KPATKA XAPAKTEPUCTHUKA HA IIPOAYKTA

20O 10 13/49

1. UME HA JIEKAPCTBEHMA ITPOAYKT 07-1-

70 42/ ~Z

JTuxnak 75 ID 75 mg tabneTku ¢ u3MeHeHO OCBOOOXJaBaHe
JIuknak 150 ID 150 mg TabneTku ¢ u3MEHEHO O0CBOOOXK1aBaHe

Diclac 75 ID 75 mg modified-release tablets
Diclac 150 ID 150 mg modified-release tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

| Tabnerka J{uknak 75 ID ¢ uameHeHo ocBoOOkAaBaHe (ABYCJIOMHA) ChAbPIKA:
12,5 mg nuknogeHak HaTtpui (diclofenac sodium), 0bp30 0CBOOOXK1aBaHE;
62,5 mg nuknodeHak HaTpuii (diclofenac sodium), 6aBHO ocBOOOXK1aBaHe.

1 Tabnerka uknak 150 ID ¢ uameHeHo ocBoOOXK1aBaHe (ABYCIIOMHA) ChABbpKa:
25 mg nuknodenak HaTpuk (diclofenac sodium), 6bp30 ocBOOOXKIaBaHE;
125 mg nquknodenak HaTtpui (diclofenac sodium), 6aBHO 0CBODOXK/1aBaHE.

3a MbJIHUA CITUCHK HA MOMOLIHUTE BELIECTBA BHXKTE TOUKa 6. 1.

3. JJEKAPCTBEHA ®OPMA

Tabnerku ¢ UsMeHEeHO 0cBOOOXK1aBaHe (JAIBYCIIOHHH).

4. KJIMHHUYHHU JAHHHA
4.1 TepaneBTHYHH NOKA3AHHSA

3a 1e4eHHue Ha:

® BB3MNAJMTE/HHU U JIereHepaTUBHU (JOPMU HA CTaBHH 3a00JIABAaHUS: PEBMATOMIEH apTPHT,
FOBEHHJIEH XPOHUYEH apTPUT, AHKWJI03Upall] CTIOHAMJIMT, OCTEOAPTPUT M CIIOHAWIOAPTPHMT,

00JIE3HEHH CUHAPOMH Ha rPbOHAYHUA CTHJO, U3BBHCTABEH PEBMATH3BM

® [10JIarpo3Ha Kpu3a

® [IOCTTpPaBMAaTH4HA M MocTonepaTtuBHa 00JIKa, Bb3MaJ€HHE H M01yBaHe, HAMNp.Clie/1
CTOMATOJIOrHYHA WK OpTONEAUYHA Orepalus

e 00JIe3HEHH W/WIH Bb3NAJUTETHH ChCTOSSHUS B TMHEKOJIOIMATa, Hanp.MbpBUYHA JJUCMEHOpes
WJIA aJJHEKCUT

® KaTo JOITbJIHEHHE MpH JIeYeHHEe Ha TeXXKHU 001e3HEHH HH(EKILIMK Ha YXOTO, HOCa WIH I'bPJIOTO,
Harp.TOH3WI0(apUHTUT, OTHUT. Cra3BalMK¥ OCHOBHUTE T€PAaNeBTHYHH MPUHLIUITH,
noJiexKauoTo 3abongBaHe TpsAOBa J1a ce JIeKyBa CbC ChOTBETHaTa Tepanus. OedOpunureT, cam
1o cede CH, He € MoKa3aHHe 3a IPUJIOKEHHE.

4.2 Jlo3HpOBKA H HAYHH HA NPHJIOJKEHHE

1032 32 Bb3MOXXHO Hal-KpaTbK CpPOK.

Hexxenanure 1ekapCTBEHHU peakLMd Morar Ja Obaar CBeIeHU 10 MUHUMYM 4pe3 U3
HUCKaTa e(eKTHBHA [03a 3a Hal-KpaTKUA NMEepUoJ OT BpeMe, HeoOX0AUM 3a KOHTPO
cuMnToMHTE (BXK. TOYKa 4.4 CnieLnaliHy NpeAynpex1eHus U rpeana3sHd MEepKH Ip




Bo3pacTHuU
[Ipenoppumnrennara HadasiHa ao3a ¢ 100 go 150 mg. Ilpk no-nexu ciay4au, KakTo M npu
NpOABb/DKATENHa ynoTpeba, 0bukHoBeHO ca goctaThbuHH 75 go 100 mg nHeBHoO.

[Ipy nepBHYHA AUCMEHOpES THEBHATA 034 TpAOBa Aa c¢ afanTypa HHAUBHAYATHO U 00M4aiiHo e 50
1o 150 mg. Tpabea xa ce npunoxu HadyasiHa ao3a ot 50 1o 100 mg u, npu HeobxoaumocT, aa ce
NOBHILIH B TeY€HHUE HA HAKOJIKO MEHCTPYAIHH LHKB2 A0 MakcuManHo 200 mg/nen. Jleyennero
TpsOBa 1a 3a10uHe IIPH NOSBa HA ITBPBUTE CHMITTOMU M B 3aBHCUMOCT OT OILUIAKBAHUATA, Ja
NMPOABIAKHY HAKOJIKO JHHU.

Huxnak 735 ID

[Ipu BB3pacTum ce mpunara 1 Tabnerka ¢ H3MeHEHO OCBODOIKIARaAHE (EKBHBAJICHTHO Ha 75 mg
OMKI0MEHAK HATPHIA) BEAHBXK AHEBHO. AKO € HeoOX0AMMO, IHEBHATA /1033 MOXKe 112 Obae yBeIndYeHa
Ha 2 TaOneTKu ¢ U3MEHEeHO ocBoOoXKAaBaHe (ekBUBaNeHTHO Ha 150 mg nukiodeHak HaTpUid) BEAHDBXK
JHEBHO.

Huknak 150 ID

[Tpn BB3pacTHH ce npwiara 1 Tabnerka ¢ H3MeHeHO ocBOOOXKAaBaHe {eKBUBAISHTHO Ha 150 mg
OUKJIO(EHaK HATPUH) BeAHBXK AHEBHO. [IpenopbunTenHata 103a OTroBaps Ha MaKCHMaJIHATa JHEBHA
1032 ¥ He TpaOBa xa ce NpEEHILABA.

CrieliManTHU nomyaaluH
Ieouampuuna nonyaayus

[lopagu xonuuecTBOTO Ha AuKIodeHax Jluknak Tabnerky He ca NOAXOAALIH 3a YIIOTpeOa npH AeLa U
FOHOILIH.

Ilayuenmu 6 cmapuecka sv3pacm (#ao 65 2oounu)

He ce Hanara kopeKlua Ha 003aTa NPH NalMeHTH B ¢cTapuecka Bpapact. HeobxoaumMo e nopHieHo
BHUMaHHE IIPH XOPa B CTAPUYECKA BB3PACT 110 OCHOBHU MEAULIMHCKH ChOOpaAXKEHHS, B YACTHOCT TNPH
HEMOILHH BB3PACTHH NALMEHTH WIH [IPH MAaLUKHEHTH ¢ HUCKO TENECHO Terno (BXK. Touka 4.4).

Yemanoeeno cvpleuno-cv0060 3aborreane unu 3HAYUMERHU PUCKO8U axmopu 3a CbpOedHO-CbO06U
UHYyuoeHmu

JleyeHHeTO ¢ ANKIO(MEHAK KATO LIAJIO HE Ce MPEeNopbyBa MpH NMALMEHTH ¢ YCTAHOBEHO ChPIACUHO-
CbAOBO 3ab0nABaHe WIH HEKOHTPOIMpaHa XuneptToHus. [Ipy HeoOXOAUMOCT MALIMEHTHTE C
YCTAHOBEHO ChPACHHO-CHAOBO 3a00/sBaHE, HEKOHTPOIMPAHA XHUIIEPTOHUA WY 3HAUUTEIHH PHCKOBH
thakTOpH 32 CHPACYHO-CHAOB MHUMACHT TPAOBA J1a c€ JIEKYBAT ¢ JHKIO(eHaK caMO ¢Jie]l BHHMATE/IHa

npeuerka y B 2034 < 100 mg qHeBHO, aKO JIEYEHUETO NPOAB/DKABA NMOBEYE OT 4 CeAMHLIM (BXK. TOUKA
4.4).

bvbpeuno yapexcoane
[IpoTuBonoka3aHa e ynorpedata Ha nuinodeHak py nauneHTy ¢ 6pOpeuHa HegocTaTeuHocT (GFR
<15 ml/min/1,73 m?) (8x. Touka 4.3 , [IpoTHBONOKa3aHHA™).

He ca npoBexxaaHy NMpOYYBaHHA CIIELHATIHO MpH nauueHTH ¢ 6b0pedHo yBpexaaHe, Mopaai KOETO He
MOTarT Ja ce AanaT cnelMpUYHH NpenopbKH OTHOCHO KOPUTHpaHeTo Ha fo3aTta. Heobxognumo e
NOBHUIEHO BHUMAaHHE MpH [IpWiaraHe Ha JUKUIOQEeHaK IpH NAaHUEHTH ¢ JIEKO JI0 yMepeHo 656peuHo
yBpexJaaHe (Bxk. Touka 4.4 ,,CnenHanHy npeaynpexxacHua 1 Npeana3Hid MepKY NnpHy ynorpebda™).

Heprnoopobro yspexcoane
[IporuBonokasana e ynorpedara Ha AUKIIO(EHaK NpH NalMEHTH ¢ MepHOAPOOHA HEAOCTATHYHOCT (BiK.
Touka 4.3 ,,[IpoTuBOnOKa3aHus™).

He ca [IPpOBCKAaHH IIPOYYBaAHHA CIICLIHATHO IMIPH HAHUCHTH C '-l&pHO,[lpOGHO YBpCAKIAHC,
HC MOrarT Ja c€ gajgart CI'[CI.[H(bH'-IHH [IPCNIOPBKH OTHOCHO KOPHTIHPAHCTO Ha O03aTa. He
NMOBHILICHO BHUMAHHUS TIPH IIpHJIaraHe Ha II,HKJ'IOCI)EH&K ITPH NALHCHTH C JICKO 10 YMEPE




yepHOZPOoOHO yBpexiaHe (BX. Touka 4.4 ,,CneliMaliHi NPEeaYNIPEeKASHHS U NPEANa3Hd MEPKH IIpH
ynotpeba™).

