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Diovan 80 mg film-coated tablets / Jluosau 80 mg pummupanu Tabnerku >
Diovan 160 mg film-coated tablets / luoean 160 mg ¢punmupanu tabner ?ﬁ?f?eﬂﬂf j/pgyﬁjg?

2. KAYECTBEH 1 KOJIMYECTBEH CbCTAB

EaHa duiMupana tabnerka ceabpxka 80 mg pancaprad (valsartan)
Exana dbuaMupana tabnetka cuabpxa 160 mg pancapran (valsartan)

3a MbJIHUSA CNHCHK Ha IOMOLHHWTE BEILIECTBA BHXKTE ToOYKa 6.1.

3. JEKAPCTBEHA ®OPMA

Mdunmupann TabneTKu

Diovan 80 mg: Csetsio uepBenn, cpepudHH, ¢ AEITUTEHA YepTa OT eAHaTa CTPaHa, H3IIbKHAIY,
LIAMIIOBAHM OT eHaTa crpana ¢ “D/V” u “NVR” ot apyrara cTpana. JlenuresiHara 4epTa ro3BoJiBa
tafyerkara na Objae pazjaesieHa Ha JB€ paBHH YacTH.

Diovan 160 mg: CuBo-opaHXeBH, c(epHYHH, ¢ JACIHTE/IHA Yepra OT €/lHaTa CTpaHa, HU3IbKHAIIH,
mamnosaHy ot eanara crpana ¢ “DX/DX” u “NVR” or apyrara cTpana.

4. KJAHWIHYT JAHHH

4.1 TepaneBTHYHH NOKAZAHAA

XUIepTOHUS
JleueHue Ha eCeHUMANIHa XHIIEPTOHHUA.

IIpecen MHoOKaplieH MHQApKT

JleueHHe HA KJIMHWUYHO CTAOMIHM TIALMEHTH ChC CUMNTOMATHYHA CBPACHUHA HEJOCTATHYHOCT HIIH
Ge3CHMITTOMHA JIeBOKaMepHa cHcTonHa aucdyHkums cnen npeced (12 vaca — 10 anu) MHOKapieH
nadapkr (Bx. Toukn 4.4 n35.1).

CrpaeuHa HEJOCTATHUHOCT

JleueHHE HA CAMIITOMATHYHA ChPAEYHA HEOCTATEHYHOCT, KOTaTO HHXHONTOPH Ha
anrnoTen3uH-koHsepTupauiis eHsuM (ACE) He moxe fa OpJaT NpHiarady, HIH KaTo JOITB/IBALIA
repanns koM ACE unxuburopure, korato Heta-6nokepn He MOXe 1a 6baaT Mmpuaarady (BxK. TOUkd 4.4 K

5.1).

4.2 [o3znpoBKa H HAYHH HA NPHJIOKERHE

Lo3zuposka

XHUNCPTOHUS
[MpenopbusaHaTa fo3a Ha Diovan ¢ 80 mg e1MH BT AHEBHO. AHTHXMITIEPTEH3UBHUAT €(EKT €

NOAYEPTAHO HANHYEH Cles 2 CeJIMMLIM, a MAKCHMAaNEH eeKT ce TIOCTHra Clied 4 COnMHUM. IIpu
NALKHEHTH, YMETO ApTEPHATHO HAJIITaHE HE CE€ KOHTPOJIMpa aeKBaTHO, {03aTa MOXE 112 OnJie 3aRMIICHA

- ———

no 160 mg u makcumanno go 320 mg. e

Diovan Moke Aa Obj1€ npunaraH eJHOBPEMEHHO C JAPYTH aHTHXUNICPTEH3NBHH JICKAPCTB
JloGaBsHETO HAa AHYPETHK, HATIPHMEP XHAPOXJIOPOTHA3HN, AOITBIHMTCIIHO TIORHKABA
HaJISIraHe NP Te3W NMaLUEHTH.




[IpeceH MyoOKapaeH MHGAPKT

[Tpy KIMHHYHO CTAOMITHM NMaLMEHTH JIEYEHHETO MoXke Aa Obje 3ano4HaTo B paMkure Ha 12 yaca cnen
MHOKapaHus uHoapkT. Cnex HavanHa Ao3a ot 20 mg ABa NBTH IHEBHO [103aTa Ha BajicapTaH TpadBa na
ce nosumy 1o 40 mg, 80 mg 1 160 mg ABa METH IHEBHO B CJICABALIMTE HAKOJIKO ceAMHLIM. Hayanuarta
no3a ce ocurypsaea ipes 40 mg nenumu tabnetku. llpauennara MmakcuManza no3a e 160 mg asa neTu
OHeBHO. [IpenopbyBa ce nauMeHTHTE Aa AOCTHrHAT 4032 OT 80 mg ABa MbTH AHEBHO 34 IBE CEAMHLIMN
CJIEA 3aMOYBAHE Ha JICUSHHUETO, a IPHLEIHATA MAKCHUMaJTHa 103a OT 160 mg Ba METH AHEBHO Ja ce
NOCTHTHE 32 TPH MECELa B 3aBUCUMOCT OT ITOHOCUMOCTTA Ha naumeHTa. 11py nossa Ha CHMIITOMaTHYHA
XUNOTOHHUSA WIH HapyLieHHe Ha Oubpeunara GyHkuMs cieasa fa ce o0CHaAN HAMAJIABaHE HAa 103aTa.
Bancapran Moxe fa ce mpuiara Inpy NauyeHTH, JICKYBaHH C IPYrd CPEACTBa 3a JICUCHHE Ha
ceAMH(APKTHH CHCTONHHA, HATIP. TPOMOONMTHLIM, ALIETWICATMIIMIIOBA KUCENUHa, DeTa-0/10KepH,
craTHHU ¥ auypetaum. KomOunaimata ¢ ACE uaxuburopu He ce npenopbusa (Bxk. Toukd 4.4 n 5.1).
OueHkaTa Ha NaLMEHTUTE CJie]l MHOKapAeH WH(papKT BUHaru TpaOBa a2 BKIIIOYBA OLEHKA Ha Ob0peuHaTa

dhyHKILHA,

ChbpACYHA HEAOCTATHYHHOCT

HpenopbusanaTa HavanHa go3a Ha Diovan e 40 mg nBa metv AHeBHO. [TokausaneTo Ha no3ara 1o 80 mg
u 160 mg ABa nbTH AHEBHO TpAOBa Ja ce OCHUIECTRABA NPE3 HHTEPBAIH OT HaH-MAJIKO JABE CEAMMLH, 10
Hali-BHCOKATa A03a B 3aBUCHMOCT OT NOHOCUMOCTTa Ha nauuenTta. Cneapa na ce 006ChAM HaMangBaHe Ha
11034Ta Ha BKJIKOUEHH B JIEUEHHETO NHYPeTUK. MakcuManHara JAHeBHa 1034, IpyHjiaraHa B KIIMHHYHA
npoy4eaHus, € 320 mg B HEKOJIKOKPATEH NPHEM.

Bancapran moxe aa Ob/ie MpUnaraH ¢ Apyryd CXeMH 3a JICUCHHE Ha Cbp/JieYHa HEIOCTATBYHOCT.
Hezasucumo ot ToBa He ce npenopbsyea TpoiiHara koMbuHauus ot ACE unxuburop, 6eta-6nokep
pancapTaH (Bx. TOUKH 4.4 1 5.1). Ouenkara Ha NALUEHTHTE ChC CHPASYHA HEAOCTATHYHOCT BUHACH
TpsOBa Ja BKIIOYBA OLeHKa Ha 6b0pevnaTa QyHKIuA.

Hauun na npunodicenue
Diovan moxe Ja Oplie npreMaH He3aBUCHMO OT XpaHeHeTo ¥ TpiadbBa Jia ce pHeMa ¢ TeYHOCTH.

Honvanumenna unhopmayua 3a cneyuaniu 2pynu nAyuenmy

Xopa B cTapyecka Bb3pacT
He ce Hanara npoMsaHa B AO3MPOBKATA IPH NALMEHTH B CTap4ecKa Bb3pacT.

bpOpeuHo YBpexaaHe
He ce nanara npoMsiHa B JO3MPOBKATa IPH MALHEHTH C KPEaTHHHHOB KNKPBHC >10 ml/min (BX.
To4KH 4.4 n 5.2).

