KPATKA XAPAKTEPUCTHUKA HA ITPOJAYKTA



1. UME HA JIEKAPCTBEHMS ITPOJAYKT

PRESRSITILE
6 3p20=6 15U

Bosrapen 50 mg cyno3uropuu
Voltaren 50 mg suppositories

Boarapen 100 mg cyno3uropuu
Voltaren 100 mg suppositories

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

AKTHBHOTO BELLECTBO € HaTpueB-[o-[(2,6-auxsopdenunn)-amuno |-hennn]-auerar (= diclofenac
sodium/auknodeHak HaTpUM).

Bcesaka cynosutopus ecpabpxka 50 mg winn 100 mg aukiiodeHak HaTpHUid.

3a MbJIHKUA CIIUCHK HAa NMOMOLIIHUTE BELECTBA BUKTE TOUKA 6.1.

3. JJEKAPCTBEHA ®OPMA

Cyno3uropus
benu 10 KbATEeHHKaBH, TOPNEA000Pa3HU CBELLIMYKH C INAJIKU WIIH JIEKO HEPABHHU MTOBBPXHOCTH.

4. KJIUHHUYHUA JAHHHU
4.1 TepaneBTHYHHM NOKA3AHUA
JleueHnue Ha:

® BBL3MNAJIMTEIHH U IEr€HEpPaTHBHU (POPMHU Ha CTABHH 3a00JIIBaHUA: PEBMATOMIEH apTPHT,
FOBEHHWJIEH XPOHUYEH apTPHUT, AaHKWJ103Mpalll CIIOH/AMJIMT, OCTEOAPTPHUT U CIIOHAWIapTPO3a,
00JIe3HEHU CUHAPOMHM Ha rpbOHAYHMS CTHJIO, M3BBHCTABHU MEKOTbKaHHH 3a00.1BaHHUS

® [10JIarpO3Ha KpM3a;

® [IOCTTPaBMaTH4HA U NOCTONEpaTuBHA O0JIKa, Bb3IMaJIEeHUE WIIM TMO/lyBaHe, Hanp. Cle]]
CTOMATOJIOTHYHA WK OPTOMNEAMYHA OTepalys;

e (0JIE3HEHH W/ WK BB3MAJIUTEIIHU ChCTOSAHUS B TMHEKOJIOrMATA, HAMp. MbPBUYHA JJUCMEHOPES
WJIK aIHEKCHT,

® [PUCTBITM HAa MUIPEHA
KaTO JOIMbJIHEHHE TMPH JIEYEHUETO HA O0JIE3HEHU HH(EKLIMK HA YXOTO, HOCA WJIM I'bPJIOTO,

Harp. TOH3WJ10(papuHruT, OTUT. Cna3zBalku TepaneBTUYHHUTE MPUHLMITH, N0/IJ1€KALIOTO
3a0oisiBaHe TpsAOBA /a ce JIeKYBa CbC ChbOTBETHATa Tepanusa. PedpuaureT, cam no cede cu, He

€ INMOKa3aHHUE 3a MNPHJTOKCHHC.

4.2 J03HpOBKA H HAYMH HA NPHJIOKEHHE

g{}i]ll POBK4

HexenaHure n1ekapCTBEHH peakLMK MOrar J1a Obaar CBE€HH 10 MUMHUMYM 4pes3 U3I0JI3BaHE Ha Hal-
HUCKaTa e(peKTUBHA [03a 3a HAU-KPaTKUA MEPHUO/ OT BpEME, HEOOXO/MM 3a KOHTPOJIMPAHE Ha
cumnToMuTe (BXK. T. 4.4 CrieuMasiHH NpeaynpexxaeHus U npeana3sHyu MEpKH Ipu ynorpeda).
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[Tpy nBpBHYHA AMCMEHOPEA NHEeBHATA N03a TpadBa aa Obae aganTHpaHa HHAWBUAYATHO, U 00WYaHHO
e 50 no 150 mg. [Ipu 3ano4paHe Ha nedenuero TpadBa ga ce npunoxar 50 go 100 mg u npu
HeoOXOAHMOCT, [103aTa Aa ¢€ MOBULIM B TSYCHUE HA HAKOAKO MEHCTPYAJHH LUMKBIA 10 MAKCHMAJTHO
200 mg/nHeBnO. JleueHneTo Tpabpa Aa 3aMoYHe MpH NOABA HA MBPBUTE CUMIITOMH U B 3aBUCHMOCT OT

OIUIaKBaHHUATA, Ja NPOAB/DKH HAKOIIKO JTHH.

JleueHHeTO HA MUrpeHa Che Cyno3uTopuu Bontapen Tpabea na 6bae unnuurpano ¢ ao3a ot 100 mg
NPpH NBPBUTE NPH3HALIK HA 3a04Balll MUTPEHO3eH NpHCTHIL. [Ipu HeobXxoauMocT Morar aa ce
NpWIoKAaT JombjaHuTeNHO A0 100 mg B paMkuTe Ha cbluUg AcH. B cnyuai, ye TepanuaTa TpaOBa na
Obae npoabinaeHa Npe3 CAeABALUTE AHM, MAKCUMAJIHAaTa IHEBHA 03a He TpAOBa Ja HaaBMLIABRa
150 mg, pasnpeneneHu B HAKOJKO MpHEMA.

[leanarpayna nomyjianHsg
[Ipn neua Ha/HaAa |-roauiliHa BL3pacT M noApacTealuy TpaOsa aAa ce npunarar 0,5 a0 2 mg/kg TenechHo
TEra0 JHEeBHO, B 2 A0 3 OTAE/NHH NpHeMa, B 3aBUCHMOCT OT TEXECTTa Ha ChbCTOSHHETO.

3a nedyeHKHe Ha KOBEHWICH XPOHHYEH apTPHUT AHEBHATA 1032 MOXE 12 C€ MOBULIN A0 MAKCUMYM 3
mg/kg, pasnpeneneHy B HAKOJIKO NMpHUEMA.

He tpabea na ce npeBMIlaBa MakCMMaHaTa AHEBHA Ao3a oT 150 mg.

ITopanu BHcOKaTa n03a BonTtapeH cyno3utopuy ot 50 mg He c€ npenopbyBaT npy aela v
noAapacTeaily noj 14 roamHm.

Bonrapen cynozuropus oT 100 mg He ca noOAXOAALM 32 A€LAa M MOIPACTBALIM,

IlanuenTH B cCTApYeCcKAa Bb3pacT (Ha 65 H noBeYe roJHHH)

OBHKHOBEHO HEe € HEODXOMMO KOPHTHPAHE KA MbPBOHAYANIHATA 1034 MPH NALKUEHTH B HANMpPEAHATA
Bb3pacT. Burnpeku Topa € HeOOXO0AUMO TIOBUIHEHO BHHMAaHHUE NMOpaay OCHOBHH MEAHLIMHCKH
CHOOpaXKEeHHA, 0COOECHO NMPH HEMOLHH MALMEHTH B CTAPUECKA BB3PACT UM MPH TE3H C HUCKO TENIECHO
Terno (BXK. T.4.4 CnenuanHu npeaynpexacHus U npeanasHu MEPKH MpH ynoTpeda).

ITanneHTH ¢ YCTAROBEHO CHPACHHO-Ch/I0B0 326019BaHe HIH ChC 3HAYMHTE/IHH PACKOBH paKTOpH
34 ChPAEYHO-CHI0BO 3200/ I9BaAHE

OOGHKHOBEHO JIeYeHHETO ¢ BonTapeH npu NauMeHTH ¢ YCTAHOBESHO ChPACYHO-CBAORO 3a00naBaHe WIH
HEKOHTpOJIHpaHa XHIEPTOHHS He ce npenopbypa. I1py HeOOXOIHMOCT, MALUEHTH ¢ YCTAHOBEHO
CBPASHYHO-CHAOBO 3a00N5BaHEe, HEKOHTPOJIUPaHa XHIIEPTOHHA WIIH 3HAYUTENHH PUCKOBHU (PAKTOPH 34
ChpACYHO-CBAOBO 3abongBane TpAOBRa aa 6baaT nekysaHH ¢ BonTapeH caMo cne BHUMATETHA
npeneHka 1 camMo ¢ ao3d < 100 mg nHeBHO, KOraTo JieHeHHeTO NPOoAbIDKABa 3a NOBEYE OT 4 ceAMULM
(BK. T. 4.4 CnenHasiH1 NPeayNpeXIAeHHS U NPeanazHy MepKHU Npu ynotpeda).

buOpeuno yspexnane
BonTapes e npoTHBONOKasaH NMpH nauueHTtH ¢ 6u6peura negocrarburoct (GFR <15 ml/min/1,73 m?)
(Bx. T. 4.3 IlpoTHBONOKA3aHUA).

Tbit KaTO He ca NPOBEXJAHM CeLUUdUYHK NPOYYBAHUA NPH NALMEHTH ¢ OBOpPEUHO YBpeXKAaHe, He €
HEOOXOHMMO H3BBPLIBAHETO Ha cielidUUHHN KOpeKLIMK Ha no3arta. Heobxoaumo € BHUMaHKe npu
npunaraHero Ha BoarapeH Ha nauueHTn ¢ 6u0peuHo yspexaane (Bx. T, 4.4 CneuHandu
npeaynpexaeHud ¥ Mpeanassd MepKy NpH ynorpeda).

YeproapodHo yspexaane
BonTapeH € npoTHROMOKa3aH MpU NaLHeHTH C YePHOAPOOHA HeJOCTATBHHOCT (BX. T. 4.3
[IpoTHRONOKa3aHKA ).

Twit kaTo He ca MpoBeXIaHH CeLUU(PUIHH NPOYUYBAHUA NPH NALIMEHTH C YEPHOOPOOH
e He0OXOIMMO H3RBLPIIBAHETO HA CNEUMPHUYHH KOpeKUHK Ha no3aTa. HeoOxonnmo e B




npunaraseTo Ha BonTapeH Ha nMalMeHTH ¢ IEKO 10 YMEPEHO YEPHOAPOOHO yBpexaaHe (BxK. T. 4.4
CnieuyanHu nNpeaynpexxacH|s U NMpeana3sHd MepKu NpH ynotpeoda).

HauuBl BA NPHI0KECHHE
Cyno3uropuure TpaOBa ga 6baar 1odpe nocraseHH B pekTyMa. [Ipenopbusa ce cyno3uropuure aa ce

npunarar cnej aedexarms.

