L HME HA JEKAPCTBEHHUA NIPOIYKT

Pynadun 10 mg rabnerxu
Rupafin 10 mg tablets

2. KAYECTBEH H KOJIMYECTBEH ChCTAB

Beska Tabnerka coanpxka:

10 mg pynarammu (kato gyMapar) (rupatadine as fumarate)
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TTomorru BewecTBa ¢ H3BeCTHO AekicTue: JlakTo3a 57,57 mg KaTo AKTO3a MOHOXWPAT.
3a ITBAHKS CTHCEK Ha NOMOLIHATE BELIECTBA BUKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerxa.
Kpbris, 1exo po3oeo oupeTenn TabaeTku.

4. KIMHWYHHU TAHHH

4.1 TepaneBTHuNH HOKAIAHHS

CHMNTOMAaTMYHO JICYEHHE HA ANEPrUYeH PHHMT W YPTHKAPHA NPH BB3PAcTHH M FOHOWH (Ha

Bb3pacT Haf 12 romunu).
4.2 [lo3¥poBKa ¥ BAYHH HA NpHIgKeHAe

Brapaciau u woHomu (Ha pe3pact Hag 12 TOJHHH)

Ipenopruanara qo2a e 10 mg (enna rabreTka) ReHLX AHEBHO ¢ WK O3 XpaHa.

Xopa B Hanpennana BE3PACT

Pynatanuu tpaGea na ce ynorpeGsasa ¢ BHHMaHHe npy Xopara B HaNpeaHana BE3pacT {BILKTe

Touka 4.4).

HeauaTpuvuny naupenTH

Pynatagun 10 mg TaGnerkn He ce npenopbuBa 3a ynorpeba npy Aea Ha Bb3pacT nog 12
romunu. [lpn nena Ha se3pact or 2 10 11 roanu ce upenopbusa NPHICKSHHETO HA PYATAAUH

1 mg/ml nepopanes pastsop.

[aunenTy ¢ 6u6peuna unu YepHOAPODHA HENOCTATLYHOCT

Thbif kKaTo HAMA KIHHMYEH ONMT NMpPH MALMCHTH C yBpe/ieHn OBOpeqHHu HIM 4epHOAPOGHM
(ynkuuu, yniorpebara ua pynaraauu 10 mg TalneTkH NOHAcTOAIIEM HE Ce NPEropbuBa NpH

TC3H MALHCHTH.

4.3 THporupomokazanns

CBp’bX‘-IYBCTBHTe}_IHOCT KbM QKTHBHOTOQ BEINECTBO HIM KbM HAKOe OT NMOMOILH

30poenH B Touka 6.1

4.4 Cnenmamnm npenynpemeilnn H NpPeANA3HH MEPKH UPH ynoTpeba




He ce npenopbuBa ynorpebara na pynaraJHH 32€/JHO Cbe COK OT rpeiindpyr (BiKTe Touka 4.5).

Tpabra na ce mbarea epoBpemenHoTo npuiokeHde ¢ Mok CYP3A4 uHxuOUTOpH M 42 ce
rprnara ¢ BHHMaHHe ¢ ymepeHd CYP3 A4 yixubHTOpH (BroKTe TokKa 4.5).

Moske na ce HanoXH Kopekums Ha nosata Ha wyscteHTenn CYP3A4 cyberparu (Hampumep
CHMBacTaTHH, JopactaTHH) H CYP3A4 cyOcTpaty ¢ TeceH TepameBTHYEH HHAEKS (HanpumMcp
[IHKJIOCTIOpHH, TAKPONHMYC, CHPOSTAMYC, eBePONIHMYC, LIM3ATIPHI), ThH KATO PYNATHIMH MOXE Ja
[IOBHILIH IUTAZMEHHTE KOHLICHTPALIMH Ha TE3H JIeKapcTea (BIKTE TouKa 4.5).

Copaeunara GesonacHOCT Ha pynatajuH ¢ ouenssaHa upes QT/QTc mpoyusane. Pynaragus B
no 10 nbTH Han TepaneBTMYHAT2 A03a He npequsBukea edekt Bbpxy EKT H criezoBaTenHO He
MOBAHIa BBIPOCH OTHOCHO chpreuHata Oezomacaoct. Bee nak pynataamH TpaOBa ma Obae
TpHJIaFaH ¢ BHHMaHHWE MpPH MAUHCHTH ¢ H3BEeCTHO yAbDKaBane Ha QT murepsana, mauHeHTH ¢
HEKOPHIHPaHa XHITOKAIHEMHA, TIALIHEHTH C MPOh/KABAIIN NPOAPHTMOTEHHH CBCTOAHHA, KaTo
KIHHHYECKH 3HAYHMa GpajiHKapi, OCTPa MHOKAPIHA HCXEMHS.