YepHoapoOHO yBpexaaHe
[TpH nauxeHTH ¢ IEKO A0 YMEPEHO YepHOApOoOHO yBpexaaHe 0e3 XonecTasa 103aTa Ha BajcapTaH He
Tps6Ba na npesvinasa 80 mg. Diovan e NPOTHRONOKA3aH MpPH NALMEHTH C TEXKO YepHOAPOOHO

yBpEKAAHE H NPH NALMEHTH ¢ Xonectasa (BxK. Touku 4.3, 4.4 u 5.2).

[TeanaTpy4yHM NAIMEHTH
He ce npenopwusa ynorpebara Ha Diovan npu seua noz 18 roauuy, nopaam JIMncara Ha JaHHH 32

Oe3onacHocTTa U ehHKACHOCTTA.

4.3 HpoTHBONOKa3anHu4d

-Texko uepHOAPOOHO YBpEKAaHE, OUIHApHA LMPO3a H XONecTasa.
-BTopH 1 TpeTn TprMecThp Ha 6peMeHocTTa (BXK. TOUKH 4.4 1 4.6).

4.4 Chenuannu npeAynpexIeHns H NpeANa3HH MEPKH NpH yNoTpebda




XunepkanmeMms
EanoBpeMeHHaTa ynoTpeba ¢ KannesH JoOaBpKH, KUIMH-ChXPaHABAIIM JUYPETHLY, 3aMECTUTENH HA

COJITA, CHABPKALN KaJIW#, HIK APYId JIEKapCTBEHH HPOAYKTH, KOMTO OMXa MOT/IM A OBHIIAT HUBATA
Ha Kaawi (XxenapuH H T.H.), He ¢e npenopbupa. CTOHHOCTHUTE Ha Kajus TpAOBa 1a ce MOHMTOpHUpAT
CBLOTBETHO.

[TalueHTH ¢ HATPUEB W/ Uy obeMeH ACOUHHT

[Ipn naumeHTH ¢ TEXBK HATpHEB WHIH 0OeMeH AeQHIUMT, KATO T€3H, KOHTO NOTY4aBaT BHCOKH JO3H
NIMYPETHIH, B PEOKH CIy4au cJiell 3aTI04BaHe Ha Tepanus ¢ Diovan MoxXe Jia ¢e NOSBH CHITTOMATHYHa
xunotonua. HarpueBHAT WHIH 00eMHUAT aeduumT TpAOBa Ja Ce KOPHIHpa MTpeIH 3arno4uBaHe Ha
neuenneto ¢ Diovan, HanpuMep Ype3 HaMaNSBaHe Ha A03aTa Ha JHYPETHLHUTE.

Creno3a Ha 6LOpe4yHaTa apTepus

[Ipn nauuenTy ¢ OuarepanHa cTreHo3a Ha GEOpeUHUTE apTepHH HIIY TIPH CTEHO3a Ha apTepuaTa Ha
envHcTBeH OBOpex OesonacHara ynorpeba Ha Diovan He € yCTaHOBEHa.

KparxocpouHo npuioxeHrde Ha Diovan npu ABaHaJieceT MalMEHTH C peHOBa3ajiHa XHIEPTOHHU
BCJIEACTBHE HA €IHOCTPaHHA CTEHO3a Ha OnOpeyHaTa apTepHs He BOJH 10 3HAYUMH NIPOMCHH B
6bOpeuHaTa XeMOAHHAMHKA, CEPYMHHA KPEaTMHUH WM HUBOTO Ha ypesTa B kphbTa (BUN). HezaBucnmo
OT TOBA APYIM JEKAPCTBA, KOUTO MTOBJIHABAT CHCTEMaTa pCHHH-aHTHOTEH3WH, MOraT J1a MOBHIIAT
CTOMHOCTHTE Ha KPbBHATA ypesa M CEpyMHHS KPEaTHHHH NIPH MallHEHTH ¢ e{HOCTPaHHa CTEHO3a Ha
6s6peunaTa aprepus, NOpaay KOETo ce NpenopbyBa Npocienapave Ha GrOpeunara QyHKOMA NpH
MALUMEHTHTE, JIEKYBAHU C BAJICAPTAH.

BnOpeuna TpaHCcIIaHTALUS
JIo TO3M MOMEHT HAMA HATPYINAH ONHT M0 OTHOWeHKe Ha Ge3onacHaTa ynorpeba Ha Diovan npu
MALIMEHTH, IIpeKapan Hackopo 6xOpedHa TpaHCIIaHTALMA.

[ [epBHYEH XHTIEPANAOCTEPOHUIBM
[TaumeHTHTE ¢ ITHPBUUEH XHNEPAIIOCTEPOHH3EM He TpAbBa Ja ce nekysar ¢ Diovan, ThH KaTo TAXHaTa

CHCTEMA PEHUH-AHI'HOTEH3HH HE € aKTHBHPAaHa.

AOpTHA ¥ MHTPAIHA KIIAMHA CTEHO3a, OOCTPYKTHBHA XWNEPTPO(UIHA KAPAHOMHONATHS

KakTo npu BCHYKH JPyrd Ba30JWIATaTOPH € HEOOXOQHMO 0CODEHO MOBHIIEHO BHHMAHKME MPH NMALHCHTH,
CTpafially OT A0PTHA HJTH MHTpAJTHA CTEHO3a WM OT O0CTPYKTHBHA XHepTpoduyHa KapAHOMHONATHA
(OXKM).

Hapywenue Ha 6s6peyHara dyHKLMA

He ce Hanara KOpMripaHe Ha I03aTa NpH NALMEHTH ¢ KpeaTHHHHOB KIMpBHC > 10 mL/min (Bx.
Touka 4.4). Jiuncear naHHy 3a GezonacHa yrorpeba nMpy NalMEHTH ¢ KPEaTHHHHOB KITHPBHC

< 10 mL/min) 1 rpy POBEKAALIHN AHANH34, TOpafi KOETO BajicapTaH TpabBa Jia ce ynorpebssa c
[MOBHMLISHO BHUMaHHE IPH TE€3H NALMEHTH (BX. TOUkH 4.2 1 5.2).

YepHoapoObHo yBpexaAaHe
[Tpy NauMeHTH ¢ JIEKO JI0 yMepeHo JepHoApoGHo yBpesxkaane 6e3 xonectasa Diovan Tpabea na ce

ynorpebsaBa ¢ NOBHILIEHO BHUMaHHE (BX. TOUKU 4.2 1 5.2).

bpemMeHHOCT

He Tpa6Ba xa ce 3anousa neueHne ¢ anrnoteHsuH Il peuenropuu 610kepu (APb) o Bpeme Ha
6pemenHocT. OcBeH ako MpoAbIDKUTENHaTa Tepanus ¢ APb ce npeneHH KaTo ChIIeCTBEHA, ICHCHHETO Ha
MALMEHTKH, KOUTO IU1aHyBaT GpeMeHHOCT, Tp%OBa Aa Obe 3aMEHEHO C ATEPHATHBHO
AHTMXUINEPTEH3NBHO JIEYESHHE C YCTAHOBEH NPOQHI Ha 6e30MacHOCT 3a YnoTpeba no Bpeme
6pemennoct. [py yctanoBsBaHe Ha GpemeHHOCT eyeHHeTo ¢ APB TpsGBa HesabaBHO fa
MIPEYCTAHOBH H Jia CE 3allOYHE aITEPHATHBHO JIEYEHHE, aKO € MOAXOAAUIO (BXK. TOYKH 4. ,@4’ 6)




[IpeceH MUOKapaeH HH(DAPKT

KomOuHaumsaTa Ha KanToONpWi ¥ BaiCAPTaH HE NOKa3Ba JOITBEIHHTEIHA KIIHHUYHA 110J13a; HATIPOTUB,
PHCKBT OT HEXKEJIAHU PeaKiMH ¢€ NOBUIIABA B CPABHEHHUE ChC CHOTBETHUTE TEPAITUH {BXK. TOUKH 4.2 H
5.1). Ilopaagn ToBa He ce npenopbp4Ba KoMOGyHaLMATa Ha Bancaprad n ACE naxubdurop.

