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KPATKA XAPAKTEPHCTHKA HA IIPOYKTA



1. MMEHAJEKAPCTBEHHA OPOAYKT | W3NbNHWTENHA ATER:,. .. i "l'i;..i AR,
Kpamva xapaxmepucinuKa HA Npogyxma -

Borrrapen 25 mg cromammHo-ycToiIMBA TabneTkH

Voltaren 25 mg gastro-resistant tablets Ko Poz. N /?ﬂp/ﬂﬂ -;jé/ ‘572’- o

BorrrapeH 50 mg cToMamHo-ycToluned TabneTka & /7 G" JF? 3 ?

Voltaren 50 mg gastro-resistant tablets PaspeuisHue N'g / /747 f 07 I}Z N3

2. KAYECTBEH H KOJIHYECTBEH CLCTAB

AKTHBHOTO BeIECTRBO ¢ HaTpHeB-[0-[(2,6-muxnopdernin)-amuno]-permn]-auerar (=diclofenac
sodium/nrriodenak HaTpri).

Besxa croMainHo-yerofiunea TabneTka chaspxka 25 mg wi 50 mg maxnodenax varpuit.
3a TRJIHHA COMCHK HA OMOLIHKTE BEIIECTBA BHXTE TOMKa 6.1,

3. JIEKAPCTBEHA ®OFMA
CroMainBo-ycTofiumnea Tabnerka.

Bornrrapet 25 mg cTOMAIZHO-yCTOHYMER TAGIETKA - KBATH, KPLI/IH, JBORHO-HITHKHATH, CHC CKOCEHA
paoBe, ¢ rpaeupan Hagmuc "CG" oT eguara crpana u "BZ" or pyrara.

Boirrapex 50 mg croMammo-ycToluuBy TaGreTky — CBETAO KAABH, KPHIH, ABOHHO-HANBKHATH, ChC
CKOCeHH PuoRe, ¢ rpaenpal Hammue "CG" ot enuara crpana ¥ "GT" ot apyrara.

4. KJIHHHYHHA TAHHH
4.1 TepaneBTHIHH NOKAIAHHS

JleueHne na:

*  BLIOANATENHK H NEreHEPATHBHH (OPMH Ha CTABHH 3aGONABANNA: PEEMATOHACH APTPRT,
IOBCHHAJICH XPOHHYEH APTPHT, aHKHIIO3APAl] CIOHAHITAT, OCTEOAPTPUT U CIOHANNAPTPO3E,
Gonesnens crAAPOMH Ha IPEGHAYHNA CTRIG, M3BBHCTABHH MEKOTHKAHHH 3aG0MABaHuT;

* HOZArpo3Ha KpH3a;

TIOCTTPABMATHYHA M NOCTONEepaTHEHA OoNka, Bh2NaNeHne WIH NOAYBAHS, Hanp. chael
CTOMATOJIOTHIHA HWIH OPTONEOMIHA OTIEPALIA;

¢ GonesHeHH B/WIH BR3NATHTENHU CECTOSHAA B THHEKOIOTHATA, HAP. THPEAYHA AUCMEHOpES HIH
ATHEKCHT,

® K870 JONHIHEHME OpH JNeIeHHeTo Ha Gone3neHH HHPEKUHMH Ha YXOTO, HOCA WM I'bpIIOTO, HaNp.
TOH3UNOGApHHTHT, 0THT. Craseaiika TEpANEETHIHHTE IPMHIALM, IOIEKAMOTO 3afonIBane
TpaGea 1a ce NeKyBa ChC CLOTBETHATa Tepanmua. OedprnuTeT, caM no cebe ¢H, HE ¢ MOKasaHHE 34
TIPHAOKEHHE;

4.2 Mo3upoBKka H HAYTHHE HA DPAJIOKEHHE

EOBIIEOBQ

Hexenanure nexapcTBeHH peakiHM MOTaT 0a Gb4AT CEEISHH N0 MEHHMYM Hpe3 H3NON3BAHE HA Hall-
HHCKaTa etheKTHBAA 1032 33 Hali-KPATKHA NEPHOL OT BPEME, HEOBXOAUM 33 KOHTPOIHpPAHE Ha
CHMITOMHTE (BK. ToUKa 4.4 Cnennansy npeAynpe:KIeHAA H MpenasHA MEPKH IPA YIOTP




Brapactaun
IIpenoprurarara HavamHa no3a ¢ 100 a0 150 mg. [Ipu no-nexu cyvaH, KAKTO H IPH [POTHDKHTENHA
ynioTpeba, obukHoBeHO ca goctaTsauM 75 po 100 mg auepno.

O6wara muepnara n03a TpaGaa na GBae pasnpenencna Ha 2 5o 3 npueMa. 3a ONTHCKAHE HA HOWIHATA
Gonka M MpeSOTBPATABAHE Ha CYTPELIHATA CKOBAHOCT, JIeUeHHETO ¢ TalleTku npes neHs Moxke xa Goae
KOMOMHHpaHO ¢ MpANarade Ha CYNO3MTOPAA Bedep IPeaH NATaHe (10 MaKCHMAIHA AHEBHA 032 OT
150 mg)

Ipyn meperasa AMCMEHOpPeA AHEBHATA Aoa TpAGBa A2 Objle alaANTHPAHA HHAHBHAYATHO, H 00HaiiRo &
50 mo0 150 mg. INpu 2anoysane ua neuennero TpaGea da ce npunoxkar 50 mo 100 mg u npu
He06X0MMMOCT, 103aTa 1A C¢ NOBUILA B TEYEHHE HA HAKONKO MEHCTPYATHH QUKBA IO MAKCHMAIHO
200 mg/nBeBHo. JleucnreTo Tpabpa aa 3a004YHe OpPH NOABA HA ITHPBHTE CHMITTOMH H B 3aBHCHMOCT OT
OTIAKBAHHATA, 18 IPOTBILXH HAKONKO JHH.

CrnenHaJHA IPynH DALUHEHTH

HeanaTprtiaa nomyaalmusa

ITpu peua va/Aan 1-roaMInHa BE3pacT H noApacTBAanM TPAOBA Oa ce mpunarar 0,5 no 2 mg/kg TenecHo
Terno JHEBHO, B 2 0 3 OTAeNHHU OpHeMa, B 3ABHCHMOCT OT TEKECTTa Ha CRCTOAHAETO. 3a IeUeHHe Ha
OBEHWIEH XPOHHYEH APTPHT AHEBHATA JO3a MOXe Ja ce IIOBUINHE 10 MAKCHMYM 3 mg/ kg, pasnpenencHu
B HAKONKO NpHEMa.

He TpsGEa na ce peBHOIaBa MAKCAMAINATA THEBHA 1034 0T 150 mg.

Ilopann BHcOKaTa A03a Bonraper 50 mg cToMalmHo-yCTOiYHMBY TaGNeTKH He ce npenoph4sa npH Jewa H
noppacrsaiiy oz 14 romumn. Tpu Te3n nalueHTH Tpatea Aa ce npanara Boarapen 25 mg croMatiHo-
YCTOHRHEH TaONeTk.

IlaupenTH B cTApIECKa BLIPACT (Ha 65 B moBeve roxauM)

ObuxHopeHo He € HEOGXONMMO KOPHIHpaHEe HA ITBPBOHAYATHATA 2032 IPH NAlHEHTH B HANPSAHANA
BB3pacT. Benpexu ToBa e HecOX0AHMO MOBHINECHO BHHMAHHE MTOPAIH OCHOBHH MEAHIHHCKH
cBoSpaXkeHHd, 0co6eHO MpH HEMOMHM MALHEHTH B CTAPYECKA FBIPACT HIM MPH TE3H ¢ HACKO TENECHO
Terno (ex. T. 4.4 Cnenuanas npeaynpexAeHHS B MPeANA3HA MEPKH NIPH ynoTpeba).

IansienTs ¢ yCTAHOBEHO CHPACTHG-CHIOE0 IRG0IIBRHE HUTH ChC 3HIIMTEIHA PUCKOBH $AKTOPH 38
CLPACTHO-CHA0B0 3abonaBane

OBHKHOBEHO JegenHeTo ¢ Borrrapen cromammo-yeTORYHBH TabNeTKH OpH NALMERTH ¢ YCTAHOBEHO
CBPACTHO-CHAOBO 3a00/1ARaHE A/ HEKOHTPOTNPARA XHIIEPTOHKS He ce npenopsusa. Tlpu
Heo6XoIHMOCT, DAIMEHTH ¢ YCTAHOBEHO CHPASIHO-CHAOBO 3a00N9BaHE, HEKORTPOIKHPAHA XHIEPTOHHS
HIR 3HAYMTEAHY PRCKOBH (paKTOPH 32 CHpAeYHO-ChA0BO 2abomasane TpaGpa aa OBAAT NEKYBaHH ¢
BonTapen croMamBo-ycToiiMueK Tabnerkd camo caefl BHUMATENHA OpelieHKa @ camo ¢ fozH < 100 mg
JAHEBHO, KOTATO IEISHHETO MPONLIDKABA 34 MOBEYE OT 4 ceMMHLH (BX. T. 4.4 Crieunanum
npeaynpexaeHids i NPeANasHA MepKH npa ynoTpeGa).

bubpeunoc yepexnane
BonTapen croMamHo-ycTolMHEH TaGneTka ¢ NPOTHEONOKA3aH NPH DalHeHTH ¢ OubpeyHa
segocrarpaHocT (GFR <15 ml/min/1.73m?) (. 1. 4.3 IIpoTHBOMOKA3aHMS).

Toii KaTo He ca NpoBEANAHH CIeLGHYIHA IPOYUBAHHA NpY NauHeHTH ¢ GEEpedHo yapexKIaHe, He €
Heo6XoMMO MBBPIBAHETO HA CHEUEUYHE KOPEKIHH Ha fo3aTa. HeoGxomumo ¢ BHMManHe mps

npanaradeTo Ha Bonrapen croMammo-ycroiMHBE TabneTKy Ha NALHEHTH ¢ GEOpeTHO YBpeRaaHE
4.4 CrieupanHy: NpeayNPexACHAA H NpeIa3Hy MepKy npe ynortpe6a).




Hepuoapobuo yapexaane

Borrapen cromaimHo-ycToiiunsy T20neTKM € NPOTHBONOKA3AH NPH NALHEHTH ¢ YepHOApoGHa
HEAOCTATHIHOCT (K, T. 4.3 IIpoTHBOMOKA3AHNMA).

Toii kaTo He ca NMPOBEXRAAHHN COEUHOHYHH NPOYIBAHHA NPH NAUHCHTH ¢ HEPHOAPOGHO YBpEXKIAHE, HE €
HeoOXOAUMMO HIBLPIIBAHETO HA CreNAQHIHH KOPEKIHH Ha Jo3ara. Heo6XoanMo ¢ BHWMAHHE Iph
ApHAaraneTo Ha BonTapen croMamno-ycTolMHBA TaGieTKA Ha MAalHEHTH C NEKO A0 YMEpEHo
q9epHOAPOOHO yRpexkIaHe (pk. T. 4.4 Cnenuanuy npeAynpexacHAs U NMPeanasHy MEpKH IIPH yroTpeba).

