KPATKA XAPAKTEPHCTHKA HA IMMTPOAYKTA



1. HME HA JIEKAPCTBEHUS IPOAYKT WPog e... g Ol 30O 21

Banromunao 80 mg/1.5 mg TabneTku ¢ U3MEHEHO 0CBOGOXK1aBaHE 05 -08-
Valomindo 80 mg/1.5 mg modified-release tablets ' ?’.\Z 6 44 08- 2026

2 KAYECTBEH U KOJIMYECTBEH CbCTAB

Baaromuuao 80 mg/1.5 mg 1abaeTkH ¢ M3MEHEHO OCBOO0X1aBaHE
Bcesika TabnieTka ¢ usMeHeHo ocBoOOkaaBaHe cbabpka 80 mg BancapraH (valsartan) v 1,5 mg
WHaanamua (indapamide).

3a MbJIHKUA CMTUCHK HA MOMOLLHHUTE BELLECTBA, BUKTE TOoYka 6. 1.

3 JIEKAPCTBEHA ®©OPMA
Tabnerka ¢ u3mMeHeHO OcBODOXK /1aBaHe
Banomuuao 80 mg/1,5 mg TabaeTku ¢ H3MEHEHO OCBOOOXKAaBaHE: KPbIJIK, ABOMHOU3MbKHAIH

NBYCJIOMHM Tad/IeTKH. EAMHMAT cl10M € po30B, MO3aeueH, ¢ o0o3HaueHue VII. JIpyruar cioi e 041 10
KbATO-0s1. Pazmepu Ha Tabnerkara: avamerbp npudau3uTento 11 mm.

4. KJIUMHHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3ZAHHA

BasioMMH10 € nOKa3aH 3a JieYeHUe Ha eCeHLMalHa XMNEPTOHUSA KaTo 3aMeCTUTEIHA Tepanus Nnpu
Bb3PACTHHU MaLMEHTH, KOUTO Ca aJIeKBAaTHO KOHTPOJIMPAHH C BaJicapTaH U MHJAanaMHu/, NpHEeMaHH
€IHOBPEMEHHO, B CbLIATA /1032 KAKTO B KOMOMHAUMATA, HO KATO OT/EJTHU TaOJIETKH.

4.2 Jlo3HpOBKA H HAYHH HA NPHJIOKEHHE

Jo3upoBka

[IpenopbuMTenHara no3a € eaHa TadJeTka AHEBHO OT CbOTBETHATA KOHLIEHTPALIMS.
KomOuHauusaTa ¢ pukcupaHu 1034 HE € NOAXO0Ad1lAa 3a HayallHA Teparnus.

[Ipenn npomsHa Ha neyeHHeTo KbM BasomuH10, nauneHTUTe TpsOBa Aa ObAAT KOHTPOJIMPAHHU HA
MOCTOSAHHU 03U HA MOHOKOMITOHEHTHTE, MPUEMaHH Mo cbLoTO BpeMe. Jlo3aTa Ha BasioMuHa0 TpsOBa

J1a ¢c€ OCHOBABa Ha J103MTE HA OTACJIHHUTE KOMIIOHEHTH HA KOMOMHALMATA MO BpCMC HA CMAHATA.

AKO € HeoOX0oaMMa NMpOMsHA Ha J03aTa, T TpsOBa Ja CTaHe Ype3 HHAWBH/YATHO TUTPUPAHE Ha
OT/IC/IHUTE MOHOKOMITOHEHTH HA KOMOHUHaLIM.

CneuManHy nonyjaauuu

Cmapuecka 6b3pacm

[Ipu xopa B cTapuecka Bb3pacT KpeaTMHMHBT B MJla3maTa TpsAOBa /1a ce MHTepnpeTUpa BbB BPb3Ka C
Bb3pacTTa, Terja0To v nosna. [lauMeHTure B ctapuecka Bb3pacT Morar /ia ce JIeKyBar ¢ BaHBM rw.p.ph” |
Korato ObOpeuHaTa QyHKUHUS € HOPMaAIHA WK MHHUMAJTHO YBpE/IeHa. w— , __ {*‘«1 '-;‘;,

bvopeuno yepecoane {
[lpu Texkko yBpeaeHa 0b0peyHa GpyHKUMSA (KpeaTHHHHOB KIMPBHC noa 30 ml/min) A
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TuazuaHuTe ¥ THA3KI-NOACOHHTE AWYPETHLM Ca HAMBLIIHO eeKTUBHU, CaMO Koraro Ovdpeunara
¢hyHKILMA € HOPpMANHA UK CaMO MHHHUMAaNHO YBpEIeHa.

Yeproopobro yepexcoate

[Ipy naumeHTH C 1EKO 10 YMEPEHO HEPHOAPOOHO yBpeKaaHe O6€3 XonecTasza 103aTa Ha BancapTaH He
TpabBa na naasuiuaea 80 mg. BanoMuHAO € MPOTUBONOKA3aH fIPH NALIMEHTH C TEXKKO YEPHOAPOOHO
yBpeXaaHe, OWiMapHa uMpo3a W NPH NaUKeHTH ¢ XxonecTasa (Bx. Touku 4.3, 4.4 1 5.2).

[leauaTprHyHa DONYIaLMS
BanoMHUHAO HE e npenopbuBa NpPH deua v 1oHOWH oA | 8-roavuisa Bu3pacr.
BezonacHocTTa H eMKacHOCTTA HA BanoMUHAO He Ca YCTAaHOBEHH B TE€3M MOIYyJIALIHHK.

HauuH Ha npuaoxeHue
[lepopanHo NpHIOKEHHE.
Banomuuao moxe aa 6bae npueMaH HE3aBHCHMO OT XPaHEHETO M TpAOBa f1a ce npuema ¢ Boaa.

4.3 IIpoTHBONOKA3AHHA

- CBpbXYYBCTBUTENHOCT KbM aKTHBHUTE BELLECTBA, KbM APYTH CYJN(POHAMHIN HIIH KbM HAKOE OT
MOMOLUHHTE BelllecTBa, H30POEHHU B TOukKa 6.1.

- Texxko YepHOAPOOHO yBpexkaaHe, OHnHapHa LUHPO3a, X0JIeCTasa UM YepHOApoOHa
eHuedanonaTys.

- BTopu W TpeTH TpUMeECThLp Ha OpeMeHocTTa (BXK. TOUKH 4.4 H 4.6).

- EnnoBpemeHHaTa ynotpeOa Ha BancapTaH ¢ ATHCKHPEH-CbAbPHKALLUH NPOAYKTH €
MPOTHBOMNOKA3aHa NpY NAUMEHTH CbC 3axapeH Anadet wnn 0bOpeuno yspexnane (GFR <60
ml/min/1,73 m?) (8. Touku 4.5 v 5.1).

- Texka 6bOpeuHa HeAOCTATHYHOCT.

- XUIOKaIHEMHS.

4.4 Cneurnaann npeaynpexacnds H Npeana3ind MEePKH NpH ynoTpeda

CepyMeH Kanuh
EanoBpemeHHaTa ynoTpeba ¢ kanueBy 100aBKH, KUTHH-CbXpaHsBallM JHYPETHLH, 3aMECTHTEH Ha

COJITA, ChALPXKALIM KATUHA, WK APYTH NEKAPCTBEHH NPOAYKTH, KOUTO OMXa MOIJIM 12 MOBHILAT
HMBATa Ha KanKit {(XenapuH W T.H), He ce npenopbusa. CTOMHOCTUTE Ha KaHa TpAOBa 1a ce
MOHMTOTPHPAT CHOTBETHO.

U3yepnBaHeTO HA K&NU4 W PA3BHTHETO Ha XHIIOKANUEMHS € OCHOBHHUAT PHCK NPH THa3HIHHTE H
THa3KuA-noAoOHUTE AnypeTHuM. PHCKBLT OoT xunokanuemus (< 3,4 mmol/l) Tpadsa aa ce npeaoTepatu
py ONpPEAE/IEHH PUCKOBH I'PyHK KATO XOpa B CTAPYECKa Bbh3PacT, XOpa C HEAOXPaHBaHe H/WIIH
MPUEMALLH MHOXKECTBO JIEKAPCTBA, NAUMEHTH C LIMPO3a C OTOK M aCUUT, MCXeMHUHA DonecT Ha
CHPLETO H NALMEHTH CbC ChpeYHA HEAOCTATLHYHOCT. B TakuBa cnyuau XHNOKATHEMHATA TOBHINABA
Cbp/Je4YHaTa TOKCUYHOCT Ha ZMTUTANMCOBHTE MPENnapaTH ¥ pHCKa OT apUTMHA.

[TauueHntyTe ¢ yasmken QT MHTEepBan ChLIO ca C MOBULLEH PHCK, HE3RBUCHMO OT TOBa 1ajtH
MPOU3XOABT € KOHTEHUTANEH WK ATpOreHeH. XunokanueMusaTa (Kakro 1 6paavkapausaTa) e
npeapasnonaraul GakTop 3a NOABA HA TEXKKYU ADUTMHHU, H MO CNELHATHO NOTEHUMANHO PaTaTHHTE

Torsades de pointes.

[To-uyecTO MOHUTOpPHPAHE HA MIA3BMEHHUTE HMBA Ha KAJMA C€ M3UCKBA MPH BCUYKH NO-rope MoCcoUHeHH
cnyyau. I[TbpBOTO OnpeaensHe Ha MJia3MeHUTe HUBA HA Kanug TpabBa 1a ce H3BbpLUH Npe3 nbpBarta
ceaMHLUaA CNef HAYanoToO Ha JIeUeHHETO.

AKO Ce OTKpHE XHTIOKATUEMHUA, € HEODX0AuMa HEHHATa KOPEKLIHA. XHUTTOKATHEMMUS
3a€HO ¢ HHUCKA CEPYMHA KOHUEHTpALIMA Ha MarHe3nH, MOXKe 1a He C€ NOBNUsIE OT
aKO CepYMHMST MarHe3u He ObAe KOPUrHpaH.



CepyMeH HaTpuH
HaTtpuesuat w/unu obemen aeduuut Tpabea aa 6bae KOPHIHpaH Npeau 3anouBaHe Ha JIEUEHHE C
BanomuHA0.

CepyMHHAT HATpUid TpAOBa Aa ce onpeaens Npeay 3ano4sale Ha JICHEHHUETO C HHIANaMHI, a ciea
TOBA Ha PeAOBHH HHTEPBAIM N0 BpeMe Ha JieyeHHeTO. [IoHMKEHHEeTO Ha HATPHEBHTE HHBA MOXE
MbPBOHAYATHO Ja € aCUMITTOMATHYHO W 33aTOBA € HEOOX0AWMO PEAOBHO uicNeasaHe. To TpsaOBa na e
MO-4eCTO NMPH MALMEHTH B CTAPYECKA Bb3PACT U NPU NALUMEHTH C UKPpOo3a (BX. TOUKH 4.8 v 4.9). Beako
neyeHHe ¢ AUYPETHLM MOXKE a NPeAH3BUKAE XUNOHATPHEMHUSA, NOHAKOra ¢ MHOI0 CEPHO3IHU
nocaeguud. XHNOHATPUEMHA ¢ XHIMOBONEMHA MOXKe a ObJe OTroBOpHA 3a ACXHApATALHS H
OpPTOCTATHYHA XHITOTOHHMA.

EanospeMeHHaTa 3aryba Ha XJI0pHH HOHH, MOXKE Ja A0BEAE A0 BTOPHUYHA KOMIEHCATOPHA
MeTab0IUTHA ANKaN03a: 4ecToTaTa M CTeNeHTa Ha TO3H edekT ca cnabo u3paseHu.

