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1. HME HA JJEKAPCTBEHMUA ITPOAYKT

Ko-JuoBan 160 mg/12,5 mg ¢punMupanu TabraeTku
Co-Diovan 160 mg/12,5 mg film-coated tablets

2. KAYECTBEH H KOJIMMECTBEH CbCTAB

Besaka duMupana tabnetka csabpika 160 mg pancapra (valsartan) u 12,5 mg XxunpoxnopoTHasHa,
(hydrochlorothiazide).

3a MBIIHUA CIIUCHK Ha TIOMOLLIHMTE BELLEeCTBA BHKTe Touxa 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupata TabneTka

TBMHO uepBeHH, oBanHH TabneTku wamnosanu ¢ “HHH” ot eaxara ctpauna u “CG” ot apyrara.

4, KJIMHUYHH JAHHH
4.1 TepaneBTHYHA NOKA3IAHNA
JleyeHure Ha €CEHUMANHA XUIIEPTOHMSA IIPH Bb3PACTHH.

Co-Diovan ¢uxcupaHa A030Ba KOMOHHaLKMA € IOKA3aH MPH NalHEHTH, YHETO apTepHaliHO HanAraHe
He Ce KOHTPOJKpA aIcKBATHO OT MOHOTEPAINHS € BaNCAPTaH UK XHAPOXJIODOTHA3HIL.

4.2 Io3HpOBKA H HAYMHH HA NPHJIOKECHNE

[lozuposxa

[IpenopbuBaHara qo3a Ha Co-Diovan e eqna punmupaHa Tadnerka JHEBHO. [IpenopbuBa ce
HHAMBHIYATHO THTPHpPAHE Ha JO3KMTe Ha OTAeNHUTE kKomMnoHeHTH. [lpy Bceku ciyyan e HeoOXO0AMMO
J1a ce MpaBy NMOKa4BalOTO THTPHPAHE HA J03aTa HA OTAEITHHTE KOMIIOHEHTH, 3a 1a C€ HaMaH pHcka
OT XAMOTOHHA U APYTH HEXKENIAHH PEAKLIHH.

KoraTo € yMECTHO OT KIMHUYHA NIEIHa To4ka, 61 MOryio aa ce 00CHAM ANPEKTHO NPEMHHABAHE OT
MOHOTEpANUA KbM Jie4eHHe ¢ KOMOHHALINA OT QUKCHPAHH O3H NPH MNALMUEHTH, YHETO apTePHanHo
HaJAraHe HE CE KOHTPOJIMpa aIeKBATHO OT MOHOTEPANHMS C BaicapTaH WiIH XHAPOXIOpOTHA3KA, NPy
yC/OBHE Y€ CE CNe/Ba MPENopbYBaAHOTO THTPUPAHE HA A03MTE HA OTACAHHTE KOMMIOHEHTH.

Cnej 3anouBaHe Ha TepanuaTa TpsOBa Ja ce HanpaBu OLEHKA Ha KIIMHUYHHA OTroBop cnpsamo Co-
Diovan H aKo He ce IOCTMI'HE KOHTPOJI Ha apTepHaAIHOTO HaJIAraHe, o3aTa MOXKe a CE MOBHILIH 4pe3
NOBHIIABAHE HA OTASAHUTE KOMMOHETH A0 MakcKManHa a03a Ha Co-Diovan 320 mg/25 mg.

AHTHXMIMEPTEH3UBHUAT €DEKT € NOAUEPTAHO HATTMYEH CIIER 2 CeAMHMLIM.
[Tp1 NOBEYETO MALIMEHTH MaKCHMalIeH edeKT ce HabioaBa B paMKHTE Ha 4 CEAMULIM. Hezasucumo

OT TOBa, MPH HAKOM NALMEHTH MOXe Ja ¢ Heobxonumo neuenue 4-8 cenmuum. Tosa TpAOBA Ja c€ UMa
npeABHA MPU THTPHUPAHETO HA A03aTA.

Hauun na npunooicerue
Co-Diovan mMoxe f1a ce nprema c¢be Wim 6e3 xpaHa 1 TpaOBa a ce npuema ¢ BoJa.




Creyuarnu nonyaayuu

IHayueumu ¢ 6vbpeuno yapedcoane

He ce Hanara xopyrupase Ha 103aTa 0pH MALUMEHTH C JIEKO 10 yMepeHo ObOpeyHO yBpexaaHe
(ckopocT Ha rioMepyJnara ¢punrpaumns (GFR) 230 ml/min). [Nopanu XuapoXiopoTHa3sHaHaTa
komnoHeHnTa Co-Diovan e NpoTHBOMNOKA3aH NPH MALMEHTH ¢ TEXKO O1L0peuHo yBpexnane
(GFR < 30 ml/min) u aHypus (BXK. Touku 4.3, 4.4 u 5.2).

Iayuenmu ¢ uepnodpobro yepexcoane

[Tpy nauMeHTH ¢ IEKO A0 YMEPEHO 4epHOAPOOHO yBpexkaaHe Oe3 XxonecTa3a 103aTa Ha BACapTaH He
Tps6Ba na npesriasa 80 mg (Bxk. Touka 4.4). He e ycraHOBeHa NpenopbHHTE/NHA 1034 34
XHAPOXJIOPOTHA3H/ MPK NALMEHTH C YMEPEHO JIO TEKKO YEPHOAPOOHO yBPEKIAHE. [lopanu
HaIM4HeTO Ha BancapTaH, Co-Diovan e npoTHBONOKA3aH NP NAMEHTH ¢ TEKKO YEPHOAPOOHO
yBpexkaHe Wik ¢ GUIMapHa LKpo3a W Xonectasa (BXK. Touku 4.3, 4.4 u 5.2).

Iayuenmu 6 cmapuecka eb3pacm
He ce Hanara npoMsiHa B I03UPOBKATA NPH NALMCHTH B CTAp4€CKa Bb3PacT.

Ileouampuunu nayuenmu
He ce npenopwusa ynotpebata Ha Co-Diovan npu aeua noa 18 rogunu, Nopajay nyIcarta Ha 1aHHY 3a
6e3onacHOCTTa U eUKACHOCTTA.

4.3 IIporHBONMOKa3anHs

- CBPBLXUYBCTBUTENHOCT KBM aKTHBHOTO BELIECTBO(a),, APYTY CYPOHAMHUIHH POH3BOJHN HUIH
KBbM HAKOE OT NOMOUIHMTE BELECTBA ONMUCaHH B TOYKa 6.

- BTopu M TpeTH TpHMeCTLP Ha OpeMeHHOCTTA (ToYkM 4.4 1 4.6).

- Texxo uepHoApoOHO yBpexK1aHe, OHIHAPHA LKMpO3a H X0JecTa3a.

- Texxko 6uOpeuHo yspekaaHe (KpeaTHHUHOB KHpBHC <30 ml/min), aHypus.

- PedpakTopHa XMIOKAIHEMHUSA, XHIIOHATPHEMHS, XHITEPKATUMEMHA H CHMIITOMATHYHA
XHIIEPYPUKEMHUS.

- EaHoBpeMennara ynorpeba Ha Co-Diovan ¢ allMCKHMpeH-ChABPXKaILH NPOOYKTH [IPH MAUHCHTH
cbe 3axapeH auabet win 6u6peuno yepexaare (GFR < 60 mli/min/1 ,73m?) (Bx. TOukH 4.5 1

5.1).

4.4 Cneunainu npegynpexaenusi ¥ npeinasid MEPKH NpPH ynoTpeda

[IpoMEHHU B HHBATA HA CEPYMHHTE €AEKTPOIHTH

Bancapman

EnHoBpeMeHHaTa yrnoTpeba ¢ KaieBH A00aBKH, KaTWi-ChXpaHABalK XY PETULIY, 3AMECTUTE/H Ha
COJITA, CHABPKALIN KANKH, WM APYTH IEKAPCTBEHH NMPOTYKTH, KOUTO OMXa MOTJIH ia NOBHILIAT
HMBATA HA Kanuii (XeMapyH H T.H.), He ce npenoprusa. CTolHOCTHTE Ha Kanus TpsOBa aa ce

MOHHTOPHPAT CHOTBETHO.

Xuopoxnopomua3uo
[Ipu neyeHne C THAZKAHU AUY PETHLIK, BKIIIOYHTENHO XHAPOXNOPOTHA3HA, Ce cHOOIIaBa 32 CJTyuau Ha
xHnokaauemus. IIpernopbysa ce 4€CTO MOHHTOPHPAHE HA HUBATA HA CEPYMHHS KallHK.

JleueHHETO ¢ THAZHAHM ANYPETHLIM, BKIIOUYUTENHO XUAPOXJIOPOTHA3UN, CC CBBP3BA C XMIIOHATPHCMHA
U XMNOXJIOPEMUYHA ANTKAI03a. THA3MANTE, BKIIIOUUTENHO XHAPOXIOPOTHA3H, NOBKIIABAT
eKCKpEeLMATa Ha MarHe3uii B ypiHaTa, KOeTO MOXe [a A0BEAEC 10 XHIIOMArHE3HEMHMS. ExckpeuusaTa Ha
KanL{ii HaMassBa Mo BIMAHHETO Ha THA3WAHUTE AWYPeTHUH. ToBa MOXe Ja 10BEAC A0
XHINepKaJIHeMHsl.

KakTo npy BCHYKH NMALKMEHTH, 1101Y4aBalld AHYPETHUHO JIEYCHHE, € HeoOXOJIUMO HA NOJ
MHTEPBAIN OT BPEME Ja Ce OCBILECTBABA OMpe/e/ITHE HA HUBATA HA CEPYMHHUTE CJICKTPO




[MauueHTH ¢ HaTpueB W/ unu obemer fedHLKT
[ManMeHTHTe, MONYyHaBalii THa3HAHH AMYPETHLM, BITIOUHTEHO XHAPOXNOpOTHA3HA, TPAOBa a ObaaT
HaGMIONAaBaHYM 34 104Ba Ha KIMHHYHM MPU3HALIM Ha BOJIEH HIIH €NieKTPOsiHTeH AucOanaHc.

[TpH NauMeHTH ¢ TEKbK HATPUEB KW/ HITH obeMeH neMUHT, KaTO TE3U, KOUTO NOTyUYaBaT BUCOKH J03H
AMYPETHIIM, B PEAKH CITy4aH Cliell 3anoUBaHe Ha Tepanus ¢ Co-Diovan Moxe ga ce nosBu
CUNTOMATHYHA XUNIOTOHUA. HaTpreBuaT /UM 00eMHUIT AehHUMT TpAOBA Ja ce KOPHIHpa Npeay
jarnoy4yBaHe Ha JeyeHnero ¢ Co-Diovan.

nal_l,HEHTH ¢ TEKKa XpOoHHYHa chpAcHHA HEAOCTATEYHOCT WUIH APYIrd ChCTOAHHUA, NTPH KOWUTO € HAJIMLC

CTHMY./1aLM8 HA CHCTEMATa PEHUH-aHIHOTEH3HH-ANII0CTEPOH
[Mpu naupeHTH, uksTo 6EOpevHa GyHkiIMA 614 MOria 1a 3aBHCH OT aKTUBHOCTTA HA CHCTEMATA PEHHH-

AHFHOTEH3HH-ANA0CTEPOH (HAMP. NMALMEHTH C TeXKA 3aCTOHHA ChPACYHA HEIOCTATBYHOCT),
IEUEHUETO ¢ MHXMOUTOPH HA AHMHOTEH3WH-KOHBEPTUPALIMS €H3UM CE€ CBBP3BA C OJIUTYPU H/HUITH
porpecHpania a30TeMUs U B PelKH ClTyuyau ¢ ocTpa 666peyHa HeOCTaThHHOCT WK CMBPT.
OLEHKATA HA NALHEHTHTE CbC ChPACYHA HEAOCTATHYHOCT HITH ClIEA NpeKapaH MHOKapIeH HH(ApPKT
BHHATK TPSOBa Aa BKIIOYBA K oLieHKa Ha 6bOpeuHaTa dynkuus. [punoxenunero Ha Co-Diovan npu
MALMEHTH C TeXKKa XpOHHYHA ChpAeYHa HEAOCTaTEHHOCT HE € NMpOY4BaHO.

CneqoBaTe/HO HE MOXKE 113 € M3KJIIOUH, Ye NMopaad HHXUOHUpaHe Ha CUCTEMATa PeHUH-aHTHOTEH3UH-
angocrepod npunaradero Ha Co-Diovan Moxe 1a 6b/1e CBBp3aHO ¢ yBpexaaHe Ha 0bOpeuHaTa
dyukuua. Co-Diovan He TpaOBpa na ce npunara Npy TE3H NaLMEHTH.

CreHo3a Ha 6L.0peyna apTepus

Co-Diovan He TpsafBa Ja ¢e npuiara 3a J1€4eHHE Ha XUNEPTOHHA MPH NALHEHTH ¢ €HOCTPAHHA HIH
IBYCTpaHHA CTEHO3a Ha OBbOpedHnTe apTepuH WK CTEHO3a Ha apTepHs Ha €IHHCTBEH 6bOpek, T
KATO NPH TaKMBA MALMEHTH € BE3MO)KHO MOBHILUABAHE HA CTOWHOCTHTE HA CCPYMHHUTE HHBA HA ypes U
KpeaTUHHH.

[IbpBUYEH XHOEPANLNOCTEPOHUIBM
[MalMEHTHTE C TBPBHUEH XHIIEPAIAOCTEPOHH3BM He Tpabaa aa ce nekysat ¢ Co-Diovan, TbH KaTo

TAXHATA CUCTEMA PEHHH-aHTHOTEH3UH HE € aKTHBHpaHa.

