KPATKA XAPAKTEPUCTUKA HATIPOAYKTA
MUHKHCTEPCTRO KA 31ra

el

BEQ
1. Mime na nexapcTBeHHsl IPOJYKT =

A \® 75 Tpraoxenue o i
prove mg paspelane aayhotneGale .o Clra. oy )
Anposen 75 mg Mb LS ‘IM 0

GF/23. 06, o\ttt sy,

.

2. KayecTBeH ¥ KoJM4ecTBEH ChLCTaB
1 TabreTka chibpiKa aKTHBHA ChCTaBKa upOe3apTal 75 mg

o

3. JlekapcrBena gopma

Tabmetkn

benu no xpeMaBu Ha UBAT, ABOKHO H3IBKHANM, OBAJIHU TaOMETKH C rpaBHPAHO ChpHE
OT efHaTta cTpana u nudpure 2771 BBpXy ApyraTta cTpaHa.

4. Kimumany panuu

4.1 [oxazanns

JleyeHne Ha eceHUMalHa XMIIEPTOHUSA

Jleuenne Ha auabetHa HeQpoONaTHA PU NAUUCHTH ¢ XHNEPTOHKA ¥ RHabet THI 2, KATO
YaCT OT aHTUXUIICPTCH3IUBHESA TEPaNeBTHUYEH PexuM (BHK 5.1}

4.2 {o3HpoBKa 1 Ha4MH Ha IPHIOKeHUe

ObuyaiiHara Havanua ¥ HoNAbpXaita fo3a ¢ 150 mg BeAHBX AHEBHO IO BpEME Ha
XpaHEHEe MNH M3BBH MepHOAUTE Ha xpaHeHe. Josuposkata oT 150 mg Bennbx KHEBHO
OGHKHOBEHO OCHTYpSBa IO-HOOPO NOAABPIKAHE HAa XPBHBHOTO HANArAHE B IPaHHUIIMTE
Ha HOpMAaTa B IpOoObIDKEeHNE Ha 24 yaca, OTKOJIKOTO K03a oT 75 mg.

Bee nak, ocobeHo DpH naudeHTH HaX 75-TORMIUHA BB3pacT MM npu OONHM Ha
XeMOoAHaNu3a, NCYECHHEeTO MOXe Ja 3all0UHe ¢ 1032 0T 75 mg.

IIpu manuenTH, KOMTO HE C€ NMOBIHMABAT AOCTAaTBRUHO Hobpe oT npumem Ha 150 mg
IHEBHO, fo3aTa MOXe ga ce nosuiumk g0 300 mg OHEBHO MIIM KBM TepanusTa la ce
J00aBAT U APYTH aHTHXUIIEPTEH3UBHU CPEICTRA.

ITo-cmennanso € 0oKa3aHo, Ye ApUeMDBT Ha OUYPETHK OT poJa Ha XMOPOXJIOpOTHA3HI,
uMa afuTuBen edext ¢ Aprovel [Bux. T1.4.5/.

Ilpu neyenue Ha auabetTHa HepONATHA MPH MALKEHTH C XHIEPTOHUA K AnabeT THIr 2,
ce 3anousa ¢ upbesapran 150 mg/ouesHo U ce KocTHra Ao nonmabpxaina nosa ot 300
mg/OHEBHO.

HoxazauuaT TepaneBTUueH ehekT Ha AAPOBEN NpH MANUEHTH C XHOEPTOHHS U AnabeH
THH 2, C& OBJDKHM Ha IIPOYYBAHUM, B KOWTO NpH HeoOXommmocT upOesapTaH € maBaH
NONBIHUTENHO KBM APYrH aHTHUXHIIEPTEH3HBHY Ar€HTH 3a JIOCTUTaHE Ha ONpeHelleHo
KpBBHO HajNsraue.

Brbpeuno yepemxnane: He ce manara aganrtupawe Ha posarta. Ilpw nauuweHTH Ha
XeMOOHANM32 JICUEHUETO MOXKE Ha 3aII04He C MO-HHCKa HadalHa fo3a /75 mgf
BrrpectioBa xunosonemus: HamaneH BbTpechOOB 00EM MIIM HNOHMXEHO HHBO HA
HaTpull Tpabsa na ObHAT KOPUIUPAaHU OPESM A3 3aN0YHE NPHACKEHUETO Ha Aprovel.
Uepnonpodbna vepocTaTbubocT: He ce Hanmara ananTupaHne Ha J03aTa MPU NALMEHTH C
neKa [0 yMepeHa CTENeH Ha 4YepHOoNpoOHO yppexmaHe. Hama KAHHHYEH ONMUT NpM
JieveHue Ha DONHU C TEXKO YepHOAPOGHO yBpEXKIAHE.

IManpenTn 8 HanpeOnala BB3pacT: BbOopekH, de npu Goanu Haﬂm&i}ﬁpaCT,
WA ASE
aih 2

AnANTHPAHE Ha 0034TAa.
Hena: besonacrocrra n edexrusnocrra na Aprovel ripu e
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4.3 IlpoTuBOnOKa3zanMs
IfaHHU 32 CBpPBXYYBCTBUTETHOCT KbM HAKOA OT CHCTABKHTE [BUXK.T.0.1/

BTOpHAT ¥ TpeTH TpUMeECTep Ha OpeMernnocTTa (BHXK 4.0)
Krpumene (ix 1.4.6)

4.4 Creunajsu NpenyipeRiends K cHeqia i npeanazHy MepKH 3a ynorpeda
Bempecsdosa xunogoaemun: Ilpu MalMeHTH C XHUIOBOAEMHST H/HIHW MOHHXKEHO HHBO
Ha HATPUH B pe3yinTaT Ha HHTEH3UBHO JieYeHME C© JAMypeTunu, AHeTa, Oenna Ha
roTBapcka coJi, OMapuA UMW NOBpbINaHe, MOXe Ja ce Habmogasa CHMITOMaTHYHA
XUIIOTOHUA, Hail-Bede CHe] NpuUeM Ha OepBaTa Ao3a. Te3H chbCcTOAHHA Tpsadsa Ha ce
KOPHTHPAT NPEAH A2 3al04He JIeueHAeTo ¢ Aprovel.

