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1. HMME HA JIEKAPCTBEHMS ITPOAYKT | N2NLITHUTERHA ATEHLNS

Haknoden ayo 75 mg kancyu ¢ usmeHeHO 0CBOOOK1aBaHe
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Naklofen duo 75 mg modified release capsules
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2. KO/IMYECTBEH U KAYECTBEH CBHCTAB

Besika karnicyna ¢ M3sMeHeHO ocBoO0Xk1aBaHe chabpxka 75 mg aukiodenak Hatpuit (diclofenac
sodium), (25 mg noa popmara Ha CTOMALUHO-YCTOHYMBH neseTH, 50 mg - noa hopmara Ha resieTH ¢

YABJDKEHO OCBOOOXK1aBaHe).

[lomol1HH BelllecTBa C U3BECTHO NE€UCTBUE:
- 3axapo3a 88,32 mg/kancyna

3a NMbJIHKUA CMUCHK HA MOMOLIHUTE BELLIECTBA, BHXKTE TOUKa 6.1.

3. JIJEKAPCTBEHA ®OPMA

Karncyna ¢ uameHeHo ocBoOOxk1aBaHe
Kancysiure ca 6esn cbe cunm kanadera. Kancynure ca mbjiHu ¢ 6eM 10 KpEMaBH Ha LBAT MEJIETH.

4. K/IMHHUYHHU JAHHH
4.1. TepaneBTHYHH NOKA3AHHS

3abonsgBaHHs, MPH KOMTO CE€ U3UCKBA MPOTHBOBB3NAIUTETHO W/ MU aHAJIFETHYHO NEHCTBHE:

- Bb3nanuTesHn peBMaTHYHM 3a00/19BaHKs: PEBMATOM/IEH aPTPHT, CepPOHEraTHBEH
CMIOHAH/I0apPTPUT, XPOHHYEH KOBEHWJICH apTPHUT, APYTH apTPHTH.

- JlereHepaTuBHH 3a00/15IBaHUs Ha CTaBUTE U rPbOHAYHHSA CTHIG: apTPO3a, CIOHAWIO3A.

- APTPHUTH, MPUYNUHEHH OT KPUCTAJIK: Nojarpa, rcesaonoaarpa.

- M3BbHCTaBEH pEBMAaTH3BM: NEPUAPTPHUT, OYPCHT, MHO3HT, TEHAMHHUT, CHHOBMT.

- Jpyru Bb3nanuTesiHu Ui 60JIE3HEHH ChCTOSIHUSI HA MYCKYJTHO-CKEJIETHHUS anapar.

Kato ananretuk, HaknogeH ayo ce npunara npu TpaBMH Ha MEKMTE ThKaHH, C/IEl PAKIAHE KOraTO
MaHKaTa He KbPMH, MPH MbPBHYHA U BTOPUYHA IHUCMEHOpES, NPH pa3Ju4yHU CTOMATONOMHYHH

NpoUeayPH, /i€l XHPYPrHYHH HHTEPBEHLIMH U NMPH OBOPEUHH U JKIIbYHU KOJIUKH.

4.2. Jl03MpPOBKA H HAYHH HA NPHJIOKEHHE

J1lo3upoBKa

B13MO2KHO € j1ieueHne camo ¢ eaHa Gopma Ha jieKapcTBeHHs MPOAYKT WK B KOMOHMHALMA, HO TPSOBa
/1a ce uma npeaByA odluara AHeBHa 103a aa obae 150 mg.

Bb3PACTHH J/IlneBHA 1032
HavajiHo J1evenne [Hopabprxapye
KancyJiv (75 mg) 2 x | kancyna | kancyng/ __ W

KoraTo cHMNTOMHTE ca TeXKKO NposiBeHH (0COOEHO CYTPHH), MOXeE Ja ce JaBa, 74 £p1
BpEME, HABEAHBK LiA/1aTa IHeBHA /103a oT Kancyaute Haknoden ayo (2 kancyns %
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Hexenanute nekapcTaenu peakunu Morat Aa 0baT cBeAeHH 10 MUHHMYM Hpe3 H3MO3BaHE Ha Hail-
HHCKATa e()eKTHBHA 1033 32 HAH-KPATKHA NEPHO/ OT BpeMe, HEOOXOAHM 3a KOHTPOJTHpaHe Ha
cumnTomuTe (BXK. Touka 4.4 CneunanHu npenynpexaeHns U NpeanasHi MepKH npu ynorpeba).

IHeduampuuna nonyaayun
Haxstopen ayo He e nmoaxoasm 3a wino.rseaHe Npu geua nox 14 roaninea BL3pacr.

MeToa Ha NpHIOKEHHE
Kancynure Tpafsa ga ce norabuar UETH ¢ TEYHOCT, M0 BpEMe Ha XPaHEHEe WIH HEeNnocpeacTBEHO cilel
HETO.

4.3. IIporuBonokaZaHuA

) HM3BeCTHa CBPBXUYYBCTBUTETHOCT KbM @KTHBHOTO BELLECTBO WIH KbM HAKOE OT MOMOILLHHUTE
BELLECTBA, U3OPOEHH B TOUKA 6.1, KbM CANULMIIATH H APYTH HECTEPOUAHK
MPOTHBOBBL3MATUTENHH JICKAPCTBEHH MPOAYKTM.

* [onobHo Ha npyru HecTeponann npoTuBoBb3naiuTeaHu cpeactaa (HCIMBC), anknodenax e
MPOTHBONOKA3aH ChILO H NPH NALKWEHTH, NIPH KOHTO MPUCTHIIMTE HAa aCTMA, YPTHKAPHA KK
OCTPH DPUHUTH CE€ YCHIIBAT OT ALETU/ICATHLIWIOBA KHCEIMHA HAK IPYTH HECTEPOHAHH
MPOTHBOBRDB3MAIMTENHH CPEICTRA.

o AKTHBHZ CTOMALIIHA HTY YPEBHA #3Ba, KbPBEHE MM NepdopaLyH.

° HcTopus Ha CTOMALLHO-YPEBHO KbPBEHE MK Nepdopauuu, CBLP3aHH C NPEAULIHA TEPAMHS ¢
HCIIBC. AkTuBHa WK aHaMHE3a 3a PeLIMAMBHPALLA NENTHYHA 7383 / KPLBOU3NHE (1Ba WM
MoBEYE €NMM30a HA AOKA3aHa A3Ba HJIM KbpBEHE).

o Texka uepHoapobHa nnu 6L6peuHa HeAOCTATLYHOCT.

- YcTaHoBeHa 3acToiiHa cbhpaeqHa HegoctatbyHocT (NYHA [I-1V), ucxemuuna GonecT Ha
CbpLETO, NepudepHO aprepuanto 3abonssate /UMM MO3IBLYHOCHAOBA GOMECT.

Haxnoden nyo He e noaxoasiy 3a aeua.
4.4. CoeuHAIHE NpelynpeKACHHN H NPeINAZHH MEPKH NPH ynoTpeda

O6mmn

Hexenanure nekapcTBeHH peakliMH MOraT na ObAaT HaMaeHd KaTo 3a KOHTpONHpaHe Ha
CHMITTOMHTE Ce ynoTpedssa Bb3MOXKHO Hail-HHCKaTa eeKTHBHA 103a 32 Bb3MOXKHO Hal-KpaTbk CpOK
OT BpeMe (BHXKTE TOUKa 4.2. K NO-A0JTy NOCOYEHUTE FACTPO-UHTECTHHATHHU H CHPACYHOCHIOBH
PHCKOBE).

Tpadea na ce n3b6arsa eAHOBPEMEHHOTO NPHAOKEHUE HA aMKIoheHaK cbe cHetemun HCTIBC,
BIJTIOYHTENTHO CE/IEKTUBHY HHXHOUTOPH Ha LIMKIIOOKCHIeHa3a 2 NMOPajIM JIMICATA Ha JOKA3aTENCTBA,
CBHICTCNICTBALIM 32 CHHEPri4YHa Nno3a U MopaaH Bb3MOXKHOCTTA OT JOTILJIHUTETHH HEXeNaHH
PCAKLHH.

OcobeHo BHMMaHKE € HEOOXOANMO NPH MALMEHTH B CTAPHECKA BB3PACT, NPHEMALLY OCHOBHH
nexkapcTBeHU rpyni. [1pH Te3u nauneHTH, KakTo H NPH NAUHEHTHTE C HUCKO TENECHO TErIo, ce
npenopbuBa ynoTpeda Ha Hali-HHCKaTa e(eKTHBHA 1034.

