KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHUA ITPOAYKT

Bosnrapen Perapa 100 mg tabneTku ¢ y/Ib/KEHO OCBOOOK/1aBaHe
Voltaren Retard 100 mg prolonged-release tablets

2, KAYECTBEH U KOJIMMECTBEH CbhCTAB

AKTHMBHOTO BELIECTBO € HaTpueB-[0-[(2,6-auxnopdennn)-amuno |-penun|-auerar (=diclofenac
sodium/nukodeHak HaTpum).
Besika Tabnetka ¢ yabpkeHo ocBoOoxkaaBaHe Bonrapen Perapa cvabpxka 100 mg auknodenak

HaTpUH.
3a MbJIHUS CMUCHK HA NMOMOILIIHUTE BEllleCcTBa BUXKTE ToukKa 6. 1.

3, JIEKAPCTBEHA ®OPMA

AO OROAY O
- &9%*7 1509102

P030BH, KpbIIK, JBOMHO-H3ITBKHAIM TA0JIETKH CbC CKOCEHH PBOOBE M rpaBUpaH HaAIHC “CGC‘-‘- OF
enHaTta crpadHa M "CG" ot apyrara.

dunmupana TadsieTka ¢ yb/DKEHO OCBOOOXK/1aBaHe

4. KJIMHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3aHHUA
JleueHue Ha:

b Bb3MNaJIUTC/IHU U ACT'CHCPATHBHH q)OpMH Ha CTaBHH 3a00JIIBAHUA: PEBMATOUIACH APTPHT,
AHKHJIO3Hpall CITOHAHWIHUT, OCTCOAPTPHUT H CITOHAWJIApTpPO34a, 00JIe3HEHH CHHAPOMH Ha
Fp'bﬁHa'-[HHH C’["bﬂﬁ, HU3BbHCTABHH MCKOTBKAHHH 3&60RHBHHHH;

® NnOCTTpaBMaTH4YHa H NnoCTorepaTuBHa 00JIKa, BL3MAJIEHUE HITH MNoJlyBaHE, HAIp. CJIc]
CTOMATOJIOHYHA HUJIKH OPTOINCAUuYHaA OlCpallui,

® 00JIe3HEHH W/WJIH Bb3MAJIUTE/IHA ChCTOSIHUSA B TMHCKOJIOIruATa, HAIIp. TbPBHUHYHA JIHCMECHOPCA
HJIH AJHCKCHT.

4.2 J103MpOBKA H HAYHH HA NPHJIOKEHHE

g{ﬂl‘l POBKa

Hexxenanure n1ekapcTBEHHU peakliMKM MOraT jJa ObaT CBEICHH 10 MUHUMYM 4pe3 U3MO0JI3BaHe Ha Hai-
HUCKaTa e(peKTHBHA /1032 3a HaAH-KPaTKHUA MEPHO/ OT BpemMe, HEOOXOAUM 3a KOHTPOJIMpPaHE Ha
cumnromMurte (BXK. T. 4.4 CrieupanHm npeaynpexaeHus U npeana3Hi MEpKH rnpu yrnorpeoda).

Bn3pacTHn

[IpenopbuBaHaTa HavasiHa j103a € 100 no 150 mg nHeBHoO - eaHa Tabnetka Bonrapen Perapa tabnerku
¢ yabbkeHo ocBoboxkaaBane 100 mg. [Ipu no-neku ciryyau, KakTo U NpH Npoab/DKUTENHA ynoTpeDda,
0OMKHOBEHO ca JjoctaTb4Hu 75 10 100 mg AHEBHO.

KoraTto cuMnToMHUTE Ca NO-U3pa3eHU Npe3 HOLUTA WK CYTPHHTA MPEnopbuHTE/IHO € JJHEBHATA 11034
Bosntapen Perapa TabneTku ¢ yabikeHO 0CBOOOXK/1aBaHe Jla ce npuema Beyep.

CnenHaJHH rpyny NanHeHTH & — %%

[leanarpuyna nonyJianHs [ 12 P o
[Topanu Bucokara 103a Bositapen Perapj TabieTKH € yABIIKEHO GCBﬁﬁﬂmaE&Hﬂ*l 00 mg He' a i 5 B

NOAXO0As11l 3a J€1a U noJApacTBalllH. \\ A | & f”’
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IIanHeHTH B cTApYECKa BL3pacT (Ha 65 » moBeYe roJUHMU)

(OOHMKHOBEHO He € He0OX0AMMO KOPUIrupaHe Ha IMbpBOHAYaJiHaTa J03a NPH NMaLUEHTH B HaNpeaHana
Bb3pacT. Burnpexku ToBa € HEOOXOAUMO MOBHULIEHO BHUMAHME NOPaAd OCHOBHH MEHLIMHCKH
cboOpaXkeHHs, 0cOOEHO NPy HEMOILIHH MALUEHTH B CTAPYECKa BB3PacT WUJIH [IPU TE3H € HHCKO TEIECHO
Terno (BX. T. 4.4 CneuyanHu npeaynpexacHns U npeanasHi MepKy Ipy ynorpeda).

IIanHeHTH € YCTAHOBEHO ChPAE1HO-CHA0BO 32a0019BaAHE HIH CbC 3HAYHTEIHH PHCKOBH GAKTOPH
38 ChpPAEHYHO-CBHAOBO 3ab0/IABAHE

OOHKHOBEHO NeueHneTo ¢ BosrapeH npy NauMeHTH ¢ YCTAHOBEHO ChPACYHO-CBHA0BO 3a00/15IBaHE WIIH
HEKOHTPOJIMpaHa XUIEPTOHHA HE ce npenopbyia. [IpH HeoOXxoaAUMOCT, MaLIMEHTH ¢ YCTAHOBEHO
CbhPAESYHO-CBHA0BO 3a00MABaAHE, HEKOHTPOJIIMPAHA XHIIEPTOHUA WK 3HAUUTETHU PUCKOBH (GaKTOPH 3a
ChpPAEYHO-CBA0BO 3a0onaBaHe Tpadsa na Obaar nekyBanu ¢ Bonrapen caMo ciex BHUMATENIHA
npeLeHKka U caMo ¢ 1034 < 100 mg qHeBHO, Koraro Ne4eHUETO NpoabXKaBa 3a noseye oT 4 CEAMULH

(Bx. T. 4.4 CnieuMansu npeAyNnpeKIACHUA Y NIPEANa3HU MEPKH NpH ynoTtpeda).

buOpestHo yBpexaane
BosatapeH e npoTHBONOKa3aH MpH naureHTy ¢ 6nopeuna Heaoctarb4HOCT (GFR <15 ml/min/1.73m?)
(Bx. T. 4.3 [IpoTHBONOKAa3aHUSA).

Toii kaTo He ca NPOBEXKIAHH CIICLIMMHYHH MPOYYBaHHA NPH NaLUUEHTH ¢ 6BOpeUHO yBpexaaHe, He €
HeO0OXOAUMO M3BBPIIBAHETO HA cEUM(UUYHN KOPEKLIMH Ha Ao3aTa. Heobxoanmo e BHUMaHHE npu
npuiarasero Ha BonrapeH Ha nauMeHTH ¢ OBOpeuHO yYBpexXaaHe (Bx. Touka 4.4 CnenyanyHn
npeaynpeXIcHHS H Npeana3Hd MEpKHU Npu ynotpeba).

Yepuoapohno yspexaane
BonrapeH e npoTHBONOKAa3aH NIPH MaLHEHTH C YepHOApOoOHa HEAOCTATHLYHOCT (BX. Touka 4.3
[IpoTuBonokazaHus).

Twit XaTo He ca NPOBEKAAHH CNECLUUPUYHH POYUBAHHUA TTPU MAUUEHTH C HEPHOAPOOHO YBpEKAAHE, HE
e HeoOXOHMO H3BBPUIBAHETO HA CrIEUUPHYHM KOPEKLMH Ha Ao3aTa. Heobxoaumo € BHUMaHUe npy
npunaraHeTo Ha BontapeH Ha NauMeHTH C Jieko A0 YMEPEHO YEPHOAPOOHO YBpexXIaHe (BX. Touka 4.4
CrneusanHH NpeaynpexaeHHa U Npeana3Hi MEpKH Nnpu ynotpeoda).

HaunH HA NPHI0KEHHE
Tabnerkure TpAOGRa Na Ce NOrABINAT LENIH C TEHHOCT, 33 NPEANIOYUTAHE C XpaHaTa H He Tpabsa na

ObaaT paznpobaBaHM HIH OBLBKAHM.

4.3

I[IpoTHBONIOKA3aAHHA

H3BecTHA CEBPBXUYBCTBUTENHOCT KBbM AKTHBHOTO BEIIECTBO UJIM KbM HAKOE OT NOMOLUHHTE
BCILECCTRA.

AKTHBHA CTOMALUHA WIH YpeBHA A3Ba, KbpBeHe WIH nepdopauus (Bx. T.4.4 Cneunanau
npeaynpexaeHusa U Npeana3Hd MepKu npu ynorpeda u 1. 4.8 Hexenanu nekapcTeeHu
pEaKLHH).

AHaMHe3a 3a KbPBEHE OT CTOMALLHO-YPEBHHS TPaKT WIH nepdopaums, CRbpP3aHH C NIPEAXOAHO
nevenue ¢ HCTIBC. AKTHBHA WM AOBTOPHA MOABA HA MENTUYHA A3Ba/KbpBeHE (ABa UITH
[IOB€YE OTAECTHH JOKA3aHH €NHU30/a Ha A3Ba WJIH KbpPBEHE).

[Mocneauus TpuMecTbp OT OpeMeHHOCTTa (BXK. TouKa 4.6. DepTHNNTET, OPEMEHHOCT H
KbPMEHE).

YepHoipoOHA HEAOCTATBYHOCT.

b16peuna HeaocratbunocT (GFR <15 ml/min/1.73m?).

Texka cbpaeyHa HEAOCTATBYHOCT (BXK. Touka 4.4. CrieunanHy npeaynpeXIeHHA U
npeanasHyd MepKu MpH ynorpeoda).

VcTaHOoBeHa 3acToMHaA ¢hpaeuHa HegocraTbHHOCT (NY HA [I-1V), ncxemuyHa
ChpLETO, NepudepHo apTepHanHo 3adonsBaHe W/HANH MO3BYHO-CBAOBA DonecT(] & /. . N
[Tono6Ho Ha ApyruTe HECTEPOMAHU NMpoTUBOBB3HanHTeNHU cpeacTesa (HCIIB ,Ferﬁ 1
Perapa e npOTHBONOKA3aH U NPU NAaLMEHTH, NMPH KOKUTO ynotpebara Ha aue'mn\S{.thﬁ.vimm Hﬁa\-g /




kucenuna win apyru HCIIBC moxe na nposokHpa actMa, aHruoeaem, YpTHKapHa WiIH OCTh
puHUT (Hanp. HCIIBC- unayumpanu peakLumi Ha KPBCTOCAHA PeakKTHBHOCT) (BXK. T.4.4
CneunanHy npeaynpexacHus U npeana3Hyd MEpKH ripu ynotpeda u 1. 4.8 Hexenauu
JIEKAPCTBEHU PEaKLIUH).