Jla He ce mpueMaT nepopajiHo, 4 CaMO PEKTANHO.
4.3 IIpoTHBONOKA3AHHS

e H3BecTHa CBPBLXYYBCTBHUTENHOCT KbM 8KTHBHOTO BEUIECTBO WA KbM HAKOE OT MOMOIIHUTE
BELISCTBRA.

e AKTHBHA CTOMAIlIHA WK YpeBHA A3Ba, KbpBeHE HIH nepdopaums (Bx. T.4.4 Cneuyanyu
npeaylnpeXACHHA U NpeAna3Hy MepKH NnpH ynorpeda u T. 4.8 Hexenany nekapcteenu
pEaKUMH).

e AHaMHe3a 33 KbPBEHE OT CTOMALIHO-YPEBHUS TPaKT WIH nepdopauus, CBbP3aHM C NPEAXOIHO

neueHue ¢ HCTIBC. AxTHBHA WwiM NOBTOpPHA N0sBa HA MENTHYHA A3Ba/KbpBeHe (ABa UAH

roBeue OTAECTHH A0KA3aHHU €NH304 Ha A3Ba HIIH KbpPBEHE).

[TocnenHus TpuMecThp OT OpeMeHHOCTTA (BX. T. 4.6. OepTUnuTET, OpEMEHHOCT U KbPMEHE).

YepHoapobHa HEAOCTATHYHOCT.

Bw6peuna nepocrarbunoct (GFR <15 mli/min/1,73 m?)

Texka cbpaeuHa HEAOCTATHYHOCT (BXK. T. 4.4. CneyyanHu npeaynpexieHus U npeanasHu

MEPKH NpH ynotpeba).

e VYctaHoBeHa 3acTodHa cbpacyHa HeaocTaThuHOCT (NY HA 1I-1V), ucxemuuna Gonect Ha
ChpLIETO, NepudepHO apTepHanHo 3abomnsaBaHe W/ MK MO3BYHO-ChIOBA OOecT.

e [logobHo Ha ApyryuTe HecTEPOMAHM NpoTHBOBBL3NAUTENHNU cpeacTea (HCIIBC), BonrapeH e

IPOTHBONOKA3aH H INPH NALMEeHTH, NIPH KOWTO yNoTpedaTa Ha alleTHICAIMIIMIOBRA KHCENHHA

unu apyru HCIIBC moxe na npoBOKMpa acTMa, aHrTHOEIEM, YPTHKapHA WK OCThLP PHHUT

(nanp. HCIIBC-uHayuupaHy peakiMi Ha KPbCTOCAHA PeaKTHBROCT) (Bxk. T. 4.4 CneunanHu

npeaynpexnecHus 1 npeanasHu MepkH rpu ynorpeba u 1. 4.8 Hexenanu nekapcteeHu

peaKLuK).
e [lIpokTHT.

4.4 CnenuannH NpeAynpekIeHHA B NPEANAaZHH MEPKH NpH ynotpeda

O6mn

Hexxenanure neKapcTBEHH peakliu MOraT Ja 6baaT HaMalleHH KaTo 3a KOHTPOJIMPaHE Ha
CHMITTOMHTE ce ynorpedssa Bb3MOXHO Hal-HUCKaTa €¢(DEKTUBHa 1034 33 Bb3MOXHO HAH-KPATHK CPOK
ot BpeMe (BX. T. 4.2 ¥ NO-A0MY NOCOYEHUTE racTPO-WHTECTHHAIIHH H CbPACYHO-CBIOBH PHCKOBE).

CroMamno-dpeBHR ¢PeKTH

[Tpu Bchuxn HCIIBC, BxmounTenso v npu AukiodeHak, ca CboOaBaHH Cily4an Ha KbpBEHE OT
CTOMALUHO-YPEBHHUS TPAKT, A3BH HIIH nepdopalms, KOUTO MoraT Aa 6bJaT (aTanHu M Morar aa
HACTBIAT HA BCEKH €Tall OT JICUEHHETO, ChC WK 0€3 MpeayNnpeanuTe/IHH CHMNTOMY WM JaHHHU 3a
aHaMHe3a 32 CEPHO3HN CTOMAaUIHO-4YpEeBHU UHLUAECHTH. [TocneacTBUATA Ca MO-TeKKHU MPH NALUEHTH B
HamnpeaHaNa Bb3pacT. AKO NpH NAUMEHTH, NEKYBaHU ¢ BonTapeH HacTBHIIN KbpBEHE OT CTOMAILIHO-
uypeBHHA TPAKT WU ce¢ 0Opa3yBa 13Ba, IpHEeMa Ha JIEKapCTBOTO TPAOBA A CE MPEYCTAHOBH.

Kakro npu Berukd HCIIBC, BrmounTenHo auiiodeHax, c€ Hanara CTpor MEAMUHHCKH KOHTPOJ, U €
HeoOXOAHMO CrIELIHATHO BHUMaHKe, Korato BonrapeH ce npeanicsa Ha NallieHTH CbC CHMITOMH.——

CTOMaxa WM 4epBara, kbpeeHe Wi nepdopauus (Bxk. T. 4.8 Hexxenanu nexkapcrsesu pe
Purcka 3a KbpBREHE OT CTOMALIHO-YPEBHUA TPAKT € MO-BUCOK IPH MNoKauBaHe Ha J03aTa
NpH NalMeHTH ¢ aHaMHe3a 3a 93Ba, 0COOEHO aKo € YCI0XKHEHA C KbpPBEHE WU nepdopa
(TalMEHTH B HAMpEAHANA Bb3PACT UM MO-TOJIAM PHCK OT M10-4YE€CTa NM0SBa Ha HEXXEaHH



neyenue ¢ HCIIBC, ocobeHo Ha kbpBeHe OT CTOMALLIHO-YPEBHUS TPAKT UK nepdopanus, KOUTO
Morar ja 6naaT paTanHu.

HCIIBC, BxmoOYHTENHO AUKIO(PEHAK, MOXE Aa €A CBBbP3aHH C YBEAKWUYEH PHCK OT U3THYAHE OT
CTOMAILHO-4peBHA aHacTOMOo3a. [Ipenopbura ce BHHMATENHO MEARLIMHCKO HAOMIOIEHHE H NMOBHILEHO
BHHMaHHe Npu ynoTpedara Ha quknodeHak ciiell CTOMAaUHO-YPEBHA XUPYPriU4Ha HHTEPBEHLIMA.

3a HaMaJIsBaHe Ha PHCKA OT TOKCHYHOCT 3a CTOMAIHO-YPCBHHA TPAKT IPH NAILTHEHTH C AHAMHE34a 34
A3Ba, ocobeHOo ako € YCIOAKHCHA C KbPBCHE HIIH l'lﬂquOpﬂLlHH H IIpH INIALIUCHTH B HAIIpCAHANA BB3pacT,
JCUYEHHECTO Tpilﬁﬂa Aa CC 3aloypa U nogabpAxa € Hak-Manxara e(l)eKTHBHE H033.

[Ipu Te3u MaLMEHTH, 3 ChIIO U NPU NALKWEHTH UMaLIY eJHOBPEMEHHA HY>K1a OT JIEKapCTBa
ChABPKALIM HUCKH J03M aLICTHICATHUMIOBA KUceNuHa (ASA) wau ApyrH NPOAYKTH, 3a KOUTO €
BBH3MOXKHO 71a YBEJIMUaT PHCKa 3a CTOMATHO-YPEBHUA TPAKT, TPsaOBa Aa ce MMa B NpeaABH
KOMOMHHpaHa Tepanus ¢ NPOTEKTUBHU NPOAYKTH (HATP. MHU30MPOCTOJ WIH HHXHOHTOPH Ha

MIPOTOHHATA NOMIIA).

[laLpeHTH ¢ aHaMHeE3a 3a TOKCHYHH MPOSABH OT CTPpaHa Ha CTOMALLHO-YPEBHHSA TPAKT, 0CODEHO
MAUMEHTH B HANpeAHala Bb3pacT, TpaOBa ga cbobLuarar 3a BCHUKH HEOOHUYAHHHM, CUMITTOMH OT
CTpaHa Ha KopeMa (ocobeHo kbpBeHe). [IpenopryBa ce BHHMATENHO NPUIOKEHHE MTPH NALMEHTH
NoAy4YaBally € JHOBPEMEHHO MPOILYKTH, KOUTO MOrAT [a YBEJIMUAT PUCKA OT yILEPalts WIH KbPBEHE,
KATO CUCTEMHH KOPTHKOCTEPOMAHN, AHTUKOAryNaHTH, aHTU-TPOMOOTHYHH NPOAYKTHA WM CENCKTHBHU
UHXHOUTOPH Ha OOpATHOTO 3aXBalllaHEe Ha CEpOTOHUHA (BXK. T. 4.5, BiauMoaencTeue ¢ Apyru
NleKapCTBEHH MPOAYKTH U Apyru GopMH Ha B3aMMOJEHCTBHE).

HeobxoauM e cTpor MeAWLUHHCKA KOHTPOJ ¥ BHUMAHHE MPH NNALUACHTH € YILEPO3EH KOJUT HITH
6onect Ha Crohn, Thi KaTO CHCTOSHHETO HM MOXKE J1a ce BiIowHM (BX. T. 4.8 Hexenanyu nexapcTreHH

peaKiInH).

XenaToOnanapHun epexTH
HeobxonuM e cTpor MEIULIMHCKH KOHTPOJ, KOraTo ¢€ rpeanucsa BonrapeH Ha NauMEHTH € yBpeeHa
yepHoApoOHA PYHKLIMA, ThH KaTO CCTOSHHETO UM MOJXKE A CE BIIOIIH.

Kakto u npu apyrute HCIIBC, sunourTenHo aukiiogeHak, MoraT Ja c€ MOBHLIAT CTOHHOCTHTE Ha
eXHH WIIH noseye YyepHoaApoOHH eH3uMH. KaTo npeanasHa MApKa NpH Npoab/DKUTENTHO JIeYEHHE ¢
Bonrapen (Hanp. noa dopmaTa Ha TabNETKH WU CYNO3UTOPHH ) € HEODXOAUMO NEPHOAMYHO Aa CE
creaH YepHoapoOHaTa HyHKUMA. AKO CTOHHOCTUTE Ha YepHOAPpOOHHTE NMoKa3aTeNH NPOaB/DKABAT Ja
ObaaT H3BBbH HOpMATA WU C€ NOKA4BAaT B [10-rO/IIMa CTENEH, aKO C€ NOSABAT NMPU3HAUM Wi CUMIITOMMU
Ha YepHOApoOHO 3a00JIIBaAHE KWK aKO HACTBLINAT APYTH MPOABH (HAMp. €03UHODUIUS, OOpHB),
npuioxeHuero Ha Bonrapen Tpsbea Aa ce npeycTaHOBH. XEMaTHT MOXE Aa HaCTHENH NpH ynotpedara
Ha AuKnodeHak u 6e3 npoaApOMaiHi CUMITTOMH.