Perosazaana xunepmonus: CpILECTBYBA NIOBMIUEH PHCK OT HACTBHOBAHE HAa TEKKa
CTENEH Ha XMNOTOHUA ¥ ObOpeyHa HEHOCTATHYHOCT IPU JIEYEHHME HA MANMEHTH C
DumaTepasiHA CTeHO3a Ha OBOpEYHHTE apTepHM WIH €AMO C €AMH (DYHKIWOHMPALI
OsOpex ¢ JEeKapCTBEHM CpENCTBa, MCHCTBALXH BBPXY pPEHHMH-aHI'MOTCH3HH-
aNnzoCTEpOHOBATAa CHCTEeMa. Behpexu, ye He € JAOKasaH Opu nedenue ¢ Aprovel,
nonoben edexT MOke Ja C€ OYaKBa B PE3yNTaT OT Apularane Ha aHrumoteHsmH II -
peLenTOPHK AHTArOHUCTH.

bosdpeuno yepencoane 1 mpancnaanmayus Ha osopex: pu ynotpebara na Aprovel
OT NallMeHTH ¢ OBOpEeYHO yBpekmaHe ce NpenopbyBa NEPMOAUYHO MPOCHEASBAHE Ha
cepyMHaTa KOHUEHTpauMs Ha Kanuil 1 cepyMHMs KpeaTUHHH. HaAMa OIUT ¢ npunarape
Ha Aprovel Ip¥ NanKMeHTH ¢ HACKOpO HpoBejecHa ObOpEUHa TpaHCIUIAHTAILNS.
Xuneproons n gnaberHa Hedponarus: TepaneBTu4Hus edekT Ha updesapTan BBPXY
ChPACYHO-CHOOBUTE H ObOpEYHM MHIMAECHTH CE& pa3liidyaBa B OTHOEAHUTE cyOrpynu
IpY NPOY4YBaHE NPOBENEeHO cpel nanueHTH ¢ ObbOpeuno 3abomnsABase B HampemgHal
cTajguii. Te3sw MENMAEHTH ce MOBIUABAT NO-ciabo NPH XXEHH W HPH X0pa OT YepHaTa
paca (BrHx T. 5.1).

Xunepranuemusn: KaKTo ¥ IIPU APYTH JEKapCTBEHM CPEACTBA, aKTHBHE IO OTHOLUEHUE
Ha PEHHH-ZHTHOTEH3MH-aOCTEPOHOBATA CHCTEMA, IPH JIeYeHne ¢ AIPOBEN, MOXKE A
HACTBIH XUNepKaJHeMus, Haii-Beue NpH OuOpedHa, KAMHUYHO 3HAYUMA HPOTEUHYPHA
B pesynrat Ha nualeTHa HedpomaTHi, WfMAM CBpHAEYHA HEmOCTaTh4YHOCT. Ilpu
PUCKOBH TAllMEHTH, NPOBEXI2M IeuyeHne c Aprovel, ce mpemopsusa CcTpOro
NpocAeaaBaHE Ha CEpYMHATa KOHICHTpALUI Ha Kaaui /Bux 4.5/

JTumuii: ne ce NpenopbyBa KOMOUHAUUATA Mexay Aprovel u nuTui (Bux 4.5)
Cmeno3a Ha aopmuama u Mumpairama Kaana, 00CmpyKmueHa xunepmpo@duuna
Kapouomuonamua: KaKTo W IPU NpHeM HA ApYTH Ba3ONUNaTATOPH, Taka K IpH
ne4yeHue ¢ Aprovel, MaHyeHTHTE CTpaialld OT CTEHO3a Ha aOpTHAa MK MUTpaiHa
KNana, KaKTO M OT OOCTpyKTHBHa XuneprpoduuHa KapIUOMROHATHA, Tpsbsa pa ce
NeKyBaT ¢ HOBUILEHO BHMUMAHHUE.

ITspsuven andocmeponusss: OONHU CTpafall¥ OT " IBPBHYEH ATHOCTEPOHM3BM
OOMKHOBEHO HE C€ TMOBIOMABAT OT AHTUXMIEPTEH3HBHH CpEICTBa, AeHCTBalmy
NOCPEeACTBOM HHXMOHpaHe Ha PEHUH-aHIMOTECHIMHOBATA CHCTEMA, 3aTOBa ynorTpebarta
Ha Aprovel He ce IpenopbuBa.

Obugu: 1lpn nauueHTH, YHATO CHAOB TOHYC ¥ ObOpeyHa QYHKUMA 3aBHCAT HPEOHMHO
OT OEACTBHETO HA PEHWH-aHrMOTEH3UH-WINOCTEPOHOBATA CHCTEMA [HAND. MALIUEHTH C

AHCHOTEH3MH-KOHBEPTHPALL SH3UM I C AHTArOHHCTH Ha anfidTeizy
KOMTO AeHCTBAT BBPXY Ta3wm CHCTEMa, ¢ OWI0 CBBP3aoE $o 00

a30TeMHA, OJIMIYPUS WM DO-pAOKO ocTpa GuOpeuda Hcﬂod\\}"iﬁr HHOUT

1

\ =

BCHYKM AHTHXHTIEDPTEH3HBHM CpEACTBA, 3HAYMTEHOTO NOHIKABAHE
-2

H
NG AN
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HaNSTaHEe NpH HAUUEHTH C HCXeMHYHAa KApJAHOHATHA MHJIH MCXEMHYHO ChPACYHO-
CBAOBO 3ab0aBane MOXE Ja Ipenu3BHKa HH(DAPKT HA MHOKAPAA HIH MHCYIT.

WssecTHo e, ye ACE nuxuburopure, upbesapTad ¥ ApYrd aHFHOTEH3NH aHTATMOHUCTH
€a MO-MalKO e(eKTUBHH MpPH MMOHMXKABAHE KPBBHOTO HalifraHe IpH XOpa OT 4YepHaTa
paca CpaBHEHO ¢ Te3W OT Osuiara paca. ToBa BEPOATHO ¢€ OBLIKH HA TO-HUCKHTE

IJIa3MEHH KOHIEHTpALMH Ha DEHHH IpH NaldeHTH ¢ XMISPTOHHA OT 4YepHaTa paca
(Bx 5.1).

4.5 JIekapcTBeHH M Zpyru B3aumoneiicrans

Muypemuyu u Opyzu anmuxunepmensugni cpedcmea: IpHIOKEHNETO HA IOpYyru
aHTHXHNICDTCH3MBHM CpEeACTBA MOXE [a [ORede MO YBEIHYABAHE XHIIOTCHIUBHUS
ehexT Ha upbesapran, Ho Aprovel ¢ 6mn npunaran 6e3 npobneMU €IHOBPEMEHHO C
JIpyry aHTUXMOEPTEH3MBHH CPENCTBa, KaTo Oeta ONOKEpH, KalHEBH AHTATOHHCTH C
IpPOOBIDKUTENHO OelicTBHE M THasHOHu auypetuuu. lIpemxomHO neyeHue ¢ BUCOKA
032 JUYPETHNH MOXE [a IPEeOU3BHKA HACTHIBaHEe HA XHINOBOINEMHS U [ia YBENMUH
pPHCKA OT XHIIOTOHHA IPH HAYANIHO JieyeHue ¢ Aprovel /sux 4.4/

