KPATKA XAPAKTEPHCTHKA HA HPOJXYKTA

1. HME HA JJEKAPCTBEHHS MPOJYKT

Auedeun TabreTxku
Aceffein tablets

2. KAYECTBEH H KOJIHYECTBEH CbCTAB

-y

UMb MTEHA ATEHLIWA 0 IEKAPCTBATA

Kom Pea. Mo ............ 9‘ 00‘3.'.05'&"1 ....................
PaspewsHue Ne . .
[l L g— /

B enna TaGnerxa ce crappiat: 250 mg napauetamon (paracetamol), 250 mg aleTHWICATULIKIORA
xucenuua (acetylsalicylic acid), 50 mg kodeun (caffeine), 10 mg xoneun docdar XeMHXHIpPaT

(codeine phosphate hemihydrates).

3a ITEIHHUA CIIHCBHK HAa NOMONIHHTE BEIleCTBA BHIKTE TOYKa 6.1,

3. JEKAPCTBEHA ®OPMA

Tabnetka

TaGnetxkure AuedenH ca Kpuriu, nocky TabeTku ¢ ABycTpaHHa dacera, ¢ YepTa OT €HaTa CTpaHa,

¢ aMaMeTsp 13 mm, ¢ 641 U noyTy Gan uBAT.

4. K/IMHHYHHU JAHHH

4.1 Tepanen'rn'mn-nom:iannsl

3a KpaTKOTPAHHO H CHMITTOMATHYHO JIEYEHHE HA TPY/AHO MOBAHABAIIM CE OT MOHOTEPANHA GOIKH OT

Pa3lIHYE€H MPOH3XO0A CBC cnaba no Cpe€aHa HHTCH3IUBHOCT:

. rnaercbonne, MHUrpena, 3u60601.

L4 NOCTTPABMATHYHH H NMOCTONEPATHBHH Gonku.

. OCTPH CTAaBHH M MYCKY/IHH GOJIKH (BKIIOYHTE/HO TIPH BL3NATHTEHH H J€TeHEPaTHBHH

3260/1ABAHHA Ha ONIOPHO-IBUraTE/IHUA anapar).

3a6onaBaHus Ha nepU(EPHHTE HEPBH — HEBPAIITHH, HEBPHTH, PAAHKYHTH, [IEKCHTH.
BB3MNANHTEHH NPOLIECH HA TOPHHUTE AMXATEHH ITBTHLIA, MPOTHYALIH ¢ KAlUTHLA K MOBHIIEHA

TeMneparypa.

JlexkapcTBEHH NPOAYKTH, KOWTO ChILPKAT KOJACHH €A NOKA3AHHN [IPH NAlKEHTH Ha BH3PacT Haj
12 ropuuy 3a neyeHHe Ha 0cTpa, yMepeHa 60.ka, 3a KOATO Ce CUHTA, Ye He Ce 0B/IeKyaBa OT ApYTH
AHAINeTHLM, KaTo NapaueTaMon WiK HoynpogeH (CaMOCTOATENHO).

42 [loskpoBxa H HAYHH HA NPHICKEHHE
Jo3upoeka

BbapacTHH;

OGuuaiito ce npuema no | Tabnerka 3-4 meTH AHeBHO. MakcHManHaTa eqHoXpaTHa 1038 €

2 TabneTkH, a MAKCHMATHATA AHEBHA 1038 € 6 TaGleTKH.

IensaTpuyHa nonyaanus;
Jena Ha Bb3pacT ot 12 no 18 roaunu:

Jo3HposKaTa € KaTo MpPH BE3PACTHH.
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Ynorpe6ata Ha Auedern He ¢ peNnopbYHTENHA NPH A€la Ha Bb3pacT ot 12 710 18 roauun ¢
HapyHIeHa quxaTenHa QyHKUMA 33 CHMITTOMATHYHO JIEYEHYE Ha KALLTHLA K/HITH TIpocTyaa (BXK.
Touka 4.4},

ella noa 12 roauny .
Auedennen BONOKA3aH NPH Jelig Ha BL3pacT noa 12 roauHu {Bx. TouYka 4.3).
Auedent e TpabBa 1a ce H3MON3BA NIPH Jela Ha BB3PAcT NoA 12 rogMHH, NOPAH PHCK OT ONTHOMIHA
TOKCHYHOCT B PE3Y/ITAT Ha BAPHAGWIHMA U HENPeNBHAMM MeTabOoNHIBM HR KOAEHH 10 MOPQHH H (BIK.
Toukk 4.3 1 4.4).
Auedenn e MpoTHBOMOKA3aH NPH AeHA Ha BB3PACT noA 12 roAMHM 3a CHMITTOMATHYHO JieYeHHe Ha
KALLUTHIA H/WIK npocTyaa (BX. Touka 4.3).
Hauun Ha npuaoxeHue
Ipunara ce nepopanso.
TabneTkHTe Ce npHeMaT 1o BpeMe Ha XpaHEHE, ¢ TEYHOCT.

Ilenu Ha neveHneTo W NpeKpaTABaHe Ha NpHEMa

Ilpenn sanoysane Ha neveHHe ¢ AlledeHH ¢ nauxenTa TpsGBa na ce %rnacym CTpaTerus 3a eueHue,
BKIIIOYBAIIA NPOABIDKHTENHOCT H LIE/IH Ha JIEYEHHETO, KAKTO H [LTaH 3a Kpas Ha IEYeHHETO, B
CBOTBETCTBHE C HACOKHTE 33 OBJaAABaHE Ha Gonkata. [To Bpeme Ha JledeHMeTo TPAGRA a HMa YeCT
KOHTAKT MEXXIY JIEKAPA H NalMeHTA, 3a 1a Ce OLEHH HeOOXOMHMOCTTa OT MPOABDKABAHE Ha
NIeYeHHeTo, 1a ce OOMHCIH NPEKPaTABAHE HA JICYSHHETO H A € KOPHIMPAT AO3MTE, 4KO €
HeoOXxomuMo. KoraTo nalMeHTbT Beye He ce HyXaae OT TEPANMS ¢ KOLEHH, MOXKE fia €
NpEnopbYMTEIHO NOCTENEHHO HAMANABAHE Ha A034T4, 33 /Ia Ce NIPEAOTBPATAT CHMITTOMH Ha
oTHemaHe. [Ipu annca Ha anekBaTen koHTpon Ha Gonkata TpaGBa Ma ce OGMHUCTH BEPOATHOCTTA 32
XHIICPANTe3nd, pa3BHTHE Ha TONEPaHC M NPOTPecHs Ha OCHOBHOTO 3abonsBaHe (Bxk. Touka 4.4),

T1pOABLDKHTETHOCT HA IEYEHHETO

Auedenn ne Tpabsa na ce HINON3BA MO-ABATO OT HEOGXOAHMOTO.

KypchT Ha neveHHe € ¢ NPOIBIDKHTETHOCT He NOBeYe oT 5-7 IHH.

IIpoabKHTEIHOCTTA Ha TeYeHHeTO TpAGEa Ja ce orpaHHYaBa [0 3 AHM H aKO He Ce NOCTHTHE
edexTiBHO 06nexuapane Ha GonkaTa, MauueHTHTE/OBrpILKBALINTE MM ML TpﬂGBa na 6vaar
NOCHBETBAHH 1A NOTLPCAT MHEHHETO Ha JieKap.,

4.3 IlpornBonoka3anns

. CapbXJYyBCTBHTEIHOCT KBM HAKOE OT aKTHBHMTE WM KBM HAKOE OT MOMOILHHTE BELLECTBa,

n30poeHH B TOuUKa 6.1 .