[ToBuieHO BHMMaHHe € He00X0AuMO npH yroTpeba Ha Bonrapen OT nauueHTH ¢ YepHOApPOOHa
noppHpHA, NOPaaH BE3IMOXKHOCTTA TOH a OTKAIOYH NPHUCTHIN HA 3a00N4BaHETO.

brOpeunn edpexTH
Tl KaTO ca NOKNAABaHM CJTY4Y4au Ha 33 bPKaHE HA TEYHOCTH U OTOLM 10 BpeMeE Ha JISHEHHE C

HCIIBC, BritounTenHo aukiodeHak, € Heo0XoauMo 0cofeHO BHHMAaHHUE MPH NMALUEHTH C YBPEACHA
chpAeyHa unu 60peuHa QyHKIMA, C aHAMHE3a 32 XUAIEPTOHMA, NMALMEHTH B HANpeIHala BL3pacT,
NAlHEHTH €THOBPEMEHHO NMPUEMALIH JHYPETHLIM MUY NPOAYKTH, KOUTO MOraT CEpHO3HO 1a MOBIIHAAT
ObOpeuHaTa PyHKLMA, KAKTO U MPH MALMEHTUTE CbC CHILECTBEHO HAMAIABAHE Ha EKCTPALIEy1a

[IpoTHBONOKa3anKg). B Te3u ciyyau, KaTo npeanasHa MapKka npy ynorpeda na Bonrape
npenopb4Ba npocieadBane Ha OLOpeuHara pyHkuus. CrniupaHeTo Ha TepanuaTa OOUKH
rnocseJBa OT Bb3CTAHOBABAHE HA U3XOAHOTO CHCTOAHME.



KoxHHn edeKTH

TexKH KOKHH peaKUUM, HAKOHU OT KOUTO paTallHK, BKIIOYBAIUM €KCHONTHATUBEH IEPMATHT, CHHAPOM
Ha CTuBbHC-JPKOHCBH, TOKCHYHA €MUAEpMaliHa HEKPOJIU3a M reHepanu3upaH 0ynio3eH PUKCHpaH
neKapcTBeH O0pHB ca ChOOLABAHH MHOTO PAAKO BbB Bpb3ka ¢ npuema Ha HCIIBC, B ToBa uucno u
BonTapeHn, (Bx. 4.8. Hexenanun nexkapcreenm peakumn). Marnexna, ye Hali-BUCOKMAT PUCK 34
NMaLHEeHTHUTE Ja UMAT TE3U peakLMK € PaHO B X0/Ja Ha JICYEHHETO, B MOBEUETO C/ly4al Ha4YanoTo Ha
peakLiMsATa HAaCcTHNBA B NbpBUA Mecell. [IpuembT Ha BontapeH Tpa0bBa na ce npeycraloBM npu
[TbPBUTE NMPOABK Ha KOXKEH OOPUB, TMraBUYHM JIE3UH WK KAaKBUTO W Aa OMio Apyry NposSBU Ha

CBPBXYYBCTBUATEIHOCT.

Kakto npu npyrure HCIIBC, B peaku cnyyau npu neueHue ¢ AMKIO(QEHaK MOrar Ja HaCThIIAT
afiepriyH{ PeaKiMH, BKIIOUMTETHO aHAQHUNaKTUMHH/aHAQHIAaKTOUIHY peakumu, 0e3 npeaxonHa
EKCIMO3ULMS Ha JIEKapCTBOTO. PeakuMUTE HA CBPBLXYYBCTBUTETHOCT MOXKE CHUIO TaKa Zia MPOrpecupar
10 CHHApOM Ha Kounis — cepro3Ha ajlepruvHa peakuua, KOATo MOXe Aa AoBeae 10 HHPAPKT Ha
MMOKapJa. CUMIOTOMHTE Ha TAKMBA PEAKLIMH MOXe Aa BKIOYBAT O0JIKa B 'bPAUTE, KOATO BH3HHKBA
BB BPb3Ka ¢ aJIEpriyHa peakuus KbM AMKIO(EHaK.

CbpaeuHo-CbA0BH ePeKTH

Jleuennero ¢ HCIIBC, BiurounTento auknodenak, 0cobeHO BbB BUCOKH 03U U MPH NPOABLIKUTEIHO
JeyeHHe, MoXe Jia Obae CBBLP3AHO € ICKO NOBUILEH PHCK OT CEPHO3HH ChPJIEYHO-ChIOBH
TpOMOOTHUHM CHOUTHA (BIJTFOUMTENHO HHPAPKT Ha MUOKapa H UHCYIIT).

O6uKHOBEHO NeuenreTo ¢ BonTapeH npH naLMeHTH ¢ YCTAaHOBEHO ChPACHHO-CHAOBO 3a00nsaBaHe
(KOHTeCTHBHA ChPACYHA HEAOCTATHYHOCT, YCTAHOBEHA UCXEMHYHA DOJIECT Ha CBLPLIETO, 3aD0NsSBaHE HA
nepudepHUTE apTEPHH) WM HEKOHTPOUPaHa XUNEPTOHUA He ¢e npenopbuBa. [ Ipd HeoOXoAUMOCT,
NMalMUEHTH ¢ YCTAHOBEHO CHPAEYHO-CHAOBO 3a00nsBaHe, HEKOHTPOIKMPAHA XUIMEPTOHHUA HIH
3HAYWTEJIHH PHCKOBH QaKTOPH 32 ChpAEHYHO-CBAOBO 3abonasane Tpabpa na ObaaT TeKyBaHH C
Bonrapex camMo clie] BHUMATENHA NpeLieHKa U caMo ¢ 1034 < 100 mg qHeBHO, KOraTo J1€4eHHeTo
NPOALIDKA 32 noBeye OT 4 ceaAMuLH (BK. T. 4.4 CneuranHu NpeayNpeKaeHUs U NpeAna3sHH MEPKH

npu ynorpeba).

HeobxoaumocTTa HA NAUHEHTa OT CUMIITOMaTHYHO O0JIEKYEHHE ¥ OTFOBOpA KbM Tepalu1aTa, TpaOBa
MeEpUOAHYHO J1a C€ MPEOLUEHABAT, 0co0eHO KOraTo JISUCHHETO NpOAbKaBa 3a NTOBeYe OT 4 ceAMULIM.
[MTayuenTuTe TpAOBa Aa ObaaT OAUTENHM 32 MPHU3HALK U CHMIITOMH Ha CEPHO3HM ATEPOTPOMOOTHYHH
ChOUTHA (Hamp. TpbAHA 60IKa, HEAOCTHUI HA BBb3AYX, ¢1abOCT, HEACEH MOBOP), KOUTO MOraT Jia
Bb3HUKHAT BHEe3anHo. B ¢imy4yail Ha noao0Ho ¢HOuTHE, MaLMEeHTUTE TpAOBRa Ja ObaaT HHCTPYKTHpAHH
12 MOTbPCAT NeKap He3abaBHO.

HeobxonuMo e Ja ce OCUTypaT NOAXO0A4110 HabMAECHUE U CHRET 3a NMalMeHTH ¢ aHaMHe3a 3a
XHMIIEPTOHMA W/ WIH JIeKa 10 YMEPEHA KOHMeCTUBHA Chp/ieuHa HEAOCTATBYHOCT, Thil KATO MMa
cBOOLIEHHA 32 OTOLM Y 3aJIpBXKa Ha TEUHOCTH, CBbp3aHHU ¢ neueHueTo ¢ HCIIBC.

KauHuuHHM npoyyYBaHUS K €MIMAEMHOMOTHUHH JaHHHU MOKa3Bart, ue yiorpebara Ha QUKIOdeHak,
ocobeHo BBB BHCOKa A03a (150 mg AHEeBHO) M NIPH NPOABIBKHUTENHO NPHAOKEHHE MOXkKe 1a Obae
CBBbP3aHa C JIEKO MOBHUIIEH PHCK OT apTepHajIHA TPOMOOTHYHH CbOUTHA (HanpUMep MHOKApAEH
MHOAPKT WK UHCYAT) (BIOKTE T. 4.4 CnieuHanHy NpeayNpexaAcHUA U Npearna3sHi MepKH Npu

ynorpeba).

Heo6xoauMMo € BHUMATeNnHO OOMUCTIAHE NPH JIEYEHUETO ¢ AUKNO(EeHAK HA NMALMEHTH C
HEKOHTPOJIMPaHa XMNEPTOHUSA, KOHMECTUBHA ChPAEYHA HEJOCTATLYHOCT, YCTAHOBEHA HCXEMUYHA
OosecT Ha CBpLETO, 3a00nABaHE HA NepUPEPHUTE APTEPUUH W/ UITH MO3IBYHO-ChIOBA OotecT.

[TanveHTHTE ChC 3HAMUTENHU PUCKOBH (PAKTOPH 3a CbPASHHO-CBAOBH CHOMTHSA (HAIp.
XHNEPIHITHMAEMHES, 3axapeH AMabeT, TIOTIOHOMNYLLeHe) TpADBa Ja ce NeKyBaT ¢ AUKII0
BHHMaTEJIHA NpeLeHKa. Thi KaTo ChpACUYHO-CHAOBHAT PUCK NPH AUKIIOPEHAK MOXe &:I:i aoHes .
N03aTa 4 MPOABDKUTEIHOCTTA HA €KCNO3NLIUATA, TPAOBA a C€ npuiara Hal-HUCKAT le@e ’mmn"& “ f 2 |
JIHEBHA 7034 3a Bb3MOKHO Ha#-KpaTkus nepuoA ot Bpeme. [lepuoauuHo Tpadea fa ¢ 44313 uma CSE




npeoleHKa Ha HEOOXOAUMOCTTA Ha NauMeHTa OT OONeKYaBaHe Ha CUMIITOMUTE M H2 OTFOBOPa KbM
TepanusTa.

XeMAaToNOrHYHH eheKTH
[Tpu npoaskuTeNnHa ynorpeda Ha BonrapeH kakto npu octaHanute HCIIBC e npenopbuvrenHo,

PEAOBHO a4 C€ NpociEaaBa KpbBHATA KapTHHA.

KakTto octananure HCIIBC, BoatapeH MOX€e BpEMEHHO 1a MTOATUCHE arperauysaTa Ha TpoMOoLUTHTE.
[lanpeHTHTE C HAPYIUICHHA B KPBBOCHCUPBAHETO TPAOBa Na ObAaT HabnoaBaHKU BHUMATENHO.

CenbsTerBanma acTMa
[Ipn nauueHTHUTE C ACTMA, B CPaBHEHHE ¢ APYTHTE MAUHEHTH, Ca I10-YECTH CE30HHUTE aJICpPruyHH

PHHHTH, OTOKBT Ha HOCHATa TMraBHLa (T.HAP. HOCHH NOJIUIH), XPOHHYHH OOCTPYKTHBHHU HenoapobHy
3a00/IABaHUA WM XPOHUYHHA HHPEKUMH HA IUXATETHUTE TbTHILA (0CODEHO, aKo ca CBBP3aHHU ChC
CUMINTOMH NOAOOHHU Ha anepruveH puHuT), peakunu cnpamo HCIIBC xaro ek3auepbaums Ha actmara
(T. HAp. HETIOHOCUMOCT KbM @HAJIreTHLIKW/ AHANINeTHYHA aCTMa), eleM Ha KBHHKe WK ypTHKapus.
[Topaau TORa NpH Te€3U NABUEHTH ca HEOOXOOUMH CTIICUATIHH NPEANA3HU MEPKH (TOTOBHOCT 34
criewrHa nomotn). ToBa ce OTHACA ChLIO TaKa K 33 NAUUEHTH alleprudHH KbM APYrY cybcTaHLuy,
Hamp. KOXHHU PeaklvH, CbpOex WK ypTHKapHUA.

