KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA
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1. UME HA JIEKAPCTBEHMUS ITPOAYKT

Upnpectan 150 mg puimupanu tadbiieTkH
Irprestan 150 mg film-coated tablets

Upnpectan 300 mg ¢puiamupanu tadneTku

Irprestan 300 mg film-coated tablets

2. KAYECTBEH U KOJITHYMECTBEH CbhCTAB

Upnpectan 150 mg ¢punmupanu tabnerku: Beska punmupana tabnerka cpabpxka 150 mg upOecapran
(irbesartan).

Upnpecran 300 mg ¢puamupanu tabnerku: Beska puimupana tabnerka cbabpka 300 mg upbecapran

(irbesartan).

3a MbJIHKUSA CMIUCHK HA NMOMOILHUTE BElleCTBa BHKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

duamupana tadbieTka

Hpnpecman 150 mg chumupanu maoiremxu
TabaeTkure ca 6e/id, OBAJIHH, JABOMHOM3ITbKHAIH, ¢ pa3mepu 6,5 X 12,7 mm ¢puaMupanu TabNeTkH,

Mapkupanu ¢ ..I” or eanara crpana m ., 150 ot apyrara.

Hpnpecman 300 mg churmuparnu maoiremxu

Tabnetkure ca 6e1u, OBaJIHH, ABOMHOM3ITbKHAIH, ¢ pa3mepH 8,2 X 16 mm puiamupanu TabsieTkw,
Mapkupanu ¢ .,I”” or eanara crpana m ,,300™ oT apyrara.

4. KJ/IUMHUYHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHA

JleueHune Ha eceHlIMa/IHA XUINIEPTOHMS MPH Bb3PACTHH.

Jleuenune Ha 6bOpeuHO 3a00/1ABaHEe NMPH Bb3PACTHH NMALMEHTH C XHUIIEPTOHHS H 3axapeH Juader Tvn 2
KaTO 4YacT OT JICYEHHETO C AHTUXHUINEPTEH3UBHH JIEKAPCTBEHH NMPOAYKTH (BK. Touku 4.3, 4.4, 45 u 5.1)

4.2 Jlo3HpOBKA H HAYMHH HA NPHJIOKEHHE

Jlo3upoBKa

OOunuaitnata npenopbYMTEIHA HaYalHa ¥ nouibpakaiia 1o03a € 150 mg Beanbxk aHeBHO. [IpuemMbT Ha
Mpnpecran B 103a o1 150 mg BeIHbK JHEBHO OOMKHOBEHO OCUIypsiBa no-100bp 24-4acoB KOHTPOJ1
Ha KPbBHOTO HaJIsiraHe, OTKOJIKOTO J103a OT 75 mg. JleyeHue ¢ HavaHa 103a OT 75 mg MO¥e
Mpujara npv NalMeHTH Ha XeMO/1MaJiu3a U MPH NaLMeHTH Hal 75 TOAHHH.

[Tpy nauMeHTH, NpU KOUTO HE C€ MOCTHUra J10CTaTh4eH KOHTpo ¢ 103a ot 150 mg Be
nosarta Ha Mpnpecran moske 1a ce nouuiu 10 300 mg unu Morar aa ce 100aBsT Apyl

AHTUXHUIEPTEH3UBHHU JIGKAPCTBEHHU MPOAYKTH (BXK. TOUKkH 4.3, 4.4, 4.5 u 5.1). ﬂo-cneu,uap‘um _:{_A:_;.-!;.‘r”""h / /
\ e : ‘_ - & > f’
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no6aBIHETO Ha AHYPETHK ( HATIPHMEP XHAPOXJIOPOTHAZUI) HMA aAMTHBEH €QEKT KbM HpbecapTaH -
(BXk. TOUKA 4.5). -

IMpu naumeHTH ¢ XHNEPTOHHA H auabeT TMn 2, TepanuaTa TpsOBa Aa 3anoyne cbe 150 mg upbecaprau
BEAHBK AHEBHO M fo3aTa Aa ce TuTpHpa Ao 300 mg BeJHBXK AHEBHO, KOSATO € NpeAnoYHTaHaTa
NOANBPIKALLA 032 34 JTeveHueTo Ha 6bOpeuHo 3abonssane. Jlokasartencraara 3a 01aronpHATHHA
ethexT Ha upbecapran BLpXy 6BOpeLsiTE NMPH SIALMEHTH C XHIIEPTOHUA M Anaber TN 2 ce Ga3npar Ha
H3NUTBAHH, TPH KOUTO HpbecapTaH ce U3NMON3Ba KATO JONMBJIHEHHE KbM IPYTrH aHTHXHMEPTEH3NBHH
cpefcTBa, No HeoOXOAHMOCT, 3a Aa ¢ OCTHIHE NMPHLETHOTO HUBO Ha KPbBHOTO HAISraHe (BX.
rouku 4.3, 4.4, 4.5 n 5.1).

bvbpeuno yepescoane

[Tpy naLHeHTH ¢ yBpexaaHe Ha 6p6pevnaTa pyHKUMA He Ce Hanara Kopekumsa Ha fno3ata. Ilo-Huckara
noza (75 mg) Moxe Aa ce W3MONI3Ba NPH NMAUMEHTH Ha XeMoauanu3a (Bx. Touka 4.4).

Yeprodpobro yepedsicoane

[Tpn nauMeHTH ¢ Neka A0 YMEpeHa CTerneH Ha YepHoApoOHO YBpeXJaHe He Ce Hallara KOpeKuua Ha
no3ata. HaMa KaMHHYEH ONMUT NP NalHeHTH C TEXKKO YepHOApOOHO yBpeKIaHe.

Hauueumu 6 cmapueckKka sv3pacm

Bonpekn ue npu NalMeHTH HaA 75 rOAWHK MOXE Ja C€ NOMMC/H 3a NpUiaraie Ha HauyaiHa Tepanus
chC 75 mg, oOMKHOBEHO HE Ce Hanara KOpelys Ha J03aTa NMpH NalMeHTH B CTapyecka Bb3pacT.

Ileouampuuna nonyaayus

He ca yctaHoBeHHM Oe3onacHOCTTa U edHKkacHOCTTa Ha HpbecapraH fMpH Aella Ha BB3pacT ot 0 10
18 roausn. HannuHMuTe KbM MOMEHTA JAHHH ca onucaHu B Touku 4.8, 5.1 W 5.2, Ho npenoptka 3a

NO3HPOBKATa HE MOXe Aa O6b]e HanpaseHa.

HauuH Ha npunoxeHHe

Tabnerkara TpaOBa a ce MOrTBILA ¢ AOCTATLYHO KOJIHMECTBO TEYHOCT (HaMNp, €/1HA 4alila BoAa).
TabnerkaTa MOXe Ja ce npHemMa cbe K 6e3 xpaHa.

4.3 IIporHBONOKA3aAHASA

CBP'BK‘IYBCTBHTEHHGCT KBbM aKTHBHOTO BCHIECTBO WIH KBM HAKOC OT INOMOLIHHTE BCLICCTBA,

H30poeHH B Touka 6.1.
BTopu v TpeTH TpuMecTBp Ha OpeMeHHOCTTA (BXK. TOUKH 4.4 1 4.6).

EnnoBpeMenHaTa ynotpeba Ha HpnpecraH ¢ anHCKHpEeH-ChABPXKALIH NPOAYKTH € NPOTHBONOKAa3aHa
MpH NalMeHTH cbe 3axapeH AHabeT unu 6u6peuno yepexaane (GFR < 60 ml/min/1,73 m?) (sx.
Touku 4.5 n 5.1).

4.4 CpoeunajJHH npeAynpexAcHHA H NPeANA3IHA MEPKR NpH ynoTpeda

Hamalien Bbrpechaor obem
B13MOXKHO € 1a HACTBLNH CHMIITOMATHYHA XHITOTOHHA, 0CODeHO cien mppBaTa 103a, np

HaMajieH obeM W/ K U3UepnBaHe HA HATPHUA BCJICCTBHE Ha 38CHIIEHA TEpPAnus C I

na Ce KOpHrvpar npeiar rnmpuioxKCHHETO Ha HPHPCCT&H

-
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PeHoBackyjiapHa XHIIEPTOHHSA
ChblecTBYBa NMOBHIIEH PUCK OT TEXKA XUIOTOHHMA K OBOpeUHa HEAOCTATBYHOCT, KOraTo MAUHEHTH C

GunaTepasiHa ¢cTeHo3a Ha 6bOpeyHaTa apTepHs WM CTEHO3a Ha apTepHAaTa Ha CAMHCTBCHHA
¢yHxUHOHKpal 6BOpEK ce NEKYBAT C JEKapCTBEHH NPOAYKTH, KOWTO NOBNHABAT PEHHH-aHMMOTCH3HH-
anpocTepoHoBata cuctema. M Makap, ue ToBa He € JOKyMEHTHPaHO npH upbecapTaH, noaobex epekr
Tpa6Ra Oa ce ovakBa IMpH aHrHoTeH3uH-11 peLenTOpHUTE AHTArOHHCTH.

510peyHo yBpexaaHe U TpaHCILIaHTalmns Ha 6b0pek

Koraro HpnpecraH ce H3Noi3Ba NpH NaUHEHTH ¢ YBpeAeHa Ob0pevuHa QpyHkuus, [PENOPBHYHTENHO €
MEPHOANUHO J1a CE C/IeAST HUBATa Ha KaJIWA M CEPYMHHA KpeaTHHHH. HiAMa OnuT OT NPHIOKEHHETO Ha
upGecapTaH Mpy NAlLMEHTH C HACKOPO U3BBLPLIEHA TPaHCTIaHTaums Ha OBOpek.

