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1. TbPI'OBCKO HAMMEHOBAHUE

DUROGESIC®
MOPOrE3NK®

2. KONMWYECTBEH M KAYECTBEH CBCTAB

Mnactupure ot 105, 21, 315 u 42 cm? ca npepHasHaueny ja LOCTEBAT B GUCTEMHOTO
kpbBooBpalierie cuoTBETHO 25, 50, 75 1 100 MKr/uac heHTaHun, K0eTo NPEACTaBsBa OKOMO 0.6,
1.2, 1.8 1 2.4 Mr AHEBHO.

[Mampuyven nnacmup]
flosa Paamep Ha nnacTupa Coanpxanie Ha qieHTanun B
(miriyac) {cm?) rnactupa {Mr)
LIOPOIE3NK® 25 10.5 42
TIOPOTE3UK® 50 21.0 8.4
[HOPOTEINK® 75 345 126
AHOPOTE3NK® 100 420 16.8

3a noMouyHuMe eeljecmea ex. pasden 6.1.

3.9APMALIEBTUHHA ®OPMA

TpaHcaepMmaneH nacTip, OCUrypABALY HefpeKLCHATO NoAABaHe B CUCTEMHOTO KpbBooGphILEHNe
Ha (heHTaHWUs, MOILEH OTMOUAEH aHanreTuK, B NPOABITHEHUe Ha 72 vaca.

[Mampuyen pracmup]

«  OvcTpannBaly ce cnoi
+ ChAbpKaL NekapcTEOTO CNoi
+ TMospueaw croi




4, KnuEUYHY OCOBEHOCTHA
4.1. TEPANEBTHYHM MOKA3AHUA

ﬂ&OPOI’ESMK@’ ce npunara npu neueHue Ha XpoHudHa Borka n ynoputa Gonka, usncksawa
ONMONAHE aHanresus.

4.2, BO3NPOBKA W HAYUH HA NPUNOXKEHUE

[loaute ,EUOPOI‘E3VIK® TpaGra pa Obae onpepeneHa WHAMBMAYaNHO B 3aBUCMMOCT OT
CBCTOSHVETO Ha NauweHta u TpsbBa fZa ce MpeleHABa Ha onpejereHi WHTepBafn crnep
npunarake, [nactupute ¢ pasmepn 10.5, 21, 31.5 1 42 cM? ca NpegHasHayeny fia AOCTaBsT 25,
50, 75 u 100 MKr/uac heHTaHnn B cUcTeMHoTo KpreoobpatiieHue, koeTo npeAcTasnssa okono 0.6,
1.2, 1.8 n 2.4 Mr/nex (ex pasgen 2 “Konu4ecTBeH W Ka4eCTBEH ChCTag’).

OnpedensHe Ha HavanHama do3a

PasmepwT Ha HavanHata gosa [IIOPOTE3NK® Tpsfiea fia ce Onpefenu karo ce BaeMe NpedBvE
aHaMHe3aTa Ha MauueHTa no oTHolleHue ynotpedara Ha HAapKOTUYHI aHanreTUUy, BKIUUTENHO
cTeneHTa Ha HapKOTHUHa TONEPaHTHOCT, aKo UMa TaKasa, KakTo 1 06140TO CBCTORHNE B MOMERTa U
MeAVMLIMHCKNSA CTAaTYC Ha nauMeHTa.

BrapacmHy

Mp1 MaumeHTH, HeyNoTpebsBanyu HapkoTUJHM aHanreTiuy TpsbBa fa Gbje wanonseaxa Kkaro
HayanHa Hait-HuckaTa fosa JIOPOTESVK® — 25 myrfuac.

MpeoBpasypaHeTo HA eKBMBAMEHTHATa aHanreTWdHa [03a Mpy npemuHaBaHe Ha HapKOTUYHO
TONEpaHTHM NaUMeHTH OT MNepopanky Wni MapeHTepanH OnMouaxs KbM AIOPOTE3NK® e
npeActaseHo B Tabn. 1. [lMpenopwuurendara f[osa OIOPOTE3VK®, ocosana Ha AHEBHaTa
repopariHa fo3a MopguH e npefcTaseka B Tabn. 2,

Jeua

JIOPOFE3NK® Tpsibea fja ce Npepnucea camo Ha passiii ONMOWAHA TOMEpPaHTHOCT Aeua, KouTo
Beve ca MornyyaBany Haii-Marko 45 Mr exsuBaneHTHa 03a MopdMH iHesHO. MpeobpasyBateTo Ha
EKBMBANEHTHATA aHanTeTMuYHa 71033 TpW TPEMMHEBEHE Ha HAPKOTMYHO TOMEpaHTHW feua oT
flepopanin WnW MapeHTepantu OnuOMEM KoM AIOPOTESNK® e npepctaseto B Tabm. 1.
Mpenoprywrentara [o3a NIOPOrE3NK®, ocHopakHa Ha AHeBHaTa nepoparnta [03a MOp(vH e
fpeacTapeHa 8 Tabn. 2.

[Ipeobpasysare Ha exgUBANEHMKHAMA aHan2emu4Ha 003a;
1. WauncrseaHe Ha npeavitHa 24-4acoea aHanreTnyHa noTpeGHOCT.

2. MpeobpasyBHe Ha 70Ba KOMMYECTBO KbM EKBUBANEHTHATA Nepopanka aHanreTyHa Ao3a
MopduH ¢ nomolTa Ha Tabrmua 1. Bewukn MHTPaMYCKYITHU M TIepopariiM fo3W B TasK cXeMa ce
CYMTAT 33 EKBUBARNEHTHM Ha 10 Mr WHTPAMYCKYMHO NPUNOXEH MOp(UH MO OTHOLIEHWE Ha
aHanTETMUHUA eqexT.

3. Tabnuua 2 NpencTaBA [vanasona oT 24-4acoBit repopanHy [oan MopdmH, KouTo Ce
fpenopbyeaT 3a npeofipasysaHe KoM BCAKA A03E DYOPOTE3VIK®, Wanonssaitre Taau Tabmvua,
3a Aia ycTaHoBUTe fo3ara NIOPOrE3VK®, kosito CHOTBETCTBA Ha MauMcrieHaTa 24-1acosa fo3a
MOpUH.