4.4 CnenHa/iHA NpexynpexaeHns H NpeAna3Hi MepKH NpH ynorpeda

Oown
Hexkenanure nekapcTBEHH peakiMHd MOFaT Ja 0b4aT HaMaNeHH KaTo 332 KOHTPOIHpaHe Ha
CUMITTOMHTE C€ yNoTpeOABa Bb3MOMKHO Hal-HMCKATA €(PEKTHBHA 4034 33 Bb3MOXKHO Hal-KpPaThK CPOK

OT BpeMe (BX. TOUKA 4.2 W NnO-40Jy [NOCOUEHHUTE FaCcTPO-UHTECTHHAIIHU U CHPACUHO-ChAOBH PHCKOBE ),

Tabnerxure ¢ yabkeHo ocsoboxkaaBane Bonraped Perapa chabpikar 3axapo3a U BbB Bpb3Ka C TOBa
He C€ MpenopbUBAaT MNPH MALKUEHTH ¢ PEAKH HACNEICTBEHH 3a00/12BaHUA KaTO rajlakTo3Ha
HEMOHOCHUMOCT, TEXbK JTAKTa3eH ACPHLMT WIH [NMIOKO030-rajlakTo3Ha Manabcopbuua unu saxapaso-
M30MaJiTa3Ha HEAOCTATHYHOCT.

Cromamuo-apesHnA ePeKTH

[Ipu Bcnukn HCTIBC, sxmoudTento U Npy AMkIo(eHax, ¢a cbod1IaBaHM Clly4yaHd Ha KbPBEHE OT
CTOMAILHO-YPEBHHA TPAKT, A3BH WK nepdopaLua, KoUTo MoraT a2 6baaTt datanHu U Morar Ja
HACTBISAT HA BCEKH €Tall OT NEYEHHETO, ChC WK 0€3 NpeaynpeanTeiHY CHMNTOMH MJIM 1aHHH 32
aHaMHe3a 3a CEPHO3HH CTOMALUHO-YpEBHH UHUMAEHTH. [locneacTBrATa ca NO-TEXKH NMPH NalLUEHTH B
HalpeaHana Bb3pacT. AKO ApH MaLHEHTH, JIeKyBaH# ¢ BonTapeH HacTbIU KbPBEHE OT CTOMALLIHO-
YypeBHHA TPAKT UK ce oOpa3yBa 43Ba, IpUEMA Ha JIEKaApCTBOTO TpaOBa Aa ce NpeyCcTaHOBH.

KakTo npu Bcuuku HCIIBC, BnounTenHo AMKIodeHaK, ce Hanara CTpOr MERULIMHCKH KOHTPON, U €
HeoOXoAMMO CreHATHO BHUMAHUE, Korato BonTapeH ce npeanycBa Ha NaUMEHTH CbC CUMITTOMH
yKa3Ballyd CTOMALIHO-YPEBHM HAPYIICHUA WIH ¢ aHAMHECTHYHH JaHHHM, IPEANoJaraliy a3ea Ha
CTOMAaxa WM YepBaTa, KbpBEeHE MM niepdopauus (Bx. Touka 4.8 HexxenaHu nexapcTBeHH peakiuu).
Pucka 3a KbpREHE OT CTOMalIHO-YPEBHUSA TPAKT € NMO-BHCOK NPU NokausaHe Ha no3ara Ha HCIIBC u
[pH NaLHEHTH ¢ aHaMHe3a 3a A3Ba, 0COOEHO aKO € YCNOKHEHA ¢ KbpBeHe Win nepdopauus. [pu
MALMEHTH B HANPEAHANIA Bb3PacT HMa MO-TONSIM PHCK OT MO-4€CTa MogBa Ha HeXeNaHW peakilii npu
nedeHue ¢ HCTIBC, ocobeHO Ha kbpBEeHE OT CTOMALLHO-YPEBHUA TPAKT WK fTEpdopaiiug, KOHTO
Morart fa obaaT paTtanHH.

HCIIBC, BxmouHTETHO THKIO(EHAK, MOXE 1a Ca CBBP3aHH C YBENHYEH PHUCK OT U3THYAHE OT
CTOMALIIHO-4peBHA aHacToMO3a. [IpenopbhyBa ¢e BHUMATE/THO MEAHLIMHCKO HADMIOAEHHE U NMOBUILEHO

BHUMaHHE npx ynorpedara Ha AMKNIOQEHAK cllell CTOMALLHO-YPEeBHA XUPYPruuHa HHTEPBEHLIUA.

3a HaMalABaHe Ha PUCKA OT TOKCHYHOCT 3a CTOMALHO-YPEeBHHA TPAKT NPH NALIHEHTH ¢ aHaMHe3a 3a
A3Ba, 0COOEHO aKO € YC/OKHEHA ¢ KbpBeHe MK nepdopauus U Npyd NALMEHTH B HaNpe/IHala Bb3PacT,
nedyeHHeTo TpaOBa Aa ce 3ano4uBa M NOALBPXKA ¢ Hali-Maskara eeKTUBHA 103a.

[Tpn Te€3u MALMEHTH, a CHILO H MPH MMALHEHTH UMALIH €AHOBpEMEHHA HYXKa OT JIEKAapCTBa
ChABP)KAIIH HUCKH JO3H aUeTHICAMMUMNOBA KUCENHHA (ASA) UITH ApYry OPOAYKTH, 3a KOUTO €
BH3MOXKHO Ja yBeJHYaT PHCKaA 3a CTOMALLHO-YPERHUA TPaKT, TpsOBa Xa c€ UMa B MpeiBH
KOMOHHMpaHa Tepanua ¢ NPOTEKTUBHA NPOAYKTH (HAMp. MU3OAPOCTON WK MHXHOUTOPH Ha

NPOTOHHATA IIOM1IA).

[TauueHTH ¢ aHAMHE3a 32 TOKCUYHH NMPOABH OT CTpaHa Ha CTOMALLIHO-YPEBHMA TPaKT, 0cobeHo
NallMEHTH B HaNpeIHaa Bb3pacT, TpAOBa Ja cboOiaBar 3a BCHYKH HEOOWYAHHH, CHMITTOMH OT
cTpaHa Ha kopema (ocobeHo kbpeeHe). [IpenopbuBa ce BHUMATENHO NPUIIOKEHHUE MPU T
NOAY4aBallld €AHOBPEMEHHO MPOAYKTH, KOMTO MOTAT a YBEIMYAT PHCKA OT yiuepa
KATO CUCTEMHH KOPTUKOCTEPOUIHU, AHTHKOATYJIAHTH, AHTU-TPOMOOTHUYHU NPOAYKTH
UHXHOHTOPM Ha OOPATHOTO 3aXBALUAHE Ha CEPOTOHHHA (BXK. Touka 4.5. Bzaumonehc
NIEKAPCTBEHH MPOAYKTH K APYTH POPMH HA B3aUMOACHCTBHE).




HeoOxoaum € cTpor MEAHLIMHCKHA KOHTPOJI M BHUMAHHWE NMPH MALHEHTH ¢ YILEPO3E€H KOTUT KM
oonect Ha Crohn, TBH KaTO CHCTOSHUETO UM MOXKE J1a ce BACUIM (BX. TOUKa 4.8 Hexxenanu

NIEKAPCTBEHHU PEAKLIUM ).

XenaroOnnuapHy epekTH
Heobxoaum e cTpor MeAULIMHCKH KOHTPOJI, KOTaTo ce NpeAnucea BontapeH Ha nallueHTH ¢ YBpeeHa
yepHOApoOHa QPYHKIHR, THH KaTO CHCTOSHUETO UM MOXKE J1a Ce BJIOLIH.

Kakto u npy apyrute HCIIBC, BKIIOYHTENHO AUKIO(EHAK, MOTaT 1a C€ MOBULLAT CTOHHOCTHTE Ha
eIFH WIH [0BeYe YepHOApoOHU eH3uMU. KaTo npeanazHa MAapka npy NPOAbIKUTEIHO JEUYEHUE C
BonrapeH (Hanp. noa ¢opMaTa Ha TaDIETKH UK CYIO3HTOPHH) € HEOOXOANMO [EPUONHYHO AA Ce
cnenu YepHoaApoOHaTa pyHKUMS. AKO CTOHHOCTHTE Ha YepHOAPOOHHUTE MOKa3aTesu NpoaAb/DKaBaT aa
ObIAT M3BBH HOpPMATa KJTH Ce [10KA4YBaT B MO-ronNsiMa CTEMNeH, ako ¢ MOSBAT MPU3HALIM WJIM CUMIITOMH
Ha yepHOAPOOHO 3ab0NsABaHE WM AKO HACTBIAT APYrH NpOsBU (HAMp. eo3uHodUnua, oopus),
npuioxeHuero Ha BonrapeH TpaOBa aa ce npeycTaHOBU. XenaTHUT MOXE Aa HACTBIU Npy ynoTtpebarta

Ha JHKI0¢deHaK M 0€3 NPOoAPOMAIHH CUMIITOMM.

[ToBumeHo BHUMaHHe € HeoOX0oAUMO NpH yrioTpeda Ha BonTtapeH or naumMeHTH ¢ YepHOAPOOHA
nopdupus, NOpajy BE3MOXKHOCTTA TOH & a OTK/HOUH MPHUCTHI HAa 3a00/IABaHETO.

bLOpeuHn eQpexTH
Twi KaTo ca JOK/IaZBaHH CTyYaW Ha 33IbpPXKaHEe HA TEYHOCTH M OTOLM 10 BPpEMe Ha JIeUeHHE C

HCIIBC, BxmounTeNHo AUKIIo(eHak, € HeO0X0AMMO 0COOEHO BHUMAHHKE MPU NALMEHTH C YBPEACHA
chpaeuHa Wik 0bp0peuHa GpyHKUMA, ¢ aBAMHE3a 332 XMIICPTOHUS, TTAIUECHTH B HATIpEAHAla Bb3pacT,
NnalHeHTH ¢AHOBPEMEHHO NPHUEMAaLM AUYPETHUM WK NPOAYKTH, KOUTO MOraT CEpHO3HO Ja MOBJIMUAAT
ObOpeuHaTa GpyHKIMSA, KAKTO U MPH MALUEHTHTE CBC CHILIECTBEHO HAMAJIABAHE HA EKCTPALETYTapHHA
obeM, HE3aBUCHMO OT MPHYMHATA, HAMp. IPEAU U CNIE] OJIEMH XUPYPruiHH HHTEPBEHLIMH (BXK. TOUKa
4.3 IIpoTtuBonokazanug). B Te3u cnydan, kaTo nmpeAnazHa Mapka npu ynorpeda Ha BonrapeH ce
npenopbhUBa npocneasBaHe Ha ObpOpeunaTa pyHKLUA. CiMpaHeTo HAa TepanusaTa OOMKHOBEHO Ce
nocJieiBa OT B3CTAHOBARAHE HA U3IXOAHOTO CHCTOSHHUE.

