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Bceska ¢gunMupana Tabierka csabpka 160 mg pancapra ¥ 25 mg XHAPOXJIOPOTHA3H.

Ko-/Inoran 160 mg/25 mg ¢unmMupanm TabieTku |.
Co-Diovan 160 mg/25 mg film-coated tablets

ya/ -

Rkpxrindn

3a ITHJIHMSA CIHCHK Ha TMOMOIHHTE BeIeCTBa BHXKTE Touka 6.1.

3. JEKAPCTBEHA ®OPMA

Ounmupann TabneTku
Kadaeo-oparkesH, oBaiHu Tabnerky wamnosadu ¢ "HXH" or eanara crpana u "NVR" ot npyrara.
4. KIMHAYHHE JAHBH

4.1 TepaneBTHYHH NOKA3AHHA
JleueHHe Ha €CEHLMATHA XMNEPTOHUS ITPK BB3PACTHH.

Co-Diovan ¢gukcHpaHa J030Ba KOMOKHaLMS € NOKasaH MpH NAlHEHTH, YHETO apTePHAIHO HAJIAraHe HE CC
KOHTPOJIHPA aJeKBATHO OT MOHOTEpanus ¢ BAJICApPTaH HIIH XHAPOXJIOPOTHAZHL.

4.2 103MpOBKA H HAYHHE HA NPHIOKECHHE

Hozupoeka
ITpenoprusanara nosa Ha Co-Diovan ¢ egna ¢duiaMupana Tadnerka JHERHO. [IpermopraBa ce HHAHBHAYATHO

THTpHpaHe HA [O3WTEe Ha OTIAENHWTe KOMIOHEHTH. [IpM BecekH ciydali € Heobxoaumo Ja ce NpaBH
IOKAYBANlOTO THTPHPAHE HA J03aTa Ha OTAENIHMTE KOMITOHEHTH, 32 /la C€ HaMa/lM PHCKa OT XHIIOTOHHA H
JAPYTH HEXEJIAHH PeaKkLMH.

Korato € yMecTHO OT KIMHMYHA [Ji¢[lHA TO4YKa, OM MOrno Aa ce 00ChAH AHPEKTHO NPEMHHABaHE OT
MOHOTEpanud KbM JIe4eHHe ¢ KoMOHHAIA OT (PUKCHPAHH N03H NPH NAIMEHTH, YHETO APTEPHAJIHO HAJATAHE
He C€ KOHTPONMpA a/IeKBaTHO OT MOHOTEpanHs C BANCAPTAH WIH XHIPOXJIOPOTHA3HA, NMPH YCIOBHE Y€ Ce
clle/IBa [peNopEYBAHOTO THTPUPAHE HA JO3HTE HA OTACTHUTE KOMIIOHEHTH.

Crneq 3amouBaHe Ha TepanuaTa TPAORa fa ce Hampasu OLEHKA Ha KIMHUYHUA oTroBop copsaMo Co-Diovan H
AKO HE C€ IIOCTHCHE KOHTPOJ Ha apTepHAlHOTO HAJAFAHe, 03aTa MOXKeE JIa Ce MOBHIIH Ype3 NOBHIABAHE Ha
OTJETHHTE KOMIIOHEHTH 10 MakCHManHa 103a Ha Co-Diovan 320 mg/25 mg.

AHTHUXHIIEPTEH3ABHUAT €(EKT € MOAUEPTAHO HaTU4EeH crel 2 CEAMHLIH,

[1pu NOBEYETO MALMEHTH MaKCHManeH edekT ce Hablionasa B paMKHTE Ha 4 cenmuiid. HezaBucumo ot ToBa,
TIPH HAKOM MALMEHTH MOXKE Ja ¢ Heobxoanmo nevenue 4-8 cenmmuy. Topa Tpabea ma ce MMa TpeaBHA NIPH
TUTPHPAHETO Ha J03aTA.

Hayun na npunoscenue
Co-Diovan Moxe aa ce mpueMa ¢ Win 6e3 xpaHa ¥ TpadBa Jia ce pUeMa ¢ BoJa.

Creyuannu nonyrayuu

Hayuenmu c b6vbpeuno yspesxcoane




He ce Hajlara KOpHTHpaHe Ha J103aTa NPH NALMEHTH C 1eKO O YMepeHo 6pOpedHo yBpexaane (CKOpoCT Ha
riomepynHata ¢punrpanua (GFR) >30 ml/min). Tlopags XxuapoxnopoTuasuaHaTa koMnoHenta Co-Diovan e
NPOTHBOMOKA3aH MPH TAUHEHTH ¢ TexKko 6u6peuno yepexaade (GFR < 30 ml/min) u anypus (BX. TOYKH
4.3,4.4u5.2).

Hayuenmu c veprodpobro yepescoane

[IpH MAlHEHTH ¢ JIEKO 10 YMEPEHO YepHoApoOHO yBpexaane 6e3 xonecTasa 103aTa Ha BajicapTaH He TpAOBa
na npepuniasa 80 mg (Bxk. Touka 4.4). He ¢ ycTaHOBEHa NpenoppUMTEIHA A03a 38 XHAPOXAOPOTHAZUA NPH
NALHEHTH ¢ YMEPEHO [0 TEXKKO uepHOApoOHO yBpexaaHe. [lopamu Hammauero Ha pancaprad, Co-Diovan e
NPOTHBOIMOKA3AH NPH TMALMEHTH ¢ TEXKO 4epHOApOGHO YBpeknaHe wid ¢ OmnMapHa 1MPO3a M XOJIecTasa
(Bk. TOuk 4.3, 4.4 1 5.2).

layuenmu 8 cmapuecxa 8v3pacm
He ce Hamara npoMaHa B JO3MPOBKATa [IPH MALMEHTH B CTAPYECKa BH3PacT.

[leduampuuru nayuenmu
He ce mpenopwuBa ynorpebara Ha Co-Diovan npu genia nox 18 roamHu, mopany jaumncara Ha JaHHH 32
De30macHOCTTa M €PUKACHOCTTA.,

4.3 IIporaBonokazaHusd

- CBpPBXYYBCTBHTENHOCT KBM aKTHBHOTO BEUeCTBO(a), APYrH CYIhOHAMHIHU MPOH3BOAHH WIH
KBbM HAKOE OT ITOMOLIHHTE BEIECTBA OITHCAHH B TOYKA 6.
- Bropu u Tpern TpuMecTBp Ha HpeMeHHOCTTA (ToukH 4.4 1 4.6).
- Texko yepHOAPOOHO yBpeXxaaHe, HunuapHa LWHEPOo3a H XOJIeCTasa,
- Texxo 6K6peuno yBpexaaHe (KpeaTHHHHOB KIHpBHC <30 ml/min), anypus.
- PedpakropHa XHIOKATHEMHS, XHITOHATPHECMHSA, XUIIEPKATLHEMHAS ¥ CHMIITOMAaTHYHA
XHNEPYPHKEMHA.
-  EpnospeMeHHata ynotpeba Ha Co-Diovan ¢ alHMCKMpeH-CHABPKAIIH MPOAYKTH MPH NALHEHTH CBC
saxapeH auabet unn 6x6peuno yBpexaane (GFR < 60 ml/min/1,73m?) (Bx. Touxu 4.5 1 5.1).

4.4 Coeumanan npeaynpexIeHAs H peANa3sHE MEPKH NMPH YHOTpeda

ITpoMeHH B HHBATA HA CEPYMHUTE EICKTPOIIMTH
Bancapman

EnnoBpemenHata ynotpeba ¢ kandesd go0apku, Kanuh-ChXpaHaBalld NHYPETHIH, 3aMCCTHTE/IH Ha CONTA,
ChOBPXAINM KATMH, WIKM APYIY JEKAPCTBEHH NPOAYKTH, KOMTO OHXa MOTJIM /3 MOBHINAT HHBATA HA KATHH
(xemapHH H T.H.), He ¢ce npenopruBa. CTOMHOCTHTE HA Kajius TpAOBA Aa ¢&€ MOHHTOPHPAT ChOTBETHO.

Xuopoxnopomuasuo -

[Ipy JiedeHHE ¢ THA3HAHM AUYPETHLH, BKIIOUHTEIHO XMAPOXIOPOTHA3HMA, €€ ChOOIABA 3a Ciyvyad Ha
xunokanueMus. I[Ipenopsusa ceé 4YeCTO MOHMTOPHpPAHE HA HHBATA Ha CepyMHHA KanuH. Jleuenwero c
THA3HIHH THYPETHUM, BKIOUHUTEIHO XUIPOXIIOPOTHA3HK/, C€ CEBP3Ba C XHIIOHATPHCMHUS Y XHIIOXAOPSMHYHA
ankano3a. THasHIHTe, BKIIOYHTENHO XHIPOXIOPOTHAIH/T, TOBUILABAT eKCKPELMATA HA MarHe3HH B YPHHATA,
KOeTO MOXE Jla JOBENEe 0 XWnoMarsesHemusa. Exckpeuusara Ha Kadlldd HaMandBa MNOJ B/IHAHMETO HA
THA3HAHHUTE ARYpeTHUH. ToBa MOXKe Aa OBEE A0 XUIIEPKATIIACMHS.

KakTo mpM BCHYKH DALMEHTH, [ONYYaBalld JHYPETHYHO JICUEHHE, € HeoOXOAMMO Ha MNOMXOAALIH
HHTEPBAH OT BpeMe Ja ce OCBILIECTBABA ONPEACIIAHE HA HUBATA HA CCPYMHUTE €TICKTPOJIMTH.

TlaumeHTH ¢ HaTpHER WK obemeH JeduumT N
TlaupeHTHTe, NONYYABANIA THASHIHH [HYPETHLH, BRTIOYHTENHO XHIPOXIOPOTHasHZZARIRHM Ap QbaaT
Ha0/1101aBaHH 3a [0SBa HA KTMHHKHYHH PH3HALH HA BOJCH WIH eJIEKTPOIHTEH AMCH: e g. T %,
Ilpy mauMeHTH C TeXbHK HATPHEB WM o0eMeH NedHUMT, KaTo Te3H, KOMTO HORYYABATLR@OC tzﬁﬂ
AUYPETHLH, B PEKH CIy4aH ciel 3anouaHe Ha Tepanua ¢ Co-Diovan Moxe na q¢ SOAGH 'ﬂ
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xuroToHHa. Hatpresuar w/unu obemuusT AedpuuuT, TpadBa [a e KOPHIHpa MPeaH 3a04BaHe Ha NCHEHHETO
¢ Co-Diovan.

[lanMeHTH ¢ TEeXKAa XpOHHYHa ChpAcYHAa HEAOCTATHhYHOCT MWIIH JIPYI'H ChCeTOAHUA, TPH KOHTO € HAIHIIC

CTUMYJIALWS Ha CHCTEMATA PEHUH-AHTHOTEH3WH-AIIOCTEPOH
IlpH naupedTH, 4uaTOo OBOpeuyHa ¢yHKuMA O MOrna Ja 3aBMCH OT aKTHBHOCTTA HAa CHCTEMAaTa PCHHMH-

AHTHOTEH3MH-]0CTEpOH (HANpP. MALMEHTH ¢ TEXKKa 3aCTOMHA ChpPAEYHA HENOCTATBYHOCT), JICYEHHETO C
HHXHOMTOpH HA AHIHOTEH3WH-KOHBEPTHpALIMSA €H3MM C€ CBBP3Ba C OJMIypHA W/HIM TporpecHpalla
a30TeMHA U B PEIKH Cly4aH ¢ ocTpa 6b0peyHa HeJOCTATHYHOCT H/WIH CMBPT. OlieHKaTa Ha NalMEHTHTE CbC
ChpAEYHA HEAOCTATHYHOCT WM Clie] NpeKapaH MHOKapAeH WHGAPKT BUHArH TpsaOBa Na BKIIOYBA U OLCHKA
Ha ObOpeunara dynkmua. Ipunoxennero na Co-Diovan npd NmanMeHTH ¢ TeXKa XPOHWYHA CBpPACHHA
HEeJOCTATHYHOCT HE € IPOYUBAHO.

C/1eIOBATEIHO HE MOXe /1a C€ H3IKIIOYM, Y€ Mopaxyd MHXHOMpaHe Ha CHCTEMara peHHH-aHTHOTCH3HH-
asfocTepoH npwiarareto Ha Co-Diovan Moxe Ja Gbae CBBpP3aHO ¢ YBpexaaHe Ha 6pOpeyHara QyHKIWA,
Co-Diovan He TpsOBa na ce mpwiara fpH Te3W MaLHeHTH.