Tabinuya 1: NMpeoBpasysaHe Ha eKBUBANEHTHUA aHaNreTUEH e(hekT

" TIEKAPGTBO EKBUBASIEHTHA AHANTETUYHA RO3A (M)
lpK ETPAMYCRYRHO RpUROKeHNe" iIpit nepopanko npunoXetue
Mopdms 10 30 (npu noeeve oT eaHa goag) ™

60 (np SAHOKPATHI VW MIEPUOANHY 1A

XuppamopdoH 15 75
Metagou 10 20
OxcuropoH 15 30
Jtesopdanon 2 4
Oxcumophot 1 10 (pexrantio)
MuamopdiuH 5 60
MetrgwH 75 —
KofeuH 130 200
Bynpetiopdu 0.4 0.8 (cyBrureantia)

* flaHHume ce OCHOBaSam Ha npoyuganus ¢ edHORpamsu G0sU, npu KOUMO NocoyeHama 38 6CAKe
nekapcmao  Myckynna 0osa e cpasHeHa ¢ Mopuna 3a YomaHosAsaHe Ha OMHOCUmEnHama
eqhukacHocm. (lepopanHute JOWA €2 TakvBa, KaKBUTO Ce MPENOPEMBAT MpU MpeMvHaBsaHe OF
napeHTepaneH KoM NEPOpaneH mbT Ha NPUNOKEHNE HA MeAMKaMEHTa.

= CLOMHOWEHUSMO nepopanHaimyckynua dosa 3a mophur e 1:3, mo e onpedenerHo Ha Dazama Ha
KAUHUYHUR ONUM C NayueHmy ¢ XpoHudra Bornka,

Numepamypa: no Foley KM. The treatment of cancer pain. NEJM 1985; 313 (2): 84-95.

Tabnuua 2: MperopbyuTenHy 403N [IOPOTESUK®, ocHosaBaliy ce Ha NepoparHuTe AHeBHM 403U
MOpGUH!

Mepopanta 24-4yacoea [OPOrE3UK®
po3a mopdun (MrigeH) Roza (mer/yac)
<135 (3a swapaciiy) 25
45— 134 (3a peuay 25
135-224
225-314
315-404
405 - 494
495 - 584
585674
675764
765 -854
855-944
9451034
1035-1124




T [lpy KnuHudAUME USRUMBSHLS me3u epaHuuu Ha nepopanHume OHesHu Bosu mopcbud ca Gunu
usnon3saHl xamo ba3a aa npemuHasare kem JIOPOE3MNK®,

2 [Tpespulyaremo Ha dosume JIOPOMEUK®, no-zonemu om 25 Mxe/yac e eDHaKeo 3a ebapacmiu U 3a
daua.

[ThpBOHaYanHa OLUEHKa Ha MakcuMariHus aHanreTuyeH edekt Ha NKOPOTE3NK® He moxe #a Gupe
HanpaBeHa NMpepy Aa ca WaMMHanu 24 vaca oT 3anensaHeTo Ha nnacTupa. ToBa OTnaraHe ce
HBIKU HA NOCTENEHHOTO MOBYILERAHE Ha CEPYMHUTE KOHLEHTPaLuUK Ha (eHTanun npes nepeute 24
yaca crief MLPBOHaYanHoTO NOCTABAHE Ha NNacTup.

CrnefocBatenHo, npeaxoxfaliata aHanfeTudHa Tepanua TpsbBa rnocTenenwHo pfa  Obge
APEYGTaHOBEHa CTieA MpUNaraKe Ha MspeOHavankata gosa JIOPOFESUK®, nokato ce mocurHe
aHenreTUqHaTa My eiUKacHoCT.

Tumpupare Ha dosume U noddnpxatia mepanus

MnacTpet JIOPOIrE3NK® TprOBa pa Obae nopgMeHsH Ha Bcexn 72 vaca. flosata Tpsbea aa Gbae
TUTPMPEHA UWHOMBUAYanHO [0 NOCTUTaHe Ha afeKeaTHa ananreTuHa eduxacHocT. Ako
aHanreausTa He € JOCTaTb4HA CNeS ITbPBOHaYANHOTO npunaraHe, fosaTa Mmowe ga Obge
yBenudeHa crnef 3 nHu. Bnocnegcrene fo3ara Moxe Aa ce KOpUrMpa Ha BCekn 3 JHW. TUTPUpaHeTo
Ha [03aTa oBUKHOBEHO TPADBA fia Ce M3BLPILBA C YBENMYaBaHe OT 25 MKI/Jac, Bbapeku Ye Tpsbsa
[a ce OTYATZ W HyXpaaTa OT JombrHvTenHa axanresus (90 mr/aeH mMoOpdwH neprepopanto =~
AIOPOTE3UK® 25 mir/yac), kakTo 1 HUBOTO Ha Borkara. 3a f0an no-BucokM ot 100 mkrfuac moxe
na Gbfie M3NON3BaH noBeye oT efvH nnactup JIOPOTESUK®. MaumerTuT MoXe ja ce Hyxaae ot
MEPOAMYHM  AOTTBAHUTENHY A03W KPATKOAEHCTBAW, aHanretvk npy “MEeXOWHHM NPUCTENM™ Ha
Bonkata. Mpy HAKOM NaLMEHTY MOXe Aa ca HeoDXoaMMY AOMBLIHUTENHN WK @NTEPHATHBHI MeTOAM
Ha HapKOTWYHA Tepanwus, Korato fosuTe ,llPOPOI'ESI/IKC'D Haasuwasar 300 Mrr/yac.

[Ipexpamseare nounazarHemo Ha JIOPOIE3NK®

Ako e HeoBXomMMO hpekpaTsiBaHe Ha neuehmero ¢ JFOPOTE3MK®, samecteaneto ¢ apym
onvovgy TpsibBa Aa cTaBa MOCTENeHHO, KATo €& 3aroyHe ¢ HUCKA [03a W YBENMYaBaHETO cTasa
BasHo. CnegoBatento, nopagu TOCTENEHHOTO CligflaHe Ha HuBata Ha (heHTanun crief
oTCTpaHsBakeTo Ha nnacTupa JIOPOTESUK® ca Heofxomumy 17 yaca wnu roseve, 3a fa ce
TOHWKW CepyMHaTa KOHLeHTpaums Ha Qextanun ¢ 50%. o npuHUMA, NpekpaTsBaHeTo Ha
OnMOMAHaTa aHanreaus TpabBa Aa CTasa MOCTeneHHo, 3a fa ce u3berHar cUMNTOMUTE Ha
OTHEMaHe,

OnviouaHn cUMIToMMW Ha oTHeMake (Bx. Hesxenahu peakumm, Pasgen 4.8.) ca Bb3amoxHM npi Hakou
MAaLKEHTY NpU NPEMUHABEHETO MM OT NpefMilieH ONUOMASH aHanreTWK WA MpW YTOuHsBaHe Ha
Jo3ara.