Heobxoaumo e na ce 06bpHe 0co0€HO BHHMAHKWE MPH 3aMOUYBAHE Ha TEPaNus NpH NallUEeHTH Clea
MHokapaeH HHpapkr. OLueHKaTa Ha NalMEHTUTE CJIe] NpeKapad MHoKapJeH HHGapKT BHHaru Tpabsa aa
BKJIIOMBA OLIeHKA Ha ObOpevuHaTa PyHKUHA (BXK. To4Yka 4.2),

Ynotrpebara #Ha Diovan npn nauMeHT! ¢ea MUOKapAeH HHQPapKT 4eCTO BOOY A0 MOHKABAHE HA
apTEPUHAITHOTO HalsAraHe, HO OOMKHOBEHO He ce Hajara npeyCTaHOBABaHE Ha JIEYEHHETO NopaaH
MPO/bJIXKABALLA CHMITTOMATHYHA XMITOTOHUS, 4KO Ce CMa3BaT UHCTPYKLMMTE 3a Jo3upaHe (BK.

TOYKa 4.2).

CobpaeyHa HEAOCTATHYHOCT

[Ipy nanmenTH CHC CHpACYHA HEAOCTATHHHOCT TpoiiHaTa KoMOnHauma ot ACE unxuburop, 6era-biokep
u Diovan He e noka3Ba KIMHHAYHA No3a (BxX, Touka 5.1). Tazn komGHHAaLMA ABHO NOBHUINABA PHCKA OT
HEXKEJIAaHH PeaKLMH ¥ CIe0BATETHO HE C¢ MPEnophysa.

HeoGxoanmo e na ce oOspHE 0co0€HO BHUMAHUE MPU 3al0UBAHE Ha TEPANHS IPH NMALHEHTH Che
chpleyHa HegocTaThyHOCT. OUEHKATa Ha IALMEHTHTE el Npekapal MHOKap/AeH HH(papKT BHHATH
TpaGBa Aa BKJIIOYBA OlieHKa Ha OnOpevHaTa ¢pyHKLuA (BXK. TOUKa 4.2).

VnoTtpebaTa Ha Diovan npH nNaHeHTH ChC CHPACYHA HEAOCTATBYHOCT YECTO BOAM JI0 H3BECTHO
NOHMXEHHE Ha apTEPHAJTHOTO HaIAraHe, HO OOMKHOBEHO HE C€ Hajlara npeycTraHOBABAaHE Ha JICYEHHETO
NOPajax NPOLBIKABALIA CHMITOMATHYHA XUIIOTOHHUA, AKO Ce CIa3BaT HHCTPYKLMHTE 3a J03UpaHe (BX.
Touka 4.2).

[1pn nauneHTH, yHaTo ObOpeuHa GyHKIMA O MOrJIa 1a 3aBHCH OT AKTHBHOCTTA HA CHCTEMaTa pEHHH-
AHTMOTEH3WH (Hamnp. MALKHEHTH C TeXKa 3aCTONHA ChpieYHa HEAOCTATEYHOCT), JICYEHHETO C HHXHONTOPH
HA AHIMMOTEH3UH-KOHBEPTHPAIHSA €H3UM CE CBBLP3BA C OJIMTYPHA W/WIHM MPOrpecupania a30TeMus, U B
PEAKY Clrydau ¢ ocTpa 6B0peuHa HeIOCTaTEYHOCT WU CMEPT. Thi KaTo BancapraH € aHrMOTeH3UH [l
AHTArOHUCT, HE MOJKE /13 C€ M3KJIKOYM BR3MOKHA Bph3ka Ha ynorpebara Ha Diovan ¢ HapyuiaBaHe Ha
OsOpeunara QyHKUHA.

4.5 B3aumoneiicTBHE C APYrH JIEKAPCTBEHH NPOAYKTH H APYrH GopMA HA B3AaHMOJAEHCTBHE

He ce npenopvusa ednospemenna ynompeba

Jdumuti

O6paTHMO MOBHILIABAHE HA CEPYMHUTE KOHLIEHTPALMH Ha JIMTHH H TOKCHYHOCT €a ChOOIICHH TIPH
enHoBpeMeHHaTa ynorpeba ¢ ACE unxu6uropu. [Topaan svrncaTa Ha OIUT OT €HOBPEMEHHA yNoTpeda
Ha BaJcapTaH W INTHI Ta3u KOMOHHALIMA He ce npenopbyea. Ilpenopryea ce BHHMATENHO CJICACHE HA
CEPYMHUTE HMBA Ha JIWTHH, aKO ce TpelieHd, Ye KomOuHaLusTa e HeoOxoauMa.

Kanuii-coxpanasawu Ouypemuyu, Kaiyeeu 006a6xy, 3aMecmumentt @ COAMa, CoObPHCAU KATUU Wil
Opyau cybcmanyuu, Koumo duxa Mozau 0a nOSUWIAM HUBAMA HA KAAUU

AKO ce TIpelLIeHH, Ye € HeoOXOMM JIEKAPCTBEH POAYKT, KOHTO 3acAra KalueBHTE HABA B KOMOHHALWMA C
BAICAPTAH, NMPENIOPHUBA CE CHIE/CHE HA [1a3MEHHTE HUBA Ha KalluH.

Ocobeno gaHuManue ce U3UCKBa NPU eOHospemenna ynompeba

Hecmepoudnu npomusosvnarumentu cpedcmea (HCIIBC,) sxmovumento cenexmuenu COX-2
UHXUOUMOPU, QYEMWICATUYUA08A KUceuna >3g/0uneeno u necenexmusnu HCHBC
Koraro anrnotensuu I penenropuute 6nokepw ce npunarat eqnospemento ¢ HCIIBC, Mmoxe nace. .
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Lpyeu

[Ipy nmpoy4BaHHS 334 JEKAPCTBEHO B3aHMOACHCTBHE C BAJICAPTAH HE Ca YCTAHOBCHHU KJIMHHYHO 3HAYNMH
B3aMMOJICHCTBHA C BaJICAPTaH WIHM HAKOE OT CJICIHUTE BEUIECTBAa: LUMETHAMH, BapdapHH, ¢yposzeMua,
JUrOKCHH, aTEHOJION, HHAOMETALUH, XHAPOXJIOPOTHA3H], aMJIOUITHH, IITHOeHKIaMu .

4.6 bpemMenHOCT H KbpMEHe

bpemennocm

Ynorpebara Ha anruorensun Il peuenropru 6nokepu (APB) He ce npenopbUBa nNpe3 MbPBUA TPUMECTHP
Ha OpemeHHOCTTa (BXK. TOuKa 4.4). Ynorpebara Ha APD e npoTHBOnokaszaHa npes BTOPUA M TPETHA
TPUMECTBP Ha OpemMeHHOoCTTa (BXK. TOUKH 4.3 U 4.4).

EnuaemMuonoruuHUTe JaHHH 34 PUCKA OT TépaTorenHoct ciel ekcnosuima Ha ACE nHxuburtopu npes
TbPBHA TPUMECTBP Ha OPEMEHHOCTTA HE Ca OKOHYATENIHY; HE3aBUCHMO OT TOBAa HE MOXKE J1a C€ U3KITIOUH
NIEKO NOBHUIEHWE Ha pUCKA. BBNpexH 4ye HAMA KOHTPOJIMpaHH eMUAEMHOIOTHYHH JaHHH 3a PUCKA OT
APD, nonobeH pucK MoXe 1a CBIIECTBYBA MPH TO3M Kiac JiekapcTia. OCBEH B CJTyyail 4ye TepanusiTa ¢
APD ce npelieHsABa KaTO MHOTO BaXKHA, MTALMEHTKUTE, KOUTO IUIAHYBaT OPEMEHHOCT, TpAOBRa Z1a MPEeMMHAT
Ha aATEPHATHBHO aHTHXHUIIEPTEH3UBHO JICYEHHUE C JI0Ka3aH npodun Ha 6e301acHOCT 3a ynoTpeba npH
6pemenHocT. [Ipu yeraHoBsaBane Ha OpemeHHOCT JeyeHUeTo ¢ APD TpabBa na ce npeycraHoBH
He3a0aBHO U TPH HEOOXOAMMOCT Aa CE 3an04He ANTEPHATHBHA Tepallnd.

H3BecTHO e, 4e eKcrio3uunaTa Ha Tepanus ¢ APB no BpeMe Ha BTOPHS U TPETHA TPHMECTEP Ha
OpeMEHHOCTTa NPUIMHARA (PETOTOKCHYHOCT MPU XOpa (noHmwkeHa O10peuna QyHkKIus,
OJIMrOXMAPAMHUOH, 3a0aBeHa ocHdUKaIMA Ha Yepena) U HeoHaTalnHa TokcudHocT (6s6peyuna
HEJIOCTAThYHOCT, XMITOTOHWS, XHIIEpPKAIIMEMHA }; BHXKTE CHILO TOuKa 5.3 “[IpeaxTHHAYHM NaHHM 34
be3zonacHocT .