[1nazmeld MarHesuu
JIoKa3aHo €, Y€ THAZUAMUTE U TEXHUTE aHAN03W, BKIKOUMTENHO HHAANAMK/, MOBHLLABAT €KCKPELMATA

Ha MarHe3uwii ¢ ypuHaTa, KOeTO MOXE 12 JOBEAE 10 XHNOMarHe3nemus (Bx.Touky 4.5 1 4.8).

CepyMeH KallMi
Twaznguu ¥ THa3HA-NOAOOHUTE AHYPETHLUHM MOTaT Aa [OHWKAT YPHHHATA EKCKPELIMSA HA KaJILUMWH U Aa

NPHYHHAT JICKO H NPEXOIHO NOBHUWCHHUE Ha TUVIA3MCHHUTC HHBA Ha KallLHA. H3sBenara
XHNEPKATUHMEMHA MOXKE Aa CC ABJ/KH Ha NnpeauwecTsall HCANaraoCTHUNPaH XHIICPNapaTHpCcOHIN3bM.

JleuenueTo TpabBa aa ce cnpe npeau aa ce nicneasa GyHKUHMATA Ha MapaTUpeoraHaTa. KIe3a.

KpnBHa 3axap
[IpocneasasaHeTo Ha KPBLBHATA MIKOKO3a € BKHO NpPH auadbeTuum, ocobeHo Ha doHa Ha

XUNMOKAJTUCM A,

[THKOYHA KUCelHHa
[Ipu xunepypukeMHYHH NaLMEHTH, JEKYBaHHA ¢ HHAAMAMMA, MOXKE 12 € NOBULIECHA CKIOHHOCTTA KbM
MoJarpo3HH NMPHUCTBIH.

Hapywena 6u6peuHa dyHkuHa

THasHAHUTE U THA3ZUA-NOAOOHKTE AHYPETHLH ca HAMBLIIHO edexTHBHH, caMo koraTto ObOpeuHaTa
byHKUHA € HOpMATTHA WKW MUHUMANHO YBpeAcHa (TUTa3MEHH HHBA Ha KPEaTHHHHA NOJX CTOHHOCTTA OT
25 mg/l, T.e. 220 pmol/l 3a b3pacTHu). [Ipy Xopata B cTapyecKa BL3pacT CTOMHOCTTA HA MJIa3MEHUTE
KpPeaTHHHWHOBH HHBa TpA0Ba Aa ce HHTEPNPETHPA, KaTO C€ OTYHTAT BJIMAHHETO Ha Bb3pacTra, TErNoTo
U 110/1a HAa NaLUEHTA.

BropnuHaTa XMunoBoneMus B pe3yiTat Ha 3arybaTta Ha BOAa ¥ HATPHiA, HHAYLHpaHa OT AMYPETHKA B
HaYaOTO HA JIEYEHHETO, NMPUUHHABA MOHWKEHHE Ha rIoMepynHaTa duntpaums. Beaeacreue Ha ToBa
MOXKE Ja HACTbAM NOBHILIEHHE HA HABATA HA YPeATa W KpeaTHHHUHA. Ta3H TpaH3IUTOPHA (PyHKLHOHANHA
ObOpeuHa HeNOCTATHYHOCT HAMA HEXENaHU MOCNSACTBHUA MPH NAUMEHTUTE ¢ HOpManHa ObOpeuHa
GYHKLUHA, HO MOXE Aa BAOWH CbiHEeCTBYBALLA OBOpeuHa HEAOCTATEUHOCT.

CreHo3a Ha ObOpeuHaTa aprepus
[Tpu nauneHTH ¢ GWnarepanHa cTeHO3a Ha OBLOPEYHUTE apTEPHH WM MPH CTEHO3A HA apTepUaTa Ha
eaWHCTBEeH ObOpek Oe3onacHaTa ynoTtpeba Ha BancapTaH He € YCTaHOBEHA.




cTeHO3a Ha OLOpeyHaTa apTepus, NOpaau KOETO ce NMPEnopbYBa MpocneaaBaHe Ha 6bOpeuHarta
GyHKUXA NPH MALUEHTUTE, JIEKYBAHH C BajicapTaH.

brOpeuHa TpaHCNRAHTALIMA
Jlo TO3W MOMEHT HAMA HATpyNaH OMHUT MO OTHOWIEHHE Ha Oe3onacHara ynorpeba Ha BajicapTaH npH

nalMeHTH, NpeKapanu Hackopo OvOpeyuHa TpaHCIaHTauuA.

HHTecTHHANIEH aHrHoeaem

3a MHTECTUHANIEH AHTHOEAEM Ce ChoDLIlaBa NPY NAUWEHTH, NEKYBAHU ¢ aHrHOTEH3HUH Il peuenTopuu
AHTACOHUCTH, BKIIOYMTENHO BajcapTaH (Bx. Touka 4.8). Te3u nauneHTH umar kopeMmHa 601ka,
rageHe, NoBpbLlaHe H adapus. CHMNTOMHUTE OTLLYMSABAT CJI€] NPeyCTAHOBABAHE HA aHTHOTEH3HH 1]
pPEeLENTOPHATE AHTAMOHUCTH. AKO C€ AHArHOCTHLIMPA HHTECTHHANIEH AHMTHOEAEM, JIEHEHHETO C
BajsicapTaH TpAOBa Aa Ce NPEYCTAHOBM U Aa CE 3aroYHe MoAXoAALo HAbMIOAEHHE 10 MBAHOTO
OTLYMABAHE Ha CHMNTOMMTE.

YepHoapoOHO yBpexaaHe
BanoMuHIO € NpOoTHBONOKA3aH NPH NALMEHTYH C TEXKKO YEpHOAPOOHO yBpekaaHe, OnnnapHa uuposa H
Npy NaLWEHTH ¢ Xonectasza (BxK. ToukH 4.2, 4.3 n 5.2).

KoraTto uepHoapotHaTa ¢yHKLNWA € yBpeaeHa, THA3HA-MOAOOHHTE AMYPETHLIM MOTAT Aa NPHUHHAT
yepHOAPOOHa eHUedanonaTHa, KOATO MOXeE Aa nporpecHpa ao yepHoapodHa koMa, ocodeHo B cnyya
Ha €NEKTPOJUTEH AuchanaHe. AKO TOBa HACTBNH, MPHIOKEHHETO Ha JHYpETHKa TpabBa fa ce cnpe
He3abaBHO.

[ILpBHYEH XHITEPANTOCTEPOHUIBM
[lauveHTHTE C NbPBUYEH XHNEPAIIOCTEPOHH3IBM He TpADBA Aa ce JIeKyBaT ¢ BajicapTaH, ThH KaTo
TAXHATa CUCTEMa PEHUH-AHTHOTEH3HH HE € aKTHBHpaHa.

AopTHa ¥ MUTpaJIHA KJIanHa cTeHO3a. OOCTPYKTHBHA XHUNepTpodHiHa KapIUOMHUONATHA
KakTo npu BCHUKU ApYrH Ba30IWIATATOPH € HEOOXOAUMO 0CODEHO NMOBHULUEHO BHUMAHHUE MPH

NalLWEHTH, CTPAAALUN OT AOPTHA MM MUTPATHA CTEHO3a WM OT OOCTPYKTHBHA XUNIEPTPODHUUHA
kapauoMuonatug (OXKM).

bpemeHHOCT

He tpabBa na ce 3anousa nevexue ¢ aHrnoteHsuH ll-peuentopuu 61okepu (APb) no speme Ha
6pemerHocT. OcBeH ako npoabkuTenHara tepanusa ¢ APb ce npeuenn karo xu3HeHoHeoOxoauma,
JIE4EHHETO HA NALHUEHTKH, KOMTO MJIaHUpaT OpeMeHHOCT, Tpabaa ga Obae 3aMEHEHO ¢ aNTEPHATUBHO
AHTUXUIIEPTEH3UBHO JieueHHe ¢ ycTaHoBeH nmpodun Ha Oe3onacHOCT 32 ynorpeba no BpeMe Ha
6pemennocT. [pu ycraHoBsBaHe Ha GpemMeHHOCT, nevenneto ¢ APB tpabea HesabasHo na ce
NPEYCTAHOBH H [1a CE 3aMOUYHE ATTEPHATHBHO JICUEHHE, aKO € MOAXOAALLO (BXK. TOUKH 4.3 1 4.6).

AHaMHe3a 33 aHr'HoeAEM

AHruoeaeM, BKJIKOYBALI MOAYBaHE HA JIAPHHKCA U IIOTUCA, NPUUMHABALL O0CTPYKLMA H/ KK
MNOAYBAHE Ha JIMLETO, YCTHUTE, PapHHKca, W/HWIH €3HKa, € AOKJIaABaH NPH NALKEHTH, JEeKYBaHH C
BaJicapTaH; HAKOM OT T€3H MaLMEHTH ¢a [10J1y4aBald aHMMOEAEM U OT APYTH JIEKapCTBEHH CPEACTBA,
piontounTenHo ACE nuxubutopH.

Banomuuao Tpadea HezabaBHO ga Obje CNpAH NPU NALMEHTH, pa3BUBALLH AHTHOCIEM, H JIEHEHHETO C
Banomunao He 6uBa Aa ce Bb30OHOBABA (BXK. TOUKH 4.8).

JBoiino 6/0KHpaHe HA CHCTEMATA PeHUH-AHTHOTEeH3KH-anaocTepoH (PAAC)
Hma naHHM, ue eqHoBpeMeHHaTa ynorpeba Ha ACE uHxuOUTOpH, aHrvoTeHsuH tl-peuenTo
onokepu (APDB) vnu amicKUpeH NOBHLLIABA PUCKA OT XMMOTOHHWA, XHIIEPKATHEMHA U HaM
610peuHara GpyHkuMg (BkIOMHTENHO ocTpa ObOpeuna HegocTaTbuHOCT). [Topaau ToB
npenopbusa ABoiHO OnokupaHe Ha PAAC upe3 kom6uHupaHaTa ynorpeba Ha ACE ¢
aurvoteH3uH ll-peuenropuu 6nokepu (APB) wnu anuckupen (Bx. Touku 4.5 1 5.1).

AKO ce NMpELIEHH, Y€ TEpanHATa ¢ ABOHHO G10KHpaHe € abCOMIOTHO HEOOXOAHMA, TOB




CTaBa CaMo Moa HabNl0AE€HHETO Ha CNEUHATHCT U [IPH YECTO BHUMATETHO MOHHTOPHPAHE Ha
ObOpeuHaTa GYHKUHA, ENEKTPOIMTHTE H KPbBHOTO HANIATaHE.

ACE unxubutopu u anrnotensun ll-peuentopuu 6nokepu (APb) He TpadBa na ce winonisar
eAHOBPEMEHHO NPH NauMeHTH ¢ auadeTHa HedponaTus.

POTOUYBCTBHTETHOCT

Cny4ay Ha peakuuy Ha POTOUYBCTBHTENHOCT €a CbOOLUEHH NPU THAZHAH H THA3HIHH [TPOHU3BOAHH
anypeTHUH (BX. ToUKa 4.8). AKO N0 BpeMe HA NEYEHHETO Ce MOABAT PEAKUHH Ha

G OTOUYBCTBUTENHOCT, CE MPENOPHYBA NPEKPATABAHE HA JIEYEHHETO. AKO NMOBTOPHOTO NPUEMAHE HA
AWYypeTHKa Ce cUeTe 3a HeoOX0MMO, C€ NPENOPbYBA HIT0XKEHHTE HA CBETIHHA YacTH Aa ObaaT
3aIMTEHH OT CIILHLE WK M3KycTBeHH UVA.

