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1. HME HA JJEKAPCTBEHUA ITPOAYKT

M3NLIMHNTENHA ATERLUIA NC NEKAPCTBATA
H& npogyxma - [puroxemue |

Kpamxa x:

Bonrapen 50 mg cyno3suTopun
Voltaren 50 mg suppositories

BonTtapen 100 mg cyno3HTopHu
Voltaren 100 mg suppositories

2. KAYECTBEH H KOJIHYECTBEH ChCTAB

AKTHUBHOTO BELECTBO ¢ HaTpHueB-[0-[(2,6-nuxnopdennn)-amuno]-penmn]-auerar (= diclofenac
sodium/auknodeHak HaTpHid).

Beaxa cynosuropus cbabpka SO0 mg wnn 100 mg auxnnogenak HaTpuid.

3a mbJIHUA CIIMCHK Ha MOMOILHWTE BELIECTBAa BUKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA

Cynosuropus
Benu a0 XbATEHUKABH, TOPNEA00Opa3HHA CBEIMYKH C INIaAKHA WIH JIEKO HEPaBHH NMOBbPXHOCTH,

4. KIAMHHYHHA TAHHHA
4.1 TepameBTHYMHM NOKA3AHHSA

JleyeHue Ha:

¢ BL3NATWMTENHU U JereHepaTHBHU OPMH Ha CTABHH 3aD0NABaHHA: PEBMAaTOHIEH apTPHT,
IOBEHW/IEH XPOHHYEH apTPHUT, aHKWIO3UPALL CNOHAWIUT, OCTECAPTPHUT U CIIOHAWIAPTPO3a,
GoNe3HEHH CHHAPOMH Ha rpuOHAaYHNS CTHIIO, H3BBHCTABHU MEKOTBKAHHH 3a0014BaHuA,;

® OJarpo3Ha KpH3a;

¢ NOCTTpaBMaTH4Ha M MOCTONEpaTHBHA O01Ka, BE3NAIEHNE WIH MOAYBAaHE, HaNp. Clel
CTOMATOJIOTHYHA HWIH OPTONeAHYHA oNepalus;

e OoNe3HeHW WHWIH Bb3NANUTEHNA ChCTOSHUSA B THHEKOJIOrUATa, Hallp. TbPBUYHA JUCMEHOpEs
WJIH aJHEKCHT;
NPUCTHLIH HA MUTPEHA
KaToO AOILITHEHHE NMPH JIEHeHHeTO Ha 6one3neHH HHPEKLUMH HA YXOTO, HOCA WK MbPIIOTO,
HAIP. TOH3WI10¢apuHTHT, OTHT. CnazBalky TepaneBTHUYHUTE MPHHLMNK, NOINEKALIOTO
3abonsBane TpAOBa Ja ce NeKyBa Chc ChOTBETHaTa Tepanusa. PebpunuTeT, cam no cebe Cu, He
€ NMoKa3aHHUE 3a NIPUNCKEHHE.

4.2 JIO3HPOBKA H HAMHH HA NPHJICKECHHE

gﬂiﬂl pOBKA

Hexxenanure NeKapCTBEHH peakliMd MOraT Ja ObaaT cBeIeHH A0 MUHHMYM 4pe3 H3MO0JI3BaHe Ha HaM-
HUCKaTa eEKTHBHA 1032 33 Hali-KPaTKUA NEepPHOJ OT BpeMe, HEODXOAUM 3a KOHTPOJIHPaHe Ha
CUMNTOMMTE (BXK. T. 4.4 Crieuransy npeynpexnaeHls H Npeana3Hd MEpKH NMpH ynotpeda).

Bu3pacTan
[Tpenoprusanara HauanHa no3a € 100 no 150 mg. Ilpu no-nexu ciayyau, KaKTo ¥ MPH NPO Lkt

ynotpeba, 06MKHOBEHO ca AocTaTbuHK 75 Ao 100 mg aHeBHo.

60MKa M NpeJOTBPATABAHE HAa CYTPELIHATa CKOBAHOCT, JICUEHHETO C TabNAETKH Npgt
6bae KOMOMHHMPAHO C NpWIaraHe Ha CYMO3UTOPUH BeUuep NMPEAH jasraHe (10 MaKCH
ot 150 mg).



[Tpu mbpBHUYHA AMCMEHOpEs JHEBHATA N03a TpadBa Aa ObAe ananTupaHa HHAHBHAYANIHO, W OONU4aHHO
e S0 1o 150 mg. I1pu 3anouBaHe Ha neveHHeTo TpabBa ga ce npunoxar 50 ao 100 mg u npu
HEOOXOIMMOCT, 103aTa Aa €€ NMOBULIH B TEHESHHE Ha HAKOJIKO MEHCTPYAJHH LHKDBIA JJO MAXCHMAJTHO
200 mg/nHeBHO. JleueHuneTo TpaOBa Aa 3aMOYHE NPH NOABA HA TbPBUTE CHMNTOMH W B 3aBUCHMOCT OT

OIny1aKkBaHHUATA, Aa NPpOAB/DKH HAKOJIKO JHH.

JleueHHETO Ha MUrpeHa ChC CyNo3UTOpUM BonTapeH Tpabea na 6bae HHMUMHpaHO ¢ Ao3a oT 100 mg
[PH MLPBUTE NPHIHALM Ha 3aMO4Ball MHrpeHO3€eH NpHCThIL. [Ipu HeobxoaumocT Morar pa ce
NpUioKaT aonbAHKUTeRHO A0 100 mg B paMkuTe Ha ChiuKs AeH. B cayuait, ue TepanusTa TpsaOBa na
6B4e NpoAb/DKEHA Npes cliefBalluTe AHK, MAKCUMaNHaTa AHEBHA 033 He TpAOBa Aa HaBHIlaBa
150 mg, pasnpenencHu B HAKOJIKO NPUEMA.

IlearaTprYHa nonmyJianns
[Mpu Aeua Ha/Han 1-roguiiHa BB3pacT K noJpacTBaluk TpAOBa aa ce npunarat 0,5 a0 2 mg/kg TenecHo
TErj10 AHEBHO, B 2 10 3 OTAEJIHH NMPHEMA, B 3aBUCHMOCT OT TEXKECTTa Ha ChCTOAHHETO.

3a jleueHHE Ha IOBEHWICH XPOHHYEH apTPHT JAHEBHATA 032 MOXE [1a C€ MOBHIUN A0 MAKCHMYM 3
mg/kg, paznpenencHy B HAKOJIKO NpHUEMA.

He Tpa0ea na ce npeBuiaBa MakCHMaiHaTa JHeBHa A03a oT 150 mg.

[Mopanu BHcokara go3a BonrapeHd cynosutopun ot 50 mg He ce NpenoprYBAT MPH AelA H
noApacTBali noa 14 roaunu.

Bontapen cyno3uropuu oT 100 mg #e ca noaxoasLyM 3a acua ¥ noApacTRaLlu.

ITandeHTH B cTApYeCKAa BL3pacT (Ha 65 1 noseve roAnHH)

OGUKHOBEHO He € HeOOXOAHMO KOPHIrMpaHe Ha MbPBOHAYAIHATA 1034 NPH MAUWEHTH B HaNpeaHANa
Bb3pacT. Brnpeku Toea e Heo6X0AUMO MOBHILIEHO BHUMAaHKHE NMOpaau OCHOBHH MEIHLIMHCKY
chOOpaKkeHus, 0cOOEHO NPH HEMOLHHM MALMEHTH B CTaApPUECKa Bb3PacT HITH MPH TE3HU ¢ HHCKO TEJIECHO

Terno (Bx. T.4.4 Cneuyanny npeaynpexaeHns U MpeanasHi MEPKYU MPH yrnoTpeda).

IIaHEeHTH ¢ YCTAHOBEHO CHPACYHO-CHI0B0 3a0019BaHE HIIH CHC 3HAYATENHA PHCKOBH QaKTOpH
3a ChpAeYHO-ChA0BO 3a0019BaHe

OOUKHOBEHO JIEUEHHETO ¢ BosTapeH Npu NauMeHTH ¢ YCTAHOBEHO ChPASHHO-CHAOBO 3a00NIBaHE WIIH
HEKOHTPOJIMPaHa XUNEPTOHUA He ce npenopbusa. [Ipy HeOOXOAKMOCT, NARKMEHTH C YCTAHOBEHO
CBPIACHHO-CHAOBO 3a00/19BaHe, HEKOHTPOJIMPaHA XUIEPTOHNA HIH 3HAUKTENIHH PHCKOBH (PAKTOPH 32
ChpAEUHO-CBA0BO 3abonsaBaHe TpsaOBa na Obaat nexyBanu ¢ Bonraped caMo ciiel] BHUMATENHa
npeueHKa ¥ camo ¢ 4034 < 100 mg aHeBHO, KOraTo JICUCHHETO NpOoAb/DKaBa 3a MOBEYe OT 4 ce AMHULIM

(Bk. T. 4.4 CnienHaHy npenynpeXAcHUs U NpeanasHi MEpKH NpH yroTpeba).

buOpeano yspexaane
BoATapeH e MpoTHBOMOKa3aH TNpH NaunenTH ¢ 6u6peuna Heaoctarbynoct (GFR <15 ml/min/1,73 m?)

(k. T. 4.3 TIpoTHBONMOKa3aHUA).

Toi KaTO He ca NpoBEXKAaHK cneuH@HYHH NPOYYBaHHA MPH NaLMEHTH ¢ OLOpEUHO yBpeKaaHe, He e
HEOOXOAMMO H3BbPUIBAHETO Ha CrelPHYHMA KOPEKLIMN Ha fo3aTa. HeoOxoauMMO € BHUMAHKE NpH
npunaraHeTo Ha Boaraped Ha naunenTH ¢ 6u6peuno yepexaane (8x. T. 4.4 Cneuuanyu
NpeaAypexAeHHA ¥ NPeaAna3sHH MEPKH NpH ynotpeba).

Yepuoapobuo yspexaane
BonrapeH € NpoTHBONOKA3aH NpH MaLMEeHTH ¢ YepHOAPOOHA HEAOCTATHYHOCT (BX. T.
[IpoTHBONOKa3aHUA).

Tobi KaTo HE ca NPOBEXAaHH crieLMGHYHN MPOYHBAHUS NIPH NALMEHTH C YEPHOAPOOHY
¢ HeoO6XO0OUMO W3BBLPLIBAHETO Ha ceLMPUIHKH KOPEKIIMH Ha fo3aTta. Heobxoaumo e BRY



MpUIAraHETo Ha BonTapeH Ha NaLMEHTH C JIEKO O YMEPEHO YepHOapoOHO yBpexaaHe (BXK. T. 4.4
Crneupanau npeaynpeKaeHus W NpeanalHyd Mepku npH ynorpeba).