Eonoepemenno neuenue ¢ rKaaui-ce0spricatyis ppenapamit u KaAui-CoXpaHasatyl
ouypemuyu: Bb3 OCHOBa Ha HaTpyHaHWA KIHHHYEH OHUT OT ynorpeda Ha HApyru
JIEKADCTBEHH CpENCTBa, INOeHCTBAlllW BBHpPXY PEHUMH-aHITHOTEH3MHOBaTa CHCTEMA,
EXHOBpeMeHHaTa ynorpefa Ha Kanui-chbXpaHABallli ILHYPETHULH, XpaHUTEIHK
A00aBKH, CHABPKALIN KaJMH, 3aMECTHTEIH Ha TOTBAapCKa COJI, ChABPKAIUM Kaiui
HJH NEKapCTBEHHM CpeLCTBa, BOACWIM NO IMOBHIIABAHE HUBOTO HA CepyMHMS KaJIMH
[Hamp. XemapwH/ MOXE Oa DpPESAU3BHKA XHICDKaJIMEMHA H CIEOOBATENHQ HE C€
npenopbusa [Bux 4.4/

Jumuii - crobinasa ce, e enyoppeMeHHaTa ynotpeba Ha mutuit ¥ AKE unxuburopu
BOAH [0 0DpaTuMO NOBHINABAHE H2 CEPYMHATAa KOHLEHTpAaUMsa Ha JIMTHH W NOSBA Ha
TokCHYHH ehextn. Ilomobuu cnywau ¢ upbesapTan po cera ca OuIM DOKIAZBaHH
MHOro pagxo. CnenopaTenHO €OHOBPEMEHHATa UM YHOTpeba HE ce MpenopbuBa [BIK
44, Axo Tasum koMOMHAaNHS € HAJNOKHTEIHA C€ IpPenopbhbyYBa BHUMATEIHO
npocneAsBaHe Ha CEpYMHHATE KOHHEHTPALMH Ha IATHIL.

Hecmepouonu NpOmMUEOEEINANUMEAHL AEKAPCMECHU cpedcmea: IIpH
€AHOBpEMEHHATA YHOTpeDa Ha AHTATOHHCTH Ha anrdoreHsun Il peuentopu u
HECTEPOHIHYN NPOTHBOBBL3NMANuUTeNH cpenctsa (ceaektupHm COX-2 uuxuburtopn,
aneTuncanuumuaosa kucemuna (>3 g/muesuo) u wecenekrusHn HCIIBC) moxe pa ce
NOAYYH HAMAJIIBaHE Ha aHTHXUIIEPTEH3HBHUA e(eKT.

[Tomobuo ua ACE umxuburopute, eqnoBpemeHHata ynorpeda Ha aHTArOHHCTH Ha
aaruorensun II peuentopure u HCIIBC moxe na yBenu4m pHcka OT BilOWlapade Ha
onbpednara (Qyuxkuusa, BKIIOYHTENHO u  ocTpa 0ObOpeuHa HENKOCTATHYHOCT, H
YBEJIHY@BaHe HIBOTO Ha Kanuil B TIasMara, oco0eHO IPH MALMEHTH Che
CBUIECTBYBAIlA NpeoH ToBa HapylweHa OwvOpeuna ¢ysxuua. Kombuuauugara ce
ApHHara ¢ BHUManue, OcOOCHO NpY HalUEHTM B HalpeXHana Bb3pacT. [lauuenTuTe ce
XHApaTHpaT CHOped CcHydas H HOBHIUEHO BHHMAHHE C€ OTHEN HaONIOAEHHE HA

TOBa IIpe3

QOpeacenenH NEpHONH.
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Honvanumenna ungopmayua za e3aumodeiicmeuama na updbesapman:

Ilpu xnuHHYHE Dpoy4BaHusd, (papMaKOKHHETHKAaTa Ha upbecapTaH HE ce MOBIMABA OT
xuapoxnopotuasus. Ypdecapran ce merabonusupa raasHo upez CYP2C9 u B no-
Malilka CTeleH 4upe3 THoKypoHupaHe. [IpH eOHOBpEMEHHOTO IpWIaraHe Ha
upbecapTan u BapdapHH, HE ca HaOJNrONaBaHW 3HAYHTENHW (apPMaKOKHHETHYHH I
thapMakoquHaMIYHHE B3aRMOAEHCTBUS, KaTo BapbapuH ce meTabomuzupa ot CYP2CY.
EdextnTe wa uunykrypute wa CYP2C9 kakpBTO € pHOAMOHIHE BbPXY
(papMakoxuseTHKaTa Ha MpOecaptaH He ca npoyucHr. PapMaKOKWHETHKaTa Ha
JUIOKCHH HE CC NPOMEHS IPH EAHOBPEMEHHOTO NPHIIOKEHUEe ¢ HpbecapTaH.

4.6 Yoorpeda no speMe Ha OpeMeHHOCT H KbpMeHe

Bpemennoct : B 4.3

Kato mpenmasna mspxa, upbesapran He Tpsabea La ce H3MON3Ba Npe3 IIBbPBUA
TPHMECTHD Ha OpemMeHHOCTTa. [TalMenTkH, KOUTO NaxupaT Oa 3abpemenesT TpsaOsa
(IPEABAPHTENHO JA NPEMUHAT KbM HOJXOAAILO anTepHaTHBHO nevuenye. [lo speme na
BTOPH M TpPETH TPHMMECTEp, BELIECTBATAa JeHCTBallM OHPEKTHO BBPXY pPEHHH-
AHTHOTEH3INH CHCTEMAaTa MOTaT f1a YBPENST i JOPH A NPEeNU3BUKAT CMBPT HA TUTOHA.
CrnepopaTenno, upbe3apTad € NpOTHBOINOKA3AH [IPe3 BTOPHA K TPETH TPHUMECTBpP Ha
bpemennocTTa. B cnyuaH, 4e mo BpeMe Ha JIeUSHWETO ¢ Iipenapara ce¢ YCTAHOBH
OpeMeHHOCT, TO JieueHneTo ¢ Aprovel Tpsa0Ba ne3adapHO Aa ce npekpaTtH

Kwpmene: Aprovel € mpoTuBomoxasaH 3a ynorpeba mo Bpeme Ha xbhpMeHe. He e
H35CHEHO, fann upbe3apTpaH NpeMKrHaBa B KbPMAaTa OpH xopa. IlpenapaTsT € OTKpHT
B KbpM4 Ha ILIBX0Be (BrxK 4.3.).

4.7 Ederxt ppxy cnocodsocrra 3a mrodmipane ¥ padora ¢ MallHHA.

EdextsT Ha Aprovel Bepxy cnocobrocTTa 32 modupane u paboTa ¢ MaUIMHU HE €
Npoy4eH, HO Bb3 OCHOBa2 Ha dapmakoIWHaMHYHMTE MYy CBOHCTBA HE ce Ouaksa
nopaHaBade Ha Tean cnocobuocty. Wodupamure n paboTewn ¢ Maluay Tpabea oa
HMAT OPEABHNI, Y€ IO BpeMe Ha JISUYEHHETO MOXE Ja C€ MNOABIT CBETOBBLPTEX HIIHM
OTRAJHANOCT.

