KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA




' TO3H JeKapCTBEH NPOXYKT MOMIEKH Ha JOMBLAHUTENHO Habmonenue. Tosa we no3soan 6xp3oTo
yCTaHOBABAHE Ha HOBA MHpOpMaLMs oTHOCHO OezomacHocTra. OT MEAWLMWHCKMTE CNCLHANHMCTH Ce
M3NCKBA N2 CHOOILABAT BCAKA MOAO3HUPAHA HEXKeTaHa peaklya. 3a HaYHHa Ha ChoOLABAHE HA HeXKENaHH

peaklMH BHXKTE TOUKa 4.8. e
RINBIHATENANA ATERUMA NO NEKAPCTBATA

KDRIKa XRDAKIMEPUOIIKE Ha NpOgyxme - [pusowenue 1

Kom Poa. e ......... AOHZJ-OOQ?— ..................

1. HMME HA JEKAPCTBEHHS ITPOIYKT

Axknned 50 mukporpama/g Kpem
Aklief 50 micrograms/g cream

sk dIARFTEarprarPA bR r s genananenf kdFIARFREASENAN AR FrSdE R FREAY

rhaFFEFFEegrrrpgprkid bl EFIEN Abnawphbrt bl ARArF R R Fragaunyyy Epad

2. KAYECTBEH H KOJIMYECTBEH CBCTAB

EnuH rpam KpeM chabpxa S0 Mukporpama TpupapoTed (frifarotene)

[ToMowiHo( 1) BeLuecTBo(a) C H3BECTHO JEHCTBHE
Enun rpam kpeM cbabpka 300 munurpama nponuneHriankon (E1520) n 50 munurpama etaHon

3a MBJIHHA CTMCHK HA MOMOLIHMTE BELECTBA BUKTE TOYKA 6.1,

3. JEKAPCTBEHA ®OPMA
Kpem

ban u XOMOreHeH KpeM

4. KINMHHAYHHA TAHHU
4.1 TepaneBTHYHH NOKA3AHHS

Ained e nokasaH 3a neyeHHe Ha Acne Vulgaris Ha TMLETO WKWK TAIOTO NMPK NALUEHTH Ha Bb3pacT
12 1 noBeYe roAWHH, MpH HAJTHYHE HA MHOXXECTBO KOMEOHH, NAMYyJTH H MMyCTYTIH.

4.2 Joiuposxa H HAYHH HA NPRJIOKEHHE

ﬂOSHQUBKﬂ

TsHBK cloit Kpem AKiiHed ce HaHACA BbPXY 3acerHaTMTe oOJAaCTH Ha JIMUETO HW/WIH TAJIOTO BEAHDBXK
AHEBHO, Beyep, BbPXY YKCTA M CyXa KOXKa.

[penoprusa ce JekapaAT Ja OLECHH MOAOOPEHHMETO HAa CBHCTOSHHETO HA nauueHTa Cled TPUMECEUHO
JIECYEHHE,

Cneyuannu nonyaayuu

Ilayuenmu 6 cmapuecka ev3pacm

BesonacHOCTTa H ePHKACHOCTTA HA AKIHE(} NMpH repHaTpHUYHH NALIHEHTH HA BB3P
Ca YCTaHOBEHH,

ITayuenmu ¢ 6v6peunu u YepHoOpoObHU YEPEHCOARUA

Axsined He e NMpoy4YBaH NMpH NauHeHTH ¢ 6x6peuH K YepHOAPOOHU yBpeXAaHHS.
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Heduampuuna nonyrayus
BesonacHocTTa H epuKacHOCTTa HA AKNHed NPH Aela HA Bb3PAcT NMoj 12 roauHu He ca yCTaHOBEHH.

HayuH Ha npriIokKeHue
Camo 3a mpunaraHe BLPXY KOXKara.

[Tpeau na ce M3MOJI3Ba NOMIIATA 3a ITbPBH ITBT € HEOOX0AMMO A C€ HAITLIHH, KATO C€ HATHCHE HAKOJIKO
mbTH (MakcHMyMm 10 NbTH), TOKATO ce U3NEE MANKO KOJTHYECTBO ekapcTso. [lomnara Beye € rotosa 3a
ynotpeba.

Haxacs ce ThbHBK @i0it OT KpeM Axknued BbpPXY 3aCErHATHTE YACTH Ha JHUUETO (4eno, HOC, Opaanyka,

AsicHa M JisiBa Oy3a) U BCHYKH 3acerHaru YYacTbLUHM Ha TATOTO BEAHBK AHEBHO, BEUep, BbPXY YHCTA H

cyxa Koxa:

- Enxvo BnpbckBaHe Ha nmommnara TpaOBa Aa € JOCTATBYHO, 3a a4 NOKpUE JIHLETO (T.€. YesoTo,
Oy3uTe, Hoca ¥ Opaguukara).

