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1. HME HA JIEKAPCTBEHUA IPOAYKT

AJIMHPAJI 50 mg cromalluno-ycroiivuey TabneTku
ALMIRAL 50 mg gastro-resistant tablets

2, KAYECTBEH UM KOJIMYECTBEH CHCTAB
AJIMHUPAJT chavpixa 50 mg auknodenax Hatpuii (diclofenac sodium).

Iomonny BeniecTra ¢ W3BecTHO AeHCTBHE: NaKTO3a, IPOIHIEH CIIHKOA, ChHceT xbiaTo (FCF)
arymuHuies nak (E110), taprpasus amymunnes nak (E102).

3a TRIHHUA CIHCHK Ha MOMOITHHTE BemecTBa BIKTE TodKa 6.1,
3. JEKAPCTBEHA ®OPMA

CromaiHo-ycToiuuBa Tabnerka.
AJIMHPAJ TaGnetky ca OPAaHKEBH, KPBIJIH, H3TBKHANH TaONETKH 3a IEPOPaTHO NPHIIOKEHHE.

4, KJIMHHYHA JAHHMW
4.1. TepaneBTHIHH DOKA3AHEA

JleyeHue ua:

* PBLINANWTENHN W JierehepaTaBHA GOPMH Ha craBHM 3aDONsBaHMA: PeBMaTOHUAEH APTPHT,
AHKHIQ3Hpall CIOOHAHNHT, OCTCOApPTPHT, H CHOOHIHI0ApPTpO3a, OonesHeHH CHHAPOMH Ha
rppOHavnng CTEI0, W3BEHCTABHH MEKOTRKAHHM 3a00naBaHns;

& TI0AAarpo3Ha KpH3a;

® [OCTTPaBMATHYHA W NOCTONEpaTHRHA OoNka, BB3NANCHHE WAH OTOLH, HampuMep chen
CTOMATONOIHYHA HAA OPTONIEAHYHA OMEpAaLis;

¢ Ooie3HeHH WHAM BBINAIHTENHH CBCTOAHHY B THHEKONOTHATA, HANpHMEP ITBPBHUYHA
AHCMEHOPEA HIIH 8HHEKCHT,

* KaTo NOTBJAHEHHE HpH J¢UeHHe Ha Done3HeHH HH(eKUMH Ha YXOTO, HOCa MAH TIBPIOTO,
HanpaMep TOH3HIO(GapHHIHT, OTHT. KaTo ce cna3paT TepalleBTHYHHTE NPHUHLMITH, NOATEKAINOTO
sabonspane TpabBa Aa ce JIeKyBa CbC CHOTBETHaTa Tepanua. Oebpunuter cam no cebe cu He ¢
NOKa3aHHE 32 NPHIIOXKECHHE,

4.2, To3apOBKa H HAYHH HA OPHANOKEHAE

EOSH@BKE

Hexenanute NeKapcTBeHH peakllHH Morar na ObAaT CBEAEHH O MHHHMYM 9pez WINON3BaHe Ha
Hali-HUCKaTa epeKTHBHA %034 32 Hal-KpaTKHA MEPHON OT Bpeme, HeoOXOAHM 33 KOHTPOIHpaHe
HAa CHMNTOMHTE (BHxTe Touka 4.4. CrieUMaJHM npefyNpexAeHWS H NpPeAna’Hd MepKH MpH

ynotpeda).

Bwapacmuu




[IpenoprynTenHara HavanHa Ao3a € 100 mg — 150 mg. IlpH mo-neku ciyyam, KakTo H OpH
NpogbIKHTENHA ynoTpeda, 06uKHOBEHO ca nocTaThuHK 75 mg o 100 mg gHEBHO.

O6mara aHeBHa fAo3a TpaORa Aa O6bae paszenena Ha 2 10 3 npHeMa.

O61ata nueBHa 1o3a He Tpabea Aa naasumasa 150 mg gHeBHO.

[Ipy nbpBHYHAa AHCMEHOpes NHEBHATa 103a TpaOBa fa ObjAe ajanTHpaHa WHAMBHIYATHO H
cbuyaiino e 50 mg no 150 mg. Ilpu 3anouBaHe Ha NedeHHero Tpadea aa ObaaT npunoxenu 50
mg no 100 mg » npn HeoGxopmuMocT mozata TpaOBa Ta ce MOBHIIH B TedeHHE HA HAKOIKO
MEHCTpYanHH LHKBAA A0 MakcuManHo 200 mg nuesHo. Jlewenwero TpsaOBa Aa 3amoyHe MpH
M0ABA HA TEPBHTE CHMITOMH M B 3aBHCHMOCT OT OITAKBAHMATA A2 [IPOIBIKH HAKOAKO AHH.

Cuoenuaj vy rpynd NanmHedTH

Heduampuuna nonyvaayus

[Ipn nena Ha/ Han 12-ropmimHa BE3pacT W WOHOWH TpaOea ga ce npunarar 0,5 mo 2 mgkg
TeNIECHO Tero AHEBHO, B 2 A0 3 OTAENHH NMpPHEeMa, B 3aBHCHMOCT OT TEXECTTA HA CHCTOAHUETO.
3a neveHde Ha IOBEHWIEH XPOHHMYEH apTPHT NHEBHATa 034 MOXKe Ja ce IIOBHLIM A0 MAaKCHMYM 3
mg/kg, pasnpenencHy B HAKONKO NpHeMa.

He TpaGpa na ce npepHIIapa MakcHMAaNHAaTa JHeBHa J03a ot 150 mg.

[Mopanu eucokara noza AJIMHUPAJL 50 mg cromamuo-ycroifiunen TabneTky He ce MPeTnopbYBa
TpH Aelia H oHOIYH mox 14 roauHH.

Hayuenmu ¢ cmapuecka ev3pacm
He e HEOGXO,[[HMO KOpHIrHpaHe Ha [TbpBOHAYaMHATAa 034 IIpH MAHEHTH B CTapyeckKa RB3pAcT
(BHTE TOUKA 4.4).

Hayuenmu ¢ yemanoseno coplesno-cb00oeo 3aboaR8ane WAl CoC SHAYUMENHY PUCKos rakmopu
3d CLPOEUHG-CLO0BO 3abONA6AHE

O6uxnopeHo nedeHuero ¢ AJIMUPAJl nmpu naumeHTH C© YCTaHOBEHO CHPAEHHO-CHIOBO
3afonsBane WM HEKOHTPONHPaHA XHNEPTOHWS He Ce mpenopkyea. TIpH HeoGXOAMMOCT,
MalHEHTH ¢ YCTAHOBEHO CBPAEYHO-CBAOBO 3a00/11BaHE, HEKOHTPONHpAHA XUMEPTOHHA MIIH
3HaYMTeNHH PpUCKoBH ¢akTopr 3a chpAeunHo 3abonsgeaHe MoraT jAa ObAaT NeKYRaHH ¢
AJIMHPAJl camo ciaen BHUMaTenHa NpelieHka M caMo ¢ go3n <100 mg OHEeBHO, KOraTo
mepeoHavanHoto JevyeHHe ¢ AJIMHPAJl umkekusoHed pasteop 0BIAe NpPOIBIKEHO C
AJIMHPAJI Tabnetku 3a nosede ot 4 CeAMHIIH.

Bu6peuno yepexcaane
AJIMHUPAJI e npoTaBonoKasaH NpH NauMeHTH ¢ Ox0peuHa HeaocTaThHHOCT {BHKTE TOMKE 4.3).

Twii kato HE ca NPoBEXAAHH crielUHYHH NPOYUBAHHA NPH DaLUMEHTH ¢ OLOpedYHo yBpexkaane,
He & HeoOXOOMMO H3BBPIIBAHETO Ha CcHeUU(HYHH KOpeKHHH Ha Ao3ata. HeoBxogumo e
BHMMaHHe MpH MpHNarafeTo Ha AHKnodeHaKk Ha NalHEHTH ¢ JeKo a0 yMmepeHo ObOpedno
yBpexane (BuxTe To4ku 4.3 n 4.4).

Yepnodpobuo yepescdane
AJIMHPAJI e npoTHBOonOKa3aH TpH TALHEHTH ¢ YepHoApobHA HeAOCTATHYHOCT (BHKTE TOUKA
4.3).

Tsit karo He ca TPOBeXJaHH CHEUMQUYHM [POYYBAHHA NPH NALMEHTH
yBpeXKaaHe, He € HeoOXOAMMO M3BBpIIBAHETO HAa CHELH(GHYHH KOPEX



Heoﬁxo,unmo ¢ BHUMAaHHWE [IpKH [IpHIaralHeTo Ha ,IlHKJ'IOll)eHaK Ha NanHeHTH C JIEKC 10 YMEPEHO
YepHOIPOOHO YRpexnane (BHKTe ToukH 4.3 u 4.4).

