KPATKA XAPAKTEPHCTHKA HA NPOAYKTA

1. UME HA JEKAPCTBEHMA ITIPOAYKT

Jhactax 150 ID 150 mg TabneTky ¢ u3MeHeHO 0CBOGOKIABaNE
Diclac 150 ID 150 mg modified release tablets

2. KAYECTBEH H KOJINHECTBEH CHhCTAB
1 Tabnetka Jluxsak 150 ID ¢ paMeHeHo ocBoGoxKAaBaHe (IBYCNOHa) ChABDKA!
25 mg nvknodenak natpuit (diclofenac sodium) Gpp3o ocsobokAaBAHE;

125 mg nuxnodenax narpuii (diclofenac sodium), 6aBgo 0CBOOOKIABAHE.

3a THIHKES CIUCHK HA HOMOLIKNTE BellleCTRa BHXTE ToUKa 6.1,

3. JEKAPCTBEHA ®OPMA { U3MLAHMTENHA ATEHUNS 110 NIEKAPCTS.
Kpana Xapaxmepcmiuxa #e npogyxma - lpusdxenue 1

TaGNeTkH ¢ HIMEHEHO 0cBOGOKIaBaHE (IBY CTIOHHK). Kout Po. e AocA0 5 2

4 KJIMHWYHH JAHEH Paspeuweie N REL 1T S %/?!

4.1 TepaneByHunHN NOKA3aHUA | Ogodpere Ne e A Zlm--:-’

3a neuenne Ba:

&  ER3{IANHTENHEY M JETeHepaTHBHd GOPMH HA CTABHM 3a00NABAHUA: PEBMATOMIEH APTPHT, IOBEHHICH
XPOHHYEH APTPHT, AHKAIO3MPAIL CTIOHIWIHT, OCTE0ApTPAT U CTIOHANIOAPTPHT, GonesHeHu
CHHEPOMHE HA rpbOHAYHNS CTHI0, U3BLHCTAREH PEBMATHIEM
[OAArpo3aa Kpraa
MOCTTPABMATHIHA H IOCTONEPATHEHA BONKA, BH3NANCHHE M OAYBAHE, HAIP.C/e] CTOMATOAOrMHHA
HITH OpTorefudHa ofepatiia

+  GoJe3HeHH WHITH BE3MATHTE/ BN CECTOSHAA B THHEKOIOTHATA, HATID. ITHPBHYHA ZUCMEHOPEH HITH
ANHEKCUT

®  XaTO JAOIThITHEHHWE RpPH JiedeHHe Ha TSKKH Oo¢3HeH: HR(EKXIHY Ha YXOTO, HOCA Y TBPIIOTO,
Harp, TousuiohapunriT, otuT. Craseatika OCHOBHHTE TEPANEeBTHYHH NIPHHLMITH, NOJICKANOTO
3a607Bane TPAGBA ha ce JIeKyBa ChC ChOTBeTHATa Tepamia. GebpuiuTer, cam 1o cebe cH, He e
fIOKA3aHME 32 NPWIOHEHHE.

4.2 o3upoBKA H HAYHH HA NPUIOKEHNne

Hosnpoeka

" Tlpenopsuyea ce A03aTa Aa Obae HHINBHAYATHO CHOOPA3EHA | 14 Ce PUIIATa Hail-HHCKaTa etdexryBHa H03a
33 Rh3MOKHO Hali-KpaThK CPOK.

HexenanuTe NeKapCTBEHH PeaKiAM MOTAT A3 GhLAaT CBeASHH A0 MUHHMYM 4pe3 H3N0A3BaHEe Ha HaH-
HICKaTa edieKTHBHA 1032 33 Hali-KpaTKus NIEpUOJ OT BpeMe, HEOOXOMHM 38 KOHTPO/IHPaHE Ha CHMITTOMHTE
{(BiDK Touka 4.4 CrienManHu IpeayIPexIeHAs | [IPEANa3Hi MEPRH Iipu yitorpeba).

BoipacThu
TipenophusirenHara HauanHa 7033 € 100 fo 150 mg. Ilpy no-fexkn Ciyyan, KaKTO H APH BPOXBLKHTENHA
ynotpeba, OGMKHOBEHO ca JocTaTeylH 75 5o 100 mg nresHo.

TIpn epBAYHA JUCMEHOPEA AHEBHATA 1032 TPa(Ba Aa Ce alanTHpa YHIMBHAYANHO # o6HHal
mg. TpatBa fa ce NpUIOKHA HaYanHa A03a ot 50 30 100 mg ¥, npu HEOOXOIUMOCT, 1A Ce
Ha HAKOJKO MEHCTPYTHY LIMKBJ@A 10 Makcumanyo 200 mg/neH. Jieuenuero Tpsbsa 1a
HA TEPBUTE CHMIITOMM H B 32BUCHMOCT OT OIUTAKBAHAATA, 12 TPOXBIDKH HAKOAKO JAHH.




Jknak 75 ID

Tpw pB3pactay ce npunara | TaGieTka c H3MEHEHO 0CBOOOKIaBake { EKBHBANCHTHO Ha 75 mg AHKTOheHAK
HATpHl) BEOHBX HEBHO. AKO € HeOBXO0HMO, JHEBHATA 1032 MO%e f1a Gble yBeaudeHa Ha 2 TabIeTKH ¢
H3MEHeHO 0CBOOOKIaBaHe (EKBUBATEHTHO HA 150 mg AuKIo(heHaK HaTPUH) BEAHBX JHERHO.

Huxnax 150 ID

TTpu BB3pacTaM ce npunara | TabneTka ¢ M3MeHeHo ocBoGoKaarane (SKBUBANEHTHO Ha 150 mg yuKknOdeHaK
HATpUIL) BeHLXK AHeBHO. [TperopsudTenaTa [03a OTFOBAPS KA MAKCHMANTHATA AHCBHA 7034 H He TPiGBa 12
¢e TIpEeBHLIABA.

CrieyaiHil Oy AN
Heduampunna nonyrnayus

Tlopam KoMYecTBOTO Ha Auxioderak Juiiak TableTky He ca MOIXOMIH 33 ynoTpeba Npy Ieua 1
TOHOMIH.

Hayueumu 8 cmapuecka evspacm (vao 65 200uriu)

He ce Haara KopeKIug Ha J03aTa [Py [ALHEHTH B CTapuecka Bh3pacT. Heo6XoMMO & NOBHIIEHO
BHHMaHWE JIPH XOPa B CTapuecka Bh3PACT MO OCHOBHM MEIMIIMHCKH ChOOpakeHHd, B YaCTHOCT IIPH
HEMOILHH BE3PACTHH NAUACHTH HIH [P NTAUACHTH C HHCKO TEIECHO Terno (BXk. To4Ka 4.4).

Vemanosero copdesno-cod060 3060A6ane Wil SHEYUMERRY PUCKOBU (PaKMOPU 3a CbPOEHHO-CbO06Y
UHYUOSHMY

JleueHuerto ¢ AUKIO(EHAK KaTo UAN0 He ¢ MperopbiBa Ipy NAUKMeATH ¢ YCTAHOBSHO ChPISHHO- CBROBO
3a60/MBaHe WAH HEKOHTPOHpaHa XunepTonns. ITpu HeobxoauMocT NIaLAEHTHTE C YCTaHOREHO CHPACHHO-
CHIOBO 3a60NBaHE, HEKOHTPOTUPAHA XHIIEPTOHHKSA WIH 3HAUATEIHH PHCKOBH (PaKTOPH 38 CbPAEIHO-CHIO0B
WHIMAEHT TpsGBa JIa ce MekyBaT ¢ MKIo(peHak camo clell BHUMATEHA IpeligHKa 1 B 1031 < 100 mg
THEBHO, aKO NIEYeHHETO NPOTELILKARA NIOBSYE OT 4 ceamuiM (BX. Touka 4.4).

Bulpeuno yepexcdare
TIpoTusoNOKa3aHa € ynoTpebara Ha AMKIO(EHaK IpU MTAUMeHTH ¢ Gb0petHa HENOCTATEHHOCT (GFR <15
ml/min/1,73 m?)(ex. Touka 4.3 ,[TporiBonokasanug").

He ca mpoBekiand OPOYUBaHAA CIELHATHO NPH NallieHTH ¢ Gp0pedHo YBPEeKIaHE, NOPaIk KOSTO He MoTat
14 ce 13T CIEn#dIIHH IPEenopbLKH OTHOCHO KOPHIHPAKeTo Ha no3ata. HeoOxoauMo e NOBHILEHO
BHMMAHME NPH NpAJIaTake Ha AHKAOhEHAK TPY HaLHEHTH C IeKO A0 YMEPEHO OB0pedHo yBpPeXRaHe (BX.
Touka 4.4 ,,Crienuanyu npesynpexacHus ¥ npeanasiyn MepKu npi yniotpe6a”).

Heprodpobne yepexcoane
TIpoTHROTIOKA3aHa € ynoTpedara Ha JMKIO(EHAK NPH NAUHEHTHR ¢ 4epHONPOOHA HEAOCTATBYHOCT (B, TOUKA
4.3 , IpoTuBonokasanns").