AOpTHA U MUTPAHA KIanHa CTEHO3a, XHNEPTPOGHYHA OOCTPYKTHEHA KAPAHOMUONATHA
KakTo npy BCHYKH APYTH Ba30JHUIAaTATOPH € HEOOX0NMMO 0CODEHO NOBHIIEHO BHHMaHHE NP

MALUMEHTH, CTPANALIH OT A0PTHA WX MUTpaJIHa CTEHO3a WK OT XUIepTpoduuHa 0OCTPYKTHBHA
kapauomuonarua (OXKM).

br6peuHo yBpexaaHe
He ce nanara kopurupaHe Ha 103aTa MpH nauuenTH ¢ 6b0peuHo yBpexaaHe M KpeaTHHUHOB KIIHPBHC

>30 ml/min (8. Touka 4.2). [IpenopbuBa ce NEPHOJHUHO MOHHUTOPHPAHE HA CEPYMHHTC HHBA HA
KaJMii, KpeaTHHHH ¥ TMKOUYHA KucenHa npy npuaarake Ha Co-Diovan npu nauuenTs ¢ 650peyHo

YBPEXAAHE.

Br6peuna TpaHciaHTalUg
Jlo TO3M MOMEHT HAMa HaTpyMaH ONKT MO OTHOWIEHHe Ha Oe3onacHara ynotpeba Ha Co-Diovan npw
[aLMeHTH, NpeKapasy Hackopo ObOpeUHa TpaHCTUIaHTALMAL.

YepHoapoOHO yBpexaaHe
[pH MaLMEHTH ¢ JIEKO A0 YMEPEHO YepHOAPOOHO yBpexaaHe Oe3 xonecTasa Co-Diovan Tpsabsa na ce
yHoTpeGaBa ¢ NOBHLIEHO BHUMAHHE (BXK. TOUKH 4.2 1 5.2). THasnaHuTe Ay peTHLY TpsOBa Aa ce

NpHJIaraT ¢ BHMMaHKeE MpH MalUeHTH C YBpeAeHa 4epHoApoOHa (yHKUMA WK NPOrpecHpalio
3a60/I9BaHE HA uepHA Apob, Thil KATO MAJKN NPOMEHH BbB BOJHO EJIEKTPONUTHHA DanaHe
npearM3BUKa YEpHOAPOOHA KOMa.

AHaMHesa 3a aHrmoejaem
[Tpu naumeHTH, NTEKyBaHH ¢ BAICAPTaH Ca AOKIA/IBaHH CIy4aH Ha aHTHOCIEM, BKJIKOYH
NAapUHKCA U [NIOTHCA, IMPHYHHABALLH 0OCTpYKUMSA HA JUXATENHHTE IMbTHILA W/ WK NOAYB
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ULETO, YCTHHTE, papvHKca W/UAK e3uka. Hakou oT Te3n naumeHTH ca H3ABABanH NpEx TOBA
aHrMoeneM OT IpyrH fekapcTsa, BoUHTeNHO ACE nHxubuTopu. 11py Bb3HMKBAHE Ha AHTHOEEM,
npuemsbT Ha Co-Diovan TpabBa fa ce npeycTaHOBH He3abaBHO W Jla HE Ce MpHjlara MOBTOPHO (BXK.
touka 4.8).

HMHTEeCTHHANECH aHTHOEAEM

3a MHTECTMHAJICH aHrHMoeAeM ce ChobLIasa NPy NAUMEHTH, NEKyBaHHU ¢ aHruoTeHsuH Il peuentopHu
AHTAFOHMCTH, BKIIOUHTENHO BancapTaH (Bx. Touka 4.8). Te3u nauMeHTH MMaT KOpeMHa 00JIKa,
rajieHe, OBPbIUAHE W AHapus. CHMNTOMUTE OTILYMABAT C/IEA NPEYCTAHOBABAHE HA AHTHOTEH3HH I
PELENTOPHUTE AHTATOHUCTH. AKO C€ AUATHOCTHIHPA HHTECTHHANCH AHTHOCNEM, NNEYEHHETO C
pajicaptaH TpabBa Ja ce peyCTaHOBH H Ja Ce 3ano4He NOAXOAALIO HAaOMIOASHHE 10 MBIHOTO
OTIIYMABAHE HA CUMITTOMHTE.

CHCTEMEH IYITYC EPUTEMATOAEC
C1o611aBa Ce, Ue THa3UAHNTE AHYPETHIM, BKIIOUHTENHO XHAPOXNOPOTHA3HKL, MOTAT @ 000CTPAT HiH

113 aKTUBHPAT CHCTEMEH JIYIYC epUTeMaToacc.

Jpyru MeTabOJUTHH HAPYLIEHUS

THa3WIHUTE JHYPETHIIM, BKIIOYHTEHO XHAPOXJIOPOTHA3HA, MOTAT Ja HapylUaT rIOKO3HUA TONEPaHC
W a NOBMILAT CEPYMHHUTE HMBA Ha XONECTEPO, TPHITIHUEPHIHN M MUKOYHA kKHcenuHa. [1pn nauuenTu
¢ nuabeT Moxe J1a € HeoOX0AUMO KOpPUTrHpaHe Ha /103aTa Ha HHCYJIMHA WK Ha NEpOpaiHOTO
XMITOFIMKEMHYHO CPEACTBO. THa3HAHMTE AHYPETHLM MOraT JIa MOHKKAT EKCKPELMATA Ha KaJILWH B
ypPHHATA U J1a JOBEAAT 0 HHTEPMHTEHTHO JIEKO NIOBHLIABAHE HA HHBATA Ha CCPYMHHA Ka/lMH Npy
NYNca Ha YCTAHOBEHO HapylUeHue Ha xanuueBus MeTabonuasyM. M3paseHaTa XHIEPKATUMEMHUS MOXKE
na € JOKAa3aTeNICTBO 3a NoANexkall xunepnapatupeouansvm. [IpueMbT Ha THasSMAHK AHYPETHLH
Tpa6Ba na Objie NpeKpaTeH Npein NPOBEXKAAHETO HAa U3CICABAHNA HA NAPATHPEOUAHHUTE (YHKLIUM.

PoTOUYBCTBUTEIHOCT

Cno61uara ce 3a cJiyyan Ha peakuyy Ha POTOUYBCTBHTEAHOCT [IPH NPHEM Ha THa3UAHH AHYPCTHLIM
(BX. To4Ka 4.8). AKO peakLiiaTa Ha GOTOUYBCTBHUTEIHOCT Bb3HHKHE B XO/1a HA JIEYEHHUETO, CE
MpenopLUBa CNUPaHe Ha JICHEHHETO. AKO CE CUMTa 33 He00XOAMMO NOBTOPHO NPHJIaraHe Ha
NAUYPETHKA, Ce MPEeNopbYBa 3aLHTa HA 0DNACTHTE, HIOKEHH Ha CITBHUE WIH H3KYCTBEHA UVA

CBCTHHHA.

bpeMeHHOCT

He Tpa6Ba Ja ce 3anousa neveHue ¢ aHruotTensuH 1l peuentopuu dnokepw (APDB) no Bpeme Ha
GpemenHocT. OCBEH ako MPOLbKMTENHATA Tepanus ¢ APb ce npeleHn KaTo ChIIECTBEHA, ICYCHHETO
Ha NALIMEHTKH, KOHTO IU1aHyBaT OpeMEHHOCT, TpAbBa Ja Obae 3aMEHEHO € ANTEpPHATHBHO
AHTHXMIEPTEH3UBHO JI4EHHE C YCTAHOBEH MPOoun Ha H6e30MacHoCT 3a ynotpeba no Bpeme Ha
6pemenHocT. [Ipn ycraHoBABaHE HA OPEMEHHOCT JIEYEHHETO ¢ APE TpabBa ne3abaBHO na ce
MPEeyCcTaHOBH M J1a CE 3aM04He aITEPHATHBHO JICYCHHE, aKO € NOAXOAALIO (BXK. ToukH 4.3 U 4.6).

Ob6y
HeoOX0QUMO € NOBHILEHO BHHMaHKE NIPH NALIMEHTH ¢ NpeLISCTBALLAa CBPBXHYBCTBHTE/THOCT KbM
npyru anruoteHsuH 11 peuenropHu 610kepy. PeakunHTe Ha CBPBXYBCTBUTEIHOCT KbM

XHAPOXJIOPpOTHA3HUA Ca 110-BEPOATHH ApH NAaHKUEHTH, CTPaAalllH OT ANICPIUi KWK aCTMa.

XoponaaieH W3IKB, OCTPa MHONHS ¥ BTOPHUYHA OCTPA 3aKPUTOBLI'bIHA r1ayKOMa

Xuapoxn0poTHAa3KA, KaTo cyl(GoHaMHU], Ce CBBbP3Ba C WAMOCHHKPAaTHYHA peaKling BOAeLa 10
XOPOMJAIEH M3NHKB ¢ AedeKT Ha 3PUTENHOTO Mone, 0CTpa NpeXoHa MUOMKA H OCTPA 3aKPUTOERIb/IHA
rnaykoMa. CHMITOMHTE BIJTIOUBAT BHE3ANTHO CHJIHO HAMAJICHA 3PUTE/THAa OCTPOTA WK OoNiKa B OUHUTE
¥ OOMKHOBEHO CE NMOABABAT B pAMKHTE Ha HAKOJIKO 4aca A0 CEAMHULM OT 3afl04BaHE Ha JicY .
HenkeypaHaTa ocTpa 3aKpUTOBIB/IHA 11aYKOMAa MOXE J1a JOBEAE 10 NOCTOSHHA 3aryba a@ﬁﬁﬂ%{,
TepanuaTa ¢ XHAPOXJIOPOTHA3MA TPAOBA Aa Ce IPCKPATH BE3MOXHO Hal-0Bp30. Mox a-i:}g"ﬁang?ign “0)'
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JBoiina 610Kaja HA PEHHH-aHTHOTEH3NUH-aNA0CTEPOHOBaTa cHeTema (PAAC)

Mma naHHH, ye enHoBpeMeHHaTa ynotpeba na ACE uHxubutopH, aHrnotensus ll-peuentopHu
GII0KepH WIH ATHCKUPEH NMOBHILABA PUCKA OT XHMOTOHHSA, XUIICPKAIHEMHA 1 HAMaNABaHE HA
616peunara GyHkuma (BKIouUTENHO ocTpa 650peyna neaocTaTeuHOCT). [lopaau ToBa He ce
npenopb4Ba ABoiiHo Gnokupane Ha PAAC upe3 komOunmpanara ynotpeba Ha ACE nnxubutoph,
aHrHoTeH3uH I[-peuenTopHu 6J0KepH WK ANUCKHPEH (BX. TOYkH 4.5 K 5.1).

AKO Ce NpeLEeHH, Ye TepanuaTa ¢ JBoiiHo GnokupaHe e abcomoTHo Heobxoanma, Toa TpsdBa aa
CTABA CaMO MO HAOJIIOEHHETO HA CIELHATMCT M NPH YECTO BHUMATEIHO MOHHTOpUpaHe Ha
6p0OpedHaTa QyHKIMA, EJIEKTPONHTHTE H KPBBHOTO HallAraHe.

ACE uHXMOUTOPH K aHrnoTeH3uH l[-penentopry O6510KkepH He TPSOBA Aa ce M3NON3BAT CAHOBPEMEHHO
[py nNaL{eHTH ¢ AMabeTHa HeponaTus.

HeMenaHOMEH paK Ha KOXKaTa

B nse eNMMAESMMONOrHYHHN NIPOYUBAHHA, OCHOBABALIH C€ HA IATCKUA HAaLMOHAIEH PAKOB PETHCTHD, €
HabnioAaBaH NMOBHKILEH PUCK OT HEMenaHOMeH pak Ha koxkara (HMPK) [basanHokiieTb4eH KapuuHOM
(BKK) 1 ckpamosHoknetrsueH kapuuHoM (CKK)] npu HapacTBailla eKCIO3ULIMA Ha KyMyJIaTHBHZ 1032
xuppoxnopotuasua (XXT3). @orocencubunnsupawnre epextr Ha XX T3 Morar fa AeHCTBAT KaTo
BeposSTEH MEXaHH3bM 3a pazsuTHe Ha HMPK,

[launeHTHTE, MPHEMAILIH XHAPOXIOPOTHA3NA, TpaOea Aa 6baaT HHpopMHUpaHH 3a pucka oT HMPK u
CHBETBAHH PEJOBHO J1a MPOBEPSBAT KOXKATA CH 32 HOBH JIE3MH U He3a0aBHO /1a CHOOIIABAT NPH NOABA
Ha MOAO3PUTEHH KOXcHHM Je3un. Ha naumenTrre TpaOBa oa ce npenopbyaT Bb3MOKHHU MPEBAHTHBHH
MEPKH, KATO OrPAHHUEHO U3JIaraHe Ha CTbHYEBA CBETVIMHA W YJITPABHOJICTOBH JIBYH, a B ClTyHaH Ha
eKCNO3ULIMA, MOAXOAALIA 3a11KTa, 32 J1a C& CBEIE 1O MMHUMYM PHCKBLT OT PaK Ha KOXKara.
[Mopo3puTenHUTE KOKHY JIe3HH TpAOBa fa 6bAaT MOANOKEHH HA He3a0aBHO H3C/E/IBaHE,
[OTEHLMANHO BKJIIOYBALLO XMCTONMOrHYHH H3caeABaHuA Ha DMoncHuny Marepuany. [lpepasraexaane
Ha ynorpe6aTta Ha XXT3 MOxe 4a ce HaloXKy W NPH NaLKEHTH, KOMTO ca WMann npeaxoaeH HMPK
(BX. ¢BLLUO TOYKa 4.8).