Ko:xuu edexrn

TeXKKHM KOKHH peakiuy, HAKOH OT KOUTO (paTanHH, BKIHOYBAILIM €KCPOIMATUBEH JEPMATUT, CHHAPOM
Ha CTHBBHC-JDKOHCHH, TOKCH4YHA €MUACPMaTHA HEKPOIM3a U reHepanu3upal 0ynozeH pukcupaH
JeKapcTBeH OOpHB ca ¢boOUIaBaHH MHOTIO pAIKO BBB BpbiKka ¢ npueMa Ha HCIIBC, B ToBa 4ucno u
Bonrapen, (k. 4.8. Hexxemanu nexapctBeHH peakuun). Mariexxna, ye Hai-BHCOKHAT PUCK 34
MALIHEHTUTE Na HMAT TE3M PeakLMHK € paHO B X0Ja HA JICYEHHETO, B MOBEUETO CJIyYau HA4aJI0TO HA
peakiyaTa HaCcThIIBa B mbpBHA Mecell. [IpuembT Ha Bonrapen TpabBa fa ce mpeycTaHoBH MpH
TEPBUTE MPOSABH HA KOXKEH OOPUB, TATAaBHUHH JIE3UK WA KAKBHTO U Aa OMIIO ApyTry NPOSBH Ha

CBPBXMYBCTBHTCIHOCT,

KakTo npu apyrure HCIIBC, B peaku city4dau NpH eyeHue ¢ JUIIOMEHaK MOraT Ja HaCThNAT
aJIepPrHYHH Peakiuy, BKITIOMUTENHO aHa(UIaKTHYHW/aHa(PHUIIAKTONIHH peakuun, 0e3 npeaxoaHa
EKCIIO3HLHA Ha JIEKapCTBOTO. PeakiiuuTe Ha CBPBXYYBCTBUTEIIHOCT MOXKE CBLIO TaKa ja porpecyupar
10 cuHApoM Ha Kounis - cepro3Ha anepruiyia peakins, KOATO MOxXe Ja A0Bee A0 HHPAPKT Ha
MHOKapaa. CHMIITOMHTE Ha TAKHBA PEAKLMH MOXKE 1a BKIIOYBAT OOJIKA B FBPAUTE, KOATO B3HHUKBA
BBB BPb3Ka C AJICPruuHa peakuus KbM JHKIOQECHaK

CobpaedHo-cbA0BH ePeKTH
Jleuenueto ¢ HCTIBC, BxitounTenHo guiiodeHak, 0COO€HO BbB BUCOKH AO3M U NPHU NPOIABIDKUTENHO

niedenye, MoxKe 1a ObAe CBLP3aHO € NEKO MOBULIEH PUCK OT CEPHO3HH ChPAESYHO-ChAOBH
TPOMOOTHYHH CHOUTHSA (BKIIOYUTETHO HHOAPKT HA MUOKapAa M WHCYAT).

O6HUKHOBEHO JieyeHHETO ¢ BonTapeH npy NALMEHTH C YCTAHOBEHO ChPACYHO-CHIOBO 3
(KOHIreCTHBHA ChP/JASYHA HEAOCTATBYHOCT, YCTAHOBEHA HCXEMHUYHA DOMECT HAa CHPLETO b

nepudepHUTE APTEPUN) WM HEKOHTPONHpaHa XMNEPTOHH He ce nmpenoprbuBa. Ilpu Hebﬁﬁ)hﬂyom
MaLMEHTH ¢ YCTAHOREHO ChPAESUHO-CBHAOBO 3a00N9BaHe, HEKOHTPOJIIMPAHa XUIIEPTOHUS 1114;,, ST



3HAYUTENHH PHCKOBH haKTOpH 3a CHEPACUHO-CBHAORO 3a00/aBaHe TpaOBa Ja ObJaT NeKYBaHH C
Bonrapen camMo ciiel BHUMaTeIHA NpeLleHKa U caMo ¢ 2034 < 100 mg AHEBHO, KOraTo JICHEHHETO
NMPOABJDKH 32 NoBeye oT 4 ceAMHLM (BXK. TOUKa 4.4 Cneuandy npeaynpexxaeH s U npeanasHil MepkH
npu ynorpeda).

HeobxoaumMocTTa Ha maieHTa OT CHMITTOMaTHYHO 00JIEKYeHHE W OTroBOpa KbM TepanusaTa, Tpadsa
NepHOOUYHO A Ce MPEOUESHABAT, OCODEHO KOraTo JieHeHHETO NPOAL/DKABa 3a NoBeye oT 4 CeIMULIN.
[TauueHTuTe TpaAdOBa A2 6baaT OAUTENHM 3a IPHU3HALIM M CUMIITOMH HA CEPHO3HU aTepOTPOMOOTHUYHHM
¢pOMTHA (Hanp. rpbaHa OONKa, HEAOCTUT HA Bb3AYX, C1a00CT, HEACEH roBOP), KOUTO MOrar Ja
BBb3HHKHAT BHe3anHo. B ciyvaii Ha noiobHo cxOuTHe, nauneHTUTE TpaOBa Aa 6bAaT HHCTPYKTUPAHH
na MOTHPCAT JieKkap HezabaBHO.

HeobxoauMo e na ce OCHTIYPAT MOAXOASLIO HADNIOACHUE U CHBET 3a NIaLHEHTH C aHaMHe3a 3a
XMIIEPTOHUA W/WIM JieKa 1O YMEpPEHa KOHreCTHBHA ChbpACHHA HEROCTATBYHOCT, Thil KATO HMA
cboOLIEHHS 32 OTOLIM M 3aAPBXKKA Ha TEHHOCTH, CBBLp3aHH ¢ neuenrero ¢ HCIIBC.

KnuHHYHHA NpOYyYBaHHUA H €NTHACMHONOMMYHM JaHHU TNIOKA3BAaT, 4e ynotpedara Ha AMKNodeHak,
ocobeHo BbB BUcOKa 103a (150 mg AHeBHO) ¥ NPH NPOABIDKHTENHO NMPHTOKEHHE MOXKE J1a OBAE
CBBP3aHAa C JIEKO MOBUILEH PUCK OT apTepHaiHK TPOMOOTUUYHH CHOUTHA (HANpUMEP MHOKapAEH
HHpapKT WK UHCYNT) (BIOKTE T. 4.4 CrnielIHalIHU NpeaynpexaeHUs H Npeana3Hu MEPKH T1pH

ynotpeba).

Heob6xonumo € BHUMATEIHO OOMHCAAHE NPH JIEHEHHETO ¢ AUKIIO(PEHAK Ha MALUEHTH C
HEKOHTPOJINPaHa XUNEPTOHHUSA, KOHTECTUBHA ChpAS4YHa HEAOCTATHYHOCT, YCTAHOBEHA HCXEMHUUHA
GoJiecT Ha ChpLETO, 3a00nsBaHe HA NepU(epHUTE apTEPHHM H/UIHA MO3IBUYHO-ChA0BA GOMECT.

[TalieHTHTE CBC 3HAYHTENHH PUCKOBH (DAKTOPH 3a CLPAEYHO-CAOBH CHOUTHA (HAnNp. XUNEPTOHUS,
XHMEPINMHAEMHUS, 3aXapeH AnabeT, TIOTIOHOMyeHe) TPSOBa fa ce JleKyBaT ¢ JHKI0dEeHaK caMo cliel
BHUMATEIHA npeueHKa. Thit KaTo ChpACUHO-CHAOBHAT PUCK NMPH AHKIOPEHAK MOXKE A2 HAPACHE ¢
7103aTa H NMPOJb/LKHTEIHOCTTa Ha €KCIo3uumaTa, TpAOBa Aa ce npunara Hakh-HHCKaTa eeKTHRHA
IHEBHA 032 33 Bb3IMOXHO HaH-KpaTKua nepuos ot Bpeme. IlepuoaniHo TpaOBa na ce U3BLPLIBA
peolieHKa Ha HeOOXOAMMOCTTA Ha MaLKeHTa OT o0NeKYaBaHE HA CHMITTOMHUTE M Ha OTTOBOpa KbM

TepanuAaTa.

XeMAaTOIOTHYHH efpeKTH
[Ipu npoawkkuTenda ynorpeba Ha Bontapex kakto npu octananute HCIIBC e npenopbunrento,

peOBHO Aa Ce MpOoCieasBa KPbBHATA KApTHHA.

Kaxto ocrananute HCIIBC, Bontapen Moxe BpeMEHHO Ja NOATUCHE arperauuaTa Ha TpoMOoLMTUTE.
[NauueHTHTE C HAPYLICHHA B KPBBOCBHCHPBAHETO TpaOBa Aa Obaar HaOMOnaBaHH BHUMATEJHO.

CenbpTCTRAIA ACTMA
[Tpy nauMeHTHTE C aCTMa, B CPaBHEHHE C JIPYTHTE NAlMEHTH, Ca MO-Y€CTH CE30HHHTE alIeprHYHH

PUHHTH, OTOKBT Ha HOCHATa TUraBMLa (T.Hap. HOCHH MOJIMINH), XPOHHYHH 0DCTPYKTHBHU DenoapobHu
3a00nBaHUA WK XPOHHYHH HHOEKIWH HAa AUXATENIHHTE NbTUILA (0COOEHO, aKo Ca CBbP3aHH ChC
CUMITTOMH NOoAOOHH Ha aneprudeH pUHHT), peakliuu cnpamo HCIIBC kato ex3auepbanumg Ha acTMarta
(T. Hap. HENOHOCUMOCT KbM aHAAreTULIW/ AHANTETUYHA aCTMa), €1eM Ha KBHHKE WIH ypTHKapHA.
Flopaam ToBa NpH TE34 NALMEHTH ca HEOOXOAHMH CNIELIHATHH Npeana3sHi MEPKH (FOTOBHOCT 3a
cneliHa noMoll). ToBa ce OTHacs ChLIO TaKa U 33 NALMECHTH ANEPrUYHU KbM APYTH CyOCTaHLIMH,
Hamnp. KOXXHM PeakLnH, CbpOex WIH YPTHKapHs.

IIanHenTH B cCTApYECKA Bb3pacT (Ha 65 m noBeye roJHHH)
OcobeHo BHUMaHHKe € He0DOX0AHMO NpYU MALMEHTH B HarpeHaNa BB3PacT NopaaHd OCH Hl;ﬁ*
MEHLHHCKH ChOOpaKeH A, 0OCOOECHO MPH HEMOLIHH NaUMEHTH U NIPH TAKHBA C HUCK @ﬁ




Bianmoaeiicreue ¢ HCIIBC

Tpadpa na ce u3diarea eAHOBPEMEHHOTO NpUIIoKeHHEe Ha BonTtapeH ¢bc cucremun HCIIBC,
BKJIFOYHUTENHO CEJIEKTUBHH HHXHOUTOPH HAa UMKJIOOKCHI€Haza-2 nopaaH Bb3MOXKHOCTTA OT HEKEJIAHH
edexTu (BXK. T. 4.5 B3anmoneicTeue ¢ 1pyru AeKapCTREHH MPOAYKTH W APYrd GOpPMH Ha
B3aMMOACHCTBHE).