He ca npoBekaHK NPOy4BaHKA CIELWANAO MPH NatMEHTH ¢ HepHOAPOOHO YBPEKIaHe, IOPAIH KOSTO He
MOTAT Jia ¢ NalaT CrenudGIYHN NPERopPEKH OTHOCHO KOPHTHPAHEeTo Ha No3aTta. HeobXoiumo e IoBHILEHO
BHAMAHHE ITPH TIpANarage HA AMKNOGEHAK [IPH MAIHSHTH C NEKO 0 YMEPEHO YePHOAPOOHO yBpexane
(B%. Touka 4.4 ,,CrieuHaNHH IpeIyNPeKASHAS | NPE/IasHd MEPKH MPH ynotpeba™).

MaxcAaMangara AHessHa Ho3a ot 150 mg ve TpsbBa Aa ce npesHuIABaA.

Hauun Ha IIpUAOKEHHE

Tabnerxkure TpAGB2 Aa C¢ TIOTTHINAT NENH ¢ TEWHOCT, 32 TIPSANOYMTARE IPEAH XPAHEHE H HE Tpabpea Ja ce
JIENAT WU CEBBKBAT.

4.3 ITpoTHBOTIOKA3AHUA

—  CBpPBXYYBCTBHTETHOCT KEM aKTHBHATA CHCTARKA HIIH HAKOE OT MIOMOLIHHTE BEILECTS
—  AKTHBHA CTOMAILHA WJIH YPERHA 738a, KbpBeHe Wi nepdopanua (Bx. T04Kku 4.4 u 4.




~  JlaHEYW OT aHaMHE3aTa 33 KEpPBeHe Wi nepdiopauks OT CTPaHa Ha CYOMAMHO-IPEBHIA TPAKT, CELPIatM
¢ TIpeAVATHA TEPaNTiAR ¢ HeCTEPOMIHH NPOTHBOBB3MIATHTETHHE CPEACTBa (HCIIBC).

AKTUBHA WIH MUHANA PEKYPEHTHA ENTHYHA T3/ KPRROUINIME (4Ba WK IOBEHE OTACNHY SA304 Ha
[oKa3aHa yALepalus Wil KbpBeHe);

— Tocnenex TpuMecThD Ha GpeMeHHOCTTa (BX.ToUKA 4.6);

~  YeproapolHa HENOCTATLYHOCT;

~  Bubpeuna nepocrarsunoct (GFR<15ml/min/1,73 m?);

- TexKa ChpAcYHA HEAOCTATEIHOCT (BXK.ToOYk2 4.4);

~ VYcranoseHa 3acToitea chpreuna nepoctarhanocT (NYHA I1-1V), ucxemuana H00ecT HA ChLPUeTO,
nieprdepHO apTepranHo 3a60NABaHe WM MO3BUHO-CI0Ba GonecT.

- Kaxto 1 octananure HCIIBC auknodienak ¢ NPOTHBONOKA3IAH (PH NAIMEHTH, TP KOUTO yrioTpebaTa Ha
apleTHIICATHIMIoBa kucennHa witH Apyrd HCIIBC moske aa npequ3BHka acTMA, aHTHOCACM, YPTHRapHA
iy ocTbp puBAT (T.Hap. HCTTBC MHyHupaHH peakiid Ha KPhCTOCAHA PEAKTHBHOCT) (BiK. TOYKH 44n
4.8%;

4.4 CrienHA/IHH IpeayNpexIenus W NPeANasHH MEPKH NpA ynotpeda

Hexenanute fekapcTBeHH peakiyii Morar 1a ObAaT HAMAJICHH KaTo 33 OBNAAABAHE HAd CHMITOMHTE CE
ynorpebsasa BEIMOKHO Hal-HHCKATa e()eKTHBHA 032 32 BB3MOKHO HaH-KPATHK CPOK OT BpeMe (pmxTE
TouKa 4.2. i TIO-FOMY 0COYEHUTE TACTPO-HHTECTHHANHH H CHPICTHO-CHAOBH PHCKOBE).

CTOMAIIHO yCTOHYHBHTE TabIeTKH AUKIOMEHaK ChABPAKAT AKT032 H 3dT0BA HE Ce NPENnopbIBaT IIPH
TalMEeHTH C PENKHTE HACTICACTBEHU ChCTOSHHA Ha TaiaAKTO3Ma HEJOHOCHMOCT, TEXChK JIAaKTa3eH ZAeQUUHT
HJIH TITIOK030-TanaKTo3Ha ManabeopOus.

CLIpTCTRANIA ACTME

[Tp¥ NAIHEHTH C aCTMa, CE30HEH ANepPriteH PUHHT, HaOLOBAHE Ha HA3ANHATA JIMraBALR (Hamp. HA3aTHHA
sionuin), XOBB wist Xpouuynn ueGEKIMY Ha PECTIMPATOPHNSA TPAKT (0CO0EHO CRBPIAKHM CHC CHMITTOMH,
nonoGHK Ha aneprideH puamT), peakuuute kb HCTIBC xaro exsalep6auus Ha acTMara (T.Hap.
HETOHOCUMOCT KHM aHANTeTHIN/ aHANTeTHYHA acTMa), OTOK HA KBuHKe WM ypTHKApHs ¢a N0-4ecTH B
CpaBHEHWe ¢ ApyTH NaupeHT. ETo 3aU10 NpH Te3H NatMeHTH e PeNnopbaBaT CHeLHaNH MEPKH (roroBHOCT
1a cmemAa oMo, Tosa ce OTHAcA W 3a MAUHEHTH, AePritdHy U Pearupalliy Ha ApYTH BEIIECTER, C HATID.
KOXKHH peakuuy, chpOek WM YPTHKapHI.

ChprevHo-ch/IOBH M MOBYHO-CHIORH etexTy

Heo6x0mHMO € J1a Ce OCHTYPST IOIXOAIMIe HaOMONCHHUE U CHBET 3 MANACHTH ¢ aHAMHE3 33 XUIIEPTOHHA
WK €K 10 YMEPEHA KOHTECTHRHA ChPICHHA HEROCTATHYHOCT, Thil KATO MMa CHOOLIEHHS 33 OTOLH H
3a1pBKKa Ha TEUHOCTH, CBbP3aHH ¢ nevenrero ¢ HCTIBC.

KMHHYHNA HPOYUBAHYS M eMIEMHONOTHYHH JaHHH [I0Ka3BaT, 4e ynotpeGara Ha JHKIO(EHAK, 0COBEHO BbR
BRHCOKA 71033 (150 mg nHeBHO) H NPH IPOTBIKHTEIHO PHIOKEHHS MOXE a ObIe CRBP3aHA C JIEKO
TOBULIEH PHCK OT apTepHaTHH TPOMOOTHYHE CEOMTHS (HapuMep MHOKAPACH urbapkT wiu HECynT). Kato
A0 IEYEHUETO ¢ AHKTIOMEHAK He ce NpernopsyBa MPH NALMEHTH C YCTAHOBEHO ChPACTHO-CHAOBO
3abonsBane (3ACTOMHA CHPAEYHA HEAOCTATBYHOCT, YCTAHOBEHO HCXEMHUHO 3a00/1BaHe Ha CHPUETO,
3aBoJifiRaHe Ha NepudepHATE APTEPHH) HITH HeKOHTPOIMPaHa XHIIEPTOHHA. [1alEHTH C yCTAHOBEHO
ChpIE4HO-CHIOBO 32G0IIABAHE, HEKOHTPOIMPAHA XHITGPTOHNA HIIH ChC 3HAUMTEIHE PHCKOBH (haxTopH 32
CHPACYHO-CHIOBYN CHOMTHA, HATIP. XUTICPTOHNS, XHNEPIMIMAEMAL, 3aXaPCH awaber, TIOTIOHOTYIIEHE ,
KOHI'eCTHBHA ChpJIeYHA HeJ0CTATHYHOCT, YCTAHOBEHA HCXeMUHa GonecT Ha ChplieTo, 3a00o/iBaHe Ha
neprCPHITE APTEPUMY WK MO3BIHO-CBhI0Ba $onecT, TpAtRa 2 e JICKyBar ¢ muKaodheHak caMo caen
BHUMATENH2 MpeleHKa U B 1034 < 100 mg IHEBHO, KOTATO JEUCHHETO IPOALIKABA 10BEYE OT 4 cenMuIH.

