KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1.  MME HA JEKAPCTBEHUS ITPOJYKT Loolorse /Ix

Bonrapen 25 mg cToMallHO-yCTOHYHUBHU TaOIETKH £ ?}},j 25 -00- 102
Voltaren 25 mg gastro-resistant tablets __ J© &UL

Bonarapen 50 mg croMallHO-yCTOMYMBU TabJIE€TKH
Voltaren 50 mg gastro-resistant tablets

2 KAYECTBEH U KOJIMYECTBEH CbCTAB

AKTHBHOTO BEILIECTBO € HaTpHeB-[o0-[(2,6-nuxnopdenns)-amuno |-penunl-anerar (=diclofenac
sodium/aukiogeHaKk HaTPHi ).

Beska ctomauiHo-ycToiunBa TabsieTka cbabprka 25 mg uiau 50 mg aukinodeHak HaTpUid.
3a MbJIHUA CIMMTUCHK HA NMOMOIIHUTE BELIECTBA BHXKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA

CromaiHo-ycTonurBa tabJiieTka.

BoaTapeH 25 mg cTOMalIHO-yCTOWYHMBH TaONETKH - )KBJATH, KPBIJIH, IBOHHO-U3ITbKHAJIH, ChC CKOCEHH
pbOoBe, ¢ rpaBupan Haanuc "CG" ot eaHara ctpana u "BZ" ot npyrara.

Bonrtapen 50 mg croMaiHoO-yCcTOHYMBH TabJIeTKH — CBETIO Ka(sBH, KPbIJIH, ABOHHO-U3MMbKHAIIH, ChC
ckoceHH pbOoBe, ¢ rpasupad Haanuc "CG" or eanara crpana u "GT" ot apyrara.

4. KJIUHHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHA
JleyeHue Ha:

® BDb3MNAJUTENIHU U JereHepaTUBHHU ()OPMH Ha CTABHH 3a00JIIBaHUS: PEBMATOM/IEH apTPHUT,
IOBEHWJIEH XPOHHYEH apTPHUT, aHKHUIJIO3UpaLll CITIOH/AHJIUT, OCTEOAPTPHUT U CIIOHAWIAPTPO3a,
00J1Ie3HEHH CHHAPOMHM Ha rpbOHAYHUSA CTBJO, U3BbHCTABHU MEKOTbKaHHH 3a00/19BaHUA;

® [10/1arpO3Ha KpH3a;

® [I0CTTpPaBMaTH4Ha U MOCTONEpaTHBHA 00JIKA, Bb3IMAJIEHHE WJIM MOJyBaHE, HArIp. cJiej]
CTOMATOJIOrHYHA WK OPTOMNEAUYHA OlNepaLms,

e 0O0JIe3HEHH W/WJIK Bb3MAJIUTE/IHU CbCTOSHUSA B TMHEKOJIOTMATA, HANp. MbpPBUYHA JUCMEHOPES U
a/IHEKCHT,

®  KaTo JOMbJIHEHHUE MPH JICYEHUETO HA O0IE3HEHN HHPEKLIMK Ha YXOTO, HOCA MJIH I'bPJIOTO, HAMp.
TOH3WJI0(paprHIrUT, OTUT. Cna3BaiKu TepaneBTUYHUTE MPUHLIMITH, MOJ1€XKALO0TO 3a00/15BaHe
TpsOBa J1a ce IeKyBa CbC CbOTBETHATa Tepanus. @edpuiurer, cam 1o cede CH, HE € NoKa3aHHue 3a

[MPHII0IKEHHUE;

4.2 JI03MpOBKA H HAYHH HA NPHJIOKEHHE

gﬁf}ll POBKaA

Hexenanure JieKapCTBEHHW peaKLMK MOorar Ja Ob/1at CBEIEHH /10 MUHUMYM 4pe3 JM3AOI3RATRA Hal-
y 0

HHMCKaTa eeKTHBHA /1032 3a HaW-KpPaTKUA NEpPUo OT BpeMe, HEOOXO01UM 3a 1{ HiDane 4

CUMNTOMHTE (BK. TouKa 4.4 CnielaiHu Npeaynpex/IeHUs U npeanasHd Mepyul |




BnipacTHa
[IpenoprusaHara HayanHa ao3a € 100 no 150 mg. Ilpn no-neku cnyyau, KaKTO 4 NpU NPOIbIKHTENHA

ynorpeba, oGHKHOBEHO ca aocTaTb4HU 75 o 100 mg anesHo.

OO0wara nHeBHaTa J03a TpAOBa Ja Obae paznpeaeneHa Ha 2 80 3 npueMa. 3a NOATHCKAHE HA HOLIHATA
605Kka ¥ MpeAOTBPATABAHE HA CYTPEIUHATA CKOBRAHOCT, JICUCHUETO ¢ TaDNETKU Npe3 AeHs MOXe aa Obe
KOMOHHHPAHO ¢ NpUJIaraHe Ha CyMO3UTOPUH Beuep Npeau narade (10 MakCHMaiHa JIHeBHA 1033 OT

150 mg)

[TpH nepBHUHA AUCMeHOpea NHeBHATa Ao3a Tpa0dBa na Obae aganTHpaHa MHAMBHUIOYAJIHO, H 00HYaiiHO e
50 no 150 mg. [1pu 3anouBaHe Ha neyeHueTo TpabBa na ce npunoxar 50 go 100 mg u npu
HeoOX0MMOCT, N032TA /14 CE NOBULIK B TEUEHHE HA HAKOJIKO MEHCTPYANIHH LIMKBJIA OO0 MAKCHMANTHO
200 mg/auerHo. JleueHueto Tpabpa qa 3anoyHE NP NOABA Ha ITBPBHTE CUMITOMH U B 3aBUCHMOCT OT
OMIAKBaHHUATA, Ja NPOABLIKH HAKOJIKO AHH.

CneunajHsa rpynH NaHEeHTH

ITepuaTpRuHA NOAYJAAIHA

Ipyu neua Ha/wan 1-roauiiHa BB3pacT M NoApacTBally TpadBa aa ce npuaarar 0,5 no 2 mg/kg tenecHo
Terj10 AHEBHO, B 2 10 3 OTAENIHH MpHEMA, B 3aBHCUMOCT OT TEXKECTTa Ha CbCTOAHHUETO. 3a NeueHre Ha
IOB€HHJIEH XPOHHUYEH apTPHT JHEBHATA A03a MOXE [id C€ NMOBHIIM 4O MAKCHMYM 3 mg/ Kg, pasnpeesieHd

B HAKOJIKO MpHEMA.
He Tpabsa aa ce npepunilapa MakCUMaIHaTa AHEBHA 1034 oT 150 mg.

[lopanu Bucokara no3a Bonrapen 50 mg cromMailiHO-yCTORUMBH TablieTKH He ce NpenopbUBa MpH Aela U
nogpacTealiy noa 14 roauuu. [lpu Te3u nauuentn tpadsa aa ce npunara Bontaped 25 mg ctomalno-
YCTOMYMBH TaOAETKH.

IlanueaTn B CTAPYECKA BHLIPACT (HA 65 B noBede roAHHH)

O6HKHOBEHO He € HEOOXOAUMO KOPHUIMpaHe Ha ITbpRBOHAYATHATA 1034 NPH NALKWEHTH B HanpeaHasna
Bb3pacT. Beopeku ToBa € HEOOXOAUMO NOBHIIEHO BHHMAHHE NOPAAH OCHOBHH MEAMUMHCKH
cboOpakeHHA, 0COOEHO NPH HEMOLIHH MALUEHTH B CTapyecKa Bb3pacT WM MPH Te3U C HUCKO TEJIECHO
Terno (BK. T. 4.4 Cneuyantiy npeaynpexaeHns U rpeana3zHd MEPKU NpH ynotpeba).

IIannenTH ¢ YCTAHOBEHO CHPACIHO-CHA0BO 3a00/I9BAHE HJIH ChC 3HAYHTE/IHH PHCKOBH aKTOpA 32
ChpAeYHO-CHLAOBO 3a001aBaHe

OOHKHOBEHO JIEYEHUETO ¢ BonTapeH CTOMALIHO-YCTOWYHMBH TablETKH NPU NALUHEHTYH ¢ YCTAHOBEHO
ChpPAEYHO-ChIOBO 3200IABAHE UIIM HEKOHTPOJIHPaHa XHIEPTOHHUA He ce npenopsusa. [Ipn
HEOOXOAHMMOCT, MALIMEHTH ¢ YCTAHOBEHO ChPAEYHO-CHAOBO 3a00si1BaHe, HEKOHTPOJAHPAHA XMIIEPTOHHA
HJIM 3HAYHTENIHH PUCKOBH (aKTOPM 3a ChpACUHO-CHAOBO 3ab0nsBane TpabBa na ObaaT neKyBaHu ¢
BonTapeH cToMallHO-yCTOMUYUBK TabJIETKU CaMO CJi€]] BHUMATENHA NpELEeHKa U caMo ¢ 1034 < 100 mg
NHEBHO, KOTaTO Ne4YeHHETO MPOAbJIKABA 38 MOBEUE OT 4 CEAMHLH (BXK. T. 4.4 CnelUaNHK
npeaynpexXaecHHs K Npeana3Hi MePKHU Npu ynotpeoa).

buipeuno yspexaane
BonrapeH cToMamHo-yCTOHYMBH TablleTKH € MPOTHUBOIIOKA3aH NPpU NaureHTH ¢ 0x0peuna
HepoctarbuHocT (GFR <15 ml/min/1.73m?) (Bx. T. 4.3 IlpoTHBONOKa3aHHKE).

Twit kaTo He ca MPOBEXAAHM cnelUPUYHN NPOYUBAHUA NIPH NaLKeHTH ¢ OHBpOpeuHo yBpexnaue, He €
HEOOXOIUMO H3BBLPUIBAHETO Ha cneiindHUHHA KOPEKLHH Ha Ao3aTa. Heobxonumo e BH




YepHoapoOHO YBPEXKIAAHE

Bostapen cromaliBo-ycToRunBH TabsieTky e MpoTHBOIOKa3aH MNpH NAUWEHTH ¢ YepHOApOoOHa
HeAOCTATBYHOCT (BXK. T. 4.3 [IpoTHBOROKAa3aHKA).

Toit KaTO He €a NPOBEXKJAHHN CNELU(PHYHH MTPOYUBAHHUSA NPU NALIMEHTH C YEPHOAPOOHO YBPEXKAAHE, HE €
HEOOXOAMMO M3BBbPLIIBAHETO Ha cneuudH4HY KOPEKUMH Ha go3aTta. Heobxonumo € BHHMaHHe npH
npuiaraHeTo Ha BontapeH cTOMalIHO-yCTOHUYKBH TaOAETKH HA NMALMEHTH C JIEKO IO YMEPEHO
yepHOoApoOHO yBpekaaHe (Bx. T. 4.4 CneuranHu npeaynpexXacHua U rnpeanasHyu MEpPKH npu ynorpeba).

HauyHH Ha nNpHagkKeHHe

TabnerxuTe TpaOBa 1a ce NONTHILAT LIeAH ¢ TEYHOCT, 33 NPEANOYHTAHE NPEAH XpaHa U He TpabBa aa
6baaT pasapoOABaHU MK IHBKAHM.