MaxcuManHaTa gJHeBHa 103a 0T 150 mg He Tpadbra na ce nmpepHUaBa.
HauuH Ha npuioxkeHHe

Tabnerkure Tpabea na ce MOrTBIIAT LIEJIM C TEMHOCT, 3a MPEATIOYHUTaHe NIpeaH XpaHeHe 4 He TpaOBa
Ja ce JEeNAT WK CIbBKBaT.

4.3 IIpoTEBONOKA3AHAS

-  CBPBX4YYBCTBHTEIHOCT KbM aKTHBHATA ChCTABKA HJIM HAKOE OT MOMOLLHHTE BEUIECTBA;

-  AKTHBHa CTOMAaILIHa WM YpeBHA A3Ba, KbPBCHE WM nepdopaums (BX. TOUKH 4.4 u 4.8);

- J{aHHHM OT aHaMHE3aTa 3a KbpBeHe WIH nepdopaLus OT cCTpaHa Ha CTOMAIIHO-YPEBHHSA TPaKT,
CBBP3aHH C NPSAHULIHA Tepanus ¢ HECTEPOMAHH NpoTHBOBB3NaHTeNHHU cpeacTea (HCITBC).
AKTHBHA UIH MMHA/a PEKYPEHTHA [EeNTHYHA A3Ba/KPHBOM3IME (IBA MM NOBEYE OTACIHH €MH30]a
Ha NOKAa3aHa yILEepalHsa HIH KbpBeHe);

- TlocnengeH TpuMecThP Ha BpeMeHHOCTTa (BX.TO4Ka 4.6);

- YepHoapoOHa HEJOCTATHYHOCT;

- bwvbpeuna HeaocrarpuHocT (GFR <15 ml/min/1,73 m?);

- Texka ¢hpac4Ha HEAOCTATHUYHOCT (BXK. TO4YKA 4.4);

- YcraHOBeHa 3acToMHA chpaeuna HeaocTarbyHOCT (NYHA II-1V), ncxemuyna 6onect Ha cupuero,
nepudepHo aprepranHo 3abonsBaHe H/WIH MO3BYHO-CBHAOBA OOMeCT.

- Kakro u ocrananure HCIIBC nuknodeHak e npoTHBONOKa3aH NPH MalUEHTH, IIPH KOHTO
ynotpebara Ha aueTWICATULMIOBA kucenuna unu apyrd HCTIBC moxxe na npenuseuka actMa,
aHrHOeeM, YPTHKapHs WM ocTep pHHMT (T.Hap. HCIIBC vuaoyuupaHu peakiiy Ha KpLCTOCAHA
PEaKTHBHOCT) (BX. TOUKH 4.4 H 4.8);

4.4 Cnennanan npeaynpexieHHEs H OpeANa3HH MEPKH NIPH ynoTpeba

HesxenaHuTe jiekapcTBEHM peaKLMK Morart Aa ObJaT HaMaJieHU KaTo 3a OBJIaAfABaHe Ha CHMITTOMHUTE
ce ynorpedaBa Bp3MOKHO Hall-HUCKaTa ePEKTUBHA 1032 32 BL3MOXKHO HAil-KpaTbhK CPOK OT BpeMe
(BIDKTE TOUKA 4.2. H [TO-A0TY MOCOYEHHUTE racTPO-UHTECTHHAIHH H ChP/IEYHO-CHLAOBH PHCKOBE).

CToMalmHo ycToH4uBUTE TAONETKH AUKNOQEHAK ChABPAKAT JIAKTO3a U 3aTOBA HE CE MPENOPBYBAT NPH
NAUMUEHTH C PEAKUTE HACIEACTBEHHU ChbCTOAHUA HA FAJJAKTO3HA HENMOHOCHMOCT, TEXBK JIaKTa3eH
JeHULMT WIH MNIOKO30-ranNakTo3Ha Manadbcopbuus.

ChObTCTBAILIA ACTMA
[Ipx nauMeHTH ¢ acT™Ma, Ce30HEH ajlepruueH pUHHUT, HaObOBaHe Ha HazanHaTa TWraBHLIA {HaIp.

Ha3alHH noauny), XObb Win XpoHUYHHM UHGEKIHY Ha peCNUPATOPHHUA TPAKT (OCOOEHO CBBP3aHH CBhC
CUMIITOMH, NOJJ0OHU Ha aneprudeH puHUT), peakupure KkbM HCTIBC karo ex3auepbaumns Ha acTMara
(T.Hap. HEMNOHOCUMOCT KbM aHA/INETHLIM/AHANTETHYHA ACTMa), OTOK Ha KBHHKE WIH ypTHKapua ca Nno-
YECTH B CPpaBHEHHE ¢ APYTH NalUeHTH. ET0 33110 NpH T34 MALMEHTH C€ NTPENOPbYBaT CIELMATHU
MepPKH (TOTOBHOCT 3a ClielliHa noMolll). ToBa ce€ OTHACH M 3a MalMEeHTH, AJICPrHYHH M pearvpaily Ha
APYTH BELIECTBA, C HANP. KOXKHH PEakUUH, chpOeX WIH YPTHKapHi.

ChpaAeYHO-CHIOBH M MO3BbUYHO-CBAOBH €DEKTH

HeobxoauMo € 1a ce OCHIypAT NOAXOAALIO HaOMIOJeHHE H CHBET 3a MAllMEHTH ¢ aHAMHE3a 32
XMIMEPTOHHA W/ HIH JIEKa 10 YMEPeHa KOHMeCTHBHa ChpAeUuHa HEJOCTATHYHOCT, Thif KaTO HMa

CBOOIICHUS 33 OTOLM M 3apbKKa Ha TEYHOCTH, CBBp3aHHU ¢ jeueHuero ¢ HCIIBC.
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KIMHUYHH NpOyYBaHHA U EMTHAEMUONOTAYHH JAHHH NIOKA3BaT, 4¢ ynorpebara Ha AMKN _
0coBeHO BBB BHCOKa /1032 (150 mg AHEBHO) M NPH NPOXBIDKHTENHO MPHIOKEHHE MOXKE/ ARG '5;[&
CBBP3aHa € JICKO MOBHILCH PUCK OT apTEpHAIIHU TPOMOOTHYHH CBOMTHA (Hanmpumep Mﬂogéf A ; ?E
HH(AapKT WIH HHCYT). KaTo 110 neyeHuero ¢ ,ummﬂcbeﬂax HE Ce MpenopbYBa NpH rla@



HCXEeMHYHO 3aDosigBaHe Ha CbpLETo, 3a0oNgBaHe Ha nepudEepPpHHATE APTEPHH) WIH HEKOHTPOJIHpaHa
XHNepToHud. IlalueHTH ¢ YCTaHOBEHO ChpASYHO-ChAOBO 3a00/ABaHe, HEKOHTPOINPaHA XHIIEPTOHHA
HJIH ChC 3HAYMTETHH PHCKOBH (PAKTOPH 3a ChPASYHO-CHAOBH CHOUTHA, HATNIP. XMITEPTOHMUS,
XMNEPIUINHACMHEUS, 3aXapeH AHa0eT, TIOTIOHOMMYLIEHE, KOHMECTHBHA ChpAESYHA HEAOCTaTEYHOCT,
YCTaHOBE€HAa UCXEMHYHA OOJIECT Ha CHPLETO, 3a0onaBaHe Ha NeEpU(epHUTE APTEPHHH U/UAH MO3ZBYHO-

cbaoBa bonect, TpaOBa a ce eKyBaT ¢ AMKIOQEHAK caMO CJie[l BHUIMATe THa NPELieHKA U B JO3H <
100 mg aHeBHO, KOraTo JIeYeHHEeTo NPOAL/DKABA NOBEYE OT 4 ceqMMLUH. ThH KaTo ChpASYHO-CHAOBHA
PHCK IPH AHKII0(deHaK MOXKE Ja HapacHe ¢ A03aTa U NPOAB/DKUTEIHOCTTA Ha eKCIIO3UIIUATA, TPsAORa
na ce npuiara Hal-HHCKaTa ePEeKTHBHA 403a 33 Bb3MOXKHO Hal-KpaTKHs NMEPUO OT BpeMeE.
[lepuoauuno Tpadea aa ce M3BBPILUBA [TPEOLUEHKa HAa HeOOXOAMMOCTTA Ha NaLMeHTa OT obJicK4yaBaHe
Ha CUMIITTOMHKTE H Ha OTTOBOPA KbM TEPAIIHATA, OCOOEHO KOraTo JIeHeHUETO NPOab/DKaBa Ioseye oT 4
CEAMMLIH.

[TaumenTrTe TpAOBA Aa ClIEAAT 38 IPU3HALIM M CHMIITOMH Ha CEPHO3HH aTepoTpoMOOTHYHH CHOHTHY,
KaTo rpbaHa 6onka, 3aayXx, cnabocT, HesceH roBOp, KOMTO MOTAaT J1a Bb3HHUKHAT 0€3 npeynpeHTe/THH
curHan. [Tanuenture Tpadea na 6LAaT HHCTPYKTHPAHHU B TAKMBA CITy4aH He3abaBHO /12 Ce CBBPXKAT C
nexap.

CroMauiHO-UYpeBHHY edeKTH

[1pn Benuku HCTIBC, BrumroumTenHo auiiogeHak, e ¢bo0LaBaHo 3a CTOMAMIHO-YPEBHO KbPBEHE,
yniepauMs Wik nepdopalms, KOMTO Morar aa 6bpaaT dhaTalHH H J1a ce MOABABAT IO BCAKO BPEME B
XO0[a HAa JICYUEHUETO KAKTO ChC, Taka U 6e3 npeaynpeauTe/IHA CHMITTOMH MIIH NIPEeAX0XKIallia aHaMHe3a
3a CEPHO3HH CTOMAILIHO-4YPEeBHU 3abonasanna. Hal-o61o nocieacTsuara ca no-cepuo3Hy npu
MALUMEHTH B CTApUECKa Bb3pacT. AKO B X0J1a Ha JieueHUe ¢ AMKNO¢EeHaK ce ChOOIIH 3a KbPBEHE WIH
yJuepauus, NpHEMBT TpAOBA Oa Ce MPeyCTaHOBH.