4.3. TIPOTUBONOKA3AHUSA

RIOPOTE3NK® e npoTMEONOKa3aH NpY MaUMEHTH C W3BECTHA CBPbLXYYBCTBUTENHOCT KbM
(heHTaHUN UMM KbM NOMOLLHUTE BEWECTBE B MNACTUPa.

4.4, CTIELMANHM NPEOYMPEXAEHUSA 1 CNELIMAIHW NPEATIAZHW MEPKM MPY YTTOTPEBA

BIOPOrE3NK® ne Tpabea fa ce npunara 3a feyeHue Ha OCTPa WM crejonepatisia Bonka
rnopagy HEBbL3MOXHOCT 32 TUTpMpaHe Ha AOSWTE NpW KpaTkoTpaiiHa ynoTpeba u mopagv
BEPOATHOCT OT BL3HUKBAHE Ha TEXKA UMY HMBOTO3acTpalliaBalla XMroBeHTUNaLs,

MaumerTy, KOUTO ca MManK CepyoaHK HeXenany peakuuy, TpAbBa Aa ocTa ToH Brioferne B
s
MPORbLIKEHUE Ha OKOJo 24 vaca chep oTcTpaHseaHe Ha JIOPOIE3NLE, Vit ato /3 WYMHUTE

\ &
e




KOHLIEHTpauu Ha eHTaHUnN CTiadat NocTeneHHo 1 Hamansasat ¢ okono 50% cenemHapecer (13 fo
22) yaca no-KbeHo.

AIOPOE3VK® Tpabiza Aa ce ChxpaHsBa Ha HeIOCTBIHO 3a Aelia MACTO NPeay ¥ crieg yrioTpe6a.
Marpuyen nnactup) Mnactvpure BIOPOTE3VK® na He ce paspsassar.

He e BBLIMOXHO fa ce TBLPAV HAMMYMETO Ha B3aUMHa 3aMEHSIEMOCT Ha PasNMMHUTE ThPIOBCKA
NIeKapcTBeHN MPOAYKTYH, ChAbPKallyM (eHTaHun Npy oTAenHuTe nauuenTn. 3aToea Tpsbea Aa ce
UMa MpenBug, Ye MauveHTy, TUTpUPaHK BEAHbX A0 onpefeneHa edekTuHa [oaa, He Tpsbea fa
NpEMVHABAT OT NeyeHke ¢ [Ioporeauk MAacTup KuM ApYMA TPAHCASPMANHN APORYKTH, ChABPXKALLA
heHTaHUN UNM KbM JPYIM CUITHU HAPKOTUYHM TPaHCHEpManHy nnacTupy 6es NOBTOPHO TUTPUpaHe
W KNVHUYHE OUEHKA.

PecnupamopHa denpecus

Kakro npy BCHMKV MOLUHW OMMOMAM, MpH HAKOW NaLMEHTN & BbaMOKHA NoABaTa Ha 3HayuTerHa
pectupatopHa genpecus rpu ynotpeSa Ha AIOPOTE3VIK®; nauveHtvte Tpsbsa fa Gbpar
HaOnoasann 3a TakuBa edekTn. PecnvpatopHata Aenpecus MoOXe [a [posbhku cref
NPEMaXBaHETO Ha nractmpa OIOPOIE3NK®. YectoTaTa Ha nosisa Ha pecnpaTtopHa AEenpecys ce
yBEnu4aga ¢ NoBULIABaHE Ha Jo3ara AIOPOIE3MK® (otHocHO pecnupaTopHaTa Aenpecks B pasfen
4.9. “NMpenoaupane’). Nekapcrsata, kouto eruasT Ha LIHC, morar ga sacunat pecnvpatophara
Benpecus (Bx pasgen 4.5, “B3auMopeiicTBuA ¢ ApYM MeMKaMeHTX 1 ApYH hopMU Ha BIauMopeicTene”).

Xporuyro benodpobHo 3aborAgare

MIOPOTE3VK® moxe fia vMa NO-CEpyosHM HEXEnaHW peakuMn Mpu NauMeHTU ¢ XPOHUYHO
06CTPYKTMBHO MW apyro BenoapobHo sabonseate. [Mpn TakuBa nauyeHT OMMOKAMTE MOraT Aa
HaMarAT AUXaTenkvTe ABMKEHUS 1 Aa MOBULIAT PE3UCTEHTHOCTTA Ha AUXaTerTHuTe mbTULa.

JlekapcmigeHa 3asUcUMOCH]

TonepaHTHOCT, cbmauqecxa 1 NCUXMJecKa 3aBMCMMOCT MoraTr ga Ce pasBMAT Npu MHOICKpPaTHO
npuflaraie Ha onvonau. SiTporeHHo fipuUCTpacTABaHe crieq NpunaraHe Ha OfiouMAau ce cpela

PSKO.
[MoguwieHo exmpevenen+o HanfaaHe

JIOPOFESUK® Tpsbea ma ce Manonasa ¢ BHMMAHME NPW TNalMeHTH, Kouto ca ocoBewo
UYBCTBUTENHU KbM BbTpeuepenHuTe edekin oT 3anbpixaHeto Ha CO,, KakBuTo ca fauneHTuTe ¢

[10K333HO MOBUWIEHO BLTPEYEPENHO HansraHe, HapylieHo ChaHaHue uny koma. [JIOPOTE3NK®
TpsbBa Aa ce uanon3sa NPeAnasnUBo NP NALWEHTH C MO3B4HN TYMODH.

Crpdeuro 3abonssare

QeHTaHUN MOXe fa npenussuka Opapukapausi W 3aToea TpROBA fa ce npeanucea ¢ TNOBULIEHO
BHUMaHWe Ha nalneHT ¢ GpaguapuTMns,

Yeprodpobro 3abonsganHe

Toii Karo cpentanun ce MetaBormavpa o HeaktMBHM MeTtabomuT B uepims  Apof,
eNUMUHYPAHETO My MOXe fa Gbpe 3abaseHo npu sabonssane Ha yepHua Apob. Tpu naumenT ¢
UMpO3a Ha uepHUA apob, (papMaxokuHeTUKaTa Ha IFOPOTE3NK® npy eAHoKparHo npunarake He
Ce MPOMeHs, BHLIPEKM Ye TIPN Te3W MaUMeHTH CEpYMHUTE KOHUEHTPaUMN KIOHAT KbM FO-BUCOKH
cTofHOCTH. MaupeHTure ¢ uJepHompoGHW yBpexpaHus TpsbBa fa ObharT BHUMATENHO

HamareHa gosara JJIOPOTE3VIK®.