Hauus Ha mpHICKEHHe
ITepopanno npunokeHHe,

Tabnetkure AJIMHPAIJL 1pabBa ma ce mOrnbIIAT LEMH ¢ TEYHOCT, 33 NPEANOYHTAHE Npeld
XpaHeHe.

4.3. IIpoTHBONOKASAHHN

» CBpPBXYYBCTBHTENHOCT KBM AKTHBHOTO BELIECTRO HIH KbM HAKOE OT [OMOIIHHTE BEILEeCTBa,
n35poeHy B TouKa 6.1.

AKTHBHA CTOMAIHA HITH YPSBHA A3BA, KBPBEHE WK nepdopatius (BrxTe Toukn 4.4 1 4.8)
[Ipes nocneanna TpuMecTsp Ha GpeMeRHOCTTA (BX. TOYUKA 4.6).

YeproapodHa HeAOCTATEYHOCT

BrOpeuna nexocTaTbYHOCT

Texxa 3acroiiHa cbpaeuHa HeaocraTsunrocT (NYHA II-1V), ucxemuvna Gonect na cnpuero,
nepudepuo aprepuanno 3abonssane 1/ UIH MOZBYHO-CHAORA GONECT

+ [Ilonobxo Ha ApyrHTe HECTEPOHAHHA NPOTHEOBLINANUMTENHH cpeacrea (HCIIBC), ATTIMHPAIL
¢ NPOTHBOMOKA3aH NPH HNAallMEHTH, NPHU KOHTC NPHCTHNHMTE HA acTMa, YPTHKAPHA WIH OCTBD

PHHHT ce MPOBOKHPAT OT aUSTHNCANTHLUHIOBA KHcenuHa Bnn apyra HCIIBC (eikTe Touky 4.4 1
4.8).

4.4 Coennanuy npeAynpesKIe¢HH H OPeAN43HE MEPKH NPH ynoTpeta

Obwu

Hexenanure nexapcTBeHH peakiMH Morar na OBJAT HaMaleHW KaTo 3a KOHTPOMHPAaHE Ha
CHMIITOMHTE ce ynoTtpebaBa Bb3MOXHO Haii-HHCKaTa e(eKTHBHA ZI03a 332 Bh3IMOKHO Hal-KpaTeK
nepHoA, oT BpeMe (BIDKTE ToUKa 4.2. H TIO-IONY MOCOYEHHTE racTPO-HHTECTHHATHHE H ChpAeUYHO-
CBIOBH PUCKOBE).

Cmomano-upesnu eexmu
Ipn eBewuku HCTIBC, BrirouMTeAHO OHENODEHAK ca CHODIIABAHH CIYYaW HA KbLPBEHE OT
CTOMAIHO-YPEBHUA TPaKT, A3BH MW nepopaliui, KOKTO Morat aa ObaaTt daranak B MoraT Oa
HaCTBIAT Ha BCEKH ETAI OT JIEYEHHETO, Che HIH Ge3 MpefynpeauTeNnHi CHMITOMH HITH JaHHH 33
aHAMHE3a 33 CEPHOIHM CTOMAIIHO-YPEBHH HHUMAEHTH. [lOCTENCTBHATA €a NO-TeXKH NpH
MALHEHTH B CTAPYeCKa Eb3PACcT. AKO NpH [NalMeHTH, NeKyBaHH ¢ Jukiodenak, HaCTHNH KhpBeHe
0T CTOMAINHO-YPERHHA TPaKT KW ce 0OpaiyBa A3Ba, IIPHEMBT HA JICKAPCTBOTO TpAOBa na Obae
NpeyCTaHOBex.

Kakro npu scnuks apyru HCIIBC, sxmountento AukinodeHak ce Hamara cTpor MeJHLIMHCKH
KOHTpONT H € HeoOXOAMMO CNEUHANHG BHHMAHHE, KOTATo IWKIo(peHaK ce NpeilHcBa Ha
OALHEHTH ChC CHMITOMM, YK23BalM CTOMAUIHO-YPEBHH HApYIIEHHHA HIIH C aHAMHECTHYHH
JaHHH, Tpe/NoNaraiiy 1388 Ha CTOMAXa WIH 4epBaTta, KbpBeHe HNH nepdopaums (BHXTE T04YKa
4.8). PHCKBT OT x¥bpBeHe OT CTOMALUHO-YPEBHHA TPAKT € [I0-BHCOK [pPH NOKAYBAHE HA [03aTa Ha
HCIIBC n npe nalnHeHTH ¢ aHaMHesa 3a A38a, oceOEeHO KO ¢ YCNOKHEHA OT KBPBEHE HIH
nepdopauna. [Ipn nauMeHTH B cTapyecka BBIPACT MMA MO-TONAM PHCK OT [10-4ECTa TIONBA Ha
Hexenauny peakiuy npH neyenne ¢ HCTIBC, ocobeno Ha KbpBeHe OT CTOMALOHO- qpeBBm[ TpaKT
HIH nepdopaiyi, KOUTo MoraT Aa Obaat daTanHu.




3a HamangpaHe Ha PHCKA OT CTOMALIHO-YPEBHA TOKCHYHOCT MpPH MallHEHTH ¢ aHAMHE3A 3a 3B,
0Cco0€HO aKO € YCJIOKHEHa ¢ KbpBeHe WIH nephopauis H NpH NAUHEHTH B CTAPUYECKA Bb3PacT,
nedeHHeTo TpabBa Ja ce 3amovBa M MOAMbPXA ¢ Hali-HHCKaTa edeKTHBHA J03a.

TTpH Te3H MalHEHTH, A CHILO H NPH NalWEeHTH, KOHTO HMAT HYXa eJHOBPEMEHHO OT JIeKapCTHa,
ChIbPHKAINY HHCKH A03H alleTHICATIMIHNOBA kucenuHa (ASA) win Apyrd NPOAYKTH, 32 KOHTO €
Bb3MOXKHO Ja YBEIM4aT PHCKA 3a CTOMALIHO-YPEBHHA TpakT, TpadBa Oa ce MMa NpeaBui
KOMOMHHpaHA TepPants ¢ NPOTEKTHBHY NPOAYKTH (HanNpHMEp MH30IIPOCTON HIIM MHXKUGHTOPH HA
IPOTOHHATA NOMMA).

[MauneHTH ¢ aHAMHE3a 33 TOKCHYHH CTOMALIHO-YPEBHH NPOABH, 0COOCHO MAHEHTH B CTApYECKa
Bb3pacT, TpAOBA Ja choOINaBaT 3a BCHYKH HeoGHUalHH KOPEMHM cHMNTOMH (0COOEHO KbpBEHE).
[Ipenopbuia ce BHHMATENHO INPHIOXKEHHE NPH IALHMEHTH, NONYYaBallH €AHOBPEMEHHO
NPOAYKTH, KOMTC MOTaT Ja IOBHIIAT pHCKA OT KbpBEHE, KATO CUCTEMHH KOPTHKOCTEPOHIH,
AHTHKOATY/IaHTH, AHTHTPOMOOTHYHH MPOAYKTH HJIH CENEKTHBHH HHXHOMTOpH Ha ofpaTHOTO
3axBallafne Ha CEPOTOHHHA (BIKTE TOYKA 4.5).

HeoGxonum € ¢Tpor MeAMUHHCKH KOHTPON H BHHMAHHE TIPH NALHEHTH ¢ YILEPO3eH KOJHT I
Bonect na Kpon, Toil KaTO CHCTOAHHETO MM MOXKE Ja C€ BJIOLIY (BUKTe Touka 4.8).

HCIIBC, ernwountenno auknodeHax, Moske da ¢a CBBP3aHH C YBEIHYEH PHCK OT H3THYAHE OT
CTOMaillHO-4YpeBHa anacTomo3a. [IpenopruBa ce BHHMATENHO MEIMIMHCKO HabIIOAEHHE M
MOBHIIEHO BHHMaHHe NpH ynotpebara Ha nuknodeHak crel CTOMALIHO-YPEBHA XHPYpPrHYHA
HHTEPBEHIIHA.

Yepnodpobru epexmu

Heobxomum € cTpor MeaMUMHCKH KOHTPON, KOTATO AMKIOMEHK ce MPeANHMCBA HA MALIMEHTH C
yBpenena yepHoApoOHa QYHKIHA, Thil KATO CHCTOAHHETO HM MOXKE A CE BIIOLIH.

Kaxro ¥ npu apyrute HCIIBC, Bxmoynrenso auxnodeHak, MOTaT Ja ¢ MOBHIIAT CTOHHOCTHTE
Ha €IWH WIH TIOBEYE YepHOAPOOHH eHsuMu. KaTo npeanasHa MApKa NpH NPOTBIKHTENHO
Nleuenne ¢ AHKI0QEeHaK e HeobX0oaHMO NEPHOAHYHO Aa ce clieliH YepHoApoGHaTa QyHKUMA, AKo
CTOHHOCTHTE Ha YEepPHOAPOOHHTE MOKA3ATEeNH NpOIbL/KABaT Aa ObAAT W3IBBH HOPMATA HIIH Ce
NOKa4yBaT B rojsMa CTENEH, aKe C€ IOABAT NPH3HAUM HMH CHMOTOME Ha 4YepHOApobHO
3a00NABaHe, HIH ako HACTBLNAT APYrH nNposeH (eo3HHOMIMA, OOpHEB), MPHUIOKEHHMETO HA
auknodeHak TpaOBa na Obae MpeycTaHOBEHO.