CBPBXYYBCTBHTE/THOCT KbM HECTEPOHIHH NPOTHBOBL3NATHTENHH NPOAYKTH

A3Ba HA CTOMAxa H XyoAeHymMa

ChUICCTBYBALIA XeMOparHyHa AHaTe3a

Texxka 6uOpeyuHa U uepHOOPOOHA HENOCTATBYHOCT

6peMeHHOCT

NpH BCHYKH NEAHATpHYHH nauHeHTH (0-18 roannm), KouTo ce MoanaraT Ha TOH3WIEKTOMMUS

W/MIK aIEHOWAEKTOMHSA N0 MOBOA HA CHHAPOM Ha 0GCTPYKTHBHA CHHHA anHes, nopagH

NOBHILIEH PHCK OT Pa3BUTHE HA CEPHO3HH H JKMBOTO3ACTPALLIABALIH HEXKENAHH NIEKAPCTBEHH

peaktHH (BxK. Touka 4.4) ‘

. MpH Nela Ha BL3PAcT MoA 12 roAHHH 3a CHMITTOMATHYHO JIEYEHHE HA Kalliuua WK NpocTy.a,
NopajH NOBHIIEH PHCK OT P23BHTHE HA CEPHO3ZHH H KHBOTO3ACTPALIABAILN HEXeNaHH
TIEeXapCTBEHH peaKkLHH
TIpH JKEHH B MIEPHONa HA KbpMeHe (BK. TouKa 4.6)

0pH TALMEHTH, 33 KOHTO € H3BECTHO Y€ Ca cBPbXOBP31 MeTabonH3aTOpH NO OTHOLIEHHE Ha
CYP2D6.
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4.4 Coeuna/iad OpeaynpekIeHHs H NPeAUAIHA MEPKH npH ynorpeda

IlponykTsT TpsibEa fa ce MpANara ¢ NOBHILIEHO BHHMAHHE NPH NALMEHTH ¢ GPOHXHATHA ACTMa.
Hpunoxennero My TpaGaa fa 6bae npekpaTeHo He3abaBHO NPH HANHYHE HA CHMITTOMH Ha
aHa(iNakcus (BHE3ANHO HACTBII/IA TEKKA ANEPriUuHA PEAKLAA C KOKHH OOPHBH, 3a1yX,
raCTPOMHTECTHHAIHH H KAPIHOBACKYJIAPHM OTUIAKBAHHS ).

Heo06xonumo € NOBUIIEHO BHUMaHHE NDH €IHOBPEMEHHATa yIoTpe6a ¢ APyI JIeKapcTBeHH
NpPOXYKTH, ChABPXKALUH NAPALETaMOJ, IIOPAJ PHCK OT Npefio3HpaHe.

IIpu npHem Ha M0-BHCOKH AO3H OT NPENOpLYaHKTE, CHUIECTBYBA PUCK OT CEPHO3HO YEPHOAPOGHO
yBpexaaHe.

Jleuenie ¢ mpunarase Ha aHTHAOT TpaGBa fa ce 3amouHe He3abaBHO (BX. TOuKa 4.9).

Puck ot MeTaGonurHa auunosa ¢ ronsama annonHa pasnuka (HAGMA)

Cro0uenH ca cmyyan Ha MeTaGONHTHA ANKMZ032 C TO/IIMa AHHOHHA npasauHa (HAGMA), nbiokaima
C¢ Ha MHPOTJIYTAMHHOBA ALHA03a NPH MALMEHTH ¢ TeXKOo 3a0019BaHe KATO TEXKA CTENEH Ha
6b6peyuHo yBpexIaHe i CeNncHC, WIH NPH NALMEHTH ¢ HeOXPAHBAHE H APYTH M3TOYHHIM Ha Jeduumr
Ha TJIYTATHOH (HAMP. XPOHHYEH ATKOXOMUIBM), KOHTO Ca JIEKYBAHH C NApPaLIETAMON B TEpaNeBTHYHA
A032 32 NPOAL/DKHTENEH NEPHOJ WM KOMOHHALHA OT NApaLeTaMon H GIIyKIOKCALIMINH. AKO ce
noao3upa HAGMA nopaas nuporyTaMMHOBa aiMa03a ce npenopbyea He3aGarHo crivpate Ha
napaueTamMon H CTPHKTHO NpocniensBare. HaMepsaHeTo Ha 5-OKCOMPONKH B ypHHATA MOXe Aa Gbae
MoNe3HO 338 HAEHTHHULMpaKe Ha MHPOTTYTAMHHOBA ALKAOC3A KATO OCHOBHA NMpHuuHa 38 HAGMA NpH
NalLHEHTH ¢ MHOXKECTBO PHCKOBH (akTOpH.

Tlpw no-yecto 1 npoawmKUTENHO NPheMate Ha ALedent e HeoGXORHMO /1a ce MpoBeXkKAA KOHTpOJ Ha
KPbBHATa KAPTHHA M Ha NMokasaTte/nuTe Ha O1LOpevHaTa n yepHoapoGHaTa ¢yHkuma. Heo6xoamumo e H
HaGMoNieHHe HA NALKEHTHTE, TIOPa/IH BB3MOXHA T10SBA Ha OKYJITHH KPBBOHAIHBH OT CTOMALHO-

. YpEBHHA TPaKT.

I[TpomyxTsT Tpabea Aa ce npuiara ¢ noBHIleHo BHHMaHNE NIpH NAUHEHTH B CTAPYECK: BB3PACT,
MALMEHTH C raCTPOLYONECHHTH, HCXEMUYHA BONeCT Ha CHPLETO, XMITEPTOHHS, HAPYILEHHS B
nepHGEPHOTO KPBBOOOPALIEHHE, MEHO- H MCTpOparuu, nopanu rno-4eCTHTE NpoaBH Ha HeXeNaHH
JIEKapPCTBCHH peaKLHH. ‘

Crobuwienn ca cyyau Ha cunapom Ha Kounis npu naumesTH, TeKyBasH ¢ MPOAYKTH, CHABPKAIIH
ALCTWICATHIWIOBA kucennHa. CHHAPoMBT Ha Kounis ce onpesiens kato chpaeYHOCHA0BH CHMITTOMM,
BTOPHYHH Ha alepruHa peakiMA Wi PeaKUHa Ha CBPBXYYBCTBHTENHOCT, CBBP3aHH ChC CNa3hM Ha
KOPOHAPHHTE apTepHH, KOHTO MOXeE a NOBEE A0 MHOKApAEH HHAapKT.

AuedenH moxe aa nopuse 1a6opaTOPHUTE PE3YITATH MPH HICIEABAHE HA MUKOYHA KHCETHHA
KPbBHA 3axap.

B13moxHO € 1ia ce mOABH WM Aa Ce BIOMH HATMYHO MIaBoGonue cien MPOALJDKHTENHO AHANTETHYHO
nedenye (>3 Meceua) ¢ MINON3BAHE HA AHANTETHLM NPe3 ACH WIH no-yecto. [nasobonue, NPHYMHEHO
OT CBpBXYNoTpeba Ha aHANTeTHUH, He 61Ba 1A Ce JieKyBa C yBEIMUABaHE Ha [103aTa UM. B Takusa
Cly4aH aHaNreTHYHOTO JieueHune TpSGBa a ce MpexpaTH Cllel KOHCYNTalHA ¢ JieKap.

