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KPATKA XAPAKTEPUCTHKA HA INIPOAYKTA
YOSOVALTAN
NO30BAJITAH

1. HME HA JIEKAPCTBEHUSA ITPOAYKT

YOSOVALTAN 40mg film coated tablets
MO30BAJITAH 40 mg ¢punmupans TabneTkH

YOSOVALTAN 80mg film coated tablets
MO30BAJITAH 80 mg driMupany TabueTKH

YOSOVALTAN 160mg film coated tablets
HO30BAJITAH 160 mg hMaMHpaHH TaOIeTKH

2. KO/INMYECTBEH U KAYECTBEH CbCTAB
JIeKkapCTBEHO BELIECTBO: efHA (uaMupana Tabrerka Hosoeantan 40 mg cpaspxa Bancaprad 40 Mg;

MOMOILHH BewecTsa: 21.11 Mg makrosa MoHoxHapar u 0.126 Mg nennuTHH (ChABbpPAKAall] COEBO MAacCIo)

JleKapcTBEHO BEIIECTBO: eAHa (PuaMupaHa Tabnetka Mozosanran 80 mg chabpka Bancaptad 40 mMg;
NOMOLIHH BemecTBa: 42.22 mg 1akTo3a MOHOXHApaT H 0.252 mg NeuHTHH (ChABPIKAIL COEBO Maclo)

JlekapcTBEHO BEILIECTBO: €/1HA (pUAMHpaHa TabneTka Hozosantan 160 mg cpapp:xa Bancaptal 160mg
[IOMOLIHH BemecTsa: 84.44 mg naxro3a moroxuzapar u 0.504 mg nenuTHH (ChABPXKALL COEBO MAco)

3a nhjIeH CIIMCHK Ha MOMOIIHUTE BEleCTBa, BHXK pa3aen 6.1.

3. JJEKAPCTBEHA ®OPMA

dunMupada Tabiierka

Hozopanran 40 mg: »bATH, OBAJIHH, JBONHO-U3IIBKHANIH, (punMHUpaHy TabneTky, 9 X 4.5 mm, ¢ JeaHTeHA

yepTa OT eHaTa CTpaHa M MapKupaHo "V" Ha Apyrara.

Hosoeantan 80 mg: po30BH, KPBLINH, ABOMHO-W3NBEKHANH, PuaMHpaHH TabneTky, 8 mm B 1HaMETHP, C A€ -
JUTENIHA YepTa OT JABETE CTpaHu U MapkHpaHo "V" Ha elHaTa CTpaHa.

Mozosanran 160 mg: 3KBITH, OBATHH, ABOHHO-H3IbKHANK, $HIMHpann Tabnerky, 15 x 6.5 mm, ¢
ACIHTENIHA YepTa OT €JHaTa CTpaHa U MapKHpaHo "V" Ha zpyrara.

Tabnerkata Moxke Aa Objle pa3AciigHa Ha ABE PABHU IIONOBHHKH.

4, KJIHHHYHHA JAHHU

4.1 TepaneBTHYHH NOKA3AHHA

Xunepmonus
JledeHHe Ha €CEHUMANHA XUIIEPTOHUS




Hpecen ungpapxm na muokapoa

HosoBanran e MoKasaH 3a nofo6psaBaHe IPEKUBIEMOCTTa B HauanHus (12 yaca - 10 gHu) NEPHOA Clie
MHOAPKT HA MHOKApJIa NPY KIMHHYHO CTAaOUNH3UpaHH NAaLMEeHTH, C IPU3HALH, CHMIITOMA HIH
PagHOIOTHYHO AOKA3ATEACTBO Ha JIIBOKaMEpHa ¢1aboCT H/UIu ¢ HapYIIEHa JIABO-KaMepHa CHCTOIHA
mucpynxkums (Bxk Pasgen4.4uS.1).

4.2 [Jlo3npoBKAa H HAYHH Ha NPHIAOKEHHE

Hauun na npunosicenue:
Tabnerkara Tpa6Ba Aa ce NperIbTHE ¢ JOCTATHYHO KOJAMYECTBO TEYHOCT (€1HA Yallla BOJA). Tabnerkara
MOJKe a Obaie MpreMada ¢ M 0e3 xpaHa .

Xunepmonust

[IpenoppuHTenHaTa A03a Ha Yosovaltan nmpu noBeveTo nauuHeHTH € 80 mg, BEAHBX THEBHO. AHTH-
XHUIIEPTeH31BeH epeKT ce HabIoJaBa B NepHON OT ABE CEAMMIIN, a2 MAKCUMAITHHA €QeKT ce MPOABABA ClICA 4
ceqmuny. [IpH NaLHEHTH, YMETO KPLEHO HATATAHE He € KOHTPOIHPAHO TPABHIIHO, 03aTa MOXe Ja Obae
yeenndeHa 00 160 mg. Io-HaTaThIIHO IOHH)KEHUE HA KPBBHOTO HAJIACaHE MOXE 1a ObJie OCTHIHATO U
gpe3 noOaBsHe Ha JUypeTHK oT poja Ha hydrochlorothiazide.

Y osovaltan Moxe CBIIO TaKa Ja Ce€ MpHIara 3aeqHo C JAPYTH aHTHXUNEPTEH3IUBHHN IIPOJYKTH.

Ynorpeba npy_DalHeHTH Ha BE3pacT Haa 75 TOAHHU:
[IpenopnuBa ce MO-HUCKa IbpBOHAYaIHa 1032 oT 40 mg.

Yrnorpeba npu nanMesTy ¢ Ox0peunH yBpeskIaHu:

[Ipy manueHTH ¢ KU OLOpEeYHH YBpEXKIaHHA HE CE H3HCKBA MBPBOHAYAIHO KOPHIHPaHe Ha A03aTa
( KPEATHTHHHOB KIHLPBHC 20-50 ml/min). [IpH nanpenTH ¢ TexKko 650pedHo yBpexaaHe valsartan e
IPOTHBOMOKa3aH. (BHXK pa3zen 4.3.)

Ynorpeba npH [ALNHEHTH CbC ChIOB- 00eMeH AehHLINT:

[Tpy malKeHTH, KOUTO CTPajaT OT HaMaNgBaHe Ha ChJOBUA 00eM (T.4. OHE3H, TPETHPAHU C BUCOKH JIO3H
IHYPETHLH, H HA KOUTO HE UM € BBE3MOXHO Ja HAMANAT IPHEeMaHaTa 034 JIMYPETHK) C€ Npenopb4Ba
nspBOHAYaNHa f03a o1 40 mg .

Ynorpeba npy NAaIMEHTH ¢ JIEKO 0 CPENHQCTENIEHHO YepHOAPOOHO YBpEKIaHE:

Jleyenuiero TpaOBa Ja 3aMoYHe BeIHBXK AHEBHO, ¢ 03a 0T 40 mg . [[HeBHaTa 032 He TpAOBa 1a HaABUIIaBA
80 mg. [TanneHTH C TEXKKH YepHOAPOOHH 3ab0nsaBaHNs, MpO3a WK OOTYpallHA HA SKTPYHUTE IBTHINA HE
Tp16Ba Aa ynorpeOseaT Yosovaltan. (Bux paszpen 4.3).

Yoorpeba npu AeLa H IOHOLIH:
Yosovaltan He ce npenopbuBa 3a ynotpeda npu geua noj 18 rogunn, mopajy JUIICa HA JaHHH 34
e(pHKaCHOCT H 0e30MacCHOCT.

Creo npexapan unpapkm Ha muoxapoa

JleueHueTo Moxke Ja 3amoude 12 yaca cies HHGAPKT Ha MHOKapa NpH KIHHAYHO CTa0HIM3npaHu
nauneHTH. Clieq MEPBOHAYANHATA Z03a oT 20 mg mpreMaHa JiBa ITbTH AHEBHO, JIe9eHHETO ¢ Y osovaltan
clie/iBa 1a TPOABIDKH C MOBHINaBaHe Ha qo3ata Ha 40 mg, 80 mg, u 160 mg, 1Ba mbTH AHEBHO, NpPE3
CleIBAIKTE HAKONKO ceamuuy. [TbpBOHAYANHATA 1032 ce npHeMa nocpeactsoM 40 mg /nenuma tabnerka/.

Makcumannara n03a € 160 mg, I1Ba MbTH JHEBHO. 3a NaLMEHTH, KOUTO ¢a JOCTUTHAINA ABYKPaTCH IIPHCM Ha
mo3a o1 80 mg B paMKUTE Ha JABE CEOAMUIIH CJIE]] HAYaI0TO HA JICYCHUETO, MAKCHMAJIHATa A03a OT 160 mg
/iBa IHTH Ha AcH TPpAORA Ja ce JOCTHUra Cled 3 MeCeLa ¥ YBEIUYCHHETO Ja B8 T AR uﬂ,nHBH,uyanHaTa
IIOHOCHMOCT Ha MALMEHTA. AKQ C€ MOABH CHMIITOMATHYHA XUIOTEH3HA M @%éﬁ%g RCTATHYHOCT,
NO30BHA PEXHUM CeBa 1a Oble MpepasriaeaaH ¢ oriel HaMalsiBaHe HE/ME391a, *fﬁ% o N\ A\
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CTaTHHH, H nuypetni. He ce npenopsusa chBMecTHaTa ynoTpeba ¢ ACE-unxubutopn (Bix pasneny 4.4,
4.8m15.1).