CnopTHCTH
CnopTrcTyTe TpaOBa Aa 3HAAT, Y€ TO3M NPOAYKT ChAbP’KA AaKTHBHO BELWMECTBO, KOETO MOXKE 1A 1OBEIE
10 NOJMKHUTEIHA AONKUHT-Npoda.

XopowJaieH UIrWB, OCTPa MHOMNKHA K BTODHYHA 3aKPUTOBIb/AHA [NayKOMa

CyndoHaMuauTe HNUM NEKAPCTBATA, NPOU3BOAHH HA CY(POHAMHAUTE, MOTAT 1a NPEeIU3BHKAT
MANMOCHHKPATHYHA peakuus, BOAELLA A0 XOPOHUJANIEH H3/IUB ¢ AeEKT Ha 3PHTETHOTO None, NpexoaHa
MUOTIHS K OCTPa 3aKPHTOBIbHA FJlaykoma. CHMIITOMHTE BIJIIOYBAT B HAYAJ10TO OCTPO NOHHXKEHHE Ha
‘3pMTE/THATA OCTPOTA UKW ovHA 6onKa, H OOMKHOBEHO Ce MOABABAT B PAMKUTE Ha 4acoOBE A0 CEAMHLM
OT HAYaANOTO HA JeueHHeTo. HenekyBaHaTa ocTpa 3aKpHTOBIbIHA IJlayKOMa MOXE 4a NOBEAE A0
TpaiiHa 3aryba Ha 3peHueTo. [IbpBOHaYanHOTO NeueHKe € 1a ce CNpe Ha NpUeMa Ha AEKapCTBOTO
Bb3MOXKHO Hal-Obp30. HaBpeMeHHO neveHre HIH XUPYPrAvYHa HHTEPBEHLIUA MOKE [1a C€ HANIOXKH Na
ce 0OMMCIAT, aKO BLTPEOUYHOTO HAanaraHe 0CcTaBa HEKOHTpONUpaHo. PUCKOBHTE (PakTOpH 3a pa3BHTHE
Ha OCTpa 3aKPUTOBIbJIHA FJIayKOMa MOTAT Ja BKJIIOYBAT aHAMHE3a 33 A1EPrHA KbM CYJIPOHAMNAM WK
MEHHLIWIHHH,

4.5 BsauMoneiicTBHe C APYrH JJeXapCTBEHH NPOAYKTH H APYrH popMH HA B3IaHMOACHCTBHE
Cevp3anu ¢ sarcapman

Heoino baoxupane na cucmemama pexwun-aneuomensun (PAAC) ¢ APB, ACE unxubumopu unu
QATUCKUDEH.

JTaHHK OT KJIMHWYHH NPOYYBAHUA NOKA3BAT, Y€ ABOHHOTO ONOKHpPAHE HA PEHHH 8HT'HOTEH3HH -
anpocrepodonata cucteMa (PAAC) upes komOGunrupaHara ynorpeda Ha ACE uuxuburopn, APb nnu
ANHCKUPEH CE CBbP3BA C MO-BMCOKA YECTOTA HA HEXKENAHH ChbOMTHA, KATO HANPUMED XUMOTOHHUS,
XHNEepKaTHEMHs H HamassiBaHe Ha ObOpeuHaTa GyHKUMA (BIIIOYHTENHO OCTpa ObOpeyta

HEAOCTATBbUHOCT), B CpaBHEHHE C yrnoTpedaTa caMo Ha eHO CpeaCTBO, AckicTrawo Bepxy PAAC (BXK.
Touku 4.3,4.4 1 5.1).

Eonoepemenna ynompeba He ce npenopbuea

Jumuu:

O6paTiMO MOBULIABAHE HA CEPYMHHWTE KOHLEHTPALUU HA JIMTHH H TOKCHYHOCT ¢a ChOOLLEHH NpH
eIHoBpeMeHHaTa ynotpeba Ha authi ¢ ACE unxuburopu wiv anrnoreHsud 1l peuentoptn 6aokepu,
BKJIIOUHUTENHO BancapTaH. [Ipenopbuea c€ BHUMATEHO CIEACHE Ha CEPYMHUTE HHBA Ha IMTHUH, aKo ce
npeueHHu, He KoMOuHaLuuaTa € HeoOxoauma. AKO C€ rpuiara U ZIHypeTHK, C€ NPEANONAra, Y€ pucKbT
OT JIUTHEBA TOKCHYHOCT MOKe Aa Obae JOMbAHUTENHO MOBHULUEH.

Kanuti-coxpanasawyu ouypemuyu, kaiuesu 006asKu, 3aMeCmumenu Ha coama, CoObPIcaju
opyeu cybcmanyuu, koumo oduxa mMo2au 0a NOGUIUAM HUBAMA HA KATUY.

AKO ce rpelLieHH, 4e € HEOOXOaUM JIeKapCTaeH NPOAYKT, KOWTO 3acara KalHEBHTE HHBA,
KOMOHHHpPAH ¢ BajcapTaH, CE Npenopbysa ceeHe Ha MIa3MEHUTE HUBA Ha KAJTHH.

Eonoepemenna ynompeba, npu KoAmo ce u3UCK6d ROBUWEHO EHUMAHUE




Hecmepouonu npomugoevinarumeanu cpeocmea (HCIIBC), exnovumenno cerexmugnu COX-2
uHXUOUMoOpU, ayemuicatuyurosa Kuce.suna > 3 g/oneero u neceaexmugnu HCIIBC':

Koraro anruoTteH3uH [I-peuentopHure Oaokepu ce npunarart eaHoBpeMmeHHo ¢ HCIIBC, moxe ga ce
HabarogaBa oTcnabBaHe HA AHTUXHUNEPTEH3UBHUA ePeKT. OCBEH TOBaA €AHOBPEMEHHATA yNnoTpeda Ha
anruoteHs3uH [l-peuentopuun 6nokepu u HCIIBC mMoxe aa noeeae 10 NOBHUIEH PUCK OT BOLLIABAHE
Ha 61LOpeuHaTa PyHKUMA ¥ NOBUIUABAHE HA cepyMHMs Katmii. [Topaau Tosa ce npenopbuBa
npocneassaHe Ha ObOpeuHaTa QyHKLUKMA B HAYANOTO HA JICUCHUETO, KAKTO W ACKBATHA XHApaTaLua Ha
nauHeHTa.

Tpancnopmuu moaexy:au:

In vitro naHHU NOKa3BarT, 4e BajicapraH € cybcTpaT Ha TPAHCMOPTHUTE MOACKYJIH 33 YEPHOAPOOHO
3axpawiaHe OATPIB1/OATPIB3 u uepHoapobHus ednykcer TpaHcnoprep MRP2. Knuunuxara
3HAYMMOCT Ha HaXO0JAKaTa € HeW3BecTHa. EAHOBpEMEHHHUST NpUemM Ha HHXHOMTOPH Ha YepHOAPOOHOTO
3axBallaHe {Hanp. pudaMnuH, UHKJIOCIIOPHH) HIH Ha eIyKCEH TpaHcnopTep (Hanp. puTOHaBUp)
MOJXK€e [a MOBULIM CUCTEMHATA €KCMO3HUMA Ha Bancaprad. Tpabea na ce npeanpvemMar noaXoasilH
MEPKHM MPH 3aMOHBAHETO WK IIPHKIIOYBAHETO HA EIHOBPEMEHHOTO IEUEHHE ¢ NOAOOHU NEeKapCTBa.

Hpyeu.
an rNnpoy4yBaHHda 3a JICKapCTBCHO B3aHMOAECHCTBHE C BA1CAPTAH HC Ca YCTAHOBCHH KJIIHHUYHO

JHAYHUMH B3aHUMOJEHUCTBHA C BaNCapTaH MitH HAKOC OT CJI€AHHUTC BCLUCCTBA. ULUMCTHIHH, Bﬂp¢ﬂpHH,
cbypoaemuﬂ, AUTOKCHH, aTCHOJION, HHAOMCTAUHH, XUAPOXNOpOTHa3Nnl, aMA04dHIIHH, rnubeHxnamMua,.

Cevp3anu c unoanamiuo

KoMbunayuu, xoumo ne ce npenopbysam

Jumuu:

CoenbTCTBaLLATA YNOTPEOA HA NUTHIA MOXKE Ja NOBEAE N0 MOBULIABAHE HA MJ1a3MEHUTE MY HHBA C
NPU3HALIM Ha [pPEao3upaHe, KakTo npu De3conHa aneTa (PeayKUMA HA EKCKPEUMATa Ha JIMTHA C
ypuHaTa). Ako obauve ynorpebarta Ha JUypeTHUHU € HeoDX0aAUMa, Ce U3UCKBAT CTPOro MOHUTOpUpaHe
Ha MJIa3MEHWTE HMBA HA NUTHI M KOPEKLHA Ha J03aTa My.

Kombunayuu, npu xoumo ce 3uckeam OONbIHUMENRY MEPKY npu ynompeba

Jexapcmesa, unoyyupawu torsades de pointes:

- KJ1ac [a aHTHApUTMUYHHU cpeacTBa (XUHUIAKH, XHAPOXUHHIHH, AU3ONUPAMHA);

- knac LIl aHTHapuT™MUYHHU cpeacTBa (aMHOAapOH, COTANoN, AOPETHAKA H HOYTHIMA,
OpeTunnym);

- HAKOW AHTUIICHXOTHYHHA CPEACTBA: PEHOTUAZUHHU (XN0OPNPOMA3HH, LUHAMEMA3HH,
NeBOMENPOMAa3uH, THOPUAA3UH, TPUPIYONiepa3HH),

- OenzaMuau (aMUCyNNpuA, CYJNUPHA, CYATONPHA, THAMTPUI),

- OyTupodeHOHn (Aponepraos, Xanonepuaon);

- apyru: denpuaun, uu3anpua, AMdpeMaHnn, HHTPABEHO3€EH EPUTPOMHLIHH, XaT0haHTPUH,
MHU30JIaCTUH, MEHTAMHAMUH, CNMapdIOKCalHH, MOKCH(IOKCAUHH, HHTPABEHO3EH BUHKAMHH.

[ToBMLLIEH PHCK OT MOABA HA KAMEPHKW apPUTMHH, MO CNEUMAITHO forsades de pointes (XMNOKaTHEMHUATA

e puckos dakrtop). [la ce cnean 3a nosBa Ha XUNOKAAHEMMA Y [a CE€ KOPUTHpa, ako € HeobXxoaumo,

npeau 3ano4ysaHe Ha komMbuHauusaTa. [penopbyBa ce KIMHUYHO NPOC/EASBAHE, KAKTO M

npocneassaHe Ha MIa3sMeHUTE eaekTpoauTi U EKI. la ce uanon3sart BewecTsa, KOUTO HAMAT

HEJOCTaTbKAa 1a NPOBOKUPAT NOABATA Ha lorsades de pointes B yCNOBUATA Ha XUIMTOKAJIHEMUS.,

Hecmepouonu npomueoss3naiumennu cpeocmea (CUCMeMHO NPIIONCEHUE), rIoyumen
CeACKMUBHU UHXUOUMOPU, BUCOKU 003U QYEMUWICATUYUR0EA KUCeAuHa (= 3 g/0eH):

Bb3MOXKHO MOHWKEHHE Ha aHTUXUNEPTEHIUBHUA €PEKT Ha HHAanaMKA. PUCK OT ocTp
HeAOCTATbYHOCT APU ACXHAPATHPAHH NALUMEHTH (MOHWKEHUE HA rIOMepyaHaTa Qun
[TauueHTsT TpAOBa Aa € 10Ope XuapaTupaH U aa ce€ MOHUTOpUpa ObLOpeyHara hyHKUU




Ha JICUCHHUCTO.