OcTpa pecnupaTopHa TOKCHIHOCT

Ciea npHeM Ha XHAPOXJIOPOTHA3HA Ce CHOOLLIABAT MHOTO PEIKH TEXKKH CYWaH Ha OCTpa
PECIUpPATOPHA TOKCHYHOCT, BKIIOHMTEHO OCTBP pecnuparoper auctpec curapoM (OPJIC). Cnen
OpHEM Ha XMAPOXJIOPOTHA3U OOMKHOBEHO ¢e pa3BuBa 06enoipobeH OTOK B PAMKHTE HA MUHYTH IO
yacose. B HAUAIOTO CHMITTOMHTE BKJIFOMBAT AUCIIHESA, [TOBHILIECHA TEMIIEPATYpa, BIOLIABaHE Ha
Genonpobrata dyukums U xunotouus. [Ipu cemuenue 3a ARDS TpsabBa na 6bae cnpsH NIPHEMBT Ha
Co-Diovan u fa ce NpHIOKH NOAXOAANIO JieueHHe. XHUAPOXIOpOTHA3U He TPAOBa a ¢e mpusiara fpu
NalHeHTH, KOWTO NpeAH Toea ca nony4asannd OPJIC cnea npueM Ha XUAPOXJIOPOTHASUAL.

4.5 BianmoaelicTBHE ¢ IPYI'H JEeKAPCTBEHH NPOAYKTH H APYrd GOpMH HA B3aHMOeHCTBHE

B3auMoaeHCTBHS, CBBP3aHHU C BaJicapTaH H XHWIPOXNOPOTHAIUI

He ce npenopvusa ednogpemenna ynompeba

Jumui

O6paTuMo MOBUILABAHE Ha CEPYMHHUTE KOHLEHTPALMK Ha IMTHH U TOKCHYHOCT ca CbhoOlleHH NpH
eaHOBpeMeHHaTa ynoTpeba na nutuii ¢ ACE nnxnburopw, anruotensuH Il peuentopru OJiokepH UK
THA3UIHH JAMYPETHUM, BKIIIOUHTETHO XHAPOXJI0pOTHa3HA. Thi KaTO THA3HAHNTE AHYPETHLIM
HaMasaBaT 6BLOPEeYHHS KNIMPBHHC HA JIMTHH, Ce NPeanoaara, 4¢ pbCeKbT OT JIMTHEBA TOKCHYHOCT MOKE
na 6bae nosuien aomsiaruTenHo ¢ Co-Diovan. [lpenopbusa ce BHUMATENHO ClIEICHE HA CEPYMHHTE
HHBa Ha JTWTHH, aKo ce NpeileHH, ye KOMOHMHaLHATA € HeoOXoauMma.




Heobx00umo e noguuieo 6HUMAarue npU eOHoépeMerna ynompeba

Hpyeu anmuxunepmen3uanu azenmu

Co-Diovan Moxe Aa NTOBHUIH €DHKAaCHOCTTA Ha APYTH IEKapCTBa ¢ AHTHXHIEPTEH3UBHH CBOUCTBA
(Hamp. rBaHETHIMH, MeTUnoNa, Basosunaratop, ACE MHXHOUTOPH, AHIHOTEH3HH PELENTOPHH
6nokepu (APB), GeTa-Onokepy, KallHEBH AHTATOHUCTH) H NIUPEKTHH PEHHHOBH nHxubutopu (JAPH).

Ipecopnu amunu (Hanp. HOpaApeHavH, aPEeHaIHH)
BB3MOXHO € HaMaJISBaHe Ha OTrOBOPa KbM NPeCOPHH aMMHU. KIIMHHYHOTO 3HAYEHHE HA TO3H e(EKT €
HEyCTAHOBEHO M HEA0CTaTB4HO, He Aa OBbIAT CNIPEeHH.

Hecmepoudnu npomugosvsnaiumennu cpeocmea (HCIIBC), exmoyumenno cenexmusnyu COX-2
unXUGUMOPY, ayemwicaltuyuroga xucenuna >3 g/onesno u neceaexmuenu HCIIBC

HCTIBC morat aa oTc/1abaT aHTUXMIIEPTEH3UBHUS eekT KakTo Ha aHrHoTeH3uH Il penentopHuTe
AHTATOHMCTH, TaKa U Ha XHIPOXJIOPOTHA3KAA NPH €AHOBPEMEHHO NpUIoXKeHHe. OCBEH TOBA,
enHoBpeMeHHOTO npunarane Ha Co-Diovan n HCIIBC Moxe na aoBene A0 BAOIABAHE HA
6n6peunarta GyHKUMA NOBHILIABAHE HUBATA HAa CEpyMHMs Kaynit. [lopaau ToBa ce npenopnisa
npocneasBaHe Ha 6LOpeuHaTa GyHKUMA B HAUANIOTO Ha JIEYEHHETO, KAKTO M aNCKBATHA XHIpaTaliMs Ha
NaLUEHTA.

B3auMoeNCTBHA, CBbP3aHH ¢ BajlcapTaH

[sotina 610kada na penun-anzuomensun-aroocmeponosama cucmema (PAAC) c APS, ACE
UHXUOUMOPU WY QTUCKUDEH

JIaHHH OT KIMHH4YHH NPOYYBaHUS MOKA3BaT, Y€ ABOHHOTO ONIOKHpaHe Ha pEHHH--aHTMOTEH3HH-
anpocrepoHoBara cuctema (PAAC) upes kom6uHKpanaTta ynotpeba Ha ACE uHxubuTopH,
aHrHoTen3ud [l-pelenTopHu 61OKEPH WIH AMMCKUPEH C€ CBBP3Ba ¢ NO-BUCOKA HECTOTa HA HEXETAaHH
cHOUTHA, KATO HATIPUMEDP XHITOTOHUS, XMIIEPKATHEMHA U HamalaBaHe Ha ObOpeyHaTa QyHKLHA
(BKIIOUHMTENTHO ocTpa Oh6peuHa HEAOCTATHYHOCT), B CpaBHEHHe ¢ yrioTpebara caMo Ha €HO
cpeacTBo, netictaiio pupxy PAAC (Bx. Touku 4.3, 4.4 1 5.1).

He ce npenopvusa ednogpemenna ynompeba

Kanuii-coxpanasauyu ouypemuyu, xameeu 006agxu, 3amecmumenu Ha CONmMa, CbObPICAUY Kaiuu uiu
dpy2u cybemanyuuy, xoumo 6uxa Mo2u 0a HOGUWAM HUBAINA HA KATUU

AKO C€ NPELEHH, Ye € HeOOXONHM JIEKAPCTBEH NPOLYKT, KOHTO 3acAra KanueBUTE HHBA B KoMOUHaLKA
C BaJCapTaH, MPENOpPbUBA Ce CIeIeHE Ha MIa3MEHUTE HUBA HA KaHMH.

Ipancnopmepu

MH BHTPO JaHHHK NOKA3BaT, 4e Bajicaprad € cyOCcTpar Ha TPaHCTIOPTEPHTE 32 YePHOAPOOHO 3aXBallaHe
OATP1B1/CATP1B3 u Ha uepHoapobuusa edmyke Tpancnoprep MRP2, KnuHHYHOTO 3HAYCHHE HA
Ta3M HAXO/Ka He & W3BecTHO. EqHOBpPEMEHHOTO NPUNOXKEHHE Ha HHXUOHTOPH HA TPAHCTNIOPTEPUTE 34
saxpaiane (Hanp. pudaMNuH, UHKIOCTIOPUH) WIH Ha eIyKC TPaHCIIOPTEPUTE (HaNp. PUTOHABHD)
MOKE /12 OBHUILM CUCTEMHATA EKCNO3ULIMA HA BajicapTaH. [lpeanpuemMere noaxoasuly rpyuxu npH
3anouBaHe WM MPEKPATABAHE HAa CHITBTCTBALLO JICUCHHE C TaKHBA JIEKApCTBA.

Jlunca na e3aumooeucmeus

[Tpu npoyuBaHHs 33 IEKApCTBEHH B3aUMOJEHCTBHS C BAJICApTaH HE €a yCTAHOBEHN KINMHUYHO
3HAYHMH B3aUMOAEHCTEHA MEXIY BAJICAPTAH M HAKOE OT CIIEAHUTE BEUWIECTBA: LIMMETHAMH, BapdapHH,
$bypo3eMual, AUrOKCHH, AaTEHOIOJ, HHIOMETALMH, XHAPOXIOPOTHA3HI, aMJIOAHIINH, rMUOeHKIaAMUA.
JTUroKCHH M HHAOMETAUMH MOTAT fia B3aMMOAEHCTBAT ¢ XHAPOXJIOPOTHA3HAHATA KOMIIOHEHTA Ha Co-
Diovan (Bx. “B3auMoaeiicTsna, CBbP3aHH ¢ XHAPOXJIOPOTHA3KA™).
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B3anMoAeHCTBHA, CBBP3aHY € XHAPOXNOPOTHA3HA

Heobx00umo e noguwieno 6HuMarnue npu eCHoGpeMeHna ynompeba

Jlexapcmeenu npooyKmu, NOGRUAEAU{U HUBOMO HA KAIUY.

X MNoKaTHEMUUHHUAT eeKT Ha XMAPOXJIOPOTHA3HIa MOXKeE [1a C& NOBHILH NPH €AHOBPEMEHHOTO
NPUNOXKEHHE HA KaNui-rybein JHypeTHLH, KOPTUKOCTECPOHIIH, JIAKCATHBH, ACTH, am¢oTepuLiuH,
kapBeHOKCOOH, neHHUWIHH G, CATMLIMNO0BA KUCEJIHHA U NPOH3BOIHHTE K.

AKo e HeOBX0AMMO MPEATMCBAHETO Ha TE3H IEKAPCTBEHH NPOAYKTH €NHOBPEMEHHO ¢ KOMOHHaMATA
XHIPOXJIOPOTHAH/I-BAICAPTaH, CE NPENOPbUBA MOHUTOPHPAHE HA [U1a3MEHHTE HUBA Ha Kaus. T€3u
IEKapCTBEHHM NPOIYKTH MOraT 1a NOTEHLMPAT eeKTa Ha XMAPOXJIOPOTHAZHA BbPXY CEPYMHMUA KANHH

(Bx. TOuKa 4.4).

Jexapcmeenu npodykmu, koumo Mozam 0a npeoussuxam torsades de pointes

[Mopany pucKa OT XMIIOKAIMEMHA XUAPOXJIOPOTHA3UA TpAOBa fa ce mpuiara ¢ MOBHULIEHO BHUMaHKE

[pY €AHOBPEMEHHO MPHIIOHKEHHE C JIEKAPCTBEHH NIPOTYKTH, KOMTO MOTAT NMPEAH3BHKAT torsades de
pointes, Haii-Beue Kiac la u knac 111 aHTHApUTMHLK H HIKOH AHTHIICHXOTHLH.

Jlexapcmeenu npoOyxkmu, ROGIUABAWU HA CEPYMHOMO HUBO HA Hampuu

E(heKTbT Ha XMIIOHATPHEMHS Ha AMYPETHLMTE MOXE /1a C€ 3aCHiIH NPH EAHOBPEMEHHOTO NPUIIOKEHHE

C JIEKApPCTBA, KATO AHTHAENPECAHTH, aHTHIICHXOTHLIM, aHAHENHWIANTHLHM H T.H. Heobxooumo e
BHHUMaHHE NPH NPOABJLKHTENHO JICUEHHE C TE3H [IEKAPCTBA.

[ueumanucosu 2Auko3uou
Tuasna-MHAYLUMPpaHA XUIIOKATTHEMHS WIIH XHITOMarHe3ueMus MoraT Jia C€ H3ABAT KaTO HEXKC/IaHH

PEAKiIHH, YIeCHABAHKH HAYAM0TO Ha IHTHTATHUC-HHIYIMPAHH CHPAEYHH APUTMHH.

Kanyuesu conu u eumamun D

[pHIaraHeTo Ha THA3HWAHM AHYPETHLIH, BKIKOYNTENHO XHAPOXJIOPOTHA3HA, ¢ BATAMUH D WK C
KAJILIHEBU COTM MOXKE J1a MOTEHLIMPA MTOKAYBAHETO Ha CepYMHHa Kalluui. EAHOBPEMEHHOTO
MPIIOKEHHE HA THAZHAEH THI ANYPETHLIM C KATIIMEBH COJTH MOXE J1a IOBE/IE 10 XUTIEPKATILIMEMHA
[IPH MALUEHTH, NPEAPA3NONIOKEHH KM XHIepKanuuemMus (Hanp. XMnepnapaTapeousbm,
3JJOKAYECTBEHO 3a00ABaHe WM CHCTOSHUA OMOCPeICTBaHM OT BUTaMHH D) upes noprliaBaHe Ha
TyOynHaTa peabcopOums Ha KaLus.

Aumuduabemnu nexapcmea (11EPOPAITHM CPEACTBA U HHCY/IMH)

TUA3HAHMTE AMYPETHIIH MOXE 12 OKaXAT BIUAHHE BbPXY DIIIOKO3HHA TonepaHc. Moxe na e
HEOOXOAHMO KOPHUIHMpPaHE Ha JO3HTE.

MetdopMmuH TpsGBa Aa ce IPHEMa C NOBHIIEHO BHUMaHHE NOPaay PUCK OT JIAKTaTHa alyio3a,

MHIYLMpaHa OT B3MOXKHA GyHKLMOHANHa ObOpeUHa HE0CTAThUHOCT, CBBLP3aHa C
XHIpOXJIOPOTHA3HA.

Fema-610Kepu u OUQ3oKcuo

ETHOBPEMEHHOTO MPHJIOKEHHE HA THA3HHK MY PETHLM, BKIIOUHTEHO XHAPOXTIOPOTHAZHA, U
Gera-OnokepH MOXe 1a NOBHLIM PHCKA OT XUNEpraukemMus. THasHAHNTE AMYPETHIIH, BKTIOUHTENHO
XHAPOXJIOPOTHA3HI, MOTAT A MOBHINAT XHNEPrIHKEMHYHHA €(PEKT HA IHA30KCHA.