IIpn npeueHkaTa 3a NalHeHTH ¢ MpeKapad HHPApKT HA MUOKapaa, BMHATH CH€/IBa /1a €€ BKIIIOYBA OLICHKA Ha
OnOpeunara QpyHKLMA.

Ynorpeba npu Op0peuHa HEJOCTATBYHOCT:

[Ipu ynotpe®a ciien UHGAPKT Ha MHOKApAA HE C€ H3HCKBA KOPEKLMA Ha JO30BHA PEXKHMM, B COy4aH ue
MalueHTHT UMa Jeka Obp0pedna HenocTaThuHocT. [ToHacTosmeM THIICBAT AaHHHA 33 yHoTpeda NMpH NaLMeHTH
cne mpekapad HHPapKT ¢ Texka Ob0peyna HelOCTaTHUHOCT (KpeaTHHHOB KIWBpBHC <10 ml/MuH). Ilopaau
ToBa valsarcleus He ciefisa ia ce yrmorpeGaBa Ipd DaUHEHTH ¢ TexkH Op6peyHy yBpexJIaHus (BHXK pasjiell

4.3).

[IpunokeHHE MpU MAIMEHTH C JEKO J0 CPEHO- TEXKO YePHOAPOOHO YBpeKIaHE:

Yosovaltan B 1031 no-BHcokH oT 80 mg, npreMady ABa IHTH Ha J¢H, Morar Aa ObaT npujilaraHd caMmo Npu
NOJOKEHHE, KOTaTO KIMHHYHATA 033 IPEBUILIABA BE3MOXKHHS PHCK. [TalHeHTH ¢ TexKa YepHOApOoOHa
HEIOCTATLYHOCT, LIHPO3a WU oﬁTypauHﬂ Ha X/TBYHHTE HTHIIA He TpA6Ba na ObaT AEKYBaHH ¢ Y osovaltan
(BUX pasaen 4.3).

Ynorpeba npy Jena ¥ IHOIIN:
Yosovaltan He ce npenopbyBa 3a yHorpeda mpH Acua noA 18 roJnHyu nopaiy JIKICAaTa Ha JAHHH 34
0e301macHoCT U efPHKaCHOCT.

4.3 TIporuBonmoKa3aHus

CBpBXUyBCTBHTENHOCT KbM valsartan, coeBo Macio, GbCThYECHO MACIIO, HIIM KBM HAKOH OT JPYTHTE
NIOMOLIHH BELIECTBA. {BHXK pasaen 6.1).

Texkn yepHOAPOOHHN YBPEXKAaHUSA, XKIBYHA IIHPO3a H XOllecTasa.

Texka 660peuHa HEAOCTATBYHOCT (KpeaTHHUHOB KIMBPEHC <10 ml/MMH) 1 naleHTH Ha JHAINA3].
BropoTto 1 TpeToTo TpHMEceuHe Ha GpeMeHHOCTTA (BHXK paszaeid 4.4 n 4.6)

KnpMene (Buxx pasznen 4.6).

4.4 Cnenunajind npeaynpexieHus U npeAnasHl MEpKH NpH ynoTpeba

Xunepranuemus

EnnoBpemeHaTa ynoTpeda ¢ kanHeBn A00aBKY, KAIMEBO- ChXpaHABalll AHYPETHIH, 3aMECTHTEIH Ha CONTa,
CHABPKALIM KATH HIM APYTH JIEKAPCTBEHK NPOAYKTH, KOHTO MOTaT Aa MOBHINAT HUBATA HA KaJTHH
(xenapuH H Jp.) TpaOBa Ja c€ OCBIIECTBABA C [TOBHUIIEHO BHUHMAHHE H ¢ YECTO MOHHUTOPHPAHE Ha
CTOHMHOCTHTE Ha KAIHH.

ayuenmu ¢ nampues u/uru obemen oeguyum

[Ipy MauHeHTH ¢ TEXKO TTOHW)XCHHE HA HATPHUA H/MIIH HAMAIEeH CHJI0B 00eM, KaTO NAlHEHTH IIpHEMATH
BHCOKH JO3H JHYPETHLIH, B PSAKH Clyyan MOXeE Aa ce HadmoJapa CHMIITOMATHYHA XHIIOTEH3HUA CJICH
3an04BaHe Ha JedYeHUueTo ¢ valsrtan. HaTpus n/inu HaMajeHUR cbA0B o6eM TpAGBa fa Ob1€ KOpHIHpaH

Opeay 3anoYBaHe Ha JedcHue ¢ valsartan, T.e. uype3 HAMAJICHHE Ha 03312 Ha JHYPETHKA.

Cmeno3za na 6vbpeunama apmepus
Besonacnara ynorpe6a Ha valsartan He e J0Ka3aHa IpH MALMEHTH ¢ ABYCTpaHHA CTEHO3a Ha OBOpeyHara
apTepHs MM CTEHO3a Ha apTepHiaTa Ha eIMHCTBEH ObOpeEK.

KpatkoTtpaiiHara ynoTpeba Ha valsartan mpu ABaHaZeceT NAHEHTH C PEHOBS aJIHa‘ SAIQPTCH3MA BTOPHYHA
IIpH €IHOCTPaHHA CTEHO3a Ha OBOpeuHaTa apTepus HE BOAH A0 3HAYHTES E]; ﬁﬁﬁﬁ DdOpeUHaTA
XeMOJMHaMHKa, CepYMHUA KpeaTHHHH, WIH HHBOTO Ha ypesita. Heszang &' -. ﬁ pKa 3a
Ge30macHOCT C¢ NPEnopbYBa IPOCIENIBaHEe IIPH MAIHEHTH C eTHOCTPALE YHATa apTepHA
ThH KaTa IPH TAX JAPYTHTE JIEKAPCTBA, KOUTO NMOBIHABAT PCHHH-AHIHY pMra CHCTCMa,
MOT'aT JIa YBEJIHYAT CTOHHOCTUTE HA ypeATa W CEpYMHHSA KpeaTHHH




bvbpewna mpancnaanmayus
Bce olue nunceaT faHHM 10 OTHOLLIEHHE HAa ynoTpebara Ha valsartan npu mauMeHTH clel HaCKOpo
[pOBEICHH OBOpEUHH TPAHCIIIAHTALIMH,

[Ivpeuuen xunepandocmeporuIvbm
Valsartan He TpaOBa Ia ce mpHiara NpH NALMEHTH C ITBPBHYCH XUIEPANAOCTEPOHU3BM, ThH KaTO
3a00/1BaHETO MOBJIMABA PEHHH-AHTMOTEH3WH-AAOCTEPOHOBATA CHCTEMA.

Aopmna u Mmumpaana cmeno3a, obcmpykmusHa xunepmpoguiuHa KapouoMuonamus
KakTo 1Ipy BCHUKH JIPYTH Ba30OAWIATATOPH, € HE0OX0AUMO CNIa3BaHE Ha CICLUHATHH NIPSANAa3sHU MEPKH IIpH
MaLHEHTH ¢ a0pTHA U MUTpanHa CTEHO3a, HIH O0CTPYKTHBHA XHIIEPTpodpHuHa KApAHOMHONATHA.

Bbvbpeunu yepexcoanus
He ce u3ickBa KOpUTHpaHE Ha J03aTa MpH NAlfHeHTH ¢ Ob0peyHO yBpexaaHe ¢ KpeaTHHHHOB KJIHBDBHC
>10 ml/muH.

Yeprodpobro yepescoane
IIpu ManyeHTH ¢ JIEKO IO CpeIHO-TEXKKo 4epHOApoOHO yBpexnaHe 6es xonecraza Valsartan Tpa0OBa ja ce
npuiara ¢ NOBHILIeHO BHUMaHHe. Jlo3ara Ha valsartan He Tpa0Ba Aa HaaBriasa 80 mg.

Cned unchapkm na muoxapoa

JBolinata koMOMHaLKg Ha captopril ¥ valsartan He € nokasaja JODBIHHTEIHA KIHHWYHA 110133, BMECTO
TOBA C€ [1OBUILIABA PHCKA OT HEXEJIAHA PeaKI[HM B CPABHEHHE C JIEYCHUE ChC CHOTBETHHTE MPONYKTH /BK.5. 1
dapMakoauHamMiyuEl cBokicTBa U 4.8 Hexkenanu edexry/ Ilopagyn Toa, cebBMECTHaTa ynmoTpeda Ha Te3u
NPOAYKTH HE CE NPENOPHYBA.