Hauxn Ha npuagxenue
TaGnerxsre TpaGaa fa ce MONMBUIAT LA ¢ TEYHOCT, 3 OPEINOUATAHE OpSAM XpaHa A He TpaOBa Aa

OBpaT pazapobiaBaHE HIHM KBBKAHH.
4.3 IIpoTHBONOKAIAHEN

® H3pecTHA CBPBXIYBCTBHTENHOCT KbM 8KTHBHOTO BELIECTBO HIH KBbM HAKOE OT IOMOITHHTE
BEHIECTRA. :

s AxTHEHA CTOMAIIIHA HITH UpEBHA 4383, KEpBeHe WM nepdopamyd (Bx. T.4.4 CneuHanH#
OpeRyNpexAcHHd H NpenazHi MepkH NpH ynotpeGa u T. 4.8 Hexenanu rexapcTBeHH PEAKITAN).

* AnaMHe3a 3a KbpBEHE OT CTOMAITHO-YPEBHHUA TPAKT Wil 1ephopalli, CREP3aHH ¢ OPEIXOAHO

negerne ¢ HCTIBC. AxTHBHA HAM NOBTOPHA NOABA Ha MENTHYHA A3Ba/KLPBeHe (B2 HAH NOBEYE

OTHENHH JOKA3aHH eMH30/a Ha A3Ba HIH KbPBEHE).

Tlocnennus TpuMecTsp OT GpeMenHocTTa (BK. T. 4.6 DepTHNHTET, GPEMEHHOCT H KEPMEHE).

YepuoapoOHa HEAOCTATHIHOCT.

Br6peqna Heaoctarkaroct (GFR <15 mimin/1.73m?)

Teskka copaedsa HegocTaThaHOCT (BXK. T. 4.4 CHeMaiHl MPeqyIPeKICHNA H NPEaNasHd MEPKH

OpH yooTpeda).

s VYcraHoBeHa 3acTOHHA ChpASYHA HepocTaTkuHocT (NYHA II-1V), ncxemuyna Honect Ha
CHPLETO, nepadepHO apTepHANHO 3a00ABaHe WHIH MOYEYHO-CBAOBA GonecT.

¢ ITonobHo Ha ApyrHTE HECTEPOHAHM NPOTHEOBL3NATHTENHH cpeacTea (HCIIBC), Bonrapen
CTOMAIMHO-YCTOHIHBH TablleTKy ¢ NPOTHBOMOKA3aH H NIPH NALKEHTH, IIPH KOHTO ynotpebara Ha
aueTHRCATHIIMIORA kKiticennia anu Apyrid HCTIBC moxke qa NpefH3BHKA NPHCTHIIH HA aCTMa,
aHTHOEAEM, YPTHKAPHA HIH ocThp prHEUT (Hanp. HCTIBC-unaynHpani peakndi Ha KPLCTOCAHA
PEAKTHBHOCT) (BX. T.4.4 Cnenuanuu npeXynpekAeHHd H IpeAla3Hi MepKH NpH ynorpeda 1 T.
4.8 Hexenanu nexapcTBeHH peakiuM).

4.4 Coennajun OpesynpekaeHAs H NPEANAIHE MEPKH NPH ynoTpeba

O6mn

Hexenanyre nexapcTBeHH PeaKIEH MOraT Aa GBIAT HaAMATCHR KATO 38 KOHTPOIMpPaHe Ha CHMITTOMHTE Ce&
yNoTpeGapa PE3MOKHO Hali-HHCKaTa SPEKTHEHA 0032 34 BRIMOKHO Hal-KPaTEK CPOK OT Bpeme (BiK.
TouKa 4.2 A NO-AOJY NOCOYEHHATE FACTPO-MHTECTHHANHM H ChPIETHO-CHAOBH PHCKOBE).

Bosrrapen cToMaliHo-ycToHTHEN TaleTKA CHABPKAT JAKTO34 M BEB BPBIKA ¢ TOEA HE Ce MpenophiBar
NIpH NMAUHEHTH ¢ PEIKH HACIEACTBEHH 3a0014BaHAA KaTo raNakTo3Ha HENOHOCHMOCT, TEXEK JaKTA3eH
JepHIMT HIH NIOKO30-TARaKTOZHA MATabcopOLEA.

Cromamuo-apeBHE edextn

Ipn scwuxn HCTIBC, pronoddTenso U OpH JuknodeHak, ca cHOOIaBaHH CIydal Ha KbpBEHE OT
CTOMAHIHO-IPEBHHA TPAKT, A3BH HAHA nephopaiyd, KOHTO MOTAT 1a Gpaar GaTaaHA H MOTAT a HaCTROAT
Ha BCEKH eTall OT JICYCHHETO, ChC HNH Bes npegynpequTenHn CHMITTOMM WIN JaHHH 32 AHAMHE3a 33

BB3pacT. AKO NPH IAIMERTH, NeKyBaHH ¢ Boarapen cToMamHo-ycToiueH TabneTky &
OT CTOMAIDHO-IPEBHHA TPAKT HAH ce 0Opa3yea 2384, npHeMa Ha NekapcTBOTO TpbBa



Kakro npu scuuka HCIIBC, somounTento quknodeHak, ce Hajlara CTpor MeIAOHHCKH KOHTpOI, H €
HeoOXx0OAMO crienyanHo BHUMaHHe, korato Bojrrapes cToMaInHO-yCTOHYHBH TabieTkn c¢ NpeANHCcEa Ha
NAUMEHTH ChC CHMITTOMH YKa3Ballli CTOMALTHO-9PERHH HAPYIICHHA WM ¢ AHAMHECTHIHH JaHHH,
NpeanoNaramy 438a Ha CTOMaxa WIH MepBaTa, KbpBeHe HIH nepdopauus (Bx. T. 4.8 Hexenand
NISKAPCTREHH peakuiH). PHcka 38 KbpBEHE OT CTOMAILIHO-IPEBHUA TPAKT € NMO-BHUCOK NPH MOKAIBAHE HA
nosara Ra HCIIBC H DpH NallHeHTH ¢ aHaMHe3a 32 1382, OCODEHO aKo € YCIIOXKHEH] ¢ KEPBEHE HIH
nepopanus. IIpn nanMeHTH B HANPeAHATA BH3PACT HMa IIO-TOJIAM PHCK OT MO-4ECTa MOABA HA HEKETAHH
peaxiyy opA gederne ¢ HCTIBC, ocofeHo Ha KEpBEHE OT CTOMAINHO-9PSBHAA TPAKT HIIA nepdopanns,
KOHTO Morar Aa 6saar daranuu.

HCIIBC, BmovHTeNHO JukAO(eHak, MOKE [1a Ca CEbP3aHH C YBESIHYEH PHCK OT H3THYAHE OT
CTOMALIHO-YPEBHA ARACTOMOYA. [Ipenoprusa ce BHIMATENHO MCTHUHMHCKO HAOAIOACHHE H TIOBHILIEHO
BHMMAHHE IIpH ynoTpeGaTa Ha quKnodeHak cnel CTOMAUIHO-YPeBHa XHPYPTHIHA HHTePBEHIHA.

3a HaMaIABAHE HA PHCKA OT TOKCHMHOCT 38 CTOMALOHO-IPEBHHA TPAKT MpH NallMeHTH ¢ aHaMHe3a 3a A3B4,
ocobero ako € ycTokHeHa ¢ KBpBeHe WK nepdopanys X OPH HAUMEHTH B HATIpeHANA BL3PacT,
NevycHHETo TpAGRa Mla ce 3anoYBa M NOUTEPXKA ¢ Hali-MaNnkaTa eeKTHRHA A03a.

Tlpy Te3H DALHEHTH, a CHUIO H NPH NAUKMEHTH HMALH SAHOBPEMEHHA HYXJIA OT JIEKapCTBa ChIBPHALA
HKCKH JO3H alleTHACATAIEIOBA KHCEMAHA (ASA) WM OPYTH IPOOYKTH, 33 KOMTO € BE3MOXKHO 73
¥BENIHIAT PHCKA 33 CTOMAIIHO-IPEBHHA TPakT, Tpa6Ba fa ce MMa B npeABAN KOMOHHHpPaHA TEPAMHA C
NPOTEKTHRHA MPOAYKTH (HANP. ME30OPOCTON HIM HHXMOHTOPH Ha MPOTOHHATA IIOMITa).

TTaneHTH ¢ aHamMHAe3a 3a TOKCHTHH HPOARH OT CTPaHa Ha CTOMANIHO-IPERHMA TPAaKT, ocofeHo MallHeHTH
B HaIlPEAHAIA PE3PACT, TPAOBa Aa CROGIIABAT 32 BCHYKH HeOOHYaHHH, CHMIOTOMH OT CTpaHa Ha KOpeMa
(ocobeHo xppeene). [TpenopbuBa ce BHHMATEHO NPHICKEHHE NPH NALHEHTH 0Ty TABALNH
€AHOBPEMEHHO MPONYKTH, KOMTO MOTAT [ YBENRIAT PHCKA OT YALEPAauHa HAH KEPBEHE, KaTO CHCTEMHH
KOPTHKOCTEPOH/IH, aHTHKOAI'YIAHTH, AHTH-TPOMOOTHHE MPOAYKTH KM CeJIEKTHBHH HHXHOHTOPH Ha
o6paTHOTO 3aXBaIMaHe Ha cepoToHHHA (BX. T. 4.5 B3anMomeiicTEHE ¢ APYrH JISKAPCTBEHA NPOAYKTH B
Apyrd dopmu Ha B3aHMOAEiiCTRHE).

HeolX04HM ¢ CTpor MEIHUHHCKH KOHTPO/ M BHHMAHHE IIPH NALHEHTH © YILEPO3eH KOIHT WiH fonect
Ha Crohn, THH KaTO CHCTOAHHETO HM MOXe€ J1a C¢ BIOWH (BX. T. 4.8 Hexenann nekapcTREHH peaKiuH).

XenaToOIHADHH edekTn

Heobxommm & cTpor MeaHIIMHCKH KOHTPOJI, KOraTo ce npeanucea Bonrapes cToMalmHo-ycToHIHEH
TabNeTKH HA NAlMEHTH ¢ YBpeaeHa uepaoapotHa GyHKUMA, Thi KATO CHCTOAHHETO HM MOXKeE A2 e
BJIOIIH.

