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NENBNHUTENHA ATERUWA no JIEKAPCTBATA

1. HUME HA JIEKAPCTBEHUSA NPOAYKT

HBYITPOM CHHYC MAKC 400 mg/60 mg dunmupanu tabneTku
IBUPROM SINUS MAX 400 mg/60 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Besika puamupaHa TabneTka ChABbPXKA CAeIHHTE AKTHBHH ChCTABKH:
ubynpoden (ibuprofen) 400 mg
nnceBaoePeNpUHOB XHAPOXIOpHL (pseudoephedrine hydrochloride) 60 mg

[ToMoOILIIHM BelecTBa C U3BECTHO NEHCTBUE:
[ToHco 4R, koxuHun yepseHo A (E124).

3a MBJIHUSA CITUCHK Ha MOMOILLHUTE BELIECTBA BUXKTE TO4YKA 6.1.

3, JEKAPCTBEHA ®OPMA

®unMmupaHa tabnerka

TbMHOYEpBeHa, KpbIiia, ABOHHOU3MbKHAA (HIMHUpaHa TabreTka.

4. KNMHUYHHU JAHHHA
4.1 TepaneBTHYHH NOKA3aHHUA

KparkocpoyHa ynorpeba 3a ob61ex4yaBaHe Ha CHMIITOMHTE Ha HACTMHKA W I'PHII, KaTo: ri1aBobosue,
OoJika ¥ KOHrecTHs Ha NapaHa3alHUTE CHHYCH, PUHHT, MIOBUILLIEHA TEMIIEPATYPa, Bb3MaEHO IbPIIO0 H
0oJika B MyCKYJIUTE.

KpaTKkoCpo4HO Jie4YeHHE Ha CUMITTOMM Ha CHHY3MT, KaTo: Ir1aBo00JIMe U NPUAPYKEHa ¢ 60Ka HazalHa
KOHIeCTHs, Bb3HHKHAJIU B BCJIEACTBHE HA YCJIOKHEHHUA OT HACTUHKA, MPUIl WK aJlepru4eH PUHHUT.

4.2 /A 03HpPOBKAa H HAYHH HA MPHJI0KEHHE

Bb3pacTHH W IoHOWIM Haz 12-roauiiHa Bb3pact: 1 TabneTka nepopanHo Ha BcekH 6-8 yaca cnen
XpaHEHe.

Haii-Huckara eekTHBHA N103a TpAOBa 1a ce M3MOJI3Ba 32 Bb3MOXKHO Hail-KpaTKOTO BpeMe,
HE0OX0aMMO 3a obnekyaBaHe Ha CUMNTOMUTE (BX. ToYkKa 4.4).

He TpsbBa na ce HagBMIaBa JHEBHATa 103a OT 3 TabieTkn (MakCHMMasHara AHeBHa fo03a e 1 200 mg
noynpodeH u 180 mg ncepnoedepUHOB XHAPOXIIOPHA, pa3/iesieHa Ha OTAEIHHN MPUEMH).
JlekapcTBEHMAT MPOAYKTH He TpAOBa Ja ce U3Mo3Ba MpH Aelia Ha Bb3pacT noA 12 roauHu.
[TauuenTH B cTap4yecka Bp3pacT: He ce Hanara kopuriupaHe Ha 103ara, OCBEH ako 6b6peuHara uiu
yepHoapoOHaTa PyHKUMS € HapylieHa. B TakuBa ciyyaun qo3ara TpsbBa na ce KOpUrupa
HHIMBUAYATHO OT JIeKap.

HexxenaHure peakuuu Morart a ObJaT OrpaHHYEeHHU C U3MOJ3BaHE Ha Haki-HUCKaTa e(eKTHBHA 10
HaHW-KpaTKOTO BpEME, HEOOXOAUMO 3a U3ue3BaHe Ha CUMNTOMHUTE (BXK. To4Ka 4.4).




AKO ce HaJlara JIEKapCTBEHUAT MPOAYKT [a Ce H3MOJ3Ba MO-IBJIr0 OT 3 JHU WIH ChCTOSHHUETO Ha
MalUeHTa Ce BJIOLIH, € HeoOX0AMMa KOHCYITalMs C JieKap.

4.3 IIpoTHBONOKAa3aHMS

JlekapCTBEHHAT NPOAYKT € NPOTHBONOKA3aH NPH:

- CBPBXYYBCTBMTE/IHOCT KbM aKTHBHUTE BEIIECTBA MJIM KbM HAKOE OT MOMOILLHHUTE BELLECTBA,
M30pOo€eHHU B TouKa 6.1.;

- AJICPruiHH CHMIITOMH, MPOABSABALLHM C€ NMOA POpMaTa Ha PUHHUT, YPTHUKApHs WM acTMa cliejl
MPHUEM Ha aLCTHICAICAIHLINIIOBA KUCEIMHA WIIM APYTH HECTEPOMIHH NMPOTHBOBB3NAIMTEIHH
cpeacrsa (HCIIBC);

— aHaMHE3a 3a aKTHBHH NENTHYHH A3BH (CTOMALUHH W/WIH IyONeHATHH), nepdopaLus Win
KbpBEHE, CbLIO U cnel yrnorpedba Ha HCIIBC;

— XEMOparvyHa aquaresa;

— TEXKa YepHOAPOOHA HENOCTATBYHOCT, MIIM TeXKA ChpIeYHa HexocTaThbyHoCT (kiac IV no
NYHA);

— Mo BpeMe Ha OpEMEHHOCT WM B MepHOMa Ha KbPMEHE;

- ChIIBTCTBALL NPHEM Ha IPYTH HECTEPOUHH NPOTHUBOBB3NAIUTEIHH CPENCTBA, BKIIOYUTETHO
COX-2 HHXUOUTOPH (MOBHILIEH PUCK OT HEXEAHH PEAKLIUHU);

— TEXKH CbpI€YHO-CbA0BH 3a00/19BaHNsl, TAXUKADAHS WIH CTEHOKAPIHMS;

— TEXKa UM HEKOHTPOJIMpaHa XUITEPTOHMS,

- TEXKKO OCTPO UJIW XPOHUYHO OBOpeuHo 3abonsaBaHe/Ob0peUHa HEAOCTATHYHOCT,

- XUMNEPTUPEOUIUIBM;

- nuaber;

- 3aKPUTOBIbJIHA ITAYKOMa;

— XHUIeprula3ua Ha MpocTaTara;

- peoxpoMouMTOM Ha HanOBOpeuyHaTa Kkesa.

4.4 CneunajHu npeaynpexaeHHs H NpeanasHH MepKH NPH ynorpe6a

To3u npoayKT TpsGBa na ce U3Noi3Ba BHUMATEIHO MPH NMalUEHTH ChC:

— CHCTEMEH JIyMyC €EpUTEMATOIEC U CMECEHA CheIMHUTETHOThKaHHA 60JIECT — MOpPaJH MOBHUILEH
PUCK OT acenTH4YeH MEHHHTHUT;

— aHaMHe3a 3a 3a00/11BaHe Ha CTOMAIIHO-YPEBHHA TPaKT (YJILEPO3€eH KOJHUT, Gonect Ha Crohn)
— CUMINITOMHMTE Ha 3a00/11BaHETO MOXe Ce 000CTPAT;

- aHaMHE3a 3a apTepHaTHAa XUNEPTOHUA W/ WM Chple4YHa OUCHYHKLHS — MOpaaH Bb3MOXKHO
3aAbp)KaHe Ha TEYHOCTH U OTOK BBB Bpb3ka ¢ npueMaHero Ha HCIIBC;

- 0BOpeyHO yBpexkaaHe — nopaau pHcKa OT JOMBIHUTEIHO BIIOIIaBaHe Ha GbOpeyHara
GYHKUMSA;

- 4YEpHOAPOOHO yBpeXaHe;

- aHaMHe3a 3a aKTHBHA OpOHXHAIHA aCTMa U allepruyHo 3a00JIABaHe — MOpPagH Bb3MOXEH
OpPOHXHAJIEH CNA3bM;

~ MalHeHTH B CTapY€CKa Bb3PacT — MOpaJH MOBHUILEH PUCK OT HEXETaHH PEaKLIUH;

~ MalUEeHTH, KOUTO U3MO/3BAT JIEKapCTBa, M30pOeHH B To4Ka 4.5.

Hexxenanute peakiumu Morar 1a 6baaT CBEAEHH 10 MUHMMYM, KaTo Ce M3M0JI3Ba Hal-HUCKATA
e(eKTHBHA 11032 Ha JIEKAPCTBEHHs MPOIYKT 3a Hai-KpaTKOTO BpeMe, HEOOXOAMMO 3a KOHTPOJI 3a
CHMIITOMHTE (BX. M0-A0JTy 3a €)EKTUTE BbPXY CTOMAIUIHO-YPEBHHS TPAKT U ChPAEYHO-CHA0BATA
CHUCTEMA).