HaunH HA DpHIOKEeHHE
Cynosutopunte Tpabsa na 6vaaT 1o6pe nocrasenn B pexTyMa. [Ipenopsusa ce cynosuropuure na ce

MpUAAarar cjiel gedgexauus.
Jla He ce npUeMaT NEpPOPATHO, a CAMO PEKTATHO.

4.3 IIporEBONOKAIAHHSA

¢ H3BecTHa CBPBXYYBCTBHTEAHOCT KbM AKTHBHOTO BELUECTBO HJIH KbM HAKOE OT MOMOLUIHHUTE
BELLECTBA.

e AKTHUBHA CTOMALIIHA WJH YPEeBHA A3Ba, KbpBeHe unu nepdopauus (Bx. T.4.4 Cnenyanyu
NpeaynpexacHHs U NpeanasHi MepkH NpH ynotpeba 1 T. 4.8 Hexenanu nekapcTeeHu
PEAKLIUH).

e AHaMHE3a 3a KbPBEHE OT CTOMALIHO-YPEBHHA TPAKT WK Nepdopalnd, CEbp3aHy ¢ MPeaAXOaHO

nevenue ¢ HCITBC. AKTHBHA WK NOBTOPHA NOABA HA NENTHYHA A3Ba/KbPBEHE (/1Ba WIH

noseue OTAEJAHH A0KA3aHM €MH30/1a Ha 93B3 WJIH KbPBEHE).

[TocnenHus TpUMeCTHp OT OpeMeHHOCTTa (BX. T. 4.6. GepTHnuTeT, OPEMEHHOCT U KbPMEHE).

UepHoapoOHa HEAOCTATBUHOCT,

bn6peuHa HegoctareynocT (GFR <15 ml/min/1,73 m?)

Texka chpaeuHa HeIOCTaTHYHOCT (BX. T. 4.4. CneuManyu npeaynpexnaeHus U npeanasiu

MEPKH MpH yrnoTpeda).

e VcraHoBeHa 3acToiHa chpaeuHa HepocTaTbuHocT (NYHA II-1V), ucxemununa 6onect Ha
chpLeTo, neprdepHO apTepHanHo 3abonsaBaHe W/HIH MO3BYHO-CBOBA DOJECT.

e IlogobHo Ha apyruTe HecTeporuaHH npoTHBoBb3nanutendu cpeacrea (HCIIBC), Bontapen €
[IPOTHBOFOKA3aH W MPH MALMEHTH, MPU KOUTO yroTpedara Ha aleTHICATHLIMIOBA KHCEIMHA
win apyrd HCHIBC moxe na npoBOKHpa acTMa, aHFHOEAEM, YPTHKapHs WM OCTbP PHHHT
(nanp. HCIIBC-nHayLuMpaHH peakLHd Ha KpbCTOCaHa PEaKTHBHOCT) (BXK. T. 4.4 Cnenyanyu
MpeaynpexacHUs U Npeanassyd Mepky npu ynorpeba v 1. 4.8 Hexenann nekapcraseHu
peaKLHH).

e [IpOoKTHT.

4.4 CnenHa/JHH nNpeaynpeXkieHHs H NpeAna3iid MePKH NPH ynorpeda

O6mmu

Hexcenanure nekapcTBEHH PEAKIIMK MOTaT jAa 6bJAT HAMAIEHH KATO 3a KOHTPOIHpaHe Ha
CHMIITOMMTE Ce yI1oTpeOsABa BL3MOXKHO Hal-HUCKATa e()eKTHBHA /1034 32 BB3IMOXHO HAH-KpaThK CPOK
OT BpeMe (BX. T. 4.2 Y NO-A0NY NOCOUEHHTE raCTPO-UHTECTHHAIHU U ChPJEUHO-CH/IOBH PUCKOBE).

CroMamHO-4peBHA e(PeKTH

[Tpu Bcnukn HCTIBC, BrmounTenHO M fipH AniuiodeHak, ca cbodlaBanu Cy4an Ha KbpBEHE OT
CTOMAIUHO-YPEBHHUSA TPAKT, A3BH HIH Nepdopaliua, KOUTO MOTraT Ja 6baaT gatanHu U morat aa
HACTBIAT Ha BCEKH eTall OT JICUCHHUETO, ChC WK 0€3 NpeaynpeaAnTETHY CUMIITOMH HIIM IaHHH 32
aHaMHEe3a 32 CepHO3HM CTOMALLIHO-UPEBHU MHLMASHTH. [locneacTBusATa Cca MO-TEXKKH NPH MALHEHTH B
HarpeHana Bb3pacT. AKO NPH NMALMEHTH, IeKyBaHU ¢ BonrapeH HaCTBNH KbPBEHE OT CTOMALIHO-
YpeBHHUA TPAKT WIK ce 00pa3yBa A3Ba, MPHEMA Ha JIEKapCTBOTO TPAOBa Ja Ce NPeyCTaHOBH.

Kakto npu scvuku HCTIBC, BrmodHTENHO AMKIO(DEHAK, CE Hallara CTpOr MEAMLIMHCKH KOHTPOJ, U €
HeoOXO0IMMO CNeLHATHO BHUMaHKe, Korato BonrtapeH ce npeAntucBa Ha MalMEeHTH Cbe -
YKa3Balll¥ CTOMa1lIHO-YPEBHU HApYIIEHHA HIIM C AaHAMHECTHYHH JaHHM, npennonara .

CTOMaxa WIH YepBaTa, KbpBeHe Win nepdopaums (BXK. T. 4.8 Hexxenanu jiekapcTses
Prcka 3a KbpBEHE OT CTOMALIHO-YPEBHUA TPAKT € NO-BHCOK NpPH NOKa4BaHE HA OO3¢
NpHY NMalMEHTH C AHAMHE3a 32 13Ba, 0COOEHO aKO € YC/IOXKHEHA € KbpBEHE WIH nep
MalMEHTH B HAMpeAHaia Bb3pacT MMa MNO-FoAsIM PHCK OT [10-4eCTa MOABA HA HEXKE




nevenne ¢ HCIIBC, ocobeHo Ha KbpBEHE OT CTOMALUHO-UPEBHUSA TPAKT WA Nepdopaiivs, KOUTO
Morar aa 6baar gatanHu.

HCIIBC, sxiouHTeENHO AUKIOPEHAK, MOXE [a ¢a CBbP3aHH ¢ YBEJHYECH PDHCK OT U3THYaHE OT
CTOMALIHO-4pEBHAa aHacTomo3a. [IpenopbyBa c€ BHHMATENHO MEHLIMHCKO HAOMIOIEHHE H MOBUILIEHO

BHMMAaHHKe NpH ynotpebara Ha aniiodeHak cnel CTOMAUIHO-YPEBHA XUPYPruyuHa HHTEPBEHLMA.

3a HaMaJIABaHE HA PHCKA OT TOKCHYHOCT 3a CTOMALLHO-YPEBHUS TPAKT NPH NALMEHTH C aHaMHE3a 3a
A3Ba, 0OCOOEHO aKO € YCJIOXKHEHA ¢ KbpBeHe WIH nepdopalis U NpU NALKMEHTH B HanpeaHala Bb3pacT,
nedeHuero TpAOBa 1a ce 3aMmouBa M NoAIbpXKa C Hali-MankaTa eeKTHBHa A03a.

[Ipu Te3u MalMeHTH, a CHLUO M NIPH NMALHEHTH HMALIHY e[{HOBPEMECHHA HYK/1a OT JieKapcTBa
ChABPKALLH HUCKH J03H aLETWICANTHIWIOBE KHCENHHa (ASA) WK ApYTrH NPOXYKTH, 38 KOUTO €
BB3MOIKHO /1a YBEJIMHAT PHUCKA 32 CTOMAUIHO-YPEBHUS TPaKT, TPAOBA aa ce MMa B MpeBHI
koMOHHHpaHa Tepanus ¢ NPOTEKTUBHU MPOAYKTH (Hanp. MH30MPOCTON WIH HHXHOHTOPH Ha
MPOTOHHATA [TOMI1a).

[laliMeHTH C aHAMHE?Aa 32 TOKCHUYHHK NPOABH OT CTPaHa Ha CTOMAWHO-9PEBHUSA TPAKT, 0COOEHO
MalMeHTH B HAMNpeaHana Bs3pacT, TpaOBa 1a crobiasar 32 BCHUKH HEOOHYalHH, CHMIITOMH OT
cTpaHa Ha kopema (ocobeHo kupBeHe). [IpenopruBa ce BHUMATEAHO NMpUokeH e Npy NauueHTy
MoNyyYaBaiy eJHOBPEMEHHO NMPOAYKTH, KOUTO MOTaT [ia YBEJIHUAT PUCKA OT yJIUEpalls UK KbpPBEHE,
KaTO CUCTEMHH KOPTHKOCTEPOMIH, aHTHKOATYIAHTH, aHTU-TPOMOOTUYHH NPOJYKTH WIH CENEKTHBHU
MHXUOHTOPM Ha 0OpAaTHOTO 3axBaillaHe Ha CEpOTOHHMHA (BX. T. 4.5. B3aumoeHcTBIE C APYTH
JIEKAPCTBEHH NMPOAYKTH H APYTH GOPMH Ha B3aHMOJEHCTBHE).

Heo6xoauM € cTpor MEAWLIMHCKH KOHTPOJI 4 BHUMAHHKE NPH NALIKEHTH C YILEPO3CH KOJIUT WK
6onect Ha Crohn, Tbil KaTo CHCTOAHMETO UM MOXe Aa ce Bnowd (BxkK. T. 4.8 Hexenanm nekapcTeeHH

peakLIMu).

XenaroOnaHapHA ePexTH
Heobxoaum € cTpor MEAMLIMHCKH KOHTPOJ, KOraTo ce npeanucsa BonTapeH Ha MaMEHTH ¢ YBpeleHa
yepHOApOoOHa MYHKIMA, Thil KATO CHCTOAHHETO HM MOXKE 1A C€ BJIOLIM.

KaxTto u nmpu apyrure HCIIBC, BKIIOUHTENHO AMKITOMEHAK, MOraT Aa € MOBUUIAT CTOHHOCTHTE Ha
eAMH WM NoBeYe uepHoapoOHu ensuMK. Kato npeanaszHa Mapka npH NpoAB/DKUTE/THO JIEUeHHE ¢
Bonraper (Hanp. noa ¢opmara Ha TaGAeTKH WK CYNO3HTOPUH) € HEODXO0AUMO MEPHOANUHO Aa ce
cneau yepHoapobHaTa GyHKUMA. AKO CTORHOCTUTE Ha YEPHOAPOOHHUTE M10KA3aTE/IH NPOABL/DKABAT 1A
6BbAAT U3BBH HOPMATA WK CE MOKAYBAT B MO-TOJIAMA CTENEH, aKO CE MOABAT NMPU3HALIA WIH CHMITTOMM
Ha YepHOAPOOHO 3a00NMBaHE WIH aKO HACTBIIAT APYTH NPOABH (HAMp. eo3uHodHuA, 00pus),
npunoxenuero Ha Bonrapen Tpa6Ba na ce npeycTaHOBH. XenaTHT MOXE Ja HACTBIIH NPH YNoTpeOara
Ha JuKJodeHak ¥ 6€3 npoapoOMaHU CHMITTOMH.

