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Hpnpectan 75 mg ¢punmupanu Tabnerku o o
[rprestan 75 mg film-coated tablets e R e A

Hpnpecran 150 mg dunmupanm tabnetku
Irprestan 150 mg film-coated tablets

Hpnpecran 300 mg dunmupany Tabnerku
Irprestan 300 mg film-coated tablets

2. KAYECTBEH M KOJIHYECTBEH CBCTAB

HpnpecTaH 75 mg ¢pummuparn Tabnerkd: Beska punmupana Tabnerka chaBpka 75 mg upbecapran
(irbesartan).

Hpnpecran 150 mg dpunMupasy TaﬁneTKH Beska punvmupana tabnerxa ceaspxka 150 mg npﬁecap‘raH
(irbesartan).

Wpnpecran 300 mg duimupany Tabnerkn: Beska punmvuapana tabnerka ceabpka 300 mg upbecapTan
(irbesartan).

3a TBJIHUA COHCEHK HA TIOMOIHHUTE BEINECTRA BIXKTE TOo4ka 6.1,

3. JEKAPCTBEHA ®OPMA

PunMupana TabneTka

Hpnpecman 75 mg pummupanu mabnemxu

Bend, oBanHH, JBOMHOM3IEKHAIH, ¢ pasMepH 5,2 X 10 mm ¢punMupann Tabnerku, Mapkuapanu ¢ I oT
¢IHATA CTPaHa H ,,/3” OT Jpyrara.

Hompecman 150 mg dunmupanu mabaemxu

Benu, oBasHH, JBOMHOW3IBKHANH, ¢ pasMepH 6,5 x 12,7 mm dunMupasn Tabnerku, MapKHpaHH ¢ ,,1”
OT eIHaTa CTpaHa M ,,150” ot gpyrara.

Hpnpecman 300 mg punmuparu mabaemxu

Benn, oBaNnHM, IBOMHOM3TEKHAH, ¢ pasMepd 8,2 x 16 mm dpunmupann TabneTiky, MapkupaHu ¢ ,,I” or
¢IHATa cTpaHa H ,,300” ot apyrara.

4. KJIHHAUYHH JTAHHH

4.1 TepaneBTHYHH noicaaaﬂna

JleueHue Ha eCEHIIHATHA XHIEPTOHHA MPH BB3PACTHH.
Jleuenue Ha GE6peuHo 3aboiABaHe NpH BE3PAaCTHH NMALMEHTH ¢ XHIIEPTOHHUS U 3aXapeH AuabeT THIT 2




4,2 © Jo3BpoBKAa H HAYHH HA NPHJIOKEHHE

EDBEEOBKEI

O6uyaifHaTa npenopbYUTENHA Ha4dallHA H MOAABPKaLIa A03a € 150 mg segasxk aHeBHO. [IpHembT Ha
Hpnpectan B no3a ot 150 mg BeAHDX JHEBHO OOMKHOBEHO OCHIYpABa No-100Ep 24-4aCOB KOHTPOS
Ha KPBBHOTO HAJATraHe, OTKOJIKOTO A03a oT 75 mg. JledeHue ¢ HauayHa fo3a 0T 75 mg MOXe Jia ce
MpHiara npH ManHdeHTH Ha XeMOAUAIM3a 1 MPH NALMEeHTH Haj, 75 I'OJHHH.

Ilpu naumerTH, MPH KOKMTO HE ce MOCTHTa JIOCTaThueH KOHTPOI ¢ fo3a oT 150 mg BeAHbK AHEBHO,
aosara Ha Mpnpecran moxe fa ce moBAmH A0 300 mg wim MoraT fa ce 1obasaT Apyru
aHTHXUIIEPTEH3WBHH JICKAPCTBEHH MPOAYKTH (BX. TOUKH 4.3, 4.4, 4.5 1 5.1). Ilo-ceunanHo,

nobaBsHeTo Ha AUypeTHK ( HAMpPHMEP XHAPOXAOPOTHA3HA) HMA ATUTHREH e(eKT KbM HpbecapTan
(B:K. TOuKa 4.5).

IIpH mauUMeHTH C XUNepTOHKA M aHaber THII 2, Tepanuara TpaORa Aa 3arouHe ¢s¢ 150 mg upbecapran
BEIHEXK JHEBHO K 03ara Aa ce THrpupa A0 300 mg BeOHBXK AHEBHO, KOATO ¢ NMPeAnoYHTAHATA
NOBPIKAINA 034 3a JledeHHueTo Ha 6s0peuHo 3abonseane. JlokasarencTeara 3a OaronpHITHHA
edexr Ha upbecapran BEPXy OB0peLTe NMPH MALMEHTH ¢ XHIIEPTORWY U auabeT Tvn 2 ce GasHpar Ha
M3MUTBAHHA, NPH KOHTO MpbecapTaH ce W3MON3Ba KATO AONBIHEHHE KbM APYTH aHTUXHIICPTCH3UBHH

GPEJIOTB&, no HBOGXD,E[HMOCT, 3a Ja CC JOCTHIHEC IIPHIICITHOTO HHEO Ha KP'BBHOTO HamATaHe (B}K. TOYKH
43,4.4,45u5.1).

bvbpeuno yspeowoare: 1lpy nalMeHTH ¢ yBpeknaHe Ha Op6pednara QyHKIMA HE Ce HAJIara KOpeKiHsd
Ha gozara. ITo-HHcKkaTa a03a (75 mg) Moxke 11a ce H3NOI3Ba NPH HAUMEHTH Ha XEMOIHANM3A (BXK.
TO4YKa 4.4).

Yeproopobro yepesicoane: TIpn naLmeHTH ¢ JeKa 10 yMepeHa CTeNeH Ha YepHOApoOHO yBpex/aHe He
c€ Hajara KopeKuMs Ha jo3ata. HaMa KIHHMYeH ONKT IIPH NAalHeHTH ¢ TE/KKO YepHOApobHO
YBpexKIaHe.

Hayuenmu e cmapuecka év3pacm. BIIpeku ue NIpH MAUMEHTH HaJ 75 rOJUHH MOXE A Ce NOMHCAH
3a [IPIIaraHe Ha HAYalHA TEparHA ¢bC 75 mg, OOMKHOBEHO HE Ce Hallara KopelHs Ha jo3aTa IpH
MALUEHTH B CTapuecKa Bh3PacT.

Heduampuuna nonynaywi: He e ycranosena 6e30nacHOCTTa M ehHKacHOCTTA Ha HpbecapTal IIpH
aena Ha pp3pact oT 0 no 18 roguru. HanududTe xbM MOMEHTA JaHHH Ca ONMCAHH B TOUYKH 4.8, 5.1
U 3.2, HO NPenoOpbKa 3a JO3MPOBKATA HE MOXE /1a ObAe HanpaBeHa.

HauuH Ha mprioxeHHe
Tabnerxara TpaOra ga ce NOrMBINA C JOCTATHYHO KOJHMYECTBO TEYHOCT (HAMp. €OHA Yallla BOAa).

TabnerkaTta Moxe na ce rpHeMa cbe Wiy 63 XpaHa.
4.3 IIporHBONOKA3aHAA

CBpPBXYYBCTBHTEIHOCT KbM AKTHBHOTO BEIECTBO WM KM HAKOE OT NOMOINHUTE BELIECTBA,
H30poeHH B TOYKA 6.1.
Bropu H TpeTH TpHMeCTEP Ha GpeMeHHOCTTa (BK. TOYKH 4.4 1 4.6).

EnnoBpemenHara ynorpeda Ha Hpnipectan ¢ anuckupeH-CchIBPXKAIH NMPOXYKTH € npomonokasaua
[pH NTaLIHEHTH ChC 3axapeH guadet wiM 6s6peuro yepexpane (GFR < 60 ml/min/1,7
TOYKH 4.5 1 5.1).

4.4 Coenuanufa mpeayNpesIcHAd ¥ NPeANA3ZHE MEePKE Hpn ynorpeda

HamaneH pbTpechbaoB obeM: BB3MOXKHO € 1a HACTBIH CAMNTOMATHYHA XHIT
ITbpBATa 1034, [IPH NAHMEHTH ¢ HaMaJieH 00eM WM H3YepNBaHe HA HATPHS
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TEpalHa ¢ JHYPETHIH, XpaHHTE/ICH PEXHM ¢ OrpaHHYaBaHC Ha CONTA, AHAPHA WM MOBPBLUAHE.
[Topo6au coeTosaHuA TPIGBA Aa ce KOPUTHPAT NpeAK NPHIoKeHHeTO Ha MpnpecraH.

PetiopackynapHa xunepronud: CelnecTByBa NOBUIIEH PHCK OT TEXKKA XHIIOTOHHA U 6B0peuHa
HEAOCTATBYHOCT, KOTATO MAlMeHTH ¢ OHnaTepanta creHo3a Ha OpOpedHaTa apTepHA HIH CTEHO3a HA
apTepuiATa Ha eNHHCTBeHHA QyHKIMOoHUpan] 650pek ce NeKyBar ¢ JIEKAPCTBEHH NPOIYKTH, KOHTO
 IOBNHMABAT PEHUH-AaHTHOTEH3IHH-AJIIOCTEPOHOBaTa cHeTeMa. M Makap, 1e TOBa He & NOKYMEHTHPaHO
npu upbecaprah, noaodeH edekT TpAdBa Oa ce ouaxsa NpH aHrHOTeH3HH-11 pelerrropamTe
aHTATOHUCTH.

brOpeuno yepexiaHe u TpaHcrutaHTauua Ha 650pek: Korato HpnpecTan ce H3Mo/3sa NpH MalHEHTH
C yBpezeHa 0p0peuHa yHKIHA, NpenopsYHTENHO € NEPHOAHYHO Ja Ce CISNAT HABaTa Ha KA H
CepYMHHMA KpeaTHHUH. HaMa ONHT OT NpHIOKEHHETO Ha MpdecapTaH IpH NalMeHTH ¢ HACKOPO
M3BBpIlleHa TPaHCIUIAHTANHUA Ha OBOpeK.