Jlexapcmeeny npodyxmu, npunazany 3a Aevenue na nooazpa (NpobeHeuna, CyIpHHNHPA3sOH M
aJtoImy pHUHOIT)

B1IMOXKHO € /] C€ HATIOXKH KOPUrMpaHe Ha 103aTa Ha YPUKO3YPHUYHHTE CPEACTBA, ThH KaTo
XHAPOXAOPOTHA3MA MOXKE Ja ITOKAYH HHBATA Ha CepyMHATa IMKOYHA KHUCENHHA. Moxe na ¢
HEOBXOAMMO [1a CE YBEJIMYH 103aTa Ha NpoGeHeLn 1 CYNdUHIINPa3oH. EAHOBPEMEHHOTO NpUJiar
Ha THA3MIHY JHYPETHLUM, BKIOYHTEIHO XWIPOXIOPOTHA3U]L, MOXKE [a NOBHIIKN YECTOTATA H
pEAaKLIHMTE HAa CBPbXYYBCTBHTENHOCT CIPAMO AJIOIY pUHOIL.




AHMUXOTUHEP2UYHY AEKAPCMEEHY NPENapamu u Opy2u AeKapcmeeHy RPOOYKMY, NOGIUA6auiuU
CIMOMAWHUS MOMUTUMEM.

BHOHAITHYHOCTTA HA THA3HAHUTE QHYPETHLIH MOXKE Aa C€ MOBUIUW OT AaHTUXOAHHEPIrHYHHTE
NIEKapCTBEHHU MPOAYKTH (Hanp. aTponuH, OUNUMpeMH), BEPOATHO NOPaaH HamManiaBaHe Ha MOTHUIIHTETA
Ha CTOMAILHO-YPEBHMA TPaKT M 3a0aBAHe Ha BPEMETO 3a U3Npa3BaHe HA cromMaxa OOpaTHO, o4aksa ce
NPOKMHETHYHWUTE JIEKAPCTBa, KATO LM3aMIpHJ Aa NOHWKAT OHOHATIHYHOCTTA HA THASHIHHTE

JAHYPETHLIM.

Amarnmaoun
THa3sHAHUTE AHYPETHLH, BIJTIOHUTEAHO XHAPOXIOPOTHA3K, MOTAT J1a MOBHIUAT PHCKA OT HEXEIIAHH
peakUuuH, NPHYAHEHH OT aMaHTAIHH.

Hornoobemuu cmonu

AGcopObuMaTa HA THA3UIHUTE JUYPETHLIM, BKIIOYUTEIHO XUIPOXJIOPOTHA3HA, C€ HaMAIABaA OT
XONecTHpaMHH U xonecTunon. Tosa MoXe na J10BEAE A0 cyO-TepaneBTHUYEH €PEKT HA THA3UAHHTE
auypetnun. Obaue, pasnpeneasHETO HA 03aTa XHAPOXIOPOTHA3H] H CMONIA, TAKA, Ye
XHAPOXJIOPOTHA3K] Ja ¢€ Npwiiara Hai-Maako 4 yaca npeay Wi 4-6 yaca cnepn NpUIIOXKEHNETO Ha
CMOJIH, MOXe Aa CBele 10 MHHUMYM B3aUMOJICHCTBHETO HM.

LJumomoxcuunu aexapcmeeru npooyKmu

THA3NAHATE AMYPETHLN, BIJTIOUMTEIHO XHAPOXJIOPOTHA3M/, MOTaT a HaManaT ObbpeuHara
eKCKpELHA Ha LIMTOTOKCHYHHUTE JIEKAPCTBEHH NPOAYKTH (Hamp. uMinogocdhaMu, METOTPEKCAT) U Ja
NOTEHLMPAT TEXHHTE MUEIOCYNPECHBHH €QEKTH.

Hedenonapusupawu cKkeaemuomMycKyanu peraxcarumu (Hanp. TyOOKypapuH)
THa3uAHNTE NNy PETHLIM, BKIIOYMTETHO XHAPOXIOPOTHA3H], MOTEHUMPAT NIEHCTBHETO HA
CKEAETHOMYCKYJIHMTE PEIaKCaHTH, KaTo NPOXW3BOJAHUTE HA Kypape.

Huxnocnopun
EHOBPEMEHHOTO MPHNAraHe ¢ LUKJIOCTIOPHH MOXeE A2 NOBHILKN PHCKA OT XHNEPYPUKEMHS U

yCJIOKHEHHS Ha rnojarpara.

Anxoxon, 6bapbumypamu uiu HAQPKOMUYHU Geujecmeda

EAHOBPEMEHHOTO NPHIIONKEHHE HA THA3HAHK JHYPETHLUH CbC CHOCTAHLIMK, KOHTO ChILO NPUTENKABAT
MOHKKABALLl KPBBHOTO HasiAraHe edekT (Hamp.49pe3 HaManiaBaHe akTHBHOCTTA Ha CHMNATHKOBATa
HEPBHA CHCTEMA WJIM IMPEKTHATA Ba30MIATATOPHA AKTUBHOCT) MOKE IaMOTEHLIMPA OPTOCTATHYHA
XHIMOTOHHA.

Memunoona
Mma n301Mpany CHOOLIEHHS 3a ClIy4ad Ha XEMOJIMTHYHA aHEMUS TIPY €AHOBPEMEHHO MPUJIaraie Ha

METHJIAOMA H XHAPOXJIOPOTHAZHA.

Kapbamazenun

[MatueHTHTE, NpHEMALIHM XKAPOXJIOPOTHA3HA €HOBPEMEHHO ¢ KapbamasefliH, MoraT Aa pa3sBusT
xunoHarpueMus. [opaav Ta3u NpUYMHA TAKHWBA NAUMEHTH TPAOBa fa OBAAT npeaynpeacHH 3a
BBE3MOXKHOCTTA OT XMIIOHATPUEMUYHH peakL¥H H 1a ObIaT BHHMATEIHO NPOCIcAiBaHH.

Hoownu xonmpacmnu cpeocmaa

B ¢cnyyail Ha AMypeTUK-HHAYLIMpaHa IeXHapaTauus ¢ Hanuue NOBHLICH PUCK OT OCTpa O1LOpeuHa
HEIOCTATHYHOCT, OCOGEHO NMPH BUCOKH jI03H Ha HoaHuA npoaykT. [Tauuenture Tpadsa aa ce
peXyUApaTHPAT NPEAH MPHIAraHETO Ha HOAHH KOHTPACTHH BELLECCTBA.




4.6 BpeMeHHOCT, KbpMeHe H GepTHIHTET

bpemennocm

BancapraH

Vnorpe6ata Ha anruotensun II peuenropHun 6niokeph (APb) He ce npenopbuBa Npe3 MbpBU
TpuMecThLp Ha GpeMenHocTTa (BX. Touka 4.4). Ynotpebara Ha APb e npoTHBonoka3sana npes BTOpHA
M TPETHS TPUMECTBP Ha OpeMeHHOCTTA (BXK. TOHKH 4.3 1 4.4).

EnuaeMUOJIOrHUHKTE JAHHM 3a PUCKA OT TEPATOr€HHOCT cnef ekcnosuuns Ha ACE uaxubuTopu npes
AbLPBHSA TPUMECTLP HA GPEMEHHOCTTA HE €a OKOHUATE/THH; He3aBHCUMO OT TOBA HE MOXE J1a Ce
M3KJIFOUM JIEKO NOBHMLIEHHE Ha pUCKa. BhnpekH ye HAMa KOHTPOJIMpaHH eNKACMHOIIOTHYHH NAaHHH 33
pucka oT anruoteH3uH II peuentopHu Gnokepu (APB), mogoben prck MoXe 1a ChLIECTBYBA NPH TO3M
knac nexkapcrsa. OCBeH B CiTyyaid ue TepanusaTa ¢ APb ce npeueHsBa KaTo MHOro BaXkHa,
MaLMEeHTKHUTE, KOUTO IUIAHYBAaT OpeMEHHOCT, TPAOBA J1a MPEMHHAT Ha aNTEPHATHBHO
AHTHXHIIEPTEH3KBHO NeueHKe ¢ A0Ka3aH npodui Ha GezonacHoCT 3a ynoTpeba npu bpemenHocT. 11py
yCTaHOBABAHE Ha OpemeHHOCT JieueHHeTo ¢ APB Tpabsa na ce npeycTaHOBH He3abaBHO U NpH
HEOOXOAHMOCT J1a C€ 3anO4HE ANTEPHATUBHA TEPANHA.

HU3pecTHO €, 4e eKcno3uuuaTa Ha Tepandd ¢ APb no BpeMe Ha BTOpHA H TPETUA TPUMECTHP Ha
6peMeHHOCTTa MPHYNHABA GETOTOKCHUHOCT MpPH Xopa (noHikeHa ObopetHa GyHKuus,
ONUrOXHAPAMHHOH, 3a6aBeHa OcH(UKALM HA YePEna) W HEOHATAJIHA TOKCHYHOCT (ObOpeiHa
HEOCTATBUYHOCT, XMITOTOHUA, XHNepKaIueMus ) (Bx. ChLI0 TOYKaA 5.3).

B cnyuaii Ha ekcniosuis Ha APB cren BTopHs TpAMECTBp Ha OPEMEHHOCTTA Ce Mpenopbyka
yATpa3ByKOBa NpoBepka Ha ObOpedHaTa QyHKIMS U Yepena.

Hoeoponenu, uunto Maiiku ca npuemanu APB, Tpabsa na 6baar BHUMaTEHO HabIIONaBaHH 32
XxMNOTOHHS (BXK. CBIUO TOUKH 4.3 1 4.4).

XHIPOXJIOPOTHA3HA

Hanuue € orpaHH4eH OfUT OTHOCHO ynoTpebaTa Ha XHIAPOXJIOPOTHA3U], MO Bpeme Ha OpeMEeHHOCT,
ocoBeHO Npe3 MbpPBUA TpuMecTsP. I1pOyUYBaHHATA NPH )KHBOTHH €A HENOCTATHEUHH.
XUAPOXJIOPOTHA3H]L TPEMUHABA Npe3 TUTaLeHTaTa. M3xoxaaiku oT hapMakonorsiHis MEXaHH3bM Ha
NeficTBUE Ha XHAPOXJIOPOTHA3K I, yrioTpebaTa My IMpe3 BTOPUA U TPETHA TPUMECTRP MOXKE Na HApPYIUH
dbeTonnauenTapuata nepdys3ua ¥ 1a aosenae 10 GpetanHu U HEOHATaIHH YCJIOXKHEHHA KaTo
JBITEHHLIA, HAPYLIEHHS Ha €NEKTPOAHTHHA GanaHc U TPOMOOLIMTONEHHS.

Kvpmene

JIunceaT AaHHM OTHOCHO ynoTpebaTa Ha BaJiCapTaH 1o BpeMe Ha KbpMeHe. XUIPOXJIOpOTHA3KA Ce
eKCKpeTHpa B KbpMmaTa. [Topaau Tasu npuyMHa He ce npenopbusa npuem Ha Co-Diovan no Bpeme Ha
kbpMeHe. [IpeanounTa ce aTepHATHBHO NIEHERHE C MO-100pe yCTaHOBEH NPOdHIT Ha 0€30MACHOCT MO
BpeMe Ha KbpMEHeE, 0COBEHO NpH KbPMEHE Ha HOBOPOJEHO MK HeJOHOCEHO bebe.

4.7 EdexTn Bbpxy cnocofnoctTa 3a modHpane H padoTa ¢ MAIIBKK

He ca npoBesknany npoyusanus 3a epexrure Ha Co-Diovan Bbpxy cnoco6HOCTTa 3a Lopupate
pa6oTa ¢ mammuau. Tpa6Ba fa ce MMa NpeaBUA, y€ NPH wWodupate U padoTa ¢ MALINHK € BE3IMOXKHO
MOHAKOra Ja HaCTBIAT 3aMasHOCT WIH YMOpa.

4.8 Hexenann JieKApCTBEHH PEAKIHH

HexenaHuTe NEKapcTBEHH PEAKLIKH, CHOOILEHN NPH KIMHUUHH NPOYYBaHUA H nabopaTop
HACTBIIBALLUM NO-YECTO MPH BANCAPTAH [LUIKOC XMAPOXJIOPOTHA3U] CIIPAMO MiaLedo, KakT
OTHENHHTE CHOBIIEHUS 110 BpEME Ha MOCTMAPKETHHIOBHS MEPHOA, €A NMPEACTABEHH N0-
CHCTEMO-OpPraHHH KiacoBe. HexxenaHuTe peakiLu, 3a KOWTO CE 3Hae, Y€ HacThNBAT NPH
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OTAENHUTE CHCTABKH CAMOCTOATENHO, HO KOMTO HE ca HabitoAaBaHH NPH KIIMHHYHHTE NpOy4BaHHA,
MOTAaT [a Bb3HUKHAT B X0Ja Ha JISHEHHETO C BaNCapTaH/XHAPOXIOPOTHA3HA.

Hexe1anH JIeKAPDCTBEHH PEaKIHH
He)xenaHure IeKapCTBEHH pEaKIHHK Ca MOAPEACHH MO Y€CTOTa, HaH-4eCTHTE ca ITbPBH, CHINIACHO

CliCAHATa KOHBeHiLMsA: MHOTO uecTH (> 1/10); uectu (= 1/100 to < 1/10); Heuects (= 1/1 000 to
< 1/100); peaku (> 1/10 000 no < 1/1 000); Muoro peaxu (< 1/10 000); ¢ HenwssectHa yecToTa (OT
HATTHYHWTE NAHHHW HE MOsKe Ja ObJie HanpaBeHa OLICHKA).

[IpK BCAKO rpyMUPaHE B 3aBHCHMOCT OT YECTOTATA, HEXEIAHUTE IEKAPCTBEHH PeaKiMh ce H30posBart
B HW3XO/AIll pel 10 OTHOLIEHHUE Ha TAXHATA CEPHO3HOCT.