C noBHIeHO BHUMaHHE CE 3al04Ba JIeUyeHHe Ha NauyenTy cnel HHdapkT Ha muokapaa. OleHKaTa Ha
NalHMEHTHTE ciel HHapKT Ha MHOKapaa Tpa0Ba BHHAIM Ja BKIIIOYBA olleHKa Ha 6b0peuHaTa QyHKuHA. (BHK
pazaen 4.2).

Ynorpebara Ha valsartan npH NalHEHTH cael HHQAPKT Ha MHOKapAa 4eCTO € NPHIPYKeHa OT MOHMKCHUE
Ha KPbBHOTO HAJIATAHE, HO OOMKHOBEHHO HE C€ HAJIAra MpeyCTaHOBABAHE Ha JCYCHHETO NMOpatH
NPOABJLKABALIA CUMIITOMATHYHA XUNOTOHHA. Heo0X0AUMO € IpenopeYHTEe/THHTE A03H a C€ CACIAT.

Cwvpoedna nedocmamuvyiocm

I1py nauueHTH Che ChpAEYHA HEAOCTATHYHOCT, TpoiiHaTa KoMOrHauua ot ACE-uaxuburopH, OeTa -
6noxepu M valsartan He e mokasajia KIMHHYHA nmonsa. (BX paszgen 5.1). Tasn koMOHHaLNg 10 BCAKa
BEPOATHOCT YREIHYABA PHUCKA OT HEXKEIaHH peakLHH, MOpaaH KOETO He € NMpernophyBaHa.

YnotpebGara Ha valsartan Npd DaMEHTH CHC CHPACYHA HEAOCTATHYHOCT ODHYAHHO BOIH 0 M3BECTHO
MOHIDKEHUE HA KPHBHOTO HAIAraHe, HO [IPH CIAa3BaHe Ha MpenopbhbYBaHUTE JO3H, OOHKHOBEHHO JIEYeHHETO
He 6HBa 12 OBJe NMPEKbCBAHO MOPAAK NPOLBLIKHTEIHA CUMIITOMAaTHYHA XUToTeH3Hd. Heobxoaumo e
0coOEHO BHHMaHKE IIPH 3alI0MBAHE HA TEPAIMA MPH MALUCHTH CBC ChpAECYHAa HEAOCTATBYHOCT.

[Tpy mapuenTH yuaATO 6HOpeUHA QYHKIHA 3aBMCH OT aKTUBHOCTTA HAa PEHHH-aHIHOTCH3HH-IIOCTCPOHOBATA
CHCTEMA (B T.4. TIAITHEHTH ¢ TEXKKA KOMIeCTHBHA ChpAcYHa HEAOCTATHYHOCT ) JICUEHHETO C AaHTHOTEH3HH 1]
pPEUEnTOPHU HHXHOUTOPHU CE CBBP3BA C ONKTYPHA H/UNH NPOTPECHBHA a30TEMHA, H B PEJIKH CIy4aH ¢ 0CTpa
O0BOpeuna HemocTaThYHOCT. Thif KaTo valsartan e aHTaroHMCT HAa aHTrAOTeH3HH Il peuenTopure, TOMH HMa
MHXHOHpall eQEKT BbPXY PEHHH-AHTHOTEH3NH-ANA0CTEPOHOBATA CHCTEMA, ITOpaJH KOETO HE MOXKE [a Ce
H3KTI0YH, Y¢ ynoTpebara Ha valsartan ¢ Bb3MOXHO Aa ObpA¢ CBBp3aHa C B Ha ObOpevHaTa

b yHKLIHS.
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3aMECTEHO C AITEPHATHBHO AHTHXUNEPTCH3UBHO JIEYCHHE C IPOAYKTH, KOUTO MMAT YTBBPACH IPOQHI Ha
Oe3omnacHocT 3a ynorpeba nmo Bpeme Ha OpemeHHoCTTa, Koraro OpeMeHHOCTTa € AHArHOCTHUHpaHa,
NEYEHHETO ¢ aHFHOTEH3HH 1] aHTaroHHCTH TpAOBa [a ce npekpaTy He3abaBHO, U KO ce Hanara, TpsbBa Ja
3a[I0YHE AJITCPHATHBHO JICUeHUE. (BYK pasaenu 4.3 1 4.0).

Henonocumocm wom 2anaxkmosa, Lapp naxmaza depuyum, 2noko30-zanakmosna marabcopbyus
[TagueHTH ¢ pefKky HACIEICTREHH NPO0IeMH Ha TAJIaKTO3HA HEMOHOCHMOCT, Lapp makrasa JepHIUT MIIH
PIIOKO30-TATIaKTO3Ha Manabcopbuus He TpaAOBa a IpUeMaT TO3H IMPOAYKT.

Heyumun
[Ipy CBPBXYYBCTHTETHOCT KbM (PBCTBIMM MIIH COS, TO3H MMPOAYKT He TpAOBa Aa Ob/e npunaraH.

4.5 JlekapcTBEHH H APYTrH B3aHMOACHCTBHA

EnnospeMeHnaTa ynotpeda ¢ KanmueBd JOOABKH, KAJIHEBO- ChbXPaHABALIH JHYPSTHUM, 3aMECTHTENH HA CONTa
ChABPKALLH KaJHi, WK APYTH JEKapCTBa, KOHTO MOTaT Ja yBeJIHvaT HUBOTO Ha Kalui ( XemapuH, K 1p.),
Tpa0Ba Aa ce OCBIICCTBIRA ¢ MOBHIUICHO BHUMAHHUE U C MPOCIEAABaHE CTOHHOCTHTE Ha KaJIMi B KPBBTA.

JIpyry aHTHXMIIEPTEH3HBHH MPOAYKTHA MOTaT Aa YBEIHYAT AHTHXHMIEPTCH3UBHHA edekT Ha valsartan.

KomOuHauma ¢ HectepongH npoTHBoBR3namuTensu cpeactsa (HCIIBC): Koraro aurnotensut Il
AHTArOHHCTH CE MPHJIaraT eJHOBPEMEHHO C HECTOPOHIHH IMPOTHROBB3NANHUTEIHH CPeACTBa (B T.4.
cestekTuBHH COX-2 nHXUOHTOPH, aueTHIcATHIMIOBA KHcennHa { >3g/auesHo) i HecenektusHy HCIIBC),
MOJKE Ja Ce MOSIBH HaMaJlsiBaHe HA aHTHXHUICPTEH3HBHUSA €(EKT.

CeBMecTHaTa ynorpeda Ha anruoredsuH 11 anraronnctn u HCIIBC Moxe f1a AoBeae A0 yBEJTHYECH PHCK OT
BIOINABaHe Ha ObOpeuHaTa PYHKUHS, BKIIYHTEIHO Bb3MOXKHA OCTpa OBOpEeYHa HeqOoCTaThYHOCT H
yBEIMUCHUE Ha CEPYMHHS Kanuii, 0COGEHHO NpH MAIMEHTH ¢ NPEAMECTBANIO-yBpeaecHa OubpeuHa QyHKIHA.
KoMOuHaumaTa TpsA6Ba fa ce mpuaara ¢ BHUMaHHe, 0COOCHHO NMPH NMO-BB3PACTHH HauneHTH. IlanneHTHTe
Tpsa6ea Ja ObJAAT NOAXOAANIO XHAPATHPAHH H BHAMAaTETHO TpaOBa qa ce MOHHTOpHpa 616peunara GyHKINS
CcJie]l 3an0YBaHe HA ChBMECTHATA Tepalud, KaKTO U NIEPUOJIUYHO ClIe] TOBa.

O6paTHMO yBEIHYEHHE HA TUTHEBUTE CEPYMHH HHBA M TOKCHYHH e(eKTH ca OMnd JOKIaaBaHH IO BpeMe Ha
eaHoBpeMeHHaTa ynorpeda ¢ ACE nnxubGuropu. HaMa omuT o OTHOLIEHHE HA ¢IHOBPEMEHHaTa ynoTpeda
Ha valsartan u quTHi. B Tasu Bpe3Ka, ce npenopbuBa MOHUTOPHPAHE HA CEPYMHHUTE HHBA Ha JIMTHA.

Hsama B3anMoaeiCTBAA ¢ KIMHHYHO 3HaYeHHE, KOHTO Ja ca Ounu HabmoaaBaH! Mpu KOMOHHHPaHO
npunoxkerye Ha Valsartan cbc cieHUTe NPOAYKTH: MAMETHAKH, BaphapHH, ¢yposeMHl, AUrOKCHH,
aTCHOJION, UHIOMETALME, XHAPOXJIOPTHA3H, aMJIOJUIINH, U TIUOCHKIAMHUI,

[IpoyuBaHusATa HA JSKAPCTBCHHUTE BAUMOJACHCTRBHA €A H3BbPILIBAHH €AHHCTBEHO IIPH Bb3PACTHH.
4.6 bpeMeHHOCT H KbpMeEHe

Ynotpebata Ha UHXHOUTOPH Ha aurnoTeH3ud Il peLenTopure He ce Npenoph4Ba Npe3 IbPBOTO TPHMECEUHE
ot 6peMeHHocTTa (BWK pasgen 4.4). Ynorpebara Ha anroteH3vH [I HHXHOHTOPH € MPOTHBOMOKA3aHO 10

BpEeMe Ha BTOPOTO U TPETOTO TpHMeECeuHe oT OpeMeHHOCTTA (BIDK pasnen 4.3 1 4.4).