Kaxkto npu scuuku HCTIBC, BrimtounTenHo aMknodeHak, € 3ab/DKATEIHO CTPOro HabmoAeHHE OT
JIEKap H CIIELHATHO BHUMAaHHE NIPU NPEANIMCBAHE HA MALIMEHTH CbC CUMITTOMH, YKa3Ballld CTOMALIHO-
YpeBHH HApYILICHUS WIH C aHaMHe3a, Npeanoaarala CToMallHa Wi YpeBHa 93B3, KbPBEHE HITH
nepdopaims (BkK. Touka 4.8). PACKBT OT CTOMAILIHO-4pEBHO KbPBEHE CE YBEIHYABA ¢ NMOBHMILABAHE Ha
nozara Ha HCIIBC u npu naumedTH ¢ aHaMHe3a 3a A3Ba, OCOOCHO YCIIOKHEHA C KPhBOH3NHB WK
nepdopaumi. [TauseHTUTE B CTapuecKka Bb3pacT ChoOIIABAT MO-YECTO 32 HEXKEeNaHH JIEKAPCTBEHN
peakuuu kbM HCIIBC, ocobeHo 3a cToMalLHO-4peBHO KbpBeHE U nepdopaLua, KOUTO MOTaT Ja ObAat
daTanHu,

3a HamaJIABaHe Ha pUCKAa OT FACTPOHHTECTHHAIHA TOKCHYHOCT INPH MAMEHTH C aHAMHE34a 3a 1383,
0COOCHO YCIOKHEHA ¢ KPbBOKIIHB WK nepdopalida U PH MALKMEHTH B CTapYeCKa Bb3PacT,
JedeHHeTO TpaOBa Ja 3anoyHe U 1a MPOABIDKH C Bb3MOKHO HaH-HMCKATa e(peKTHBHA J034.

TpsbBa na ce umMa nMpeaBHa Bb3MOXKHATa KOMOMHALMS C NPOTEKTHBHH JIEKapCTBa (HANP. MH30MPOCTON
HJIM MHXHOHTOPH Ha MPOTOHHATA MOMIIA) 3a TE3H MallHEHTH, KAKTO H 3a NMAllHEHTHTE, H3HCKBALLH
AOITLJIHUTE/THA TEpAllMA ¢ HUICKH 1034 aleTHICATHLMA0OBA KMCENUHA/ACITHPUH WM JAPYTH
JICKAPCTBEHH MPOLYKTH, KOUTO MOFaT 1a MOBUIIIAT raCTPOMHTECTHHAIHUA PHCK.

[lanMeHTUTE C aHAMHE3a 3a TACTPOHHTECTHHAIHA TOKCHYHOCT, 0COOEHO Te3M B CTapuecKa BB3pacT,
TpsaOBa Aa crolILaBaT BCHYKH HEOOHYAaHHY CHMIITOMH B KOpeMHaTa KyXHHa (0coGeHO CTOMAIIIHO-
ypeBHO KbpBeHe). HeoOxoaumo e noBHieHO BHUMAaHKE, aKO TAIMEHTUTE IPHEMAT €JHOBPEMEHHO
JIEKAPCTBEHH MMPOAYKTH, KOMTO MOTAT Aa MOBHUILAT PHCKA OT A3BH WIH KPBBROM3JIHBH, KaTO NMEPOPATHH
KOPTHKOCTEPOKAH, aHTHKOATYJIaHTH, AHTHAMPETaHTH WK CEJICKTUBHH HHXUOHUTOPH Ha oGpaTHOTO
3axXBalllaHe Ha CepOTOHHHA (BXK. TouKa 4.5).

HeobxonuMm e cTpor MEAULIMHCKH KOHTPO/I ¥ MOBHILICHO BHUMAHHE NPH MAaIHEHTH ¢ YJLEp
WIH 6onecT Ha KpoH, Thil KaTo TAXHOTO CHCTOSHHE MOXKE Aa C€ H30CTPH (BXK. TOuKa 4.8)

HCIIBC, pxnounTeHO JUKIO(PEHAK, MOXKE A Ca CBBP3aHH C YBEJIHYEH PUCK OT H3
CTOMAIUHO-YpeBHA aHacTOMO3a. [Ipenoprusa ce BHUMATENTHO MEAUIIMHCKO HAOMOAeH
BHUMAHHE NpH ynorpebara Ha AMKJIO()eHaK clel CTOMAIIHO-YPEBHA XUPYPrUYHa UHTE



Xenatobunnapum edexri
HeobxoanM e cTpor MEAULIMHCKH KOHTPO NPH NpeAnMCcBaHe Ha AMKIO(eHaK HA MALUEHTH C
HapylreHa YyepHoApoOHa QPyHKIMA, Thil KATO TAXHOTO ChCTOSHHE MOXKE ia Ce BJIOLLH.

Kakro npu apyrure HCIIBC, BmounTenHo aukiodeHak, CTOHHOCTHTE Ha €IMH HWIH OBEYE
yepHOAPOOHH eH3MMH MOKE Aa ce nosuiaT. KaTo npeanasHa MAapKa NpH IpOAb/DKUTENTHO JIEYEHUE ¢
aukitodenak (Harp. BB opMaTa Ha TabJIeTKH) Ce NMpenopbuBa PEOORHO IIpocieaspaHe Ha
yepHoOpoOHaTa QyHKUMA. AKO NATONOrMUHH YEPHOAPOOHH (QYHKLMOHAITHU TECTOBE C€ BIOILIAT WM
MEPCHCTHPAT, aKO C€ Pa3BUAT KIKHHUHK CUMITTOMH Ha YepHOApOoOHO 3a00MBaHe WM HACTBITAT
Ipyry npoAeH (Hanp. eo3uHOPUINA, 0OpHUB), TEUECHHETO ¢ AHKITOdeHaK TpaOBa Ja ce NPeYCTAHOBH.
[Ipu ynorpebara Ha auknogeHak Moxke Aa HacThNM XenaTUT 6e3 pa3BUTHE Ha MPOAPOMATHH
CUMITOMH.

[Tpn nauuenTH ¢ HepHOAPOOHA NOopPupys yrorpedara Ha AUKIodeHak TpabBa na ObAe ¢ MOBULLIECHO
BHUMaHHUe, Thi KaT0 MOXe Ja OTKIKOUYH [IPUCTBHII.

br6peunu edhextH

[Topagu cprofiieHHATA 32 33APHXKKA HA TEUHOCTH M OTOK, CBBP3aHH ¢ Tepanuata ¢ HCIIBC,
BIJIIOUMTETHO AHKJIO(JEeHaK, € HeoOX0oAUMO NOBUILIEHO BHUMAHHUE TIPH NMALIMEHTH € HapyLIeHa
chpledHa Wik 6B0peuHa QyHKUMH, ¢ aHAMHE3a 33 XMIIEPTOHUA, MPH MaLMeHTH B CTAPUECKa Bh3pacT,
NMAUMEHTH Ha CBITHTCTBALLO IEYEHUE C AUYPETHLIM WIH TIEKapCTBEHH MPOIYKTH, KOUTO MOTaT
3HAYMTEITHO Aa MoBAHAAT ObOpeuHaTa GyHKUMA, KAKTO M MPH NMALMEHTH ChC 3HAYMTEITHO HaAMAJICH
eKcTpaueyaapeH obeM nopanu pa3ivdHd NPUYHHY, HANp. Npeau WiIM Cle rojisiMa XMpypru4Ha
onepaums (BxK. Touka 4.3). IIpu ynorpebara Ha auiiodeHak B TAKMBA CJTyYau C€ IIpenopryuna
npocneasBaHe Ha OpOpevHaTa QyHKUMA KaTo npeanasHa Mapka. CniupaHeTo Ha TepanuaTa
OOMKHOBEHO BOIM AC BB3CTAHOBABAHE HA M3XOJHOTO ChCTOSHUE.

KOXHH peakiyu
MHoro paako BeB Bpb3Ka ¢ yriorpedara Ha JuknodeHak ¢e chobllaBaT CepHO3HU KOKHH PeaKiiMu,

HAKOH OT KOHTO JIETAIHH, BKIKOUUTEIHO €KCOTHATHBEH ACPMATHT, CHHAPOM Ha Stevens-Johnson, H
TOKCHYHA eMUASCPMANHA HEKPOJIH3a M reHepatM3HpaH 0y1o3eH (HUKCHpaH NeKapcTBEH 00puB (BXK.
Touka 4.8). [TampenTrTe H3rNexga ca H3NoKEeHH Ha Hali-BUCOK PUCK OT T€3M peakUMy Ha paHEeH eTan
110 BpeMEe Ha JIeYEeHHEeTO, KaTO HACTHIIBAHETO Ha peakumAaTa ce Habnoaasa B MOBEUYETO CTyYau B
pPaMKHTE Ha ITLPBUA Mecell OT Ae4cHHeTO. IlpunokeHuero Ha JJuknak TpaOpa aa 6bae npeycTaHOBEHO
NpH IbpBaTa NMOABA HA KOXKEH OOPHB, MYKO3HH JIE3HH WK BCAKAKBH APYTH NPH3HALM Ha
CBPBbXYYBCTBHTEITHOCT.

Kaxkro npu octananure HCIIBC B peaxu ciydau Morar Ja Bb3HUKHAT &JIEPrUYHU PeaKkLUH,
BKJIIOUUTENIHO aHAQWIAKTHYHH/aHAQWIAKTOUIHH PEaKLMH JOPH IIPH JIMIICA HA NPeAXOiHA
EKCIO3HLIMA Ha AuMKNodeHaK. Peakiuure Ha CBPBXYYBCTBUTETHOCT MOKE ChILO TaKa Jia [porpecupar
Ao cuHapoM Ha Kounis — cepHoO3Ha aNepruyHa peakiMs, KOATO MOXKe Ja JOBEAE A0 HH(APKT Ha
MHOKapaa. CHMITTOMHTE Ha TAKHBA PEAKLIMM MOXE Aa BKJIIOYBAT O0JIKa B I'bPJMTE, KOATO BL3HHKBA
BBHB BPb3Ka ¢ AJIGpruvHa peaKkuus KbM AHKIO(PEHaK.