IHanHeHTH B cTapyecka Bb3pacT (Ha 65 H noBeYye roARAH)
Oc¢obeHo BHUMaHHE € HeOOXOAMMO NIPU NALKMEHTH B CTap4eCcKa Bb3pacT Mopaad OCHOBHH
MEIULIMHCKH CHOOpaKeHHA, 0COOCHO MPH HEMOIIHK NALUEHTH WK NPH TAKHBA ¢ HUCKO TEJIECHO

TETrJIO.

B3zanmoneiicrere ¢ HCIIBC
Tpabea na ce U30ArBa eaAHOBPEMEHHOTO rpunoxkeHue Ha BonrapeH cbe cucremun HCIIBC,

BKJIFOYHTENHO CEJEKTUBHH UHXHOUTOPH Ha LIMKJIOOKCUIeHasa-2 nopaau Pb3MOKHOCTTa OT HexeNaHH
edpekTH (BXK. T. 4.5 B3aHMOAEHCTBUE ¢ APYTH NEKAPCTBEHH NMPOAYKTH H APYTrH (POPMH Ha
B3aUMOJREHCTBHE).

MackHpaae OIpH3HAIHTE HA HHPEKIHH
[TonobHo na ocrananure HCIIBC, nopaau ¢apMakoaAMHAMUYHHUTE CH CBOMCTBa BonrapeH Moxe aa

MacKHpa NpHU3HALHUTE U CUMITTOMUTE Ha HHPEKLIMH
4.5 B3anmMoaeRCTBHE ¢ JPYIrH JEKAPCTBEHN NPOAYKTH # APYrH GpOopME HA B3IAaHMOACHCTBHE

H3bpoeHnTe mo-g0/1y B3aUMOAEHCTBIA BKIKOUBAT HabmogaBaHUTe npd BoaTapeH cyno3sutopuu w/mian
APYIH exapcTBeHH GopMH Ha auKIo¢eHaK.

Habmonasann B3aHMOAEHCTBHSR, KOHTO Tpa(Ba 1a ce B3eMaT N0l BHHMAHHE

CYP2C9 unxubumopu: llpenopbupa c€ MOBMLICHO BHHMAaHHWE NPH ¢AHOBPEMEHHATa ynoTpeba Ha
aunknogenak 1 CYP2CY9 uuxuburopu (kaTto Cyn(hUHNMUAPA30H H BOPUKOHA30I), KOETO MOXKE 14 JOBEAC
0 3HAYHUTEJTHO YBEAKWUYEHHE Ha MTMKOBUTE MJIA3MEHH KOHLIEHTPALMH H €KCMO3ULIMATA HA AUKIO(EHaK.
Jumuii: npu eAHOBPEMEHHO NPUIOKEHHE C JIUTHIE, NHKIOPEHAK MOXKE 1A NMOBHLUM TUIa3MEHUTE
KOHLEHTpallMK Ha nvThA. [Ipenopbusa ce npocneaspaHe Ha CEPYMHUTE HUBA Ha JIMTHA.

Juzoxkcun: npy eTHOBPEMEHHO NPUIOKEHHE AUKIOPEHAK MOXKE [1a MOBULLIH [L1a3MEHHTE
KOHLIEHTpalUHWH Ha AurokcuHa. [lpenopbyea ce npocneasBaHe HA CEpYMHUTE HUBA HA IUIOKCHUHA,

duypemunu u anmuxunepmenzusnu 1exapemea. Kaxto npu ocrananute HCIIBC,
€HOBPEMEHHOTO NMPHIOXKEHHE HA AMKITO(eHaK ¢ AHYPETHIIH HITH AaHTHXHIIEPTEH3HBHU
(nanp. bera 610KepH, HHXMOUTOPH HA AHTUOTEH3IUH-KOHBEPTHpALHA €H3UM (ACE-nHX
MOK€ la HAMaJIH aHTHXUINEePTeH3IUBHUAT UM edekT. [Topagu ToRa, Tazu KoMOMHALIUA TP g _ i
npunara ¢ oco0eHO BHUMAaHHUE Y NTALIUEHTHTE, HaH-BeYe TE3W B HalpeRHaia Bb3pacT, 1e H%;mgqﬂa A jr";'
TpabBa Ja npoc/ieAsBaT CTOHHOCTUTE HA apTePHAIHOTO CH Hangraxe. [lopaau noruweH tHek or _;;:":-*L“,_;'-’




nepoTokcHuHOCT (BXK. T. 4.4. CrielidanHu npeaynpexKAcHHA U NpeanasHy MepKU npu ynotpeba)
nauyeHTHTe TpAOBa na ObaaT nobpe XUapaTUpaHH, U aa UM Obae npochaenspaHa OLOpeuHaTa GyHKUUS
MpH 3anoyuBaHe Ha KOMOUHKUPAHO neveHue ¢ AnypeTULU H ACE HHXHOHUTOPH, KAKTO U MEPHOARYHO

Clel TOBA.

Huxnocnopun u maxponumyc: Kakro ocrananure HCIIBC, nuxknodenak moxe aa nosniuy
He(POTOKCHYHOCTTA Ha LMKJIOCTIOPHH U TaKpOAMMYC NOpaaH NosiauaBade Ha ObOpeuHuTe
npocrarnaianHy. [Topaau Tosa ToM TpsOBa na ce npuwiara B NO-HUCKK A03W OTKOJIKOTO TPH
NalHeHTH, KOUTO HE NPUEMAT LUMKJIOCHOPHH HITA TAKPOIHMYC.

Jexapcmea, npuuunseauiu xunepkaiuemun: EJHOBPEMEHHOTO NPUIOKEHHUE C KATMH-CHXpaHABaULH
IHYPETHLIH, HIUKAOCTOPHH, TAKPONUMYC HIH TPUMETONPUM MOXE a Obe CBBP3aHO ¢ OBUIIIEHH
CEpYMHU HHBA HA KaJIHi, KOUTO ClIeARa Ja ce npocneassar yecto (Bux T. 4.4 CneunaiHu
npenynpexaeHua K NpeAnasHyd MEpKH npH ynortpeda).

Xunononosu anmubaxmepuantu rexapcmea: CHo01LEHH ¢a H30JIHPAHM CTyYad Ha IbpPYOBE, KOUTO
MOXe J1a ca OWIH NpeAU3BHKAHHU OT €AHOBPEMEHHOTO NpuioXkesHe Ha xuHonoHW 1 HCTIBC.

Ouaxksann B3ﬂHMO,[IEﬁCTBHﬂ, KOHTO TpilﬁBﬂ Aa €€ B3€eMAT nol BHHMaHHE

Hpyeu HCIIBC u kopmuxocmepouou: ENHOBPEMEHHOTO NPUIOKEHHE HA AUKIO(EHaK ¢ APYTH
cucteMHH HCIIBC uaM KOPTHKOCTEPOMIH MOXE A4 MOBHLIM Y€CTOTATa HA HEXETAHUTE CTOMALLIHO-
YpeBHMU NeKapCTBEeHH peakluyH (BXK. T. 4.4. CnieunanHy npeaynpexacH|sa U nNpeanasHyd MepKH rnpuy

ynotrpeda).

Anmuxoazyranmu 4 GHMUMPOMOOUMH L 1eKapcmeeru npooykmii: [1penopbuBa ce nNOBHILEHO
BHUMAHHKE, Thb KaTO € IHOBPEMEHHOTO MPUIOKEHHE MOXKE [a MOBHULLHM PHUCKA OT KbpBEHE (BX. T. 4.4.
CneuyanHy npeAynpexaeHus W Npeana3Hd MepKy npu ynorpeda). Benpexku ye KIMHHYHATE
H3CcNIeABaHHUA HE MOKa3BaT, Ye AMKIO(EHAK NOBJIMABA AEHCTBHETO HA AHTUKOArylaHTUTE, HMa
ChOOLUEHHUA 3a NOBULIEH PUCK OT KPBBOU3JIHB NPH NMALMEHTH, KOMTO MOTy4YaBaT €JHOBPEMEHHO
aunknodeHak v antMkoaryaanTi. o Tasd npuyuHa ce npenopbyBa BHHMATENHO HaOmoaeHHe Ha
TaKHBa MalLUECHTH.

Cenexmuenu unxubumopu na o6pamnomo 3axeawiane na cepomonuna (SSRIs): EnnoppeMerHHoro
npunoxeHnue Ha cuicteMad HCIIBC, sxmounTtenno auxnodenax, u SSRIs moxxe n1a yBennuu pucka ot
KbpPBEHE OT CTOMAIIHO-YpEeBHUA TPaKT (BXK. T. 4.4. CneuvanHy NpeaAyNpexACHUA Y APEAna3Hd MEPKH
npu ynorpeba).

Anmuouabemnu nexapcmeenu npodyxkmu: KIMHHMHKTE NPOYyYBAHHUA NMOKA3BaT, e JUKN0peHAK
MOXKE JIa Ce MPHJIara eqHOBPEMEHHO C TIEPOPATTHH aHTHAXA0eTHH NeKkapcTea, Oe3 1a NMoBNIUgBa
TEXHHUAT KIHHHUYEH edexT. B xona Ha neuenue ¢ auknogdenax, obave, ce cpobiuaea 3a H30JHpaHU
CJIydal Ha XUIOTJIHKEMHS U XMNEPriHKeMHUs, HAJIArally NPOMEHH B 103aTa Ha aHTHUIHa0ETHHTE
NpoNYKTH. BLB Bph3Ka ¢ TOBa, KaTo NpeanasHa MapKa, ce npenopbtisa HaONoeHHE Ha HUBATA Ha
KPBbBHATA 3aXap Mo BpeMe Ha €JHOBPEMEHHO NPUIOKEHHUE HA IBAaTa Npenapara.

Hma nzonupann crobiueHus 3a MetabonuTHa aLMAo3a, Korato aukinodeHak ce npuiara
eAHOBPEMEHHO C METPOPMHH, 0COOEHO MPH NALUMEHTH € MpeAWIECTBAILO OB0peUHO yBpexXaaHe.