Xenamobwiuapnu napyuenus

KoaenHsT Moxe na npuuMHH AHCGYHKIINA ¥ CIA3BM Ha ctuukTepa Ha Oddi, kato no To3u HauKH
NOBHLI2BA PHCKA OT I10ABA Ha CHMITTOMH, CBBP3aHH C AUThYHHTE MHTHLIA, H TAHKPEATHT.
TOBA ICKAPCTBEHHTE NPOAYKTH, ChABPKAIIM KOAECHH, TpAOBa 3 C¢ NPUIIATaT ¢ MOBHLIE
1IPH NMALUEHTH C NMaHKpEaTHT K 3abonasanHua HAa KNBYHHTE ITHTHUILA.
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ﬂuxame.nuu HAPYUIEHUR RO 6PEME Ha CbH

OnuouauTe MOraT Aa NPHYHMHAT JAHXATENHH HAPYIICHHA 110 BPEME Ha ChH, BIUTIOMHTENTHO LleHTpaIHa
cbHHa anHes (LICA) 1 xunokcemua no BpeMe Ha cbH. YrioTpeGarta Ha onuoHAU YBenHYaBa
ARososasHcuMo pHcka ot LICA. TTpn naumenTuTe, nph kouto ce Habmonasa LICA, Tpabsa na ce
0OMHCIIH HamMansBase Ha obIaTa 103a OMHOHAH.

Onuoud-undyyupana Xunepanzezus

KakTo n IIpH ApPYTH ONHOHAH, [IPH HEJOCTATHYECH KOHTpOQN Ha Gonkara BBIPEKH YBCIHYABAHE HA
A034Ta KOACHH, 'rpzﬁna Aa ¢C HMa MpPCABH BE3MOKHOCTTR 33 HHAYIHPaHAa OT OIMMHOMAH XHNEpasre3ds.
Moxe na e noka3aHO HaManABaHe Ha A033aTa HAH Npepasrieka1aHe Ha JICUSHHETO.

Memaboruzvm no omuowenue na CYP2D6

KonennsT ce meTabonnznpa ot uepnonpobuus ensum CYP2D6 no MOpGHH, HETOB AKTHBEH
METaGOJIHT, AKO NALMENTHT HMa ACQHLMT WIH THIHA JIHTICA HA TO3H €H3UM HAMA 2 GbJe MOCTHIHAT
ajIcKBaTeH TepaneBTHYCH edekT. OLEHKHUTE NOKAIBAT, Ye € Bh3MOXKHO TAKLB aedbuuMT na BMa 1o 7%
OT €BPOTNCHIHATA NOMyNAlMA .AKO 0684e MALMEHTHT ¢ eKCTeH3MBEH I CBPEXGBP3 metabonnsarop
CBIIECTBYBA MOBMILUEH PHCK OT PA3BHTHE HA HEXENAHH PEAKLIMK Ha ONHOHAHA TOKCHYHOCT SOPH TPH
obuuaiiHo npeanuceany 103k, Tesu nauuenTu pasrpaxaar GbP30 XOACHH 20 MopthHH, KOETO BOAM 10
NO-BHCOKH OT OY2KBAHHMTE HHBA HA CEpPyMeH MOPQHH. '

OCHOBHHTE CHMITTOMH Ha OMMOMHA TOKCHYHOCT BKTIOYBAT 00BPKAHOCT, CHHIHBOCT, TOBBPXHOCTHO
ARUIAHE, CTECHEHH 3CHHLM, ra/IeHe, NOBPBIIAHE, 3aNeK H JIMNICA Ha aneTHT. [1pH TeXKM cTy4an ToBa
MO3K€ N1a BKIIIOYBA CHMITTOMK Ha LMPKYJIATOPHA M PECIIHPATOPHA ENPECHA, KOHTO MOXE Ja Ca
*HBOTO3aCTPALIABALIH W MHOTO PAAKO - GaTanHu.

Io-nomy ca 06061ueHH oueHKHTE 3a PasNPOCTPAHEHHETO Ha cBpbXOLp3H MeTabonusaTopu cpea
PaluIHYHHTE NOMYALMH: -

TTomynatiys PasnpocTpauenue, %
Adpukancka/ETHoncka 29%
AdpoamepHkaHcka 3,4% no 6,5%
A3suarcka 1,2% no 2%
EBponeniHa - 3,6% 80 6,5%
I'pblka 6,0%

VYHrapcka 1,9%
CepepHoepponeiicka 1% a0 2%

Tonepavic u pascmpoiicmeo, dvincawo ce Ha ynompeba ra onuoudu (310ynompeba u 3asucumocnt)

[Ipu MHOrOKpaTHO NMpHNaraHe Ha OMHOMAK, HANpUMEP ALEdenH, MOXe 1a ce pa3BHe ToNepaHc,
¢usnuecka 1 NCHXONOrHUECKa 3aBHCHMOCT H PascTPONCTBO, ALDKALIO Ce Ha ynorpe6a Ha onHoMaH
(opioid use disorder, OUD). MHorokparHata ynotpe6a Ha AledenH MoxXe na 0BEE A0
Pa3CTPOHCTBO, AbDKaLO ce Ha ynoTpeba sa onuonan (OUD). Mo-BHCOKATA 1033 H NMO-AL/IrATa
MPOAB/DKMTENHOCT Ha OMHOH/IHATA TEPANIHS MOTAT 1a YBEJIMYAT PHCKA OT paszsuTHe Ha OUD.
3noynorpebara wim npeaHaMepeHaTa HenpaBunHa ynotpe6a Ha Auedenn Moxe na AoBeae a0
TPe03HpaHE WHIH CMBPT. PUCKBT 0T passuThe Ha OUD ce ypenuuaBa nps naumeHTH ¢ SMuHa MK
(pamuiHa aHamHe3a (POAHTENH WiH GpaTa U cecTpH) 3a pascTPOHCTBa, AWLKALIH e Ha ynorpeba Ha
BELLECTBA (BITIOYHTENHO PAICTPOHCTEA, IL/DKAMNA Ce Ha ynoTpeSa Ha ANKOXoN), NP HACTOALIH
MOTPeOHTENH HA TIOTIOHEBH M3AEHS WIIH NPH NALHEHTH C NTMHA AHAMHE3A 32 APYTH NICHXHAH
pa3CTPOHCTBA (HaNp. TeXKa ACTIPECHA, TPEBOKHOCT M Pa3CTPOHCTBO Ha JIMYHOCTTA).

Ilpean 3anouBaHe Ha NeyeHHe ¢ AtiederH M NO BpeMe HA IEUEHHETO HETHTE Ha Jlevedi®
3a NPEKPaTHBAHE Ha JIeUeHHeTO TPSGBa f1a Ce CHIIIACcYBAT ¢ NaupMeHTa (BXK. Touka 4.2)
BpeMe Ha JIEYEHHETO NALHEHTBT TpsibBa 1a 6bae HHPOPMHPAH H 3a PHCKOBETE M NpH
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OUD. INaumenTHre TpabBa fa G'I:JilaT TIOCHBETBAHH [1a C& CBBPXKAT ChC CBOA NIEKAP, KO CE MOSBAT
TaKHBa NIPUIHALIH.

TNanpenture Tps6sa aa ce HaGIoQaBAT 32 IPH3HALM HA NOBEAEHHE, CBLP3AHO C THPCEHE HA
NekapcTBOTO (HANp. TBBPAE PAHHH HCKAHHA HA ClieABALIA pelenTa). Tosa BKTIOUBA Npernen Ha

' CBITLTCTBALLO NPKIAraHHTE OIHOW/M K NCUXOAKTUBHH JieKapcTsa (kaTo Gensoauazenuun). MNpu
NalKEHTH ¢ npu3HauM # cuMOTOMH Ha OUD Tpa6Ba na ce 06MHCIH KOHCY/ITAlMA ChC CHELMANTHCT 110
JABUCHMOCTH.