XeMaTonorudHy epexTu

[1pu npoawmxUTENHO NeveHHe ¢ aAuKinodeHak, kakro H np ocradanute HCIIBC, ce npenoprusa
npocneAiBaHe HA KPbLBHATA KapTHHA.

[Topobuo Ha apyrure HCIIBC auknogenak Moxe BpeMEHHO Aa MOTHCHE TPOMOOLIUTHATA arperawus.
[MaupenTH ¢ AedeKTH B XeMocTa3aTa TpadBa aa 6bAaT BHUMATEIHO HA0MI0JaBaHH.

[TalHeHTH B CTapuyecKa Bh3pPacT

Heobxoaumo e noBuuieHO BHHMaHHKE [PH X0pa B CTapvecka Bb3PacT Mo OCHOBHH M€
croOpakeHHd. B 4aCTHOCT NMPH HEMOLLHM BB3PACTHH NALMEHTH ¥ NMALUEHTHTE ¢ HUCK
NpenopsYHUTENIHO Aa ce NpWiara HaH-HUCKAaTa TepaneBTHYHA J03a.




Bzanmonericteue ¢ HCIIBC
EnHoBpemMeHHarta ynorpeba Ha quioderak u cucreMad HCIIBC, BrmounTenHO cefleKTHBHM

MHXMOUTOpPH HA IMKJIOOKCUreHas3a-2, TpadBa na ce m304rea nopaay HexKeNaH! peakiuy (BxK. TOYKa
4.5).

MackupaHe Ha CHMOTOMHTE Ha MH(PEKIINA
[lopaau cBouTe (hapMakoAMHAMHYHM CBOMCTBA, NoA00HO Ha ocTaHanuTe HCIIBC, nuknodeHak Moxe

AJa MaCKHpa IIPpH3HALKUTC H CHMIITOMHATC Ha HH(])GI(]J,PIH.

ToBa nekapcTBO chABPXKa NO-Manko 0T 1 mmol Hatpuii (23 mg) Ha Tabnerka, T.€. MOXKE J1a Ce KaXKe,
4e NPAKTHYECKHA HE CBABPIKA HATPHH.

4.5 B3iaumonelicTBHe ¢ APYIH JEKAPCTBERH HPOAYKTH H APYrH (POPMH HA B3AHMOACHCTBHE

OnucaHaTe B3aMMOACHCTBUA BKIIFOYBAT Te€3H, HAOMI0AaBaHM IIpH SJMKIOQEHAK TabIeTKY WIHIH APYTH
JICKapCTBEHH (POpPMH Ha AMKIOPEHAK.

Habawodasanu ezaumodeiicmeus, xoumo mpabea ce umam npedeuo

Mowmny uaxuburopu Ha CYP2C9

HeobxoaumMo € nOBHILISHO BHUMaHHUE, KOTaTO AUKIO(EHAK e IIPEANIUCBA 3a€AHO C MOIIHH
uaxubuTopn Ha CYP2C9 (xato BopukoHazon). Tosa Moxke Aa JoBeAe A0 3HAYHTENHO NOBULISHHE HA
[MHKOBATA IUIa3MEeHa KOHLUEHTpalld ¥ Ha eKCITO3MLUATA Ha JUKITO¢EeHaK nmopaay UHXUOUpaHe Ha
MeTaboIM3Ma My.

JNuTHii
IIpu eqHOBpeMeHHA ynoTpeba AUKIIopeHAK MOXKE J1a YBE/IMYH [11a3MEHHTE KOHUEHTPalliM Ha JIMTHII,
[IpenoprbuBa ce MOHMUTOPHpPAHE HA CEpPYMHUTE JINTHEBH HUBA.

JAUTOKCHH

[Tpn egaoBpeMenHa ynotpeba auknodeHax Moxe Ja yBelIHUH IUTa3MeHUTe KOHLEHTPaLMH Ha
aurokcuH. [IpenopbuBa ce MOHUTOPHUPAHE HA CEPYMHHUTE AUIOKCHHOBH HHMBA.

IuypeTviid ¥ aHTUXUINICPTCH3INBHH areHTH

Kakto n npu apyrute HCIIBC, Taka v npu aukaodeHak egHOBpeMeHHaTa My ynoTpeda ¢ AMypeTHIH
H aHTHXHMIIEPTEH3UBHH cpeacTia (Hanp. 6era-6noxepu, ACE uHxubuTopn) Moxe na npeiM3BHKa
oTcj1abBaHe Ha aHTUXHIIEPTEH3HWBHHUA UM epeKT. ETo 3a110 Takuea KOMOHHAILIMK TpAOBa Aa ce
H3MIOJI3BAT ¢ NMOBUIICHO BHUMaHUE U KPBBHOTO HAJIATaHe Ha MalueHTUTe (0COOEHO Ha TE3H B
cTapuyecka BB3pacT) TpAOBa Ja ce Ipocieasapa peaorHO. [IanueHTuTe TpAOBa Ja NpHeMaT J0CTATHYHO
KOIMUMECTBO TCYHOCTU M 1a C€ MOHUTOpHpa peloBHO ObOpeuHaTa UM QYHKUMA Cle[l HAYAI0TO Ha
KOMOMHMpPAHATA TEparug, KAaKTO ¥ IEPUOAUUHO cJiel ToBa, 0coOeHo npH npueM Ha auypetuiu U ACE
MHXHOHTOPH MOpagy MOBUILIEHUS PUCK OT HePPOTOKCHMYHOCT (BK.TOUKA 4.4).

KJIOCTIODHH M TAKPONHUMYC
Huiuiodenak, noaodbHo Ha apyrure HCIIBC, Moxke Aa 3acuni HEQPOTOKCHYHOCTTA Ha LHIUIOCIIOPUH
M TAKpOJIUMYC nopaau edexra My Bepxy Op0peunure npocrarnadanau. ETo 3awo Tpabea ga 6bvae
NpeANHCBaH B MO-HUCKH JO3HM Ha MAIMEHTH, PHEMAIIH IHKJIOCTIOPHH WIH TAKPOJIHMYC.

J'Iexap_c*rsa, 34 KOWUTO € U3BCCTHO, HEC IIDHYHHABAT XHUIICDKATHCOMHWA
CBITBTCTRALIIOTO JICYEHHE C KHJIHﬁ-C’prﬁHHBaH.lH AHYPCTHUH, HHRJIIOCIIOPHH, TAKPOJIHMYC WIH

TPUMETOIPUM MOKE Jia C€¢ ACOUMHPA ¢ YBEJIMUYECHH HHBA HA CEPYMHHA KaJIHH, KOETO H3UCKBA YE€CTO
MOHHTOPHpAHE Ha CEPYMHHUTE HUBA Ha kKanuid (Ba. Touka 4.4).

XHHOJOHOBH aHTHOAKTEPHAJIHH JICKAPCTBEHU NPOJYKTH

yrnotpeda Ha xuHonoHu 1 HCIIBC.,

Cuaxeanu 3aumooeticmeus, Koumo mpabea oa ce umMam npeosuo




Hpyru HCIIBC m KopTHKOCTEPOHAH

EnHoBpeMeHHOTO NpHnoxeHne Ha quknogenax ¥ apyru cucreMan HCIIBC nny koptkocTeponan
MOKE Jla [IOBHIIIH Y€CTOTATA HAa FACTPOMHTECTHHATHUTE HEXKEIAHY JIEKAPCTBEHH peakLUH (BXK. TOUKa

4.4).

AHTHKOAryJIAHTH ¥ AHTUTPOMOOLIMTHYU CpEaCTRA

[IpenoppuBa ce MOBHIUIEHO BHHMAHHE, ThH KaTO €AHOBPEMEHHOTO MPHNOKEHHUE MOXKE 1a NMOBHILIH
pHCKa OT KbpBEHE (BX. Touka 4.4). Bornpexku ye KIMHHYHHTE H3C/ICIBaHHA He NoKa3Bar, 4e
AUKJIodeHaK NOBINABA ICHCTBUETO HA AHTHKOAryJIaHTHTE, UMa CHOOILIEHUA 3a MOBUIIIEH PUCK OT
KPBBOH3/IMBH NMPH NALIMEHTH, KOUTO MOTY4YaBaT €JHOBPEMEHHO TUKNO(PEHAK H aHTHKoAarya1aHTH. [lo
Ta34 MPHYMHA C€ MPEnophryYBa BHUMATEIHO HAONIOACHHE HA TAKUBA IMaliHECHTH.

CenekTMBHH HEXHOUTOPY Ha 06paTHOTO 3axBalllaHe HA cepoTOHUHA (SSRI)
EnnoepemeHHoTo npriaraHe Ha cucremuu HCIIBC, srarountenno auknogeHak, 1 SSRI Moxe na

MOBHIIH PHUCKA OT CTOMAIHO-YPEBHH KPBBOM3ITHBY (BK. TOUKa 4.4).

AHTHINAOEeTHH NEKAPCTBEHHU NPONYKTH
KnuuuyHM NpoyyYBaHHA MOKA3BaT, Y€ JHKAOPEHAK MOXe Ja Obae Npuiarad eAHOBPEMEHHO €

nepopaiHH aHTHAHA0EeTHH NpOAYKTH Oe3 1a ce MOBIMABA TEXHHUA TepaleBTHYCH €pekT. BorpekH Topa
¥Ma OTHAEJHH CHOOILIEHUS KAKTO 32 XUIOTrIMKEMHUYEH, TaKa K 3a XHIIepriIHKeMHYeH e(deKT, Haarail
NMPOMEeHH B JO3HPOBKATA Ha aHTMAMA0ETHHA NPOAYKT MO BpeMe Ha Tepanudara ¢ fukiogenak. Eto
3al10 MPH €AHOBPEMEHHO MPUIOKEHUE KATO Npe/na3Ha MApKa ce Npenopb4yBa MOHUTOPHPaHE Ha
KpPBBHHTE HHBA Ha IIIOKO3aTa.