Memompexcam: nmknodeHak Moxke Aa HHXHOUpa TyOynapHus Ob0peueH KNKMPBHC HA METOTPEK AT,
KaToO TaKa NOBHIlIaBa HUBATa HA MeTOTpekcaT, [ToBHLIEHO BHUMAHHUE € HEOOXOAUMO NPH NPHIOKEHHE
Ha HCIIBC, BknoYMTENHO AUKIO(MEHAK, B CPOK NO-MaNLK OT 24 Yaca npefin WM ciel JedyeHue ¢
METOTPEKCAT, MOPaAl Bb3MOXXHOCTTA 3a MNOBUIIABAHE Ha IJ1a3MEHATa KOHLEHTpalluA Ha METOTPEKCAT
H YBE/IHYABAaHE HA TOKCHYHOCTTA MY.

@enumoun: [penopbyBa c€ MOHUTOPHPAHE MIA3MEHATA KOHUEHTpauua Ha deHuro
eAHOBpEeMEHHATa MY ynotpela ¢ InKnogeHak, nopaayu O4aKkBaHO YBEJIHYCHHE Ha €K
(heHUTOUH.




Konecmunon u xonecmupamun: Te3n BellecTBa MOXeE Ja NpeaU3BUKaT 3abaBgHe Wiy HaMansBaHe
Ha YCBOSBAHETO Ha AuKIodeHak. [Topaau ToBa ce NpenopbyuBa NpUIOKEHHE HA JuKNodeHaK Hak-
MaJIKO €JIMH 4ac npeau WiH 4-6 vaca ciell npuiaraHe Ha KOJIECTUNOJ/XONECTHPaMHUH.

CYP2C9 unoyxmopu: llpenopbuBa ce NOBALICHO BHUMAHHE NPH €AHOBPEMEHHATA ynoTpeda Ha
auknodenak u CYP2CY uHaykTopH (Kato pUPaMIHUMH), KOETO MOXE J1a JOBEJE A0 3HAUHUTEIIHO
HAMANABAHE HA IUIa3MEHUTE KOHLUEHTPALIMH U €KCMO3ULIMATA Ha AUKIO(PEHaK.

4.6 PepTHIMTET, OpEeMERHOCT H KBPMeEHe

bpemMennocT

O6o00menne Ha pHCKA

MnxnbHupaHeTo Ha NpocTarIaHAMHOBHA CHUHTE3 MOXKE 2 OKaXe HEOJIaronpHATHO BIIMSHHE BbPXY
OpeMEHHOCTTa W/WIK pa3sBUTHETO Ha eMOpHOHA WK nioAa. JJaHHH OT eNUISMHOJIOTHYHH NPOYYBaHHA
MOKa3BaT MOBHLIEH PHCK OT CIIOHTAHEH abopT, ChpAeHHH Mal(OpMaLIHH H FaCTPOCXHU3MC Clie
ynoTpetara Ha HHXHOMTOPY HA NPOCTArNaHAMHOBHUA CHHTE3 B HA4anoTo Ha OPpEMEHHOCTTA.
AOGCOMIOTHUAT PUCK OT ChPACHHO-CHA0BH Man¢opMaLMy ce noBuiaea ot >1%, no npubnnsurenHo
1,5%. Hoka3aHo e, ye aMKIodeHak NpeMHHaBa M1aleHTapHaTa 6apyepa npH xopa. Ynorpebara Ha
HCIIBC, exmoudTenHo AHKI0MEHAK, MOXKE Ja MPHYMHUA WHXUOUpaHE Ha MATOYHHUTE KOHTPAKLMH,
npeXIeBpEeMEHHO 3aTBapAHE Ha AYKTYC apTepHOo3yC Ha ¢eTyca U HapyLueHHe Ha 6bp0peuHara
(YHKLIMA Ha PeTyca, BOACLLO A0 OJIMFOXHAPAMHHOH.

[Ipn npoyuyBaHHs BHPXY PENPOLYKTHBHOCTTA NPH »KHBOTHH HE ca HabIoJaBaHW A0KA3aTelCTRA 32
TEPATOr€HHOCT NPH MHUIIKH, TUTbXOBE WM 3aiLi4, HA KOUTO € JAaBaH JUKIIO(EHAK €XKEAHEBHO MO
BpEMe Ha MepUoJia Ha OPraHOreHesa B JI03H CbOTBETHO 10 npubnuzurenyo 0,41, 0,41 u 0,81 meTH
MaKCHMaJIHaTa NpenopbYMTENHa A03a Bontaped npu xopa (maximum recommended human dose
(MRHD)), Bbnpeky HatH4MeTO HA TOKCUYHOCT 3a MaiKaTa U 1ioa.

CmsiTa ce, ¥ PUCKDT C€ YBETHYABA C YBEIHYaBaHE Ha 103aTa U NPOIBDKUTETHOCTTA HA ICHEHUETO.
[1p# >XMBOTHH, NPHIOKEHHETO HA HHXUOKUTOPH HA NPOCTArNaHAMHOBHA CHHTE3 MOXKE A 0BeAE A0
yBeJHueHa Npea-u NOCT MMIUIAHTALMOHHA 3aryba n emOpHo-deTanHa CMbPTHOCT.

B nonbnHenue ce cpobiuana 3a ysenuueH 6pou paznuuHn MandopMatiMu, BKJIIKOUUTENHO ChpASYHO-
CbIOBH, NPH KUBOTHH, TPETHPAHH C HHXHOUTOP HA MPOCTArIAHAMHOBHA CUHTE3 MO BpEME Ha

OpeMeHHOCTTA.

KJIHHHYHH ¢BO0Opaxkenus
Hexe1ann 1eKAPCTBEHH PeaKnnH APH PpeTyca

Hpeseoeepemenno 3ameapane oyKmyc apmepuo3yc Ha pemyca

Kakto npu npyrure HCIIBC, ynotpebara na aukiogeHak rno BpeMe Ha TPeTHS TPUMECTBP OT
OpeMEeHHOCTTA € TIPOTHBOMNOKA3aHa MOPadH Bb3MOKHOCTTA OT MPEXACBPEMEHHO 3aTBapAHE HAa AYKTYC
aprepro3syc Ha ¢eryca (Bx. T. 4.3 [IpoTHBONOKa3aHuA).

Onuzoxuopamruuon/napyuiena ovbpeuna hynkyun na pemyca
Puck ot Hapylenne Ha 6b0peyHaTa PyHKUMA Ha deTyca ¢ NOCAEABall ONTUIOXHAPaMHHOH €
HaOnmoaaead npy ynotpeba Ha HCTIBC (k. auknodenak) ot 20-ta ceaiMuua Ha HpeMeHHOCTTA

HaTaThbK.

Ot 20-ata ceamuua ot HpeMeHHOoCTTa HaTaTeK ynorpebara Ha HCIIBC (Bkn. auknogenak) Moxe na
MPHYHHH OJIMFOXHAPAMHHOH, ZbJDKALL Ce Ha HapylleHHe Ha ObOpeyHaTa pyHKUMA Ha deTyca.
MOJKE Ja C€ MOSABH CKOPO cite]l 3amouBaHe Ha jeHeHHeTo H OOMKHOBEHO € 00paTHMO NMpH
npekpataBaHeTo My. ChIllO Taka UMa CHOOLIEHHA 32 CTECHABAHE Ha JYKTYC apTepHo3ycC




na 3abpeMeHee WM 1O BpeMe Ha TbPBUA U BTOPUSA TPHMECTHP OT OpeMeHHoCTTa, TpaOBa aa ce
npuiara Bb3MOXHO Hali-HUCKaTa [103a 3a Hal-KpaThk nepyo. Cnesl eKCno3niua Ha AMKIO(EHAK B
NMpOb/DKEHUE HAa HAKONKO AHH OT 20-aTa recTalMOHHA CEAMULA HATAThK TPAOBa na ce oOMuUcnu
aHTEHATAJTHO MPOC/ieIABaHE 3a OJIMFOXMAPAMHHOH M CTECHABAHE Ha JYKTYC apTepHo3yc. Ynorpebara
Ha AHKIodeHak TpadBa 1a ce NMPEeyCTAHOBH, AKO ¢€ YCTAHOBH OJIMTOXUAPAMHHUOH WIH CTECHABAHE Ha

OYKTYC apTeEPHO3YC.

[To Bpeme Ha TpeTHd TPUMECThP Ha OpeMEHHOCTTa, BCMUKH UHXUOUTOPH Ha MpocTariaHAMHOBHUSA
CHHTE3 MOTraT Jla M3JIOKAT TUI04Aa Ha:
- CbpIeYHO-ITyIMOHAPHAa TOKCHUYHOCT (MTPeXKACBPEMEHHO CTECHABaHE/3aTBapAHE Ha AYKTYC
apTepuo3yc U 6€10apobHa XUNEPTOHMS );
-  HapyuieHa 6n6peuHa dyHxuHs (BXK. No-rope).
Morart Ja u310XKaT MaiKaTa 4 3apoJuiia B Kpaf Ha OpeMEHHOCTTA HA:
- BB3MOXHO YOB/KABAHE HA BPEMETO HA KbPBEHE H ChCHUPBAHE, KOUTO MOXE Ja C€ NPOABAT
JOPH U MPH MHOTO HHCKHU JO3H;
-  HAHXHOHpaHe Ha MATOYHWUTE KOHTPAKLIMHU, KOETO BOAH 10 3abaBeHO WM NPOABIDKUTEITHO

paXKaaHe.
CneposateniHo ynotpebara Ha AMKIOMEHaK 10 BpEME HAa TPETHS TPUMECTbD OT OPEMEHHOCTTA €

MPOTHBOMOKA3AHA.

Paxaane

Hama npoyusanud 3a epextrre Ha Bonrapen no speme Ha paxaaHe. Kakto npu apyru HCIIBC,
ynorpebara Ha JUKJIOQEHAK MO BPEMe Ha TPETUs TPUMECTBD Ha OpeMEHHOCTTA € NPOTHBOINOKA3aHa
NOpagy Bb3MOXKHOCTTA OT HHXHOMpaHE HA MaTOYHWTE KOHTpakuud (BXK. T. 4.3 [IpoTuBonokazaHus).
[1pn npoyuBanus Bbpxy xxueoTHH HCIIBC, BrarounTenHo auknodenak, HHXuOMpar
NPOCTArNaHAUHOBUA CHHTE3, MPUUHHABAT 3a0aBEHO paxcAaHe U YBENHUYABAT Y€CTOTATA HA MBPTBO

pa’kaaHe.

Jangu

JlanBH npH xopa

Hpescoespemenno 3ameapane OyKmyc apmepuo3yc Ha gpemyca

[TybnukyBsaHara aMreparypa cbo01aBa, ye ynorpedara na HCIIBC npes TpeTus TpuMecTsp Ha
OpeMEeHHOCTTa MOXE 2 NPHYHHH TPeXKIEBPEMEHHO 3aTBapAHE HA NYKTYC apTEpHO3YC Ha deTyca.