[ToBHIIEHO BHUMaHHKE € HeoOxoauMo npH ynoTpeda Ha BonTapeH oT nauueHTH ¢ yepHOApOoOHa
nopHpHs, NOpaaH Bb3IMOXKHOCTTA TOH Ja OTKIIOUYM NPUCTHI Ha 3a00/19BaHETO,

b1nOpeunn epexTn
Toii KaTO ca NOKJIAABAHH CJIy4YaH HA 3aAbPKAaHE HA TEUHOCTH H OTOLIM 10 BPEME HA JIeUEHHE C

HCIIBC, BItOYMTENHO JUKIO(PEHAK, € HEo0X0AUMO 0cODEHO BHUMaHHE NPH NALHEeHTH ¢ yBpeaeHa
ChpAcUYHA UIH ObOpeyHa yHKLHA, C aHAMHE3A 34 XUTIEPTOHMSA, NAIIMEHTH B HanpejHala Bb3pacT,
NalHEHTH €JHOBPEMEHHO MPUEMALLH JUYPETHLIM WIH NPOAYKTH, KOUTO MOraT CEPHO3HO [ia MOBJIAAAT
6n6peunara GyHKUHMSA, KAKTO M NIPH NALMEHTHTE ChC CHUIECTBEHO HAMAJIIBAHE Ha excma apHUd
obeM, He3aBHCUMO OT NIPHUMHATA, HAnp. NPEAY M CNell FoJIEMU XHPYPrHYHH MHTEPBSSS W’ﬁo%

[Mporusonokasanus). B Te3u ciyvaun, KaTo npeanasHa Mapka npu ynorpeba Ha Bgj
npenopbyBa npociesapaHe Ha 6p0peunaTa pyHkuHa. CnupaHeTo Ha TepanuATa PoFropd
oc/eaABa OT Bb3CTAHOBABAHE HA M3XOJAHOTO ChbCTOSHHE.



Koxnn epextH

TexkH KOKHH PEakLH, HAKOH OT KOMTO (PaTasIHY, BKJIIOYBALIHY €KCHONHATHREH JEPMATHT, CHHAPOM
Ha CtuBbHC-/DKOHCBH, TOKCHYHA eNUAEpMaHa HEKPOJIH3a ca ChOOIIaBAHU MHOTO PAAKO BbB BPb3Ka
¢ npuma Ha HCTIBC, B ToBa uKcno 1 BoarapeHn, (Bx. 4.8. HexenaHu nekapcTBEHH peakivH).
Hsrnexna, ye Hall-BUCOKHMAT PHCK 33 NALMEHTHTE Ja UMAT TE3H peaKLHH € PaHO B XO/a Ha JICUEHHETO,
B NIOBEUETO CYUau HAYaJloTO Ha peakuMaATa HacThNBa B bpBHA Mecell. [lpueMyT Ha Bonrapes
TpsabBa Ja ce NPEYCTaHOBH NMPH TbPBUTE NPOABH Ha KOXKEH OOPUB, INFABHYHH JIE3HH WK KAKBHTO H
Aa OMNno ApYrH rMposBH Ha CBPbXUYBCTBHTENHOCT.,

Kakto npu apyriare HCIIBC, B peaku Ciiydau npH JeueHHue ¢ AMKIOpeHaK Morart Ja HacTunAaT
aJleprMYHH PEaKkivM, BKIIOYHTENHO aHaQUIaKTHYHNW/ aHA(PHNAKTOMIHH peaKLnH, 0e3 npeaxoaHa
eKCIIO3MLHA HA IEKAPCTBOTO. PeakuiMnTe Ha CBPBXUYYBCTBUTEAHOCT MOXE CHLIO TaKa Aa Nporpecupar
ao curapom Ha Kounis — cepro3Ha aflepruyHa peakums, KOSTO MOXE Ja J0Bee 10 HH(APKT Ha
muokapaa. CHMITTOMHMTE Ha TaKMBA peakLiiK MOXKE Ja BKIIOUBaT 00JIKa B IbpAHTE, KOATO BH3HHKBA
BEB BPB3KA C aJIepruvHa peaklus KbM AUKI0(]EHaK.

ChpAeiHO-CHAOBH eeKTH

JNleueHuero ¢ HCIIBC, sxmounTeNHO AUKITOheHaK, 0CODEHO BbB BUCOKH J03H H MPH NMPOALIIKHUTENHO
JeueHue, MOXe Ja ObJie CBBP3aHO C NEKO NOBUIIEH PUCK OT CEPHO3HH ChPAEYHO-CHAOBH
TPpOMOOTHUYHH CEOMTHSA (BIITIOYHMTENIHO HH(PAPKT HA MHOKApAA M HHCYJIT).

O6UKHOBEHO JIGUEHHETO ¢ BoNTapeH Npy malMeHTH ¢ YCTaAHOBEHO ChpACYHO-CbAOBO 3a0onsaBane
(KOHreCTHBHA ChPACUYHA HEAOCTATBYHOCT, YCTAHOBEHA UCXEMUYHA OONIECT Ha ChPLETO, 3a00JIARAHE HA
nepudepHUTE apTEPH) WM HEKOHTPOMMPaHa XUNEPTOHHUS He ce npenopbysa. [Ipy HeobxoauMmocr,
MALMEHTH ¢ YCTAHOBEHO ChPAEYHO-CHA0BO 3a00naBaHe, HEKOHTPOIMPAHA XUNEPTOHHS HITH
3HAYUTETHM PHCKOBH (hakTOPH 3a ChPAEYHO-CHAOBO 3abonaBane TpAOBa na ObAAT NEKYBAHH C
BonrapeH camMo ciiel BHMMaTeTHa NMpeLieHKa U caMo ¢ 034 < 100 mg NHEBHO, KOraToO I€YEHHETO
MPOIBLIKM 32 floBeue oT 4 ceAMHLH (BXK. T. 4.4 CrieuHaliHK NPERYNPEXKACHHA H Npeana3sHi MEPKH
npy ynorpebda).

Heo6x0aMMOCTTa Ha MALMEHTa OT CHMITTOMATHYHO o0leKYeHHe W OTrOBOpa KbM TepanusaTa, Tpadsa
NEPHOAMYHO J1a C€ MPEOLEHABAT, OCOOEHO KOraTo eUeHHETO NPOAL/KaBa 3a NoBeye oT 4 CeAMULM.
[auumenture Tpabea aa 6b0aT CAMTENHM 32 NPU3HAUM H CHMITTOMH Ha CEPHO3HH aTEPOTPOMOOTHYHH
cbOWUTHA (Hamp. rpbaHa 6OJIKa, HEAOCTHI HA BB3JIYX, CN1adOCT, HEACEH FOBOP), KOMTO MOrar Ja
BBL3HWKHAT BHE3anHo. B ciiyyait Ha nono6HO chOWTHE, NaLMeHTUTe TpAOBa Aa 6BbAaT KHCTPYKTHPaHH
1a NOTHPCAT JAeKap He3abaBHO.,

Heob6xoanMo € aa ce OCHrypaT NOAXOAALLO HabMoEHHE M CHBET 3a NMALHEHTH ¢ aHAMHE3a 34
XUIMEPTOHUS W/HITH J€Ka 0 YMEpPEHA KOHIeCTHBHA ChpAeyHa HEAOCTATHYHOCT, ThH KaTO UMa
chOOLLEHNS 33 OTOUM U 3apbhXKKa Ha TEYHOCTH, cBbp3aHu ¢ neuenueto ¢ HCTIBC.

KnuHMYHHM NpOy4BaHHA M €NUAEMHOTOTMYHN AaHHU NTOKa3BaT, ue ynoTpedarta Ha AHKNOpEHaK,
ocobeHo BbB BUCOKA 103a (150 mg JHEBHO) H OpU NPOABIDKATEIHO MPHIOKEHHE MOXKeE 1a OBbae
CBBP3dHA C JIEKO MOBHUILEH PUCK OT apTEPHATTHH TPOMOOTHUHH CHOUTHA (HANPHMEp MHOKAPACH .
WHDAPKT Wik HHCYAT) (BWkTe T. 4.4 Cneyuyaniny npeaynpexacHns U npeanasHi MEPKHU npu
ynotpeda).

Heo6x0aMMO € BHUMATEIHO OOMHCIIIHE MPH JIEYEHUETO ¢ AUKTOPEHAK HA NALIMEHTH C
HEKOHTPO/IHpaHa XHUMNEePTOHHUA, KOHIeCTHBHA CBPAEUHA HEJOCTATBYHOCT, YCTAHOBEHA UCXEMUYHA
Gonect Ha cbpLETO, 3ab0aBaHe Ha NepUdepHUTE AaPTEPHHH H/HIH MO3bYHO-CBI0Ba DOJTECT.

[TaLIMEHTHTE CHC 3HAUUTENHH PUCKOBH $aKTOPH 3a CbPAEYHO-CBAOBH CHOUTHS (H
XUNEPNUNUAEMHS, 3axapeH AHabeT, TIOTIOHOMYLUEHE) TpsAOBa Aa Ce JIEKYBAT C A
BHUMATENHA NpenueHka. Thil KaTo ChbpAe4YHO-CHIORHAT PHCK NPH AUKI0(PEHAK
[103aTa KM NPOAB/DKHTEIHOCTTA Ha EKCNO3HLHATA, TPAOBa Na ce ripunara Hak-H
[IHEeBHA [03a 3a Bb3MOXKHO Hal-kpaTkua neproa ot BpeMe. [leproanuno Tpabs




peoleHKa Ha HeoOXOAMMOCTTA Ha NalMEHTa OT 00/IeKYaBaHe Ha CUMITTOMHTE H Ha OTrOBOPA KbM
TEparMATa.

XeMaTo1orudan epexTn
[Tpu npoabkuTenHa ynotpeda Ha Bonraper kakro npu ocrananure HCIIBC e npenopwunTenno,

pE€aAOBHO Aa €€ NpOCiCcABa KpbBHaTa KapTHHA.

KakTo ocranannre HCIIBC, BonrapeH Moxke BpeMEHHO I1a MOATHCHE arperauuara Ha TpOMOOLIMTHTE.
[lauueHTHUTE ¢ HApPYLIEHUS B KPBbBOCBCUPBAHETO TPAOBA na ObaaT HadMoaBaHy BHUMATEHO.