Cro0inaBa ce H 3a H30IHUpaHH CITyuad Ha MeTabOMTHA alMa03a [pd €JHOBPEMEHEH MPHUEM Ha
AuKiIogdeHax ¢ MeTGOpPMHH, 0CODEHO NPH NALMEHTH € peAXoXaallo 0B0pedHO HapyIIeHHE.

MetoTpekcar

JuxsiodeHak Moxke ga uHxubupa TyOynHus 6b0peueH KIMPBHC Ha METOTPEKCAT KAaTO NO TO3U HAYMH
ce MOBMIABAT HUBAaTa Ha MeToTpekcaT. [Ipenoprpusa ce NOBHILICHO BHUMaHHE NPH NPUIOKEHHUETO Ha
HCIIBC, BKIIOYHTENHO JHKIOdEHAK, B MHTEPBaJ MO-MATBK OT 24 Yaca [peau WM cliel NIpWIoXKeHHe
Ha METOTPEKCAT, Thil KATO TOBA MOKE J1a JIOBee 0 MOBHIIIEHAa KOHLIEHTpaliA Ha METOTPEKCAT B
KPbBTa ¥ MOBHILIABAHE HA TOKCHYHUTE MY €(PEKTH.

QeHUTOHH
Korato ¢€HHTOHH ¢¢ H3MON3Ba eHOBPEMEHHO ¢ AHKIO(eHaK, ce Npernopbysa NpocieaisaHe Ha
TUTa3MEeHUTE HHBa HA JeHHTOMH NOpaJH OMaKBaHATA NOBHLUIEHA €KCTIO3ULIMA HA GEeHUTOHH.

KonecTunoa u xonecTHpaMuH
Tesun nexapcTBa MOrar aa npeaAU3BUKatT 3abapsaxe WM HaMaleHHe Ha abcopOlumara Ha AHKIodeHak.

3aToBa C€ Npenopb4Ba NPHEMBT Ha AMKNO(EHAK Na CTaBa MTOHE e/IUH Yac npeau WM 4 1o 6 4aca cnen
MPUEM Ha KOJIECTHIION/XONECTUPAMHH.

Hnnykropu Ha CYP2C9

[IpenoppuBa ce MOBHILICHO BHUMAHHE KOraTo AUKJIOPEHAK € MPpeAiMcaH eAHOBPEMEHHO ¢ HHOYKTOPH
Ha CYP2C9 (kato pudaMUUyH), TbH KaTO MOXKE Ja JOBEIE A0 3HAYUTETHO HaMalliBaHe Ha
[U1a3MEHaTa KOHLIEHTPALMA M €KCMO3MLUATA Ha AHKIOPEHAK,

4.6 @epraanaTeT, OpEMEBHOCT H KhpMeHe

AeHu ¢ JCTEPOACH NOTEeHIMAaN
Hsama naHHM, KOHTO Aa NpearnoaaraT HAKaKRH IpenopbKM MPH KEHH C AETepOieH NoTe

bpeMeHHOCT
Ob6ob1ieHHe Ha pucka

HMa HemocTaTh4HO JaHHM 32 yoTpedaTa Ha JuKaIodeHak nMpy OPEMEHHH KEHH.




Hakou naHHHU OT eNHACMUOIOTHYHHTE NPOYYBAaHUA NpeAnosaraT NOBHIUICH PUCK OT CIOHTaHeH abopT
cnep ynorpeda Ha uHxubuTOop Ha npocrarnaHaumHoBuA cuHTe3 (kato HCITIBC) B panna 6peMeHHoCT.
Brnpeku ToBa, 0OLIHATE JaHHU He ca yOoeauTennu, [[okazaHo e, ue nukaodeHaKk npeMHHaBa
rulalieHTapHaTra 6apuepa npu xopa. Ynorpebara Ha HCIIBC, sxmouuTenHo AUKIodeHak, Moxe Aa
MPUYHHA HHXMOUpAHE HA MATOYHHUTE KOHTPAKLIMH, NMPEKACBPEMEHHO 3aTBAPAHE HA AYKTYC
apTepHo3yc Ha ¢eTyca M HapylueHre Ha ObOpeyuHaTa QyHKIHA Ha ¢eTyca, BOAEIIO 210
ONUrOXUIpamMHHOH.

[Topaau puckoeere, AuKIIOodEeHAK HE TPAOBa Aa ce U3NMOM3BA NpeE3 IIbPBUTE B2 TPUMECTHPA Ha
OpeMeHHOCTTa, OCBEH aKO OYaKBAHUTE MOJI3HM 3a MaiKaTa HaJIBUILIABAT PUCKOBETE 32 MU0/,

B nombnHeHMe, AuKIo¢eHaK He TpAORA a ce U3MON3Ba 10 BpeMe Ha TPETHA TPHMECTEP Ha
OpeMeHHOCTT2 (BX. Touka 4.3 [IpoTHBONOKA3aHMIA).

[1pu npoyyuBaHHS BEPXY penpOLyKTHBHOCTTA IIPH )KHMBOTHH HE ca HaOMOAaBaHU JOKA3aTE/ICTBA 3a
TEPATONeHHOCT MPH MHILKH, IULTBXOBE HIIH 3aiflii, HA KOUTO € AaBaH AUKIO(EHaK €XKEIHEBHO 10
BpeMe Ha NepHOHa Ha OpraHoreHes’a B 1034 CbOTBETHO A0 npubnuiurenHo 0,41, 0,41 1 0,81 mbTH
MaKCHMAaJIHaTa MpenophUHTeHa 1032 Ha AHKkiodenak (maximum recommended human dose,
MRHD), perpeku HAMTHYHETO Ha TOKCUUYHOCT 3a Maikarta d rmoja (Bxk. Touka 5.3).

Knunaung chobpaxeHus
Hexenauy eKAPCTBEHH peakiAH OpH deTyca

Ipericoespemenno 3ameapane na Oyxkmyc apmepuoy3yc na pemyca

Kakto u npu apyrn HCIIBC, ynotpebara Ha aykitodeHak 1o BpeMe Ha TPETHA TPUMECTBP OT
OpeMEeHHOCTTa € NMPOTHBOINOKA3aHa NMOPaaH BE3MOKHOCTTA 3a MPEXXACBPEMEHHO 3aTBAPAHE HA AYKTYC
aprepHo3yc Ha detyca (BXK. Touka 4.3 , IIpoTuBonokazanusa®).

Oamroxaapamanod/Hapymena 6b0peunra pynaxknua na deryca

Puck or HapymeHue Ha OnOpeyHaTa pyHKUMA Ha deTyca ¢ MocaeaBall ONTUIrOXHAPAMHHUOH €
HabmonasaH npu ynotpe6a Ha HCIIBC (Bkn. auknogenak) ot 20-ta ceamuua Ha SpeMeHHOCTTa
HaTaTbK.

Axo ¢ Heobxoaum npuem Ha HCTIBC ot 20-Ta rectaunoHHa ceAMHLIA 10 Kpas Ha BTOpUS TPHMECTEP,
orpaHMueTe ynorpedara 10 Bb3MOXKHO Ha-HHCKAaTa €(peKTHBHA 1033 H Bb3MOXKHO Hali-KpaTKaTta
NPOABDKHTEIHOCT (BHKTE TOYKA 4 ,,J]103MpOBKAa ¥ HAUHH Ha MPHIOKEHHE ). AKO ISYEHUETO C
auKIodeHaKk Mpoab/KH noeue oT 48 yaca, MNOMUCIIETE 38 NMPOCASAABaHE C YITPa3BYyK 3a
OJIMFOXHAPAMHHOH. AKO C€ YCTAaHOBH OJIMFOXUAPAMHHOH, NPEYCTAHOBETE IIPUEMA Ha AUKIIOPEHAK H
poclefapalTe cnopea KIMHHYHATA NPaKTHKA.

Paxaane

HsaMa npoyuBanus 3a eeKTHTE Ha JUKI0(EHAK o BpeMe Ha paxaaHe. Kakro npu apyru HCIIBC,
ynotpebara Ha AMKIOPEHAK N0 BpeMe Ha TPETHA TPHMECThP Ha OpeMEHHOCTTA € NIPOTHBOMOKAa3aHa
[10paJH Bb3IMOXKHOCTTA OT MHXHOHUpaHe Ha MATOYHHTE KOHTPAKUKH (BX. TOUKa 4.3
w~IIpornBonoxasanusa’’). Ilpu npoyuysanus sepXy kueoTHU, HCIIBC, Brmouurenso guknodeHax,
HHXHOHMpaAT NpoCTarjaHAUHOBHA CHHTE3, IPHYHHARAT 3a0aBEHO paXKaHe K YBEJIMYaBaT YeCTOTaTa Ha

MBPTBO paxKJaHe.
JdaHRH

JdAHHER OpH X0pa

Ilpexcoespemenro 3ameapane na Oyxmyc apmepuo3yc Ha ghemyca
[TybimkyBaHata nureparypa cpobiasa, ye ynorpebara Ha HCIIBC npesz TpeTus Tpum
OpeMEHHOCTTa MOXKE Jia TIPHYHHH NPEXKAEBPEMEHHO 3aTBAPIHE HA JYKTYC apTEPHO3Y

Onuzoxudpamuuon/Hapywena 6vb6peuna gpynxyus na ghemyca



[lyOnuKkyBaHUTE NPOYYBAHUA H NMOCTMApKEeTHHIOBU A0oKaany onmuceat ynorpebara Ha HCIIBC or
ManKaTa OKoJI0 20-Ta reCTallMOHHA CEAMHLIA HIH NO-KBCHO MO BpeMe Ha OpeMeHHOCT, CBBp3aHa ¢
HapyuwieHse Ha OpOpeyHaTa pyHkums Ha ¢eTyca, BoAeILO A0 OMUTOXHAPAMHHOH. Te3n HeXelaHH
pe3yJITaTi ce HabroaaBaT CpeaHoO Cliel AHU OO CEIMMLHM Ha JIeYeHHe, BBIIPEKH Y€ PAJKO ce choOlliaBa
33 OJIMTOXUAPAMHHMOH U 48 vaca cien 3ano4usaHe Ha HCIIBC. B MHOro ciiydau, Ho He BB BCHMKH,
HaAMAIABaHETO Ha AMHHOTHYHATA TEYHOCT € BPpEMEHHO H 00paTHMO Ciell NpeyCTaHOBABAHE HA
JICYEHHETO.