Pynaragun 10 mg taGnetkn TpsaGea na OBOAT NpHNAraHW ¢ BHHMAHHE NIPM MALMEHTHTE B
HanpelHANA BB3pacT (Ha 65 WM nmopeye rojuHu). Buipeku 4ye B paMKHTEe Ha KIHHUYHHTE
NpoyYBaHHA He ¢a HabmiogaBaHM OOLIM pasnHkd B eeKTHBHOCTTa WIH Ge30MacHOCTTa, Mo-
BHCOKATA YYBCTEHMTCIIHOCT HA HAKOM I[10-Bb3pacTHH HHAHWBHIOH HE MOXKE Ha 6'B,Ile H3KIIO4YCHa
HOpaIM HHCKHA Opoil Ha 3anucaHM NaLMEHTH B HANPEHANA RH3PacT (BHKTE ToUKa 5.2).

Ilo oTHOWeHWe Ha ynoTpeGara MPH JeUa HA BB3PACT MOA 12 TONMHH WM OPH TANKEHTH C
6BOPEYHO HIH 4epHOAPOOHO YBPEXKIAHE BIDKTE TouKa 4.2.

TlopaaH HaIMYHETO HA NAKTO3eH MOHOXMApAaT B pymataauH 10 mg TaGneTku, MaUHEHTHTE C
PEAKH HACNeNCTBEHH MPOONEMM HA ralaKTO3HA HEMOHOCHMOCT, 00Ul JakTazeH AehMUMT WM
FJIOKO30-TalakTo3HaTa ManabcopOrms He TpaOBa Aa PHEMAT TOBA JIEKAPCTBO.

4.5 BsaaMoeiCTBHE ¢ APYIH JEKAPCTBCHA NPOAYKTH H ApYrH GOpME Ha BiauMoaeiicTEHe

[Ipoyubanus 3a B3aMMOACHCTBMATA Ca IPOBEKIAHH CAMO NPH Bb3PACTHH H IOHOWHM (HA Bb3pacT
Haa 12 rogunn) ¢ pynatagun 10 mg tabnerk.

Ecbexm na Opyeu nexapcmea svpxy pynamudun

Tpabpa na ce u3bArea eAHOBPeMEHHOTO NpWIoXKeHKe ¢ Momu CYP3A4 uaxuburopu (Hanpumep
HTPaKOHA30/, = KETOKOHA3Z(JI, BOPHKOHA30N, no3akoHazonm, HIV  mpoteassd  WHXHGHTODH,
KJIAPHTPOMHLMH, He(a30I0H) H /1a ce TIpIJIAra ¢ BHHMAHHE ChBMECTHOTO PHIIOKEHHE C yMEPEHH
CYP3A4 nrxuburoph (EpHIpoMHLMH, (ITyKOHA3Z0M, JMITHA3EM).

CBEMECTHOTO NIPUNOMEHHE HA pynaTaguH 20 mg 1 KeTOKOHAI0/ WIH €PHTPOMHKLIMH TIOBHILARA
CGHCTEMHOTO M3JlaraHe Ha PYNarajuH, ChoTBETHO, 10 mbTH B 2-3 rerh. Tesu moamdukauu He ca
CBBp3atH ¢ edext Bbpxy QT uETepsaila win ¢ NOBHLICHHE HA HEXETTAHITE PEAKIMH B CPABHEHHE ¢
NPANOKEHHETO HA JIEKAPCTBATA NOUTAETHO.

BaaumozeiicTene ¢ rpefindpyT: CEBMECTROTO IPHIIOKEHHE HA COK OT FpeiindpyT yBenndasa 3,5

CIHOBPEMEHHO ¢ NPHEMA HA NSKAPCTBEHHR TIPOAYKT.

Ecpexm na pynamuoun 8bPXY Opyeu nexapcmed

Tpatra xa ce BHUMABA NPH €AHOBPEMCHHOTO NPHITATAHE HA PYMATHAKH C ap



NPORYKTH ¢ TECEH TEPANERTHYEH HHICKC,KOUTO Ce MeTaBOTH3MPaT, Thil KATO JaHHHTE 3a
e(exTa Ha pynaTHaMH BBPXY IDYTH IEKAPCTBA CA OTPAHHYEHH.