4.3 HporABonoxkazanns

¢ H3BecTHa CBPBXUYBCTBUTETHOCT KbM aKTHBHOTO BEUIECTBO WIH KbM HAKOE OT NOMOLHUTE
BE1ECTBA.

e AKTHBHA CTOMALIHA WIH YpPEBHA A3Ba, KbpBeHE WiH nepdopaums (Bx. T.4.4 CneumanHm
npeaynpexacHus U NpeanasHy Mepky npu ynorpeda un 1. 4.8 Hexkenanu siekapCcTBeHH peaKLIUK ).

e AHaMHe3a 3a KbpPBEHE OT CTOMALIHO-4PEBHUA TPAKT WIK nepopanms, CRbLP3aHH C MPEAXOJHO

neuenue ¢ HCIIBC. AkTHBHa WM NOBTOPHA NOSABA HA NMENTUYHA A3Ba/KbpBeHe (JBa WK NMOBeYe

OTAEAHH JOKa3aHU €NM30Ja Ha A3Ba U/IH KbPBEHE).

[TocneaHns TpuMecTbp OT OpeMeHHOCTTa (BXK. T. 4.6 MepTUnuTeT, OPEMEHHOCT U KbPMEHE).

YepHoapoOHA HEOCTATHYHOCT.

Bn6peuna HepocrarbunocT (GFR <15 ml/min/1.73m?)

Texkka cbpacuHa HeqocTaTBUHOCT (BX. T. 4.4 CneuHanHy npeaynpexacHHa U npeana3ii MepKH

npu ynotpeba).

e VYcTaHoBeHa 3acToMHa cbpae4Ha HeaocTtaTbuHOCT (NY HA II-1V), nexemuvna 6onecr Ha
chplieTo, nepudepHo apTepraito 3a0oaABaHe W/ UIY MO3BYHO-CBAOBA HONECT.

e [loaobHo Ha JpyrUTe HECTEPOUAHHU MPOTHBOBBL3NIANNTENHU cpeacTra (HCIIBC), Bonrapen
CTOMALLHO-YCTOHYHBH TabMETKH € NPOTUBOINOKAa3aH H AIPH NalKWeHTH, NMPH KOUTO yrnorpebara Ha
aleTHacanyunioBa kuceauHa unn apyrs HCIIBC moxe na npegn3Buka NpUCTHIIA HA aCTMa,
aHruoegeM, ypTukapua win ocTbp puHMT (Hanp. HCIIBC-uaayuvupaHy peakumy Ha KpbCeTOCaHa
peakTHBHOCT) (BK. T.4.4 CrnelpasiHy NpeaynpexacHus v MpeanasHi MEPKH NpH ynotpeba U T.
4.8 HexxenaHU NekapCTBEHH PEakLHH).

4.4 CnennannH npejynpexieHHA H NpeAnAZHHE MEPKH IIPH ynoTpeda

O0mmu
Hexxenanure nekapcTBeHH peakiMM Morat a ObJaT HaMaJIeHH KaTo 3a KOHTPOAUPAaHE Ha CUMIITOMUTE C€
ynotpebsaBa Bb3MOKHO Hali-HUCkaTa eeKTHBHA /1032 332 Bb3MOXKHO HaH-KpaThK CPOK OT BpeEME (BK.

Touka 4.2 1 mMo-40/y NOCOYEHHUTE racTPO-HHTECTUHANTHH H ChPACYHO-CHI0BH PUCKOBE).

BOJ’IT&pBH CTDM&[HHG-YCTOﬁ‘-IHBH TabNeTKH CBABPKAT NAKTO3a H BbB BPB3Kd € TOBA HE CC I[IPpENIOPpDHUBAT
INPH NMAUHCHTH C PCAKH HaCI€ACTBCHH 3a00JIABAHHUA KaTO rajlakTo3Ha HETMOHOCUMOCT, TEKBK JIAKTA3€H

ReQHULUT WITH TJTKKO30-TajlakTo3Ha Maiabcopbima.

CroMamno-upeBHH edeKTH

I[Tpu scnuku HCTIBC, BUTIOUHTENHO U TIPH AUKIOdEHAaK, ca ChoOIaBaHM Clly4Yau Ha KbpBEHE OT
CTOMALHO-YPEBHHUS TPAKT, A3BH MIIH nepopaLus, KOMTO Morar a ObJar @aTajaHHd M MOTaT Ja HaCTbIAT
Ha BCEKH eTall OT Je4YEHHUETO, CbC WU 063 npeaynpeAUTeIHH CUMITOMH WIH JaHHH AMHE3a 22
CEPHO3HH CTOMAIIHO-YpeBHH HHUKMACHTH. [lociencTBusaTa ca Nno-Te€XKKH NpH
BB3PacT. AKO IIPH NALKMEHTH, fleKyBaHU ¢ BonrapeH cToMaluHO-yCTORYHBH PROM Lier 3
OT CTOMAILHO-YPEBHUSA TPAKT MK ce 06pa3yBa A3Ba, MPHEMA Ha JeKapCTBOYH & ORI WY A CraloBH.

SIS A




Kakto npu scuukn HCIIBC, xmouutento aMkiioQeHak, ce Hajlara CTpor MEQHLIMHCKH KOHTPOM, U €
HeoOXO0OUMO CIIELMAIHO BHHMAaHUe, Korato BoatapeH ctoMallHO-yCTOHYMBY TabNETKH Ce NpeaAnucBa Ha
NalMEHTH ChC CHMIITOMH YKa3Ballld CTOMALIHO-UYPEBHH HAPYLUEHUSA MK ¢ aHAMHECTHYHH JaHHH,
[peAnoJaraniy 138a Ha CTOMaxa WM YepBarta, KbpBeHe win nepdopauus (Bx. T. 4.8 Hexenanu
JIEKAPCTBEHH peakunK). Pucka 3a kbpBeHe OT CTOMALUHO-4YPEBHUA TPAKT € MO-BUCOK NPH [IOKAYBAHE Ha
no3ara Ha HCIIBC u npu nauMeHTH ¢ aHaMHE3a 3a A3Ba, 0OCOOEHO aKo € YCIIOXKHEHA C KbPBEHE WIH
nepdopaups. [Ipy nauMeHTH B HaMpeaHala Bb3pacT UMa NO-roJIAM PHCK OT MO-YECTa [T0ABa HA HEXeNlaHH
peaxuuu npu neuenre ¢ HCIIBC, ocobeno Ha kbpBEHE OT CTOMALHO-UPEBHUA TPAKT WM nepdpopaLua,
KOMTO Morart aa 6baart ¢ataiHu.

HCIIBC, sxatounTenHo AMKIoQEHaK, MOXKe [a Ca CBBP3aHU C YBETUUYEH PUCK OT U3THYAHE OT
CTOMaLLHO-4YpeBHa aHacToMo3a. [IpenopbuBa ce BHUMATENHO MEANULMHCKO HABMIOACHHE ¥ MOBHUIEHO

BHHUMaHHeE NpH ynoTpebaTa Ha AWKNOPEHAK clien CTOMALIHO-YPEBHA XUPYPIrU4iHA HHTEPBEHIINA.

3a HaMaJABaHEe Ha PUCKA OT TOKCHYHOCT 3a CTOMALLIHO-UPEBHHA TPAKT MPH NALMECHTH C aHAMHE3a 3a A3Ba,
0CcOOEHO aKo € YCJIOKHEHA ¢ KbPBEHE WU nepdopallid U NpH NayMeHTH B HaNpeaHana Bb3pacT,
neyeHHeTo TpAOBA 1a € 3ano4Ba W MOAAbPKA ¢ Ha-MalKkaTa e)eKTHBHA [103A.

[Ipu Te3n NALIKEHTH, & ChLUO H MPH MALMEHTH MMALLH €IHOBPEMEHHA HY KA OT JIeKapCTBa ChABPKALLU
HUCKH JO3M ALETWICATHIIIOBA KHcenrHa (ASA) WK ApYrH NPOAYKTH, 32 KOUTO € Bb3MOXKHO J1a
YBENHYAT PMCKA 3a CTOMAlIIHO-YPEBHUA TPAKT, TpaOBa a ce uMa B NpeaBUA KOMOHHHPAHA TEpPANKA C
MPOTEKTUBHH NPOAYKTH (Hamp. MU3ONIPOCTON WIM HHXMOUTOPH Ha NIPOTOHHATA MTOMA).

[TawmenTH ¢ aHaMHE3a 33 TOKCHYHY NMPOABU OT CTPaHa HAa CTOMAUIHO-4YPEBHHUA TPaKT, 0COOEHO NALIMEHTH
B HampeHala Bb3pacT, TpadBa Aa cboOlaBaT 3a BCHUKH HEOOMYAaNHH, CHMIITOMH OT CTPaHa Ha Kopema
(ocobeHo kbpBeHe). [IpenopbuBa ce BHUMATETHO NPHIOKEHUE MPH NALMEHTH NOJY4YaBally
e4HOBPEMEHHO NMPOAYKTH, KOUTO MOFaT [a yBe/H4YaT PHCKa OT yJuepauua WIH KbpPBEHE, KATO CUCTEMHH
KOPTHKOCTEPOUH, aHTHKOATry1aHTH, aHTU-TPOMOOTHYHH MPOAYKTH WM CEJIEKTUBHY HHXKOUTOPY Ha
00paTHOTO 3axXBaljaHe Ha CepoTOHMHA (BXK. T. 4.5 B3aumMOoOeHCTBHE ¢ APYTH JIEKAPCTBEHU NPOAYKTH U
APYTH (POPMH Ha B3aUMOJICHCTBUE).

Heobxoaum € cTpor MEAHUMHCKH KOHTPOJ ¥ BHHMAHHE MPH NALIMEHTH ¢ YALEPO3EH KOMUT WK bonect
Ha Crohn, Thi KaTO ChCTOAHUETO UM MOXKE J1a c€ BNOWHM (BK. T. 4.8 Hexxenanu iekapcTBeHU peaKilinm).

Xenarobununapau edexTH
Heo6xoaHuM € cTpor MEAULIMHCKH KOHTPOJ, KOraTo ce npeanucea Bonraped cToMalllHO-yCTOHYHEBH
TabNeTKH Ha MaLMEeHTHU ¢ YBpeaeHa YepHoAPOoOHa PYHKUMS, ThiH KaTO ChCTOSHUETO UM MOXKe Ja Ce

BJIOLLIA.

Kakto v npu apyrure HCIIBC, BxntounTenHo AUKnodeHak, MOrar a ce ifOBHLUAT CTOMHOCTHTE Ha €AWH
WIK NoBeye yepHoapoOHH eH3uMu. KaTo npeanaszHa MapKa NMpH NpoABDKATENHO eueHue ¢ BonrapeH
CTOMALIHO-YCTOHYMBH TabneTku (Hanp. noa ¢opMara Ha TabNETKH WIH CYNO3UTOPUH) € HEODXOAUMO
NEPUOIHUYHO Ja ce cneau 4epHoapobHara yHkUUA. AKO CTOMHOCTHTE Ha YEpHOAPOOHHUTE MoKa3aTeNnH
NPOABL/KARAT Aa 6bAAT H3BbH HOPMATa HIIH CE€ MTOKAYBAT B NO-rojiAMa CTENEH, aKo Ce MOABAT NPU3HAUH
WJIM CHMITTOMH Ha YepHOoApoOHO 3abonaBaHe HNM aKO HACTBINAT APYry NPosBRU (Hanp. €03HHOPHUIHA,
o0pHB), NpuimKeHHeTo Ha BonrapeH cTomaliHo-ycToHuuBH Tabnerky TpadBa fa ce NpeyCTaHORH.
XenaTuT Moxe 1a HacTbMM NpH ynoTpebara Ha AuKJIogeHaK U 6e3 NpoApoOMaiHA CUMITTOMM.