[MauuerTrTe TPA6BA 14 CTEIAT 32 NPU3HALN M CHMIITOMH H3 CEPHO3HH aTepoTPOMGOTHYHH ChOMTHA, KaTO
rpBIHA GONKa, 3a7yX, craGoct, HeACeH FOBOP, KOUTO MOTAT Ja Bh3HHKHAT 0e3 ey e/ nTe /Y eHFRuti
INauneHTTe Tpa6Ba Aa GhaaT MHCTPYKTHPAHM B TAKHBA CJly4au HE3aGABHO J1a C& CBBPXKAT C j

Cromainno-4peRHH edexTy



IMpu serukk HCTIBC, BrmtoduTenHo AuKIodeHak, € ChoONaBaH0 32 CTOMAUIHO-4PEBHO KhPBEHE,
yllepauys uind nepdopatis, KOUTO MOTaT Aa Obaar u GaTanHy ¥ Aa e NOABABAT TI0 BCAKO BPEME B XOIa HA
JAEYeHHETO KAKTO ChC, Taka K €3 npeaynpednTeTHH CHMITOMH HJTH MPEIX0KIAlla aHaMHe3a 33 CCPHO3HH
croMauHo-4YpeBHH 3abonaBayus. Hait-06mo nocaeacTeuATa ca M0-CEPHO3IHH TPH MALHEHTH B CTAPUECKa
Bb3pacT. AKO B XO/Ia Ha JieueHHe ¢ IMKIoeHax ce choOIIH 38 KbpBeHe Wil yIIEPalHs, NPUEMBT TpabBa aa
C€ [IPEYCTaHORH.

Kaxro nps Beruki HCIIBC, BKIOUHTENHO AMKIODEHAK, € 3abIDKHTEIHO CTPOTO HalMOACHNAE OT JIeKap H
CHeLMATHO BHIHMAHHE [P IIPEANHCBAHE Ha NALMEHTH ChC CHMITTOMK, YKa3BaIUH CTOMALIHO-IPEBHH
HapyIIEHNs WK C AHAMHE38, TIPEAIONArAILA CTOMANIHA IIH YPEBHA 1382, KbPBEHEe WIH nepopaus

(. TouKa 4.8). PHCKDBT OT CTOMANIHO-YPEBHO KbPBEHE Ce YBeTHYABA C NOBHIIABAHe Ha nosara Ha HCIIBC i
TP TIANMEHTH ¢ AHAMHE32 3a A3Ba, 0CO0EHO YCI0KHEHa ¢ KPHBOHU3/IMB HIIH nepdopaina. [TanuenruTe 8
CTapuecka Bp3pacT ChoBIIABAT [10-4ECTO 3a HeXenant NekapcTeery peakitii koM HCTIBC, ocoGeHo 3a
CTOMAIIHO-YPERHO KbpBeHe ¥ nepdopaliis, Kowro Morat na Obaar daranuu.

3a HaMATABaHE HA PHCKA OT TACTPOHHTECTHHAIHA TOKCHHYHOCT IPH NALMEHTH ¢ 2HAMHe3a 32 4383, 0CO0EHO
YCROKHEHS ¢ KPHBOMIIME Wik neplopaums ¥ IPX NALMERTH B CTRPUECKA BH3PACT, NleueHueTa Tpsdea na
3aM04HE U 13 IPONBIDKH C BB3MOXKHO Half-HHckaTa edexTrBHA JO3a.

Tps6Ba 1a ce MMA TIPSR BEIMOKHATA KOMGHHALMA C IPOTEKTHBHM 1EKapCTBa (HAMD. MU3OTIPOCTON HITH
MHXHGYTOPH Ha IPOTOHHATA IOMIIA) 33 TE3H MALKEHTH, KAKTO W 38 NALHEHTHTE, M3UCKBAMIH AOITb/IHHTENHA
TEpammi ¢ HUCKH 103U AUSTH/ICATHLIHIOBA KUCeTMra/ ACTIHDHH WIH JPYTH JEKaPCTBEHH TIPOLYKTH, KOUTO
MOTAT Ja TIOBHIIAT rACTPOHHTECTHHAIHAA PHCK.

TlatMeHTH e ¢ AHAMHE3a 32 FACTPOMHTECTHHATHA TOKCHYHOCT, 0CO0EHO Te3d B cTapuecka Bb3pact, Tpsibsa
13 CLOBINABAT BCHUKA HeOGHYAMHA CHMITTOMH B KOPEMHATA KYXHHA (0C06€HO CTOMAIIHO-4PEBHO KBpBEHE).
HeobxonAMO e ITOBHIICHO BHMMAHHE, AKO AIHEHTHTE MIPHEMAT SAHORPEMEHHO JICKAPCTBERH IPOIYKTH,
KOWTO MOTaT Ja MOBHIIAT PUCKA OT A3BH HIH KPBEOHIIMBH, KATO MEPOPATHH KOPTAKOCTEPOHAM,
AHTHKOATY/IAHTH, AHTHAIPEraHTH KWK CEEKTHBHH HHXUGHTOPH Ha 00PaTHOTO 3aXBalllaHe Ha CePOTOHHHA
(8. To9Ka 4.5).

HeoGXxonuM e cTpor MEAWLIMHCKH KOHTPOI H NIOBHILCHO BHUMAHUE NDH MAIHEHTH ¢ YIHICPO3CH KOTHT HIH
Gonect ua Kpou, ThH KATO TAXHOTO CHCTOAHNE MOKE A2 C& WIOCTPH (BK. Touka 4.8).

HCIIBC, Bmo4HTeNHo NHKIoHEHaK, MOXE KA Ca CEbP3aHy ¢ YBe/TiYeH PHCK OT U3THYAHe OT CTOMAINHO-
4pesuda aHacToMO3a. [Ipermophung c¢ BHUMATESIHO MEAUIHMHCKO HaONIOGEHHE H [TOBHINEHO BHUMAHWE TIPH
ynorpedata Ha NUKIO(EHAK ClIeA CTOMALIHO-IPEBHA XMPYPTHIHA HHTEPBEHLHS.

XenaroOunuapnaH eQexTy
Heo6xomMM € CTPOr MEAWIFHCKH KOHTPON 1IpU NpeATTHCBaKe Ha AHKIO(EHAK HA [TALMEHTH ¢ HapylleHa
"epHOApoOHa PyHKUMA, T KATO TAXHOTO CBCTOAHHE MOXKE /13 C¢ BIIOLIH.

Kakro npu apyrute HCIIBC, rmoiuTenso aukao(eHak, CTORHOCTHTE Ha e/IMH HITH N0Be1e yepHoApoOHH
EH3MMH MOXe 2 c¢ mopwaT. Karo npenna3sa Mapka IPA IPOSbIDKHTENHO JIeUerHe ¢ Jrknodenak (Hamp.
RER (popMaTa Ha TAOJIETKH) Ce NIPeNopbyBa PeIOBHO NPOCIEAABAHE HA YepHOLpOOHaTa yHKLmA. AKO
[AaTONOrMYHY YepHOZPOOHH PYHKIIMOHAIHHA TECTORE C& BIOIIAT HJIM NEPCHCTHPAT, aKo C& Pa3RUAT
KITHHAYHH CHMIITOMH Ha YepHOpOSHO 3260/ BaHe WITH HACTBIIAT PYTH HpOsABH (HAMp. eo3HHOGHIMI,
06pHB), TEYEHHETO ¢ AuKTohenak Tpadsa fa ce mpeycTanosu, Iipu ynoTpeGara Ha quKIopeHaK MOXKe 1a
HACTBIIY XemaTuT 0e3 pasBuTie Ha NPOIPOMATHI CUMITTOMH.

Tpyn nanueHTH ¢ YeprONPOGHA nopdupis ynorpebara Ha AukodeHak Tpadba 1a Gb/ie ¢ NOBULICHO
BHWMAHHE, Thil KATO MOXE A OTKIIOHH IPHCTERIT,

Buiipeunu edexTh

[Mopaau cHOGLIEHHATA 33 3AAPEKKA HA TEUHOCTH W OTOK, CBBP3aHH ¢ TEPaNKATa ¢ HCIIBC /-.
ZUENodeHaK, e HeOOXOMHMO NOBHINCHO BHHMAHKE [P NMALMEHTH ¢ HApPYIICHA ChpAiedHa
(YHKIHH, ¢ aHAMHE3a 3a XUNEPTOHNSA, [P AUMEHTH B CTapyecka Bb3PACT, MAUHCHTH Haf{D




NedeHue ¢ THYPETHUH KM TIEKaPCTBERH NPOIYKTH, KOHTO MOTAT 3HAUHTEIHO Aa NoBmisT GpbpeuHaTa
(YHKIMS, KAKTO H TPH TIAUMEHTH ChC 3HATHTEIHO HAMANEH SKCTPAHeAyNapeH 00eM nopajy pasTHiHH
fIPHUHHY, HATIP. FIPEIM I CIIeJl FOMAMa XupyprigHa onepamus (Bk. Touka 4.3). ITpu ynorpebara Ha
mEKTO(EHAK B TAKHRA CIYUAH Ce NPENoPhYRa TIpocneaxBane Ha {h6peHara dyHKIus KaTo Npeanasna
mapka. CniupaHeTo Ha TepamiaTa OOMKHOBEHO BOIH IO Bh3CTAHOBABAHE Ha U3XOJHOTO ChCTOAHUE.