CreHo3a Ha OBOpeyHa apTepus |
Co-Diovan He TpiaOBa Aa ce npHiara 3a JeUeHUE Ha XMIEPTOHHA NMPH MAUHCHTH ¢ €JHOCTpaHHA WJIH

[BYCTPaHHA CTEHO3a Ha OLOPEUHMTE apTepHH HIH CTEHO3a Ha apTepHA Ha eJHHCTBEH OBOpEK, THi KaTo NpH
TAKHBA MALHEHTH € Bb3MOKHO TMOBHIIIABAHE HA CTOMHOCTHTE HA CEPYMHHTE HHBA Ha Yped M KPeaTHHHH.,

[IppHYeH XHIIEPATAOCTEPOHHIEM
ITalMeHTHTE ¢ THPBEIEH XHUIEPAIIOCTEPOHUIEM He Tpabsa Aa ce jekysar ¢ Co-Diovan, Teii kato TAXHaTa
CHCTEMA PEHHH-aHTHOTEH3MH HE € aKTHBHPAHA.

AOpTHA ¥ MMTPAJTHA KJIAITHA CTEHO3a, XWNE HYHa 0o0c¢ TABHA KAPAHOMMONATHA

KakTo npy BCHUKH APYTH Ba3OIMJIATATOPH € HeoOXoAuMO 0COOCHO MOBHINCHO BHHMAaHHE NMPH MaLMECHTH,
CTpajalll{ OT A0PTHA WIH MHTPAJIHA CTEHO3a HITH OT XunepTpodryHa 00CTPYKTHBHA

xapguomuonaTia (OXKM).

bubpeyuHo YBpEeXAaHE

He ce Hamara KOpUTMpaHe Ha /02aTa NP NAlMEHTH ¢ 6BOpeYHo yBpeXkIaHe U KpeaTHHHHOB KIHPBHHC 230
ml/min (Bx. Touka 4.2). Ilpemoppupa ce MEPUOAUYHO MOHMTOPHpAHE Ha CEpYMHHMTE HHBA Ha KallMH,
KpeaTHHMH M TMKOYHA KHCEIMHA npH npuaarade xa Co-Diovan npd nauueHTH ¢ 656pevyHo yspexaaHe.

Bn6petBa TPAHCIIAHTALS -
JTo TO3M MOMEHT HAMAa HATPYIAH ONMT MO OTHOHIeHWe Ha OesomacHata ymorpeba Ha Co-Diovan mpH
NALMEHTH, TIPEKapai HAcKopo OLOpeura TpaHCIIaHTalHA.

YepuoapobHo yBpexAaHe

Ilpu manWeHTH ¢ Jeko O yMepeHo uepHonapoGHO yepexaaHe Ge3 xosnecrasa, Co-Diovan tpabsa ma ce
ynoTpebsBa ¢ NOBHIIEHO BHMMaHHe (BXK. TOUKH 4.2 u 5.2). THazuanuTe NMypeTHIM TpaOBa fia ce Tpuiarar ¢
BHHMAHUE NPH MALMEHTH ¢ YBpencHa uepHoApoOHa GYHKIMA WIH mporpecHpamo 3abojIsBaHe Ha 4epHA
Apob, Thil KaTO MATK#d NPOMEHH BBB BOJHO EJEKTPONHTHHA amaHc MOXe jAa NIpeJM3BHKA YePHOIPOOHA
KOMa.

AHaMHe3a 3a aHTHOSIIEM | |
Ilpy mauMeHTH, JTEKYBAHH ¢ BajncapTaH c¢a AOKIaZBaHH CAy1aH Ha AHTHOEAEM, BKIIOUMTEIHO OTOK Ha

JIAPHHKCA M TIOTHCA, NPHYHHABAINH OGCTPYKIMA HA JUXATENHUTC MBTHINA M/MIH IIOL /’,
ycTHITE, $apiHKca W/IIH e3uKa. Hsakon oT Te3u NauMeHTH ¢a H3ABABAIM Opedd TOBA AT

nexapcTia, BKnouuTenHo ACE unxuburopy. [lpy BE3HHKBaHE Ha aHTHOEIEM /8
npueMsT Ha Co-Diovan Tpa0sa aa ce mpeycraHoBU He3abaBHO H Jia HE ¢¢ MpMAara e
N
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CHcTeMeH JIYITYC epUTeMaTonec
Crofuiaea ce, 4¢ THa3HAHHTE AMYPETHIM, BKIOUYHTENHO XHAPOXIOPOTHA3H, MOraT Aa 00OCTpAT WK 1a

AKTUBHPAT CHCTCMCH JIYITYC CPUTCMATOICC.

HApyrn mMeraOoluTHH HAPYIICHNKA

THasumHeTe TRYPETHIIM, BKIIOYHTEIHO XHAPOXIOPOTHA3H], MOTAT [ia HApYWIAT [VIIOKO3HU% TOIEPaHC H Zia
MOBHILIAT CCPYMHHTE HMBA HAa XOJECTEpONl, TPHIMMLICPHIH ¥ MHKO4YHA kucenwHa. [Ipy naumeHTH ¢ anaber
MOXe [a € HeoOXOAMMO KOPHIHpaHe Ha /I03aTa Ha MHCYJIMHA HIM Ha MEpPOPaTHOTO XHIOTTTHKEMHYHO
cpeacTBO. THAZUAHHTE JUYPETHITH MOraT /1a NMOHWKAT eKCKPELHATa Ha KAJILHK B YpUHATA ¥ Ja JOBEJAT A0
HHTEPMHTECHTHO JIEKO MOBHIIABAHE HA HMBATA HA CEPYMHU KAILMiA MPH NHMIOCA HA YCTAHOBEHO HapyIllICHHeE
Ha kaniMerus mMeTaGonusbMm. HM3pazeHara xumepkallieMHs MOXKe Ja € AOKA3aTCJICTBO 32 MOIEKall
XMIEPIAPATUPEOUIH3bM. [IpHeMbT HA THA3MIAHM JHypeTHIM TpAGRa na Obae mpekpaTeH Mpeau
NPOBEXKAAHETO HA H3CIICABAHKWA HA NNapaTHPEOUAHUTE DYHKIIHH.

@OTOUYBCTBHTENHOCT |
CrobinaBa ce 3a CIyuad Ha PEaKiHm Ha (OTOUYBCTBHTENHOCT IIPH MpHEM Ha THA3AAHH NHYPETHIH (BXK.

Touka 4.8). Ako peakumira Ha (POTOUYBCTBHTCIHOCT BB3HHKHE B XO[a Ha JIEYCHHETO, C€ IPETIIOPHYBA
CIHpaHe Ha JIEYCHHETO. AKO C€ CYWTA 32 HeOOXOAHUMO MOBTOPHO NMPHIAraHe Ha AUYPETHKA, C€ NPEnophyBa
3aIKTa Ha oOIACTHTE, H3JI0XKEHH Ha CJTBHIIE WIM H3KycTBeHa UV A cBeTnuHa.

bpeMennoct
He Tps6ea aa ce 3amousa jeueHHe ¢ aHrHoTeHskH 1 peuenropuu 6nokepu (APB) no peme Ha OpeMEHHOCT.

OcBeH axko TpoaBIDKUTENHATa Tepamys ¢ APB ce ripelleHH KaTo CBUIECTBEHA, JICYCHHETO HA NMAlHCHTKH,
KOMTO IUIaHyBaT OpeMeHHOCT, TpsAORa Aa Obae 3aMEHEHO ¢ AJTEPHATHBHO AHTHXHICPTECH3WBHO JICUYECHHE C
ycTaHoBeH npodun Ha GezomacHocTr 3a ymotpeba no Bpeme Ha OpemeHHocT. Ilpu ycraHOBsBaHe Ha
OpeMenHocT nedeHueTo ¢ APB Tpa0Ba HesabaBHO Ja c¢ NMPEYCTAaHOBH H Ja C€ 3al04HEe alTCPHATHBHO
neuyeHHe, aKo € MoaXoaamio {BxK. TOUKA 4.3 u 4.6).

O0b1H

HeoGxoauMo € mOBUILIEHO BHUMAaHHe TpH [ALMAECHTHA C NpeRIeCTBaliia CBPbXYYBCTBHTEIIHOCT KBM APYTH
anruoTeH3uH 11 peuentopHH Gnokepu. PeakiMure Ha CBPBXYYBCTBUTEIIHOCT KbM XHAPOXJIOPOTHASHA €2 MO-
BEPOATHH IIPH NAIHEHTH, CTPafalllH OT AJICPrHia HIIH acTMa.

OcTpa 3aKpHTOBIBJIHA [IAYKOMA
XHApoXopoTHa3Hi, Karo CyJMpOHAMUI, C€ CBBLP3BA ¢ HIAHOCHHKPATUYHH PEAKHMH B PE3ynTar Ha OCTpa

NpexoaHa MHOIMHA H OCTPa 3aKpHTOBIBJIHA riaykoMa. CHMIITOMHTE BKJIIOUBAT BHE3ANHO CHIIHO HAMAJICHA
3pHTE/IHA OCTPOTA HWIH O0JIKa B OUMTe H OOMKHOBEHO ce NMOABABAT B PAMKHTE HA HAKONKO Yaca A0 CeIMHIIA
OT 3amOuBaHe Ha NeueHHero. He nexyBaHaTa ocTpa 3aKpHTOBIBJIHA [JAYKOMa MOXKe Ja JOBCAC OO
[MOCTOAHHA 3aryda Ha 3peHHETO.

Tepanugara ¢ XuapoxXnopoTHa3HA TpAOBa Aa ce MpPEeKpaTH BB3IMOXKHO H&H-ﬁ'BpSO Moske Ja C& HaIOKH
He3a6aBHO MEQHLMHCKO HIIH XHPYPTrUYHO JIeUeHHE, aKO BBTPEOYHOTO HAraHe He MOXKE [1a ¢€ KOHTPONHpa.
PuckoBHMTe (haKTOpH 3a Pa3BHTHE Ha OCTpa 3aKPHTOBIBJIHA TIaykoMa MOXE [Ja BKIIOYBAT IMPCIHILHO
neveHne CbC CyIhoHaMHAIH WIH ANeprus KbM NEHHLHIHH,

JBoiina Goka/ia Ha peHHH-aHIHOTeH3NH-AIIocTepoHoBaTa cucteMa (PAAC)

Hma nansm, ue eqHospeMenHaTa ynorpe6a Ha ACE unxubutopH, adrnotenzud I-peuenropHu G/IoKepH HiM
AlMCKHpPEH IOBHIABA PHCKA OT XMIIOTOHHA, XHIIEPKATHEMMs M HamanaBaHe Ha ObnOpednara QyHKiws
(ekmounTenHO ocTpa 6B6peyHa HeaocTaThuHocT). [lopanu ToBa He ce mpenopbuBa ABOHHO O/IOKMpaHe Ha
PAAC upes xomObuaupanata ynorpeba na ACE uuxuburopu aHrmotensud II-peuentopin Onokepu wim
AMHCKUPeH (B, Touku 4.5 1 5.1). s

AKO ce NpeLeHH, Y€ TepanMaTa ¢ ABOHHO OIoKUpaHe € abcoMFOTHO Heoﬁxomma TOBa TPAGE] A3

o/ HaGMONCHHETO HA CHEIMATMCT M NMPHU YECTO BHHMATEIHO MOHHTOpupaHe Ha OBODHR by
€JICKTPOJTHTHTE ¥ KPHBHOTO HANATraHe, / &
ACE unxuburopu u anrnorensid Il-penenropHn GaokepH He TpadBa [a ce H3MOI3B]
nauueHTH ¢ JuabeTHa HeponaTHs. T




4.5 BzaumogeiicTBHe ¢ APYTrH JeKapPCTBeHH NPOAYKTH H APYTH GOPMH A B3aAMOACHCTBHE

BBﬂHMOQeﬁCTBHH, CBBP3aHHU C BAJICAPTAH H XUAPOXJIOPOTHA3INA

He ce npenopvisa ednogpemenna ynompeba
Humuii

O6paTHMO TOBHIIABAHE HA CEPYMHHTE KOMIEHTpAUMH HA JIATHH M TOKCHYHOCT Ca ChOOIWIEHM IpH
eqHoBpeMeHHata yriorpe6a Ha auTuii ¢ ACE wmxwuGuropn, anruorensuH Il peuerrropau Gnoxepd Win
THA3MAHH JHYPETULH, BKIIOYATEAHO XHAPOXJIOPOTHAsuA. ThH KaTO THa3HMIHUTE AHYPCTHLH HaMaliBaT
OBLOpeUHn KIMPHHC Ha JIMTHE, Ce TIpeArnonara, 4e PUCKBT OT JINTHEBA TOKCHYHOCT MOXe 3 Objie MOoBHIIEH
nonmeaautenHo ¢ Co-Diovan. IlpenopbuBa ce BHMMATENHO CISCHE HA CEpYMHMTE HMBA Ha JIMTHH, aKo ce
npeleHH, Ye koMOuHaIMATa € HeoGxoauMa.