BrorpexH ye emuIeMHONOTHYHOTO HOKA3ATSIICTBO 3@ PHCKA OT TEPAaTOTCHHOCT IO BpeMe Ha IIBPBOTO
TpUMeceUHe 0T OPEMEHHOCTTA HE € OKOHYATEJIHO, He TpAOdBa 1a Oba¢ H3KIIYBAHO HATHMHE HA NNOBUIICH

PHCK CJIC/ IPHIAraHe Ha aHrHOTeH3HH I penentopHH HHXUOUTOPH. HOWOHHJMHP&HH

SIIHAEMHONOTMYHM JaHHH MO OTHOLLIEHHE Ha PHCKA CBbP3aH ¢ HHXHOH Huld 3HH 1
PELETITOPHTE, MOXKE [a C€ NPHEME CBIIECTBYBAHETO HA PHCK TIPH I g.& - rﬁg ,[I;}'RTH Koraro
NPOOBKABAHETO HA TEPAMUATA CE CYHTA 33 UIKIIOYHTEIHO BaXHa, SHI TS BIAH 1 OpEeMEeHHOCT,
R A SRR ::':
TpA0Ba Ja CMEHAT aHTHXHIICPTEH3UBHOTO CH JICUEHHE C ANTEPHATH B KOETS HME! YETAHOBCH
npoun Ha 6e30MacHOCT 3a ynotpeba no BpeMe Ha OpeMEHHHOCTTA GpdnigiecrTa/ce
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JAHATHOCTHIIMPA, JIEYEHHETO ¢ aHTHOoTeH3UH I antaronrcTH TpaGBa na Ob1e NpekpaTeHo He3abaBHO U J1a ce
3AMOYHE aJITEPHATUBHO JICUCHUE B CIIyYdUTe, KOraTO TOBA C¢ HaJara.

M3BEeCTHO €, Ue JICYCHUETO C aHTUOTEH3HH [] aHTaroHUcTH MO BpeMe Ha BTOPOTO H TPETOTOTO TPHMECCUHE OT
OpeMeHHOCTTa IIpeAU3BHKBA (PETOTOKCHYHOCT Y HoBeKa (moHmkeHa OudpeyuHa pyHKilus,
OJIMrOXHAPaMHHOH, 330aBeHO BKOCTABAHE HA Yepena, W HEOHATANHA TOKCHIHOCT (OB0peuHa
HEIOCTaThYHOCT, XUMOTEH3HUA, XHIIEPKATHEMH) (BHX CBIUO 5.3)

AKO JieueHHeTo ¢ aHrnoTeH3MH Il aHTaroaucTd € o BpeMe Ha BTOPOTO H TPETOTO TPHMECEUHE OT
OpeMeHHOCTTa, Ce MpernophyuBa YITPa3BYKOBa JHArHOCTHKA Ha OBOpeyHaTa PyHKIHA H Yepena.

BeGeTa, yMMTO MaHKH ¢a mpHeManH aHrvoTensuH 11 anrarouucty, Tpabea aa 6baaT HabnioaasasHyu 0TOMN3O0
3a POABA Ha XUMIOTEH3HA (BHXK CBIIO pa3acin 4.3 u 4.4).

CoIll0 TaKa He € H3BECTHO Janu Valsartan ce otaena B kepMara. HabnronapaHo € oTAaensHeTo Ha Valsartan
B MJIIKOTO Ha IUTEXOBe. Maliki KOUTO KEpMAT He Tpa0Ba Ja npueMat Valsartan.

4.7 Biansnue BBpXy cnocobGHoOCTTA 32 wodupane H padbora ¢ MaALIHHHA

Hama npoBexgaHH Npoy4YBaHUs Ha ePEKTHTE OTHOCHO CocoOHOCTTA 3a modupane U padboTa ¢ MallIHHH.
[Tpy mo¢upane u u3noa3BaHe HA MAlIHHH, TPAOBA 14 Ce UMA BIPEABHI, Y€ MOraT 11a Ce MOABAT IIPH
OPTOCTATHYHA XHNOTEeH3Ms, 3aMaliBaHe MM yMOpa.

4.8 Hexeaanu JeKapCTBEHH PeaKIKH

[Ipy KOHTPOIMPAHH KIKWHHYHHA NPOYYBAHHA NPH NAIHEHTH ¢ XUNEPTOHHA, 0011aTa YeCTOTA Ha
HEOMAaronpUATHH M HEXCEIIaHH PEaKilHH € CpaBHABaHA C Te3H NpH anedo. HUBoOTO Ha HEXeTaHH peakuHH
HE € CRBP3aHO ¢ J03aTa WY ¢ NPOABIKUTEIOCTTA Ha IEYSHUETO, C 110714, BE3PacTTa HIIH pacarTa.

HexenaHuTe peakiiy, ChOOIICHH B KITMHHYHHTE IPOYYBaHHA [IPH MALIUEHTH ¢ XUNEPTOHHS, HE3aBHCHMO OT
NpHYHHHATA HM BPB3Ka ¢ Valsartan 1 BE3HMKBAIIH Mo- YecTo ¢ Valsartan , 0TKOAKOTO ¢ MmIanedo, KakTo u
HEXEJaHHTE PEaKLHHU OT OTACIIHATE CHOOILICHHA ca NPEACTaBEHH MO-A0IY CHOpPE/ CHCTEMO-OPTraHHH
KJIACOBE.

bezonacHoCTTa Ha JieueHHe ¢ Valsartan npH nalfeHTH cle] MpeKapaH HHQapKT Ha MHOKap/a € B
CBOTBETCTBHE ¢ (PApMaKOJIOrHATa HA JIEKAPCTBECHUSA NIPOAYKT U € CBBP3aHa OCHOBHO NOJICKALLOTO
3a0onaBaHe. CepHo3HH H HedaTaTHH peakluH, HaOmoaaBanu npH npoyusanero Ha VALIANT ¢ yectoTta

> (0.1% ¥ cyHTaHM 3a CBBP3aHH C NPOYYBAHETO HA NIEKAPCTBEHHA TPOAYKT, ca H3OPOEHH B CIHCHKA MO-A01Yy.

HexxenaHuTe NeKapCTBEHH PeaKilUM, JOKNAABAHH B KIHHKYHH ITPOYYBAHHA IIPH MALKEHTH ChC ChpACYHA
HEIOCTATBYHOCT, C YECTOTA MO-BUCOKA OT 1% M H3ABSBAILM Ce 0-YeCTO NpH Valsartan oTKOIKOTO NpH
nnanefo, ca ChIIO BKIIOYEHH B CISAHUA CIIMCHK.

YecToTarta € onpeenda no caeaHus HauuH;,

Mmuoro yectd (21/10)

Yectu (=1/100 to <1/10)

Hepeaxu (=1/1,000 to <1/100)

Penxu (=1/10,000 to <1/1,000)

Muoro peaks (<1/10,000)

C Heu3BecTHA vecToTa (He MoXKe Ja Obje NpeleHeHo OT HATHYHUTE JAHHH)

CBbpAeyHH HApYLIEHHUA
Heuectn: ChpAcUHa cnaboct™,

HapyieHHa Ha KphBTa H THMQHATA CUCTEMA
MHuoro peaku: TPOMOOLIUTOIICHHUA,

HapyluieHna Ha HEPBHATA CHCTEMA
Yectu: OPTOCTATHYHA 3aMASHOCT




Heuectn: CHHKON*,
Penxu: 3aMasHOCT ", HEBPAITHA.
MHOro peaku: rnaBoGonue™, neKo U NPexoJHO pa3cTPOIHCTBO HA BKYCA.

HapymeHns Ha OYHTE
Heyectn: KOHIOKTHBUT.

Hapyuwienus Ha YIIHTE U TabHpHHTA
HeuecTu: CBETOBBPTEK.

HXATCJIHH BAHH 1 MCTHACTHHAJIHHA HADYIIICHHA
HeyecTn: KallTuia, KphbBOTCUCHHC OT HOCA.

CroMalmIHO-UYpeBHHY HAPYIICHHS
HeuyecTH: AWapus, kopemHa OoJka.

MHOTO PeKH: MOBPHILAHE .

Hapyiiiennsa Ha Os0peurTe ¥ NHKOYHUTE OHTULIA
MHoro peaku: 6B6peuno pascrpoiicTBo***, octpa 6ROpeuna cnaboct**, 656peyuna
HEMOCTATHLYHOCT*¥,

HapyuieHus Ha KOKa U IIOIKO»HA ThKaH
Penku: AHTMOHEBPOTHYEH OTOK**, 00OpHBH, CEpOCK.