Puck npu ednospemennama ynompeba na cedamusnu rexapcmsa, xamo Gen300uazenuny wiu
ngoobNu Ha max rexapcmea

EanospemeHHarta ynotpe6a Ha KOAEHH H CEIATHBHH JIEKAPCTBA KaTO GEH30AMAIENMHM WK MOA0OHH
Ha TAX /IEKaPCTBa MOXKE [a I0BEAe N0 CEAALMA, PECTUPaTOPHA AENPECHS, KOMa H CMBLPT.

Topanu Te3u pHcKoOBE €AHOBPEMEHHOTO NPEITHCBANE C TE3H CENAaTHBHH nexapcTsa TpabGpa ja ce
3ana3sH 3a NALHCHTH, PH KOHTO HE Ca BE3MOXKHH ANTTEPHATHBHH BB3MOXKHOCTH 34 JIeUeHH e,

AKo ce B3eMa pElLUCHHE 3a NPEANHCRANE Ha AledenH (KOHTO CHAbPXKa KOJCHH) €THOBPEMEHHO ChC
CeaTHBHH NIEKapCTBa, TpAOBa Aa ce H3NON3Ba Hal-HHCKATa ed)emsﬂa 2038 K NPOAL/DKUTENHOCTTA
Ha neyeHHeTo TpAbBa Ja Gbae BbIMOXKHO Hali-kpaTka.

INaunenTrre Tpa6sa na 6BAAT BHUMATENHO NPOCNEAABANY 32 NIPH3HALN H CHMITTOMH HA
pecrnHpaTopHa AenpecHa H ceadpane. [1o Tasu npusKHBa ¢e NPenopLYBa HACTOATENHO NALMEHTHTE H
TPHXELLUTE Ce 33 TAX Aa 6BLAAT 3aN03HATH € TE3H CHMITOMH (BX. TouKa 4.5).

HeanaTpuuna nomynauws
Caedonepamusna ynompeba npu deya

B my6nnkyeanata nuTepatypa ca cho6IEeHH CTyyaH, B KOHTO AABAHHST CIEACTIEPATHEHO KOJICHH NpPH
Aeua Clefl TOH3WIEKTOMHS H/HITH aIcHOHAEKTOMMS 10 MOBOA Ha OGCTPYKTHBHA ChHHA AITHEA € J10Be
A0 peAKH, HO JKHBOTO3ACTPaLIABALIY HEXeNAHH JIEKAPCTBEHH PEaKLIMH, BIIIIOMHTENHO CMBPT (BX.
'CBIIO TO4Ka 4.3). Bcuuky Jiena ca nofy4abany Zo3M KOAEHH B MOAXOAAILMS K030B AHANA30H. UMa
AaHHH, Y€ Te3d Jeua ca OWIH Wi CBPEXOBP3H HIH eKCTEH3HBHH MeTaGoIH3ATOPH 110 OTHOIICHHE Ha
TAXHATA cnocobHOCT Aa METabOTH3HPAT KONEHH A0 MOPHH.

Heya ¢ Hapyuiena Quxamenna dyuryus

Ynotpebara Ha KoJieHH He.ce IPeNopBYBa NPH JeLA, IPH KOMTO AMXATERHATA (GyHKIMA MOXKE 12 €
HapYLIeHa, BKIIOYHTETHO HEPBHO-MYCKY/IHHM pa3cTPOACTBA, TeXKK ChPAEYHH WIH PECUPATOPHH
3a60/4BaHNs, MH(EKUMH Ha FOPHHTE JHXATEHU MHTHLIA WK Geus Apod, MHOXKECTBEHA TPABMA HIH
TFOJIEMH XHPYPTHYHH oniepaurd. Teau GakTopu MOraT na anolIaT CHMITOMHTE Ha MOpdHHOBa
TOKCHYHOCT.

Ilomownu sewecmsa
Tosa nexapcTBo chabpxka No-Maiko ot 1 mmol Hatpuil (23 mg) na Tabnetxka, T.¢. MOXNE 8 Ce KakKe,

Ye¢ NPaKTHYECKH He ChALPXKa HATPHIA,
4.5 BsaumopelicTBRE ¢ APYTH NeKAPCTBEHA NPOXYKTH K Apyra GopMHA Ha B3aHMoOaeHCTBHE

p

Iapaueramon
EnHospeMeHHOTO MpUIoKeHHEe ¢ aMHHO(EHA30H MOXe A3 XOBE/E O 3aCHIBAHE Ha
(apmakonoriunmTe edekTH Ha ABATa NPOLYKTA, KAKTO H A0 MOBHILIABAHE HA TAXHATA

[apaueramon noteHukpa edexTuTe Ha KyMapHHOBHTE aHTHKOATYJIAHTH.

ITapatieramon kaTo HHAYKTOP Ha MHKPO3OMHHTE YePHOAPOGHH €H3IHMH MOXKE 18 PeayL
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Ha JIeKRPCTBEHH NPOJYKTH, KOHTO C€ OJIaraT Ha HHTEHIMBHA YepHOApoOHa GrHoTpaHchopMaLms.

TlepopanHuTe kKOHTpaLENTUBHH NPOAYKTH, HHAYLIMPaiKK MIIOKYPOHHIHOTO H CyI(aTHOTO My
KOHIOTHpaHe OTCIa0BAT HETOBHTE edeKTH.

[o chuma MexaHU3LM pUGAMNHLAH HAMANARA RHANTETHYHHSA My edekr.
LIAMETHAMH HamMansaBa TOKCHYHOCTTA My M 3aCH/IBA AHAJITE3HATA,

l'IapauemMon YObJbKaBa rnasMeHHA MOJYKHBOT Ha xnopampel-mxon MO MbTA HA KOMIIETHTHBHOTO
NOTHCKAHE HA HEMOBMUA METADOIHIEM H BOAM A0 NMOBHUIEH PHCK OT MHEJIOTOKCHYHH e(pem.

ENHOBpeMEHHOTO NPUIIOXKEHHE C ANKOXON M XeNAaTOTOKCHYHH JIEKaPCTBEHN CpPE/ICTBa BOAH O
NIOBHILIEH PHCK OT YEPHOAPOOHO yapexaaHe, MOpanH CyMHpaHe Ha XENaTOTOKCHYHOTO AeHCTBHE 1
NOBHILIEHO 06pa3yBaHe HA XENATOTOKCHYEH METaGONMT HA NapaLeTaMon B PE3yNTAT Ha CH3HMHA
KHAYKUMSA.

Heobxonumo € noBHLIeHO BHHMaHHE NIPH CHITLTCTBALIA YNOTpe6a Ha bayKNoOKCAMAKH KU
napaueTamon, Thi KaTo eAHOBPEMEHHHAT MPHEM CE CEBP3BA C METAGONIMTHA ALMI03a C FOJIAMa
2HHOHHA NpasHHHA MOpajaH MUPOTTYTAMHHOBA ALM/03a, 0COBEHO ITPH NALMEHTH ¢ PHCKOBH (GakTOpH
(Bk. TOuKa 4.4),

AleTHIC2NIHIIMIOBA KHCETHHA

ExcnepumenTaniu naHHH NMokasear, ue uGynpodeH Moxe ga HHXHOHpa eeKTa HA HHCKa 1033
AUETHNCANTHLWIIOBA KHCETHHA BBPXY TPOMOOLMTHATS arperalys, KOraTo Te e NpHaarar
€AHOBpEMEHHO. BENpekH TOBA, OrpaHHYEHNTE JAHHH H HECHTYPHOCTTA OTHOCHO EKCTPANONALATA Ha
AAHHH eX Vivo KbM KIHHHYHATA CUTYALMS MOKA3BAT, Ye He MOTAT 1A Ce MPABAT KATErOPHYHA
3aKIMIOUEHNA 33 PENIOBHATA YNoTpeba Ha nGynpoden, 1 te KIMHHYHO 3HAYUM eeKT € MATKO BEpOSTEH
NpH HELMAEHTHA ynoTpeba Ha nbynpodeH (Bxk. Touka 5.1).