Heobx00umo e nosUER0 BHUMAHUE NPY COHOBPEMERHA yrompeba

Hpyeu anmuxunepmenzuenu azenmu

Co-Diovan Moxe Aa NOBHIIM €(pHKACHOCTTA HA APYFY JIEKapCTBa C aHTHXHﬂepTeHBHBHH cBolicTBa (Harmp.
TBAHETUIMH, METHIIONA, Basomuiaratopd, ACE HHXHOHTOPH, aHTHOTEH3HH peunenTopHH 6iaokep (APD),
GeTra-610KepH, KATIKUEBH AHTANOHHCTH) W AMPEKTHH peHAHOBU HHXUOUTOpH (JIPH).

Hpecopnuu amunu (nanp. HOpaAOPEHARUH, AOPEHANUR)
BB3M0oKHO € HaManiBaHE Ha OTTOBROpa KbM IIPECOPHH aMHHM. K/ MHHYHOTO 3HAYEHHE HA TO3M edekr ¢
HEYCTAHOBEHO H HEIOCTATBYHO, Y€ Ja OBAAT CIIPEHH.

Hecmepouonu npomueogwsnanumennu cpeocmsa (HCIIBC), exmouumenno cenexmusiu COX-2
UHXUDUMOPU, QYEMUACANUYURCBA Kiceruna >3 g/oneeno u necenexmusgny HCIIBC

HCIIBC Morar Aa orcaabar aHTHXUIEPTEH3WBHHA e(QeKT KaKTO Ha aHrHoreHsHH 1l pernenropHure
aHTArOHHCTH, TakKa M HA XMAPOXJIOPOTHA3HAA TpPH €JHOBPEMEHHO IpwiokeHue. OCBEH TOBA,
eaHoBpeMeHHoTO npwiarane Ha Co-Diovan u HCIIBC moxe na goBene no BlomasaHe Ha OBOpeunara
$yHKUKA MOBHIIABAHE HHBaTA Ha cepyMHHMA Kanwi. Ilopanu ToBa c¢e npenopbyBa MNpoCieAsBaHe Ha
OBOpeunaTa GyHKUHA B HA9aJ0TO HA JISYEHHETO, KAKTO H a[lCKBATHA XHApATallHA Ha NalMeHTa.

B3anmonelcTBHA, CBBP3aHK ¢ BaJICApTaH
Heoina 6aoxada Ha penur-areuomensun-aroocmeponosama cucmema (PAAC) c APB, ACE unxubumopu

Wil QruCKupen
JIaHHM OT KJIMHWUYHHA I[IPOYYBaHMS IIOKA3BAaT, 4Ye JBOHHOTO ONOKHpaHe HAa PpEeHMH-AaHTHOTEH3WH-
anpocTepoHoBata cuctema (PAAC) ypes komGuuupanara ynorpeba Ha ACE uaxubutopy, anrdorensus II-
pELETITOPHE OGIOKEepH WIH AIMCKHPEH CE CBBbP3Ba ¢ MMO-BUCOKA YECTOTa HA HEXENaHW ChOMTHs, KaTo
HANPHMED XUIMOTOHHSA, XHNEPKATHEeMUS M HamanaBaHe Ha ObOpeuyHara (QyHKiMA (BKJIIOYMTETHO OCTpa
6BnOpedHa He[OCTATHYHOCT), B CPABHEHME ¢ YNOTpehaTa caMo Ha eJJHO CpeAcTRo, AckicTaallo Bbpxy PAAC
(Bk. Toukd 4.3, 4.4 n 5.1).

He ce npenopvuea ednogpemenna ynompeba
Kanuii-coxpanseauiu Ouypemuyu, xaruesu 000A6KHU, 3aMECMUMENY KA COAMQA, CbObPICYU KAWMU Uy

Opy2u Cy6cmanyuy, Koumo 6uxa Moy 0a ROSUWAM HUBAMA HA KUY
AKO ce NpeLieHH, Ye € HEODXOIUM JIEKapCTBEH MPOMYKT, KOHTO 3acira KaaueBUTe HHBa B KOMOMHALMA ¢
BAJICAPTAH, PENOPBYBa Ce ClIe/ieHe Ha IIa3MEHNTE HHBA Ha KaJTHii.

Tpancuoprepu
Hn BuTpo JaHHH NOKa3BaT, 4e BajacapTaH € cy0GcTpar Ha TpaHCIIOPTEpHTE 3a uepHOApoD

OATP1B1/OATP1B3 1 Ha uepHOnpoOHuA edmykc TpaHcnoprep MRP2. Kinunvunoro 3ppade
HAXOAKA He € H3BeCTHO. EAHOBpeMEHHOTO NpHioKeHHe HA HHXUOWTOPU Ha TPaHCIIOPTE] _./ 3
(Hanp. pudaMIKH, NUKIOCTIOPHAH) WK Ha e(dIYKC TPAaHCHOPTEPHTE (Halp. PHTOHABH ;I'
CHCTEMHATa ©KCIO3HMLMA Ha BajgcaptadH. [IpeanpHemMere NOAXOAAIMIE TPHXM T
NPEKpaTABAHE HA CHITHTCTRALLIC JIEYCHHE ¢ TAKHBA JICKapCTRa.




Jlunca na e3aumooeticmsus

IlpH npoyuBaHHA 3a JIEKAPCTBEHH B3aWMOACHCTBHS ¢ Ba/iCAPTaH HE Ca YCTAHOBCHH KIMHUYHO 3HAYHMH
R3aHMMOIEHCTBHSA MEKLY BANCAPTAH M HAKOE OT CIEIHHTE BEIIECTBa: IIMMETHAMH, BapdapHH, pyposemMur,
IUFOKCHH, AaTCHOIOJ, MHAOMETALMH, XHIPOXJIOPOTHA3WA, AMIOJMIHH, raHOeHkiIaMua. JIMIOKCHH M
MHIOMETAlMH MOTAaT Aa BlaHMojeficTBaT ¢ XHAPOXJOpoTHasHAHaTa koMmoHenTa Ha Co- Diovan (sx.
"B3anmoaeicTBHA, CBBP3aHH C XHIPOXJIOPOTHAZHUA").

BzanmonelicTBIA, CBBP3aHM C XUAPOXIOPOTHAZHL

Heolxodumo e noguieno gHuManye npu eHogpemerna ynompeda

Jlexapcmeenu npoOykmu, NOGAUAGAIYY HUBOMO HA KAAUU,

XUNOKAIHEMHYHHUST (PEKT HA XHIAPOXJIOPOTHA3HIA MOXe Ja C€ MOBHMIUM MPH €AHOBPEMEHHOTO
NpWIOKEHHE Ha Kaluil-ryGemy AuWypeTHiH, KoprukocTepoumM, nakcatusd, ACTH, amdorepHiws,
KapOeHOKCOI0H, NeHUIUTUH (G, CaTULIHIOBA KUCEIIHHA W NPON3BO/HHTE H.

AKO € HeoOXOAMMO HNpPEANHCBAHETO HA TE3H JIeKapcTBEHM MPOAYKTH SOHOBPEMEHHO ¢ KOMOMHALIHMATA
XUAPOXIOPOTHA3U-BANICAPTAH, C€ NPErnophYBa MOHMTOPHPAHE HA TUIA3MEeHHTE HMBA HA Kajuus. (BXK. TOYKa
4.4),

Jlexapecmeenu npodyxmu, xoumo mozam 0a npeduzaurxam torsades de pointes

Ilopanu pucka OT XHHOKaNIHeMMS XHAPOXIOpOTHasHA TPAOBa Na ¢e mMpuiara ¢ NOBHIIEHO BHHUMAHHE IIPH
SIHOBPEMEHHO MPHIOKEHHE C JISKAPCTBEHH IPOAYKTH, KOWTO MOTAT NpeaussHKaT torsades de pointes, naii-
Beue Kiac la M knac I aHTHapHTMHLE ¥ HAKOH 8HTHIICHXOTHIIH.

Jexapcmeenu npodyxmu, ROSIUABAUU HA CEPYMHOMO HUBO HA HAMPUU

EdekTsT Ha XMIIOHATPHEMHA HA JUYPETHLHTE MOXE J1a Ce 3aCHIIH TpH €JHOBPEMEHHOTO IPHIOKCHUE
JEKApCTBA, KATO AHTHAETIPECAHTH, aHTHIICHXOTHIIY, aHAWEIANTALM U T.H. HeobXonuMo ¢ BHHMaAHHE MpH
NPOIBIDKHTENTHO JISYEHHE ¢ TE3H JIEKApPCTBa.

Hueumanucosu 2ruxo3uou |
Twasun-uAayIMpaHa XUIIOKATHEMHAA WIH XMIOMarHe3sueMMsa MOTrar J1a ¢e M34BAT KATO HEXKEJaHH peakiiHH,
YJIECHABAMKH HAYAIOTO HA AUTHTATHC-MHAYLHPAHH ChPACYHH apUTMHUH. (BXK. Touka 4.4)

Kanyuesu conu u sumamun D

[Ipunarasero Ha THA3HIHU AHYPETHLM, BIIIOYWTENIHO XMIAPOXJIOPOTHA3HA, ¢ BUTAaMHH D HIH ¢ KanuneBH
COJIM MOXE Aa NOTeHLMpa MOKAYBAHETO HA CepYMHHMA Kaauui. ENHOBPEMEHHOTO MPHIOKEHHE Ha THA3UICH
THIN JAYPETHLH ¢ KAAUEBH CONM MOXE O3 AOBEAES A0 XHIEPKAILUEMNA TIPH NALMEHTH, MpeipasnookeHH
KbM XMIEPKAII[HeMHs (Hamp. XWnepnapaTHPEOIH3bM, 3710KA4eCTBeHO 3a0o/dBaHe WIH ChCTOAHHS
oTocpeAcTBaHM OT BuTamun D) upes nosuimasane Ha TyOynHata peabcopbuus Ha Kannui.

Anmuduabemnu rexapcmea (NRepopaIny CPeoCcmea U UHCYIUR)

TuaszuuATe JAYPETHIM MOXKE [1a OKAXKAT BIIMSAHHME BBPXY TJIFOKO3HHA TolepaHc. Moxe Aa ¢ HeobXoauMo
KOPHTHPaHEe Ha JO3UTE.

Metdopmun TpaOra Ja ce MpHeMa ¢ TIOBHILIEHO BHHMaHHe NOPAH PHCK OT JIAKTATHA alfHA03a, HWHAYLHpaHa
OT Bb3MOXHa PyHKIHOHAIHA OB0petHa HeAOCTATEYHOCT, CBBP3aHa C XHAPOXIIOPOTHAZHAL.

bema-6noxepu u ouazoxcuo

EaHOBpEeMEHHOTO NPHIMKEHHE HA THA3HWAHH AHYPETHIH, BKIIIOUMTENIHO XHMAPOXIIOPOTHA3HI, H Oera-
Onoxkepu MOXe J[a TOBHIIM pPHCKA OT XHUNEPriIHKeMHA. THasHAHWUTE JAHYPETHLH, BKJIIOYHTEIHO
XHAPOXJIOPOTHAZH]I, MOTAT JIa MIOBHILIAT XHIEPIITHKEMHYHNS e(DEKT Ha AHA30KCHI,

Hexapcmeenu npodykmu, NPUIG2ZaRY 30 Aedenie Ha nooazpa (npoberneyuo, cyﬂqbunnup A VB A
BBp3MOKHO € Ja C¢e HaloKM KOpHTMpaHe Ha [03ara Ha YPHKO3YPHUHHTE Af \" B g, T

XHAPOXJIOPOTHA3H MOXKE Ja MOKAYH HHUBATa HA CEpyMHATA TIMKOYHA KHCcenuHa. MoK gia/c shds
ce yBeJWYH [Jo3aTa Ha TpoOeHemmpn W cynpuHmapazoH. EaHOBpeMeHHOTO INpRUE




AUYPETHLH, BKIIOUATEITHO XHAPOXJIOPOTHA3HZA, MOXE [Ja [IOBHLIM 4YEeCTOTaTa HA pPeaKIWMTe Ha
CBPBXYYBCTBUTEITHOCT CIIPAMO QJIOIYPHHOIL.

Anmuxonunepzuunu Rexapcmeeny nPenapamy U Opyeu NeKapCmeeny RPOOYKMU, NOCAUABAUY CTROMAUUHUA
MOMUAUMEM.

BHOHAIHYHOCTTA HA THASHOHHTE AHYPETHIM MOXE JAa CE€ MOBWLIM OT AHTHXOJHHCPrHUHHTE JIEKApCTBEHH
IIPOAYKTH (Hamnp. aTponuH, OummpenHH), BEPOATHO MOpajd HaMaldBaHe Ha MOTWIWMTETa HAa CTOMAUIHO-
ypeBHHA TPaKT M 3a0aBiHe HA BPEMETO 33 M3Mpa3BaHe Ha cToMaxa OOPaTHO, 0YakBa CE€ NPOKUHETHYHUTE
JIEKapCTRa, KaTo LH3ANpU a MOHMKAT OMOHATHYHOCTTA HA THA3UIHHTE JHYPETHIIH.