Kakto u npr apyrire HCIIBC, sxmoguTenso quenodeHak, MOraT Aa c€ NOBMIIAT CTOHHOCTHTE HA AHH
HIIH NnoBede YepHoapoGHH ersnMu. Kato npennazna MApKa npH npoXs/DKHTENHO NedeHne ¢ Bontapen
CTOMAIIHO-YCTOHIHEBH TabmeTxkn (Hanp. o opMaTa Ha TabNEeTKH KA CYNOIUTOPHA) & HEOBXOMHMO
HepHOIHTHO Ja ce ciequ 2epHoapobaaTa GyHKMHA. AKO CTOHHOCTHTE HA MepHOAPOGHHTE MoKasaTeIH
NpOTB/DKABAT A3 (BJAT UIEHH HOPMATA WIH Ce TIOKa4YBaT B IIO-TO/AMA CTEMEH, aKO Ce NOABAT OPH3HALHA
HIIH CHMIOTOMM HA 9e€pHOAPoOHO 3aboaBaHe MM AKO HACTHIIAT JPYTH NPOABH (Hamp, e03HHOPHIAA,
o0pHB), npanoxenneTo aa Borrapen croMamuo-ycroiiuneu tabnerky TpabEa aa ce MpeyCTAHOBH.
XenaTHT MOKE 1a HACTHIIH NpH ynoTtpeGaTa Ha JUKAOGeHaK H (e3 IPOSPOMATHH CHMITTOMH,

TorHmene BHAMaHKE ¢ HeoOXoMAMO TIpH ynotpela Ha BoATapen cToMamHo-yCTOHIHBH TabneTkH oT
DAlMeHTH ¢ 1epHonpobHa mopUpHs, Nopaay BE3MOKHOCTTA TOH Ja OTKIIOYH IPUCTEI HA
sabonsBaneTo.

Bubpeuwnn edextn

Tpi X4aTO ¢a AOKAABAHH CTyJal Ha 3aTbpKaHe HA TETHOCTH H OTONH IO BpEMe Ha Jie
BEJICHTENHO AHKIO(EHAK, HeobxoauMo ¢ 0cofeHo BHIMAHHE NPH MALECHTH ¢ YBP o
610pevHa dbyHKIHA, ¢ aHaMHE3a 38 XHIIEPTOHMA, NALHEHTH B HANPEIHANA BL3PACT,



EAHOBpEMEHHO NPHEMAINH THYPETHIM KITH IPOAYKTH, KOHTO MOTAT CEpPHO3HO [a NORTHAAT OuipeuHaTa
PYHKUAA, KAKTO H NPH NALHMCHTHTE ChC CHINECTREHO HAMANABAHE Ha EKCTPALCIyapHus obeu,
HEIBHCHMO OT NPHMHHATA, HAMp. OPSAK U ClIe/l TONEMHA XAPYPIrHUHH HHTEpBEHUHH (K. T. 4.3
IIporaponokasanns). B Tezn ciyyan, xato npenazHa Mapka np ynotpeGa na BonTapeH cromatiimo-
yeTofiyaBhn TabneTKH ce NMpenophyba NpocieasBaHe Ha GpOpeunara gyHkuya. CrMpaHeTo Ha TEPANMATA
OOHMKHOBEHG ¢ MOCTEABA OT BL3CTAHOBABAHE HA H3XOIHOTC CHCTOAHHE,

Koxnn edextn

Texxna KOXKHH PeakilHH, HIKOH OT KOMTO (ATATHH, BKMIOUBAINH eKc(onMaTHBeH JepMaTHT, CHHIPOM Ha
CTiEBHC-JKOHCHH, TOKCHYHA SIHAEPMATHA HEKPO/IH3A Ca ChOOMmABAHY MHOTO PAIKO BEB BPB3Ka C
npuama sa HCTIIBC, ® ToBa uncno u Boarapen cromammo-ycTofianen TabmersH , (Bx. T 4.8, Hexenann
JieKapcTBeHH peaxnuy). Marnexna, ue Hal-BACOKHAT PHCK 33 NANHECHTHTE 2 HMAT T¢3H PEAKLAH ¢ paHO
B X071a HA JIEYEHHETO, B IOBEYETO CTyYaH HAYANOTO HA PEaklMATa HACTEIBA B IEPEAsA Mecell. [IpueMsT
Ha BosrrapeH cTOManiHO-yCTORTHEN TabneTKH TpabBa Aa ce NPEYCTAHOBH NPH [IBPBUTE NPOABH HA KOXKEH
00pHE, NHrABHYHH NE3HH MM KAKBHTO B 12 GHNO OPYTH POSBY HA CBPBXTYBCTEHTEIHOCT.

Kaxro npn apyrate HCIIBC, B pesxu ciyqaH npH NedeHAe ¢ JHKIOQEHAK MOTAT 13 HACTBOAT
AICPTHYHH PEAKIMH, BKIIOMKTEAHO aHadiaKTHuHu/avadunaKTouaHy peakuuu, Gz npeaxonHa
EKCTIO3HIHA HA NeKapcTBOTO. PeakuunTe Ha CBPBXYYBCTBHTENHOCT MOKE CHIRO TAKA J1a NMPOTPECHpar A0
cHHpoM Ha Kounis - cepro3na anepriudua peakiud, KOATO MOXKE Aa AOReLe 10 HHPAPKT Ha MEHOKapIa.
CHMOTOMHTE H2 TAKHEA PEAKIMH MOKE 13 BKIOYBAT 0OMKA B FBPIATE, KOATO BE3HHKBA BBE BPB2KA C
aJeprugHa peaknus KbM JHKIOJenaK.

CrpaeH0-cLAOBH edeKTH

Jleuennero ¢ HCTIBC, BrarovnTenno auxnodenak, ocofeHo BER BHCOKH JO3H H NpPH NPOTBDKHTENHO
neueHHe, MOXe fa ObIe CEBP3AHO ¢ IEKO MOBHIIEH PHCK OT CEPHO3HE CHPICYHO-CHAOBH TPOMOOTHIHH
CHOHTHA (BKMIOIATEHO RHGAPKT Ha MHOKapAA M HHCYIIT).

OGuxnoBeHO NewenneTo ¢ Bonrapen croMalno-ycToiames TalNeTKy Py NALHKEHTH ¢ YCTAHOBEHO
CBPCIHO-CEROBO 3a60naBaHe {KOHreCTHBHA ChPACIHA HEAOCTATHIHOCT, YCTAHOBEHA HCXEMHIHA HonecT
Ha CEpIETO, 3aboN9EaHe Ha NepHAEPHUTE APTEPHH) HIIH HEKOHTPOTHpaHa XHNEPTOHHS HE ¢
npenopsaea. [Ipn HeoGX0AHMOCT, DALMEHTH ¢ YCTAHOBEHO CHPIEYHO-CBAOBO 3ab0/ABaHe,
HEeKOHTPONHPAHA XNIIEPTOHHA WA 3HAYHTENHN PHCKOBH (akTOPH 3a CLPpAEYHO-CEAOBO 3aboNdBane
TpaGEa Ja GpaaT neKypaHy ¢ Borrapen croMamHo-yoToiMMBE TaGreTkH caMo cle]i BHHMATeHa
TIpELICHKA H camo ¢ 038 < 100 mg aserno, KOraTo TeYeHHeTo IPOTDKH 3a NoBede oT 4 CERMHIN (BiK.
TouKa 4.4 CieuHaIHH OpeRyNpexacund | Npedna3Hi MepKH npH ynotpeba).

HeobxoaumocTTa Ka MaUHEATa OT CHMITOMATHYHG O0ACKUEHHE I OTTOBOPA KBM TepanuATa, Tpabea
NEPBOAMMHO Ja ce MPEOUEHABAT, 0cOBEHO KOraTo NeUEHHETO MPOaLILKARA 3a MOBee OT 4 CEAMHIH.
IMaunermare Tpabea aa 6BaaT 6AMTENHH 32 MPUIHALN H CHMITTOMH Ha CEPHO3HH aTepoTpoMOGOTHYHR
¢bOHTHA (Haop. rpbaEa GoNka, HENOCTHT HA BB3AYX, CNafocT, HeAceH rOBOP), KOUTO MOTAT 43 BR3HHKHAT
BHe3anHO. B ciy4aii Ha nogoGHO chbuTie, naumenTTe TpA6Ba fa GLAAT HHCTPYKTHPAHH [ OOTHPCAT
nekap He3abaBHO.

Heobxomumo e a3 ce OCHIYPAT NOAX0AAN0 HAOMOASHHE H CHBET 33 TALIHEHTH ¢ AHAMHE3a 33
XHIEPTOHHA W/HIH JleKa A0 YMSPEHA KORTECTHBHA CHPASYHA HEAOCTATEYHOCT, Thil KATO UMa CHODIIEHHA
32 OTOLM H 3aIPBXKKA Ha TEHHOCTH, cBbp3any ¢ NeveHneto ¢ HCIIBC.

KnHHVYHH OpoYYBANHS H eNHACMHOIOrHYHH JAHHHA OKA3BAT, 9¢ ynoTpebaTa Ha IHKnoQeHak, ocobeHo
BBB BHCOKa A03a {150 mg AHEBHO) M NpH NPOIBIKHTENHC PHIOKeHHe Moxke /1a {ble CEBp3aHa C
NOEAIIEH PHCK OT aPTEPHATHH TPoMGOTHMHE cHOHTHA (HamprMep MuokapaeH nHGapkT HIH
(BipxTe T. 4.4 CHenHANHA NpeyNpeXACHHA H TIPENAa3HH MEPKK IpH yToTpeta).

HeobxonaMo ¢ BHHMATEITHO OOMHCNAHE NPH IEYEHHETC ¢ THKIO(PEHAK Ha MANUEHTH ¢ H
XHOCPTOHHA, KOHTECTHEHA ChPACYHA HEAGCTATHTHOCT, YCTAHOBEHA HoXeMUIHa SotecT
3aonApane Ha nepHdepHHTE APTEPHA H/HAH MOIEYIHO-CBAOBA Goaect.



[NanmeHTHTE CHC 3HAYHTEIHH PUCKOBH HAKTOPH 3a CHPACIHO-CHIOBH ChOMTHA (Hanp. XHTIEPTOHHA,
XANepIMOMACMHA, 3axapeH quabeT, TIOTIOHOMYERE) TPAGRA [a ce JEKYBAT ¢ HKNIoheHaK caMo cie]
BHHMATE/THA NMpeleHKa. Thil kaTo ChPACYHO-CHAOBHAT PUCK TIPH THKNO(eHAK MOXKE Aa HAPacHE ¢ Jl03aTa
H NPOAB/DKHTENHOCTTA HA EKCIO3ALMATA, TPp2GBa Aa ce Npiiara Hali-HHCKaTa e)eKTHBRA AHEBHA 11034 32
BE3MOXHO Hali-KpaTknd nepHop ot epeme. [epHoauaHo TpaOka Ja Ce H3BBPIIBA NPECHEHKA Ha
HeoOXOMHMOCTTA Ha NAHEHTA OT 06/IeKIaRane HA CHMIITOMHTE H Ha OTTOBOPA KbM TEPAIHATA.

XeMATONOTHYHEH ¢QPEKTH
Ipn npoabmkHTenHa ynoTpeba Ha Bonrapen croMalHO-yCTOHYHBH TaGNeTKH KaKTO NPH OCTAHATHTE
HCIIBC & npenoph4HTENHO, peIOBHO J2 ¢& MPOC/CaABa KPhEHATA KAPTHRHA. ’

Kakto ocrananute HCIIBC, BontapeH cTOMAamMO-yCTORIMBH TAONETKH MOKe BPEMEHHO J1a IOATHCHE
arperanaTa Ha TpoMGonuTHTe, [TayMenTHTe ¢ HapymeHHA B KPLBOCHECHpBAHETO TPAOBa Ja Obaar
HabmonaBaHH BHUMATEIHO.