HapylieHus Ha CKEJIETHO-MYCKYJIHA H CheIMHUTENIHA ThKaH
Hepenxwu: Oonky B repba, MYCKYJIHH CXBAalllaHHS, MUAITHA, apTPHT.
MHOro peaku: apTpanrus.,

MeTaboTHTHY U XPAHHTEIHH HapYIHIEHHS
Heuectn: XHIEepKaTHeMusn*".

Mudekuny 1 MacOBO ONPa3UTABAHE

YecTo: BHUPYCHM HH(EKIIUM.
Heuyectu: MHQEKIHUY Ha FTOPHHTE AHXATETHA NI'bTHILIA, GapHHIHT, CHHY3HT.
MHoOro peaku: raCTPOSHTEPHUT, PHHUT.

Cba0BH HApYINIEHH

Heobuuahno: OPTOCTATUYHA XHIIOTOHHA .
HeobruyaklHo: XHIIOTOHHA*" .

Panxo: BACKYJIHT.

MHoro paako: KPBBOU3IIUBH.

OO0LIM pa3cTPONHCTBA U ChCTOSHUSA
Heuectu: yMOpa, aCTCHHS, SAEM.

HapynieHusi Ha HMYHHATA CHCTeMa
Penxu: CBPBXYYBCTBHTEIHOCT, BKIIOYHTETHO CepyMHa OOJMECT.

YepoapoOHO-XKITEUHH HAPYINCHHS
MHOro peaku: HapyuieHa YepHoApodHa QYHKUHA.

[ICHXWYHH HAPYIUSHUA,
HeuecTn: IeIpechs, O€3C HHIE, TOHHKEHO JIHOU 0.
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* JloknanaBaHO ciiel HUHDAPKT Ha MHOKapa.
¥ JJoxnaaBaHo IpH ChPAEYHA HEAOCTATBYHOCT.




** JTOKIABAHO KATO HEUECTO clie] HHMAPKT Ha MHOKapZa.
*  JOKIaZBaHO [O-4ECTO MPH ChPAEYHA cnaboct (yecTo: 3aMasHOCT, OBOpeRO pa3sCTPOHCTBO, XUMIOTEH3HA,
He4yecTo: ri1aBo0osIHE, TaicHe).

B npoyuyBaneTo VALIANT 0CHOBHO 4YeTHpPU CTPAHHUYHH ABJICHHUA ca OMIH pErHCTPHPAHH: 8 HMCHHO,
XHIIOTEH3UA, HapylleHa Ob0peuHa QyHKI, KAIUIHIA U AHTHOHEBPOTHYEH OTOK. CTPaHHYHO ABJICHHE,
KOETO Hal-4eCTo € BOJENO IO [IOCTOSHHO [IPEeKpaTaBaHe Ha NPOYYBAHETO HA JEKAPCTBEHHA NPOIYKT, €
XHIIOTEH3MATA: TOBA ABJICHME e JOKIagBaHo npH 1.8% oT naumeHTHTE eKyBaHH ¢ valsartan + KanTonpmu,
cpaBHeHO ¢ 1.4% ot nauMeHTUTE JeKyBaHH ¢ valsartan 1 0.8% ot maneHTUTE JIEKYBaHH C KallTOMPHIL.
HapyiueHata 656peuna ¢yHKUHA € Hal-pANKA NPU NALHEHTH JIEKYBaHH C KalTTONMPHII, a KallTHIIATa € Hau-
pAAKa TIPH MAIUEHTH JIEKYBAHH ¢ valsartan. Hsama pasnuka MeXIy JIeKapCTBEHHTE NPOAYKTH MO OTHOLICHHE
Ha AHTHOHEBPOTUYHHSA OTOK,

[TponeHTHT HA NALIMEHTHUTE, KOUTO ¢a MpEeKPaTHIN ynoTpedara Ha NeKapCTBEHHS NMPOAYKT BCICACTBAE Ha
CTPAaHHYHO ABJICHHUE, ¢ OMI 5.8% 3a rpynaTta npueMana valsartan, 7.7% B rpynara npHeMaja KanTONPHIL H

9.0% npu nauMeHTH JICKYBaHH ¢ valsartan ¥ KanTONpHIL.

Jdabopamoprnu naxooxu

Heuecro, Valsartan Moxe na OBJie CBLp3aH ¢ MOHMKEHHe HAa XEMOTTIOOMHA U XeMaTOKpHUTa. B KOHTpOJIHpaHH
KTHHUIHY m3HTBaHuA 0.8% u 0.4% oT nauneHTHTe, NpHeMant Valsartan, ca moka3ajiH 3HAYUTEIHO
MmoHHxeHue (>20%) CLOTBETHO HA XEMATOKPUTA H XeMOrI00HHA. 3a CpaBHEHHE, TOHHKEHHETO B
X€MaTOKpHTa U Xxemornobmnua e 6uno Habmomasano npu 0.1% or malueHTHTE NpHEMAIlY Iauedo.

HeyTtponenns e 6una nabmoaasana npu 1.9% or nauMeHTHTe, NpHeMaiid valsartan, B cpaBHeHHE ¢ 1.6% oT
naupentyre, mpuemau ACE - unxuGuropw, skn. eHananpun 20 mg uny nu3uHonpun 10 mg umy 20mg,
cpaBHeHO ¢ 0.8% oT nauMeHTUTE NpHEMalUM 1ianedo.

B xoHTponupaHo KTHHUYHO NMPOyYBaHE € HaOII0AaBaHO 3HAYMTENHO YBEIHICHNE HA CEPYMHHATE HHBA Ha
KpEaTHHUH, Kanuii 1 obul Ounupy6un npn 0.8%, 4.4% 1 6% OT nauMeHTHTE, NIPpHEMAllH valsartan,
cpaBHeHo ¢ 1.6%, 6.4% u 12.9% choTBETHO npH nauueHTH, npueMaii A CE-HHXHOHTODH.

[Ipy nauuenTy cinen uHdapkT Ha MHOKapaa, npu 4.2% oT npUeMamuTe caMo valsartan ca OHiIH
HaOM0JaBaHy IOBEYE OT ABYKPATHO 3aBHILEHUE HA CEPYMHHTE HHBA HA KPEaTHHHH, 4 IPH OAlHEeHTHTE,
npdeMally valsartan W KanTonpui To3d npoueHT e 4.8%, U ¢hoTBETHO 3.4% NpH Te3H NPHEMAIlH caMo
KATOPUII.

[Ipn nanueHTH ChC ChpACYHA HEAOCTATEYHOCT, NoBeue OT 0% yBe/IMYCHHE B CEPYMHHTC HHBA HA
KpeaTHHUH ¢ HabnonasaHo mpH 3.9% OT MalHEHTHTE JIEKYBaHH ¢ valsartan , cpasHeHo ¢ (0.9% ot
MalMeHTHTe npHeMawy Iiane6o. [Tpy Te3n MauueHTH € Guno HadnioAaBaHo ¥ yBeanyeHue ¢ noseve or 20%
B CEPYMHHTE HMBA Ha KaJIMH, KaTO [IpH JIeUeHHUe ¢ valsartan Te3u nauueHTH ca 10%, cpaBHEHH ¢ 5.1% oT
NalMEHTUTE NpHEMAILH [11aHe0o.

[Ipu npoyuBaHe Ha ChPJCYHATA HEIIOCTATEYHOCT, yYBenMuerue ¢ Hax 50% e 6uno HabmonasaHo B BUN
(kpBBeH ypeeH azoT) npd 16.6% oT nauueHTUTE JeKyBaHu ¢ valsartan, cpaBHeHO ¢ 6.3% OT MaLHCHTHTE
npuemailu rnianedo.

Hzonmmpan coyyail Ha NOBHIICHHE NOKA3aTSIATE HAa YEPHOAPOOHATA PYHKINA € JOKIAJABAHO [IPH NMALHCHTH
NEeKyBaHM ¢ valsartan U ¢cTpagally 0T XUNEepPTOHHA.

4.9 IlpeaosupaHe
Cumnmomu

[IpemosupaneTo ¢ valsartan MoXKe J1a JOBeAE 0 3HAUHUTE/IHA XHIIOTOHHA, C
KOJIAIC, W/HIIH NIOK. |

Jleuenue |
JIeyeHneTo € B 3aBHCHMOCT OT BPEMETO Ha IIOTTBIIAHE HA MPOJYKTa H
cTaOMITH3NpaHeTO HA [HPKYJIATOPHOTO ChCTOAHHE € OT IBPBOCTENECHH
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Ha nmanuenTa Tpﬂﬁﬂa BHHA4rH d My 6’[:,[['3 HJaBaHO JOCTATBhYHO KOJTHYCCTBO BBIVICH.

AKO XHIIOTEH3HATA NPOIBJKH, MAIIMEHTA TPAGBA /14 Ce CIOXKH Ja Jerse no rpwb, u Tpadsa 6up30 12 My
OBbaaT aZicHH CO1 H 00EMHO Bb3CTAHOBHTEIHH, IIPENAPATH.