HCIIBC, BrmounTento auknodeHak, Moxe 1a ¢a CBbP3aHH € YBENHYEH PUCK OT M3THUAHE OT
CTOMALUHO-4peBHA aHacTomo3a. [IpenopbuBa ce BHUMATENTHO MEAULIMHCKO HabmoneHHe H MOBHIUEHO
BHUMAHHE NIPH yNOTpedaTa Ha ANKIIO(EHAK C1IEA CTOMALIHO-YPEBHA XUPYPrHiHa HHTEPBEHLUA.

Kakro npu scnuku octanany HCTIBC, Morat Aa HacTbNAT afiepryvYHH PeaKiMH, BRIIOYMFERNE

aHa(pUNKTHYHKW/ aHAQUIAKTOMAHH peakUHH, B PEAKH CI1yYau NpU QUKAODEHAK, JOPH £ A :
NPEAXOAHA EKCMO3HLUS KbM JIEKapPCTBEHUS NPOAYKT. Peakumure Ha CBPBLXUYBCTBHTYA DS
CbLLUO TaKa Aa NporpecyHpar A0 CHHAPOoM Ha Kounis — cepHo3Ha anepruuHa peakuus] s
nosene N0 MHHApKT Ha MHOKapAa. CAMNTOMHTE Ha TaKMBA PEaKLMH MOXE [1a BKITIOY




bPAHTE, KOATO BL3HUKBR BbB BPb3Ka ¢ ANEpPryuiHa peakuua KbM AMKIodeHax.

[ToaobHo Ha octanannte HCTIBC, nopaan apmakoanHaMHYHKTE CH CBOICTBA IHIUTO(EHAK MOXE A
3aMacKHUpa NPH3HALKUTE H CHMITTOMHTE Ha HH(PEKLUH,

CToMamuo-UpeBHH ePeKTH

[1pu Bcukn HCTIBC, sisiounTenno n npy aukiodeHak, ca cho01aBaHy ¢iyuad Ha KbPBEHE OT
CTOMALIHO-YPEBHUA TPAKT, A3BH WIH nepdopauus, KOMTO MoraT aAa 6baat datanHu u morar aa
HACTBMAT HA BCEKH €Tan OT JEYEHHETO, C MK Oe3 NpeaynpeauTeNHH CUMIITOMYU WK NAHHH 3a
aHaAMHE32 33 CEPHO3HH CTOMALLHO-YPEBHU HHUHACHTH. [locaeacTBusTa ca No-TeXKY NpH NaLMeHTH B
CTapuyecKa Bb3pacT. AKO NpH MaUHEHTH, TEKYBaHHU ¢ AMKNO(EHAK HACTBIH KbPBEHE OT CTOMALLHO-
YPEBHHUA TPaKT WIIK ce 00pa3ysa A3Ba, MPHEMA Ha JIEKapCTBOTO TPOBa 1a C€ NPEyCTAHOBM.

Kakro npu scnuxn HCTIBC, simountento auknodenak, ce Hanara CTpor MEAMLIMHCKH KOHTPO U €
HEOOXOANMO CEUHaHO BHUMaHHE, KOraTo AMKIodeHax ce npeanucBa Ha NAUHEHTH CbC CHMITTOMM,
yKa3BalllH CTOMALIHO-YPEBHHY HAPYUIEHUS WY C AHAMHECTUYHU JaHHKH, NPEANoiaramM 938a Ha
CTOMaxa WK HepBaTa, KbpBeHe WH neppopauma (8. To4ka 4.8). PUCKBT 32 KbpPBEHE OT CTOMALLIHO-
YPEBHUA TPAKT € NO-BUCOK NpH nokausaHe Ha nosara va HCIIBC v npu nauueHT ¢ aHaMHesa 3a
A3Ba, 0CODEHO aKo € YCNOXKHEHA ¢ KbPBEHE WAH NepdopaLika.

[pn naumeHTH B CTapyecka Bb3pacT HMa MO-FOIAM PHCK OT NO-YECTa NOABA HA HEXeENaHH PeakLUu
npu neuenue ¢ HCIIBC, ocobeno Ha kbpsene oT cromaliHO-upeBHUS TPAKT UAK nepdopalus, KOUTO
MoraT Ja Obaart datantm,

3a HaMaNIABaHE Ha PUCKA OT TOKCHYHOCT 33 CTOMAIIHO-YPEBHHSA TPAKT MPH NMALMEHTH C AHAMHE3A 33
A3Ba, 0COOEHO aKO € YCNOXKHEHa C KbPBEHE WAM NepdopaLms, U NPHU NALKUEHTH B CTAPUECKA Bb3PACT,
Nie4eHUeTo TpAdBa Aa ce 3anouBa M NOAABLPXKA C Hali-mankaTa edeKkTHBHA [03a.

[lpu Te3n NaUMEHTH, a CBUIO H MPH NALMEHTH UMALLK €THOBPEMEHHA HYXKIa OT JIeKapcTRa
CbAbPKALM HHCKH 1031 aLCTHICATHLMIOBA KUcennHa (ASA)/acniMpyH unu apyru npoayKTH, 3a
KOHTO € Bb3MOXHO Na YBENHYAT PUCKA 3a CTOMALLHO-YPEBHUS TPAKT, TpAOBa aa ce uMa B NpeaBHA
KOMOWHHpaHa Tepanus ¢ NMPOTEKTHBHH NMPOLYKTH (Harp. UHXHOGHTOPH HA NPOTOHHATA MIOMIA UIIH
MUH30NPOCTON).

[MaLmeHTH ¢ aHaMHE3a 33 TOKCHYHY NIPOABH OT CTPAHA Ha CTOMAIIHO-YPEBHHS TPaKT, 0COGEHO
NaLMeHTH B CTapuecka Bb3pacT, TpAOdBa na cbobllaBaT 3a BCHYKH HEOOHYAHHM CHMIITOMM OT CTpaHa
Ha kopeMa (ocodeHo KbpBeHe). [IpenopbyuBa ce BHUMATENHO NPUAOKEHHE NPH NALHEHTH,
NoJTyHaBallH €eNHOBPEMEHHO JIEKAPCTBA, KOWTO MOraT Aa yBeNIW4aT PHCKa OT YILepauusa Wi KbpBeHe,
KaTO CHCTEMHH KOPTHKOCTEPOUIH, AHTHKOAry1aHTH, aHTH-TPOMOOTHYHHU NPOAYKTH HWIH CENEKTUBHH
HHXKHOKUTOPK Ha OOPaTHOTO 3aXBalllaHe Ha CEPOTOHMHA (BXK. Touka 4.5).

Heobx0onMM € CTpor MEAHUMHCKH KOHTPO/ H BHUMAHUE TIPH MALMEHTH ¢ YILIEPO3eH KOJIHT HiH
bonect Ha Kpon, Thit kaTo cbcTOAHHETO M MOXE Aa ce BaOwWH (BXK. TouKa 4.8).

Yepnoapodnn edpexkTH
HeobxonuM € CTpor MEAMUMHCKH KOHTPO, KOTATO € NPEeANUcBa JHKI0MEHAK Ha MAUMEHTH C
YBpeReHa uepHoApoOHA PyHKUMSA, ThH KATO CHCTOSHHETO UM MOXKE 14 CE BIIOLLY.

Kakro v npu npyrure HCIIBC, BkatounTenHo anknodenak, Morar a ce NOBHILAT CTOHHOCTUTE Ha
COWH HIIH f0BeYe 4epHOAPOOHH eH3nMHU. KaTo npeanasHa MAapka Apy NPOABLIKMTENHO eHEHHE C
AUKNO(EeHaK € HeoOX0AMMO NEPHOIHYHO Ja Ce ClleH YepHOoapoOHaTa GYHKLUA. AKO CTONHG

CTEMNEH, aKo Ce NOABAT NPU3HALKM HNH CHMIITOMH Ha YepHOAPOOHO 3ab0NABaHE WU 3
ApYTH NpoABY (Hanp. €03UHOMUIINA, OBPHB), MPUIOKEHHETO HA AUKTO(EHAK TPAGE
MpeyCcTaHOBK. XeNnaTHT MOXKE N1a HACTHNH NpH ynorpebara Ha auknodeHak 1 6e3
CHUMIMTOMH.