Onuzoxudpamuuon/napyuwena bvbpeuna gynxyus na ghemyca

[TyOnukyBaHHUTE NPOYHBAHUA M NIOCTMAPKETHHIoBUTE Aoknaau onucear ynorpeda va HCIIBC ot
MaiikaTa okosio 20-ata recTalMOHHa CEAMHLA WIH NO-KBLCHO MO BpeMe Ha OpeMEeHHOCTTa, CBbp3aHa C
HapylleHde Ha 6b0peuHaTa QpyHKLUMA HA (eTyca, BOJELLO A0 OJIMrOXHAPAMHHOH. Te3u HexenaHu
pe3ynTaT ce HaOMIaaBaT CpeJHO ciel AHU A0 CEAMHLUH Ha JICYCHHE, BLIIPEKN Y€ pAJKo ce Choldlnasa
3a oNUroxuapaMHMoH ¥ 48 vaca cnen 3ano4sane Ha HCIIBC. B MHoro cny4sau, Ho He BLB BCHUKH,
HaMaNaBaHeTO Ha AMHUOTHYHATA TEYHOCT € BpeMeHHO M 00paTHUMO cnel MpeyCcTaHOBIBAaHE Ha

JICUCHHUCETO.

JIAHAE OpPH XXABOTHH
[Ipoy4BaHHA BBPXY PENPOAYKTHBHOCTTA H PasBHTHUETO MPH JKMBOTHH NOKA3BAT, Y€ NMPUJIAraHETO Ha
AUKIO(MEHAK 110 BpeMe Ha OPraHOreHe3aTa HE NPEAU3IBUKBA TEPATOr€HHOCT, BLIIPEKH HHAYLIUPAHETO
Ha TOKCHYHOCT 3a MaikaTa H ¢eTyca ApH MHIUKH npy nepopaiuu no3u a0 20 mg/kg/nen (0,41 nbru
MaKCHMaJIHaTa npenopsuuTesHa ao3a npu xopa (MRHD) 3a Bonrapen, 200 mg/neH, Ha 6a3arta Ha
CpaBHEHHE Ha TENECHATA MOBbPXHOCT (BSA)) M NpH ILITBLX0BE H 3aHLIM NPH NIEPOPATHH A03U A0

10 mg/kg/nen (cborBeTHO 0,41 1 0,81 myTt MRHD Ha 6a3ara Ha cpaBHeHue Ha BSA).

B npoyuBaHe, npy KOeTO Ha OpeMEeHHH IUILXOBE Ca NpUJlaraHu NepopasHo 2 Uiy 4 m
nﬂﬂnoq)eﬂak (0,08 u 0,16 et MRHD BB3 0CHOBA Ha BSA) OT reCTalLMOHEH AeH |5 1




MPOIBJDKUTETHOCT HAa OPEMEHHOCTTA, BBTPEMATOYHO 3a0aBsHe HA PpACTEKA U HAMAJICHA
NPEXUBAEMOCT HA M10Aa.

[Tpunoxennero Ha HCIIBC (BxmounTenHo AnKiodeHak) NOTHCKA OBYJIALIHATA NIPH 3aiLM H
MMILIAHTALMATA W TUTALUEHTALMATA NPH [U1BXOBE H BOAM 10 MPEKIESBPEMEHHO 3aTBapAHE HA JYKTYC
apTepHo3yc Ha deryca.

Knpmene

O606menne HA pHCKa
Karo u apyru HCIIBC, auknogeHnak, npeMyuHaBa B KbpMaTa B MAKM KonuyecTsa. [lopagu Tosa
BontapeH, He TpaOBa fa ce MpUemMa No BpeMe Ha KbPMEHE, 3a 1a C€ U30erHaT HexenaHure

JIeKapCTBEHH €(PEKTH 3a KbpMaueTo.

JaHHH NpH Xopa

InknodeHak e 6un oTkpuT B HUCKa koHueHTpauus (100 ng/ml) B kbpmaTa Ha eaHa Maidlka nexypaHa
nepopanHo ¢be 150 mg/aen con Ha quknodenak. OUakBaHOTO KOMUHECTBO, MPUEMAHO OT KbPMAYETO
C KbpPMAaTa € eKBMBAJCHTHO Ha fo3a ot 0,03 mg/kg/nneBHo.

DepTHIANRTET

@epTHAHTET NPH KEHH

Kakto u apyrure HCIIBC, npunoxxeHuero Ha BoarapeH, MOXe 1a yBpeaH )KEHCKHA DEPTUAHUTET H He
ce MPENnOopbUBa NPH KEHU, KOUTO NMPABAT ONHUTH Na 3adpemeneT. [IpH keHH, KOUTO UMAT TPYAHOCTH
npu 3abpeMeHIBAHETO WIH Ce H3CNeABAT 3a Oe3rnoaue, TpadBa na ce o0CchbaH NpeKpaTABaAHE HA
ynotpebara Ha BonrapeH.

PDepTHIAHTET TIPH MBbKE

Hsama nanHu npu xopa 3a edekra Ha Bontapen Bbpxy deprunurera Ha MbXKe.

Huxnodenak, npunoxed B 103a 4 mg/kg/neH Ha MBIKKM M XKEHCKH TUTbXoBe (npubnusurentHo 0,16
mptH MRHD BB3 0CHOBa Ha cpaBHEHHE HA TeJiecHaTa NORbPXHOCT (body surface area (BSA))), He
NOBNUABA QEPTUNAMTETA.

4.7 EdexTn BLpPXY cniocodHOCTTA 32 1o HpaHe H padoTa ¢ MAIMHRA

[TaLMeHTH, KOUTO UMAT 3PUTENTHH HApYLLIEHHA, YYBCTBAT 3aMasHOCT, CRETORBPTEN, CHHIUBOCT HIHM
APYrH HApYUIEHWA Ha LEHTPAJlHATA HEPBHA CHCTEMa, A0KaTOo npuemat Bonrapen, Tpabsa na ce

BB3ABPAKAT OT 1IoUpaHe WK padoTa ¢ MALLIUHH.
4.8 Hexenany JIeKAPCTBEHH peaknuu

JIaHHHKTEe OT KTHHHYHWTE NPOYYBAHUA U €MTUJAEMHONOTMHMHHUTE AAHHHW €JHAKBO COYAT KbM MOBHIUEH
PHCK OT apTEPHAIHH TPOMOOTHYHH CHOHTUS (HanpUMep MHOKAPACH HHGAPKT UM HHCYAT), CBhP3aHK
¢ ynotpebara Ha auknodeHak, occobeHo npu Bucoka aAc3a (150 mg AHeBHO) B NPH NPOABIKUTENHO
neyeHue (Bx. T. 4.3 1 4.4 [lporreonokazanus U CnieUaiHy NpeaynpeKaAcHUA U NPEeAna3’Hi MEpKH
npy ynorpeda).

Hexxenanute nekapereedu peakuyu (Tabnuua 1) ca okaaaBaHy NpH KJIMHAYHH W3MTHTBAHKUA H/WIH OT
CTIIOHTAHHH CHOOLIEHHA WIIH TUTepaTyYPHH U3TOYHHUM U ca n30poenu cernacHo MedDRA —
CHCTEMO-OPraHHH KJiacoBe. BbB BCEKH CHCTEMO-OPraHeH K1ac HEXENAHUTE IEKAPCTBEHH PEAKLIMH ca
MojApeAeHH CIope/] HECTOTATA, KATO HAM-UECTHTE Ca Ha MBPBO MACTO. [1pH BCAKO rpynupane B

TAXHaTa CEpHO3HOCT. ‘-lecmTHTe ca onpeesieHH KaTo € H3MOJI3BaHa CNeIHATA KOHBEHLL
IIT): mHoro uect# (>1/10), uectu (>1/100, < 1/10), Heuectn (>1/1000, <1/100), penxu (
<1/1,000), muoro peaku (<1/10 000).



H3bpoeHnTe No-00/y HEKeNaHH lekapCTBEeHH eeKTH, BKAKOUYBAT Te3M chobllaBaHy npy ynorpebara
Ha BonrapeH cyno3uTopuy WWiIM APYrH N€KapCTBEHH GOpMH Ha AMKIO(EHAK KAKTO NpH
KpaTKOCPOYHA TAKA U IPH NPOALIDKUTENHA ynioTpeda.

Tabnuna 1: Hexxenanu JjekapcTBeHH peakiiHH

Hapynienss HA KPbBOHOCHATA H THMQHA CHCTEMH

MHoro peaku: TpombouuTONneHus, NEBKONIEHHA, AHEMUSA
(BKJIFOYUTENHO XEMOJIUTHYHA M anlacTHYHA
aHEMHA ), arpaHyIoLMTO3a

HRE}'IIIEHHH HA HMYHHATA CHCTCMA

Penxu: CBpPbXYYBCTBUTENHOCT, aHA(PWIAKTHYHH H
aHaQUNaKTOUIHH peaKUWH (BKJI. XUMOTOHHS H
LLOK)

MHoOro peaku: AHruoeaeM (BKJI. JIMLIEB €1EM)

IIcuXHYAH HAPYIIEHHA

MHoro peaku: HezopueHTtauug, aenpecus, 6e3cLHHUE, HOILHH
KOUIMAapH, pa3pa3sHUTETHOCT, ICUXOTHYHH
HapylUeHUA

HapymeHHs HA HEPBHATA CHCTEMA

YecTu: ['naBobonue, 3aMasHOCT

Penku: CBHIUBOCT

MHoro peaku: [lapecTe3nu, HapyLUICHUA Ha NaMeTTa, rbpP4YOBeE,

TPEBOXKHOCT, TPEMOP, ACENTHUYEH MCHHHTHT,
[IPOMSAHA BLB BKYCa (IUCTEY3Hs ), MO3BYHO-CBAOB

HHIUACHT

HapymeHHs Ha OYHTE

MHOro peaku: HapyuieHue Ha 3peHHETO, 3aMBITIEHO BUXIAHE,
OUTUIONUA

HapymeHus Ha yX0TO H JJaOBpHHTA

Yecru: CBETOBBPTEXK

MHoOro penku: BiouleH cnyx, THHHTYC

Cohpaeuns HapymIeHHs

Heuecth: * Hudapkt Ha MHOKapAa, CbpASYHA HEOCTATBYHOCT,

nalnuTalMy, rppaHa 6oka

C Hen3BecTHa 4eCTOTa: Cunapom Ha Kounis

CraoBH Hapymienns:

MHoro peiku: XHNEepTOHHA, BACKYJIUT

PecnupatopHs, IpbJIHH H MEIHACTHHAIHH HAPYIICHHS

Penxu: AcTMa (BKJI. 3aayX)