KO)KHH eg]zcrc’m

Tesxh KOMKHY PEAKINN, HAKOHK OT KOWTO (haTallAy, BRIOTBAILN eKChOIHaTHBEH ASPMATHT, CHRIPOM Ha
CTusBHC-J[KOHCHH ¥ TOKCAYHA eMHACPMAIHA HEKPOIH3a, ¢a Cho0OIIaBaHi MHOIO PAJIKO BhB Bpb3Ka C
ynorpe6ara na HCTIBC, prrouuTesso OHKNOheHaK (BHKTe Touka 4.8). OnacHOCTTa OT TaKWBA PEakiuK &
Hali-roJAMa B HAYAJIOTO Ha JISYEHHETO: 104BATa Ha PeaKiiTa B IORCUETO CIIYHaH € TIpe3 MbPBHA Mecell OT
TepanusTa, [IpuiokeHreTo Ka JMKIodeHaK Tpabea na ce MPEeyCTaHOoBY OLIE IPH IThpBATA HOABE HA KOXKEH
00pHB, MyKO3HH JI€3HH HWIH KaKBETO H 14 ¢ APYT PH3HAK 33 CBPBXIyBCTBHTEIHOCT.

Kakro npn ocrananute HCIIBC B pesky ci1ydan MOrar a2 Bb3HUKHAT aIepriiHy PEakliiy, BKIOTHTETHO
AHAQHAAKTHYHK/2HAGHTIAKTOMIHH PEAKUMK AOPH [P JIHTICA HA NPEAXO0iHa eKCIO3HLHA Ha TUKTO(EHAK.
PeakiuuTe HA CBPBXUYBCTBUTENHOCT MOYKe CBILO Taka Jja IporpecHpar go curapom #a Kounis — ceprosHa
ANEPrUYHa PEAKIUs, KOATO MOXe 1a J0BelE A0 MHapKT Ha MHoKapaa. CHMITTOMHTE Ha TAKHBA PEAKLAN
MOKe 2 BKIIOURAT GOJIKa B TEPJNTE, KOATO BH3HHKBA BHB BPHIKA C ATCPIHIHA PEAKLMS KbM AUKIOheHAK.

Xema’ronorﬂqﬂg e@emu

TIpH IPOITBIHKHTEHO JiedeHHe ¢ AuKiIopheHak, kakro 1 mpu octadanure HCIIBC, ce npenopsisa
NPOCHENABAHE HA KPHBHATA KapTHEA.

Hono6uo wa apyrure HCIIBC avknodeHak Moxe BpeMEHHO a NOTHCHE TPOMOOLMTHATA arperanys.
[TaupesTy ¢ JedexTd B XeMOCTa3ara TpAGRA 1a OhIAT BHUMATETHO Ha0/i01aBatH.

IIanHeHTH B CTAPYECKA Rh3PAcT
HeodxomMmMo € TOBHILEHO BHEMAHHWE MIPH X0pa B CTapUeCKa Bh3pacT N0 OCHOBHU MENHIIHHCKH

cbobBpakeHHs. B 4acTHOCT IPH HEMOUIHH Bb3PACTHH NALMEHTH H MALMEHTHTE C HACKO TETJIO &
MpenopbYMTENHO 1 ¢& NpiIara Hal-HACKaTa TepanesTHYHA 2032,

Baaamoneiicreue ¢ HCITIBC
EnHoBpeMenHaTa yroTpe6a Ha muknodenak i cucremis HCTTBC, RKTIOUHTENHO CeleKTHBHA HHXHOHTOPH
Ha LUK/I0OKCHIeHa3a-2, TpabBa fa ce M30ATBa NOPAIH HEXenaHn Peakiliu (BkK. To4ka 4.5},

Mackrpade Ha CHMITTOMUTE Ha HHpEKIHA
[lopau crouTe GapMakoruHamMu4uy cBofcTea, nonofuo Ha ocrasanure HCTIBC, nuxnodenak Moxe 5a
MacKupa NPUM3HalMTe W CHMITOMMTE Ha HHPEKLWS.

ToBa fiekapcTBO ChABPkA DO-MaTko oT | mmol HaTpuii (23 mg) Ha TablIeTka, T.e. MOXKE Jla C€ Kaxe, 1e
TPAKTUYECKY He ChIbPMKA HaTpuii.

4.5 BaaumoJeicTsHe C APYTH JEK2PCTBEHH UPOLYKTH H APYFH GOpMH HA B3aUMoAeHCTBHE

OnucasuTe B3aHMOIEACTBHA BKIIOUBAT Te3H, HaGMOaBaHy IPH AHKIO(eHAK TaOMeTKH U/ HIM APYTH
nexapcTBens popME Ha THKTOGEHAK.

Habmodasany gsaumodeticmeus, Kowmo mpadsq ce umam npeosuo

Mouss muxudrtoon #a CYP2CS

Heo6X0MMO € NOBHIIEHO BHAMAaHUE, KOTaro THKNo(eHaK ce NpeiucBa 3a8IH0 ¢ MOIMHH HHXHOHTODH Ha
CYP2C9 (xaro sopuxoHa3on). ToBa Moxe Na A0BE/IE IO 3HATHTETHO NOBHIHEHHE HA [IAKOBATA IIA3MEHa
KOHLIGHTPAIHA M HA eKCTIO3MLMSTA Ha JHKIo(erak opay MHxuOHpaHe Ha MeTabOuIMa My

Nureuit
Tlp enHORpEMEHHA ynoTpeda IHKI0GEHAK MOXKE 18 YBEAHHH MNA3MEHHTE KOHIEHTD
ITpenopsusa ce MOHUTOPHPANE Ha CePyMHNTE THTUEBN HUBA,



JHroKCHH
Tpu efHOBPEMEHHA YOOTPe(a AUKNOMEHAK MOXE A2 YRENHTH [23MEHUTE KOHUCHTPALMHE Ha HHTOKCHH.
[TpenopbuBa ce MOHHTOPHPAHE Ha CEPYMHHTE HMTOKCHHOBH HUBA.

M W AHTHEXWIEPTEHINBHY ATeHTH

Kaxto # npn apyrure HCIIBC, Taka U ipi JHKIO(HEHAK eIHOBPEMEHHAT MY YIIOTpeda ¢ AHYPETHITH H
aHTHXKNEPTEHIUBHE cpeacTsa (Hanp.Oera-6mokepu, ACE-unxubdTOPH) MOXE Ja NpenM3suKa orcnafsaHe
Ha AHTHXHATIEPTeH3HBHHA uM edext. ETo 3a0 TakiBa KOMGHHAIMY TPAOBa Aa C& H3TION3BAT C NIOBHINEHO
BHUMAHHE ¥ KPHBHOTO HATSTAHE Ha nauueHTHTe (0CO0EHO Ha TE2H B CTapyecKa Bb3pact) Tpsbsa na ce
IpocnenABa peaosHo, [lareHTHTe TPROBA Ja IPHEMAT AOCTATHYHO KOAHIECTBO TEYHOCTH M Aa CE
MOHHTOPUpA PEnoBHO OBOpedHaTa MM dyHKIMA Clie/l HAYAIOTO HAa KOMGHHMpaHATa TEPanHs, KAKTO 1
NEPHONMYHO CleN TOBA, 0coBeHo NpH npueM Ha AuypeTuiy  ACE-nuxuGuropi nopani NOBUIIEHHS PHCK
OT He(PPOTOKCHUHOCT (BXK. TOUKa 4.4).

M}OCHOQHH H TAKPOJIMMYC

Tuxnodenak, noxobuo Ha apyrure HCIIBC, mosxe 1a 3aCH/R He(pPOTOKCHIHOCTTA HA IIMKJIOCIIOPHH B
TAKPOTHMYC TOpaay edekTa My Brpxy Gubpeunnte npoctarnanmunu. ETo 3au10 Tpsbsa 12 Genie
TIpeTIMCRaH B MO~HHCKH JO3H HA NALMEHTH, IPHEMAIIH LIHKIOCIIOPHH HIIH TRKPOIHMYC.

JlekapcTBa, 33 KOHTQ € H3BECTHO, 4e NPHYHHABAT XHITEPKATHEMHS
CROBTCTBANIOTO NEUEHHE ¢ KaIuli-CHXPAHARANIM JUYPLETHUH, HHKNOCTIOPUH, TAKPOIUMYC Wil

TPHMETOTIPHM MOXKE [ia Ce aCOIHHPA C YBEIHYCHH HEBA Ha CEPYMHHA Ka/ikil, KOSTO H3HCKBA YECTO
MOHUTOPHDAHE Ha CEPYMHUTE HUBA Ha Kamuit (BiK. Touka 4.4).

XuHOIOHOBHM anTHOAKTEDHANIHH JEKaPCTBEHH MTPORYKTH
Cp06IIABAHY Ca OTACAHH CIy9aH Ha rbPYOBE, KOMTO BEPOATHO Ce IB/IKAT Ha ETHOBPEMEHHATA yrotpefa Ha
xunonouu u HCTIBC,

Ouaxearny 83aumodelicmeus, Koumo mpabea 0a ce umam npeoeuo

iy HC ¥ KODTHKOCTE 5|
ENHOBPEMEHHOTO NpHNOkeHne Ha aukiodenak u apyru cucreman HCTIBC in kopTHKOCTEPORIH MOXKE /1a
[OBHIH YECTOTATA HA FACTPORHTECTHHATHATE HEXEMAHW JISKAPCTBEHH Peakiin (BX. To4Ka 4.4).