Tlpu eanospemenna ynotpeSa Ha aueTHICATHIIANIOBA KHCETHHA € APYTH HECTEPOMIHH NIPOTHEO-
BBINATHTENIHH CPE/ICTBA, KOPTHKOCTEPOHAH HWIH ANKOXOJ C& NOBUILABA PHCKBT OT HACTHIBAHE Ha
HEXENaHH eheKTH OT CTPaHA Ha CTOMALIHO-YPEBHNS TPAKT (Y.ILEPALHH, KbPBEHE).

KOP’TTIKOCTB]JOMHT’C HAMANIABAT CCPYMHUTE KOHLICHTPALIMH Ha atlleTHICATHIUMAOBATA KHCEMHHA.

Hpu cpBMecTHa ynoTpeGa Ha aUECTWICATHLMIOBA KHCETHHA C TPOMBONHTHYHN NPOXYKTH KaTo
AHTHCTPENTa3a, CTPENTOKMHA3A, YPOKHHA3A M JIP. C€ YABDKABA BPEMETO Ha KBPBEHE H CE 3aCHIBA
PHCKBT OT XeMOparuy. ALUSTWICANHLIMIOBATA KHCETHHA MOXKE 12 H3MECTH XENapHHa, KyMAPHHOBHTE
H HHIAHIHOHOBH aHTHKOATYJIAHTH OT CBBHP3BAHETO HM C IUIA3MEHHTE POTEHHH H TaKa Aa NOBKIIK
KOHLCHTPAIIMATA HM B TUIa3MaTa K pHCKa OT KbpBeHe. He ce npenoprusa ceBMecTHa ynoTpeGa Ha
ALETHICATRLIIOBA KHCEIHHA C aHTHATPETaHTH NOPaaH NOBHLIABAHE HA PUCKa OT KbpBeHe. Hakon
NPOJYKTH KATO Le(anocropuHOBH aHTHEHOTHLIM H BAINPOEBA KHCETHHA MOTAT /13 NPEAH3BHKAT
XHIONPOTPOMGMHEMHA, & BANNPOEBATA KHCENHHA HHXHOMpa TPOMGOLIMTHATA arperawys.
CeBMecTHaTa MM ynoTpe6a ¢ aueTHICATHUAIOBA KHCEHHA TIOBHILIABA PHCKA OT KkbpBeHe. Ta Moxe na
3aCHTH XMIOFTHKEMHYHHA eIeKT Ha NepopaiHuTe CyidaHiTypeliHH aHTHAHAGETHH CpPeCTBa,
TNOpaji KOETO C€ Hajlara KOpeKLMa Ha J03aTa HM H [OBHILEHO BHHMAHHE NPH Ta3H KOMOHHALMS,
HatpuypeTHunnaT edexr Ha COMPOHONAKTOH HAMANABA MPH CHBMECTHA ynorpeba ¢
AlCTHJICATHLIMIIOBA KHCEIHHA.

AUETHNCATTHLMIIOBATA KHCENHHa HAMAJIABA 6’]:6pel!HHﬂ KIHPBHC Ha METOTPEKCAT H Taka MOXKe
NOBHIH NAR3MEHUTE MY KOHLECHTPALINKM 10 TOKCHYHH, HOPB,EIH KO€TO HE C€ MpenopbuBa CL,

HM ynotpeba.

ALETHIICANTHLMIOBATA KHCEMHA OTCNIabBa eeKTa Ha YPHKO3YPHUHHTE JICKaPCTBEHH N
(npoSenenmn, cyndpuHNHpasoH).
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EanoBpementara ynotpe6a c anthawmuam, H-Grokepy u AHTHXONIHHEPTHYHH NPOAYKTH HAMAaNABa
Pe3opOuMATa Ha ALEeTHICATHIHIOBA KHCEHHA.,

Denobapburan HaManaBa edbeKTa HA ALETHACATIHLIIORA KHCETHHA NOPAIM EH3HMHA HHAYKLUHA H
YCKOpeH’e Ha MeTabonuama My. :

Auemncannunnosam KHCenyHa HaMansaea qepno,upoGHm[ KNHPBHC Ha 3HROBYJHH, KaTO ce
flIOBHIIABA PHCKA OT TOKCHYHOCT.

EAHOBPEMEHHOTO NpHeMaHe ¢ TETPALMIIIHKA MOXKE 14 I0BEe N0 obpa3zyBane Ha Hepe3opOHpyeMH
KoMIUiekcH. Tosa u3nckpa HHTEepBan oT Hali-manko 1-3 yaca MEXKIY MpHEMa HAa PalTHIHHTE
JIEKapCTBEHH NPOAYKTH.

EanospemenHa npoawbkHTENHa yNoTpe6a Ha aneTHICATHIMIOBA KHCETHHA ¢ aneramMuHodeH
MOBHIUABA CHTHH(HKAHTHO PHCKA OT HACTBLIBAHE HA AHANITETHYHA HedponaTha, 6s0peuHo-nanunapra
HEKpo3a.

Tpy enHoBpemMeHHa ynoTpeba ¢ AHTHKOHBYJICAHTH, KATO XHAAHTOHH Ce NOBHLIABAT MNA3MEHHTe
KOHUEHTPALIHK Ha NIOC/IEIHHA, KAKTO H epeKTHBHOCTTA My H/iIH TOKCHYHOCTTA My, HOPAJAM KOETO &
HeOGXONHMA KOPEKLIM Ha 11038TA Ha XMAAHTOMHA.

Hyxnwre ot BuTamun K Morar aa ce noBMmaT npu naumenTs, MO/TyYaBally BHCOKH J03H
ALIETWICANHLIMIOBE KHCETHHA, ’

Koaeux .
3acuiBa LEHTPANHO NENpPECHBHOTO AelicTBHE Ha ankoxona, 6apburypature, 6eHsonHazenuHuTe,

CBHOTBOPHHTE H CEIAaTUBHH NMpOOYKTH.

Enxospemennata ynorpeGa Ha ONHOMIM CBC ceAaTHBHH NEKapCTBEHH NMPOAYKTH, KAaTo
GeH30HAETIHHH MIH MTOJOGHM Ha TAX JIEKAPCTEA IOBMINABA PHCKa OT ceflalus, pecnupaTopHa
Aenpecus, koMa u CMBPT nopaau anutHsen LIHC notuckam edext. Josara u nponmmkHTenHoCTTa Ha
CBIBTCTBALIATA ynoTpeGa TpaGea na GuaaT orpaHuyeHH (BX. TouKa 4.4),

CrrbTeTBamOTO NpUNOKEHHE HAa AliederH ¢ rabaneHTHHOMAH (raGaneHTHH ¥ nperabannH) Moxe aa
AOBEAE N0 PECIHPATOPHA NENIPECKA, XHNOTOHMA, IbA00KA CeaLMa, KOMa WIIH CMBPT (83K, TOuKa 4.4).

Ynotpebata Ha MAO-HHXHGHTOPH WM TPHLMKITHYHN AHTHAENPECAHTH 3a€HO ¢ KOOEHH MOXe Aa
34CHJIH B3aMMHO €(PEKTHTE HM.

EnHoBpemeHHOTO NPHNOKEHHE HA AHTHXOMHHEPTHYHH CPECTBA C KOIEHH MOXe Ja npeax3BUKa
napanHTHYeH uieyc.

Kodenn

IoHnxkasa edekTa Ha CbHOTBOPHHUTE NPOLYKTH.

Jacunsa edekTa Ha HECTEPOMAHHTE POTHBOBLINATKHTETHH cpencTaa.