Tabnuiia 1. YecTora Ha HEXEIAHWTE JIEKAPCTBEHHU PEAKLMH [IPH BANICAPTAH/XUAPOXIOPOTHA3H]L

Hapymenus #a MeTab0/1H3Ma H XPAHEHETO

HeuecTH Hexuaparauus

HapymeHHS HAa HEPBHATA CHCTEMA

MHoOro peaky 3amMagHOCT

HeuectH [TapecTesuu

C HeHn3BeCTHa 4eCcTOTa CuHkon

Hapymenns Ha ounTE

HeuectH 3aMBIrigBaHe Ha 3PEHUETO
Hapymenss Ha yXO0TO H JaOHPHHTA

Heuectu TuHuTyC

Cba0BH RapyIIeHHSA

HeuectH XHUNOTOHUA

PecuHpaTopHH, rPLAHE H MEAHACTHHAJIHH HAPYIIEAHA

HeuectH Kauinuua

C HeH3BECTHA YECTOTA Hexapaunorenen benoapoben oTok
CToMAIIRO-Ype¢BHA HAPYIICHHS

MHoro peaxu Jnapus

Hapyuwienns Ha MyCKYJIHO-CKEJETHATA CHCTEMA H CheAHHHTE/IHATA THKAH
Hevectn Muanrus

MHoro peaku ApTtpanrus

Hapymenns na 6u0pennre 1 RHKOYHHTE NBTHINA

C HeH3BECTHA YECTOTA Hapywena 61.0peuna dyukums
O6mu napymenns u epeKTn HA MACTOTO HA NPHJIOKEHHE

HeuecTH Ymopa

H3cnenpanng

C Hen3BeCcTHa YeCcToTa [MopyuiaBaHe HA CEPYMHHTE HHBA Ha NUKOYHA KHCEIHHA,

GUNUPYOHH U KPEaTHHHH, XUIOKATTHEMHSA, XMIIOHATPHEMHA,
MOBULLIABAHE Ha a30Ta B KPLBTA, HEYTPOTNIEHUA

JonbiHWTEIHA HHPOpMALIHA 38 OTAETHUTE CHCTABKY
HesxesnaHuTe peakinu, choOLIEHH 3a BCAKA OT OTACHMTE CHCTABKH, MOraT 1a ObAaT NOTEHUHATHH

HexkenaHy peakuum Ha Co-Diovan, sopH Aa He ca HaOnK0JaBaHK B X012 HA KIIMHHYHHTE NPOYYBaHHA
WK TIO BPEME Ha MOCTMAPKETHHIOBHA MEPHOA.

Tabnuua 2. YecToTa HA HEXXENAHUTE NE€KAPCTBEHU peaKliiy NPH BajicapTaH

HapymeHns HA KPLBTA H AEMOHATA CHCTEMA
C HeM3BeCTHA HECTOTA [ToHMXKaBaHe Ha XeMOornoOUHa, MOHNXKaBa

XeMaTOKpHTa, TPOMOOLIMTONEHHS
HapyuieAus Ha HMYBHATA CHCTEMA

C HeH3BECTHA 4ECTOTA Hpyru peakuuy Ha
CBPBXYYBCTBUTEIHOCT/aneprus, 8K

cepymHa Bonect
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Hapymenus Ha MeTa00/IH3IMA H XPAaHEHETO

C Hen3BeCTHA Y€CTOTa [loBuinaBaHe Ha CEpYMHHA Kalluy,
XHITOHATPHEMM S

Hapyienns Ha yXoTO H JJa0MpHHETA

Heuectn CBETOBBLPTENK

C110BH HApYIIEHHSA

C HEeM3BECTHA YeCTOTa Backynur

CroMalIHO-YpPEeBHH HAPYIICHHA

Heuectn Kopemua 6onka

MHoro peaxu HUHTecTHHANIEH aHTHOEAEM

XenaTo-0HIHAPHH HAPYUICHHH

C HeW3BECTHA YeCTOTA [lopHilIEHHE HA MOKA3ATENUTE 3a YEpPHOAPOOHa
GYHKLMA

HapymeHHA Ba KOXKATA H NOAK0XKHATA ThKAH

C HeM3BECTHA 4ECTOTA AHruoeneM, Oyno3eH 1epMaTuT, 00pUB, Chpbex

HapymieHusi Ha 6b0penuTe # NHKOYHHTE MbTHINA

C HeHU3BECTHA Y4ECTOTA brOpeuHa HEAOCTATBUHOCT

Tabauua 3. YecToTa Ha HEXENAHUTE ACKAPCTBEHHU peaKUMH MPH XHAPOXJIOPOTHAZHA

XuApOXJIOpOTHA3K]L CE MPEANUCBA LIHPOKO OT MHOO FOJAWHH, 4ECTO B 103U, NMO-BUCOKH OT A03aT3,
npunarana npH Co-Diovan. CreqHute HeXe1aHH puakumMn ca 6unm ChOOILIEHH NMPH NaLMeHTH,
JIEKYBAHHU C THA3KWAHH AUYPETHUH, BKIIOUMTENHO XHAPOXIIOPOTHA3HA, KATO MOHOTEPANHA:

Heonna3Mn - 300poKavecTBEHH, 3710KAYECTBEHH H HeONpPeReIeHn (BKJI. KHCTH H
IOJIHNH)
C HeHn3BeCTHA YECTOTA HemenaHOMEH pak Ha Ko)kaTa

(6a3aIHOKJIETBYEH KapLIMHOM H
CKBaAMO3HOKJIETBUYEH KAPLIHHOM )

Hapymenus Ha KpbBTa H IHMHATA CHCTEMA

Peaku TpombGouuToneHus, MNOHAKOTa ¢ Imypnypa

MHoro peaku ArpaHyJIOLIMTO3a, JEBKONEHHUS, XeMOMMTHYHA
aHEeMH, KOCTHOMO3bYHA HEAOCTATBYHOCT

HapyuweHHA HA HMYHHATA CHCTEMA

MHoOro peaku PeakLiin Ha CBpPbXYYBCTBHTEITHOCT

Hapymenna Ha MeTa00/IH3MA H XpaHEHETO

MHOro 4ectH XunokanneMusi, MOBHILLIEHO HUBO HA JIMMUH B
KpBbBTa (OCHOBHO NPH BUCOKH A03H)

YectH XHnoHaTpHeMHS, XUTIOMAarHe3neMus,
XHIEPYPUKEMHUS

Penkwu XunepxanuueMus, XUNeprinKeMus, roKo3ypus
U BJIOILABaHE HA JHadeTHOTO METAbOMNTHO
CHCTOAHUE

MHoro peaku XHUnoxjopeMHYHa ankKanosa

HcHXHIHH BAPYIIEHHS

Penku Henpecus, HapyLLUeHHA HA ChHA

HapymeHdsd HA OYHTE

Peaxu 3pUTENHH YBPEXKIaHHA

C HeuW3BeCTHa 4YecToTa XoponaaneH U3lIUB, OCTPa 3aKPUTOBIbIIHA
rnaykoma

HapylieHHs Ha HEPBHATA CHCTEMA

Penxwu I'narobonue
CobpaeyuHH HapymeHHS

Penku CbpaeyHH apUTMHUH
Ch10BH HAPYIICHH A

YecTH [TocTypanHa XUIIOTOHUA
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PecnnHpaATOPHH, IPbAHH B MEJHACTHHA/IHH HAPYIIEHHSA

MHoro peaku Octnp pecnupaTopeH auctpec cHBIpoM (ARDS)
(BX. TOuKa 4.4), pecriupaTOpPEH IUCTpEC,
BKJIIOYUTETHO MHEBMOHHUT H 6enoapobeH OTOK

CroMamBo-u1peBHH HAPYIIEHHS

Yectu 3aryba Ha aneTHT, YMEPEHO raeHe U NMOBPbLUAHE

Penkun 3anex, CTOMALLHO-4YPEBEH JUCKOMPOPT, ANapHs

MHOro peaku [TaukpeaTHT

HapymeHnns na 606pennure H IHKOYHHATE IbTHINA

C HEU3BECTHA YECTOTA BnOpeuHo 3abonaeane, octpa 6p0peuHa
HEIOCTATBHHOCT

XenaToORNAHAPHA HAPYIIEHHS

Penku HuTtpaxenatansa Xo/necrasa Wil XbJITEHHIA

HapymeHus HA KOXKATa H NOAKOXKHATA ThKaH

YectH YpTHKapua ¥ ApyrHd BHaOBe 0OpuUB

Penku MoTOUYBCTBUTEAHOCT

MHOro peaku HekpoTH3upail BaCKYJIMT H TOKCHYHA

enuaepMaliHa HEKpOJIU3a, KOXeH JTyilyc, Mogo0HH
Ha JIYTTYC €pUTEMATOAEC KOXKHHM peakLiiH,
peaKTHBRALIMA HA KOXKEH NYITYC €pUTEMATOAEC

C HEN3BECTHA YECTOTa Epurema myntugopme
O6mH HapymeHan H ¢PpexTH Ha MACTOTO HA NMPHJIOKEHHe

C HeH3BECTHA 4eCTOTa [lupexcusa, acTeHHs
Hapyimenusa Ha MyCKYJHO-CKE/JETHATA CHCTEMA H CheIHHHTE/IHATA ThKaH
C HeH3BECTHA 4eCTOTA MycCKyJIHH cnia3Mu
HapymeHnunsa Ha Bb3NPOH3BOAHTETHATA CHCTEMA H I'bPAATA

YectH HUMNOTEHTHOCT

Onucanye Ha U36paHH HEXENAHU PEaKIIUH

HemenanoMeH pak Ha koxata: Bb3 0CHOBa Ha HANHYHMTE JaHHH OT €MIUAEMHOJIOHYHK MPOY4BaHHA €
HaGI0JaBaHAa 3aBUCHMA OT KyMYlaTHBHATA A03a Bpb3ka Mexay XX T3 u HMPK (Bx. ¢bLio Touku 4.4
Ho.l)

CrobluagaHe Ha IOAQ3HPAaHU HEXKEIAHH PEaKIIUU
Cro6LIaBaHETO HA MTOAO3MPAHH HEXENAHH PEakLMM CIe/l paspellaBaHe 3a ynoTpeOda Ha JIeKapCTBEHHS

MPOAYKT € BakHo. ToBa NM03BONRBA 2 MPOXBL/DKH HAGMIOIEHHETO HA CHOTHOLIEHUETO 0JI32/PHCK 32
NeKAPCTBEHHA NPOAYKT. OT MEAMLIMHCKHTE CMEUHAIMCTH CE U3HCKBA A ChoOUIaBaT BCAKA
MOLO3HPAHA HEXKENaHa peaKLUs Ype3 HAUMOHAIHHA perynaTopeH OpraH Ha anpec:

bwvarapni

HM3nbJHUTENHA areHLUd 1o AeKapCcTBaTa
yn. ,,Jlaman ['pyep” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaitT: www.bda.bg
4.9 Ilpenoznpane

Cumnmomu
[peno3npaHeTo ¢ BajicapTaH MOXE 1a IPUYMHU H3Pa3eHa XHIOTOHHMA, KOATO MOXE 1a IoBelie N0
[MOHMKABAHE Ha ICHOTATA Ha Ch3HAHMETO, UMPKYIATOPEeH KOJarc W/WIH WoK. B aonbaHeHHe, i
npe,uoaupaﬂe C xn,upoxmpomasu,uuaﬂra ChCTABKa MOraT Aa BRb3HHMKHAT CJIEAHMTE NpPH3HaLlH

APUTMHH H M}fCl{yJ'[HH CIa3MH.
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Jleuenue

TepaneBTHUHHTE MEPKH 3aBHCAT OT BPEMETO Ha MPHEM Ha AE€KAPCTBOTO H BHIA M TEXKECTTA HA
CHMITTOMMTE, CTAOUNU3MPAHETO HA LIMPKYJIATOPHHA CTATYC € OT MBPBOCTENEHHA BAXKHOCT.

B cnyuait Ha XMIIOTOHHA NALMEHTHT TPAGBA Aa 6bAe NOCTABEH B JIEMHANO MONOXEeHHe M Obp30 Aa ce
3aMIOYHE BJIMBAHE HA 00eMO3aMECTBAIlM U COJIEBH Pa3TBOPH.

BancapTaH He MOXe Ja Gbae OTCTpaHEH UpPE3 X€MOMAIN3a NOpan CTaOUNHOTO My CBbp3BaHE C
I1a3MEHMTE NMPOTEUHU, OT Apyra CTpaHa ¢ JHali3a MOXe Aa C€ MOCTHI'HE KIIHPBHC Ha
XUAPOXJIOPOTHAZH.

5. ®APMAKOJIOI'HYHHU CBOMCTBA
5.1 <®apmakoguHAMH'IHH CBOHCTBA

dapmakoTepaneBTHYHA rpyna: AHrHOTeH3HH 1] peuenTopHHY AHTAarOHUCTH ¥ IHYPETHLIH, BAICAPTaH H
nuyperuuid; ATC koa: C09D A03.

Bancapman/xudpoxaopomuasuo

B nBOHHO-CNAMNO, PaHJOMH3HPAHO, aKTHBHO KOHTPOJIMPAHO H3MUTBAHE NIPH MALUMEHTH, HEMOCTHIHAJTH
KOHTPOJI Ha apTePHaJIHOTO HalAraHe ¢ XuapoxnoporHasua 12,5 mg, ce Habnionasa CHrHU(HKAHTHO
MO-ronsMa peAyKius Ha CpeaHoTo cucronno/anactontio AH ¢ komOMHauuMATa
pasicaprai/xuapoxyioporuasun 160/12,5 mg (12,4/7,5 mmHg) B cpaBHeHMe C XUAPOXJIOPOTHA3HUA 235
mg (5,6/2,1 mmHg). B gonbiHeHue, MPOLEHTLT Ha MALUHMEHTHTE, NOBIHUANM ce OT Nevyennero (AH
<140/90 mmHg unu nonmwkenune Ha CAH >20 mmHg unv nonwxkenne va JIAH 210 mmHg), e
3HAYMMO TI0-BUCOK C Bancapran/xuapoxnopotyasua 160/12,5 mg (50%) B cpaBHeHHE €
xuapoxsopotuasug 25 mg (25%).