AHTHKOAryJTaHTH W aHTHTOMOOIHTHY CPeICTBA
TTpenopbuBa ce MOBHIICHO BHEMAHKE, Thil KATO ¢AHOBPEMEHHOTO PUITOKEHHE MOXE 112 IOBHIY PHCKE OT

KbpBeHe (BkK. Touka 4.4). Berpexy Ye KIHHUNYHKHTE H3CTIEABaHm HE TI0KA3BaT, 1e AHKJI0dEHaK NIOBIIHARA
JcHCTBHETO HA aHTHKOATYNAHTHTE, AMA CHOOLICHHA 33 [IOBHINCH PUCK OT KPBBOHITHBH TPH NAlHEHTH,
KOMTO [OTy"aBaT §JHOBPEMEHHO UKN0pEHaK M aHTHKOAryJiauTH. 110 Ta3¢1 IpUIKHA Ce NPenopbisa
BHHMATeTHO HabJioneHHe Ha TAKHBA MAliHEHTH,

Cenextnpnn HExuOuropH Ha 06pPaTHOTO 3aXBalIAHE HA CEPOTOHHHA (SSRI)
EauospemerHoTo npunarade Ha cuctemunt HCIIBC, srmiountenso auxnodenak, u SSRI Moxe fa TIOBHIIN
PHCKa OT CTOMALITHO-YPEBHH KPHBOM3NIHBH (BK. TO4Ka 4.4).

AHRTW/IHAOGETHN IeKapCTREHY [TPOAYKTH

KnHuu4HY npoyYsanKa 0OKA3BarT, 4e JHKIodeHaK Moke Aa Obie NpHiIarad eJHOBPEMERHO C MEPOPaHi
AaHTHAHAGETHH NpoaykTH Ge3 1a ce NOBIUARA TEXHUS TepanesTHYeH e(ekT. Bulpeky ToBa IMa OTeTHH
CHOBLIEHHS KaKTO 32 XMIOTIHKEMAYEH, TAKA 1 34 XMIEPTITHKEMHUCH edeKxT, Hanarail MPpoOMeHH B
JI03HpPOBKATA Ha aHTHANAGETHHA NPOAYKT MO BpeMe HA Tepanuira ¢ muknoderak. ETo 3amio ipd
€/IHOBPEMEHHO TIPHIIOKEHHE KaTO TPenasHa MApKa ce NPenopbuBa MOHHTOPHPAHE HA KpbBHATE HUBA Ha
TIIOKO3aTA,

Cro6maea ce M 33 HIONHPAHH ClIy4ad Ha MeTabo/MTHA aLHao3a Ipy ¢IHOBPeMEeHEH IIpHueM Ha
¢ MeTdOpMHUH, 0cOGEHO NPH NAIMEHT! ¢ npeaxoxaanto 6s0peuHo HapyleRHe.

Mertorpekear



Juknobenak Mmoxe 1a uaxuOHpa TyOyHus ORGpeYeH KIMPBHC H2 METOTPEKCAT Karo [0 TO3H HAYHH Ce
MOBALABAT HUBATA HA MeTOTpPeKcar. [Iperopsisa ce NOBHIIEHO BHIMAHNe Ny npuiokenuero va HCTIBC,
BKITIOMIHTE/IHO THKIOQEHAK, B HHTEPBAJI MO-MATEK OT 24 4aca Npeay WK clefl MPHIoKeHHe Ha
METOTPEKCAT, Thil KaT0 TOBA MOXKE Ja JOBeJ(E 110 MOBHHICHa KOHLEHTPAllA Ha METOTPEKCAT B KPBETA H
NOBHIIABAHE HA TOKCHIHHTE MY e(eKTH.

dengurout
Koraro dennTonn ce H3N0N383 eAHOBPEMEHHO C aukiobhenax, ce ApenoprYBa IpocaeIaBate Ha
ILIa3MEHATE HHBA HA (PEHHTOHH IMOPaNH OYaKBAHATA MTOBUILIEHA CKCITO3HUMA HA (eHUTONH.

Konectunon g XonecTHPaMuH
Te3u TIeKApCTBA MOFAT A2 TIpeAM3BUKAT 3a0aBsHe Wik HaMaleHne Ha abcopOumara Ha JuKiodeHak. 3aToBa

ce MPenophysa IPUEMET Ha MMKIo(eHak fa CTARA MOHE eNUH 3aC TIPEAU KK 4 10 6 daca cuepn NPHUEM Ha
KOJIECTHION/XOIeCTHPaMHH,

Hunvkropy Ha CYP2C9
TpenoppyBa ce MOBHILEHO BHHMAHHE KOTaTO AUKIO(CHAK € MPSANHCAH eIHOBPEMEHHO C HHIYKTOPH Ha

CYP2C9 (xato pupaMnHiMH), THH KaTo MOKe ja HOBEAE 0 3HaUUTEHO HAMANABAHE Ha TIA3MeHaTa
KOHLIEHTPALYs H EKCIIO3HLMATA Ha THKIOhEeHaK,

4.6 ®epTuanTeT, 6pEMEHHOCT H KEpMeHe

KenH ¢ eTepoAcH TOTSHIBAL
Hama JaHHH, KOHTO Ja TPE/INGNaraT HAKAKBH Npenophky IPY KeHH ¢ NeTePOIeH NOTCHLHAT.

EpemenHocT
HMa HemoCTaTHYHO AAHHH 34 yIOoTpedara Ha JUKTO(eHaK NPy GPeMeHHY KeHN.

MHxuGupaneTo Ha MPOCTArTaHIHHOBHS CHHTES MOXE J1a OKaxe o6paraM edexT Bbpxy GpeMeHHOCTTa H/WIH
Pa3BATHETO Ha emGpHoNa/ TIoAA. JIaHHNTE 0T STMASMHONIOTHIHITE NPOYYBAHNA IPEANOAraT NOBUILEH
PHCK OT a6OpT ¥ OT ChpHEYHH MaTOPMALMH U FACTPOINH3a CTIEA YNoTpeGa Ha HHXUOHTOP Ha
npocTarfaHauHoRHs curTes (kato HCTIBC) B pasHa 6pemeHHOCT. Belpexs TOBA 00ILMTE JAHHK HE Ca
yOepuTenHi. AGCOMOTHHAT PHCK 38 ChPAETHO-CHROBA Ma(opMallis ce NOBHILABA OT M0-MAIKe oT 1% 10
mpubmazaTeaso 1,5%.

CHmTa Cce, 4e PHCKET Ce YBEJIMuaBa ¢ J03aTa M PONBIDKHTEIHOCTTA HA npuema. [1py onuTH RBEPXY KHBOTHH
€ YCTAHOBEHO, Y€ MPUIATZHETO Ha HHXUOHTOP Ha NPOCTATTAKANHOBIA CHHTES BONH 10 pe- U
NOCTUMITTAHTALHOHHA 3ary0a 1 eMOpHODeTANICH IETAHTET.

B nomsnHeHAe ce ¢boOIABA 34 MOBHIICHA YECTOTa HA PANIHYHH MAT(pOPMaLIHK, BKIIFYUTEIHO ChPACYHO-
CBIOBH, NPH XXHMBOTHHTE, TIONYYARAIM MHXHOMTOP Ha NPOCTArTaHAWHOBHA CHHTE3 B IEPHOJA Ha
opraHoreHe3ara. [Ipe3 mbpBus ¥ BTOPHA TPHMECTBD Ha GpeMeHHOCTTa AMknodeHaK He TpAGRA Ja Ce
IIpHEMa, OCBEH 2KO HE ¢ KpaifHO HAJIOXKMTENHO H CaMO ak0 0YaKBAHHTE NO/3H 32 MaliKaTa HaJIBUILIaBaT
PHCKA 3a UI01A. AKO AnkiodeHak o¢ PHeMa OT JKeHa, KOATO HENCHACOYEHO WCKa fa 3abpeMenee Wil e
GpeMEeHHA B MLPBHS MK BTOPHS TPUMECTBP, J103aTa TPAOBE /12 € Bb3MOXKHO Hak-HHCKA 1
NpOIBIDKHTEIAOCTTA HA MPUEMa BE3MOKHO HAH-KPATEK.

Tlpe3 TpeTHs TPUMECTEP Ha GPEMEHHOCTTA MPUEMBT Ha BCCKM MHXHORTOP Ha NpOCTarNaHAHHOBHSA CHHTE3
MOXKE Jia HIMoKH 117013 Ha:

—  KapaHOMy;JMOHAPHA TOKCHUHOCT (C MPEXAEBPEMEHHO 3aTBAPAHE Ha JYKTYC apTepHO3yC

fenonpofHa XUNEPTOHI),
—  6bOpedsa AHCHYHKLHAA, KOATO MOXE Ja nporpecupa 10 Op0petHa HEIOCTAThYHOCT ¢
OJTHTOXMEPOAMHHO33;

Maiixara B Kpad Ha OpeMEHHOCTTa H HOBOPOAEHOTO Ha!