CLObLTCTRaAMIA ACTMA

INpu nanHeHTHTE C ACTMA, B CPABHEHEE ¢ APYTHTE MALHMEHTH, Ca NO-YECTH Ce30HAHTE ANSPrHYHH PHHHTH,
OTOKBT Ha HOCHATA JIH[ABHNA {T.HAP. HOCHH NOAMIH), XPOHUMHH 05CTpykTHBHH GenoapoGnu
3a00/ABaHHA FIH XPOHITTHH HHQEKUHH Ha JHXaTeHnTe METHINA (ocobeno, ako ca CBBp3aHH CBbC
CHMITTOMH NoJ0GHA Ha aneprauen paAwuT), peaxnnn crnpamo HCTIBC xaro exsauepbaund Ha acTmara (T.
Hap. HEMOHOCKMOGCT KBM AHANTETHIH/ aHANTETHIHA acT™Ma), eneM Ha Kemike wmu yprukapua. Ilopamu
TOBA MPH TE3d NALMEHTH C4 HEOOXOOMMH CIIENHATHH NPEANAZHA MEPKH {TOTOBHOCT 32 CHIEMHA NOMOIIL).
Tosa ¢e OTHaCH CHIND TAKA H 32 MALMCHTH ANEPrUYHH KBM JAPYTH cyOCTaHIMM, HaNp. KOKHH PeaKIHH,
chplek HNA YPTAKApHA.

INanxesaTH B cTApYecKa BLIPACT (Ha 65 ¥ NoBexe roAAHH)
Ocofeno BHEMaHAE € HEOOXOIHMO P NAUHEHTH B HAOpeIHANA FB3PAcT NOpadH OCHOBHH MEJIHIHHCKH
cboOpakeHns, 0c06EH0 IPH HEMOLTHH MAHEHTH HAH NP TAKHBA C HHCKO TEIECHO TErno.

Baanmoaeiicresne ¢ HCIIBC

Tpatea ga ce 130area AHOBPEMEHHOTO NpUNOKEHHE Ha BOSTapeH CTOMAIIHO-YCTOMYHBH TA0NETKR CBC
cucremMun HCIIBC, BmodnTenno CeNeKTHBHE HHXHGHTOPH HA THKI00KCHT¢Haza-2 TIopaa
BBE3MOMHOCTTA OT HeXenaHH edextd (Bx. T. 4.5 BsauMone#cTEHE ¢ IPyry TekapcTBEHH NPOIYKTH H
apyru (hopMH Ha B3aHMOZelHcTERE).

Macxkupane NPU3HALATE HA HH(peKNHA
MNonoGao Ha octananute HCTIBC, nopagn dapMakogHeaMu4HiTe CH cBojictea BonTaper croMalHo-
ycToliuMBH TabneTk MOXe [a MacKHpa IPH3HALATE H CHMIITOMHTE Ha HHQEKIIHH,

4.5 B3aumoaeficTBHE ¢ ZpYrH JeKapcTEeHH NMPOAYKTH H APYrd (hopMH Ha BianMoaeiicreae

Hz6poenaTe mo-mony B3aMMoAeHCTEMA BKIIOYEAT HaGmoaasaHuTe Npd BonrapeH ctoMalnHo-ycToORYHEBH
TabneTky CTOMANIHO-YCTOHYHBH TalleTK W/HIH APYTH JEKApCTBeHA PopMu Ha TAKNOGEHAK.

HabmoassaHe B3sHMoIeficTEHE, KOHTO TPAGEBA Ia ce B3eMAT N0J BHHMAHHE
CYP2C9 unxubumopu: Ilpenopbisa ce NOBUIICHO BHHMAHHE NP eROBPEMEHHATA YNIOTpeDa HA

anrnodenak ¥ CYP2CY auxuburopn (kaTo cyn(pRHINPA3OH H BOPHKOHAION), KOSTO MOXe Ja AOBEAE A0
3HAYHTENHO YBeIHUSHHE HA MHKOBETE IU1AIMEHH KOHUEHTPAREHA H eKCNO3HUWATA Ha THKNO(EHAK,

Jluntsic: npA eAHOBPEMERARO MPHIOKEHNE € IHTHA, THKIOPEHAK MOXKE 13 IOBHLIH L1
KOHUeHTpaunA Ha HTHA. [Ipenopnusa ce npocnensisaHe Ha CEPYMHATE HHBA HA JTHTHA Q_Y"{t
Huzoxcun: npA eAHOBPEMEHHO NPHAOKEHHE JUKIO(eHAK MOXKE Ja OBHILH [LTA3ME!
Ha ZHToKcHHa. [IpenopraBa ce npocneatsane Ha CepyMHMTE HUBA HA AHTOKCHHA,



Huypenunu u anmuxunepmensuenu nexapemea; Kaxro npu ocranamure HCIIBC, eqnospeMeHHOTO
NPATCKEHNE HA TUKKHPEHAK ¢ THYPETHIM HIH AHTHXHTICPTCH3HEHH ekapeTea (Hanp. Geta Giokepy,
HHXHOHTOPH Ha aHTHOTEHINH-KOHBEPTHpAITHA efsHM (ACE-HHXUOHTOpH) MOKE Xa HaManH
AHTHXHNEPTCHIMBHUAT UM edekt. [Topaau TOBA, TazH KoMOHHALMA TPAGEA A3 ce npHnara ¢ ocobedo
BHHMAHWE H MALHSHTHTE, Hal-BeMe TE3H B HaNpeAHANA BL3PACT, IEPHOAMIHO TpAOBA Ja MPOCeNaBaT
CTONHHOCTHTE Ha APTEPHATHOTO cH Hansrade. TlopaTn MOBKMIIEHUS PHCK OT HeHPOTOKCHIHOCT (B, TOUKA
4.4. Crienaiem NpeAyNPEKICHAA I TPEANAHH MEPKH npH ynoTpeba) nauMeHTHTE TpAOEA Aa GBAaT
nobpe xuapaTapann, H Aa HM GBAe NpocieaiBana Os0pednara GyHKIIHA IPH 3a0049BAHE Ha
KoMOHHApaHO JiedeHye ¢ AHypeTHiE 1 ACE HHXMGHTOPH, KAKTO ¥ NEPHOJMMHO CNEA TOBA.

Ifuxnocnopun u maxpoaumyc: Kakro ocranamre HCIIBC, muknodeHak Moxe aa MOBHIIR
He(POTOKCHYHOCTTA Ha UHKIOCIIOPHH M TAKPOJIMMYC NOPaH NOBMHABaHE Ha GROpeUHHTE
opoctarnauaums. [Topaxn ToBa Toii TpAGBA ga ce NpHAara B Mo-HACKH NO3H OTKOIKOTO HPH TIALHEHTH,
KOHTO He NPHEMAT UHKNOCIOPHH WM TAKPONHMYC.

Jexapcmea, npudunseaigu xunepxanuemun: EfHOBPEeMEHHOTO IPHAOKEAHE ¢ Kanufi-ChXpanaBanld
JHYPETHIH, IHKIOCHOPHH, TAXPONHMYC HIIH TPHMETONPHM MoXe fa Oblle CBEP3aHO ¢ MOBHINEHH
CepyMHH HHBA Ha KAIHi{, KOHTO CJIeIBa J1a ¢& MpOocieaaBar 1ecto (Bk T. 4.5 Crenpaniu
OpefynpeKACHNA H peAraldH MEPKH 33 NpH ynotpeGa).

Xunononosu anmubaxmepuainu nexapcmeq: Crobinenn ¢a H30MMPAHA CIIYTaA Ha MbPIOBE, KOHTO
Moxe fia ca GHNH Npeau3BUKaHH OT €AHOBPEMEHHOTO NpHickenHe Ha xunononk 1 HCTIBC,

OuakBanH B3aHMoAeiicTBEA, KOHTO TPA(BA Za ce BIEMAT N0A BHAMAHNE

Apyzu HCOBC u xopmuxocmepoudu: EQHOBPEMEHHOTO TIPHIOKEHAE HA THKNOMEHAK ¢ IPYTH
cucreMid HCTIBC unm KOPTHKOCTEPOHAH MOXKE A MOBUINH YECTOTATA Ha HEXKEAHHTE CTOMALIHO-
qpeBHH JIEKAPCTECHH peakuui {Bx. Touka 4.4, Crieunanad nNpeXynpexaeHua A MPeANasHH MepKH NpH
ynotpeba).

Anmuxoazynaumu u anmumpombouumnu Aexapcmeenu npodyxmi: Ipenoprisa ¢e NOBKIISHO
BHHMAHME, Thil KATO ¢HOBPEMEHHAOTO NPHACKEHHE MOXKE 2 NOBALIH PHCKA OT KbpEeHe (BX. T. 4.4,
CrelHaTHH OpeayNpexXIeHHa H NpeNa3Hi MepKH opd ynotpe6a). Brnpexu de KIMHEYHATE
H3CIEABAHAA He MNOKA3BAT, Y€ JUKNO(eHaK MORITHABA ACHCTBHETO HA aHTHKOATYIAaHTATE, KMa
chOOIMEHHA 33 IOBHIIEH PHCK OT KPHBOM3/IME OPH MALMEHTH, KOHTO NOYIaBaT eJHOBPEMEHHO
Auknotenak A aHTHKeArynaHTd, Io TasH NpHYMHA ce NpenopLbuBa BHHMATENHO HabmoNEeHHE HA TAKHBA
NAlMEHTH.

Cenexmusti unxubumopu na obpamuomo laxeaane na cepomonuna (SSRIs): EnpospeMenHoTo
npunoxenne Ha cucremar HCIIBC, pxnioaurerHo muknodenak, B SSRIs Moxe na yBerHuH pHCKA OT
KBpBEHE OT CTOMAITHO-IPERHUA TPaKT (BK. Touka 4.4 CHeIMANHH NpeIyNpeXIeHH B NPEANAsHE MEPKH
npu ynotpela).

Aunmuouabempu nexapcmeenu npodysmi: KNMHAYHATE NPOYYBAHHA NOKA3BAT, e AMKN0deHaK MOXKe
Ja Cé npuiara eAHOBPEMEHHO C NEPOpaTHH aHTHAUaGeTHH nekapcTsa, bes 1a NOBIHABA TEXHHAT
knuHHIeH edekt. B xoxa Ha nevenne ¢ auxnodenak, obaue, ce crollNapa 3a HIONHPAHH C/IyYaH Ha
XHTIOTIMKEMHA H XHIEPIIMKEMHS, HAIACAUIH MPOMEHH B JO3aTa Ha aHTHAHAGETHUTE NpoAyKTH. Bhe
BPB3Ka ¢ TOBA, KATO Npedna3Ha MApKa, ce Ipenopbaea HabmogeHne Ha HABATA Ha KPbBHATA 3aXap 6o
BpEMe HA €THOBPEMEHHO NPHIIOKEHHE HA ABATA PENapaTa.

Hma uzonnpann croboienns 3a MeTaGoNMTHA aHA03a, KOTATO JHKNC(EHaK ce mpaIara SAHOBPEMEHHO ©
MeTGopMEH, ocobeHo npd NaukeHTH ¢ NpeqiecTRame GEOpeHO YBpEKIaHE.