B nBOHHO-CAANO, pAHAOMH3HUPAHO, AKTUBHO KOHTPOJIMPAHO H3NHUTBaHE IPH MALMEHTH, HEMOCTUTHAIH
KOHTPOJI Ha apTEpHanHOTO HansraHe ¢ Baicapral 160 mg, ce Habnoaasa CHTHU(QUKAHTHO MO-roJisAMa
peNyKUHs Ha CPEAHOTO cucTonHO/AnacTonHo AH ¢ kombuHaLkATa BancapTaH/XHAPOXIOPOTHA3H]
160/25 mg (14,6/11,9 mmHg) u pancapran/xuapoxjioporuasua 160/12,5 mg (12,4/10,4 mmHg) B
cpaBHeHHe ¢ Bancaptad 160 mg (8,7/8,8 mmHg). Pasnukara B NOHHKEHHETO Ha AH Mmexay posure ot
160/25 mg u 160/12,5 mg Cb1o 1OCTUra CTATHCTHYECKA 3HAYMMOCT. B 10MbIHEHHE, NPOLIEHTHT Ha
ralMeHTHTe, TTOBJIHAIH ce OT Neuenuero (aMactonHo AH <90 mmHg unu nonwkenune >10 mmHg), e
3HAYMMO MO-BHCOK ¢ Bancapran/xuapoxjopotuasua 160/25 mg (68%) u 160/12,5 mg (62%) B
cpaBHeHHe ¢ BancaptaH 160 mg (49%).

B apolino-cnano, paHIOMH3HPaHO, Nnanedo KOHTPOIHPAHO U3MUTBAHE, CPABHABALLO pa3/IMYHHTE
A030BU KOMOMHALMY Ha BaNCAPTAH/XHAPOXJIOPOTHA3HU ¢ TEXHUTE CHOTBETHH CHCTABKH, CC
HaOM00aBa 3HAYMMO MO-TONAMA PEAYKLIMA Ha CpeaHOTO cHcTonHo/anacTonHo AH ¢ komMOnHaumsaTa
pancapras/xuapoxnopornasua 160/12,5 mg (17,8/13,5 mmHg) u 160/25 mg (22,5/15,3 mmHg) B
cpasHenue ¢ ianebo (1,9/4,1 mmHg) U CLOTBETHHTE MOHOTEPANUH, T.€. XMAPOXA0POTHA3HI 12,5 mg
(7,3/7,2 mmHg), xuapoxnoporuasun 25 mg (12,7/9,3 mmHg) u Bancaprad 160 mg (12,1/9,4 mmHg).
B nonbiHeHue, IPOLECHTHT Ha NALMEHTHTE, HOBJIMAIH ce OT jedeHHeTO (AnacTonHo AH <90 mmHg
uaK noHwkeHue >10 mmHg), € 3Ha4MMO NO-BUCOK ¢ BancapTan/xuapoxnopotnasua 160/25 mg (81%)
W BancapTaH/xuapoxiaopotuasua 160/12,5 mg (76%) B cpaBHerue ¢ naauebo (29%) n CLOTBETHUTE
MOHOTEPAITHY, T.€. XHApoxIopoTHazua 12,5 mg (41%), xuapoxnopornasua 25 mg (54%), u
pancaptal 160 mg (59%).

B KOHTPONMpPAHH KIHHHYHA NIPOYYBAHKS C BANCAPTaH + XHAPOXJIOPOTHA3HA ce HabNIoAaBa J103a-
3aBUCHMO MOHWXEHUE HA HUBATA HA CepyMHHUA Kaiuid. [IoHWXEeHHeTO B HHBATA HA CEPYMHHS
[O-4eCTO NPH NALMEHTUTE, MPHEMALLM 25 Mg XHIPOXIOPOTHA3K, OTKOJIKOTO NPH TE3H, e\uﬂﬂﬂ%@{

12,5 mg xuapoxyiopoTHasui. B KOHTpoIHpaHH KNMHUYHH W3ITHTBAHHA C ‘(”
BAJICAPTAH/XHUAPOXJIOPOTHA3U]L KAAU-NIOHWKABALKAT €QeKT HAa XHAPOXIOPOTHA3H] C qgcnaﬁnd_ mf,'*

F lﬂ
KaJTHii-ChXpaHaBaIuaT eeKT Ha BajicapTaH. & ’ R }g
- ::'. h L ;T
A *n-p-“} f-i'ftiwr ':_,f ‘“‘
U m-]h "}N ‘
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Ha To3# eTan He ¢a U3BECTHH NOJI3KUTE OT KOMOMHALIMATA Ha BalCApTaH C XHAPOXJIOPOTHA3H] NO

OTHOLLIEHHE HA CHPJEYHO-ChOBATA CMBPTHOCT H OONECTHOCT,
EnuaeMHONOTHUHH TIPOYUBAHHSA NMOKA3BAT, Y€ ABJATOCPOUHOTO JIEUCHHE C XUPOXJIOPOTHAZHA
MOHMKABA PHCKA OT ChPAEYHO-CHAOBA CMBPTHOCT K DONECTHOCT.

Bancapman

BancapraH € NepopalHoO aKTMBEH, MOLLeH U crieurduuen anrdotensut Il (AT I1) anraronuct. Toi
neiicTBa ceNleKTHBHO BhpXy AT pelenTopHUs OATHI, KOHTO € OTIOBOPEH 32 NO3HATUTE AeHCTBHUA Ha
aurvotexsm 11. [ToBuieHHTE T1a3mMeHH HHBA Ha aHrnoteHsuH 1 B pesynrtar Ha AT, peuenropHara
610Kaa ¢ BAJICAPTAH MOraT Aa CTUMYaHpaT HebnokupaHuTe ATz peLenTopy, KOETO U3rNexaa
npoTusoaeiicTea Ha edekra Ha AT, peuenrtopa. Bancapran He nposABABa HAKAKBA YACTHYHA
arOHMCTHYHA akTHBHOCT KbM AT) penentopa u uma 3HauuTenaHo (okono 20 000 nbTH) Mo-ronsm
apunuTet kbM AT peuenTopa, oTkonkoto kM AT, peuenropa. Bancaptau He ce CBbp3Ba M HE
6IOKHpa peLIeTITOPH Ha APYTry XOPMOHH HIIH HOHHH KaHa/IH, 33 KOMTO € M3BECTHO, Y€ Ca BAXHHU B
ChpPAEYHO-CHAOBATA peryJialus.

Basicapran He naxu6upa ACE (u3BecTeH ¥ KaTo KMHKHa3a 11), KolTo npespbila aHrHoTeH3uH I
anruotexsut 11 v pasrpaxna GpaaukunuHa. Tei kaTo HaMat edexT BbpXy ACE u He 3acunBar
AeiicTBHETO Ha OpaAMKHHKH WK CybcTaHuMa P, ManKo BEpOATHO € AaHTarOHHCTUTE HA AaHTHOTCH3UH 11
/Ia Ca CEBP3aHH ¢ KalliaHe. B KIMHUYHH MPOyYBaHKs, KbAETO BancapTaH e cpaHeH ¢ ACE
HHXUOHTOp, YECTOTaTa HA CyXa Kaunuua € 3HayurenHo (P<0,05) no-manka npu nalMeHTH, €Ky BaHH
C BaJICapTaH, OTKONKoTO NnpH Jiekysanure ¢ ACE nuxuburop (2,6% cpeiy 7,9% PECIIeKTHBHO). B
KJIHHWYHH NPOYYBAHHA NMPY NALKMEHTH C aHAMHE3a 32 CyXa KauulhUa no ppeme Ha neuenue ¢ ACE
uHxubuTOp, 19,5% OT Npoy4BaHHTE NMUA, NOTyYaBaLly Bancaptad, U 19,0% or nonyyasammre
THA3UAEH AHYPETHK MMAT Kallyiuua, B cpaBHeHHe ¢ 68,5% ot nuuata, JeKyBaHH ¢ ACE uaxuburop

(P <0,05).

[Tpunoxennero Ha Diovan npy NaLMEHTH ¢ XMNIEPTOHUS BOJH A0 NOBHXABAHE HA APTCPHATHOTO
HanaraHe 0e3 NOBNHABAHE HA MMyncoBara yecToTa. [Ipy noBeueTo NalHeHTH CCA €AHOKpaTeH
nepopaiieH MPHEM HAYANOTO HAa AHTHXMIEPTEH3UBHOTO IEHCTBUE € B PAMKHTE Ha 2 4aca, a MHKBT Ha
NOHMKABAHETO HA apTEPHATIHOTO HaNAraHe ce AOCTUra B paMKHTe Ha 4-6 vaca.
AHTHXUMNEPTEH3UBHUAT edeKT MpoAb/bKaBa Had 24 uaca ciiea npuemMa. 11pn MHOroKpaTeH NMpHem
MAKCHMATHO TIOHHMXABaHe HA apPTEPUATHOTO HANAraHe NPH BCAKa €AHA OT JO3UTE CE€ NOCTHUTa B
paMKHTE Ha 2-4 CEIMMLM U Ce 3abpXKa B XO/la HA ABIrOCPOUHA Tepanui. 3HA4HMO JOMBAHHTENHO
NOHIKEHHE HA APTEPHAIHOTO HAIArAHE C€ MOCTHra NPH KOMOMHALMA C XHAPOXIIOPOTHA3HA.

Bre3anHOTO NPEyCTAHOBABAHE HA JIEYEHUETO C BAICAPTaH HE Ce CBbP3BA C rebound-XHUNepTOHHA WK
C APYrd HexKeNaHW KJIHHHYHH CHOHUTHA.

[TpM NaLMEHTH C XHNEPTOHUS U AHabeT THN 2 ¢ MMKPOanOyMUHYPHSE € OTYETEHO, Y€ BaicapTaH
HaMaAaBa OTAENAHETO Ha anbyMuH B ypuHarta. [Ipoyuanero MARVAL (Micro Albuminuria
Reduction with Valsartan) ouensBa HAMANABAHETO Ha OTAeNsAHeTO Ha anbymuH B ypuHata (UAE) ¢
pasnicapTaH (80-160 mg/neH) B cpaBHeHHe ¢ aMIoauIKH (5-10 mg/aeH), npu 332 nauMeHTH ¢ nuabet
Tan 2 (cpeaHa Bb3pacT: 58 roauuu; 265 Mbxke) ¢ MUKpoanGyMuHypus (BasicapTaH: 538 iLg/min;
aMnoaMnHH: 55,4 pg/min), ¢ HOPMATHO WM BUCOKO aPTEPHANHO HAIAMAHE M ChC 3anaseHa ObOpeHa
byukuus (cepymen kpeatuiud <120 pmol/l). Cnen 24 ceamuun UAE e HamateHa (p<0,001) c 42%
(-24,2 pg/min; 95% CI: —40,4 a0 -19,1) ¢ pancapran 4 npubnusuTento ¢ 3% (-1,7 pg/min; 95% CI: —
5,6 10 14,9) ¢ aMIOJHMHH, HE3@BUCUMO OT CXOAHATA CTENEH Ha NOHWXECHHE Ha apTCPHATHOTO
Haisrade B aeere rpynu. [Tpoyusanero Diovan Reduction of Proteinuria (DROP) uscnensa
JIOMTbJIHMTENHO eMKACHOCTTA Ha BancapTaH nipy peayunpane Ha UAE nipu 391 nauuenTn ¢
xunepronns (AH=150/88 mmHg) ¢ auabet Tun 2, anbymuHypus (cpeaHa ctorHocT=102 pg/min;
20-700 pg/min) 1 3anazeHa 6x6peuHa GpyHKLMA (cpeneH cepyMeH KpeaTHHUH=80 pmol/]).
[MauueHTHTE ca paHIOMM3HPaHH C eJHa OT 3-Te N03H BajicapTaH (160, 320 n 640 mg/neH
8 npoab/DKeHue Ha 30 ceamuum. LlenTta Ha npoy4BaHETO € A3 YCTAHOBH ONTUMANTHATA |
3a peayudpade Ha UAE npu naupeHTd ¢ XUnepToHUA U auaber tvun 2. Cnen 30 ceamu l;;'{ s
npoterTHaTa npomsna B UAE e 3HauMTEHO HamaneHa ¢ 36% OT H3XO[HATA CTOHHOCT|¢ RANGapTZH
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160 mg (95% CI: 22 no 47%) u ¢ 44% c Bancapran 320 mg (95% CI: 31 o 54%). Hanpaseno ¢
saiUnoueHue, ye 160-320 mg BancapraH BOAM 0 KIMHHYHO 3Ha4MMH pexyKuun Ha UAE npu
ALIUEHTH C XHMEPTOHHUA U Auaber Tun 2.

Jlpyru: apoiina 610xana Ha pEHHH-AHTHOTEH3WH-aNA0CTepoHoBaTa cHerema (PAAC)

JIBe rofieMy paHAOMW3MpaHu kouTposinpatu npoyusaHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekywto riobanHo HanuTeaHe 3a
KpaliHH TOUKH HA TEIMHCAPTaH, CAMOCTOATENIHO U B KOMOHHALMA € paMUIipHil) 1 VA NEPHRON-D
(KJIMHHYHO NpOyYBaHe CBhP3aHO C pa3sBUTHE Ha HeponaTus NpH AHabeT, MPOBEACHO OT
MUHHKCTEPCTBO MO BLIIPOCKHTE HA BETEPAHHTE) — NPOY4BaT ynorpebaTa Ha kombHHauusTa oT ACE
MHXUOUTOP M aHrHoTeH3uH ll-peuentopen GnoKkep.