Valsartan He Moxe Ja Ob/ie OTCTpaHeH OT OpraHH3Ma 4Ype3 JHAJIN3a, CASACTBHE HA CUIIHOTO MY CBBP3BaHE C
[UTa3MEHHTE MPOTEHHH,

5. ®APMAKOJIOTHYHH CBOHUCTBA
5.1 @apMakoAHHAMHYHH CBOHCTBA
dapMakoTepaneBTHUHA TPyNA: aHTHOTEH3MH 11 aHTaroHucTH, nupekted, ATC xox: CO9CAO03

AKTHBHHST XOPMOH Ha peHHHE-aHTHOTEH3HH-AIOCTEPOHOBATA CHCTEMA ¢ aHrHOTEH3HH 1, koiTO ce
o6pazyea oT anrdoTeHsuH | nocpeactsom ACE. AnrnorensuH Il ce ¢cBup3Ba cbe cieLIMPHIHH PELICITOPH,
pPa3nonoXeHH B KACThYHUTE MeMOPaHH HA KISTKHUTE B PA3MHYHE ThKaHH, ToH NPHTEXKaBa IHPOKO
pazHooOpa3ne OT PHU3HOJOrHUHH €(EKTH, BKIOYHTEIHO JUHPEKTHOTO H HHAHPEKTHO YJaCTHE B
peryJIHpaseTo Ha KpbBHOTO HalsArade. KaTo MolleH BA3OKOHCTPHKTOP, aurdoTeH3uH II ynpaxnsapa
NHpPEKTEH OTTOBOp Ha HansAraHeto. B AonmbiHeHue ToH HaMaldaBa OTAC/IAHETO Ha HATPHH H CTHMYJIKpa
CEKpelHraTa Ha aNI0CTEPOH.

Valsartan € opajHO aKTHBEH crielH(UYeH aHTaroHHCT Ha anrroreHsuH 11 peuenrropure. Toll percTBa
n3bupaTenHo BEpXY AT, -pelienTopuTe, OTTOBOPHH 32 aKTHBHOCTTAa Ha aHraoTeH3HH [I. [lopuinaBaHeTo
nia3MeHHTE HHBa Ha anruotensud Il BemeacTeune Giokamara Ha AT, peuenropute oT Valsartan, MOBHLIABa
aKTMBHOCTTA Ha AT, pelienTopuTe , KOETo u3riexaa komnencupa AT, penentopHuTe edekTH. Valsartan He
MOKa3Ba HUKAKBA YaCTUYHA aKTHBHOCT Ha arCHMCT N0 oTHOWICHHE Ha AT, perentopi ¥ uMa ronsaM {OKoJo
20,000 neTH no-ronamM) abHHUTET KbM AT, peuentopy, B cpaBHEeHUE To3U KeM AT, penientopn.

Valsartan He noarucka ACE, cblio u3BecTHa Kato kMHHHA3a lI, kosTo npeobpa3zyBa aHTHOTCH3MH | B
aHruoten3ud 11 n pasrpakaa 6paauxunubia. He crenpa aa ce ouaksa NOTEHLHPAHE HA CBBP3aHH ¢
6pagHKHHHHA ePekTH. B KIMHHYHHTE NpoyYBaHUs, B KOHTO Valsartan e cpaBHaBaH ¢ ACE-nHXUORTOD, OpH
MALMEHTHTE JEKYBaHH ¢ valsartan 4ecToTaTa Ha CIy4auTe ChC CyXa KauumHia € 6una 3HaYUTENHO Mo-MaJIKa
(P<0.05), B cpaBHeHHME ¢ nauuenTHTe nekysadd ¢ ACE-uaxuburop (2.6% cpewmy 7.9%, cporseTHO). B
KJIMHHYHO IIPOYYBaHE NAllHEHTHTE, KOUTO ca OMIIM ChC CyXa KalLTMLA 1to Bpeme Ha aeueHneTo ¢ ACE-
HHXHOHTOD ca 68,5%, Te3n nekyBaHH c valsartan ca 19,5% u 19% ot Te3m npyueMand THa3HA0B AUYPETHK
ca uMany kauuua(P<0.05). Valsartan HuTO cé cBBp3Ba, HUTO OJOKHpPa APYTH XOPMOHATIHH PELENITOPH HIIH
HOHHH KaHaJlH, KOHTO Aa HMAT BaXXHO 3HAYEHHE B CHPACYHO-CHAOBATA peryJjaliu.

Xunepmonus |

MpunosxeHneTo Ha valsartan Ha DANMEHTH ¢ XMIEPTOHUS BOJM A0 MOHWXKEHHE Ha KPbBHOTO HalAraHe Ge3s fa
ce [OBIIMABA MYJICOBATA YECTOTA. |

[Ipu noBe4eTO NMALMEHTH, AKTHXUNIEPTEHIHBHATA AKTHBHOCT CE TPOABABA B PAMKHTE Ha 2 Jaca H
MaXCHMATHOTO TIOHHKEHHE Ha KPBBHOTO HAJATAHE C€ OCTHTA B paMKUTE Ha 4-6 yaca creJl NpHIIoKEHUETO
Ha €IMHHYHA 033, AHTHXHIEPTEH3MBHEA eekT NpoagbkaBa 24 yaca ciel NpaIoxeHHeTo. Ilpu NOBTOPHO
MPHEMAHE HA 7032 MAKCHMAIHOTO MOHKKEHHE Ha KPBBHOTO HAJSAraHe Ce 3aAbpXKa B paMKuTe Ha 2-4
CeMHLIH U € TOAIBPIKA 1T0 BpeMe Ha IBITOCPOUHOTO JIEUCHUE .3HaYHTENHO JOITBJIHHTECIHO NOHMKCHHE HA
KPBBHOTO HATATAHE CE MIOCTUTA IPH CEBMECTHA YIIOTpe6a ¢ XHAPOXIOPTHA3HA,

KIMHHYHH ePEKTH.

Cheo unghapkm na muorapoa
[TpoyusaneTto VALIANT (VALsartan In Acute myocardial iNfarcTion tr1
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14,703 nauMeHTa € OCTHP HHQAPKT HAa MHOKApPAA H CUMIITOMH, HJIH PagHONOTHYHO IOKa3aHa KOHICCTHBHA
W/HITH ISBO-KAMEPHATA CHCTOMHA AUCYHKIMSA (IEMOHCTPHpaHa KaTo U3TIACKBaHe Ha ropuua < 40%
CBOTBETHO 34 PAIHOHYKIMAHA BEHTpHKYIorpadus win < 35% CBOTBETHO 33 eXoKapAMOrpapua HiM KaMepHa
KOHTpacTHA aHrHorpagus). B pamkuTe Ha 12 uaca qo 10 AHM OT HAYAJIOTO HA CHMIITOMHUTE Ha HH(APKT Ha
MHOKapJa, alAeHTUTe ca OUNM Cy4yaiiHo pasnpeaeeHd B rpyny IpHeMalyi Yalsartan, KAOTONPUT WIH W
JiBaTa mpernaparta 3aeaHo. [IpoabixkuTenHOCTTa Ha ieueHne € OHa CpeJHO OBe roJAHHH.

Valsartan € ¢ eqHakBa ¢(pPHKACHOCT KAKTO KaNTOMPHII N0 OTHOLIEHHE HAa HAMAJICHHETO HA CMBPTHOCTTA ClIEN
uHGapKT Ha MHOKapaa. HupaTa Ha ¢CMBPTHOCTTA ¢ IPHYHU OT BCIKAKEB POJ ¢a CXOIHH MPH TPYIIATE
neKkysanH ¢ valsartan (19.9%), ¢ karrronpun (19.5%) u Valsartan +xanronpun (19.3%). CwBMecTHaTa
ynoTpeba Ha valsartan H KanToNpu He HOCH JOIBJIHHTE/IHHE NOJI3H, B CPaBHEHHE ChC CaMOCTOATE/IHATA
ynotpeba Ha kanronpui. HaMa pasanka Mexay valsartan ¥ kanTonpui B CIy4auTe Ha CMBPHOCT C
NOAHETHOJOTHYEH XapaKTep, MO OTHONIECHUE HA TOJ, BB3PacT, paca, TPETHpaHe H3BBPILCHO MPH 3aM0YBaHE
Ha MHPAPKTA HR MHOKapAa, UK OCHOBHO 3a0oiaBaHe. Valsartan CbIo Taka 3a0aBsd H HaMANABa Cy4auTe Ha
ChpPJIEYHO-CBIIOBATA CMBPTHOCT, XOCITHTAIA3AUMA BCIEACTBHE HA ChPACYHA HEJOCTATHYHOCT, HOB
MHOKapaeH HHPAPKT, peaHUMAlMATA BCIIeJCTBHE ChPACUYEH apPecT, H He JIETAJTHUTE ClIy4aH Ha HHQApPKT.