[ToBMiEeHO BHUMaHKE € HeoOxoauMo npH ynotpeba Ha BontapeH cTOMAIIHO-YCTOHYUBH TAOAETKY OT
NalUeHTH ¢ YepHOoApoOHa nopdHpHs, NOpaay Bb3MOXHOCTTA TOH 1a OTKJIIOUU NPUCTHI Ha
3a00M4BaHETO.

brOpeunn edexkTH
Toi KaTO ca JOKIaABaHM ClIy4yal Ha 3aibpKaHe Ha TEYHOCTH U OTOLIH M0 BPEAIC It NeTCHY BC,

BIJHOUMTEITHO IHKII0(eHaK, Heo6X0quMo e ocobeHO BHUMaHUE NPU MaLUuCHKS
O6bOpeuHa dyHKLMA, C aHAMHE3A 33 XMIIEPTOHHA, MTALIMEHTH B HANpEIHAIA BHIRe




e JHOBPEMEHHO NpHEMALLM AHYPETHLIHM WM NPORXYKTH, KOUTO MOraT CEPHO3HO Aa NOBIMAAT ObOpeuHata
$YHKIMSA, KAKTO UM NPH NAUUEHTUTE ChC CHUIECTBEHO HAMANABAHE HA CKCTPALIETYIAPHUA 00eM,
HE3aBHCHUMO OT [PUYHHATA, HANP. IPEANA U CIAEA FONEMH XUPYPruuHH KHTEPBEHUMH (BK. T. 4.3
[IpoTuBOnoOKa3aHus). B Te3u cnyuau, kaTo npeanaszHa Mapka npu ynotpeba Ha Bonrapex cromalHo-
ycTOHUMBH TabneTkH ce npenopbypa npocneaspaHe Ha On0peuHara pyHKUMA. CHpaHEeTO HA TepanHuaATa
OOHMKHOBEHO Ce MOCJIEABA OT Bh3CTAHOBABAHE HA H3XOAHOTO ChCTOSHHE,

Ko:xnn edexTn

Texkn KOXHU peaklMy, HAKOW OT KOMTO (PaTajiHH, BKIKOUBALLU €KCPOIHATUBEH AEPMATUT, CHHIAPOM Ha
CtuBbHC-/DKOHCHH, TOKCHYHA EMUACPMAIHA HEKPOJIN3a M IreHEpanu3upaH O0yao3eH Ppukcupan
nekapcTBeH 0OpuB ca choOllaBaHU MHOTO PAIKO BBB Bpbika ¢ npuema Ha HCIIBC, B Toea uucno u
BonTtapen cromainHo-ycToiuued tabneTku , (BX. T. 4.8. Hexxenanm nexapcteeHu peakuuu). Marnexaa,
4Ye Hal-BHCOKHAT PUCK 33 NMALMEHTHTE Aa MMAT TE€3H PEaKUMH e paHO B X014 HA JEYEHHETO, B TIOBEYETO
CIy4ad Ha4YI0TO Ha peaKUMATa HaCTHIRA B MbpRHA Mecell. [IpuemMbT Ha BonrapeH ctomaniHo-
ycTOHUMBH TabeTKH TpaOBa Aa ce MpeycTaHOBU NPU ITLPBUTE NPOABH HA KOXKEH OOpUB, MTHFaBUYHH
Ne3uH WK KaKBHTO U Aa 6uno Apyrd nposBH HA CBPbXYYBCTBUTENHOCT.

Kakro npu apyrure HCIIBC, B penku cnyuyau npu JIEYEHHE ¢ AUKIOPEHaK MOraT Aa HaCThNAT
anepruyHd peakUuu, BKIIOYUTETHO aHapUNakTHUHH/aHapUNaKTOUAHH peakuuu, 6e3 npeaxoaHa
EKCIMO3ULIMA Ha NEKAPCTBOTO. PeakuMMTe Ha CBPBXYYBCTBUTENHOCT MOXE CBLIO TaKa [1a Mporpecupar io
cHHAPOM Ha Kounis - CepHO3Ha afICpru4Ha peakiMs, KOSTO MOXE Aa A0BeAE A0 HHPAPKT Ha MHOKAp.a.
CUMNTOMHTE Ha TAKUBa PEaklMH MOXKE 1a BKJHOYBAT O0JIKA B I'bPAUTE, KOATO Bb3HUKBA BbB BPb3Ka C
anepruyHa peakuns KbM AHKAO(EHaK.

Chpaeyno-cbI0BH ePEKTH
Jleuenuero ¢ HCIIBC, BxmovurenHo qukiaogpeHak, 0cOOEHO BbB BUCOKH J03H H NPH NPOABDKKUTENHO
nevyeHuwe, Moxke 1a ObJe CBLP3aHo C 1EKO NOBUILEH PUCK OT CEPHO3HH CHpJIEHHO-ChAOBUA TPOMOOTHUHH

cBOMTHA (BKIIOUUTENTHO UHPAPKT Ha MHOKapAa U HHCYIT).

O6ukHOBEHO NeueHneTo ¢ BoaTapeH cToOMalIHO-yCTOHYMBY TAONETKYU MPU MALHEHTH € YCTAHOBEHO
CbpAeYHO-CbAOBO 3a00NgBaHE (KOHIeCTUBHA CHPAEYHA HEAOCTATHYHOCT, YCTaHOBEHA HCXeMHUYHa DonecT
Ha CbPLETO, 3abonsaBaHe Ha nepudepHUTE apTEPHH) WIK HEKOHTPOJIUPaHa XHUIIEPTOHHUA He ce
npenopbuBa. IIpy HEO6XOOUMOCT, NALMEHTH C YCTAHOBEHO CBPRAECYHO-CHAOBO 3a00151BaHe,
HEKOHTPOJIHPaHa XHIEPTOHUA WM 3HAUYHUTE/IHK PHCKOBH (PAKTOPH 33 CLpAEHHO-ChA0BO 3a00/IsBaHe
TpsaOBa na 6baaT nekyBaHu ¢ BonrapeH croMauiHO-yCTOMUMBY TabNeTKH caMo ciiell BHUMAaTe/Ha
npeLeHka # camo ¢ 4034 < 100 mg AHEBHO, KOraTo JEUEHUETO NPOIR/DKM 3a noBeue oT 4 ceAMHLM (BXK.

Touka 4.4 CneuHantHy npeaynpexaeHns U npeanasHi MEpKH NpH ynotpeba).

Heo6xoaHMOCTTA Ha NaliMEHTa OT CHMITTOMATHYHO 0BAEKUEeHHE H OTTOBOpa KbM Tepanuarta, TpabBa
MepUoOAUYHO Ja Ce MpeoLeHsBaT, OCOOEHO KOraTo JI€YEHHETO NPOAB/KABA 3a NTOBEYE OT 4 CeIMMLMN.
[Taimenrure TpaGBa aa ObaaT OAUTEIHM 32 MPU3HALM H CHMIITOMM Ha CEPUO3HU aTepPOTPOMOOTHYHH
cbOHTHS (Hanp. rpbaHa 60/1Ka, HEAOCTHT Ha Bb3OYX, CNabOCT, HEACEH rOBOP), KOUTO MOTAT [1a Bb3HHKHAT
BHe3anHo. B cayu4ait Ha nogo6HO chOUTHE, NAUMEHTUTE TPAOBA 1a OBAAT MHCTPYKTHPAHH a NOTHPCAT
Jexap HezabaBHO.

HeobxoauMo e Aa ce oCUrypaT noaxoasino HabmoacHUe U CHBET 3a NAaLMEHTH C aHaMHe3a 3a
XHNEPTOHUS W/WIH NleKa 0 yMepeHa KOHMECTHBHA ChpAEYHA HEAOCTATBYHOCT, Thil KATO HMa ChOOLIECHHS
32 OTOLIM M 3a[IphKKa HA TEUHOCTH, CBbp3aHH ¢ JieyeHueTo ¢ HCIIBC.

KnuHuYHM NpOYyYBaHHA ¥ €NMUASMHONOIHYHH JaHHU MOKAa3BaT, 4€ ynorpedara Ha AMKIOPEHAK, 0COOEHO
BBLB BHCOKa 1034 (150 mg nHeBHO) ¥ npU NPOABbLDKUTEIIHO NPHIOKEHHE MOXE J1a DFAC SBRAWGHINNIEKO
MOBULIEH PUCK OT apTePHANHU TPOMOOTHYHH CHOUTHA (HATIpPUMEP MHOKAPAEH ¥ -ﬂ--

(BuxTe T. 4.4 CnelManHy npeaynpexXacHUd U NpeAna3sHi MEPKH NpH yNnoTpedfh S




HeobxoauMo € BHHMATENHO OOMUC/AHE NPH JIEHSHUETO € AUKIOQEHAK HA NAUUEHTH ¢ HEKOHTPOJIIUpaHA
XHMEPTOHUA, KOHFECTUBHA ChPACYHA HEAOCTATBYHOCT, YCTAHOBEHA HCXEMHYHA BONIECT Ha ChPLETO,
3a0onaBaHe Ha nepudepHUTe apTepPH U/ HIIH MO3BYHO-CBA0BA 0OJIECT.

[TalueHTUTE ChC 3HAUUTEIHN PHCKOBU (PAKTOPH 3a ChPAEUHO-CBAOBH CHOUTHA (HAMP. XUIIEPTOHKH,
XHICPIUNKAEMHA, 3aXapeH auabeT, TIOTIOHOMyLIEHE) TpAOBa Aa ce JeKyBaT ¢ AUKNOEHaK caMo Clel
BHMMaTe/1HA NpereHka. ThH KaTo ChpASUHO-CHAOBUAT PHCK MPH AUKIOhEHAK MOXE 1a HAPACHE C 103aTa
H NpOALJKUTENHOCTTA Ha €KCIIO3ULIUMATA, TPA0Ba Ja ce Mpuiiara Hail-HMcKaTa epeKTHBHA JHEBHA 034 34
BL3MOXHO Hal-kpaTkus nepuop or speme. [leproanuHo Tpabsa aa ce n3sbpliBa NPEOLEHKA Ha
HeoOX0AUMOCTTA Ha MauMeHTa OT objieKyaBaHe Ha CHMITTOMMTE H Ha OTrOBOpa KbM TEPANUATa.

XeMaToJOru"IHA ePeKTH
ITpu npoaskuTenHa ynorpeba Ha BonrapeH ctoMmauiHO-yCTOHYHBH TableTKN KakTO NPH OCTaHANHTE

HCIIBC ¢ npenopbpyMTENHO, peAOBHO 1a C€ MPOCIEeAsBa KPbBHATA KapTHHA.

KakTto ocrananure HCIIBC, BonrapeH ¢cToMalHO-yCTORYUBH TabNeTKH MOXE BPEMEHHO J1a NI0JTHCHE
arperauyaTa Ha TpoMbountute. IlalimeHTHTE C HAapyLIEHUA B KPBBOCKCHPBAHETO TpAOBA na Obaat
HaboaBaHH BHUMATEITHO.