B ciyuait Ha ekcro3unius Ha APb cnen BTopus TpuMecTsp Ha OpeMeHHOCTTa ce NMpenopbhyBa
y/Tpa3BYyKOBa NpoBepka Ha ObOpeuHara GyHKIHA B Yepena.

Hoeoponenu, unnro maiiku ca npueManu APD, tpaGsa na 6s1aT BHHMAaTETHO HAOIIOAaBaHH 34
XMIOTOHHS (BX. CbLIO TOUKH 4.3 n 4.4).

Kvpmerne

[Topajn nuncaTta Ha JaHHW OTHOCHO yrioTpebaTa Ha BaJicapTaH MO BPEME Ha KbPMEHE NPHEMBT Ha
Diovan ne ce rnpernopb4sa, a ¢€ NPEANOYNTa AJITEPHATHBHO JIEYEHHE ¢ MO-100pe YCTaHOBEH NMpoGHI Ha
6€30MacHOCT MO BpeMe Ha KbpPMEHE, 0¢00eHO NpH KbpMeHe Ha HOBOPOJAEHO WK HeJJoOHOCEHO Oebe.

4.7 EdexTn Bbpxy cnocodHOCTTA 32 modupane B padoTa ¢ MALIHHA

He ca nposexxaany npoy4usaHus 3a edeKTHTE BhpXy cniocoGHOCTTa 3a wodurpane. Tpiadea na ce uma
rnpexBui, 4e npu modupane ¥ padora ¢ MalIMHK € BH3MOXKHO MOHAKOTa Ja HaCTbIAT 3aMasHOCT HIH

yMOpa.
4.8 HexeNaHH JEKAPCTBCHH PEAKIHA

B KOHTPOJIMPaHH KAHHAYHH NPOYYBaHUA MPH MALMEHTH ¢ XHNEPTOHHA obliaTa 4ecToTa Ha HEXE/IaHH
peakuuu (HJIP) e cpaBHrMa ¢ Task ApH 11auedo U € B Cbriacue ¢ GapMakoJOrHuHHs PO Ha
BasicapTaH. Yecrorata Ha HJIP He e cBbp3aHa ¢ fo3ara Wi NPOAB/IKHWTEIHOCTTA Ha JICYSCHHETO, a ChUIO
TaKa He MOKAa3Bd Bpb3Ka ¢ Nojaa, BE3pacTTa WK pacara.

OCHOBaHU HA KIIHHUHYHK MPOYYBAHHA, MOCT-MAPKETHHTOB OTIHT U J1abopaToOpHH pe3yaTaTH a
n30poesy NMo-1oy ChINIACHO CHCTEMO-OpraHHaTa Kiacu(pukais.
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(=1/10 000 no <1/1 000); muoro peaxu (<1/10 000), BrrounTeNHO OTACNTHHU CHOOWIEHUA. [IpH BCAKO
rpyNnHpaHe B 3aBUCHMOCT OT YECTOTATAa HEKETAHUTE JICKAPCTBCHH PEaKLUM ce U30posBaT B HU3XOIALL

PE€Aa MO OTHOILUCHHUC Ha TAXHATA COCPHO3HOCT.

3a Bcuuku HJIP, ¢b00menn oT NnocTMapKeTHHIOBAA ONMHT M 1a60paTOPHATE HAXO/KM, HE € Bb3MOXKHO J1a

ce NnpuinoxKK HuKog vyectora Ha HJIP y nopaay Tosa Te ca yNIOMEHATH ¢ "HEH3BECTHA" YECTOTA.

¢ XUNEPTOHMA

Hapyienus Ha KpHhBTA B JHM(HATA CHCTEMA

C Heu3BeCTHA YeCcTOoTa

[TonmkeH XeMOrJIOOMH, IMTOHHKEH XEMATOKPHT,
HEYTPONEHHUs, TPOMOOLIMTOTICHHUA

HapymieHHs HAa BMYHHATA CHCTEMA

C HEeH3BeCTHA YecTOoTa

CBpBXYYBCTBUTENHOCT, BKJIFOYHTEIHO CEPYMHa
Gonecr

Hapyumenns na MeTaboIin3Ma H XPAHEHETO

C Heu3BeCTHaA 4YecToTa

[TopMiIEH CepyMEH KaTHH

Hapymenuns Ha yxXoTo H JAOHPHHTA

HeuecTn CaeToBBpTEXK
CraoBn HapyIIEHUA

C HeusBeCTHa YeCcTOTa Backynut
PecnnpaTopHH, IpBAHH H MEIHACTHHAJHHE HADYIICHHS
Heuecty Kanutnoa
CroMalmHo-4pEeBHH HAPYIICHHS

HeuectH Kopemna 6osika

Xenaro-0uJIHAPHH RAPYIIEHHA

C Heu3BeCTHa YecToTa

[ToBHilIEHHE HA MOKA3aTeNHTE 3a YEPHOAPOOHa
¢yHKLMA, BKIIOUYUATEHO MTOBHIIABAHE HA

cepyMHHs GunupyOHH

Hapymenus Ha KOXKATA H NOAKOKHATA ThKaH

C HeHn3BeCTHA 4YeCTOTAa

AnruoeneM, ob6pus, cupbex:

HﬂE}'Il]EHHH HA MYCKYJ/JIHO-CKCJICTHATA CHCTEMA H CRCIHHHTCIHATA THEKAH

C HeMzBECTHA YEeCTOTAa

Muairus

Hapymenus na 0b0pennTe H AMKOYHATE NBTHINA

C Heu3BeCTHA 4E€CTOTA

bubpevna HeAOCTATEYHOCT U YBPEXKIAHE,
MOBHIIABAHE HA CEPYMHHA KPEATHHHH

O6Guu HapyeHHs H epeKTH HA MACTOTO HA NPHJIOKEHHE

Heuectu

YMopa

[TpodunsT Ha 6e3onacHoCT, HAdmonaBas NMPH KOHTPOIHPAHH KIMHUYHH NIPOYYBAHHA NPU NAUHEHTH
crel MHOKap/eH UH(apKT /WM CBC CHPACYHA HEJOCTATHYHOCT, CE Pa3indaBa OT LAIIOCTHHS MpOGt Ha
5e30MacHOCT MPH MALMEHTH ¢ XKIepTORHS. TOBa MOXKe 1a CBBP3aHO C MPHAPYXKasalloTo 3abosiaBate Ha
naumenTa. HJIP, koMTO HacTLNBAT NMPH HAlIHEHTH Cile]l MHOKapAeH HHPapKT W/uam CbC ChpASYHA
HEeAOCTATHUHOCT, ca H30POEHH NO-A0NTY:

=  ChcToOAHAE ¢JIe] MHOKAPACH HHPAPKT H/HJIH ChPAECYHA HEAOCTATHYHOCT

Hapymenns na KpbBTa # JHMQPHATA CHCTEMA

C HeW3BECTHA 4eCTOTa | TpoMbGOLMTONEHHS

Hapymenns na NMYHHATA CACTEMA

CBpBXUYYBCTBUTEITHOCT, BKIIKOYHTENIHO C©
bostecT

C HeHU3BECTHA YeCTOoTAa

Hapyuenus Ha MeTa00JIH3IMA B XPAHEHETO




Heuectn XHIICPKATHEMHA

C Hen3BecTHa 4ecToTa IloBuIIEH CepyMEH Kanui

Hapyuiennsi Ha HepBHATA CHCTEMA

Yecty 3amaiiBaHe, 3aBHCELIO OT I103aTa 3aMaiiBaHe

HeuecTH CuHkomn, rinasodonue

Hapymienus Ha YX0TO H JIAOHPHHTA

HeuecTH | CeToBBpTEX

Copaevnn napymenus

Heuectn CopaeyHa HEAOCTATEYHOCT

Cba0BH HApYIIECHHS

HeuecTn XHNOTOHHSA, OPTOCTATHYHA XMITOTOHUS

C HEN3BECTHA Y€CTOTA Backynur

PecnupaTOpHE, rpbANN H MEAHACTHRAJIHNA HAPYIICHHN

HeuecTu Kamnuila

CromauwiHO-YpeBHH HAPYIICHHSA

HeuecTH ["anene, nuapus

Xenaro-OHJIMAPHH HAPYIICHHH

C HEeH3BeCTHa YECTOTA [ToBHIEeHHE Ha IOKA3ATEIUTE 3a YEPHONPOOHA
¢yHKLHs

Hapymenns Ha KoKaTa H NOAK0XKHATA ThKAH

HeuecTHn AHruoenem

C Hew3BeCTHA YeCTOTa O6pus, cepbex

HapymieHHs Ha MYCKYJIHO-CKEJIETHATA CHCTEMA H Che(HHHTENATA THKAH

C HEH3BECTHA YECTOTA Muanrus

Hapymenns na 6u0pennre H IHKOYRHTE THTHIA

Hectn brOpeuHa HEIOCTATHYHOCT M YBpeXK/IaHe

Heuectn Octpa 666pevna HeAOCTATHEYHOCT, MOBHUILIABAHE HA
CepyMHHA KpeaTHHHH

C HEM3BECTHA YECTOTA [ToBMmieHue Ha ypesaTa B KpbBTa

O0mu Hapymenus H epeKTH Ha MACTOTO HA NPHJIOKEHHE

Heuectu AcTeHus, yMopa

4.9 Ilpeaxo3upane

CHMIITOMH
IIpenosupanero ¢ Diovan Moxe 1a NpUYHHHU H3Pa3€Ha XUIIOTOHHA, KOSTO MOXE /1a J0BeAe 10