Baaumogeiicteue ¢ amkoxon: Cien mpuioskenMe Hz ankoxod Jo3a pynaragid or 10m g
NPEAH3BHKBA MAPIUHANHH ©eKTH MPH HAKOH NCHXOMOTOPHH (PYHKUMOHAIHU TECTOBE, BBIIPEKH
Y€ TE HE Ca 3HAYHMO NO-pasfiiiHH OT TC3H, MIpPeAH3BHKAHH OT CaMOCTOSTEITHHA TIPUEM Ha AJIKOXOIT,
Ho3a or 20 mg noBHIABA YBPEKAAHETO, IPEAH3IBHKAHO OT NPUEMa HA AKOXOJL.

Bzanmoneiicteure ¢ ITHC genpecopu: KakTo M 1ipH ApyrHTe aHTHXMCTAMMHH, HE MOTaT Ja GhaaT
u3KnodeHn szaumoneiicterd ¢ LIHC nenpecopu

Biaumoneiictere ¢be cratnim: Hevecto ce cbofLiasa 3a acHMIITOMATHYHH NOBHILIEHHS HA
CPK B KIMHHYHHTE NPOYYBAHKA HA PynaTaind. PHCKBT OT B3aMMOACHCTBHA ChC CTATHHM,
HAKOH OT KOHTO CBILO Ce MeTaDONH3HPaT 0T H3oeH3uMa uuTtoxpom P450 CYP3 A4, He e
uzBecTeH. Ilopaau Tesu npuunny pynatagaH Tpafea aa Gbe M3NON3BaH C BHUMAHHE, KOTATO ¢
NIPHIaraH ChbBMECTHO CBhC CTATHHH,

Bsaumopeiictaue ¢ Mugazonam: Crieqt nipwioskente Ha 10mg pynatagus B KOMGHHalMA cbe 7,5mg
MH/Ia30/1aM, € HabIMOAABAHO JIEKO NOBHIICHHE Ha excriosunpaTa (Cmax 1 AUC) Ha MEIR0MAM.
Hopany Tasu npuumHa pynataavH deHcrsa kato ek uExubaTop Ha CYP3A4,

4.6 @epraanTeT, GPEMEHNOCT H KhpMeHe

Bpementoct

Konuuecreoto pamuu or ynotpeGara Ha pynatamue npH OpeMEeHHH KEHH € OrpaHHueHo.
llpoyqsanusTa npy KHBOTHY He I0COYBAT NIPEKH WITH HEMPEKH BPEIHM e(EKTH 10 OTHOLUEHHE
Ha OPeMEHHOCTTA, eMOPHOHANTHOTO/(ETATHOTO pa3BUTHE, PaXKIAHETO WIH MOCTHATAIIHOTO
passuTHe (BrxTe Touka 5.3). IlpemopbuBa ce na ce w3barsa ynotpebata Ha pynaTajquH no
Bpeme Ha OPEMEHHOCT KaTO NpeAnasHa MapKa.

Kepmene

Pynarajgun ce ekckpeTHpa B JKHMBOTHHCKOTO MIAKO. He € H3BECTHO AANMH PYNATAAMH CE
EKCKpEeTHpa B HOBeHIKaTa KbpMa. Tpsbpa na ce Bieme pellleHHe OajK Aa CC NpeKpaTH
KBPMEHETO WIH J]a Ce NPEKpaT/ia ce BE3ALPYKUM OT TEPaNMiTa ¢ PYNATAJMH, KATO C& B3eMaT
NpeABH] MONI3aTa OT KbPMEHETO 3a JE€TETO H TI0/13aTa OT TepanHATa 3a JKeHarTa.

QDeprimreT

HiMa Hand4HW KIMHMYHM RaHEH OTHOCHO (epTunuTeTa. [IpOyYBAHHATA TIPH JKHBOTHH ca
NOKa3a/li 3HAYHTEITHO HAMAIABAHE HA (DEPTHIMTETA APM HMBA HA EKCIIO3MLMSA, MO-BHCOKH OT
Te3H, HabmoaBaH MPH X0pa, IPH MAKCHMATTHATA TePANeBTHYHA J03a (BIKTE TOUK 5.3).

4.7  Edexrn BLpxy cniocofuoCTTa 32 modnpane B paGora ¢ MAIIKEK

Pynatammn 10 mg wama BeaneficTsue BupXy cnocobHOCTTa 3a WwodHpade W pabora ¢ MaLIMHM.
Brnpekn Tosa TpaGpa na ce BHEMaBa, npenu fa ce ImogHpa WM a ce paGOTH © MAlMHH,
Aoxkato He Gblie yCTaHOBeHa HHAHBHIYATHATA Peakiis HA NALMEHTA KbM PYNaTajMH.