MackHpane npH3HAIHTE RA HEQEKIHHA
[logo6Ho Ha octaHanute HCIIBC, nopaay ¢papMakoguHamMuunuTe cH cBOFicTBa BonTapen Moxe na
MACKHPAa MPU3HALIMTE U CHMITTOMHTE HAa HHOEKIIUHY,

4.5 B3anMojeHcTBHE € APYIH JEKAPCTBEHH NPOAYKTH H APYrH GOpMHE HA B3aHMOACHCTBHE

H30poenuTe no-goy B3aUMOASHCTBUS BKIIOUBAT HabnonapaHuTe rpu Bonrapen Petapa croMalliHo-
YCTOHUUBH TaONeTKH W/ WU JPYTH NEKapCcTBeHH GOopMH HA JHKNOPEHAK.

HabxawaaBaHH B3AHMOAEHCTBHA, KOUTO Tpﬂﬁﬂﬂ Aa €€ B3eMaAT Mo BHHMAHHE

CYP2C9 unxubumopu: [Ipenoppysa ce NOBULIEHO BHUMAHUE NPH €AHOBPEMEHHATa ynortpeda Ha
auiioderak v CYP2C9 uuxuburopn (karo cyadHHMHPa3OH H BOPHKOHA30I1), KOETO MOXKE J1a JOBEe
NO 3HAYUTENHO YBEIHYEHHE HA TMKOBHUTE MIIA3MEHH KOHLICHTPALIMH M €KCMO3HLIMATA HA JUKAO(EHAK.

Jumui. npH CAHOBPEMCHHO MNPHWJIOXKCHHC C JINTHA, ,[lHKJ'lOCbEHaK MOXXCE fa MOBHUIIH MAA3MCHHTE
KOHUCHTPAUHH Ha JIUTHAL. Hpﬁﬂﬂp’b‘-lﬂﬂ C€ NMpOCICaAABAHE HA CCPYMHHTEC HHUBA Ha JTHTHA.

,JIHEQKCHH.' ITPH CAHOBPCMEHHC [TPHIQXKCHHUC ,EI;HKJ'IO(])GHHK MOXKE A4 IMOBHLUIH TITaA3MCHHUTC
KOHLUCHTPpALUNXN HA JUI'OKCHHA. HPEHOPB‘-IBE CC MpoCNcAABaHe Ha CCPYMHHUTC HUBA Ha AUTOKCHHA.

Hduypemuyu u anmuxunepmernzusrnu nrexapemea. Kaxro npu ocrananure HCINBC,
€HOBPEMEHHOTO MPWIOKEHUE HA IUKI0GEHAK ¢ AMYPETHLIM WIH aHTUXUNEPTEH3UBHH J1€KapCTBa
(Hanp. Oeta O10KEpPH, HHXHOUTOPH HA AHTHOTEH3UH-KOHBepTHpalitus eH3uM (ACE-uHxubuTopH)
MOXKE /12 HAMAJTH AHTUXHIMEPTEHIUBHHUAT UM edekT. [lopanu Tora, Tasu koMOMHaLKs TpaOBa 1a ce
npuwiara ¢ 0coOEHO BHUMAHHUE H ALIMEHTHTE, HAH-BEYE TE3U B HaNpeAHaNa Bb3pacT, NEPHOIHYHO
TpAOBA Ja NpocneasBaT CTOMHOCTUTE Ha apTepUanHoTO ¢H Hasndraue. [Topaan noBMiIEHUSA PUCK OT
HePPOTOKCHUYHOCT (BXK. TOuKa 4.4. CneuManHu npeaynpexxaeHus 1 Npeana3Hy MEpKH 3a ynotpeba)
nanueHTUTe TpAdBa Aa Obaar nodpe xuapaTHpaHm, U 1a UM Obae npocieassaHa 0sOpeunaTa PyHKLMA
[PH 3aMnO4YBaHE HA KOMOHHUpaHO JleyeHUue ¢ auypeTiurd 1 ACE nHXubUTOpH, KaKTO U NMeprHoarIHO
CIIe/ TOBA.

Luxknocnopun u maxkporumyc: Kakro ocrananure HCIIBC, quknodeHak Moxe 1a noBUIOM
HE(PPOTOKCHYHOCTTA Ha LMKIIOCTIOPHH H TAKPOJIMMYC MOpalu NOBIUABRAHE HA OBOpeyuHuTe
npocrarnaHguHK. [Topaau Tosa ToH TpaOBa 1a ce npunara B O-HUCKHA JA03H OTKOJKOTO MPH
MAUHEHTH, KOUTO HE MPUEMAT BUKIOCIIOPHH MITH TAKPOJIHMYC.

Jlexapcmea, npuuunasauiu xunepkaiuemun: EQJHOBpEMEHHOTO NPHIOKEHHE C KANKH-CHXpaHaBalily
JHYPETHLIM, LHUKIIOCTIOPHH, TAKPOIUMYC HIIH TPHMETONPHM MOXe 1a 6bae CBbP3aHO C NOBUIIEHH
CEPYMHH HMBA Ha KAJTKHHA, KOUTO CNEABa Ja ce NpociaeansaT 4ecTo (BuXK T. 4.4 Cnennanuu
NpeXynpexacHus 1 NnpeanasHy Mepku 3a npu ynorpeba).

Xunononosu anmubaxmepuainu nexapemea.; CroOUIEHH ca U30JUPAHH CITYYaH Ha MbpYOBe, KOUTO
MOXKe Ja ca DMK NpeaAH3BUKAaHU OT €JHOBPEMEHHOTO NpunoxeHue Ha xuHonouu 1 HCTIBC.

OuakBanH B3anMOAEHCTBHA, KOATO TPAOBa AA ce B3€eMAT MO BHHMAHHE

Apyeu HCHBC u xopmuxocmepouou: ERHOBpEeMEHHOTO NPHIIOKEHHUE HAa AHKI0¢eHA
cucteMHH HCIIBC nnun xkoprukocreponay Moxke Aa NOBULUHM YECTOTATA HA HEXKEJIAHUT

YpEeBHH JIEKAPCTBEHH peaklMM (BX. Touka 4.4, CneunanHu npeaynpexaeHysa H npean
ynotpeba).



Anmuxoazyaanmu u aHmumpomMooyumnu 1exapemsenu npooyxkmu: 1lpenoprysa ce NOBHILIEHO
BHUMAaHHE, ThH KaTO €JHOBPEMEHHOTO MPHIOKEHHE MOXKE [1a NOBHILH PUCKA OT KbpBEHE (BXK. T. 4.4
Crienpantu npeaynpexxacHus W npeanasHyd MepkH npH ynorpeda). Bunpeku ye KiuHHUHHUTE
M3CJIEABaHUA HE NOKA3BaT, Ye AUKNOQEHAK NOBNIHABA NEHCTBUETO HA AHTHKOATYJIAHTHTE, UMa
¢hOOLLEHHA 32 MTOBUIIIEH PUCK OT KPbBOM3NMB MPH NALMEHTH, KOUTO MONYHABAT €AHOBPEMEHHO
nvkirodeHak U auTrukoaryyiaHTH. [1o Tasu npuuKHa ce npenopbYBa BHUMATENHO HabaoneHHE Ha

TAKHBa MallHCHTH.

Cenexmusnu unxubumopu na oopamruomo 3axeawiane na cepomonuna (SSRIs): EnvospeMeHHOTO
npuinoxeHue Ha chcteMHn HCIIBC, prmounTenHo aukinogeHak, H SSRIs Moxe 1a yBeUuM pucka oT
KbPBEHE OT CTOMAILHO-YPEeBHUA TPAKT (BXK. ToUKa 4.4. CneuHanHy NpeaynpexacHua U npeanasHu
MEpKH 3a yrioTpeda).

Anmuonuabemuu nexapemeernu npodykmu: KIMHUUHUTE NPOYYBAHUS NOKA3BAT, Y€ JUKI0PeHaK
MOXe /1a Ce NpuJiara €IHOBPEMEHHO C NepopanHi aHTHAHAOETHH AeKapcTBa, 6e3 aa nosnusea
TEXHUAT KJIHHHYEH edekr. B xoaa Ha nteueHue ¢ auKknodeHak, obave, ce cprodiasa 3a U30IUpPaHH
CJIy4aHl Ha XUINOTNMHKEMMA U XUIIEPIIMKEMHKA, Hanaraluy nNpoMEHH B 103aTa HA aHTUAHUAOETHUTE
NpoaAyKTH. BbB Bpb3ka ¢ TOBa, KaTo NpeJna3Ha Mapka ce npenopbysa HabioieHHe Ha HUBATA HA
KPBLBHATA 3axap Mo BpeMe Ha €JHOBPEMEHHO MPUIOKEHHME Ha ABAaTa [Ipernapara.

MMa n3onrpanyd ¢cb0011eHKa 3a MeTaboINTHA alA03a, KoraTo ARKiIodeHaK ce npynara
eIHOBPEMEHHO C MeT(POpMHH, 0CODEHO NPH MALMEHTH ¢ NpeaLecTaile 6p0peHHO yBpeKaaHe.

Memompexcam: nuknogeHak Moxe Aa HHXHOUpa TyOynapuus 6n0OpeueH KIMPBHC HA METOTpEKCaT,
KaTO TaKa MOBHILABa HUBATA HA METOTpeKcaT. [1oBUIIEHO BHUMaHUE € HEOOXOAMMO FMpH MPUNIOKEHHE
Ha HCIIBC, sxmouuTenHo AMKiIopeHak, 8 CpoK Mo-ManbK OT 24 yaca Npeay KM Clel NEUYEHUE ¢
METOTPEKCAT, MOPaAH Bb3MOXHOCTTA 33 MOBUILABAHE Ha NJ1a3MEHAaTa KOHLICHTPALMA HA METOTPEKCAT
M YBEIHYaBaHE HAa TOKCUYHOCTTA MY .

Denumoun: lpenopbusa ce MOHUTOPHPAHE MIA3MEHATA KOHLUEHTpaUUs Ha GEHUTOUH OpH
€/IHOBPEMEHHATA MY ynoTpeda ¢ IHKI0QEHAK, Nopaay 04aKBAHO YBEIHYECHUE Ha EKCMO3UUMATA Ha

(DEHHTOMH.

Konecmunon u xonecmupamun: Te3n BeliecTBa MOXKE A& NIpeAN3BHKAT 3ab0aBgHe MM HAMAJIABaHE
HA YCBOABaHETO Ha JuknodeHak. [lopaau ToBa ce npenopbuBa MPWIMKEHUE Ha AUKIodeHaK Hal-
MaJIKO €JIMH 4Yac Npeau WM 4-6 yaca clied npuiaraHe Ha KOMECTHIION/XONECTHPAMHH.