NOHWXaBaHC Ha ACHOTATa HAa Cb3IHAHWUCTO, HHPKYAATOPCH KOJIAIIC W/ WM LIOK.

JleyeHue
TepaneBTHUHUTE MEPKM 3aBHCAT OT BPEMETO Ha MPHEM Ha JIEKAPCTBOTO M BUJIA U TEKECTTA HA

cuMnToMHTe. OT MBEPBOCTENEHHA BAXKHOCT € CTAROWIM3HMPAHeTO Ha LIMPKYJIaATOPHUA CTATYC.

B cnyyait Ha XHIIOTOHUA NALMEHTHT TPAOBa Aa Ob/Ie MOCTABECH B JIErHANO MOJA0XKEHUE H OBp30 Aa ce
npeanp1HeMe 3aMecTBade ¢ 00eMo3aMeCTBAlH U COJIEBH Pa3sTBOPHU.

MaJiko BepoaTHO € BajicapTaH fa 6bJe OTCTpaHEH 4pe3 XeMOAHaIH3a.

5. ®APMAKOJOIrHYHU CBOUCTBA
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Bajcapran e nepopaniHo akTUBeH, MomeH U cneuudpuueH airioreHsuH Il (AT II) antaronuct. Toii
NIEHCTBA CEJIEKTHBHO BEPXY AT, peLienrrOpHuUs NOATHN, KOHTO € OTTOBOPEH 3a NO3HATHTE ASHCTBHS HA
aHrHoTeHsuH Il IloBuienyTe nnazMenn HUBa Ha aHrnoTeH3uH Il B peaynrar Ha AT, peuenropuara
Onokaja ¢ BasicapTaH MOTaT Ja CTUMYAHpaT Hebnokupanute AT, pelientopH, KOETO H3rIEKAA
POTHBOIEHCTBa HA edekTa Ha AT, peuenropa. Bancapran He NposABSIBa HUKAKBA YaCTHYHA
aroHUCTHYHa aKTHBHOCT KbM AT, peuentopa ¥ uMma 3HauuTesHo (okono 20 000 meti) no-ronsm
apunurer kbM AT, peuenTtopa, oTkonkoTo kM AT, penenrropa. BajcapraH He ce cBbp3Ba U He OJI0KHpa
peLENTOPH Ha XPYrH XOPMOHH HJIH HOHHM KaHAIH, 32 KOUTO € W3BECTHO, Y€ Ca BAXKHH B
CBPACYHO-CHI0OBATA peryaalius.

Bajicapran He naxubupa ACE (M3BecTeH U KaTo kuHKHa3a II), koiTo nmpesphina aHrHoTeH3uH | B
aHrnoreHsvH 1l n pasrpaxaa 6pagukuruHa. Teil karo HaMaTt edexT Bbpxy ACE u He 3acunBart
AEUCTBHETO Ha OpaMKHHUH WITH cyOcTaHLus P, Manxo BepOSTHO € AHTArOHKUCTHTE Ha aHrHOTeH3MH 1 1a
Ca CBbP3aHH ¢ KamifaHe. B KIMHUYHHU NIPOYUBaHMA, KbACTO BajicapTaH € cpaBHeH ¢ ACE nHxnburop,
YECTOTATA Ha CyXa Kalnvua € sHauuTenHo (P<0,05) no-manka npu nalieHTH, IEKYBaHH C BaJICapTaH,
OTKOIKOTO IpH AekyBanute ¢ ACE unxuburop (2,6% cpeury 7,9% pecnextuBHo). B xiinHuYHK
NPOY4YBaHHA NMPH MALMEHTH C aHAMHE3a 3a CyXa Kauutiua 1no speme Ha jieyeHue ¢ ACE urxunburop,
19,5% oT npoyuBanwnTe amia, nOay4aBaly sajucapra, v 19,0% ot Te3n nosy4aBamy THa3HACH
AWYPETHK MMAT KaluutMua, B cpasHeHue ¢ 68,5% ot nnuara, nekyBanu ¢ ACE nuxubutop (P < 0,05).

XHIepToHUs

[Ipunoxkenuero Ha Diovan npu nmaLMeHTH ¢ XHNICPTOHUA BOAN A0 NMOHWKABAHE HA apTEPHAITHOTO
HanArane 6€3 NOBAMABAHE Ha ITYJICOBAaTa YECTOTA.

I1pu noBeYETO NAUMEHTH CAel €JHOKPATEH IepopalicH NPUEM HAYaJ10TO HA aHTHXUIIEPTEH3HBHOTO
NEHCTBUE € B paMKHUTE 2 4aca, a ITUKBT Ha NOHIKABAHETO Ha apTEPHATHOTO HaNlSAraHe ce JOCTUra B
paMKHTe Ha 4-6 yaca. AHTUXMIIEPTEH3UBHUAT ePEeKT NpoAbKaBa Hajl 24 yaca cnej npuema. [lpu
MHOI'OKpAaTeH [IPHEM peaieH aHTUXHUIIEpTeH3NBEH e(eKT € HAIKLE B paAMKHUTE Ha 2 CeJIMHULIM, a
MAKCHMANTHHUAT eexT ce NIOCTUra B paMKKTe Ha 4 ceAMUIIM U Ce MOJABPKA B X0Ja Ha AbJIroTpanHa
Tepanuia. 3HaUMMO JOITBITHUTEITHO NOHIDKEHHE HAa apTepUHaTHOTO HaJIATaHe ce MOCTHTa NpH KOMOWHaLKA
C XUAPOXJIOPOTHABHA.

BHezanHoTO npeycTaHoRABaHE Ha fiedeHUETO ¢ Diovan He ¢e cebp3Ba ¢ rebound-xunepronus wim ¢
JAPYTH HEXENAHU KIHHAYHHU CBOUTHA,

[Ipn naumeHTH ¢ XUnepToHus U Juaber Tin 2 ¢ MUKpoaIOYMHUHYPHA € OTYETEHO, Y€ BaJICAPTaH HAMAQIABA
oTaensHeTo Ha anbymuH B ypunara. [Ipoyusanero MARVAL (Micro Albuminuria Reduction with
Valsartan) olicHsBa HAMAIABAHETO Ha OTACIAHETO HA AIOYMHUH B ypuHaTta (UAE) ¢ Basicapran

(80-160 mg/neH) B cpaBHeHWe ¢ amacaunuH (5-10 mg/aen), npu 332 nauueHTH ¢ quader Tvn 2 (cpeaHa
BB3pacT: 58 roauHn; 265 MBxKe) ¢ MUKpoanOyMHHYpHA (BasicapTad: 58 ug/min; amMjoAMNMH:

55,4 ug/min), ¢ HOPMANHO HAM BHCOKO apTePHAJIHO HAJIATAHE H ChC 3anaseHa 0u0peuHa QyHKIH
(cepymeHn kpeaTHHHH <120 pmol/l). Cneg 24 cenmuim, UAE e namanena (p<0,001) ¢ 42%

(-24,2 pg/min; 95% CI: —40,4 no —19,1) c Bancapran u npubnuzurenno 3% (—1,7 pg/min; 95% CI: -5,6
no 14,9) ¢ aMnoaunuH, He3aBUCHMMO OT CXOQHATA CTEMNEH Ha ITOHHXKEHHUE B JBETE IPYITH.