ErtipeynHo 3alonsgane

Mo-manko oT 10% theHTanun ce OTAENs HenpoMeHeH npes GbOpewnTe 1 3a pasnuka 0T MophuHa,
HE Ca W3BECTHM aKTWBHW MeTabomuTd, OThensHM npe3 6bbpeuure. [lavHuTe, TONyYeHW Gneg
MHTPABEHO3HO Tpunarake Ha QyeHTaHurn npu nauueHTy ¢ 6bBpauHa HeAOCTaTHUHOCT Covar, e
ofieMbT Ha pasnpegenetie Ha (eHTaH!n Moxe fAa Obge NpoMeHeH upes auanusa, Toaa moxe Ja
MOBfMSE CEpyMHUTE KOHUeHTpaumn. Axo nauventn ¢ ObOpeunnt yepexpanva npvemat
AIOPOTE3VK®, Te Tpsiea fa GbAaT BHUMATENHO HabniofaBaku 3a CUMITTOMM Ha TOKGUMHOCT G
(heHTaHnn 1 npu HeoOXo[MMOCT Jo3ara crefipa Aa Obe HamaneHa.

Mosuiena meMnegamyQalewayu LU3moyHuUY Ha monnuLa

dapMakoKMHETWUHUTE WICTIEABaHWS COMaT, e CepyMHUTE KOHLSHTpaUMV Ha (eHTaHun MoraT Aa
¢e NOBVLLAT C OKONO EfiHa TPETA, aKo TernecHaTa Temnepatypa ce nosuitu Ao 40°C. Mopaau Tosa,
MatMeHTUTe C BUCOKA TeMmneparypa Tpsbea fig OvAar HabmogapaHu 3@ OnMougHY CTPaHUYHM
edekty U npu HeoOXOBUMOCT fo3ara THOPOTESWK® cnepea fa Gbae xopuripana. Bowdkm
nayvent Tpabea fga ObAaT CbBETBAaHM fa He M3naraT MACTOTO, Ha KOETO & 3JarmeneH
QIOPOTESUK®, Ha AMpeKTHM WSTOMHMUM HA TOMMMHE Kato EmNeKTPUYECKM BbarmasHULM,
enexTPUYECK! 0feANa, HAarpaBaly Ce BOAHI MatpaLy, Harpesky, CribHIeBM GaHi, BOZHN Pediky,
cayHa W TOMMM MyHeparnHn Hanu.

Ynompeba npu nautieHmu 8 HanpedHana ee3pacm

JlauHute OT npoOyuBaHMS C WHTPABEHO3HO MPUNOXEHWE HA (hEeHTaHUN Co4ar, 4e fpu [o-
Bb3pacTHUTE TalMeHTu Moxe Aa ce Habriofasa HamaneH KMMpbHC, YABIKEHO BpeMe Ha
TonyenuMUHIpate 1 Mo-BUCOKA YYBGTBUTEMHOCT KbM NEKapCTBOTO, OTKOMKOTO MPU Mo-mriaau
naupentu. [lpn npoyysanHus ¢ [HOPOTE3UK® diapMakokuHeTukata Ha QeHTadun mpu fo-
BL3PACTHATE NaLWMEHTH He C& OTNMNaBa 3HaYMO OT Tasn Npu MilaauTe NaLMeHTY, BLNpeKu Ye ce
3aferisaBa TEHASHLMA KbM M0-BIKCORY CEPYMHI KOHLEHTpauyu. To-Bb3pacThute nauyeHT Tpabea
pa GuhaT BHMMaTenHo HabrionaBaHy 3a CUMATOMM HAa TOKCUMHOCT ¢ dieHTamuim W mpu
HeoGX0AMMOCT 103aTa ciefiBa Aa Gbfle HamaneHa.

Ynompeba npu deua

Mpu gelia GesonacHocTTa U edumkacHocTTa Ha BIOPOME3VK® He ca yeraxosenm. IIOPOTE3UK®
He e npoydBaH Npu Aelia nof, 2-fof\MILHE §63PacT. DIOPOME3NK® Tpatisa ga ce npunara camo fipu
Fela Ha JBE TOAMHA NV [0-ToNeMu, PasBuny ONYouaHa TONepaHTHOCT (B pazpen 4.2. “floauposka
1 HauMH Ha npunoxeHue”).

3a pa ce u3berHe chyvalHo MOrblilgHe OT Aella, MACTOTO Ha MoCTaBsAHe Ha [HOPOTE3NK®
Tpsfea Aa ce uabepe BHUMaTENHO (Bx pasgen 6.6. "MHCTpykum 3a ynotpeba M CbxpaHeHue').
3aneneHuaT nnacTip chilo Tpsbea Aa ce Habsiloasa CYPUKTHO.

4.5, B3AUMORENCTBYE C APYIY MERVKAMEHTH U PYTU GOPMU HA B3AUMOZENCTBHE

EpHoBpementata yrioTpeba Ha JApymn Jenpecadt® Ha UenTpanHata HepBHa  CUCTEMa,
BKMIOYMTENHO OMAOMON, CEAATVBHW CPeAcTBa, Xunkommuy, obui axectetuuy, QeHoTUasuhy,
TPaHKBUIU3ATOPM, CKENETHO-MYCKYITHI DEnaKkcaHTu, Cepupalit aHTWXMCTaMWHA W anKOXOmHu
MTHETa MOXe fa Mpeiu3BuKka NOMbHHUTENHN moTMCKaWW edekiw; Moxe fa ce Habriopasa
XUtOBEHTUNANMSA, XUNOTEH3WA 1 Abnboko cegvpade wnk koMa. CnefmoBatenHo, CbBMECTHara
ynotpeba Ha HAKOE OT TE3W fieKkapciea ¢ MIOPOTE3WK® uaucksa Crieuantio BHAMAHUE W
HabriofieHne Ha nauueHTa.

deHTanvI € NEKapCTBO C BYCOK KMPBbHC, MeTabonmanpa ce 6bpao 1 eKCTEHIUBHO, NPEAVMHO OT
CYP3A4,




Vhpakonazon (Mowex CYP3A4 whxuGurop) & jiosa 200 mr/geH, npuemak nepopanto B
MPOABIDKEHNE Ha YETUPY JIHW HaMa 3HauuM edeKT BbpXy (apMakokuHeTVKaTa Ha MHTPaBEeHO3HO
NPUIONEH deHTaHun.