CounbpTCeTBAIIA ACTMA
[1pu nauMeHTHTE C ACTMA, B CPRBHEHHE C JAPYTUTE NALMUEHTH, Ca MO-YECTU CC30HHUTE AIEPriiHN PUHHTH,

OTOKBT Ha HOCHATA JIMraBULA (T.HAP. HOCHH TOJIMNH), XPOHUYHH 00CTPYKTHMBHH HenoapobHu
3abonaBaHus WIK XPOHHYHH HHPEKUHMH Ha AUXATEITHUTE ITBTHILA (0COOEHO, aKO Ca CBBP3aHHM CbC
CMMNOTOMH NOAOOHHU Ha aneprutdeH puHur), peakumnu crpaMo HCTIBC karo exzauepbauus Ha actMara (T.
Hap. HENMOHOCHMOCT KbM aHAIreTHIW/ aHAJIreTH4YHa actMa), eaeM Ha KBuHke unu yprukapus. [Nopaau
TOBa MPH T34 NALUMUEHTH Ca HEOOXOAUMU CIIELIMATTHH NPEANa3H{ MEPKU (TOTOBHOCT 3a CNELHA MOMOIIL).
ToBa ¢e OTHacs ChLIO TAKA U 3a MallMEHTH aNePruyHyd KbM JAPYTH CyOCTaHLIMH, HAMP. KOXKHU PEAKLIMH,
CupOex WK ypTHKApuH.,

IIanpeHTH B CTAPYECKA BL3PACT (HA 65 n noBevwe roAHHHA)
OcobeHo BHUMaHHE € HEOOX0JMMO NpHU NalUKWEHTH B HAMIPEIHANA Bh3pacT Mopaay OCHOBHH MEIHLIHHCKM
cbobpakeHUs, 0CODEHO NPH HEMOLIHH MAaLUEHTH WM IIPH TAKUBA C HUCKO TEIECHO TETJIO.

B3zammopeiicrsae ¢ HCIIBC

TpsbBa aa ce U30ArBa €IHOBPEMEHHOTO NPUIOXKEHHUE Ha BosiTapeH CTOMALUIHO-YCTOHUMBH TabJIETKH CbC
cuctemMud HCTIBC, BxioynTeIHO CEeKTUBHY UHXUOUTOPH Ha LIUKIOOKCUIe€Ha3a-2 nopaiau
BBL3MOXKHOCTTA OT Hexenanu edexty (Bxk. T. 4.5 B3auMOAEHCTBHE C ZpYrH JIEKAPCTBEHHU MPOAYKTH H

apyru GOpMH Ha B3aHMOJICHCTRHE).

MackHpaRe NpAZHALIHTE HA HAEKUMA

[lopo6Ho Ha ocrananure HCIIBC, nopanu ¢papmakoaMHaMUYHKTE CH CBOHCTBa BonTapen cromaliHo-
YCTOMYHBH TaOAETKM MOKE Aa MaCKHpa MNPHU3HALUTE U CHMIITOMUTE HA HHPEKLKH.

4.5 BiarMoaeHcTBHE ¢ APYTH JEeKAPCTBEHH NPOAYKTH H APYrH GOpMH HA B3JAHMOJEHCTBHE

H36poennTe no-qoay B3auMOIEHCTBUSA BKIOUBAT HabmoAaBaHuTe npy Boaraped cToMaillHO-yCTOHYHUBH
TabMeTKH CTOMAITHO-YCTOMYHBH TAONIETKH U/MNK JPYTH IEKAPCTBEHH GOPMH Ha JUIKIO(PEHAK.

HabaroxaBann B3anMoAeHcTBA, KONTO TPAOBA Ja ce B3eMAT M0 BHHMAHHE

nuknodenak 1 CYP2C9 unxubutopu (xato cyaduHNUpa3oH U BOPHKOHA3 OBEJIE 110
3HAUYMTETHO YBEIHUYEHHE HA MUKOBHTE IUIa3MEHH KOHLEHTPALIHH U €KCIIO

e ¥
JTumuii: Npyu eAHOBPEMEHHO NPUNOKEHHE C JIMTHI, AUKIIODeHaK MOXKe I BB



JTuzoxcun: Npy eTHOBPEMEHHO NPWIOKEHHE THKIOPEHAK MOXE [a MOBUILM JIA3MEHHUTE KOHUEHTPALIUH
Ha gurokcuHa. [Ipenopbusa ce npocieasBaHe Ha CEpPYMHUTE HHBA HA TUTOKCHHA.

Huypemuyu u anmuxunepmenzueru rexapemea: Kaxro npm octananure HCIIBC, enHospeMenHoTo
NPpHIoKEHHE Ha NUKIOPEHAK ¢ UYPETHLIM WK AHTUXHIIEPTEH3UBHH ieKapcTBa (Hanp. Oeta brnokepy,
MHXHOMTOPH Ha aHTMOTEH3HH-KOHBepTHUpatlua eH3uM (ACE-nuxnbHuTOopu) Moxe Aa HaManu
aHTHXHUNEepTeHIUBHUAT UM edekT. [lopaau ToBa, Tazn koMOMHaLMs TpAOBa Aa ce npuiara ¢ 0cobeHo
BHHMaHHE W NMAaLKEHTUTE, Hali-Bede T€3W B HaNpeAHaNa Bb3pact, nepuoanyHo TpadBa na npocneaspar
CTOMHOCTHTE HA apTePUaNHOTC ¢ HayiaraHe. [lopaaM NoBHUIEHHS PUCK OT HEPPOTOKCHUYHOCT (BXK. TOYKA
4.4. Crieunanyy NpeaynpexaeHusa 1 NpeAnasHyu Mepk npu ynorpeba) nauueHrure Tpsadea aa obaat
nobpe xuApaTHpaHu, U Aa UM Oble npocieasBaHa OpOpeunara QyHKUMA NpH 3aro4BaHe Ha
xoMOHHHMPaHO NeueHue ¢ auypeTHI U ACE HHXHOUTOpH, KakTo H NEPUOAHYHO CJIe TOBA.

Huxnocnopun u maxporumyc: Kakro ocrananure HCIIBC, auxnodenak Moxke na noBuinm
He(ppOTOKCHUHOCTTA Ha LMKJIOCTIOPHH Y TAKPOJIUMYC NMOPaaH NOBIHABaHe Ha OnOpeuHHTe
npoctarnaHandud. [lopanyu Tosa To# TpaOsa na ce npunara B NO-HUCKH A03H OTKOJIKOTO NPH NAaLMEHTH,
KOHTO HE MPHEMAT UHKIIOCTIOPHH MJIM TAKPOIKWMYC.

Jexapcmea, npuuunsasauju xunepraauemun: EqHOBpEMEHHOTO NIPHUIOKEHHE ¢ KANHI-ChXpaHABALIH
IHYPETULIH, LIHKIIOCTIOPHH, TAKPOIUMYC WIH TPUMETONPUM MOXKE Ja Oble CBbP3aHO C NOBHUIEHH
CEpYMHHM HHBA Ha KaJlMi, KOUTO C/ie[iBa a ce npocieassar dyecto (Bxk. T. 4.5 CrieunanHu
npeaynpexacHus W Npeana3Hyi MepKH 3a npH yirorpeda).

Xunononoeu anmubaxmepuannu rexapcmea.; CbobUICHH ¢a M30JUPAHM ClTy4Yau Ha M'bPUOBE, KOUTO
MOXKe J1a ca OMnH npeAU3BHKaHU OT €AHOBPEMEHHOTO NMpWIoKeHHe Ha XuHonoHu 1 HCTIBC.

OvyakBaHH B3aHMOIeHCTBHA, KOHUTO TPsiOBa Aa e B3EMAT NOJ BHHMAHHKE

Hpyzu HCIIBC u kopmuxocmepouou: ENHOBPEMEHHOTO NMPHUITIOKEHHE HA TUKIO(EHAK C IPYTH
cuctemu HCITBC unu kOpTHKOCTEPOMAN MOXKE 1A MOBULLIH YE€CTOTATA HA HEXKETAHUTE CTOMALIHO-
YPEBHM JIEKAPCTBEHH peaklMH (BxK. To4uka 4.4. CrieuManHu npelynpexacHUs U peana3HH MEPKH MpH
ynotpebda).

Arnmuxoazyranmu u anmumpomboyumnu 1exapecmeernu npooyxkmu: Ilpenopnbusa ce MoBHIIEHO
BHUMAHHE, Thid KaTO €HOBPEMEHHOTO NPUNOXKEHAE MOXKE [a MOBHIIIH PHCKa OT KbpBEHE (BX. T. 4.4,

Crennanyu npeynpexAcHUA Y MPeana3Hu MepKH NpH ynotpeda). Borpeky ue kNuHAYHATE
H3CNIeABAHHUA HE MOKA3BaT, ue AHKJI0deHaK NOBIKABA ICHCTBHETO Ha aHTHKOAryJIaHTUTE, HMa
CHLOOIMEHHS 3a MOBUILEH PHCK OT KPLBOW3JIMB MPH MALMEHTH, KOUTO NMOAYYABAT €AHOBPEMEHHO
auknodeHak u antTukoarynaaHty. I1o Tasu npyuMHa ce npenopb4Ba BHUMATEAHO HabmoAeHHe Ha TaK1Ba
MALIUEHTH.

Cenexmugnu uHxubumopu na obpamuomo 3axeaiyane na cepomonuna (SSRIs): ETHOBPEMEHHOTO
npunoxenne Ha cucteMau HCIIBC, skntounrenHo auknogeHak, 4 SSRIs Moxe na ysenanuH pucka ot
KbPBEHE OT CTOMAILIHO-YPEBHUA TPAKT (BxkK. Touka 4.4 CnieLMalHU NpeaynpexacHHUs U Npeana3Hu MepKH

npH ynorpeba).

Anmuouabemnu nexapcmeenu npodyxmu: KnuHMYHUTE NpOYUYBaHUA NOKA3BAT, Ye AUKIIodeHaK MOXe
Jla Ce MpiIara €IHOBPEMEHHO C NepOpaliHi aHTUAHA0ETHH JIeKapCTBa, 0e3 1a NOBINABA TEXHHAT
KiMHHYEH edeKT. B xoaa Ha nevenue ¢ guxnodenak, obaue, ce cpo01IABa 3a U30TUPaH

BpEME Ha €AHOBPEMEHHO NPUIIOKEHHE HA BaTa Mpemnapara. | M
MMa n3onupanm cboblieHus 3a MeTaboauTHA auna03a, KoraTo IUKIogeHaK cd N INEA IR BEMAHRO!C
MeThopMHH, 0cOOEHO MNPy NalMEeHTH ¢ TpeAlIecTBao 6b0peUHo yBpexaHe. 30 "



Memompexcam: nuxnodeHak Moxe Ja HHXHOMpa TyOytapHud ObOpedeH KIIMPBHC HA METOTPEKCAT, KaTo
TaKa MOBHIlIaBa HUBATa Ha MeTtoTpekcaT. [1oBUIIEeHO BHUMaHHUE € HEODXOOUMO [IPU NPUWIOKEHHE Ha
HCIIBC, sxountenno aukiodeHak, B CpoK nNo-ManbK OT 24 yaca npeau WIM ciiel ieYeHUe ¢
METOTPEKCAT, MOpaay Bb3MOXKHOCTTA 32 NOBULIIABAHE HA MJIa3MEHaTa KOHLEHTPALUS HA METOTPEKCAT H
YBENHYABAHE HA TOKCHYHOCTTA MY.