Huxubumopu na aneuomenzun-xkongepmupaujun enzuv (ACE):

Koraro ce 3anousa neyeHue ¢ ACE vHxubuTop, npy HanMune Ha HaTpues AeQUUMT (CneuranHo npu

MaLUMEHTH CbC CTEHO3A Ha OBbOpeyHaTa apTepus), MMa PUCK OT BHE3aNHa Nnosisa Ha XUNOTOHUSA W/HIH

ocTtpa ObOpeuHa HeJOCTaTBLUHOCT.

[Ipy XHNepTOHHMA, KOraTto NpeaxoXaauloTo AUy peTHUHO NeYeHHE MOXKeE 1a 10BeAe 10 HATPHER

neHUUT, € HEODXOANMO:!

- WJIK A C€ CIpe JUYPETHKBT 3 AHHW Nnpeau 3anoupaHe Ha jgeyeHue ¢ ACE nuxuOuTopa 1 na ce
3aMO04HE OTHOBO Ka/lHH-HECHXPaHABALLHA AHYPETUK, aKO € HeODXOAUMO,

- WJIK J1a Ce 3aMoYHe ¢ HHCKA HavasHa 103a 0T ACE-uHXHMOHUTOp U T NOCTENEeHHO aa ¢e
MOBHLLABA,

[1pu 3acToiiHa chpaeyHa HEAOCTATLUYHOCT TPAOBA Aa ce 3ano4yHe ¢ MHOro HHcka ao3a ACE
HHXHOUTOP, MO Bb3MOXKHOCT Ctel MOHW)XaBaHE Ha A03aTa Ha CbNbTCTBALUMA KAJIHH-HEChXPAHABALLL
INYPETHK.

[Tpu BcHuku cnyuan TpadBa aa ce npocaeasBa 0bOpeuHaTa QyHkuusa (KpeaTHHHH B Na3Mara) npes
MbpBUTE CeAMHLH OT neyeHrueTo ¢ ACE nHxubuTop.

Hpyeu eewgecmea, npuuunsasauu xunokatwemus: amporepuunH B (1.v. npuaoxeHue), rnioko- 1
MHHEPATKOPTUKONIH (CUCTEMHO NPHIIOKEHHUE), TETPAKO3AKTHI, CTHMYJIMPALUH JIAKCATHUBH.

[ToBuiEH pUcK OT XHnoxanuemus (aauTueeH edekT). IlpocneassaHe Ha nia3MEeHHTE KATMEBUTE HHBA
H KOpeKLHA, ako € HeoOxoauma. OcobeHo BHUMaHHE € HEODX0AMMO B ClTy4an Ha ChNbTCTBALLO
neveHue ¢ aurutanuc. Tpadsa na ce M3NOA3BAT HECTHMYJIMPALIM NAKCATUBH.

barxrogen:

[TosHLIEH aHTUXHMEPTEH3IUBEH €(DEKT.

[TauueHTHT TpAGRaA Ja € 100pe XuapaTupaH U aa ¢e MOHUTOpUpa ObOpeuHaTa GyHKUUS OT HAYANOTO
HA JICHYEHHETO.

Luzumanucoéu npenapamu:

XUnokaHeMHuaTa H/MNM XUIOMAarHe3neMUuaTa nNpeapasnoarat KbM AUrMTaTMCOBA TOKCHYHOCT.
[lpenopbuBa ce aa ce npocneaasa rnaiMeHusa kaaui, Mardesit u EKI 1, ako e Heobxoaumo,
Ne4YeHHETO Aa ObAe KOPHIrHPAHO.

Kombunayuu, uauckeaiyu CheyuaiiQ HUMAarnue

Anonypunon
EAHOBpPEMEHHOTO IEUEHHE ¢ HHAANAMH MOXE [1a YBETHUYH 4ECTOTAaTa Ha peaKLUHUTE Ha
CBPbLXUYYBCTBUTENHOCT KbM &NONYPHHOI.

Kombunayuu, xkoumo mpabea oa ce umam npeosuo

Kanuti-cexpanssawju ouypemuyu (AMUI0puo, CRUPOHOJIAKMOH, MPUAMMEDEN):

JlokaTo Te3u KOMOMHaUMH ¢a MONAE3HHU NPH HAKOHW MALMEHTH, XUIOKANIUEMHS WIIH XHUIMEPKATUEMU
(ocobeno npu nauMeHTH ¢ OBLOpPEHA HEZOCTATBYHOCT WK A4abeT) MOXKE Na Ce NMOsABH BLNPEKH TOBA.
[TnazmenuTe kanueru HuBa U EKI TpabBa na ce npocneassat U aa ce npepasraeia JeHeHHeTo, ako €
HeoOXoaUMO.

Memagbopmun: T
[ToeuiuEH € pUCKa OT MOABA Ha JIAKTATHA aUM1033, MHAYLUHPaHa OT METHOPMHH, /DK .
Bb3MOXHa PyHKUHOHANHA ObOpeyUHa HEAOCTATBLHHOCT, CBbP3aHa ¢ MPUN0KEHHETO Ha
no-crneurdanHo 6puMKoBu avypetuuu. Jla He ce uanon3sa MeThOpMHH, KOraTo nnasm
KpeaTHHHHa npesuinasat 15 mg/l (135 pmol/l) npu Mmbxe n 12 mg/t (110 pmol/l) np



Hoo-cvovporcawyu konmpacmuu seecmesa.
Ha ¢oHa Ha aexuapaTtauys, NpHYHHEHA OT ANYPETHLH, CHLIECTBYBA NOBHLUEH PHCK OT HaCTBLIIBAHETO
Ha ocTpa OBOpedHa HeAOCTATBHHOCT, 0CODEHO KOraTo Ce M3M0J138aT BHCOKH 103K HOO-CbAbPKALLH

KOHTPAcTHH BELUECTBA.
TpsaGea na ce M3BLPUIK PEXUAPATALIMA NPEdH Aa CE€ NpUAarar HoA-CbAbPXKALUH ChEAHHEHHA.

Hwvunpavurn-no0oonu anmuoenpecanmu, HeepoIenmuyu.
[loBuilleH pUCK OT YBEHYABaHE HA AHTUXUNEPTEH3UBHUA €(PEKT ¥ NOSABa Ha OPTOCTATHYHA

XUNOTOHMA (AAHUTHBEH e(deKT).

Kawuu (coru).
Puck ot xMnepkanuueMus nopaay NOHHKEHOTO ENMUMUHUPAHE Ha KalLUUH C YpHHaTa.

L{uxrocnopun, makpoaumyc:
Puck oT noBHIuaBaHe Ha KpeaTHHHHA 0€3 NPOMAHA B HUBATA Ha LIMKIIOCNIOPHUH B KPbBOOOpALLEHHETO,

JOPH KOTaTo HAMA U34eprBaHE Ha BOJA/HATPHH.

Kopmuxocmepouou, memparxo3zaxmuo (CUCMEMHO NPUIONCEHUE):
Hamanen aHTHXHnepTeH3uBeH eekT (3aaApbiKa HA BoAa/HATPUI nopaau ePeKTUTE Ha
KOPTHKOCTEPOHAHTE).

4.6 PepraauaTeT, OpEMERHOCT H KbPMEHE

bpemennocm

Ynorpebara Ha AHruotensud ll-peuenropuu 6nokepn (APbB) He ce npenopnyBa 1o BpeMe Ha NbPBHA
TpuMecTbp Ha OpeMeHHocTTa (BX. TOouka 4.4). Ynorpebara Ha APb € npoTHBONOKa3aHa rno BpeMe Ha
BTOPHA W TPETHA TPUMECTBP OT OpeMeHHOCTTA (BXK. TOUKH 4.3 1 4.4).

EnnaeM#onoruiHUTE JaHHM 3a PUCKA OT TEPATOreHHOCT cael ekeno3nuus Ha ACE wHxubHTOpH No
BpeME Ha MbPBHA TPHMECTHP OT OpeMEeHHOCTTa HE BOAAT JO 3aKIOYECHHA; BCE Nak, ¢nabo
NOBHULIABAHE HA PUCKA HE MOXE [a Ce U3KNIOUM, BBOpeKH, Y€ HAMA NaHHH OT KOHTPOAUPaHH
erNHAeMHOJIONHYHHK MPOYUBHUA 3a PUCKA Npy aHruoTeHsuH ll-peuenropaure 6aoxkepu (APD),
noaoteH pUCK MOXKE Aa CLLUECTBYBA 3a TO3M Kac JekapcTaa. OCBEH akO NMPOAB/DKABAHETO Ha
neueHueTo ¢ APB ce cMeTHe 3a KU3HEHOHEO0X0AUMO, NAUHEHTUTE, KOUTO MUIAHHpAT OpEMEHHOCT
TpsOBa 12 NPEMHUHAT HAa ANTEPHATHBHO AHTHXHMNEPTEH3IUBHO JIEYCHHE, KOETO MMA YCTAHOBEH Npodun
Ha Oe30onacHOCT nNpH OpeMEHHOCT. AKO ce YCTaHOBH BpeMeHHOCT, nedeHueTo ¢ APb Tpabea na ce
npekpatu He3abaBHO H, aKO € YMECTHO, Aa C€ 3ano4yHe arepHaTHBHa Tepanys.

Excno3uuusata npy tepanua ¢ APB no Bpeme Ha Bropusa U TpeTus TPUMECTBLP MOXKE Aa TOBEE 10
¢eToTOKCHYHOCT {OTCnabBaHe Ha ObOpeuHaTa GyHKUMA, OTMIOXUIPaAMHHOH, 3a0aBeHa ocHpUKaLus
Ha Yepena) H HEOHATalHa TOKCHYHOCT (bbOpeuna HeJOCTATBbUHOCT, XHIMOTOHHS, XUIIEPKATHEMHA ), BX.
Touka 5.3 ,, [IpeAKNHHUYHK JaHHH 3a D€30MacHoOCT .

B cayuait ue uma excnosuuusa Ha APb npe3s BTopus TpuMecTsp Ha OpeMEHHOCTTa, CE NpenopbUBa
nposepka Ha 6bOpeuHaTa PyHKUMA M YEpENa Ha [10Aa Ype3 YATpa3BYK.

Hosopoaeuu, uuiito maiiku ca npuemanu APb, Tpa68a BHumartenHo aa 6baaT HabnronaBaHu 3a
XHIIOTOHHA (BXK. TOUKH 4.3 1 4.4).

JIunceat MM HMa OrpaHM4eHH AaHHU (3a U3xoaa npu no-manko ot 300 cnyuas Ha GpeMeHHOCT) 3a
ynotpebara Ha MHIanaMua npu SpeMeHHH KeHH. [[pOABIKUMTENHATA €KCIIO3MLUA HAa THA3H

KaKTO ¥ YTEPOILNALEHTAPHOTO KpbOooOpbLueHHe, KOeTO MOXKE Ja NPHYHHH H PETOMIT
HcXeMud 4 3a0aBaHE B pacTeKa.

[TpoyuBaHUATA NMPU )KHBOTHU HE MOKA3BAT NMPEKH HIIK HEMPEKH BPEeAHH €(EKTH, CBL
peNnpoAyKTHBHATA TOKCHUHOCT (BX.TOYKA 5.3).