Purorasup {eamH OT Hali-motHuTe CYP3A4 uHxubutopw), npUNoKen nepoparntio Hamanssa ¢ fse
TRETU KIMPBHCA HA MHTPaBEHOZHO NPURoXeH (eHTarun.

Enrorpementiata ynotpeba Ha mowrn CYP3A4 ubxubuTopy, KaTo pUToHaBup C TpaHCASpManHo
RPUNOKEH heHTaHUI MOXe fa [oBefe [0 YBeNuapaHe NnaimMeHuTe HUBa Ha eHTanun, KoeTo
MO¥E [a YBEMYM WI YEBIKM KaKTO TepaneBTiyHus ediekT, Taka v Hexenanute peakuun Ha
deHTaHUN W MOKe fAa MPWUMHM CepuosHa pecruparopha penpecis. B TakeB chyyait ca
HEOBXOAMMYM CRIELVMANHI PWKA v HabriofeHne ha nauwenTa. ExnwopemeHHata ynoTpeba Ha
PUTOHABUP ¥ (DEHTAHWN 3a TpaHCAepManHo TpURoXeHWe He Ce Mpenopbyear, OCBEH &Ko
NALMEHTLT e Nof cTporo HabriogeHue.

4.6. BPEMEHHOCT W KbPMEHE

HsiMa focraTbuHy BankW 3a yrnotpebara na QHOPOT E3WK® npu Bpemernm xenun. Wacneasanus
npY XMUBOTHY NOKE3BAT M3BECTHA PENPOAYKTUBHE TOKCMHHOCT (e paznen 5.3. “TIPEAKIMKUYHI aHHN
3a Besonactoct”). [TOTEHUMANHUAT PUCK NPY Xopa He e U3BECTEeH. [HOPOrE3NK® He TpabBa fa ce
anon3Ba 1o BpeMe Ha GpeMEeHHOCT, OCBEH aKo He e aBComoTHO Heobxeaumo.

Ynotpebara Ha JIOPOTE3VK® nipn paxnate He ce nperiopbyBa, Thil KaTo (heHTaHun npemMuHaBa
Mpes nnaLeHTara U Moxe Aia NPU4UHIA NOTUCKaHE Ha AWLIaHETO npy HOBOPOAEHOTO feTe.

deHTanun ¢e OTAENS B YOBEILKOTO MITSKO M MOXE Jia MPUIMHA cefnpare/pecnnpatopHa genpecus
npu HoBOpOAEHaTOMenenaveTo. 1o Tasu npuiuHa HOPOIE3UK® He ce npenoptyea 3a ynotpeba
OT KbpPMayky.

A.7. EGEKTH BLPXY CNOCOBHOCTTA 3A IHO®UPAHE W PABOTA C MAWKHK

.El,tOF'OI‘ESVlK® MOXe 43 YBPEOM Meuxudeckvre uinmu HnsMuecky CnocobHOCTH, HeobXoauMmy 3a
UBITLNHEHMETO Ha MOTEHLMANHO PUCKOBAHM 3afAuM Kkato LodwupaHeto Ha kona wmu pabota ¢
MAEHIMHN,

4.8, HEXESAHY PEAKUMK
JanHu om kAUHUYHY NDOYYSAHUS:

B MyNTMUEHTPOBO, ABOMHO-CHANO, PaHAOMUUPaHS, MNaue6o-kKoHTPONMpaHD KIMHUYHO Npoy4saHe
¢ IOPOTE3NK® (25 mkrfuac, 50 mkrfuac, 75 mkrfsac uri 100 mKr/uac) pakoBo OOnHUTE MaumMeHTy!
G XpOHUuHA Gonka ca GUNM ekyBaHu MHPBOHAYATHO C NepopaneH MopdH, Criey, KoeTo ca Gurv
crabunusupany Ha [IOPOrE3VK® & npopbrienme Ha 15-GHeBeH MEpUOA 3a MOCTUWIAHe Ha
afexsarHo obnekvapaHe Ha Oonkata. Crieg Toau 15-gHeseH rnepuol nauneHTvTe ca Gunn
pasfieneHi NpOM3IBONHO, Ha ABOMKO-CNAN NPUHLMN UK B 3aBUCUMOCT OT A03aTta IIIOPOrE3UK®,
wanonaeaHa nmpu crabunvanpawata pasa wAM nnaueGo aa nepwop o7 9 Anm. Hemenanute
cBbuTHA, crOBILEBaHN ¢ YeCTOTa OT 1% MM noBeve Npy nalueHTuTe, ekyBaKi ¢ TIIOPOTE3MK®
B MPOAbBIXEHME HA JBOMHO-CTIENUSA NEpuon, Kakto M Te3w, chobluasaHu ¢ fo-rofAMa YecToTa,
OTKOMKOTO My ANaue6o ca npeAcTaseHn B Tabnuua 3.




Tabrmua 3: Heenanu cbbutna ¢ vectora > 1% 1 CLOOLABaHM NO-4ECTO npy TIOPOIE3NK® otkonkoto
npu AnaLedo fo Bpeme Ha JEOIHO-CIANO ieveHine

¥nac ccTemaloprad TOPOTE3MKe Finayeto
HexenaHo culumie % (n=47) % {n = 48)
H U U
Kﬁf;xq " MMHBA 21 0
CMylienvs Ha HEPBHATa CUCTEME — BEDTHFO 2.1 0
Craneu cuylleHus — Xxemaparus 241 0
FacTpO-UHTECTUHATTHI CMYLUSHUS — 43
foBPbLLEHE 0
xopemia Gornka 21
Xenaro-Ounaphi cMyLLEHUS — KBITTEHULE 2.1 0

a gosute ¢a 25, 50, 75 unn 100 mrfac

TpoduribT Ha HexenaHuTe CLOUTUS NPy Aelia W KHOWW, NeKyBaHN ¢ AHOPOTE3NK® e nopoBex Ha
Toau TIpW Bb3pacTH. He e ycTaHoBeH PUCK Npy Meguartpudtara rpyna naumery, npesuliasaly
oyaksaHus npw ynotpeba Ha onvouau 3a obnekyasaHe Ha Gonkata, CBBLP3EHE CbC CEpPMO3HO
3aBonaBaxe. Npy geua HAMA HUKEKLB GNeLngnder pUcK, cBbp3ak ¢ LIOPOIE3VK®, npunaraH Ha
felia No-Marnku oT 2 TOLMHY, KOraTo ce #3NoN3sa No npeaHasHadeHye. MHoro uecto chobutasary
HeXenaHn ceBUTUA OT KNWHWYHIK NPOyYBaHUS MPY Iela ca Tpecka, NOBpbLaHe U rafeHe.