@enumoun: Ilpenopbusa ce MOHHTOPUPAHE IUIa3MEHaTa KOHUEHTpALUA Ha GEHHUTOUH NpH
eAHOBpEMeHHATa MY ynoTpeba ¢ AMKIodeHaK, MOpPaaH OYaKBAHO YBENHYEHHE Ha CKITO3MLIMATA HA
(eHUTOPHH.

Konecmunon u xonecmupamun: Te3n BeLIECTBA MOXKeE Ja NpeAU3BUKAT 3abapsiHe MM HAMAJIABAHE Ha
yCBOgBaHETO Ha quKiodeHak. [Topanu ToBa ce npenopbyuBa NPUIOAKEHUE HA AMKNIOQEHAK HaM-MaJIKO
eIUH Yac npeau win 4-6 yaca cjiel NpuiaraHe Ha KONECTUION/XONECTHPAMHH.

CYP2C9 unoyxkmopu: flpenoprbusa ce MOBHIIEHO BHUMAHHE MPH €XHOBPEMEHHATA ynoTpeba Ha
arknopenak u CYP2C9 unaykropu (kato pupaMnuuMH), KOETO MOXKE [a AOBEAE A0 3HAHUTENHO
HaMalsgBaHe Ha TU1A3MEHHUTE KOHLUEHTPALMH H eKCNO3ULHATA Ha AHKIOdEeHaK.

4.6 PepTHAHTET, OPEMEHHOCT H KbPMeEHe
bpemenHoCT

Obobmenne Ha pHcKa

MuxubupaHeTo Ha NpOCTarJaHAMHOBHA CHHTE3 MOXKE Ja OKa)ke HeEONaronpHusITHO BJIMAHHE BbPXY
OpeMEHHOCTTA W/HMIY Pa3BUTHETO Ha eMOpUOHa wiun nnoaa. JIaHHU OT eNHAEMHONOrHYHH NMPOYYBaHUA
MOKa3BaT MOBHUIEH PHCK OT CIIOHTaHEH abopT, ChpAeYHH MAT(OPMALIUU U FaCTPOCXHU3UC Clie]
ynorpebara Ha MHHXMOMTOPH Ha nNpocTaraHAHHOBHS CHHTES B HAYanoTo Ha OpEMEHHOCTTA.,
AOGCONIOTHHAT PHCK OT ChPACYHO-CBAOBH MandopMaLmy ce nosuiuasa ot > 1%, 1o npubnuzurenno
1,5%. HokasaHo e, 4e AUKI0¢EHaK NpeMHHABA MaueHTapHaTa bapuepa npu xopa. Ynorpebara Ha
HCTIBC, BknounTeNnHO AMKNOQEHAK, MOXKe Aa TPUYHHH HHXHOUpaHE HA MATOYHHTE KOHTPAKLHH,
NpexAeBpEMEHHO 3aTBAPAHE HA TYKTYC apTepHo3yC Ha eTyca K HapylleHHe Ha 0b0peunaTa QyHKUMA
Ha ¢eTyca, Boaeuo 40 OTHIOXUAPaMHHOH.

[Ipu mpoyy4BaHHA BBPXY PEMPOAYKTHBHOCTTA INPH *KUBOTHH He ca HabmoJapaHH A0Ka3aTencTBa 3a
TEPATOreHHOCT MPH MULLKHY, IITHXOBE WIH 3aiilid, HA KOHUTO € JaBaH AUKIIO(EHAK €XKEIHEBHO N0 BPEME
Ha NEePHO/A Ha OpraHoreHesa B 1031 ChOTBETHO A0 npubnusurenno 0,41, 0,41 u 0,81 nbvTH
MaKCHMAaJTHATA TIpENopBYMTENHa no3a Bormraped npu xopa (maximum recommended human dose
(MRHD)), epnpexH HaJIMYUETO HA TOKCHYHOCT 3@ MalKaTa M I104a.

CmMmsTa ce, Ue PHCKBT Ce yBeJi4aBa ¢ yRe/IMuaBaHe Ha 403aTa U NPOABDKHTENIHOCTTA Ha JIEUEHKETO. [Ipu
KMBOTHHM, MPHIIOXKEHHETO HA HHXHUOUTOPH Ha NMPOCTArinaHAMHOBHUA CHHTES MOXE a IOBEAE A0 YBelu4YeHa
peJ-y NOCT UMIUIAHTAIIMOHHA 3ary0a u eMOpuo-¢eranHa CMbPTHOCT.

B nontnHeunne ce crobliapa 3a yBenuueH Opoi pasnuuHu MandopMaluHt, BKIIFOMUTEITHO ChPACYHO-
ChAOBM, NMPH KUBOTHH, TPETHPAHH € KHXHOUTOP Ha MPOCTAIJIAHAMHOBHS CHHTES 10 BPEME Ha
bpeMeHHOCTTA.

KJ1HHHYHH ¢bO0OpaKeHHsA
HexelaHH JIEKAPCTBEHH peaKkuHu NpH deryca

IIpesicdespemenno 3ameapane Oyxmyc apmepuosyc Ha hemyca
KakTo npu apyrure HCIIBC, ynotpebara Ha auknodeHak 1o BpeMe Ha TpeTHA
OpeMeHHOCTTa € IPOTHBOMOKA3aHa Nopaad Bb3MOKHOCTTA OT NPEXAEBPEMEH
apTepuo3yc Ha detyca (Bx. T. 4.3 [IpoTuBonokazaHus).



Onuzoxudpamruon/napywena bnbpeuna pynkyun na gemyca
Puck ot HapyweHue Ha Ob6pevHara QpyHkUMA Ha deTyca ¢ nocaeBall OJIMroXUAPaMEHOH € HabnnaBaH
npu ynorpeba Ha HCIIBC (Bkn. auknogenax) or 20-ta ceamuLa Ha OpeMEHHOCTTA HATATHK,

Ot 20-ara ceamuua ot 6peMedHocTTa HaTaThK ynorpebara Ha HCIIBC (Bki. aAuknodeHak) Moxe na
MPHYHHH OJIMFOXUWIPAMHUAOH, AbJDKALll C€ Ha HapylleHHe Ha O6b0peunaTa dynkuma Ha deryca. Tosa
MOXKe /13 Ce MOABH CKOPO CJIe]] 3anOYBAHE Ha JICUEHHETO H OOHKHOBEHO € 00paTHMO NPH NPEKPATABAHETO
My. Cbl110 TaKka uMa cbobleHns 3a CTeCHABAHE Ha AYKTYC apTEPHO3YC Clell IeHEHHUE MPEe3 BTOPHA
TPUMECTHP, MOBEUETO OT KOMTO OT3BYYaBarT ciejl npeKkpaTaBaHe Ha iedeHuero. [lopaau Topa
AuKsodeHaK He TpAOBa Aa ce MpHeEMa Ipe3 MbPBUA U BTOPHA TPUMECTBP OT OPEMEHHOCTTA, OCBEH ako He
e kpaliHo HeoOxonumo. B cayuait, ye quitodenak ce npueMa OT KeHa, KOATO ce OnuTBa aa 3abpemeHee
WJIH MO BpEME Ha MbPBUA U BTOPUA TPUMECTBHP OT OpeMeHHOCTTa, TpAOBA Aa ce npunara Bh3MOXCHO Haii-
HUCKATA [103a 34 HAH-KpaThK nepHod. Ciel ekeno3uuus Ha AMKIIO(EHaK B MPOABDKEHHE HA HAKOJIKO JHH
ot 20-aTa recTallMOHHA CEAMMLA HATATEK TpaORa Aa ce OOMMCIIA aHTEHATaJIHO NPOC/IEASBAHE 32
OJIMMOXUWAPAMHHOH M CTECHABAHE HA [IYKTYC apTepuo3yc. Y norpebara Ha auiuiofeHak TpsOBa aa ce
NPeyCTaHOBH, aKO €€ YCTAHOBKM OJIMTOXMAPAMHUOH MM CTECHSABAHE HA TYKTYC apTEpHO3YC.

[To BpeMe Ha TPETHA TPHMECTBP Ha OPEMEHHOCTTA, BCHMKH HHXHOHUTOPH Ha NMpPOCTarjaHIMHOBHSA CUHTE3
MOTaT Ja M3JI0XKAT U102 Ha:
- CBPAEYHO-IYJIMOHAJIHA TOKCHYHOCT (NPEXKACBPEMEHHO CTECHABAHE/3ATBAPAHE HA AYKTYC
apTepnosyc U benoapobHa xunepToHus);
- HapyuleHa 6n6peuna dyHkuMA (BX. no-rope).
Morat aa “310XKaT MaHKaTa U 3apoZiMilia B Kpas Ha OpEeMEHHOCTTA Ha:
- BB3MOXHO YAbJDKapaHe Ha BPEMETO Ha KbPBEHE H ChCHPBAHE, KOUTO MOXE /1a C€ NMPOSBAT AOPH U
MPH MHOT'O HUCKM J03H;
-  HHXHOMpaHe Ha MATOYHHUTE KOHTPAKLIHHU, KOETO BOAH A0 3abaBeHO WK MPOIB/DKATEHO

paxaaHe.
CneaoBatenHo ynorpedara Ha avKiIogeHaK 1o BpeMe Ha TPETUS TPUMECTbP OT OPeMEHHOCTTA €

IMPpOTUBOIIOKA34Ha.

Paxjaane

Hsama npoyuranus 3a edexrute Ha Bontapen no speme Ha paxaane. Kakro npu apyru HCIIBC,
ynoTtpedaTa Ha JUKI0(EHAK MO BPEME Ha TPETHA TPUMECTHP Ha OPEMEHHOCTTA € NMPOTHBONOKA3aHA
nopajay Bb3MOXHOCTTA OT UHXHOHpaHe Ha MATOMHHUTE KOHTPAKLUMH (BX. T. 4.3 IIpotuBonokasanus). [lpu
npoyuBaHud BbpXY xkHBOTHU, HCIIBC, Bxmouutenno auiiodeHak, HHXUOHUpAT NpocTarfaHAUHOBHA
CHHTE3, NPUYHHABAT 3a0aBREHO paXkaHe U yBEIHUYABaT YECTOTATa Ha MBPTBO PAKAAHE.

annn

JaHAH NpH Xopa

IIpexcoespemenro 3ameapane Oykmyc apmepuo3yc Ha hemyca

[TybnukysaHara nureparypa cbobuaea, ye ynorpedara Ha HCIIBC npe3 TpeTus TpumecTsp Ha
OpeMeHHOCTTa MOXKE 1a MPUYHHU NPEKIEBPEMEHHO 3aTBAPSHE HA AYKTYC apTeEpHO3YC Ha (eTyca.