[NaumenTy ¢ xunepronus uc auaber tun 2 u 6uOpeyto 3abonsapane
EdexTrT Ha upGecapTaH KakTo BepXy 6b0peuHHTe, Taka M BBPXY ChpAEUHO-CHAOBHTE CHOUTHA He €

eJHaKbB fIPH BCHUKY MOArPYNH, KAKTO € NOKa3aHO B aHANH3, HANPABEH B XO/a HA U3NIMTBAHE IpH
naLMeHTH ¢ HanpeaHato 6xbpeuHo 3abonaeane. Te3un edexTH U3rnexkaa ca Mo-HeONAronPUATHH NPH
)KEHH M NALMEHTH, KOHTO He ca oT 6anara paca (Bx. Touka 5.1).

JIBoiiHO GJIOKHpaHe HA PEHHH AHHOTEH3HH -a10CTepoHoBaTa cHcTeMa (PAAC)H

Uma paunH, ye enHospeMenHaTa ynotpeba Ha ACE uHxuburopH, anrnotensus ll-peuentopn
6710KePH HAH ATHCKHPEH NOBYILABA PHCKA OT XUMNOTOHUSA, XHOEPKATHEMHUS M HAMANABAHE Ha
6Bb6peunaTa QyHKUMA (BKIIOYHTENHO ocTpa 660pedHa HeaocTaTbYHOCT). Ilopany ToBa He ce
npenopb4Ba AsoliHo 6noxupane Ha PAAC upes kombunnpanata ynorpeba na ACE nHxnburops,
aHrHoTeHs3uH ll-petienTopHu GNOKEpH WKW anHCKHPEH (BXK. TOUkH 4.5 1 5.1).

AKO ce TIpelieny, e TepanuaTa ¢ ABoitHo Gnokupane e abcontoTHo HeobXxoarMa, ToBa TpsdBa Aa
CTaBa caMo NMoJA HaGmoAeHHETO Ha CNELMATHCT B NPH Y€CTO BHHMATENIHO MOHUTOPUPAHE Ha
61L6peuHaTa GyHKUHA, eNeKTPOAHTHTE U KpbBHOTO HandraHe. ACE HHXHOMTOPH 1 aHrHOTeH3MH l1-
pelienTopHH GnokepH He TpaOBa Aa ce H3NON3BAT €AHOBPEMEHHO IPH MALKEHTH ¢ AHabeTHa
HedponaTus.

HuTecTHHaneH aHruoeaemM
3a HHTECTHHANIEH aHTHOEAEM ce CLoO11laBa MpH NalMEeHTH, IeKyBaHH ¢ aHrHOTeH3HH | peuerrropHu

AHTArOHMCTH BIUTIOYHTENHO HpbecapTaH (Bx. Touka 4.8). Te3u naueHTH HMaT KopeMHa D0JIKa,
rajieHe, MoBpbUlaHe ¥ AuapHs. CUMITTOMHTE OTLIYMSBAT CJIell NPeyCTaHOBABAHE HA AHTMOTEH3MH |1
peLieNTOPHUTE AaHTArOHUCTH. AKO C€ JJHAarHOCTHLUMPA HHTECTHHANICH aHTHOEREM, JIEYUEHHETO C
upbecapraH TpsOBa a ce NPEYCTAHOBH H J1a C€ 3aMO4HE NOAXOAALIO HAOMI0JeHHE A0 MBIHOTO
OTLIYMABAaHE HA CHMITTOMHTE.

XunepkanieMmns
KakTo 1 npH Jpyrure JekapcTBEHH NPOAYKTH, KOMTO BAHAAT BbpPXY PeHUH-aHTHOTEH3HH-

an0CTEPOHOBATA CHCTEMA, XHIIEPKATTHEMHA MOXE J1a HACTBIIH NO BpeMe Ha neyueHHeTo ¢ Mpnpecras,
ocobeHo MpH HanHuke Ha GbOpeuHo yBpexIane, IPOTEHHYpHA B pe3yNTaT Ha nuabeTHa HedponaTua
W/WIH CbpACYHA HEAOCTATHYHOCT. [Ipenopbusa ce BHUMATENHO NPOCIeAsBaHe Ha CEpYMHUA KaIUH
NpH PUCKOBU NALIMEHTH (BXK. TO4Ka 4.5).

XHUMOrJIHKEMHA
UpbecapTa MoXe 1a NpeAN3BHKA XUMOTJTHKEMHA, OCOOEHO NPH NAUMEHTH ¢ Auabet. [1pn naumeHTH,
NEKYBaHH C HHCYJIMH WK aHTHAHA0ETHHU CpelcTBa, TpsbBa fa ce OOMHUCIN NOAXOAAUIO NPOCNEAABAHE
Ha KpbBHaTa 3axap. Koraro € nokasaHo, Moke a ce HajloXXH KOPHIHpaHe Ha 103aTa MHCYJIKH WIH Ha
aHTHAHabeTHUTE cpeacTBa (BXK. TOUYKa 4.5).

JIMTHH s 9\
KomOunaumsTa ot nuTHii 1 Upnpectad He e npenopb4MTenHa (BxkK. Touka 4.3). e iy :..-.;._-\'- 17;‘ 1‘1
S
Creno3a Ha 20DTATA M MUTpANHATa Kiana, o0CTPYKTHBHA XHNEPTPOdUUHA KAPAKHO Tt SR
T S
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KakTo 1 npH ApyrH Ba30AWIaTaTOpH, He00X0aKWMO € NOBHILIECHO BHHMAHHE NMPH NALHEHTH, KOUTO
CTPA;aT OT CTEHO3a Ha a0pTaTa WM MUTPATHATA KJ1ana, WK OT 0OCTPyKTHBHA XHIIepTpodUUHa
KapAHOMUOIATHA.

[IbpBHUYEH aNIOCTEPOHHIBM |
[TauMeHTH ¢ MbPBUYEH ANAOCTEPOHH3IBM OOMKHOBEHO HE NOKA3BAT OTrOBOP KbM AHTHXHACPTEHIHBHH

JieKapCTBEHH MPOLYKTH, KOWTO AeficTBaT upe3 HHXHOHpaHe Ha cUCTeMAara PeHUH-aHIHOTeH3MH. T]o
Tasu npu4uHa ynorpedara Ha Hpnpectan He ce npenopbtBa.

OO0y

[Tpu naumeHTH, YHUTO CHAOB TOHYC K 6BOpeyHa QyHKIHA 3aBHCAT OCHOBHO OT aKTHBHOCTTA Ha
CHCTEMaTa PEHUH-AHMMOTEH3HH-ANA0CTEPOH (HaNpKMep MAaUMEHTH C TEXKKA 3aCTOAHA ChpACYHA
HEAOCTATBYHOCT WIH OCHOBHO 6Bb6peuso 3abonssane, BKHOYMTENHO cTeHO3a Ha OLOpeyHaTa
apTepHs), ICYEHHETO C HHXMOUTOPH Ha AHMMOTEH3HH-KOHBEPTHPALNS €H3UM WITH AHTHOTEH3HH-I1-
PELIENTOPHH @HTArOHHCTH, KOETO MOB/IMABA TA34 CUCTEMA, CE CBBLP3BA C OCTPA XHMITOTOHUS, A30TEMHA,
OJIMTYpHst HIIH B PEIKH ClTyyan ocTpa ObOpedHa HeAOCTaTBYHOCT (BX. TOUKa 4.3). KakTo M npu
BCHYKH AHTUXHIMEPTEH3IUBHH CPEACTBA, NPEKOMEPHOTO MOHM)KXEHHUE HA KPbBHOTO HAJIAraHe MNpH
NalMeHTH ¢ HCXEMMYHA KapIHOMATHS WIH UCXEMHYHA CHPAEYHOCHA0BA DONeCT MOraT Ja AoBeaaT a0
- “HQAPKT Ha MHOKAP/a WIiH HHCYIIT.

Kakro ce HaGnionasa npu ACE-uHxuburopure, upbecapran U pyruTe aHrMOTEH3WH aHTArOHKHCTH Ca
OYEBHAHO MO-MAIKO e(eKTHBHH 3a MIOHH)KABAHE HA KPBbBHOTO HANAraHE MPH YCPHOKOKM NALMEHTH,
OTKOJIKOTO TIPH HE-YEPHOKOXH, BEPOSATHO NOpaaHx npeobliagaBaHe Ha ChCTOSHUE ¢ HHCKO HUBO Ha
PEHHH NIPH YEPHOKOXKH MALHEHTH € XHNEPTOHUA (BXK. TouKa 5.1).

[legnaTpyuHa NOMyJIaLKs
UpbecapTan e npoyusaH npy Acua ot 6 Ao 16 roamHH, HO HACTOALLMTE JAHHH €2 HEAOCTATHYHH B

Mojikpena Ha ynorpe6ara My npu Aeua 10KaTto He 6baaT NOTyYeHH NOTTLIHHUTEHA AaHHH (BXK.
TOoukH 4.8, 5.1 u 5.2).

bpemMeHHoCT
[To Bpeme Ha OpeMEHHOCT He TpaOBa Aa ce 3anoysa Tepanus ¢ aHrHOTeH3HH 11 peuernrropus

anutaronuctH {AIIPA). ITauneHTKHTE, MaHUpaily OpeMEeHHOCT, TPA0Ba 1a NPEMUHAT Ha
aNTepHaTHBHU AHTHXHNEPTEH3WBHH JIEKAPCTBEHH NMPOAYKTH ¢ 0Ka3aH Npodiun Ha 6e30nacHOCT no
BpeMe Ha 6peMEHHOCT, OCBEH KO OT MbPBOCTENEHHO 3HAYCHUE € TEPANKATA ¢ AHTHOTeH3HH |l -
peLenTopsH 6nokepu aa ce npoasnxu. Koraro ce yctaHoBH 6pemeHHoCT, nevenuero ¢ AIIPA tpabsa
He3abaBHO na 6bae NpeKpaTeHo U NPy HeOOXOAMMOCT Aa Ce 3anoyHe aJITEPHATHBHA Tepanus (BX.

TO4KH 4.3 1 4.6).