MocmmapxemuHzogy dakHu:

Mo-nony ca MpeAcTaBeHN HeXerlam NekapCTBeHt peakiyiu 0T CROHTaHHN ChoBLugHms o BpeMe
Ha CBETOBHMW NOCTMAPKETHHIOBN U3CIIEABaHMS, BKNIOUBALIM BCUUKM MHAMKALWN Ha [OPOFE3NK®.
HexenaHure NekapCTBEHM peaKuuy ca Knacudmuupalu no cuctema/oprad 1 ca w3pefieHn no
YeCTOTa, KaTo e M3MornaBaka ClefHaTa YCroBHOGT.

Meoro yecto =10%

Yecto = 1% < 10%

He uect0 =0.1% <1%

Paaro > 0.01% <0.1%

Mworo psaaxo < 0.01%.

YecToTara 0TpasaBa CTENeHTa Ha HexenaHuTe NekapcTeexy peakiui oT CNOHTaHHUTE G'bOﬁLHEHWH
W He npegcTaBa LefCTBUTENHUA o0xpaT vnw yecToTa, Habrioaasaxa oT KNNHWYHU NPOYYBaHUA Wi
enuaeMuonorYHy  MIcneBanng. BbB BCHAKa YeCTOTHA KaTeropus HexenaHWte nReXpCTBeHW
pearuyi ca M36p09HM B HM3XOAAL pef 0 CTENSH Ha TEXeCT UNW KNUHWYHE 3HaKMOCT.

CmywieHus e uMyHHama cumema:
MHoro penru: aHathunakTuueH LLOK, aHadunakTiua peakiius, aHadunakTonHa peauus.

XpaHocMuriamenHu cMytUeHus U CMyILEHUS Ha memabonusya;

MHoro psako: aHoOPEeKCUs.

MeuxuampuyHu cuyILeHUs,

Mroro peniv: genpecis, o6bpKaHOCT, XariouuHaium, 4
HacTpoeHue, Bhabypa, 6eachhve.

£e3noKoNCTRO, eYdOopPUYHO

s
Drspuns




CumyuieHus Ha Hepatama clicmema:

MHOFO pejiKy: KoHBYNCUN (BRITIOUMTENHO KITOHWHHM KOHBYNCKW 1 “grand mal”), aMHeaus, CbHIMBOCT,
BUEHE Ha cBAT, fiasobonue, TpeMop, napecTesus.

CrpdeyHl CMYILEHUS.
MHoro penku: Taxukapavs, Gpagukapaus.

ErOpeyHy U ypUHapHU CMYIIEHUS:
MHOro pepxu: 3aibpaHe Ha ypuHa.

Crdosu emyieHus:
MHOro pefiKu: XUIMOTOHYH, XUNEPTOHUA

PecnupamopHu, mopaxanHy U MeQuacmuHaiHu CMYLEeHUs:

MHOrO pegkw: pecrnvpatopHa fenpecisi (BKTIOYMTENHO PECMPETOPEH [WCTPEC, anHesa M
GpapunHes — ex pasaen 4.9. ‘Tipefioanpane”), XMNIOBEHTUNALWNS, ANCTHER.

[acmpo-unmecmuHantu CMVIUeHUs.!

MHoro pegku; rafiere, noBpbILaHE, KOHCTUNALWS, JUapus, QUCencs, CyxoTa B ycrtara.

3aboiAeanUs Ha KoXama U KOXHUMe npudambit;
Moro peaxu: o6pus, epuTema, Cbpbesk, OBULLIEHO MSNOTABAHE.

PenpodykmtusHU Hapviierus

Mroro peaku: cexkcyanHa gucayHKU1s

OBy cMytueHUs U ChCMOoAHUS Ha MACMOmO Ha npunoxenue:

MHOTO pEfKM: CHHAPOM Ha YIEKApCTBEHOTO OTHEMaHe, acTeHusi, peakuua Ha MACTOTO Ha
MPUTTOMEHHE.

Kairo ¥ Fipy Apyri OTMOVAHI aHanreTULM MOXe Aa ce Paseite TollepaHe, (iandecka v neuxniecka
3aBUCYMOCT Crief, MOBTOpHA ynotpeda Ha OIOPOTE3WK® (ex pasden 44. “Cneyuamu
npedynpexdexus U cneyuaTHu Mepku npu ynompeba’).

OmMovaHUTE CUMATOMM HAa OTHeMaHe (Kare rajeHe, mOBpbLILEHe, AWapuA, YyBCTBO HA
GesrokoicTRO M TpernepeHe) ca BHIMONHN MPU HAKOW MalueHTV npW npeMyHaBaHeTo UM OF
fpeavilieH QnUonAeH aHanreTUK KoM IOPOTE3NK® vmm aKko neuyeHMeTo UM Ce MpeycTaHoBu
BHE3aNHO (B pasgen 4.2. “[lo3nposka v Hauuk Ha NpuroxeHne”),

4.9, TIPENO3MPAHE
Cumnmomu

MpenoavpaneTo Ha (JEHTAHWN Ce MposiBsiBa B YAbIKaBaHe Ha HEToBUTE (apMaKomrorvyHi
Bb3AENCTENS, KaTo Hal-CepUOaHVAT eheKT e pecipaTopHaTa fenpecus.