XenaTuT MOXe 1a HAaCcTbllH NpH ynorpebaTa Ha AnkiaodeHak u 6e3 MpoAOPMATHH CHMITOMH.
[lopHineHo BHHMaHHE € HEOOXONHMO MNpH IPHIOKEHHe Ha IUKIO(EHAK NpH TALHEHTH C
YepHOApoOHA nopdUpPHL, NOPaAH BE3MOKHOCTTA TOM Aa OTKIIOMH MPHCTHI HA 3a5019RaHeTo.

Bvopeunu echexmu

Teii kaTo ca JOKNaABAHH CAYHYaH Ha 3aABPKaHe HA TEYHOCTH H OTOLH N0 BPEME Ha JIEUEHHE ¢
HCTIBC, pxmountendo amxiogenak e HeoOxoaumo ocoGeHO BHHMAHHE NpPH MALMEHTH ¢
YBpeAcHa CEpACUHA HIH 6wbpevna GyHKEHA, ¢ aHAMHESA 34 XMNEPTOHHA, MAUMEHTH B CTapuecka
Bb3pAcT, MALMEHTH €IHOBpEMEHHO MpHeMANM [JHYPeTHUM HIH MPOAYKTH, KOHTO MOraT
CEpHO3HO 13 MOBIHAAT ObOpevHara QYHKUHA, KAKTO W MPH NAUMEHTHTE CHC CBINECTBEHO
HaMa/IgBaHe Ha eKCTpalelynapHHsa o0eM He3aBHCHMO OT NMPHYHHATA, HATIPHMED MpelH H clel
rofieMy XHpYPrHYHH HHTEPBEHUHH (BHATe Touka 4.3). B Te3n cnyuam, kaTto npegnazHa Mapka
npH ynotpebara Ha aukiodeHak ce NpenopeuBa npociefdBaHe Ha OuOpeuHaTa ¢yHKuns.
CnupaHneTo Ha TepannaTa oOHKHOBEHO CE NOCTEABA OT BB3CTAHOBABAHE HA HAXOJHOTO HHBO.

Kooxcnu edhexmu
BeB Bphika ¢ npunoxenneto Ha HCTIBC mHoro pagko ca cpobluaBanu TeKKH
HAKOH OT KOHTO C (haTajeH H3XOJ, BIJIFOMHTENHO eKcONMaTHREH HepMar




CrupbHC-/DKOHCEH H TOKCHYHA emHIepManHa Hekponusa (Buxkre Touka 4.8). Hsrmexna, ue
MAlHEHTHTE €A ¢ HAH-BHCOK PHCK OT TAKHBA PeakiMyd B HAYANHHTE €TanM Ha Je4YEHHETO, B
NOBEYETO CIy4YaH HauallOTC Ha peaKUHSTa C¢ NpOSBABA B PAMKMTE Ha ITLPBHA Mecell OT
neveHHeTo. fleuennero ¢ AHKNoGeHak TpAGBA Jla ce MPEYCTAHOBH NPH TPBATA M0ABA HA KOXKEH
00pHB, NMMraBHYHA JIe3HA HIM KAKBATO H Aa OHII0 npOsBH HA CBPBbXYYBCTBUTENHOCT.

Kakro npu apyrure HCIIBC, B peakn ciydau npH JeveHue ¢ IHENO(GEHAK MOrar na HACTbRAT
aepruyHH peakiyH, BKIYHTENHO aHadHNaKkTH4HI/ aHaDHNAKTOHAHH peakuin §e3 npeaxoaHa
€KCMNO3HLMA HAa JIeKapceTBOTO. PeakuuuTe Ha CBPBLXHMYBCTBHTENHOCT MOXE CBIUIO Taka Aa
IporpecHpar go cuHapoM Ha Kounis — cepHo3Ha alepridHa peakins, KOATO MOXE Aa JOBEAE
Ao uudapkr Ha MHoxapia. CHMOTOMHTE H4 TaKHBA DEaklMH MOXe Ja BKIIOUBAT BONKa B
CBPAHTE, KOATO Bb3HHKRA BbB BPYB3KA ¢ ANEPTHYHA PEAIIUA KbM AUKIodeHAaK.

Cupoeuno-cvoosu edexmu

Jleyennero ¢ HCTIBC, BkmountenHo IMiiodeHak, ocoDeHO BBE BHCOKH JA03H H TIPH
NPOSBILKHTEIHO JIeYeHHE, MOXe Ja ObJe CBBP3aHO C JIEKO MOBHINEH DHCK OT CEPHO3HH
CHPAEYHO-CBAOBH TPOMOOTHYHH CEOMTHA (BKIIOUATENHO MHYAPKT HAa MHOKAPIA B HHCYIT).
OOMKHOBEHO JIEUEHHETO ¢ JAHKJIO(GEHAK IPH NAIMEHTH C YCTAHOBEHO CHPAEYHO-CHIAOBO
3a0onqBaHe (KOHTecTHBHA CBpAeYHAa HeJOCTATBUHOCT, YCTAaHOBEHa HCXeMH4Ha (onecT Ha
CBpLETO, 3a00NABaHe Ha mepHbEpPHHTE APTEPHM) HIH HEKOHTPOJHpAaHA XHIEPTOHHS HE ce
npenoppyBa. [lpH HeoOXOXMMOCT, MALMEHTH ¢ YCTAHOBEHO CBHPACYHO-CHIOBO 3aboisBaHe,
HEKOHTPOJHMpaHa XHMNEPTOHHA HNH 3HAYHTENHH PHCKOBH (AKTOpH 2a ChplaedHO 3abondBaHe,
Morar ja 5baT NeKyBaHH ¢ AHKNOgeHaK caMo clel BHEMATe/lHA MpeleHka H ¢aMmo ¢ o3k <100
mg AHEBHO, KOTATO JIEUEHHETO NPONEIIKH 32 TIOBeYe 0T 4 CeXMHLH (BIXKTE To4Ka 4.4).
HeobxoaMMocTTa Ha MALMEHTHTE OT CUMIITOMATHYHO O0/NeKYeHHe H OTrOBOpa KbM JIEYEHHETO
TpadBa Aa 6BAAT MPeOLCHABAHU MEepHOAHYHO, 0CODEHO KOraTo JIeYeHHeTO NPoAbIXasa NoBeye
oT 4 celMHuH, [TaunenTuTe TpAGRa na GbAaT OAHTENHH 32 NPU3HALK M CHMITOMH H& CEPHO3HM
atepoTpoM0OTHYHE cBOMTHA (HanmpuMmep OonKa B rBpAHTE, HEZOCTHT Ha BB3AYX, cAabocr,
HeAceH TOBOP), KOWUTO MOraT Ja BLIHHKHAT BHesanno. B caywali na nopobuo cwbntue,
nalHeHTATE TpAOBa Aa 6BAAT HHCTPYKTHPAHH Ja IOTHPCAT NeKap HezaGaBHO.

HeobxoauMo e na ce oCHrypsaT moaxoifilo HabmioneHye W CHBET 32 NALMEHTH C aHAMHE3a 33
XHNEPTOHHA W/MIIH Neka A0 YMEpPEeHa KOHIeCTHBHA ChpHeYHA HEAOCTATBYHOCT, ThH KaTO MMa
CHODIIEHHS 33 OTOUH M 33IPBKKA Ha TeMHOCTH, CBEp3aHH ¢ nevyenuero ¢ HCITBC.

KnuHHYHH Npoy4BaHHA W ENHIEMHONIOTHYHH NaHHH MOKa3BaT, de ynorpebarta Ha JuknodeHak,
ocobeHo BBB BHcoka qo3a (150 mg qHeBHO) W NpH NPOABIKUTENHO MPHIOKEHHE, MOXe Aa ObHe
CBBpP3aHA C JIEKO TIOBHILEH PHCK OT apTepHanHH TpoMOGOTHYHH ChOMTHA (HampuMep MMOKAPJIEH
HH(ApKT HIH HHCYIT) (BHIKTE TOUKA 4.4).