[lomouinu BeniecTna
ToBa nexapcTBo ChABPXKA NO-Manko oT 1 mmol HaTpH# (23 mg) BB puUnMHpaHa TabneTka, T.e. MOXe

Ja C€ KaKe, e NMPaKTHYECKH HE ChAbpKa HaTPHH,

4.5 BiaumozeiicreHe ¢ ZPYIrH JeKAPCTBEHH NPOAYKTH K ApYrd GopMH Ha B3anMoAeHCTBHE

Juyperuiy U Apyry aHTHXHNIEPTEH3WBHHA CPEACTBA |

JpyrH aHTHXMNEPTEH3UBHH JIEKADCTBEHH NMPOXYKTH MOTAT [a 3aCHJIAT XUNOTEH3UBHHTE €(EKTH Ha
upbecapra; upbecaptan, obaue, € 6yun npunarad 6e30nacHO 32€JHO C APYTH aHTHXHNEPTEH3UBHH
cpeacTBa karo HeTa-6/0KkepH, KAIUMEBH aHTArOHUCTH € MPOABL/DKHTENHO ACHCTBUE H THA3HIAHH

Ay peTHuM. [IpeauinHo neyeHKue ¢ AWy PETHLH BLB BUCOKH 1030 MOXE 1a JOBEAE 10 HHMW

obemMa M pHCK OT XMNOTOHKA, KOraTo 3anoyHe Tepanus ¢ Upnpecran (Bx. Touka 4.4). A i fig 7o
. /&
Kanueru 10o0aBKH H KanUH-CHXPaHABALLN ETH 1S/ oo

PEHUH-2HTHOTEH3HH, eJHOBPEMEHHATA YNOoTpeda Ha KaTHH-ChXpaHABaLILY JHYPETH
100aBKH, 3aMECTHTENIH HA COJITA ChABPXKAUIH KaMi WK APYTH NEKapCTBEHH NPOY
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[1a NOBHILIAT HUBATA HAa CEPyMHHA Kanuid (HanpyuMep XenapuH) MOXeE Aa 10BEAE A0 NOBHIIABAHE Ha
cepyMHHA KaiHH M 3aTOoBa He ce fpenopbysa (Bx. Touka 4.4).

JINTHH
[Tpu ensoBpemenHa ynorpeba Ha nutHii ¢ ACE-uHxubuTOpH Cce ¢hoOLIaBa 3a 00paTHMO NOBHLICHHE

Ha CEpYMHHTE KOHLEHTPALIAM Ha UTHI U ToKCHYHOCT. JIo TO3H MOMEHT 33 NOAOOHH eeKTH ce
chobLIaBa MHOTO PAIKO TpH ynotpebara Ha upbecapran. 3aToBa Ta3u KOMOHWHaLMA HE CE NPENOPHYBA
(Bk. TouKa 4.4). Ako KOMOMHaAHMATA CE OKaXe HEOOXOAHMa, NPENOPBUMTENHO € Aa ¢€ NpocneasBar
CEPYMHHTE HHBA HA JIUTHA.

Hecrepounny nporusopbinanurenyu cpeactsa (HCIIBC)

Korarto aurnoteHs3yH 11 aHTaroHUcTH ce npuiarat eAHOBPEMEHHO ¢ HECTEPOHIHH
NPOTHBOBL3NANHUTENHH cpeacTBa (T.e. cenekTHBHH COX-2 HHXHOHTOPH, LIETHICATHLKIIOBA
kucenuHa (> 3 g/nnesHo) ¥ Hecenekturhd HCTIBC)), Moxe na HacTenu oTcnabBane Ha
AHTUXMIIEPTEH3UBHUA €(PEKT.

Kakto npn ACE-unxuuropure, egHoBpeMeHHaTa ynorpeda Ha aHrnoteHsuH Il aHrarouncTy 1
HCIIBC moxe aa noeae A0 MOBMLIEH PUCK OT BioillaBaHe Ha ObOpedHara (pyHKIHSA, BISTIOYHTEIHO U
Bb3MOMKHA OcTpa 6BrOpeyHa HEOCTATHYHOCT W NOBHLIEHHE Ha CEpyMHMA Kanui, ocobeHo npH
MalMeHTH ¢ HapyineHa 6b6peuna Gpynkuns. KomGunaumata Tpabsa na ce npuiara ¢ NOBUIIEHO
BHUMaHHUe, ocobeHo NpH nauyUeHTH B crapuecka Bb3pact. [lauvenTuTe Tpabpa Ja 6baaT A0CTATLUHO
xuzpaTupaHy, 6b0peunata pynkuna TpadBa peJOBHO 1a ce MpocneasBa clie]l 3ano4YBaHe Ha
eIHOBPECMEHHATA Tepanus U NEPHOAHYHO cnel TOBA.

Penarnuuua
Hpbecapran uma notenuuan aa HHxH6upa OATP1BI1. B xinnuuHO npoy4saHe ce chobuiasa, ue

up6ecapran noeuiiasa Cmax H AUC Ha penarnunna (cybctpar Ha OATP1BI1) cvoTBeTHO ¢ 1,8 mbTH U
1,3 meTH, KOraTo ce npunara | yac npeau penarnsHu. B npyro npoyusaHe He ce cboOLIaBa 3a
 CHOTBETHO (apMaKOKWHETHYHO B3aHMOACHCTBHE NMPH €IHOBPEMEHHO MPHIOKEHHE Ha IBETE
nekapcTsa. [Topaay TOBa MOXeE [ C€ HANOXKU KOPHUTHpaHe Ha 103aTa HA aHTHANAbETHOTO NeueHke,
KATO HATp. Ha penariauHK] (BX. Touka 4.4).

Jonbauurensa nHpopMaLms 3a B3auMoAeHCTBHATa Ha HpbecapTal

[Tpy KIMHHYHKA W3INUTBaHKUA dapMakOKMHETHKATa Ha upbecapTaH He ¢¢ IOBNHABA OT
xuapoxnopotHasia. MpGecapran ce MetaGonun3npa ocHoBHO ¢ nomotta Ha CYP2C9 4 B no-manka
cTerneH 4pe3 MoKypoHipaHe. He ca HabnonaBaHy 3HAYHTENHH PapMaKOKHHETHUHH HIIH
(hapMaKOIHHAMWYHH B3aMMOZREICTBUA NPH €AHOBpEMEHHa ynoTpeba Ha upbecapran ¢ BappapuH,
JleKapcTBEH NPOAYKT, Koo ce MeTabonuzupa ot CYP2C9. Edexrure Ha CYP2C9 unaykropure Karo
pudaMNuUKH BpXY GapMaKOKHHETHKaTa Ha upbecapTaH He ca oueHABaHU. PapMaKOKHHETHKATA Ha
JMFOKCHH HE Ce NMPOMEHA NpH eAHOBpeMeHHa ynoTtpeba Ha upbecapran.

ANUCKBpeH-ChABPXKALIH NpoAYKTH WinH ACE-uHXnbOHTOpH
JlaHHHM OT KNMHUYHM NPOYUBAHHMA NOKA3BAT, Y& ABOHHOTO ONIOKHpaHe HA peHHH-AHTHOTCH3HH-

anaocrepoHopata cuctema (PAAC) upe3 komGuuupanata yrnorpeba na ACE uHxuburopH,
auroTer3us Il-peuentopHu 610KepH WK aNHCKHPEH CE CBBP3BA C NO-BHCOKA YECTOTa HA HEXCIIaHH
CHOMTHS, KATO HaripUMep XHIOTOHHA, XHIIEPKaTHEMHA W HaMalisBaHe Ha ODvbpeuHaTa QyHKUMS
(BKTIOYHMTEAHO ocTpa 6bOpedHa HeAOCTaTEYHOCT), B CpaBHEHHE ¢ ynoTpedaTa camo Ha eHO
cpencTro, aeictrailo Bupxy PAAC (Bx. Toukn 4.3, 4.4 u 5.1).

4.6 PeprrauTeT, OpeMEHROCT H KLPMEHE

bpeMeHHOoCT
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EnuaeMHONOrH4HHTE JaHHH OTHOCHO PHCKa OT TepaToreHHOCT ciel ekcriosuiusa Ha ACE
HMHXHOUTOPH MO BpeMe Ha IThPBHA TPHMECTBHP HA OPEMEHHOCTTA, HE Ca 3aKJIIOUUTENIHH; BCE NaK HEe
MOXKE [ia C€ H3KITIOYH JiIeKO noBuiieH puck. M makap, ue HAMa KOHTPOIMPAHHN €NUAECMHONIOTHYHH
AAaHHH 3a PHCKA OT nMpunaraHe Ha aHrhoTeHsuH II peuenropuy aHTaroHHcTH (AlIPA), nonoGHu
PHCKOBE MOrAT [a ChLIECTBYBAT 3a TO3H KJIAC JIEKAPCTBEHH NPORYKTH. OCBEH B C/Ty4auTe, IPH KOHUTO
€ HAIOKHTENHO Ja Obae npoab/bkeHa Tepanuara ¢ AIIPA, nauEeHTKHTE, KOHTO IUIaHHUpaT
6peMeHHOCT TpAOBa A2 NPEeMHHAT Ha ANTEPHATHBHH AHTHXHINEPTEH3WBHU 1€KapCTBA, KOWTO HMaT
nokaszan npodun Ha HezonacHocT no Bpeme Ha GpemenHocT. Korato ce ycraHoBH OpeMeHHOCT,
nevyeHneto ¢ AIIPA Tpsabea Heaaﬁaaﬂo 1na 6bae npekpaTeHo M 1a 3anoYyHe alTepHaTHBHA Tepanua NpH
He0OXO0ZUMOCT.