Onuzoxudopamuuon/napyuiena bvopeuna gpynxyun nHa pemyca
[Ty6auMkyBaHWTE NPOYYBAHUA M NOCTMAPKETHHIOBHTE AoKiIaau onucear ynorpeda Ha HCTIBC ot

MmaiikaTa okono 20-ara recTaliiOHHA CEAMMLA UITH M10-KBHCHO 10 BpeMe Ha OpeMEHHOCTTA, CBbp3aHa C
HapylleHHe Ha ObOpeunaTa ¢pyHkuus Ha deTyca, BOREUWO A0 ONUroOXHAPaMHHUOH. Te3n HexenaHu
pe3yATaTH ce Habmogasar cpegHo cnej AHH 10 CeIMULM Ha JICYEHUE, BHIIPEKH He pAIKO ce chobuiaBa 3a
onuroxuapamMHuoH U 48 yaca cnen 3anousane Ha HCIIBC. B mHOro cny4au, HO He BbB BCHUKH,

JICHEHHCETO.

Jannn npa XKHBOTHH
[IipoyuBaHHa BBPXY PeNnpOTYKTHUBHOCTTA M Pa3BUTHETO NPH XXUBOTHM MOKa3B
IHKI0o¢EeHaK Mo BpeMe Ha OpraHoreHe3ara He NpeIM3BHKBA TEPATONCHHOCT, B




TOKCHYHOCT 3a MaiiKaTa i (eTyca npud MHULIKM NpH nepopaisy 1034 1o 20 mg/kg/nen (0,41 vt
MaKCHMAaJIHaTa npenopnuuTesiHa ao3a npu xopa (MRHD) 3a Bonrrapen, 200 mg/nen, Ha 6a3ara Ha
CpaBHEHHE Ha TeJiecHaTa NOBBPXHOCT (BSA)) U nNpH IUIsXoBe H 3aliLiM NMpH NEPOPaTHH JO3H J0

10 mg/kg/nen (cvorreTHO 0,41 1 0,81 nbrv MRHD na 6a3zara Ha cpaBHeHHe Ha BSA).

B npoyuBaHe, npu KoeTo Ha SpeMEHHM IUThbXOBE Ca NMpHIarasy nepopaitHo 2 uny 4 mg/kg nuknodenax
(0,08 u 0,16 mpt MRHD B3B3 ocHoBa Ha BSA) o1 recraunoneH aeH 15 1o 21-ug a¢H Ha KbpMeHe, €
orOeNng3aHa 3HaYNTEIHa CMBPTHOCT HA MARKHUTE (MPHYHUHEHA OT CTOMALIHO-YPEBHH S3BH U NEPHTOHUT).
Te3u TokcHuHY 3a MaiKara A03U €a CBBP3aHU ¢ JAMCTOKHS, YBEIMYE€HA MMPOABLIKHUTEIHOCT Ha
6peMeHHOCTTa, BbTPEMATOUHO 3a0aBsiHE Ha PacTeka ¥ HaMaJIeHa NPEXXUBACMOCT Ha IJ10Ja.

[Mpunoxenunero Ha HCIIBC (BritounTenHo n1MknogdeHak) noTUCKa OBYIALIUATA MPH 3akLH U
MMIUIAHTALIMATA H TUTALICHTALMATA NPH IUThXOBE H BOAH 0 NpPEeXAeBPEMEHHO 3aTBAPAHE HA AYKTYC
apTeEpUO3yc Ha (eTyca.

Kbpmene

O600menne HA pUCKA
Karo n apyru HCIIBC, quxnodenak, npemrHaBa B KbpMaTa B MaJIKH kojinuecTBa. [lopaam Tosa

BonTapeH cToMallHo-yCTOM4UBY TabNEeTKH , He TpAOBa Aa ce npHema NMo BpEeME Ha KbpMEHe, 3a [ia ce
H3berHar HEXENaHHUTE IEKapCTBEHU €dEKTH 32 KbPMAYETO,

/JAaHHE NPH Xopa
JInknodenak € 6un oTkpuT B HUcKa koHueHTpauus (100 ng/ml) B kbpmaTa Ha egHa Maiika nekyBaHa
nepopajiHo ¢s¢ 150 mg/nen con Ha autodenak. O4akBaHOTO KOJHUECTBO, MPHEMAHO OT KbpPMAYETO C

KbpMaTa € eKBHBaNeHTHO Ha ao3a ot 0,03 mg/kg/nHeBHo.
DepTHIANTET

QepTHIAATET NPH KeHH
Kakro u apyrure HCIIBC, npunoxeHuero Ha BoarapeH cToMalllHO-yCTOHYHBY TabeTKU MOXe A4

yBpEeaH XKEHCKHA (PEPTHIMTET H HE CE NMPENOPBbUBA ITPH XKEHU, KOUTO NIPABAT ONUTH Ja 3abpemenear. [Ipu
JK€HH, KOMTO MMAaT TPYAHOCTH MPpH 3adpeMeHABAHETO WK Ce Wacliensar 3a Oesnnoaue, Tpadea Aa ce
o6chau npekparasaHe Ha ynoTpebara Ha BosiTapeH CTOMAaUIHO-YCTORYUBH Ta0NETKH.

DepTHAATET EPH MbiKe

Hama naHHme npH Xopa 3a edekra Ha BonTapen Bbpxy GepTUNUTETA HA MBKeE.

JuxnodeHak, npunoxeH B 103a 4 mg/kg/neH Ha MBXKH ¥ XXE€HCKH TuTbxoBe (npubnusurento 0,16 nuTH
MRHD B13 0cHOBa Ha cpaBHeHHe Ha TeaecHaTa noBbpxHOCT (body surface area (BSA))), He nosnusBa

depTHINUTETA.

4.7 EdekTH BLpxy cnocobnocrra 3a modHpane n pabora ¢ MAIIHAN

[MaumenTH, KOHTO HMAT 3PUTENIHN HAPYLICHHUSA, YYBCTBAT 3aMAAHOCT, CBETOBBPTEXK, ChHITHBOCT WIH
APYT'H HapylleHHA Ha LeHTpa/lHaTa HEPBHA CUCTEMA, OKATO MpHeMaT BositapeH CTOMallHO-YCTOHUHBH
TabneTkn, TpaOBa Aa ce BB3AbPKAT OT wodupaHe UM paboTa ¢ MalUHHH.

4.8 HexenaHn JeKAPCTBEHH PEAKIHH

JlaHHHTE OT KJIMHUYHUTE MPOYUBAHUA U ENHAEMHOIOTHYHHUTE JaHHH €AHAKBO COYAT KbM [MOBULIEH PUCK
OT apTePHATHH TPOMOOTUUYHH CHOUTHS (HaANpUMEP MHOKApAEH MHPAPKT W HHCYIIT ), SBHPISHU C
ynorpebara Ha AuKIodeHak, 0co0eHO npH BUcoKa n03a (150 mg aHeBHO) U rpu N ;, N

neuenue (Bxk. T. 4.3 IlpotuBonokazanus 1 4.4 CrneuyanHy NpeaAYNPexKIACHHA H NPHC Atz
ynotpeba).




Hexenanure nekapcTBeHH peakivu (Tabnnua 1) ca noknansaHyd npv KITHHAYHH H3NMHTBAHUA WHIH OT
CIMIOHTAHHH CHOOUIEHUA WH NHUTEPATYPHHU U3TOUHMUM U ¢a U3bpoeHH cbrinacHo MedDRA ~ o cucteMo-
OpraHH# Knacoee. BbB BCEKH CHCTEMO-OPraHeH KJ1ac HeXENaHHUTE NEKAPCTBEHH PEAKIIMHE Ca NoApeaeHH
criopes Yectorara. [Ipy BCAKO rpynupaHe B 3aBUCUMOCT OT 4ECTOTATA, HEXKE/IAHUTE peaklidi ca
M36poeHH B HU3XOAAM Pel MO OTHOWIEHUE HA TAXHATA CEPHOZHOCT. HeCTOTUTE ca OlNpeIeNeHH KaTo €
Hinon3eaHa cnexHara koHseHuus (CIOMS 111): muoro dyectu (>1/10), yectu (>1/100, < 1/10), HeuecTH

(>1/1 000, <1/100), peaxu (>1/10 000, <1/1 000), mHoro peaxu (<1/10 000).

N36poeHHUTE Mo-A0JIy HEXKENAHH JIEKAPCTBEHH e(EeKTH, BKIIIO4BAT TE€3M ChOOLLaBAHU NpU ynoTpebara Ha
BonrapeH cTOMaLIHO-YCTOWYHBH TaONETKH W/WIH OPYIH IEKAPCTBEHH (POPMH Ha AUKIIO(PEHAK KAKTO NMpU

KPaTKOCPO4HA TaKa H NPH NMPOoABLIHKUTENHA ynoTpeda.

Tabauna 1: HexeaHH TEKAPCTBEHH PEAKIHE

HapyunieHus Ha KPbBTa H THMGHATA CHCTEMa

MHoro peaku:

TpomboLuTOonenus, NeBKONEHUs, aHEMU
(BKJIKOUHMTEIHO XEMO/IMTHYHA H af1aCTHYHA
AHEMHH ), arPaHyIOLUTO34a,

HapymeHnHs HA AMYHHATA CHCTEMA

Penku: CBpBXUMYBCTBHTENHOCT, aHaPUIAKTHYHH H
aHaQWIAKTOMIHM PEaKLIMH (BKJI. XMIIOTOHHS W
1LIOK).

MHoro peaksu: AHrvoeaem (BK/. TMLER eeM).

IIcHXHIHH BApyuieHH
MHoro peaxu:

JlesopueHTaius, nenpecus, 0e3chHUE, HOLHH
KOLUIMAapH, pa3apasHUTENHOCT, NCUXOTHYHH
Hapy LIEHHS]

Hapymennsd Ha HEPBHATA CHCTEMA

YecTH:

[ naBobonue, 3aMagHOCT.

Penku:

CBHIHBOCT

MHoOro peaku:

[lapecTe3nn, HapylLIEHUA Ha NaMeTTa, MbPUHOBE,
TPEBOXHOCT, TPEMOP, aCENTHYEH MEHUHTHT,
NpoOMAHA BbB BKYCa ( AMCTEY311), MO3BYHO-CbH/IOB
HHHUJIEHT

HapymenHs Ha OHTE

MHOro peaku:

HapyilieHne Ha 3peHHETO, 3aMBIJIEHO BHXKIAHE,
JUILTOMHAL.

Hapymenns Ha yxotTo H J1abHpHHTA

YecTH:

CBETOBBPTEXK

MHoro peaku:

BnowmeH cnyx, THHHTYC.

Copneynd HApYIICHHAS

Heuectn: *

HUudapkT Ha MHOKapa, Cbpll€4HA HEIOCTATHLYHOCT,
MnaanuTauMy, rpbaHa Oonka

C Her3BeCTHA YeCTOoTa:

CunapoM Ha Kounis

CoaoBH HApYIIEHHS:

MHOro pejku:

XHNepTOHHS, BACKYJIHUT

PecniupaTOpHH, TPLAHH H MEIHACTHHAIHHE HAPYIIEHHS:

Penxu:

AcTMa (BKJ. 3aayX)

Muoro peaku:

I lHeBMOBUT

CTromMalIHO-YpeBHH HADYUICHHSA




YecTu: ["anene, noppullaHe, AMAPHA, AUCTIENCHA, KOPEMHA
OoJika, ¢naryleHums, HaMalleH aneTUT

Penku: ["acTpHT, KBPBEHE OT CTOMAILIHO-YPEBHHA TPAKT,
XemaTemMesa, MejieHa, KbpBaBa quapus, CTOMAlIHa
MM YpEBHA 43Ba ¢ MM 0€3 KbpPBEHE HIH

nepgoparius.