~  BBIMOKHO YIBIKARAHE HA BPEMETO Ha KbPBEHE, aHTHArPEraHTHUAT eheKT MOKe I 1

NpK MHOTO HUCKU O3H;
—~  wHxuGHpaHe Ha MATOUHKTE KOHTPAKIMH, KOSTO BOIH N0 3a0aBeH Wik yIBIKeH




Kaxro npu apyrute HCTIBC, muknodenak e NPOTHBOTIOKA3aH NpPe3 TPETHA TPEMECTEP HA GPEMEHHOCTTA.

Kspmene

Tono6xo Ha apyrn HCIIBC puknodeHak mpeMHHaBa B MaifdHHOTO MIIFKO B MAJIKH KOJTHIECTBA. Ero 3amo
auknodheHax ve TpSORa Ja ce NPHIATa [0 BPeMe Ha KbPMEHe, 3a 14 ce u30erHaT HexenapiTe eheKTH BEPXY
KbpMa4ETo,

OeprunnTeT

Kaxro npn apyri HCITBC ynotpe6ata Ha IMKI0QeHak MOJKe Ja NoBn#Ae GepTHIHTETa IIDH KEHHA A 3aToBa
He ce Iipenopbyea ynotpebara My npH xeHH, OTHTBAILM 12 3abpemenenT. IIpu xeHx ¢ NpobIeMHO
330peMCHARAHE W TAKNRA, KOWTO NPOBSKART HICHCABAHMS 32 Gesnnoane, TpsGea na ce odMucnu
IPEKPaTABaHeTo Ha JICYCHHETO C AMKI0o(enaK.

4.7 EdiexTt BLPXY crocofuocTTa 32 modupane u paGora ¢ MAITHEH
Henpunokumo

4.8 Heskenany JIeKapcTBEHH PeaKiRK

TabruuHo npencTapgHe HA HEKENIHUTE TEKAPCTBEHH DEaKIIHH
HexenaHUTE TEKAPCTREHH PEAKIMM OT KTMHHYHY [IPOYUBAHUA U/HIM CIIOHTAHHYU TOKITANH I

mateparypHn uzrounnug (Tabmuna 1) ca u36poeH# 110 CHCTEMO-OPTAHHH KIIAcoBe COPEN MedDRA
BB BCIKO TPYIHPAHE 110 YECTOTA, HEMENAHNTE ICKAPCTBEHH PEAKLUH Ca NPEACTABCHY B HU3XOAALL
Pell CHOpELt TAXHATA TEXECT. B NOITbIHEHUE KaTEropHsTa Ha YECTOTATA, CEOTBETCTRAIIA HA BCAKA
HeXeJiaHa PeaKika ce OCHOBARa Ha cliefHaTa kiachduxamus (CIOMS I1I):

MHoro gecta: > 1/10

Yecru: > 1/100 go < 110
Heuecti: > 1/1 000 no < 1/100
Penku: > 1/10 000 no < 1/1 000

Meuoro penxn: < 1/10 000
C HeW3BECTHA YECTOTA: OT HATHYHHMTE JaHHH He MOXe Ja ObJe HalpaBeHa OLeHKa.

TToCO4EHNTE HO-AONY HEENAHy PeaKiiHy RKMOYBAT TAKMBA, CHOOINABAHY KAKTO IPK KPATKOTPAKHO, TaKa 1
MIPH TIPOIHIKHTENHO TEYeHHE ¢ NUKIODEHAK B PA3IHTHH IEKaPCTBEHH HOPMIL

Tabnuna | - Hexenanu nekapcTBEHH PeakIHH
[Hapymenns na kpheuata W auMdHaTa
cucTemMa

MHoro peaku TpOMGOLHTOTIEHHS, JIEBROMEHMSA, AHEMHS
{ BKJLIOUMTENHO XEMOANTHYHA U alNacTHYHA
AHEM#A), arpaHyJIoLHTO33

ApYHICHHA HA HMYHHATA CHCTEMa

Penku ICBPBXUYRCTBHTENHOCT, aHAQUIAKTHIHH 1
HaUIAKTOHIHH PEaKIAH (RKIIOIHTENHO
XHIIOTORMA K IIOK)

MHoro penxu IAHTHOEIeM (BKITIOYMTENHO OTOK Ha JIHIETO)
TMcuXHYHH HapYHICHHS
Manoro penku Jle3opreHTaIMA, Aenpecys, 6e3ChHIE, KOMMAPH,

Da3ApalEUTEIHOCT, ICHXOTHYHE HapyINeHH ]

apyiileHHs HA HEPBHATA CHCTEMA

YectH I"masofonne, 3aMagHOCT
Penxu ‘GHITHBOCT
Muoro peaxu Mapecresns, HapyLIeHAs Ha IAMETTa, TPYOBE,
TPEBOKHOCT, TPEMOP, ACETTHYEH MEHH
IECrey3Hs, MO3bYHO-CHIIOB uuuanebfl iy I]a\‘
ApyIeHHASA Ha 0UHTE '

| MHOTO pefiKH BpUTEHO HApyIEHHE, 3AMBTIIEH{




[AHTLIONTHA

Hapymenun Ha yxo1o 1 JaOHpAHTA

Yectt

Bepriro

MHOTr0 penku

THHMTYC, HAPYIUCHHE HA ClTyXa

ChpaeyuH HAPYIICHHA

Heuectu*

Muoxapen HH(ApKT, ChpAedHa HEAOCTATETHOCT,
nasraTaley, SONKA B FBPANTE

C Hew3peCcTHA YECTOTA

Curapom Ha KyHuc

(CHI0BH HADYIHEHHH

MHoro peaxy X HnepToHKs, BACKYIIUT
PecnupaTopuH, rPbAHH H MENHACTHHAIHH
HapyileHHs
Pemxcu AcTMa (BKIIIOUYATETHO THCITHEN)
Mmoro penxn TTepMmonnT

(CTOMANIHO-YPEBHE HAPYIHEHHA

Yecrn

TaneHe, OBPBIIAKE, AHADUS, AUCIENICUS, KOPEMHA
Honka, GraryIeHIN, HaMaTeH alleTHT

Penxu

["acTpUT, KbPBEHE OT CTOMANIHO-YPEBHHA TPAKT,
eMaTeMe3d, KbpBaBa AnapHs, MeJcHa, CToMalllRa
M ypeBHa 9384 (¢ wiH 63 KbPBEeHe, CTOMAITHO-
UpeBHA CTEHO3a I nepdopalius, KOETo MoXe Ja
noeese 10 HEPHTOHHT)

MHoro penxu

KonuT (BKIIOYHTENHO XEMOPAruIeH KOJIHT,
MCXEMHYEH KONMUT H ek3alepbariid Ha yJHIEpO3eH
jxonmT wwik Gonect Ha Kpow), sanek, croMaTur
(RKTFOUMTENHO YALEPO3CH CTOMATHT), TIOCHT,
HapyIIeHHA Ha XPaHOTPOBOAa, AHapparMaiHo
MpeBHO 3ab0aBaHe, NAHKPEaTHT

XenarofunnapHy HapymeHHs

HecTy QBMIUCHH TPAHCAMHHAZH
Penku X eITaTHT, AKBpITEHHUIA, SepHonpoGHY HapYIIEHHS
MHOTO pefkH Dy IMMHAHTEH Xe[aTuT, YepHoAPOOHa HeKpO3a,

yepHoaApodHa HeIOCTATEYHOCT

Hapymeﬂnn HA KOXKATA H NOAKOKHATA THKAaH

YecTH Obpue
Penxu [Vprukapua
Mpuoro penku byno3eH IEPMATHT, €K3eMa, epHTEMa,

My FTH(OpPMEHA epHTEMA, CHHAPOM Ha Stevens-
Johnson, TOKCHYHA eMAEpMaIHa HEKPOIH3a
(cunnpom Ha Lyell), exconuaTHBeH AePMATHT,
AnoneLHs, Peakiy Ha (OTOUYBCTBUTENHOCT,
nypnypa, mypnypa #a Henoch-Schonlein, cppbex

]ﬁapymenm Ha 6b0penyTe H MHKOUHHTE b THHIA

Mpuoro peaxu

Octpa Gp0pedHa HENOCTATEYHOCT, XeMaTyph,
MPOTEHHYPHS, HEPPOTHIEH CHHAPOM,

TyGy 1oMHTEpCTHIIAANEH HedpHT, GBOpeana
ManunapHa HEKpo3a

O0ImN HApYHIEeHHH H eeKTA Ha MACTOTO HA
NPHICKEHHE

Peaxn

OK




* Mudopmaiara 32 4eCTOTATa OTPa3ABa NAHHK OT MPOAB/KUTEAHO JEYCHHS C BHCOKA 1032 (150 mg
JHEBHO).

Ommcanue Ha H30paHH HeReNIaHH JICKaPCTBCHU peaKIliH

Amepompombomuuny unyuceHmu

JIaHHWTE OT KNMHUMHHUTE APOYIBAHMA W eMMAEMHOIOTHIHH JAHHH €[HAKBO COYAT KbM OBUILCH PHCK OT
apTepHATHE TpOMGOTHYEY CHOHTY (HANDHMED MHOKApIEH HHOAPKT HNH HHCYJT), CBbP3aHH ¢ ynorpefara
Ha JHKnofenak, ocoGeno Iy BcoKa fo3a (150 mg AHEBHO) ¥ NIPH NPONBIKATEIHO NeUeHAS (RHE TOYKH
4.3 u 4.4 ITporusonokazanis ¥ CrieUHATHA NPSAYTIPSKACHI H NPENTasHi MEPKH TIPH ynotpeba).