4.6 @eprranTeT, GpeMEHROCT B KbPMene

AKTHBHHTE BEUIECTBA, ChAbPHKAIH ce B Aleden Morar na NPHYKHAT yBPEHKAAHE HA [U10M14, AKO CE_—_..... .

NpHAArar no BpeMe Ha SpeMeHHOCT. Te MpeMHHAaBaT B MailMHHOTO MIIAKO. IMopanu ToBa Anede
TpaGBa na ce npHnara no speme Ha GPEMEHHOCT U B MEPHOJA Ha KbPMEHe.
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Hannu, cevpsanu c napayemamon

3HAYHTENIHO KOMMYECTRO AaHHK MPH GPeMEHHH JKEHH He NOKA3BaT HUTO mandopMaTHBHA, HHTO
deTo/HeoHaTaTHA TOKCHYHOCT. Pe3yNTaTHTE OT ENHAEMHONOrHYHHTE NPOY4BAHUSA BBPXY
HCBPOJIOTHYHOTO PA3BHTHE HA JCLIA C EKCMIOIHLIMA Ha NApaLeTaMoN in utero ca HeyGeIuTeNHH.

Hannu, cevpanu ¢ kodeun

KozeunsT e npoTHBONOKa3aH npu xeHu B neprona Ha KbpMeHe (BK. TOUKa 43).

IIpn HOpManHH TepaneBTHYHH KO3H KOAEHH M AKTHBHUAT My METaGO/IAT MOTAT 18 NPHCHCTBAT B
KbpMaTa B MHOTO Ma/IKH KOTHHECTBA H € MHOTO MaJIKO BEPOSTHO A& MOBIHAST HeBNaronpHaTHO
KbpMaueTo. Ako ofade nauMenTsT € cBpbX61p3 MeTaGonuzarop ha CYP2D6, HUBATA HA AKTHBHHS
MeTaboNHT MOPhHH B KbPMATA MOXE /13 Ca T10-BHCOKH, KOETO B MHOTO PelKH cy4ay aa NPpHYHHH
CHMITTOMH Ha ONTHOM/IHA TOKCHYHOCT ¥ KBPMAa4eTo, KOETo MOKe Na ¢ (aTaHo.

4.7 Edexrn sbpxy crocobuocrTa 33 modupsase B pabota ¢ Mamunn

Anedenn Moxke ia Okake RIHAHHE BbPXY LIEHTPAIHATA HEPBHA CHCTEMA H 1A NPOMEHH CEH3OpPHO-
- MOTOPHHTE pEaKLiH, MOPAIH KOSTO N0 BPEME Ha JIEYEHHE ¢ TO3M MPOAYKT € NIPENOPBUHTENHO 8 He
¢e wotHpa H paGoOTH ¢ MALUKWHY WITH TOBa A4 CTABA ¢ MOBHMILEHO BHHMaHHE.

483 HexelaHH NEKADCTBEAR peaKnAn

Haii-uecTo ca BpeMeHHHM 1 OT3BYYaBAT NpH NpekpataBaHe Ha Je4eHHeTo. [IpH HAKOK nalmeH™ MoraT
Ja ce Habmonaear:

Hapywenus na umynnama cucmema - NOBHLIIEH PHCK OT aHa(HIaKCHA, peaKiMy Ha
CBPBXHYBCTBATENHOCT: NPYPUTYC, YPTHKAPHS, NIPOBOKHpaHE Ha HPOHXOCTaybM, JHCIIHER, OTOK Ha
Kaunke. '

Hapyiwenus na memabonusma u xpanenemo - MeTabOJIHTHA aLWA03a ¢ roJgMa AHHOHHA npa3HBHa.

Cmomauno-upesnu apyuienus; - CyXoTa B yCTaTa, KHCEITUHH, JHCTIErcHs, enuracTpanHa Gonka,
BHOPEKCHS, rafeHe, NoBphiate, OOCTANALMA HIH HAPHA, CTOMAIIHY M AyONEHANHH yALIEPALYH, ‘
KbPBEHE OT FaCTPOHHTECTHHATIHMA TPAKT (OKY/ITHH KPhBOHITHBH, XeMaTeMe3a, MeieHa), TaHKPEaTHT.

Xenamobunuapnu napyuenun - XenaToTOKCHYHOCT (NOBHALLIEHHE Ha TPAHCAMMHAIHTE, TOKCHUEH
XenaTHT), AHChYHKUMA HA CPHHKTepa Ha Oddi.

Hapywenun na nepenama cucmema ~ HapywieHne Ha ChHs, HapytieHHe Ha KOOPAHHALMATA, TPEMOP,
HECMOKOHCTBHE, Pa3iPa3HHTENIHOCT, IIaB0GONHE IPH BHCOKH O3H.

Copoeunu napywenun — NANMATALMH, XHIIOTOHHS, TAXHKAPIHS, €KCTPacHCTONH, cHHApoM Ha Kounis.,

Hapywenus na 6vopeyume u nuxounume momuya — NpH NPOLBIKUTENEH [pHeM Ha BHCOKH J03H €
BL3MOXKHO Hamansease Ha 616peunara dyHkuHa (ocobeHo Npu GonHK ¢ NpeamwecTBaNLIO 610peuno
YBPEXK/aHe) H B EAHHHYHMH CITY4aH MAMWIAPHA HEKPO3a. '

Hapywenun na xpvema u numgbnama cucmema - TpomGotHTOneH s, YABDKABAHE Ha
NpOTPOMGHHOBOTO BpeMe, MOBHILEHA CKIIOCHHOCT KbM KbpBEHE (ENMHCTAKCHC, KbPBEHE Ha BEHIUTE,
Myprypa), XeMOJIMTHYHA AHEMHSA.

KOXHH PeaKLiyH.

JlekapcraeHa 3aBHCHMOCT
MHorokparsata ynorpe6a Ha Auedenn Moxe aa nopeze 1o JIEKapCTBEHA 34BHCH
TEPANEBTHIHH IO3H. PHCKBT OT JiekapcTBeHa 3aBHCHMOCT MOXKE 11a BApHPA B 38BH
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MHAMBHya/IHHTe PUCKOBH GaKTOPH NMpH NMALMEHTa, 103aTa H [POIB/DKMTENHOCTTA HA ONHOHAHATA
Tepanus (Bx. Touka 4.4).

Onucanne Ha U3Gpann HEXEIAHM PEAKIHM

MeraGonuTsa anunosa ¢ ronsMa aHHOHHA NpasHUHA

Ciryuan Ha MeTaGonUTHa alHA038 C TONAMA AHHOHHA NPA3HHMHA, TRDKAINA CE Ha NHPOTTYTAMHHOBA
auun03a, ca Hab/llAABAHH NPH NALMEHTH C PUCKOBH (AKTOPH, H3NOI3BALLH NAPALETAMON (Bx. Touka
4.4). TIpn Te3u NALMEHTH € BLIMOKHO 18 BHIHHKHE THPOITYTAMMHOBA ALMI03a BC/IEACTBHE HA HUCKH
HHBA HA [TYTATHOH.

Cboﬁmgnaﬂe HA NOAO3IHPAHU HEXKEJIAHN DeaKlIuy

CrobwmasaneTo Ha NONO3MUPAHY HEXENAHH PEAKIIHH ClIE/] paspelliaBate 3a ynorpeba Ha IEKAPCTBEHHA
MPOAYKT € BaXHO. ToBa no3ponsaea aa npomb/bKy HaGMOAECHHETO HA CHOTHOLIEHHETO no/3a/pucK 3a
NIeKapCTBEHHA NPOAYKT. OT MEAMUMHCKHTE CTICLHATMCTH Ce M3UCKBA Aa ChoBINaBaT Beska
NON103MpaHa HeXeaHa peakLMs upes HsmeinuTenHa areHums no nekapersara, ya. . Jlaman I'pyep”
Ne 8, 1303 Codus, Ten.: 02 8903417, yebSeaisr: www . bda.bg.

