEILIEHH

YIIOTPEBA

HaTa va nepBo paspeinasane: 08.12.2016 r.
IlaTa na nocneaxso noaHopapaHe: 10.05.2021 r.
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10. JATA HA AKTYAJIM3HUPAHE HA TEKCTA
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