HUma nauHK, ye excnozHumaTa Ha AIIPA no BpeMe Ha BTOpHA ¥ TPETHA TPUMECTHP BOAH A0
deToToKCHYHOCT NpK Xopa (HamasieHa 610peuHa hyHKIMA, OTHIOXHIPOAMHHOC, 3a0aBiAHe Ha
ocHUKaLHATA Ha Yepena) U HEOHATATHa TOKCHYHOCT (ObOpeUHa HeJOCTaTbYHOCT, XUNOTOHKA,

XHIIepKaTHeMusn ) (BXK. Touka 5.3).
Axo excnosuunsaTa Ha AIIPA e HacTbNHNa clie BTOpHS TPHMECTbP Ha OpeMEHHOCTTA ce NpernopLYBa

HabmoaeHHe ¢ yarpa3Byk Ha OnOpeuHaTa dyHKUMS ¥ yepena.

Kspmauera, uuuTo Maiiku ca npuemanu AIIPA, Tpa6sa na 6baaT BHHMaTENHO Hab/M0AaBaHH 3a MOABA
 Ha XunoToHHA (BXK. TOUKH 4.3 u 4.4).

KnpmeHe
Toii kaTo HAMa HHGOpMaLMA OTHOCHO ynoTpebata Ha MUpnipectaH no Bpeme Ha kbpmeue, HpnpectaH

He Ce [IPENnopbYBa Mo BpeMe Ha KbpMeHe. [1o Bpeme Ha kbpMeHe, 0cODEHO NPH KbpMeHe Ha
HOBOPOJAEHO HIIH HeAOHOCEHO 6efe ce npeanoyHTaT ATTEPHATHBHH JIEKAPCTBEHH NPOAYKTH € A0Ka3aH

npodus Ha Oe30NacHOCT,.

He e u3BecTHO nand WpbecapraH WIH HerOBHTE METabDONMUTH Ce€ EKCKPETHPAT B MOBEUIKOTO MJIAKO.
Hanwyuu dapmakoaMHaMHYHH H TOKCHKOJIOTHUHM JaHHH NPH IUTbXOBE NOKA3BaT EKCKpeUHs Ha
upGecapTan WK Ha HETOBHTE METABONMHTH B MIISKOTO (3a NOAPOOHOCTH BHIKTE TOUKA 5.3).

QepTHINTET
Upbecapran He okaspa eekT BbpXy QPepTHIHTETa HA TPETUPAHH IUTEXOBE H TAXHOTO NOTOMCTBO A0
HHBATA Ha JO3H, NPEAH3BHKBAILH NOABATA HA MbPBUTE MPHU3HALIA HA TOKCHYHOCT NPH pOAMTENS (BXK.

- TO4YKa 3.3).

4.7 Edexrn Bbpxy cnocobrocTTa 3a modupaHe u pabora ¢ MALIKHA

B13 0cHOBa Ha (papMaKOAMHAMHUYHUTE MY CBOMICTBA, HAMAa BEPOATHOCT UpOECAPTAH Aa OKaXe BIIHAHHE
BBPXY cocoGHOCTTa 3a wodHrpane U paborara ¢ MawumnHu. ITpu wodupane wiu padboTa ¢ MalIHHM
TpabBa na ce B3eMe NoJ BHUMaHHWe aKTa, 4ye € Bb3MOKHO 8 HACTBIIH 3aMaHBaHe Wid yMOpa 1o
BPEME Ha IEYEHHETO.

4.8 Hexenanu jekapcTseHn peaKuny

[Mpy nnaue6o-KOHTPOIHPAHU H3NIHTBAHKUS BBHPXY NALMUEHTH C XHNEPTOHHUA, 001IAaTa H4eCTOTa HA
HEXEIAHH JIEKAPCTBEHH PEaKLMM He Ce pa3inyaBa MexXx 1y rpynure Ha Hpbecapran (56,2 %) v Ha
rwianebo (56,5 %). OtnaaaMe OT NeYEeHUETO NOPaAAH KIUHUYHHA HITH 1200paTOPHH HEXEIaHH PEaKLIMH
ce HabnrOAaBa NO-pAAKO B rpynaTa Ha JieKyBaHH ¢ upbecapran nauneHTH (3,3 %) OTKOIKOTO.B
rpynarta nauMeHTy Ha nnauebo (4,5 %). Hectorara Ha HexkeNnaHHETE peakili He € CBbP3aHa.

chOOLeHH 32 OPTOCTATHUHO 3amMaliBaHe W opTocTaTH4Ha XunoToHud B 0,5 % ot
He4eCTH), HO NOBeYe OTKONKOTO NpH mnauedo.
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CReaHHAT CHUCHK NMPEACTABA HEXETAHUTE JICKAPCTBEHH peakliMH, KOUTO ca ChoOLIaBaHHu NpH
naue60-KOHTPOSIMPAHH M3MHTBAHUA, MpH KouTo 1 965 nauMeHTH ca JIEKyBaHH ¢ upbecapraH.
OrGenssanuTe Che 3BE3AMUKa (*) HeXeaHH NIEKAPCTBEHH PeakLiuy ca ChoOLWEHH AOMbIHHTENHO B
> 2 % ot nuabeTuLM ¢ XHIEPTOHHA, KOUTO CTPAAAT OT XpOHHYHA OBOpeuHa HeAOCTATHUHOCT U
3Ha4YMTENHA NPOTEHHYPHSA M €2 NOBEYe OT TE3H NpH nnatedo.

YecroTaTa Ha AOTYONUCAHHTE HEXENaHH JEKAPCTBECHW PEAaKLIMH CE ONPEAC/d MO ClIeAHHA HAYKH:

MHoro uectr (= 1/10);

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

neuectd (> 1/1 000, < 1/100);

peaku (= 1/10 000, < 1/1 000);

mMHoro peaks (< 1/10 000);

¢ HEM3BECTHA YeCcTOTa (OT HATHYHHUTE JJAHHU He MOXKe 1a Obie HanpaBeHa OLEHKA).

I1pH BcAko rpynupaHe Mo 4ecToTa, HeXKEaHWTE IEKAPCTBEHH PEaKLMK ce H30OPOABAT B HH3XOASIL pelL
MO OTHOLLIEHHE Ha TAXHATA CEPHO3HOCT.

H36poeHH ca ChUIO HEXENaHK PEaKLM, JOKNAABAHH JOMBJIHHTEIHO OT NOCTMAPKETHHIOBUSA ONMT.
Tesu HexxenaHM peakuHy ca Moy4YeHH OT CTIOHTAHHU CHOOIICHMA. -

Hapywenun na xpvema u aum@nama cucmema

C Hen3BeCcTHA YeCTOTA: aHeMusl, TPOMOOLIUTONEHKUA

Hapywenua na umynnama cucmema

C HeM3BECTHA HECTOTA: peakiliMi Ha CBPbXUHYBCTBUTEHOCT, KATO AHIHOCNEM, obpus,
YpPTHKapua, aHapuiaKkTHYHA peakuHs, aHaQUNakTHYEH LHOK

Hapyuwenua na memaboausma u xpauenemo

C Heu3BeCTHA YECTOTA: XHIICPKAJIHEMHA, XHNOTTTUKCMHUA y

Hapywenun na nepgnama cucmema

YecTn: CBETOBBPTEX, 3aMasHOCT TIpK HinpassaHe™®
C HEeH3BECTHA YeCTOTa: BEPTUIO, FaBodonue

Hapywenua na yxomo u sabupunma

C HEU3BECTHA 4ECTOTA! IIYM B YLIHUTE
Copoeuru napyuenus
Heuecrn: TaXHKapaHui

Cp008U HapYyuieHus

YecTn: OPTOCTATHYHA XMIIOTOHUAY
HeuecTu: 3a4EPBABAHE

Pecnupamopnu, 2pbonu 4 MEOUACMUHARHY HAPYWIEH W

HeuectTu: KaluUTHia

Cmomawuno-4pesHu Hapyuenus

YecTn: rageHe/moBpbLIaHe
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HeuecTH: AWapHs, JUCTIENCUA/CTOMALIHH KHCEJIHHH

Peaku: HHTECTHHANIEH aHTHOEAEM

C Hen3BeCTHA YecTOTA: IHCTEY3Hs

XenamobuiuapHu HapyuteHus

Heuecty: KBJITEHHLA

C HEeM3BECTHA 4ECTOTA! XENaTHT, HapyLleHa YepHOAPoOHa QPyHKUMA

Hapvwenus na xodcama u nOOKoNCHamMa MoKaH

C HEeH3BECTHA uecTOTa: JIEBKOLIUTOKNACTEH BACKYJIMT

Hapywenus na MyckyaHo-ckelemuama cucmema u CbeOuRUMmeInama mvkau

Yectwn: MYCKYJIHO-CKeJIeTHa fonka*
C Heu3BECTHA YeCTOTA! apTpanrki, MUairus (B HAKOH CJTy4aH € CBbP3aHo ¢ NOBHLIEHH
| I/Ia3MEHH CTOMHOCTH Ha KpeaTHHKHHA3aTa), MyCKYJTHH KpaMIu

Hapvwenun na Ovbpeyume u nukoyHume nbmuiya

C HeHM3BECTHA YecToTa! yBpeaeHa Ob0peuna QyHKIMA, BKIIOYHTENHO ciiy4ad Ha ObOpeuHa
HEeIOCTATHYHOCT NMPH PUCKOBH NALMEHTH (BXK. Touka 4.4)

Hapywenus na penpodyxmusnama cucmema u 2epoama

Heuectu: CEKCyaTHa AUCHYHKLUSA

Obuu Hapyuienus u epexmu Ha MACMOMO HA RPWIONCEHUE

YecTH: yMopa

Heuectn: bonka B repaAUTE

H3cnedsanu

MHoro uecTh: XunepkanueMHa* ce NposBiIBa MHOTO NMO-4Y€CTO NPH AHabETHLM,

NeKyBaHW ¢ upbecapraH, oTkoaKoTo ¢ mauebdo. Ipun amabernuu ¢
XHIIEPTOHHA H MHUKPOANTOYMHHYpPUA ¢ HopMaiHa 6L0peuHa pyHKuus,
xunepkanemnn (= 5,5 mEq/L) nacrensa npu 29,4 % ot nauneHTHTE
B rpynara Ha upbecapraH 300 mg u 22 % ot nauueHTHTE B rpynara
Ha naauebo. [Ipu aAnabervuy ¢ XMNepTOHUA ¢ XpoHuyHa 6nOpeuna
HEJOCTATHLYHOCT ¥ U3SABEHA NPOTEHHYPUsL, XHNepKanueMus (> 5,5
mEq/L) nacrenBa npn 46,3 % OT naLuMeHTHTE B rpynata Ha
upOecapraH u 26,3 % oT naLMeHTHTE B rpynaTa Ha raue6o.