CourobTCcTBAIIA ACTMA
[Ipu naupeHTHTE C ACTMA, B CPABHEHHE C JIPYTHTE MALMEHTH, €a MO-YECTH CE3OHHHUTE AICPrH4HH

PHHHTH, OTOKBT Ha HOCHATA JIMraByuLia (T.Hap. HOCHH MNOJIKINK), XPOHHYHUA 0OCTPYKTHBHH OenoapobHu
3a00/IBaHHA WK XPOHHYHH HH(EKLMM HA AUXATENHUTE NBTULIA (0CODEHO, AKO ca CBBP3aHH ChC
CUMITTOMH NMOJ00HH Ha aneprudcH puHuT), peakuun cnpamo HCTIBC karo ex3anep0auus Ha actmara
(T. Hap. HEMOHOCUMMOCT KbM aHANreTHLW/ aHAJITETHYHA acTMa), €1EM Ha KBHHKE HJIH ypTHKApHA.
[Topaau TOBa NpH Te3M NALKMEHTH €a HEOOXOAUMH CNIELMATTHH Npeana3sHH MEpKH (FOTOBHOCT 32
crieliHa nomotl). ToBa ce OTHACA ChIIO TaKa M 3a MALUEHTH AICPruMHA KbM APYIrH cyOcTaHLHH,

HAMp. KOXKHU PEaKLMH, CbpOeK WK YPTHKApHU1.

ITanHeHTH B cTapyecka Bh3pacTt (Ha 65 u noBeye roannu)
OcobeHo BHUMaHHE € HeOOXOAMMO TIPH MALUEHTH B CTApUECKa BB3pacT Nopaad OCHOBHH
MEIMLHHCKH ChoOpakeHHs, 0COOEHO IPH HEMOLIHH MALMEHTH WITH HPH TAKHBA C HHCKO TEJIECHO

TETJ1O.

Bianmopeiicrsue ¢ HCIIBC

TpsaOea na ce n3barea eTHOBPEMEHHOTO NpUNoXEHHE Ha BonTapen cbe cucteMHd HCIIBC,
BIJTIOYHTENHO CENEKTHBHH KHXHOMTOPH HA LMKNOOKCHI€HAa3a-2 NMOPAAH BE3MOXHOCTTA OT HEXENaHH
edextH (BX. T. 4.5 B3aumoneiicTBiE ¢ APYrH eKapCTBEHN NPOAYKTU U ApYrU GopMH Ha
B3aUMOJACHCTBHE).

MackHpaHe OpH3HALHTE HA HHPEKIHH
[MopobHo Ha octananute HCIIBC, nopaaun dapmaxoauHaMU4HUTE CH CBOMCTBA BonTapeH MOXe aa

MAaCKHpa NPH3HALIUTE ¥ CUMITTOMHUTE Ha HHPEKLIUH

4.5 BianmMoaelcTBHe ¢ JPYIrH JIEKAPCTBEHH NPOAYKTH H APYrH GOpMH Ha B3aHMOJEHCTBHE

HUs6poeHuTe rno-Aoay B3aMMOSHCTBUA BIIIOYBAT HabroaaBaHUTe Npy BonTapeH CynosUTopHd W/WIH
APYTH JIEKapCTBEHH QOPMH Ha AUKIOPEHAK.

Ha6.moxasanH B3anMoaeHcTBAA, KOMTO TpHOBa qa ce B3eMAT N0 BHHMAHHE

CYP2C9 unxubumopu: [Ipenopbusa ce NOBULIIEHO BHUMaHHE NPH €/lHOBpeMeHHaTa ynorpeba Ha
avkinodenak 1 CYP2C9 uHxuOHuTOpH (KaTo cynpHHNNPA3OH U BOPHKOHA30M), KOETO MOXKE 1a AOBEAE
10 3HAYMTEIHO YBEJIHYeHHE HA TMKOBUTE IJIa3MEHH KOHLUECHTPALMH M EKCITO3HIIMATA HA IHKIO(DEHAK.
Jumuii; py e JHOBPEMEHHO IPUJIOKEHHUE C TUTHH, TUKN0PEHAK MOXKE Ja NOBHILIH M1a3MEHHTE

KOHUCHTpPALlHH Ha JIHTHA. HpﬁHDp’B‘IBH Ce NpocneaABaHe Ha CCPYMHHWTC HHBA HA JINTHAL.

Juzoxcun: Npy eAHOBPEMEHHO NPUIOKEHHE ANKIO(EHAK MOXKE a MOBUIIH [NA3MEHUTE
KOHLIEHTPALMK Ha JUrokcHHa. [Ipenopbusa ce nmpoc/ieassaHe Ha CEpPyMHHTE HUBA HA AMIOKCHHA.

Huypemuyu u anmuxunepmenzushu rexapcmea: Kaxkro npu ocrananure HCIIBC,
eIHOBPEMEHHOTO NMPUWIOKEHHE Ha JUKI0PEHAK C AUYPETHLH HIH AHTUXHITEPTEH3H / A FWTHe
(Hanp. Geta 6noKepH, HHXHOMTOPH Ha AHTMOTCH3HH-KOHBEPTHPALHMA €H3UM (AC
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MOJXKE Zla HAMATH aHTHXHUNEPTEH3UBHUAT UM edekT. [Topanu Toea, Tazu koMOHHaN
puiara ¢ 0co0eHO BHIMaHME M NALIMEHTHTE, HAll-Be4E Te3H B HaNpeIHaAlA Bb3p: bt
TpaAGBa Ja npocaeAsBaT CTOIRHOCTUTE HA apTEPHANTHOTO ¢y HandraHe. [lopaau noiy



nedpoTokcuuHocT (BX. T. 4.4. CneuyanHu npeaynpeXxacHns U NpeAnasHd MEPKH NpH ynotpeda)
nayueHTHTe TpAOBa Ja 6baaT noOpe xuapaTupaHu, H Aa UM 6bae npocneassana 6vbpeunaTa yHKUHS
[IpH 3ano4YBaHe Ha KOMOHHUPaHO NeyeHHe ¢ AypeTHUHM U ACE HHXHOUTOPH, KaKTO W NMEPHOANWYHO

cnea TORA.

Huxnocnopun u maxporumyc: Kaxro ocrananure HCIIBC, anxnodenak Moxe na noBHILK
He(POTOKCHYHOCTTA HAa LIMKJIOCNOPHH H TAKPOINMYC NOpajii NOBIHABaHe Ha OLOpeyHuTe
npoctarnananuy. [opaau ToBa Toit TpaOBa Aa ce npuiara B NO-HUCKH 034 OTKOJIKOTO MNpH
NALMEHTH, KOUTO He NPUEeMAaT LUKIO0CIIOPHH HITH TaKPOJIHMYC.

Jdexapcmea, npuuunasauju xunepxkaiuemun: EAHOBPEMEHHOTO NPHNOKEHHE C KATHH-ChXPaHABALIH
AMYDPETHLIM, LIMKJIOCMIOPHH, TAKPOJIUMYC HITH TPUMETOIIPHM MOXKeE Aa ObAe CBBP3aHO ¢ MOBUILEHH
CepyMHH HHBA Ha KaJlHii, KOMTO Clie[iBa Aa ce npocneasaBaT YyecTo (BHXK T. 4.4 Cneunaniy

peaynpexaAcHHs U Npeana3Hyd MEPKH NpM ynotpeda).

Xunononosu anmubaxmepuaitnu aexapemea: Cpo0LWEeHH ca U30/IMPaHH CTy4aHd Ha IbpPYOBE, KOHTO
MOXE J1a ca OUIH NpeAU3BUKAHU OT EAHOBPEMEHHOTO NpunoxkeHue Ha Xxunosouu 1 HCITIBC.

OuakBaHH B3aHMOI¢HCTBHS, KOUTO TPAdBa 1A ce B3eMAaT NOJA BHHMAHHE

Apy2u HCHBC u kopmuxocmepoudu: ENHOBPEMEHHOTO NPWIOKEHHE HA AMKIIO(EHAK C ApYrH
cucteMud HCIIBC HTH KOPTHKOCTEPOMAM MOXKE Aa MOBHLIM YECTOTATA Ha HEXEIAaHHUTE CTOMALLHO-
YpEBHH JIEKAPCTBEHH peakumu (BX. T. 4.4. CrieunanHu npeaynpexiaeHus U Mpeana3Hy MEpKH NpH
ynorpeda).

Anmuxoazyraumu u anmumpomboyumnu 1exapcmeenu npooyxmu: [Ipenopbusa ce NOBHILIEHO
BHUMaHHE, ThH KaTO €JHOBPEMEHHOTO NPHIIOKEHHE MOXKE Ja TIOBULLX PUCKA OT KbpBeHe (BXK. T. 4.4,
CrneuyanHy npeaynpexaeHus | peana3sHy MEpKH npH ynotpeba). Benpeky ye KIHHHYHUTE
H3CJICABAHHA HE NMOKA3BaT, Y€ AUKIIOPEHAK NOBNMABA JEHCTBHETO HA AaHTHKOAryJJAaHTHUTE, HMa
CcbOOLIEHHS 32 NOBHILEH PHCK OT KPbBOH3JIMB NPH MALMEHTH, KOHTO MO/TY4aBaT €AHOBPEMEHHO
auiodeHak ¥ aHTHKoaryaaHTy, [1o Ta3y npyuMHa ce NpenopbuBa BHUMATENHO HaOIOgeHHE Ha
TAKUBA MALIUEHTH.

Cenexmugnu unxubumopu nHa obpamuomo 3axsauiane na cepomoruna (SSRIs): EnnoBpeMeHHOTO
npunoxenue Ha cictemid HCIIBC, srmounTtenHo auknodeHak, u SSRIs Moxke n1a ysennyu pucka ot
KbPBEHE OT CTOMALIIHO-YPEBHUA TPaKT (BXK. T. 4.4. CneunanHy npeaynpexacHua H Npeana3sHi Mepku
npH ynorpeba).

Aumuduabemnu rexapcmeeru npodyxmu: KIMHHYHUTE IPOyUBaHMs MOKA3BAT, Y€ JUKIOPEHAK
MOJXKE J1a CE MPHIAra eiHOBPEMEHHO ¢ NepopanHy aHTHAHAaOETHH NeKapcTBa, O€3 na NoBnuKsaBa
TEXHUAT KIMHUYeH edekT. B xona Ha neueHue ¢ AHKI0¢eHakK, obaye, ce ChobOllaBa 3a H30NHPAHH
clly4ay Ha XMIOTJTUKeMUS B XHIIEPrJIMKeMHA, Hajlarallld NPOMEHH B 103aTa Ha aHTHAMAOETHUTE
npoaykrd. BbB Bpb3Ka ¢ TOBa, KaTo MpeAna3Ha MApPKa, ce Npenopeusa HabMAeHHe Ha HUBATa Ha
KpbBHATA 3aXap NO BPEME Ha €JHOBPEMEHHO NPUIOKEHHE Ha IBAaTa Npenapara.

Mma n3onupanu cbobuieHns 3a MeTabONKTHA alMao03a, KOraro AMKIogeHaK ce npuaara
eIHOBPEMEHHO ¢ MeTGOPMHUH, 0OCODEHO MPH NaLUEHTH C NpeALecTBaulo ObOpeUHO yBpeXKaaHe.