4.9 Ilpenozupane

l'Ipu Npeno3npaHe MOTAT Aa Ce NOABAT HAKOH OT CASIHHTE CHMITTOMH: MNOTHCKAHE HA LIHTpanHaTa
HEPBHA CHCTEMA H3PA3€HO CBhC 3aMaRHOCT, CBLHIHBOCT, 3a0aBsaHe Ha PCaAKLMHTE, TAXHKapaui,
XHIMOTOHHA, MENECHA, MOTHCKAHE HA QHINAHETO, I'bPUOBE, pPECITHPATOPEH H CHPAEUEH &PECT, KOMA.

Tpu HaGnionasatie Ha HAKOH OT CHMITTOMHTE Ha NPENO3HPaHE € HeoBXOIMMO 1A ce TNIpeKpaTH rpHeMa
Ha MPOJyKTa, 13 C€ HANpaBH CTOMALICH JIABAXK H JA CE HA3HAYAT AKTHBEH BBIVIEH H CHMITTOMaTHYHH
cpenctsa. [lo ekckpeTupate OT opraHHIMa TpatiRa /1a ce MoAXbPKa anekBaTHa GenospobHa
BeHTHIaLMA U cTabniHa XeMOIHHAMMKA.

Ilpenosupane Ha napauetamon

Cumnmomu
ITpu no3u Han 7,5 g cwiiecTByBa pHCK OT YepHOAPOGHO YBpeXAaHe H NOTeHUHalHa YepHoApobHa
HEeJOCTATBYHOCT U CMBPT.

Jevenue
Ilpunarane Ha aHTHAOTA N-aneTHILHCTEHH e eexTHBHO M TPAGBA 12 ce 3an04He He3abaBHo, IOPH H
TIPH JIMIICA HA OCTPA CHMITTOMATHKA.

5. ®APMAKOJIOIHYHH CBOMCTBA
S.1 ®apmakoaHHAMMYHH cBOficTBA

(apmakoTepaneBTH4Ha rpyna; AHANTeTHLI H AHTHNHpeTHLH. CalTHUKIOBA KHCETHHA H IPOU3BOIHH.
KoMOuHauMH Ha aueTHICATHIIMIOBA KHCEHHA ¢ HIKTIOYEHHE Ha ncuxonentium, ATC kopg NO2BAS1

KomGHHUpaH nipoayxT ¢ u3pazeno ananreTuuHo, AHTHNHPETHYHO U No-c1abo u3pazeHo
NPOTHBOBB3NANATENHO JeticTBHe. KomGHHHpaHeTO Ha aHANTETHLIMTE MOMEXTY HM M C IOpYTHTE
NEXAPCTBEHH CHCTABKH B NpOAYKTa OT elHa CTpaHa YBE/HYaBa CHNATa Ha AHANTEe3HATA, KATO BKIIOYRA
PA3NHYHH MEXaHWU3MH Ha JIC/ICTBME H OT ApYTa PeXYLMpa HeXeNaHHTe NeKapCTBEHH eeKTH H
HaMAlIABa ONAacHOCTTA OT Ch3AABAHE HA 3aBHCHMOCT MOPaiy W3NOI3BAHE HA I0-HHCKH NO3H B
KOMOMHanuaTa.

TlapaueTamon 1 aLETWICANTHINOBA KHCETHHA B CHCTaBa HA ALebeHH OKA3BaT OCH
H aHTHIHPETHIHO ACACTBHE, CBBP3aHO C IHPEKTHO HHXUOHpPaHe Ha EH3MMA LMK
HaManaBaHe 06pa3yBaHETO Ha MPEKYPCOPH Ha NPOCTAarNaHAHHH M TPOMBOKCAHH
KHCEJTHHA B MACTOTO Ha BBANANCHHETO, CTUMY/THPaHe OT/ENAHeTO Ha Geta-ennopd
CHHTE32 HA €HIOTEHHH A/IFOreHH, NOHIDKABAHE Tpara Ha Bb36YANMOCT B TanaMyca H
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Ha (ONKOBH EXCTEPO- H HHTEPOLIEITTHBHY umnynck B ITHC, snmanue pupxy xunoranamyca u
(opMHpaHeTO HA €HIOreHHH THPOTeHH.

ExcnepumenTanin saHnu nokasear, ye ubynpoden Moske 18 HHXHOHpa eeKTHT Ha HHCKa 1038
BUCTHICATHIIANORA KHCETUHA BBPXY TPOMGOUMTHATA ArPeralius, KOraTo Te Ce NpHIarat
€AHOBPEMEHHO.

B enHo npoyuBane, Npu koeTo eaHoKpaTHa A03a ubynpoden 400 mg e npunoxena 8 uac npenu win
30 MHHYTH clle]l IpHIaraHe Ha ALETWICANTHITOBA KHCEMHE ¢ He3a6aBHO ocBoboxaaane (81 mg),
ce Habnoasa HaMaNeH eeKT Ha ALETWICANTHLANIOBATA KHCEIHHA BBpPXY 00pa3yB2HETO Ha
TPOMGOKCaH Hwiu TpomGoLmTHATa arperauus. Brapexu Tosa, OrpaHHYEHHTE JAHHU H HECHTYPHOCTTA
OTHOCHO EKCTPaNONALMATA HA AAHHH eX Vivo KbM KNHHHYHATA CUTyalMs NIOKA3BAT, Ye He MOTAT 1a ce
TpaBAT KaTeropHYHH 3aKHOYCHHA 3a peOBHATa ynoTpeba Ha ubynpodeH, U ye KNHHHYHO 3HAYMM
e(eKT € MaNIKO BEPOATEH TIPH HHLMAEHTHA ynotpeba ra uGynpodgen.

KodenH HaManaea rn1aBoGONHeTo B Pe3y/ITaT Ha CBHBAHE HA MOZLYHMTE CHIOBE H HAMAIABAHE Ha
BLTPEMOILHHOTO HANATAHE, PEOAIONIABA ¢ [ICHXOCTUMYJTHPALIIOTO CH ACHCTBHE AENPECHBHUTE edexrn
Ha Rpyrure cbCTaBkH. ToH ynecHABa TPOHHKBAHETO HA AHANTETHLHTE Npe3 KPBBHO-MO3BbYHATA
Gapuvepa u npeanasea OT pa3BHTHE Ha Konanc, KATO BB30y*aa BA30MOTOPHHS LIEHTBD.

Konenn gocat okazpa LeHTPaNHO aHANTETHYHO ¥ CenaTHBHO AelicTBHE 1 NOTEHUHPA AHAJITETHYHHA
eleKT HA NapaLIeTaMON H alleTHICANULIIOBA KHceHHa. TTOTHCKE eMOLHOHAIHATA KOMIOHEHTA Ha
Gonkara 1 NpoBexaHETO Ha GOIKOBHTE HMITY/ICH B LEHTpaNHATA HepBHa cicTeMa. [Ipurexkasa u

H3pa3eH aHTHTYCHBEH e(leKT.

Koneun e uesrpannonetictsam cna6 auanretnx. Kogeun OCBIUIECTBABA eeKTa CH Ype3 1 ONTHOHAHHTE
PEUEITTOPH, BBAPEKH Y€ CAMUAT TOH NpHTekasa cab agHHUTET KbM TE3H PELIETOPH M HETOBUAT

obesbonspaw epeKT ce AL/KK Ha NPEBPhLIAHETO My B MopduH. 3a koneun, ocobeHo B koMGHHALMA ¢
APYTH AHAIINETHLH, KATO N2pALETAMOJ, € A0KA3aHO, Ye e edeKTHBEN NIPH OCTpa HOLMUeNnTHBHA Gonka.