[aieHTH ¢ XUNepTOHUA Uc nHabeT THN 2 ¥ 6b6peuro 3abonapane: EdekThsT Ha upbecapTaH kaKTo
BEPXY OB0peunuTe, Taka H BEPXY CHPACUHO-CHAOBUTE CHOMTHS HE € CAHAKER MIPU BCHUKM NOATPYIIH,
KaKTO € MOKa3aHO B aHa/IW3, HAIIPABEH B X012 HA M3NWTBAHE MPH MALMECHTH C HallpeaHauo 6p0pedHo
saboaeane. Tesn edexry usrnexaa ca no-HeGIaronpHATHH NPH XKEHH U TAUMEHTH, KOUTO HE Ca OT
Ganara paca (BXk. Touka 5.1).

IBoiiHo Gnokppane Ha pEeHHH AHTHOTEH3HH -annocreponorara cucrema (PAAC): Mma nanny, de

efHOBpeMeHHaTa ynorpeba Ha ACE mHxubuTopH, anrnorenzus ll-penenropan 6noxkepn win
ATHCKAPEH NOBHINABA PUCKA OT XHIIOTOHHS, XHIIEPKATHEMES 1 HamManasaHe Ha O6n0peunara QyHKIHs
(BIJTIOUHTEIHO OCTpa OB0peyHa HegocTaTbyHOCT). [1opanay ToBa He ce mpenophyBa ABOKHO
6nokupane Ha PAAC gapes komGurupaHaTa ynotpeba Ha ACE uHxuburopH, aHrmotensu I-
peuenTopHH OJIOKEPH MU aTHCKHpeH (BK. TO4KH 4.5 1 5.1).

AKO ce NpeleHH, ue TepanusTa ¢ ABoiiHO OnokmpaHe € abconoTHo HeobxonauMa, Tosa Tpadbsa aa
cTaBa caMo nmojJ HaOONEHHETO Ha CTICLHAIIHCT M IIPH YECTO BHUMATEIHO MOHMTOPHUPAHE Ha
6BOpeuHaTa GYHKLMS, eNEKTPOSIUTHTE M KpbBHOTO Hamarane. ACE unxubutopu 1 anrnorensus Il-

peuenTopHu GJ10KepH He TPAOBA Ja ¢e M3MON3BAT SMHOBPEMEHHO NPH NALMEHTH ¢ nHabeTHa
HedponaTu.

Xunepkanuemua: KakTo # npd Apyriure JTEKapCTBEHA NPOAYKTH, KOWTO BIIMAAT BBPXY PSHHMH-
AQHTUOTEH3HH-ANIOCTEPOHOBATA CHCTEMA, XANEPKATHEMHUS MOXKE Ja HACTBHITA MO BpeMe Ha NEYSHHETO
¢ Upnipectan, ocobexo npH Hanyguue Ha Gu0pedHo yBpexIaHe, IPOTCHHYPHA B pe3ynraT Ha auaberna
HehponaTUd H/WIH ChpAeYHa HeaocTaThuHOCT. [IpenopryBa ce BHUMATENHO NPOCIie/iABaHe Ha
CepYMHHA KaJHH NpH pHCKOBH NaUMEHTH (BXK. Touka 4.5).

JIutnii: KomOuHanmsaTa ot numiit 1 UpripecTaH He € Mpenopb4HTeiHa (BK. To4Yka 4.5).

CTeHo3a Ha A0PTATA ¥ MHTPAJIHATA KJana, O Ha XMIepTpodHyHa omuonaTry: Kakto u
IPH APYTH Ba30HIATATOPH, HEOOXOAUMO € NMOBHIICHO BHUMAHHE TIPH NMALHEHTH, KOHTO CTPajar oT

CT€HO3a Ha a0pTaTa Wi MHTPATHATA KJIAIA, WK OT OOCTpyKTHBHa XuiiepTpodina
KapAHOMMOMATHA.

[TepBHYeH AOcTepOHM3bM: [TalHEHTH ¢ MbPBHYEH ATOCTEPOHH3HM OOHKHOBEHO HE TTOKA3BaT
OTrOBOP KBM aHTHXHIICPTCH3UBHH JICKAPCTBEHH NPOAYKTH, KOHTO AeHCTBAT upe3 HHXHOHpaHe Ha
CHCTEMATa peHNH-aHrnoTeH3HH. [Io Ta3u mpuunHa ynorpedata Ha MpnpectaH He ce npenopeyba.

Q6w Ilpn naupenTH, YHHTO CHAOB TOHYC H OE0pedHa QYHKIMA 3aBHCAT OCHOBHO OT AlrHBROCTLS

Ha CHCTEMATa peHHH-aHIHOTEH3HH-AIAOCTEPOH (HANIPHUMED MAIMEHTH C TEXKKA 3¢ ;’." SR in

HeZOCTATBLYHOCT WIH OCHOBHO OBOpedHO 3ab0naBaHe, BIIIKOYHTE/THO CTEHO3a Ha 7

apTepuA ), NeeHHeTO ¢ HHXHOUTOPH HA RHTMOTEH3HH-KOHBEPTHPALIMS €H3HM _ ._

peLienTOPHH AHTArOHHCTH, KOSTO TIOBITHARA TA3M CHCTEMa, CE CBBP3Ba ¢ OCTPa X| ’A. HE ‘ £
Z

OJIATYPHA WK B PEAKHM CiTy4aH octpa 6p0peuHa HeAoCTaThYHOCT (BXK. TOYKA 4.5
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BCHYKH aHTHXUIICPTCH3UBHH CPEICTBA, IPEKOMEPHOTO MNOHHKEHHE HA KPBBHOTO HAIATZHE IPH
NALMEHTH ¢ HCXeMHYHa KapAHOTIATHA WK HCXeMHUYHA CHPASUHOCHI0BA DOIecT MOraT 1a A0BeNaT A0
WHDApPKT Ha MUOKAPAA MIIH HHCYITT. |

Kakro ce Habmoznapa npu ACE-unxuturopure, HupbecapraH ¥ ApYTrATE AHTHOTEH3HH aHTArOHHCTH ¢a
OYEBHAHO MO-MaJIKO €(pCKTHRHH 3a MOHIDKABAHE HA KPLBHOTO HAJAraHe NPH YSPHOKOXKHM MalHEeHTH,
OTKOJIKOTO MPH HE-4€PHOKOXH, BEPOATHO NOpaaH npeobnazapate Ha ChCTOSHHE ¢ HUCKO HHBO Ha
PEHUH NPH YEPHOKOXKHE NALMEHTH ¢ XHNEPTOHUA (BXK. ToYKa 5.1).

Hennarpiina nomynaius: Mip6ecapra e npoyysas npy fienia oT 6 10 16 rofiHH, HO HACTOALIATE
JAHHYU ¢4 HEAOCTATHYHH B IOJKpena Ha ynorpefara My IpH Jiela KoKaTo He OBbAaT NOMyUYeHH
OOITBIHUTEITHH NAHHHM (BaK. To4kH 4.8, 5.1 1 5.2).

BpemenHocT; ITo Bpeme Ha GpeMEHHOCT He TpaOBa Aa ce 3amo4Ba Tepalis ¢ aHrHoTeH3KH I
petientopar aHTAroHUCTH (AIIPA). ITauHeHTKHATE, IUTaHUpaIny OpeMeHHOCT, TpA0Ba fa NpeMHHAT Ha
ANTEePHATHBHE aHTHXHNIEPTEH3HBHH JIeKaPCTBEHH MPOAYKTH ¢ A0KazaH NMpodun Ha 6e30nacHocT 1o
BpeMe Ha OpeMeHHOCT, OCBEH aKO OT TEPBOCTENIEHHO 3HAYCHHE € TepaltiaTa ¢ aHrMoTeHsHH Il -
penenTopHE GlIoKepH na ce npoXwiki. Koraro ce yeraHoBH 6peMeHHOCT, neuenneto ¢ AIIPA Tpsa6sa

He3abaBHO Aa OBAe NpekpaTeHo W Npu HeoOXOMUMMOCT Ja ce 3ano4He ATTEPHATHBHA TepanHs (BX.
TOYKH 4.3 1 4.6).

4.5 BaanmopeilicTBHe ¢ IPYrd JeKAPCTBEHH HPOAYKTH H APYTrH JOPMH HA B3anMOAcHCTBHE

IMypeTviM ¥ IpyTry aHTHXHITEPTEH3UBHU cpeicTBa: JIpyru aHTHXHUIISPTEH3HBHH JICKAPCTBEHH
MPOIyKTH MOTAT Ja 3aCHJIAT XMIOTEH3HBHUTE edekTH Ha HpbecapTan; upbecapraH, obade, e Gui

MpHUIIarad 6e3011aCHO 3aeIHO ¢ APYTH aHTHXMIIEPTEH3UBHH CPeACTBA KaTo Oera-010KkepH, KamiHeBy
AHTArOHHCTH C MPOAB/DKHATENIHO ASHCTBHE U THASHAHHA AMYpPeTHLM. [IpeHIIHO eYeHHEe ¢ Uy PeTHITH
BBB BUCOKH 031 MOXKE 1a ACBE/IE A0 HAMaNIBaHe HA 00eMa H PHCK OT XMIIOTOHHS, KOTATO 3a0YHE
Tepanus ¢ UpnpecraH (Bx. Touka 4.4).

KanueBn no0aBKH ¥ KanHii-ChXpaHABAIIH JMypeTAOH: BE3 ocHOBA Ha onuTa OT ynoTpeOa Ha ApYTH
NEKAPCTBCHH MPOMYKTH, KOMTO MOBIUABAT CHCTEMATA PCHAH-aHIMOTEH3HH, €AHOBpeMEHHATA
ynotpeba Ha Kanuii-ChXpaHaBally JUYPETULH, KalHeBU J00aBKH, 3aMECTHTE/IH Ha COJITA ChABPIKALIH
KaJIUi WA IPYTH JIEKApCTBEHM ITPOAYKTH, KOUTO MOTAT Aa IIOBUIIAT HHBATA HA CEPYMHHA KATHH
(HampuMep XeTlapHH) MOXe [1a AOBE/IE 10 MOBMINABAHE Ha CEPYMHMA KAMUH H 3aTOBA HE Ce
npenopsysa (BxK. Touka 4.4).