4.8 Hexkenanu NeKapcTBeRl CLOHTHSI

3a onpedensHe Ha 4YeCTOTaTa Ha HEXCENAHWTE JICKAPCTBEHM peakumnu u30poedu I0-
HOAy Ca U3NOM3BAHH CICAHUTE KPHTEPHH :

MHOTO uecTo (= 1/10); yecto (> 1/100, < 1/10); medectr > 1/1,000, < 1/100); penku (>
1/10,000, < 1/1,000); muoro pexxu ( < 1/10,000).

Xunepronus: lIpy nnanebo-KOHTpONHMpaHH KIUHHYHYM M3NHTBAHWA, C MAUUEHTH C
XHOEPTOHUA 0DHiaTa YeCTOTa Ha HEKENIaHUM ChOUTHS HE CE € pa3jilyasa B IPYIHTE C
upbesapTan (56.2%) u nnanebo (56.5%). OrnajaHe OT NPOYYBAHETO, IOPAH NOSABH Ha
KAHHHYHR wiax na®opatopHu HexenaHM cbOWTHA, € OHAIO I0-4eCTO NpH TPYMHTE.
TpeTupaHy ¢ nianedo (4.5%), OTKOAKOTO NPH rPyNy, iekyBatu ¢ upbesapran (3.3%).

UectoTaTa Ha HEKENAHUTE NeKapcTBeHH CuOUTHS He 3aBUCH OT Jo3ara (B

RpEnop’LIBaHaTa zzompomca), oxa, BH3pacrtra, pacara HAR NDPpOoObJUXHTENIHOCTTA Ha
JIEHEHHETO.

IIpu nposenennTe miaanedo-KOHTPONHPAHH IPOYYBAHMHS, PH
nony4asanyn upbe3apTaH, CICQHITE HEKENAHU JeKap
HabmonaBaHy;

5 mauMeHTH ca

syt Eas ca Oumn
/L_ &,

A&

it

e

Hapvuicrus ua nepeuama cucmema:
YecTo: 32aMagHOCT
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Kapduonoeuunu HapyuiCHUA:
HeuecTu: Taxuxapous

Co008U HADVIUCHUA!
Heuvectu: 3auepBABaHUSL

Pecnupamopru, 2ps0Hu U MeQUACMURGARL HADVILCHILA!
HeuecTn: kammgia

Lacmpounmecmunanny pazcmpoticmsa:
YecTo: rafieHe/HOBp I AHE
HeuecTu: anapus, NUCIENCHS/KHCETNHY

PenQOdEKmHBHCI CUCIIEMO U MACYUHY HCALCIU.
HeuecTr: cexcyansa guchyukmus

Obwyu 1 HAPYLUCHUA, C8BP3AHU C NPUEMA HA MCOUKAMEHINA:
YecTto: ymopa
Heuecrn: Gonka B repaure

HabopamopHu nokazamenii:

YecTo: 3HAUMTENHO YBEIHYEHHE Ha IAa3MeHMs KpeaTHH KuHasa ce HaONionasa 4ecTo
opu (1.7%) OT mauueHTH, AeKyBaHu ¢ HpOesaprad. HUTO equy OT TE3W Ciyvau He Ce
CBBP3BAT C KJIIMHUYHATE NPOABY OT CTpaHa Ha MYCKYJIHOCKENIETHATa CHCTEMA.

XuneptoHus u auaberHa medpormatus (Bux 5.1): B JONBIHEHHE KBM CIOMEHATHTE
HEKEJTAHN JIEKapCTBEHM peaKkUWH [pH XWHEPTOHMS, NpPH HanweHTH ¢ auaber,
XMAEPTOHMS, MHKpoandyMunypuss B HopMmansa O®Opeuna oyHxkuus, ca Ounm
JOKJIAJBAHM CNIy4au Ha OPTOCTATHYHA 3AMASHOCT ¥ OPTOCTATHYHA XMAOTOHMA nipu 0.5
% OT mauMeHTHTe (TOecT HeuecTH). Te3u Clyyau Ce CpelnaT NMOBEYEe NP MAUMEHTH
JieKyBaHH ¢ Hpbe3apTaH B CcpaBHEHME ¢ nranebo rpynara.

Ipu mauwesti ¢ nuaber, xunepToHusd, XpoHHYHa OBOpedyHa HENOCTATBYHOCT M
KMUHEUYHO 3HAUYAMa DPOTEUHYpHS, NpH >2% OT HauMeHTUTe ce HabmopapaT CICAHNUTE
HEXeNlaHU JIeKapCTBEHN PeaKlull, KOUTO ca CpPEeLlaT NOBeYe IIpH HAalUeHTH NeKYBAHK C
upOe3apTaH B cCpaBHEHME ¢ MTanebo rpynara:

HCIQ}’!.HEHHH HO HEPDBHAMA CUCHICMA:
OpTocTaTHY4Ha 3aMasgHOCT

Co008u1 HADYUICHLAL
OpTocTaTHYHA XMIIOTOHUS

MYCKVAHO-CKEACMHA CUCIMeMA, WIDKAHKI U KOCHIHI HADVLLCHULAS
Yecto: MycKyIHO-CKeNETHH OOIKI

Kaunuunu Habaiodeiia:
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rpynarta ¥ npd 22% or nanuenTuTe B wianedo rpynata. Ilpn naudeHTH ¢ XUIIEPTOHMA,
ruaber, XpoHnuna O6BLOpeYHa HEZOCTATHYHOCT W KNWHHYHO 3HAUMMa NPOTEHHYPHS,
xunepkanmemus (> 5.5 mEqg/L) ce cpema npu 46.3% (ToecT MHOro uecro) oT
NalyeHTHTe eKyBand ¢ upOesapTak ¥ npu 26 % oT naureHTUTE B nnanec®o rpynaTa.
Habmopapa ce NoHWXaBame HABOTO Ha XeMorinybouHa (0€3 KIIUBUYHA CTOMHOCT) UpH
1.7% (ToecT 4ecTO) OT HANUESHTHTE C XMISPTOHUS K InadeTHa HeQponaTns, JIEKyBaHH
¢ upbesapraH.

Cnen [IYCKaHETO Ha HpﬁeaapTaH Ha [asapa, CHEJHHTC HEXCHaHH JIeKapCTBCHH
PEAKIHH Ca OUIH ZOoKTanBaHU:

Hapvutenua na_umyHHama cucmema:

Pagko: momo6HO Ha ApYrM aHrHOTEH3WH- 11 penenTtopri aHTAarOHHCTH, PEAKH CIyYau
Ha MOSBM Ha CBPBXUYBCTBHTENHOCT KaTo o0puB, CbpOex, aHrHoezem ca Owin
HaOMIODaBaHH.