EdekTu BbpXY XpaHOCMUIATEIHUS TPAKT
CohlUecTByBa pUCK OT CTOMALUIHO-YPEBHO KbpBEHE, YJILIepalksa WiH nepdopalys, KOUTO MOXE [1a ca

JIETAIHH, [PY NAUMEHTH ChC WK 0€3 npeaynpeauTeNHd CAMIOTOMU. B cnyuyaii Ha cTOMalIHO-YpeBHO
KbpBEHE UJIH yJLEpaLus, 1€KapCTBEHUAT NPOAYKT TpsAOBa aa ce crnpe He3abaBHO. [1arueHTHTE C
aHaMHe3a 3a CTOMAaLLHO-YpPEeBHH 3a001siBaHus, 0COOEHO MaLMeHTH B CTap4yecKa Bb3pacT, TpsOBa na
ChOOLIABAT BCAKAKBH HEOOWYaiiHH abIOMUHAIHK CUMNTOMH (TO-CIIELHAITHO CTOMALIHO-YPEBHO
KbpBEHE), 0COOEHO B HAYAJIOTO Ha JieueHHeTo. Te3u nauueHTH TpAOBa 1a U3MOJI3BaT Bb3MOXHO Haii-
HMCKaTa 403a Ha JIEKapCTBEHUA NMPOAYKT.

[IpenopbuBa ce na ce nocThnBa NPEANa3IuBO NMPHU NMALKMEHTH, NOJTy4aBallk ChITBTCTBALIIO JIEKapCTBa,
KOMWTO MOraT [1a MOBHLIAT PUCKA OT CTOMALHO-YPEBHU HAPYIIEHUs WJIH KbpPBEHE, KaTo
KOPTHKOCTEPOMIH HJIH aHTHKOAryJIaHTH, HarnpuMep BapdapuH (aLleHOKYMapo) WIH
AHTUTPOMOOTHYHHU CPEACTBA, HANPUMED ALETHICATHLHIOBA KUCEIHHA.

CbpAeyHO-CbA0BU U MO3BbYHO-ChJIOBH €(DEKTH:

KnHHHYHHTE Npoy4YBaHMA MOKa3Bar, Ye ynorpebara Ha ubynpodeH, ocobeHO NMpH roJIEMH J03H

(2 400 mg/neH), MOXe fa € CBbp3aHa ¢ JIeKO MOBULIABAHE HA PUCKA OT apTEPHATHU
TpoMOOeMOOIMYHY HHUMAEHTH (HanpuMep HHGApKT Ha MHOKap/a WX MO3bYeH MHCYIT). 0610
MorjaeaHaTo, eMMAeMHOJIOrHYHUTE NPOYYBAHUA HE NpearnoJarar, 4e ynorpebara Ha ubynpodeH npu
Mask 1034 (HanpumMep < 1 200 mg/neH) e cBbp3aHa C NMOBUILIEH PUCK OT apTepHAIEH
TpoMO0oeMO0JIH3bM. [IpH NauMeHTH C HEKOHTPOIMpPaHa apTepHaHa XUIEPTOHMS, 3aCTOMHA ChpAeYHa
Hepoctarb4yHOCT (Kaac II-III no NYHA), nuarnoctuipana ucxemuuHa 60onect Ha CbpLETO, Oonect
Ha nepuQepHUTE CHAOBE UM MO3BYHO-CBHAOBA OOseCT, TeueHHeTo ¢ HoynpodeH TpsaOBa 1a 3aMmoyvHe
cjiel BHUMaTEeIHO 00ChKIaHe U TpAdBa na ce u3bsarear roneMu no3u (2 400 mg/nen).

BuumaTtenHo TpabBa na ce 06ChAM M ABITOCPOYHOTO JIEYEHHUE NMPH MALMEHTH C PUCKOBH (haKTOpH 3a
ChpAEYHO-CHAOBH HHLUAEHTH (apTepHUaiHa XUINIEPTOHUSA, XUTIEPITUITHAEMHUS, THa0ET,
TIOTIOHOMYIIEHE), 0COOEHO aKO C€ HyXAaAT OT BUCOKHM 103U ubymnpoden (2 400 mg/neH).

HMMa cpo0LIeHus 3a cimyyan Ha cuHApoMa Ha Kounis mpy nmaLMeHTH, JIEKYBaHH C IIPOAYKTH,
chAbpxKalIM HOynpodeH, kato Moynpom Cunyc Make. CunapomsT Ha Kounis e onpeneneH kaTo
CBPACYHOCHAOBH CHUMIITOMH, Bb3HUKHAIW BCJIEACTBUE HA aNlepruyHa peakuusa Wi peakius Ha
CBPBXYYBCTBUTEJIHOCT, CBbp3aHa C KOHCTPUKLWA HA KOPOHAPHUTE apTepUH H MOTEHLIMAIHO BOAEIA
100 MHGApKT Ha MUOKapJa.

CHHIpOM Ha 3aaHa obpaTuma eHuedanonartus (posterior reversible encephalopathy syndrome, PRES)
U CMHAPOM Ha obpatuma uepelOpanHa Ba3oKOHCTpUKLHUA (reversible cerebral vasoconstriction
syndrome, RCVS)

Cpobuenu ca cnyyau Ha PRES u RCVS npu ynorpe6a Ha npoaykTu, cbabpKamy ncesaoedeapus
(B. Touka 4.8). PUCKDBT € MOBULLIEH MNPH MNALUEHTH C TEXKa WJIH HEKOHTPOJIHpPaHa XUIIEPTOHHSA HIIH C
TEXKO OCTPO HJIM XPOHHYHO OB0peuHo 3abonsaBaHe/0b0peyHa HEQOCTAaThYHOCT (BXK. TO4Ka 4.3).
[IpuembT Ha nceBaoedeapuH TpsabBa na ce NpeyCTaHOBH U a Ce NMOThPCH He3abaBHO Jiekapcka
MOMOLII, aKO C€ IMOABAT CJICAHUTE CUMINTOMHU: BHE3AITHO CHJIHO I1aBO0OIUE HUITH ,,/PBMOTEBHYHO"
rnaBo0oJne, rajieHe, noBpbLaHe, 00bpPKaHOCT, ’bPUYOBE H/WIIM HAapYLLUEHUA Ha 3peHHeTo. [ToBeueTo
cpobiueHH cnydad Ha PRES u RCVS ormymsaBar cnen npeycraHoBsiBaHe Ha ynorpedara U
MOAXOAALLO JIEYEHHE.

Mma HaAKOM J0Ka3aTencTsa, 4ye JeKkapcTBaTa, MHXMOMpaly LIMKJIOOKCHIeHaTa3aTa
(mpocTarsiaHgUMHOBATa CUHTE3a), MOraTr JAOMbJIHUTEIHO Aa MOBIHAAT GEPTHIMTETA IOCPEACTBOM
TEXHHUs ePEKT BbpXY OBYJlauusATa. ToBa € 0OpaTUMO NpHU CIUPAHE HA JIEYEHHUETO.

EAHOBpPEMEHHOTO ABJITOCPOYHO MPHUIIOKEHHUE HA Pa3JIMYHM aHAITETULIM MOXKE 11a IoBeae N0 OBOpeuHo
YBpEX/JaHEe C pUCK OT ObOpeYHa HEAOCTATHYHOCT (aHaNre3uiiHa Hedponarus).




M3non3paHeTo Ha 1EKapCTBOTO MPH AEXHMAPATUPAHU MALMEHTH (Oeua ¥ IOHOIIHN) NOBUILABA PUCKA OT
yBpexaaHe Ha ObOpeyHara ¢pyHKLHUS.

TexXKH KOXHU peakliiy
IIpu ynotpeba Ha nponykTH, Chabpkaum u6ynpodeH 1 rncesaoedenpuH, MOraT 1a HACTHIAT TEXKH

KO’KHH PCAaKLIMH, KaToO OCTpa reHepajlu3upaHa eK3aHTEMAaTo3Ha IyCcTyio3a (acute generalised
exanthematous pustulosis, AGEP). To3u ocTbp mycTyno3eH OOpHB MOXE J1a Ce NOSIBH B PAMKHUTE Ha
TbPBUTE 2 IHYU OT JIEYEHHETO, C MOBHUILIEHA TEMIIEPATYpa H MHOTOOpPOHHHU MaJIKH, ITPEIUMHO
HE(OUKYJIapHH ITyCTY/IW, Bb3HMKBALLK BbPXY OOLIMPEH e1eMaTo3eH €PUTEM U JIOKAJIU3UPAHH TJIABHO
B KOKHUTE T'bHKH, 110 TOpCa H rOpHUTE KpaWHULM. [TauueHTHuTe TpsabBa na ce HabMOOaBaT
BHUMATENHO. AKO C€ MOABAT NPU3HALM U CHMIITOMH KaTO MIHPEKCHS, €PHUTEM HIH MHOXKECTBO MaJIKU
[TyCTyJ1, mprioxkeHneTo Ha Moynpom Cunyc Makc Tpa6Ba a ce npeycTaHOBH U ako € HeoBXOaUMO,
Aa ce B3eMaT NMOOXOMSIIHA MEPKH.