Jharuit; TIpu enHospeMenHa ynotpeba Ha muthit ¢ ACE-uHxuburops ce crobmaea 3a 06paTuMo
NOBUIIEHHE HA CEPYMHHTE KOHUEHTPAIMM Ha JIHTHH M TOKCHYHOCT. JI0 TO3H MOMEHT 34 IIOA0DHH
epekTH ce cro0Imara MHOTO PANKO NpH ynoTpebara Ha upbecapraH. 3aTopa Ta3u KOMOHHALIHA HE Ce
npenopr4ea (BxK. ToUka 4.4). Ax0 KOMOMHALMATA C€ OKaXe HeoOX0auMa, NPETIOPRUYMTEIIHO € J1a CE
MPOCTEAABAT CEPYMHUTE HHBA HA JIATHHA.

Hecreponanu npotusopw3nagurennn cpenctea (HCITBC); Koraro anruoTeHzuH 1l aHTaroHHcTH ce
NPHIAraT €JHOBPEMEHHO C HECTEPOHIHH IPOTHBOBBIMAIHTENHE cpeAcTBa (T.e. cenekTuBHE COX-2
HHXMOHTODH, alleTHICATMIMIORA KucenuHa (> 3 g/aaeBHo) H HecenekTuBHH HCIIBC)), Moke na
HACTBNH OTCIA0BAHE HA AHTHXHIIEPTEH3HBHHA €(EKT.

Kaxro npun ACE-uaxubwropure, eiHOBpeMeHHaTa ynorpeba Ha AaHrHOTEH3HH 11 aHTArOHHCTH H
HCIIBC mMose na moBesie A0 NOBHLIEH PUCK OT BJIOINAaBaHe Ha O6bp0peuHaTa GYHKUUSA, BKIIOUMTEIHO K
BBE3MOXKHa OCTpa 6ROpeuHa HeIOCTATBUHOCT U MOBHINIEHHE Ha CEpYMHUA Kanui, ocobeHo npH
MAaLMeHTH ¢ HapymeHa Op6peuna QyHkipa. KoMOuHanusaTa TpabBa fa ce mpuniara C IDBIRHOUQ
BHUMaHHe, 0co0eHO NpH MALMEHTH B cTapuyecka Bu3pacT. [TaumenTure TpaOsa na SEIamimaby
XWApaTHpaHH, Ob0peuHara GyHkimMa TpAOBa peAOBHO Ja ce IMPOCTICAABa CIICH VAN 06;3?0
CAHOBPEMEHHATA Tepanus M MEPHOIMYHO Cl1e] TOBA. T

ﬂDH'BI[HHTEJIHﬂ HHQOQMM_& 34 BSH.HMOQBﬁCTBI{!\ITa Ha g@ecag;gg: H}JH K1 li -

¢dapMakoKUHeTHKaTa Ha HpbecapTaH He ce MOBIMABA OT XHAPOXJIOPOTHASH/IL.
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meTaGonu3upa 0cHOBHO ¢ moMoinTa Ha CYP2C9 1 B No-MaNiKa CTeneH Ypes rokyporupane. He ca
HaGIM0AaBaHH 3HAYMTEIHA (PapMaKOKHHETHYHH WIH (papMakOAMHAMHYHY B3aHMOACHCTBHA NPH
eqHOBpeMeHHa ynoTpeOa Ha upGecapraH ¢ BapdapuH, JEKAPCTBeH NMPONYKT, KOWTO ce MeTrabonu3npa
ot CYP2C9. Edexrrre Ha CYP2C9 unayxropure KaTo pudaMITMUMH BEPXY (PapMaKOKMHETHKATA Ha
upbecapTan He ca oucHABaHH. PapMaKOKMHECTHKATA Ha IMTOKCHH HE Ce IIPOMEHsA NPH €AHOBpEMEHHA

ynotpeba Ha HpOecapTaH.

JlaHHM OT KIIHHUYHY NPOYYBAHKS TIOKA3BaT, 4e ABOHHOTO OJIOKHpaHe Ha peHHMH-aHIMOTEH3HH-
angocrepoHoBara cucrema (PAAC) upes komOuHupaHaTa ynotpeta Ha ACE unxuburopy,
aHruorensus Il-peuentopHu OnoKepH WIM AJTHCKHPEH C€ CBHP3Ba ¢ MO-BHCOKA YECTOTA Ha HEXKENaHH
cbOMTHA, KATO HAPHUMED XMIIOTOHHA, XHIICPKAIMEMHa H HaManiBaHe Ha 6p0peuHaTa PyHKUMA
(BKIIOUMTENHO OcTpa Ob0peuHa HeQOCTaThYHOCT), B CPABHEHHE C yIioTpebaTa caMo Ha €THO
cpeacTBo, AciicTranio Bbpxy PAAC (Bk. Touku 4.3, 4.4 u 5.1).

4.6 DepTHIHTET, OPEMEHHOCT H KbpMEHE

bpeMeHHOCT:

He ce npenopruBa ynorpe6a Ha AIIPA 1pe3 mbpBHA TPHMECTEP Ha OpeMeHHOCTTa (BX. TO4YKa 4.4).

Ynorpebata Ha AIIPA e npoTHBONMOKA3aHA Mpe3 BTOPHA H TPeTHA TPHMECTHP Ha OpeMeHHOCTTA (BX.
TO4YKH 4.3 1 4.4).

EnmMneMrBonorMiHUTe JaHHH OTHOCHO PHCKA OT TEPATOreHHOCT cnel excrosuiiis Ha ACE
HHXHOMTOPH 110 BpEME HA MEPBUA TPHMECTHD Ha OPEMEHHOCTTA, HE C2 3aKIIOYUTEITHH; BCE NTAaK HE
MOXKE /1a c¢ H3K/IIOYH KO NORUINIEH pucK. H Makap, ye HAMa KOHTPOIMpaHH eMMHACMHOIOrHYIHH
JIaHHH 33 PHCKA OT NpHIArade Ha aHrdoteH3uH 11 penenrropum aHraroHHCTH (AIIPA), moaobHu
PHCKOBE MOTaT Aa ChIISCTBYBAT 3a TO3H K/AC JICKAPCTBEHH NPORYKTH. OCBEH B CIIy4aHTe, TIPH KOHTO
€ HATOJKHTENHO 1a ObA¢ mpoab/pkeHa TepamusaTa ¢ AIIPA, nanpeHTKHTe, KOUTO IUIaHUPAT
OpeMeHHOCT TpaAGBa 1a NMPEMHUHAT HA ATITEPHATHBHHN AHTUXHMIIEPTEH3HBHM JIEKapCTBa, KOMTO HMAT
nokasaH npodun Ha Oe3omacHOCT Mo BpeMe Ha GpeMeHHOCT. KoraTo ce yeraHoBH OpEMEHHOCT,

neucnueTo ¢ AIIPA Tpabea HezabapHO na Obie NpEeKPaTeHO H 4 3aNI0YHE AITEPHATABHA TEpAITHA [1IPH
HEOOXOIMMOCT.

Hma pasHy, ye exkcnosvuuaTa Ha AIIPA o BpeMe Ha BTOpHS H TPETHA TPHMECTBHP BOIH IO
GETOTOKCHIHOCT NPH X0opa (HamaneHa Dp0peuHa PyHKUMA, OTHTOXHAPOAMHHOC, 3a0aBAHE HA
ocH{UKAIIHATA Ha Yeperna) H HEOHaTaIHa TOKCIHOCT (6p0peuHa HeIOCTaATHYIHOCT, XMIIOTOHMA,
XunepKanieMun ) (Bk. Touka 35.3).

Axo ekcrioznmuaTa Ha AIIPA e HacThIWIA clien BTOPHS TPHMECTED Ha HPeMEHHOCTTA ¢€ NPENMOPhUBa
HabJIOicHUE ¢ yaTpa3ByK Ha OnOpedHara QyHKIMA U Yepena.

Kspmadera, unnTo maiiki ca npremaind AIIPA, Tpsa6sa na 6baaT BHHMaTenHO HabMOaBaHH 3a NOABA
Ha XAMOTOHKUA (BX. TOYKH 4.3 1 4.4),

Knpmene:
Tsit kaTo HAMa HHOpMaUHa oTHOCHO YnoTpebaTa Ha MpnpecTaH o BpeMe Ha kbpMeHe, Mpnpectan
HE Ce NMPenopbYBa N0 BpeMe Ha KbpMese. 1o BpeMe Ha KbpMeHe, 0cofeHO MpH KbPMEHE Ha

HOBOPOACHO HIH HEAOHOCEHO Oele ce MpeAIIOUYMTAT ANTEPHATHBHHE JIEKAPCTBEHH NMPOAYKTH ¢ JOKA3aH
npodun Ha 6e3omacHoCT,.