[loBuileto BHMMaHue € HeoOX0aHMO Npu ynoTpeba Ha AukIo¢eHak OT NaUUeHTH




nopgupus, nopasn BL3IMOXKHOCTTA TO# Aa OTKJIIOUH NPUCTBN Ha 3abonsBaHeTo.

buropeunn edexTH

TbH KaTo ca noknaaBaHu cnyyuaM Ha 3aAbPXKaHe Ha TEHHOCTH H OTOLM MO BPEME Ha JeYeHHe ¢
HCTIBC, sxntountenHo ankiodenak, € Heob6XxoaMMo 0co6eHO BHUMAHHE NPH NAUMEHTH C yBpeaeHa
Cbpae4YHa UM OBLOpeuHa hyHKUMS, C AHAMHE3A 33 XMIIEPTOHHA, MAUMEHTH B CTAPYECKA Bb3pacT,
NAUHEHTH, €AHOBPEMEHHO NPUEMAILIH OHYPETHLHM HIIH TEKAPCTBEHHW NPOMYKTH, KOMTO MOraT
CEPUO3HO Aa NOBIKAAT ObOpeuHaTa GyHKUHA, KAKTO H NPH NALMEHTUTE CbC CHILECTBEHO HAMaNABAHE
Ha excTpaueynapHus o0eM, He3aBHCHMO OT NPHYMHATA, HANP. NPEAK U CEN FOJIEMU XHPYPrHYHH
MHTEPBEHLIMK (BX. TOuKa 4.3). B Te3u Ciryyau, kaTo npeanasHa MaApKa npH ynotpe6a Ha aMknodeHak
ce NpenopbuBa npocieaasaHe Ha Subpevnata Pynkumna. CnupaHeTo Ha TepanuATa OGHKHOBEHO Ce
MNOCAECABA OT BL3CTAHOBABAHE HA U3XOAHOTO ChCTOAHHE.

KoxHn edexTn

MHoro psako BbB Bpb3Ka ¢ ynotpedara Ha AHMKI0hEHAK ce ChOOLIABAT CEPHO3HH KOKHH PeakLium,
HAKOH OT KOHTO JIETAIHH, BKJIIOUHTENHO eKCPONHaTUBEH AepMaTHT, CHHAPOM Ha Stevens-Johnson,
TOKCHUYHA €MTHIEPMATHA HEKPO/N3A H FreHepaAU3MpaH Oyno3eH GdHKCHpaH NekapcTaeH o6pHB (BXK.
ToUka 4.8). [TaunenTuTe H3rnekna ca M3NOXKEHH Ha HAH-BUCOK PHUCK OT TE3H PeakLMM Ha paHeH eran
FI0 BpEME Ha JICYCHHETO, KATO HACTBMBAHETO HA peakuMATa ce HabloaaBa B MOBEYETO CNYYHaAH B
PaMKHTE Ha NbpBUA Mecew oT ieyeHueTo. [lpunoxkenuero Ha Haknogen ayo tpabsa na 6wae
NpeyCTaHOBEHO NpPH MbPBATa MOABA HA KOXKEH OOPHB, MYKO3HH JIE3WH WIH BCIKAKBH APYTH NPHIHALY
Ha CBPBXYYBCTBUTETHOCT.

CopaedHOCHIOBH H MO3BLYHOCHAOBH eEKTH:

HeobxoanmMo € na ce ocurypaT noaxoasiuo HabnoaeHHe U ChBET 3a MALMEHTH ¢ aHAMHE3a 3a
XHUNEPTOHKA /WY JIEKa R0 YMEpPEHA KOHTECTHBHA ChpACYHA HEAOCTATHYHOCT, Thil KATO HMa
cbOOLIEHNS 3a OTOLM W 3a4PbXKKA HA TEYHOCTH, CBbP3aHH ¢ neueHuero ¢ HCTIBC.

KAMHUYHHTE Npoy4BaHHA H €NHAEMHONOTHYHHUTE AAHHH TI0CAEIOBATENHO COYAT NOBHLLEH PUCK OT
apTepUanHyi TPOMOOTHUHH CHOMTHA (Hanp. MHOKAp/IeH MH(APKT WK yaap) CBBP3aHK ¢ yrnoTpebara
Ha aHKNodeHak, ocobeHo BLB BHCOKH 1031 (150 mg AHEBHO) H NPOABIKHTENHO JICUEHHE.

[NanueHTHTE ChC 3HAUMTENHH PUCKOBH (DaKTOPH 32 ChPACYHOCHAOBH CHOUTHA (HANP. XUIIEPTOHMS,
XHMEPIHNHACMHSA, 3aXapeH AHabeT, TIOTIOHONYIUEeHEe) TpAOBa aa ce JieKyBaT ¢ JMKnodeHak caMo clien
BHUMATE/THA NpeLIeHKa.

Tbii KaTo CHbPACYHOCHAOBHAT PUCK NMPH AMKIO(PEHaK MOXe Ja HapacHe ¢ 203aTa U
MPOABDKHTENHOCTTA HA €KCMO3ULIMATA, TPADBA Aa ce npuiara Hali-HUCKaTa e(peKTHBHA AHEBHA 1034
3a Bb3MOXXHO HaH-KpaTkus nepuoy ot speme. [lepuonuuno Tpabea na ce U3BbpLUBa NpeoLieHKa Ha
HEODOXOAMMOCTTa Ha NaLMEHTa OT obneKuaBaHe HA CHMITTOMHTE H HA OTTOBOPA KbM TEPaNusTa.

[MaumenTnTe Tpadea na 6baat 6aUTENHH 33 NPU3HALM W CHMIITOMM Ha CEPHO3HM ATEPOTPOMEOTHUHM
ceOuTHA (Hanp. rpbaHa Gonka, HENOCTHr Ha Bb3AyX, c1abocT, HedceH rosop), KOHTO Morar aa
BL3HWMKHAT BHe3anHo. B ciry4ait Ha noaodHo cvburne, nauneHTure Tpabea A2 6bAAT HHCTPYKTHPaHU
Ia MOTbPCAT fiekap He3abaBHo.

XeMaTOMOTHYHH e eKTH

Ipn npoawmkuTenna ynorpeba na anknoderak, kakro npu ocraanure HCTIBC, e npenopbuureyo,
PEAOBHO Aa Ce€ MpOCensaBa KpbBHAaTa KApTHHA.

Kakto ocrananure HCIIBC, nuknodeHak moxe BpeMeHHO 1a MOTHUCHE arperaumara Ha

BHHMATCIIHO.

[ToBuLIEHO BHHMaHHE Ce U3MCKBA NPH NMAUHEHTH C ENUIIENCHA U TAKKBA, KOUTO CE NeKy B
aAHTHKOAryfnaHT¥ win GuOpHHONHTHLM.




ChnnTcrBama actma

[pu nauneHTHTE C acCT™Ma, B CPABHEHHE C IPYTHTE NAUMEHTH, C& T10-4ECTH CE30HHHTE ANEPrUYHN
PUHHUTH, OTOKDBT HA HOCHATA JIMraBULA (T.HAP. HOCHH MOJIMIH), XPOHHYHH 0OCTPYKTHBHH GeoapobGHH
3aDONABAHMA MK XPOHHUHH HH(EKLHHM HA AUXATEHHTE MbTHLLA (0COBeHO, ako ca CBBLP3aHH CbC
CHMITTOMH, NMOJOOHH Ha afepruyieH puHHT), peakuuy cnpsmo HCIIBC karto ekzauepbauus Ha acTmara
(T. Hap. HENOHOCHMOCT KbM aHANreTUUH/ AHANTETHYHA acTMa), eaem Ha KBuHke win YPTHKApHA.
[lopaau ToBa npy Te3u NaUMEHTH ca HEOOXOAUMH CHIELIMATHY NPeaNa3HU MepPKU (TOTOBHOCT 34
CreniHa nomoln). Tosa ce 0OTHaCs CbLIO TaKa H 33 MALKMEHTH, ATEPrHYHH KbM IPYTd CYGCTAHLMK
(Hanp. KOXHH peakuHH, CbpOex WK yPTHKapHA ).