Jlsyenie

HezabaBHuTe KOHTpaMepKy 3a OBiafifBaHe Ha pecripaTopHara Aenpecisi BKIMIOUBaT NpeMaxeare
Ha nnactupa JIOPOTESVK® 1 uaniecko Ui CAIOBECHO CTVIMYNUpaKe Ha NauneHTa. Tean Mepky
MoraT fia 6bpar nocrefeatid OT Npuraraie Ha crelguyeH ONWOUAEH aHTaroHUCT, KaKbBTO €
HanokcoH. PecnnparopHaTta fienpecus BCrefcTBUE Ha NpeaosnupaHe /Q)KE:—EHZEIEJQQER}KV[ Mo-AbAre
OT [eliCTBueT0 Ha OMMOWBHUA aHTaroHucT. Whiepeambt M?ﬁig@iﬁﬁ/"akﬁﬁgg

aHTaroHucta TpabBa pa ce ONPefeny BHUMATenHo, nopag ;sf_?mmxgg;;pe% APk
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npemaxBaHe Ha MNacTupa, MOoXe fa Ce HanoxM MOBTOPHO npunaraHe Unik NPORBITKUTENHA
UHby3ns Ha HamoKcoH. [IpeMaxBaHeTo Ha HapKOTUHHNA edheKT MOXe fa AoBe/e 0 0CTHP NPUCTHA
ha OonKa W ocRODOXAABRaHE Ha KaTexonaMuHi.

A¥0 KIMHUYHATE CUTYalWsl No3BonABa, Tpsbsa fia Gbjie chafafiena v NoAAbpKaHa NPOXOAUMOCT
Ha [uXaTenHuTe MLTULA MOCPEACTROM opadhapyHreaneH Bb3YX0BOJ, UM eHAOTPaxeanta Tpiha,
kaTo e HeofXOomMMO fAa ce Mofasa Kucropop ¥ Amwaneto Aa Obje noAnomaraHo wim
KOHTPOMMPaHO Griopey Hywaara. Tpsfisa Aa Gbaar NOAKLPNaH afeKBaTHa TeNecHa TemMneparypa
11 FIPKEM HA TEYHOCTW.

Tpv yCTaHoBSIBAHe HA TEXKA WNM MPONLIKWTENHA XuroTeHaus Tpsibsa Aa ce uma Mpejen
EL3MONHA XMNIOBONEMWS, KOSTo TPABEA [1a Ce C8 KOHTPOMWPE C NOAXOAALIA MHIDY3Ust Ha TEHHOCTA.

5. APMAKOJIOTMYHI: CBOWCTBA
5.1. APMAKOOUHAMMYHM CBOJCTBA

deHTaHMN € HapKOTWMEH aHanretwk, B3auMoieicTeally npefumHO C -ONMMOMAEH pEeLenTop.
HeroBATE OCHOBHY TEPaneBTUYHM AelCTBIARA ca anariress 1 cefalns. Munumanture etheKTUBHN
aHanTeTMuHy CepyMH KOHLEHTPalW Ha (DeHTaHun Npy NalueHTH, Kouo He ca ynotpebasam
omonan ca o7 0.3 A0 1.5 HIfMM; YecToTaTa Ha CTpaHUYHUTE eqIeKTU Ce 3acunea npk cepyMhi
Huea Haf 2 HEMA. MuHiManHaTa eexTiBHa KOHLEHTPaLMS, KaKTO U KOHLeHTpauusTa, pu XKoo
ce NosBRBa TOKCWYHOCT, C& MOBWWIABAT C HAPACTBAHETO Ha TorepaHTHocTta, CrereHTa Ha
passiTVe Ha TONEPAHTHOCT BapUpa 3HAYUTENHO U € UHAVBMAYarHa P BCEKU NALUCHT.

5.2. ®APMAKOKVWHETHUYHU CBOMCTBA

TIIOPOTE3VK® ocurypsiea HerpexsCHATO NMOCTEMBAHE Ha (heHTaHUn B KPbHBOOGPALUIEHNETO MO
BpeMe Ha 72-4acoBus Mepuop Ha npunioxkeHne. PeHTaHun ce ocsoboXaasa ¢ OTHOCUTENHO
MOCTOAHHA CKOPOCT, KOSITO CE OMpejens OT KoronuMepHara oceofoxpaBalla membpada u
Aythyausita Ha heHTaHun npes CoeBeTe Ha Koxara. Criefi TbpBOTO NOCTaBSAHE Ha IHOPOrE3NK®
CEPYMHWTE KOHLEHTpaluM Ha eHTatun ce MOBUWEBAT MOCTENEeHHO, Kato 0G¥KHOBEHO C&
crabunuanpar Mexy 12 v 24 yaca M OCTEBaT OTHOCUTENHO MOCTORHHU NP3 ocTaTeka OT 72-
YACOBUA MEPUOE Ha Mpunoxerue, JlOCTUrHATMTE CEpYMHW KOHUEHTpaLUW Ha theHTanun ca
MponopLMoHani Ha pasMepa Ha nnactupa [IOPOTE3YIK®. Cries noBTOpHO 72-4acoBO
TPUNCKEHWE MPX TIALMEHTa C& HOCTURAT PaBHOBECHW CepYMHM KOHLEHTPaLy (‘cTepu-cTedt’),
KOWTO CE 3ana3BarT ripy crieABaliuTe NPUIOKEHIs Ha fTacTUp CbC CblUMA pasmep.

Cnen oicTpaHsABaHe Ha [HOPOTE3NK® cepymiuTe KOHUEHTPaLMU Ha (EHTEHUN fIOCTENeHHO
cnagat ¢ 50% 3a okono 17 {o1 13 fo 22) vaca. TpUEbpiKaitki ce KbM CXeMaTa Ha NPUNoHeHne
fpes 72 vaca, CpefHaTa CTOMHOCT Ha MOMYXMBOT Bapupa B rpaHMLATE MEXZY 20 n 25 vaca.
Mpogbmxapatara aboopbuus Ha eHTanun oT KoxaTa obsicHABa No-0aBHOTO enuMnHupaHe Ha
NEXapcTBOTO OT CepyMa, OTKOTIKOTO Cried BeHo3Ha uHdyaua. [1py no-Bb3PACTHU, KaXeKTUHHA Uil
W3TOLIEHN NALMEHTIA MOXe Aa ce HabniopaBa HaManeH KIMPBHE Ha theHTaHWn 1 BCriefcTeNe Ha
TOBA NPV 75X NIEKapCTBOTO MOXeE [a MMa YABIKEH NePUoA Ha nonyeniMuHipare.

KopuripaH cripsiMo TEfIECHOTO TETo, KIYPBHCBT fpu el & &un ¢ okono 20% no-BUCOK OF TO3M
fipY BbapacTHy. Teau JakHi ca VN B3ETU NOR BHUMAHE NPy ONPEAENsHe NPenopbuuTentiTe
[03W 3a flela.