Anmanmaoun
TuazuaeuTe AHYPETHLIH, BKIIOYHTESNHO XHMAPOXJOPOTHA3H], Morar Ja MOBHINAT PHCKa OT HEXCIIaHH
peaKliM, IPUIMHEHH OT AMAHTAIHH.

Honoobemnu cmonu

AGcopOumsTa Ha THA3HAHWTE JTUHYPETHULM, BKJIIOYWTEHO XMIPOXJIOPOTHA3HA, €€ HaMalipa OT
XOJeCTHpaMHH M XojlecTHnos. ToBa MOXKe Ia [oBeOe A0 CyO-TepaleBTHHYEH e(eKT Ha THasHIHHTE
anypetuia. Obave, pasnipenessHero Ha 103aTa XMAPOXJNOPOTHA3HA H CMOJA, TaKa, 4€ XHAPOXIOPOTHASHA
Ia ce Mpuara Hai-Manko 4 yaca npeau Wi 4-6 gaca cnex NMpUIOKEHHETO Ha CMOJIH, MOXKE Ja CBele N0
MHHHMYM B3aHMOJACUCTBHETO HM.

L{umomoxcuunu nexapcmeenu npooykmu

THasHAHWTE AUYPETHIIH, BKIHOYHTEHO XUAPOXJIOPOTHA3HA, MOTaT i HamainaT ObOpeYHaTa eKCKpelHs Ha
LMTOTOKCHYHHTE JICKAPCTBEHH MPOoAYKTH (Hamp. IHKIodochaMun, METOTPEKCAT) U [ia OTEHLHPAT TEXHHTE
MHEJIOCYTNPECHBHH €(EeKTH.

Heoenonapusupawu ckenemioMycKyanu peaaxcanmu (ranp. myboxypapun)
TyasAaHHTE QHYPETHITH, BIIICYHTETHO XHAPOXIOPOTHA3H], IIOTEHIMPAT ASHCTBHETO HA
CKEJIETHOMYCKYJIHHTE pelaKCaHTH, KaTo IIPOM3BOAHHUTE HA Kypape.

Luxnocnopun |
EQHOBPEMESHHOTO MPHWIAraHe ¢ WHKJIQOCIOPHH MOKE JIa MIOBUILIH PUCKA OT XHICPYPHKEMHA H YCIOKHEHHA Ha

noaarpara.

Anxoxon, bapbumypamu unu RQPKOMUYHU GEwecmea

EnHOBpEeMEHHOTO MPUWIOKEHHE HAa THA3HOHH JIHYPETHIM CBC CYOCTaHIUHH, KOHTO CBIO MpPHTEKABAT
TIOHMKABAIL KPEBHOTO HangraHe edekT (Halp. upe3 HaMalABaHE aKTHBHOCTTA Ha CHMIIATHKOBATA HEepPBHA
CHCTEMA MM JUPEKTHATA Ba30JHIATATOPHA aKTHBHOCT) MOsKe [a MOTSHUMPA OPTOCTATHYHA XHITIOTOHHS.

Memunoona
HMa u30gMpaHit ChOOIICHMA 3a CIy4Yad Ha XEMOJIMTUYHA aHeMHs IIpH €JHOBPEMEHHO IIPHJIAaraHe Ha
METHJLAONA U XUAPOXJIOPOTHAZHU/IL.

Kapbamazenun
ITanpeHTHTE, NpPHEMALTH XUAPOXMOPOTHAZHA eEXHOBpEMeHHO ¢ xapOamasenMu, MOTraT Aa padgHsaT:
xunonarpuemud. [lopagu Tasm npuurHa TakWBa nNAaiMeHTH TpaAOBa 1a OBAaT mnpeaynpeleHd 3a
BB3MOXKHOCTTA OT XHIIOHATPHEMHYHH peaklMH U a Ob1aT BHUMATEIHO IPOCTICASBaHH.

Hoouu xoumpacmnu cpedcmsa
B coyyal Ha AUypeTHK-HHAYNUPAHA JEXMApaTaups € HaJHIE MOBHIIEH DPHCK OT
HEZIOCTATBYHOCT, OCODEHO IIPH BHCOKH JO3H Ha Hoauua npoaykr. [lanmenTtHTe Tpsabea
Npey NpuiaraneTo Ha MoaHN KOHTPAacTHH BEILIECTBA.




4.6 BpeMeHHOCT, KbpMeHe H QPepTHIHTET

Epemennocm

Bancapran

VrorpeGata Ha anruotensu 11 penerrropun 6nokepu (APB) He ce npenopbyea npes IIbPBUsS TPHMECTHP HA
OpeMerHoCTTa (BK. TOuKa 4.4). Yrorpebara Ha APb e mpoTHBOIIOKa3aHa Npe3 BTOPHA H TPETHA TPHMECTBP
Ha OpeMeHHOCTTa (BXK. Touku 4.3 # 4.4).

EnuaeMHOIOrdYHUTE JAHHKM 3a PHCKA OT TepaToreHHocT ciel ekcnosuima Ha ACE muxuOuropH mpes
TBPBHA TPUMECTHP HA OPEMEHHOCTTA He Ca OKOHYATE/THH; HE3aBHCHMO OT TOBa HE MOKE Ja Ce HM3KIIOUH
JIeKO TIOBMHICHHE Ha pHUcKa. BBNpekud 4Ye HAMA KOHTPOJIHPAHU EIHMAEMUOJIOTMYHH AaHHH 32 PHCKa OT
anruorensud I penenropam Gnokepu (APD), momofen pHCk MOKe [a CBIEECTBYBA HPH TO3H KJac
nekapctBa. OcBeH B ¢aydaii 4e Tepanuiara ¢ APD ce mpeuensaBa kato MHOro BaxHa. IlalHeHTKHTe, KOUTO
miaHyBaT OpeMeHHOCT, TpaOBa Aa NMpPEeMHHAT HA aJTCPHATHBHO aHTHXMIIEPTCH3MBHO JICUCHHUE C JoKazaH
mpodrn Ha GezomacHocT 3a ynoTpe6Ga npu Opemennoct. IIpH ycraHOBsABaHe Ha OPEMEHHOCT JIEYCHHETO C
APD tps6Ba j1a ce npeycTaHOBH He3a0aBHO H IPH HEOOXOQUMOCT Aa Ce 3alOYHE ATCPHATHBHA TEpaIui.

HzpecTHO €, ve exkcmozuimara Ha Tepanusa ¢ APb mo BpeMe Ha BTOpHS W TpeTHA TPHMECTBP Ha
OpeMeHHOCTTa IPHYHMHABA (PETOTOKCHYHOCT IpH Xopa (moHwxkeHa OpOpeuHa QYHKLHA, OJIMrOXHAPAMHHOH,
3abapeHa OCH()HKAalMA Ha 4epena) W HEOHATANHA TOKCHYHOCT (ObOpeuHa HENOCTATHYHOCT, XWIMOTOHHA,
XHIepKATHEMHUN) (BX. ChIIO TOYKA 5.3).

B ciy4ait Ha excnosnpa Ha APB cnea Bropus TpuMecThp Ha OpeMEHHOCTTA ce NIPenophYBa yITPa3BYKORa
npoBepka Ha OpOpeuHaTa GyHKIHA U depena.

HoEoponenu, yMHTO Maiiku ca npuemani APD, tpabea na 6baaT BHUMATENHO HaOMOMABAHM 32 XHIIOTOHHA
(BXK. ¢bINO TOUKK 4.3 U 4.4).

XUAPOXTOPOTUHABHT

Hanune e orpaHHYeH OMHT OTHOCHO YIIOTPeOaTa Ha XHAPOXJIIOPOTHA3H] TIO BpeMe Ha OpeMEHHOCT, 0CODEHO
npe3 OupPBHA TPHMECTEHP. [IpoyusanuiaTa APU KMBOTHH Ca HEAOCTATHYHH. XHAPOXJIOPOTHA3UA NPEMHHABA
npe3 mnanenTtara. HM3axoxnaiiki or ¢apMaKoJOrHYHHS MEXaHU3bM Ha ACHCTBHE Ha XHIPOXJIOPOTHA3HI,
ynoTpebata My Npe3 BIOpHS M TPETHA TPMMECTHP MOXKE Ja HApPYIIH deronnaleHTapHaTa nepdys3ug 4 aa
aoBene A0 (PeTaHH U HEOHATAJITHH YCJIOKHEHHA KAaTO HKBITEHALA, HAPYWIEHHA HA €JIEKTPOTUTHAA fanaHc H
TPOMOOLIUTONEHHA.

Kvpmene .

JIuncBaT JaHHM OTHOCHO yroTpebaTa Ha BANCapTaH Mo BpeMe HA KbpMEHe. XHWIPOXJOPOTHa3HI Ce
eKCKpeTHpa B KbpMarta. I[lopagu Ta3u NpHYWHA He ce mpenopbusa npueM Ha Co-Diovan mo Bpeme Ha
kbpMene. ITpeanounTa ce anTepHaTHBHO JIEYEHHE ¢ No-Kobpe ycTaHOBEH NMpohui Ha H€30MACHOCT N0 BpeMe
HA KbPMEHe, 0CO0EHO NPH KEPMEHE HA HOBOPOJIEHO WIIH HeOHOCEeHO Oede.

4.7 E¢exTn BBPXY Cnoco0HOCTTA 32 mopupaHe H paboTa ¢ MAIIHHH

He ca npoBexxzaHi npoyuBanus 3a edexTure Ha Co-Diovan Bepxy cniocoOHocTTa 32 miodupaHe 1 pabora ¢
maimmuHd. Tpabea na ce HMa mpeaBuz, Ye npu modupade H pabota ¢ MAlHHH € BB3MOXKHO MOHAKOTa Ja
HACTBIIAT 3aMasHOCT HJIH yMOpa.

4.8 Hexeran# NeKapCcTBEHH PEAKITHH

i ol

Hexenanure JICKAPCTBCHH pPEaKIlHM, chOO1IeHH MpH KIAHWYHH OPOYUBAHHA H JIZWOREC HW /¢ X ON
HacTBIBAIMKH NO-4€CTO MpH BajicapTaH IUIIOC XHAPOXJIOPOTHAa3HuA CNpiaMo mlaueﬁ XK i, QOTNQI 1-\-
CHOOILIEHUA 110 BpeMe Ha NOCTMAPKETHHTOBHA IIEPHOJ, Ca TIPEACTABEHH IO-I0J) g P, ‘E‘ {?“ ﬂa,--rxl_. ‘ A
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CaMOCTOATENIHO, HO KOHTO HE Ca Ha0IoAaBaHy NpH KIWHUYHHATE [POYYBaHUA, MOraT Ja BE3HHKHAT B X044
Ha NICUEHHETO ¢ BAJICAPTAH/ XHAPOXIOPOTHASHI.

HexeNanH JJeKAPCTBEHH PEAKIIHN
Hexxenanure nekapcTBEHH PeakiHy ca NOAPSAEHH 1O YeCTOTa, HAH-YECTHTE Ca IThPBH, CHIJIACHO CIEAHATA

KOHBEHLIMA: MHOTO uecTH (= 1/10); uectn (> 1/100 to < 1/10); veuectn (= 1/1 000 to < 1/100); peaxu (= 1/10
000 a0 < 1/1 000); muoro peaku (< 1/10 000); ¢ HenzBecTHA 4eCTOTa (OT HAJHMYHHTE JAHHH HE MOXKE Aa
ObZc HanmpaBeHa OLIEHKA).

[Ipy BCAKO IpYNHpaHe B 3aBHCHMOCT OT 4Y€CTOTATa, HEXENAHWTE JIEKAPCTBEHHW peaklMH ce u30possar B
HH3XOAAMI peA IO OTHOILIEHHE HA TSIXHATA CEPHO3HOCT.

TaGnuna 1. YecroTa Ha HexKeNnaHUTE JIEKAPCTBEHH PeakLUy NPH BaJICapTaH/ XHIPOXIOPOTHASHA

Hapymenns Ha MeTabom3Ma B

XPaHEHETO
HeuecTH Hexunparams -
Hapymenns Ha HEpBHATA CHCTEMA
Mmuoro peixy | 3aMafgHOCT
Heuectn Ilapecresuu
C HeU3BeCTHA YECTOTA CuHkon
Hapymenns Ha O9HTE
Heuectu 3aMbrIABaHE HA 3PEHUETO
Hapymenus Ha YX0TO B JaGRpHHTA
HeuectH TunuTYC
CbaoBH napymenus
Heuectn XHOOTOHHSA
PecuupaTopui, rpbIHH H METHACTHHANHHE HAPYIICHHS
Heuectn Kauuinua
C HeunzBecTHa YecToTa HekapauoreneH 6enoapodeH orok
CroMamno-IYpeBHH HAPYHICHHS | |
MHoro peakun - Huaapus
HapymeHnsi HA MYCKYJ/JIHO-CKe/JIeTHATa CHCTEMA B CheAHHHTEIHATA ThKAH
Heuectu Muanrus
MHoro peaxu | ApTrpanrus
Hapymenns na 0b0pendTe  nEKOYHHTE WHTHINA
C HeM3BECTHA YECTOTA HapyiiteHa 660pevuHa GyHKIus
O0mu napymenns H edexkTn HA MACTOTO HA NPHIOKEHHE
Heuectn YMopa
HicaeaBanun -
C Hen3BeCTHa 4eCTOTa IToBHIIaBaHE HA CEPYMHHTE HHBA HAa MMKOYHA KHCEAHHA,
| OHIMpYOHH H KPEaTHHHH, XUTIOKATHEMHSL, XHTIOHATPHEMHA,
MOBHIIABAHE HA 430T4 B KPBBTA, HEYTPOIICHUA
JomLEIHUTEeNHa HHBOPM 38 OTACNHHUTE ChCTABKH
Hexenanure peaxuym, ¢pODIIEHM 33 BCAKA OT OT/EJHHTE CBCTABKH, MOra &b LAY AXHH

HekenaHu peaki Ha Co-Diovan, gopy na He ca HaGmoiaBasy B X0/a Ha KJI
BpeMe Ha MTOCTMAPKETHHIOBHA TIEPHOI.