HeobxonuMo e BHMMaTenHo oOMHCIAHE NpPH JleYeHMETO ¢ AHKIOMEHAK Ha NAUMEHTH ¢
HEKOHTPOJIHPaHA XUIIEPTOHHS, KOHTeCTHBHA ChLpJeYHa HeAOCTaTLYHOCT, YCTAHORSHA HCXEMHYHA
Oonect Ha chpueTo, 3a0onaBaHe HA nepHdEepPHUTE APTEPHH H/MITH MO3BYHO-CHAOBA Gonect.
[MauneHTHTe CBHC 3IHAYMTEITHH PHCKOBH (AKTOPH 33 ChPASYHO-CHAOBH CHLOMTHS (HANpHMEp
XHMEPTOHHA, XMIEPNHNHAEMHs, 3axapeH Auaber, TIOTIOHONylIeHe) TpAOBA Ja ¢e NeKyBaT ¢
,IlHKHOtl)eHaJ( caMo cJea BHHMATEIHA NpelcHKa. Teii kKarto CbpPACYHO-CBAOBHAT PHCK NpPH
JUKIoeHaK MOXe Za HApacHe ¢ 103ara H MPOIBIKHTENHOCTTA HAa eKCNO3UUMA, Tpabea a ce
npunara Had-Huckara edeKTHRHA fA033a 3a BB3MOXKHO Hali-Kparkud MEpHOA OT Bpeme.
[epuopuuno Tpabea Aa ce MIBLpIIBA NPEOLeHKa HA HeoOXOOMMOCTTA HA NalUeHTa OT
obliexyaBaHe Ha CHMOTOMHTE H OTrOBOPA KHM JICUCHHETO.

Xemamonozuunu egexmu
IIpn npoabaxkurenHa ynorpeba Ha auKnIodeHak, KAKTO H MpH OCT
IpenopbYHTENHO PEJOBHO NPOCIeAMBAHE HAa KPbBHATA KADTHHA.




Kakro ocrananure HCTIBC, muknodeHak Moske BpeMEHHO A2 MOTHCHE AarperaumsaTa Ha
TpombonuTuTe. TlalMenTHTE © RAapyINEHHS B KPbLBOCHCHPBAHETO Tpabea aa Hbaat vabmoaasanu
BHUMATEJIHO,

Cenvmemeawa acmma

Ilp1 nauueHTHTE C 4CTMA, B CPABHEHHE C JIPYTHTE NALMEHTH €2 [I0-4ECTH Ce30HHHTE ANEPruvHH
PHHHTH, OTOKBT H2 HOCHATa juraBuua (T. Hap. HOCHH MOJHNH), XPOHHYHH OOCTPYKTHBHH
6enoipobun 3abonABaHHA HIH XPOHHYHH HHGEKUHH Ha AHXaTeNHHTe nbTHIUA (0CO0EHO aKo ca
CBbp3aHH CbC CHMNTOMH, NoAoOHH Ha aleprudeH puHHT), peakuun crnpamo HCIIBC karo
ex3anepbauna Ha acTMara (T. Hap. HEIOHOCHMOCT KBbM aHANITETHLH/ aHANTETHYIHA acTMa), OTOK
Ha KBuHKe HAM yTpHKapua. Ilopagd TOBa NpH TE3W NALHMEHTH ¢a HeOOXOAMMH CIIELHANHH
Mpeana3Hd Mepxu (TOTOBHOCT 3@ chneilHa moMoln). ToBa ce OTHacs ChIO TAKA H 33 MALHEHTH,
ANEPTHYHH KbM APYTH BEIECTBA, HANMPHMEP C KOKHH PeakLWH, ChpOek MaM YPTHKAPUA.

Hayuenmu e cmapyuecra ev3pacm

Ocobeno BHHMaHHe € HeOOXOZHMO IPH MALMEHTH B CTAPYECKa BB3pAcT TOPAAH OCHOBHH
MEAMLIHHCKH chobpaxenns. [Ipu Te3n MAHEHTH, KAKTO ¥ TIPH TTALHEHTH ¢ HHCKO TENECHO TErio
ce npenoprysa ynoTpedara Ha Hal-HHCKATa epeKTHBHA [03a.

Bzaumooeiicmeue ¢ HCIIBC

Tpabpa na ce n3barea eTHORPEMEHHOTO NpHIOKEHMe HA AHKnodenak u cuctemMun HCIIBC,
BIJNIOYATENHO CENCKTHBHH HHXMOMTODH Ha LHMKIOOKCHreHasa-2, Nopail BB3MOXHOCTTA OT
HEXENAHH peakiud (BHXKTe Touka 4.5).

Macrupane npushayume na unperyus
[Monobuo wa ocrananute HCIIBC, mopagyu dapmakoauHaMHYMHHTE CH CBOHCTBA ZHKIO(eHaK
MOXe€ J1a MaCKHpa NPH3HALMTE 1 CHMATOMHTE Ha HH(EKLHH.

AJIMHPAJ cuALpika JaKTo3a, NPOOHIEH ININKOI, chHCET #¥bAT0 (FCF) anymuamer Jax
(E110), Taprpazas anymunnes aak (E102).

[NanyenTy ¢ peaxH HacneacTBeHH 3a009BaHHA KAaTO MATaKTO3HA HEMOHOCHMOCT, Lapp nakrasen
AedHUNT MK IMOKO30-TaNakTo3HA Manabcopbuua He TpabBa na npHemMar ToBa JEKAPCTBO.
IlponuieH CIHKONBT MOXKE Aa NPHYHHH CHMNTOMH, NOJAOOHH Ha ankoxonHo omusHeHue (400
mg/kg npn Be3pacTHH 1 200 mg/kg npy Aena).

CeHucer %5010 (FCF} anymunuer nak (E110) n taprpazus anymuuues nax (E102) morar na
NPHYKHAT aJIEPrHYHH PEAKIHH.

4.5. BaaumoaeiicTBHE ¢ IPYrH JeKApPCTBEHE NPOJYKTA H APYTrH (opMA Ha B3aHEMO/IeHicTBHE

HabpoeHnTe no-fony B3aHMOAEHCTRHA BKIIOUYBAT HAGM0AaBAHHTE NPH AHKN0PEHAK CTOMANIHO-
YCTOHYHEBH TabneTkH H/HMH APYTH TEKAPCTBeHH GOPMH Ha JHKIOEHAK.

Habawaapanu B3aEMoelicTBAS, KOATO TpabBa A4 ce B3eMAT OOJ BREMaHHE
Mownu CYP2C9 unxubumopu: Tlpenopbdpa ce MOBHIIEHO BHHMaHHE NPH €IHOBpEMEHHATa

ynorpeba Ha nuinodenak u MowHH CYP2C9 uuxuburopu (karo CcynQHHIHpazoH M
BOPHKOHa30]1), KOeTO MOXKe jJa [OBeJe A0 3HAYHTCNHO YBEIHYSHHE HA NHKOR




Jlumudi: Tlpy eNHOBPEMEHHO MPHIIOKEHHE ¢ JIHTHI, THKIOheHaK MoXe A3 NOBHIUH [LIa3MEHHTE
KOHLeHTpauuH Ha Jutuil. [Ipenopryea ce mpocaeasBaHe HA CepyMHHTE HUBA HA JIMTHIA,
Auzoxcun: 1Ipn eAHOBPEMEHHO NpPHIOXKEHHE C AWMOKCHH, OUKIO(EeHax MOXE [a MOBHLIM
MIa3MCHHATE KOHUSCHTpAUHH HAa THTOKCHH. HPGHOPB‘IBE Ce NMpoCc/I€JABAHE HA CCPYMHHUTE HHBA Ha
JHTOKCHH,

Huypemuyu u  aumuxunepmensusnu aexapcmea: Kakto mnpu ocranamure HCIIBC,
€NHOBPEMEHHOTO NMpPHIOKEHHE Ha OHKIC(EHAK ¢ AMYPETHIM H aHTHXHIIEPTEH3HBHH JIEKAPCTBa
(nanp. Oera-OnokepH, HHXHOMTODH Ha AaHTHOTEH3HWH-KOHBepTHpAalHA eH3uM (ACE
HHXHOMTOPH)) MoOXke Ja HaMand aHTHXUIEepTeH3uBHHA WM edext. Topagu ToRa, TasH
KoMOuHauua TpAOBa ma ce npwiara ¢ ocoOeHO BHHMAHHME M MALHEHTHTE, Haii-Beye Te3H B
cTapyecka BBL3PAcT, MEPHOAMYHO TPAOBA A3 MPOCHEAABAT CTOMHOCTHTE HA APTEPHANIHOTO CH
HanaraHe. Ilopaay nNOBHLIEHHS PHCK OT HedPOTOKCHYHOCT (BrxkTe TOYKa 4.4), mauueHTHTE
TpabBa aa 6paar aobpe XuApaTHpanH, a 6b0pednarta um GyHKIHA TpaGBa Aa On1e npocineassada
NpH 3anoybaHe Ha KOMOMHMpaHo nedeHue ¢ AHypeTHUM H ACE HHXHOMTOpM, KaKTO W
NEPHOJHYHO CTIE TORA,