Hapyuwienus na Hepernama CUCHIEMA:
MHuoro psako: riapobonue

Hapvwenua va cayxa u sabupunma:
MBHOro pagxo: WyM B YIIMTE

Lacmpounmecmunanitl HAQPVULCHUA:
MHOro pagko: HapyLISHHS BLB BKYCa

Yepen 0pob u scawuKa;
MHOro pagxo: HapyllieHa YepHOApOoOHa QYHKIIHSA, XENATHT

Myckyano-cxeaemnit, MbdKAHHU 1 KOCHIHU 3A00AA6AHUA:
MHOTO pAnKo: MUANTHA B apTPaiTHa

Hapywenua na bsbpeunama dynyua u nukouHume nemua;
MHuoro panxo: Hapymena On6peuna dyuxknng, BKIIOUATEIHO H3CJMpaHM CIYYaH Ha
6bOpevHa HeMOCTATBHUHOCT IPH HAUUEHTH ¢ puck (Bix 4.4).

4.9 Ilpenosupane

ONuTBT ¢ BBL3PACTHH, KOKHTO NpueMany o3y Ao 200 mg aHeBHO B MpoRBIDKEHHE Ha §
CEIMHIH He OMAM OTYETEHH TOKCUYHM cbekTin Ha upbesapTan. Haii-seposTHATE
NpoOsSBM HA Mpeoo3upaHe Ce€ OvaxBa Mha OBAAT XHIOTOHMS M TaXukapOus, IpH
NpEeAo3Hpate MOXKE Ha C& MOABH 1 Opanukapnus. Hama cnenuduuaa nsdopmanus 3a
neveHye Ha npeposupade ¢ Aprovel. TauueHTsT Tpsadsa fa ce RabnrogaBa W ja ce
DPOBEXAa JIEUYeHHe ¢ [NONXbPKAIM H cHMOTOMaTH4YHM Mepxu. [Iperopbusa ce
UPEeQU3BHKBAHE HA MOBPBLLIAHE U WJIH CTOMAllHA TpoMHBKa. Ilpn medeHmero Ha
CHYyYaHTe Ha Mpelo3upaHe MoXe Ha O6BAe LenechoOpa3sHO U3NON3BAHETO HA aKTHBEH
BbIueH. MipOesapTan He MOXKe 1a C& OTCTPAHM Upe3 XeMOIHaiu3a.

5. ®apMaKoJOruIHH JaAHBH

5.1 GapmakoauHaMMItIHI CBOICTBA
®dapwmako-TepaneBTuIHa rpyna: agruoteHsud - 11 anTar,
MpOesapTaH ¢ MOLIEH, aKTHBEH IPH OEpOpasieH P,
anruoTensud II peuenropure /AT] nogeun/.
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Haunn wa pefictBue: OuaksaHHAT €(EKT OT NPUNIOKEHHETO My € OIOKHpaHe
neicreuaTa Ha aHruorteHsuH II, meguupanu ot ATI penerropu, He3aBHCHMO OT
H3TOYHHMKA WM ITbTHA HA CHHTE3 Ha aurHoTeH3uH-II. CeleKTHBHIAT AaHTATOHHIBM KBbM
agrporensus-II AT/ penentopuTe Nnpenu3BHKBA TOBHINABAHE Ha IUIA3MEHHTE
KOHOEHTpallMKk Ha peHRH u aHrgotTensuH-Il W IOHMXX@BaHe Ha mnasMeHaTa
KOHIEHTpanus Ha annocTepoH. CepyMHUTE KOHLEHTPAMK Ha Kaluil He ce MpOMEHAT
3HaYMTENHO NPH CAMOCTOATENHO NPHUIIOKEHHE Ha HpOe3apTaH B NPENOpLYAHHTE 1034.
Hpb6esapTan He nuxubupa AKE [xununasza 1I/, ensumM KoHTO redepupa aHrdoTeH3UH-
Il ¥ crwo pasrpaxna OpaJHKWHHMHA N0 HEAKTHBHH MeTabonumTH. 3a mpossa Ha
aKTHBHOCTTA Ha npelapaTta He ce U3HCKBa MeTabONMTHO aKTHBHPAHE Ha upbesapTaH.

Knuuu4HHE cBoiicrBa:

Xunepmonusn

VipbesapTan NOHWIKaBAa KPBHBHOTO HANAraHE W BONH N0 MUHHMANHM [OPOMEHH Ha
chpaeunus nync. ITOHMKaBaHETO Ha KPBBHOTO HAJIAFaHE € JI03032BHCHMO NpPH HpHEM
Ha MpernapaTa BeOHBX HHEBHO C TEHASHUHA KbM JOCTHTaHE HA IJIATO IpH [IPUEM HA
nosup Haz 300 mg. Josm or 150-300 mg BegHbK NHEBHO HOHWXABAT KPBHBHOTO
Ha[lsraHe B JerHaNO WM CEIHAaNo Nonoxenue 24 waca cien npuema/ cpenHo ¢ 8-13
mmkHbg cucrona u 5-8 mmHg guacTona noseye OTKONKOTO NPH HAUMEHTH, IPHEMAITH
mwranedo.

MaxcEManHO NOHMKaBaHe HA KPBHBHOTO HaJLAraHe ce HOCTUra 3-0 daca cien npuema
H AHTHXHIEPTEH3MBHOTO MHeHcTBue nponbikapa noxe 24 waca. Ha 24-ma wac
HOHMXEHUETO Ha CTOHHOCTHTE HAa KPBBHOTO HanaraHe BB3NMM3a Ha 60-70% oT
CBbOTBETHHME MAaKCHMANEH OTFOBOP HA JAMAcTOIHOTO H CHCTOMHO WandraHe IpH
yrnorpeda Ha mpenopbYaHyuTe N03U. EAHOKpaTHHAT npueM Ha 150 mg nuesno soxu DO
OTYMTAHE Ha HaW-HHMCKM CTORHOCTH M CcpedHa CTOHHOCT Ha OTroBop 2a 24 yaca,
nofobHO Ha chilaTa 1034, pasAeciicHa Ha 2 MpHeMa.