MHoro peakH: [THeBMOHUT

CToMallHO-YpEBHH HAPYIIEHHS

Hectu: ["aneHe, moBpbLIAHE, AHAPHS, AMUCTIENICHA, KOPEMHA

OoJika, (paTyeHLHs, HAMANICH IIETHUT

Penku: ["acTpuT, KBPBEHE OT CTOMAILUHO-YPEeBHUA TPAKT,
XeMaTemMesa, MejicHa, KbpBaBa AMapHusa, CTOMALIHA
WK YpEBHA A3Ba (CbC MM O€3 KbpBeHe,
CTOMALIHO-4PEBHA CTEHO3a, MK nepdopalus,
KOSITO MOXE J1a JOBEE 10 NEPUTOH |




Muoro peaku: Konut (BKJ1. XeMOparMueH KOJIHT M exzauepbauny
Ha yJILUepo3eH KoauT unu donect Ha Crohn), 3anek,
CTOMATHUT (BKJI. YIILIEPO3€H CTOMATHT), FIOCHT,
HapyLIeHHA Ha XpaHOMNpoBoAa, AMadparma-
noaoOHH CTECHEHMA Ha YepBaTa, NaHKPEaTHT,

XEMOPOUIH
C Hem3BecTHA 4ECTOTA! HUcxeMuUueH KOMUT
Xenaro-OHTHAPHH HAPYIHCHHSA
Yect: Y BE/IHYEHHE CTOHHOCTHTE HA TPAHCAMUHA3UTE
Penku: Xenarur, )XbATEHHUA, YEPHOAPOOHH HapylIeHH
MHoro penks: DyNIMHHAHTEH XENIATHT, YepHOApOoOHA HEKpO3a,
4epHOPOOHA HEAOCTATHYHOCT

HapymieHdsi HA KOKATA H NOJKOKHATA TbKAH

Yectu: O6pus
Peakwu: YpTHKapus
MHOro peaku: bynosen nepmatHr, ek3eMa, epuTeM, erythema

multiforme, cuHapoM Ha Stevens-Johnson,
TOKCH4Ha eNUAECPMAITHA HEKPOAU3a (CHHAPOM Ha
Lyell), ekcdonnaTuBen acpMaruT, Koconan,
peakUMH Ha GOTOUYBCTBUTENHOCT, My pIIypa,
nmypnypa Ha Schonlein-Henoch, cspbex

C HeH3BeCTHA 4eCToTa: DuKCHpaH NeKapcTBEH OOpHB, FEHEpATM3HpaH
Oy103€H UKCHpaH NeKapCcTBEH OOpHB

Hapymenus na 0b0pennTe H THKOYHHTE IBTHINA
MHuoro peaxu: Octpo 6BOpeuHo yBpexaaHe (octpa 616peuna
HEAOCTATBYHOCT), XEMATYPHA, NPOTEHHYPHA,
HEPPO3EH CHHAPOM, TYOYJIOMHTEPCTULIHANEH
HePpHT, OOpeyHa nanuiapHa HeKpo3a

O6un Hapyme¢Hns H ePEeKTH HA MACTOTO HA NPHIOKEHHE

Hectn Pa3apazHeHHE B MACTOTO Ha TPHIOKEHHE
Penxu: OToxk

* YectoTaTa oTpa3ssa AaHHH OT NPOABIKUTENHO JeUeHHe ¢ BUCOKH 103H (1 50 mg nHeBHO).

Onucanne HA H3I0pPAHH HEXKETAHH JIEKAPCTBEHH PEAKIHH

ATepoTpoMOOTHYEK CHLORTHSA
dapmMakoenUAEMHOJIOFMYHUTE JaHHU U TE€3U OT METa-aHaJIM3a COoUaT 3a NeKO MNOBHUIIABAHE HA PUCKA

oT arepoTpoMOOTHYHH ChOMTHA (HanpuMep HHGAPKT Ha MHOKap/la) CBbp3aHU ¢ ynoTpedara Ha
auknodenak, ocobeHo npu BUCOKU 4034 (150 mg nHEBHO) H f10 BpeMe Ha NPOABIKUTENHO NIeYEHHE
(BX. T. 4.4 CneuyalIHu NpeayNpeKACHUA U NPEATIa3HH MEPKH NPH yrioTpeda).

Buiyannu edpextn

BusyanuuTe cMyLIEHHS KaTO 3pPUTENHO YBPEXAAHE, 3aMbIJIEHO 3PEHHE HAM AUIUIONHSA W3IMJIEXKAAT
edexty Ha Kiaca Ha HCIIBC u oOukHOoBeHO ca 0OpaTHMH NpU NpEYCTAaHOBABAHE HA JICYEHHETO.
BepoATHMAT MEXaHU3BM 32 3PUTEJIHA CMYLUICHUA € HHXHOMPAHETO HAa CHHTE3a Ha NPOCTarnaHIuHy U
JAPYTd CBBbP3aHH CHCAUHEHUA, KOUTO NPOMEHAT PEryIUPaHETO HA KPbBHHUSA TOK HA PETHHATA, KOETO
BOAM A0 NOTEHUHATHHA MPOMEHH B 3PEHHETO. AKO TAKMBA CUMIITOMH C€ MPOABAT 10 BpEME Ha
NeyeHHeTo ¢ AUKIodeHak € 1o0pe aa ce OOMHCAH OPTAIMOIOTMMHOTO H3CIERBAHE, 3a Ja ce

M3KIIOMAT JpPYTH MPHYUHM.

Crho0miaBaHe HA NOAO3HPAHHA HEXKEJIAHH PeAKNHH
CboblaBpaHeTo Ha MOAO3MPAHH HEXKENAHU peaKUMK Clell paspeLiaBase 3a ynorpeba #

JIEKapCTBEHHUA nponym‘ OT MEIHLIMHCKUTE CNIELIMAHCTH CE 3UCKBA Ja ChOOLIABAT By
NOJO3HpaHa HEXENaHa PEaKLMA Ype3 HALHOHAIHA CHCTEMA 3a ChoDIlaBaHe:



HanbnHuTenHA areHUMA Mo NEKapCTBaTa
ya. ,,JdJaman ['pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcalT: www.bda.bg

4.9 Iipenoaupane

Camnromu

Hsama TunvuHa knHHUYHA KapTHHA, aCOLMMpaHa ¢ Mpeao3MpaHe Ha JuknodeHak. [Tpenosupanero
MOJXXE Jia NpEeAM3BHKA CUMIITOMH KATO: MOBPBLIaHEe, CTOMAUIHO-YPEBHO KbPBEHE, AMAPHA, 3aMagHOCT,
TUHHUTYC WIH MbpYOBE. B cnyuyai Ha 3HaYUMO OTpaBsiHE € Bb3IMOXKHO Aa HacTBLAAT ocTpa ObOpeusa

HEAOCTATBYHOCT H HEPHDﬂpDﬁHD YBPOXKIAAHC.

TepaneBTHYHH MEPKH
JleueHueto Ha ocTpoto orpaesHe ¢ HCIIBC, sxmounTesiHo AukiodeHak, BKIHOUBA J1aBHO

noaaspxalu MEPKH H CUMINTOMATHYHO JICUCHHE. 3a YCIAOXKHECHHA KAaTO XHITIOTOHHA, 6’15:6]}8'-IH3.
HEAOCTATBYHOCT, 'bPHOBC, CTOMALIHO-YPCBHH HAPYLICHHA H NNOATHCKAHC Ha AUIIAHCTO CC Ipydnarart
noagdbpAKall MEPKHA H CHMIITOMATHYHO JICUCHHE.

Manko BepoATHO € CrieUHATHHM MEPKH KaTo QopcUpaHa XUype3a, Anain3a Wid xemonepdysus na
noMorHar 3a endMuHupane Ha HCIIBC, BrimrounTtenHo JuknogeHak, Thit KaTO CTENEHTa Ha TAXHOTO
CBbP3BaHE C NPOTCHHUTE € BUCOKA ¥ MeTAOONU3IMBT HM € EKCTEH3IHBEH.

5. ®APMAKOJOI'HYHH CBOHUCTBA
5.1 DapMaKOIHHAMHYHH CBOHCTBA

PdapMaKoTepaneBTHYHA rpyna
[IpoTHROBB3INATHUTENHH H NPOTUBOPEBMATHYHHU NPOAYKTH, HECTEPOUAHH, POU3BOIHMU HA OLETHATA
kucenuHa u cponsu seulectsa (ATC koa: MO1 A BO5S).

MexaHH3BM HAR JCHCTBHE
Bonrapen chabpxa AUKNO(EHAK HATPUiA, HECTEPOUIRO BELIECTBO ¢ U3PA3EHH AHTHPEBMATHYHH,
NPOTHBOBB3MAIMTENHH, AHANTETUYHH ¥ aHTH-TIMPETUYHH CBOMCTBA. 3a OCHOBEH MEXaHU3EM Ha

NEHCTBHE C€ CUMTa HHXUOUpaHeTo Ha MpOoCTarniaHgMHOBATa CHHTE3a, KOETO € AEMOHCTPUPAHO
eKcriepuMeHTanHo. [IpocTarnasaAuHUTE UrPasT OCHOBHA PO/is B IPOLIECUTE HA Bb3NaJCHHUE, 00JIKa U
NOBUILIABAHE HA TEMIEpaTyparTa.

In vitro nuknodeHak HATPHIA HE NOATHCKA OMOCHHTE3aTa HA NMPOTEOrNTHKaHK B XpyLsiia B
KOHLIEHTpalHH, €KBHBAJIEHTHH Ha Te3u, JOCTHTHATH TIPH XOpa.

GapMakoIAHAMHYIHH ePeKTH
[Tpu peeMaTH4HH 3a00N9BaHHAA NPOTHBOBB3MAIMTEHHTE U AHANTCTHYHH CBOMCTBA Ha AHIUIO(EHaK
NpEAV3BUKBAT 3HAYMTETHO 00NeKueHUe Ha CHMITTOMHTE U MpU3HALMTE, KaTo OonKka MpH nokoi, 6oska

NMPH ABHXKCHHUEC, CYTPCHIHA CKOBAHOCT H OTOKA B CTABHUTE, H BOAAT 10 dJyHKlIHOHﬂJ'IHD no,uoﬁpeuue.

l’IpH MoCT-TpaBMATH4YHH H [MOCTONECPATUBHH BB3ITTAJIHTC/IHH CBCTOAHHA IIH!UID(I)EHB.K 6’bp30 YCIIOKOABA
crnodTaHHaTa 6osika ¥ 6onkara Ipy ABHXXCHHUC U HAaMAJIABa [TOAYBAHCTO IIPH BH3AJICHUC U OTOKA Ha

T e
paHara.