KnpMeHe

Kaxro u apyru HCIIBC, nuknodenak, npemMuHaBa B KbpMaTa B MaJIKH KondecTBa. [lopaau Tosa
auKiodenak He TpaOBa Aa ce npueMa Ho BpeME Ha KbpMEHE, 3a Ja ce H30erHaT HexKelIaHHUTE
JIEKAPCTBEHH €(DEKTH 38 KbPMAad€eTo.

JaHHH OpPH XOpA

JuxnopeHak € 6nun orkpur B HUCKa koHUeHTpauns (100 ng/ml) B xepMaTa Ha eHa Maiika, TeKyBaHa
nepopaiHo ¢be 150 mg/aeH gukinodeHax cos. O4aKBaHOTO KOJIMUECTBO, MPHEMAHO OT KbPMAYETO C
KbpMaTa € eKkBUBaJieHTHO Ha 0,03 mg/kg/nHeBHO.

OepTHINTET
DepTWIHTET MPH KEHH

Kakro 1 npyrure HCIIBC, npuinoxkeHueTo Ha AMKJIOPEHAK MOXkKE 1a YBpEOH XKEHCKHA (epTIIHTET H
He ce NpenopbyYaBa NpM KEHHW, KOUTO MpaBaT ONMUTH Aa 3abpemMeHar. [IpH keHH, KOHTO MMaT
TPYAHOCTH NpH 3a0peMEHABAHETO WK C€ U3CieaBar 3a Oesruiogne, Tpadsa a ce 00chaAU
NpeKkpaTiaBaHe Ha ynoTpedara Ha IMKIOPeHaK.

DEPTUIHTET NIPH MBXKE
Hsama JaHHM NpH Xopa 3a €PeKTa Ha ZUKI0¢EHaK BEPXY MBXKHA (GepTHIHTET.

HuknodeHak, MpuioxeH B A03a B 103a 4 mg/kg/neH Ha MBXKKH H )KEHCKH TUTEXOBE (IPHONH3HTEIHO
0,16 meth MRHD BB3 0OCHOBa Ha cpaBHeHHE Ha TellecHaTa NoBLpXHOCT (body surface area (BSA)), He

NOBNUABA QEPTUIHTETA.
4.7 EdexTH BbpXy cnocobHOCTTA 38 modpupane B paboTa ¢ MAIDAAR
Henpunoxxumo

4.8 Hexenann JeKAPCTBEHH PEAKIHA

TabauuHo npeacTaBiHE Ha HEXKETAHWTE JIEKAPCTBEHH PEAKLIUH

HesxenaHure NeKapcTBEHH peaklMu OT KIHHHYHM NPOYYBAHHA W/WIM CTIOHTAHHH JAOKIAIH WIH
nurepatypim n3touHHuM (Tabnuua 1) ca uzbpoenn no cucremMo-opraisd Kiacoee cnopen MedDRA.
BBB BCAKO rpynupaHe no 4eCToTa, HEXXENaHWTE JIEKAPCTBEHH peaklUd ca NpeICTaABeHH B HU3XOAALIL
pel COpe TAXHATA TEXKECT. B JOMb/IHEHHE KATeropuiATa Ha YECTOTaTa, ChOTBETCTBAILA HAa BCAKA
HEXKENIaHa peaKLHa ¢€ OCHOBaBa Ha crneaHarta kiacudukauusa (CIOMS III):

Muorouectu: = 1/10

YecTy: > 1/100 no < 1/10
HeuecTu: > 1/1 000 no < 1/100
Penxu: > 1/10 000 no < 1/1 000

Mnuoro peaxu: < 1/10 000
C Hen3BeCTHA 4YeCTOTAa: OT HAITHYHHUTE JAaHHH HE MOXe 1a ObJe HanmpaBeHa OLleHKa.

[TocouennTe NO-10Ty HEXKENAHH PEAKLMHU BKJIIOYRAT TAKHBA, CbOOLIABaHH KAKTO MPH Kpa
TaKa U NPH NPOIBL/DKUTEIHO JieHeHHEe ¢ AMKITO(EHAK B pa3NTHIHH NEKAPCTBEHH (POPMH.

Tabnuua 1 — HexxenaHH JIEKapCTBEHH peaklIMU {

Hapymendas B2 KpbLBHATA H TEM$HATA \\ =
CHCTeMAa ‘




MHoro penxu

TpomboluTONEHNA, NEBKONEHHA, aHEMHA
(BKJTFOYMTETHO XEMOAHMTHYHA U all1acTHYHA

aHeMM ), arpaHyJIOLIMTO3a

Hapymenns Ha HMYHHATA CHCTEMA

Penxn CBpBXYYBCTBHTE/IHOCT, aHAWIAKTHYHH H
aHa(HWIAKTOMIHH peaKLHH ( BKIIOUUTETHO
XHIIOTOHHS H 1LLIOK)

MHOro peaku AHrHoelleM (BKIIOUHTENIHO OTOK Ha JIMLIETO)

IIcHXBYHH HapyIIeHHSA

MHoro peaku

Je3opuenralius, aenpecus, 6e3cbHIE, KOIIMApH,
pa3Apa3sHHTEJIHOCT, ICHXOTHYHU HAPYILICHHS

HapymeHnns Ha HepBHATA CACTEMA

YectH I naBobonue, 3amMasgHOCT
Penku CBHIMBOCT
MHoro peakH [TapecTesnd, HapyLICHUA HA NAMETTAa, I'PYOBE,

TPEBOXKHOCT, TPEMOD, aCENTHYEH MEHHHTHT,
JAUCTey3Hs, MO3bYHO-ChJIOB MHLIMACHT

Hapymennsd Ha OMHTE

MHoro peaku

3pHTENHO HAapyUIEHHE, 3aMBITIEHO 3pEeHME,
JUTLTONHA

Hapymenns Ha yX0TO H Ja0HpAATA

YHectH Beprturo

MHoro peaxu THHHTYC, HAPYILIEHHE Ha ClTyXa
CobpaeuyHn HapymeHHsd

Heuectu* MuokapaeH HHQapKT, ChpAc4Ha

HEJIOCTATHYHOCT, NMaJNUTaUMY, O0NKA B IEPAUTE

C HeH3BECTHA 4YeCcTOTa

Cunpom Ha Kynnc

Cba0BH HApYmIEeHHSA

MHoro peaky XHIEPTOHHS, BACKYJIHT
PecnupaTopHn, I'pbhAHH H MEIHACTHHANHH
HapylieHHd
Peaku AcTMa (BKITHOYMTENHO JHUCITHES )
MHoro peakn [IHeBMOHHT
CToMamHO-YpeBHH HAPYIICHAA
YectH ["'ageHe, noBpbUIaHe, JHADHA, NUCTIETICHA,
KopeMHa 00J1ka, JlaTyNeHIiHs, HAMAICH aneTHT
Peaku ["acTpHT, KbpBEHE OT CTOMAIIHO-YPEBHHUA TPAKT,
XeMaTeMesa, KbpBaBa AHMapus, MelleHa, CTOMAaliHA
WM YpeBHa A3Ba (ChC WM 0€3 KbpBEHE,
CTOMALUHO-UPEBHA CTCHO3a WIH nepdopaiius,
KOETO MOXKE 12 IOBEE A0 TIEPHUTOHHT)
MHoOro peaxu Konut (BKIIIOUHUTENTHO XeMOparuueH KOJIuT,

HCXEMHMYEH KOIIMT W ex3alepbanms Ha yalepo3eH
konut wiM donect Ha Kpon), 3anex, croMaTuT
(BKJIFOUUTENTHO YALEPO3EH CTOMATHT), ITIOCHT,
HAPYUICHHUA Ha XPaHONpoBoaa, AHadparMaiHo
ypeBHO 3a00NsBaHE, IAHKPEATHT

XenaroOnJIHADHA HAPYIICHHE

Yectn IToBHIIIEHH TPAHCAMHHA3H
Penku XenaTuT, XbJITEHHLA, YCPHOAPOOHH,
MHuoro peaku Py IMUHAHTEH XENATHT, YEPHOAPO

YepHOAPOOHA HEAOCTATBYHOCT

Hapymennsa Ha KOKATA H NOAKOXKHATA THKAH

Yectu

Obpus

Penku

YpTUKapus




MHoro peaxu bynoseH nepMaTHT, €K3eMa, EPUTEMA,
MYJTHQOpMEHA epHTEMA, CHHIPOM Ha Stevens-
Johnson, TOKCHYHa enuaepMaliHa HEKPOIn3a
(cuHapoM Ha Lyell), ekchonuarusen aepmMarwr,
aNIoNeLMs, peaklMi Ha GOTOUYBCTBUTE/THOCT,
nmyprnypa, nyprypa Ha Henoch-Schonlein, capbex
C Hen3BeCTHA YeCTOTa DUKcHpaH JIeKapcTBeH 00puUB, reHepaiu3upaH
Oyno3eH PUKCHpPaH JeKapcTBeH oOpUB

Hapymenns Ha 0:06pennTe H NHKOYHHTE
NbTHIOA

MHoro peaxku OcTpa 6B0peuHa HEAOCTATBYHOCT, XEMATYPHA,
MPOTEUHYPUA, HEQPOTUUEH CUHAPOM,
TyOyIoMHTEpCTHLHAIEH HepUT, OBOpeuHa
nanuiapHa HeKpo3a

O0ma sapymenns B epeKTE HA MACTOTO HA
IPBJIOKEHHE
Penku Orok

* UndopManyaTa 3a 4ecTOTaTa OTpa3sBa AaHHH OT NPOABJDKHTETHO JieueHHe ¢ BUcoka 03a (150 mg
IIHEBHO).