He e u3BecTHO Najm HpGecapraH HWIH HETOBUTE MeTAGOMMTH Ce EKCKPETHPAT B JOBEMKOTO MIASKO.
Hanuyuu dapMakoAMHAMMYHH H TOKCHKOJIOPHYHH /JAHHY NIPH [UTBXOBE MOKA3BAT EKCKPSHATS

i
upbecapTaH HIM Ha HETOBHTE METabONHMTH B MIIAKOTO (33 MOAPOOHOCTH BIDKTE TOUEA 13, flo

Oeprunurer
HpGecapran He 0Ka3Ba ePeKT BLPXY (PepTWIMTETAa HA TPSTHPAHH ILUTEXO0BE H TAXND TR
HHBATA HA JI03Y, NpeIM3BHKBAIIH [IOABATA HA MbPBUTE MPH3HALM HA TOKCHYHO 5 Yé
TOuKa 5.3). N\
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4.7 EdexTH BHLpXYy cnoco6HOCTTA 33 IDNOPHAPaHE H patoTa ¢ MAIIAHH

He ca npoBexaann NMpoy4YBaHua 3a e)eKTHTE BBPXY CIIOCOOHOCTTA 3a lodMpaHe H padoTa ¢ MAUTHHA.
B®3 ocHOBa Ha (hapMaKOAHHAMWYHHTE MY CBOHCTBa, HAMAa BEpOsSTHOCT updecapraH a NOBITHABA Ta3H
cnioco6xoct. ITpu modupaHe win pabora ¢ MaIMHH TPAGBa a C& B3eMe M0 BHMMaHHe dakra, Je e
BBE3MOJKHO Ia HACTHITH 3aMaifBaHe HITH YMOpa [0 BpeMe Ha JIeYSHHETO.

4.8 HexenanH JeKapcTBeHn peaKnHA

ITpu nnane6o-KOHTPOIHPAHA U3NHTBAHAA BHPXY IMAIIHEHTH ¢ XMIIEPTOHUA, 001{aTa YECTOTA Ha
HEXKEIAHM IEKAPCTBEHH PeakiiMy He Ceé PasidyaBa Mexay rpyrmate Ha apbecapran (56,2 %) 1 Ha
nnanebo (56,5 %). OtnanaHe oT IeYeHHETO TIOPATH KIMHAYHH HIH 1ad0paTOpHH HEXEIAHH PEaKIHH
ce Habmoaaea MO-psaaKo B IpynaTa Ha JieKyBanu ¢ upbecapran nampenTd (3,3 %) OTKONKOTO B
rpynara nauuesTH Ha mianebo (4,5 %). Yecrorara Ha HEXENAHKETE PEAKUMK HE ¢ CREP3aHA ¢ 02814
(B MpenopbYBaHUA A030B AHANA30H), [10JIa, BH3PACTTa WM NPOABDKHTEIHOCTTa Ha Ne4eHHETO.

[py aHabeTHiii ¢ XHNIEPTOHHA W MHKpOAIOyMHUEYpHS H ¢ HopMaiHa 6p6peuHa hyHKIMA, MMa
CHOOILCHHS 32 OPTOCTATUYHO 3aMaiiBaHe H opTocTaTHYHA XunoToHud B 0,5 % ot nanuenTHTe (T.€.
HEYECTH), HO MOBEYE OTKONIKOTO IIpH I1anedo.

ChneqHHST CIIMCHK MPEICTABA HEXKEJIAHUTE JIEKAPCTBCHH peaKILHH, KOUTO ca chobmanaHi Npi
mnaneGo-KOHTPONIHPAHK U3NMTBAHHA, TPH KOKUTO 1 965 maimeHTH ca eKyBaHU ¢ HpOecapTaH.
Orbenaszanmre che 3Be3NHUKA (*) HEXKETAHW JIEKAPCTBEHH peaKiliy ¢a CHOOIMIEHH AOITBIHHTENHO B
> 2 % oT nuabeTHLH ¢ XMITEPTOHMA, KOUTO CTPaJaT OT XpoHHYHA 6BOpeYHa HEAOCTATEIHOCT H
3HAYMTENHA IPOTCHHYPHA U ca ToBeYe OT TE3H NMpH IU1anedo.

YecToTaTa Ha JONYOIMMCAHHUTE HEXXKEJIAHH JICKAPCTBEHHM peaKLMH Ce ONpenend o cjleAHus HAYHH:
MHoro gects (= 1/10);

Yectu (> 1/100, < 1/10);

Heuectu = 1/1 000, < 1/100);

Peaxu (> 1/10 000, < 1/1 000);

Mmuoro pejixu (< 1/10 000).

[Ipn BcAkO rpynHpaHe MO YECTOTA, HEXKEIIAHHTE JISKAPCTBEHH PEaKLMH ce H30pO4BaT B HH3XOAAIN Pl
[0 OTHOIIEHHE Ha TAXHATA CEPHO3HOCT.

H36poenn ca CHIIO HEXeNaHH peaki, JOKIAZBAHH AOMBIHMTENHO OT NOCTMAPKETHHIOBUA OIIHT.
Te3u HexkenaHH peakUMH ¢a MOMy4YeHH OT CIIOHTAHHH CHoBmeHus.

Hapyvuenua na xpvema u numnama cucmemaq
C Hen3BecTHa yecToTa: TPOMOOIIMTONCHMS

Hapyviuenun na umynnama cucmema
C HenssecTHa 4eCTOTA: peaKiHH Ha CBPBXYYBCTBHTEHOCT, KaTO aHTHOESAEM, OOpHB,
YPTHKApHA

Hapyuernua na memabonuzma u XpareHemo
C HeM3BeCTHa YeCTOoTA: XHIIEpKaTHEMHs

Hapvuienun na Hepenama cucmema.
Yecrn: CBETOBRBPTENK, 3aMAAHOCT IpH H3MpaBaHe™*

C HeH3BECTHA YECTOTA: BEPTHIO, Inapobonue

Hapvwenus na yxomo u rabupunma:
C Hen3BeCTHA YECTOTA: IIyM B YLIHTE




Cvpoeynu HapyiueHus.

HeuecTtn: TaXHKapOusa

Cvoosu Hapyuenua:

Yecru: OpTOCTAaTHYHA XHIIOTOHUA
Hegecn: 3a4yepBABaHe

Pecnupamopru, 2ppOHU 1 MeQUACTMURANNY HAPVUIEHUA
Heuectu; KauInuUua

CmoMauno-ypegny HapyIeHus;

Yecru:; raficHe/MOBPBLIAHE
Heuecru: AHApUA, JHCNENICHA/CTOMALIHH KUCE/IMHH
C HeH3BECTHA YECTOTA: NHCTEY3Hs

Xenamobunuapru napyuienua:
Heuectn: AChITTEHH1IA
C HemsBecTHa uecTOTA: XEMAaTHT, HapyLleHa YepHOApOoOHa PYHKIHA

Hapywenun ng xogcama u nooKoNCHamMa MuKdau.
C HeuzBeCTHA YeCTOTA: JIEBKOLIMTOKIIACTEH BACKYJIMT

Hapyuenua na MycKymHo-ckenemuama CUCIeMa 1 CbeQUHUMEeRHama NMoKan.
Yectn: MYCKYIHO-CKeneTHa 6omka*
C HeH3BECTHA HYeCcTOTA: ApTpaJIruA, MRANTUs (B HAKOH CITy4aH € CBBHP3aHO C MOBHIIICHH

IUTa3MEHH CTOMHOCTH HA KPEATHHKHHA3aTa), MyCKY/IHM KpaMITi

Hapyvuwenun na Ovopeyume u nuxounume nvmutya.
C HeH3BeCTHA YeCcTOTA: yBpeAcHa G0peyna QyHKUMA, BRIIOUHTETHO CiTy4YaH Ha 6p0peyuHa
HEAOCTATHYHOCT MPH PHCKOBH MAIMEHTH (BXK. TO4KA 4.4)

Hapywenws na penpodyxmuenama cucmema u 2upoama.

Heuecru: cexcyanHa guchyHKIma

Qbuwu napvuernus u edexmu Ha MACMOMO HA NRPURONCCHUE:

Yectn: yMopa

Heuectn: | DONKA B IbPJIUTE

Hzenedsanu:

Mnoro decTu: XunepkaiHeMusa* ce NposBABa MHOTQ NO-4€CTO [IPH JHabeTHIH,

neKyBaHH ¢ HpbecapraH, 0TKONK0TO ¢ Inaneto. TIpu auaberni ¢
XHIIEPTOHHA H MHKpOANOYMHUHYPHA ¢ HOpManHa Op0peuna QyHKIm,
xunepkandemus (> 5,5 mEq/L) Hactensa npu 29,4 % oT nailueHTHTE -
B rpynarta Ha HpBecapran 300 mg u 22 % or naumeHTHTE B rpynara
Ha mnauebo. Ilpn guabetvim ¢ xuneproHna ¢ xpoHUyHa 6L6pedHa
HENOCTATHYHOCT ¥ H3ABEHA [IPOTCHHYPHA, XHIIEPKATHEMHES (= 5,
mEq/L) nacrenea npu 46,3 % oT manMeHTHTE B rpylaTa Ha
upbecapras v 26,3 % or MALMEHTHTE B TPYIIATA Ha IIaneoo.

YecTu: 3HAYATETHO TIOBHIIEHHE B M1a3MeHATa KpeaTHHKHHA3a ce Habmoaara
vecto (1,7 %) npu maliueHTH JIeKyBaHH ¢ upbecapral. IlosHnieHHETO
HE Ce CBBP3Ba € IIHHHYHO 3HAYMMH MYCKY/IHO-CKEIETHH CHOHTHA.
ITpu 1,7 % oT nanmMeHTHTE ¢ XHNEPTOHKA ¢ Hampe#Hana AHadeTHa
HedponaTHA TeKyBaHH ¢ HpbecapTaH, ce HaOMIOAaBa IOHIXKEs
xeMoroOHHa*, KOeTO He € KIIHHUYHO 3HATMMO.

IleaHarpyuyHa MOMyJIALNAs:
B panaoMH3upano npoy4vsaHe Ha 318 nena ¥ JOHOIIM C XHIIEPTOHMA HA BE3PACT M€

16 rogpny, ca HabOAaBaHN CIICOHATE BeXKENaHH JIEKApCTBEHH PeaKIiH N0 BPEME NE
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ABOMHO-CNIANA $a3a OT H3NHUTBaHETO: rnasobonue (7,9 %), xunoronus (2,2 %), samakirare (1,9 %),
kaumua (0,9 %). Ipes 26-ceAMHYHHA OTKPUT NEPUOA HA TOBA H3NHTBAHES HAH-YECTHTE JIabOpaTOpHH
OTKJIOHEHHA ca 611 mOBMUICHHE Ha KpeaTUHHHA (6,5 %) u NOBHIICHH CTOHHOCTH Ha

KpeaTHHK#HA3aTa mpu 2 % ot leKyBaHWTE AeliA.