Memompexcam: nuxnodenak Moxke Aa unxubupa TyOynapaus 6n0peteH KIMPBLHC
TAKa MIOBHINABA HHBATA Ha METOTpeKcar. [ToBHIIEHO BHHMAHHE ¢ He0OX0HMO NpH
HCIIBC, exArc9HTENHO AHKI0GEHAK, B CPOK 0-MANBK OT 24 Waca Opeay HWiH Cle



METOTPEKCAT, NOPaJAH PEIMOKHOCTTA 33 MOBHINABAHE HA INTA3MEHATA KOHUEHTpAlHA HA METOTPEKCAT H
YBCITHYABAHE HA TOKCHYHOCTTA MY.

Denumoun: Tpenopbasa ce MOHHTOPAPAHE [TAIMEHATA KOHLEHTpAyA Ha (GeHHTORH PH
e[IHOBpEMEeHHATA MY YnoTpeda ¢ QUKIOdEHAK, IOPaIH OY4KBAHO YBETHUCHHE HA CKTIO3HLMATA HA
¢eHATOpHH.

Konecmunon u xonecmupamun: Tesn BelecTra MOXKe 43 NPEAR3IBUKAT 3a0aBAHE WIH HAMANABAHE Ha
ycBoseaneTo Ha AHnogenak. ITopans Toea ce npenopraea NpUNGKeHHe Ha AuKIodeHaK Hali-Ma/Ko
€HH 94c ITPeaM UM 4-6 Jaca cnen ApHAAraHe Ha KOJNSCTHIION/ X0JIeCTHPAMEH,

CYP2C9 undyxmopu: Tpenopbyuea ¢e MOBMINEHO BHUMAHME NPH €JROBPEMEHHATA YNoTpeba Ha
anknopetiak 1 CYP2C9 uHAyxTopH (Kato padaMIHLIAH), KOSTO MOXE 1a JOBEAE A0 3HAYMTENHO
HAMATABAHE HA ILIAIMEHHTE KOHLCHTPANMH H EKCOO3HUMATA HA AHKIO(eHaK.

4.6 PepTRUIETET, GpEMeHHOCT H KBpMEHE
Bpemennoct

0O6o6menue Ha pacia

HixubapareTo Ha DPOCTAITAHAMHOBHA CHHTE3 MOMKE 12 OKDKE HEGMArONPHATHO BAHAHHE BEPXY
OpeMeHHOCTTa H/HIH Pa3BHTHETO HA eMOPHOHA HWIH Nioja. JaHHH OT eMROEMHONOTHIHH NPOYIBAHAA
NOKA3BAT NOBHIEEH PHCK OT COOHTaHeH abopr, cepaeunn ManGopMalliy ¥ racTpoCXH2HC Cel
ynotpe6aTa Ha HHXHOUTOPH HA IPOCTAITIAHIMHOBASL CHHTE3 B HAYATOTO HA GPeMEHHOCTTA.
AGCOMOTHHAT PACK OT CHPACYHO-CHAOBH MaN(QOPMALHA ¢ NOBNIIARA oT >1%, N0 NprONMIATEHO
1,5%. [lexazano e, 2e muinodenak npeMuHaga nialeHTapraTa Gapuepa MpH xopa. Ymotpebara Ha
HCIIBC, BmounTenso IUEN0(EHaK, MOXe Ja OpHYMEH HHXHGMpaHe Ha MATOYHHTE KOHTPAKLIHKL,
HpEXACBPEMEHHO 3aTBapaHe Ha RYKTYC apTepHo3yc Ha deTyca U HapyuwieHne Ha Gp6pednara GyHKIHA
Ha eryca, BoASIO A0 OIMIOXBAPAMEHOH.

I'lpa mpoyuranHA PEPXY PEIPONYKTHBHOCTTA MpH JKHBCTHH He ¢a Habmonapany JOKa3aTelIcTBa 32
TEpPAaTOreHHOCT IIPH MHIUKH, IUTEX0BE HNH 3afili, HA KORTO € JaBaH THKA0(EHAK exeTHEBHO N0 BpeMe
Ha NEePHOLA HA OPraHOTeHE3A B 03H CHOTBETHO A0 mpuGnusvTenno 0,41, 0,41 1 0,81 mema
MaKCHMAITHATA TpenopsIHTENHa Jo3a Borrapen npy xopa (maximum recommended human dose
(MRHD)), pBIpexH HANHYHETO HA TOKCHTHOCT 33 MafikaTa H ILIo/a.

CwmATa ce, 9€ PHCKDT ¢ YBeIHUABA ¢ YBe/HIABAHE HA JO3ATA H NPOXLDKATEIHOCTTA Ha NeveHneto. [pu
JHBOTHH, IPATIOKEHHETO HA MHXHOHTOPH Ha NPOCTATNAHAMHOBAS CHHTES MOXe a AOBEAe A0 YBeIHIeHa
Npej-H NOCT HMIIIAHTAMOHHA 3ary6a u eMBpno-deTanna CMEPTHOCT.

B pomeaneHHe ce cro0inaBa 3a ysenwded Gpoil pazTHIHE MAan$OPMALH, BRITMHTENHO ChPACYHO-
CBLOOBH, NIPH KHBOTHH, TPETHPAHY ¢ HHXHOHTOP Ha NMPOCTArJIaHAHHOBHA CHHTES MO BPeME Ha
GpeMeHHOCTTA.

Kmanminn cbofpaxenns
Hexelann JJeKapCTBeHH PEAKIHE OPH BeTyca

IIpexcoespemenno samsapane dyKmyc apmeproyc ua pemyca

Kakre npu npyrure HCIIBC, ynotpefara ua AMKNO{EHaK N0 BpeMe HA TPETHA TPHMECTBP OT
GpemMeHBOCTTa € IPOTHBONOKA3AHA NOPAIH BBIMOKHOCTTA OT NPEAACEPEMENHO 3ATRAPARE HA AYKTYC
apTepno3yc Ha dretyca (k. T. 4.3 [IpoTHBONOKAzAHAS).

Onuzexudpamnuon/napyniena Gobpeuna gyriyua na emyca
Puck ot HapymeHHe Ha GuOpeunara yHxuua Ha deryca ¢ nocaeapal] OTHIOXHAPAMHHO
npe ynorpeta na HCTIBC (sxn. auxnodenak) ot 20-ra ceaMuua Ha GpeMeHHOCTTA HaTa



Ot 20-aTa ceamena or GpemMeHBOCTTa HaTaTEk ynorpebara Ha HCTIBC (Bkn. mhknogeHak) Moxe 1a
TIPHUMHH ONATCXAAPAMHHOH, XbJDKAIL C& Ha Hapyenxe Ha GuOpearara pyHKuna Ha deryca. Tora
MOXKE Jia C& OARH CKOPO ClIe 3aN0YBaHe Ha JICYEHHETO M 0BMKHOBEHO ¢ 00paTHMO pH NPEKpaTABAHETO
my. Chino Taka HMa CHOGLIEHHA 3 CTECHABAHE HA AYKTYC APTEPHO3YC CIIEA NIEICHHE TIPE3 ETOpAA
TPHMECTHP, NOBEIETO OT KOHTC OT3BYJaBaT c/ie]l NpeKpaTaBane Ha NeucHEeTo. [fopaau Tora
ZvknodeHak He Tpabea fa ce IpUeMa Npe3 MEPRHA W BTOPHA TPHMECTEP OT OpEMEHHOCTTA, OCBEH AKO HE
€ kpalino Heobxommumo. B ciywaii, 9e nEKTOdEHAK Ce NpHEMA OT KeHa, KOATO C¢ ONMTBA Ja 3abpeMeHee
MITH MO BpEME HA ITPBHA M BTOPHAS TPHMECTHP OT OPEMEHHOCTTA, TpA0Ba la ce MpHJiara PE3MOKHO Haii-
HHCKATA 7032 33 Hall-KpaThk nephol. Criex excno3Hius Ha JHKIo(EHAK B IPOAKDKEHHE HA HAKONKO AHH
ot 20-aTa recTauMoHHAa CEAMHLA HATATHK TpAGsa A2 ce OOMHCITH aHTEHATANHO TPOC/eAIBaHE 34
OJHATOXHAPAMHHOH ¥ CTECHABRAHE Ha DYKTYC apTepHosyc, YnorpebaTa Ha nHKNI0peHak Tpabea na ce
TPEYCTAHOBH, 4KO C& YCTAHOBH OAHTOXHPAMHWOH HITH CTECHABAHE HA TYKTYC apTepHO3YC.

Ilo BpemMe Ha TpeTHa TpUMECTEP Ha OPEMEHHOCTTA, BCHIKH HHXUOHTOPH HA IPOCTArNAHAMHOBHA CHHTES
MOTaT Ja HANOXAT IUI0Ja HA:
- CBPJCYHO-NMYAMOHAMHA TOKCHIHOCT (IIPeXk/IeBpeMEHHO CTECHABAHE/3aTBAPAHE Ha AYKTYC
apTephosyc A GenonpoGHa XVYIIEpTOHHA);
- HapymeHz 6s6peuna GpyHKuus (BX. No-rope).
Morat fa H3NCKaT MaiixaTa M 3apoaMIIa B Kpas Ha GpeMeHHOCTTA Ha:
- BB3MOXHO yIBL/DKABaHE HA BPEMETO HA KBPBEHE H CHCHPBAHE, KOHTC MOMKE Na ce NPOARAT NOPH H
TIpH MHOTO HHCKH JIO3H;
- nBHXHOHpaHe HAa MATOYHHTE KOHTPAKIIMH, KOSTO BOOH A0 3a0aBeHC HIH NPOXEDKHTENHO
paxaase.
Cneposarenno ynorpeGaTa Ha TunogeHak MO BpeMe Ha TPeTHA TPHMECTHP 0T OPeMeHHOCTTa &
OPOTHBOTIOKA3AHA,

Paxnane

Hama nmpoyupannx 3a edextrre Ha Bonrapen mo speme Ha paxaane. Kaxro nipr apyrn HCTIBC,
ynotpebara Ha MHKAOPEHAK N0 BPEME HA TPSTHA TPHMECTBP Ha GPeMEeHHOCTTA € IPOTHBONOKA3aHa
NOpPAIH BE3MOKHOCTT2 OT HHXHGHpaHe Ha MATOYHHTE KOHTpakumH (k. T. 4.3 Tlperusonckazanns). [Tpa
Npoy4BaHHR BBPXy xkHBoTHH, HCIIBC, BxmogATemto auknodenak, HHXAOHpaT NpocTariaHIHHOBASA
CHHTE3, IpHIHHABAT sabaseHo PaxnaHe H YBEIHUABAT YECTOTATA HA MBbPTBO PalKIaHe.

JianHE

JlaHHH BpH xopa

Ilpescdespemenno samsapane dyxmyc apmepuosyc na gemyca

Ily6nukysanara naTepatypa ceolmaea, 3¢ ynorpeGara na HCIIBC npes TpeTHs TpHMeCTHp Ha
GpeMeHHOCTTa MOXe Jia NPHYHHH MPEKICBPEMEHHO 32TBapAHE HA TYKTYC apTepHO3yC Ha deTyca.