5.2 @apmaxoxuneTHuYnH cBOHCcTBA

OTtaenHuTe CheTaBKM Ha KOMOHHALMATA Ce pe3opbupar 61p30 M BB BMCOKA CTENeH B CTOMALIHO-
"peBHRA TpakT. CBbp3Bar ce cnabo ¢ niasmenuTe nporenny. [TpeThpraBaT OTHOCHTENHO 6np3
METabONH3bM IMABHO B YePHUA APoS. EKCKPETHPAT ce rMaBHo ¢ YpuHata noz gopmarta Ha
MeTabOIHTH,

Crien nepopanno npuioxeHue Ha NAPALETAMO, MAKCHMATHH ILIA3MEHH KOHLEHTPaLHH ce AOCTHraT
#o 2 uaca. Toli ce MeTaGonu3npa rnasHo B YepHus apob, KaTo ce 0bpa3ysaT CMOKyPOHHIH H
Cyn(paTHH CLEAHHEHHA.

ALICTANCATHUMIOBATE KHCENWHA Ce pasnpenes 6BP30 BbB BCHHKH THKAHH H TEECHH TEYHOCTH.
TIpemnnara necHo xemaroeHnedannata u TUIalUeHTapHa 6apHepa. MakcuMaika rnasMeHa
KOHLIEHTPALIHA C€ NOCTHra MEXKJLy |-BH M 2-pH 4ac Cliell eHOKpaTeH nepopaieH npHeM. Ty Ha
AUCTHICANTMLIMIOBATA KHCETHHA - |5 10 20 MHH; Ha CATHLIMIIOBATA KHCEIHHA — 2-20 4, B 3aBHCHMOCT
OT Z03aTa.

Kodeun npemunasa sbe derantoro kppeoobpauienne u ce €KCKPETHpA ¢ MaHUMHOTO MJISKO.
HeroBuat ruiasmen nonyxusot e 3-6 yaca.
[TonyxHBOTBT Ha KozieHH € 3-4 yaca.

53 IlpeaknmaRYnH AsAAH 33 GezonacHocT

HsiMa naumu 3a cpeaHara neTanHa N03a HA KOMOUHALMATS.

llapayemamon
LDso 32 napaletamMon npx nprioskenne nep oc 3a MHWIKH e 566-833 mg/kg T.M., a LDsy
2766-3624 mg/kg 1.M. [poBeneHo mwupokoMalLabHo Npoy'BaHe NOKA3Ba, 4e NapaueTam
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TePaTOreHHO NeHCTBHE NMPH skeHN. JIMNCBAT KOHBEHUMOKATHH POY4BAHHS, H3MON3BAILH IPHETHTE
NOHACTORMEM CTAHAPTH 34 OLIEHKA Ha PENPOAYKTHBHA TOKCHYHOCT M TOKCHYHOCT 33 Pa3BHTHETO.

Ayemuncaruyunosama xuceauna e cnabo TokcH4Ha.

LDso nips nepopanHo npHnoxkeHne: npu wisXose - 200 mg/kg; npy MuLky ~ 250 mg/kg; npu Kyuera
— 700 mg/kg; npu 3aitun — 1010 mg/kg. :

LDso npy MHTpanepHTOHEATHO NPHIOKEHHE: TIPH MULIKH - 167 mg/kg; nps wrsxose — 340 mg/kg.
LDso npx MHTpaBeHO3HO NPHIOKEHHE: NpH KyyeTa — 681 mg/kg.

Kogeun

LDs; 3a kodeuH npu nepopanHo NpuokeHue Ha MALIKHU € 350 mg/kg T.M.

Kodenn, B MHOr0 No-BHCOKH KOHLIEHTPALMH OT Te3d B NledeOHHTE 103K H PANTHYHHTE HATTHTKHA
TIpeIH3BHKBA XPOMO3OMHH abepallii, KaKTO B TBKAHHH KYATYPH H& PACTHTETHH KJIETKH, TAKA U B
KIIETKH Ha 603aiiHHUM H BLPXY MHKPOOPTaHH3MH. BbB BHCOKM JO3H Y IPH3auH KodeHH e
Tepatoreset. JlaHHuTe IpH x0opa o6aue nokaseart, ue KodeHH He € MyTareHeH. BpeMeHHM xeHu,
KOHWTO NIOEMAT AHEBHO Nnobeye oT 600 mg kodeun cTpanar nopeve oT CHOHTAHHH aGOPTH, MBLPTBO
POACHH H TIPEKIAECBPEMEHHH PaXKAAHHA.

Hscnensanna Ha koMOHHALMATA HA NapaLieTaMON ¥ KOJEHH 4pe3 Ames TeCT NpH canMoHena, Basc
TecT npu Apo3odna # Micronucleus TecT IIpH KOCTEH MO3BK Ha MHULIKH He IOKa3BaT MyTareHeH
NOTEHLHAN.

Hsama naunm u He ca npoBeaeHH A06pe KOHTPONHpPAHH NMPOYYBAHHA 33 TOKCHYHOCT HA KOMOMHALIHATA
NMpH Xopa.

Hama naHHM 3a KAaHLOCPOTeHHOCT Ha KOMOHHALIHATA U OTACTHHTE CHCTARKH.

6. ©®APMALIEBTHYHH JAHHH

6.1 Cnucbk Ha DOMOIMAATE BelECTBA
MuxkpokpucTansa uenynosa

LapeBuyHo HHIneCTE

KpocnoruaoH

Hatpues creapungymapar

TloBunon

Kononaen, 6e380A¢H CHIMIIMEB THOKCHA

6.2 HecbBMecTEAMOCTH

Henpunoxumo

6.3 Cpox ua rognoct

2 roAMHH

6.4 Cneunwnﬁ YC/10BHSA Ha CLXpAHEHHE
Ha ce cbXxpaHapa nopa 25°C.

6.5 BnanchabpKIRRe HA ONAKOBKATA
Ilo 5 unu 10 Tabnerku B Gnucrep. _

o 2 6nucrepa ¢ no 5 TabneTku B onakoeka (10 TabneTku B onakoska).

ITo 1 Gauctep ¢ o 10 TaGnerku B onakoeka (10 Tabnerkn B onakoBKa).
ITo 10 Tabnetkn B cThkneHa 6anka. Mo eqHa GaHka B ONaKoBKa.
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o 10 TabneTku B nominponuienosa 6anka. Io enHa Ganka B onakoBka.

6.6 CnenuajnH HpeANa3EH MEPKH NPH MIXBLPJISHE

Hama cneuyanHy H3HCKBaHUS.

HewnanonseannaT nexapcTseH NPOAYKT WK OTNATBYHHTE MATEPHATH OT HETO TpabBa 1a ce HIXBBPIAT
B CBOTBETCTBHE C MECTHHTE M3HCKBAHMA.

7. TIPNTEXATE]X HA PASPEIIEHHETO 3A VIIOTPEFA

Tesa ®apma EAJ]

yn. ,Jlioba Besnukora® Ne 9

1407 Cotns, brarapus

8. PEIrHCTPALIMOHEH HOMEP

Per. Ne 20030114
9. JIATA HA IIBPBO PA3PEIIABAHE 3A Yl'lOTPEBA
Jara Ha mbpBo pa3zpewiaBaHe: 21.06.1968 r.

Jara na nocnenHo noaHosapate: 29.02.2008 r.

10. ﬂATA HA AKTYAJIM3HPAHE HA TEKCTA

03.04.2026
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