Tabauua 2. YecToTa HA HEXENAHKUTE JIEKAPCTBCHH PEaKIMK NIPH BajicapTad

Hapyuienns Ha KPbBTA H NHM(pHATA CHCTEMA
C HeM3BECTHA YECTOTa

HapymeHHs HA HMYHRHATA CHCTEMA
C HeU3BECTHA 4E€CTOTa

Hapymenns Ha MeTal0au3Ma B XPAHEHEHETO
C HeW3BECTHa 9ECTOTA

Hapymenus HA YXOTC H Ja0UpEUTA

Heuecrn

Ch0BH HADYIIECHHHA

C HeHW3BECTHE 4eCTOoTA

CToMAlIHO — YPCBHHE HAPYIICHHSA

HeuectH

XenaTo-OHIHAPHHE HAPYILIEHHS

C HeWzBeCTHa 4eCTOTA

HapylienuHa Ha KOXKATA R NOAKOKHATA ThKaH

C HeuW?BECTHA YECTOTA

Hapymenua Ha 6b0penuTe B NHKOYHHTE NBTHINA
C Heu3BECTHA 4€CTOTa

[ToHmKaBaHE HA XEMOINIOOHHAE, TIOHM)KABaHE Ha
XEMATOKpPHTA, TPOOOLHTONECHAS

JIpyrH peakiyy Ha CBPBXIYBCTBHUTEIIHOCT/ aieTpHA,
BKIIOYHTEIHO CepyMHa bomect

[ToRHiIaBaHe HA CEPYMHMA KATHH, XHIIOTPATpHEMHA
CreToBBpTEXK

Backomur

Kopemna Gonka

[MToBUilIeHHE HA TTOKA3ATENMTE 33 YEPHOAPOOHa
QYHLKHA |

Anrroezem, OyJo3eH nepMaTuT, 00pHB, Chpbex

Bubpeura HeQOCTATHYHOCT

Tabmuiia 3. YecToTa HA HEKENAHHUTE JEKAPCTBEHHU PEAKINH [IPH XHUAPOXIOPOTHAZH

XHAPOXIIOPOTHA3H] Ce MPEAIHCEA INHPOKO OT MHOTO F'OJJHHH, 4€CTO B IO3H, NMO-BUCOKH OT A034Ta,
npunarana npy Co-Diovan. CiieiHuTe HeXKeNaHH peakiu ca OumM cpoOIIeHH NPH NalHeHTH, JIEKYBaHH C
THa3UAHH AHYPETHLH, BKIIOYHTEIHO XMAPOXJIOPOTHA3H, KATO MOHOTEPaIHA:

Hapymiends Ha KPLBTA H JAM(PHATA CHCTEMA

Penkm

TpoMolHTOnEHES, IOHIKOTa C HypIypa

MHoro peaxu

ArpasynouuTos3a, 1eQKoneHus, XeMONHTHYHA
aHeMHs, KOCTHO-MO3bYHA HEAOCTATEYHOCT

HapyuieHHsl BEa HMYHHATA CHCTEMA

MHoro peax#

Peakuusa Ha CBPBXYYBCTBHTEJIHOCT

Hapymienus na MeTal0JIH3MA H XpaHERETO

MHOTO YCCTH

XunokanHeMHa, MOBHILEHO HHBO Ha JTHITHIH B
KpBBTa (OCHOBHO IPH BHCOKH J103H)

YecTH XHToHaTpHEMHEA, XHITOMArHE3HEMHH,
XHIEPYPHKEMIA
Penxu XunepkanuueMus, XHIePrIeKHMHA, DTIIOKO3YNHS H

BIIOCILABAHE Ha AUA0ECTHOTO MeTabOIHTHO ChCTOAHH

Mmuoro peaku

XUnoxjopeMyuYHA ATKU1034

IcaxHYHHE HApYIIEH NS

Penxu JenpecHs, HApyIEHHA Ha ChHA
HapymeHHS Ha OUHTE
Penxu 3pHTeIHH YBPEKAaHHA

C HeH3BECTHA YeCTOTA

(QOcTtpa 3aKpUTOBIBIHA ITIAYKOMA

Hapymenns Ha HEPBHATA CHCTEMA

Penxu I'nasofosue NS N

CopaeyHHE HADYHICHHSA //

Peaku CbpaeuHud apuTMHH / :s_“_ " 3 <N %

Cb10BH HApYIIEHHS 5 | Grps ; "‘* K
%;5‘ Wty * f!



YecTH HoctypanHa XHNOTOMUA

PecniuparOopHH, rps1HA H MeAHACTHRAIAE
HAPYHICHHSA

MHOro peaxu PecniupaToped AHCTPEC, BKIIOYHTEIHO IHEBMOHHT H
GenoapodeH OTOK

CToMaWHO — YPeBHH HAPYIIEHHS

YecT 3aryfa Ha aneTUT, YMEPEHO rajicHe U NIOBPBIIAHE

Penku 3anex, CTOMAaITHO-YpeBeH NUCKOMGOPT, AHApHS

MHoro peaku IlankpeaTuT

HapynmeHnsi Ha 6u0pennTe H NHKOYHH NBTHIRA

C HeH3BECTHA YeCTOTA BrOpeuno zabonseaue, octpa Ondpeuna
HEJOCTATBYHOCT

XenaToORIHAPHH HAPYIIEHHASN

Penxu | | naxenaTajHa Xoiecras’a MWiH XKbJITeHHLE

HapymeHHs Ha KOKATA H HOAKOKHATA THKAH |

Yectu YprHkaps v ApYrd BUIOBE 0OpHB

Penku (OTOUYBCTBUTETHOCT

MHoro peakH | Hexporusupalll BACKOJIUT B TOKCHYHA €MHACPMAIHA

HEKpOJIK3a, KMKEH JIYITYC, IOJ00HH Ha JTymyc
epUTEMATOIEC KOJKHH peakliiH, peaKTHBALIUA HA
KOXEH JIYITYC EPHTEMATOJIEC

C HeM3BECTHA YeCTOTA EpuremMa MynTHGOpME
O0mn Hapymenns 1 ePpeKTH HA MACTOTO HA

NPHJIOKEHHE

C Heu3BECTHA YECTOTA TTupekcHs, acTEHIUsA

Hapyumienns Ha MYCKYJAHO-CKeIeTHATA CHCTEMA H
CHEAHHATE/IAHATA THKAH

 Hew3BeCcTHA YECTOTA Myckyinai cnasMi
Hapymwenns Ha BB3NPOH3BOAHTE/IHATA CHCTEMA H

rbpaaia

Yectn | HMIOOTEHTHOCT

Crobnjapane Ha HOAO3UPAHH HeNENAHH PEAKITHH
C100IIABAHETO HA TIOHO3HPAHH HEXENMAHH PEaKUMH Ciel paspellaBaHe 3a yriorpeba Ha JIeKapcTBEHHA

NPONYKT € BaxHO. TOBa NO3BOJIABA A IPONB/DKH HaOMOZEHHETO HA CHOTHOUICHHMETO TMOJ3a/PHCK 3a
NeKapcTBEHHs MPOAYKT. OT MEAHIMHCKMTE CMELUANMCTH C€ HM3MCKBA [a CHOOINABaT BCAKA MOAO3HPAHA
HEeKeJIaHA PeaKIidg Ype3 HAHOHAIHMSA PErYIATOPEH OPraH Ha ajpec:

bunrapys

HampnaUTENHA areHIMA 10 JIEKapcTRaTa
yi. "amsH 'pyeB” Ne-8

1303 Codua

Ten.: +359 2 8903417
yebcaiiT: www.bda.bg

4.9 Hpeno3upane

Cumnmomuy
Ilpegozvpanero ¢ BajcapTaH MOXE Ja NPWYMHM H3pa3eHa XMIOTOHHA, KOATO : OBeOE 0
NOHMXKABAHE HA SCHOT4TA HA CBHIHAHMETO, UHPKYJIATOPEH KOJAnc H/HIM 1Io '
Npeao3HpaHe C XHAPOXTTOPOTHA3HAHATA ChCTABKA MOTAaT Aa BBE3HHKHAT CIICOH
rajieHe, CHHIMBOCT, XHUIIOBONEMUS M EJISKTPOMMTEH AWcOanaHC, CBBP3aH
MYCKY/IHA CIIA3MH.




JleyeHue

TepaneBTHYHHTE MEPKH 34BHCAT OT BPEMETO Ha MPUEM Ha JIEKAPCTBOTO M BHIA H TEXECTTa HA CHMIITTOMMTE,
CTAOWIH3HPAHETO HA LUPKYIATOPHHS CTATYC € OT MbPBOCTENEHHA BAXKHOCT.

B ciryuaif Ha XHMIIOTOHUS MALKEHTHT TPsAOBa Aa ObAe MOCTABEH B NETHAIO MONOXKEHHE H OBP30 /12 CC 3anovHe
BJIMBAHE Ha 0O&M03aMECTRAIIH H COJIEBH Pa3TBOPH.

Bancapran He Moxke aa Opae OTCTpaHEH upe3 XeMoAuanusa Nopagd CTalHIHOTO My CBBp3BaHe C
ITa3MEHHUTE MMPOTEHHH, OT APYra CTPAHA ¢ JHAIN3E MOXKE /1 C€ TIOCTHTHE KIHPHHC Ha XHAPOXIOPOTHA3H.

5. DPAPMAKOJIOTHYHH CBOUCTBA
5.1 ®apmMakoIHHAMHAYHE CBOKCTBA

(dapmakoTepaneBTHYHa rpyma: AHruoreHsuH Il peuenropHH aHATArOHHCTH W AAYPETHUW, BAICApTaH H
mayperay; ATC xon: C09D AQ3.

Bancapman/xuopoxaopomuazud

B [ABOIfHO-C/IANO, pPaHAOMHU3HPAHO, AKTHBHO KOHTPOIHPAHO H3MHTBAHE TPH TNMALMEHTH, HENOCTHIHAIH
KOHTPOJI HA apTepPHANHOTO HAJNATaHe ¢ XHApOXJIopotHasun 12,5 mg, ce HaGmogaBa CHTHH(HKAHTHO IIO-
rojsMa peAyKLMS Ha CpeAHoTo cHcTonHo/auactonHo AH ¢ koM6HHaumaTa BajIcapTaH/XHAPOXJIOPOTHAZHIL
160/12,5 mg (12,4/7,5 mmHg) B cpaBHeHHe ¢ XHApoxaoporHaszug 25 mg (5,6/2,1 mmHg). B nonenxenwe,
NPOIIEHTHT Ha NALKEHTHTE, MORIHATH ce OT JedeHreTo (AH <140/90 mmHg wnn nonmwkenne Ha CAH >20
mmHg wm nowmkenne Ha JAH >10 mmHg), ¢ 3Ha9sMO MO-BHCOK ¢ BanCapTaH/XMAPOXJIOPOTHA3ZH]
160/12,5 mg (50%) B cpaBHeHUE C

xuapoxmopoTHasiy 25 mg (25%).

B apoiiHo-cnmno, paHAOMH3HPaHO, AKTHEHO KOHTPOIMPAHO H3MTHTBAHE NPH MAlHEHTH, HENOCTUTHAJIH
KOHTPOJ Ha apTePHATHOTO HAJIAraHe ¢ Bajicapran 160 mg, ce Habmogasa CHrHUGHKAHTHO TO-roIAMa
pEAYKLMS HA CPEIAHOTO CHETOMHO/ quacTonHo AH ¢ komGunanmsTa pancapran/xuapoxnopotuasug 160/25
mg (14,6/11,9 mmHg) u Bancapran/xuapoxyiopotnazua 160/12,5 mg (12,4/10,4 mmHg) B cpapHeHUE ¢
pancaprad 160 mg (8,7/8,8 mmHg). Pasnsikara B onrxenneto Ha AH Mexay nosure ot 160/25 mg u
160/12,5 mg chIIO AOCTUra CTATHCTHYECKA 3HAYMMOCT. B nompiiHeHHe, NPOLEHTET HAa MAlfHEHTHTE,
NOBAUANHM c€ OT JiedeHrHeTo (auactonuo AH <90 mmHg nau noHiwkense >10 mmHg), e 3Ha4HMO MO-BHCOK
¢ BaJIcapTal/xuapoxiopotnasun 160/25 mg (68%) u 160/12,5 mg (62%) B cpapHeHHe ¢ pancapraH 160 mg
(49%).