CopobinaBane Ha NOIO3MPAHH HEXENAHH PEAKIIUH

CrobmaBaHeTO Ha NOLO3SHPAHM HEXENaHH PCaKLHH Ciiel] paspellaBaHe 3a ynoTpeba Ha JIeKapCTBCHUA
MpOAYKT € BaKHO. TOBa NMO3BOJIABA 1A MPOXB/DKH HAGHIOAEHHETO HA CHOTHOLIEHHETO nonsafpncx 3a
NeKapcTBeHHS PoayKT. OT MEHIMHCKHTE CIICLMANIMCTH ce M3HCKBa 2 ¢h00IMAaBaT BCAka
NOJO3HUpAHA HEKENAHA PEaKIIUsA Ype3 MBMHIHHTEHA areHIMA 11O JIeKapcTBaTta, yi. JlaMaH I'pyeB”
Ne 8, 1303 Codma, ten.: 02 8903417, yebeaiiT: www.bda.bg.

4.9 Ilpexozmpane

Cummromu:

ONHTHT NIPM BH3PACTHH C EKCNO3HLIMA Ha 103K Ao 900 mg AHEBHO B MpOAR/KEHHE HA 8 ceaAMHIIM He
MOKa3Ba TOKCHYHOCT, Hail-BepOATHHTE NpOsABH HA NIPEAO3MPAHE CA XHIIOTOHHS H TAXHKApPAWA, B
pe3y/ITAT HA NPEAO3HpaHe MOXKE 14 HACTHIM H Opagukapaui.

JlegeHHE:

HsiMa KOHKpeTHa HHBOPMAlIHA 3a JISYeHHe TIPH Npeao3HpaHe Ha upbecapraH. ChCTOAHHETO Ha
MauueHTa TPAOBa Ja ce ¢lIeAH BHHMATEIHO M JieueHHeTo Aa Obe CHMITTOMATHYHO H MOAXBPKALIO.
[IpesnaraHMTe MEPKM BKTIOUBAT ITPEAR3BHKAHO TIOBPbINAHE M/HIH CTOMAIIHA NNPOMHBKA. [pH
JIedeHHE Ha TPeIo3HPAHE MOXKE Aa Ce M3IOJ3Ba U akTHBEH BhINICH. Mpbecapral He ce OTCTpaHABa
ype3 XEMOAUATH3a.,

5. ®GAPMAKOJIOI'MYHM CBOHUCTBA

5.1 PapmaxoauEaAMHIHM CBOHCTBA

hapMaKkOTepalicBTH4YHa IPyTia; Anrvorensi# 1] aHTaTOHHMCTH, CAMOCTOSTEIIHO.
ATC xoa: CO9C A04.

MexanuspM Ha feiicrpue: Upbecapran e MolleH, NepopaiHO akKTHBEH, CelleKTHBEeH aHrHoTeH3MH 11
peuentopeH (Tin AT1) anTaronucT. Toit 610KHpa HANOCTHOTO AeHCTBHE Ha aHTHOTCH3HH 11
MeauHupaHo oT AT1 pelenrrop, He3aBHCHMO OT M3TOYHHKA WITH ITHTA HA CHHTE3a Ha aHTHOTeHs3HH IL
CeneKTHBHUAT AaHTATOHH3BM CIIpsiMo aHrHOTeH3MH 11 (AT 1) penlenTopu BoaM 10 MOBHIICHHE HA
IUTa3MEHHUTE HUBA Ha peHUH H HUBATA Ha aHTHOTEH3HH I, KaKTO H HO MOHIDKaBaHe HA TJIa3MEeHHTE
KOHLIEHTpaIlHH Ha angocTepoH. CepyMHHTE HHBA Ha Kajldsd HE Ce BIIMAAT 3HAYHTEIHO OT HpbecapTaH
NPHIOKEH CAMOCTOATEIIHO B mpenophuBanuTe no3u. Upbecapran ve uaxubupa ACE (xuuuHa3za-1I) —
eH3UM, KOiTO reHepupa aHrHOTeH3MH-11 1 cBIO Taka pasrpaxia OpagHKMHHHA 0 HEAKTHBHH
Metabonutu. Upbecapran He H3uCKBAa MeTa0OTHTHO aKTHBHPAHE, 3a Aa MPOSIBH CBOATA JAEHHOCT.

KnuamyHa edbUKaAcHOCT:

XHNEePTOHUA
 Hpbecapran noHmwkasa KPHBHOTO HAJIAraHEe ¢ MHHMMAITHA IPOMAHA B ChpAeYHATa YeCTOoTa.
[TonwkaBaHeTO Ha KPHBHOTO HAJIATAHE € CBBP3aHO ¢ [03aTa NPH 6AHOKPATEH AHEBEH MPHEM, C
TEHICHITAA KbM JOCTHraHe Ha TnaTto npr 7o3u Hap 300 mg. o3u ot 150 - 300 mg pepbK JHEBHO
NOHWXABAT KPHBHOTO HAIATAHE B JIETHAJIO MITH CEAHAJIO MOJIOXKEHHE B MPOABLDKCHHE Ha 24 Yaeat
npueMa cbe cpeano 8 - 13/5 - 8 mmHg (crcTONHO/AHACTONHO) NOBEYE OTKOAKOTO npH ek
MaKCHMAJTHOTO TIOHMEHHUE Ha KPBBHOTO HANIATAHE Ce JOCTHIA 3 - 6 4aca ciiel nprepd g
TIOHH>KABALUAT KPEBHOTO Hajisrane edekT ce noaxspixa Haf-Manko 24 gaca. Cuen 2
NOHIKEHHETO Ha KpbBHOTO HamAraHe e 60 - 70 % oT choTBeTHHA MakCHMAaNIEH OTTQ
OTHOINEHHE Ha UACTOJIHOTO ¥ CHCTOJNHOTO HANATaHE B IpernopbuBaHuTe A03H. IIpHg

e ——
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BEAHBK AHEBHO BOAM 10 HAM-HHUCKA CTOMHOCT B CpeieH 24 YacoB OTrOBOp CXOACH Ha TO3H HpPH
NpHIarase Ha chiliata oOma 4034, pa3fc/icHa Ha /IBa OT/SIHH npieMa. [IoHKaBaLUAT KPBBHOTO
Hansrade edekt Ha HpnpecraH ce nposapsea cieq | - 2 ceqMHLIM, KaTO MaKCHMAaNeH edekT ce JOCTHra
4 - 6 cemMHLM CJIe HAYAIOTO Ha TepanuaTa. AHTUXHIICPTEH3HBHUAT eeKT CE MOAabpxKa N0 BpeMe
Ha NPOABLJDKHTENHa Tepanud. Ciieq mpekpaTaBale Ha TeparMaTa, KpBHOTO HANATaHE NOCTEIICHHO Ce
BPBbHIA KbM M3XOAHUTHTE CH cTOMHOCTH. He ce Habmonara pebayHa XMnepTOHH.

[ToHmwKaBaUMAT KPBEBHOTO HalAraHe edekT Ha upOecaprad ¥ THA3HAHU JHYPETHLIM € aquTHBeH. [Ipn
NAIHEHTH, KOMTO HE MOCTUTaT AOCTaThYEH KOHTPOJI caMo ¢ MpHeM Ha upbecapraH, 100aBAHETO Ha
HHCKa A03a xuApoxnopoTua3na (12,5 mg) keM upbecapTad BEAHEXK JHEBHO BOIH 10 JOITBJIHHTEIHO
[OHKEeHHWE Ha KPBBHOTO HaLAraHe ot 7 - 10/3 - 6 mm Hg (cucronxo/macTonHo) cnpamo mianebo.
Eduxacrocrra Ha Hpripectas He ce BIKse OT Bh3pacTTa WiH noja. Kaxro u npu apyrure
NEeKApCTBEHH NPOMYKTH, KOHTO BIMAAT BbPXY CHCTEMATA PEHHH-aHTHOTEH3HH, YEPHOKOXKHTE
ALMEHTH ¢ XUIIEPTOHMS [T0KA3BAT 3HAYHTEHO IO-HUCHK OTFOBOP Ha MOHOTEpanua ¢ HphecapTan.
Koraro upbecapran ce npu/iara eJHOBPeMEHHO ¢ HMCKA 710338 XHAPOXJIOpoTHasH (Hanpumep 12,5 mg
JHEBHO), AHTHXHIIEPTEH3HBHHAT OTrOBOP MPH YePHOKOKH MALMEHTH ce nodmbkasa 10 TO3H Ha
nanueHTH oT 6snara paca. Hima KIHHHYHO 3Ha4MM eeKT BEPXY CEepYMHATA KOHLEHTpAIHA HA
NMKO4HATA KHCEITHHA WIH OTAC/ISIHETO Ha MHKOYHA KMCE/IMHA B YPHHATA.