MHOro peakm: Konut (BxJI1. XeMOparu4yeH KOJHUT K ex3auepbauun
Ha YJILEpPO3€H KOAUT Wi bonect Ha Crohn), 3anek,
CTOMATHT (BKI1. YILEPO3EH CTOMATHT), INIOCHT,
HapyWEeHUA Ha XpaHONpoBoaa, AHadparmMa-
noJ0OHH CTECHEHHWA Ha YEpBaTa, MaHKPEeaTHT.

C HeH3BECTHA 4YeCTOTa: HUcxemMuueH KomuT

XenaTo-OHJIHAPHHE HAPYIIECHHS

YecTu: YBeAHUYEHHE CTOHHOCTHTE Ha TPaHCAMUHA3IMTE.

Peaxku: XenaTur, >XbJITEHHLA, YEPHOAPOOHH HapyllleHHs.

MHoro peaku: POYIMHHAHTEH XENATUT, YepHOAPOOHA HEKPO3a,
yepHOAPOOHA HENOCTATHHHOCT.

HapyweHns Ha KOXKATa H NOAKOXHATA ThKANH

Yectn: Obpus.
Penku: YpTHKapus.
MHoro peaku: byno3eHn aepMaTuT, €K3€Ma, epyuTeM, erythema

multiforme, cuHapom Ha Stevens-Johnson,
TOKCHYHA €MUIcpMaliHa HEKpOJii3a (CHHAPOM Ha
Lyell), excchonuaTreH aepMaTHT, Koconays,
peakUMH Ha POTOUYBCTBHTENHOCT, ypAypa,
myprypa Ha Schonlein-Henoch, cupoex.

C Hemn3BecTHa YecToTA: DuKCHpaH 1eKapcTBEH OOPUB, reHepanu3upaH
Oysio3€eH GHKCHpaH JiekapCcTBEH 0Opus

Hapymenuns Ha 0b0penuTe B MHKOYHHTE NBTHIIA

MHoOro peaku: Octpo 650peuHe yBpexaane (octpa 6p0peuHa
HEAOCTAaTbYHOCT), XeMaTyPHA, IPOTEUHYPHS,
Hedpo3eH CUHAPOM, TYOYJIOMHTEPCTHIIHATIEH
HedpHT, 6BOpeuHa nanunapHa HEKpo3a.

O0mu papymeHHas H ¢PeKTA HA MACTOTO HA NNPAJIOKEHHE

Penku: OT1oK

* YecToTaTa 0Tpa3aBa JaHHH OT MPOIBIDKHTENHO NeueHHue ¢ BUCOKHM 103M (150 mg auesHO).
Onucanne Ha H3IOPAHH HEXKEJIAHH JIEKAPCTBEHH PeaKUHH

ATepoTpOMOOTHYHHA CLOHTHS

DapMaKkoeMHACMHOMONMHHKHTE JAHHU H TE€3H OT METa-aHAJIM3a COYAT 32 JICKO NMOBHLUABAHE HA PUCKa OT
aTepoTpoMOOTUYHU cbOUTHA (Hanpumep HHpapKT HA MHOKap/a) CBBbP3aHH ¢ YNoTpebaTa Ha
auknogpeHak, ocobeHO NpH BUCOKU 103M (150 mg AHEBHO) H O BpEME HA NPOIBLIDKUTEHO JEYEHHE (BX.

Touka 4.4 Cnieyuanyy npeaynpeXxacHHA U Npearna3Hi MepKU 1pH ynorpebda).

Busyanum edekTH

Buzyanuure CMYILEHHS KAaTO 3pUTENHO YBPEXJaHe, 3aMbIJIEHO 3pEHHE WIM U
edexTH Ha knaca Ha HCIIBC u o6ukHOBEHO ca 0OpaTHMHU MpH MpeyCcTaHOBABAH
BepoATHUAT MEXaHU3IbM 32 3PHTE/IHU CMYLLEHUA € HHXHORPAHETO Ha CHHTE3Aa HE
APYTH CBLP3aHH ChEeMHEHHS, KOUTO MPOMEHAT PEryJIUPAaHETO Ha KPBbBHHA TOK
0 HOTEHUMAIHH NPOMEHH B 3pEHHUETO. AKO TaKHMBA CUMITOMHU C€ MPOABAT MO BPeX




nuknodenak e gobpe aAa ce 0OMHUCHK OPTATMONOTHUHOTO U3CIIEABAHE, 33 Aa CE€ M3KJI04AT APYrH
[PHUHHH.

CrobmaBane HA N0J03HPAHA HEKEJIAHH PeaKIHH

Cro01aBaHeTo Ha NOAO3UPAHH HeXKeNaHH peaKLMH CJICA pa3peluapaHe 3a ynoTtpeba Ha leKapCTBEHHS
NPOLYKT € BaXKHO. ToBa No3BonsABa Aa NpOoABNKHM HAOMOAEHHETO HA CHOTHOLUICHUETO NON3a/PHCK 32
nexapcTBeHus MpoAYKT. OT MEAULMHCKHTE CAELIMANIMCTH C€ U3UCKBA a ChoOLIABAT BCAKA NMOJO3HPaHA
He)KeJlaHa peaKLdd HaUMOHA/IHa CHCTEMa 3a ChoOLLaBaHe:

HanenuuTeNIHA areHuus no saeKapcTaara
yia. ,,JdamsaH ['pyer” Ne 8

1303 Cous

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 IIpeno3upane

Camnromn

HsaMa TMnHYHa KIMHHYHA KApTHHA, aCOLMHpaHa ¢ npeao3upane Ha auknoderak. [IpeaosupaHero Moxe
1a NpeaU3BUKa CHMIITOMH KaTo: MTOBPbLIAHE, CTOMALLHO-YPEBHO KbPBEHE, AHAPKUS, 3aMasHOCT, THHUTYC
WIH repuoBe. B ciyuaii Ha 3HaYMMO OTpaBsHE € Bb3MOXKHO A3 HACTBNAT ocTpa OxOpeuHa
HEAOCTATBYHOCT U Y€PHOAPOOHO YBRpEXKIAHE.

TepaneBTHYHH MEPKH

JleueHueTo Ha ocTpoT1o orpasaHe ¢ HCIIBC, BnounTenHo auknodeHak, ce u3passna ri1aBHO B
NMOAABPXKALIH MEPKU M CUMITTOMATHHHO JieMeHHE. 3a YCI0XKHEHHA KaTo XHITOTOHUS, Ob0peyHa
HEOCTATLYHOCT, MbPHOBE, CTOMALUHO-YPEBHY HApYLICHUA U NMOATHCKAHE Ha AHLLAHETO Ce MPUIIarar

noaabpXKamy MCpKy H CUMITTOMATHYHO JICHCHHKC.

Masnko BeposTHO € CreliMaiHi MEPKH KaTo (opcrpaHa Auypesa, Juanusa Uiy xemonepdy3ud 1a
noMorHar 3a enumuHdpade Ha HCIIBC, BxarounrenHo quknogeHak, Thi KaTo CTENEHTa Ha TAXHOTO
CBBP3BaHE C MPOTCHHHUTE € BUCOKA H META0OIM3MET HM € €KCTEH3HBEH.

Moxe na ce oOChK/Ia NMPHIOXKCHHCTO HA AKTHBCH BBIVICH TIPH NOTTbIIAHC Ha NOTCHLHATHO TOKCHYHA

CBPBX/103a, H CTOMAILIHO OYHCTBaHe (Harmnp. peIH3BUKBAHE Ha NOBPBLLAHE, CTOMAIHA MPOMHBKA) NpU
MOrThillaHe Ha MOTEHLMAJIHO XHUBOTO3acTpallaBalla 103a.

5, PAPMAKOJIOI'NYHHU CBOUCTBA

3.1 dapMaKoJEHAMHYHH CBOHCTBA

PdapMakoTepaneBTHYHA I'pyna
[IpoTHBOBB3INATUTENHH M IPOTUBOPEBMATHYHH MPOAYKTH, HECTEPOMAHH, MPOHU3BOIHH HA OLETHATA
xucenuHa v cposinu Bewecrsa (ATC xon: MO1A BOS).

MexaHa3BM Ha JeHCTBHE

BonarapeH ¢TOMalLIHO-YCTOHYMBH TabneTKH ChbABbPKA JUKIIOPEHAK HATPHH, HECTEPOUAHO BELLECTBO C
H3pa3eHH AHTHPESBMATUYHH, IPOTHBOBB3NAIMTENHH, AHAITETUYHH Y aHTH-NMHPETUYHX CBOHCTBA. 3a
OCHOBEH MEXAHH3bM HA NEHCTBHE C& CUMTA HHXHMOMPAHETO Ha NMPOCTarjaHAWHOBATA CHHTE3a, KOETO €

Bh3nalieHHe, 00JIKa ¥ NOBHLLIABAHE HA TeMIepaTypara.

In vitro nuknogeHaKk HaTpHii He NOATHUCKA OMOCHHTEe3aTa Ha NPOTEOTIMKaH
KOHLEHTPaLIHH, EKBUBAJICHTHH Ha Te3H, JOCTUTHATH NPH XOpa.




PapMaKOIHHAMHYHA ePeKTH
[Ipy peBMaTH4uHH 3a00a9BaHKHSA NMPOTHBOBBLINANHTEIHUTE U aHANNETHYHM CBOMCTBA HA AWKIO(eHaK

Npead3BHKBAT 3HAYHTENHO O0JleKYeHHe Ha CHMITTOMHTE H NPH3HALMTE, KaTO O0sIKa Npy Noko#, bonka
Npy ABHXEHHE, CYTPELIHA CKOBAHOCT W OTOKA B CTABUTE, H BOAAT 0 (PYHKLMOHANTHO NOAOOpEHHE.

[Ipy nocT-TpaBMaTHUYHU U MOCTONEPATUBHU Bb3TIAUTENIHY CHCTOIHUA AUKIIodeHak Obp30 yCnoKosBa
crnoHTaHHaTa Oonka U OoNnkara npH IBHKEHHE H HAMA/IABA NMOAYBAHETO MPH Bb3NMajICHHE M OTOKA Ha

paHara.

B x1HMHHYHH NPOYUBAHHA, CHIIO TaKa € YCTAHOBEHO, Y€ BonrapeH cToMalllHO-yCcTOHUNBH TabieTKH
MpUTEXKABA M3PA3CH aHaireTuyeH e(eKkT npy yMmepeHa 4o Texka 60Jika OT HepeBMaTHYEH MPOU3XO/.
KnuHHYHH H3CIeABaHHs MOKa3BaT ChIIO, Y€ NPH IbPBHYHA AUcMeHopes Bonrapen croMalnto-
ycroitunsH TabneTku uMa criocobHOCTTa Aa yecnokosBa 00JIKaTa U Ja HamMaasBa CTeNeHTa Ha KbPBEHE.

5.2 PapMaKOKRHETHYMHHA CBOHCTBA

Abcopbunn
Hvknodenak ce abcopOHpa HATBIHO OT CTOMAUMIHO-YCTORYMBUTE TAONETKH Cie] NPEMHUHABAHETO KM
npe3 croMaxa. Benpekn, ue abcopbuusTa € 6bp3a, HEHHOTO Haua10 MOXKe Aa Obae 3abaBeHO OT

CTOMAILHO-YCTOHYHBOTO NOKPUTHE HAa TabneTKuTe.