®enTanvn ce MeTabonvanpa npeaunHo B YepHia Apab. Okono 75% oT (henTanuna ce oTAeNns ¢
ypuHaTa, masHo Nof gopMata Ha MeTaBomuTi W Fo-Manko oT 10% — Kato HenpoMeHeHo

nekapctso. Okonio 9% OT fAosata ce OTAENS C MINDaXHEHUATA, ma_aaa_ﬂ%tiopmam Ha
Eip
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meTaBonuTh. CpepHuTe CTofiHOCTY 3a cBoBoARUTe chpaklym eHTanun B INasmara ca Mexay 13u
21%.

5.3. MPEOKNUENYHIA BAHHWU 3A BE30MMACHOCT

KaKro 1 [Py OMMOWAHY BHATTETULW, Npy U3CAEABaHNS fnt vitro npyt aHANM3 Ha KIETBYHN KYNTypY
oT GosaiHi (heHTaHNn Tokadsa MyTareHu eqiekTyt camo B LIMTOTOKCHUHI KOHLIGHTRALWA W
3aeaHo ¢ MetabormTHo akTvevpane. Tlpy M3cTensaris in vivo, NpoEeAeHN R Fpuaaun u
GakTepuaneH aHanua HAMa JOKa3aTeNcTea 3a MyTareHHoCT Ha dheHTaHun, Hama MpOSBIKUTENHA
RpOYuBaHHS NpY KVIBOTHY 3a VSCre/iBaHE Ha TyMop-hopMupalL; NIOTEHUVAN Ha (herTaHur.

Hekow TECTOBE MpW JKEHCKW TIbXQBE MOKA3BAT MOHWKaBaHe Ha TFOAOBUTOCTTE, KaKTO W
CMBPTHOCT Ha Niopa. Teau Aanku ce CBbP3IBaT © TOKCUYHOCT MpW Maitkara ¥ He ApeaCcTaBNABaT
avpexTer edekT Ha NekapcTBOTO BBPXY pa3sBuTueTo Ha nnopa. Hama pokasatenciba 3a
Teparorete eqext.

8. QAPMALIEBTUYHIA OCOBEHOCTU
6.1. CLCTAB
[Mamptives nracmup]

AnxeavseH monuakpuaat

MonveTwiieH TepedTanat/eTun BUHIAN aueTaTeH tunm
qepBeHOfSeJ’lEHO[CWHbOICVIBO/OpaHH{eBO Garpuno
CUNMKOHOB fonuecTepeH nnm

6.2. HECHBMECTUMOCTH
He ca 13BecTHU.
6.3. CPOK HA FOIHOCT
2 TOBVHA.
6.4, CrELMATTHM YKASAHUA 3A CEXPAHEHUE

[Matpyuen nacTup):
Cuxpasea ce B 3anevaraHara TopGuuka nog 25°C,

[Ia ce b Ha HEAOCTBIHO 38 /L3 MACTO. ‘

6.5. ONYCAHVE U CHEBPKAHUE HA OTIAKOBKATA

,[liOPOl'EBIAK@’ ce Npou3Bexa B KyTui, ChEbpalll NeT OTHAENHO OnaKoBaKy nnacTupa.

6.6. HCTPYKLIMM 3A CHXPAHEHUE W YTIOTPEBA

D,!OPOI'ESMK® TpsGBa Aa Ce NocTaes BLPXY HepasapasHera v HeoBITbyeHa KOXa, BLpXy pasha
[OBLPXHOCT Ha TOpca Wi pbkara Hap NaKbiA. Mpv mankv feua ropHara vact Ha ropba e
APEANOUMTAHO MACTO, Thbid Kato BEPOSTHOCTTA feTeTo Aa MaxHe mnactvpa € ceefieHa bo
muEMMyM. KocMuTe Ha MSCTOTO Ha MpUroNeHie (3a NpeproYnTaHe & HeoKoCMeHa MOBBPXHOCT)
Tpsibea sa GbAar NoACTpUraHi (e oBpbCHaTH) APefy 3anensaqe. AKO MACTOTO Ha MOCTaBaHe Ha
,[l}OPOI'ESMK@ WaMCKBA TIOYNCTBaHe NpefW MpwurlaraHe Ha rniaciupa, 1082 TpsibBa Ha ce
M3BbpLLBA ¢ 4MCTa BOAA. He Tpsifisa pa ce wanon3eat canyHi, M i gpym




CPEACTBA, KOUTO MOraT Ja Da3fpasHaT Koxara WAM A3 TPOMEHST HEWHUTE XapaKTepUCTUKM.
Koxara TpsbBa Aa 6b/ie HanbiHO CyXa Npeav NMocTassiHe Ha NnacTupa.

LIOPOTE3NK® Ttpsifea fa ce 3anemn HENoCTPEACTEEHO Criefl M3BAXAHETO OT 3anevaraHara
ofakoska. TpaHcoepManHusT nnacTvp Tpsibea fa ce fpuTucHe f0Bpe C AnaH BbpXy MACTOTO Ha
npuraraHe 3a okono 30 cekyHaM, KaTo ce NPOBEPU AN KOHTAKTET C KOXaTa € IThiieH, 0c0beHo B
Kpaniara.

LIOPOIE3VIK® moe fia ce HOCK B MpobikeHue Ha 72 uaca. Hos nnactup Tpsbiea Aa ce nocTasn
Ha [pYr Y4acThK OT KOarta Ciefi OTCTpaHsiBaHe Ha npefwlukns Anactp. Heobxommo e Aa
M3MUHAT HAKOIKO KW Npeau Aa Obae NoCTaBeH HOB MNACcTUP BbPXY ChLIOTO MACTO.

YnotpeBenvre nnactvpy TpsidBa fa ce crbHaT Taka, ve sanensawyte NoBLPXHOCTY Ja npurenHat
enHa KbM gpyra W Taka ga Obgar 0OesonacHo MaxBbprieHd, B ChOTBETCTBWE C MECTHOTO
3aKOHOMATENCTBO 3a ONasBaHe Ha okonHata cpepa. Heynotpebenute nnmactvpyn Tpsbea Aa ce
BbpHart B (bonHuuara) antexara.

Crieq 3anensate uv MaxaHe Ha NRacTup pbLETe Ce M3MMBAT Camo ¢ BOAA.

7. TIPUTEXATEN HA PA3PEWEHMETO 3A YNOTPEBA

Johnson & Johnson D.O.0.
Smartinska 140

1000 Ljubljana

Slovenia

8. NMOCHEQHA PEOAKUIMA HA TEKCTA
M, mait 2005 T.
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