MackupaHe Ha CUMIOTOMUTE Ha MOUIEXAINTE MHDEKIUHU

Hoynpom Cunyc Maxc Moxe 1a MacKHpa CHMIITOMHTE Ha MH(EKLHUA, KOETO MOXKE a JOBee JI0
3a0baBsiHe Ha 3aMoYBaHe Ha MOIXOALIO JIEYEHHE U M0 TO3M HAYHH [ BIOLIM U3XOIA OT HHpeKIMATA.
Topa ce Habnronasa npu 6akTepuanHa MHEBMOHUA, MPUAOGHTA B 001LECTBOTO, KAKTO M IIPH
bakTepuanHUTe YCI0XKHEHUs Ha Bapuuena. Korato U6ynpom Cunyc Makc ce mpuiiara 3a JieueHHe Ha
MOBHIIICHA TEMIEpaTypa WK 3a obJiekuaBaHe Ha 6oJKaTa BbB Bpb3Ka C HHQEKLIUS, Ce PEernopbhyBa
HaOmoneHue Ha HHQexuuaTa. [Ipu H3BbHOOTHUYHH YCIOBHSA NALUEHTHT Tpsi0Ba 1Oa ce KOHCYJITHpa C
JIEKap, ak0 CHMOTOMUTE MEPCUCTUPAT HIIH CE BJIOLIABAT.

HcxeMHYeH KOIUT

CpoOLIeHH ca ciryyan Ha KICXEMHYEH KOJIUT NpH ynotpeba Ha ncesnoeeapuH. AKO ce IOsBH
BHE3alTHa KOPEMHa 00JIKa, PEKTATHO KbPBEHE WIH APYTM CHMITOMM HAa HCXEMHUYEH KOJIHT, TpsiOBa na
C€ MpeyCTaHOBU NMPHEMBT Ha NCEBAOCYEAPHH U a CE MOTHPCH KOHCYJITAIUS C JIEKap.

HMcxeMUyHa ONTUYHA HEBPOIIATHS

[Tosry4yenu ca cpoOUIEHHUA 3a ClTyYan Ha HCXeMHUYHA ONTHYHA HEBPONATHA MPH NceBaoedenpuH.
[IceBmoedenpun TpsOBa 1a ce mpekparty, ako ce MOsSBY BHE3arHa 3ary0a Ha 3peHHe HWIH HaMaJIEeHUe Ha
3pUTEIHATa OCTPOTA, KATO CKOTOMA.

[lcepnoedenpun, kakto u Apyrute cTumynantu Ha LIHC, HocH puck ot 3n0ynoTpeda. ¥YBenM4yaBaHETO
Ha A03aTa MOXe 1a JOBEaE N0 pa3BUTHE HA TOKCUYHOCT.

HenpekbcHaraTta obarocpoyHa ynorpeta Moxe 1a MPUYUHH Pa3BUTHE Ha TOJIEPAHTHOCT
(TaxHUIAKCHsl), KOATO 1a JOBEe OO MOBHIUEH PUCK OT MPELO3HPAHE. bvp30TO npeycraHoBsIBaHE Ha
preMa MoXke 1a JOBEJIE 10 pa3BUTHE Ha JIENPECHS.

Criopructute Tpsa6Ba na 6baaT HHPOPMHUPAHH, Ye JICYEHHUETO C nceBaoeeapruH MOXKe J1a IoBeIe 10
MOJIOXKMTEJIHU PE3yJITaTH IPH JOMUHI-TECTOBE.

[IponykThT TpsAGBa fa ce H3M0N3Ba BHUMATENHO MPH MAlMEHTH, 0Ty YaBaliy TPULIMKJIMYHHA
AHTUICIIPCCAHTH WJIH IPYTH CHMNIATUKOMUMETHIH (JIEKAPCTBA, KOUTO CBUBAT KPbBOHOCHHUTE CHIOBE B
MYKO3HHTE MEMOpaHH), CPE/ICTBA, ITIOTHUCKALIM aNeTHTa, Noao6HH Ha aMmdeTaMuHa JIEKapCTBa WU
[ICUXOTPOITHH JIEKAPCTBA.

To3u siekapeTBeH npoaykr cbabpsxka [lonco 4R, KOXHHHIT yepBeHo (E124), Moxxe ma npu4uHH
AIEPrUYHU PEaKIUH.

To3u nexapcTBeH npoayKT chabpka no-mainko or 1 mmol Hatpwmit (< 23 mg) Ha ¢unmupana
Tabierka, T.e. MOXe J1a Ce Kaxe, 4e MPaKTHYECKH HE ChIbPkKa HATPHIA.




4.5 B3aumoaeiicTBHe ¢ APYrH JeKapCcTBeHH NPOAYKTH H APYrH (pOpMH Ha B3aUMOJeHCTBHE

M6ynpom Cunyc Makc He TpabBa na ce npuiara B KOMOMHALMA ¢ MOHOAMHUHOOKCHIA3HH
HHXMOMTOPH WIH B NPOABDKEHHE Hal4 IHM cliel MpeyCTaHOBABAaHE Ha MpHeMa Ha MHXHOUTOpa.
Moske na Bb3HMKHE XMIIEPTOHUYHA KpU3a MpH ChIIBTCTBAILA yrnoTpeda Ha MOHOAMHHOOKCHA3€eH
MHXUOUTOP CHC CUMITATUKOMHUMETHILIH.

[Topanu ChbABPAKAHUETO HA NICEBAOCPEAPHUH W MOBHULIEH PHCK OT ChIOB CNa3bM U MOBUILIEHO KPBBHO

HaJIAraHe, HE Ce MpenophYBa ChbTCTBaUIa ynorpedba Ha Moynpom CuHyc Makc CbC ClIEHHUTE

JleKapcTBa:

— arOHUCTH Ha JAOMAMUHOBHUTE PELIENTTOPH, MPOU3BOAHH HA EProajIKaIOuIUTe — OPOMOKPHIITHH,
KaOeproJjiuH, TU3ypUa WU NMEeprojuzi;

- NONMaMHHEPriYHU ChAOCBUBAILM CPEACTBAa — IUXUIPOEProTaMHH, €ProTaMHH HUJTH
METHUJIEPrOMETPHH;

— JINHE30JTUL;

- JIEKOHreCTaHTH (TIEPOPATHH WIH Ha3aJIHH) — GpeHunedpHH, epeaprH i
dbeHuwInponaHoIaMHH.

M6ynpom Cunyc Makc TpsabBa fa ce U3noji3Ba BHUMATEIIHO B KOMOMHALMSA ChC CIEHHUTE JIEKapCTBa:

- APYTd HECTEPOUOHHU MPOTUBOBB3MAIUTEIHU CPEACTBA MU ITIOKOKOPTUKOCTEPOUIY;
ynorpebaTa Ha Te3H JIEKapCTBO B KOMOMHaLMsA ¢ HOynpodeH MOXe a MOBHIIK pUCKa OT
CTOMAIIIHO-YPEeBHH HEXEJAaHHU peaKLHH,

- alleTUJICAUTULAIOBA KMCEJIMHA: ChITbTCTBAIlaTa ynorpeda Ha ubynpodeH u
alleTWICATMLMAIOBA KMUCEJIMHA HE Ce TpenopbyBa Nopaay pyucKa OT 3aCHJIBaHE Ha HEXKEJIaHUTE
peakluH. ExciepuMEHTAIHUTE JaHHM MOKa3BaT, Y€ NMPH ChIbTCTBAILA ynoTpeda noynpodeH
MOY€ KOHKYPEHTHO J1a HHXHOUpa edexTa Ha MAJIKH 03H aLeTHICAIMIMIIOBA KUCEIUHA BBPXY
TpoMOoLMTHATa arperauus. Benpeky, ye uMa HEICHOTH OTHOCHO €KCTparoialaTa Ha T€31
NAHHU B KJIMHAYHH NMPAKTHKA, HE MOXKE Aa C€ U3K/IYHM Bb3MOXKXHOCTTAa peI0BHATa,
IBJIrOCpOYHa yrnioTpeba Ha ubynpodeH Ja HaMaau KapAHONPOTEKTHBHHUA €(EeKT Ha HUCKA
1032 aleTWICATHIIMIOBA KucenuHa. CuuTa ce, ue HepeI0BHOTO NMPUJIOKEHUE Ha HOynpodeH
HSMa Ba)KHa KJIMHWYHA 3HA4YMMOCT (BX. TO4ka 5.1);