YecTn: 3HauHTEIHO NOBUILIEHHE B TIa3MEHAaTa KpeaTHHKHHAza ce HalbJroaasa
yecto (1,7 %) npu nauMeHTH NeKyBaHy ¢ upbecapran. IloBHineHHeTO
He Ceé CBbP3Ba C KIIHHHYHO 3HAYHMH MYCKYJIHO-CKENETHH ChOUTHA.
Ilpu 1,7 % oT NauHeHTHTE ¢ XMNEPTOHUA C HanpeaHana auaberHa
nHedponaTua nekyBaHu ¢ upbecapraH, ce Haba0AaBa NMOHIKEHHE HA
XeMOrnoOMHa*, KoeTo He € KITHHHYHO 3HAUYUMO.

IlenuaTpuyHa l'l{}l'lj;’.llal.l!_l_ﬂ

B panaoMu3zupaHo npoy4uBaHe Ha 318 neua # IOHOWIK ¢ XHNEPTOHHS HA BE3PacT Me
16 roamuu, ca HabmoNaBaHH CISAHUTE HEXKeNaHH JIEKAPCTBEHH peakldH Nno BpeMe
ABOHHO-cAANa ¢asa oT u3nuTRaHeTo: rnasodonue (7,9 %), xunorouns (2,2 %), samais
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kauuua (0,9 %). Ilpes 26-ceaMUYHHA OTKPHT NEPHOA Ha TOBA U3MHTBAHE HAH-Y . Eﬁgﬁaﬁﬁmpﬁwi A-"
T
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OTKJIOHEHHSA ca OMnNM MOBMIISHHE HA KpeaTHHHHA (6,5 %) ¥ NOBHIIIEHH CTOHHOCTH Ha
KpeaTHHKHHAa3aTa npy 2 % OT JIEKyBaHHUTE Aelia.

Cno0iiapaHe Ha NOJ03HPAHH HEXENAHH PeaKLHH

C10011aBaHETO HA NOJO3UPAHH HeXKellaHH peakLMy Clie]l paspellaBaHe 3a ynorpeda Ha jieKapCcTBeHuA
NPOXYKT € BaskHo. ToBa no3sonsABa Ja APOABILKH HabNIOAECHHETO HA CHOTHOIIEHUETO NMON3A/PHCK 32

_ JIeKapcTBeHHA MpoAyKT. OT MEAMUMHCKHTE CIIELIMAIHCTH Ce H3UCKBA 1a ChoOLIaBaT BCAKa
NOAO3UPAHA HEXKENAHa peaKims upes M3nbaHUTeNHa areH1Mg 110 JiekapeTeara, yi. ,JlamaH ['pyes”
Ne 8, 1303 Codms, ren.: 02 8903417, yebeaiiT: www.bda.bg.

4.9 Ilpeao3upane

CHMIOTOMM |
OnUTBLT NPH BL3PACTHH ¢ €KCMO3HLKA Ha 03K 0 900 mg AHeBHO B NpoAL/DKEHHE HA 8 ceaAMHLM He

Mnokas3ea TOKCHYHOCT. Hali-BepoATHHTE AIPOABH HaA NPEAO3IUPaHE Ca XUMOTOHHA H TAXHKAPAKA, B
pe3ysITaT Ha Npeo3upaHe MOXeE Aa HACTBNU K OpaanKapaus.

JleueHue

HsaMma xoHkpeTHa nHdopMaLMa 3a ledeHHe NPH npeao3upate Ha upbecaprad. ChCTOAHHETO Ha
naudeHTa TpAOBa a ce C/ieAY BHUMATENHO M JleueHUeTo Aa O6b/1€ CUMIITOMAaTHYHO H MOANLPIKALLLO.
[TpeanaraHiTe MEPKH BKJIIOYBAT NPEAM3BHKAHO MOBPBLIAHE H/WIM CTOMAILIHA NPOMHBKA. [1pu
neYeHHe Ha NpeRo3upate MOXeE Aa CE U3NON3Ba H aKTUBEH BurneH. UpbecapTaH He ce OTCTpaHsABa

ypes XeMOoUanmaa.

5, @GOAPMAKOJIOTHYHHA CBOUCTBA

51 @apMakoaauaMHYHH CBOHCTBA

MdapmakorepaneBTHYHa rpyna: AHFHOTEH3HH 1] aHTaroHHCTH, CAMOCTOATENHO.
ATC kon: CO9C A(04.

MexaHH3bM Ha JEHCTBHE

UpbecapTaH e MollieH, NePOpanHO aKTHBEH, CENEKTUBEH aHrHoTeH3HH 11 penentopen (T ATI)

aHTaroHUCT. Toi 610KHpa LATOCTHOTO AelicTBUe Ha aHrMoTeH3uH Il meaunpano ot AT1 peuenrop,
HEe3aBMCHUMO OT H3TOYHHKA WIH MThTH HA CHHTE3a Ha aHTHOTeH3HH 1. CenekTUBHHAT aHTaroHH3 LM

cnpaMo aHrnoteHsuH 11 (ATI1) peuenTopr BoAH 10 NOBHIIIEHHE HA TJIA3MEHUTE HHBA HA PEHUH H
HMBATA HA aHTHOTEH3HH I, KakTO ¥ A0 MOHKABAHE HA U1a3MEHUTE KOHUECHTPALIMHY Ha AJ1JIOCTEPOH.
CepyMHHTE HHBA Ha KaJIMA HE ce BIIMAAT 3HAYMTEIHO OT HpbecapTaH NPHIOKEH CaMOCTOATENHO B
npenopbysaHuTe n031. Upbecaptas He nHxHOupa ACE (xuHHHa3a-11) — en3nm, koHTo renepupa
aHrvorexsuH-I1 U cbLio Taka pasrpaxaa GpaaMknHMHA 0O HeakTHBHU MeTabonuTH. Mpbecapran He
H3HCKBa MeTabOMTHO aKTHBHPAHE, 3a Ja MPOABH CBOATA AEHHOCT.

KnuHuuyHa epHKacHOCT

XHNEPTOHHS

Hpbecaprad NoHmKaBa KPbBHOTO HajlsiraHe ¢ MUHUMAJIHA [IPOMSHA B ChpJe4HaTa 4ecToTa.
[TOHMXKARAHETO Ha KPBBHOTO HAMATAHE € CBBLP3aHO C 103aTa NPH €HOKPATEH JHEBEH TIp




OTHOUICHHUE Ha IHACTOJHOTO H CHCTOJTHOTO HAAraHe B NpenopbysaHute no3y. [IppemsT Ha 150 mg
BeAHBX AHEBHO BOJAM 0 Hal-HUCKA CTOMHOCT U cpeAeH 24 yacoB OTroBOp CXOAEH Ha TO3H NpH
npuiaraie Ha cbinaTa oblua K03a, pasaeaeHa Ha Ba OTACAHHU NpHeMa. [TOHHXKABALMAT KPBBHOTO
nanarane edext ra Upnpectan ce npossssa ciel | - 2 cC€AMHLM, KaTO MaKCHMANEH €deKT ¢ A0CTHra
4 - 6 ceAMMLIM CEJl HAYANIOTO Ha TepanuaATa. AHTHXMNEPTEH3UBHUAT eeKT C€ NOAABPKA MO Bpeme
Ha MPoOABL/DKUTENHA Tepanus. Cnea npekpaTaBaHe Ha TepanHiaTa, KPbBHOTO HaNAraHe MOCTENICHHO C¢
BpBLIA KbM H3XOAHHTHTE CH CTOMHOCTH. He ce Habmoaasa pebayHa XHNepTOHKS.

[MoHMKaBAIMAT KPBBHOTO HalsraHe egexT Ha upbecapTaH H THA3HIHHW AWYPETHLIM € aAHTHBEH. [1pH
MALMEHTH, KOUTO HE NOCTHIaT J0CTAThUEH KOHTPOJ CaMo ¢ pueM Ha upbecapraH, 1o0assHETO Ha
HHCKa 1032 xuapoxnoporHasua (12,5 mg) kbM HpOecapTad BEAHBXK JHEBHO BOAH 10 AOMBJIHMTE/IHO
NMOHWKEHHWE Ha KPBBHOTO HanAraHe ot 7 - 10/3 - 6 mm Hg (cucronHo/anactonHo) cnpaMo 1ianedo.
Edunkactoctra Ha UpnpecTaH He ce BnMsae OT Bb3pacTTa Win nosa. Kakro v npH apyrure
NeKapCTBEHH NMPOLYKTH, KOHTO BIHAAT BLPXY CHCTEMATa PEHHH-AHTHOTEH3HH, YePHOKOXKHUTE
NALMEHTH ¢ XHINEPTOHHA NMOKa3BaT 3HAYHTENHO MNO-HUCHK OTTOBOP H& MOHOTEPANHA ¢ UpdecapTaH.
Korato upbecapraH ce npuiara eJHOBPEMEHHO C HHCKa J03a XHIpOoXiIopoTHasuA (Hanpumep 12,5 mg
AHEBHO), AHTHXHIEPTCHIUBHHAT OTIOBOP NPH YEPHOKOKY NALUMEHTH ce A00nKaBa A0 TO3H Ha
nauMeHTy oT OsAnaTta paca. HiMa KIHHHYHO 3HaUWM eeKT BbPXY CeEpyMHaTa KOHLIEHTpaLHA Ha
NMHKOYHATA KHCEJIMHA HIH OTAENISHETO Ha IMMKOYHA KWCENIMHa B YPHHATA.