B ABOHHO-CIAMO, PaHIOMH3HPAHO, LTaue00 KOHTPOJIHPAHO H3MMTBaHE, CPaBHABAWIO Pa3jIMYHHTE JO30BH
KOMOHMHALAM Ha BANCAPTAH/XHAPOXJIOPOTHA3M ¢ TEXHHTE ChOTBETHH CHCTABKH, C€ HA0MOAABA 3HAYUMO MO~
roismMa peAyKilhs Ha CpeIHOTO cHCToNHO/AuacTonHo AH ¢ koMOMHANMATA BajJCcapTaH/XUAPOXJIOPOTHAZHL
160/12,5 mg (17,8/13,5 mmHg) u 160/25 mg (22,5/15,3 mmHg) B cpaBHeHye ¢ ruauebo (1,9/4,1 mmHg) u
CBOTBETHHTE MOHOTEpAIHHM, T.. XWipoxaopoTuasux 12,5 mg (7,3/7,2 mmHg), xuapoxnopordasua 25 mg
(12,7/9,3 mmHg) u Bancapran 160 mg (12,1/9,4 mmHg). B pombiHeHKEe, NPOLEHTHT Ha MNalHEHTHTE,
NIOBIMWIN ¢& OT Jeuennero (muactonmao AH <90 mmHg wiu normwkenne 210 mmig), € 3Ha4HMO MO-BUCOK
¢ BajgcapTaH/xHapoxiopotHazun 160/25 mg (81%) u sancapraw/xuapoxaoporuasna 160/12,5 mg (76%) B
cpaBHeHHE ¢ IU1aue6o (29%) M CHLOTBETHHTE MOHOTEPANHH, T.€. XuApoxnopormasun 12,5 mg (41%),
xupoxnoporHasaa 25 mg (54%), u pancaptan 160 mg (59%).

B KOHTpOJIMpaHH KIHHHYHY IPOYYBAHHS C BAJICAPTAH + XHAPOXJIOPOTHA3KMA Ce Hab/moaaBsa 103a- 3aBUCHMO
TIOHHXXEHHE HA HUBATa Ha cepyMHus xanuii. [loHkeHHeTO B HMBATA Ha CEpYMHHA KalWi € [0-4€CTO IPH
MALMCHTHTE, MNpHEMAalM 25 mg XHAPOXJAOPOTHA3ZHA, OTKOIKOTO IpH Te3W, npuemaupd 12,5 mg
XHAPOXAOPoTHA3KHA. B KOHTPOIMpaHM KIMHMYHM M3IMTBAHHMS C BaJCapTaH/XMAPOXJSpUFaN] Kasuii-
MOHIKABAMAT eeKT Ha XUAPOXNOPOTHAZHA ¢ OTCNA0RA KANMUH-CHXPAHABAUINAT € b
Ha To3H eran He ¢a H3BECTHH HNOA3MTe OT KOMOWHAIMATA Ha BajIcapTaH ¢ XHAPO
Ha ¢CBPACYHO-CHA0BATa CMBPTHOCT H OONECTHOCT.

EnuaeMHOIOrHYHH NPOYYBAHHA MOKA3BAT, Y€ IBLATOCPOUYHOTO JIEYEHHME C
pUCKa OT CHPAEYHO-ChAOBA CMBPTHOCT U DOJIECTHOCT.




Bancapman

Bancapran € nepopanHo akTHBeH, MoleH u cnelubryer anrnoreHs3dd II (AT II) anraronnct. Tou neicrsa
cenekTHBHO BEPXY AT peuenropuns noATHIT, KOHTO € OTrOBOPEH 33 NO3HATHTE JICHCTRIS HA AHTHOTCH3HH
I1. IMosuiieH#Te TNA3MENH HUBa Ha anrvoTeHsHH 11 B pesyarar Ha AT: peuenroprara 6aokaza ¢ BajacapTaH
MOTAT []a CTUMYJIHpAT HeGnokupanute AT2 pellenTopy, KOeTo H3MIexaa npoTHBoAeHcTBa HA epekTa Ha AT,
peuenropa. BaicapraH He nposeasa HUKAKBa YaCTHYHA arOHHCTHYHA aKTHBHOCT KbM AT peuenropa v uMa
3pavHTeHO (oKkoio 20 000 meTH) no-ronaM apuunteT KM AT peuienTopa, oTkonkoTo KeM AT2 penenropa.
Bancapran He ce CBEp3Ba M He OJIOKHPa PELIEHTOPH HA OPYrH XOPMOHH MIIH HOHHH KaHAaIIH, 33 KOUTO €
M3BECTHO, Y€ Cd BAXKHH B CHPAEYHO-CHA0BATA peryaanus.

Bancapran He uHxuGupa ACE (u3BecTeH M Karo kWHHMHasa lI), KOHTO mpespbila aHTHOTeH3HH 1 B
anruotensud Il ¥ pasrpaxna Gpaguxunuba. Thit kato HamaT edexT BepXy ACE u He 3acunBat JCHCTBHETO
Ha OpagMKUHHH WK cybcTraHims P, Maako BepOSTHO € AHTAarOHHCTHUTE Ha aHTHOTEeH3MH 1l na ca cebp3aHu C
KalingHe, B KIHHHYHE Apoy4saHHi, KpAeTo BaicapraH € cpasseH ¢ ACE wHxuOHTOp, YecTOTaTa Ha CyXa
Kanormaia € 3HauutenHo (P<0,05) no-Manka nOpH NauMeHTH, JEKYBaHHR C BaliCapTaH, OTKOJKOTO TNpH
nekysaunute ¢ ACE unxuburop (2,6% cpemy 7,9% pecnektdBHo). B KiMHNYHM NPOYyYBaHHA NPH NalHEHTH
¢ aHaMHe3a 3a CyXa KamutHna no speMe Ha jedenHe ¢ ACE uaxuburop, 19,5% ot mpoyusaHure /ua,
TIOTy4YaBalliid BalcapTaH, ¥ 19,0% or mosyvaBailiite THa3MAEH AWYPCTHK MMAT KAalMAlla, B CPABHEHHE C
68,5% or munara, nekysanu ¢ ACE muxuburop (P < 0,05).

[Tpunoskernero Ha Diovan npH nalHeHTa ¢ XHICPTOHHA BOAW A0 MOHIKABAHE Ha apTepHATHOTO HAATaHE
0e3 mOBJMABAHE HA IyJICOBATa 4ecTora. [IpM MOBeweTO MALMEHTH CIICIl CAHOKPATEH MEPOpaieH MNpHeM
HAYANOTO Ha AHTHXHIIEPTEH3UBHOTO ACHCTBHE € B paMKHTE Ha 2 4aca, a NHKHT Ha MOHIKABAaHETO Ha
apPTEPUATHOTO HAJIATAHE CE JOCTHI'A B PAMKHTE Ha 4-6 uaca. AHTHXMIECPreH3HBHHAT eeKT NPOAb/bKaBa Haly
24 gaca cnexn npuema. [IpH MHOroKpaTeH IIPHEM MAKCHMAJIHO NMOHMKABAHE HA apTepHAIHOTO HALITAHE IIPH
BCAKA €JHA OT JO3MTE Ce MOCTHra B paMKHTe Ha 2-4 ceaMuuM W ce 3aabpka B XO4a Ha ABIArOCpOYHA
TepanuA. 3HaYUMO AOMBIHHTEIHO NIOHHKEHHE HAa apTePUANHOTO HATATAHE C€ NOCTHra IpH KOMOHHANKSA C
XUOpPOXJIOPOTHAZHI.

BHe3anHoTO NpeyCTAHOBSABAHE HA JICYEHWETO ¢ BAJCAPTaH He ce CBBbp3Ba ¢ rebound-XHMNepTOHUA WM C
IPYTH HEXKEJTAHA KIUMHHYHU CHLOUTHS.

[Tpu manmenTa ¢ XUNEPTOHHA B AHabeT THN 2 ¢ MHKPOWIOYMHHYPHA € OTUETCHO, 4e BAICAPTAH HAMaiBa
oTAensHero Ha AanOyMHH B ypuHata. Ilpoyusanero MARVAL (Micro Albuminuria Reduction with
Valsartan) oueHABA HAMAIABAHETO Ha OTAEAsHETO Ha anbymmn B ypuHara (UAE) ¢ sancapran (80-160
mg/neH) B CpaBHEHHE ¢ aMIomHIHH (5-10 mg/aew), npu 332 nauuenTH ¢ AuabeT Tun 2 (CpeAiHa BB3pacT: 58
FOAMHM; 265 MBbiKe) ¢ MUKpoandymuHypua (Bancaprad: 58 pg/min; amnoaunuH: 55,4 ug/min), ¢ HOpMaJIHO
FUTH BHCOKO apTEPHAIIHO HAJATAHE U ChC 3anaseHa Gubpeuna pyHKImS (cepyMeH kpeaTHanH <120 umol/l).
Caen 24 cemvunm UAE e Hamanena (p<0,001) ¢ 42% (-24,2 pg/min; 95% CI: -40,4 no -19,1) ¢ Bancaptad u
npubmmsuTento ¢ 3% (-1,7 pg/min; 95% CIL: - 5,6 no 14,9) ¢ aMIoAUITHH, HE3ABHCHMO OT CXO/IHATA CTETIeH
Ha MOHIDKEHHE Ha apTepHAIHOTO Hamsrade B aeere rpynu. [Ipoyusaneto Diovan Reduction of Proteinuria
(DROP) m3cienga AOMRIHHTENHO edMKacHOCTTa Ha BaicapTaH npu peayuupane Ha UAE npu 391 nanmenty
¢ xanepronns (AH=150/88 mmHg) ¢ auaber tvn 2, anGymunypus (cpeana croiinocT=102 pg/min 20-700
ug/min) u zamaseHa GuOpeuna QyHkuus (cpeleH cepymeH kpeartHHH=80 pmmol/l IlanmeHture ca
PAHAOMH3MPaHH ¢ €IHa oT 3-1e a03u Bancaptad (160, 320 u 640 mg Ha AeH) H JIEKYBaHH B IPONBJDKEHHE Ha
30 cenmuuy. LleaTa Ha NpoydeaHeTo € Aa YCTAHOBM ONTHMAJIHATA A03a BaacaTpad 3a peayuupase Ha UAE
NpH MaLMeHTH ¢ xunepronus u auaber tan 2. Cnex 30 ceamuum nponeHrHata npomsHa B UAE e
3HAYWTEITHO HaMaNicHa ¢ 36% ot u3xoaHara cToMHocT ¢ Bancaptan 160 mg (95% CL: 22 no 47%) u ¢ 44% ¢
Bascaptad 320 mg (95% CI: 31 a0 54%). HanpaeeHo e 3akirouerne, uye 160-320 mg BajgcapTa BoaH 10
KIMHHYHO 3HaYUMH peaykuun Ha UAE ripH naimeHTy ¢ XUnepToHua H Auabet i 2.

W: NBO¥iHA GJIOKA/1A HA PEHUH-AHTHOTSH3UH-ANIOCTEpOHOBaTa CHeTeMa (PAAC)
JIBe roneMy pasIOMH3MpaHH KOHTpoaHpaHH npoyusaHus - ONTARGET (ONgoing T
in combination with Ramipril Global Endpoint Trial - Tekymo rnodbanHo u3nursa
TEJIMHCAPTAH, CAMOCTOATENIHO M B KoMOMHaumg ¢ pamunipuwa) 1 VA NEPHRON-D {




CBBbP3aHO C pa3BMTHE Ha HedpomaTHa NpH auaber, NMpoBeAcHO OT MHHHCTEPCTBO MO BBHIIPOCHTE Ha
BeTepaHWTE) - MpoyuBaT ynotpebara na komGunammaTa or ACE HHXHOHMTOP M aHrHOTeH3uH ll-penenTopeH
GIoKep.

ONTARGET e npoyuBaHe, npoBeaeHO NpH MALHMEHTH ¢ aHAMHE3a 3a CbPAEYHO-CHAOBA WJIH MO3IBYHO
chOOBa 60JIecT, WM 3axapeH AuabeT THI 2, NPUAPYKEHH ¢ JaHHH 32 YBpeKIaHe Ha eeKTOpHH OpraHd. VA
NEPHRON-D e npoyuBaHe [pd NauMeHTH Cb¢ 3axapeH auabet Tun 2 v fHabeTHa HegpomaTHs.