CYP2C9 undyxkmopu: [IpenopsuBa ce NOBULLICHO BHUMAaHKE NPU €JHOBpEMEHHaTa ynoTpeba na
aukiodeHak 1 CYP2C9 unaykTopy (kaTto pudaMMmUUUH), KOSTO MOXKE Aa A0BEAE A0 3HAUYHUTETHO
HaMaJiABaHe Ha IUTa3MEHHTE KOHUEHTPalHM H €KCIO3ULIMATA HA JUKIOPEeHaK

4.6 PepTHIAUTET, OPEMEHHOCT H KbPMeEHe
bpemennocr

O0600menne Ha pECKA
NuxubnpaHeTo Ha NpocTarjJaHAMHOBHUA CHHTE3 MOXKE 1a OKa)Ke HEOIaronpuATHO BIAMSAHHE BbPXY

OpeMEHHOCTTa W/WIH pa3BHUTHETO Ha eMOpHOHa WK wioa. JIaHHM OT enHAEMHONOrHYHH NPOYyYBaHHS
MOKA3BaT MOBHIIEH PUCK OT CIIOHTaHEH abopT, ChpAEYHHA MAT(POPMALIUH U FACTPOCXH3HC ClIEN
ynorpebata Ha HHXMOWTOPH Ha MPOCTarIaHAMHOBHAS CHHTE3 B HAYANOTO Ha OpeMEHHOCTTa.

AOGCOIOTHUAT PHCK OT ChPJIEYHO-CHA0BU MandopMaLHu ce nosKinasa ot >1%, 1o npnﬁn:;:%nﬂ_\

1,5%. JokazaHo e, ye qukIogeHak npeMrHaea rnaueHTapHarta 6apuepa npu xopa. Ynortpg
HCIIBC, sxounTenHo AMKNodeHaK, MOXe Ja MPHYAHHA HHXHOUpaHE Ha MAaTOUHHUTE KO

¢yHKIIHS Ha deTyca, BOACLLO IO ONHIOXHIPAMHHOH.




[Ipu npoyuBaHua BLPXY penpoOAyKTHBHOCTTA NPH XKUBOTHH HE ca HAOJMI0aBaHK OKA34ATENCTRA 3a
TePaTOTeHHOCT NPH MULLKH, MIIBXOBE WIH 3aiil{, Ha KOUTO € AaBaH AMKI0(EHAK €XKeIHEBHO MO
BpeMe Ha [IEpUOAa Ha OpraHoreHesa B 103U CbOTBETHO A0 npubnusnrenuo 0,41, 0,41 1 0,81 muT
MaKCHMAJTHATA NpenopbuMTeNiHa 4032 Bonrapen npu xopa (maximum recommended human dose
(MRHD)), sbnpexky HANTHYHETO HA TOKCHYHOCT 33 MaHKaTa U IUIofa.

Cwmsita ce, e PHCKET C€ YBC/IHYABa C YBCIIHMABAHC HAa A034aTa U NPOABJIAKKHTC/IIHOCTTA HA JICUCHUCTO.
l'[pﬂ KHBOTHH, MPHIKCHHUCTO Ha HHXHﬁHTOpH Ha [MIpoCTarJlaHoAMHOBHA CHHTEC3 MOXKE 1a JOBCAEC NO

yBEJHYEHA Npea-H NOCT UMIVIAHTalMOHHA 3aryba u emOpuo-deTanHa CMBPTHOCT.

B nonwnHenue ce crobmana 3a yBenuieH Opoi pasnnyHu MangopMaLMi, BKJIOUYHTENHO ChpAeHHO-
CbAOBM, MPH )XUBOTHH, TPETHPAHHU C HHXUOUTOP HA NPOCTArfMaHAWHOBUA CHHTE3 1O BpEME HA

OGpeMeHHOCTTA.

KapaRuHE cho0paxenns
Hexellann JieKapcTReHH peaknud NpH Peryca

Hpescoespemenno 3ameapane Oykmyc apmepuo3yc Ha pemyca
Kakro npu apyrure HCIIBC, ynorpebara Ha avkiogenak no BpeMe Ha TPETUA TPUMECTHP OT
OpeMeHHOCTTa € MPOTHBOIMOKA3aHAa MOPalH Bb3MOXKHOCTTA OT NPEXIEBPEMEHHO 3aTBAPAHE HA AYKTYC

apTepHo3yc Ha deryca (Bx. T. 4.3 IlpoTuBonokalanus).

Onuzoxudpamuuon/napyiena ovbpeuna ynkyus Ha hemyca
Puck ot HapyliteHHe Ha 66 peuHaTa GyHKUMA Ha PeTyca ¢ NOCACABALL OTHFOXHIPAMHHOH €
HabmonasaH npu ynorpeda na HCIIBC (Biin. auknodenak) ot 20-ta ceamuua Ha OpeMeHHOCTTa

HATaThbK.

Ot 20-ara cegMuua ot 6pemenHocTTa HataTbk ynorpedara Ha HCIIBC (Bxn. auknodeHak) Moxe na
NPUYNHH ONUTOXHAPAMHHOH, ABJDKAL Ce Ha HapylueHHe Ha OLOpeyHaTa QyHKUHA Ha deTyca. Tosa
MOJKE J1a Ce TNOSBH CKOPO CIE[ 3aMO4YBAHE HA NTEYEHUETO M OOUKHOBEHO € 00parumo npu
npekparaBaHeTo My. ChIlO Taka MMa CHOOLIeHHS 3a CTECHABAHE HAa AYKTYC apTEPHO3YC ClIeA ieHeH e
npe3 BTOpUsA TPUMECTDP, IOBEUETO OT KOUTO OT3BYHABAT Cle] NpeKpaTABaHe Ha nedeHueTo. [Topaau
TOBa JUKI0(deHAK He TpIOEa a ce NpHeMa Npe3 MbPBHA U BTOPHA TPUMECTHP OT OpEMEHHOCTTA,
OCBEH aKO HeE € KpailHO HeobOxoauMo. B cnyvai, ye IMKAOQEHaK ce NpHEMa OT XKEHa, KOATO C€ ONUTBA
na 3abpeMeHee WIH MO BpeMe Ha ITbPBHUSA H BTOPHS TPUMECTbp OT OpeMeHHoCTTa, TpAOBRa 1a ce
Mpujara Bb3MOXKHO HaH-HUCKaTa 1034 3a Hai-KpaTbK nepuoA. Cnel eKCrno3vLMsa Ha AMKIO(EHAK B
MPOIbIKEHHE Ha HAKOJIKO AHHU OT 2(-ara recTalluOHHA CEAMHULIA HATATHK TPAOBa 1a ce oOMUCIH
AHTEHATATHO NMPOCeASBAHE 32 OJIMTOXUAPAMHHOH M CTECHABAHE Ha QYKTYC apTepvo3yc. Y norpebara
Ha JUKnodeHakK TpabBa Aa ce NPEYyCTaHOBH, aKO C€ YCTAHOBH OJIMFOXMAPAMHHOH HUJIH CTECHABAHE Ha

AYKTYC apTepHo3yC.

[lo Bpeme Ha TpeTHs TpUMeCThP Ha OPEMEHHOCTTA, BCHUKKH HHXHOMTOPH Ha NpOoCTarjaHIUHOBHS
CHHTE3 MOTAT 1a M3J10XKaT IJI0Aa Ha!
- CBHPAEGUYHO-NYJIMOHA/IHA TOKCHUYHOCT (NpeXeBpeMEeHHO CTECHABAHE/3aTBapAHE Ha JYKTYC
apTepuo3yc u DenoapobHa XUneproHus );
- HapylueHa 6b6peuna dpyHkuus (BxK. Mo-rope).
Morart 1a M3/10:KaT MailikaTa ¥ 3apoMiia B Kpad Ha OpEMEHHOCTTA HA:
- BBL3MOXKHO YIB/DKABAHE Ha BPEMETO Ha KbPBEHE W CLCHPBAHE, KOWTO MOXKE /1a C€ NPOABAT
JAOpH H TIPH MHOT'O HHCKH J03M;
- vHxuOMpaHe HA MATOYHHTE KOHTPAKLIMAN, KOETO BOAM 0 3a0aBEHO MW NPOABHKUTENHO

paxKaaHe.
CneposatenHo ynorpebaTta Ha AUKIO(dEHaK MO BPpEME Ha TPETUSR TPUMECTBP OT HpeMeHHOC A 1 ~
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nopagH Bb3MOXHOCTTa OT HHXHOMpPAHE Ha MaATOYHHUTE KOHTpaKIMH (BX. T. 4.3 [lpoTusonokazanns).
[1pn npoyuBanusa BLpxy kuroTHH HCTIBC, Bromouutento amknogpeHak, UHxubupar
NpoCTAriaHJHHOBUA CHHTE3, NPHYMHABAT 3a0aBEHO paKJaHe H YBe/IMUaBaT YECTOTATa H2 MBPTBO

paKaaHe.

lannn

JAHHH NpH X0pa

Ilpexcoespemenno 3ameapane oykmyc apmepuosyc Ha hemyca

[lyOnukyBaHata nureparypa cbhoOwasa, ye ynorpedara Ha HCIIBC npez TpeTus TpuMecTsp Ha
OpeMeHHOCTTa MOXKE 1a PUYHHY NPEXAEBPEMEHHO 3aTBApPAHE HA JYKTYC apTepHo3yc Ha deryca.

Onuzoxudpamuuon/napyuiena bvopeuna ynxyua na hemyca

[Ty6nukyBaHHTE NPOYUBAHHA U MOCTMAPKETUHIOBUTE AoKaaau onuceat ynorpeba va HCIIBC ot
MakikaTa okono 20-aTta rectallHOHHA CEAMULIA WIH NIO-KBCHO MO BpEME Ha OpEMEHHOCTTA, CRBP3aHa ¢
HapylueHHe Ha Ob0OpeyHaTa pyHKLUMSA Ha deTyca, BOASLO A0 OIMTOXHAPaMHHOH. Te3n HexenaHu
pe3yaraTy ce HabmoaaBaT CpeAHO CNE AHU 0 CEAMHLHM Ha JIeHEHHE, BBIIPEKH Y€ PAAKO ce ChoOLIaBa
3a OJIMrOXHAPaMHHOH W 48 uaca cnen 3anousane Ha HCIIBC. B MHoOro ciy4an, HO He BbB BCHUKH,
HAMAISABAHETO HAa AMHHOTHYHATA TEYHOCT € BPEMEHHO W ODpaTHMO Cllell PEYCTAHOBIABAHE Ha

JICHCHHUETO.

JAanHn NpH XKHBOYHH
[IpoyuBaHMs BBPXY PENPOLYKTHBHOCTTA H PA3BHTHETO FIPH JXHBOTHH MOKA3BAT, Y€ NMPHUIAraHeTo Ha

JIHIUIDd)EHﬂK 10 Bp€ME Ha OPranorcHe3ata HE [IpE€AN3BHKEBA TCPATOICHHOCT, BBIIPCKH HHAYIHPAHETO

Ha TOKCHYHOCT 3a MaikaTta 4 deTyca Npu MULIKHA npu nepopaniu ao3u 1o 20 mg/kg/nex (0,41 mbtr
MaKCHMaJHaTa npenopbunresiHa ao3a npu xopa (MRHD) 3a Bonrapen, 200 mg/nen, va 6a3zara Ha
CpaBHEHHE Ha TenecHaTa rnogbpxHocT (BSA)) n npu mibXoBe M 3afLM NPU NEPOPATHH J03H 10

10 mg/kg/nen (crorBerHo 0,41 1 0,81 nbtt MRHD Ha 6a3arta Ha cpaBHeHHe Ha BSA).