AxtuxunepTeHsuBuusT edekr Ha Aprovel ce nposeasa cnen -2 ceamuum, a
MaXCUMalHHAT My eheKT HacTbNBa 4-6 CeMUUM CIIEN 3all0YBAHE Ha JICYEHHETO.
AHTHXRTIEPTEH3UBHOTO ACHCTBUE ce NONABPXKA NPHU NPONBLIKUTENHO jevuenue. Cren
pEyCTaHOBABAHC Ha JICUCHHETO KPBBHOTO HAIATaHE NOCTENEHHO CE Bb3BPBIHA
NpEeORIHKTE CH cToMHOCTH. He ce Habniogara ‘rebound’ xunmepToHus.
XunoTeHsusHMTE e()eKTH Ha HpOe3apTaH U THASUIHHTE NTUYPETHIH ca anuTusHu. IIpu
NAalHEHTH KOMTO HE C& KOHTPOJHUPAT aleKBATHO HPH CAMOCTOATEHNHOTO MPHIOKEHHE
Ha upbe3apral, BKJIIFOYBAHETO KBM TepaNuATa Ha HHCKA N03a XUAPOXNOpOoTHAa3ug [12.5
mg BeAHEX LHEBHO BOAH OO [O-TONAMO [OHIKEHHME Ha KPBLBHOTO HaNsdraHe NOpH
MaxcumaneH cnaf ¢ 7-10/3-6 mmHg feucrona/nuacrona/.

Egextupnoctta Ha Aprovel He ce moeimsapa oT Bep3pacTra u Hona. Kakto u npu
JpPYIrUTe JISKApCTBEHH CPEOCTBa, JHEHCTBALlE BHPXY PpPEeHUH-2HIHOTEH3HHOBATA
CHCTEMa, NAaliMEHTHTE OT 4YepHATa paca Ce MNOBIMABAT B IO-HHCKA CTENEH OT
MOHOTepanus ¢ upbesapTad. IIpu eHOBpEMEHHO IPHIOKEHAE Ha Hpenapara ¢ HHCKa
A03a XHADOXJIOPOTHA3UA [/Hamp. 12.5 mg/nueBHO/, TOBNHABAHETO HA NALHEHTHTE OT
uyepHaTa paca ce 10ONMIKaBa N0 TOBa NpH OanaTa paca.

He ca oTuyeTeHM KNUHHYHO 3HAYHMM e(eKkTH BbpXY CepyMHATA KOBUEHTpALUs Ha
NHKOYHA KMCE/IIHA MM CEKPEelHATa Ha MUKOYHATA KUCenHa.

Ximepronus n nnaderHa nedponarus

Ilpoyusanero “Irbesartan Diabetic Nephropathy Trig
upbesapTan 3adassa passurHero Ha OB6peuno zabonsasa ZL
OBOpeYHa HENOCTATBYHOCT M KIHWHHMHO 3HAYMMA IIp

Kaspa, ue
POHHYHA

: OBOMHO

CIIANG, KOHTPOJHPAHO IMpPOYyUYBAHE 34 H3CISIBaH! 4 3&6@@6}3: B‘M cTTa M

CMBPTHOCTTA, CPABHABALIO ANIDOBEN, aMIOMMLNH U m-}-i‘ \" . . ,21/541 WEHTH C
\ F \-.
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xunepToHus ¥ auaber THH 2, nporeuHypus > 900 mg/nueBHO U CEpYMEH KPEATHHUH C
nupBa ot 1.0—3.0 mg/d] e uscnenpan npoABDKUTENRHUAT edekT (cpeaHo 2.6 roaunn) Ha
AnpoBen BbpXY pa3BUTHETO Ha ObOpeuHo 3abongBaMe U CIYyYAdTe, NPHUMHABAULH
CMBPT.

[MaugenTHTE 3aM04BaT ¢he 75 mg u pocrurat go 300 mg Anposen, ot 2.5 no 10 mg
aMmrionuouy, unu mwianebo. IanuedtuTe ® B TpHTE rpynu Hoiay4dasar oT 2 go 4
AHTHXANEDTEH3MBHH MEIHKAMENTH {Hanp. AuypeTuny, beta-6nokepn, anda bnoxepn)
33 AOCTHraHe Ha KpBBHO Hansrane < [35/85 mmHg wmin Hamangsase Ha
cucToNMuEoTo Hansarate ¢ 10 mmHg, npu 6asosu crofimoctu or >160 mmHg. MeficeT
npouenta (60%) oT nau¥eHTHTe B 1anebo rpymara HOCTHraT KO TOBa KPBBHO
HansTaHe J[OKaTO pH upbesapTaH M aMIUIONWIOMH IpylaTa Te3YW MNpOHEHTH ca
pecrekTHBHO 76% 1 78%. MpbesapTaH 3HAYUTENHO HaMalifBa PENaTHBHUA PUCK NMpH
MallHeHTH ¢ BHCOK CEpYMEH KpeaTHHHH, TepMHAHaiHa Onbpeuna HegocTaThuHOCT (end-
stage renal disease—ESRD) umm cmbpTHOCTTAa. Oxosno 33% OT mnauueHTATE B
upbe3apTal rpynata OOCTHrAT A0 rOpe-CIOMEHATHTE MOKasaTeNH cpasHeHO ¢ 39% n
41% mupu nnanebo @ ammnonuouH rpynute [20% pemykuuAa Ha penaTUBHHA PHCK
copsasMo mnanebo (p=0.024) u 23% penoykuda Ha penaTHBHHE pPHCK CHPAMO
amronunud (p=0.006)]. Ipn wanpaBeHUs aHaXW3 HAa OTAENHHTE IOKa3aTelH HE CE
HaOMO#ara BIHAHWE BBLPXY CIOydawrTe, NPUYAHABAIDN CMBPT, HO ce Habaromasa
MO3WTUBHA HAcoKa B pedykuusTa Ha ESRD M 3HauuTenHa peNyKUMs Ha pMCKa TpH
NALMEHTH ¢ yBENHYEH CEPYMEH KpeaTHHUH.

[oarpynurte, rpynupady IO [ON, paca, BBL3PacT, NpOABKUTERHOCT Ha nuadera,
0a30BH CTOMHOCTU Ha KPBHBHOTO HANATAHE, CEPYMEH KpEaTHHMH M CTENed Ha
eKCKpelus Ha anOyMmuH 0sxa oneHsaBaHM 3a TepaneBTHueH ebekT. Ilpn noarpymure ¢
XKEHM M NMaIWeHTH OT YepHaTa paca, KOHTO IpenctasnseaT 32% M 26% or manarta
H3CIenBaga [ONyJaluMs, He ce Habmromapa OnaronpuaTeH e(ekT, BBIPEKH Y€
HHTEpBAJa Ha JOCTOBEPHOCT He ro H3KMousa. OTHOCHO BTOPDHYHHTE NOKa3aTeNH
{cbpeneulo-cHAOBHM UHUMACHTH 3LBLpIOBAINY ¢ i 0e3 cMBPT) He ce HabOnropana
pazfiHka cpell TPUTE H3CNENBAHM FPYNH B IPNOTO NpPOYy4BaHe, BBHIPEKH YBENHYEHATa
yeCcTOT2 Ha MHOApKTH HAa MHOKAapHa, 3aBbPIIBAINN 03 CMBPT INpH JKEHH H
HaMalleHaTa YeCcTOTa Ha MHGapKTH HA MHOKapHa, 3aBLpLIBalid 03 CMBPT MPH MBXE
cnpaMo nnanebo rpynata. YBenuueHa yecToTa nH(papKkTy Ha MMOKapha, 3aBbpUIBALILM
fe3 cMBPT M MO3BUYEH yHap ca HadmogaBanHy npu okeHM B uUpbesapTan rpynaTa
CHPAMO aMIJIONHAMH rpynaTta. XOCHUTaNH3ALHATA HAa DALMEHTM NMOopajau ChpacuHa
HEZOCTaTBLUHOCT € HamajleHa B UdnaTa nonynauus. He ca paMepeHn HayqHHH
00ICHEHNS 34 TE3H PE3YATATH IIPH KEHHTE.