Luxnocnopun: Kakro ocranamure HCIBC, auknogenak Moxe fa MOBRIIA HeGPOTOKCHIHOCTTA
HA UWKIOCNOPHR NOpaAH NOBNHMABaHe Ha OnOpeunnre npocrarnamgubu. Topagu ToBa, Toit
TpabBa Ja ce NpHIara B MO-HHCKH J03H OTKOJKOTO IpPH TAIHEHTH, KOUTO He NPHEeMAaT
UMKSTOCTIOPHH,

Jexapcmea, npuxunseayy xunepxaauesmus: ENHOBPEMEHHOTO TNPHIGKEHHe Ha Kanmui-
CbXPAHABAINH OHYDETHUH, UHKIOCMOPHH, TAKPDOJIHMYC HIH TPUMETONpUM Moxke paa Obie
CEbLP2aHO ¢ NOBHINEHH CEPYMHH HHBA HA KalHil, KOMTO cnejiBa Ra ce NPOCIEAABAT uecTo (BIDKTE
TOYka 4.4),

Xunonorosu anmubaxmepuannu Aexapcmsa: ChOGIMEHH ca H30MUPaHH Cy4YaH Ha CBPUORE,
KOHTO MOXE [a ca MPeAH3BHKAHH OT € JHOBPEMEHHOTO NPHIIOKeHNe Ha XxHHoNoHU W HCTIBC.,

OuaxpanH B3auMoaeicTBIA, KoHTO TPAGBA 13 ce BleMaT HoJ BHHMAHHE

Hpyveu HCIIBC u xopmuxocmepoudu: EAHOBPEMEHHOTO NPHIOKEHHE HA AHKIO(eHak ¢ pyri
cuctemid HCIIBC wuIHM KOPTHKOCTEpPOMAH MOXe Oa IOBHMINH YecTOTaTa Ha HEKEIaHHTe
CTOMALIHO-9PEBHHA NEKapCTBEHHA peakuuH (BHXTE Touka 4.4),

Anmuxoazyranmuy u aumumpomboyumnu cpedocmea: [Ipenopbvpa ¢ MOBHLISHO BHUMaHKe, Thil
Karo elHOBPEMEHHOTO IIPHIIOkKEeHHe MOXE Ja MOBHLIM pHCKa OT KbpBeHe. Bompexn ue
KIMHHYHHTE H3CIeOBAHHA He TNOKasBal, d4e [JuknodeHaK MoOBJAHABA AcliCTBHETO Ha
AHTHKOATYJIAaHTHTE, HMa CHOOLIEHHA 33 MOBHLICH PHCK OT KPBHBOM3IMB NMPH TIALMEHTH, KOMTO
nony4JaBaT €IHOBPEMEHHO AHKIOBCHAK H AHTHKOArylaHTH. I1o TasH MpUYHHA ce mpenophyBa
BHUMATENHO HabmoaeHHe Ha TAKHBA TAllHEHTH.

Cenexmugnu unxubumopu na obpamuomo 3axsawyane #a cepomonuna (CHO3IC (SSRI):
EnnospeMendoto npunokenue wa cucremun HCIIBC, skiountenno avknodenak, n CHO3C
MO3Ke N4 YBEIHYH PRCKA OT KbPBEHE OT CTOMALIHO-UYPeBHHA TPAKT (BHKTE TOMKa 4.4).
Anmuduabemuu rexapcmeeny npodyxmu: KIHHUYHATE TpoyYBaHHA MOKA3BAT, 4e AukiodeHak
MOXe 1a ¢ npuiara eJHOBPEMEHHO ¢ NepopanHH anTHIMabeTHH mexapcTea Oe3 Aa NOBNHABA
TEXHHS KIHHHYeH eext. Boopexu ToBa, B Xoaa Ha NedeHHe ¢ auk1odesak ca crobimenn
H30/IHPAHK CIy4ad Ha XHNOIVIHKEMHA H XHOCPrIMKEMHs, Halaramy NpOMAHA B J03aTa Ha
aHTARMAOETHHTE NpoAyXTH. BBB Bpb3ka ¢ TOBA, KaTO TpeANasHa MAPKA Cce MpenopbyBa
HabmoaeHHe Ha HHBATa HAa KPLBHATA 3aXap N0 BPEME Ha eHOBPEMEHHOTO HPHIIOKEHHE HA ABaTa
NpOIYKTA.

Memompexcam: JluxnodeHak Moxe na HHxuOHpa TyOynapHus 616pe
METOTPEKCAT, KaTO NOBHIUABA HUBATA HA METOTpekcar. [louuieno BRHMaHK
npunoxkenne Ha HCITBC, BkmounTenno auknogeHak, B Cpok no-MaTBK | >




Clefl JigdeHHe ¢ METOTpekcaT, NOpadH BBIMOKHOCTTA 34 IMOBHINABANE HA ILTa3MeHarTa
KOHLEHTPALMS Ha METOTPEKCAT H YBETHYABAHE HA TOKCHYHOCTTA MY.

@enumoun: lpenopbysa ce MOHHTOPHDAHE Ha N1A3MEHATa KOHLUEHTPAUMA Ha QEHUTOMH NpH
eNHOBpeMeHHaTa My ynoTpeba ¢ aukiodeHak, nopagu o4akBaHO YBEIHYEHHE HA €KCIO3HLMATA
Aa (pEHUTOHH.

4.6. ®epTRIATET, GpEMEHBOCT B KBPMeHE

XKenu ¢ aereposer HOTEHUWAD
Hama NocTaThyHO JAHHH, 33 A4 C@ HANPABAT KOHKPETHHW TPENOPEKH 33 JIEUCHHE HA XKEHH ¢

AETEPOOEH ITOTEeHLHAM.

BpemenHOCT

HsMa pocTarbuHo JaHHM 3a ynmoTpebara Ha AMkNodeHak Tpn OpemeHHH xeHH. [Topaan Tosa,
nuknodenax He TpAOBA Na ce H3MON3BA NpPe3 IBPBHUTE 1BA TPHMECTHPaA OT GPEMEHHOCTTA, OCBEH
AKO QYAKBAHWTE MOJN3M 32 MaliKkaTa HAABHIIABAT pHCKOBeTe 3a mioja. KakTo npH ocTaHanmuTe
HCIBC, ynorpeGata Ha awkinodeHak npez TpeTHA TPHMECTBPp oOT OpeMeHHocTTa €
NPOTHBOMOKA3aHa TIOPaAH Bb3IMOXHOCTTA 334 MAaTOYHA MHEPHHA M/ HIM NPEeXAEBPEMEHHO
3aTBApAHE Ha JYKTYC apTepHo3yc {BHKTE Todka 4.3),

KnpMmene
Kaxro u apyru HCTIBC, nuxnodenax npeMiunasa B KbpMaTa B Manku konnuyectsa. Hopaau Toga,

auxnodesak He TpAOBa Ja ce npuema Mo BpeMe Ha KBpPMeEHe, 3a Ja ce M30erHaT HemenaHuTe
JIEKAPCTBEHH €(EKTH 338 KbpMa4ueTo.

Peprunurer

Kakro u apyru HCIIBC, npunoxennero Ha auknodeHak Moxe jAa yBpeld QepTHaMTeTa IpH
HEHH H He Ce [IPernophYBa IIPH KEeHH, KOHTO NPaBAT ONMHTH 1a 3abpemenear. IIpH keHH, KOHTO
HMaT TPYJAHOCTH NpH 3abpemeHABaHe WIH ce H3cneasar 3a Gesmnonue, TpaOpa xa ce obCban
TipekpaTABaHe Ha ynoTpebara Ha quknodeHak.

4.7. E¢exTn BEpXY cnocoGHoCcTTA 32 Modupade H paoTa ¢ MAIIHHA

TManyenTuTe, KOUTO EMAT 3PHTENHM HAPYLLIEHHS, TYBCTEAT 38MAAHOCT, CBETORBPTEXK, ChHAHBOCT
HJIH APYTH HAPYUIEHHA HA USHTPANHATA HEPBHA CHCTEMA AOKATO npuemar guwiodenar, Tpadra
Ja u364reat aa modgHpar HIH Aa paboTAT ¢ MallHHH.

4.8. HexxenaHd JeKapcTBeHH PeaRIAH

HatHute OT KIMHMYHHTE NpOYYBAHHA M ENHASMHOJOHYHHTE [JaHH¥ EMHAKBO C¢OYaT KbM
HOBHIIEH PHCK OT ApTEepHAalHH TpOoMOOTHYHM cpbuTHA (HANpUMep MHOKApAeH MHOMApKT WK
HHCYIT), CBBp3aHH ¢ ynotpebarta Ha guknodeHak, ocobeHo npH BHcoka jno3a (150 mg auepno) u
IPH MPOABLIKHTENHO JIeUeHHE (BUXKTe TouKa 4.3 1 Touka 4.4).