B kAUHWYHM Npoy4dsaHHA, CbLI0 TaKa € YCTAHOBCHO, HC BOJ’ITHPEH NPpHTCKAaBA U3Pa3€H aHAJIFCTHYCH
ECPEKT [Ipyd YMEpEHa 10 TCHKKA Oonka ot HEPEBMATHHCH TIPOU3XO0 M. KnuHHY4HH H3CNCABAHHA MNMOKa3BaT
Chill0, Y€ NpH ITHPBHYHa JTHCMCHOPEA BﬂJ’ITﬂpeH MMa crnocoOHOCTTA aa YCIIOKOABA fonkata u aa

HaMansgBa CTENEeHTa Ha KbPBEHE.
BonrtapeH € AeMOHCTpHpan Onaronpusited eQexT U NMp# CUMIITOMH Ha MUTPEHO3€H NMPUCTHIT.

5.2 PapMaAKOKHHETHYHH CBOHCTBA

AbGcopOnnsg

HNuknodeHak HMa ObpP30 HAYAIO HA pe30pOLHUsA OT CYINO3UTOPHUHUTE, HE3ABUCHMO Y€ CKOPOCTTa Ha
abcopbumaTa e no-6aBHa B CPABHEHHUE ¢ MEPOPATIHO NPUETUTE CTOMALLHO-YCTONYUBH TabaeTku. Cren
npunoxeHueTo Ha 50 mg nox ¢dopmaTa Ha CYNO3UTOPHH, MHKOBATA MJIA3MEHA KOHLIEHTPALMA Ce
JOCTHra CpeJHO 3a | 4ac, HO MaKCHMAaJIHH TU1a3MEeHH KOHUEHTPaLMH €a OKOJIO 2/3 OT Te3U JOCTHIHATH
cjiell NepOPATHO NPHIOKEHHE HA MPUETHTE CTOMALIHO-YCTOHYMUBY TabneTku.

OK0J10 MOJIOBHHATA OT NMEPOPATHO WK PEKTATHO MPUEeTHA AUKIodeHak ce MeTabdonu3upa no BpeMe Ha
NbPBOTO NpeMHUHaBaHe npe3 yepHUa apob (“first pass” edekT) v 3aToBa niowmra noa
koHUueHTpaudoHHata kpusa (AUC) e okosio ABa MbTH NMO-MaJlKa, B CPABHEHHE C Ta3H e
[apeHTEPATHO NMPWIOKEHUE HAa €KBUBANIEHTHA J03A.

dapMakoKHHETHKATa HE CE MPOMEHA Clieq MHOroKpaTHO npunoxenue. He ce Habmoaapa kyMynupane
[puY Cra3BaHe Ha MPENOPBbUBAHUTE T030BH UHTEPBAIIH,

[1nasMeHNTe KOHLIEHTPAIIHH, JOCTHTHATH MPH ACLA NPH NPUIOKEHHE HA €KBHBaNCHTHH A034 {mg/kg
TeJIECHO TETAC) ¢a NoJ0OHM Ha Te3H INPH BL3PACTHH.

Pasnpenenenue
99,7% ot auknodeHak ce CBbp3Ba ChC CEPYMHHTE NPOTEUHH, MNaBHO ¢ anbyMuHa (99,4%).
YcTaHoBeHHAT 00eM Ha paznpeneneHue ce usunucnasa Ha 0,12-0,17 I/kg.

IIuxnodenak npeMUHABRA B CHHOBHANIHATA TEUHOCT, KbAETO MAKCUMAIHHU KOHLEHTPALMH Ce
YCTAHOBABAT 2-4 4aca ¢Jjie AOCTHIraHe Ha MUKOBUTE IU1a3MeHH HUBA. ENMMHHALMOHHHUAT MONYKHUBOT
OT CHHOBHAaJIHATa TEYHOCT € 3-6 yaca. J[pa 4aca criea JOCTHraHe Ha MUKOBH IUT1a3MEHU HHUBA,
KOHLUEHTPALMATA Ha aKTUBHOTO BELUECTBO € BEUE N0-BUCOKA B CHHOBHAJIHATA TEYHOCT B CPaBHEHHE C
MAa3MaTa H OCTaBa TakaBsa go 12 daca.

buorpanchopmanun/ MeTaboIH3bM

buorpancdopmanmaTa Ha AMKJIO(EHaK ce U3BbPLIBA HACTUYHO Ype3 IMOKYPOHUPAHE HA HHTAKTHATA
MOJIEKYJ1a, HO I'IaBHO upe3 €AMHUYHO WIH MHOIOKPATHO XMAPOKCHIUWPAHE HIH METOKCWIHPAHE, B
pe3yJITaT Ha KOETO CE MOTy4YaBaT HAKOJKO peHonosu Mertabonurta (3 -hydroxy-, 4 -hydroxy-, 5-
hydroxy-, 4°,5-hydroxy-, 1 3’ -hydroxy-4 -methoxy-diclofenac), noeuero oT KOMTO ce KOHBEPTHpAT
710 TIIOKYPOHOBM KOHIOraTH. [Ia o1 Te3u peHonoBH MeTadbonuta ca GMONOrH4HO aKTHBHH, HO B
MHOTO MO-MaJIKa CTENEH OT AHKIIO(hEHAK.

ENHMHHHpane

ToTanHua cHcTEMEH KIHPBHC Ha AUKIOGEHaK oT nna3mara ¢ 263 £ 56 ml/min (cpenHa croiiHocT +
SD). KpaitHuaT noayXMBoOT B nnasmarta € 1-2 vyaca. Yetupu ot MeTabonuTuTe, BKNIOMUTEIHO ABATA
aKTHBHH, CBLIO UMAT KPATHK I1a3MeH 1oNyxxuBoT oT 1 A0 3 4aca. EquH ot Metabonurure, 3 -
hydroxy-4'-methoxy-diclofenac, uMa MHOrO NO-ABABI 1A3MEH NONYXKUBOT. To3U meTabonur, obaue,

€ NMPpAKTHYECKH HECAKTHBCH.

Okono 60% ot npueTtarta 1034 c€ H3bYBa C YPHHATA KaTO MMIOKYPOHOBH KOHIOTAaTH H
MOJICKYJIa U KAaTO MeTabOJIUTH, MOBEYETO OT KOWTO CHIIO €€ NMPEBPHINAT B [NIIOKYPOH

[lo-manko ot 1% ce nanbuBa KaToO HENMPOMEHEHO BemecTBO, OcTaHanaTa yacT OT 40 TT'
eIMMUHUPA 1o (opmaTa Ha MeTabONTUTH Hpes XIIbYHUA COK B U3NPaKHEHHATA. 3




JIuHelHOCT/ HEJIHHEHHOCT
Pe3opbupanoTo KOJIHUYECTBO € B JIMHEHHA 3aBUCMMOCT OT F'OJIEMHHATA Ha NMPUJIOAKEHATa 1034,

CoenHanHH rpyny NANHEHTH

He ca HabmroaBaHK 3HAYMMHU pa3nnuug B pe3opbuugra, MeTabonu3Ma UK U3JThYBAHETO HA
MeIHKaMEeHTa B 3aBUCHMOCT OT BB3pacTTa.

[1pu nampeHTH, CTpaAaly OT HapylueHue Ha 6bOpeuHaTa QyHKUNA, OT KHHETHKATa Ha €AMHUYHA 1032
HE MOraT [1a C€ HaMpaBAT U3BOAH 32 KYMYJIMPAHE HA HEMTPOMEHEHO aKTUBHO BELUECTBO, MPH
H3ION3BaHe HAa OOHYaMHMTE TEpaneBTHYHHM CXeMHU. [IpH KpeaTHHHHOB KJIIMPBHC No-ManbK oT 10
ml/min U34YHCIEHOTO PABHOBECHO CRCTOAHHE Ha [JIa3MEHUTE HUBA HA XHAPOKCH-METAOOIUTHUTE €

OKOJIO 4 MBTH NO-BUCOK OTKOJIKOTO [TPH HOPMAITHUTE NaiweHTU. B Te3u cayuai obave, Metabonururre
ce eNMMHHHUPAT Ype3 AUTbHKATA.

[Ip¥ NALMEHTH ¢ XPOHHYEH XeNaTUT WM KOMIIEHCHPaHA yepHOApoOHa LHpOo3a KWHETHUKATA U
MeTabonu3Ma Ha TUKIo(deHaK ca ChLIMTE, KAKTO NMpHY nauueHTH He3 yepHoapobHo 3abonapane,

3.3 IMpeaxknuHAYHE JaHHH 38 0e300aCHOCT

HPBHKIIHHH"IHHTE JaHHH OT MMPOYyYBAHHA 3a TOKCHYHOCT C €AHHHYHA H NOBTApPALIH CC NO3H, KAKTC H
OT NMpOY4BaHHUATA 38 FTCHOTOKCHYHOCT, MYTArcHHOCT H KapUHHOICHHOCT € JIHKJ'IleeH&K HC [MOKA3BaT
PHCK 34 XOpaTa IIpY onpeAac/icHara TeparieBTiiHa 403a.

3a noBeue nHGoOpMaNH BHXKTE Touka 4.6 Oeprwinrer, OpeMEHHOCT U KbpMEHE.

6. PAPMAILEBTHYHH JAHHHA

6.1 CnHcbK HA NOMOUHHTE BEIECTBA
Tebpaa Mac.

6.2 HechbBMECTHMOCTH

Henpunoxumo.

6.3 Cpok HA TOAHOCT

3 roAvHH

6.4 CnennaiHH YCIOBHA HA ChbXPAHEHHE

Jla He ce cpxpansaBa Haa 30°C.
Jla ce cbxpaHsaBa B OpUrHHalIHaTa OMakoBKa.
BonrapeH cynosutopuu TpaOBa 1a ce CbXpaHiBa Ha MACTO, HEAOCTHITHO 3a Aena.

6.5 BHaa B chAbLPAKAHHE HA ONAKOBKATA

50 mg cynosutopuy X 10
100 mg cyno3uTopuH X 5

6.6 CuenHa/IHH NpeANnasHHA MepKH NPH H3XBbpJsHe H padoTa

CynosuropunTte He TpAOBa Aa ce AendT, 3all0TO HENOIXOOALUMUTE YCIOBHUS HA ChXpaHe
NpeAU3BUKAT HEPABHOMEPHO pasnpee/icHHE Ha akTUBHaTa CyOCTaHLIKA.



7. HNPUATEXATEJI HA PAZPEINEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building
Elm Park, Merrion Road

Dublin 4
HUpnanaus

8. HOMEP(A) HA PAZPEIIEHMETO 3A VIIOTPEBA

20020738 (Bonrapen 50 mg cyno3suTopum)
20020739 (Bontapen 100 mg cyno3uTopHH)

9. JATA HA ITBPBO PA3PEIHABAHE/IIOJHOBSBAHE HA PASPEHIEHHUETO 3A
YIIOTPEBA

Jlata Ha mbpBO paspeluaBaHe: 16 ¢pepyapu 1981 r.
Hata Ha nocaegHo noAHoBaBaHe: 27 cenreMBpu 2007 1.

10. JATA HA AKTYAJ/INZUPAHE HA TEKCTA

01 aBrycr 2025 T.