[py nHdekuno3nn 3260A9BaHMA NPOTHBOBLINANHUTENHUAT H AHTUTIMPETHHHHAT eheKT Ha
auknogerak TpaGsa na ce B3eMa NPEABHA, Thif KATO MOXE 12 3aMAaCKHPa CHMIITOMMKTE Ha Te3n
3abonaBaHua.

KaKTO W BCHYKH OCTaHANH JEKApPCTBEHH NPOAYKTH MPEANHCBAHH NPH MALMEHTH B CTAPYECKA BL3PACT,
auknogeHak Tpabsa na ce npuiara B Hait-HucKaTa edeKTHBHA 1034.

BaxxHa HHOOpPMAaLIKA 3a HAKOM OT MOMOLUHUTE BellecTBa HAa Haknoden ayo

Hainogen ayo ceabpika 3axaposa. [TaumeHTy ¢ penku HacheacTReHH NPoGieMH Ha HENOHOCHMOCT
KbM PYKTO3a, [HOKO30-raNaxTo3Ha MaaGcopOLumMs WK 3axapo30-H3oManTaseH 2eGUUNT He TpaOBa
Aa MpHEMAaT TOBA JIEKAPCTBO.

4.5. B3ammopgeiicTBRe C APYrH JleKAPCTBEHH NPOAYKTH M APYTH GOPME HA BIanmoaelicTRHE

H3bpoenuTe no-gony s3aumoncicTBUs BKIIOYBAT HabNoaaBaHuTe Npu AUKIoheHaK CTOMALIHO-
YCTOHYMBH TaONCTKY /WK OpPYTH NekapcTBEHH HOpMH Ha JHKIODEHAK.

JIATHEH: NPH €IHOBPEMEHHO NPUNOKEHUE ¢ TUTHI, JUIUIODEHAK MOXKE 1A MOBKHILHN TLTa3MEHHTE
KOHHEHTPaLWK Ha NUTHA. [lpenopryBa ce npocnensBaHe Ha CEPYMHHTE HHBA HA TUTHA.

JAHrOKCHA: NPH €THOBPEMEHHO NPHIOKEHHE, THKNOGDEHAK MOXKE 14 MOBHILIH [L1a3MEHUTE
KOHLEHTpALHH Ha aurokcuHa. [lpenopbusa ce npocneasBaHe Ha CEPYMHHUTE HUBA HA JHIOKCHHA.

JHypeTHUH H ARTHXRNEPTeH3IHBHA Jekapcrsa: Kakro npu ocrananute HCIIBC, €AHOBPEMEHHOTO
NPHIOKEHHE Ha IHKNO(EHAK C AMyPETHLM WK aHTHXHIIEPTEH3HBHH IeKapcTBa (Hanp. Gera-Gnoxepu,
HHXHOMTODH HA AHTHOTEH3UH-KOHBEPTHPALIUA eH3uM (ACE-uHXHOHTOPH)) MOXe Na HamaH
AHTUXHMEPTEH3WBHUA UM edekT. [lopanu ToBa, Ta3u komMOuHaLMs TPa6Ba Oa ce npuiara ¢ 0co6eHo
BHHUMaHHE U NALMEHTHTE, HaH-BEYE TE3Y B CTAPYECKA BL3PACT, MEPHOANUHO TpsOBa aa ce
OPOCNEAABAT CTOHHOCTHTE HA aPTEPHAIHOTO CH HanAraHe. [lopagu NOBUINEHHUA PUCK OT
HE(PPOTOKCHUHOCT, nauueHTuTe Tpabaa na 6vaat A00pe XHapaTHpaHHy, K Aa UM Gbae npocieaspaHa
6b0OpeynaTa QyHKUHSA NpH 3anouBaHe Ha KOMOMHHPaHO NeueHue ¢ AuypeTHud 1 ACE MHXHOUTODH,
KaKTO ¥ NEPHOAUHHO ¢/icA ToBa. CbIIBTCTBALLOTO JIeUEHHE C KATHH-ChXPaHABallH IEKapPCTBEHH
MPOAYKTH MOXKE [1a C€ aCOLHMPA € NIOBHLLEHH CEPYMHH KOHLIEHTPALIMH Ha KaJlHs, MOPaaH KOETO €
HeOOX0AMMO YECTO MOHHTOPHPAHE HA CTOMHOCTHTE My (BK. Touka 4.4.),

Jlexapcrsa npHunESABamE xunepxaanemus: EqHoBpeMeHHOTO NPUITIOKEHHE ¢ Kalui-
CbXpaHABaIH QHYDPETHLM, LIMKIIOCNIOPHH, TAKPOIIHMYC WIIH TPUMETONPHM MOXKeE Na Oble CBLP3aHO ¢
NMOBHUICHH CEPYMHHU HHBA HA KANTHH, KOHUTO ClI€/Ba Aa €€ NPOCAeaaABaT YeCTO.

Apyra HCIIBC a xopraxocreponan: EnHoBpemMeHHOTO Npunoskene Ha quknodeHas
cHCTeMHH HCTIBC v kopTHKOCTEPOMIN MOXKE Aa MOBULLM YECTOTATA HA HEXKENAHWS ¢

YPCBHH JICKAPCTBEHH peakuUHH (BxK. Touka 4.4). / g“ de
W
s | &

AHTHKOAry/IAHTH H AHTH-TPOMOOTHYHH JeKapeTBeHH npoaykTh: Heobxonumy &Yl g
BHHMaHHUE NpU €HOBPEMEHHATA UM YNOTpeDa, Thi KaTo MOXe Aa Ce MOBUILIM PHC ) R




TO4Ka 4.4). BbrpekH ye KIHHHYHHTE MPOYUBAHUA HE COYAT, Ye AMKAO(eHaK NOBIMABA NEHCTBHETO Ha
AHTHKOAryJaHTUTE, HMa CHOOLIEHHS 34 NOBHLLEH PUCK OT KbPBEHE NMPU NALMEHTH, NpUeMalLH
€IHOBPEMEHHO NHKUIO(EHAK M aHTHKOarynauTH. [lopaau ToBa ce npenopbyuBa CTPUKTHO
npocieasBaHe Ha Te3H MaLHEeHTH.

CenexTnBAH HHXHOHTOPH Ha oOpaTHOTO 3axBamane Ra ceporounna (SSRIs): EaHospemenHoTo
npunoxeHue Ha cuictemun HCTIBC, Brmounrento anknodenax, u SSRIs moxe na ysennuu pucka ot
KbpBE€HE OT CTOMaLIHO-YPEBHHA TPAKT {BXK. TOuKka 4.4).

AHRTHAHA0ETHH JeKapcTBenH NPOAYKTH: KNHHHYHHTE NpoyUYBaHHUA NOKa3BarT, Ye AuKiodeHak
MOKE 13 CE€ MpHJiara EAHOBPEMEHHO C NEPOPATHH aHTHAHAOETHH NekapcTra, Oe3 Aa NOBAUABA TEXHUSA
KnuHuyeH edexT. B xoaa Ha nevenne ¢ auxnoderak, obaue, ce cLobliasa 3a U3ONHPaHH Cilydau Ha
XHIMOTJIMKEMHS H XMNEPIIHKEMHUS, HANAralli MPOMEHH B 103aTa Ha aHTHAHAOETHUTE NPOAYKTH. Bba
Bpb3Ka C TOBA, KATO NpeAna3Ha MApkKa, ce npenopbyea HabnoaeHHe Ha HUBAaTa HA KpLBHATA 3aXxap no
BPEME HA €JHOBPEMEHHO NPUNOKEHHUE HA ABETE JIEKAPCTRA.

Ilpobeneunn: Jlekapcrpata, chabpikaluy npobeneuna, Morar aa 3abasar ekckpeunaTa Ha
AUKNO(QEeHaK.

Merorpexcar: JlnknodeHak moxke na HHXHOHpa TyOynapHus Ob6peyeH KIHPBHC HA METOTPEKCAT,
KaTo Taka NoBMlIaBa HUBaTa Ha MeToTpekcaT. [loBuiueHo BHHMaHHe € HEOOXOAUMO NMPH NMPUIIOKEHHE
Ha HCTIBC, skatounTenHo auinodedak, B Cpok no-Manbk OT 24 yaca rpeay WK cied JIEUSHHUE C
METOTPEKCAT, NOpaaH Bb3MOXKHOCTTA 32 NOBHILIABAHE Ha M1a3MeHAaTa KOHUEHTpPALMA Ha METOTPEKCAT
H YBEJMYaBaHE HA TOKCHYHOCTTA MY.