Hewenanute nexapcTBeHH peakliny (Tabnuua 1) ca fokNaABAHH NPH KJIMHHYHH H3MMTBAHHA W/
WM OT CICHTAaHHH CLODILEHHA, MM OT JHTEPATYPHH H3TOUHMLM H ¢a W3GPOSHH CHIIACHO
MedDRA no cucTeMO-OpraHHH kiacoBe. BBB BCeKH CHCTEMO-OpraHeH KIag (HTE
PEaKLHK Ca MOAPEJEHH CNope] 4ecToTaTa KaTo Half-4ecTHTE ca HA MBPBO
rPYNHpPaHE B 3aBUCHMOCT OT YECTOTAaTd HEXENAHUTE peaklHH ca H30POeHH
OTHOINEHHE HA TAXHATA CEPHO3HOCT. YecTOTHTE ca ompelencHH KaTo e




KOHBEHL#A: MHOTO YecTH (> 1/10), yectu (> 1/100, < 1/10), HeuectH (> 1/1 000, < 1/100), penxn
(> 1/10 000, < 1/1 000), MHoro peaxu (<1/10 000), ¢ HeH3BeCTHA 4eCTOTA (OT HANHYHHUTE JaHHH
HEe MOXe Nia Obje HanpaBeHa OLEHKa).

H3bpoennTe no-n0ny HexenaHH NeKapcTBEHH peakuuy BKIIOUBAT ChoOleHHs npH ynoTpeba Ha

IHKNOQeHaK CTOMaWIHO-YCTOHYMBM TabneTkH ©/ HIH JpYTH NeKapcTBeHH (opMH Ha
AHKIO(PEHAK, KAKTO PH KPaTKOCPOYHA, TAaKa H [IPH JBITOCPOUHA yIoTpeba.

TaGnana 1: Hexelann JiekapeTBeHN PeaKIHE

HapymrenHus HA KpBBTAa H THM$HATA CHCTEMA

MHuoro peniH TpomGoUATONEHHA, NEBKONEHMA, aHEMHA (BKNOUHATENHO XEMOAMTHYHA H
ANNACTHYHA aHEMHUA), ATPAHYIOLNTO3A

Hapymenng Ha EMYHHATA CHCTEMS

Penkn CBpPBXYYBCTBHTENTHOCT, aHA(HIAKTHMHH ¥  aHAQHIAKTOMAHH peakiHH
(BKIKYHTERHO XMAOTOHKA H IIOK)

MHoro peaku AHTHoezeM (BKIIOYHTEIHO OTOK HA JIHLETO)

IlcRxH9HN HapYLICeHAS

Muoro penku Hesopuentauns, JjenpecHs, Oe3cbHME, KOMMApH, pa3dpasHHUTENHOCT,
NCHXOTHYRH HapylleHHs

Hapymenus 52 HepBHATA CHCTEMA

Yectn I'nasobosnue, 3aMaiHOCT

Penku Counusoct

MHoro peaku IlapecTesus, HapylleHMA Ha TaMeTTa, TBPUOBE, TPEBOXKHOCT, TPEMOP,
aCenTH4YeH MEHHHTHT, NOPOMAHA BbLE BKyca (IOHCTEY3IHA), MO3IBYHO-ChAOB
HHIMIEHT

Hapymenns na ounTe

Muoro penxu | Hapywenne Ha 3PEHHETO, 3aMEBIMEH0 3peHHe, THILIONHAL

Hapyieana na yxoTo u 1aOHpHAT:

YectH Bepruro

MHuoro penku BroweH cayx, THHHTYC

Crpnednn sapymenns

Heuectn* HadapkT Ha MuOKapha, CbpASYHA HEXOCTATHYHOCT, MANMHTAUHH, DONKa B
rbpAUTE

C wenzpectrHa | Cunapom na Kounis

YeCTOTa

CnaoBH BaApYIEHHA

MHoro peaku | XuneproHns, BACKYJINT

PecoapaTOpHHE, TPLAHE H MeAHACTHHAJIHE HAPYIIEHHR

Penxu AcTMa (BKIHOUHTENHO JJHCITHEN )

MHoro peaku TTHEBMOHKT

CroMatino-apeBaHE HAPYIICHHAN

Yectr l'agene, noBpbuIaHe, OUApHA, JUCNencHd, KopeMHAa (onKa, thraryrneHuus,
HamMalleH aleTHT

Peaxn FacTpHT, KbpBeHe OT CTOMAIMHO-YPEBHHMS TPAKT, XeMaT MelIeHa,
KbpBaBa Auapws, CTOMAllHA WM HpeBHa 51388 ChC MW BEx{xpiing, my
nepdopaius. PG




MHoro peaxu

KojuT (BKIIOYHTENHO XEMOparuueH KOJNHT M ekzalepbauud Ha yiuepoleH
koauT unku Gonmect Ha Kpow), 3anek, CTOMATHT, TJIOCHT, HApYyIIEHHE Ha
XpaHOIpoBOAd, IHA(PPArMa-noaobHH CTECHEHHS Ha YepBAaTa, [IAHKPEATHT

C Heussectna | McxeMuueH Konur

4eCToTa

XenaTo(uaAHaApPHE HAPYLIEHHS

Yect IToBHIIEHH TPaHCAMUHA3H

Peaxn Xenarur, XXBITEHHLA, YEPHOAPOOHH HAPYILISHHS

MHoro pegku QynMHHAHTEH XenaTHT, uepHoApoOHa HEKpO3a, yepHoapobHa
HEAOCTATBYHOCT

Hapymenns HA KOKATA H NOAKOXKHATA ThKAH

YecTn Obpus

Penxu Yprukapud

MHoro peaku

Bynosen nepmaTuTt, ex3ema, epHTema, epuTema MynTtHgopme, CHHOpoM Ha
CrupbHc-/IKOHCBH, TOKCHYHA enHpepManHa Hekponmsa (CunapoM Ha
JNafie), excthonHaTHBEH IepMaTHT, KocoTan, peaknn Ha
($OTOYYBCTBHTENHOCT, IYPIYPa, AlepruyHa nypnypa, cbpbexk

Hapymenas ga 6u6pennre 8 THRKOUHNTE THTHING

Muoro penkn

Ocrpa Gb0OpeyHa HeNOCTATBYHOCT, XEMATYpPHA, MPOTEHHYPHA, HePpPOTHUEH

CHHJIpOM, TYOYNOo-HHTEpCTHIMATIEH HEeQpUT, OLOpeYHa manuIapHa HeKpo3a

O0Wn papymensn B edeKTH HA MACTOTO HA NPRJI0KEHAE

Penxu

[ Ortox

*UecTorara oTpasiBa JaHHH OT MPOABIKUTENHO JeYeHHe C BUCOKH 03K {150 mg)

Onncanne Ha l|36pallﬂ HEXKENARH JIeKAPCTBCHE peakKoEHH

AtepoTpoMioTAUHY CHLORTHR
(DapMaxoenyIeMHOIONHYHHTE JaHHH H Te3H OT Mera-aHanu3a codaT 3a JeKO NOBHIIABAHE HA

PHCKa OT Aarepo

TpOMOOTHYHH CEOMTHA (Hanpumep MHQApPKT Ha MHOKAapAa), CBbP3aHH C

ynotpedara Ha AHKNodeHak, ocodedo IpH BHCOKHM A03M {150 mg AHEBHO) M MO BpeMe HA
NpPOOBIKHTENHO JleyeHue (BHKTE Touka 4.4).

Cpobiuarane Ha NOJO3MPAHH HEKEAAHH PEAKIIHH
CrobinaBaHero Ha NOA03HPAHH HeKeNaHH PeakuuH c¢jea paspellapaHe 3a ynorpeba Ha

NEeKapCTBEHHA TNPOAYKT €  BaKHO.

CHOTHOLOSHUETO

Tosa nozBonsiea Ja TNPOALIKH HAGIIOJEHMETO HA
MON3a/pUCK 38 NeKApCTBeHuA npoaykT. OT MeSHUMHCKWTE CICUMANHCTA ce

H3HCKBAa Ja choOLIaBaT BCAKA Noao3HpaHa HEXEIaHa peaklHg vpes HALHOHAIHATA CHCTEMA 34

¢wobImapane:

HsmenHHTeNnHa areHIuA 1o JEKapeTBaTa
ya. Hamas ['pyes” Ne 8

1303 Codpun

Ten.: +359 28603417
yeOcaiit: www.bda.bg

4.9 IIpeaoznpane

CaMITOMH

HeMa THNHYHA KIHHHYHA KapTHHa, aconHHpaHa ¢ NpeAOIHpaHe C IIHKHDCI)EH

MOXE Aa INpelH

3BHKA CHMITOMH KaTO: MOOBPBLIIAHE, CTOMALIHO-YPCBH
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3aMasHOCT, THHUTYC WIH rbpuoBe. B Cilydad Ha 3HaYMMO OTpPABAHE € BEAMOMKHO N4 HACTBIAT
ocTpa 6b0peyHa HeIOCTATHYHOCT H YEPHOAPOGHO YBpexKAaHe.