Hama pa3imika B clly4auTe Ha CMBPTHOCT C HOJIHETHONOIHYEH XapaKkTep, ChpACYHO-ChIOBH MPHYHHH HIIH
3a00/1€BaEMOCT TIPE3 BpEME Ha CHBMECTHOTO NMpHIOKeHHEe Ha 6eTa-0ioKepH M Valsartan 1 KanTonpui,
Valsartan caMOCTOATEIHO HAH CaMOCTOATEAHO IPHIOKEHHE HA KanTonpuil. He3aBcHMO OT IPOYYBAHETO HA
NIEYEHHETO ¢ MEAHKAMEHTA, CMLPTHOCTTA € MO-HMCKA B TPyNara ¢ NalHeHTy npueMaiiy 6eTa-01oKepH,
KOETO ITOKa3Ba, Y€ H3BECTHUTE 013K OT OeTa-00KepHTE B Ta3H H3BaAKa OT MMAllMEHTH ca ¢e 3ala3uiiy Npe3
BpEME Ha NMPOYYBAHETO.

Cwpoeuna HedocmamuvyHoCm

Val-HeFT e paHaoMH3HpaHO, KOHTPOJHPAHO, MHOTOHAHOHAIHO KIMHHYHO H3IIHTBAHE, IPH KOHTO
Valsartan e cpaBHABaH ¢ Iane6o 1o OTHOLIEHHE HA CMBPTHOCTTA H 3a00/1€BaeMOCTTA MIPH NALUEHTH ChC
chpaeyna HegoctarbuHocT 0T NYHA kiac I (62%), 111 (36%), u IV (2%) npueMany 00MYaHHO NEUCHHE U C
nasokamepHa ppakupa Ha m3tnackeaHe (LVEF) <40% u naBo-kaMepeH BhTpelIcH JHACTOMHYMEH AHAMETHD
(LVDD) >2.9 cM/M°. OCHOBHMAT Kypc Ha Jeuenue Bkmousa ACE-nnxuburopu (93%), muyperuun (86%),
IHrOKCHH (67%) H Deta-6nokepu (36%). HacneasaHeTo NPOABIIKIIO CPEeHO ABe rofuHH. (pejHaTa
IHEBHA 1034 Ha valsartan B Val-HeFT e 254 mg. [Ipoy4uBaHeTo HMa B¢ OCHOBHH KpPaHHW UEIH: BCHYKH
CIy4aH Ha CMBPTHOCT (BPEMETO O CMBPTTA) H 3a00JICBAEMOCTTA IIPH NAIIHEHTH CHC ChpleYHa
HeJOCTAaTRYHOCT (BpeMe 10 IbPBUA ¢Iydaid Ha 3abonaeane). OnpenensHe Ha pe3yNTaTUTE 4pe3
CMBPTHOCTTZ, PEaHUMALMs [IPH CBPACYEH apecT, XOCIHTAMH3ALMATA BCIC/CTBHE Ha CHp/IeYHa CaabOoCT HITH
HHTPaBEHO3HO NPHIOKEHHE HA MHHOTPONHH HIIH ChAOPA3LIHPABALIH JICKAPCTBA 34 YETHPH 4aca HITH ITOBCHC,
0e3 XOCIIUTaAIH3alHA.

CnyuauTe Ha CMBPT ca GHIM noxobHM 1pH valsartan u manebo rpynute. 3aboneBaeMocTTa € OHiIa
3HAYUTENHO MoHMkeHa ¢ 13.2% B rpymute ¢ valsartan, cpaBHenu ¢ miane6o rpynure (28.8% cpey 32.1%).
OCHOBHHAT MOJOXKUTENICH €DeKT € HaMaIeHRETO ¢ 27.5% B pHCKA 32 BpEMETO 33 MEPBATa XOCMHTAIH3a1lHA
BCAEACTBHE ChpAcuHa HenocTaTpunocT (13.9% cpemy 18.5%). Pesynrarure, KOMTO ca OnaronpuaTCcTBaIH
raue6o, ca Gunu HabI0AaBaHy [IPH OHE3H MAllMEHTH, MpreMaliy Tpoiina xomOuHanus ot ACE
nuxubuTop, bera-6moKkep u valsartan.

TTonsuTe ca OWIM Hal-roIeMy NpH NauueHTH, KouTo He ca npueMand ACE unxubutop, unm 6eta-0moxep.
[Tpn naunentH, KOUTO He ¢a npuemand ACE muxubutop, 3a0051€8a6MOCTTa € 611a 3HAYMTENHO MOHHKEHA C
44% (24.9% cpetwy 42.5%), u puCKa 3a BpeMETO A0 IbpBaTa XOCNMHTAIK3ALRA CIC ChPACYHA
HEZOCTATHYHOCT NPH MANMEHTH, NMpHEMaH valsartan, e 3HauHTeNHO HaMaleH ¢ 53% (13.0% cpemy 26.5%),
B CpaBHEHHE C TE3M, IpHEMalll rmiaucdo.

O606ueHo 3a nauuentute Val-HeFT, nexypanwre ¢ valsartan nalHenTH 1o
Ha / NYHA knac/ cUMOTOMHTE Ha ChpASYHA HEJOCTATHYHOCT, BKIIOYUTEN
XPHIIOBE, B CpaBHeHUe ¢ Iane6o. KauecTBOTO Ha XUBOT € [10-400po NpH
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CpaBHEHHE C TE3H, MpHEMaLIM Iaue0o, oneHeHo kato npomerH B " Minnesota Living with Heart Failure
Quality of life" nmo ToukoBa cncTeMa OT H3XOAHATA O3HIHA JO KpaiiHaTa TOYKa Ha HaOIIOACHHE.

5.2 @apMaKOKHHEeTHYHH CBOHCTBA

A6copbuusrta Ha Valsartan cien opanHo npraokeHue € 6bp3a, Bbipeku 4e abcopOupannTe KOIHYECTBA
BapHUpaT 3HauuTenHo. CpenHaTa abeomoTHa OHoHanmuHOCT 3a Valsartan € 23%. Valsartan noka3pa MyJiTi-
€KCIIOHEHIIMAIHO Crajalla KMHETUKa (t)»,<1 4Yac H t;p Okono 9 gaca).

[Tpu TecTBaHHA J030B AHanasoH ¢papMaKOKHHETHKAaTa Ha Valsartan e nuHeiiHa. Hama npoMaHa B KHHETHKATa
Ha Valsartan cjiex NOBTOPHO MPUIOKEHHUE, U C& OTOENA3BA IEKa KyMyJIallHA IPH eTHOKPAaTHO JHEBHO
npunoxkeHue. InasMEeHUTE KOHUEHTPALMH NPH MBXE H )KEHH Ca CXOIHH.

Valsartan ce cBbp3Ba BB BUCOKA CTENEH ChC CepYMHHA NpoTeHH (94-97%), OCHOBHO CEPYMHHA aIOyMHUH.
[TocrosnnoTo HUBO Ha obeMa Ha pasnpenenexnne € okoo 17 nutpa. IInasMeHHAT KIHBPEHC € OTHOCHTENHO
6aseH (okoio 2 1/4ac), cpaBHeH ¢ yepHOAPOOHOTO KpbBooOpameHue (okono 30 l/aac). ExuMuHanuaTa Ha
valsartan ce oChIIECTBSIBa OCHOBHO upe3 KIHUKATa M YPHUHATa, KaTO HEMPOMEHEHO CheauHeHHe. [lpn
HOPMAJIHH HHBa Ha riioMepynHa puarpauus (120 ml/MuH) 650peyHHAT KIHBEPRHC € oKonlo 30% oT obiud
IJIa3MeH KNUBPLHC, XHAPOKCH META0OIMT ¢€ OTKPHBA B TJIa3MaTa B HUCKH HEBa ( mo-maiuko oT 10% or
valsartan AUC). To3u metaGonut e apMakonoriyuo HeaktheeH. Ciea opaino npunoxenue 83% ce
€KCKpeTupar ¢ u3npaxHeruaTa H 13% ¢ ypuHaTa, rmaBHO KaTO HENPOMEHEHO CheIHHEHHE,

Koraro valsartan e npueman ¢ xpanara, AUC Ha npenapata ce HamMansiBa ¢ okono 48%, Bbipeku ue 8 yaca
clen NpUeMa IJIa3MEeHHUTE HUBA Ha valsartan ca cXOAHU [IpH rpynara, npHeMalia NpoAyKTa Ha ITafiHO H Ta3H
npueMana ro ¢ xapanara. Tosa nonnxenne Ha AUC He € CBBP3aHO ¢ KIMHHYHO 3Ha4YHMO NOHHKEHHE Ha
TCpaleBTHYHUSA SPEKT.

CpeaHUTE CTOMHOCTH H2 BPEMETO 32 JOCTHTAHE HA BHPX0BAa KOHUECHTpALHA H BpEMETO Ha MOAYKHBOT Ha
valsartan npy NanMeHTH CbC ChPACYHA HEJOCTATHYHOCT ¢4 CXOMHM C Te3H NpH 3apaBu Jobposoiun. AUC u
Cinax CTOHHOCTHTE Ha Valsartan ca nouty NponoOpLUMOHAIIHH HA YBEJIHYCHHETO Ha N03aTa B PAMKHUTE HA
KIMHHYHHUTE 1030BH HUBa (40 10 160 mg aBa nbTH Ha AeH). CpeaHHAT GaKkTOp Ha aKyMyJalHs € okoo 1.7.
JIMpeKTHHAT KJIABPEHC Ha Valsartan cineg opanHo npuiioxkeHHe € okono 4.5 1/gac. Br3pacTTa HE noBAHABa
OUPEKTHUSA KIABPBHC HA MEAUKAMEHTA [IPH MTALUEHTH, CTPafailld 0T ChpAcYHa HEAOCTATHYHOCT.