Kvpuene

Banomudao He TpadBa aa ce ripydnara rno BpeMe Ha KbpPMeEHE.

[Topaaun nuncara Ha AaHHKW OTHOCHO ynoTpebara Ha BajicapTaH MO BPEME Ha KbPMEHE, NPHEMBT Ha
BancapTaH He Ce NpPernopbyra, a ce NPeAnoYMTa ANTEPHATHBHO Ne4EHHE € NO-100pe yCTaHOBEH
npocdun Ha 6€30NacHOCT NO BpeMe Ha KbpMeHe, 0CODEHO NpH KbpPMEHE Ha HOBOPOAEHO HITH

HeZOHOCEeHO Debe.

Hma HenocTaTbuHa HHPOPMaUMS 33 eKCKpeuuaTa Ha vHaanaMua/Merabonuture My B kbpmara. Morar
Na ce NOABAT CBPbXYYBCTBUTENHOCT KbM CYJPOHAMHAHHUTE NPOU3BOAHHK KW XHNokanueMusa. He moxke
1a C€ U3KNHOHYH PHCK 3@ HOBOPOAEHHUTE/KbpMayeTara.

MUnpanaMuj € TACHO CBBbP3aH ¢ THA3UWAHKTE AUYPETHLH, KOUTO NO BPEME HA KbPMEHE CE aCOLIMMPAT C
HaMaIsBaHE HIIH JOPH NPEYCTAHOBABAHE HA KbPMEHETO.,

Depmuaumem
Bancapran HaMa HexenaHu epexTH BbPXY penpoRyKTHBHATA CIOCOOHOCT HA MBIKKH M KEHCKH

MJBLXOBE APU NpHEM Ha nepopanHu no3u 1o 200 mg/kg/aex. Tazu g1o3a € 6 MbTH MaKCHMasTHaTa
NpenopBYHTENHA 1032 NTPYU XOpa, onpeaeneHa Ha baza mg/m? (M34HCIEHUETO € 3a nepopanHa go3a oT
320 mg/nex U 60-kunorpaMoB NaLMUEHT).

[TpoyuBannaATA 33 peNpoOayKTHBHA TOKCHYHOCT HE MOKa3BaT €PeKT BbpXY QPEPTUANTETA MPH MBKKH H
JKEHCKH MALXOBe (BXk. Touka 5.3). He ce ouakBar epexT BbpXy (peprunnreTra npr xopa.

4.7 EdexkTH BLPXY coocobHOCTTA 32 mIo¢pHpaHe 1 paboTa ¢ MAIHHHA

Bancapran/uHaanamMug MOXe 1a npeay3BUKa pa3iiHiyHH peaklliM BLB BPh3Ka C MOHUKABAHETO Ha
KPbLBHOTO HanNsiraHe Npy WHAWBUAYJIAHH Cy4au, OCOOEHO B Ha4a0TO Ha ieyeHHeTo. Tpabsa aa ce
MMa MpeaBHa, Ye NpH WwodupaHe U paboTa ¢ MalWHHKW € Bb3IMOXKHO MOHAKOra Ja HaCThMAT 3aMasHOCT

HJIH yMOpa.
4.8 Hexenann NeKapCTBEHH peaKUHH

- Mmuoro uectu (= 1/10)

- Uectu (= 1/100 10 < 1/10)

- Heuectu (2 1/1 000 no < 1/100)

- Peaxku (= 1/10 000 po < 1/1 000)

- MHoro peakH (< 1/10 000)

- C Heu3BecTHAa 4ecToTa (OT HATHYHUTE NAHHW HE MOXe Aa Obje HanpaBeHa OLleHKa)

O606ueHne Ha npoduna Ha 6€30MaCHOCT

B KOHTpOAYpaHW KIKHHUYHHA POYYBAHKMA NPH BBL3PACTHH NALUMEHTH C XHNEPTOHHA 00L1aTa YecTOTa Ha
Hexkenanu peakuuu (HJIP) e cpasHuMMa ¢ Ta3u npu nnauebo U € B Chriacue ¢ papMakoaoruyHus
npogun Ha sancaprad. Hecrorara Ha HJIP He e cebp3ana ¢ n03aTa HAH NPOABLIKHTENHOCTTA HA
JICYEHHETO, a ChLUO TAKa HE MOKA3Ba Bpb3Ka ¢ noJa, Bb3pactra unu pacara. HJIP, ocHoBanu Ha
KIIMHHYHH NPOYYBAHHUS, MOCT-MAPKETHHIOB ONHT W 1a00paTOpHHU pe3yiTaTH ca H30pOEHH Mo-A0ay
CBHIIacHO CHCTEMO-OpraHHaTa KnacHgHKaLHA.

Haii-uecTo cbobuiasaHUTE HEXENAHH PEAKLIMK NIPH JIEYEHUE C HHAAMAMHA A XUNIOKATHEMMS,
pEaKLUHH Ha CBPbLXHYBCTBUTEIHOCT, [NIABHO JA€PMATOJOMHYHH, NPH JTHLIA, NPEaPa3NOIOKEHAT
ANepruuHU H aCTMAaTUYHU PEAKLIMM U MaKyJaonanynapHy odpuey. ['onaMa 4acT oT HEeX gﬁ' -
peakuuH, OTHACALLM CE RO KIMHHYHHTE HIIH 1a00PaTOPHHTE NapaMeTpH, Ca 3aBUCHNH (T404aT; A
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TabauuHO NPeACTABAHE HA HEMXENAHWTE PeaKliuK




[TIpu Bcako rpynupaHe B 3aBUCHMOCT OT HECTOTATa HEXENAHUTE JieKapCTBEHH peakuru ce u3dposasar B
HH3XO0AALW pel MO OTHOLWEHHE HA TAXHATA CEPUO3HOCT.

MedDRA cucTtemo-
OpraiHH KJ1acoBe

HexelaHH peakiuHH

Baacapran

Unpanamua

Hapywenua na xprema
u umgHama cucmema

ATrpaHyJIOLHTO3a — MHoro peaku
AnnacTHYHa aHEMHA — MHoro peaxwu
XEeMOJIUTHYHA aHEMHSI ~ MHOro peakH

JleBKOneHHS - MHOro peaku
C Heu3BeCTHa
TpombBouuTtoneHus MHoro peaku
4ECTOTa
[MonvxkeH xemornobuH, NOHUWxEH C "Hen3BecTHA
XE€MATOKPHT, HEYTPOMEHHS 4EeCTOTa )
Hapywenua na CBpBbXUYYBCTBUTE/THOCT, BKIKOUUTENHO | C HEU3BECTHA
UMYHHAMAa cucmema cepymHa boecrt YeCTOTA ]
Hapywenus na XHNEPKAJIUHEMHS — MHOro peakn
memadoauzma u XHUnokaaHeMHus (8. Touka 4.4) — Hectu
FPAHEREmO XHNOHATPHEMHA (BXK. TOUKa 4.4) C HeH3BecTHa HeuecTH
4yeCTOTA
XHNOXJIOPEMHA — Penku
XHnoMarHe3nemMus — Peaxu
. C HeH3BecTHa
[loBuileH cepyMeH KanuH -
4yecTOTa
Hapywenus na CBeToBbpTEX C HeussecTHaA Peaxn
HepBHAMA CUCmMeMa 4yecToTa
[ 'naBobonue - Penxu
[lapecre3us - Peaky
C Heu3BecTHA
CuHKoOT -
4eCToTa
Hapywenusn na ouume Muonartus - C HEeH3BEeCTHa
4ecToTa
3aMBrAEHO 3peHue - C Heu3BeCcTHa
4eCTOTA
3pUTENHU HApYLLUCHUA - C HeusBecTHA
YyecToTa
OcTtpa 3aKpHTODBIb/IHA rAayKoMa - C Heu3sBecTHa
4EeCTOTA
XOpOHIaIEH H3IHB - C Heu3BecTHa
veCcToTa
Copoeunu napywenud | ApuTMuUA - MHoro peaku
Torsade de pointes (noTeHUHanHo C Heu3BeCcTHA
¢daranim) (XK. Touku 4.4 u 4.5) ) 4YecTOTa
Cv008u HapyueHu XHUMNoTOHUA - MHoro peaku

C HeusBecTHA

Backyaur YeCTOTa ]
Pecnupamopnu, 2pvOonu
U MEOUACMuUHAIHU Kawnuna HeuectH -
_Hapywienus
Cmomawuno-ypesnu [loBpbilaHe -
Hapyuenus ['aneHe -
3anek -
Cyxora B ycTara -
[laHkpeaTuT -
KopemHa 60/1ka HeuecTH




HMHTecTUHANEH aHrHoeaeM

MHoro peaku

Xenamo-ouuapnu
HapyuteHus

[ToBHLLEHHE HA NMOKA3ATEIUTE 3a
yepHoApoOHa PYHKUMA, BKNIOUHTENHO

C Heu3BeCTHa

MOBHLIABAHE HA CEPYMHHUs OHNHPYOHH ectord

AOHOpMHA YepHOApOOHA PYHKLMA - MHoro peaxku

BepoaTHocT 3a nogea Ha yepHoApOOHA

eHuedanonarTus fpyU WIBECTHA C HeusBecTHa

4epHOApOoOHA HEAOCTATHLYHOCT (BXK. ] 4ECTOTA

TouKkU 4.3 1 4.4)

C Heu3BecTHa
XenaTut :
HECTOTA

Hapywenua na PeakuvH H2 CBPBbXYYBCTBHTEJIHOCT - YecTH
Koxxama u Makynionanyno3iHy oOpUBH - YecTH
NOOKONCHAMA MyvKaH [lypnypa - HeuecTH

A C HeusBecTHa | MHoro peaxv

HrHOeAEM
HECTOTA

Y pTHKapus - MHoro peaku

TokcH4YHa ennaepManHa HEKPOJTH3a - MHoro peaku

Cuuapom Ha Stevens-Johnson - MHoro peaku

B13MOXXHO BIOLIABAHE HA H3BECTEH - C HensecTHA

OCTbP AHCEMHUHHUPAH YNYC YECTOTA

€pUTEMATO3YC

Peakuunu Ha dotoceHcHOUIU3aunsa (Bx.

C Heun3BecTHA

TOou4Ka 4.4) 4YeCTOTa
C HeuspecTHA
bynoseH aepmatut, oOpHB, CbpOeK -
4eCTOTa
Hapywenua na
MYCKYAHO-CKeaemuama
YR C Heu3BecTHa
CUCTEMA U Muanrua -
4eCcTOoTa
CvheQuUHUmMenHama
MbKaH
Hapywenun na C Heu3BecCTHa
X bu6peuna HexoCTaTBUHOCT MHoro peaku
bvbpeyume u 4YeCTOTa
NUKOYHUME nbmunyda C Heu3erecTHa
[loBHilaBaHe Ha CEPYMHUS KPEATHHHH -
4YECTOTA
Hapywenua na
ev3npouzeooumennama | EpektunHa auchyHKUKA - HeuecTn
cucmema u cepoama
Obwyu napywenua u
egpexmu Ha MaACMOMO YMmopa HeuecTn Penkwu

Ha NPUIONCEHUE

Hzcreoeanun

EKI yavmxen QT-uHrepBan (Bx.