Te3u npoyuBaH#s He NOKA3BAT 3HAYHM OnaronpuireH edext Bppxy ObOpeyHHTE W/HIHM CHPACYHOCHIOBHTE
MOCISAMLM H CMBPTHOCT, K&TO CHIICBPEMEHHO ca HaOMI0AaBaHW NOBHILEH PHCK OT XHIICPKanHEMHA, OCTPO
yBpeXxaHe Ha OBOpelTe W/WIM XMIOTOHHA B CpaBHEHHe ¢ MOHOTepanmara. Karto ce uMar npenBHA
cXOOHHUTEe UM (hapMaKoJHHAMMYHM CBOMCTBA, TE3H PE3Y/TAaTH Ca MPHIOKHMH H 3a ipyrd ACE uHXHOHTOPH
u anrsoTeHsuH I-pemermrropen 6nokepd. ACE uHxuGuTOpH W aHruoreHsud Il-penenTopHu OJokepH
CJIeIOBATENHO He Tp0Ba a ce M3MOI3BaT €AHOBPEMEHHO MpPH NaLMeHTH ¢ JuadeTna nedponarus.

ALTITUDE (KiuHu4HO NpoyusaHe NPOBEIEHO ¢ ATHCKMPEH NPU MALMEHTH ChC 3axapeH quabeT TI 2 ¢
M3MI013BAHE HA CBLPACYHO-CHIOBH M OnOpeunn 3a00/gBaHMA KAaTO KpalHHH TOYKH) € TIPOYUBAHE,
MpeAHAZHAYEHO Ja W3C/IEABa IIoa3aTa OT HOOABAHETO HA ANMCKHPEH KbM cTaHjapTHa tepamms ¢ ACE
HHXHOHTOp WJIH aHrHoTeHsuH II-peuerrropeH G1okep NpH MAalMeHTH ChC 3aXapeH AualdeT THI 2 H XPOHUIHO
6156peuno 3abonseaHe, CHpPAEYHO-CBAOBO 3aGonspase und u ApeTe. lIlpoyuBaHeTo € HpPEKPaTCHO
NPEKAEBPEMEHHO TIOPAaH TOBHILEH PHCK OT HeONArompHATHH Tocnefuiu. KakTo . chpaevHO-CH/10BATA
CMBPT, TaKa M MHCYJITET ca JIO-4eCTH B TPYNaTa Ha alMCKHPEeH, OTKOJKOTO B rpynara Ha ruraunebo, a
NpeACTABNABAIINTE HHICPEC HEXEJaHHW CHOMTHS W CEPHO3HH HEKeIaHH CBOMTHA (XHACpPKATHEMHS,
XUNOTOHHS W ObOpeura puchyHKIAL) ce CLOOWABAT MO-YECTC B IPYNATa HA AMUCKUPEH, OTKOIAKOTO B
rpymnara Ha miane6o.

Xudpoxnopomuazuo |

OCHOBHOTO MACTO Ha AeficTBue HA THASHIHHTE AMYPETHIM Ca AWCTAJIHWTE M3BUTH KaHamdera B OnOpeka.
JlokazaHo e, 4e B ObOpeuHara Kopa CHIIECTBYBA BHCOKO a(MHHTCTEH PELENTOP, KOHTO € OCHOBHO
CBBP3BAlI0 MACTO 3a THA3MAHWTE AMYPETHLH W 3a WHXWOupaHe Ha Tpancnopra Ha Na(l B AncTanHoOTO
M3BHTO KaHamde. THASHAHATE JUypeTHLH AeiicTsaT upe3 uHxuOupane Ha Na Cl” cuMmoprep, BEPOATHO 4pe3
KOHKYPHpAaHE 3a MACTOTO 32 cBBp3BaHe Ha Cl, ¥ 10 TO3W HAYHH [TOBJIHABAT MEXaHH3MUTE HA €/ICKTPO/IMTHA
peabcopOuMA: AHPEKTHO IMOBHINABAMKH CKCKpeLMsATa Ha HaTpHUil H XJAOPHAH B NPHOIH3HTEIHO €JHAKBa
CTeleH M MHAHPEKTHO 4pe3 OUYPETHUHOTO CH AelicTBue, HaMalaBAHKH IUIA3MEHHA o0eM ¢ mOCnenBamo
fiokayBaHe Ha TUIa3MEHaTa PEHMHOBA AKTHBHOCT, CEKpeLMa Ha anAOCTEePOH H 3aryba Ha KanyH ¢ YpHHATa,
KAKTO ¥ HaMasIBaHe Ha HHBaTa Ha CEpyMHHA KanHi. Bpb3kaTa peHHH-aJIZOCTCPOH €€ MEOHHpa OT
anrnorensuH II, Taka 4e npH eAHOBpeMEHHO MPUIAraHe ¢ BAICApTaH PEIYKLUATA Ha CCPYMHHA KaHH e 1o-
cnabo M3pazeHa, OTKOAKOTO HaOMOAABaHATA TIPH MOHOTEPANHA ¢ XHAPOXIOPOTHa3HI.

5.2 GapmMakoKHHETHIHH CBOiicTBA

Bancapman/xudpoxnopomuazud | | |
CHCTeMHATa HATHYHOCT HA XMAPOXIOPOTHAIHA € HaManeHa ¢ okono 30% NpH €AHOBPEMSHHO

npuiIaraHe ¢ BaincapraH. KuHerwkata Ha BajcapTaH He Ce TMOBJIHABA 3HAYHTENHO MpPH €AHOBPEMEHHO
TpIIarafe ¢ XHApoXnoporraasua. HabmoaapaHoTo B3aMMOAEHCTEHE HE OKa3Ba BIHAHHE MpH YNoTpeda Ha
KOMOMHAIMATA BaJICAPTAH H XHAPOXJOPOTHA3HA, Thil KATO KOHTPOJHPAHH KIMHHYHHM IIPOYYBAHUA Ca
OKA3aMH SBEH AHTHXHMIEPTEH3HUBEH e(eKT, MO-rojsM OT MNOCTHUIHATHA TPH AKTHBHMTE BEILECTEa,
NPHICHKEHH NOOTASIHO WIH NPH Iuauedo.

Bancapman
Abcopbyus | |
Cnen nepopalHO NMPWIOKEHHE caMO Ha BAJICAPTaH MHKOBHTE IUIA3MECHH KOHIEHTPALMH H-SaICag aH ce
pocturar 3a 2-4 vaca. Cpeanara abcomorTHa GHoHamwuHocT € 23%. XpaHata HaMaAqpa o
(wamepena ¢ AUC) Ha pancapras ¢ okono 40%, a nuxoBata ruiasMeHa KOHLICHTPALlk
BBIPEKH 4e OKOJIO § yaca ciiefl pueMa MIasMEeHHTe KOHLCHTPALHH Ha BaJICapTaH Cg
npUeM ciex HaXpaHBaHe W Ha riagHo. Toea moumkenne Ha AUC ofave He ce nphA




3HAYHMO HaMaJdBaHe Ha TepaneBTHUHMA eeKT, MopaJu KOeTo BajcapTaH MOXE Jia ce AaBa ChC FIH Oe3
XpaHa.

Pasnpeoenenue

OGeMBT Ha pasnpenecnNeHHe Ha BAJICAPTAH IIPH CHCTOAHHE HA HACHUIAHE CJIE HHTPABEHO3ZHO MPHIIOKCHHE ©
okono 17 muTpa, KOETO MOKA3Ba, Ye BANCAPTaH HE Ce pazmpeles eKCTCH3NBHO B ThKanuTe. BasnicapTaH e B
rofnsMa cTeleH CBLP3aH CbC CepyMHMTE NpoTeHHH (94-97%), npeIUMHO ChC CEPYMHHS aNOyMHH.

Buompancghopmayua

BancapraH He ce GuoTpancgopMUpa B rofsma CTeneH, Thi kato camo okoio 20% oT fosara ce OTKpHBA
Kato MeTabonuTH. B mnasMmara e ycTaHOBEH XMAPOKCHMETAOOIMT B HHUCKH KOHLIEHTPALHH (MO-MAaJKO OT
10% ot AUC =Ha Bancapran). Tozu Merafonwt € drapMakonOriyHo HEAKTHBCH.

Excrpeyus

Basncapran nokaspa M}’JITHGKGIIGHBI—[L[H&JIH& KHHETHKA (t12 o < 1 yac | t12 p okono 9 uvaca). BancapTan ce
eAMMHHEpA NpeuMHEo ¢ dexanunte (okono 83% ot mosata) H ypuHaTa (okono 13% or ao3ata), rmaBHO KaTo
HEMPOMEHEHO JieKapeTBo. Cliell MHTPaBEHO3HO MPHJIOXKEHHE TA3MEHHAT KJIHPBHC HA BAJICAPTAaH € OKOJo 2
l/4ac w HeroBuAT ObOpedeH kuHpbHe € 0,62 Vuac (okomo 30% or oOmHa KIMpBHC). IlomykuBOTHT Ha
BaJicapTaH € 6 Jaca.

XuUopoxropomuazud

Abcopbyus

AGcopbumaTa Ha XHAPOXJIOPOTHA3M, ClIe] nepopaneH npueM € Opp3a (tmax okoso 2 4). IlokausaHeTO Ha
cpenqnata AUC e aHHelHO W € NpoNoOpLMOHANIHO HA A03aTa B TepaleBTHYHHMA AHanasoH. Biusauero na
XpaHeHeTO Ha afcopbLMATa Ha XMAPOXJIOPOTHA3HJ, AKO MMA TAKbB, € MATbK M 0€3 KIHHHYHO 3HAYCHHE.
A6comoTHaTa GHOHANTMIHOCT Ha XHAPOXIIOPOTHAZAL clie]] NepopaicH npueM ¢ 70%.

Pasnpeoenenue

KvHeTHkaTa Ha pasnpenesicHue W eIMMHHHpAHE KaTo A0 € OnHcaHa OT OMeKCIoHeHIHaINa QyHKUMA Ha
pasnan. [Ipusunauar obem Ha pasnpenenchue € 4-8 I’kg.

[MpKyIUpanMaT XUIPOXJIOPOTHA3HA € CBBpP3aH ChC cepyMHHTe NporedHu (40-70%), mpeauMHO Cbe
cCepyMHUA ANOyMHH. XHAPOXIOPOTHA3H CHIO TaKa KyMYyJHpa B epHTPOLMTHTE MpHOAu3uTenHo 1,8 meTu
TIOBeYe, OT KOJIKOTO B ILIa3MaTa.

Excxpeyun

XHOpoxIopoTHa3HI c€ ENTMMHHHPA OCHOBHO HENMPOMEHEH. XHOPOXJIOPOTHA3HA IUIasMata ¢ MONYKHBOT
cpenqio ot 6 Ao 15 uaca B kpaiigata ¢asa Ha enuMuHuMpade. Hima npoMsHa B KMHETHKaTa Ha
XHAPOXJIOPOTHA3M/, [IPH MHOTOKPATHO AO3HPAHE H HATPYIIBAHETO € MUHMMAIH NIPH MpUEM BeIHBX INHEBHO.
[ToBeue or 95% or abcopOupanara A03a C& €KCKpeTHpa KaTo HEMPOMEHEHO BeIeCTBO B YypHHATA.
BhOpeunisT KIHPBHC ¢ CHCTOM OT MacHBHA (unTpauus 6x6pedHuTe TyOYIH.

CHEI{HMHH cYRU RAMERMU

Ilayuenmu & cmapuecka ev3pacm .

IIpy HAKOHM MALIMEHTH B CTApYECKa BBH3PACT € HAOMIONABAHO MAIKO NO-BMCOKO ODOWIO pasfpeaesieHHE Ha
BAJCAapTaH B CpaBHEHHE ¢ MIaJuTe NanueHTH. Tosa obDaye HiAMA [OKa3aHa KIMHAYHA 3HAYUAMOCT.
OrpasvdeHd NaHHH TPEANoJIarar, Y€ CHCTEMHUAT IWIHPBHC Ha XMIPOXJIOPOTHA3H € HAMAJICH NpH MALMCHTH
B CTApPUECKa BB3PACT, 3PaBH WIH ¢ XMIEPTOHHS, B CPABHEHHE ¢ MIIaJH 3/paBH T00POBOMILIH.

Bbvbpeuno yspesicoane
[Ipn npunaraHe Ha npenoppupaHara Ao3a Ha Co-Diovan He ce H3UCKBA KOpWUIMpaHe Ha 103aTa IIpH
[ALMEHTH ChC CKOPOCT Ha ritomepyanata dpuwrrpauus (GFR) 30-70 m/min. -

Hama gannu 3a npunaranero Ha Co-Diovan mnpy nanpeHTH ¢ TekKO OnOpeuny
ml/min) ¥ npH NaumeHTH Ha AHaTW3a. Bancapran ¢e CBEp3Ba BbB BHCOKA CTEIe




HE MOXke Ja ObJe OTCTpaHeH upe3 AMANH3a, HOKATO XHIPOXJIOPOTHA3HA MOXe Ja Obae O4YHCTeH 4pes
avaliv3a.