3purenny edekry

3pUTENHK HApYLIEHUS, KATO 3PUTENHO YBPEKJAHE, 3aMbIIICHO 3PCHHE Wil JMILIONNS, H3F/IEHIA, He Ca
edpextn ot crpana na HCIIBC o 06HKHOBEHO a 00paTHMH TIPH TPEYCTAHOBABAHE Ha NEYEHNETO.
BepoATHHST MEXaHHIEM 33 3PHTEIHUTE HAPYIIEHH & MHXUOUPAHETO Ha NPOCTATNAHIUHOBUS CHHTES H
ApYTH NOHOGHK CheNUHEeHYs, KOHTO MPOMEHAT peryTHpaHeTo Ha KPBRHHNA NOTOK Ha PETHHATA, KOETO BOAH
10 TIOTCHIMANHE NPOMEHH B 3peHUeT0. AKO TAKHBA CHMITTOMH CE HOABAT M0 BPEME Ha IS1EHHETO C
muKnodeHak, MoXe Aa ce MOMHCIH 33 0GTaMOIOrHIeH HpeTies, 32 J1a Ce HIKITHoaT ApyTH IPHYHHY.

Cpobinaeane Ha NOAQ3MPAHK HEXEIAHH PEAKIH

CroGILABAHETO Ha [1003HPaHH HEKENaHN PEAKLMK CIIE/ Pa3peiuaBane 33 yIoTpeda Ha IeKapCTBeH A
MPOIYKT € Baxuo. Toga no3Bo/iea Jja APOXEIKA HADMIONEHAETO HA CHOTHOMWEHHETO TION3a/PUCK 3a
NeKapCTBEeHHs MPOXYKT. OT MEAHLMHCKHTE CTIEMATHCTH C& U3UCKBA 1 cb0O1IABaT BCAKA NO03HPAHA
HeKEeNaHa Peakilus Upe3 HAIMOHAIHA cHCTeMa 3a ChobaRane KbM M3bIHATEHATA areHLHs 110
JNekapcTBaTa, . ,,Jlamsn [pyes” Ne 8, 1303 Codws, Ten.: +35928903417, yeOcaifr: www.bda.bg.

4.9 Tpeno3upane

CHMITOMM

Ipeno3upaneTo Ha auknodeHaK HAMA THIHYHA KAMAWYHA kapTHHA. To MoXe fa NpUHMHH CHMITTOMH Kato
TOBPBIHaHe, TACTPORHTECTHHATHY KPHBOHIIHBH, AHAPHA, 3AMATHOCT, THHUTYC HITH FbpuoBe. B cayvai Ha
3HAMMTENHO OTPABIHE Ca BBIMOKHU OCTPa GhOPEYHA HETOCTATHYHOCT M HePHORPOGHO HAPYUICHHE.

TepanesTHuny MEPKH
JTleuennero Ha octpoTo orpasne ¢ HCTIBC, BIUIIOYHTENHO THKIO(PEHAK, C& CHCTOH OCHOBHO OT

NOTBPKALIM MEPKH H CHMIITOMATH4HO AeucHUE. [Tonbpranit MEpKH H CAMITTOMATHYHO NEHEHHE C¢
TIpHNTATAT TIPH YCIOXKHERNA KaTO XHTNOTOHHA, GBOpedHa HeoCTaTEYHOCT, FhPYO0Be, CTOMAILHO-YPEeBHU
HapyIeHNs U THXaTeTHa JenpecHs.

CrieLManHy MEpKH, KaTo (opcrpana Juypesa, THaan3a Wil Xemonepysus, BEPOTTHO HE IOMarar Iipy
exivAHEpane Ha HCITBC, BKMOYKTENHO aHEIo(deHaK, IOPaIn BUCOKATa M CTENEH Ha CBBP3BaHe ¢
ILIA3MEHUTE MPOTEUHH U eKCTEH3HBHAA METAOONHZEM.

Crie rOrThIIaHE Ha NOTEHIEANHO TOKCHYHA CBPEXI032 MOXKE /14 Ce MIPHI0KH AKTHREH BBIJICH H CTOMALTHO
W3npaseaHe (HAMp. Ype3 MOBPbillaHe, CTOMAINEH aBaX) C/le]l NOMTBIIAHE HA IIOTeHLMAIHO
KHABOTO3ACTPALIABAIIA J03A.

5. PAPMAKOJIOTHYHH CBOUCTBA
5.1 PapmaKoIHHAMHYHA CBOIHCTBA
ATC xoa: MO1ABOS

dapMaKOTeparieBTHYHA [PYNa: HECTEPORIHH NPOTABOBB3NATHTENHY U NPOTHBOPEBMATHYHH CPEACTBA,
NPOM3BOIHE HA OLETHATA KMCEIHHA H CBbP3aHY BElECTEa

MexannzbM na geficTeue
JMKIaK OB pKa INKIoQEHaK HaTpul, HECTEPOHIHO BEIIECTBO ¢ HIABCHH IPOTHBOPEEM
[POTHBOBL3NATHTENHY, aHANTeTHYHY H aHTHITHPETHYHHA cBoHcrsa. Hmabupanero Ha I



CHHTE3, ZIOKA3AH eKCIePMMEHTAHO, Cé CUHTA 33 OCHOBA Ha MEXAHH3MA My Ha JeficTaue. TIpocTarnanAHHITe
UrpasT BAXKHA POJA B IPHUHHATA 32 BB3NANEHUETO, GONKATA U NOBUIICHATA TEMIICPATYPA.

Juxnodenak HaTpuii He OTUCKA in Vitro CHHTe3a HA NPOTEOTIIHKaH B XPYILUIA [IPH KOHUEHTPALKH,
EKBHBANCHTHH HA KOHUECHTPAMKTE, AOCTHTAHM TIPH XOpa.

DapmakorHAMIYHY ebeKTH

[lpy peRMaTH4HY 3a00NABAHISA POTHBOBBINANUTEHUTES | aHANMETHIHA CBOKCTBA Ha AUKIO(EHAK BORAT 1O
KMHHHYen eheKT, KONTO e XapakTepH3Hupa Ch¢ 3HAUHTENHO 0GNeKuaBaHe Ha CHMIITOMHTE KaTo Golka py
fiokoM, NPH JBIKERNE, CyTPELUHa CKOBAHOCT H MOTYBAHE Ha CTABHTE, KAKTO H 20 (yHKUHOHATHO
nonoSpesHe,

I1pH MOCTTPABMATHYHH ¥ NOCTONEPATUBHH Bb3NATUTE/THH ChCTOSHNS THKIodeHak G5p30 06IeKiaBa KakTo
crnionTannaTa $ONKa, TaKa W GONKaTa NpH NBWKEHAS 1 HAMANABY AOAYBaHETC ¥ OTOKA HA paHaTa.

TIp¥ KIHHHYHHE NPOY4BAHKSA € YCTAHOBEHO, Y€ IMKIO(EHAK PUTEKaBA M3ARCH aHANreTHHeH edeKT MpH
yMepeHa ¥ Texka GONKA OT HepeBMATHYCH NPOWIXoA. KnvinaniTe NpoyusaHis NOKa3eaT Chio, e
IuKnohedak Moxe 1a o6nekuu 6oaxaTa U la HaMaM KPHBOTEYEHHETO IPH IIBPBIFHA THCMEHODEAL.

5.2 PapMAKOKWHCTHYHH CBOICTBA

Alcopbips

Jlukoenak ce pe3oplupa HAMBIHO OT OfHYaiHUTe CTOMALIHO-YCTOHYHBY TA0NETKH IPH TPEMHHABAHETO
npe3 cromaxa. Cliel IEpOpATHG NPUIoKEHAe Ha 50 mg ARKIodeHaK CpeTHUTE MIa3MEHH KOHLCHTPalH OT
1,5 pg/mi (5 micromol/l) ce AocTHraT 0X00 2 yaca CHER NOFTbINANE Ha TabneTkara, Pesopbupanoro
KOJEA4€CTBO € B JIHHEHHA 3aBHCHMOCT OT H03aTa,

[NTacaxbt Ha TabieTkara npes cToMaxa e Imo-6aseH NMpH Mpyem 110 BpeMe Ha WIH C16]] XPaHEeHE OTKOITKOTO
e XPAaHEeHe, HO KONWIECTROTO HA Pe30pOypanis MUKNOdeHak 0CTARA HEIPOMEHEHO.

TInomTa mox kpuBara KoHUeHTpauus-speMe (AUC) cien nepopaliio WM PEKTAIHO OPHITOKEHHE € OKOIIO
QBa I'ETH MO-MAIKA B CPABHEHHME C EKBRBAIRHTHA HApEHTEPANIHA 034, 33IM0TC OKOJI0 NONOBHHATA OT
AKTHBHOTO BEIECTBO, IPHETO MEPOPAJIHO KITH PEKTANHO, C& MeTabo/H3HPa [IPH IBPBOTO NPEMHUHABAHE NTPE3
uepuns 1pod ("first pass" effect).