[TpoyusaneTo Diovan Reduction of Proteinuria (DROP) u3cnenpa JOMBJIHUTENTHO €(PUKACHOCTTA Ha
panicapTaH npu peayuupane Ha UAE npu 391 naiwenTty ¢ xunepronns (AH=150/88 mmHg) ¢ nuaber
THn 2, anbymunypus (cpensa croiiHocT=102 pg/min; 20-700 ug/min) u 3anazena 660peyHa GyHKLUMA
(cpenen cepyMeH kpeaTHHHH=80 umol/l). [launeHTHTE ca paHAOMU3UPAHH C €JHA OT 3-T€ 103U
sajicapraH (160, 320 u 640 mg/neH) 1 nekyBaHH B npoabixenue Ha 30 ceqmui. Llenta Ha npoy4saHeTo
€ J1a YCTAaHOBM ONTHMAJTHATA [03a BajicapraH 3a penyunpane Ha UAE npu naumeHTH ¢ XHNEpPTOHHA H
auaber Tun 2. Cnen 30 ceqMuLM IPOLIEHTHATA npnmma B UAE e 3HauuTenno Hamanena ¢ 36% ot

peayKUMH Ha UAE [TpH MaLHEHTH C mnepTOHm 1 quaber tun 2.

[Tpecer MmHoKapaeH HHQAPKT WA e T
VALsartan In Acute myocardial iNfarcTion (VALIANT) e panaomusupano KUHTpOJIHbaHO B U G I
MHOTI'OHaIlMOHATHO, ABOHHO-CAAMNO Npoy4BaHe npy 14 703 malueHTH ¢ oCTHP MHQK&]J,HQ‘H HHC])HPKT Pl;-:,, _;- Es

1 O - "'-\-‘::ﬂ-"ﬂ'!' L '-'-'"nﬂ.. -

-
.....



MpU3HaLUY, CUMIITOMH WITH paJHOJOrHYHH JaHHM 32 3aCTOHHA ChpACYHA HEAOCTATEYHOCT W/HIIHM JaHHH 32
JIEBOKaMepHa CUCTOJIHA JUChYHKLMA (TIpOosBEHA KaTo (hpakiusa Ha usTihackBaHe < 40% upes
pafMOHYKINIHA BeHTPUKynorpadgus wnm < 35% upes exoxapauorpagusa WM BEHTPUKYJIHA KOHTPACTHA
anrunorpagma). [laupentyre ca paHAOMHU3UPAHH COPAMO BANICAPTAH, KATTOMIPHUI UK KOMOHHALUA OT
JBaTa MeJMKameHnTa B paMmkuTe Ha 12 vaca 10 10 auy ciex HavyanoToO HA CHMITTOMUTE HA MUOKApAEH
nH$papkT. CpeIHUAT NIEPUOA HA JIEYCHHE € ABe roavHH. [IepBHyHaTa KpaiiHa TO4YKa € BpEMETO Ha
HAaCTbIIBAHE HA CMBPT [OpadH BCAKAKBHM NPpHYMHY (0611a CMBPTHOCT).

Bancaprad € culio TONKOBa e(PEKTHBEH, KOJMKOTO KAITTONPUII 10 OTHOLICHHE Ha HAMAJIABAHETO HA
o0liaTa CMBPTHOCT ciiel MHOKapaeH HHGapkT. O01aTa CMBPTHOCT € ITOAOOHAa B rpynuTe C BAICAPTaH
(19,9%), kanronpun (19,5%) u Bancapran + karrronpui (19,3%). KomOnnaumaTa Ha Bancapran ¢
KanTonpui He AobaBs JOMBJHUTENHA N10713a CIPAMO JICYUEHHETO caMo ¢ Kanronpui. Hama pasnuka
MEXJ1y BaJICAPTaH M Karrronpwi No OTHOWIEHHE Ha obiara CMBPTHOCT B 3aBHCHMOCT OT Bb3pacTTa, NoJia,
pacara, U3XOAHUTE TepanMH WIN OCHOBHOTO 3abonaBaHe. BancapraH € €(peKTHBEH U B YABJKABAHE HA
BPEMETO 10, U B peyLIMpaHE Ha ChPIACYHO-CHAOBATA CMBPTHOCT, XOCIATAIM3ALWH 110 [TOBO)] Ha
ChpJevYHa HeOCTATLYHOCT, IOBTOPEH MHOKApAECH HHPAPKT, pEaHUMHPAHO CITUPAHE Ha CHPLUETO U
HedaTaieH HHCYAT (BTOpPHYHA ChCTABHA KpailHa TOYKa).

[TpodnnbT Ha 6€30MacHOCT Ha BANICAPTAH € CHOTBETCTBA HA KIIMHHYHOTO NMPOTHYAHE NPH NALHEHTHTE,
NEeKyBaHH clie/l npekapaH MHokapacH HHapkKT. [1o oTHOmEeHUe Ha 6bOpeuHaTa QyHKIMA €
HabnroaaBaHO yABOSBAHE HA CEPYMHMA KPEaTHHHH Npy 4,2% OT nauMeHTHTE, IEKYBaHH C BaJICAPTaH,
4,8% oT mauueHTHTE, JIEKYBAHHU C BaJicapTaH + Kanronpui, u 3,4% Ot naleHTuTe, JEKYBaHU C
karrronpui. [IpexpcBaHe nopaau pasnuyuHK BHAOBE Ob0peyHa Auc@yHKUMs HacTbnBaT npu 1,1% ot
NalMEHTHTE, JIEKYBAHH C BancaptaH, 1,3% nauueHTUTE, NEKYBaHH ¢ BalicapTaH + kanronpun, 1 0,8% ot
NALHEHTHUTE, JIeKYyBaHH ¢ KanTonpui. OueHka Ha 6n0peuHara dyHkuus Tpabea aa Obae BNOYEHA B
ofluara oueHKa Ha NaLMEHTHTE NPEKapaii MUOKapieH HH(APKT.

Hama pasnvka B ChCTaBHaTa CMBPTHOCT, ChPAEYHO-CBAOBATA CMBPTHOCT W 3a00J19€MOCT, KOraTo ce
npunarar Oera-010kepy eJHOBpEMEHHO ¢ KoMOHHalMATa BajIcapTaH + KanTONpuJl, CaMO BAJICApTaH UitH
caMo KanTonpu/i. He3aBucHMO OT NpOYYBAHOTO JIEYEHUE CMBPTHOCTTA € IMO-HUCKA B IPynara Ha
nauMeHTHTE JIeKyBaHH ¢ OeTa-6)10Kep, KOeTo noKasea, 4e no3Harara nonsa ot 6era-Onoxepure npu TasH
NOIMyJIalus ce NOTBBPXK/aBa B TOBA NMPOyYBaHe.

ChbpleyHa HeNoCTaThUHOCT
Val-HeFT e pannoMusnpan0o, KOHTPOJIUPAHO, MHOMOHALIMOHAIHO KIIHHMYHO MPOYYBAHE Ha BAJICapTaH,

cpaBHeH ¢ manebo pepXy 6onecTHOCTTa U CMBPTHOCTTA IpH 5 010 naupeHTH ChC ChpACHHA
neaoctaThuHocT ¢ NYHA xnac II (62%), I (36%) u IV (2%), nomyyapaiqu odbuyaiiHa Tepanmys C
nesokamepHa OU <40% wu neBokamepeH BLTpeLLIeH anactoieH auamersp (LVIDD) >2.9 cm/m°.
OcHoBHata Tepanus skmouBa ACE unxuburopu (93%), anyperuim (86%), aurokcuH (67%) n
Oera-6okepy. CpeaHara MPOIBJKHTETHOCT Ha NPOCICASBAHETO € NPUOIH3HTENHO JBE FOAHHH.
Cpeanara gHeBHa n103a Ha Diovan BpB Val-HeFT e 254 mg. IIpoyusanero uma JiBe mbpBHYHH KpaHHH
ToukH: o6LIa CMBPTHOCT (BpEMeE 10 HACTHIIBAHE Ha CMBPTTA) ChCTaBHA CMBPTHOCT H HONECTHOCT OT
ChpAEYHA HEAOCTATHYHOCT (BpeMe A0 MbPBOTO HosiecTHO CHOUTHE) AePUHMPAHH KATO CMBPT, BHE3aIIHA
CMBPT ¢ peaHUMalIMA, XOCTIUTANIM3aLIMA 110 NOBOA Ha ChPAeYHA HEAOCTATHYHOCT WIIH NMPHWIOKEHHE Ha
BEHO3HH WHOTPOITHH WK Ba30JWIATATOPHH CPEACTBA 33 HCTHPH WK NMOBEYE 4Yaca 63 XOCIUTUTH3aLuA.
O6wara cMbPTHOCT € nopobxa B rpynure (p=NS) ¢ Bancapran (19,7%) n mnauedo (19,4%). Ivspeyinara
nosnsa e 27,5% (95% CI: 17 no 37%) Hama/Is1BaHe Ha pUCKa 3a BPEMETO Ha ITbpBaTa XOCMUTAIH3ALMA TIO
MOBOJ Ha ChpAcUHA HeaocTaThYHOCT (13,9% cnpamo 18,5%). PesysrraTy, H3rnexxaaiy B 110/13a Ha
rutauebo (cheTaBHaTa cMBPTHOCT M 3a6onsemoctra € 21,9% ¢ wiaue6o crnpamo 25,4% B rpynara ¢
BATICAPTAK), ca Hab/i0aBaHK TIPH MaLMeHTHTE, MpHeMally TpoiiHa koMbrHauwsa ot ACE unxuburop,
Dera-brniokep 1 BascapTaH.