- AHTUXUIIEPTEH3UBHH CPEACTBA U JHypeTHLM: MOynpodeH (nogodHO Ha ApYTrH HECTEPOUIHH
MPOTHBOBB3MAIMUTEIHH CPEACTBA) MOXKE 1a HAMAJIM TEXHHA €(EKT;

- AHTUKOAryJaHTH;

- JINTUH: CBILECTBYBAT J0KA3aTe/ICTBA B MOAKPENna Ha Bb3MOXHO MOBHILUABAHE HA MJIa3MeHaTta
KOHLIEHTPALMs Ha JIUTHI MPH ChIIBTCTBaIA yrioTpeba ¢ ubymnpodeH (moaodHo Ha ApyTH
HCIIBC);

- METOTPEKCAT: ChLIECTBYBA PUCK OT NOBHULIEHA [U1a3MEHATa KOHLIEHTPALIUsA Ha METOTPEKCaT
npH ceITbTCTBaLIA yrnorpebda ¢ ubynpoden (monodHo Ha apyru HCIIBC);

- 3UIOBYJIMH: ChIUECTBYBAT J0KA3aTEJICTBA 3a MMOBMIIEH PUCK OT CTABHO KbpPBEHE H
KpBbBOHACAIAHUA NMPH NMaLHEHTH ¢ XemMopunud, HIV-no3uTHBHH, NpHEMallH 3H0BY IHH

CBITBTCTBALIO ¢ HOYTnIpodEH;
- XUHHUIHH.

CnenBallUTe NeKapcTBa He TpAOBa 4a Ce U3MOM3BAT ChITBTCTBALLO C NCEBAOEQENPHH:

- CpeCTBa 3a MOTUCKAHE Ha aneTuTa (nceBgoedespuH MOXe 1a YBEIHYH TEXHUA €QeKT);

- [NCUXOCTUMYJIAHTH, MOJ00HM Ha am(peramuHa (rcesgoePeapruH MOXE Aa yBEIHYHA TEXHHUS
edekT);

- AHTUXMIIEPTEH3UBHU CPEACTBa, ajlpa-MEeTUIN0NA, MEKAMUJIAMMH, PE3E€PIIUH, alKaJTOUIH OT
BepaTpyM (bsia yemepuka, ropcka YeMeprKa) WK rBaHeTUAMH (riceBaoedepuH Moxe 1a
HaMaJId TEXHUS aHTUXUTNEPTEH3UBEH e(eKT);




— TPULHKJIMYHH aHTHAENIPECAHTH (nceapoedeApHH MOXKE TEOPETUUHO /1a MOBULIM pUCKa OT
apTepHaiHa XMIIEPTOHUA U APUTMHH)

AHTHALMIHKUTE CPEACTBA YCKOPSABAT, @ KaoJIMH 3a0aBs aGcopOuusaTa Ha rnceBnoedeapUH.

[1pu ynotpeba Ha XaJOTeHHH NPOU3BOAHH, 0611M HHXAJIATOPHH AHECTETULIM, B KOMOMHALMA C
ncesaoedenpHH, MOXE a Bb3HUKHE OCTPa XUIEPTEH3UBHA PeaKLis B IIOCTONCPATHBHHA NEPUOL,
KAKTO B CJIy4as Ha KOMOMHMpaHa ynoTpeba Ha Te3H JIEKapCTBa C ApYTH JICKapeTsa ¢ HEMNpAKO
CHMIaTHKOMHAMETHYHO aeiicTBre. Cle0BaTeNHO ce Mpenopbypa NpeyCTaHOBABaHE HA NPHEMaA Hd
U6ynpom Cunyc Makc 24 yaca npeau njiaHupaxa 001112 aHecTe3us.

4.6 depTHAHTET, OPEMEHHOCT H KbpPMEHE
Vnorpe6aTa Ha JIEKapCTBOTO NpH OpeMEHHH XEHH U B IEpHO/Ia Ha KbPMEHE € MPOTUBOINOKa3aHa.

bpeMeHHOCT
Ot 20-Ta ceaMuIa Ha GPEMEHHOCTTa HaTaThbK, ynorpebdara Ha noynpodeH Moxe na NpUiHHYU
OJIMrOXUAPAMHHOH B pPE3yJITaT Ha HApYLICHHE Ha 6bOpeuHara pyHkuMs Ha (eTyca. ToBa MOXKeE [1a ce
CTy4H CKOpPO CJIe]l 3aro4YBaHe Ha JIEYEHUETO U 06MKHOBEHO € 06paTUMO NPH TNpeKpaTsBaHeTo My. B
NOMbIHEHKME MMa CHOOILEHHS 32 KOHCTPHKIKS Ha IYKTYC apTepHO3yC CIIE JICHCHHAC nmpe3 BTOpHs
TPUMECTBP, KaTO TIOBEYETO OT CIIyYauTe OT3BYHaBaT CIIC MpeKpaTaBaHe Ha JICUEHUETO.
CrnenoBareHO MO BpeMe Ha ITbpBUs U BTOPUA TPHMECTBD Ha 6peMeHHOCTTa MOynpodeH He TpAdBa Aa
ce 11aBa, OCBEH aKo He € aBGCOoMOTHO HEOOXOAUMO. AKO ubyrnpodeH ce U3noJ3Ba OT XKEeHa, KOATO Ce
OnuTBa na 3abpeMeHee, UM Mpe3 MbpBUA ¥ BTOPUA TPUMECTBP Ha OpeMEeHHOCTTa, J03aTa TpsA0Ba 1a
ce TMOIbPKa Bb3MOXKHO Half-HUCKA, @ MPOAB/DKHTETHOCTTA Ha JICHCHHETO 11d © BB3MOXKHO Hal-
kpartka. Ciiell eKCro3HLua Ha HOynpoQeH B MPOAB/DKCHHUE Ha HAKOIIKO AHM ot 20-Ta recrallHOHHA
ceIMMLIa HATaThK TPsAOBa Ja ce OOMHCIN aHTEHATATHO MPOCEAABAHEe 33 OJTMTOXMAPAMHHOH H
KOHCTPUKLIUA Ha OyKTYC apTepHO3YyC. U6ynpoden TpsbBa 1a ce MpeyCcTaHOBH, aKko C€ yCTaHOBH
OJIMFOXMAPaMHHOH WJIH KOHCTPUKLIMA HA IYKTYC apTepHO3YC.
[lo BpeMe Ha TPeTHsl TPUMECTbP Ha OPEMEHHOCTTa BCUYKH MHXMOUTOPH HA CUHTE3aTa Ha
MpocTarjaHANHA MOXeE [ia M3/10KaT (eTyca Ha:
- KapAMOMyJMOHAIHA TOKCHYHOCT (C NpeXAeBpEMEHHA KOHCTPHMKLHs/3aTBapsAiHe Ha OYKTYC
apTepHo3ycC U MyJIMOHATHAXUIIEPTOHU;

HapylueHue Ha 6pOpedHara GyHkuus (BXK. M0-rope);

MaifkaTa 1 HOBOPOJEHOTO B Kpasi Ha OpeMEHHOCTTa Ha!

- BepOSATHO yABJDKaBaHE Ha BPEMETO Ha KbpPBEHE, aHTHArper1upatl edeKT, KOUTO MOXKE J1a C€
MoJIy4¥ JOPU MPH MHOTIO HUCKH NIO3H;

- MHXWOWpaHe Ha MAaTOYHWUTE KOHTPAKLHH, BOACILO A0 3a0aBAHE WIH YABJ/DKaBaHe Ha PaXIaHETO.

CienoBaTeHO HOympodeH € MPOTHBOMOKAa3aH Mo BpEME Ha TPETHA TPUMECTHP Ha OpeMEHHOCTTA (BX.

TO4kH 4.3 U 5.3).

Ynorpebara Ha niceBnoedenpuH HaMaNABa KPbBHHA TIOTOK B MaTkata.

[Topany Bb3MOXKHA BPb3Ka MEXy pa3BUTHETO Ha deranHu ManpopMaLMK U EKCIIO3HLHATA HA
ncesnoedenpHH Npe3 MbPBUS TPUMECTHP Ha OPEMEHHOCTTA ¥ BBIPEKH He [Mpoy4BaHUATA NIPH
JKMBOTHM He MOKa3BaT TepaToreHeH epekT Ha noynpodeH, TO3H JEKapCTBEH MPOAYKT HE TpsAOBa a ce
npuara rno BpeMe Ha OpeMeHHOCT.

KbpMeHe
BuxTe Touka 4.4.