Memompexcam: nvknodenax Moxe na uHxubHupa Ty6ynapHua 6p0peueH KUpBLHC Ha METOTPEK AT,

KaTO TaKa MOBUILABA HHBaTa Ha MeTOTpekcaT. [ToBHIlLIeHO BHUMAHHE € HEOOXOAUMO NpH NIPHITOKEHHE
na HCIIBC, sxmouHTenHo AUKN0(PEHAK, B CPOK MO-MAIbK OT 24 uaca npeau Wil cliel] 1eYeHHE C

H YBCIIHHABAHC Ha TOKCHYHOCTTA MY.

QGenumoun: Tlpenopbuba ce MOHUTOPHpAHE IUTA3MEHATa KOHIIEHTpauys Ha ¢
e HOBpEMEHHATa MYy ynoTpeba ¢ quiuiodeHak, nopaayu 04aKBaHO YBCIHUCHHE
(peHUTOUH.



Konecmunon u xonecmupamun: Te3u BelliecTBa MOXe [a NpeAU3BUKAT 3abaBsHe WM HaMalisBaHe
HA YCBOABaHETO Ha AuKiIogeHak. [lopaau ToRa ce npenopbuBa NPUICKEHHE HA AUKIO(EHAK Hal-
MaJIKO €J1H 4ac npeay wiy 4-6 yaca chefl MPUJIaraHe Ha KOMECTUNON/XONECTUPAMHH.

CYP2C9 undyxkmopu: llpenopbupa ce NOBUIIEHO BHUMAHHE MPU €AHOBPEMEHHATA yrioTrpeda Ha
nukaodenak U1 CYP2C9 uHaykTopH (KaTo pupaMMULMH), KOETO MOXe 14 AoBeae N0 3HAYHUTEIHO
HaMaJIABaHE Ha IUIa3MEHUTE KOHLUEHTPALMH Y €KCIO3ULMATA Ha AUKIO(EHaK.

4.6 PDepTHINTET, OPEMEHHOCT H KbpMEHE
bpemMenHocT

O600menne Ha pucKka

HuxubrpaHeTO Ha MpoCcTarfaHAMHOBUA CUHTE3 MOXE 1a OKaXE HEOMaronpMATHO BIIMSHHE BLPXY
OpeMeHHOCTTa W/IWIH pa3BHTHETO HA eMOpUOHA UM NnoAa. JIaHHH OT eNMIEMHONOrHYHH NPOYYBAHHS
NMOKA3BAT NOBHINEH PUCK OT CIOHTAHEH abopT, CbpAeYHHA Man(OPMALIMH U TaCTPOCXH3UC Clle]
ynorpebara Ha HHXHOMTOPH HA MPOCTArJIAHAHMHOBHA CHHTE3 B HAYAIOTO Ha BpeMeHHOCTTA.
AOCOMOTHHUAT PHCK OT CHLPACUHO-CHA0BH MaipOopMaLIMK ce NOBULWIABA OT > 1%, 10 npuOAH3KUTENHO
1,5%. JJokazaHo ¢, Ye nuknodeHak npeMuHaBa naauneHrapHara bapuepa npu xopa. ¥ norpebara Ha
HCIIBC, BrmousTenHo auknodenax, Moxe fa NpUYUHU HHXHOHWpaHe HA MATOYHHATE KOHTPaKLKH,
NpeXJAeBpeMEHHO 3aTBapsaHe Ha AYKTYC apTepHo3yc Ha ¢eTyca U HapylIeHHe Ha ObbOpeuHara

(G YHKUHA Ha deTyca, BOIEILO A0 OMArOXHUAPaMHHOH.

[Ipy npoyyBraHUA BBLPXY PEeNpOLYKTHBHOCTTA PY XXHBOTHH HE ¢a HAOMOAABAHM A0OKA3aTENCTBA 32
TEPATOr€HHOCT I[1PH MHULLKH, NUTBXOBE WM 3aiilM, Ha KOUTO € JABAH AUKIO(EHAaK eXeIHEBHO MO
BpeMe Ha nepyojaa Ha OpraHoreHesa B J03HW ChoTBeTHO A0 npubnusutento 0,41, 0,41 u 0,81 nuTH
MaKCHUMAaTHaTa npenopbuMTenHa A03a BoatapeH npu xopa (maximum recommended human dose
(MRHD)), ebnpekn HATMYUETO HA TOKCHMHOCT 32 MaiKara U IJioja.

CMATa ce, Ue PUCKBT C€ YBe/IMUaBa ¢ YBECIMYABAHE HA 103aTa U NMPOABLKUTEIIHOCTTA HA NEYEHUETO.
[Ip# XXHBOTHH, IPUNOXKEHHETO HA HHXHOMTOPY HA NPOCTArNAHAUHOBHA CHHTE3 MOXKE J1a JoBeAe 10
YBEJIMYE€HA MPEA-H NOCT UMIUIAHTALIMOHHA 3ary0a v eMOpHo-(eTalHa CMBPTHOCT.

B nonbaHeHue ce crob1iaBa 3a yReNMUeH OpoH pazindHu MandopMaLMi, BKIOYMTETHO ChPAEYHO-
CBHAOBH, [IPH XKHUBOTHH, TPETHPAHU C UHXHOUTOP HA NPOCTArnaHAXWHOBHUA CHHTE3 M0 BpeMe Ha

OpeMeRHOCTTA.

KaunaHaHH cho0pakenns
HexenaHHu JeKapcTBeHH peaKnHH NpH deryca

Ilpescoespemenno 3ameaparne Oyrmyc apmepuo3yc Ha themyca

Kakto npu apyrure HCIIBC, ynorpebara Ha auknodeHak no BpeMe Ha TPETHA TPUMECTLP OT
OpeMEeHHOCTTa € IPOTHBONOKA3aHA NMOPAaAu Bb3MOXKHOCTTA OT NPEXKASBPEMEHHO 3aTBApAHE Ha JYKTYC
aprepuo3yc Ha deryca (Bx. T. 4.3 [IpoTHBONOKA3aHMA).

Onuzoxudpamnuorn/napyuiena 6vopeuna pyuxuua Ha gpemyca

Puck ot HapylueHHe Ha 6b0peunaTa GyHKUUA Ha deTyca ¢ rocaeaBall OJIMFrOXHAPAMHHOH €
Habnmoaasan npu ynorpebdba na HCIIBC (k. auknogenak) or 20-ta cenMuLa Ha OpeMeHHOCTTA
HaTaThK.

Ot 20-ata ceamuna ot 6peMeHHOCTTa HaTaTeK yrnioTpebara Ha HCIIBC (Bxu. numoqaeuan ¥
NPHYUHH OJIUFOXHAPAaMHHOH, ABJDKAL CE HA HapylleHUe Ha 6bOpedHaTa PyHKLMA HA e Rz
MOX€E Ja € MOABH CKOPO CJI€] 3aMOo4BaHe Ha JTEUEHUETO U OOMKHOBEHO € 00paTuMo mp / f‘ p

npekparaBaHeTo My. Chllo Taka MmMa cbOOLIEHUS 32 CTECHABAHE HA JYKTYC ap"repuoay
Npe3 BTOPHA TPUMECTHBP, NOBEYETO OT KOMTC OT3BYYABAT ClE/ NMPEKPATABAHE HA JieYe '
TOBA AUKI0¢EHAK He TpsaOBa Aa ce npuema 1pe3 MbPBUA H BTOPHA TPUMECTBP OT Gpem



na 3abpeMeHee WM MO BpEME Ha TbPBUA U BTOPHUA TPHMECTBP OT OpEMEHHOCTTa, Tpsabaa Ja ce
npHjara Bb3MOXHO Hal-HUCKATa 1034 3a Hal-kpaThk nepuol. Cren ekcrno3uliva Ha QHKIOdeHaK B
NPOAL/DKEHHE Ha HAKOJIKO AHU OT 20-aTa reCTallMOHHA CEIMHIIA HATaThK Tp4A0Ba Aa ce 0OMHCIIH
AHTEHATATHO NPOCNeASBaHE 32 OJIMFOXHPAMHHOH H CTECHSBAHE Ha NYKTYC apTepuo3yc. Ynorpebara
Ha AuknodeHak TpabBa Aa ce NpeyCTaHOBH, aKo Ce YCTAaHOBU OJIMFOXMAPAMHHMOH MK CTECHSABAHEe Ha

OYKTYC apTepHO3YC.

[1o Bpeme Ha TpeTHS TPUMECTBP Ha OPEMEHHOCTTA, BCHMKH HHXHOMTOPH HAa NpocTariaHaHHOBUS
CHUHTE3 MOTaT Aa W3J10XKaT IUI0Ja Ha:
- CbpPOCYHO-ITYJIMOHAPHA TOKCHYHOCT (NIPEXIEBPEMEHHO CTECHABAHE/3aTBAPAHE Ha AYKTYC
apTepyo3yc U HenoapobHa xunepTonus);
- HapyuleHa 6b6peuHa QyHKUMA (BX. NO-rope).
Morat Aa U3NnoKAaT MaikkaTa M 3apOJIMLIA B Kpas Ha OpeMEeHHOCTTA Ha:
- BB3MOXHO yAB/DKABAHE HA BPEMETO HA KbPBEHE U ChCUPBAHE, KOUTO MOXKE Aa C€ MPOABAT
JOPH H NIPU MHOTO HHCKH JI03H;
-  uHXxMOHMpaHe HA MATOYHHUTE KOHTPAKLMH, KOETO BOAH 0 3a0aBEHO WIH NPOABLIKHTENHO
paxaaHe.
CnenoBarenHo yrnorpedara Ha AUKIOPEHAK NO BpeMe Ha TPeTUS TPUMECTLP OT OpeMEHHOCTTA €
MPOTHBOMOKA3aHA.

Paxxnane

Hsama npoyuBaHus 3a epexrure Ha Bonraped no Bpeme Ha paxaaHe. Kaxro npu apyru HCIIBC,
ynorpedara Ha IUKI0¢EHaK [0 BpEME HAa TPETUA TPUMECTHP Ha OpeMEHHOCTTA € NPOTHBOMOKAa3aHa
nopajan Bb3MOKHOCTTA OT UHXUOUpaHe HA MAaTOMHHUTE KOHTpakUuMu (BxX. T. 4.3 [IpoTHBONOKa3aHHU).
[pu npoyysanus Bupxy xuBoTHU HCIIBC, BrnouuTentwo auknogpeHak, mHXHOHpar
NpOCTarjiaHAWHOBUA CHHTE3, MTPUYHHARAT 3a0aBCHO paXKJaHe U YBEJIUHABAT Y€CTOTAaTa HA MbPTBO

paxaaHe.

Naunn

JaHHH NPH Xopa

IIpeowcoespemenno 3amsapsne Oykmyc apmepuosyc Ha gemyca

[Tybnukysanarta iutepatypa cpo0Oitana, ue ynorpedbara Ha HCIIBC npes Tpetus tpumMecTsp Ha
OpeMeHHOCTTa MOYKe [a IPHUYKUHH NMPEeXIEeBPEMEHHO 3aTBAPSHE HA JYKTYC apTepHo3yc Ha deTyca.