IlenHaTpuyHa MOMYJIALIHA:
[MNommwxenyeTo Ha XpHBHOTO Hansrase ¢ 0,5 mg/kg (Hucka), 1,5 mg/kg (cpeana) u 4,5 mg/kg (pHcoka)

LIeJIeBa THTpHpaHa n03a HpbecapTaH e oLeHeHO NpK 318 xunepTeH3uBHE KITH PHCKOBH {C AHaberT, ¢
daMIiHa aHAMHE3a 3a XHIICPTOHUA) fiel1a ¥ IOHOWM oT 6 A0 16 roauHu B MpOALIDKeHHE HA NIEPHOL OT
3 cenmuy. B xpas Ha TpH- CeAMHYHHSA NEPHO OT CPEAHO TIOHIDKEHHE CIIPAMO OT H3XOAHOTO TpH
TbPBHYHA NMPOMEHJIHBA Ha €PUKACHOCTTA, HAH-HUCKATA CTOMHOCT Ha CHCTO/IHOTO KPBbBHO HAJIATAHE B
cegHanc nonoxenue (SeSBP) e 6wno 11,7 mmHg (mcka po3a), 9,3 mmHg (cpenna noza) v

13,2 mmHg (Bucoka Ac3a). He e ycTaHOBeHa 3HAUMMA pazjidKa MeXTy Te3H o3H. CpejHaTa IpoMIHa
CIPAMO HAM-HHCKUTE CTOHHOCTH Ha QHACTONIHOTO KPBBHO HAlLATaHe B ceaHano nojgoxexnne (SeDBP) ¢
cnenuata: 3,8 mmHg (1ucka no3a), 3,2 mmHg (cpeaua xno3a), 5,6 mmHg (rucoxa nosza). Hpes
clieABAllHA NEPHO OT ABE CEAMHMIM, KOraToO NALMEHTHTE ¢a IIOBTOPHO paHAOMM3HMPAaHH HA AKTHBHO
NeKapcTBO WIH rrauefo, nampieHTHTe Ha 1wianeto ca umanu nosuiueHue ot 2,4 u 2,0 mmHg 3a

SeSBP u SeDBP B cpapHenue ¢ npomana ot +0,1 i -0,3 mmHg croTBETHO NPH BCHYKH A03H
Hpbecapran (BXK. TOYKa 4.2).

Xuriepronus ¥ Hepponarya npy Auader Tum 2

[Ipoyusanero ,,Mpbecapran Diabetic Nephropathy Trial /TIpoyusane 3a npbecaptan npu quabetHa
Heponarus (IDNT)” nokasea, ye upbecapTaH HaMalsABa MPOTPECHPAHETO Ha HE(POIATHATA MPH
NAUMEHTH ¢ XpOHHYHA OBOpevHa HemocTaThYHOCT H m3aeeHa npoteuHypud. IDNT e apoitHo-crisno,
KOHTPONHPAHO U3NMTBAHE BHPXY 3a00MeBaeMOCTTa H CMBPTHOCTTA, cpaBHABALIO HpbecapTaH,
aMITOMITHH B Iaie6o. Macneapanu ca 1 715 mauyeHTH ¢ XMIIEpTOHNHA ¥ guabeT THI 2, NpOTEHHYpUA
> 900 mg OqHeBHO H cepyMeH KpeaTHHHH oT 1,0 - 3,0 mg/dl, no oTHoOLIEHHE Ha ABITOCPOUHMTE ePEeKTH
(cpeamo 2,6 ronmum) Ha upOecapTan BBpXy NmporpecupaneTo Ha Ox0peunoTo 3abonssane n o6inaTa
cMBpTHOCT. ITanenTyTe ca THTpHpaHy oT 75 mg no noaxppxaina nosa ot 300 mg upbecapraH, ot
2,5 mg no 10 mg aMnoannuE WM rmnauedo B 3aBHCUMOCT OT NMOHOCHMOCTTR. IlatmerTHTe BBB BCHYKH
rPyNK 32 JIeYSHHE Ca NOIY4YABATH OOMKHOBEHO MEXY 2 U 4 aHTHXMIIEPTeH3HBHH JIEKApCTBa
(HanpuMep nuyperuiH, Oera-0Ookepu, andga O1o0Kepu), 3a /1a JOCTHTHAT MPEABAPHTENHO ONPENCTICHO
HHUBO HA KPBBHOTO Haiarave < 135/85 mmHg wnu nonmwxenue ¢ 10 mmHg 3a cHcTOMHOTO HANATaHe,
aKo M3xoaHara cTodHocT e 6mna > 160 mmHg. IllectoeceT nmpouenta (60 %) oT nauueHTHTE B
rpynata Ha rianeSo ca JOCTHIHAJIH TOBA LIEJIEBO HHBO HA KPBBHOTO HaJlraHe, JOKATO Tasd mHpa e
76 % u 78 % croTBETHO 32 rpynuTe Ha HpbecapTad ¥ amnoaunuH. HpbecapraH 3HaAYHTENHO
NOHIDKARA OTHOCKTEIHHS PUCK B ITbpBHYHa KOMOMHMpaHa KpaliHa TOUKa OT YABOSBAHE Ha CepyMEHHs
KpeaTHHMH, KpaiiHa crereH Ha OpOpeunoro 3abomapane (ESRD) win o6ima cMbppTHOCT. Of ;
OT MALMEHTHTE OT rpyrara Ha HpbecapTaH NOCTUrar ILPBHYHATA KOMOHHHpaHa KpaiHs
oTHOWEHWE Ha 610peuHoTO 3ab0nsBane B cpaBHEHHE ¢ 39 % U 41 % mpH rpynara Hy
rpymnara Ha amaogunuH (20 % moHkKeHHe Ha OTHOCHTEIIHIA PHCK cipamo rnanetq/f
23 % noH¥KEeHHE Ha OTHOCHTEIHHA PHCK CripaMo amioaunuH (p = 0,006). Koraro ¢pis
HHIHBHIyATHHTE KOMIOHEHTH Ha MbPBHYHATA KpaiHa Touka, He ¢ oTOenasal efeky)\ B
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CMBPTHOCT, 2 CBLIEBPEMEHHO ¢ 0TOeNA3aHa MOOKHITENHA TCHICHLIHA B HAMANABAHE HA CIy4anTe ¢
KpaHHa cTeneH Ha 650peuHoTO 33b0nsaBaHe ¥ 3HAYWTEIHO MMOHKCHHE Ha CITYYaHTe ¢ yABOABAHE Ha

CEpYMHHMS KpEaTHHUH,

Moarpyrm no non, paca, Bx3pact, NPOTB/DKHTETHOCT Ha AHabeTa, H3X0JHA CTOHHOCT Ha KPBBHOTO
HaJlAraHe, CEPYMEH KPeaTUHMH M CTeNeHTa Ha OT/ieNigHe Ha anbyMHH ca OLICHABAHH 3a eekra oT
neyeHrneTo. B noarpyieTe ¢ XeHH M YSPHOKOKHU TIAl[MEHTH, KOHTO ChCTAB/IABAT CHOTBETHO 32 % H
26 % ot o0maTa nomyalHg Ha IpOyYBaHeTO, He € YCTaHOBEH OarompuaTeH edekT 3a 6p0peunTe,
MaKap, Ye HHTepPBaia Ha JOBEPUTEITHOCT He TO m3kmo4Ba. [1o oTHOLIeHHe Ha BTOpHYHATA KpadHA
TOUYKA Ha aTansm 1 He-haTanHM ChpAeYHO-CEAOBH ChOUTHS, HE c& HaOMmONaBa pazinka MeXIy TpUTe
rpyIH Ha 061IaTa MOMynauus, Makap, ye ce Habmonapa NORMIICHHE Ha YeCTOTATA Ha HedaTaieH
MH(APKT Ha MIOKApAA TIPH KEHHTE M HaMAJIIBaHE YECTOTAaTA HA HedaTaneH HHapKT Ha MHOKapAa
MPH MbXKeTe B rpynara Ha upbecapras, B cpaBHEHHE ¢ rpynara Ha mianebo. [fosyinena yecTora Ha
Hedaraned HHQAPKT Ha MHOKApIa ce HaOMmoAaBa NpH JKeHH B rpynaTa Ha upfecapTald crpaMo
rPyNaTa Ha aMICAKIHH, KOKATO XOCTIMTA/IW3AIMATA NOPajyl ChpASYHA HeAOCTAThNHOCT ¢ Owia
HamaneHa B of1ara nomyaaupst. He € HaMepeHO OGACHEHHE 3a Te3H HAXOAKH IPH JKEHHTE.

[Ipoyusanero “Effects of Irbesartan on Microalbuminuria in Hypertensive Patients with type 2
Diabetes Mellitus (IRMA 2) Edextu Ha HpbecapraH BEpXY MHUKpOaTCYMHHYPHS MPH XUIIEPTOHHLH
ChC 3axapeH AHabdeT THO 2” NOKa3Ba, Y€ NpU NALMEHTH ¢ MHKPOANOYMMHYDPHA (IPHIIAraHeTO Ha
upbecapran 300 mg nHeBHO 3abaBd nMporpecupaneTo Ao u3ABeHa nporeHHypui. IRMA 2 e mnanebo
KOHTPONMPAHO, JBOHHO S0 NIpoy4BaHe BHPXY 3abonesaemoctra npu 590 nanmenTn ¢ Auaber
TN 2, Makpoanbymurypus (30 - 300 mg qHeBHO) H HopMaTHa OBOpeuHa QyHKIHA (CepyMEH
kpeaTuHyH < 1,5 mg/dl npu Mbxe u < 1,1 mg/dl npu skenun). [Ipoyusanero H3cmeaBa ABITOCPOYHHTE
epextr (2 roAMHH) Ha HpbecapTaH BBPXY MPOTPECHPAHETO 10 KIMHAYHA (M3jIBCHa) IPOTCHHYPHA
(cteneH Ha oToe/He Ha anOoymuH B ypuHara (UAER) > 300 mg auesHo 1 ysenudenue Ha UAER ¢
Haii-manko 30 % crpsiMo u3xonHara croMHocT). IlpeaBapyTenHo onpeneseHOTO MPHIETHO HHBO Ha
KPBEBHOTO Hajarane e 6uno < 135/85 mmHg. JlomrenHaTenso ca npunaraHy Criopex Hy>KIHTE
aHTUXMIIEPTEH3UBHH cpeacTha (¢ m3kmouenue Ha ACE unxubwropn, anrnoteHsuH H perenropau
AHTATOHMCTH H AHXHAPONMPHIHHOBH KAIUEBH AHTATOHUCTH) 3a JOCTUraHe Ha XKEMaHOTO HUBO Ha
KPBBHO HayATaHe. VI Makap, 9e BHB BCHUKH IPYIIH ¢a IIOCTMIHATH CXOOHH HHBA Ha KPHBHOTO
HaJsraHe, Mo-MaJIko NaUMeHTH B rpynarta Ha upbecapran 300 mg (5,2 %) OTKOJIKOTO B rpymnara Ha
rnauebo (14,9 %) nuau B rpynara Ha upbecaprad 150 mg (9,7 %) ca nocTHryanu kpaiHaTa TOYKa Ha
H3ABEHA NIPOTEHHYPHA, MIOKA3BaliKH MOHKEHHE Ha OTHOCHTEITHHA pucK ¢bC 70 % cnpamo mnanebo
(p = 0,0004) npu no-pucokata no3a. He ¢ HabnronapaHo CHITBTCTBAILO NOACOpEHHe Ha CTETICHTA Ha
rmomepynuara dunrpanms (GFR) npes nupeuTe TpH Meceiia OT JeyeHneTo. 3a0aBeHoTO
NporpecHpane A0 KIHHMYMHA MPOTCHHYPHS € CTAHAJIO ABHO OILIE CASH TPH MeCelia H e NPOABIDKHIO
[pe3 2-roAMIIHKA NTepHo. BpbinaHeTo KbM HOpMOATOYMHHYPHA (< 30 mg/ AHEBHO) € NO-YECTO B
rpynata Ha upbecapran 300 mg (34 %) oTkoNKOTO B rpynara Ha manebo (21 %).