[TpH KMBOTHH MPUIOKEHUETO HA MHXHOUTOPH Ha MPOCTArlaHNHOBATA CUHTE3a M0Ka3Ba YBEJINYCH
eeKxT BbpXY Mpe- U MOCTUMIUIAHTALIHOHHHTE abopTtH U eMOpHodeTanHaTa CMBPTHOCT.




cH00MIABa 33 MOBHILEHA YECTOTa Ha pasinyHy MandopMali, BKIIOUMTENHO Ha ChPACHHO-ChA0BATA
cHCTEMA, TIPU )KUBOTHH, Ha KOUTO Ca MPUJIOKEHH HHXUOMTOPH Ha MPOCTAriaHAMHOBaTa CHHTE3d rnpe3
neproja Ha opraHoreHesara.

JIumncBaT AaHHH 32 edekra Ha rnceBnodeapuH Bepxy GepTunuTeTa.

4.7 EdexTu BHpPXy CnocoGHOCTTA 32 WoPHpaHe H pa6ora ¢ MAIIHHH

[IpenopbuBa ce Aa Ce BHUMAaBa IpH IO(HpaHe HIIH paboTa ¢ MAallMHY N0 BpEME Ha JICUEHHETO C TO3H
JIEKApCTBEH NMPOIYKT.

4.8 HesxeaHH JJeKapCTBEHH peaKUHH

Hexxenanute peakliuy ca rpynyupaHy Mo 4ecToTa, KakTo CJICABa.

Muoro yectH (= 1/10)

Yectu (= 1/100 oo < 1/10)

Heuectu (= 1/1 000 oo < 1/100)

Penxu (= 1/10 000 no < 1/1 000)

Mmuoro penku (< 1/10 000)

C HeuM3BECTHA YeCTOTA (OT HANMYHKTE JaHHU HE MOXke 1a Ob/ie HanpaBeHa OLICHKA)

Mons, o6bpHETe BHUMAHHE, Y€ BbB BCAKA IPyTIa 110 YeCTOTa HEXENAHUTE PEAKIIMM Ca MPEACTABCHH B
HU3XOAALL PEJl IO OTHOILEHHE Ha TAXHATa CEPHO3HOCT.

HoynpodeH

[To-nony ca H30pPOeHH BCUYKH HEXENaHH PeakLiuy, Ha0lII01aBaHy 110 BPEME Ha JICUCHHETO €
u6ypodeH, BKITIIOYMTETHO Te3H, BB3HUKHAIM CleJl IBITOCPOTHO JICICHHUE C BHCOKH 103H,
H3IIOJI3BAHM MPH TIALMEHTH C PeBMAaTHYHU 3a00/sBanus. [IpeiIcTaBEHUTE peakLliy, C M3KITIOICHHC Ha
pelKH ChOOIIeH!s, CE OTHACAT 32 KPaTKOCPOiHa yrnoTpe6a Ha qHeBHM A03u 10 1 200 mg uoynpodeH
npu nepopansa gopma u 1o 1 800 mg mox Gpopmara Ha pekTATHH CyTO3UTOPHH.

Crnenpaluure HeXKeJlaHHU peaKllii Ha TO3HU JIEKapCTBEH IPOAYKT B [MOBEYETO CIIy4Yau 3aBUCAT OT 034aTd
U TAXHOTO Bb3HHUKBAHE BapHpa MHIOUWBHUOYAJTHO.

Haii-uecTo HabIONABaHHUTE HEXKEaHHU PeaKliy ca ChC CTOMAIHO-YPEBEH MPOU3XO H JICTATIHH.
Moske na Bb3HMKHAT MEeNTHYHU A3BH, nepdopaLys WK CTOMAIIHO-YPEBHO KbPBCHE, ITOHAKOTd
neTaaHu, 0co6eHO NMpM XOopa B CTapuecka Bb3pacT (BX. TOUKa 4.4). Uma cbobu1eHHs 3a rajieHe,
noBpblIaHe, Auapus, QuaTyeHIK, 3aI€K, NUCTICNCH, abnoMuHAIHA O0NKa, MElleHa, XeMaTeMe3a,
yIILEPO3eH CTOMATHUT, 000CTPsHE HA KOJIMT U 6onect Ha Crohn (Bx. Touka 4.4). ['acTpur ce
HaGIO1aBa [0-PAIKO. PUCKBT OT CTOMALIHO-YPEBHO KbPBEHE 3aBUCH MO-CMIEHATHO OT N030BUSA
MHTEPBAJI U NPOABDKUTENIHOCTTA HA JICYEHHUCTO.

MMa chOGIIEHHS 32 €IeM, XUTIEPTOHHUS U ChpAeYHA HEOCTaThYHOCT BbB Bph3Ka C JICHEHHC C
HCTIBC.

K IMHUYHATE NpOYy4YBaHKsA MOKa3BaT, e ynorpedara Ha u6ynpodeH, 0cobeHo MpH roJiEMH 103K
(2 400 mg/neH), MOXKe 1a € CBbP3aHa C JIeKO MOBUILIABAHE HA PUCKA OT apTepHalIHi
TpoM60eMGOIMYHY HHIMAEHTH (KaTto HHQapKT Ha MHOKap/a Wi MO3BHCH uHCyJIT) (BX. TOuKa 4.4).

Uudekunu U nHbeCcTallnu:
MHoro penku: 000cTpsHe Ha Bb3NaJle€HKs BCICACTBUC Ha pHpexuusa (HanpuMep Bb3HUKBAHE
Ha HEKpOTH3upall GacUHKT) BbB BPb3Ka C ynorpedara Ha HCIIBC. Bp3M0oxkHO € TOBa J1a €
CBBP3aHO ¢ MexaHu3Ma Ha aericteue Ha HIIBC. -




[Tpu Bb3HHUKBaHe WM 00OCTpsiHE Ha CHMIITOMUTE Ha HHGEKLUA M0 BpEME Ha JICYEHHETO C
U6ynpom CuHyc Makc, nauMeHTbT TpAOBa 1a Ce€ KOHCYJITHpa € JIEKap BeHara. [Toka3aHusTa
33 aHTUMH(EK3HO3HO JieyeHHe (aHTHOHOTHYHA Tepanus) TpsAOBa Aa ce 00CHIAT.

[Tpu ynotpeba Ha ubynpodeH ca HabnMonaBaH CUMIITOMH Ha acenTHYe€H MEHUHIHUT CbC
CKOBAHOCT Ha BpaTa, InaBoboinue, raleHe, MoBpbIIaHe, MOBULIEHA TEMIIEpATypa Wik
HapyLIEHHA Ha Chb3HaHUETO. IIpy NauMeHTUTE C aBTOMMYHHH 3a601sBaHKA (CUCTEMEH JIYIyC
epUTEMATOIEC, CMECEHA ChbEAUHUTETHOTbKAaHHA 6oJiecT) UMa MO-roJiiMa BEPOATHOCT Ja Obaat
3aCerHaTH.

Hapyluesus Ha KpbBTa U IMMQHATa CHCTEMA.
MHOTr0 PeKH: OTKJIOHEHHs B KPbBHATA KapTHHA (aHEMH, JIEBKOTICHHA, TPOMOOLIUTOINEHHA,

[MAHLMTONEHMUS ¥ arpaHyouuTo3a). [IbpBUTe CHMNITOMH BKJIFOYBAT MOBULICHA TEMIICPATYP4,
BB3MAJIEHO I'bPJIO, MOBbPXHOCTHA YyJILIEpaLlMsA Ha YCTHATA JIMTraBHIIa, rpUIonoao0HH
CHMMIITOMH, YMOpa ¥ KbpBeHe (HanpuMep KpbBOHACANAHHS, €KXHMO34, ITypIiypa WiH
KpbBOTEYEHHUs OT HOCA).

KpbBHaTa KapTHHA TPsAOBa N1a ce MPOBEPsiBa PEIOBHO MO BPEME Ha IBJIr0CPOHO JICYEHHUE.

HapyuieHus Ha MMyHHaTa CUCTEMA.
HeuecTH: peakuuy Ha CBPbXYYBCTBUTEIHOCT C KOXKEH 0OpHB ¥ MPYPHUTYC, KAKTO U MPHUCTHIH
Ha nucrnHes (MOXKe a ca MPUAPYKEeHHU C MOHMKCHUE Ha KPbBHOTO HaJATraHe),
MHOro pefku: TEXKH reHepaJTu3upaHH peaklut Ha CBPbX1YyBCTBUTCITHOCT Morar na
Bh3HUKHAT noJ ¢popMara Ha OTOK Ha JIMLETO, €3MKa HIIH JIApHHKCA C oOCTpyKLHA Ha
NMXaTeJTHUTE THTHILA, AUXaTeIHA HeJOCTaThYHOCT, MOBULIIEHA ChPACYHA HECTOTa, TIOHIKEHO
KPBBHO HaJIAraHe, BKIIOYHTEIHO )KHBOTO3aCTpallaBalll IOK.
[TauuenTHTe TpsAOBa Na 6bIAaT HHQOPMHUpaHE, Y€ B TaKaBa CUTYyallnA TpsabBa aa ce
KOHCYJITHpAT C JIeKap BOAHATA U Ja CrpaT ynorpebara Ha M6ynpom Cunyc Makc.