[NeanaTpuuHa NONyAaLUs

[oHmxeHnneTo Ha KpbBHOTO Hanarade ¢ 0,5 mg/kg (nucka), 1,5 mg/kg (cpeana) u 4,5 mg/kg (BHcoka)
LieneBa TUTpHpaHa 103a upbecapraH € oueHeHO NpH 318 XUNepTEeH3UBHH WIH PHCKOBH (C auaber, ¢
damMiIHA aHAMHe3a 38 XHNEPTOHHA) Jella ¥ IOHOLIH oT 6 10 16 roaHHH B NPOAB/DKEHHE Ha MEPHOR OT
3 ceamui. B xpas Ha Tpu- CEAMHUYHHUA MEPUOA OT CPEAHO NOHMKEHHE CIIPAMO OT H3XOAHOTO MpH
MbPBUYHA MPOMEHIMBA Ha €(PUKACHOCTTA, Hall-RUCKATa CTOHHOCT Ha CHCTOJIHOTO KPLBHO HANAraHe B
ceanano nonoxensvie (SeSBP) e 6uno 11,7 mmHg (Hucka noza), 9,3 mmHg (cpeana no3a) v

13,2 mmHg (Bucoka no3a). He e ycTaHoBeHa 3Ha4MMa pa3nuka MEXIy Te3u 103H. CpeaHaTta npoMsHa
COpPAMO Ha-HUCKUTE CTOHHOCTU Ha UACTONHOTO KPBBHO HAMIATAHE B CEHANO MONMOXKEHHE (SeDBP) €
cnennara: 3,8 mmHg (Hucka no3a), 3,2 mmHg (cpenna moza), 5,6 mmHg (BHcoka nosa). Ilpes
ClieABALIMA NEPHO]] OT JABE CEAMULH, KOTaTo NAalLMEHTHTE Ca NOBTOPHO paHAOMH3IHPaHH HA aKTHBHO
neKkapcTBo WM miauebo, naugeHTHTE Ha rtauedo ca HManu nopuuwieHye ot 2,4 u 2,0 mmHg 3a
SeSBP u SeDBP B cpaBHenue ¢ npomsHa ot +0,1 u -0,3 mmHg cboTBETHO NPH BCHYKH T03H
Hpbecapran (BX. Touka 4.2).

Xuneprouns 1 HedponaTHa npyu nHader Tvun 2

[Tpoyusanero ,,Upbecapran Diabetic Nephropathy Trial /IIpoyuysane 3a upbecapran npu avabeTHa
Hedponarua (IDNT)” nokassa, ye npbecapTaH HaMa/IABa NMPOrpeCHPAHETO Ha HeBpONaTHATA MnpH
MalHEHTH ¢ XpPOHHYHA OBLOpeyHa HEJOCTaTBYHOCT U U3sBeHa NnporedHypus. IDNT e asoiHo-cnano,
KOHTPOJIMPAHO H3NHTBaHe BBPXY 3abosieBaeMOCTTa H CMBPTHOCTTA, CpaBHABALLO upbecapTaH,
aMNOAMITHH W riaueGo. Macnensany ca 1 715 naudeHTH ¢ XMNepToHUa H auaber THN 2, NpOTEHHYpHA
> 900 mg AHeBHO M cepyMen KpeaTHHHH oT 1,0 - 3,0 mg/dl, no oTHOLIEHHE HA ABLITOCPOYHHTE EPEKTH
(cpenro 2,6 ronsHH) Ha npbecapTaH BBPXY fporpecupareTo Ha O6p6peuHoTO 3ab0naBaHe H odLIaTAa
cMbprHOCT. [TanlHeHTHTE ca THTPUpaHH OoT 75 mg Jo nopabpkawa no3a ot 300 mg upbecapran, ot
2,5 mg a0 10 mg aMnoaMnus WK miaueto B 3aBHCHMOCT OT NOHOCHMOCTTA. I1allHEHTHTE BbB BCHUYKH
rpyIH 3a fiedeHHe ca Noy4aBaiyd OOMKHOBEHO MeXAyY 2 U 4 aHTHXHIIEPTEH3IHBHH JIeKapCcTBa
(HanpuMmep AHYpeTHLH, OeTa-6nokepH, anda daokepn), 3a 1a JOCTHMHAT NPEABAPHTENIHO ONPEeAEJIEHO
HMBO Ha KpbBHOTO Hansraxe < 135/85 mmHg wnu nonwxkenne ¢ 10 mmHg 3a cucTonHoTo Hajaranxe,
aKo v3xoaHara cToHocT e 6una > 160 mmHg. llecraecer npoueHTa (60 %) ot naupey
rpynaTta Ha rnane6o ca NOCTUTHAIM TOBA LIEJIEBO HUBO H2 KPbBHOTO HANIAraHe, A0KgZ0
76 % u 78 % cHOTBETHO 3a rpynuTe Ha UpbecapraH ¥ amnoaunul. Upbecapran 3
NOHHXXaBa OTHOCHTETHUS PUCK B MbPBHYHA KOMOHHUpaHA KpaidHa TouKa OT YABO
KpeaTHHWUH, KpaiiHa cteneH Ha O0bOpeuHoTO 3a60nsBane (ESRD) win obia cMb
OT MAUMEHTHTE OT Ipynarta Ha upbecapTaH MOCTHraT MbPBHYHATAa KOMOHHMpaHa
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oTHoueHHe Ha 6B6peunoTo 3a6ongapaHe B cpaBHeHHe ¢ 39 % 1 41 % npw rpynara Ha rauebo 1
rpynara Ha amnoaumnt (20 % noHHXKeHHe Ha OTHOCHUTENHHS pHCK cnpaMo wauebo (p = 0,024) u
23 % noHwKeHWe Ha OTHOCHTEHUS] pUck crpsamo amuoaunuH (p = 0,006). Korato ca aHann3upany
HHAWBHIYATHHTE KOMIIOHEHTH HA MbPBUYHATA KpaiiHa TOUKa, He € 0TOena3aH eekT BbpXy odlilaTa
CMBLPTHOCT, & CBLIEBPEMEHHO € 0TOeNA3aHa NONOXKHUTEIHA TEHACHIMA B HAMANABAHE HA CITyHMauTe C
KpaiiHa cTeneH Ha 6u0peuHoTo 3abonaBale M 3HAYUTENHO NOHH)KEHHE Ha CITy4YauTe C YABOABAHE HA

CCPYMHMA KPpCAaTHUHHH.

[Toarpynu no non, paca, Bb3pacT, NPOAB/DKUTEHOCT Ha AabeTa, M3XOMHA CTOHHOCT HA KPbBHOTO
HaJIATaHe, CEPYMEH KPEATHHHH W CTENEHTA Ha OTAENsHe Ha anOyMHH ca OLEeHABaHH 3a edexTa oT
neyeHUeTo. B noarpynMre ¢ >keHW 1 YepPHOKOKU NAUUEHTH, KOHTO CbCTaBABAT ChbOTBETHO 32 Yo M
26 % ot of1aTa NoMmyJlalMa Ha MIPOYUBAHETO, He € YCTaHOBeH Onaronpuared edekr 3a Ou0peuure,
MaKap, 4e MHTEPBAIA Ha IOBEPUTEIIHOCT He ro u3kmoysa. [lo oTHomeHHe HAa BTOpUYHATA KpadHa
TOYKA Ha ¢aTaiHH B He-PaTAIHK ChPAECYHO-CHAOBH CHOHTHA, HE ce HabmoaaBa pazidka Mexay TpHTe
rpynH Ha o0liiaTa nomyalms, Makap, Yye ce Hab/mo1aBa MOBUILCHHE HA YECTOTATa Ha HedaTalieH
MHG(APKT HA MHOKAp/a NIPH XKEHUTE U HaMaNaBaHe 4ecToTaTa Ha HedaTaleH HHPAPKT Ha MHOKapa
MpH MBXKETE B rpyrnara Ha upbecapraH, B cpaBHeHHE ¢ rpynara Ha ruiauedo. IlosuuieHa yecrora Ha
HedaTanen H(papKT Ha MHOKapaa ce HabnoaaBa NpH )KeHH B rpynara Ha updecapTaH cnpsaMo
rpynaTta Ha aMJIOAHIHH, JOKATO XOCMHTATH3aLKATA NOPaaH CbpAcvHa HEJOCTATBUHOCT € OMta
HaMalleHa B ofwaTa nomynauusa. He € HaMepeHOo OOSCHEHHE 3a TE3W HAXOAKHM MPH HKECHUTE.