48  Heakenans JekapcTBeHH PeaKinn
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Haii-yecTute HemenaHW peakudk B KOHTPOJMPAHMTE KJIMHHYHHM NpPOYHBAHHA €A ChH/IHBOCT
{9,4%), rnasobomue (6,9%), ymopa (3,2%), acremua (1,5%), cyxora B ycrara (1,2%) u
samasHocT (1,03%).

Ilo-ronsMaTa YacT oT HeKenaHWle peakuMH, HaGMONABAaHW B KIHHMUHMIE NPOYHBAHMS, Ca
JIEKH 10 YMEPEHH N0 TEKECT M Te 00WHalHe He HIMCKBAT NPeKpaTABAHE Ha TEpanuaTa,

Yecrorara va HEKCNaHHTE peaklpy ce Orpeaead KaKkto cjieaBa:
o Yecmu (> 1/100 00 < 1/10)
s Hevecmu (= 1/1000 oo < 1/100)
o Pedxu (= 1710 000 o0 < 1/1000)

HecToTuTe HA HEXKETAHHTE peakLiy, CHOOMARAHM IPH MALMEHTH, eKyBaHH ¢ pynaTaauu 10
mg rablIeTKH B X0/1a Ha KITHHHYHHTE [IPOYYBAHHA H CIIOHTAHHO JOKIAABaHE, Ca KaKTO CIICIBA;

Tepmun or cucTemMo- Yectn Heuecrn

OpraHBaTa (= 1/100 to < 1/16) (= 1/1000 to < 1/100)
Kaacaduxanas

Hnadekumu 1 HHpecTaluu Qapuurur, Puaat

Hapymenus na

ITopumen aneTur
MeTaboNi3Ma M XpaHeHeTo

Hapyienns Ha nepsiaTa I'naBoGonue

cHcTEMA 3amasHoCT Hapymenue Ha BHAMAHHCTO
' COMHOJIEHTHOCT
Pecri ai‘o HH rp'hnﬁuﬂ | Kauwmina
- PatopHH, : CyxoTa B rbploro
MEAHACTHHAIHH
EmucrakcHe
HAPYINEHHA

Cyxo1a B HOC2
Opodapunreansa Gonka

Kopemna Gonka

. - bonxa B ropHaTa uacT Ha Kopema
CroMaiHo-4peBHH

HapyLUICHHA Cyxota B ycraTta Huapus
. Hucnencua
Il'anene
Ioepbinane
i - _ 3anex

Hapymennsa ua xoxara u O6pus

NOJKOXKHATA THKaH :

Hapymesus na Myckynio- Aprpanrus

CKeJIETHATA CHCTEMA 1 Bonka B repba

CBEAHHHTENHATA TEKAH Muanrus

O61LIH HApYLIEHHA H y Hepasnonoxenue

eexTH Ha MACTOTO Ha Mopa - IMupekcus

Acrenns .

[IPHIICHKEHHE Kaxna
Paznpasuumoct
Torvniena atanuH aMUHOTpaHCGepasa
THoBMena acmaprar aMHHOT

Hacnenpanns TToBuinesa cepymHa kpear
dochokuuaza
AGHOPMHHU YepHOAPOGH
TECTOBE

IlosHineHo Terno




B ponnnueHue ca choblIeHR Tpy pefKH HEXENaHK PeaklyH B [IEPHOAA CJE/l pa3pellaBaHe Ha
ynoTpeba: TaxvKapAua, chpucOHEHEe M PeaKUMH Ha CBPbXYyBCTBHTENHOCT (BIITHOMHTETHO
aHAQUIAKTHIHY PEaKiWy, aHrMOEUEM M YPTHKapws) Ca AOKNAABaHM KATO CHMITOMH CIICH
onobpasane Ha pynatagus ot 10 mi TabneTkH 3a npoaaxk6a B ThproBCKATa MPEXa.