[IcuxU4YHU HApPYILIEHHA:
MHOro peiku: NICUXOTHYHH peakLHH, AePECH

HapylieHus Ha HepBHaTa CUCTEMa.
HeuecTy: rnaBobosMe, CBETOBBPTEXK, Oe3cbHUE, BB30Yyla, pa3ApasHUTEHOCT H yMOpa.

HapylieHus Ha O4YUTe:
HeuecTu: 3aMBIrJIEHO 3pEHHE.

HapyuieHus Ha yXOTO ¥ JJaOUpUHTA:
Penku: THHUTYC.

ChppiaeyHH HApYIICHUA:
MHOro peiKu: Nalnurauus, CbpaeyHa He0CTaTbIHOCT, WH(apKT Ha MHOKap[a.

C Heu3BECTHa 4yecToTa: cHHApoM Ha Kounis

Cb10BH HAPYLICHHUS:
MHOro peiKu: XUNnepTOHMUA.

CToMalllHO-YPEBHU HAPYIICHUA:
YecTH: KUCEMHH, CTOMAILHA 60NKa, rajieHe, NoBpbilaHe, GraTyaeHUus, AnapHs, 3aMeK 1
HEe3HAYMTETHO CTOMAILHO-YPEBHO KbPBEHE, KOETO B PEAKH CITy4an MOXe a IOBEAC A0

aAHCMHA.




HeuecTy: yauepauus Ha CTOMallHO-4YPEBHUA TPAKT ¢ Bb3MOXKHO KbPBEHE U nepdopauus,
yJILepalus B yCTaTa, 000CTPEH KOJIHUT 1 OOJIECT Ha Crohn, racTpur.
MHoOro peaku: e30aruT, MaHKpeaTuT, 00pasyBaHe Ha YPEBHU CTPUKTYDH, noaoOHHU Ha

nuadparma.
[TauuenTuTe Tpa6Ba 1a 6baaT MHGOPMHUPAHH 1@ CIIPAT /1a U3MN0/3BaT TO3H JICKapCTBCH
MPOIYKT U 1a C€ KOHCYJITHPAT C JieKap BeJiHara npy Bb3HMKBaHE Ha OCTpa eruractTpaind

6onka, MeJIEHa WM XeMaTeMesa.

XenatoOWIMapHU HapyLLIEHUS
MHOr0 peaKH: 4epHOAPOOHO yBpexaaHe, 0COOEHO MPH NMPOAB/DKHTE/IHA ynoTtpeoa,
yepHOApOOHA HeAOCTATbYHOCT, OCThP XEMaTHT.

HapyuieHus Ha Ko)kaTa U MOAKOXHATA ThKaH.
MHOro peaku: My1THQOPMEH €PUTEM, CHHIPOM Ha Stevens-Johnson, TOKCHYHa enuacpMaiHa
HeKpoHu3a. B M3KIIIOYUTENHH ClTy4ad MOraT 1a Bb3HMKHAT TEXXKH KOXKHH HHPEKLUHUH U
yCIIOXHEHHA HA MEKUTE ThKaHH NpH HH(eKLMA ¢ BapuLena (Bx. cpio "HHpekuun 1
uHpecrauuu").
C HeU3BECTHA YECTOTA: JIEKapCTBEHA peaKys ¢ CO3MHOQMWINA U CACTEMHH CUMIITOMH (drug
reaction with eosinophilia and systemic symptoms, DRESS), ocTpa renepaiusipaHa
ek3eMaTo3Ha nyctyno3a (AGEP), peakuun Ha CBpbX4yBCTBUTCITHOCT

HapyuieHus Ha 6p0pelnTe ¥ NUKOYHUTE MbTHLIA:
Penku: 6b0peuHa nanuiapHa HEKpo3a, NOBUILEHA KOHLICHTpallKA Ha TMKO'HA KMCEJIMHA B
KpbBTa.
MHoro peakH: o6pasyBaHe Ha OTOK, MO-CMIELHATHO MPY NALHUEHTH € XHIEPTOHUA WK
6bOpeuHa HeAOCTaTBUHOCT, He(PPOTHIEH CHHAPOM M HHTCPCTHLIHATICH HeQPHUT, KOUTO MOXE
Nla € IPUApPYXKEeH ¢ ocTpa GbOpevHa HENOCTaTBYHOCT. ClIEI0BATENHO O6nOpeuHaTa QyHKIUA

TpsaOBa [a ce KOHTPOJIMpa peAOBHO.

[IceBnoedeApHHOB XHAPOXJIOPUL

Tlopaau orpaHuyeHus 6poii choOLIEHHA OTHOCHO HEXENTaHH PEaKIlkH, CBbp3aHH C ynotpebara Ha
ncesnoedeJpHHOB XMAPOXIOPHUI, € HEBB3MOXKHO Jia C€ ONPEe/eNH TOYHATa UM HeCTOTa,
u3rnexna,obaye, ye Te3u peakluu ca peaKH UK MHOTO PEAKH.

HapyuieHus Ha MeTabonn3Ma ¥ XpaHEeHEeTO:
C Hen3BeCTHA 4YecToTa: MOJUIUTICHS.

[TcuXU4YHHU HApPYLIEHHUA:
C HEeHW3BECTHA YECTOTa: XaTOLMHALMH (TT0-CrIeLMaTHO MpH eLa).

HapyuieHus Ha HepBHATa CUCTEMA.
C HeM3BECTHA YECTOTA: CUHAPOM Ha 3a1Ha obpaTuma eHuedanonaTus (PRES) (BX. TOYKA

4.4), cuHapOM Ha obpaTuma nepebpajiHa Ba3OKOHCTPUKLIMA (RCVS) (Bx. Touka 4.4), 6e3cBhHHE,
6e3MoKOoMCTBO, TPEBOXXHOCT, CBETOBBPTEXK, MYCKYJIHA cnaboct, TpeMop.

Chbpae4yHH HApYIICHHUS::
C HeM3BECTHA Y€CTOTa: CbpAc4YHa apUTMusA, TAXHUKapAHU.

CToMalIHO-YPEBHH HAPYIICHUA:
C HeM3BECTHA YECTOTA: AMCIeNcHs, CTOMAIIHO-YpeBHa JUC]YHKLHA, raleHE, NOBPBIIAHCE,

cyxora B ycrara, HCXCMHYCH KOJIHUT.




HapyuieHus Ha KoxaTa W MNOAKOXKHATA ThKaH:
C HeW3BEeCTHA YecToTa: 3a4YepBsABaHe, 0OpHB, XMMEPXHAPO3a, TEKKH KOXKHH PCAKLIHH,

BKJIIOUMTEJTHO OCTpa reHepaiu3upaHa exdemarosHa mycrynosa (AGEP).

HapyuieHus Ha Ob0peuuTe i MMKOYHUTE MbTHINA:
C HeM3BECTHA YEeCTOTA: 3aAbpKaHe Ha YpuHa (TJIaBHO NPH MbXe).

HapylueHus Ha OQ4UTe
C HeW3BECTHA YECTOTa: MCXEMHUYHA ONTHYHA HEBPOMaTHA.

CrobuiaBaHe HA MOAO3HPAHH HeXKeJIAHH PeaKIHH:

Cp0o01aBaHeTo Ha MOA03UPAHH HEXETaHU peaKlMH Clie/] pa3pellaBaHe 3a ynorpeba Ha JIEKapCTBEHHA
MPOAYKT € BaxkHO. ToBa M03BOJIABA 12 MPOAB/DKH HAOIIOICHHETO HA ChOTHOLICHHETO T0J138/pUCK 3a
nekapcTBEHHS MPOAYKT. OT MEAULIMHCKHTE CIIELHANTMCTH CE€ H3UCKBA J1a choOIIaBaTr BCsAKa
MoI03MpaHa HeXellaHa peaklys Ypes:

M3nbJIHUTENIHA areHUMs 110 JIeKapcTBaTa

yi. ,,JJamsaH ['pyes* Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaiiT: www.bda.bg

4.9 [Mpeno3upane

B ciyuait Ha OCTpO Mpeao3upaHe, CHMITOMUTE 3aBUCAT OT MPUETOTO KOJIMYECTBO JICKAPCTBCH
MPOMYKT ¥ M3MHHAIOTO BPEME OT MOrTblIaHeTo My. IIbpBHTE CHMITOMH OOMKHOBEHO BKJIHOYBAT:
yBEJMYEHO rajieHe, MOBPBILAHE, IN1aBo00IHe U CBETOBBPTEXK, ENHUracTpaita Oonka, MOBUILEHO
KpBbBHO HAJIAraHE U MOBHUIIEHA ChbpAeYHa YECTOTa.