Onuzoxuopamuuon/napyuena 6vbpeuna pynkyus va ghemyca
[TybnukyBaHHTe Npoy4BaHHs ¥ MOCTMApKETHHIOBHTE A0KNaau onuceat ynotpeba Ha HCTIBC or

MaiikaTta okono 20-aTa recTallHOHHa CeIMULIA MITH NO-KbCHO MO BpeMe Ha OpeMEHHOCTTa, CBbp3aHa C
HapylicHHe Ha ObOpeunaTa pyHkLMA HA deTyca, BOAEILO A0 ONHrOXHAPaMHHUOH. Te3n HexXenauu
pe3yJTaty ce HabmoaasaT CpeHO CIe IHU 00 CEAMHLH Ha JIeYeHHe, BBIIPEKHU He PIAKo ce ¢hoO1aBa
32 ONUroxXuapamMHMOH W 48 yaca cinep 3anoupade Ha HCIIBC. B MHOrO cnyuas, HO He BbB BCHYKY,
HaMaJIIBAHETO HAa AMHHOTHYHATA TEYHOCT € BPEMEHHO K 0OpPaTUMO Cliell NPeyCTaHOBABAHE Ha
JIeYeHHETO.

JIaHHHA NPH }KHBOTHH
[IpoyuBaHHsa BLPXY penpogyKTHUBHOCTTA M Pa3BUTHETO NPH XXHUBOTHH NMOKA3BAT, Y€ NPUIAraHETO HA
AuKI0(eHaK MO BpeMe Ha OpraHoreHe3aTa He MPEAH3BUKBA TEPATOreHHOCT, BBIPEKH HHAYLIMPAHETO
Ha TOKCHYHOCT 3a MaikaTa 1 ¢eTyca pH MULLKHK Npy nepopanuu 103U Ao 20 mg/kg/aen (0,41 nuTH
MAaKCHMATHaTa npenoppumMrenHa ao3a npy xopa (MRHD) 3a Bonrapen, 200 mg/nen, Ha Gazarta Ha
CpaBHEHHE Ha TenecHaTa NoBbLPXHOCT (BSA)) ¥ npu nabXoBe U 3aHUM YU NEPOPaNHU JO3H A0

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

B npoyuBaHe, nNpu KOeTo Ha OpeMEHHM IUTBXOBE Ca MpWiaraHu nepopaiHo 2 uinu 4
auksnodenak (0,08 u 0,16 met MRHD BB3 ocHOBa Ha BSA) OT rectauuoHeH aeH
KbpMEHE, € oTOeNA3aHa 3HAYHUTE/IHA CMBPTHOCT HA MAWKKTE (MPUYHHEHA OT CTO
MEPUTOHUT). Te€3U TOKCHYHHU 3a MaKKaTa J03M Ca CBBP3aHH C JTUCTOKHSA, YBENHYE

fod

la




MPOABLHKATENHOCT Ha OpeMEHHOCTTa, BbTPEMATOUHO 3a0aBsHe Ha pacTexa U HamaneHa
NPEXUBAEMOCT HA FLTOA.

[Tpunoxennero na HCIBC (BKAIOUHTENHO AMKNO(EHAK) MOTUCKA OBYJIAUHUATA NPH 3aHLH H
UMIUIAHTALMATA U [UV1AUCHTALMATA NIPH TUTHXOBE M BOIM A0 NPEXAECBPEMEHHO 3aTBApAHE HA JYKTYC

apTepHo3ycC Ha deryca.

Kspmene

O0ob6uieHHe HA PHCKA
Karto u npyru HCIIBC, auxnodeHak, npeMuHaBa B KbpMaTa B MAIKH KonHuecTBa. [lopanu ToBa
BonrtapeH, He Tpa6Ba 1a ce MpUEMa IO BpeMe Ha KbPMEHE, 3a J1a € W3DETHAT HEXEIaHHTE

JIEKapPCTBEHH €(PEKTH 332 KbpMAa4eTO.

JaHHH BpH Xopa
Inxnodenak e 6un orkpHT B HUcka koHueHTpauua (100 ng/ml) B kbpMaTa Ha eqHa MaHKa JieKyBaHa
nepopanHo cue 150 mg/aeH con Ha AMKnodeHak. OYakBaHOTO KOJMHUYECTBO, [IPHEMAHO OT KbpMaUeTo

¢ KbpPMaTa € eKBUBANEHTHO Ha no3a oT 0,03 mg/kg/nuesHo.
Pepruaurer

PepTHIAUTET NPH XKeHH

Kakrto u apyrute HCIIBC, npunoxenvero Ha Bonrtapen, Moxe Aa YBpeaH XKEHCKUA QEPTHIHTET U HE
ce MpenopbuBa Npu XeHH, KOUTO NMpaBAT ONUTH Aa 3adpeMeHeaT. [1pH keHH, KOUTO MMAT TPYAHOCTH
npu 3a0peMeHsSBAHETO MITH Ce W3cneaBar 3a 6eannoaue, Tpabea na ce 0OCHAN NpeKpaTsBaHe Ha

ynotpebata Ha BonrapeH.

@epTHIHTET IPH MBXKE

Hsama nanuu npy Xopa 3a edpexta Ha Bontapen BbpXy (PEpPTHIKHTETa Ha MBXKE.

Huknodenak, npuioxkeH B 103a 4 mg/kg/neH Ha MBIKKH H XKEHCKH NTbXoBe (npudnaunsurento 0,16
mesTH MRHD BB3 OCHOBa HA CpaBHEHHME Ha TenecHaTa mosbpxHoOCT (body surface area (BSA))), ne

MOBNHABA PepTUIMTETA.
4,7 Edextn BLpxy cnocobHOCTTa 32 modupaHe H pabora ¢ MAIIHHA

[TaueHTH, KOMTO HMAT 3PMTENHH HAPYLICHHSA, UyBCTBAT 3aMasHOCT, CBETOBBPTEK, CHHIHBOCT WiH
APYTY HAPYILEHUA HA UCHTpAJIHATA HEPBHA cHCTeMa, AoKaTo npHemat BontapeH, tpadBa na ce
BL3ABPXKAT OT WIodHpaHe WIH paboTa ¢ MALIMHA.

4.8 Hexenand JeKapCTBEHH peaKHH

JaHHHUTE OT KIHHHYHHTE NPOYy4YBaHHA U €MHAEMHAOIIONMUHHTE JAHHH €THAKBO COYAT KbM MOBHLUIEH
PUCK OT apTepraity TPoMOOTHYHHM CHOUTHA (HanpuMep MHOKAPIEH HHGAPKT WIH HHCYIT), CBbP3aHHU
¢ ynorpebata ra auiiodenak, ocobeHo npu Brucoka Ao03a (150 mg AHEBHO) U NPH NMPOABIDKHTETHO
neuenue (px. T. 4.3 1 4.4 [Iporusonokazanua ¥ CrnielUaNHH NpeaynpexxACHHA K NPpeaAna3Hi MEPKH

npu ynorpeda).

Hexenanute nexapcreenn peakuuu (Tabnuua 1) ca foknaaBany NpH KIKHUYHH U3NUTBAHHA WHIH OT
CNIOHTAHHH CHOOLLEHHUS WIN JIMTEPATYPHH HITOUHUIM M ca u30poeHn cbriacHo MedDRA — no
CHCTEMO-OPTaHHH KJlacoBe. BLB BCEkH CHCTEMO-OPraHeH Kac HEXeNaHUTE JIEKAPCTBEHU PEaKLtiM ca
noApeJeHK CNope/l YeCTOTaTa, KaTo Hail-4ecTUTe Ca Ha TbpBO MACTO. [IpH BCAkO rpynnp
3aBHCHUMOCT OT YECTOTATAa, HEXKENAHUTE PEAKLIMH ¢a H30POECHH B HU3XOMAL PE/ IO OTHEMIGH!
TAXHATA CEPHO3HOCT. YecToTHTE Cca ONpeeNeHM KaTo € H3MOJI3BaHa C/IeAHaTa KOHBEYE (TQR
[11): muOrO YecTH (>1/10), uectu (>1/100, < 1/10), Heuectu (>1/1000, <1/100), penghaste-t/ 1@ ‘t,“,
<1/1,000), muoro peaxu (<1/10 000). S [ AEYY,




M30poeHnTe No-10/1y HeXENaHU NEKapCTBeHH €(eKTH, BKITIOYBAT Te€3W ChodlllaBaHU npy ynoTpedara
Ha BonTapeH Cyno3suTOpHHM W/ WK APYrH NeKapCTBEHH GopMU HA JHKNOPEHAK KAKTO MPH
KpaTKOCpOYHA TaKa W NpH NpOABIDKUTENHA ynoTpeda.

Tabanna 1: Hexenann JekapcTBeHH peaknuu

Hi!ByllIEHIIiI Ha ICP'I:BOHDCH&TH H JIIIM(IIHR CHCTCMH

MHoro penKH:

TpoMOouMTONEHHA, TEBKOMECHUA, AHEMUS
(BKIFOUMTENTHO XEMOJIMTHYHA K anjlacTHYHA
aHEMHA ), arpaHyIOUMTO3a

Hapymenns B2 HMYHHART2 CHCTEMA

Penku: CBpBbXUYBCTBHTEAHOCT, aHA(UIAKTHYHHN H
aHa(UNAKTOMIHU peaklKy (BKJI. XHITOTOHHA H
HIOK)

MHuoro peaku: AHruoegeM (BKJIL. JIMLIEB €1EM)

IIcHXH4YHH HApYmEeHHud

MHoro peaku:

HezopueHrauys, aenpecus, 6€3ChHUE, HOLLHU
KOLIMAapH, pa3pa3sHUTENHOCT, ICUXOTHYHH
HapyILEHUA

HapyumieHHd HAa HEPBHATA CHCTEMA

YecTu: I'naBoGosnue, 3amMasgHOCT
Penaku: CBHLHIMBOCT
MHoro peaku: [lapecTe3uy, HapyLUEHHS HA TAMETTa, 'bPUOBE,

TPEBOXKHOCT, TPEMOP, aCENTHYEH MEHHHTUT,
NPOMAHA BbB BKYCA (AUCTrEY3Hs ), MO3BYHO-CHAOB
HHUMIEHT

Hapywenus na 04UnTe

MHOro peiaKH.

HapyueHue Ha 3peHHETO, 3aMBITIEHO BHXKIAHE,
IHIIOTIHA

HapymeHnus na yxoto u 1abupHHTAa

Yecru:

CBETOBBPTEX

MHOro peaku:

BnouteH ciyXx, THHHTYC

CobpaeuHH HApYUIeHHS

HevyecTh: *

HHpapkT Ha MHOKapa, ChbpAe4Ha HEOCTATBYHOCT,
NMaJIMUTALHH, FpbAHa 00JIKa

C HeU3BECTHA 4YEeCTOTA:

Cunapom Ha Kounis

CraoBR HApYIICHHA.