Haxnocnopuu: Kakro ocraHanure HCITIBC, auknogenak Moxe ga NOBHILK HeDPOTOKCHUHOCTTA Ha
LHKJIOCTIOPHH Nopajay nosnussaHe Ha 6u0peynnTe npocrarnanaubu. [Topaau Toea Toii Tpabea aa ce
NpUIara B O-HUCKH A03H OTKOJIKOTO NP NALHEHTH HE MPHEMALIH LHKIOCTIOPHH.

XHHOJIOHOBH aHTHOAKTEepHANHA JAekapeTBa: Crobiuasa ce 3a H30IMPaHH CllyHan Ha MbPUOBE,
KOUTO MOXKeE Aa ObAaT Npean3BHKaHH OT €HOBPEMEHHOTO NPHIoKeHHe Ha xHHoaoHu u HCTIBC.

Penntonu: [Ipenopnusa ce MOHHTOpHpaHE IU1a3MEHATa KOHLUEHTPAUKA Ha GEHHTOHH MpH
eAHOBpEMEHHATa My yrnoTpeba ¢ aniiogeHak, nopagn 04aKBaHO yBeJIMUEHHE Ha EKMO3HLHUATA Ha
(QEHUTOUH.

KosiecTunon u xosiectupaMun: Te3u BewlecTBa MOXE A4 NPeaU3BHKAT 3a0aBaHe WM HAMANABAHE HA
YCBOABAHETO Ha AuknodeHak. [lopaau ToBa ce npenopbuBa NPUACKEHHE HA AUMKITOPEHAK HAN-MANKO
€AHH 4ac npeau Win 4 Ao 6 Yaca ciel npuwiaraHe Ha KOAECTUION/XOECTHPAMHH.

Mownn CYP2CY9 uuxubaropun: [lpenopbusa ce NoOBUIIEHO BHHMAHKUE MNPH €AHOBPEMEHHATA
ynotpeba Ha auknodenak u CYP2C9 unxuburopu (kato CyipUHNUpa3OH U BOPUKOHA30), KOETO
MOKE Aa JOBeA€e A0 3HAYHTENHO YBE/TMUEHHUE B MHKA HA [1a3MEHHTE KOHLUEHTPALMH U €KCIO3ULMATA
Ha AuKnodeHak nopaau HHXHOUpaHE HA HErOBWA MeTa0OH3bM.

4.6. DepruauTeT, 6pEeMEHHOCT H KLPMEHE

bpemennoct
MHxubupateTo Ha NpoCTariaHIMHOBHA CHHTE3 MOXE A3 OKaxe HeOMaronpuaTHO BIHAHKHE BbPXY

OpeMeHHOCTTa W/WIH pa3sMTHETO HA eMOpHOHa MK Noaa. JlaHHM OT eNKAEMHONOrHYHH TIPOYUBAHHS
MOKA3BAT NOBUUICH PHCK OT CNOHTaHEH abopT, Chpaculn ManGopMaLHK ¥ FraCTPOCXH3UC CLR

1,5%.
CmsTa ce, Ye pUCKBT Ce YBENHMYABA ¢ yBEJHYABAHE HA 1034Ta M NPOAb/IKHTETHOCTTS




yBeJIMYEHA Npea- U NOCT-UMIJIAHTALMOHHA 3aryba u eMOpuo-getanHa CMbPTHOCT.

B aonbanexue ce cho01ana 3a ysendueH Opoit pasinyHu Mmandopmau iy, BKIOYUTENHO CbPAEYHOCHAOBH,
NpY XUBOTHU, TPETHPAHU C HHXHOUTOP Ha MPOCTAriaHIMHOBUA CUHTE3 MO BPEME HA OpraHoreHe3arta. Ot
20-ata ceamMHUa OT OpeMEHHOCTTA HaTaTLK ynorpedara Ha AuKnodEeHAK MOXE Aa NPUYHHH
OIMFOXHIPAMHMOH, Ab/DKALL C€ HA HapylleHUe Ha ObOpeuHara dyHkUuus Ha peryca. ToBa Moxe 1a ce
MOSBH CKOPO Clel 3aMo4yBaHe Ha NeyeHUeTo U OOUKHOBEHO e 00paTUMO NpY NpekpaTtaBaHe my. B
AONbIHEHHE, HMa CbODLEHNA 3a CTeCHABANE HA duclus arteriosus Cnej NeueHue Npe3 BTOPHA TPUMECTDD,

MOBEYETO OT KOUTO ca OUMK 0OpaTHMU clea NpeKpaTABaHe Ha neueHHeTo. [10 Ta3u npuyurHa,
AvKAogeHak He TpabBa Ja ce MpUeMa Npe3 MbPBUA W BTOPUSA TPHMECTBLP OT OPEMEHHOCTTA, OCBEH aKo
HE € KpailHO HeoOxoauMo. B cnyyaid, 4e nuknodeHak ce npuemMa OT HeHa, KOATO ¢e ONUTBA Aa
3a0peMeHee UJTH MO BPEME HA [TbPBMA U BTOPHA TPUMECTBP OT OpemeHHoCTTa, TpAOBa A ce npuaara
Bb3MOXKHO Hakl-HUCKaTa 1034 3a Hai-KpaTbK nepuoa. Cnea eKCno3uumus Ha AUKIodeHaK B
MPOAB/DKEHHE HA HAKOJKO AHH OT 20-aTa recTallMOHHA CeAMHLIA HaTaThLK TpAOBA Aa ce oOMHUCIH
AHTEHATATHO NPOCieAABaHe 3a OIMIrOXHAPaMHHOH. Y noTtpebaTa Ha auknodeHaxk Tpabea aa ce
NpeyCTaHOBH, aKO C€ YCTAHOBH OJIMTOXHIPAMHHOH.

[To Bpeme Ha TpeTHa TpUMECTHP HA OPEMEHHOCTTA, BCHYKM HHXUOMTOPH HA npocTarjiaHaHiHOBHA

CHHTE3 MOraT Aa U3N0XKaT MJ1o4a Ha:

- CHPAECYHO-TYIMOHAPHA TOKCHUYHOCT (MPEXAEBPEMEHHO CTECHEHUE/3aTBapAHe HA ductus
arteriosus u 6en10ApoOHA XMIIEPTOHHA);

- O1Opeuna anchyHKUMA, KOFTO MOXKE Ja nporpecHpa B O6p0peuHa HeIOCTaTHYHOCT ¢
OTUIOXUAPAMHHOH {BXK. M0-rope);

Morat aa w310xaT MaikaTa U 3apoJHuia B Kpas Ha OpeMEHHOCTTA Ha:

- Bb3MOXKHO YAb/I)KABAHE HA BPEMETO HA KbPBEHE H CbCHPBAHE, KOMTO MOXE 1a CE NPOABAT AOPH
W IPH MHOFO HHCKH JO3H;

- HHXUOHpaHe Ha MAaTOYHHTE KOHTPAKLHH, KOETO BOAY 10 3a0aBE€HO KK NPOABIKHTETHO
paxnase;

CnenoBarenHo ynorpebara Ha AMKIOQEHaK MO BpeMe HA TPETHA TPHMECTLD OT OpeMEHHOCTTA €

MPOTUBOMOKA3aHA.

KtnpMene

Karto u napyru HCIIBC, nuknogeHak, npemydHaBa B KbpMaTa B Majiku konuuecTta. [lopaau ToBa
auknodeHak, He TpaOBa Ja ce npueMa no BpeMe Ha KbpPMEHE, 3a Aa ce u3berHar HeXKenaHuTe
NEKAPCTBEHU peaKkLMH 33 KbPMAUEeTo.

POepTHIMTET

Kakto u gpyrure HCIIBC, npunoxeHneTo Ha aykinodeHak, MOXKe 1a YBpeIH KEeHCKHA (PEePTHIIUTET H
HE Ce NpenopbyYBa Py KEHH, KOWTO NpaBAT ONHUTH Aa 3abpemeHedT. [1pu xeHH, KOUTO UMaT
TPYAHOCTH NPH 3a0peMeHABAHETO WM Ce U3cneasar 3a Oeannoaue, Tpadbea na ce obcbau
NPEKpaTABaHE HA ynoTpedara Ha AMKITOPEHAK.