JBoiiHo 6N0KHMpaHe HA peHHH AHTHOTEH3HH -alAocTepoHoBara cucteMa (PAAC)
Jee ronemu paEaomMusupans korTponupan npoyusanus —- ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texyime rio0anHo uanureane 3a
KpafHH TOUYKH HA TEIMMCAPTAH, CAMOCTOATENHO ¥ B koMOuHaug ¢ pamunpun) ¥ VA NEPHRON-D
(KotMHHYHO Npoy4YBaHe CREP3aHO ¢ pasBHTHE Ha HedponmaTHa npu Auaber, NPOBEAEHO OT
MUHHCTEPCTBO MO BLIPOCHTE Ha BeTepaHuTe) — MPOy4BaT yNoTpedaTa Ha koMOuHaipsTa oT ACE
uHXxHOHTOP U aHrHoTeH3uH II-penenropen Hmokep.

ONTARGET e npoyusane, NpORELCHO [PH MALMEHTH C AHAMHES 32 ChPIECYHO-ChAOBA HITH
MOIBYHOCH0BA OoMecT, WK 3axapeH quabeT THN 2, MPHAPYXKEHH ¢ JaHHH 38 YBpeXXJaHe Ha
edexroprn oprasm. VA NEPHRON-D e npoyuBaHe Tipy NallHeHTH ChC 3aXapeH quabet THI 2 H
nvabeTHa HedponaTHs.

Tesn npoyusaHusa He MOKa3BaT 3HAUYMM OJaronpusTeH edekT BbpXy OpOpeyHHTe H/IH ChPIK
CBJIOBHTE MOCIICANIIM H CMBPTHOCT, KATO CHLIEBPEMEHHO ¢a HalmoxapaHH NOBULICH pHEH
XUIEpKaTHEeMHA, OCTPO YBpeXKaHe Ha 6b0peLMTe H/WIM XAMOTOHHA B CPABHEHHE C MO§
Karo ce uMar npeapu CXONHHTE UM (PapMaKONHHAMHYHH CBOUCTBA, Te3M PE3yNITaTH (A H
 3a apyru ACE maxuburtopd u anruoreH3uH II-penerrropun 610kepH.
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ACE HHXUOHTOPH H aHTHOTeH3HH [I-perlenTopHH GilokepH CIIEA0BATENHO He TpA0Ba Aa ce H3NI0/I3BAT
€IHOBPEMEHHO IIpH NallueHTH ¢ JHabeTHA HepponaTHA.

ALTITUDE (KnuaM4yHO NpoydBaHe NMPOBEACHO C ATMCKHPEH NPH MALKEHTH Che 3aXapeH auader

THII 2 ¢ HANOJI3BAHE HA ChPAEUHO-CHAOBU H OLOpeunr 3a00n9BaHNus KaTO KpaliHi TOUYKH) €
NpoyyBaHe, Mpe{HA3HAYEHO Ja H3C/IerA [10J13aTa OT J00aBIHETO HA AIMCKHPEH KbM CTaHAapTHA
tepanua ¢ ACE upxnburop nnm arrnoreHsHH l-penentoper 610kep MpH NallieHTH CHC 3aXapeH
auader THI 2 u XpoHHUHO 656peuno 3aboniaBane, CHPAESUHO-CBAOBO 3a00ABRHE WIH H [BETE.
Ilpoy4BaHeTO € NPEeKpPaTeHO MPeXASBPEMEHHO NIOPATH MOBHINCH PUCK OT HeONAroNpHATHH
nocneauuy. KakTo cepaedHo-ch0BaTa CMBPT, Taka M HHCYITET €a IT0-YECTH B rpymnara Ha
ATMCKMPEH, OTKOJIKOTO B pynara Ha miauebo, a npeacTasissaliiTe HHTEPEC HEXEIaHH CHOHTHA H
CEPHO3HH HeXeNanH ChOUTHA (XUMTEPKATMEMHEA, XMITOTOHHA ¥ OB0peuna mucdymiams) ce cpobmasar
N0-YE€CTO B rpyliaTa Ha aJIACKUPEH, OTKOJIKOTO B rpyliara Ha raieto.

5.2 ®apmMakoKHHETHYHH CBOiicTBa

Crien iepopanHo niprioxkeHHe HpbecaptaH ce abcopbupa aobpe: Npoy4yBaHUs Ha acQJIIOTHATA
OVOHANIMYHOCT JABAT CTOMHOCTH OT npuOnmu3uTenso 60 - 30 %. EanospeMeHHHAT NpHEM Ha XpaHa He
[OBIMABA 3HAYMTEIHO OHOHATHMIHOCTTA Ha HpbecapTan. CBBEP3BAHETO ¢ INA3MEHUTE MPOTEHHH € B
oKkon0 96 %, ¢ HE3HAYHTEIHO CBLP3BAHE ¢ KOMIIOHEHTHTE HA KPBBHHTE KNeTKH, O0eMET Ha
pasnpeenenue € 53 - 93 nurpa. Cren UHTpaBeHO3HO NpriIokeHne Ha 14C upbecapran, 80 - 85 % or
J1a3MeHaTa paauoaKTHBHOCT C€ IBJDKH Ha HerpoMeHeHus upbecaprad. Hpbecapras ce
MeTaGoIH3Hpa B YepHHA Apob Ypes MMCKYPOHKHAHO KOHIOTHpAHE ¥ OKUcieHHe, OCHOBHHAT
IMpKyIupam MeTabonuT e HpbecapraH rimoKypoHHE (pubinzutesHo 6 %). Ilpoyysanua in vitro
MIOKA3BaT, ue UpOecapTaH ce OKUCMABA OCHOBHO C NOMOIITA HA uwroxpoM P45( enanm CYP2(39
n3oeH3uM CYP3A4 uMa HeaHauuTeneH eeKT.

Hpbecapran MMa IMHe#HHA M IPONOPIHOHANIHA Ha 03aTa (PapMaKOKMHETHKA ITPH JO3HPOBLYEH
obxear ot 10 go 600 mg. [To-Manka o1 nponopuuoHanHara abcopbuma ce Habmonasa MpH IEPOPAITHO
MPWIOKEHHE Ha AO3H HasHinasainy 600 mg (apa IMETH Ha MAKCHMAJTHATA MpenopbYBana J103a), HO
MEXAHU3MET 3a TOBA He & H3BECTeH. MaKCHMAIHM IUIa3MEHK KOHLICHTpalMH ce AocTHrar 1,5 - 2 yaca
clies nepopaiHo mpuaokenue. OGIMAT TeneceH 1 6b0pedeH KIUPEHC € choTBeTHO 157 - 176 1

3 - 3,5 mI/MuHyTa. TepMHHATHHAT THMHHALMOHEH TIONY)XMBOT Ha upbecapran e 11 - 15 4aca.
ITnazMeHH KOHLEHTPAMK B PABHOBECHO CBCTOAHME & NOCTHraT 3 OHH CJle]l 3a1l04YBaHe Ha MpHIaraHe
Ha €HOKpaTHA MHEBHA no3a. B eqHo npoyuBaHe ca HabmogaBaHy MAJIKO MO-BHCOKH TUIA3MEHH
KOHLIEHTpAlMK Ha HpbecapTaH IIpH JkeHH ¢ XHIIepTOHHs. Bee nak He ce Habmoaaea pasfivka B
NOMY>KHBOTA H KYMyNHpaHeTO Ha upbecaptaH. He ¢ Heob6xoaHMa KOPEKIHA HA A033aTa NPH KCHH.
Croitaocture Ha AUC 1 Cy,, 33 HpecapTaH ca CHINO MAJIKO [10-BHCOKHM MPH NALUEHTH B CTapdecka
BB3PacT (> 65 romMHM) OTKOJKOTO Mpd Mitaay WHAKBHAH (18 - 40 rogunau). TepMuHaTHAAT
NIOMY>XKHBOT, 00aye, He € 3HAYMTENIHO MpoMeHeH. He ¢ HeobXxoauMo Ia ce KOpHTHpa A03aTa [pH
MAlHEHTH B CTAPYECKA Bh3pAacT. |

HpbecapTad U HerOBHTE META0OIHNTH € ENHMHHHPAT OCHOBHO Upe3 KIIbYHHTe H 6p0peuHE mbTHIna,
Cien nepopatHo WIH HHTPABEHO3HO NPHWIoKeHHe Ha 'C upbecapTas okono 20 % oT

' pPAMHOAKTHBHOCTTA C€ OTKPHBA B YPHHATA, a OCTaHanara 4acT — BbB exanumre. Ilo-manko ot 2 % ot
A03aTa ce EKCKpeTHPA B YPHHATa KaTo HEMMPOMEHEH UpbecapTaH.