C HeU3BECTHA

TOUYKH 4.4 n 4.5) 4eCcTOoTa
[ToBuueHn HMBA Ha KpLBHA 3aKap (BX. C Heun3BecTHa
TOUKa 4.4) 4yecToTa

[IoBHUILIEHYW HHBA HA MHKOYHA KHUCEJIMHA

C HeHU3BECTHA

B KPBLBTA (BXK, TOUKa 4.4) YeCTOTA
[ToBuLLIEHU HUBA HA YepHOAPOOHH C Heu3BecTHa
€H3UMU YyecToTa

Onucalue Ha OonpcaAcJACHH HCKCIAHH PCAKIIMHA

[To Bpeme Ha npoyupaHusTa ¢aza Il u I, cpasHaraiuu uapanamua 1,5 mg u 2,5 mg,

1a3sMeHHUs KaldH ca NoKaszanu A0303aBUCHM edeKT OT MHAANaMUA: 3 [ onSgE
- Hupanamug 1,5 mg: nna3men kanuii <3,4 mmol/l € Habmoaasau npu 10% ot I?LE HTUTR N2 7

<3,2 mmol/l npu 4% ot naunenTute cnea 4 no 6 ceamuum nedenre. Cnea 12 ¢

f 4 - - - k -.-.I
. v
r L . vl |
L il It. 'li' * :.-‘ .". ' F) Pl
ﬂh 0 I e ata
. ) = L ol
. -




NeYeHHE, CPEAHOTO NOHUMKEHHE Ha MJia3MeHHs kanui e 6rno 0,23 mmol/l.

- Hupanamua 2,5 mg: nnasmen kannit <3,4 mmol/l e nabnoaasan npu 25% OT NaLKEHTHTE H
<3,2 mmol/l npn 10% oT naunenTute cnen 4 no 6 ceamuuu aeuenue. Cnen 12 ceaAMHUYHO
neyeHHe, CPeHOTO NOHKHXKEHHE Ha Naa3MeHns kanuid e 6uno 0,41 mmol/l.

CrobiliaBaHe Ha MOAO3IUPAHH HEXKETAHU peaKlIUH

Cpo0L1aBaHEeTO Ha NOA03UPAHH HeXeNaHH PeakiuH el pa3pewaBaHe 3a yrnorpeda Ha f1eKapCTBEHHUS
NpoAYKT € BaxxHO. TOBa no3BonsBa Aa NPOAbLIKH HAONIOAEHHETO HAa CHLOTHOLIEHHETO NOJI3a/PHCK 33
nekapeTseHus npoaykr. OT MEAWLUMHCKHTE CRELHATMCTH CE€ M3UCKBA Aa ChoOLIaBaT BCAKa
MoJO3HpaHa HEXENAaHA peakuus Ypes

H3nnaHuTeNHA areHUMs nNo NeKapcrBaTa

ya. ,,JamsaH ['pyes” Ne 8

1303 Codus

Ten.: +359 2 890 3417
yebcaiiT: www.bda.bg

4.9 Ilpexo3upane

CuMnOTOMH

Cewp3anu c earcapman

[1peno3upaHeTo ¢ BancapTaH MOXeE J1a MPHYHHH H3PaA3eHa XHITOTOHHSA, KOATO MOXE 1a 0Bee 10
MOHMXXABAHE Ha ACHOTATA HA Ch3IHAHHETO, LMPKYAATOPEH KOJNAMNC H/WIH LWOK.

Cevpaanu c unoanamuo

3a unaanaMKua € yCTAHOBEHO, He He e TOKCH4eH B Ro3a a0 40 mg, T.e. 27 ABbTH NO-BHCOKA OT
TEpaneBTHYHATa 1034.

[Tpu3HauMTE HA OCTPAa MHTOKCHKALIUA ce U3pa3aBaT noa ¢opMaTa Ha BOAHO-ENEKTPONAUTEH AucDanaHc
(XHNIOHATPHEMHSA, XHITOKATTHEMHS ), KOUTO ce MaHW(DECTUpaT ¢ raaeHe, rnoBpbllaHe, XUNOTOHHA,
IbpYOBE, BEPTHIO, 3aMadHOCT, OOBPKAHOCT, NOJHYPHS KK OJIMIYPHA 10 CTENEH HA aHYpHA (nopalu
XUNOBOJIEMHUA ).

JleyeHue

Cevp3zanu c earcapman

TepaneBTHUHHTE MEPKH 3aBHCAT OT BPEMETO Ha APHEM HA JIEKAPCTBOTO Y BHJIa M TEXECTTA Ha
cumnromuTe. OT NbpPBOCTENEHHA BAXKHOCT € CTAOUNH3UPAHETO HA UMPKYIATOPHUA CTATYC.

B ¢nyuaii Ha XMNOTOHUA MALMEHTHT TPAOBa Aa OkAe NOCTaBEH B lErHano MoNoXeHHe U Obp30 1a ce
npeanpueMe 3aMecTBaHe ¢ 00eM03aMeCcTBalllK H CONEBH Pa3TBOPH.

MaJiko BepOATHO € BancapTaH Aa 6bae OTCTpaHEH Ypes XeMOauanu3a.

Cevpzanu ¢ unoanamuo
HavyanHute MEPKH BKNOUBAT ObP30 EIMMUHHPAHE Ha MOMbJIHATOTO BELLECTBO(a) Ype3 CTOMallHa

MpOMHUBKA W/ Unu NMPUN0KEHUE HA AKTHBCH BBIJIEH, NOCACIBAHO OT Bb3CTAHOBABAHC Ha
BO,[[HOTO/EHEKTPOJ] HTHOTO paBHOBECHUC 10 HOPMA B CMNCUHATN3HPAHO 34BCACHHC,

5. ®OAPMAKOJJOINYHH CBOUCTBA

5.1 dapMakoaAMHAMHYHH CBOHCTBA
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aurvoreH3uH [l peuenropHu Gnokepu (APb) n anypernumn, ATC koa: CO9DAOD3.

Bancapmarn

MexaHu3bM Ha AeCTBUE

BancapraH e nepopaiiHO aKTMBEH, MOLLEH U cneurdurueH aHrnotensuH I (AT 1) peuentopen 6n0kep.
To# neficTea ceneKTHBHO BbpXy AT | peuenTopHUsA NOATHN, KONTO € OTTOBOPEH 34 NO3HATUTE
neicTBUA Ha aHruoTeH3un I, [ToBullenMTe niazMeHH HUBA HA aHrHOTEH3UH Il B pe3ynrar Ha AT
petienTopHaTa 010Kaaa ¢ BajicapTaH Morar J1a cTumyaupar Hebnokupauute AT2 peuentopu, xoeTo
H3raexaa nporueoaciicTra Ha edpexrta Ha AT | peuenTopa. BancapraH He npoABABAa HUKAKBA 4aCTUYHA
aroHMCTHYHA akTUBHOCT KbM ATI1 peuentopa u umMa 3nauutentHo (okosio 20 000 mbTH) no-ronsm
apuHuTeT KbM AT peuentopa, oTkonkoTo kbM AT2 peuenTtopa. Bancapran He ce CBBbp3Ba M HE
OnokHpa peuenTOpH Ha APYTH XOPMOHH HMJIH HOHHH KaHalH, 3a KOUTO € U3BECTHO, Ye Ca BaXKHH B
ChpPACHHOCHA0BATA PEryJialus.

dapMakoIHHAMHYHH €PEKTH

Bancapran ne uHxubupa ACE (u3Becten ¥ KaTo KHHHHAa3a 1), KOHTO npeBpbUIa aHMHOTEH3HH | B
aHrvoreHsun Il n pasrpaxna OpanukruauHa. Toi kaTo HAMaT edekT BbpXy ACE 1 He 3acunBar
neHcTBHeTo Ha OpagHMKHHHH WK cyOcTraHuusa P, Mmanko BepoaTHo € aurnotensuH Il peuentopHuTe
OJI0KepH a ca CBbLP3aHH C KallwisHe. B KHHUYHK NpOy4YBaHUA, KbIETO BascapTaH € cpasHeH ¢ ACE
HHXHOHTOP, YECTOTAaTa HA CyXa Kaluinua € 3HaunTenHo (P<0,05) no-manka npu nauueHTH, JIEKYBaHH
C BajicapTaH, OTKONKOTO npu nekypanute ¢ ACE nuxudurop (2,6% cpewy 7,9% pecnekrueso). B
KJIMHHYHU NPOYYBaHHA MPU NALKUEHTH ¢ AHAMHE3A 3a CyXa KalHua no speme Ha neveHre ¢ ACE
HHXHOHTOP, 19,5% OT npoyyBaHuTe 1Kua, noayyvasawuu sancapra, v 19,0% ot Te3n nonyyaBawum
THA3HACH NWYPETHK MMAT KALTHLA, B cpaBHeHUe ¢ 68,5% ot nnuara, nekysauu ¢ ACE uuxuburtop (P

< 0,05).
Hunoanamuo

MexaHH3BM Ha JeHUCTBUE

HMupanamMua e cyndpoHaMHUAHO NPOH3BOAHO C HHAOMOB NPBLCTEH, (PAPMAKONOrHYHO € CPOAEH ¢
AUYPETULIUTE OT MPynaTa Ha THa3UAUTE, KOUTO HHXUOUpaAT peabcopbuugaTa Ha HATPHIE B KOPTHKANHHA
JWJIYLIHOHEH CETMEHT Ha TyOyJuTe.

dapMakQIUHAMUYHYU eEeKTH

HMuaanaMua noBHLLABA YPHHHATA €KCKPELUMA HA HATPUH U XJIOPHAH, KAaTO TaKa NOBUILABA AMYpe3aTa.
B no-masika cTeéneH ¢e noByllaBa EKCKPEUMATA Ha KajIWid M MarHe3uni, KaTo no To3W HaAYWH YBe/IM4aBa
OTAENSHETO Ha YPHHA H OCBHLUECTBABA AaHTUXUNIEPTEH3UBHO AEHCTBHUE.

Knanunusa epukacHocT ¥ He3onacHoCT

Cewp3anu c earcapman

[MpusioKEeHHETO Ha BaJICAPTaH NPH NALHUEHTH C XUTIEPTOHHUA BOAH O NOHUKABAHE HA aApTEPHANHOTO
HansradHe 0€3 NOBNYABAHE HA MyNCOBATA YECTOTA.

[Ipy NoBEYETO MALMEHTH CAel EAHOKPATEH NEPOPANCH NPHEM HAYANOTO HA AHTHXUMEPTEH3UBHOTO
ACHCTBHE € B paAMKHUTE 2 Yaca, a NHKBLT Ha NOHKWKABAHETO HA APTEPHATHOTO HajiAraHe ce Joc
paMkuTe Ha 4-6 yaca. AHTUXHIIEPTEH3INBHHAT €eKT NpoaAL/KaBa Hal 24 yaca ciied NpHemMs.
MHOIrOKpaTeH pUeM pealeH aHTUXHIEPTEH3UBEH e)eKT € HaNHLEe B PAMKHUTE Ha 2 CeaM
MAaKCHMANHHUAT €EKT C€ NOCTHra B paMKUTE Ha 4 ceAMULM ¥ CE NOAABPXKA B X0Aa Ha FHEE A |
Tepanus. 3HaYUMO JOMBIHUTEHO MOHMKEHHE HR APTEPHANTHOTO HATIATAHE CE NOCTHTa MpPH | WY t#‘m L i
KOMOHHALMA ¢ XHAPOXTOPOTHA3HI. D h \ S S




BHe3anmHOTO NpeyCTaHOBABAHE Ha JICUEHHUETO C BaICapTaH He Ce CBbp3Ba ¢ rebound-XUNepTOHHA WK
C APYTd HEXKENAHH KIIHHHUYHHU CbOMTHA.