4.7. BaHaHHe BLPXY ¢cn0coOHOCTTA 32 woPpHupaHe H padoTa ¢ MAIIHHH

HaknodeH ayo oxa3sa 1EKO WK YMEPEHO BIHAHHE BBPXY CNocoOHOCTTa 3a wodupanHe U 3a pabora ¢
MaLIHHH.

[TatineHTH, KOUTO UMAT 3PUTEJTHH HAPYLUEHMA, HYBCTBAT 3aMAAHOCT, CBETORBPTEN, ChbHAUBOCT WM
APYTH HapyillleHHA Ha LCHTPA/IHATA HEPBHA CHCTEMA, JOKATO NpHEMAT AHKIodeHak, Tpadsa aa ce
BBb3AbPXKAT OT odHpaHe WA paboTa C MaLLWHH.

4.8. HexenaHH 1eKAPCTBEHA PEAKIHAH

HexxenaHHUTE peakliMM ¢a NOAPEASHH CIOpell YeCcTOTaTa, KaTo Hal-4eCTHTe ca Ha I
M3N0A3BaHAa clieAHaTa Bb3npyeTa Kinacudukauus: yectd (>1/100, < 1/10), HeuectH
peakd (>1/10 000, <1/1 000), mHoro peaxkn (<1/10000), ¢ HensBecTHa 4HEeCTOT
[IpeABUAMA OT HATUYHHUTE JIaHHH.

H36PDC‘HHTG No-40J1y HCXKCNAHH NCKADCTBCHH Bq)EI{TH, BKJIKOUBAT TE3HW CHOOLIABAH




KpaTKOCpOYHa Taka U MpH Npoab/KUTENHA yiioTpeba.

Hapyuiennst 5a KpLBOHOCHA H THMQHA CHCTEMA

MHoro peaxku TpoMOOUHTONEHNA, IEBKONEHUS, aHEMHSA (BKIIOYUTETHO XEMOHTHYHA U
aryiaCTH4Ha aHeMHuA ), arpaHy/I0LHHTO3a

Hapymenuﬂ Ha MMYHHATA CHCTema

Peaku CBp’bXHyBCTBHTeﬂHOCT aHacbmlaKTmHu H aHaCI)HJ'IaKTOHIlHH peaKkumu
(BKNIOYHMTENIHO OPOHXOCNA3bM, AHTHOEAEM, XHIIOTEH3HA U LLOK)

MHoro peaku AHTHOHEBPOTHYEH OTOK (BKIIOUUTENHO JIHLER OTOK), MPYPUTYC,
YPTHKapus

HCHIHanH'IHH HApyLleHNs

MHoro peaku -,[Ie?.ﬂpnemauuﬂ aenpecus, be3cbHUe, YMOpa, HOIUHH KOWMapH,
'paf},[lpaf}HHTe.ﬂHOGT MCHXOTHYHH HApYLIEHHS
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IHEIp}’[IIEHHﬂ HA HEPBHATA CHCTEMA

YecTu ]F napobonwue, 3aMagHOCT

Peaku CBbHAUBOCT, YMOpa

MHuoro peaku [lapecTesus, HapyLIEHUS HA NAMETTA, MbPYOBE, TPEBOXKHOCT, TPEMODP,

HewussecTHu aceNTHYECH MEHUHTHT, BKYCOBHY HapylIeHUA, MO3BYHOCHI0B HHLIMAECHT
OO6bpkBaHe, XallOUKHHaUXMH, He3noKoHCTRO

Hapymeuuﬂ HA OUHTE |
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MHoro peaku ] HapyweHue Ha 3peHneTo, 3aMbriieHO 3peHHe, JHIUTOMUA
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'Hapymienus Ha yx0To B Ja0HpHHTA

- —— — ——— f——- -— —_— ——_ar s - —r = — - - — 3

| |
YecTH | 3amMasHoCT

MHoro peaku TuHuTyC, HapyLWIEHHA Ha clyXa |
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fC'I:pIIE‘lHII Hapymenus :

Peaku 3aabpaane HAa TEMHOCTH H OTOK '
“MHoro peakH [Mannutauus, rppaHa 60/Ka, ChpeUHa HEAOCTATBYHOCT, MHOKapaEH ;
| uHpapxT |

]
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'C HEHW3BECTHA 4€CTOTA %CHH,EIPOM Ha Kounis
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Cba0BH HAPYLICHHSN

- —_——r—

R T

-y — .|. rom- e el - - . ]

! !
:MHGFO peaku !Xunepnmmu XHITOTOHMSA, BACKYJIUT
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Pecuuparopnn, TPLAHYH H MEAHACTRHAHH HAPYIIEHHA
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Penxu ) Ac*rma (BKJIIOYMTENHO 3a0yX)
- MHoro peak1 ' HHEBMOHHT
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‘{ecm Faneﬂe NOBpbUIAHE, AHapHUs, JACTIeNCUs, KOpeMHa Gcmxa, daaTyneHuuA,
Peakn | aHOpeKcHs

| ["acTpHT, KbpBEHE OT CTOMAILIHO-UPEBHHS TPAKT, XEMATEME?A,
| ' KbpBaBa JiHapusi, CTOMAlHA WK 4YPEBHA A3BA ¢ WK 03 KhpREKe
-MHoro peaku nepgopauys

KoMt (BKJ1. XeMOparnieH KOAMT U ex3alepbainn Ha y
 Hn Oosiect Ha Crohn), 3anek, cTOMaTHT (BKJ. yUEpO3ey
rnocu'r » HAPYWIEHNS Ha XpaHONpPOBOAA, nuarq:pamo- ne
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CTPUKTYPH, NAHKPEATHT
C HeuspecTHa yectota  HMcxeMHueH KOnHT

Xenaro-OM1HAPHH HAPYILIEHHSA

YecTH Y BeUUEHHUE CTOHHOCTHUTE HA TPaHCAMHMHA3HUTE
Penkn KbATeHHUA, aCHMNTOMATHYEH XENATHT, OCTHP XENaTUT, XPOHHUYEH
MHoro peaku AKTMBEH XEMNaTHUT, X0JIecTasa
OyNIMHHEHTEH XENATHUT, YepHOAPOOHA HEKpPO3a, YyepHOoApoOHa
'HEOCTaTbYHOCT

Hapymeﬂml Ha KOXXaTa H nommmna'ra ThKAaAH
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Yectu OGpHB
Peaku | Y pTHKapHs
MHoOro peaku 'Byno?.uu epPYILIHH, EK3EMA, EPHTEM, EPHTEMA MYJITHHOPME, CHHAPOM Ha

Stevens-Johnson, TOKCHM4Ha enuaepManHa HeKpoau3a (CHHAPOM Ha
Lyell) eKCOSHATUBEH IePMaTHT, KOCONa, peakuuH Ha
(pOTOMYBCTBHUTENHOCT; NypNypa, anepruvHa nyprypa, cspoex

C HeuwssecTHa HectoTa | DuKCHpaH nekapcTBeH OOpUB, reHepanu3upaH 0yio3eH QUKCHpaH
‘ NIeKapCTBeH oOpus

. e el = mmem —————-. - - . —_ - -
- - — - - — —_— e m ceae—n — — . f e = i ememaaes e - - - - 1

Hapymenun Ha 61.6peu||Te H MHKOWHHTE MLTHINA
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MHoro peakmu | Bbﬁpetma HEAOCTATBYHOCT, OCTpa G'hfipeqﬂa HEAOCTATbYHOCT, |
| XEMATypHs, NPOTEHHYpHS, HeBPO3EH CHHIPOM, HHTEPCTHLHAIEH !
- He(pHT, 61,6peq|-1a nanuiapHa Hekposa
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OEmn HAPYUIEHHUSA H etbemu HA MACTOTO HA HPHJIOXKEHHE |
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JIaHHHTE OT KIUHHUUYHHTE MPOYYBAHUA H €NHAEMHONOMHYHHTE JAHHH €QHAKBO COYAT KbM TOBHLIEH
PHCK OT apTepHanHy TpoMOOTHYHH CHOHTHA (HanpuMep MHOKapAeH HHGAPKT UK HHCYNT), CBBP3aHH
¢ ynotpedara Ha nuknodeHak, ocobeHo npu Bucoka no3a (150 mg AHEBHO) ¥ NpH NPOABIKHTENHO
nevyenue (BXK. Touka 4.3 u 4.4 [Ipotusonokaszanns u CneuranHy npexynpexacHys ¥ NpeanasHu
MEPKH Npu ynotpeba).