OnucaHue Ha U3OpaHH HEXKENIaHH JIEKAPCTBEHH PeaKLiuK

Amepompombomuuru unyudeHmu

JaHHHTE OT KIIHHHYHHTE MPOYYBAHHA H €TIUIACMHUOJIONMYHH JAHHH €JHAKBO COMAT KbM IMOBHILEH PMCK
OT apTepHaIHA TPOMOOTHYHM CEOMTHA (HanpuMep MHOKapACH HHAPKT HJIH UHCYJIT), CBbP3aHH ¢
ynorpebara Ha auknodeHak, 0cobeHo npH BUcoka no3a (150 mg AHEBHO) H NMPH MPOAB/DKHTEIIHO
neveHue (Bx. Touxkd 4.3 u 4.4 IlporuBonokasadua U CriellMaIHU IpexynpexaeHus M nNpeana3Hy

MEpPKH NpH ynotpeda).

3purenny ebexTH
3pHTETHH HAPYILIEHUs, KATO 3PHUTEITHO YRpEXKIAHE, 3aMbIJICHO 3pEHHE WIM IHIUTONMA, HIrEXKaa, Ue ca epekTH

ot ¢cTpaHa Ha HCIIBC u o61kHOBEHO ¢a 0OpaTUMH NPH NpeyCTAHOBABAHE HA IEYEHUETO. BepoATHHAT
MEXAHHIBM 38 3PHTEJTHHTES HAPYLIEHHUS € HHXHOHPaHETO HA MPOCTANIAHAMHOBHAS CUHTE3 H APYTH NOA0OHHM
ChEAHHEHHA, KOUTO IPOMEHAT PEry/IHPAHETO HAa KPBbBHHA MOTOK HA PETHHATA, KOETO BOAK N0 NOTEHLUHAIHH
NMPOMEHH B 3pEHHETO. AKO TAKHBA CHMITTOMH C€ TOSBAT [10 BpeMe Ha JIEYCHUETO ¢ AMKIOdEHAK, MOXE 1A ¢
ITOMMCIIH 32 0GTAIMOJIOTHHEH TTPETNIEN, 34 Aa C€ W3KII0YaT APYTH PHIHHH.

Cpob1aBaHe Ha NOA03HPAHU HEXKEJIAHHN PEAKLINK

Cpo0maBaHeTo Ha NOAO3HPAHH HEXEIIAHH PEaKLMH Cclle]]l pa3pelliaBaHe 3a ynoTtpeda Ha IeKapCTBEHHA
NPOIYKT € BaxHo. ToBa NMo3BO/IABA Aa IIPOAB/LKHU HAOMIOAEHUETO HA CHOTHOLLICHHETO NOI3a/PHCK 3a
NeKapcTBeHUsA NpoAyKT. OT MEIHLHHCKHTE CMELMATMCTH C€ H3HCKBA ia chO0IIABaT BCAKA
MOJ03MpaHa HeXkeJlaHa peakliA Ype3 HallMOHATHA CUCTEMA 3a ¢hobiaBaHe keM U3mpiHuTE THATA
areHLMs 1o aekapersara, yi. . Jlaman I'pyes” Ne 8, 1303 Codus, ren.: +35928903417, yebcait:
www.bda.bg.

4.9 IIpenosnpane

CUMNOTOMM

[IpenosupaHeTo Ha AUKIO(EHAK HAMA THIHYHA KIIHHHYHA KapTHHaA. TO MoxXe J1a MPpHYHHH CHMIITOMH
KaTO NOBPBILAHE, FACTPOHHTECTHHAIIHM KPBEBOWNIHBH, IHAPHA, 3aMasHOCT, THHHTYC WIH repuoBe. B
C/Iy4ya# Ha 3HAYMTETHO OTpaBsHE Ca BE3IMOXKHH ocTpa Ob0peyHa HEAOCTATHUHOCT U YepHOAPOOHO

HAPVYILICHHC.
” 7 i Mg
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CrieuHa/iHM MEPKH, KaTo GopcHpaHa AUype3a, [dajid3a WiH xeMonepdy3us, BEpOSTHO HE roMaraT
npu enumuHrpade Ha HCIIBC, smounrento aviiiogeHak, mopaay BUCOKATa UM CTEMEH Ha
CBBLP3BaHE C IJIA3MEHUTE NMPOTEHHHY M €KCTEH3UBHHA METabOTH3bM.

Cnen norbillaHe Ha MOTCHLHATHO TOKCHYHA CBPBHXA03a MOXKE J1a Ce MPUIOKU AKTMBEH BBIJIEH U
CTOMAIIHO H3Npa3BaHe (Hamp. 4pe3 NnoBpbLIaHe, CTOMAMICH JIaBaX) CNe]l NOrTbllaHe Ha MOTEHLIMAITHO
JKHBOTO3acTpalllaBallia J103a.

5. GAPMAKOJOI'NMYHHU CBOUCTBA
5.1 OapMAKOAHHAMAYHH CBOHCTBA

ATC xon: MO1ABGS
dapmMaKkoTEpaneBTHYHA IPpyna: HECTEPOHUAHH NMPOTHBOBRB3NAIUTEIHH H NPOTUBOPEBMATHYHH
CpelcTBa, NPOM3BOAHM HA OLIETHATA KHCE/IMHA M CBbP3aHU BellleCTRA

MexaHH3bM HA JelicTBUE
JIMKIaK chabpKa AMKIIO¢EHAK HATPUH, HECTEPOHIHO BEILECTBO C M3IBEHH NMPOTHBOPCBMATHYHH,

NMPOTHBORB3MNAIMTEIHH, AaHANTE€THYBH H aHTHIIMPEeTUUYHH cBoiicTBa. MHXHOMpaHeTo Ha
NpOCTArTaHAHHOBHSA CUHTE3, J0KA3aH EKCIIEPUMEHTAIHO, C€ CHMTA 3a OCHOBA HA MeXaHH3Ma MY Ha
aedcreue. HpocrarnaHAHHATE UrPasT BaXHA PO B MPUYHHATA 3a Bb3NaleHUeTo, bonkara u
NOBHUIEHATA TEMIICpATYpa.

HuxnodeHak HaTpHUiA HE MOTKHCKA 1n VIro CHHTE3a Ha MPOTEOrNMUKAH B XPYILUAIA MIPU KOHUCHTPALIMH,
CKBUBAICHTHH Ha KOHLIEHTPALMHUTE, AOCTHIAHH IIPH XOpa.

dapMakOAHHAMHWYHH edeKTH
[Ipu peBMaTHYKHH 3a00J9BaHHs MPOTHBOBB3NAIKTEIHATE M aHAJITETHYHM CROYMCTBA Ha JUKITIO¢EHaK

BOAAT OO KIIHHHYEH €(deKT, KOUTO ¢e XapakTepu3upa ¢ 3HAUUTENHO 001ekuaBaHe Ha CHMITTOMMTE
KaTo O0JIKa MpH NOKOH, NPH ABHXKCHHUE, CYTpeiliHa CKOBAHOCT H NMOZyBaHE Ha CTABMTE, KAKTO H A0
GYHKIHOHAIHO NTOJO0OpEeHHE.

[Ipu nocTrpaBMaTHYHH M MIOCTONIEPATHBHH BBH3MAJIMTE/IHH CHCTOAHMA JUKIodeHak 6bp30 obiiekuara
KaKTO CrioHTaHHaTta 0oJiKa, Taka ¥ OONKaTa npH JABH)KEHHE H HaMallABa NoAyBaHEeTO H OTOKA Ha
paHaTa.

[Ipy KNHHMYHH MPOYYBAHKMA € YCTAHOBEHO, 4¢ AMKIIOQEHAK NPUTEKAaBa U3ABEH aHAITETHYEH €eKT
NMpH YMEPEHA H TexkKa 0JIka OT HepeBMaTH4YEH nMpou3xod. KNuHHYHKHTE npoyuBaHisa MOKa3BaT ChiIO,
ye auiodeHak Moxke 1a obnekuu GonmkaTa ¥ Aa HaMaIH KPbBOTEUEHHETO NPH ITbPBUYHA
IHCMEHOpEA.

5.2 PapMAKOKEHETHIHH CBOHCTBA

Abcopbuys
HurnogeHak ce pezopOupa HaAITBJIHO OT OOMYaHHUTE CTOMAILHO-YCTOWYUBY TAabNeTKU NpH

MpeMHHABAHETO IIpe3 cToMaxa. Cnen nepopaiHo npuwioxeHHe Ha S0 mg auKinogdeHak cpeaHuTe
IJ1a3MeHH KoHLeHTpauuy ot 1,5 pg/ml (5 micromol/]) ce mocTurat okomno 2 yaca ciefi morjablliaHe Ha
tabnerkara. Pe3opOHpaHOTO KOMMUYECTBO € B JIHHEHHA 3aBHCHMOCT OT 03aTa.

[TacaxcsT Ha TabneTkara npe3 ctoMaxa e no-6aseH MpH NPHEM MO BPEME HA WIH Ce XPAHEHE

OTKOJIKOTO MPEAU XpaHeHe, HO KOJUYECTBOTO Ha pe3opOupaHua JMKIoQEeHak 0CTaBa HEIIPOMEHEHO.

[Inomrra noa kpusata koHUEHTpauua-epeMe (AUC) crnen nepopatHO WIH PeKTATHO Mp
OKOJI0 Ba ITETH I10-MAJIKa B CPaBHCHHE C EKBHBAJICHTHA [TApeHTEpaHa 1034, 3alll0TO O
I10JIOBHHATA OT aKTUBHOTO BEILECTBO, IIPHUETO NEPOPATTHO WIH PEKTAIHO, ce MeTabonn
ITBPBOTO MpeMKUHAaBaHe npe3 YepHua apod (“first pass” effect).