Onuzoxudpamnuon/napyuterna bvlpeuna yuxyus na emyca

ITy6nvKypaHHTe NpoyYRAHHR ¥ NOCTMAPKETHHIOEMTE AOKIaK onHcear ynorpefa va HCTIBC or
MaiikaTa okoio 20-arTa recTanHMOHHA CEMHLA WM [I6-KBCHO TI0 BpeMe Ha GpeMeHHOCTTa, CRBp3ana ¢
Hapymenue Ha 6p0peunara dyskuva na detyca, BoAeino AC ONMroXAAPAMHHOH. Te3H HexeNnaHH
PE3YNITATH ce Hal/IIAABAT CPEAHO Cred JHH A0 CeAMANH Ha nedcHHe, FHIOPEKH Ye pAjKo ce choblnapa 3a
ONHroxXHApaMHHOH H 48 yaca cnen 3anousane Ha HCTIBC. B MHOTO ClTy4aH, HO He BBB BCHYUKH,
HaMaABAHETO Ha AMHMOTHYHATA TEUHOCT € BPEMEHHO U 05paTHMO clie]] IPEYCTAHOBABAHE HA
JIEIEHMETO.

JIaHHH OpPH KHBOTHH
Tpoy4saHna EBPXY penpoAyKTHBHOCTTA M PA3BHTHETO NPH XHBOTHE NOKA3BAT, Ye NPHIIATAHETO HA
auxiodenax no BpeMe Ha OPraHOreHe3aTa He MpeU3BHKBA TEPATOTEHKOCT, FEIPEKH HHIY UMD
TOKCHYHOCT 3a Malikara ¥ (peTyca npy MALKA NpH Nepopanka xo3# ae 20 mg/kg/nen (0,41
MAKCHMANHATA NpeNoPBMMTeNHa No3a npH xopa (MRHD) 3a Bontapen, 200 mg/neH, Ha
CPaBHEHHE HA TEJICCHATA NOBEPXHOCT (BSA)) M NpH ILTEX0BS 4 3aHlld IIPH NEPOpPaTHM
10 mg/kg/nen {(croreerno 0,41 u 0,81 metnt MRHD ua Gazara #a cpagHenne Ha BSA),




B npoyasate, npu koeTo Ha OpeMeHHH ILTLXO0BE ¢a npHiaraHy nepopanto 2 wnd 4 mg/'kg muxnoderax
(0,08 1 0,16 nezTH MRHD B3B3 ocHopa Ha BSA) ot recranuonen get 15 no 21-us neH Ha KEPMEHE, €
orfeNa3aHa 3HAYMTENHA CMBPTHOCT Ha MalkuTe (MPHIHMHEHA OT CTOMAUIHO-MPERHH A3BH U NEPHTOHHT).
Tesn TOKCHIHA 32 MAIKATa J03H ¢a CBBP3aHH ¢ JHCTOKHA, YBEMHICHd NPOXbLKHTENHOCT HA
6peMeHHOCTTA, BETPEMATORHO 3a0aBfAHE HA PACTENA M HAMANCHA NPCHHBIEMOCT Ha WIOAA.

Ipunoxenaero xa HCTIBC (pnogarenso aaxnodeHak) MOTHCKA OBYNALMATS OPH 32iHA H
HMIUTAHTAIIMATA B IIALCHTALIHATA NPH IUIEXOBE H BOAH 0 MPeXIEBPEMEHHEO 3aTBAPAHE Ha AYKTYC
apreprosyc Ha eryca.

Knpmene

OGofmenne na pECKa

Karo 1 apyrs HCIIBC, nuxnodenak, NpeMAHARA B KEPMATa B MAIKH KoNAYecTEa, [Topagy Tosa
Bonrapes cToMamrHo-ycTo49uBK TabneTkn , He Tpabea 1a ce NpHeMa N0 BpeMe Ha KEPMeHe, 24 a ce
A3GETHAT HEKENABATE ICKAPCTBCHH ePEKTH 33 KhPMaYeTo,

Haaus# npu xopa

Juxnodenak e GHI OTKPUT B HHCKa KoHueRTpaned (100 ng/ml) B kepMara Ha enHa Malika NeKyBaHa
nepopanHoe ¢b¢ 150 mg/aeH con Ha qaKodenak. OYaKBAHOTO KOMHUECTEO, IPHEMAHO OT KEPMAYETO ¢
KLpMaTa € €KBHBANCHTRO Ha 1034 ot 0,03 mg/kg/muerHo.

DepTHAHTET

DepTHAHTET NPH XKeAH

Kaxto B apyrure HCIIBC, npwickenmnere Ha Bonrapen croMammHo-ycToliuup TablieTkn Moxe fa
YBpE/H eHckHA (EPTHIHTET H He Ce NPEnopbUBa GPH XEeHH, KOHTO NPaBAT ONuTH Ia 3abpemenesT. Ipn
#EHH, KOHTO HMAT TPYAHOCTH IIpH 3a6peMeHsBaHeTO HIH ce H3CIIeABaT 2a Geamnoaue, Tpabea na ce
ofchan MpekparsBaBe Ha ynotpelara Ha BonTapeH CTOMALHO-YCTORIHBH TabneTK.

QepTHIHTET OPH MbXKe

Hsama nanau npa xopa 3a edexta Ha Bonrapes spXy GepTHINTETa Ha MEBXKE.

Juinodenax, npanoxex B oza 4 mg/kg/nen na MEXKH W KeHCKH IUTbxose (npubmrutenso 0,16 osTe
MRHD B33 ocHOBa Ha CpaBHeRHe Ha TesecHaTa nopspxrocT {body surface area (BSA))), He mornmsBa

$eprunnrera.
4.7 EdexTn BBpIy ciocofHOCTTA 32 modupane u paboTa ¢ MamBnK

TTaiHeHTH, KOMTO HMAT 3PHTETHE HAPYIUCHNA, YYBCTBAT 3aMaAHOCT, CRETORBPTEX, CHHIMBOCT HIH
ApYTR HAPYINCHHA HA UCHTPANHATA HEPBHA CHCTEMA, IOKATO OpHEMAT BorrapeH cTOMAIIHO-YCTOHYHBH
TabneTKH, TpA0Pa J1a ¢& BL3NBPKAT OT WHPHPAHE KK patoTa ¢ MALMIHEH,

4.8 Hexenann JeKapcTBeHH peaKIud

JaHHHTE OT KIHHMYHHTE NPOYUBAHHS W SMMIEMHONOrMYHATE JAHHH € HAKEC COYAT KbM NOBHIUEH DPHCK
OT apTEePHATHA TPOMOOTHTHH cHOUTHA (HaTpHMEp MHOXKapAeH HHBAPKT HAH HHCYNT), CEBP3aHH C
ynotpeGara Ha AHKIoheHak, ocobeno npH Brcoka 1032 (150 mg THeBKO) H NPH MPOXBIKHTEHO
neqerne (sx. T, 4.3 TpoTHBonOKasanus 1 4.4 CnenHanHe NPpeAYNPEXEGCHAA B NPEANazHH MEPKH IPH

yrotpeGa).

Hexenanute iekapcTBeHH peakuuu (Tabnnua 1) ¢a IOKIAABAHA NPH KNHHHYHH H3THTRAHHA W/HIH 0T

OpraHHH KJIacoBe, BB BCEKH CHCTEMO-0PraHeH KIac HEXENAHATS JICKAPCTRCHH Ped
CTNOpen 4€CTOTATA. II]JH BCAKO MPYNTHPAHE B 3ABHCHMOCT OT WECTOTATA, HEXKCNAHUTE DO
1{36poel-m B HA3XOOAIN peA IT0 OTHOMICHHS Ha TAXHATA CEPHO3HOCT. Yecrorure ca oy



H3NON3EaHa cnefHaTa koHreRIHA (CIOMS II): muoro yectH (>>1/10), zecta (1/100, < 1/10), nenectn
(=1/1 000, <1/100), peaxu {=1/10 000, <1/1 040), muoro peaxn (<1/10 000),

HabpoeHHTe NO-A0NY HEXKEIAHM NIEKAPCTBEHH e()eKTH, BKIIOYBAT TE3H CHOOIIABAHH NpH ynoTtpeGaTa Ha
Bornrapen croMamno-ycroftursr TabneTkd /WK SpYTH NeKapcTReHH GopMH Ha HHIUIOEHAK KAKTO IPH
KpaTkOCpPOYHa Taka H NPH NPOALIKATENHA yooTpeda.

Tabuuna 1: Hexenaun JeKADCTBEHH DeaKIHH
Hapymenusa Ha KPHBTA H THMGHATA CHCTEMA

Mroro peaxu:

TpoMOOUHTONEHNHA, NEBKOTIEHMA, aHEMHA
(BKTIOYATETHO XEMOIHTHIHA H ATUIACTHIHA
AHEMHA ), ArPAHYIOLHTO3A.

Hapymesing Ha HMYHHATA CHCTEMA

Peoxu:

CBPEBEXUYBCTBHTEIHOCT, aHADWIAKTHIHH H
aHapUNAKTOMARH PeaKiiny (BKII. XHIOTOHHA H
[IOK).

Mnoro peaku: AnrroeneM (BKA. THIIER €/IEM)},
IleHINSHH HAPYID CHAS
MHoro pepku: HezoprenTanus, nenpeces, 6e3csHHE, HOIMHH

KOLOMAapH, pasApasHATCIHOCT, ICHXOTHHH
HapyIcHHA

HapymeHHA HA HEPBHATA CHCTEMA

Yecmn:

I'napoOome, 2:aMasHOCT.

Peaxu:

CEHHIHBOCT

Mpmuoro pepxn:

IMapecTesHH, HApYIHEHHA HA NAMETTa, MepIOBeE,
TPEBOXKHOCT, TPEMOP, ACENTHYECH MEHHHTHT,
[POMAHA BBB BKYCa (IHCrey3ud), MO3bIHO-CH0B
HHLHICHT

Hapyniesns Ha 09HTE

Muoro peaxa:

HapymeHnue Ha 3peHHETO, 3aMBIIICHO BHOKIAHE,
IHAIIOTHA.

Hapymrenns Ha yxoTo H JabupHATA

Yecu: CeeToRBpTEK

Mmuoro penxn: BromeH cnyx, THHATYC,

CrppedHn RapyiieHus

Heuwectu: * Hudapkr Ha MHOKapaa, ChpaeuHa HeAOCTATRYHOCT,

NAMMTANKE, rpBAHa Gonka

C HeHIBECTHA TECTOTA:

Cuuapom sa Kounis

CLAOBH HADYIDCHHS!

Muoro peaxu;

| Xunepronns, sackynaur

Pecnnpampnn, TPLAHH H MEMHACTHHAJIHN HAPYIII¢HHA

Penxu:

AcT™a (BKN. 2a0YX)

MHuoro peagn;

I'THeBMOHAT

CToMADIHO-YPEBHA HADYII¢HHS

YecTH:

I'apene, nopprinane, THapHA, JUCTIENCHS, KOPEMHA
Gonka, pnaTyneHIAA, HAMANEH ANCTHT




Peaxu:

TacTpHT, KEPBEHE OT CTOMAIIHO-YPEBHEA TPAKT,
XeMaTeMesa, MeJTeHa, KbPBaBa JIHAPHA, CTOMAIIHA
HJTH IpeBHA A3BA ¢ WiH Oe3 KBpBEHE MIH

nepdopau.