B noarpynara Ha naumeHdTH, Kouto He npuemat ACE nuxuburop (n=366), nonsure npu 3ab011eMoCTTa
Ca MO-rOJEMM NpH NaleHTH, kouTo He npueMaTt ACE unxubutop. B tasu Honrpyna ofmara ¢

Ll T

HaMmanieHH ¢ 44% (24, 9% BajicapTaH cipamo 42,5% wiauebo). . i 1;"---;_
[1pu naumenTy, kouto nmpuemar ACE uaxuburop 6e3 6era-6iokep, obimara GM'BpTHOCT e (fﬂoﬁﬁﬂ *
(p=NS) B rpynure ¢ ancapras (21,8%) n mnauebo (22,5%). CbcraBHaTa CMBPTHOCT quﬂcm'r«sa
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3abonsemoct ca 3HaunTenHo HamaneHu ¢ 18,3% (95% CI: 8% to 28%) ¢ pancapraH B cpaBHEHME C
mnauebo (31,0% cripsmo 36,3%).

B obwmara nonmynauns Ha Val-HeFT nmauMenture, nexyBaHu ¢ BancapraH, IOKa3BaT B CPaBHEHHE C
mralebo 3HauMMo noxobperue Ha wiaca no NYHA, npusHauuTe ¥ CAMIITOMHTE Ha ChpAcYHa
HEAOCTATHLYHOCT BIJTIOYHTENIHO JUCIIHES, yMOpa, oToUM U xpunose. [laimeHTrTe, npyeMaiiy BajlcapTaH
MMaT TNO-A00pO KaueCTBO Ha XKUBOT B CPaBHEHHE C NpyUeMaluTe rauedo, KOeTo ¢¢ AEMOHCTPHPA Ypes
ckanata Ha Minnesota Living with Heart Failure Quality of Life oT n3xoanara 10 xpaiiHara TO4Ka Ha
npoyusaHeTo. IIpy naumenTuTe, N€KYBaHM ¢ BAICAPTAH 3HAYMMO C€ [TOBHLIABA (paKUHATa Ha
M3TNacKkBaHe W ce noHwxasa LVIDD or n3xoanara Ao KpaliHaTa TO4Ka 110 BpeMe Ha MPOYYBAHETO B
CpaBHEeHHeE ¢ rauebo.

5.2 @DapMaAKOKHHETHYHH CBOHCTBA

Abcopbyus.

Cne nepopaliHO NPUIIoKEHHe CaMO Ha BANICAPTaH NMHKOBHUTE IJIA3MEHM KOHLICHTpAalLlUM HA BAICAPTAH CE
nocturar 3a 2—4 vaca. Cpennara abconorna OUOHATHYHOCT € 23%.XpaHaTa HaMaNABa EKCIIO3ULMATA
(v3mepena ¢ AUC) na Bancapras ¢ okoino 40%, a mukoBaTa nnasMeHa xoHueHTpaums (C.,) ¢ OKoJIo
50%, renpexu ye okono 8 yaca cnen npMeMa ruIa3MEHUTE KOHLICHTPALMM Ha BAJICAPTAH Ca NOXOOHM B
rPYIIHTE HA MPHEM Cle] HaXpaHBaHe W Ha raaHo. Tora nonwkeHne Ha AUC obaue He ce npuipykasa
OT KJIMHWYHO 3HAY¥MO HaMaJIABaHEe Ha TEPaneBTHYHMA ¢(EKT, Mopagu KOSTO BajicapTaH MOXe J1a Ce JaBa
ChC MIIH O€3 XpaHa.

Paznpeoenenue.

O6eMbT Ha pa3npeaeeHUe Ha BAJICAPTAH NPH CHCTOSHHE HA HACMILIAHE CJIE HHTPAaBEHO3HO MPHIIOKEHHE
€ okosio 17 nuTpa, KOeTo NMOKa3ea, Y€ BAJICAPTAH HE Ce pa3lpesesid €eKCTEH3HBHO B ThKaHuTe, Bancapran
€ B roJiAMa CTEeNeH CBbpP3aH CBC CepyMHUTE NMpoTerHn (94—97%), npeAUMHO CbC CepyYMHHA alOyMHUH.

buompancgopmayua.

Bancapran se ce 6uorpancgopMHpa B rojiiMa CTerneH, ThH Kato camo okoio 20% or xo3ata ce oTKpHBa
kaTo MeTabonutH. B nna3mara e ycTaHOBeH XHAPOKCHMETa00MUT B HUCKH KOHLIEHTpALMH (T0-MaJIKO OT
10% ot AUC na Bancapran). To3n MeTaboJHUT € (PapMaKOJIOrdYHO HEAKTHBEH.

Exckpeyua.

Bancapran noka3sa My JTHEKCIIOHEHLIHAIHA KHHeTHKa (tY2 a < 1 9ac u t/4 [3 okono 9 yaca). Bancapran
ce eJJTMMHHHUpA NIpeAUMHO upe3 OunmapHa ekckpenus ¢ dpekanuuTe (oxkoio 83% ot no3ata) M OT
6p0peunTe Upe3 ypuHaTa (okono 13% ot no3ata), rIaBHO KaTO HEMMPOMEHEHO JieKapcTBo. Crel
HHTPAaBEHO3HO NMPUIOKEHHE TUTa3MEHMAT KJIMPBHC HA BajicapTaH € okono 2 1/yac u HerosusiT O610peUeH
kupsHC € 0,62 1/vac (okono 30% ot obmmsa knupslc). [TonyXHBOTHET Ha BasicapTaH € 6 yaca.

[Ipy nauMeHTy ¢uC ChpacYHa HEJOCTATHYHOCT:

CpeaHoTo BpeMe 3a JOCTHraHe Ha NMHKOBU KOHLEHTpAallHK ¥ BpEMETO Ha MOJTY>KHBOT Ha BaJicapTaH INpu
NALMEHTH ChC ChpJEYHa HEAOCTATHYHOCT ¢a nojgobHM Ha Te3u, HabmoAaBaH\ NpH 3JpaBH J00POBOILH.
AUC u C,,,x CTOHHOCTHTE Ha BaJICapTaH ¢a NOUYTH MPOMNOPLIHOHANIHM ¢ MOBHIIIABAHE Ha J03aTa HaA
KUIMHHHYHUS 1030B HHTepeai (40 no 160 mg nsa nbth AHEBHO). CpeaHMAT (akTop Ha HATPYIBAHE €
oxono 1,7. IIpUBHAHMAT KIMPHHC Ha BaJICApTaH CleHd MEPOPATIHO NIPUIIOIKEHHE € MPHOIH3UTETHO

4,5 l/4ac. Bp3apacTra He 3acsira NPpUBHAHHA KIIMPBHC IPH MAlHMEHTH ChC ChPACYHA HEJOCTATHYHOCT.