CbobufaBate Ha NOAO3IUPAHU HEXKEJIAHW PEAKLIMH
Cb00u1aBaHeTo Ha MOAO3UPAHH HEXKENAHH PEaKUMH Clie]l pa3peluaBaHe 3a ynoTpeda Ha NeKapcTBeHUS

NPOAYKT € BKHO. T'oBa nN0O3BONIABa Aa NPOAB/LKA HAONIOJAEHHETO HAa CHOTHOLLEHHETO MOJI3a/PHCK 3a
NEKapCTBEHHA NPOAYKT. OT MEAKHLIMHCKHTE CNELHANUCTH ce U3UCKBA Aa CHOOLIABAT BCAKA
0J03KUpaHa HeKENnaHa peakuus upe3s

HManbnuuTeNHA areHuuMa no JeKapcTeara

yn. ,,JamsH ['pyeB” Ne §

1303 Codus

Ten.: +359 2 8903417
yebcaiT: www.bda.bg

4.9. Ilpexosupane

CaMnToMH
Hama THNMHYHA KAHHHYHA KAPTHHA, aCOLMHPaHa ¢ NPeao3npaHe Ha AUKJIOPEHaK. I'[pe,uﬂ
MOJKE€ 14 NPeArU3BHKA CHMITTOMH KaTO: NOBPBLUAHE, CTOMAIHO-YPEBHO KbPBEHE, AHAP
THHHUTYC WIH I'bpuoBe. B ciayuait Ha 3HaYHMO OTpaBsHe € Bb3IMOXHO Ja HACTBIIAT O
HEJOCTATbYHOCT M YepPHOAPOOHO yBpexaHe.

IIpeaqupHeMane HA MepKH



JleweHueTo Ha ocTpoTo otpasane ¢ HCITIBC, skatouutenHo aAMKNogdeHaK, BKIHOUYBA TJIaBHO
MOAALPXKALUK MEPKH H CUMNTOMATHYHO JIEUEHHE. 3a YCIOKHEHUE KATO XHNOTOHUS, OHBOpeuHa
HEJOCTATLYHOCT, MbPUOBE, CTOMALLIHO-YPEBHMU HAPYLUEHHA H NMOTUCKAHE HA AUILAHETO CE NMpHiararT
MOAAbPKALIY MEPKH H CHMITTOMATHYHO JICYCHHE.

Manko BEpOATHO € CneuHanHH MEPKH KaTo popcHpaHa Ayypes3a, JHAJTH3a HIH Xemonepdysna na
nomorHar 3a enumuuupane Ha HCIIBC, skaountenno auknogdenak, T KaTo CTENEHTa HA TAXHOTO
CBbLP3BAHE C NPOTEHHHUTE € BUCOKA W METADONH3IMBT UM € EKCTEH3MBEH.

5. @®APMAKOJIOTHYHH CBOUCTBA
5.1 @apmakoJHHAMHYHH CBOHCTBA

dapMakoTEpaneBTHYHA rpyna: Npoy3BOAHH Ha OLIETHATA KHCEIMHA W CBBbP3aHH ¢ TAX BelecTa, ATC
koa: MOTABOS.

JuknodeHak € HecTepouaeH NPOTHBOBBL3NAIUTENEH NeKapcTBeH NPOAYKT ¢ 0be3bonasaiuo,
MPOTHBOBBL3NAIUTENHO H AHTHNUPETHYHO AcHCTBHE. TOH MOTHCKA aKTHBHOCTTA HA €H3KUMA
LIHIVIOOKCHIeHAa3a, B pe3yiTaT Ha KOeTo ce HHXUOHMpa CHHTE3a Ha NpocTariaHaHHH.

JloknaaBaHo €, 4e No BpeMeE Ha JICUeHHE ¢ AMKNOPEeHaK ¢ce HaManaBa HUBOTO HA NPOCTarIaHAMHUTE B
yPHHATa, B CTOMALLHATA JTMraBMLUa H CHHOBHAIHATA TEYHOCT.

Toit ce u3nmon3sa 3a ieueHHe Ha BCHYKK BUIOBE PEBMATHUHH 3a0onsaeanua H 3a o0neKyaBaHe Ha
pa3nuyHH BUAOBE DONKH.

5.2 PapMaKOKHHETHYHH CBOHCTBA

Abcopbuns

[Ipu nepopanHo npunoxeHue qukiodeHak 6up3o ce abcopbupa. Adbecopbumsra npesuinasa 90%,
OuoHanu4yHocTTa My 00aue e camo okos10 60% ot abcopOupanara no3a, nopand MerabonnsMpaHeTo
MY MpPH IbPBOTO MY NPEMHHABAHE NPE3 YEpHHSA Apod.

[1pu opanuure popMu Ha AHKIOPEHAK MMKOBA CEPYMHA KOHLUEHTpaUuUa ¢e AoCcTHra ot | a0 4 yaca, B
3aBHCHMOCT OT BH/i2 Ha IEKAPCTBCHHA NMPOIYKT.

Tn# karo auknogpeHak ce abcopbupa B AyoNA€HYMAa ¥ TbHKUTE YepBa NIPUETATA XpaHa HaMalABa
CKOPOCTTa Ha abcopOLmaTa kaTo ce 3a0aBAT ¥ MOHHKABAT MHMKOBUTE IU1a3MEHH HHBA HA AKTHUBHOTO
BeiiecTBO. HezaBucumo, ue npueMa Ha xpaHa peaAylupa cKopocTTa Ha abcopbuus, creneHTa Ha
abcopbuusaTa obaue ce 3anasea. Cnea NOBTOPHO NpHeMaHe, obauye, npHeTaTa XpaHa He OKa3Ba
BIMAHKE BLPXY TJ1a3MEHHTE HUBA Ha AHKNOGEHAK.

PasnpeneneHne

99% ot auKiodeHak ce CBLP3Ba ¢ MJIaA3MEHHTE NPOTEHHM, rIaBHO ¢ anOymunurte. JuknogeHax ce
pa3npocTpaHaBa ObpP30 B CHHOBHAIHATA TEYHOCT, KbaeTo AocThra 60-70% ot nnazmeHute HuBa. Ot
TPU AQ LIECT Yaca C/1eA MPHEMAHETO MY, CHHOBHATHATA KOHLIEHTPALIMA Ha AKTUBHOTO BELIECTBO M
HErOBUTE METAdONNTH HAABUIIABA Ma3mMeHuTe HUBA. [lukiodenak ce ekcpeTHpa no-0aBHO OT
CHHOBHAJTHATA TEYHOCT, OTKOJKOTO OT IJ1a3Mara.

buorpaHcpopmala 4 eNMMUHHpaHE.
BHonoruyHuAT NonyxKBoT Ha aukiodeHak ¢ 1 a0 2 yaca. I1pu nexo yBpeaena 6u6peunHa wim
yepHOoApOGHA PYHKUNA TOM HE CE& MPOMEHS.

HuknodeHak nouTH HambJIHO ce MeTabonu3npa B YepHUs Apod, OCHOBHO 4pe3 XHAPOKCHIH
meTokcunpane. [lpubnunzurendo 70% oT quinodeHak ce eKCKpeTupa npe3 ypuHara rno
dapMakonorMyHo HeakTuBHU MeTabonutTu. Camo 1% OT IeKapcTBOTO Ce eKCKpeTHpa
OoCTaHaNHTE METADONHUTH Ce EKCKPETHPAT NMpe3 YPHHATA H PEKATHHTE.

[lp1 nauMeHTH B cTapyecka Bb3pacT HE ¢e HAbNoAAaBaT 3HAYMTENHH NPOMEHHU B abcoy




MeTabo/I3Ma M EKCKPELMATA.
5.3. IHpeaxauHHYHH TaHHH 32 0€30MACHOCT

[IpoyuBanuaTa 32 ocTpa TOKCUYHOCT NPH PA3AHMUHHM KUBOTHHCKH BUJOBE HE Ca MOKA3AIH CIEUHATHH
Pa3IUHA.

B 3aBMCHMOCT OT HaYMHA Ha APUICKEHHE W NOJA Ha XUBOTHUTe cheaHute LDsy HHBa ca H3MepeHH:
npu muuiku Mexxay 116 n 470 mg/kg, npu mbxose mexay 80 u 196 mg/kg, npu 3aituu
npubauzutenHol 00 mg/kg v mpu kyuera 50 mg/kg. LDso npu MalimyHu e 3200 mg/kg nuknodeHak.