MpHoro penxu:

Konet (BKn. XeMOparugeH KOMHT H exzanepbaimm
Ha yaleposeH komut mm Gonect Ha Crohn), 3anek,
CTOMATHAT (BXJI, Y/ILICPO3EH CTOMATHT), FJIOCHT,
HapylIeHHs Ha XpaHonpoBoa, AHadparma-
noAoGHA CTeCHEHHA Ha YCPBATA, MAHKPEATHT.

C HeH3BECTHA YECTOTA:

Hcxemuden kommr

XenaTo-OHIBAPHY HAPYIIEHHS

Yectn: VeenaueHre cTOWHOCTHTE HA TPAHCAMHHAIHTE.
Penku: XenarHrT, AXLITCHHNA, YepHOIPOGHH HApYIOCHHA.
Mnoro penxu: OynMEHAHTEH XemaTHT, 9epHOApoOHa HeKpo3a,

qeproapotHa HENOCTATEIHOCT.

Hapymemm Ha KOEATE H NOJKOKHATA THEKAH

YecTH: Q6puB.
Penxu: YprHkapns.
MHuoro penxu: Bynosen gepMaTHt, ek3eMa, epHTes, erythema

multiforme, cungpom ua Stevens-Johnson,
TOKCHMYHA ENHEPMAIHa HEKPOIA3a (CHHAPOM Ha
Lyell), exconuaTHBen AEPMATHT, KOCONAN,
peaxius Ha GoTOMYBCTBHTEIHOCT, MypIIypa,
nypoypa Ba Schonlein-Henoch, cepbex.

Hapymenna Ha GnipenETe H NTHKOYHHETE ITLTHINA

MBuoro peaku:

Ocrpo 6u6peuno yepexnase (octpa Gs0peuna
HEAOCTATEIHOCT), XeMATYPHA, NPOTEHHYPHA,

HebposeH CHHAPOM, Ty OYNOHHTEPCTHLMANEH
HedpaT, 6B0peuna nanKIapHa HEKPO3a.

OfSmu BapymeHHs H ep¢KTH HA MACTOTO HA NPHJICKEHHE

Peaxu:

Otok

* YecToTara 0Tpasaea JAHHH OT MPOTBDEKHTEING NeYeHHE ¢ BHCOKH fozM (150 mg areBHO).

OnHcanse HA HIGPAHE HOWENAHN JICKAPCTBEHH PEAKIUA

ATteporpomboTuann cnOHTHR

DapmakcenHIeMHONIOTHIHNTE JaHHH H TE3H OT METa-aHA/IA3A COYAT 34 JICKO MOBHINABAHE HA PHCKA OT
atepoTpoMBoTHIAK CHOHTHA (HANpAMED HEGADKT HA MHOKAPIA) CBBP3aHR ¢ ynoTpebara Ha
mmxiodenak, ocobeno Np BACOKH H0aH (150 mg IHEBHO) M MO BpeMe Ha NPOIBDKHTEIHO JICUCHHE (B,
To9Ka 4.4 Cnenuanuyq OpeAyNpeKACHHS H Npeana3Hi MepKH NpH ynotpe6a).

Buzyamu edextu

BH3ya/IHHTe CMYIICHHH KaTO 3PHTEIHC YBPEKAaHe, 3aMBIACHO 3PeHHe HITH MHIUIONHA H3MICKIAT
etextn Ha xnaca Ha HCIIBC u o6xxHOBEHO ca 0OpaTHMH NpH NPEYCTAHOEABAHE HA IIEYEHHETO.
Bepomm MEXAHH3BM 33 3PHTEIHH CMYIICHHA € nﬂxuﬁnpaﬂe'ro HAa CHHTE3a Ha IIPOCTArNMaHInHHl H
APYTH CBBP3aHH CHEIHHEHHA, KOHTO TPOMEHAT PETYIHMPAHETO HA KPBEHHA TOK HA PETHHATA, KOSTC BOIH
A0 NOCTEHIHaNHK IpOMEHH B 3PCHHACTO, AKO TaKHBa CHMITTOMH C¢ {IPOABAT 00 BPCME HA JICIEHHETO C
aaxnodenak e nobpe na ce oOMHCAH OHTATMONOIHTHOTO H3CIEABAHE, 32 4 CE H3KMIOYAT IPYrH

IIPHIHHH.




CrofimaBane HA NOAOIMPAHH HEKETAHH PEAKIHH

CrobmananeTo Ha NOZO3IMPAHH HEKENAHH PeakLiHH clie]l pa3pemaBaHe 3a ynoTpeba Ha NeKapCTBEHHA
OpoaykT € BakHo, ToBa M03B0NABa 14 NPOALLKY HabIOIEHHeTo Ha CLOTHOLICHHSTO NON3a/PHCK 3a
JIEKapCTBEHHA OPORYKT. OT MeTHLUMHCKHTE COELHANMCTH & H3HCKBa Ja cho0maBaT BoAKa NoA03HpaHa
HeXteNaHa peakiii HAMOHAIHA CHCTeMa 3a chobmasarne:

HannnHuTensa areHnHA N0 NeKapcTBaTa
yi. Jlaman I'pyes” Ne 8

1303 Codma

Ten.: +359 2 8903417

yebcaifT: www.bda.bg

49 Mpenosnpane

CamMrroMs

Hama THNHYHA KIHEAYHA KAPTHHE, aCOUMHPaNa C Ipeac3npade Ha qunodenak. [IpenosupaneTo Moxe
713 MpeAMIBHKA CHMITTOMH KATO; NOBPBIIAHE, CTOMAINHO-YPEBHO KBPBCHE, IHAPHA, 3aMaAHOCT, THHHTYC
HAH repucee. B crygaik Ha 3HAYHMO OTPABAHE & BBIMOXKHO Ja HACTBIAT ocTpa GuOpeuna
HEAOCTATBUHOCT H YEPHOAPOOHO YBpEKIaHE.

TepaneBTHUHN MepKH

JeuenneTo ua ocrporo orpasaue ¢ HCTIBC, rxmountenso guxicdeHak, ce H3pazABa IMagHO B
HOAILPIKALIE MEPKH H CHMITTOMATHYHO NedeHHe. 3a YCA0XKHEHHA KATC XHITOTOHH, 650pedHa
HeZOCTATHPIHOCT, rbpi0Be, CTOMANHO-YPCBHH HAPYIIEHHA H NOOTHCKaHe HA QHOTAHCTO CC TIpHNaraT
NOAXBPXALIH MEPKH H CHMITTOMATHYHO JIETEHHE.

Mauko BepORTHO € crenManHy MEPKH KaTo Gopcapana quypesa, NHATH3A HIH XeMonepdyins na
TIOMOTHAT 33 eHMHHApane Ha HCTIBC, sunovdTeNH0 gHKI0jieHak, Thil KaTe CTeNeHTa Ka TAXHOTO
CBBP3BaHE ¢ MPOTEHHKTE € BACOKA H MeTabONHMIMBT HM € EKCTEH3HBEH.

Mozke ga ce o6cEXIa NPHIOKEHWETO HA AKTHBEH PBITIEH NIPH [OTBIAHE HA MOTEHIMATHO TOKCHIRA
CBPBXA03a, H CTOMAINHO QUHCTBAHE (HANp. NPeAH3BAKBAHE HA MOBPBIIAHE, CTOMAIIHA MPOMHBKA) IPH
NIOTMBINAHE Ha MOTCHIHAAHO XHBOTO3ACTPAIIABAINA 034,

5. PAPMAKOJOIrNYHH CBOHCTBA
5.1 DapMaKoaTHHAMEMHE CBOHCTBA

DapMaKoTepANIEBTHIHA PYHa
[IpoTHROBL3NATHTENHA H IPOTHBOPEBMATHMHH NPOIYKTH, HECTCPOMIHH, IPOH3BOIRH HA OLETHATA
KHcenHHa ¥ cpogHy Bemectsa (ATC xox: MO1A B05).

MexaHHIBM HA peiicTBHE

BonrapeH croManHo-ycToRuMEH TabneTkn coabpka AHKTOQeHAK HATPHH, HECTEPOHIHO BEINECTRO ©
H3PA3cHH AHTHPEBMATHYIHH, OPOTHROBH3MAIHTE/HE, AHAITETHIHH K aHTH-BHPETHYHH CBolcTEa. 3a
OCHOBEH MEXaHHIBM HA JEHCTBHE Cé CYUHTA HEXAOHPAHETO HA NIPOCTATTIAHIMHOBATA CHHTE34, KOETO €
[IeMOHCTPHPaHO excnepuMenTanHo. [IpocTariaHaHHHTE HTPAST OCHOBHA POJIA B MMPOLIECHTE HA
BE3NANeHHe, 50Ka M IOBHIUABANE Ha TEMIIEPATYPATA.

In vitro gaxnodenak Harpmii He NOATHCKA OUMOCHHTE3aTa HA IIPOTEOTIHKAHM B XPYIAIa B
KOHLEATPALHH, eKBHBATISHTHH HA Te3H, IOCTHIHATH NPH XOpa.




DapMAKOAHHAMHTIHH ePeKTH

Tps pebMaTHIHH 32GONABAHHA NPOTHBOFEINUTHTETHHTE H AHANTETHYHA CBOHCTBA Ha ARKIO(eHaK
TpEIHIBHKBAT 3HATHTEITHO 06NCKIeHHe Ha CHMITTOMHATE M IPH3HALMTE, KaTo Oonka npd noko#, fonka
NpH ABHXEHHE, CYTPEIIHA CKOBAHOCT M OTOKA B CTABHTE, B BOJAT A0 PYHKUHOHANHO nofobpenne.

IIpn nOCT-TpaBMATHYHH H NOCTONEPATHBHH Bb3NAINTEIHH CHCTOAHMA AUKIoeHaK Gbp30 YCIMOKOIBA
croRTaHHaTa GonKa ¥ GonkaTa Npd NBHXeAHe H HAMAIABA [IOAYBAHETO OPH Bh3MAICHAE H OTOKA HA
paHara.

B xnuumiHE npoy4BaHHi, CHINO Taka € YCTAHOBEHO, u¢ Borrapes croMamHo-ycToi9MEH TaGNETKH
OpPHATEXABA H3Pa3eH aHANMMeTHYEH e)eKT OPH YMEpeHa A0 TexXKa 60NKa OT HepeBMaTHIEH IPOH3XON,
Kausnanm nacnepanng MOKA3RAT CHIIO, e NPH TBPEMTHA THCMeHoped BonTapen croMaliso-
ycToiaHBH TabneTkR HMa cnocoBr0CTTA 12 yenokoasa Gonkara H 1a HAMANARA CTENEHTA Ha KEPBEHE,

5.2 PapMAKOKHHETHYHHE CROHCTBA

Abcopbuns

Anxnodenak ce abcopbupa HATBIHO OT CTOMAIGHO-YCTOHYUBATE TAGNETKH Ce] IPEMEHABAHETO MM
opes croMaxa. Benpexu, ge abcopGimara ¢ Gep3a, HelfHOTO Havano Moxke Oa Gbae 3abaseno oT
CTOMALIHO-YCTOHIHBOTO NOKPHTHE Ha TabneTknTe.