Cneyuannu 2pynu nayuenmu

Xopa_B cTapyecka BE3pacT
[Ipy HAKoH NaUMEHTH B CTapuecKa Bb3pacT € Habnoaasano Manko 1o-BHCOKO 06O pasipe

BAJICAPTAH B CPaBHCHHEC C MJIAAXUTC TIALIMCHTH. ToBa obaue HiIMa AOKa3aHa KITHHHU4YHA 3H

Hapywena 650peuna ¢pyHxius
Kakro ce o4yakpa 3a BELIECTBO, YUHIHTO OBOpEUEH KITMPBHC € OTroBopeH caMo 3a 30% QT «
KIHPBHC, HE € OTUeTeHa Kopenanusa Mexxy ObOpeunara Qyukuus H o61moTo pasnpe,uéne}me ﬁ&

'\‘::
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pancapraH. [Topaay Ta3H NpHYKWHA HE CE Hajara KOpHrupaHe Ha 403aTa Ipy nauueHTH ¢ 0p0peydHo
yBpexKaaHe (KpeaTHHHHOB KIHPBHC > 10 mL/min). JIunceaTr ganHu 3a GezomnacHa ynorpeda npw
MalMEHTHTE € KpeaTHHUHOB KIUPEHC < 10 mL/min) v npu npoeexaalyre quanuza, nopagy KoeTo
BajicapTaH TpaOBa Ja ce ynorpelgBa ¢ IOBALICHO BHUMAHHUE MPH TE3M NalUeHTH (BXK. TOYKH 4.2 U 4.4).
BancapraH ce cBbp3Ba ¢ M1a3MEHHUTE NPOTEUHH BHB BUCOKA CTENCH M HAMA BEPOATHOCT Ja OpAe
OTCTPaHEH Upe3 AHaIH3A.

YepHoapoOHO yBpEXKIaHE

[Tpubnauzurenno 70% ot abcopOupanara 103a c¢ €JTHMHHHMPA B XKITBYKATa, IaBHO B HEMPOMEHEHa
dopma. Y asossane Ha ekcriozuupaTa (AUC) e rabmoaaBaHa rpy NalMeHTH C JIEKO A0 YMEPEHO
yepHOAPOOHO YBpeXKaaHe, B CpaBHEHHUE CBC 31paBu xopa. He e nabironaBana obaue kopenalys Mexay
[Ia3MEHATA KOHLIEHTpALMs Ha BaJiCapTaH U CTENEHTa Ha YepHoapobHa quchyHkuus. Diovan He e
NMPOyYeH NPH NMALHEHTH ¢ TeIKKa YepHoaApoOHa ANCOhYHKUMA (BXK. TOUkH 4.2, 4.3 1 4.4).

5.3 TIlpeaxJanHHYHH JaHHH 3a 6e3omacHOCT

IpeaxnMHWYHKTE NaHHU HE NOKa3BaT ocoOeH pUCK 3a Xopara Ha 0a3a Ha KOHBEHLIHOHAJIHUTE
dbapMaKoIIOrH4HH W3NUTBaHUA 33 0€30MaCHOCT, TOKCHYHOCT IPY MHOTOKPATHO NIPHIOKEHHE,
FEHOTOKCHYHOCT M KAPLIMHOTCHEH NOTEHUHA.

[Tpu nasxoBe TOKCHYHKM 103U 3a Maiikara (600 mg/kg/neH) mo BpeMe Ha NOCICAHHTE AHH OT
6peEMEHHOCTTA H NEPHO/IA Ha TaKTalHA Ca JOBEH A0 I0-HUCKA CTETIEH Ha NPESKUBIEMOCT, I10-c1ado
HaJJaBaHe Ha TerJIO U 3a0aBeHO pa3BUTHE (OTAEIAHE Ha YIIHATA MHJa H OTBapsHE Ha CIIYXOBHUS KaHaM)
Ha TIOKOJIEHHETO (BK. To¥Ka 4.6). Te3n no3n npu rursxose (600 mg/kg/nen) npeacrapnsapat
npubnusuTenHo 18 mbTH MakCHMaHaTa NpenopsUBaHa J03a NpH Xopa Ha Ha3ara Ha mg/m?
(M34MCIEHNATA Ce OTHACT 3a nepopanHa no3a 320 mg/nen u u nauueHt ¢ Terio 60 kg).

[Tpy NpeaKNMHNYKH MPOYYBaHUA 3a 6e30macHOCT BUCOKH A03Hu Bancapral (200 no 600 mg/kg TenecHo
TErJI0) NpeIU3BHKBAT [IPH TUTBXOBE HAMAIABAHE Ha [TAPAMETPHTE HA YEPBEHHUTE KPHLBHH KIIETKH
(EpHTPOLIMTH, XeMOTTIOOHH, XEMaTOKPUT) U NPHYHHABAT NpoMeHH B 610peuHaTa xemoIMHaAMKKa (JIEKO
MOBUIIABAHE HA MUIa3MeHaTa ypes, On0peura TyOyiHa xunepuiasug 4 6azodrius npy MBXKKUTES). Te3n
no3u npu mwrexose (200 go 600 mg/kg/nex) npeacrapaasar npudAU3HTENHO 6 M 18 MbTH MaKCUMAaNTHATA
nperopbYBaHa /103a nNpu Xopa Ha OasaTa Ha mg/m’ (M3YHCIICHUATA Ce OTHACAT 3a NepopaiHa 032

320 mg/nen n naument ¢ Terio 60 kg).

I[Tpu MapMo3eTH B NOAOOHHM 403K HMa NOAOOHH, HO 1T0-TEXKH NPOoMEHH, ocobeHo B ObOpeLnTe, KbaeTO
NPOMEHHUTE CE Pa3BMBAT N0 HeGpPOMATHA, BIUTIOYBAINA NOBHIICHN ypes ¥ KpeaTMHUH. Habronasa ce
CBIUIOC XHNepTpodHa Ha ObOpeUHHTE IOKCTATTIOMEPYJIHH KIIETKH M NpH JBaTa BHAa. CuuTa ce, 4e BCHYKH
[POMEHH Ce OB/DKAT Ha (apMaKoJIOrHYHOTO ACHCTBHE Ha BAJICAPTAH, KOSTO BOAU AO NPOAB/DKHTEIHA
XUITOTOHHUA 0COOEHO rpu MapMo3eTuTe. M3rnesxaa, ye TeparnieBTHYHATA 1034 Ha BANICapTaH MPH X0Opa HE €
CBBP3aHa ¢ xuneptpodus Ha OLOPEYHHTE KOKCTArTIOMEPYJTHH KJIETKH.

6. @®APMAIIEBTHYHHU JAHHW

6.1 ChnHCBLK HA NOMOIHHUTE BeleCTBA

Diovan 80 mg ¢punmupaHu TabneTkm

CepuesuHa Ha Tabnerkara:
MHKPOKPHCTANHA LIETYI03a, KPOCIIOBUAOH, KOJIOUIEH CHWIHLIMEB JHOKCH, MarHe3sues creapar

QunMupamo NOKpUTHE:

okcnp (E172)
Diovan 160 mg dhunmupanu Tabnerkn
CovpueBnHa Ha TabneTkara:
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Xunpomenosa, Tutanues guokcHn (E171), makporon, depeeH kenezeH okcupa (E172), XKbiaT keneseH
okcup (E172), uepen xenesex okcuy (E172).

6.2 HecbBMeCTHMOCTH
Henpunoxkumo
6.3 Cpox na roguocr

3 roauHM.

6.4 Crneunannm y¢,JOBHS HA ChXpaHEHHE

Ha ce chxpaHsaeat npu reMneparypa nox 30°C.

H& CC CbXpPaHABA B OPHTHHAaJIHA OITaKOBKa.

6.5 Iannu 3a onakoBKaTa

PVC/PE/PVDC/alu nnn PVC/PVDC/alu Gnucrepu

Pasmepu Ha onaxorkure: 14, 28 punmupann Tabnerku

6.6 ChneunaaHn npeAna3zHR MEepKH NPH H3IXBLPJISIHE

Hsama cneumanHy U3HCKBAHWA.

7. IIPHTEXATEJ HA PAJPEIIEHHETO 3A YIIOTPEBA

Novartis Pharma GmbH
Roonstrasse 25, D-90429 Niirnberg, [ 'epmanus

8. HOMEP(A) HA PAZPEIIIEHHETO 3A YIIOTPEBA

Diovan 80 mg dunmupanu rabnerku: 20020027

Diovan 160 mg dunmupanu tabnerxu; 20020028

9. JATA HA ITBPBO PA3ZPEINIABAHE/MIOJAHOBABAHE HA PAZPEINEHHUETO 3A
YIIOTPEBA

08 anyapn 2002 r. / 15 despyapu 2007 r.

10. JATA HA AKTYAJIUZUPAHE HA TEKCTA
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