Crobuiarane Ha NONO3MPAHA HEXENAHH PEAKITMH
CrolinaBaHeTo Ha NOMO3MpaHM HEXENAHM peakudu Clied paspemiaaHe 3a ymoTpeGa Ha

JIEKAPCTBEHUA MPONYKT € BMKHO. TOBAa NO3BOJIMBA Ja NPONbkd Habmoaenwero Ha
CHOTHOILEHHETO MOJI3A/PHCK 38 JeKapeTBeHHA NPOAYKT. OT MeAHLMHCKHTE CHELMaTiCTH C¢
H3HCKBa Ja choOIHABAaT BCAKA MOAO3HPAHA HEXelaHa PEeaklMs 4pe3 HALMOHAITHA CHCTEMa 3a
cwobuiaBaHe:

H3nbannTe A areHOAN N0 JEKAPCTBATA

yi. ,Jaman I'pyes” Ne 8

1303 Codua

Tren.: +35 628903417

yebeaiit: www.bda.bg

4.9 TIlpenoznpane

He ce crobmara 3a ciryqan Ha npegozupade. B mpoyusase Ha KnMHWYHATA GE30I1aCHOCT
pynaTaaMH B 1HeBHA 1032 0T 100 mg 32 6 ak e nonacau Ao0pe. Hali-uectata BeskemaHa peakus
€ COMHOJISHTHOCTTA. AKO HacTBITH CITy4aiHO NOTITBIIAHE HA MHOTO BHCOKH JIO3H, TpibBa aa ce
TIPHJIOHKH CHMITTOMATHYHO TEYEHAE 3a€/THO ¢ HEOOXOIMMMTE MOLILPHAIILE MEPKH,

5. ©®APMAKOJOTHYHM CBOICTBA
5.1  PapmMaKkoIEHAMHYHE CEOHCTBA

DapMakoTepaneBTHYHa TPyna: ApPYrd aHTHXMCTAMMHM 3a cuctemua ynotpeba, ATC kox:
RO6A X28.

Pynaranus € aHTHXHCTaMuH OT BTOpO MOKOJIEHHE, XHCTAMHHOB AHTATOHHCT ¢ ABLAro AcHcTBHE
ChC ceneKTHBHa nepHdepHa Hi-penenrtopHa aHTarOHMCTH4HAa AakTHBHOCT. Hakow oT
METaGoNHTHTE (JECTOPATAZMH W  HETOBHTE XUAPOKCHINpaHH  meraboAuTH) 3amassar
AHTHXHCTAMHHOBAa AKTHBHOCT M MOTAT YACTHYHO Ja ACNPHHACAT KbM 00mara eGHKacHOCT Ha
NCKapCTBOTO.

Hn sumpo npoy4BaHHA C PYNATAJMH BbB BHCOKM KOHIIEHTPALMH JEMOHCTPHPAT HHXHOAIMA Ha
ACrpaHyiaalluATa Ha MAaCTOLHTHATE, WHAYLMPAHA OT HWMYHOJIOTHUHH W HEHMYHOAOTHYHH
CTHMYJTH, KakTO ¥ Ha OCBODOKJABAHETO HA LMTOKHHH, ocobeHo Ha TNFa B uoBemmkure
MaCTOLMTH H MOHOLIMTH. KITHHWYHATA 3HAYAMOCT Ha HAOMIOAABAHHTE EKCTICPUMEHTAITHH JAHHH
NpPEeACTOH Aa Obae MOTBBpaEHa.

Hobposomimre B KHHMYHUTE npoyusanud (n = 393) u mauMenTHTe (n = 2650) ¢ anepruuen
PHHHT H XpOHH4YHA HAHOMNATHYHA ¥PTHKaApHA He OCMOUCTpHpAT 3HAYHM C¢IEKT BBpPXY
£/ICKTPOKAPAMOTPAMATa, KOFaTo & IPU/IOKEH PyNaTaayH NMpH 103u OT 2 mg a0 100 mg,

XpoHU4HATA MIMOMNATHYHA YPTAKApHA € NPOYUBaHA KaTO KIHHHYEH MOJEN 3a
YPTHKApHs, TbH KaTO MOIISKALIATA HATOPUIHOIOTHA € CXOJHA, HE3ABUCHMO OT
ThH Karo XPOHMMHMTE MALMEHTM MOraT Aa OBJaT HaGHpaHU MO-ICCHO B
nopaask. Thil kaTo 0CBOGOKNABANETO HA XHCTAMMH € NPHUHHABALIMAT ¢




YPTHKapHaNHH 3a60NABaHMA, C€ 0YAKBA PyMaTanue Aa Gbie eeKTMBEH B OCHIYPIBAHETO HA
CHMNTOMATHYHO OONEKYeHHE 34 APYIM YPTHKAPHANHA CbCTOAHMA B JIOMBJIHEHHE KBM
XPOHHYHATA HAMOTIATHYHA YPTHKAPHS, KAKTO Ce IPeNOophYBA B8 KIHHHIHUTE PHKOBO/ICTRA.