INpoyusanero IRMA?2 (“Effects of Irbesartan on Microalbuminuria in Hypertensive
Patients with Type 2 Diabetes Mellitus) noxaspa, ue mpbezaptan 300 mg wuamanasa
ApOrpecusTa KbM  KIHMHHYHO 3HAYMMa  [POTEHHYPMS IpH  MALHEHTH C
mukpoaidbymunypua. IRMA?2 e nnane6o-KOHTPOXMPAHO OBOHHO-CAAIO NPOYYBAHE 34
saboneBaemocrTa npu 590 maguentu ¢ guaber Tun 2, muxpoandymunypus (30-300
mg/day) n Hopmanga On0Opeyna pyuxmis (cepymen kpeatunus < 1.5 mgfdl npu mbxe
u < 1.1 mg/dl npu xeun). lIpoyusanero u3cnensa npoabIKHTeNHAA edekT (2 roguHn)
Ha AnpoBesn BbPXY NPOrPECUATA KbM KAMHUYHO 3HAYHMA OPOTEUBYpHA (CTENeH Ha
eKCKpelna Ha andymun 4pes ypunata (UAER) >300 mg/da H;.’VIF
Hail- manko ¢ 30 % oT 6a30BHTE CTOHHOCTH). I/i?:MepE:I;If‘Q‘ /,OMHS )
Hansrane ca < 135/85 mmHg. HpHGaBeHH ca W aHTHXH, qﬁTéH:%}i.EHH a}‘\ég
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Ce [OCTHraT eHHaKBH CTOMHOCTH Ha KDBBHOTO HalAraHe, HAKOAKO NalHeHTH B
npbesapran 300 mg rpynara (5.2%) cupsmvo mnanebo (14.9%) mnm upbesapran 150 mg
rpyuara (9.7%), MOCTHTaT IO KINHIFIHO 3Ha9uMa IPOTCHEYDHS, OKa3Balke peRyKiys Ha
oTHOCHTeNHusa puck chc 70% cmpamo mmanebo rpymara (p=0.004) mpm mo-Bmcoxara
mo3EpoBka. CHOBTICTBAMOTO HOHOOpeHHe Ha CTENeHT2 HA IHOMEpynHata (unrpanus
(GFR) Be ce nabmroziaBa Ipe3 OBPBUTE TPH MECelia Ha JIe9cEmeTo. 3abaBsaHe porpecusata
KbM KIMHHAYHO 3HAYMMa MNPOTHEHYpHsA ce Hadonasa Hali-paHO Ha TPeTHS Mecell M
OPOXEIDKABA TTOBEYe 07 2 ToAuHH. Perpecmsara xpM HopMoanOymunypus (<30 mg/day) ce
cpemia mo-yecto B rpynara Ha Anposen 300mg (34%) oTxomkoTo mpH Ilanebo rpynara
(21%).

5.2 ®apMakoxXHHETAYHHHE JaHHA

Cnen mepopaneE mnpueM npOesapran ce pesopbmpa mobpe; abcomorsara My
OronammaHOCT € npubmisntenro 60-80% 1 He ce BIHAC 0T €NHOBPEMEHHHS NPHEM Ha
Xpasa.

CBBp3BaBET0 ¢ INIa3MEHUTE NIPOTEHHH € OKOJOo 96%, KaTO CBBP3BAHETO ¢ KPHBHHTE
KIIETKA € He3HaunTenHo. O0eMBT Ha paznpenenenue e 53-93 jmrpa.

Cnexg nepopamsEo mmd uarpaseHosHo npmioxkenme Ha 14C mpbesapram, 80-85% ot
PaEOAKTHBHOCTTA HA IUIA3MAaTta ce ABDKH Ha HenpoMmeHed mpOesapran. Mpbeszaprar ce
Meralolni3Epa B YepHHA JApo0 €Upe3 KOHIOTHpaHE C IJIOKYDOHHJ H OKHCISBAHE.
OcHOBHUSY IWMpKyIHpam, Meralommt e wupOesapraH TiroxOpiEEmy /okxomo 6%/,
IIpoBenennTe “HE~BUTPO” TPOyIBAHUS MOKA3BAT, 4¢ upbe3apran ce OKHCIsBa TaBHO OT
nEToxpoM P450, ez CYP2C9; mzoensamet CYP3A4 oxaspa MEAMMANCH eeKT.
VpGesapran e ¢ JmHEHHa ¥ NPONOPIMOHANHA Ha X03aTa (PRpMAKOKWBETHKA B JO30BH
rpagrny ot 10-600 mg. Ilpr mozm Hap 600 mg (ABOHHO IMO-BHCOKH OT MAaKCHMAalHaTa
Ipelopp9aHa f[03da) YBENHYEHuero Ha IlepopalHata pe3opOmus e ii-jagel
TIPONOPIHOHANHO, MEXaHH3MBT HE € YCTaHOBEH.

MakcHMaIHETEe CEPYMHH KOHLEHTPAHy ce JocTarar 1.5-2 gaca cileR HepopaieH IpHeM.
ToTANTEMAT TeneceH ¥ OhOpeden KIMpBEC ca croTReTHO 157 - 176 ® 3 - 3.5 ml/min.
TotamausT nomyxuBoT Ha Hpdesapran e 11 - 15 +d9aca. PaBpopecHE mnmasMeHu
KOHIICHTPANyK ¢e JOCTHTAT 3 JHH CHel HAYaloTO HA eJHOKDATEH JHEBEH IpHeM.
Habmonapano e OrpaHH¥EH0 KyMynupawe Ha mpOesapran /<20%/ B mmasMara Ipu
MHOTOKPATHO JO3HPAHE BeJIHEXK THEBHO. B €MHO 0T HPOREASHUTE IMPOydIBaHus ca OHIM
OTHETEHH MANKO HO-BHCOKW IIa3MEHH KOHIEHTpalliHd Ha HpOe3apTad HpH JKeHH C
XumepTonus, Ge3 pa3znyxa BBB BPEMETO Ha IONyCIMMUHHpaHe H KyMyInHMpaHETO Ha
upbezapran. He ce Hamara apantapage Ha jo3ata npa xeHH. AUC m Cmax Ha
upbe3apTan ca CHINO IO-BHCOKH NpH MANHAEHTH B HAIpeAHANA BE3PAcT />/= 65 ropumw/,
OTKOAKOTO NIpH mo-Miayy nanuenty /18-40 r/. Benpexu ToBa, KpaifHOTO BpeMe Ha IOJy-
eIMMUHEPaHe He € npoMeHeHo 3HadmTelmo. He ce Hanara ajanTmpane Ha Ho3ara [pu
HanyeHTH B HAIPSAHANA BH3pact.