ONTARGET e npoyuBaHe, NpoBEACHO NPH NALMEHTH C AHAMHE3Aa 338 CbPJIEHHO-CBHA0BA HIIH
MO3BYHOCHACBA B0ECT, UK 3axapeH auader THn 2, NpHIApYXEHH ¢ JAHHH 33 YBPEXKIAHE Ha
edpexropHH oprand. VA NEPHRON-D e npoyuBane npv MauMeHTH ChC 3aXapeH avader TN 2 U
nuaberHa HedponaTus.,

Te3u Npoy4BaHHA HE MOKa3BaT 3HauuM GnaronpusTen edekt BbpXy GbOpeunnTe H/WIN CbpAEYHO-
ChIOBHTE MOCNEAMIIA M CMBPTHOCT, KaTo CBHILUEBPEMEHHO ca Hab/M0JaBaHH NOBHILEH PHCK OT
XMNEPKATHEMHUS, OCTPO YBpeXxaHe Ha GEOpeLiuTe W/ WM XUIIOTOHHUA B CPABHEHHE C
moHoTepanuaTa.KaTo ce HMaT npe/BrA CXOAHUTE UM GapMaKoAHHAMUYHN CBOHCTBA, TE3U PE3Y/ITATH
ca npuwioxknmy 1 3a apyrd ACE uHXUGHTOPH M aHruoTeHsuH Il-penentopuu bnokepw.

ACE wHxu6uropu 1 aHrHoteHsuH Il-peuentophu 610KepH cie10BaTenHO He TpAOBa Aa ce U3MOoM3BaT
eTHOBPEMEHHO NPY NaLMEHTH ¢ quabeTHa HedponaTus.

ALTITUDE (KnuHuuHO Npoy4BaHEe NPOBEJEHO ¢ ATUCKUPEH MPH NalMEHTH ChC 3aXapeH auabeT Tvn
2 ¢ W3M0JI3BaHE Ha ChPACHHO-CHAOBH H 6BbOpeuHH 3a00naBaHHA KATO KPAHHK TOYKH) € NPOYUBaHe,
npeaHa3HaY€HO 12 H3C/IEBA M0/13aTa OT A06aBAHETO HA AIMCKMPEH KbM CTaHAapTHa Tepanua ¢ ACE
MHXHUOHUTOP WIM aHMMOTeH3HH [[-peuenTtopeH G10kep NpH NaLMEHTH ChC 3aXapeH auader THI 2 U
XpOHH4HO 6BOpeuHo 3a6onaBane, ChpAe4HO-CH0BO 3abonasane WK U aseTe. [IpoyuBaneTo e
NPEKPaTEHO NPEXAEBPEMEHHO MOPATH MOBHIIEH PHCK OT HeOIaronpUATHN nocneanuuy. Kaxkro
CBPICYHO-CHAOBATA CMBPT, Taka H MHCYJITBT Ca NO-4YECTH B IPynarTa Ha aTMCKHPEH, OTKOJIKOTO B
rpymnara Ha niaue6o, a NpeacTaB/sBalllMTe HHTEPEC HEXENaHH COHTHS H CEPHO3HH HEXeEaHH
cHOUTHA (XHNepKANHEMH, XHIIOTOHKS U 6b6petHa AuchyHKIKA) ce ChoOLIaBaT No-4eCcTo B rpynata
Ha ATHCKHPEH, OTKOJKOTO B Fpynara Ha niaauedo.

Xudpoxaopomuaiuo
OCHOBHOTO MSICTO Ha JACHCTBUE HA THAZHIHHUTE IUYPETHLM ca AMCTATHUTS U3BHTH KaHA/4eTa B

6B6peka. JokasaHo e, ue B GLOpevHaTa Kopa ChilleCTBYBa BUCOKOAHHHTETEH PELIENTOP, KOHTO €
OCHOBHO CBBP3BAIL0 MACTO 33 THA3MAHKUTE AMYPETHLIM W 32 HHXMOHpaHe Ha TpancnopTa Ha NaCl B
JAWCTATTHOTO M3BHTO KaHamue. THazuaHHTe auypeTuim aeficTsat ypes nHxubupane Ha Na'Cl"
CUMIIOPTEP, BEPOSTHO UPE3 KOHKYPHPAHE 3a MACTOTO 3a CBbp3Bare Ha Cl', 1 10 TO3H HauKH
OBJIHABAT MEXAHH3MHTE Ha €JIEKTPOJMTHA peabcopbLmMa: NUPEKTHO NOBUILABAHKH EKCKPELIMATA Ha
HaTPHI ¥ XJIOPHAM B NPUOIUKTENHO €JHAKBA CTENEH M HHAUPEKTHO YPE3 NHYPETHUHOTO CH
neificTBHE, HAMATABAMKY TU1a3MEHUA O0EM € NOCNEABALLO NIOKAYBAHE HA Ma3MeHaTa peHHHOBA
aKTHBHOCT, CEKPELIMA Ha AIZIOCTEPOH M 3ary0a Ha Kallii ¢ YpHHATa, KaKTO W HAMANABAHE HAa HUBATA
Ha CepyMHHS Kaauii. Bpb3kaTta peHHH-aN0CTEPOH Ce MEAMMPA OT aHrHOTeH3MH 11, Taka 4e npw
eIHOBPEMEHHO TPIIAraHe ¢ BAICApTaH PEdyKLMATA HA CEpYMHUs Kanuii e no-cinabo u3paseHa,
OTKOJIKOTO HaO/ioaaBaHaTta rnpu MOHOTEpaINHKA C XUAPOXJIOPOTHA3HIL.

HemenaHoMeH pak Ha KOXara:
B3 OCHOBA Ha HAJJUUHMTE JaHHH OT EMUAEMHONOrHYHY NPOYUBaHUA ¢ HaObJoAaBaHa 3aBCHMa OT

833 u 172 462 noaxoaamu kouTposin. Bucokara ynorpeba Ha XXT3 (KymynaTUBHO 2>
cBbp3aHa ¢ xopurupad OR 1,29 (95% JIN: 1,23-1,35) 3a BKK u 3,98 (95% JIA: 3,68-
Ha6nionaBaHa e AcHa BPb3Ka KyMyJaTMBHa 103a-0TroBop kakTo 3a BKK, Taka u3a C
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633 cy4au Ha paK Ha YCTHWTE € noAGpaHa noirynauua ot 63 067 noaxoasAlny KOHTPOIIH, KaTo Ce
W3MOJI3BA CTPATErUs 34 B3eMaHe Ha NMpoOu, ONpeeNieHa OT PUCKa. JleMOHCTpUpaHa € Bpb3Ka
KyMyJ1aTHBHa 103a-0TroBop ¢ kopurupad OR 2,1 (95% [IU: 1,7-2,6), napactsaiy 10 OR 3,9 (3,0-4,9)
3a Bcoka yrotpeba (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a naii-Bucokara kyMmynarusHa aosa (~ 100
000 mg) (Bx. cbI1l0 TOUKA 4.4).

5.2 <PdapMaKOKHHETHYHH CBOHCTBA

Barcapman/xudpoxiopomuaszuo

CuecTeMHaTa HAUIMYHOCT HAa XHAPOXJIOPOTHA3KI € HamaneHa ¢ okono 30% npy eaHOBpeMeHHO
npuiarade ¢ Bancaptad. Knnetukara Ha BancapraH He Ce MOB/KABA 3HAYHTENHO NPHU €1HOBPEMEHHO
npuiarade ¢ xuapoxjopotuasua. HabnoaaeaHoro 83aMMOJCHCTBHE HE OKA3Ba BIMSHHE MPH
ynorpeda Ha kOMOMHALMATA BAICAPTAH M XHAPOX/I0POTHA3U/L, ThH KATO KOHTPOIHPAHH KNUHHYHH
NpOY4BaHHUA Ca MOKA3aNN ABEH AHTHXHIEPTEH3UBEH €EKT, 0-TONAM OT NOCTUTHATHA NPH AKTHBHUTE
BELLECTBA, PHJIOKEHH MOOTAEIHO WM NpH Twiauedo.

Banrcapman

Abcopbyus

Cnex NepopaiHO NPHJIOKEHHE CaMO Ha Ba1CapTaH MHKOBUTE M1a3MEHH KOHLECHTPALMH Ha BaJicapTaH
ce aocTdrar 3a 2-4 yaca. Cpeasara abcontorHa GHOHATMYHOCT € 23%. XpaHata HaManABa
ekcriozHuuaTa (M3mepena ¢ AUC) Ha Bancaptad ¢ okono 40%, a nMKoRarTa 11a3MeHa KOHICHTPAL 1
(Cmax) € 0k0510 50%, BBNIPEKH e OKOoNO 8 Yaca cie npueMa IUIa3sMEHHTE KOHUEHTPpaUHH Ha
BAJICAPTAH €4 NOAOOHH B IPYNHTE HA NPHEM Clle]l HAXPAHBaHE ¥ Ha rnagHo. ToBa NOHMKEHHE Ha AUC
ofaue He ce MPHAPYKABA OT KIIMHAYHO 3HAYHMO HAMaNABaHE HA TepaneBTUYHHA eeKT, nopaau
KOETO BAJICAPTaH MOXeE Aa Ce /1aBa Che WM 0€3 XpaHa.

Paznpeoenenue

O6eMBT Ha pa3npeae/ieHUe Ha BaJicapTaH fIpH ChCTOSHUE HA HACHLIIAHE C/IEA HHTPABEHO3HO
MPHAGKEHHE € OKOJIO |7 JIUTpa, KOETO MOKa3Ba, Ye BaICapTaH HE C€ PA3NPENE/is EKCTCH3UEBHO B
TbKaHuTE. BancapraH e B rofasma cTeneH CBbP3aH CbC CepYMHHTE NpoTerHu (94-97%), NpeAHMHO ChC
CEpYMHMA al0YMHUH.

Bbuompancgopmayus

BasicapTaH He ce SuoTpaHcopMupa B rofiiMa CTeneH, Thif kato caMmo okono 20% ot nosara ce
OTKpHBA KaTo MeTaGonuTy. B nnazmara € yCTaHOBEH XHAPOKCHMETAOONHUT B HHCKH KOHLIEHTPaLKH
(no-manko ot 10% or AUC na pancapran). To3un MeTabonuT € papMaKkONOTHYHO HEAKTHBCH.

Exckpeyun

BancapTaH NoKa3Ba MyJTHEKCIIOHEHLIMATHA KAHETHKa (tw. o <1 yac u ty, p okojio 9 yaca). Bancapran ce
eIMMUHAPa NpeanMHo ¢ (exanuure (okono 83% ot noszara) u ypunara (okono 13% ot nosara),
FMABHO KaTO HENpOMEHEHO NekapcTBO. Cell HHTPABEHO3HO NMPUIOKEHHE IUIa3MEHUAT KIIHPBHC Ha
pasicapTas e okono 2 I/uac u HerosuaT 6v6peded KmpbHe € 0,62 l/uac (oxosno 30% ot oL
xiupbHe). [TonyxuBoTHT Ha BasicapTaH € 6 4aca.

Xuopaoxiopomudazuo

Abcopbyus

ABcopOUMATa Ha XMAPOXJIOPOTHA3K], Cl1E] NEPOPATIEH NPHEM € BbP3a (tmax OKOJIO 2 4). [ToKauBaHeTo
Ha cpeaHata AUC e nuHeHHO U € NpoNOpUMOHAIIHO Ha 103aTa B TEPaneBTHYHHA AHAMNA30H.
BiusHueTo Ha XpaHeHeTo Ha abcopbumnaTa Ha XHAPOXTOPOTHA3H], aKO MMA TAKbB, € MATBK H Oe3
KJIMHUYHO 3HadeHHe. ABconoTHara SHOHATHYHOCT HA XMAPOXJIOPOTHA3HA CJIe NEPOPAJICH MPHEM €
70%.

Paznpeodenenue N}\g\ﬂ‘? sz S
KHHEeTHKATa Ha Pa3Npeie/IEHHe U eTMMHHHPAHE KaTo L0 € OMKCaHa OT OHeKCIOHeH aﬂ‘ﬁ/aﬁ
dbyHKUMa Ha pasnaa. [IpuBuanuat obem Ha pasnpenenetnue e 4-8 Ikg. e s
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LIMpKy THpALHAT XHAPOXIOPOTHA3H/ € CBBbP3aH ChC CEPYMHHUTE NPOTEHHH (40-70%), NpeIUMHO CBC
cepyMHua anbymuH. XuapoxJiopoTHa3uj ChLIO Taka KyMyJIHPa B CPUTPOLIMTUTE NpUOIH3UTENHO
1,8 nbTH NMOBeUE, OTKOJIKOTO B MJIa3MATa.

Excxpeyus

X UAPOXNOPOTHAZH CE ETAMHHHPA OCHOBHO HENpOMEHEH. XHPOXIOpOTHa3u/ C€ EIMMMHMPA OT
fna3Mara ¢ NoyXHBOT cpeHo oT 6 A0 15 vaca B kpaiinaTa ¢dasa Ha enumuHMpate. Hama npoMana B
KMHETHKATA Ha XHAPOXAOPOTHA3H/ NIPH MHOFOKPaTHO A03UpaHe U HATPYNMBAHETO € MHHHUMATHO NpH
npuem BeAHbxK AHeBHO. [Tobeue oT 95% ot abcopbupaHaTa 1032 C€ EKCKPETHPA KaTO HENPOMEHEHO
BEIECTBO B ypuHaTa. buOpeuHusT KIHPBHC CE CHCTOH OT NMacHBHA QUITPALMA H aKTHBHA CEKPELIHA B
61OpeuHrTe TYOY M.