B nnaneGo xouTponmMpaniite NpOyuBaHHS TPH [AHMEHTH ¢ XPOHHYHA HIHMOTIATHUHA YPTHKAPHS
PYTaTajipH € ePEKTUBEH B HAMAMABZHETO HA CPERHMS PEIVIITAT 33 IPYPHTYCA CIPAMO H3XONHUTE
HHBA 33 4-CeIMHYHMA NIEPHOJ Ha JieueHKe (IPOMSHA CTIPAMO U3XOHHTE HUBA: pyMaTaiuu 57,5%,
mnauebo 44,9%}) 1 B HaMan4BaHeTo Ha cpeaHHs Gpoii o6puBH (54,3% cpeluy 39,7%).

52 ®apmMaKoKHHETHYIRH CBOHCTBA

A6copbums ¥ GuonanyuHoCT

Pynaranun ce abcopGupa 6Bp3o ciiet NepopanHo NPHIOKEHHE ¢ tmax OT HpuGIHBHTENHO 0,75 Haca
cnen npueMa. Cpeapara Crax € 2,6 ng/ml crient enroxparsa nepopantia aoza ot 10 mg u 4,6 ng/ml
Cnen €AHOKpaTHA nepopaisa no3a o1 20 mg. QapMaKOKMHETHKATA HA PYNATAAHH € JIHHEHHA3A 1031
mexay 10 u 40 mg. Cren nosa or 10 mg Beanbx aHeBHO 33 7 AHHA cpennara Cua € 3,8 ng/ml.
[Inasmenata koHuedTpauma cienBa GHEKCMOHEHUMAaNeH COAL  ChC CpelleH TEpHON Ha
MOIYeJIHMHHALIA OT 5,9 yaca. CBBLP3BaHeTO HA PYNATaAMH ¢ rU1a3MeHuTe GenTbi e 98,5-99%,
Tsii kaTo pynaTajMH HHKOra HE € MPWJIATAH Ha XOpa MO MHTPABEHO3EH MBT, HAMA HAJMUHH
NaHHH 33 abCOMOTHATA My GHOHATMYHOCT.

EQGKT Ha npHeEMa Ha XpaHa

IlpuemsT Ha xpaHa yeenuuapa cucTeMHOTO uinarane (AUC) Ha pynmaraguH ¢ okoiio 23%.
Hanaranero Ha equH OT akTHBHHTE My MeTalGONHTH H HA ITIABHHA HeaKTHBEeH MeTabollHT ¢ Ha
NPaKTHKA CBLIOTO (HAMAIIEHHE, CBOTBETHO, OT OKoaIo 5% W 3%). Bpemero, HeoOXOnHMO 3a
AOCTHTAHE HA MAKCHMAIHA Mia3MeHa KOHUEHTpalUHA (tmax) HA pynatanus, ce 3abapa ¢ 1 vac.
Makcumannata niasmesa KOHUEHTPAUMS (Crax) HE CE NOBNHABA OT NpHEMA Ha XpaHa. Tesu
PA3IMKH HAMAT KIHHHYHO 3HAYEHKE,

Meraboan3sM v enuMBHUpane

B npoyuBane Ha exckpeusra npu sb3pactsn (40 mg *C-pynaranun), 34,6% ot npHioKeHaTa
PadHOAKTHBHOCT Ce OTAENA ¢ ypHHaTa H 60,9% — ¢ H3NIPAKHEHUATA, CHOMPaHH B IIPOABILKCHHE
Ha 7 ned. Pymaraque npeMMHABA 3HAYWTENHO TIPSACHCTEMHO MeTabONIM3MpaHe npH
NPHIIOKEHHE N0 ISpopaneH sT. KonnuecTeata HeNnpoMeHeHo aKTHBHO BELIECTBO, OTKPHBALLHM
Ce B ypHHAaTA W B H3NpaKHEHHATa, He ca 3Hauumu. Tosa O3Havyapa, 4e PYNATaAHH ce
MeTaboNM3Hpa ToYTH HambaHo. Hw SUMpPoe NPOYYBAHHATA HA MeTabonuMIMa B UYOBCWIKH

4EPHOAPOOHM MHKPO3OMH NIOCOUBAT, Y€ PyIaTauH ce MeTabONH3MPa OCHOBHO 4PE3 LIUTOXPOM
P450 (CYP 3A4).