[lenuaTpuyHa nomynanHa
PapMaKOKHHETHKATA HA HpbecapTaH ¢ oLieHeHa npy 23 Zie1ia ¢ XUNEePTOHHA CJic MPHEM Ha

eIHOKPATHA ¥ MHOINOKPATHH AHEBHH no3u HpbecapraH (2 mg/kg) no MakCHUMaiHA JHEBHA 1038 OT
150 mg 32 gernpu ceamuim. Ot Te3u 23 Aeua, 21 ca oleHsBaHH 3a CpaBHEHHE Ha F
(dhapMakoOKHHETHKATA C BB3PacCTHH NaupeHT: {IBanageceT neua Hajx 12 rondun, neser ag “ :
16 roaunm). Pe3ynTaTuTe II0KA3BAaT, 4e CTORHOCTHTE Ha Cp,,, AUC H KimupbHCa ca cp’ 5
Ha0moJaBaHuTe NPH BE3PacTHH MalMeHTH momyyasamy 150 mg upbecapran nueaa% -

MHOTOKPATHO AO3HPaHe BEAHBXK AHEBHO ¢€ HAaOMONaBa OrpaHMYEHO KyMYyNHPAHE H
(18 %) B Tu1a3Mara.
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brOpeuno yepexnane: [Tpu nampentu ¢ Op0pedHo yepeskaaHe HIH IMTALHEHTH Ha XEMOAHAIIH34,

(papMakoKMHETHUHHTE NIapaMeTpH Ha HpbecapTaH He ce MpoMeEHAT 3Ha4HTeNHO. Hpbecapran He ce
OTCTpaHABA MTOCPCACTBOM XCMOJHAJIH3A.

HepHonpobuo yepexaane: [Ipu mamueHTH ¢ JeKa 10 yMepeHa LHpo3a, GapMakoKHHETHYHUTE
napaMeTpH Ha HpbecapTaH He Ce NPOMEHAT 3HaYuTeNHO, He ca npoBeXxaaHH H3NMHTBAHHA TPH
TIALMEHTH ¢ TEXKKO YepHOAPOOHO YBpEKIaHE.

5.3 IlpeaknanHuHHA AaHHH 34 6ezopacHOCT

- ITp¥ WIMHHYHO 3HAYMMH JI03H4 HsMA J0KA3areNcTBa 3a abHOpMHA CHCTEMHA HIH TapreTHa OpraHHa
TOKCHYHOCT, HeknuHUYHUTE ipoy4BaHKA 38 6€30NaCHOCT MOKA3BaT, Y& BUCOKH N03H Hpbecapran

(= 250 mg/kg/nuepHo npu nasxose M > 100 mg/kg/nHeBHO Npy MaliMyHH MAaKAaK) MPHYHHIBAT
NOHMXKABAHE HA MOKA3ATENMHTE 32 Y€PBEHH KPBBHH KICTKH (EpHTPOLIMTH, XEMOIIOOHH, XeMATOKPHT).
[Ipu muoro Bucoku Ao3u (> SO0 mg/kg aHeBHO) upOecapTaH HHAYLMPA AeI€HEPaTHBHH MPOMEHH B
6nOpenuTe (kaTo HHTEPCTHLIHANEH HEGPHUT, TyOY/HA ArcTeH3Hd, 0a30¢HIHH TyOynH, TOBHITCHH
TUIa3MEeHHM KOHLEHTPALKH Ha ypes M KpeaTWHHH) ITPH IUTbXOBE H MAHMYHH MaKaK, KOHTO C€ CUHTAT
BTOPHYHM HA XHTOTSH3HBHHTE e()eKTH HA NEKapCTBEHHA MPOLYKT, BOASIIH K0 HamasieHa 6506peuna
nepdysnd. OcseH ToBa HpOecapTad HHAYLHPA XHIIEPIUIa3ul/ XUnepTpodusa Ha IOKCTParioMepyJ/IHHTE
KIeTKH (MpH msXoBe B 71034 > 90 mg/kg nHeRrHO, mpu MaliMyHn Makak > 10 mg/kg naeBHO). CunTa
ce, Y€ Te3H MPOMEHH ca NPHIKMHEHH 0T (apMaKkoNIorH4HOTO AcACTBHE Ha HpbecapraH. IIpHioKeHHETO
Ha pplecapTaH B TEPANICBTHYHH AOQ3H MpH XOpa HE BOAH A0 KIWHHYHO 3HAYMMA

XUnepIUiazua/ xunepTpodus Ha OBLOpeYHHTE FOKCTPATTIOMEPY/IHH KISTKH.

Hsima nannu 3a MyTareHeH, K1acTOreHeH HIIH KapUHHOT€HEH MOTEHIHA.

DepTHIHTETET H PENPOAYKTHBHATE CIOCOOHOCTH HE ¢a 3acerHaTH B MPOYYBAHMA HA MBXKH H )KCHCKH
IUFEXOBE JOPH MPH IMEPOPATHHA AO3H HA ApOecapTaH, MPHUUHABAIIH ONPEAe/IcHa ITapeHTaTHa
tokcHaHOCT (o1 50 A0 650 mg/kg AHeBHO), BRIIOUKUTETHO CMBPTHOCT NpH Hal-BHCOKATA 1034. He ca
HaO/MoZaBaHK 3HAYMMH e(eKTH BPBXY OpOA Ha JKBITHTE Tella, MMIUVIAHTAHTHTE HIH XKHBHTE PETYCH.
HpbecapTaH He 3aCATa NPEKUBASMOCTTA, PA3BUTHETO WIH BB3IIPOH3BEKIAHETO Ha [TOTOMCTBO.
[IpoyuBasmsTa NpH KUBOTHH 110KA3BAT, 9¢ pagHOAKTHBHO Oeilsi3an upbecapTaH ce OTKpHBA BBB
deTych Ha IIBXOBE M 3aim. UpOecapraH ce oTaend B MIIMKOTO Ha KEPMEIIH ILTEXOBE.

ManuTeanmaTa ¢ NpHIOKeHHe Ha MpGecapTaH NpH XUBOTHH MOKA3BaT TIPEXOIHH TOKCHYHH epeKTH
(yBenmmyenre Ha GHOPEUHOTO JiereHye, XHAPOYPeTep MIH TIOAKOXKEH e1eM) Tipu ¢eTyCH Ha IUIBXOBE,
KOMTO NpeMHHABaT clie]l pax/ake. ITpu 3aiiuu ce HaGmoaasar abOPTH WM paHHA Pe30pOLIMA MpH
1O3#, KOHTO NPHYHHABAT 3HAYHTEIIHA TOKCHUHOCT 33 MaHKaTa, BKSTIOYHTEHO H cMbPTHOCT. [IpH
IUTHXOBE HITH 3afiliM He ce HabmonapaT TepaToreHHH edeKTH.

6. ©APMANITEBTUYHU JAHHHA

6.1 Cnuecpk Ha DOMOIMHHETE BelllecTBA

Hopo na mabaemxama.
Kpockapmenosa HaTpHit (E468)
llesmrynosza, Mukpokpuctana (E460)

Xunpomenosa (E464)
Manuton (E421)

Marnesues creapar (E572) |
CwiHimeB IHOKCH, KONOHAEH, 6esomeH (ES551)

Durmoeo noxpumue:
XHOPOKCH MPOMUILEITYJIO3a

XHUIIpoOMeNnosa
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Makporon 6000
Turanos auoxcHa (E171)

6.2 HecbBMECTHMOCTH

Henpunoxumo

6.3 Cpox na rogmocr

2 TOAUHH

6.4 Cpennaanm yc1oBug HA CHXpaHEeHHE

Too31 nekapcTBEH MPOAYKT HE M3MCKBA CIICHHATIHH YCIIOBHUS HAa ChbXpaHEHHE.

6.5 JlanHH 33 ONNAKOBKATA

bmucrepun onakopku (6nucrepu PVC/PVAC-Alu)
Onakopka (HDPE) 3a Tabnerku ¢ aecukaHT 4 kanagka or LDPE

Buooee onaxoexu:

biaxcTepn:

Hpnpectan 75 mg dhunmupanu tabnerku: 14, 28, 30, 56, 84, 90, 98 Tabnerku
Hpnpecran 150 mg prnmmupann Tabnerku: 14, 28, 30, 56, 84, 90, 98 TabieTku
Wpnpectan 300 mg dunvupann Tabnerku: 14, 28, 30, 56, 34, 90, 98 Tadbnerxn

Onakopku 3a TaONeTKH: |

Hpnpecran 75 mg ¢dunmupans tabnetkn: 30, 60, 250 Tabnerku
Wpnpecran 150 mg ¢punmupanu tabnerkn: 30, 60, 250 Tabrnerkn
Hpnpectau 300 mg dunmvupanu tabnerxu: 30, 60, 250 tabnerku

He BcHukH BHAOBE OIIAKOBKH Morar Aa OBJAT MyCHATH B IIpoAakDa.

6.6 CnenualHm Dpeana3H# MEPKH NPH H3XBLP/IgHE H paboTa

HewnsnonzpaHMaT NpoAYKT WIM OTTIATBYHATE MATEPHUATH OT HErO TpaOBa a Ce H3XBBPJIAT B
CHOTBETCTBHE ¢ MECTHHTE H3UCKBAHMA. |

7. TIPHTEXATEJI HA PASPEINIEHHUETO 3A YIIOTPEBA

Actavis Group PTC ehf.

Reykjavikurvegur 76-78

220 Hafnarfjorour
Hcnannus

8. HOMEPFP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Hpnpecran 75 mg dunmupanu tabnerku: Ne 20090339
Hpnpecras 150 mg dunmmupann tabnerku: Ne 20090340
Hpnpecran 300 mg dpunmupany tabaerku: Ne 20090341

13




9. TATA HA ITBPBO PAZPEIMABAHE/TIOMHOBSIBAHE HA PASPEINEHHETO 3A
YIHOTPEBA

Tlata Ha MHPBO paspemiasake: 22.07.2009 .
Jara Ha nocnegHo noaHosssane: 31.03.2015 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

31.08.2016
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