[IpoyuBaHus 3a XpOHHYHA TOKCHHHOCT ca OMH NPOBEACHHN NPH IUTbXOBE U Ky4eTta. [Ipy TOKCHYHH
HHBA T.€. NpH 303K Haa 0.5 wau 2.0 mg/kg (B 32aBUCHMOCT OT dKHBOTHHCKHA BHA), ca HAO0JapaHM
raCTPOMHTECTHHAIIHH 43BH U NMPOMEHHU B EPUTPOLIMTUTE K NIEBKOLIUTHTE.

[IpH NpOAB/KHTEIHHTE NPOYUYBAHHA 338 KAHUEPOTEHHOCT NPH MULLIKHU U ITLXORE (Ha

2 mg/kg/nHeBHO aHMKIOQEHAK), He ca HaboaaBaHH CUrHH(PHKAHTHO NOBHLIABAHE HA YECTOTATA Ha
TymopuTe. He e ycTaHOBeHO, TexapcTBEeHUAT NPOAYKT Aa UMa MYTareHHH edexTH.
EMOpHOTOKCHYHOCTTA K TEPATOr€HHOCTTA Ha AHKIO(EHaK ca TeCTBAHH NMPH MJIBLXOBE, MHLLIKH H
3aiun. PetanHa cMBLPT U 3a0aBsHe HaA pacTexa ca HabnKaaBaHW caMoO KOrato MatkuTe ca
NnoJiy4aBalid TOKCHYHH 03H OT aKTUBHOTO BelllecTBo. He ca HabniopapaHu npomenu. 'ecTallHOHHUAT
flepHol U paxaaseTo ca Owi yabikenu. He e yctanoBeH edexkt Ha AHKIIOMEHAK BLPXY
depTUNIHUTETA.

Pe3yaraTuTe OT U3CneaBaHUATA 32 OCTPa TOKCHYHOCT NPH N1ad0paTOPHHU XKHBOTHH COMAT OTHOCHTENHO
BMCOKA TOKCHYHOCT Ha AHINIOdEHAK HATPUH CNel NepopaHO, HHTPANEPHUTOHEATHO, HHTPABEHO3HO
HJIK NOIKOXHO NMpuaokeHHe. CrodnoctuTe Ha LDso ca 6unu noa 500 mg/kg : npu Mmumiku mexay 116
u 530 mg/kg, npu mbxoBe mexay 52 ¥ 240 mg/kg, npu 3aitun Mexxay 100 u 157 mg/kg v npu kyuera
42 no 59 mg/kg. PesyntaTure moka3par, Ye IUILXOBETE H Ky4ETaTa C€ OKA3BAT MO-YYBCTBUTENHH KbM
TOKCHHYHOTO JEHCTBHE HAa QHKIO(EHAK OTKOJIKOTO APYTUTE XMUBOTHHCKH BUOBE.

I1pu npoyusaHuATa 32 XPOHHYHA TOKCHYHOCT, MEPOPATHO NPHIAGKEHHE HA TUKNOdeHaK HATpHiT NpH
[UTbXOBE B 103H HaA |6 mg/Kg/AHeBHO oKa3Ba TOKCHUEH €(EKT BbPXY CTOMAILHO-UPEBHUS TPAKT H
yepHua apo6. Ilpu maitmyHnu obaue ca noknaaBaHu 1€31MH HA CTOMALLHO-YPEBHHS TPAKT CaMO MpH
MpHUIAraHe Ha MakCHMasiHHW 003K - 75 mg/kg/nHesHo, B npoaLIKeHHE Ha Haa 6 meceuna. PaznvuusTa B
TOKCHYHOCTTa Ha MEAHKAMEHTA W3rAex/a ¢a CBbpP3aHM ¢ pa3iiyHUs MbT Ha MeTabonuima Ha
AKTHBHOTO BEUIECTBO MPH pa3IUuHUTE )KMBOTHHCKH BHAOBE. Tpa0Ba na ce orbenexu, ve mbTAT Ha
mMeTabonn3ma Ha ANKNodeHaK NP MAHMYHHTE U NPH HYOBEKa € nonodeH.

PenpoayKTHBHHUTE Npoy4BaHHs Ha AMKJIO(DEHAK HE NTOKA3BaT KAKBUTO U Aa OWi10 TepaToreHu eexTH
npy¥ MULIKH, ILUTBXOBE M 3aiilM, obaue npu no3u Haa 20 mg/kg/nHeBHO € AOKa3aHOo, e TOH Moxe Aa
Obae TokcHueH 3a MaiikaTta W nnoaa. [loTuckaHeTo Ha CUHTE3a HAa MPOCTArNaHAMHNUTE, ClIE],
MPUNOKEHHE HA AMKNOPEHAK, MOXKE Aa YABLDKH reCTaUOHHAS NEPHO.

HuknodeHak HAMa MyTareHHH U KaHLEPOreHHH eeKTH.

HscnensauunTa in vitro u in vivo co4at, Y€ aKTUBHOTO BELIECTBO MOXKE 118 NMPHUHHHA POTOTOKCHYHOCT.
EdexTuTe OT NpeaKIHHUYHKTE NpOyuBaHUA ca OunK HabJilonaBaHH ciea eKCno3nLug ¢ 1034,
MHOrOKpPAaTHO MPEeBHILABAILH NO3HUTE MPH XOpaTa H HAMAT 3HAYCHHWE B KIIMHHUYHATA NPaKTHKA.

6. PAPMAILIEBTHYHU JAHHHA

6.1 CnHchK HR HIOMOMHATE ChCTABKH

AApoO Ha KancynaTa:
3axapo3a

XUAPOKCHIIPONX LieNyno3a
XUNpoMenosa
MErHe3rueB KapOOHaT, TeXKbK




CbMOJIMMEP Ha METAKPHIIOBA KUCENUHa-eTHRaKkpunatl:1.aucnepcusa 30 npoueHTa
TPUETH] LUTpAT

TaJlK

TuTaHoB anokcua (E171)

KapMmerio3a HaTpHH

makporon 6000

HAaTPHEB XMAPOKCU]

aMOHHUEB METAKpUIaT cbnonumep (Tun A U B)

OOGBKMBKA HA KANCYJ1aTa:
TUTAHOB AHOKCHA (E171)
HHaAUroTHH {(E132)
KENaTHH

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHocT

3 rogMHu

6.4 Chnennan H® NpeAnasHH MEepPKH 32 ChXPAHEHHE

Ja He ce cbxpaHaea Haa 30°C.
Ja ce cbxpaHsaBa B OpUrHHanHaTa ONakoBKa, 3a Ja ¢e npeanasM oT Biara.

6.5 Bua K cBALPKAHHE HA ONAKOBKATA

bancrep (OPA/Aluminium/PVC/Aluminium) - 20 kancynu ¢ usmMeHeHo ocBobokaaeane B 6iuctep/u
(2 6aicrepa no 10 kancynu), B KAPTOHEHA KYTHS.

6.6 ChnenHaanm npeana3’HH MEPKH NPH HIXBLPJASHE H paboTa

Hsma crieuuaniu U3UCKBAHHA 33 U3XBBLPJIAHE.

7 MME H AAPEC HA ITPUTEXATEJIA HA PAZPEIIEHHUETO 3A YIIOTPEBA

KPKA, d.d., Novo mesto, Smarjeéka cesta 6, 8501 Novo mesto, CoBeHHA

8 HOMEP HA PAPEINIEHHETO 3A YIIOTPEBA

Per. Ne 9700463

9 JATA HA ITbPBO PAZPEINABAHE/TIOJHOBSABAHE HA PA3SPEIIEHHUETO 3A
YIIOTPEBA

Hara Ha nmbpBo paspewasane: 07.10.1997
JlaTa Ha nocneaHo noauosasaHe: 31.10.2008

10 JATA HA AKTYAJIM3HPAHE HA TEKCTA
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[TonpobHa nHpopMaLms 3a TO3M IeKapCTBEH NPOAYKT € NnpeaocTaBeHa Ha yebcaiita Ha M3nbiHuTenHa
Arenuus no Jlekapcrsara (MAJI) http://www.bda.bg.