Heotino broxupane na cucmemama penun-aueuomenun-aioocmepon (PAAC)

Jlge roneMu paHaoMuzupanu koHtTponupauu npoyusaHus —~ ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekywo riiobanto n3inursane 3a
KpaitH¥ TOYKH Ha TEIMUCAPTaH, CAMOCTOSTENHO H B KOMOHHaLua ¢ pamunipua) 1 VA NEPHRON-D
(KitHHHYHO NpoyuBaHe CBbP3aHO ¢ pa3BHTHE HAa HedponaTHa nNpH a4ader, nposeseHo OT
MHUHHCTEPCTBO MO BLIPOCHTE HA BETEpaHUTE) — npoy4sar ynorpebara Ha komOuHauuata ot ACE
HHXHOUTOp ¥ aHrnoteHsuH ll-penenroper dnoxep.

ONTARGET e npoyuBaHe, npoBeaeHO NP MaLKMEHTH ¢ aHaMHe3a 3a CbpACHHOCHIOBA HITH
MO3BYHOCBHAOBA DONecT, K 3axapeH auabert THn 2, NPUAPYKEHH C JaHHH 3a YBPEKIAHE Ha
epekTopuu opraHd. VA NEPHRON-D e npoyuBase npu nauneHTy Che 3axapeH AHadeT Tvn 2 U
nuabetHa HeponaTus.

Te3n npoyuBaHHs HE NOKa3BaT 3HaYMM OnaronpuaTeH edexT BbpXy ObOpeuHHTE H/HaH
ChPACUHOCHIOBUTE MOCIASAHLM U CMBPTHOCT, KATO CHLUEBPEMEHHO Ca HA0/10]aBAHH MOBULLEH PHCK
OT XHNepKaMeMHA, OCTPO YBpeKaaHe Ha OLOpeLIMTE H/HIIK XHITIOTOHHA B CPABHEHHE C
MOHOTepanuaTa. Kato ce umar npeasua CXOAHHTE UM (papMakoIHHAMHWYHH CBOHCTBA, TE3H PE3YJITATH
ca npuaoxKKUMH U 3a apyrd ACE wHxubGuTopH ¥ aHrnorensuH ll-peuentopnu daokeph.

ACE uHxuOHTOpH 1 anruoTeHsuH ll-peuentopHu OnokepH caenoBaresHo He TpaOBa na ce U3nonssar
€HOBpEMEHHO NMPH NAUWEHTY C AHabeTHa HeponaTHsa.

ALTITUDE (KiHHH4YHO NMpoy4BaHe NPOBEAECHO C ATMCKUPEH MpH MAUHEHTH CbC 3axapeH anader Tun
2 ¢ MU3M0N3BAHE HA CHPAECYHOCHAOBH H OBOpeyHH 3ab0NABaAHHA KaTO KpaitHK TOUKH) € NPOYyUBaHe,
npeAHa3Ha4€Ho Aa U3cneBa No3aTa oT J00aBAHETO HA aJIMCKHPEH KbM CTaHaapTHA Tepanusa ¢ ACE
HHXHOHUTOP WAH aHrvoTeH3uH ll-peuentopen Hnokep Npu nauKeHTH CbC 3axapeH auader THN 2 U
xpoHuuHo 61u6peuHo 3abongsaHe, cbpAeHHOCHAOBO 3a00ng9BaHe WK U ABere. [IpoyusaHeTo e
pexpaTeHo NPEXKACBPEMEHHO MOPAAH MOBHLIEH PUCK OT HeGnaronpuaTHy nocneauuu. Kakro
ChPAEYHOCHAOBATA CMBPT, TAKA H HHCYATDLT €a 10-4€CTH B IpynaTa Ha aIMCKHPEH, OTKOJIKOTO B
rpynara Ha rnjauefo, a NpeACTaBIABALUMTE HHTEPEC HEXKENAHU CHOHTHA H CEPHO3HH HEXKEJIaHH
CLOMTHUSA (XMNEPKATTHEMHSA, XHNOTOHUA H ObOpeyHa aucdyHKung) ce cboOLaBaT No-4€CcTo B rpynara
Ha aJJMCKHpeH, OTKOJIKOTO B rpynara Ha ruiauedo.

Cevwpianu ¢ unoanamuod

B xniuHuunu nanureaHus ot ¢asa Il u I, npunaraneTo Ha HaanaMua KaTo MOHOTEPANMs MoKa3ea
aAHTHXHIMEPTEH3HUBEH edeKT, KolTo npoabmiasa 24 yaca. To3u edeKT HACTBLIIBA TIPH JO3H, NPH KOUTO
AUYPETHUYHHAT €(EKT € C JIEK HTEH3HUTET.

AHTHXHNEPTEH3UBHATA AKTUBHOCT HA MHAAMAMK] € CBbp3aHa ¢ NOA0OPABAHE HA apTepHAIHHUS
KOMILIAWBLHC W HaMa/IgBaHE Ha apTepHonapHaTa U nepUgepHara pe3uCTEHTHOCT.

HUHnaanaMua NOHWXKAaBa JIEBOKAMEPHATa XUNEPTPOPHA.

TepaneBTHUHHUAT ePeKT HA THAZUAHUTE ¥ CPOAHUTE AUYPETHLIM HAA OTIpPeaeeHa A03a NpHAOOHBA
¢opMaTa Ha r1aTo, AOKATO HEXKENAHHTE PEaKLHH MPOAL/KABAT Ja C€ YBEJHUYABAT. AKO NE€YEHHETO HE
e e(peKTHBHO, A03aTa He Tpadsa fa ce NoByLLaBa.

I—lp\Oyl{BaHHﬂ NpH KpaTKo-, CPEAHO- U ABJIFOCPOYHO NPHAOKECHUE HA HHAANaAMHA NPH NTALUKWCHTH C
XUIMIEPTOHUA NOKa3BaT 1€ HHAaNnaMu /.

o HE MOB/MABA NUNHAHUS MeTab013bM: TPUTNHLIEPUIH, XOJNECTEPON C HACKA ILTBTHOCT U
XOJIECTEPON C BHCOKA [LTLTHOCT; S
. He MOABWSABA BbLIIEXUAPATHATa OGMAHA, J0PH NPH THAGETHO BONHH C XUNEPTOHUR,~~ . s /;

o~

i

5.2 dapMaKOKHHETHYHH CBOHCTBA

Baacapman



Abcopbuusg

Cien nepopanHo NPUIOKEHHE CaMO Ha BaNCapTaH NMHKOBUTE MN1a3MEHH KOHLUEHTpaUMH Ha BajicapTaH
ce aocTurar 3a 2—4 4aca c Tabnerkure W 3a 1-2 yaca ¢ pasreopa. CpeaHata abcotoTHa OMOHATHUHOCT
e 23% c TabneTkute U pecnekTueHO 39% c pa3sTeopa. CHCTEMHATA eKCNO3HUNMA Y NMKOBATA IL1a3MEHA
KOHUEHTPALMA Ha BaficapTaH € okono 1,7 nbTy ¥ 2,2 MbTH N0-rofigMa NpH pasTsopa, B CPABHEHUE C
TaOJIETKUTE.

XpaHaTta HamManaBa ekcnosvuuaTa (u3mepena ¢ AUC) Ha BancapraH ¢ okono 40%, a n1koBara
rnaszmMeHa koHueHTpauMa (Cmax) ¢ 0kos0 50%, Bbnipekun ue okono 8 yaca cnea npyemMa NAa3MEHHTE
KOHLUEHTPaUHWH Ha BajicapTaH ca noJo0HHW B rpyNMTE Ha NPHEM CNER HAXpaHBaHE M Ha rnaaHo. Tosa
noHuxeHue Ha AUC obaue He ce npuapyxasa OT KIHHHYHO 3HAYMMO HaAManNsBaHe HA TepaneBTHYHHS
e(eKT, NOpaAu KOeTO BAICAPTaH MOXKE Aa Ce AaBa CbC WM De3 xpaHa.

PaznpeaeneHue
O6eMbT Ha pa3npeacneHHe Ha BajicapTaH MpH ChCTOAHUE HA HACHLLLAHE ClIeA HHTPABEHO3HO

[PUIOXKEHHE € OKOJIO | 7 AnTpa, KOETO NOKa3Ba, Y€ BANCAPTAH HE CE pa3fpeac/a EKCTEH3UBHO B
ThKaHuTe. BaicapTaH e B ronama cteneH CBbp3aH CbC CEPYMHUTE NPOTEHHU (94-97%), npeaumuo
CBHC CEPYMHHA ANOyMHH.

buorpaHcgopmalns

Bancapran He ce GHoTpaHchoOpMHpa B rofisMa cTeneH, Thid Kato camo okosio 20% ot no3zara ce
OTKpHYBAa KaTo MeTadoNHTH. B nnaimara € ycTaHOBEH XHAPOKCHMETAOONIUT B HHCKH KOHLIEHTpPaUHH
(no-manko ot 10% or AUC Ha BancaptaH). To3u mMetabonut ¢ papMakonoOrHyHO HEAKTHBEH.

EnuMuHHpaHe

BancapraH rnokassa MyJITHEKCTIOHEHLIMANHA KHHETUKA Ha pa3naj (t1nqe < 1 h v ti2 okono 9 h).
BancapraH ce enMMHHHApA npeaMMHO 4pe3 OUNUapHa ekckpeuns ¢ gekanunure (okono 83% ot noszara)
U oT OBOpeunTe upes ypunara (okono 13% ot aosara), riiasHo KaTo HeMpoMeHeHo nexkapeteo. Cnea
HHTPABEHO3HO MPUIIOKEHHE MIA3MEHHSAT KIMPBHC Ha BajicapTaH € okoJ1o 2 |/4ac 1 HeroBusT
0b0peueH knupuHe € 0,62 I/gac (okono 30% ot obums kKnupbHe). [TonyKUBOTHLT Ha BancapTaH € 6
yaca.

CoeuranHy rpynu rnauMeHTH

Cmapuecka b3pacm
[Ipy HAKOHM MAaLKMEHTH B CTAPYECKA BBb3pacT € Habn04aBaHO MAKO NO-BUCOKA 00U1a €KCIIO3MLHA Ha
Baj/iCApTaH B CpaBHEHHUE ¢ MAaauTe nauueHTH. Tora oDaye HAMA A0Ka3aHA KIHHMYHA 3HAYUMOCT.

Hapywena 6v6peuna dpynxyus

KakTo ce oyaxBa 3a BellecTBO, UHHTO OBOpeUeH KINUPBHE € OTroBopeH camo 3a 30% ot obuins
Ia3sMeH KIMPbHC, HE € OTYeTeHa Kopenauua mexay 6uOpeunarta pyHkuua v obuwara ekcnosuums Ha
pasicaptaH. [lopaau Tazu npMuvHa HE ce Hanara KOpMrupaHe Ha J03ara MnpH nauHeHTH ¢ 6v6peuHo
yBpexaaHe (KpeaTHHHHOB KIHPBHC > 10 ml/min). JlIunceaTt nanHH 3a 6e3onacHa ynorpeba npu
NaLHEHTHTE ¢ KPEAaTUHHHOB KIHPBHC < 10 mi/min) # npu npoBexxaaluuTe aManusa, nopaiu Koero
pajsicapTaH Tpabea na ce ynotpebasa ¢ NoBHILEHO BHUMAHKUE NPH TE3H NALUEHTH (BXK. TOUKU 4.2 U
4.4). BancapraH c€ CBbp3Ba C MIa3MEHHUTE NMPOTEHHH BBB BUCOKA CTENEH H € MAJIKO BEPOATHO Aa Obae
OTCTPAHEH Ype3 JHaju3a.