MHoOro peaku:

XHNEepTORUS, BaCKYJIUT

PECIIIIPHTDPHI‘I, 'PbAHH H MENHACTHHAJINH HADYIONCHNAH,

Penkuy:

ActMma (BKJ. 3a11yX)

MHOro peaKHu:

[lHeBMOHMUT

CTGHR[I]HD-‘IPCBHII HaApYIICHHSA

YecTH:

["aneHe, noBpbLIAHE, AUAPHUA, AUCIIENICUA, KOPEMHA
Oonka, pnaTyneHLMA, HAMANEH aneTHT

Penku:

I"ac*rpm, KbPBCHC OT CTOMALUHO-YPCBHHA TPAKT,

xemaTemesa, MelieHa, KbpBaBa JUapHs, CTOMAUIHA
UAM YpeRHa A3Ba (CbC WIH He3 KbpPBEHE,




Muoro peaku: KonauT (Br1. XeMOparHueH KOJMHUT H €k3alepoaliuy
Ha yaueposeH konut win 6onect Ha Crohn), 3anek,
CTOMATHT (BKJI. YJILEPO3EH CTOMATHT), IJIOCHT,
HapyLISHHA Ha XpaHonposoaa, AMadparma-
NnoaoOHK CTECHEHHMS Ha YE€pBaTa, MAHKPEATHT,

XEMOPOHIH

C HEW3BECTHA 4ECTOTA! HMcxeMUydeH KouT

XenaTo-ONJHAPHH HApPYIUEHHS

Yecu: YeenuueHne CTOMHOCTHTE Ha TPAHCAMMWHA3HTE

Penku: XenaTur, XbATEHHULA, YHEPHOAPOOHH HApYILEHUS

MHOro peaKH: QyrnMHUHAHTEH XENATUT, YEpHOApOoOHA HEKpO3a,
YyepHOApOOHa HEAOCTATHUHOCT

HapymeHHus HA KOXKATA H NOAKOXKHATA ThKaH

Yectu: Ob6pus
Peaxu. YpTHKapHs
Mnoro peaku: BynozeH nepMatHT, ex3eMa, epuTeM, erythema

multiforme, cHHApOM Ha Stevens-Johnson,
TOKCHYHA €NMASPMANHA HEKPOK3a (CUHAPOM Ha
Lyell), ekcdhonuaTtuBeH aepMaTuT, Koconan,
peakUUH Ha POTOUYBCTBUTETHOCT, NMyPRYpa,
mypirypa Ha Schonlem-Henoch, cepbex

Hapymienss Ha 0L0pennTe H NHKOYHHTE IHTHINA
MHOro peaKu: Octpo 6B6peuHo yBpexnade (octpa 6b0peuHa
HeI0CTATbUYHOCT), XeMaTypHs, NPOTEHHYPH4,
HedpO3eH CUHAPOM, TYOYJIOWHTEPCTHLIMANCH
Hedpur, 6BO6peuHa nanuaapHa Hekpo3a

O6mu HapylieHAs H epeKTH HA MACTOTO HA NPHIOKEHHE

HecTH Pa3apa3HeHHE B MACTOTO HA MPHIOKECHHE
Penku: Orok

* YecTOTaTa OTPA3sBa JAHHU OT NMPOABKUTENHO JieueHHE ¢ BUCOKH 403M (150 mg axnesHo).

Onncanne HA H30pPaHH HEXENAHH 1EKAPCTBEHA PEAKIHH

ArepoTpoMboTHURH CHLOHTHS

dapMaKoenUAEMHOIOrMYHHTE JaHHH U T€3H OT META-aHAIM3a COYAT 32 JIEKO NOBUUIABAHE HA PHUCKa
OT aTepoTpoMOOTHUHH CHOUTHS (HanpuMep HHGAPKT HA MHOKap/ia) CBbp3aHu ¢ ynorpedara Ha
auknodeHak, ocobeHo npu Bucoku Ao3H (150 mg AHEBHO) H NO BpeMe Ha NMPOABIIKHTEIIHO JICHEHHE

(Bxk. T. 4.4 CnieManHy nNpeaynpexaeHUa H MpeanasHi MEpPKH NpH ynotpeba).

BriyanHu epeKTH

BusyanHuTe CMYBIEHHSA KATO 3PUTEIHO YBPEKIAHE, 3aMBIJIEHO 3pEHHE WITH AMILUIONHS U3IIeKAaT
epextyt Ha xnaca Ha HCIIBC u o6HkHOBEHO ¢a 0OpaTUMH NPH NPEeyCTaHOBABAHE HA NEHEHHETO.
BeposaTHHAT MEXaHN3 LM 32 3PUTEITHH CMYLLEHHS € HHXHOMPAHETO HA CHHTE3A Ha MPOCTArIaHAWHU
[IPYrH CBbP3aHH ChEAWHEHHS, KOMTO MPOMEHAT PEry/IMPaHETO Ha KPBBHHA TOK HAa PETHHATA, KOETO
BOJIK O MOTEHUMAIHH TIPOMEHH B 3PEHHETO. AKO TAKMBa CUMNTOMH C€ MTPOABAT MO BPEME Ha
nedueHHeTo ¢ aAuKiodeHak € 1oope na ce 0dMuUcau 0HTaIMOIOTHUHOTO H3C/IEABAHE, 3a /1a Ce

M3KIOYAT APYTH NPHYMHH.

Cho0maBaHe HA NOJO3HPAHR HEKEJTARH PeaKUHH
Cbo0LIaBaHeTO Ha MOJO3HPAHM HEKENIaHH peaKkLMU CNej pa3peluabaHe 3a ynorpeba Ha ngks
NPOAYKT € BaxHo. TOBa MO3BOASBA Aa IPOAB/KH HAOMONEHUETO HA ChOTHOLUCHHETO PPN
neKapcTBEeHUA NPOAYKT. OT MEAULIMHCKUTE CIIEHANHCTH C€ H3HCKBA 1a ChOOLIaBaT JE

SRR N\ S\
MOJO3UPAHA HEXEeNaHa Peaklud upe3 HaUHOHAHA CHCTEMA 33 ChoOIaBaHe: Q. o s '%‘ 1.!
EAWY L E,r‘( £
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EnyemahS
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4.9 Ilpenozupane

CaMOoTomMu

Hsama TunvuHa KIMHHYHA KapTHHA, aCOLMHpAaHa ¢ npefo3upaHe Ha AukiiogdeHak. [IpenosupaHeTo
MOKe 1 MPEAN3BUKA CHMITTOMH KaTO: MOBpBIIaHe, CTOMALIHO-UYPEBHO KbPBEHE, AMapHs, 3aMastHOCT,
THUHHTYC WIH rppuose. B ciyvait Ha 3HaUHMO OTpaBAHE € BLIMOXKHO J1a HACTLOAT OCTpa OpOpeuHa
HEeJAOCTATBYHOCT M YepHOAPOOHO yBpeEXKIaHe.

TepaneBRTHYHE MEPKH

Jleuenmero Ha octpoto orpaesde ¢ HCIIBC, sxmounTenHo auknodeHak, BKNO4Ba raBHO
MOAABPKALIM MEPKH M CHMIITOMATHYHO NieueHHe. 3a YCN0KHEHUA KaTO XHMOTOHMSA, 0b0peuHa
HeI0CTATbYHOCT, FbPUOBE, CTOMALUHO-YPEBHH HAPYIUIEHUA M NOATHCKAHE HA JHUIAHETO Ce MpHarat
NOAAbPXKAIH MEPKH U CUMOTOMATHYHO JIEUEHHE.

MaJiko BEPOSTHO € CreLHaIHi MepkH KaTo ¢popcupaHa Ay pe3a, JHajiv3a HiH xemonepdysus Aa
nomorHar 3a enmmunupane Ha HCIIBC, piunouyutenHo auxinogeHak, TbH KaTo CTENEHTa Ha TAXHOTO
CBBP3BAHE C MPOTEHHUTE € BUCOKa U METADONH3MBT UM € EKCTEH3HBEH.

. OAPMAKOJOI'HYHU CBOMCTRBA

5.1 PdapMakogHHAMHYHH CBOHCTBA

dapMakoTepaneBTHYIHA Ipyna
[TpOTHBOBB3NMANMTEIHM U NPOTHBOPEBMATHYHH NIPOAYKTH, HECTEPOUIHH, MPOM3BOAHH Ha OUETHATa

KHcennHa ¥ cpoaHu Bewectea (ATC xoo: MOTA B0S).

MexannibsMm Ha AeHCTBHE

BostapeH cbpabpxa OUKIo(EeHaK HATPHUA, HECTEPOUIHO BELIECTBO ¢ H3PA3CHH aHTHPEBMATHYHH,
[IPOTHBOBBLINANTENHH, aHANIeTUYHH M aHTH-NUPETHYHH CBOMCTBA. 32 OCHOBEH MEXaHU3IbM Ha
JAEHCTBHE C& CUWTA HHXUOHPAHETO Ha NPOCTariaHAMHOBATA CHHTE34, KOETO € JEMOHCTPHPAHO
ekcnepuMeHTanHo. [pocTariaHAMHKTE UrpasT OCHOBHA POJif B NPOLECHTE Ha BB3NaleHKe, 00/1Ka 1
NMOBHUIIIABaHE HA TEMIIEpaTyparTa.

In vitro aMKiiogeHak HaTpuil He NOATHCKAa OHOCHHTE3aTa Ha POTEOrTHKAHH B XPYIIAIa B
KOHLIEHTPALIMK, EKBHBAJICHTHH HA Te3M, JOCTUTHATH MPH XOpa.

PapmMaxkoIHHAMUYIHH ePEeKTH

[Mpn peBMaTHuHM 3a60N9BaHHA MPOTUBOBL3NAIHTETHATE H AHAIINETHYHH CBOMCTBA Ha AMKIIO(PEHAK
NpeIN3BUKBAT 3HAUMTENHO Ob/IeKHeHHEe HA CHMITOMUTE ¥ IPH3HALMTE, KaTo OOJIKa MpH MOKoi, Oonka
[pH ABWKEHUE, CyTPEILHA CKOBAHOCT U OTOKA B CTABHTE, K BOAAT N0 GYHKUMOHAIHO NOAOOPEHHE.

[Tpu nocT-TpaBMATHYHH M MOCTONEPATHBHU BB3NAINTENHH CHCTOAHHA JHKIIO(peHaK OBbp30 ycnokosea
croHTaHHAaTa 60nKka u O0oNKaTa NpH ABHXKEHHE H HAMAIISBA [OLYBAHETO MPH BH3MAIEHHE H OTOKA Ha

paHaTa.