B npoyuBaHe, npu KoeTo Ha OpeMEHHH ILTBXOBE Ca Npujlarady repopanso 2 unu 4 mg/kg
auknodenak (0,08 u 0,16 nbvth MRHD B13 ocHOoBa Ha BSA) oT rectauuoned aen 15 1o 21-us nen na
KbpPMEHE, € 0TOeNA3aHa 3HAYUTEIIHA CMBPTHOCT Ha MAHKHTE (NPHYHHEHA OT CTOMALUHO-YPEBHH A3BH H
MepUTOHHT). Te3n TOKCMYHM 3a MAKKAaTa JO3M Ca CBbP3aHH C AUCTOKHSA, YBENHYEHA
NPOABLIDKUTENIHOCT Ha OpeMEHHOCTTa, BbTPEMATOUHO 3a0aBsiHe Ha pacTeXxa U HaManeHa

MpCHKHUBACMOCT Ha I10AA.

[Tpunoxennero Ha HCTIBC (BmounTeHO aukiioQeHaK) MOTHCKA OBYJIALIMATA IMPH 3alLM U
MMIUIAHTALIMATA H [UTALEHTALMATA NPHY TUIBXOBE U BOAU A0 MPEXAEBPEMEHHO 3aTBapAHE Ha OYKTYC

apTepHo3yc Ha ¢eTyca.

Kspmene

O606menne HA pACKa
Kaxto n gpyru HCIIBC, auknodenak npeMHHaBa B KbpMaTa B MaKH KoJiHdecTBa. [lopaau Tosa

Bonrapes He Tpa6Ba Ja ce npyMeMa Mo BpeMe Ha KbPMEHE, 3a Aa ce H30ernar HexenaHure
JIEKAPCTBEHY e(eKTH 3a KbpMayeTo.

JlaHHH OpH Xopa
HuknodeHak e 611 oTkpuT B HUcKa koHUueHTpauua (100 ng/ml) B kbpmaTa Ha eqHa Maiika JieKyBaHa
nepopaiHo ¢be 150 mg/neH con Ha auknnodeHak. O4akBaHOTO KONMYECTBO, MPHEMAHO OT KbPMAUETO

C KbPMaTa € €EKBMBaJIEHTHO Ha A03a oT 0,03 mg/kg/nHeBHo.
PepTAAHTET

DepTHIHTET OPH XKEeHH
Kakro u apyrure HCIIBC, npunoxennero Ha BonrapeH, MoXe na YBpPEaH XEHC
ce npenopb4ea Npy )XeHH, KOUTO NPaBAT ONHUTH Ja 3abpeMeHedaT. [1pu xeHH, kou
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NnpH 3a0peMeHIBaHETO MIIH C€ U3CNEeABAT 3a De3ruioaune, Tpsadsa Aa ce 00CHAM NPEeKpaTABaHE Ha
ynotpedara Ha BonrapeH.

DepTHAHRTET NPH MbiKKe

HsmMa aaHHU nipH Xopa 3a egekta Ha BonTapeH BbpXy hepTUNHTETAa HA MBXKE.

MuknodeHak, npuioxkeH B 103a 4 mg/kg/neH Ha MBIKKM M JkeHCKHU nurbxoBe (npubnusurtenno 0,16
nbTH MRHD B33 ocHOBa Ha cpaBHeHHE Ha TenecHaTa noBbpxHOCT (body surface area (BSA))), He
MOBIUARA (PepTUNIHTETA.

4.7 EdexTH BLpXY cnoco6HOCTTA 32 modupane 4 pabora ¢ MAlIHHH

[TauueHTH, KOHTO UMAT 3PUTE/IHH HapYLLUEHH A, YyBCTBAT 3aMassHOCT, CBETOBBPTEXK, CbHIIHBOCT WIIH
APYTH HAPYLIEHHS HA LIEHTpalIHaTa HEPBHA CHCTEMa, A0KaTO npydemar Bonrapex, Tpabsa na ce
Bb3ABPXKAT OT WodHpaHe win paboTa ¢ MalIHHHK.

4.8 Hexenanm nteKapcTBEHH PeaKuHH

JaHHUTE OT KIHHMYHKTE MPOYYBAHHA U EMUJIEMHOMIOTHYHUTE AaHHH €HAKBO COYAT KbM NOBHILEH
PHCK OT apTepUanHi TpOMOOTHUHY CHOUTHUS (HanNpUMeEp MHOKapAECH HHPAPKT WK HHCYIIT), CBbP3aHH
¢ ynorpedata Ha AMKIodeHak, 0co0eHO Npu Bucoka a03a (150 mg AHEBHO) U NpH NPOABIIKUTEITHO
nedeHue (BX. T. 4.3 Ilporusonokasanus U 4.4 Cneunaniu npeaynpexacH1ds v NpeanasHi MEpKH TpH
ynorpeba).

Hexxenanute nekapcraeHd peakuuu (Tabnuua 1) ca noxnaaeaHu Npy KIMHUYHU M3NUTBAHKA W/ WK OT
CIIOHTAHHU CHOOLICHHUS WK JIUTEPATYPHHU U3TOUHHLM M ca H30poeHH cbrilacHo MedDRA — no
CHCTEMO-OPraHHH KJacoBe. BbB BCEKH CHCTEMO-OpraHeH KJI1aC HEXENaHUTE JIEKAPCTBEHH PEakLMH ca
nojApeAcHH cnopen decrorarta. [Ipu Besako rpynypaHe B 3aBUCHMOCT OT HECTOTATA, HEXKENaHUTE
peakLiH ca #30poeHH B HU3XOAALl pell N0 OTHOLIEHHE Ha TAXHaTa cepHO3HOCT. YecroTure ca
onpenesieH: KaTo € usnon3pada cieaHara kouseHuus (CIOMS I1I: muoro wectu (>1/10), yectn
(>1/100, < 1/10), neuectu (>1/1 000 <1/100), peaxu (>1/10 000, <t/1 000), mHoro peaku (<1/10 000).
H36poennTe mo-f0ny HeXkenaHu NEKAPCTBEHU e(PEKTH, BKIIOUBAT TE3M CHOOLIABAHH NpH ynoTpedaTa
Ha BonrapeH Petapa croMalHO-yCTOHYUBH TaOJIETKH W/WIN NPYTH JIEKAPCTBEHHU POPMHU Ha
JAHKI0(EHAK KAKTO NPH KPAaTKOCPOYHA TaKa U NPH NPOABL/DKUTENHA yiloTpeda.

TaGanna 1: Hexenann JiekapcTBEHH peaKIHH

HapyiieHusi HA KPLBOHOCHATA H THMQHA CHCTEMH

MHOro peaku: TpombouuTOnEeHUA, TCBKONEHMS, AHEMUSA
(BKIIOUHMTENHO XCMOJIMTHYHA H aru1acTUHHA

aHEMHA ), arpaHyIOLIUTO3a

Hapyumiensnsi Ha HMYHHATA CHCTEMA

Penku: CBpbX4yBCTBUTENIHOCT, aHAPUNAKTHUHH H
aHa(UIAKTOWIHHM peaklUHH (BKI. XUIIOTOHHA U
LIOK)

MHoro peaku: AHrvoefieM (BKJ. JIMLIEB €1IEM)

Icuxuuan Bapymienus

MHOro peaxu: HezopuenTtaums, nenpecus, 0e3cbHUe, HOUIHU
KOLUMApH, pa3xpa3sHUTEITHOCT, MCUXOTHYHH
HapyLlUeHUS

HapymeHHsd HA HEPBHATA CHCTEMA

Yectn: "naBobonue, 3aMasgHOCT /—\ '
Peaxn: CbHIUBOCT

MHoro peaku: [Tapecre3nn, HapylIeHHA Ha/ﬁ
TPEBOMHOCT, TPEMOP, ace F

MpoMAHa BBB BKYCa, , MO3 igﬂg




HapyuieHHS HA OYHTE

MHoro peaKu:

HapymEHue Ha 3pPCHHUECTO, 3aMBIJICHO BHXXKAAHC,
AUILTOINHA

HapyumieHus Ha yxoro H JaOHpPHHTA

YecTH:

CB&TOB'[:PT&}I{

MHoro peaku:

BrolieH CJIYX, THHHTYC

Copieunn RAPpyUICHHS

HeuecTu: *

HUudapkT Ha MHOKap/a, Chp/icuHa HEAOCTATLYHOCT,
najJnuTaLuuu, rpbaHa 6onka

C HeM3BECTHA 4ecToTa:

Cungpom Ha Kounis

Covaosn HapYIICHHA.

MHOro peaxH:

XHUIIEPTOHUS, BACKYJIAT

PecnupaTopHH, rpbAHH H MEIHACTHRAHE HAPYIICHHAY:

Peaxu: AcTMa (BKJ. 3a11yX)

MHoro peaku: [1HeBMOHHUT

CroMammno-4peBAH HApYLICHHS

Yecth: ["apeHe, noBpbLUAHE, AMAPHA, AUCTICTICHA, KOPEMHA
Oonka, puaryneHuus, HAMATIEH ANETHUT

Peaku: [‘acTpuT, KbpPBEHE OT CTOMAIUHO-YPEBHHUA TPAKT,

XeMaTrcmMoeia, MEJI€Ha, KbpBaBad AHAPHA, CTOMALLHA
HJIH HpCBHA A3Bad C HIH bes KbpPBCHC KHIIH

nepdopanus

MHoro peaku:

Koaut (BkA. xeMOparu4eH KojAauT U ex3auepdbaumu
Ha yJuepo3eH Koyt uau donect Ha Crohn), 3anek,
CTOMATHUT (BKA. YJILEPO3EH CTOMATHUT), I'MIOCHT,
HapyLEeHUs Ha XpaHonpoBoaa, nuadparma-
noaobHU CTECHEHHA Ha YEPBATa, MAHKPEATUT

C Heu3BecTHAa YeCTOTa:

HcxeMudeH KoauT

Xenaro-OHJIHAPHH HAPYIIEHUNA

YecTu: YBENHUYEHHE CTOHHOCTHTE HA TPAHCAMHHA3HTE
Penkm: XenaTur, *BJITeHULA, HepHOAPOOHH HapylIeHUs
MHoOro peaku: (DyNMHHAHTEH XENaTuT, YepHOApoOHa HEKPO3a,

‘lepHﬂ,ﬂpC}ﬁHa HCOOCTATBHHOCT

HaE}’[llEHHﬂ HA KOXKATA H NNIOAKOKHATA THKaH

YecTH:

Obpus

Penku:

Yprukapus

MHOro peaKu:

bynosen aepMatTuT, ek3eMa, eputeM, erythema
multiforme, cuiagpom Ha Stevens-Johnson,
TOKCHYHA enuJepManHa HeKpoHn3a (CHHAPOM Ha
Lyell), exchonuaTHBEH AepMATHT, KOCONAa,
peakunu Ha GOTOUYBCTBUTENHOCT, Myprypa,
mypnypa Ha Henoch-Schonlein, chpbex

C HeU3BECTHA YECTOTA:

(duKkcHpaH JiekapcTBeH 0OpHB, reHepaTH3HpaH
Oyno3eH PUKCHpaH NeKapcTBeH 0OpUB

Hapymenus 5a 6b0pennTe R THKOYHHTE NHTHINA

MHOro peaku:

OcTtpo 6B6peuHo yBpexaane (octpa 6u0peyHa
HEJOCTATBYHOCT), xema'rypuﬂ OTOMMYRAE X

HEPPHT, OBOpeyHa nanuaapHe

O0mu Hapymenns H €PeKTH HA MACTOTO HA NPHJI0KEHHE

He(po3eH CHHAPOM, TyGy TOMAT - %

Penku:

e
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-
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* YecToTaTa OTpasiBa A2HHU OT NPOABLKHTENRO JieHeHHe ¢ BUCOKH 1034 (150 mg nquerHO).
TP g

OnncanHe Ha HBﬁpaHH HCKC/IAHH JICKAPCTBCHH PEaKIlHH

ATeporpomMbGoTHUNH CHOHTHSA

MapMakoenMIEMHONOrHYHUTE JaHHHW U TE3H OT METa-aHa/IM3a Couar 3a JIEKO [MOBUIIABAHE HA PUCKA
OT arepoTpoMBOTHUHM CHOUTHA (HanpuMep HHQAPKT HA MHOKAPAA) CBBP3aHU ¢ ynoTpebara Ha
nuknogeHak, ocodbeHo npH BUCOKH 03U (150 mg AHEBHO) U MO BpeME Ha NMPOIBIDKUTEIIHO JICYSHHE
(8. Touka 4.4 CrnieyaHK NPeAYNPEXACHUA ¥ NPEANa3Hi MEPKU Npu ynoTpeda).

Busyannu edgexty

BH3ya/IHUTE CMYLIEHHSA KATO 3PHTENIHO YBPEXKAaHe, 3aMbI/IEHO 3PEHHE WM AUIUIONUSA U3MIIEeKAaT
etbekTi Ha knaca Ha HCIIBC 1 obukHOBEHO ca 00paTUMHU NpH NpeyCcTaHOBABAHE Ha JIEYEHUETO.
BepoATHHAT MEXAHH3BM 324 3PUTENHU CMYILEHHA € UHXUOHUPAHETO HA CUHTE3A HA APOCTarJaHaHHK U
JAPYTH CBLP3aHU ChEAWHEHUS, KOUTO MPOMEHAT PEryIMPaHEeTO Ha KPLBHUA TOK Ha PETHHATA, KOETO
BOAM A0 NOTEHLUHATHH MPOMEHHU B 3PEHUETO. AKO TaKHBAa CHMIITOMMU CE€ NPOABAT 10 BpEME Ha
NEYEHUETO ¢ AnKIOdeHak e 100pe Aa ce OOMHCIN OQTANMOIOrHYHOTO U3CIIEABAHE, 34 /1 CE
H3KJTI0OYAT APYTH MPHUYHHM.

CrobmaBsane Ha NONO3HPAHN HEXKEAAHH PEAKIHH

CpobuiaBaHeTo Ha NMOJAO3MPAHU HEXKENAaHU PeaKLMH Clej paspetasade 3a ynorpeda Ha neKapcTBeHUS
MPOAYKT € BaKHO. TOBa NO3BONABA Ja NPOABL/HKK HAOMIOAEHHETO HA CHOTHOLIEHHETO NMON3a/PHCK 3a
NeKapcTBEHHUA NPOAYKT. OT MEAULIMHCKHTE CNIELIMAJICTH C€ K3UCKBA Ja ChoOIaBaT BCcaKa
MOAC3HPAHA HeXKellaHa peaKLMA upe3 HALMOHANIHA CUCTEMA 3a ChOOLLaBaHe:!

HM3anbaHUTENHA areHLus Mo NeKapcTBara
yia. ,.Jlamau ['pyeB” Ne §
1303 Codus

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

4.9 IIpeno3npane

CamMoTomMn

Hama TMNHYHA KIHHHYHA KAPTHHA, acCOLMUpaHa ¢ npeao3upaHe Ha Auknodenak. [lpenosupanero
MOXXE Za MPeIH3BUKA CHMITTOMH KaTO: NOBPblilaHe, CTOMAUIHO-YPEBHO KbPBEHE, AHAPHA, 3aMasHOCT,
THHUTYC WIH rspyose. B ciy4ail Ha 3HaUUMO OTpaBAHE € Bh3MOXKHO Aa HacThIAT ocTpa 666peuHa

HeIOCTATHYHOCT H YEPHOAPOOHO YBPEXKAaHE.

TepaneBTHAYHH MEPKH
Jleuenueto Ha octporo otpassHe ¢ HCTIBC, Bxmountento aukiodeHak, BKIOYBA MNaBHO

noaabp:Kally MEPKH H CHUMIITOMATH4YHO JICHCHHC. 3a YCITOXHCHHUA KATO XHITOTOHHA, ﬁ'bﬁpeqna
HEAOCTAThYHOCT, I'bp40BE, CTOMALLHO-YPEBHHA HAPYLICHHA U NMOATHCKAaHC Ha NHUIAHCTO CE NpUiarar
noaasbpXxKamu MCPKH H CUHMITTOMAaTHYHO JICHCHHE.

Manko BEpOSITHO € CIIELHATHH MEepPKH Kato dopcupaHa Jdypes3a, AHanH3a Ui xemonepdysus aa
noMorHar 3a enumuHupane na HCIIBC, BxnourtenHo guknogeHak, TbH KaTo CTENEHTa Ha TAXHOTO
CBBP3BAHE C MMPOTEHHUTE € BUCOKA H METAOOIU3IMBT MM € €KCTEH3HUBEH.

Moxe na ce obcbKaa NMPUNOKECHUETO HA aKTHBECH BBIVICH IIPH MNMOTTbLIAHC HA NMOTCHLIIHAITHO TOKCHYHA
CBpPBXJ03a, H CTOMAIIHO OYHCTBAHC (Hanp‘ NpEAU3IBHKBAHE Ha NOBPLILUAHE, CTOMALIHA HPOMHBKH) rnpu
nornsuladHe Ha NOTCHLHATHO XHBOTO3aCTpaulaBaila 03a.




5. ®APMAKOJIOTHYHH CBOMCTBA
5.1 PapMaKkoAHHAMHYHH CBOHCTBA

dapMakoTepaneBTHYHA rpyna
[IpOTHBOBE3MAIIMTENHH H NTPOTHBOPEBMATHYHH MPOAYKTH, HECTEPOUAHM, NPOU3BOAHU Ha OLIETHATA
KHcenuHa U ¢cpoaHH Beinectsa (ATC xkoa: MO1A BO3S).

MexaHH3BM HA JeHCTBHE
BonrapeH cbABpXKAa NUKIO(dEHAK HATPHHA, HECTEPOHIHO BELLIECTBO ¢ H3Pa3eHH aHTUPEBMATHYHH,

NMPOTHBOBBL3NAIMTENHH, AHAIMETHYHH H @HTH-TTUPETHYHH CBOMCTBA. 32 OCHOBEH MEXaHH3bM Ha
nefcTBHE ce CYWTa HHXHOUpaHeTO Ha MpOCTarjiaHAMHOBATA CHHTE3a, KOETO € AEMOHCTPUPAHO
ekcnepumeHTaIHO. [IpocTarnanAMHUTE HIPasT OCHOBHA POJIS B NPOLIECHUTE HA BR3NANECHHUE, OONKa U
MOBHILABAHE HA TEMIICpaTypara.

In vitro nuxnodeHak HaTpUi HE NOATUCKA DHOCHHTE3aTa HA IPOTEOINIMKAHU B XPYLLA/A B
KOHLIEHTpAaLMM, EKBUBAJICHTHU Ha TE€3W, IOCTHTHATH NMpPH Xopa.

PapMakoaAHHAMHYHR edexTH
[Tpu peBMaTH4HU 3a004BaHHA NPOTUBOBBANAIATEIIHMTE M aHAINCTHYHH CBOKCTBA Ha AUKIO(EHAK

MpeAM3BUKBAT 3HAYHTENHO 00JIEKYEHHE HA CHMNTOMUTE U NPH3HALMTE, KaTO DOMKA nNpH NOKOH, bonka
[MPpH ABWKEHHE, CyTPEIllHA CKOBAHOCT M OTOKA B CTABUTE, M BOJAT A0 PYHKUMOHATHO nogodpeHHe.

[Tpu nocT-TpaBMaTHYHH H NOCTONMCPATUBHH BB3MAIMTENHY CHCTOAHUA AUKiodeHak 6Bp30 yCrnokosBa
crioHTaHHarta 6onka u Gonkara npv ABHXXEHHE U HaMalfaBa NOAYBAHETO MpH Bb3MaleHUE H OTOKA Ha
paHara.

Bontapen Tabnetku ¢ yaB/KeHO 0cBOOOKIABAHE € OCOOCHO NOAXOAALL 32 MALMEHTH, NPH KOUTO
HeoOxoauMara aHeBHa Jo3upoBka € 100 mg. EnHokpaTHUAT AHEBEH MPHEM 3HAUUTEITHO YIIECHABA
NPOALKUTENHOTO JIeHeHHE W cnoMara 3a u30ArsaHeTo Ha Bb3MOXKHH I'PELLKH NPpU A03HPAHETO.

3.2 PapMaKOKHRHRETHYHH CBOHCTBA

Abcopbuns

KonnuecTBoTO 0cBoOOAEH H pe3opOupaH auknodeHak ot BonrapeH TabneTku ¢ yabXKEHO
ocBOOOXKAaBaHe € CHIOTO, KAKTO NPH CTOMAaLIHO-YCTOHYHBUTE TaONIETKH, aKO €€ CBAH MO
KOJIMMECTBOTO H& HENPOMEHEHOTO BELIECTBO H HEMOBUTE XHAPOKCHINWPAHH MeTabONKUTH B ypHUHATA.
CucreMHaTa OMOHANTNYHOCT Ha AUKIIOdEeHaK NTpy BonTapeH cTOMAIIHO-YCTOHYHBH, obaye e OKoJo
82% OT Ta3K, MOCTUIrHATA NPH CHIIATA AO3HPOBKA HA CTOMAUIHO-YCTOMYHUBH TabyieTkH (BEpPOATHO TOBa
ce JbJDKH Ha 3aBHCUMOCT Ha “first-pass”- edekTa OT CKOPOCTTA Ha 0CBODOXIABAHE HA AKTHBHOTO
BelllecTBO). B peaynrar Ha no-6aBHOTO ocBOoGOXKAaBaHe HA akTHBHATa cybcTaHuus ot BontapeH
Perapa TabneTku ¢ yabaxeHo 0CBoOOKAaBaHe, MMKOBUTE MUIA3MEHH KOHLEHTPaLMH Ca NO-HUCKH OT
Te3H, HabMoAaBaHH Cliel IPHICKEHHETO HA CTOMAIIIHO-YCTONYMBUTE TabIETKH.