TepaneBTHIHH MePKH

Jleuennero Ha octporoTo orpasHe ¢ HCIIBC, prirouHTenHo IuknodeHak, BKIIOYBA TIABHO
NOAABPXAIH MEPKH H CHMITOMaTHYHO NledeHHe. 3a YCAOXKHEHHA KATO XHNOTOHHA, 6b6peuna
HEJOCTATHYHOCT, FBPYOBE, CTOMAIUHO-YPEBHH HAPYIIEHHA MW MNOTHCKAHE HA [OMIIAHETO Ce
NPHAAraT NOATBPXAIIH MEPKH H CHMITTOMATHYHO JIGUEHHE.

MaJtko BEpOsATHO € CTIELIHATHH MepKH Kato dopcupana aMypesa, Juauza WM xeMonepdysus fa
noMorHar 3a enuMHHHpane Ha HCTIBC, Thit KaTo crenenTa HA TAXHOTO CBLP3BAHE C NPOTEHHHTE
€ BHCOKA H METAOONH3MBT HM € eKCTEHIHBEH.

Moxe jga ce oOMHCIH DIPHNOKEHHE HA AKTHBEH BLINIEH NpPH NOCAbIIAHE HA TOTEHIMAIHO
TOKCHYHA Jo3a W MPOYMCTBAHE Ha CTOMaxa (HanpuMep, NMPEAM3BHKBAHE HA TOBPHIAHE,
CTOMAUIHA NPOMHBKA) IIPH NOTTBILIAHE HA NOTEHUHANTHO HBOTO3ACTpALIABANIA O34,

5. PAPMAKOJIOTHYHH CBONCTBA
5.1. ®apmakoAHHAMHEYHH CBOHCTBA

@apMaKonorniHa rpyna: MNPOTUBOBLIMAIATENHH M [OPOTHBOPEBMATHYHM  MPOAYKTH,
HECTEPOHHH, NPOH3BOJHH HA OLETHATA KHCETHHA H cpogHu BellecTra, ATC xoa: MO1AB (5.

Mexanu3pM Ha aelicTBHE

AJIMHPANT  ceampka AHKNOQEHAK HATPHH, HEeCTEPOMIHO BELIECTBO ¢  H3pa3eHH
AHTHPEBMATHYHHM, NPOTHROBL3MANHTE/IHH, AHAJNTETHYHH W AHTHNMpPETHYHH cBoilfcTea. 3a
OCHOBEH MEXaHHMIEM Ha JcHcTBHE ce CYMTa MHXWOHPAHETO Ha MPOCTATMAHIHHOBHA CHHTES,
KOETO € JEMOHCTPHPAHO EKCIICPHMEHTANHO. [IpocTarlaniMHWTE HrpadT OCHOBHa pOJA B
MpOLIECHTE HA Bb3naJieHne, OONKa H IOBHIIARAHE HA TEMIIEPATypaTa.

Juxnodenax Harpuit in vitre He noTHCKa GHOCHHTE3a Ha NPOTEOTNIHKAHH B XpyuiAna 10
KOHIEHTPaLHH, eKBHBAJICHTHH Ha Te3H, JOCTHTHATH MpH XOpa.

PapmakonuHaMigHH edeKTH

Ipu  pesMaTyunn 3a00NIABAHMA NPOTHBOBBINAIMTEIHATE H AHAIETHYHHTE CBOHCTBA Ha
AuKnodeHak MpeH3BHKBAT 3HAYHTENHO 00eKueHHe Ha CHMITTOMUTE H npu3HaLuTe Kato Gonka
TpH Toxol, Oonka TIPW ABHIKEHHE, CYTpelllHa CKOBAHOCT M OTOK HAa CTABHTE H BOJH A0
¢yHKuKOHANTHO mMogobpeHHe.

[I[pH MOCTTpaBMaTH4HH H MOCTOMEPATHBHH BL3NANHTENHH ChCTOAHHAE AuKmodenak Obp3o
YCOOKOABA CMOHTaHHaTa $ojka u OonkaTa TMPH JBHXXEHME M HaMansBa NOJYBaHETO TNpH
BBL3NIANCHHE H 0TOKA Ha paHaTa.

B KIHHHYHHM NpOy4YBaHHA CBINO TaKa € YCTAHOBEHO, Y€ JMKNOo(eHaK MpHTexaBa H3IBECTEH
aHaAIreTH4eH eexT IpH YMEpeHa 10 TedkKa GoJka 0T HepeBMATHYEH IPOH3XO.

KJHHHYHM M3NHTBAHHA I[I0Ka3BaT CBINQ, Y€ [PH MBPBHYHA AWCMEHOped AuKnopeHaK HMa
cnocobHocTTa Aa ycnokoABa GonKaTa i 1a HAMANABa CTENeHTa HA KbpPBEHe.

5.2. PapMaKOKHHETHIHH cBolicTBa

Abcopbuna
Juxnodenak ce abcopbHpa HANBNHO OT CTOMALIHO-YPEBHHA TPAKT. Bm,npelcn I

6bp3a, HeHOTO Havwano Moxe na ObAe 3abaBeHO OT CTOMAIIHO-YCTOMHY
tabneTkara. /
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CpeaHata MakCHMMAJIHa Mna3MeHa KoHneHTpauus 1,5 ug/ml (5 pmol/l) ce aoctura cpeano 2 yaca
crien NpHeMaHe Ha egHa TabneTka ot 50 mg.

IIpeMunaBaneTo Ha tabneTkuTe npes cToMaxa e 3a0aBEHO TPH MpHEM MO BPEME HA MIIH Ce]
XpaH¢HEe B CPABHEHHE C [IPHEM Ha ragHo, HO KoauuecTeoTo abcopGupan amknodeHak ocTasa
HEeNpoOMEHEHO.

Okoo MonoBHHATA OT NEPOPAJIHO HIH PEKTaJlHO NPHETHA AHKIO(EHaK ce MeTabonusupa no
BPEME Ha TBPBOTO NpPeMAHABAHE mpes uepHHA Apol (.first pass™ edexr) ¥ 3aToea nnomra nox
KOoHLenTpanoHHara xpusa (AUC) e okono gBa meTH TO-MANKA B CpaBHEHHE C Ta3H Clef
TIApEHTEPAAHO IPUNOKEHHEe Ha eKBHBAICHTHA J03a.

(dapMakoKHHETHKATA He €€ INIPOMEHd CJe] MHOTOKPaTHO mnpuiokeHue. He ce nabmopama
KyMYJIHpaHe [IPH ClIa3BaHe Ha NpenopbYBaHKRTE J030BH HHTEPBAIH.

INnasmennTe KOHLIEHTPAlHH, JOCTHTHATH NPH Acla NPH OPHI0XKEHHS HAa €KBHBAJICHTHM AO3H
(mg/kg TenecHo Terno), ca NOAOGHK HA TE3H NIPH BE3PACTHH.

Pasnpenenense
99.7% ot aMkAOQeHak ce CELP3RA CBC CEPYMHHTE NPOTEMHH, riaBHO ¢ anbymuH (99.4%).

YcraHoBeHUAT 06eM Ha pasnpefenenre ce H3uncnasa Ha 0,12 -0,17 1kg.

Muknodenak npeMunaea B CHROBMANHATA TEYHOCT, KBASTO MAKCHMANHHTE KOHIEHTpAIMA ca
usMepenn 2-4 Haca cnel JOCTHTaHe Ha NHKOBHTE TIUIasMeHn HMEB2, ENHMHMHANMOHHMAT
MOy XHBOT OT CHHOBHAJIHATA TedHocT € 3-6 uaca. Jlpa vaca cien JOCTHraHe Ha THKOBH
nna3sMEHH HHBA, KOHUEHTPALHATA Ha aKTHBHOTO BENIECTBO € BeYe MO-BHCOKA B CHHOBHAIHATA
TEYHOCT B CpAaBHEHME C I1a3MaTa ¥ OcTasa Takara 1o 12 gaca.

Huxnodenak e OWn oTKpuT B HUCKa KoHUeHTpauus (100 ng/ml) B knpMaTa Ha enHa Maiika.
OuaKBaHOTO KONHHECTBO, MPHEMARO OT AETETO NMPH KOHCYMALHA HA MISKO € eKBHBANEHTHO HA
xo3a ot 0,03 mg/kg anesHo.

buo cihopmalns

buoTpaHcopMHpaHeTO Ha AHKIOHEHAK €& H3BBPIIBA YACTHYHO UPE3 [IIOKYPOHHpAHE Ha
HHTAKTHATA MOJEKyna, HO TJIABHO 4pes €AWHHYHO M MHOTOKPATHO XHAPOKCHIHpaHe MM
METOKCHINPAHE, B Pe3yNTaT HA KOETo €€ Nomyuaear HAakonko d¢eHomorr wMerabonura (3°-
XMAPOKCH-, 4’-XHAPOKCH-, 5-XHApPOKCH-, 4°,5-XHApokcH H 3 -XHApOKcH-4’-METOKCH-
AukrnodeHak), IoBeYeTo OT KOHTO ce TpaHc(opMHpaT B IIOKYPOHOBH KoHIoraTH. [[Ba OT Tesu
theHONOBH MeTabOIHTH ca GUONOTHYHO AKTHBHH, HO B MHOTO MO-MallKa CTENeH OT AHKIodeHaK.