Hyu eumpo npoyupanua nokaspar, ue HHXHOMTOPHHA NOTEeHUHaN Ha pynaruaud koM CYP1A2,
CYP2B6, CYP2C8, CYP2C19, UGTIA]l u UGT2B7 e manko BepoaTeH. He ce ouakxsa
PYNMaTHIMH 1a WHXHOHpa CNE[HMTE TPAHCNOPTepH B cUCTeMHaTa umHpkydauws: OATPIBI,
OATP1B3 u BCRP (npoTens Ba pe3HCTEHTHOCT Ha paka Ha I'bpaara) — 4epHOApPOOHA M UPCEHA.
OceeH TOBa € YCTAHOBEHO Nleko MHXUOMpane Ha upesnns P-gp (P-glycoprotein).

Hu sumpo ﬁH):lyKﬁ}{onﬂo CYP npoy4sane nokassa, ue puck or CYP1A2, CYP2B6 u CYP3A4
HHAYKUUA B YEPHHA OPOO ur 6u60 c& CUMTA 33 MANKO BepoaTHA. HH 6us0 TIPOYUBAHC I10KA3Ba,
Y€ PYNaTHAHH AeHCTBa KaTo Nex HHXHOUTOp Ha CYP3A4.

Crenwamiy rpynu napments _ , .
B npoyusane npu 3apasn nobposonuu 3a cpapuseane Ha PEe3YNTATHTE TIPH MIL
MalMEHTH B HaNpeAHana Bb3pacT cTOHHOCTHTE Ha AUC M Crax 32 pynaTaaHH ca 1




MNALHEHTHTE B Hanpe)],Hana Bmpacr, OTKQJIKOTO l[pH mo-Mnaguire B'BBP&CTHH. Tosa BEPOATHO CE
OBIDKH HA [OHIDKEHME B Merabonn3sa MpH OBPBO NpeMUHABaHe TIpe? 4yepHHA Apol mpu
NalMEeHTHTE B HANpeaHana Eb3pact. Te3n paxiMKH He ca HalJlfonaBaHH NIPH aHAIM3UPaHHTE
meTabonury. CpegHMAT nepuoj Ha MOJYelMMHHAIMA Ha pylaTajudH NPH NaQHEeHTHTE B
HANpeTHaIa Bb3pacT M NpH Mnajgure Jo0poBOALy e, CBOTBETHO, 8,7 daca u 5,9 vaca. Twi kato
TEIH PEIYNTATH 34 PYIATANHH H 32 HEPOBHTE MeTaDONMTH He ¢a KIMHHYHO 3HAYMMH, C
3aKNK04ABA, Y€ HE € HeODXOAMMO Ja ce MpaBsT KOpeKUWY npH ynotpebara Ha nosa or 10 mg
NpH NAUMEHTHTE B HAllPEAHATA BB3PACT.
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HexMHHYNMTE JaHHM He NokaszsaT oco0eH pHCK 3a xOpa HA 0a3ara Ha KOHBEHLHMOHAIHWUTE
($apMaKoJIOrHYHH NPOYMBAHHs 3a TOKCHYHOCT MPH MHOTOKPaTHO TIPHIIATaHe, TEHOTOKCHYHOCT H
KAPLMHOTEHCH TTOTEHLHA.

[Moseye ot 100 meTH KIMHHYHO npenopyuBaHaTa o3a pynaragud (10 mg) HUTO YBenHUaBa
QTe vnn QRS nHTeppasia, HUTO NPEOU3BMKBA APHTMHA TIPH PA3NHYHK BHIAOBE XKHBOTHH KATO
NIBXOBE, MOPCKH CBHHYeTa W KydeTa. PynatagMH W €IHH OT OCHOBHHMTE MY AKTHEHH
MeTabONHTH TMpH XOpAaTa, 3-XHAPOKCHAEIOPATANAMH, HE MOBIHABA CHP/IEUHHA AKUHOHEH
MOTEHLIHAT B H30/IHpaHH Bliakda Ha Elypkuume oT Kyde npH koHUeHTpanuy noxe 2000 meTH no-
BUCOKH OT Cinax, JOCTHTHATH Clle/l IPUNGKEHHETO Ha 103a oT 10 mg npu xopa. [Ipu npoyusare,
X0eTO oueHsiBa ediekTa Bepxy knoxupan HERG kanan, pynaraaui nexuOupa TO3H KaHAT [1PH
KoHUuentpauus 1685 mETH no-rosisMa OT Cuax, AOCTHIHATA ClIEJl OPMIOKEHHETO Ha 10 mg
pynarapud. JlecnopataguH, MeraGOnMTBET ¢ Hal-ronsMa akTHBHOCT, HAMa edekt npu 10
MHKPOMOJIADHA KOHUCHTpaLms., [IpoydBaHWs HA THKAHHOTO PaslpefeeHHe OPH ILTHXOBE C
MapKHpaH ¢ PaZHOaKTHBEH H30TOI PyTiaTaaMH AEMOHCTPHpA, Y€ PYNaTajiH He CE HaTpymnBsa B
ChpACUHATa THKaH. '