I1pyn wannure Ha Op0peuna AUCYHKYA, cpeAHUIT wiasMeH MK 4 AUC CTOMHOCTH Ha XWAPOXJIOPOTHAZHA
ce YBeJIHYaBaT M CKOPOCTTA Ha OT/E/IMHE HA YpUHA HaMalABa. [IpH natMeHTH ¢ JIEKO 10 YMEpeHO OB0pesHO
yBpekiane ce Habmopapa 3-kpaTHO yBenuyenne Ha AUC croiiHocTHTe Ha xmapoxjmoporuasun. Ilpw
MALHMEHTH ¢ TEKKO OBOpeuHo yBpexiaHe ce HabmopaBa 8-kpatHo ymenuuenwe Ha AUC cTOHHOCTHTE.
XHAPOXJIOPOTHA3H/] € POTHBONOKA3AH MPH TIALMEHTH ¢ TexKo OpOpevHo yBpexkaaHe (BK. Touka 4.3).

Yepnodpobuo yapedicoane

B $apMakoKMHETHYHO H3NHTEade NpPH MAlMEHTH ¢ Jexa (n=6) Ao ymepeHa (n=5) depHOApPOOHA
IUCYHKIMA eKCIIO3HLHATA Ha BajJcapTaH c€ MOBHINAaBa NPUOIH3UTECIHO 2 ITBTH CNPAMO 3ApPaBH
Jo0poBosiHU (BXK. ToukH 4.2 1 4.4).

JIMnCBaT JaHHM 32 ynoTpebaTa Ha BAJICAPTAH TIPH NALMEHTH C TEXKA YEPHOAPOOHa IHCHYHKIMS (BXK. TOYKA
4.3). YepHoapoOuuTe 3abonspanus HE NOBJIMABAT 3HAYUMO (papMaKOKHHETHKATA Ha XHAPOXJIOPOTHA3HA.

5.3 IlpenkTHHAYHA JANHH 32 0€30MaACHOCT

[ToTeHIMATHATA TOKCHYHOCT Ha KOMOHHAIIMATA BajcapTaH + XUAPOXIOPOTHA3HA CIER IEPOPANHO
PHJIOKECHHE € H3C/Ie/[BaHa MIPH MNIBX0BE H MApPMO3€TKH B MpOy4YBaHui, MPOABIXKABAILN A0 IIECT MCCCLIA. He
¢a YCTRHOBEHM JAHHY, KOUTO OKXa MOTIIM A3 M3KIIOYAT NPWIOKEHUETO Ha TePaleBTUYHH JO3H MPH XOpa.

H3MeHeHHATa, IPHUKMHEHW OT KOMOHHALMATA B MPOYMBAHHATA 332 XpOHMYHA TOKCHYHOCT, € MO- BEPOATHO Ja
ca OpPEAH3BUKAHH OT BajcapradH. TOKCHKOJIOTHYHHAT MPHUEIeH opraH ¢ OLOpeKsT, KaTo peakiMATa e no-
H3pa3eHa NpPH MAPMO3ETHH, OTKOJIKOTO NpH Turbxose. KoMOuHanmdara Bogu no OnOpedHo yBpexaaHe
(Hepponatns ¢ TyGynHa GasodHiInd, NOKAYBAHE HA TIA3MEHaTa ypes, WIA3MEHUA KpeaTHHHH H CEPyMHHA
Ka/lHii, yBeAMYaBaHE Ha obeMa Ha yPHHATA M eleKTpoiuTaTe B ypuHaTa oT 30 mg/kg/nen Bancaprad + 9
mg/kg/nen xunpoxnopotHasun npd mwrexose H 10 + 3 mg/kg/neH npH MapMO3eTHH), BEPOATHO IO
MEX4HH3Ma Ha HapylleHa Gu0pedHa xeMoouHamHKa. [Ipu mibxoBe TesH no3u ¢borsercTsaT Ha 0,9 W 3.5
TFTH MAaKCHMATHATA IpeniophuBaHa pno3a mpu  xopa (MILJX) cwotBerHO Ha BajacapTaH H
XUAPOXJOPOTHASH], H3YACIICHH Ha 6a3a mg/m2. TIpu MapMo3eTH Te3H 034 CHOTBeTCTBAT Ha 0,3 U 1,2 meTH
MaKCHMallHaTa NpernopbuBaHa go3a npu xopa (MIIJX) csoreerHO Ha BajICapTaH H XHAPOXJIOPOTHA3HI,
W3UACTeHd Ha Gaza mg/m?2. (MsyucienusaTa ce OTHACHT 3a mepopaina nosa or 320 mg/nen Bancapral B
KoMOMHALMA ¢ 25 mg/AeH XMIPOXJOPOTHAZH] M MALMeHT ¢ Terno 60 kg.)

Bucoku 103 Ha KoMOMHampATa BaJCApTaH - XHAPOXNOPOTHA3W INIPEAM3BHKBAT HaMajidaBaHe Ha
EPUTPOLIUTHATE MOKa3aTenH (6poil HA EPUTPOLIUTHTE, XeMONTOOHH, XeMaToKpHT oT 100 + 31 mg/kg/nen npu
rrbxoee u 30 + 9 mg/kg/nen npu MmapMo3eTH). [Ipu rexoBe Te3H A03H

cpOTBeTCTBAT Ha 3,0 M 12 nbTH MaKCMMANIHaTa mpernopb4YBaHa Aoza IpH xopa (MIIIAX) cboreseTHO Ha
BAJICAPTAH H XHUAPOXJIOPOTHA3MI, H3YUACAcHH Ha §a3za mg/m2. [IpH MapMO3€TKH TE3U 03K CHOTBETCTBAT HA
0,9 ¥ 3,5 mpTH MaKCHMalHAaTA mpenopbuBaHa jgosza mpu xopa (MIIJAX) cworBeTHO Ha BancapraH H
XHPOXJIOPOTHA3K/, M3UHCIeHH Ha 6aza mg/m2. (MsuucneHuaTa ce OTHACAT 3a IepopaiHa xo3a ot 320
mg/eH BaJicapTaH B KOMOHHaHEA ¢ 25 mg/AeH XHAPOXIOPOTHA3HA U U NALMeHT ¢ Terno 60 kg).

[lpy MapmoszeTku ce HaOmoOmaBa YBpeXAaHe Ha cToMamHata nwrasuita (oT 30 + 9 mg/kg/nen).
KomOuHanmsaTa chIo TaKa BOAM O XHIEPIUIa3Ha Ha adepeHTHHTE apTepHonH B Os0penyre (pu 600 + 188
mg/kg/nen upu mwrexoee ¥ 30 + 9 mg/kg/nen npu MapmozerkH). [Ipy MAPMO3ETKH AO3UTE CHOTBETCTBAT HA
0,9 ¥ 3,5 WpTH MaKCHMaJIHATA MpenophuMTeNHa Ao3a npu xopa (MILAX) choTBeTHO Ha BajcapTaH H
XWAPOXJIOPOTHAIKA, H3UHCIcHH Ha 6asa mg/m2. [Ipu rbXoBe Te3H A03H CHOTBETCTBAT Ha 18 ® 73 mbTH
MAKCHMAJTHATa NpenophuMTenHa Ho3a npH xopa (MITAX) cborBeTHO HA BaJiCapTaH U OTHA3U/,
H3YKMCNIEHH Ha 6asa mg/m2, (M3gHcHeHHATA Ce OTHACAT 3a [epopalHa a03a oT 32
KOMOHHALHA ¢ 25 mg/aeH XuapoxIopoTHasU 1 naumenT ¢ Tero 60 kg).




CroMeHaTHTe 1O-rope e(deKTH BEPOATHO C€ IB/DKAT HA BHCOKMTE J03M BajcapraH (GlOKHpaHe Ha
aHrHoTeH3nH II-MHAylUMpasaTa MHXHOMIHA HA OTAENSHETO HA PEHHH H CTHMY/TAUHA Ha pEHMH-
npoayLHpamu KieTkn) U ce cpemar # npiH ACE mrxuOutopute. Tesu AaHHH BEPOATHO HAMAT NMPAKTHYECKO
3HAYEHHE TI0 OTHOIISHHE Ha TEPANeBTHUYHOTO NPWIOKEHHE Ha BAJICAPTaH IPH Xopa.

KoMmOuHanusaTa Bajicaprad - XHAPOXJIOPOTHA3KI HE € NMPOYYBaHa 32 MYTar¢HHOCT, XpOMO30OMHH aHOMAalHH
WM KAPUHHOTEHHOCT, Thil KarTo JIMICBAT AOKA3aTe/ICTBa 3a B3aUMOACHCTBHE MEXAY ABETe CyOCTaHLMH.
HezaBrcuMo, 4We TecToBeTe ca MPOBEXIAHHM NOOTACSIHO 33 BajcapTaH M XHWIAPOXJOPOTHAa3HA, HE ca
YCTAHOBEHH JOKAa3aTelCTBa 32 MYTAICHHOCT, XPOMO30MHH aHOMAJIUY WK KapUHHOTCHHOCT.

[Ipy MIBX0Be TOKCHYHH A03H 3a Maiikata (600 mg/kg/neH) o BpeMe Ha NOCACAHHTE KHH OT OPEMEHHOCTTa
M [IePHOAA Ha JAKTAaLMs Ca JIOBEJH JO MO-HUCKA CTeNeH Ha IPEXXHBAEMOCT, N0-C1abo Ha[jaBaHe Ha TerAO
3abaBeHo pasBHTHE (OTAENAHE HA YIUHATA MHIA H OTBAPAHE Ha CIYXOBHMA KaHAI) Ha NOKOJEHHETO (BiK.
touka 4.6). Tesu po3u npu 1rbxose (600 mg/kg/neH) npenctapnaBar NpHONM3UTENHO 18 NMBTH
MaKCHMAJIHATa NpenophuBaHa J03a MpH Xopa Ha 0a3ara Ha mg/m2 (H3YMCIIEHHATA C€ OTHACAT 33 [lepopasHa
n03a 320 mg/neH 1 nanpent ¢ rerao 60 kg). [Ipu npunarane Ha BancapTal/XMAPOXJIOPOTHA3H]L HIPH ILUTBXOBE
M 3aiiu ce HaOIIOAABAT CXOHM HaXoAKkH. B npoyusanuaTa 3a emOpuoderanno passutie (Pasza [1) muncear
JIOKA3aTENCTBA 34 TEPATONEHHOCT MpH IPWIAraHE HA BAJICAPTAH/XHAPOXTIOOPOTHA3H PH IUTHXOBE H 3aklIy,
BBLIIPEKH TOBa e Oua HaGimozaBana (e TOTOKCHYHOCT, CBBP3aHa ¢ MaluHHA TOKCHIHOCT.

6. PAPMAIIEBTHYHH I[AI{HI’I |

6.1 CHHCBHK Ha NOMOIHHTE BEMECTRA

CrpueBnHa Ha TabneTkara
MukpoKprcTaNHa LEeay/io3a
Kpocnoeugon |
KoNnoHaeH CHIIHIIMER JHOKCH], O€3BOICH
Marnesnes cTeapar

QuMHpaIo IOKPUTHE
XHUnpoMenosa

Makporon 4000
Tanx

Turanos avokcua (E171)
Yeppen sxenesen oxcup (E 172)
JKET skenesen okcyn (E172)
YepeH xkenezed okeun (E172)
6.2 HecLEMECTHMOCTH
Henpunoxumo

6. 3 Cpok na rogHoCT

3 roguHA

6.4 Cnennanan yCJIOBHSA HA ChXpAHCHHE

Ha ce cexpansiea rog 30°C.
Jla ce ceXpaHsABa B OPAUTHHAIIHATA OTIAKOBKA, 3a Ja ¢e MpeATasH oOT BJara.

6.5 lannun 33 onaKoBKAaTa

PVC/PE/PVDC/AnyMuHUeBH OTHCTEPH




Pasmep Ha onakokute: 14 punmMupann TabneTku.

6.6 Cnennanny npeanazHd MepKH NpH H3XBLPJsHe

HamMa cnenmandy U3HCKBAHUAL

7. IPUTEXATEJ HA PASPENIEHMETO 3A YIIOTPEBA

Novartis Pharma GmbH
Roonstrasse 25, D-90429 Niimberg, I'epmManns

8. IPUTEXATEJ HA PASPEIIEHHUETO 3A ITAPAJIEJIEH BHOC
“becra Men” EOO/, yn. Krauo Ckopuen Ne8, 5350 Tpaena, brirapus

9. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA
20040085 | |

10. JATA HA ITbPBO PA3PEIIABAHE/MIOAHOBSABAHE HA PASPEIIEHHUETO 3A

YIIOTPEBA
08.01.2002 r./22.12.2010r.

11. JATA HA AKTYANIM3UPAHE HA TEKCTA
09.04.2015 .