B KIHHHUYHH NMPOYUBaHHA, CHILO TaKa € YCTaHOBEHO, ue BonrapeH npurexasa H3pa3eH aHaNreTHYEH
edeKT Npu yMepeHa 10 Texkka 60nka oT HepeBMaTHYeH NpoH3Xod. KNHHUYHK W3CNEeABaHHS NOKA3BAT
CBLIO, Y€ MPH IbPBHUYHA AHcMeHopes Bontapen Ma cnocobHOCTTA Aa ycniokosasa 0oJikaTa M 1a
HAMAanABa CTENEHTA HA KbPBEHE.

Bonrapen e nemoHcTpupan 6naronpusteH €heKT K NpH CHMIITOMH Ha MMUTPEHO3€H NPHCTBI.

3.2 PapMaKOKHHETHYHA CBOHCTBA

AbcopOuus

JuknodeHak uma OLp30 Ha4ano Ha pe3opOums OT CYNIO3UTOPHHUTE, HE3ABHUCHMO Y€ CKOPOCTTA Ha
aGcopbLHATA € no-0aBHa B CPaBHEHHE C NEPOPATHO NPUETUTE CTOMALUHO-YCTOHYHBH TabseTku. Caen
NpUIOKEHHETO HA 50 mg noj popmara Ha CYNIO3UTOPHH, NIMKOBATA [LTa3MEHA KOHIIEHTpaLlKA ce
JIOCTHIa CPEAHO 3a | 4ac, HO MAKCUMATHH TUIA3MEHH KOHLIEHTPALUH €a 0KO0JIO 2/3 OT TE3H JOCTHIHATH
cnes NepopaiHo MPUIOKEHHE Ha IPHETHTE CTOMALUHO-YCTOHYHBY TaONETKH.

OKOJIO NOIOBHHATA OT MEPOPANTHO HIH PEKTATHO NPHETHA IUKN0odEHaK ce MeTabonu3npa No BpEME Ha
[TLPBOTO ApeMuHaBaHe npes uepHusa Apod (“first pass™ edexT) ¥ 3aTOBA 10L1TA NOA
KOHUeHTpallHoHHaTa kpuea (AUC) e okono aBa MbTH NO-MaJjlka, B CPaBHCHHE C TasH Cle/
MapeHTEpaTHO NPUNIOKEHUE HA EKBUBAJICHTHA J1034.

(dapMakOKHHETHKATA He Ce MPOMEHS Cliell MHOTOKpaTHO npwioxenue. He ce Habnmonasa kyMynupaue
[IpY CNIa3BaHE Ha NPENOpPbUYBAHUTE KO30BH HHTEPBAJIH.

[Lna3zMeHUTe KOHLUEHTpaUMH, AOCTHIHATH IIPU AeLa NPy MPUIOKEHME Ha eKBUBAIEHTHH 1034 (mg/Kg
TeNEeCHO TErno) ca nonoOHU Ha TE3U NMPH BL3PACTHH.

Pa3npeaenenne
99,7% oT quMKIO¢EHAK Ce CBBP3BA CHC CEPYMHHTE MIPOTEHHH, IM1aBHO ¢ aidymHHa (99,4%).
VeraHoBeHMAT 00eM Ha pasnpeaenenue ce uzuucnasa Ha 0,12-0,17 I/kg.

Juxnodenak npeMHMHaBa B CHHOBHANIHATA TEYHOCT, KbAETO MAKCHMAJIHH KOHLICHTPALIKH CE
YCTaHOBSABAT 2-4 yaca ciell JOCTUraHE Ha MUKOBUTE U1a3MEHH HHBA. ENMMUHALMOHHHUAT MOTYXKHBOT
OT CHHOBHAJIHATA TEYHOCT € 3-6 4aca. /IBa yaca cies J0CTHUraHe Ha NMHKOBY IU1a3MEHU HUBA,
KOHLIEHTPALIMATA HA AKTHBHOTO BELIECTBO € BEUE NO-BUCOKA B CHHOBHA/IHATA TEYHOCT B CPABHEHHE C
[U1a3MaTa U 0CTaBa Takasa Ao 12 yaca.

Buorpancpopmanng/ MeTadoIHIBM

BuotpaHcdopMaLusTa Ha UKNIOPEHAK C€ W3BBPUIBAZ YACTHHHO Ype3 MIOKYPOHHPAHE HAa MHTAKTHATA
MOJIEKYJIa, HO TJIABHO uYpe3 eAMHHYHO WJIH MHOTOKPAaTHO XHAPOKCHIHPAHE HIK METOKCHIIMpAHE, B
pe3yJITAT HA KOETO CE MOMy4YaBaT HAKONKO geHonoBu merabonura (3’ -hydroxy-, 4’ -hydroxy-, 5-
hydroxy-, 4°,5-hydroxy-, u 3'-hydroxy-4'-methoxy-diclofenac), noseyero oT KOUTO ce KOHBEPTHpAT
A0 IMOKYpOHOBH KoHioraTy. JIBa ot Te3n geHonoBH MeTabosiuTa ca OHONOrHYMHO AKTUBHH, HO B
MHOTO NMO-MAJIKa CTeNEH OT AMKNO(dEeHaK.

EnxaMHHHpaReE

ToTanHus cHCTEMEH KIMPBHHC Ha JuKIodeHak oT razMara € 263 = 56 ml/min (cpeaHa CTorHOCT +
SD). KpaiitiuaT nonyXusoT B IiasMmara € 1-2 yaca. Hernpu oT MeTabonuruTe, BKIIOUHTENTHO ABaTA
aKTHBHH, CHILO MMAT KpaThK MiasmeH nomayxuBot ot | 1o 3 vaca. Enun ot metabonutuvre, 3 -
hydroxy-4 -methoxy-diclofenac, iMa MHOrO NMO-IABJTBI N1a3MEH NONYXKHBOT. To3u MeTabosut, obave,
€ MPAKTUYECKHU HEAKTHBEH.

Oxkono 60% oT npueraTa A03a ce U3TbYBa C YPHHATA KaTO MNIIOKYPOHOBH KOHIOTATH H;
MOJIEKYJIa H KaTO MeTabOoJIMTH, MMOBEYETO OT KOHUTO CBILO C€ NMPEBPLIIAT B MIOKY POy

[To-Manko oT 1% ce U3 TbuBa KaTO HEMPOMEHEHO BellecTBO. OcTaHanaTta 4acT OT [ u
enuMHHHpPa nox dopMara Ha MeTaboUTH Ypes HUTBYHHS COK B H3NPAKHEHHATA,



JIunelHOCT/ HEJIHHEHHROCT
Pe3opbupaHoTO KONTUYECTBO € B NUHeHa 3aBUCHMOCT OT rojicMMHaTa Ha [IpWIOoXKeHaTa 103a.

ChnensaHH rpynH DAHEHTH
He ca nabnionaBany 3Ha4UMMH pa3nuuns B pe3opOunsra, MeTtabosn3iMa UK U3TBUBAHETO Ha

MeJUKaMEHTA B 3aBHUCHUMOCT OT Bb3pacCTTa.

[Tpu nalMeHTH, CTPAAALUM OT HapylleHHe Ha OLOpeunaTa QyHKUMA, OT KMHETHKATA HA €JUHUYHA 1032
HE MOraT Ja Ce HaNpapAT U3BOAM 3a KyMYJIUPaHe Ha HEINPOMEHEHO aKTHUBHO BEILECTBO, IPH
M3MON3BaHe Ha OOMYANHUTE TEpANEBTHYHHU CXeMH. [IpH KpeaTHHHHOB KJIHPBHC MO-MaltbK OT 10
ml/min H3YKCICHOTO PABHOBECHO CHCTOSAHHE HA TU1a3MEHUTE HUBA HA XHAPOKCU-METabDOIUTUTE €
OKONO 4 MbTH MO-BUCOK OTKOJIKOTO NP HOPMAJTHHTE NnauueHTd. B te3u ciyqai obaue, Merabonurure

CC CNAHMMHHHUPAT YPE3 HKITBUKATA.

[Tpn NauMEHTH ¢ XPOHHYEH XENATHT WIH KOMIIEHCUpaHa YepHoApoOHa IHPO3a KHHETHKATA H
MeTabonH3Ma Ha JMKITIOMEHAK Ca CBHIIUTE, KAKTO MPH nalueHTH 0e3 4epHOAPOOHO 3abosBaHe.

5.3 IIpeaxJIHHHYHH ARHHA 32 0e30NACHOCT
[IpeaxnMHHUH{TE JAHHH OT NPOYYBAHUA 33 TOKCHUYHOCT C €IMHUYHA ¥ MOBTAPALIM C€ J03H, KAKTO H
OT MPOY4YBAHUATA 32 FEHOTOKCHYHOCT, MyTareHHOCT W KapLUWHOI€HHOCT ¢ AUKIOPEHakK He MoKa3BaT

PHCK 3a XOpaTa NpH olpeae/icHaTa TepaneBTHYHa 103a.

3a nosede HHQoOpMaLMA BIDKTE TOUKa 4.6 DepTUNHTET, OPEMEHHOCT H KbPMEHE.

6. OAPMAIIEBTHYHH JAHHHU

6.1 CuoHceLK HA NOMOLIHETE BeHISCTBA
Tebpaa mac.

6.2 HechBMECTHMOCTH

Henpunoxxumo.

6.3 Cpox Ha roaHoCT

3 roauHM

6.4 CnenHannu ycJIOBHSA HA ChXPAHEHHE

Jla He ce ¢bxpaHaBa Haa 30°C.
Jla ce cbxpaHsABa B OPHrMHaIHaTa ONaKOBKa.
BonTapen cynozuropuu TpadBa J1a ce CbXpaHsaBa Ha MACTO, HEIOCTBITHO 32 Aeua.

6.5 Baa B chaAbpKAHEAE HA ONAKOBKATA

50 mg cynosutopum X 10
100 mg cyno3uTopHu X 5

6.6 Cnennannu npelnasHi MepKH HPH H3XBbPJAHE H padoTa

CynosuropuuTte He TpAOBa 1a ce AENAT, 3ai0TO HENOIXOAAIHTE YCIOBHA HA ChXpagk
npeH3BHKaT HEPABHOMEPHO pasnpeAc/cHHe Ha aKTHBHATa cyOcTanLMUA.




7. TIPUTEXATEJ HA PA3ZPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building
Elm Park, Merrion Road

Dublin 4
Hpnanaus

8. HOMEP(A) HA PAZPEHIEHUETO 3A YIIOTPEBA

20020738 (Bosnrapen 50 mg cynosutopumn)
20020739 (Bontapen 100 mg cynosutopuu)

9, JATA HA I'HPBO PASPEINABAHE/TIOJHOBABAHE HA PAZPEINIEHUETO 3A
YNIOTPEBA

JaTta Ha mspBO paspeinaBaHe: 16 gespyapu 1981 r.
Iara Ha nocneAHo noaHosaBaHe: 27 cenmremspu 2007 r.

10. JATA HA AKTYAJIN3IUPAHE HA TEKCTA