DapMakOKMHETHYHOTO NOBEIeHHE He ce IPOMEHs IPH MHOTOKPAaTHO Npsioxenue. He ce nabmonasa
KyMy/IMpaHe RPY CTa3Bane Ha NPENOPLUMTENHATE JO30BY HHIEPBaH.

Pasnpenenenne
99,7% o1 IUKIOGEHAK Ce CRBP3BA C TA3MEHNTE (IPOTEVHH, OCHORRO ¢ anGymuH (99,4%). [TpusnaansT

obeM Ha pasnpeaenenue ce w3uucnasa Ha 0,12 no 0,17 Vkg.

JinknodeHax MPOHMKBA B CHHOBHATHATA TEMHOCT, KbIETO MAKCHMAJIHH KOHLIEHTPALKH CC N3MCPBAT 24
yaca Clle JOCTHraHe HA MAKCHUMAJIHY TUIA3MeHH KOHIEHTpALMH. ENUMIHAIHOHHAAT [HOJTy KHBOT OT
CHHOBHAIHATA TedHoCT & 3-6 yaca. J[Ba waca cien AOCTUraie H2 MaKCUMAaNHM TNasMeH HHBA,
KOHIEHTPALMHTE Ha AKTHBHOTO BEILIECTBO €4 [0-BUCOKYU B CHHOBHATHATA TEZHOCT OTKOMIKOTO B NTa3MaTa H
0CTaBaT [10-BHCOKH 34 HEpHON oT 12 vaca.

buorpancdhopMarms

NuknodeHak ce MeTaboOTH3MpPa OTIACTH UPe3 [IIOKYPOHHUPaHe Ha HHTAKTHATA MOJIEKYJIA, HO OCHOBHO 4pe3
¢/THOKPATHO H MHOIOKPATHO XHAPOKCHIMPaHE H METOKCHITHPAHE, BOJIELIH 1O HAKOIKO eHOI0BY
MeTabonuTa (3'-XuIPOKCH=, 4'-XHIAPOKCH-, 5-XUIPOKCH-, 4',5-NHXUAPOKCH- U 3'- XHIPOKCU-4'-
METOKCHAHKIODEHAK), TOBEYETO OT KOUTO ce TIPEBPBIUIAT B ITIOKYPOHOBH KOHIOTaTH. J1Ba OT TE3H
{enonoBH MeTabOMHTH ca GHONOTHYHO AKTHBHH, HO B MHOIO [10-MANKA CTENeH OT mkaodenax.

EnvMunnpane
TOTAIHMAT CHCTEMEH KIMPRHC Ha IuKIodeHak 0T Iasmata e 263+56 ml/min (cpeana crofioct + SD).

KpalHHAT nOMyXHBOT B Myia3Mara e 1-2 yaca. YUeTHpH OT MeTaGONKTHTE, BKIIOMHTENIHO ABA
ChILQ UMAT KEC TINA3MeH nonyxusor ot 1-3 uaca. Enus Metabonur, 3-XMAPOKCH-4' METO!
HMMa MHOTO HO-IBITET IUIA3MEH [ONYKUBOT, HO TOH € MPAKTHYECKH HEAKTHECH.




Owono 60% ot npunoxeuara 03a Ce eKCKPETHPAT B YPHHATA KaTO IMIOKYPOHHAHH KOHIOTATH HA
HHTAKTHATA MOJIEKYNia ¥ KATO METabOoHTH, TOBEYETO OT KOUTO ¢4 ChULO N0 ropMara Ha FIIOKY POHHIH.
[To-manko oT 1% ce eKCKpeTHpPAT KaTo HeMPOMEHEHO BelecTBo. OCTaHaiaTa 4act ot /03aTa ce eNHMHUHHDa
kaTo MeTaGONTHTH Ype3 MITHYKATA BBB (peueca.

Q§Q§EHOC’I‘H HA NalHEHTHTE

Hsma chIecTBeHH Bb3PacTOBH PAa3HKH B pe3opluuaTa, MeTaboi3Ma Wi THMIHAPAHETO.

TTpy NallReHTH, cTpajaind oT OBOpeUHa HEACCTATHYHOCT, OT KHHETHKATa Ha eNMHIIHA 1034 HE MOXE A2 Ce
HAINpPABH WIBOL, 33 KyMy/MpABe HA HEMPOMEHEHOTO BEMECTRO NPH ofuualina TepariesTH Ha cxema. [lpu
KPeaTHHHHOB KIMPBHC 10-MATEK OT 10 ml/min, u3uMCIeHHTe paBHOBECHH I1A3MEHH HHBA HA
XHAPOKCHMETA0ONHTHTE ca 0KONO 4 MBTH O-BHCOKH OT HopMaTa. BeIipeky ToBa Hakpas MeTabOIHTHTE ce
eTHMIHHpAT [Tpe3 KABYKATA.

I'lpu TRUHEHTH C XPOHHYCH XETIATUT UJIH KOMIICHCHpaHa OHpo3a, KVHETHKATa ¥ MeTafonH3IMa Ha

- JMKTodEHaK ca CHUMTE KaKTO NPU HaHHeHTHTe Ge3 uepHoapobHO 3abomibare.

5.3 MpeaxiHHAYAN JaHHY 3a GezomacHocT

MpeakHHIHUTe JAHHK OT IPOyYBaHHA Ha TOKCHYHOCT [IpH €JHOKPATHO M MHOFOKPaTHO IPHIIOKEHKE,
KAKTO M ITPOYYBAHUS HA TEHOTOKCHYHOCT, MyTaréHHOCT ¥ KaHLIEPOTEHHOCT HE MOKa3BaT OacHOCT 32 Xopara
TIpH H3MONI3BAHE HA IPENOPHYHTENHA TepaneBTHYHa 1033, HAMa 1oKa3aTencTso, 4e AUKIO(EHaK HMa
TEPATOreHeH HOTEHIHA IIPH MHIIKHY, TUTBXOBE HIH 32ty

JIHK/odeHaK HiiMa BIsHKE BEPXY (hepTINIMTETa Ha UTEXORE. [IpeHaTaNHOTO, IEPHHATATHOTO H
NOCTHATANHOTO pa3BHTHe HA TIOKOJCHUETO HE € 3aCETHATO.

6. PAPMAHEBTHYHH JTAHHH

6.1 CuHCHK HAa OMOIHHTE BEIIECTBA

Kanupes xuaporen$pocdar 1uxuapar, HATPUEB HUWIECTEH TMKONAT (THI A ), MUKPOKPHCTAIHA HEMTy/103a,
XMITPOMENO34, IAKT033 MOHOXHAPAT, MArHE3UER CTEAPAT, LapeBUYHO HUILECTE, KOJIOMIEH CHITHIHER
IHOKCHA, onpeTuTest keneseH okcua (E 172). :

6.2 HeehbBMECTHMOCTH

He ca u3pecthn,

6.3 Cpok Ha roHOCT

3 roguHn.
Jla He ce npinara clel H3THYaHE Ha JaTaTd, O3HAYeHA BRPXY ONIAKOBKaTa.

6.4 Cnenunajnu YCIORAY Ha CLXpancHie
Hsama crienyansy yCIOBYA Ha CBXPaHEHHS.
6.5 JlaHHH 32 ONIAKOBKATA

OpuruaTHa oNakoska, ceaspikaia 10, 20, 50 u 100 Tabnerks ¢ HIMEHEHO 0CBOOOKIaBaHe (1BY CTIOHHIL).
Juxnak 150 ID: repeuuHa onakoska: PP/Al 6auctepu.

6.6 CneuHaIHH npeInasHM MEPKH NPH H3XBLPJsIHE H paboTa

HsMa cneisangn H3HCKBAHKA.




7. NPRTEXKATEN HA PASPEHIEHUETO 3A YIIOTPEBA
Hexat AG

Industriestrasse 25

D-83607 Holzkirchen, I'epmania

8. IPHUTEXATEJ HA PASPENIEHHETO 3A TAPAJEJIEH BHOC
“Becta Men” EQOQJL, yii. JKsHuo Cropuen* Ne8, 5350 Tpasna, Brirapus

9, HOMEP(A) HA PA3PELIEHHETO 3A YOOTPEBA
Huxnax 150 ID - 20010520

10. TATA HA ITbPBO PA3PEIHABAHE/NIOTHOBABAHE HA PASPEINEHHMETO 3A
YOOTPEBA

Jlara Ha IMpBO pa3pemasaHe 3a ynoTpeba:

05.06.2001

Jlata Ha MEPBO NOAHOBABAHE Ha Pa3pelIeHHeTo 3a yrorpeba:
12.06.2006

Jlara Ha BTOpPO HOAHOBABAHE HA pPaspelEHMETO 34 ynoTpeba:
18.07.2011

11. JATA HA AKTYATH3IAPAHE A TEKCTA

07/2020