[Tpoyuranero “Effects of Irbesartan on Microalbuminuria in Hypertensive Patients with type 2
Diabetes Mellitus (IRMA 2) EdexTy Ha upbecapran Bbpxy MUKPOANOYMHHYPHA MPH XUNEPTOHULIH
chC 3axapeH AuabeT THN 27 MoKa3ea, ye MpH NALUMEHTH ¢ MUKPOAIOYMHHYpHUS MPWIAraHeTo Ha
upbecaprad 300 mg nHeBHO 3a0aBs nporpecUpaHeTo N0 u3ABeHa npoTeuHypHa. IRMA 2 e nnauebo
KOHTPOJIMPAHO, IBOAHO CNANO MpOyYBaHe BLPXY 3aboneBaemoctra nNpu 590 naumeHTy ¢ auaber
THN 2, MUKpoanOymunypus (30 - 300 mg aHeBHO) W HOpManHa OLOpeyHa PYHKLHA (CepyMeEH
kpeaTHHHH < 1,5 mg/d] npu Muxe 1 < 1,1 mg/dl npu xeun). lpoyusBaHeTo u3cneaBa ABITOCPOUHHTE
edekTd (2 rogMHK) Ha upbecapTaH BbpXY NPOrpecHpaHETO A0 KIHHHYHA (M34BEHA) MPOTCHHY PHUS
(cteneH Ha oTaeaaHe Ha anOyMuH B ypuHata (UAER) > 300 mg aHesHo H yseanuyeHue Ha UAER ¢
Haii-manko 30 % cnpamo u3xonHara crofinocT). IlpeasapurenHo onpeaencHoTo NPULIEJTHO HHBO Ha
KPBBHOTO HanArake € 6wno < 135/85 mmHg. JlomenHUTENHO ca NpUNaraHyu Cropea HyXKauTe
aHTHXHNEPTEeH3UBHY cpeacTBa (¢ uskmoueHne Ha ACE unxuburopu, aurnorensud Il peuenrophu
AHTATOHUCTH H JHXHUAPONMHPHUAHHOBH KAILIMEBH AaHTArOHUCTH) 3a IOCTHIAHE Ha XKEMAHOTO HUBO HA
KpBhBHO HajiAraHe. M Makap, ye BbB BCHYKH MPYNHU €a NOCTUIHATH CXOAHH HHBA HA KPBBHOTO
HaNAraHe, NO-Manko NaleHTH B rpynara Ha upbecapran 300 mg (5,2 %) oTKOnKOTO B rpynarta Ha
nnauebo (14,9 %) win B rpynara Ha upbecapran 150 mg (9,7 %) ca AocTHrHanu KpaiHata TOYKa Ha
W3SBEHA NPOTEHHYPHS, NOKA3BaNKK NQHWKEHUE HA OTHOCHTENHUA pUCK ¢BC 70 % cnpamo ruiauedo
(p = 0,0004) npu no-sucokara n03a. He e HabmoaasaHo ChITETCTBALIO NOAOOPEHHE HA CTENEHTA Ha
rnoMmepynHara punrpauusa (GFR) npe3 mopeuTe TpH Meceua ot ieueHHeTo. 3abaBeHOTO
MPOrpecHpaHe 40 KJIMHHYHA MTPOTEHHYPHA € CTAHAA0 SBHO OLIE CNeA TPH Mecella Y € MPOABIKIIO
rnpe3 2-roAMliHKA nepyuoa. Bpoiuanero kem HopmoanbyMuHypus (< 30 mg/ qHeBHO) € Nno-4ecTo B
rpynaTa Ha upbecapraa 300 mg (34 %) oTkonkoro B rpynara Ha mnauebo (21 %).

JBoiHO 6J0KHpaHE HA PEHMH aHTMOTEH3UH -anaocTepoHoBara cHereMa (PAAC)

IlBe ronemu pannomMusupany kourponupann npoy4qsanua - ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Tnal - Tekymo rnobanHo uanvreaHe 3a
KpalHH TOYKH Ha TEJIMHCApTaH, CaMOCTOATETHO B B KOMOMHauus ¢ pamunpui) 1 VA NEPHRON-D
(KnHHHYHO npoyuBaHe CBEP3aHO C pa3BHTHE Ha HedponaTHA nNpH AHAbeT, NPOBEACHO OT _
MHHHCTEpCTBO MO BENPOCHTE HAa BETEPaHHUTE) — MpOyYBaT ynorpedara Ha Komﬁuﬂal%{('\ﬁ
MHXUOUTOP M aHrnoteHzuH ll-peuernrropen baokep.

ONTARGET e npoyusaHe, MpOBEJIEHO NPH NALMEHTH C aHAMHEe3a 3a CbPAEHHO-Ch P L
MO3BYHOCHA0BA BosecT, WM 3axapen AMabeT TUN 2, MPUAPYKEHH C JaHHH 3a YB l:he HA '
edexropur oprand. VA NEPHRON-D € npoyusaxe npu nauydeHTH CbC 3axXapeH ﬂnaﬁe'r THH fnﬂ_ e
nuabeTHa HedponaTH. ST
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Tes3u npoydyBaHKs He MOKA3BAT 3HauUMM GnaronpuaTeH edekT BbpXy 6b0peunuTe H/WIH CHPACUHO-
CBAOBHTE MOCACAMUH H CMBPTHOCT, KaTo ChILEBpeMEHHO ca HabnroaaBalH NOBHILIEH PHCK OT
XHIIEPKATHEMHS, OCTPO yBpexaaHe Ha OpOpeunTe WHIH XHITOTOHHA B CPaBHEHHE C MOHOTEpanMsTa.
Kato ce uMaT npeABHA CXOOAHHTE UM (PapMaKOJIHHAMHYHH CBONCTBA, T€3H PE3Y/ITaTH Ca MPUIOKHMH
u 3a Apyrd ACE uHxnOnTOpY M aHrHoTeH3uH 11-penenTopHu OnokepH.

ACE nuxubuTopy u asrnorensut [l-peuentopan 6nokepH cnenosatTento He TpsOBa aa ce U3non3par
€HOBPEMEHHO NPH NalMeHTH ¢ AnabeTHa Hedponarns.

ALTITUDE (KiIHHM4HO NPOYyYBaHe NPOBEAEHO C AJIMCKUPEH MPH NALUEHTH CbC 3aXapeH AMadeT

THN 2 C U3NON3BAHE HA ChPACYHO-CHAOBH K 6BOpeunn 3a60naBaHus KaTO KpaliHH TOUKH) €
NpoyuBaxe, NpeAHa3HauYeHO Aa U3CNIEABA 1noa3ara oT J0DaBiHeTO Ha ATHCKHPEH KbM CTaHIapTHa
repanus ¢ ACE vunxuGutop uny aHriorensus Il-peuentopen 0i0kep Npy NauHEeHTH CbC 3aXapeH
nuaber TuN 2 M XpoHHUHO OBOpeuHo 3abongBaHe, CHPAEYHO-CBAOBO 3a00N9BaHe HIH U ABETE.
[TpoyuBaHETO € NPEKPATEHO NpeHAEBPEMEHHO NOPA/IH NOBHLLIECH PHCK OT HeONArONPHATHY
nocnearuy. Kakro cbpaeyHo-cbaOBaTa CMBPT, TaKa H KHCY/ITHT Ca MO-YECTH B Ipynara Ha
alTMCKMPEH, OTKOJIKOTO B rpynara Ha maueto, a npeacTapBisBallvTe HHTEpeC HeXelaHH ChOUTHA 1
CEPHO3HH HEKENIaHH ChOMTHA (XMnepKanueMus, XMNOTOHHA K 6bOpeuna avcdyHkums) ce crobuiasar
[10-4€CTO B rpyrnara Ha afMCKHPEH, OTKOJKOTO B rpynara Ha naauebo.

5.2 PapmaxkoKHHeTHYHH CBOHCTBA

AbcopOrins

Cnen nepopaiHo nNpuioxeHue upbecapraH ce abcopbupa nobpe: NpoyuBaHUA Ha aCONIKOTHATA
OUOHANHYHOCT AABAaT CTOMHOCTH OT npubnuzuTenHo 60 - 80 %. EAHOBpEMEHHHAT NPHEM Ha XpaHa He
OBIUABA 3HAUMTENHO OHOHAIMYHOCTTA Ha UpbecapTaH.

Pasnpenencuue

CBBLp3BaHeTO C NMJIa3MEHUTE NMPOTEHHH € B 0K0A0 96 %, ¢ He3HAUUTENTHO CBBP3BaHE C KOMAOHEHTHTE
Ha KpbBHHTe KneTku. O0eMBT Ha pa3npeneneHue € 53 - 93 nurpa.

Buotpanchopmarusa

Cnen uHTpaBeHo3HO npwiokeHue Ha 14C upbecapran, 80 - 85 % or nasMeHaTa paAHOaKTHBHOCT C€
IBJIKH Ha HEMpoMEHeHUA HpbecapTai. Upbecapran ce metabonus3npa B yepHHa apo0 upes
rIIOKYPOHKAHO KOHIOTHpaHe W okucienre. OCHOBHUAT UMpPKyHpall Metabonur e upbecapTan
rmoKypoHua (npubnnsurento 6 %). IlpoyusaHus in vitro NoKaspaT, 4¢ HpOECapTaH ce OKHC/IsABA
OCHOBHO ¢ ntomolra Ha uuroxpoM P450 enzum CYP2C9Y; nzoensum CYP3A4 uma HesHaunTeneH
edeKT.

JIHHEeMHOCT/HEAUHEeHHOCT

UpbecapraH HMa JHHe#iHA M APONOPLIMOHANIHA Ha 103aTa (PaPMAKOKHHETHKA NPH JO3KPOBBUEH
obxeart ot 10 1o 600 mg. Ilo-mManka ot nponopuroHanHara abcopbLms ce HaboAaBa nNpH MEPOPaHO
NPUIOKEHHE Ha N031 HaaeuLiaBawK 600 mg (ABa MbTH HaJ MAKCMMAJTHATa NpPENopbYBaHa 103a), HO
MEXaHW3MBT 32 TOBA HE € W3BecTeH. MakxcuManHH 11a3MeHn KOHLIEHTpauuH ce gocrurar 1,5 - 2 yaca
cnen nepopanHo npuaoxeHne. OOMAT TefeceH U ObOpedeH KIMPBHC € ChOTBETHO 157 - 176 1

3 - 3,5 ml/MuHyTa. TepMHHATHHAT €JIHMHHALHOHEH MOMYKHBOT Ha pbecapTaH e 11 - 15 uaca.
[Ina3zMeHH KOHLEHTPALMH B PABHOBECHO ChCTOAHME C€ AOCTHIaT 3 AHM Cliell 3aMno4BaHe Ha I
Ha €/IHOKpaTHa JHEeBHa Ao3a. B eaHo npoyuBaHe ca HabmoJaBaHH MANIKO NO-BHCOKH
KOHLEHTpallMKH Ha upbecapTaH NpH keHU ¢ xunepTouua. Bee nak He ce Habmoaasa
MOMYXKHBOTA M KyMyJiupaHeTo Ha upbecapran. He ¢ Heoﬁxn,unma KOPEKLMA Ha JOJHTRTPu

H B-"
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MOMYKHBOT, obaue, He € 3HaUMTeNHO npoMeHeH. He ¢ HeoOxoaumo Aa ce KopHrypa ao3ara npu
NailMeHTH B CTapuyecKka Bb3pacT. |

EI1UMHMHHpaHE

Upbecapran N HeroBuTe MeTabOIUTH CE ENTMMHHUPAT OCHOBHO 4pPe3 XIIb4HHUTE H ObOpeyHH MeTHILA.
Cnea nepopaiHo WM HHTPaBEHO3HO npuioxenue Ha '*C npbecapran okono 20 % or
PaJHOAKTHBHOCTTA C€ OTKPUBA B YPHUHATA, a8 OCTaHaIaTa YacT — BB Qekanuure. [lo-manko ot 2 % ot

7103aTa C€ EKCKpeTHpa B YPHHATa KAaTO HenpoMeHeH HpbecapTaH.