CHBHHHJ]HH I'PYIIH OT HACCJIICHHCTO.

Cmapuecka ev3pacm
[Tpy malMeHTH B CTap4YecKa BB3PACT € HaGII0AaBaHO MAIKO NO-BHCOKO 061110 pasnpeaencHHe Ha Valsartan B
CpaBHEHHE C MJIaJH NallMEHTH, KATO CE MPENopbYBaT MO-HKUCKH HadasIHH 1034 (40 mg).

Vepeoena 6vbpeuna pynrxyus
KaxTo ce ¥ ouaxBa 3a BeIecTBO, YHiTO OROpeYeH KIMpPBHC € 0TroBopeH caMo 3a 30% oT obmus miasMeH
KJIHBPBHC, He € HabmoaaBaHa Bph3ka Mexay O60peunara GpyHKUHA M 06IOTO pasnpeenenHe Ha valsartan.
Eto 3a11o, KopurupaHe Ha 103aTa HE ¢€ Hajara InpH NAaLHUEHTH ¢ ICKH ObOpeyHn yBpeXIaHus
(KpeaTUHHHHOB KIMBPBHC 20-50 ml/MuH). ChlieCTBYBAT OrpaHHYCHH JaHHH 33 NAIHEHTH CHC CPEIHH A0
TEXKH yBpexXAaHHA Ha OpOpeuHaTa PyHKIHA, MOPAAX KOSTO B TE3H CIIydaH Ce NpenoprHBa Ha4ajJHa 1034 OT
40 mg. HaMa npoBexxIaHy NpoyyYBaHUs NIPH NalMEHTH, NOJIaTaHU Ha auanu3a. HeszaBHCHMO 0T TOBA,
valsartan ce cBbp3Ba BBB BUCOKA CTEICH C IPOTEUHUTE U € MAIKO BEPOATHO TOH 1a C€ €IHMHHHPA 4pe3
IHAJTH33.

Yepedena uepnoopobna gynkyus
[Ipn dapMakoIHMHAMHYHHE H3NHMTBAHHA IIPH NalUEeHTH C IEKH (n=0) 10 ¢
yepHOApOoOHAaTa PYHKIMA, EKCIIO3HLIMATAE HA Valsartan ¢ yBelvdyeHa no
npH 3apaBu Jo0posoaun. HaMa HanuuHa HUHGQOpMaLUA 3a MALUCHTH C T

12



5.3 IpeaknuHHNYHH RAHHH 32 De30macHOCT

[IpeaxnUHUYHUTE JaHHH, CbOpaHH Bb3 OCHOBA Ha OOHYAHHWTE (papMaKONOTHIHH [IPOYyYBaHHA 3a
0e30MacHOCT, TOKCHYHOCT i€ MHOIOKPATHO NPHAOXKEHHE, TCHOTOKCHIHOCT, KAPLHHOTCHEH NOTCHLUKAI H
PENpPOAYKTHBHA TOKCHYHOCT, HE PAa3KpHUBAT 0COOEH pHCK 3a YOBEKA.

B npenxnuunuHMTe IpoyuBaHud 32 6€30MacHOCT, BUCOKH J03H Ha Valsartan (200 ao 600 mg/kg TenecHo
TEr0) ¢a [IPESAM3BHKAIH HOHMKEHHE B NapaMETPHTE Ha YepBEHHTE KPBBHH KJISTKH Y IUTBXOBE (EPUTPOLINTH,
XeMOTJIOOMH, XeMaTOKPHUT) U NpOMEHH B ObOpeYHaTa XeMOZHHAMHKA (MATKO YBEIHUYSHHE Ha MIa3MeHaTa
ypes, XUTIepria3Ha Ha Op0peyHNTe KaHamueTa H 0a30(uans Ipa MEXKATE HHIUBHAN). [Toxobuu no3u npu
MalMyHH MapMO3€eT €4 AOBEJH 0 MOAOGHH WIMEHEHHUs, BLIIPEKH e Te ¢a OUNU O-TEMKH, OCOOEHHO B
OnOpennTe, KbASTO MPOMEHHTE €a C€ Pa3BHJIM A0 He(ponaTHA, KOETO € JOBEMNO A0 YBEIHYABAHE HA ypeaATa U
KpeaTHHHHA.

W npu aBaTa BHAA CHIIO ce HAOMIOAABa XUITepTpod s Ha GEOPEYHUTE FOKCTATIOMEPYIHH KIETKH. BCHUKH
NPOMEHU ca OMny NIPHETH KATO PE3YATAT OT (HAPMaAKOIOTHYHOTO AelCTBHE Ha valsartan, KOeTO NpeIN3BUKBa
NPOoABIKHTENHA XHIIOTEH3UA, 0COGEH0 NpH MAHMYHHTE MapMo3eT. XuneprpopusaTta Ha 6LOpeuHuTe
IOKCTAarIOMEPYJIHHM KIETKH HE H3IVISKA Ja € OT 3HA4YEHHE [IPH Xopa, IpHeMAaIlld NpenopbYBaHHTE A03H
valsartan.

Hama HHAHKAIINH 3a MYTareHesa, KIaCToreHHOCT HiH KHP]JHHDTEHHGCT.
6. ®APMAIEBTHYHH JAHHH

6.1 CnHuchbK HA NTOMOLIHHTE BEHIECTBA

Hopo na mabaemxama

JTakTO3a MOHOXBAPAT

I{enynosa, MUKpOKPHCTAJIHA

HarpHes xpockapMenosar

ITopugon K29-K32

Tank

Martesues creapaT

CHIHLHEB THOKCHA, KOTOUACH Oe3BOACH

Dunmogo noxpumue

IIONHMBHHHUIOR AIKOXOJI

Maxporon 3350

Tanx

JlenutHH (chaBpXxa coeBo Macio) (E322)
TutanoB auokcux (E171)

YOSOVALTAN 40 mg, 80 mg u 160 mg cabpXat KbIT xene3eH okeu (E172)
YOSOVALTAN 80 mg 1 160 mg chaspskaT ¢blLo YepBeH xeneseH okcul. (E172)

6.2 HechbBMeEeCTHMOCTH
He ca U3BeCTHH.

6.3 C(Cpok Ha chXpaHenue

2 roauHHU 3a TabneTku maketupadd B PVC/PE/PVDC-A] 6nucrep.
30 mMecena 3a TableTKH NMakeTHPAHH B MONHETH/ICHOBA DaHKa.
6.4 CrneuHaJiHi MEPKH 33 CHXPAHCHHE
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PVC/PE/PVDC-AI 6nuctepu: a He ce cuxpaHaBa ripu temneparypa Haj 30°C. [la ce cbxpaHABa B
OPHTHHATHA OIIAKOBKA 34 TIpeANna3BaHe OT CBET/IMHA H BJjara.
[TonueTuneHnopa 6aHKa : 1a ce ChbXpaHABa B OPHTHHAIHA OMAKOBKA 33 MpeAna3BaHe OT CBETJIHHA H BJIara.

6.5 EcTecTBO H CBABPKAHHE HA ONAKOBKATA

PVC/PE/PVDC-AI 6nucrep.

PasMep Ha onakoBka: 7, 14, 28, 56, 98 u 280 dunmupanu oOBATH TabneTku
[Tonmuerunenona 6anka (I1E).

Pa3sMmep Ha onakoBkara: 7, 14, 28, 56, 98 u 280 dounMuparn o6BHTH TabneTKH

B13MOXKHO € HAKOH pa3sMepH HAa ONaKOBKHTE Aa He ObAaT MpodaBaHHU.
6.6 Chnennajlni MepKy 32 YHHINOKABAHE
Hsma cnenpanHu U3UCKBAHHA.

Bcexu Hen3mon3sad NpoOAYKT WIH OTIaAbYeH MaTepuan TpadBa Ja Oblie YHUIIOXKABAH B ChOTBETCTBHE C
MECTHHTE H3MCKBAHHUAL.

7. IIPHTEKATEJ HA PA3PEILIEHUETO 3A YIIOTPEBA
Nucleus eht.
Naustanesi, 116 Reykjavik, Ucnanaus

8. HOMEP HA PA3ZPELHIEHHETO 3A YIIOTPEBA

40 mg;

80 mg:
160 mg:

9, JATA HA TBPBOTO PABPEHNIEHHE/MTIOAHOBSABAHE HA PASPEIIEHHUETO

10. JATA HATIPEPA3TJIEKIAHE HA TEKCTA

IO 2008
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