EnvMunupane
ToTajHHAT CHCTEMEH KIMPBHC Ha AHKnodeHak oT asMara e 263+56 ml/min (cpesHa cToliHOCT

+SD). TepMHHATHHAT NIa3MeH NOXYXKHBOT € 1-2 yaca. YeTHpy or MeTabonuTHTE, BKIKOUYATENHO
ABaTA AKTHBHH MeTabomMMTa, CBILO MMAT KpaTbK nonyxuBor oT 1-3 uwaca. Egum or
Mmerabonutte, 3’-XHIAPOKCH-4’-METOKCH-AMKNO(EHAK, HMAa MHOI0 MO-FLIBC  ILIa3MEH
nonyxHueot. To3u MeTabonuT obaue e npaKTHYeCKH HeaKTHBEH.

Oxono 60% oOT npuerara Ro3a ce M3MBYBA C YPHHATZ KaTQ IAIOKYPOHOBH KOHIOTATH Ha
HHTAKTHATA MOMEKY/IA M KATO MeTaloNnurtd, NOBSHMETO OT KOMTO CHING Ce TPERpHINAT B
IMmoKypoHoBA KkoHporatd. [lo-manke or 1% ce u3Tp4Ba KaTO HENPOMEHEHO BELIECTBO.
OcTtananara 4acT OT JO2aTa C& eNMHMHHMPa TToA (OPMATA HA MeTaGOTHTH 4pes XKNIbYHHA COK B
H3NPaKHECHUATA.

MuneiiHocT/ HennuekHOCT

Pe3opGHpaHoTO KOMHYECTBO € B THHEHHA 3aBHCHMOCT OT FONIEMHHATA Ha NIpHIONkKS

Crenda/HH rpynH DanHeATH




He ca nmabmojaBaHi 3Ha4YMMH pa3TH4HA B pe3opbumnsaTa, MeTaboaniMa HiIH eIMMHHHPAHETO Ha
JEKapCTROTO B 32aBHCHMOCT OT Bb3pacTTa.

IIpy nanuenTH, CTpajalgy OT HapylieHHe Ha ObOpevyHa DYHKUMA, OT KHHETHKATA Ha ¢IHHHYHA
7033 He MOTAaT [a CE HANPAaBAT H3BOAH 33 KYMYJ/IMpaHe Had HEMPOMEHEHO aKTHBHO BEMIECTBO NpH
H3N0M3BaHe HA O0HYaliHuTe TepaneBTHYHHM cxeMu. [lpH kpearmHuHOB WiHpeHC <10 ml/ min
H3YHCJIEHOTO PABHOBECHO ChCTOAHHE HA INA3MEHHMTE HHBA Ha XHAPOKCH-METaDOIHUTHTE & OKONOo
4 IBTH NO-BHCOKO OTKOJKOTO MpH nauxeHTHTe Ges OrOpednHa HepocrarbuHocT. B Te3n ciydan
ofave, MeTabonnTHTE Ce eTHMHHHpAT Ype3 KITBUKATA,

Ipn namHedTH ¢ XpOHHuYEH XEMATHT WIH KOMMEHCHpPaHa YepHOApoOHA UMPO3a, KMHETHKATA M
MeTabonu3MBT Ha AHKNO(EHAK ca CHINUTE, KAKTO NpH NanHeHTH Ge3 Yepuoapobuo 3abonasane.

5.3. IlpearuHuYHA JaBHA 32 GezonacHoCT

[IpepKnMHMYHHTE AAHHW OT MPOYYBAHHA 33 TOKCHYHOCT C €JMHMYHA M IOBTAPALIH CE [O3H,
KaKTO H OT NpOYYBAHHATA 33 F€HOTOKCHYHOCT, MYTar¢HHOCT H KapUHHOIEHHOCT C AHKIO(eHaK
HE MOKa3BaT PHCK 334 X0paTa NpH ONpEJENicHA TepaleBTHYHA R03a. JIHNCEAT JOKa3aTeNncTRa oOT
CTaHAAPTHH MNPESAKJIHHHMHH H3IMMHTBAHHA BBPXY XKHBOTHH, 4e ,I[HKJTDCIJ@H&K HMa TepaTorcHEH
TIOTEHUHAN IPH MHIITKH, UIBXORE WK 3afiuM.

Huxnodenak He noenuasa GeprunuTeTa NPpH nIbXoBe. C HIKNIOYEHHE Ha MHHHMATHH edeKTH
BBPXy NNOOA B J03H, TOKCHYHH 3a Maikara, Tpe-, MEpH- M NOCTHATANHOTO pasBHTHE Ha
MOKOJIEHHETO HE Ca 3aCerHaTH.

IMpunoxenuero Ha HCIIBC (Bnouurenno JuknodeHak} NOTHCKA OBYJAIHATA IIpH 3aifiiH H
MMINAHTALMATA ¥ TOIALCHTALMATA NpH IUIbXOBE, KOSTO MOXKe Ja J0Belle A0 mpekIeBpEMEHHO
3aTBapsHe Ha AYKTyC apTepHo3yc npu GpeMeHHH Nubxobe. [IpH nABX0Be, TOKCHYHH 33 MaiiKaTa
J034 JHKIOQEHAK CA CBbP3aHH C JHCTOKHA, YBEIHYeHa MPONB/KHTEIHOCT Ha OpeMeHHOCTTa,
HaMmaleHa NpekUBAEMOCT HA T0AA W BPTpPEeMaTovuHo 3abaBsiHe Ha pacreka. Jlexkute edekTH Ha
IMKIogeHak BBPXY peNpolyKTHEHHTE INOKA3aTend M PakKAAHeTo, KAKTO H BBTpeyTpoOHaTa
KOHCTPHKUMS HA JYKTYC aprepuo3yc ca (apMakoJOTHYHM NOCTEOHIIH OT TO3H KJiTac Ha
HHXHOHTOPH Ha TIPOCTAarJaHAHHOBAS CHHTE3 (BHXTE TOYKH 4.3 1 4.6).

6. DPAPMALIEBTHYHHA JAHHH
6.1. CnRCBLK HA NOMOIHHTE BeleCTBA

MHKPOKDHCTAJIHA eIy 1032
7aKTO3a& MOHOXHIpAT

KpocKapMena3a HaTpHi

KONOHAEH CHIHLUER JHOKCH]

MarHesHeB cTeapar

CBIIOJIIMEDP HA METAKPUAOBa KHcenna Tvn C

TPONMHIEH TIMKON

TalK

CHMETHKOH

onanpaii opanxkepo OY-3538 (XMIPOKCHIpPOMMWIMETHNUENYI03a, NnonHeTHAeH riaukon 8000,
TalK, ChHCET XKBITO anyMuaueB nak (E110), TapTpasun anymunues nak (E102))

6.2. HeenBMecTHMOCTR

Henpunoxumo @f"
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6.3. Cpox Ha TORHOCT

4 roguHu

6.4. CnennaNHA YCIOBHA HA CLXpaHeHHE

Jla ce cuXpaHSBa Ha CYXO0 MSCTO NP TEMIEpaTypa 1o 25°C, Jaled oT cBeT/IHHA.
6.5. BHA B cCLABPKANAE HA 0OAKOBKATA

AJIMHPAIJI ce npennara 8 OnuctepH oT anyMUHEN/onuBHHWDUIOpHA ¢ Mo 10 tabnetku. Equa
KapToHeHa KyTHH ceOBpKa 20 TabneTky.

6.6. Cmenna,THH npeANa3HH MePKH IPH A3XBLP/IAHe 1 paboTa
HsMa cnenuaiHe H3INCKBAHMA.

7. IIPHTEXATEJI HA PASPEINIEHHETO 3A YIIOTPEEBA
Medochemie Ltd., 1-10 Constantinoupoleos str., 3011 Limassol, Kunsp
8. HOMEP(A) HA PASPEIHNIEHHETO 3A YIIOTPEBA

Per. No: 20010685

9. JATA HA ITBPBO PA3PEIIABAHE/ INIOJHOBSIBAHE HA PASPEIIEHHETO 3A
YIOTPEBA

Jara ua nupro pazpeitarane: 19 maii 2001 T,
Jara Ha nocneaHo noanosseane: 09 Hoemspu 2011 r.

10. JATA HA AKTYAJIUIUPAHE HA TEKCTA

08/2019
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