[leanaTpuyHa nonmysaius

dapmakoxvHeTHKaTa Ha UpbecapTaH e oleHEHa Npu 23 Aena ¢ XUNEPTOHUA cell MpHEM Ha
eJHOKpAaTHa U MHOTOKPATHH AHEBHH N03u Hpbecaprad (2 mg/kg) Ko MakCHManHa AHEBHA 1032 OT
150 mg 3a uerupn ceamuun. Ot Te3mn 23 geua, 21 ca oucHaBaHH 332 CPaBHCHHE Ha
(hapmMaKoKMHETHKATa ¢ BL3PAacTHH MaLMEHTH (ABaHageceT Aeua Haa 12 roaunu, AegeT feua or 6 no
16 ronuun). PeayntaTTe noka3sar, 4e CTOHHOCTUTE Ha Cmax, AUC M KNIHpBHCA Ca CPaBHHMH C
HabmoaasaHuTe NMPY BH3PaCTHH NalKEHTH NOTyYasalily 150 mg vpbecapran nHesHoO. [1pH
MHOTOKPATHO 103HpaHe BEAHB®K AHEBHO ce Habmonasa orpaHHHEHO KyMy/lHpaHe Ha HpbecapTaH
(18 %) B mna3mara.

b1OpeuHo yBpexaaHe

[IpH nauneHTH ¢ 6BOPEHHO YBpEXKAAHE UITH NALMEHTH HA XeMOAHAH3a, (PapMaKOKHHETHYHHTE
napaMeTpy Ha upbecapraH He ce NPOMEHAT 3HauuTeNHO. Mpbecapran He ce OTCTpaHABa NOCPEACTBOM

XCMOAHAJIH3A.

UepHoapoOHO YBpEKaHeE

[TpH nauMeHTH ¢ Nieka A0 yMepeHa uMpo3a, papMakOKMHETHYHHUTE NapaMeTpH Ha HpOecapTaH He ce
NPOMEHAT 3HauuTenHo. He ca npoBexaaln H3NMTBAHWA NPH [ALKEHTH C TEXKO YepHOLPOOHO

yBpExKJIaHe.
5.3 IlpeaxIHERYHH RAHHH 33 De30MaACHOCT

[Tpu KNTMHUYHO 3HAYMMHM A03H HAMA J0KA3aTeACTBA 32 aDHOPMHA CUCTEMHA WIM TApreTHA OpraHHa
TOKCHYHOCT. HeKIHHHUHKUTE Mpoy4YBaHKs 3a 6€30NacHOCT NOKAa3BAaT, Ye BUCOKH 03K upbecapTaH

(> 250 mg/kg/anesHo npu mrbxoBe H > 100 mg/kg/nHeBHO NpH MaiMyHH Makak) NPUYHHABAT
MOHIKABAHE HA MMOKA3ATEHTE 38 YEPBEHH KPbBHH KIIETKH (€pUTPOLMTH, XeMOTNIOOHH, X€MaTOKPHT).
[TIpu mHuoOrO BHcokM go3u (> 500 mg/kg nnesHo) upbecapTan HHAYUHpA NereHepaTHBHH SIPOMEHH B
61p6peumTe (KaTO MHTEPCTHUMAIEH HeDPHT, TyOynHa AMCTeH3MA, 6a30@unHn TyOynH, NOBHILECHH
L1a3MEHH KOHUEHTPALIMH Ha ypes U KPEeaTHHHH) NPH ILUTbX0BE H MAHMYHH MaKaK, KOWTO C€ CHHTAT
BTOPHYHH Ha XUNOTEH3UBHUTE €(DeKTH Ha IEKapCTBEHUS NPOLYKT, BOAEIIH 10 HamaeHa O1nOpeuHa
nepdy3us. OceeH ToBa HpbecapTaH MHAYLMpa XHIIEpIUIa3us/ XUNEepTPO(HA Ha IOKCTparaioMepyJHuTe
KJIETKH (NpH m1bXoBe B 403K = 90 mg/kg axeBHO, npu MaiiMynu maxak 2> 10 mg/kg axHesHo). Cunra
ce, 4e Te3H NPOMEHH ¢a NPHYMHEHH OT HapMaKONIOrHUHOTO AcHCTBHE Ha UpbecapTaH. [1puioxesneTo
Ha upOecapTaH B TEPANeBTHYHH JO3M NPH XOpa HE BOAY A0 KNIMHHYHO 3HAYUMA
XHnepuiasna/xuneprpodus Ha 6sOpeUHHTE IOKCTPArIOMEpPYAHH KIETKH.

Hama naHHu 34 MYTar€¢HeH, KNnaCTor¢HCH WiH KAapLHHOICHCH MNOTCHLHAII.
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HpGecapTaH He 3acAra NpeKUBAEMOCTTa, Pa3BHTHETO WIH BBE3NPOH3BEKAGHETO HA NOTOMCTBO.
[Tpoy4BaHKATA NpH XKHBOTHU NOKA3BAT, Ue PaAHOAKTUBHO Heisn3aH upbecapTaH ce OTKpHBa BbB
deTycH Ha rwIbXxoBe H 3aitlu. HpbecapraH ce oTaens B MIIZKOTO Ha KbpMELIH TUTBXOBE.

V3NUTBaHUATA C NPUIOKEHHE Ha HpGecapTaH MPH KUBOTHU NOKA3BAT NPEXOAHH TOKCHYHH €PEKTH

(yBenuueHHe Ha GLOPEUHOTO JIEreHye, XHAPOYpETEP HITH NMOAKOXKEH €1EM) NpPH QeTycH Ha IUThXOBE,
KOMTO MpeMHHaBaT ciiea pakaaHe. [Ipu 3aituu ce Habmonasat abopTH Wiu paHHa pe3opOuuMA mpy
1034, KOWTO NMPHYUHABAT 3HAUHTEIHA TOKCHYHOCT 3a MaiikaTa, BIKNTFOUHTETHO H CMBPTHOCT. [1pu
[UTbXOBE WM 3aiUH He ce HabN10AaBaT TepaTOreHHH €QEKTH.

6. ' DAPMALIEBTUUYHH JAHHU
6.1 Choachbx Ha OIOMOINIHHTE BEL{ECTBA

Hopo na mabremxama.
Kpockapmenosa HaTpuii (E468)

[enynosa, MukpokpucrantHa ( E460)
XunpoMmenosa (E464)

Manwton (E421)

MarHe3neB creapat (E572)

CunuuMeB JHOKCH], KOTOHAEH, be3soaeH (ES551)

Durmoso noxkpumue:
Xuapokcunponunuenynosa {(E463)
Xunpomenosa (E464)

Makporon 6000

TuranoB guokcua (E171)

6.2 HecpBMeCTEMOCTH

Henpunoxumo

6.3 Cpok na roguoct

2 roAUHN

6.4 CnenHAJIHA YCIOBHA HA ChXPaHEHHE
To31 NeKapcTBEH MPOAYKT HE H3HCKBA CINELIHATHH YCJAOBH HA ChXPaHEHHE.

6.5 JIaHHR 34 ONAKOBKATA

Bructepuun onakoBku (6nucrepun PVC/PVAC-Alu)
Onakoska (HDPE) 3a Tabnetku ¢ aecuxant 4 kanadka ot LDPE

Buoose onaxoexu:
3
baucrepu:

Upnpecras 150 mg dunmupanu Tabnetku: 14, 28, 30, 56, 84, 90, 98 rabaerxu

OnakoBkH 3a TabneTkh:
Hpnpectan 150 mg punmupanu tabnerku: 30, 60, 250 Tabnetkn
HUpnpectan 300 mg ¢punmupanu tabnetku: 30, 60, 250 tabnerku
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He BcHuxyu BUAOBE OMAKOBKY MOrar jJa ObAaT MyCHaTH Ha nasapa.
6.6 Cnenuanss npeanasHd MEPKH NpH HIXBbLPJIAHE H padoTa
Heu3non3BaHUaT NPOAYKT WIH OTNAIBYHUTE MATEPHATH OT HEro TpAOBa Ja ce H3XBBPIAT B

CBOTBETCTBHEC ¢ MCCTHHUTC U3HCKBAHHAL.

7. TIPUTEXATEJ HA PAZPEIIEHHUETO 3A YIIOTPEBA

TevaB.V.
Swensweg 5
2031 GA Haarlem

Hyaepnavans

8. HOMEP(A) HA PABPEILEHHUETO 3A YIIOTPEBA

Upnpecrad 150 mg punmupann tabnerku: Ne 20090340
Hpnpecran 300 mg ¢punmupany tabaerku: Ne 20090341

9. JIATA HA ITbPBO PASPEIIABAHE/TIOJHOBABAHE HA PAZPEHIEHHETO 3A
YIIOTPEBA | |

JlaTta Ha mepBo paspewasaHe: 22.07.2009 r.
IlaTa Ha nocneaHo noaxHoeaease: 31.03.2015 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

13.01.2025
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