CpenHara NHKOBa 1asMeHa kodueHrpauus ot 0,5 micrograms/ml unu 0,4 micrograms/ml (1,6 nnu
1,25 micromol/l) ce noctura cpeaHo 4 yaca cnel MPUEMAHETO Ha €1HAa TabneTKa ¢ yABJDKEHO

oceroboxcaasare oT 100 mg.

XpaHEHETO HE OKA3Ba KIMHUYHO 3HAYUMO Bb3/leficTBUE BbpXy abcopbumaTa v cucTeMHATa
OHoHanuwuHocT Ha BonrapeH Petapa tabneTtkn ¢ yawmkeHo ocBoboXaaBaHe.

Or apyra cTpaHa, cpeiHa niiasMeHa koHueHTpauus ot 13 ng/ml (40 nmol/l) moxe na 6bae oryerena
Ha 24 vac cnen npuaoxeHnero Ha BontapeHn Perapa Tabnerku ¢ yabKkeHo ocBobo B
CollecTBYBA NHMHEHHA 3aBUCUMOCT MEXY pe30opOHPaHOTO KOJIMUECTBO H rOJIEMH

OKOJ10 NMOJIOBHHATA OT MEPOPASIHO WM PEKTATHO (IpHeTHA AUKI0geHaK ce MeTady
NbPBOTO NMpeMHHABaHe npe3 yepHus Apob (“first pass™ effect) u 3arosa miowra




KOHLieHTpauroHHaTa KpuBa (AUC) e okoJio ABa NBTH NO-MaliKa, B CpaBHEHHE C Ta3M ciel
MapeHTEPATHO NPUNOKEHHE HAa EKBUBAICHTHA 1034.

PapMaKOKMHETHYHOTO MOBEAESHHUE HE CE TIPOMERS el MOBTOPHO NpuioxeHue. He ce nabmopaea
KyMYJHpPaHE NPH Clia3BaHe HA NPenopbYBaHUTE N030BH UHTEPBAIH. MHHHMAIHUTE KOHLIEHTPALIUH
[PH NPOABLILKUTEAHO npuioxkeHHe ca okoino 22 ng/ml (70 nmol/l) npu neyenue cwe 100 mg Bonrapen
Perapa ¢ yabDkeHO 0cBODOK1aBaHE THEBHO.

Pa3npeaesenne
99,7% ot AuMKIogeHaK ce CBbp3Ba ChC CepYMHUTE NPOTEUHH, MNaBHO ¢ alibyMuHa (99,4%).

VYcTaHoBeHHAT obeM Ha pasnpeaencHue ce uzuncnagea Ha 0,12-0,17 V/kg.

JnknodeHak NpeMHHaBa B CHHOBHUAJIHATA TEYHOCT, KBAETO MAKCUMANHY KOHLIEHTPALIMY Ce
yCTAHOBABAT 2-4 yaca ¢iie] AOCTUIraHE Ha MHUKOBUTE IU1a3MEHH HHMBA. EMTUMHUHALUMOHHUAT NMOJYXKUBOT
OT CHHOBHAJTHATa Te4YHOCT € 3-6 yaca. Jlpa yaca cieq JOCTHIaHE Ha MUKOBH TUT1a3MeHH HHMBA,
KOHLIEHTPalUATa Ha aKTHBHOTO BELLIECTBO € BEYE NO-BUCOKA B CHHOBHAITHATA TEYHOCT B CPABHEHHUE C
1J1a3MAaTa U OCcTasa Takasa ao 12 uaca.

broTpancdopmanug/ MeTaboaHIBLM

BuorpancdopManusaTa Ha AMKI0¢GEHAK Ce H3BBPIIBA YaCTHYHO Ype3 MNIIOKYPOHHpaHe Ha HHTAKTHATA
MOJIEKYJ1a, HO [JIABHO 4pe3 €IHHWYHO WIIH MHOTOKPATHO XHAPOKCHIHpaHe WiIH METOKCWIHPAHE, B
PE3YATAT HA KOETO Ce MOJTyHaRaT HAKONKO (eHonoBu merabonura (3 -hydroxy-, 4 -hydroxy-, 5-
hydroxy-, 4°,5-hydroxy-, u 3 -hydroxy-4 -methoxy-diclofenac), noBeueTo 0T KOHTO €€ KOHBepPTUPAT
N0 FAIOKYPOHOBH KOHIOraTH. /[Ba ot Te3n dpeHonoBr MeTabonuTa ca OMONOruMHO AKTUBHH, HO B
MHOIO NO-MaJIKa CTENEeH OT AUKJIO(PEHAK.

EasMuaRHpane

Toranuus cucTeMeH KIIHPLHC Ha AUKIOfEeHaK OT miazMara € 263 + 56 ml/min (cpeaHa cToiHoCT *
SD). KpaitnuaT nonyxuBoT B razmara ¢ 1-2 yaca. Yernpu ot MetabonurHre, BKIOYUTENIHO ABaTa
aKTMBHH, CBILIO UMAT KpaThK L1a3MEH MNMONyKUBOT OT 1 a0 3 yaca. EauH ot merabonutHre, 3 -
hydroxy-4'-methoxy-diclofenac, uma MHOro no-ALALr NIa3MeH MOMYKHUBOT. 103U MeTabonuT, obaue,

€ MPaKTHYECKU HEAKTHUBEH.

Oxkono 60% ort npureTara 103a e U3Tb4Ba C YPHHATA KATO NIIOKYPOHOBH KOHKOraTH HA MHTAKTHATA
MOJIEKYJ1a H KATO MeTabOAHTH, MOBEUETO OT KOUTO CHLIO C€ NMPEBPBLIAT B NIIOKYPOHOBH KOHIOTATH.
[To-manko ot 1% ce n3rpyRa KaTO HENPOMEHEHO BeLuecTBO. OCTaHAaMaTa MacT OT A03aTa ¢e
eJIMMHUHHpa noa ¢opMaTa Ha METAOONTHTH upe3 XXIbUHHA COK B U3NPAXKHEHHATA.

JInneiHHOCT/HeITHHEHHOCT
PezopbupaHoTo KONHYECTBO € B JIMHEHHA 3aBHCUMOCT OT NOJIEMHHATA HA MPUNIOXKEHAaTa J03a.

CnenHalHH rpynd NalHEeHTH
He ca HabnionaBaHy 3HaAYWMH pa3fivyKa B pe3opOumaTa, MeTabo/in3Ma WIH U3NBYBAHETO HA

MCOIUKAMCHTA B 3aBUCHMOCT OT BB3pacTTa.

Ilpu nauMeHTH, cTpagaiM OT HapylIeHHEe HA OpOpeyHaTa QyHKIHSA, OT KHHETHKATa HA €AHHHMYHA 1032
He MOTaT Jla C€ HanpaBAT KW3BOJM 3a KyMYJIUpaHe Ha HENMPOMEHEHO aKTHBHO BELUECTBO, NPH
W3NoJ3BaHe Ha OOHMUaiiHKTE TepaneBTUYHHU ¢XxeMU. [Ipu KpeaTUHHHOB KIIUPBHC NMOo-Manbk oT 10
ml/min U34YHCIIEHOTO PABHOBECHO CHCTOSHHE HA TU1a3MEHUTE HUBA HA XUJIPOKCH-METAbOIIUTHTE €
OKOJ10 4 TbTH NMO-BHCOK OTKOJIKOTO NPH HOpMaNHHUTE naureHTU. B Te3n cnydait obauve, Metabonurure
ce eNMMUHUPAT Ype3 XKIbYKATA.,

[Tpy nalyWeHTH ¢ XPOHHYEH XeNaTUT UM KOMIIEHCHpaHa YepHOAPOOHA LiMpO3a KHH
MeTaboNnM3Ma Ha AHKIIo(dEeHaK ca ChIMTE, KAKTO NMPH NauneHTH Oe3 YyepHoapobH




3.3 HpeaxIHHHYHH JanRH 332 Oe3onacnocT

HpEﬂKﬂHHH‘{HHT& AaHHH OT NPOYHBAHAA 34 TOKCHYHOCT € CAHHHYHA M NNOBTAPALIA CC J03H, KAKTO H
OT NpOY4YBaHHUATA 34 NTCHOTOKCHYHOLUT, MYTArcHHOCT H KApUHHOTCHHOCT C ,IlHKJ'lOdJEHﬂK HE IOKA3BaT
PHCK 3a XOpaTta MpH onpeacjiCHata TécpanesThiHa no3a.

3a nopeye HHGOpMaLHA BIDKTE TOUKA 4.6 PepTHINTET, OPEMEHHOCT U KEPMEHE.

6. OAPMANEBTHYHHU JAHHHA

6.1 Cnuebk HA MOMONIIHHTE BEIEeCTBA

3axapo3sa

LleTunoB ankoxon
IloBuaoH
MarHe3zueB creapart

be3roaeH KOMTOMACH CHIIHLIMEB JUOKCHA
XunpoMenosa (£E464)

Tank

[Tonucopbar 80

Turanues auokcua (E171)

UepreH xeneseH okeua (E172)

[Tonuetnnenrnukon 8000

6.2 HecLBMECTHMOCTH

Henpuioxxumo

6.3 Cpok Ba roaHocTt

3 roaquHM

6.4 CnennajaHn yCJIOBHA HA ChXPAHERHE

Jla He ce ¢cbxpaHasa Han 30°C.

Jla ce cbXpaHsABa B OPMrHHAIHATA OMNAaKOBKaA.

Bonrapen Petapa Tabnetku ¢ yab/keHO ocBoOOXKAaBaHe TpAOBa 1a Ce ChXpaHABa Ha MECTa,
HEJAOCTBIIHH 32 Jela.

6.5 BHJ H chAbPKAHAE HA ONAaKOBKAaTa

OnakoBka, chaspxatila 10 TabneTku ¢ yabbkeHo 0cBODOXK1aBaHE.

6.6 Crnennainf Npeana3Ha MEPKH NPH M3XBBPJIAHE

Hama cnetManHHU H3UCKBAHUA.

7.  TIPHTEXATEJI HA PASPENIEHHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building
Elm Park, Merrion Road

Dublin 4
Hpnanausa




8. HOMEP(A) HA PAZPEHIEHHUETO 3A YIIOTPEBA

20020740

9. JIATA HA ITHPBO PA3ZPEIMTABAHE/TMMOJHOBABAHE HA PAZPEINIEHHUETO 3A
YIIOTPEDBA

JlaTa Ha mbpBO paspeinaBane: 06 anpun 1983 r.
JlaTa Ha nocnenHo nogHoesBaHe: 27 centemepu 2007 r.

10. JATA HA AKTYAJIMJUPAHE HA TEKCTA

01 apryct 2025 1.