lpu nurbxoBe ce HabmosaBa 3HAYMTENHO HAMANEHHE HA MBIKKHS W XKCHCKHS (JepTIIMTET NpU
BHCOKa f103a oT 120 mg/kg/nHerHo, KOATO OCHTYPBA Crmax 268 METH, KONKOTO Ta3H M3IMEPEHA
NpyH Xopa Ha TepauneBTHYHA jgo3a (10 mg/aneBHo). CroOmasa ce 3a (eTanHa TOKCHYHOCT
(zabapsaHe Ha pacTexa, HEITbIIHA OCHHKALMS, MAIKH CKEIETHH HAXOAKH) MPH TUTHXOBE CAMO
NIpH HHWBA Ha /103aTa, TOKCHYHHM 3a MakkaTta (25 u 120 mg/kp/anesdo). Tlpu 3aifup He ce
3afens3BaT MPU3HALM HA TOKCMYHOCT N0 BpeMe Ha pa3BMTHETO mpH Jo3u jo 100 mg/kg.
HuBara, npu KOWTO He ce HabHIoNaBaT HeXeJaHH peaxir (NCAEL) o BpeMe Ha pa3BHTHETO,
ca onpenenchu kato 5 mg/kg/nueBHo npu rwisxoee W 100 mg/kg/nuesro npH 3aiuM, BoaeHH
10 Crax 45 1 116 0uTH No-BHCOKA, CHOTBETHO, OT TA3H, HIMEPEHA npy Xopa Ha TeparneBTHYHA
no3a (10 mg/nueBHO).

6. ®APMAIEBTHYHH JAHHH
6.1 Cnﬁém_c AA nomotunui‘e BEUIECTBA

L{apeBHUYHO HHINECTE, NMpEXeNATHRHIKPAHO
MUKpOKpHCTANHA LETYI03a

Yepsen xenesen okeua (E 172)

Kunr xenesen oxenz (E 172)

JlaxTo3a MOHOXMOpaT

Marnesues creapar

6.2 Heébnuecrnuocrn '

He ¢ npuioxemo
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3 roguHA

6.4 Cnenuains yc/IoBRS Ha CEXPAHCHHE

Coxpanssaliite GHcTepa B KapTOHeHATa ONIAKOBKA, 34 Jd CC [PEANA3H OT CBETIIHHA.
6.5 Bua u chABpXKANEE Ha ONAKOBKATA

PVC/PVDC/amymunnes 6muctep.

OnakosxH ot 3, 7, 10, 15, 20, 30, 50 4 100 TabeTkH.
He BcHuky pasMepw onakoBku MOrar aa 6uaaT nycHaTH B npoakGa.

6.6 CoenmanHm NpeanasHH MEPKA NpPH HIXBLP/ISHE H Apyra paboTa

HsamMa cnienliansy W3ucKBaHHuA.
Bceku Heusmon3BaH NIeKapCTBER MPOLYKT WIH OTNAIbYHHTE MatepHatn TpsdBa ha ce
H3XBBPJAT B CHOTBETCTBHE C MECTHHTE H3HCKBAHHAL.

7. TIPUTEXXATEJI HA PAPEIHEHHETO 3A YIIOTPEBA

NOUCOR HEALTH, S.A.

Av. Cami Reial, 51-57

08184 Palau-solita i Plegamans (Barselona)
Henanus '

Tenedon: +34 93 864 96 92

Dakc: +34 93 864 66 06

Hmeiin anpec: corp@uriach.com

8. - HOMEP(A) HA PASPENIEHMETO 3A YIIOTPEEA

Per. Ne 201303385

9. JATA HA IIBPBO PA3PEIIIABAI{E/HO,I[HOBHBAI{E HA PAIPEIIEHHETO 3A
YIIOTPEBA -

Jlara Ha rlipno paspemrasare; 01 HoeMepH 2013 r.

Hara Ha nocnenno nonuosssane: 22 mapr 2017 r.

10. lIATA HA AKTYAJIU3UPAHE HA TEKCTA

HoeMépn 2022r.