Crneyuaanu 2pynu nayuesmu

HHayuenmu 6 cmapyecka gb3pacm

[Tpy HAKOHM MALMEHTH B CTApHECKa BH3PACT € HabmoaaBaHO MAKO MO-BUCOKO ob110 pasnpeaencHue
Ha BAIICAPTAH B CPaBHEHUE C MIIaANTE nauHenTH. Tosa obaye HAMa 0Ka3aHa KIMHHYHA 3HAUMMOCT.
OrpaHHHEHH AAHHM MPEANONAraT, 4¢ CHCTEMHHUAT KIHPBHC HA XHIIPOXJIOPOTHA3H]L € HAMAICH NpH
MaLHeHTH B CTApUECKa BB3PACT, 3APaBU UK C XUTICPTOHHA, B CPABHEHHE C MJIaJIH 3/IpaBH
10OpOBOIILMH.

Bvbpeurno yspeasicoane
ITpu npunarane Ha npenopbyBaHara 103a Ha Co-Diovan He ce H3UCKBA KOPUrHpaKe Ha fo3ara NnpH
NAlMEHTH CbC CKOPOCT Ha rnomepynnara dpunrpauus (GFR) 30-70 ml/min.

Hsma nauuu 3a npunaralero Ha Co-Diovan npH naumeHTH ¢ Texko 6s0peuHo yBpexaaHe

(GFR <30 ml/min) ¥ npu naupeHTH Ha AKanu3a. BancapTad ce CBbp3Ba BbB BUCOKA CTEIICH C
1a3MEHUTE MPOTEHHU M HE MOXe Aa 6b/e OTCTPaHEH upe3 AHain3a, J0KATO XMAPOXJIOPOTHA3UN
Moke Ja Obie OUMCTEH Ype3 qHaiu3a.

[Mpu Hannune Ha 6bOpeuHa AMPYHKHA, CPEAHHAT MIA3MEH NHK H AUC ¢cTOHHOCTH Ha
XMAPOXJOPOTHA3K/L C€ YBETMUABAT M CKOPOCTTA Ha OTAEJIAHE HA ypHHa HaMansBa. [Tpu mauneHTH €
NeKo 10 yMepeHo 6B6peuno yBpexaaHe ce Habmonaea 3-kpatHo yeennuenne Ha AUC CTOHHOCTHTE
Ha XHAPOXJIOpOoTHa3HA. TIpH MalMeEHTH ¢ TeXKO OBOPEUHO YBPEKAAHE CE Habmopapa 8-kpaTHO
ysenuueHue Ha AUC croitHocThTe. XHAPOXJIOPOTHA3HI € NPOTHBOMOKA3aH MIPH NALHEHTH C TEXKKO
6u6peunHo yspesxkaaHe (BXK. Touka 4.3),

YeproOpobHo yapeacoane

BB hapMaKOKHHETHHHO M3MTMUTBAHE NPH NALMEHTH C Jieka (n=6) 1o ymepeHa (n=3) yepHoApoOHa
nuchyHKLUS EKCTIO3ULIMATA HA BATICAPTaH CE NOBMIIABA NPUOIHINTEIIHO 2 TBTH COPAMO 3ApaBH
no6poronum (Bx. Touky 4.2 v 4.4).

JIunceaT naHHK 3a ynoTpebaTa Ha BasCapTaH NPH MALMEHTH ¢ TexKa YepHOAPOOHa AuchYHKLUA (BXK.
Touka 4.3). UepHoapobHuTe 3a60N4BaHHA HE NMOB/IHABAT 3HAUUMO (PAPMAKOKMHETHKATA HA
XHAPOXJTOPOTHA3HA.

5.3 IIpeaxIHHAYAHA ZAHAH 32 0€30NACHOCT

[ToTeHLMATHATA TOKCHMHOCT Ha KOMOHHAUMATA BajicapTaH + XHAPOXJA0pOTHA3U CJIEX MEPOPATHO
NPHIOKEHHE € W3C/eBaHa NPH ITbXOBE M MapMO3ETKH B NPOYYBAHHA, MPOAB/DKABAIIH 10 WECT

NIO3H MpH Xopa.

MsMmeHeHUATa, NPHUHUHEHH OT KOMOHHALIUATA B [IPOYYBAHHUATA 32 XPOHHUHA TOKCUUMHOCT,
BEPOATHO JIa Ca NPeJH3BHKAHU OT BajicapTaH. TOKCHKONIOTHYHHAT NPULIENCH OpraH € O
pPeaKLMATA € MO-H3Pa3eHa NIPH MapMO3€THH, OTKOJIKOTO NpH IbXoee. KoMOuHaumsTa 8O
6u6peqHo yBpexaaHe (HedponaTtua ¢ TyOy/iHa 6asoduind, NOKa4BaHE HA MIa3MeHaTa yp
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[Ia3MEHUA KPEaTHHMH M CEpYMHHA KaluH, yBenHuaBaHe Ha o0eMa Ha ypUHATa U ENICKTPOSIMTHTE B
ypunata ot 30 mg/kg/nen Bancapras + 9 mg/kg/neH xuapoxnopoTHaski NpH MiIbX0Be K

10 + 3 mg/kg/AeH Npy MapMO3€THH), BEPOTHO N0 MEXaHM3Ma Ha HapyluieHa ObOpeuHa xeMoanHaMHKKa.
I[Ipu nibXOBE TE3H A03H CHOTBETCTBAT HA 0.9 ¥ 3,5 MbTH MaKCHUMANIHATA NMPENopPbYBAHA N03a NPH
xopa (MITJX) ¢cb0TBETHO Ha BanCapTaH H XUAPOXJIOPOTHA3UA, U3UHCIIEHH HA 6a3za mg/m?. [Ipu
MapMO3€TH T€3H 103U choTBeTcTBAT Ha 0,3 M 1,2 MbTH MakcumalHata NpenoprYBaHa 103a npH Xopa
(MI1IX) chOTBETHO Ha BANCAPTaH W XMAPOXJIOPOTHAINL, H3UMCIICHH Ha Oa3a mg/m?. (U3uncnenusTa
ce OTHACAT 3a NepopaiHa ao03a ot 320 mg/aeH BancaptaH B komMOuHaums ¢ 25 mg/neH
XUIPOXJIOPOTHA3K K naureHT ¢ Terno 60 kg.)

BHCOKH 031 Ha KOMOHHALMATA BaJICapTaH — XMAPOXAOPOTHAa3H/L NPEIH3BHKBAT HaMalABaHE HA
epUTPOLIMTHHTE NoKa3aTesn (Opoii Ha EPUTPOLIMTHTE, XEMOTTIO0NH, XeMaTOKPHT OT

100 + 31 mg/kg/neH npu rwbxoee u 30 + 9 mg/kg/aen npu Mapmo3ser). 11py nbxoBe TE3M 103H
CcHLOTBETCTBAT Ha 3,0 ¥ 12 mbTH MakcHManHaTa npenoprysasa aAo3a npH xopa (MILJIX) choTBETHO Ha
BAJICAPTAH U XHAPOXJIOPOTHA3K, H3YHMCIIEHH Ha Hasa m g/m?, ITpy MapMO3ETKH T€31 A03H
choTBeTeTBaT Ha 0,9 M 3,5 MbTH MakCUMAaJIHATa NpenopbyBaHa Ao3a npu xopa (MITJX) ceoTBETHO Ha
BA/ICAPTAH H XMAPOXJIOPOTHA3M/, H3UKCIIEHH Ha 6asa mg/m®. (M3umcnenusTa ce OTHAcAT 3a
nepopaiHa no3a ot 320 mg/aeH pancaptaH B KoMOHHALMA ¢ 25 mg/AeH XUAPOXIOPOTHA3UA H NALIHCHT
¢ Terno 60 kg).

Iipx Mapmo3eTKH ce HabnoAaBa yBpexXaaHe Ha cToMalnnara nvrasuua (ot 30 + 9 mg/kg/nen).
KoMOMHALMATA CHILO TaKa BOAM A0 XMNEpIUlasua Ha adepeHTHUTE apTepHonu B 6x6penure (npu

600 + 188 mg/kg/nen npu npxore U 30 + 9 mg/kg/nex npu MapMo3eTku). [1pu MapMo3eTku 103HTE
cbOTBETCTBAT Ha 0,9 M 3,5 NbTH MakCUMAIHATa NPenopbYMUTENnHa fo3a NpH Xopa (MILIX) ¢hoTBETHO
Ha BAJICAPTAH H XHAPOXJIOPOTHA3U, H3UHCIIEHH Ha Oa3a mg/m?. TIpx nIbX0oBe Te3H 103K
chOTBeTCTBAT Ha 18 B 73 MbTH MakCUMaHaTa npenopbuuTenHa ao3a npu xopa (MILX) ¢cwoTseTHO
Ha BAJICApPTaH ¥ XHAPOXJIOPOTHA3HA, H3UMUCIIEHH Ha 6a3a mg/m°, (M3uMcienuaTa ce oTHacAT 3a
nepopainHa 103a ot 320 mg/aen BancapTaH B koMGuHauus ¢ 25 mg/neH XMAPOXI0POTHASN/ U NALIMEHT
¢ rerno 60 kg).

CnoMmeHaTHTe Mo-rope eeKTH BEPOATHO C& ALIDKAT HAa BUCOKHTE JI03H Bancaprtad (OnoknupaHe Ha
aHruoTeHsuH ll-uHayuupanara MHXMOULIMA HAa OTACIAHETO HA PCHUH M CTUMYaLiMA Ha
PEHHH-NPOAYLMpaLIH KiieTkH) ¥ ce cpewiat ¥ npy ACE nHxnbutopuTe. Te3n 1aHHH BEPOATHO HAMAT
[IpaKTHUYECKO 3HaYE€HHUE 110 OTHOLUCHHE Ha TEPANEeBTHUHOTO NMPHIOKEHHE HA BATICApTaH NPY X0Opa.

KoMOHHaUMATa BaNCapTaH — XUAPOXJIOPOTHA3H] HE € MPOY4BaHa 3a MyTareHHOCT, XpPOMO3OMHH
AHOMATMY WK KaPLIMHOTEHHOCT, Thil KaTO JIMNICBAT A0KA3aTENCTBA 32 B3AMMOAEHCTBHE MEXAY ABETE
cybcTaHuuy. HezaBHCHMMO He TECTOBETE ca MPOBEXKAaHU TTOOTEIHO 32 BancapTaH 1
XUIPOXJIOPOTHA3H, HE Ca YCTAHOBEHH JIOKA3aTEJICTBA 3a MyTareHHOCT, XpPOMO30MHH aHOMAIHH HITH
KapLIMHOMEHHOCT.

[Ipu nABXOBE TOKCHYHM RO3M 3a MalikaTa (600 mg/kg/net) no BpemMe Ha MOCACAHUTE AHH OT
6pEMEHHOCTTA Y MEPHOAA Ha JIAaKTaLMs Ca A0BENH 10 MO-HUCKA CTENEH Ha NPEXNBAEMOCT, no-cnabo
HaagaBaHe Ha Terjo ¥ 3abaBeHo paspuTHe (OTAEIAHE HA YUIHATA MUOA M OTBapAHE Ha CTYXOBHA
Kkana1) Ha HOKONeHUeTo (BXK. Touka 4.6). Te3u no3u npu navxose (600 mg/kg/nen) npeacrarnssar
NpuOIM3UTENHO 18 MBTH MaKCMMaITHATa MPENOPbYBaHA 038 1PH X0opa Ha Oa3aTa Ha m g/m?2
(M3UMCIICHHATA Ce OTHACAT 3a nepopanya fo3a 320 mg/nen u naupeHt ¢ terno 60 kg). [1pn npunarane
Ha BaJCapTaH/XHIPOXAOPOTHA3UA NPH IUTHXOBE H iy ce HaboaRaT CXOAHH HAXOJKH. B
npoyuBaHuaTa 3a embproderanHo paspurTre (Dasa Il) auncear A0Ka3aTE/ICTBA 33 TEPATOTCHHOCT NpPH
npuiarase Ha BajcapTal/XHAPOXAOOPOTHA3HI NPK MITHXOBE H 3aHIIH, BBIPEKH TOBA € Ouna
HabmoaaBaHa GeTOTOKCUYHOCT, CBbP3aHa ¢ MalYMHA TOKCHYHOCT.
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6. SAPMAINEBTHYHMU JAHHH

6.1 Chnuchk Ha IOMOIMHEHATE BEeNECTBA

ChpleBuHa Ha TabaeTkaTa
MHuKpoOKpHCTanHa LIeNyJio3a

KpocnioBuaoH
KonouaeH cwinuues anokcui, He3poaeH
Marnezues creapar

OUIMUPALIEO IOKPHTHE
Xurnpomenosa

Maxporon 8000

Tanx

TuranoB auokcua (E171)
Yepeen xkeneseH okcua (E172)

6.2 HecbBMeCTHMOCTH

Henpuaoxumo

6.3 Cpok Ha rogHoOCT

3 roavHH

6.4 ChnenHajJBEH YCI0BHA HAa ChXpaHefdne

Ila ce cxxpanasa non 30° C.
Tla ce cpXpaHaBa B OPUrHHAIHATA OTIAKOBKA, 32 [a ce NpeaAnasy oT Bara.

6.5 /IaHHH 33 ONAKOBKATA

PVC/PE/PVDC/Alu Gnucrepu

Pasmep Ha onakoskure: 14 (1x14), dbuimupany TabaeTky.

6.6 ChnenpanHu Npeana3HH MEPKH NPH HIXBLPJIRAE

HaMa cnenyajiHi H3UCKBaHKA.

7. TPUTEXATEJ HA PASPEHIEHHMETO 3A YIIOTPEBA
Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

Hpnanaus

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

20020026
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9. JIATA HA H'BbPBO PAZPEIIABAHE/MTIOJHOBABAHE HA PA3SPEINEHHUETO 3A
YIIOTPEBA

08.01.2002 r./22.12.2010 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

04 anpun 2025 .
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