Vipbezapran u MeTabOJMTHTE My Ce eNAMHHEpPAT 4pe3 Krbukara ¥ O6w0pemure. Cren
DEpOpaiHO HIM WHTpaBeHO3HO npmiuoxenne Ha 14C-mpGesapram okomo 20% ot
pamHoaKTHBHOCTTA CE YCTAHOBSBA B YPHHATR, @ OCTAHANATA JacT - BEB (DEKaIuHTe.
To-manko ot 2% OT J03aTa ce eKCKpeTHpa B YPHHATa, KATO REHPOMEHEH Hpbe3apTaH.
Buvopeuna nedocmanreynocm: llpu nanperT ¢ 0n0pedHa HEAOCTATEIHOCT MM Ha
XeMOfHau3a, GapMAKOKMHETHIHATE IIOKa3aTenx Ha HpOe3apraH HE ce ITPOMEHST
3HauETenHO. MpOe3apTad He ce OTCTpaHIBa 9pe3 XeMOIHAH3 ,ﬁ s S
Yepnoopobna nedocmampuiocn: 1lpn DanueHTH ¢ jeKa 11}5"}'.&1‘. opoHa Tern

Ha 1Hpo3a
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¢hapMakOKHHETHIHUTE YIOKA3aTe/lH Ha Hpbe3apTal He Ce HpOMEHAT BH&HI:I’F \io
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5.3 Hpepxnnunann TaHHH 32 0e3004CHOCT

Hama nanau 3a abHOpMHA CHCTEMHAa TOKCHYHOCT WM TOKCHYHOCT HA ADHLENHUTE
OpraHy Np¥ 0NpHeM Ha IpenapaTa B TEPANECBTHUHH HO3HPOBKH. B NpEIKIMHHYHHTE
NpOyuBaHUS 3a 0e30acHOCT, DpHEMBT Ha BUCOKY 103 upbesapTtan [>/= 250mgikg
JHeBHO/ mpd mnbxoBe M [>/= 100 mg/kg nuepHO/ Ipu Makanu, ca NpexU3BUKAIH
NOHMKEHNIE Ha KPBLBHUTE HOKa3aTesin [OpoH epHTPONHUTH, XeMOTIOOUH, XeMaTOKpHT/.
ITpu MHOTO BUCOKHK Ho3# [>/= 500 mg/kg nHepHO/, npunarany Ha ITBXOBE ¥ MaKaliH,
ca Ownu HaOnromapaHW HAEreHEpATHBHU NpoMeHH B OnOpeluTe [MHTEpCTHLHHANEH
uwethpur, paswnpspane Ha TyOynute, OasohunHM TyOysd, NOBHUINEHH IJIa3MEHH
KOHIEHTPAIlMH Ha ypes W KpEaTHHWH/, 32 KOWTO Ce IpueMa, 4e ca B pe3ynTar oT
XHNOTEH3UBHOTO JelicTBHe Ha upbesapraH, Bomemo KO pomikeHa OnOpeuna
nepdysuss. Ocsen rtosa upbesapTaH OpelNU3BHKBA XUNEpIasugfxunepTpodus Ha
IOKCTATNIOMEDPYJIHUTE KNEeTKH [ B fo3a >f= 90 mgfke n#HepBO Npu mubXxobe U >[= 10
mg/kg nmHeBHO npu Makanw/. CyuTa ce, Ye BCHUKHM Te3d NPOMEHH ce QBLIDKAT Ha
(hapmakonoruuHoTo AekicTsue Ha updOesapran. [Tpm uanmonssane Ha TepaneBTHYHU
nosu  mpbezapTal UpPH  X0Opa, Xunepnnasusta/xuiieprpodusta Ha OBOpevHuTE
FOKCTarfnoMEepYTHH KJIETKH BEPOATHO e Oe3 3HaYeHHe.

Hama poxaszaTencTea 32 MyTareHeH, KMACTOTEHEH MIIM KaHIlepOreHeH e(eKT.

IIpu npoyysaruATa C XHBOTHU € YCTAHOBEHO, 4e upbe3apTaH IpENH3BUKBA NPEXOAHH
TOKCHYHHM IIpOMEHH [ysenuuyeHo OBOpeyHO JIeTeHue, XUIOPOYpETep WM HOIKOXKEH
eneM/ rnpa derycd Ha IUTBX, KOUTO H34e3BaT ciel paxpaHero. [Ipm salum ce
Habmronasa abopr WNM paHHA pe3opOuMA IIPW JIO3W, NpEXU3BHKBAINM 3HAYHTENHA
TOKCHYHOCT IIpH MalKHTe, BKIIOUYATENHO H cMBPT. llpH nnpxoBe M 3aMuu He ca
HaOJoJaBaHH TEPATOTEHHH E(MEKTH.

6. PapMaReBTHYHH NAHHN

6.1 CHHC'LK Ha NoMOILIHUTEe BEeeCTBA

Microcrystalline cellulose 19.50 mg , Croscarmellose sodinm 7.50 mg, Lactose
monohydrate 15.37 mg, Magnesium stearate 1. 50 mg, Colloidal hydrated silica 4.13
mg, Pregelatinised maize starch 22. 50 mg, Poloxamer 188 4.50 mg

6.2 Pu3Ko-XUMUYHH HECHEBMECTHMOCTH
He ca ycranopenu

6.3 Cpoxk na ronuocr
3 roguHu

6.4 CuenaHy YCJIOBHA 33 ChXpaHeHHe
Ha He ce cpxpalssaT npu Temuepatypa Hax 30 °C.
Ha ce cexpaHsBaT B OpUTHHANHATA OMAKOBKA.

6.5 danun 3a onaKoBKaTa
Aprovel tabnerks ca onakosaun B duncrepu ot PVC/PVDC/fanymunuii, nocTaBeHH B
KapTOHeHa KyTHA X 28, x 56, unu x 98 TabneTxu.

6.6 Yxazanus 3a paboTa u ynorpeda
Hama coenuannu ykaszaHus

7. [Ipurexaren Ha pazpelieduero 3a ynorpeba
Sanofi Pharma Bristol-Myers Squibb SNC
174 Avenue de France, F-75 013 Paris-France
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8. PerncrpanuoHnenr Homep
Per. Ne 20000182

10. Jara Ha nocle/Ha pelaKuM Ha TeKcTa
®eppyapu 2005
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