Yeprodpobro yspesicoane
[Ipnbnuzutenno 70% ot abcopbupanaTta 403a C€ €IMMHUHUPA B XTHYKATA, [JIABHO B HEMPOM
¢opma. BancapraH He nperbpnABaT HUKAKBH OHOTpaHChOpMaLK. Y ABOABAHE HA EKCMO
(AUC) e nabmoaasasa npy NaLMEHTH C JIEKO A0 YMEPEHO YE€PHOAPOOHO YBpeXAaHe, B ¢

U CTEMNEHTa Ha YepHOoApoOHa AHCcPYHKUUA. BancapTaH He € MpOoyYeH NpU NALUHEHTH C
yepHOAPOOHA AMCPYHKLUMA {BXK. ToukH 4.2, 4.3 n 4.4).



Huoananuo

AGcopbius

MpaknuMaATa OT HHAANAMHKI, KOATO ce 0CBOOOX AaBa, ce abcopbupa 61p30 U 6e3 ocTaThbk upes
CTOMALLIHO-YPEBHHA TPaKT. XpaHeHETO cnado noBvLLaBa CKOpPOCTTa Ha abcopOuud, HO He Oka3Ba
BJIMAHHE BbPXY KOJIUYECTBOTO HA abcopOHpaHoTO BewecTBO. [IHKOBHTE CEpyMHH HHBa el
eHOKpaTHa A403a ¢€ NoCcTUraT 0ko1o 12 yaca cnea nprema, NOBTOPHOTO BbBEXKIaHe HAMaIBa
BapHaLIMUTE B CEPYMHHTE HUBA MEXKAY ABETe A03H. BbnpekH ToBa CLILECTBYBA HHTEPHHANBHIYAHA
BapyabUIHOCT.

PaznpeaencHue
CBbp3BaHETO HA KHAAMAMHA ¢ Ma3MeHuTe 0enTbuH € B 79 %. [lnazMeHoTO BpeMe Ha Moty KUBOT €

14 no 24 yaca (cpeaHo 18 uaca). PapHoBecHa kOHUeHTpaums ¢e aoctura cnea 7 guu. [MosTopHoTo
IPHUIOKEHUE HE BOAU A0 KYMYJIMpaHe.

EaumMuaupaHe

HUuaanamua ce merabonu3vpa eKCTEH3HBHO B YepHUA Apob; no-manko ot 7% ot go3ara ce
eKCKpeTHpa KaTo HENpOMeHeHo nekapcTeo. HeakTuBHuTe MeTabDONUTH ce eKCKpeTHpaT B ypUHaTa
(70% ot no3ara) ¥ B u3npaxxHeHHaTa (23% oT ao3ara).

CneuyanHy rpyny NaLreHTH

bvbpeuno yepescoane
DapMaKOKHHETHUHHTE NapaMeTpH HE C€ MPOMEHSAT IPH NauMeHTH ¢ ObOpeUHa HeAOCTaTBYHOCT.

5.3 Ilpeaxk/IHAHYHH AaHHH 34 ODe30NaCHOCT

Baacapman

[IpeaknUHUUHKHTE NAHHHW He oKa3saT ocobeH pUCK 3a xopaTa Ha 6a3a Ha KOHBEHUHUOHAJTHUTE
(apMaKkoJIOrH4Hy Npoy4BaHu 3a H€30NaCHOCT, TOKCHYHOCT MPH MHOTOKPATHO MPWIOKEHHE,
reHOTOKCHYHOCT, KAPLUHOTEHEH MOTEHLIMA.

[pu nibXoBe TOKCHYHH A03M 3a malikata (600 mg/kg/nen) no BpeMe Ha nocneHUTE AHU OT
OpeMeHHOCTTa W MEpHOA Ha JIAKTalHA ca NOBEIH A0 NO-HHUCKA CTENMEH HA NMPEXMBAEMOCT, No-caabo
HaJAaBaHE HA TEr/10 M 3a0aBeHO pa3BUTHUE (OTAENAHE HA YILIHATA MHIA U OTBAPAHE HA CTYXOBHUSA
KaHal) Ha noKoaeHHeTo (BXK. Touka 4.6). Te3u no3u npu navxoee (600 mg/kg/nen) npeacrasngarar
npubnusuTenHo 18 mbTH MakCHUMATHATA NpenopbUUTENHA A03a NPH Xopa Ha 6a3aTta Ha mg/ m?
(M3YHCNIEHHATA C€ OTHACAT 3a nepopanna go3a 320 mg/neH u naueHt ¢ Terno 60 kg).

[Tpu nmpeAKNIUHUYHU NPOY4YBaHHA 3a 6€30MacHOCT BUCOKH 103K BasnicapTad (200 go 600 mg/kg
TENeCHO TerNno) NPEAN3BHKBAT MPH NIBHXOBE HAMaNaBaHE Ha NapaMETPUTE HA YEPBEHUTE KPbBHH
KJIETKH {€PUTPOLIMTH, XeMOrn0OHH, XeMaTOKPHUT) U NPHUKHABAT NpoMeHH B ObOpeyHaTa
X€MOJHHAMHKa (JIeKO [MOBMILABAHE HA ypeATa B KpbBTa, O0u0pevHa TyOynHa xunepnnasus u
Oazodunus npu Muxkure). Te3n no3u npu mrsxose (200 1o 600 mg/kg/neH) npeacrapnssar
npubnu3uTenHo 6 4 |8 NbTH MakcuManHaTa NpenoOpPbLYMTENIHA A03a NpH Xopa Ha Oazara Ha mg/m?
(M34YMCAEHUMATA C€ OTHACAT 3a nepopantda g03a 320 mg/aeH 1 nauneHT ¢ Terno 60 kg).

[Tpy MapMO3eTKH B CpaBHMMU 103U MPOMEHHKTE ca NOA0OHM, HO NO-TeXKH, 0cobeHo B O1bOpeunTe,
KbAETO NPOMEHUTE Ce pa3BuBaT A0 HedponaTuq, BKIIOYBALIA NOBULIABAHE HA YPEATA W KpeaTUHHHA.
HaGmonaea ce cbiio xuneprpodusa Ha OLOpeUHHTE IOKCTArIOMEPY/IHH KIETKH H NPH ABATa BHAA.
Cuura ce, 4e BCHYKH NPOMEHH C€ IBIKAT Ha PapMaKOJIOrMYHOTO ACHCTBUE HA BajiCapTaH, KOETO
BOAM A0 NPOABILKMTENHA XHITOTOHHUA 0cOoDEHO NpH MapMo3seTuTe. M3rnexna, ye TepaneBTUYHATA josa
Ha BAJICAPTaH NpPH XOpa He e CBbp3aHa ¢ xuneprpodus Ha ObOpeHHUTE IOKCTArIOMEPYJIHH Aiigs

Huoanamuo

HMupanaMua nokasea OTPULUATEICHU PE3YJITATH MPH TECTOBE HA MYTAr€éHHHU U KaHLEpPOr FIA
cBoiicTea. [TpunoKeHHETO Ha Hal-BUCOKHTE A03H NMEPOPATHO NPH PadIHYHU BUAOBE KUBOTHH (40 AR ,af (R
8 000 NnbTH NO-BUCOKH OT TEPANEBTUYHATA A03a) MOKA3BA BIOIUABAHE HA AHYPETHUHUTE! \;Bﬁuc’rﬂa Ha "
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Huaanamu. OCHOBHHUTE CHMNTOMH HA HHTOKCHKHpaHe, NOABMUIIN CE NO BPEME HA NPOYYBAHUATA HA
OCTpa TOKCHYHOCT C UHAANAMK/, APHI0KEH UHTPABEHO3HO WIH HHTPANEPHUTOHEATHO ¢a CBbP3aHH C
(apMaKkoOJOrHUHOTO JAEHCTBHE HA HHIAMaMHA, T.€. OpaaunHes H nepydepHa Ba30AHIATALMA.
[Ipoy4BaHMATA 3a PENPOAYKTHBHA TOKCUYHOCT He ca NoKa3zanu eMOpPUOTOKCHYHOCT W TEPATOTEHHOCT.
DepTUIUTETHLT HE CE€ NMOB/IUABA NPU MBKKH H XKEHCKH NIIBLXOBE.

6. DOAPMAINEBTHYHHA JAHHH
6.1 Cnuchbk HA NOMOILIHHTE BelIecTBa

(aou na sarcapman

MuxpokpucTanHa Lenyno3a
KpocnoB1aoH

KononaeH 6€3B0AEH CHAULIMEB HOKCH
MarHe3ues creapar

Croit Ha unoanaviuo

MHUKpOKpUCTANHA LENyJlo3a

MaHuTOon

XHMpoMenos3a

KononaecH 0€3B0A¢H CHIKUHKEB QHOKCHA
MarHesues creapar

KapbomepH

Uepeen xxeneseH okcua (E172)

6.2 HechbBMECTHMOCTH

HenpuioxHumo.

6.3 Cpox Ba rogaocTt

3 roauHu

6.4 CuoeunaJHH yCJOBHA HA CbXpPaHeHHe

,[la CC CbXpaHsiABa B ODUIHHA/THATA OMNAKOBKA, 3a A4 CC NpcAna3y OT CBCTIIHHA W Blara.
Tosu JICKAPCTBCH MPOAYKT HC H3UCKBA CNCUHATIHH TCMIIEPATYPHH YCITOBHA HA CbXPAHCHHC.

6.5 BuaH chALPXKAHHE HA ONAKOBKATA

Bavcrep (OPA/APVC//Al donuo): 10, 14, 28, 30, 56, 60, 84, 90 unu 100 TabneTku ¢ U3MEHEHO

ocBobOXaaBaHe, B KYTHA.
Bancrep (OPA/AI/PVC//Al donuo), xaneHaapHa onakoska: 14, 28, 56 unu 84 tabnerku ¢ HIMEHEHO
ocBOOOXK/1aBaHe, B KYTHA.

He BCHUKK BUAOBE OMAKOBKH MOraTt Ja 0bJar mycHaTH Ha nasapa.
6.6 CpoenHaIHX OpeINa3HH MEPKH NPH H3XBbPJARHE H padoTa
Hsama cnequanHy U3HCKBAHHUA 33 H3XBbPAAHE. o

Heun3znon3sauusar NCKAPCTBCH NPOAYKT HIH OTHNAADHYHHTC MaTCPpHANH OT HETO Tpﬂﬁﬂa
B CbOTBECTCTBUE C MECTHHUTC H3IUCKBAHHA.

)

7. MNPHTEXATEJ] HA PASPEILLEHHUHETO 3A YIIOTPEBA




KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CiioBeHHs

8. HOMEPA HA PABPEINEHHUETO 3A YIIOTPEDBA

Per. Ne 20250017

9. JATA HA ITbPBO PA3PEITIABAHE 3A YIIOTPEBA/IIOJAHOBABAHE HA
PASPEILIEHHETO 3A YIIOTPEBA

JlaTta Ha nmbpBO pazpelueHue: 23.01.2025

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

24 KOnu 2026

[MoapoGHa nHGOpPMaLIKS 32 TO3M JEKAPCTBEH NPOAYKT € NpeAocTaBeHa Ha yeOcakra Ha MU3nbanuTenHa
Arenuus no Jlekapcrsara (UAJI) http://www.bda.bg.