CpenHaTa MAKCHMATHA IUTa3MEHA KoHIUEHTpaLRA oT 1,5 pg/ml (5 pmol/1} ce aoctura cpeano 2 gaca cney
npueMane B3 eaHa Tadnerka ot 50 mg.

IlpemunaBaneTo Ha TabIeTKHTE Npe3s cToOMaxa e 3abaBeHO MPH NPHEMAHE 0 BpeMe Ha WM CIIeH
HaXpaHBaHe B CPABHCHHME C TIPHEM Ha rAafHO, HO KOMHIeCTBOTO abcopbupan quknodeHaK ocTaBa
CBIIOTO.

OKo0/10 TIONICBHHATA OT HEPOPANHE WM PEKTANHC NMPUETHA AHKIodeHaK ce MeTaboMM3Hpa IO BpeMe Ha
OBPBOTO NPEMMHARAHE TIP3 YePHUA npob (“first pass™ edekT) H 3aTOBA NIIOLITA IOX
KOHLEHTpaIHoHHATA KpHBA (AUC) e 0KONIO IBa IWETH NO-MANKa, B CPABHEHHE C TAZH CIEA APEHTEPATHO
IPHIOXKEHAE Ha KBHBANIEHTHA 034,

PapMakOKHHETHKATA HE €€ IPOMEHA CIel MHOTOKpaTHO npuioxkehue. He ce padmoaasa kyMynapane
OpH CHa3BaHe Ha NPENOPEUBAHHTE A0IORH HHTEPBAIH.

InazMeHuTe KOHUEHTPAUME, AOCTHTHATH NPH ACUA IIPH NPANOKEHAE HA eKBMBaeHTHA A03H (mg/kg
TENECHO TETNO) ca NoA0OHH Ha Te3H IPH BB3PACTHH.

Painpeaencune
99,7% or maKnogeHaK c¢ CBBLP3Ba ChC CEPyMHUTE NMPOTEHHH, [MABHO ¢ anfymana (99,4%).
YcraHoeeHHUAT ofeM Ha pa3npenenenne ce wzwuciasa Ha 0,12-0,17 Vkg.

JImmodJenax [NpcMHHEABA B CHHOBHATHATA TEHHOCT, KbACTO MAKCHMAIHH KOHUCHTpAalUHH ¢¢ YCTAHOBABAT
2-4 4aca cneq AOCTHTaHe HA ITHKOBATE IUIA3MEHH HABA. ENAMHHALAOAHHAT NOMYHBOT OT
CHHOBHMAJIHATA TEUHOCT ¢ 3-6 Jaca. /Ipa gaca ciies JOCTHIaHE HA NHKOBH ILTASMEHH KHBA,
KOHUSHTPALHATA HA AKTHBHOTO BEIIECTBO € BeY¢ NO-BHCOKA B CHHOBHAIHATA TEYHOCT B CPAaBHEHHE ¢
[I1a3MaTa H OCTaBa Takasa ao 12 uaca,

BuoTpaschopmauns/ Merabonmsnm

BrotpancopMansiTa Ha ZHKTOPEHAK CE H3PEPILIAA YACTHIHO 9PE3 IMEOKYPOHHpAHE Ha HHTAKTHATA
MOJIEKYTIa, HO MNIABHO Ype3 ¢MHAHYHO HIH MHOTOKPATHO XHPOKCHIAPAHE HIIH METOKCIUTHpaHe, B
Pe3YNTAT HA KOETO CE NIOMYHABAT HAKONKO (eHonoBH metabonuta (3 -hydroxy-, 4’ -hydroxy-




PAEYPOHOBHE Komiorath. JIea ot Tesn dexonoes MeTaGommara ca OHONOTHYHO aKTHEHH, HO B MHOTO [10-
MAaJIKa CTENeH OT AuKNodeHak.

Emamunnpase

ToTaTHHA CHCTEMEH KIHPEHC Ha AHKIOdERaK ot niasMara e 263 + 56 ml/min (cpenna crofinoct + SD).
Kpaitausar nonyxueot B niasmMara € 1-2 gaca. YeTHpH ot MeTa00nMTHTE, BRTIOYHTEIHO ABATa aKTHEHRH,
CHIIO MMAT KPATHK IUIa3MeH NOMYRHEOT OT 1 a0 3 yaca. Emun ot MetaGomuTaTe, 3°-hydroxy-4°-
methoxy-diclofenac, nMa MHOro no- BT mnasMen nomyxubot. Tosn merabomur, o6ade, & NPAKTHYECKH
HEaKTHBEH.

Oxono 60% oT mpHeTaTa 4034 C& HINLYBA C YPHHATA KATO IMIFOKYPOHOBH KOHIOATH HA HHTAKTHATA
MOIIEKYTI2 B KaTO MeTabONHTH, NOBEIETO OT KOMTO ChUIO C& PEBPHINAT B FAICKYPOHORH KoHorary. Ilo-
Manke oT 1% ¢e H3TEIRA KAaTO HeMpoMeHeHo remecTBo. OcTaHaNaTa 4acT OT A03aTa C& CNAMABAPA MoJ
dopmara Ha MeTabonuTh Upe3 AMBHHHA COK B HINPAKHEHHATE.

JIuHeiHocT/ HeHEeHROCT
PezopOHpAHOTO KNIMYECTRO € B IMHEHHA 338BHCHMOCT OT IOJIEMHHATA HA MPANOAEHATA A033.

CnenuaiHy rpynd DAUHEHTH
He ca HaONMoMaBaHH 3HAYAMH PaaHINA B pe3opOIHATa, METabOH3IMA HITH H3THYBAHCTC Ha
Me/IHKAMEHTA B 38BHCHMOCT OT Eb3pacTTa.

ITpu nanEeHTH, CTpafam| oT Hapylieuue Ha Gp0peyuHaTa QyHKIHEA, OT KUHETHKATA HA €HRHYHA 1033 HE
MOTAT /i3 ¢& HATIPABAT HIEOOM 33 KyMy/IMpaHe Ha HENPOMEHSHO AKTHBHO BEMIECTBO, IIPH H3NOMIBAKE HA
o6HualfHHTe TepaneBTHIHH cxeMH. IIpH KPEATHHHHOB KNMPBHC NO-MATEK oT 10 ml/min wzumcneHoTo
PABHOBECHO CHLCTOAHHE HA IUTASMEHHTE HABA HA XHAPOKCH-METa00onATHTE € OKOINO 4 ITETH [0-BHCOK
OTKOJIKOTO HpPH HOPMAaTHUTE NamHenTH. B Te3u cmy4aii oGade, MeTabONMTATE €& eNMMHNIPAT 4pe3
JKITEUKATA.

TpA NAMEATH ¢ XPOHMYEH XENATHT WM KOMOEHCHPaHa YepHOApo6Ha HPOo3a KHHETHKATA K
MeTabom3Ma Ha AMKIO(EHAK ca CHITHTE, KAKTO OpH nauneHTH Ge3 uepHonpobHo 3a6onasane.

53 HpeaxnaERYAA ASHHH 33 6e30NMacROCT
TMpeaxMEAYEATE JAHEH OT NPOYYBAKAA 33 TOKCHIHOCT C SAHHIYIHA M MOBTAPALIN CE O3H, KAKTO H OT
ApOYYBAHAATA 33 FCHOTOKCHIHOCT, MyTareHHOCT M KAHLEPOTEHHOCT ¢ AMKIO(EHaK He MOKAIBAT PHCK 34

XOpaTa IpH Onpee/ieHaTa TepaleBTHIHA 1034,

3a noreve HEGopManms paxTe To4Ka 4.6 OepTHIATET, GpeMeHHOCT H KbpMEHe.

6. DOAPMAIIEBTHYHH TAHHH
6.1 Cnachk Ha DOMOIHHETE BeNEecTBA

CrpuepnHa ua Tabnerxure oT 25 mg 1 50 mg: xonounen 6e3BOACH CIVIKKA rell, NAKTO3a MOHOXHAPAT,
LAPERHYHO HUINECTE, HATPMER HHINECTEH MIHKONAT (THO A), NOBHIOH, MEKPOKPHCTAIHA HETy 034,
MATHE3MEB CTEapar.

O6BHBKA 32 TabneTxuTe OT 25 Mg: XHAPOMENo3a, X BIT xkeneseH ok (E 172), Makporornuuepon
XHAPOKCHCTEAPAT, NOTHOKCHETHNEH 40 XHADOreHHPaHO PHLMHOBO MACHO, IIPETHCTEH TANIK, THTAHOB
maokcHa (E 171), konoAMMep Ha METAEPHIIOBA KACEMHa, Makporan 3000, cAMETHKOH.

O6BuBKa 3a TabneTkuTe oT 50 mg: XuApoMeno3a, xuiT KeneseH okcua (E 172), makporor,
XHIPOKCHCTEapaT, NONHOKCHETHICH 40 XHIPOreHHPAHO PHIHHOBO MACNO, NPEIHCTER T



anoxenn (E 171), konomumep Ha METAKpUIOBA KHCENMAa, makporon 8000, cHMETHKOH, TepBeH XKelle3eH
oxcnn (E 172),

6.2 HecbBMecTHMOCTH

Henpanoxumo.

6.3 Cpox Ha rogsocr

3 roguHH

6.4 Crnenmanau yeNoBHA HA CLXPAHEHHE

Ha ce coxpansdBa ope Temneparypa noa 30°C.

BosrrapeH cTOMAWHO-YCTOWTHBH TASNETKE CTOMAIIHO-YCTONYHEY TAONCTKH TPROBa /14 C& CHXPAHABAT HA
MECTA HEAOCTHIHH 33 Jela.

6.5 Bup H chALPAAHAE HA OTAKOBKATA

25 mg cToMamHo-ycToianen TabneTkn x 30
50 mg croMamHo-ycTolunen Tabnersn x 20

6.6 CnenaaiAH NpeanazHH MePKH OPA H3XBLPASHE

HaMa cnenuansau A3McKBaHAA

7. INPHTEXATEJ HA PAIPENIEHHETO 3A YIIOTPEEA

Novartis Pharma GmbH
Roonstrasse 25

90429 Nuernberg
I'epmanns

8. HOMEP(A) HA PAZPEMIEHHETO 3A YIIOTPEEA

20020736 {25 mg cToMaImAO-YCTOMMHBH TAGIeTKH)

20020737 {50 mg cromanAO-ycTOUMBH TabneTkn)

9. JIATA HA HBEPBO PASPEMMABAHE/MIOAHOBABAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

JlaTa Ha DBpeO paspemagane:

20 mapr 1978 1. (25 mg cToMamHG-yCTOMYHBH TabNeTKH)

16 deppyapn 1981 r. (50 mg cToMamHO-yCTORYNEY TAGNETRY)

Jara Ha mocneaHo nopHoBABane: 27 cemremspyu 2007 r.

10. HATA HA AKTYAJTIH3HPAHE HA TEKCTA

08 cemrremppn 2022 r.