B cnyuait ue npeno3upaHeTo e cepuo3no (Haa 400 mg/kg T.7. 32 noynpodeH) ca Bb3MOXKHH CIICTHUTE
HapyLIeHUs: KoMa, TaXMKapus, XMNepKajeMus CbC Chpe4Ha apUTMHs, TOBHILICHA TEMIIEPATYpa,
pPECTIMPATOPHH HApyLIEHHs ¥ HapylleHus Ha Gp0peuHaTa QpyHKIUHS.

MeTa60oMTHA alMa03a MOXe 1a Bb3HUKHE B CITy4ald Ha TE)XKO OTpaBsAHE.

Crnen apArocpodHa ynorpeda noHskora Morar aa Bb3HHUKHAT X€MOJUTHYHA aHEMHA,
rpaHyJIOLMTONEHUs WIH TPOMOOLIMTONEHHUS.

AKO € H3MHHAJ MO-MaJIKO OT eMH Yac ClIe TEKKO NMpefo3upaHe, TpAOBa a ce NpeAu3BHKa
NOBpPbILAHE WK Ja Ce HaNpaBU CTOMAILHA IPOMUBKA, WM [1a C€ MPHJIOKH aKTHBEH BBIJICH.

HsiMa aHTHOOT WK crieLdbUYHO JieYeHre npH npenosupane. CHMNTOMATHYHOTO JICHCHUE BKIII01Ba
npocieasBaHe Ha XKM3HEHHUTE MOKa3aTe/H, MO-CeHaTHO H3MEPBaHUs Ha KPbBHO HAIATAHE, EKI u
AHATM3 Ha CUMIITOMMUTE, MOKA3BALIM CTOMALIHO-YPEBHO KbPBEHE, META00IMTHA alMA03a K
HapylIeHUs Ha LIEHTpajHaTa HepBHA CHCTEMA.

B cny4as Ha 3HauMMa rcepnoedenprH-HHIY IMpaHa 2XXUTaLKs MOXe N1a CE IIPUIOKAT
OeH30aMa3eMuHM, aK0 HE € MPOTHUBOIIOKA3aHO.

5. ®APMAKOJIOT'HYHU CBOMCTBA

S.1 dapMakoAHHAMHYHH CBOHCTBA

(>apMaKoTepaneBTHYHa [pyna: MPOTHBOBBL3NATUTENIHH H AHTHPEBMATHYHH MPOLYKTH, IPOU3BOZHH Ha
NponuHoHOBa KucennuHa B komObuHauus, ATC kox: MOIAES]

N6ynpom Cunyc Makc e JiekapCTBEH NMPOAYKT € aHAIN€THYHO, NPOTHBOBB3NATUTEITHO H

aHTUIMpeTHuHO AeicTBue. Tol HaMalsiBa Ha3aIHAaTa KOHIeCTHs U KOJHYECTBOTO Ha OTAENAHUSA
cekpert. [louncTBa HOCA U MapaHa3aJHUTE CUHYCH.
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M6ynpodeH (Mpou3BOAHO Ha MPOMTMOHOBA KUCEJIMHA) € HECTEPOUIHO NMPOTUBOBB3NATHUTEIHO
cpencto (HCIIBC). Toii uMa aHAIT€TUYHO, AHTHITMPETHYHO M MPOTHBOBB3NATUTETHO OEUCTBHE.
ExcriepiMeHTaTHUTE JaHHH MOKa3BarT, 4e€ Npy ChIbTCTBALlA yrnotpeba ubynpopeH Moxe
KOHKYPEHTHO J1a uHXuOupa edexra Ha MAIKU 1034 aUECTUICAUTHLINIOBA KHCEIHHA BbPXY
TpomGouuTHaTa arperauus. Hakon ¢apmMakoAHHaMU4HH NpOYiBaHHKs N10KasBaT, ye cJiel NpUIOKEHHE
Ha eqMHMYHA no3a uoynpodex (400 mg) B paMKuTE Ha 8 4aca Npean Wi 30 MUHYTH ClIel
MPHJIOKEHUETO Ha 11032 aLeTHICATMLIMIOBA KUCEIHHA C He3abaBHO ocBoOoXkaaBaHe (81 mg)
NEelCTBHETO Ha ALETHICATHLIMIOBATa KMCENHHA BbPXY 00pa3yBaHETO Ha TpoMOOKCaH H
TpoMOOLMTHATA arperauus oTciaadoBa. BrrnpekH, 1€ uMa HesiCHOTH OTHOCHO eKcTparnojialusaTa Ha Te3H
NAHHHU B KIMHWYHATA MPAKTHKa, HE MOXE J1a Ce M3KJIOYH Bb3MOXHOCTTA peI0BHATA, ABJIT0OCPOtHA
ynorpeba Ha HOynpodeH Aa HaMaJli KapAHONpPOTEKTHBHHA epeKT Ha HUCKa [103a aLETHIICATUIIMIOBA
kucenuna. CUHTa ce, Ye HAMA BEpPOSATHOCT 3a KIHHMYHO 3HAYUM e(eKT NpH HEPEI0BHA ynorpeba Ha
ubynpodeH (Bx. Touka 4.5).

[lceBnoedenpuH (AeKCTPOU3OMED Ha edenpHH, NposBABa 75 % no-cinabo MoTUcKalo AEHCTBUEC OT
edeipHH) € O-CHMNATHKOMHUMETHYHO JIEKApCTBO, H3MO/I3BAHO 34 oTOBOBaHe Ha JIUraBUIlaTa HA
OUXaTeJIHUTE MbTHILA.

EdekThT Ha JIEKapCTBOTO MPOU3THYA OT CIIOCOOHOCTTA My 1) ma uHXxuOUpa npocrarjiaHiruHOBaTa

cUHTe3a; 2) Ja CTUMYJIMpa Q-aipeHEPrUYHKUTE PELIENTOPH Ha IN1aAKkOMY CKy THHA cioit Ha
KpBBOHOCHHUTE CHOBE. HamansBaHeTo Ha MpOCTarjaHaHHOBaTa CHHTE3d © B pe3ynTaT Ha
HHXHOMPAHETO Ha €eH3MMa LIMKJIOOKCHUIeHa3a Ha apaxu0HoBaTa KHCEInHa (COX-2), HHOyLHpaHO B
X012 Ha Bb3MATUTEHHS NMPOLIEC, KOETO BOAH 10 HHXHOMpaHe Ha CHHTE3aTa Ha IMK/IMYHA
MepOKCHIA3a, MPAK MPEKyPCop Ha MpOoCTariaHIHHHI. HeCeeKTHBHOTO €NHOBPEMEHHO MHXHOUpaHe Ha
npyra ¢opma Ha UMKIOOKCUIreHa3aTa — H30€H3UM COX-1 (cecraBHara ¢popma), NpeAU3BUKBA
He)KeNlaH! peaKIMK KbM JIeKapCTBeHUA NMPOIYKT, KaTo HaMalsBaHe Ha NpoCTarjaHAMHOBATA CHUHTE3a
(koeTo mpearnasBa JMraBuLaTa Ha CTOMallHO-4peBHHs TpakT), yBpexaaHe Ha 6p0peuure U
HaMassBaHe Ha TpoMOOKcaHOBaTa CHHTe3a. B pe3ynTar Ha edexTUTe Ha niceBAoOedEIPHH BBPXY
aZipeHepru4HKUTE PELENTOPH B KPBBOHOCHHTE CHA0BE Ha JINrABULIATA, PE3MCTEHTHUTE apTEPHOJIH B
HOCHATA JIMFABULIA CE CBMBAT, OTCIabBa MOTOKBT Mpe3 KanuispHOTO JIETJIO U KOJIMHECTBOTO KPbB BbEB
BEHO3HHWTE CUHYCH HamassBa.

5.1 dapMaKkoAMHAMHYHH CBOHCTBA

A6copbuus

Crien nepopaiHo npuioxkeHue ce abcopdupa 6pp30 B CTOMALLIHO-YPEBHUA TPaKT — 4aCTU4YHO B
CTOMAaXa M YaCTHYHO B ThHKHUTE uepBa. S(+) ubynpodeH (aexcubynpodeH) € akTHBHUAT CHAHTHOMED,
R(-) ubynpodeH e nponekapcTBOTO iz vivo, YaCTUIHO (~60 %) npeobpa3yBaHO N0 aKTHBHOTO
chenuHeHue. BuoHanuuHocTTa Ha HOynpodeH B HeroaTa paleMUiHa dopma e 71 %.
[TceBnoedenprH U HErOBUAT aKTUBEH META0ONHT - HopriceBaoedeapHH, NposBsBaT
CUMMATUKOMHUMETHYHO JIEHCTBHE.