(dapMakOKHHETHYHOTO NMOBEAEHHE HE CE€ IPOMEHs [IPH MHOroKpaTHO npunoxerue. He ce Habmonasa
KYMyJAHUpaHe MPH cna3BaHe Ha MPENOpPbUHTEIHUTE A030BH HHTEPBAIIM.

Pasnpenenenue
99,7% ot muKIodeHaK ce CBbP3Ba C IUIa3MEHWTE NMPOTEHHHU, OCHOBHO ¢ andymuH (99,4%).
[TpuuaHuAT 06eM Ha pasnpeneneHue ce uzuncniasa Ha 0,12 g0 0,17 I/kg.

JuxitodeHak NpOHUKBA B CHHOBHAJIHATA TEHHOCT, KbACTO MAKCHMATHH KOHUCHTPALMH C€ M3MEPBAT
2-4 yaca cJiesi JOCTHraHe Ha MaKCUMANTHHU TUTa3MeHHM KOHLIEHTpaUMH. ETMMHHALIMOHHUAT NOTY)KHBOT
OT CHHOBHAJIHAaTa TEYHOCT € 3-6 uaca. /[Ba 4aca cnea AOCTHraHe Ha MaKCHMAaJIHHM TU1a3MEHH HHBA,
KOHLIEHTPALMHTE HA aKTHBHOTO BEILECTBO €A MO-BUCOKH B CHHOBHANHATA TEYHOCT OTKONKOTO B
IU1a3MaTta H 0CTaBaT No-BHCOKH 3a nepuon ot 12 yaca.

bunotpaucdopmarims

Hwknodenak ce Mmerabonusupa 0THACTH 4Ype3 IIIOKYPOHHPAHEe Ha HHTAKTHATA MOJIEKYJ1a, HO OCHOBHO
ype3 eAHOKPaTHO H MHOTOKPATHO XHAPOKCHUIUPAHE U METOKCHUIMpaHe, BOAEIIM O HAKOIIKO
¢deHonoBH MeTabonuTa (3 -XHAPOKCH-, 4’ -XUAPOKCH-, S-XMAPOKCH-, 4, 5-TUXUTIPOKCH- H 3 -
XHAPOKCH-4 ' -MeTOKCHANKIO¢eHaK), IOBEYETO OT KOHWTO C€ NMPEBPBIUAT B INIIOKYPOHOBH KOHIOTaTH.
IIBa ot Te3u deHoNoBH METAOONHTH ca HMONOrHYHO aKTHBHK, HO B MHOTO TMO-MaJika CTEMNEH OT

AUKNO(EHAK.

EavuMUHHUpaHe

ToTanHUAT CHCTeMEH KIUPBHC Ha AUKIIOPEHaK OT rnazmara e 263+56 ml/min (cpeana croiiHocT +
SD). KpaltH1AT momy:kMBOT B IUta3Mara € 1-2 yaca. Yerupu ot meTabonuruTe, BRTIIOYHUTEHO ABATA
AKTHBHH, CBIIO UMAT KBC IUIa3MeH NMOTYUBOT oT 1-3 yaca. Eayn MeTtabonut, 3 -Xxuapokcu-4 -
METOKCHIANKJIOPEHAK, MMa MHOTO TO-ABJTBI IUTa3MEH INOTYKHBOT, HO TOH € MpaKTHYEeCKU HEaKTUBEH.

Oxkoso 60% oT NpunoxkeHaTa 1034 € €KCKPETHPAT B YPUHATA KaTO INIIOKYPOHHUAHH KOHIOraTH Ha
MHTAaKTHAaTa MOJIEKYJIa H KaTo MeTabOJIMTH, [MOBEYETO OT KOUTO ¢a ChII0 Noj opMara Ha
rmoKypoHuad. [To-Manko ot 1% ce ekcKpeTHpaTt KaTo HenpoMeHeHo BelllecTBo. OcTaHanara 4yacT OT
1103aTa ce eJIMMUHHpPa KaTo MeTabOIUTH Ype3 AJIIbYKATA BbB delieca.

OcobeHOCTH Ha NAIIHEHTHTE
HsaMma chilecTBEHH BB3pacTOBH Pa3jIMKU B pe3opOuuaTa, MeTaboau3Ma WiH eNHMUHHPAHETO.

[Tpu naipeHTH, cTpasay oT OLOpeyHa HEJOCTATBYHOCT, OT KMHETHKATa Ha SAWHUYHA 4034 HE MOXKE
Ja € HanpaBH M3BOJ 3a KyMYyJHpaHe Ha HENPOMEHEHOTO BEIECTBO NPH 0OHUaKKHa TepaneBTHYHA
cxeMma. Ilpu KpeaTHHHHOB KIIMPBHC No-Malek OT 10 ml/min, n3uMcnenure paBHOBECHH IUTIa3MEHH
HUBA Ha XHApoKcuMeTabonuTHTE Ca OKOMO 4 ITbTH 1O-BHCOKH OT HOpMaTa. Benpeku ToBa Hakpas
META0OIMTHTE Ce ETUMHUHUPAT Npe3 AKbUKaTa.

ITpu naLMeHTH ¢ XPOHHUYEH XeNaTUT WIK KOMIIEeHCUpaHa LUpo3a, KHHETHKaTa U MeTabojIM3Ma Ha
auKnodeHak ca ChIIMTe KaKTO NpH nauueHTuTe 6e3 yepHoapodbHo 3abonsapane.

5.3 IlpenkIAHHYAE AAHHHA 3a fezonacHOCT

HPEI[KHHHH‘IHHTG AaHHH OT NMpOy4YBaHHUA HA TOKCHYHOCT IIPH €AHOKPATHO H MHOI'OKpATHO
ITPAUIIOXCHHKEC, KAKTO M INTPOVHBAHNA HA FCHOTOKCHYHOCT, MYTAar€HHOCT H KaHLICPOI€CHHOCT HC NMMOKA3BaT
OMaCHOCT 3a XOpdTa IIPH H3NOJ38AaHE Ha NPCIIOPBUATCIIHA TEPANICBTHYHA J034.

[TpoyuBaHHs BLPXY PENPOAYKTHBHOCTTA H PA3BUTHETO MPH XKMBOTHH MOKA3BAT, Y€ NPWIOKEHUETO Ha
OUKI0¢EeHaK 10 BpeMe Ha OPraHoreHe3aTa He BOAH A0 TEPaTOreHHOCT BLIPEKH HHAYLMPAHETO Ha
TOKCHYHOCT 3a MaiikaTa M deTaiHa TOKCHYHOCT IMPH MHWKH NPH NepopanHd 1031 A0 20 mg/k

BBb3 OCHOBA Ha CPaBHEHHE Ha TejecHaTa nosbpXHOCT (BSA) M npH rurbxore U 3aiLu np
no3u 0o 10 mg/kg/nen (¢vorBerHo 0,41 n 0,81 meii MRHD BB3 OCHOBa Ha CpaBHEHUE |



oTbens3aHa 3HaYMMa CMBbPTHOCT [IPH MaiKuTe (IIPHYHHEHa OT CTOMAILHO - YPEBHA A3Ba H
MepUTOHUT). Te3H TOKCHYHH 38 MalKaTa JO3M €a CBbpP3aHH C JUCTOKUSA, TIPOABIIKUTEIHA OpEMEHHOCT,
BETPEMATOMHO 3a0aBAHE Ha pacTeXa H HaMalleHa NPEeXUBAEMOCT Ha I10Ja.

[Ipunaranero Ha HCIIBC (BrirounTenHo avknogeHak) HHxHOMpa OByaLysATa TIpH 3aiiy,
MMILIZHTALMATA ¥ 00pa3yBaHETO Ha TUTALICHTATA NPH IUTBEXOBE H BOAH OO0 NpeXISBpeMEHHO 3aTBapsHe

Ha JYKTYC apTepHO3YyC Ha QeTyca.

6. OAPMAINIEBTHYHU JAHHHA

6.1 CoBchK HA NOMOIMHATE BeMeECTBA

Kanuues xuaporeHdocdar AMXHAPAT, HATPHEB HULLIECTEH IMTHKOJAT (THI A), MUKPOKPHCTANIHA
11CTy103a, XUITIPOMENO34a, JaKT03a MOHOXHPAT, MarHe3ueB cTeapaT, LlapeBUUHO HHILIECTE, KOJIOHIEH
CHIMLIMEB JUOKCUI, OLIBETHTEN xKejtezeH okcua (E 172).

6.2 HecbBMeCTRMOCTH

He ca u3BecTHH.

6.3 Cpox Ha roaHocT

3 rOauHH.
Ha He ce npunara cnea U3THYaHE Ha JaTaTa, 03HaueHa BhpXY OINaKOBKaTa.

6.4 CnengajiHu yCIOBHS HA ChbXpaHeHHe

Hsama criensanHy YCIIOBHA Ha ChXpaHeHHe.

0.5 Jlannn 38 ONAKOBKATA

OpuruHanHaa onakoBka, cpaspxkama 10, 20, 50 u 100 Tabnetku ¢ H3MeHeHO ocBOOOXKIaBaHe
(ABYCNOHHR).

Huxnak 75 ID: mspeuuHa onakoska: PP/Al unu PVC/PVDC/Al bnucrepn.

Huxiak 150 ID: mepeuyHa onakoBka: PP/Al 6aucrepu.

6.6 Coenna/j oA NPEANAZHH MEPKH NPH H3XBbpJsHe H paboTa

HaMma crieliuanHy U3HCKBAHHA.

7. NMPHUTEXATEJI HA PABPEINIEHUETO 3A YIIOTPEBA
Hexal AG

[Industriestrasse 25

D-83607 Holzkirchen, I'epmanus

8. HOMEP(A) HA PASPEIIEHHUETO 3A YVIIOTPEBA
Tuwrak 75 ID - 20010519

Huinak 150 ID - 20010520

9.  JIATA HA ITbPBO PA3PEIIABAHE/MIOTHOBSBAHE HA PA3PEIIEHHETO
YIIOTPEBA  ©




Hara Ha mepBo paspewiasaHe: 05.06.2001
aTa Ha nocnexHo noaHoeasaHe: 18.07.2011

10. HATA HA AKTYAJIMNZUPAHE HA TEKCTA
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