Cpeanara MakCcHMManHa nasMmeHna koHueHrpauus ot 1,5 ug/ml (5 umol/l) ce aocira cpeano 2 vaca cnen
npveMaHe Ha eHa Tabnerka ot 50 mg.

[IpeMuHaBaHeTO Ha TabneTkuTe Npes croMaxa € 3abapeHO NP NpUeMaHe No BpeMe Ha WK ciell
HaXpaHBAHE B CPABHEHHUE C MPHEM Ha INaJHO, HO KOJIUYECTBOTO abcopbupan avknodeHak ocTapa

CHU0TO.

OKOJI0 MONOBHHATA OT NEPOPATHO HIIH PEKTANHO NPHETUA AWKIodeHak ce MeTaboan3upa no BpeMe Ha

MbPBOTO MPEMHHABAHE NIpe3 uepHHs Apob (“first pass” edeKkT) U 3aTOBA IUIOLITA NOA
KOHLieHTpaunoHHaTa kpuBa (AUC) e okono nsa nbTH No-Maika, B CpaBHEHHE € TasH CNell NapeHTEPATHO

IIPHIOKEHHUE HA CKBHBANICHTHA [034.

(dapMakoKHHETHKATa HE CE MPOMEHRA CJICA MHOrOKpaTHO npunoxkeHue. He ce nabnroaasa xymynupaHe
MpH CMA3BaHE Ha NPENOPBUBAHUTE AO3OBH HHTEPBAIH.

[TnasMeHnTe KOHUEHTPAUMH, JOCTHTHATH NPH Aela fpH NpUIokKeHHe Ha eKBUBaNeHTHH 1034 (mg/kg
TeJIECHO Terio) ca noAoOHH Ha Te3U NMPHU BB3PacTHH.

PaznpeageneHne
99,7% oT nHKNIodEeHaK Ce€ CBBbP3Ba ChC CEPYMHHUTE NPOTEHHH, [NaBHO ¢ andymuHa (99,4%).
YeranoBeHHAT 00€M Ha pasnpeneneHue ce uzuucasea Ha 0,12-0,17 UVkg.

JlukiodeHak NpeMHHABA B CHHOBMA/IHATA TEYHOCT, KbAETO MAKCUMAIHHA KOHUEHTPALIMM C€ YCTaHOBABAT
2-4 yaca cnej AOCTUraHe HAa NUKOBUTE IUIa3MEHH HHBA. ENMMUHALIHOHHHUAT NMOITY>KHBOT OT
CHHOBMAIHATAa TEYHOCT € 3-6 uaca. /|Ba 4aca cjiea JOCTUraHe Ha NIMKOBH TL1a3MEHM HHBA,
KOHIEHTPALMATA HA aKTUBHOTO BELLECTBO € Beve N10-BUCOKA B CHHOBHA/IHATA TEYHOCT B CPAaBHEHHE C

nia3MaTa M ocraBsa Takaera 0o 12 daca.

buorpanchopmanus/ Meraboausem
BuorpanchopmaumsTa Ha JMKIO(EHAK Ce H3BBPILBA YACTHUHO upe3 ritoKy poyfRageiitilupanara
MOJIEKYJIA, HO [JIABHO 4PE3 €AKHHMYHO WK MHOMOKPaTHO XUIAPOKCHITUPAHE N FOKCMIND \
pe3yJITaT Ha KOETO Ce NMOTYY4aBaT HAKOIKO (geronosu MeTtabonuta (3 -hydrgy SR oS Ty
, ¥ ?::”"f,.‘.luh 3
4°,5-hydroxy-, u 3 -hydroxy-4 -methoxy-diclofenac), nope4eTo OT KOUTO Ci§ K9t ;-.f.z-:a__.f,;_.i.r )¢
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FAIOKYPOHOBH KOHIOraTH. /iBa ot Te3u deHonoBn Metabonura ca GMOAOrMUHO AKTMBHH, HO B MHOFO 10~
MAJIKa CTeneH OT AMKIIO(eHaK.

EnaMuanupane

ToTanHHg CUCTEMEH KIHMPBHC HA IHKIO(EeHaK OT fu1asMara € 263 + 56 ml/min (cpeana crofinocT = SD).
KpaitHMAT NONy>XUBOT B I1azMara e 1-2 yaca. UYeTHpH OT MeTabOIMTHTE, BKIIOYHTENHO ABATA AKTHBHH,
ChIO UMAT KPaThK IU1a3MeH NoayHUBOT OT 1 no 3 yaca. Eavu ot Merabonuture, 3 -hydroxy-4°-
methoxy-diclofenac, tMa MHOrO NO-ABJIBI IL1A3MEH MOIYXKUBOT. To3H MeTaboIuT, 0b6ade, e NpakTHYeCKH
HEaKTHBEH.

Okono 60% ot npueTaTa 103a €€ HATHYBA C YPHHATA KATO I'MIOKYPOHOBH KOHIOTATH HA MHTaKTHATa
MOJIEKYJIa ¥ KaTO METabOJIHMTH, MOBEYETO OT KOMWTO CHLKO CE€ NPEBpBLUAT B MMOKYPOHOBH KoHioraTtH. [lo-
Mmasiko oT 1% ce u3IbyYBa KaTo HenpoMeHeHO BeiecTBo. OcTaHaliaTa YacT OT J03aTa Ce eJIMMUHHpA Noj
dbopMara Ha METADOJIUTH HPE3 HITbHHUA COK B U3NPAKHEHHATA.

JInneHOCT/ HENITHHEHHOCT
Pe30pOHpaHOTO KONIMUYECTBO € B JIMHEHHA 3aBUCHMOCT OT rojieMMHaTa Ha MPHIOXKEHATa 1034.

CrnennaJHE rpynH NANHEHRTH
He ca HaOmoaaBaHM 3HAaYUMH pasnuuus B pezopbuuara, MeTabonuiMa MiIH H3TbYBAHETO HA

MEJHKAMCHTA B 3aBHCHMOCT OT Bb3pacTTa.

[1pu nanydeHTH, CTPaJALUK OT HapylueHue Ha ObOpeyHaTa pyHKUHUA, OT KMHETHKATa Ha e ANHUYHA 4032 HE
MOTAT 14 C& HAMpaBAT U3BOJAH 3a KYMYJHpaHe Ha HENPOMEHECHO aKTHBHO BEIUECTBO, MPH U3NON3BAHE HA
oOnuaiiHMTe TepaneBTHYHMA cxeMH. [Ipu kpeaTHHMHOB KNIMPBHC No-ManbK OT 10 ml/min u3uHcneHoTO
PaBHOBECHO CHCTOAHUE HA TUIa3MEHUTE HUBA Ha XUAPOKCU-METabONUTHTE € OKOJI0 4 ITBTH N0-BUCOK
OTKOJNKOTO NPH HOPMAJIHUTE NauueHTH. B Te3u cny4ait obaue, merabonurure ce enMMHUHApAT upe3

AJIBYKATA.

[Tpy nanMeHTH ¢ XpOHHYEH XEMAaTHT WK KOMIIEHCHpaHa YepHoapoOHa LUpo3a KMHETHKATA U
MeTab0NHM3Ma Ha AMKIO(EHAK €A CBUIMTE, KAKTO MpH NaudeHTH 6€3 yepHoapoOHO 3abonsBaHe.

5.3 IHpeaxmANYHA JaHHH 32 0€30MaCHOCT
[TpeAXNTMHHYHHTE NAHHY OT NMPOYUBAHHUA 32 TOKCHYHOCT € €IMHHYHA H MOBTAPALLM CE 103U, KAKTO U OT
MPOY4BaHHATA 32 TEHOTOKCHYHOCT, MYTareHHOCT U KaHLIEPOTECHHOCT ¢ AHKI0(EHAK HE N10Ka3BaT PHCK 3a

Xoparta npHu olp<acacHaTa TCpanceTu1iHa 103a.

3a noeeye HHpopMaLIHA BOKTE ToUka 4.6 Deprunmnrer, OpeMEHHOCT U KbPMEHE.

6. OPAPMAINEBTHUYHHU JAHHHU
6.1 CnachK HA TOMOIIHATE BEMI&CTBA

CepueBuHa Ha TabneTkuTe OT 25 mg ¥ 50 mg: KosIoMAeH Ge3BozieH CHIIMKA ren, JIAKT03a MOHOXMAPAT,
LIAPEBUYHO HUIUECTE, HATPHEB HHIISCTEH ITIMKONAT (TUM A), MOBHIAOH, MUKPOKPHCTANTHA LIENYN03a,

Marde3nuce creapar.

O6BHBKa 3a TabneTkuTe OT 25 mg: XUAPOMENo3a, Kbt xkenesed oxkeua (E 172
XHAPOKCHUCTEapaT, NOMUOKCHETUIICH 40 XNApOFeHHPaHO PHLIHHOBO MacJo, Npgs
avokcun (E 171), konoauMep Ha METaKpWIOBa Kucenvna, Makporon 8000,

O6BuBKa 3a TabneTkure o1 50 mg: XUAPOMeNno3a, XbJT xkeaedeH okcua (E
XHAPOKCHCTEAPAT, NOJIHOKCHETHAEH 40 XuaporeHUpaHo pULIMHOBO Macilo,




anokcua (E 171), kononuMmep Ha MeTakpU/ioBa kucenuHa, Makporos 8000, cMMeTUKOH, HYepBEH XeNe3eH
okcua (E 172).

6.2 HecrBMECTHMOCTH

Henpunoxumo.

6.3 Cpox na rognocT

3 roauHy

6.4 CnenHajIHH YCJIOBHA HA ChbXPaHEHHE

Jla ce chbxpaHnaBa npu Temneparypa non 30°C.

BosnTapeH ¢cTOMAIIHO-YCTOMYMBY TabeTKH CTOMaLIHO-yCTOWUMBY TabaeTku TpabBa Aa ce chXpaHgBaT Ha
MECTA HeAOCTBITHH 3a AeLa.

6.5 Bua ¥ ¢hbAbPAKAHAE HA ONAKOBKATA

25 mg ¢ToMalIHO-yCTOAYMBH TabneTku x 30
50 mg cromaintHO-yCcTOW4YHUBH TabneTku x 20

6.6 CrnenuanHH OpeANa3HH MePKH NPH HIXBLPJIAHE

Hsama cnenvanHn W3MCKBaHug

7. TIPHTEXATEJI HA PAZPEIIEHHETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnanaus

8. HOMEP(A) HA PAZPEINIEHUETO 3A YIIOTPEBA

20020736 (25 mg cTomMalHO-YCTOHUYHBH TabNETKN)
20020737 (50 mg cToOMaiHO-yCTOMYMBH TaONETKH)

9. JATA HA ITBPBO PA3ZPEINABAHE/TIOAHOBABAHE HA PA3PEIIEHHETO 3A
YIIOTPEBA

JlaTta Ha ITbpPBO pa3peilaBaHe:

20 mapt 1978 r. (25 mg cToMalHO-YCTOHYHMBH TAONETKH)
16 depyapu 1981 r. (50 mg croMallHO-YCTOHYUBH TADJIETKH)
Jlara Ha nocneaHo noaHosasaHe: 27 centemepH 2007 r.

10. JIATA HA AKTYAJIM3UPAHE HA TEKCTA

01 aBrycTt 2025 1.