W npu 1BeTe BelieCcTBa MUKOBA MIa3MEHA KOHLUEHTpALus CE 10CTHIa 1,5 no 2 yaca ciieql MpHJIOKEHHE.
HsiMa B3aMMHO MOBJIMABaHe HA OMOHATMYHOCTTA Ha HOYNpOdeH U ncesaoedeapUH WK
MoAM(HUIMpPaHe HAa TEXHUTE (apMaKOKHHETHYHH NapaMeTpH.

MeTaboau3eM

JlexapcTBEHUAT MPOIYKT C€ METabONIN3Hpa B HCPHUA npo6. U6ynpoden ce MeTabonu3upa a0
HeroBHTe KapOOKCHINPAHU U XMIPOKCHJIMPaHH MPOU3BOJHH, A ncepnoedeapHH - 10
Hopncesnoedenpus (10 %-30 %)

EnuMUHHUpaHE
70 %-90 % OT JieKapCTBEHUA MPOMYKT Ce eKCKPETHPAT B pAMKHUTE Ha 24 yaca cieqn nocyieaHara aosa.

Han 75 % ot ubynpodeHa ce eKCKpeTHpar 4pe3 6p0penuTe noa dopmarTa Ha HEAKTHBHH MET
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— KapOOKCUIIMPaHH MPOU3BOAHM HA MPONHOHOBA KUCEIHHA (2-[p-(2-kap6okcunponun)penun],
npubnu3uTenHo 37 %), XUAPOKCWIHPaHH MPOM3BOAHU Ha NPONMOHOBA KUCE/TMHA (2-[p-(2-
XUAPOKCHMMeTHIponun)Genu], npruOIU3NTEIHO 25 %) 1 B HerpoMeHeH By (MpubnusutenHo 14 %).
[McesnoedenpyH ce exckpetrupa B HenpomeHeH Bux (70 %-90 %) B ypHUHaTa.

[Tony>»XUBOTHT Ha HOYNpodeH € MPUOJIU3UTENHO 2 4aca, 1OKaTO MOJTyXHUBOTHT Ha ncepaoedenpruH
papupa oT 9 no 16 yaca 1 3aBUCH B rojisiMa CTENCH OT pH Ha ypuHarta (aJIKUTM3MpaHETO HAa ypHUHATa
MOe J1a YIbJDKHM TTOJTY)KMBOTA Ha NCeBAOCPENPHH 10 50 4aca).

Hauyanoto Ha TepaneBTHYHUA €PEKT NpH KPaTKOCPOYHO JICHCHUE HAaCThIIBA 15 no 30 MUHYTH cliell
npunoxeHnue. EQekTuTe Ha JIeKapCTBeHUA MPOAYKT C€ 3abpKaT 4-6 yaca.

5.3 MpeaKIHHHYHH JaHHH 32 0€30MaCHOCT

B npoy4BaHHs, IPOBEIEHH NPH OPEMEHHHU ILUTbX0BE U 3aHLH, MPHIOXKCHHUETO Ha noynpodeH npu 1031
HAKOJIKOKPATHO MO-BMCOKH OT M3MOJI3BAHUTE TIPH XOPa HE BOJM 10 CTATHCTUECKH 3HATIMO
yBeNn4YaBaHe Ha eTarHuTe Mai(opMaLy B CPaBHEHHE C KOHTPOJIHATA TPYIId. He ce Habnronana
TepaToreHeH eQeKT B rpynara Ha MHUILIKH C57BL/6J, nony4yaBanu 100 mbTH no-BUCOKH N03U
u6ynpodeH OT U3MOJI3BaHUTE NPH Xopa. Hsima TuTepaTypHU aHHH 33 NPOYyYBaHHi 3a TEpPaTOr€HHOCT
Ha rcesnoedenprH npy XKHBOTHH.

Cy6GXpOHUYHUTE U XPOHUYHUTE TOKCHYHH e(eKTH Ha n6ynpoden, HabnroaaBaHU PU NMPOYUBAHNA
Npu KUBOTHH, IPMYMHABAT INIABHO YBPEXAaHe U yJILepalus Ha CTOMAlIHO-4PEBHIA TPaKT.
[Ipoy4BaHHUATA in Vivo U in vitro He NIOKa3BaT MYTaTCHEeH IOTCHIIMAT Ha uoynpoden. U6ynpodeH He
[MOKa3Ba KAaHLEPOreHHOCT MpHU NpOYy4YBaHUs [IPY ILTbXOBE H MUIIKH.

U6ynpodeH Boay A0 HHXMOUpaHe Ha OBYJalMATa W HApyLIeHa HMILUIaHTallls Ha eMOpHOHH TIpH
HAKOJIKO BUIA YXHBOTHH.

ExcriepMMEHTATHUTE TPOYYBaHH MPH [UTBX0BE H 3aHLM MOKa3Bar, 4e nOynpogeH npeMruHaBa npe3
mianeHTara. [Ipy TOKCHYHA 32 MakKara 1033, 4eCToTaTa Ha maipopMauuuTe (yBpexKIaHe Ha
BEHTPUKYJIAPHHSA CENTYM) € NOBHLIEHA MPH OTOMCTBOTO Ha ITbXOBETE.

[TpenkIMHHYHKUTE NAHHHU 3a IICEBOedEPHH B JIMTEpaTypaTa ca OrpaHICHH. JIATICBAT JaHHH 32
edexTH Ha nceBnoedeNpUH BEPXY PENPOAYKTHBHOCTTA H Pa3BUTHETO, MyraTCHHOCT 70305
KaHIIepPOreHHOCT,

[Ipoy4BaHKATA [IPH KUBOTHH 3a PENPONYKTHBHA TOKCHIHOCT € OTACIHATE KOM [IOHEHTH He M0Ka3Ba
TepaToreHHH edexTH. Bece mak OpeMeHHUTE KEHH TpsA6Ba 1a U30sArBaT ynorpebara Ha MPOAYKTa.

6. OAPMAINEBTHYHH JAHHH
6.1 CnuchbK HA MOMOLIHHUTE BellleCTBA

Aopo na mabaemkama:
Lanuues ¢pocdar

[lapeBUYHO HUILECTE
HaTpueB HUILIECTEH IIIUKOJIAT
Xunpomenosa E-5
MarHe3ueB cTeapaTt

Durmoso nokpumue.

Xunpomenosa E-5

Marporon 6000

Tank

Turanos auokcun (E171)

[Tonco 4R, xoxuuun yepseHo A (E124)
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6.2. HecbBMeCTHMOCTH

HenpuinoxuMo

6.3 Cpok Ha roaHoOCT

3 roAUHHU

6.4 CneuHaJHH YCJI0BHSA HA CbXpaHeHHe

Ila ce cpxpansaBa non 25 °C.

6.5 Bua ¥ chbABpKaAHHE HA ONMIAKOBKATA

6 hunrMHUpaHy TabNEeTKH B OIUCTEp OT ATyM uuuit/PVC-PVC-donuo
10 unmMupaHu TabaETKH B ONMCTEp OT anymMuHuit/PVC-PVC-donuno
12 punmupanu TabnaeTku B OnucTep oT anymuHuit/PVC-PVC-ponno
20 ¢punmMupanu TabneTku - 2 bnucrepa oT anymuHuit/PVC-PVC-donno
BnucrepuTe ca MOCTaBEHH B KAPTOHEHA KYTHA.

He BCHMYKM BHIOBE ONAKOBKH MOrar Ja ObJart myCHaTH Ha rnasapa.

6.6 CneuHaJ HH Npeana3HH MEPKH NMPH H3XBbPJsHE

Hsma cretMaJlHU U3UCKBaAHUA.

7. MPUTE)XATEJ HA PA3PEIIEHHUETO 3A YIIOTPEBA

US Pharmacia Sp. z 0.0.
ul. Ziebicka 40, 50-507 Wroclaw, [Tomra

8. HOMEP(A) HA PABPELIEHHETO 3A YIIOTPEBA

Per. Ne 20230036

9. NATA HA I'bPBO PA3PEILIABAH E/MONHOBABAHE HA PABPELIEHHUETO 3A
YIIOTPEBA

Ilata Ha mbpBO pa3pewasade: 23.02.2023
JlaTta Ha NOCJ€IHO MOJHOBsABAHE:

10. JIATA HA AKTYAJIM3UPAHE HA TEKCTA

12.04.2024
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