- JIBe BIpBLCKBaHHA HA MOMMaTa TpAOBa 1a ca AOCTAaTbYHH, 33 A4 NOKPHAT FOPHATA YacT Ha TANOTO
(T.e. HOCTHXKHMATA rOpHA YACT Ha I'bpba, paMeHeTe U rbpadTe). EAHO AOMBIHHTENHO BNPHCKBAHE
Ha MOMIIaTa MOXKe Ja C€ HU3IMO0JI3Ba 3a CpeAHaTa U A0JIHATA 4acT Ha repOa, NMpH HAJTHYHE HA aKHe.

[TaunenTnTe TpaOBa Na OBLAAT MHCTPYKTHPAHH Aa H30ArBAT KOHTAKT C OUYMTE, KIENAYHUTE, YCTHHTE H

NUTAaBHIIMTE H 1a MUAT PBLUETE CH C1¢ NPUIIAraHe Ha JIEKapCTBEHHUA NMPOAYKT.

[IpenopbuBa ce ynoTpebaTa Ha OBNAXHHUTEN OT HAYAJIOTO HA JIeYeHHETO NMPH HEOOXOAUMOCT, KaTo Ce
OCTaBfi IOCTATBYHO BpEME Mpedd H Cliel HAaHACHHETO Ha KpeMa AKkived, 3a Aa MOXE KoXara Aa
M3ChXHE.

4.3 IlporEBonoKazaHnud

bpemeHHoCT (BXK. TO4Ka 4.6)
Kenn, nnanvpaiu bpeMeHHOCT

¢ (CBpBXYYBCTBUTENHOCT KbM AKTHUBHOTO BELIECTBO WIH KBEM HAKOE OT NMOMOLLHHUTE BELIECTBA,
H30poeHH B TOUKa 6.1

4.4 CneupaJHH NpeIynpexIcHHNS H NPEeANa3HA MEPKH npa ynorpeda

[Ipu ynorpebaTta Ha KpeM AKIHed MOXKE 7a C€ MOABAT EpUTEMA, JIIOLIEHE, CyX0Ta W LIHNaHe/ mapeHe
(Bx. Touka 4.8). 3a na ce HamMaIM PHUCKBLT OT TAaKMB& PEaKUWH, MAUWEHTUTE TpsAOBa na Obaar
MHCTPYKTHPaHH Ja W3MO0J3BaT OBIAXKHHWTE] OT HAa4YaloTO Ha JIEeYEHHETO M aKko € LenecbhobpaszHo, na
HaMaJlAT YecTOTaTa Ha NpIiaraHe JiH BpEMEHHO J1a [peycTaHOBAT ynoTpebara Ha kpem Axnuned. [1pu
NEPCUCTHPAHE Ha TEXKH peaKUM# BBIPEKH MEPKUTE 32 MOHU)KABAHE HA PUCKA, JICUCHHETO MOXKE [a
ObIe NMPEKPATEHO.

MpoaykThT He TpAOBa Aa ce npuiara BLPXY NOpA3BaHUA, OXKY/IBAHWA, €K3eMaTO3Ha WJIH HU3ropana or
CTBHLIETO KOXKa.

KakTo npH apyrure peTHHOMAM, H3MON3BAHETO HA ,,KOJIa Macka“ KATO METO/ 3a Jenuiauuns Tpsdsa na
ce U30ArBa BbPXY KOXa, TpeTHpaHa ¢ Aknueq.

[Ipp BB3HHMKBaHE Ha peaklus, NMOKA3Balla YYBCTBUTEJIHOCT KbhM HAKOH OT KOMIIOHEHTHUTE Ha
nekapcrBeHara dopMa, ynotpebara Ha Aknued TpsbBa na ce mpeycraHoBd. Heod
BHMMAaBa, aKO €AHOBPEMEHHO C NEKAPCTBEHUS MPOLYKT C€ H3MOJ3Ba KO3METHKA W
C A€CKBaMaTHBEH, Apa3Helll WK H3cyasail edexr, Thil KaTO Te MOXe 1a Npeay
npa3HeIy eQeKTH.

Axnued He TpAOBa 1a BNIW3a B KOHTAKT ¢ OUYHMTE, KNICNaYHTe, YCTHUTE UNH JIUF
nonagHe B ouMTe, TpAOBa Aa ce NpOMUAT He3abaBHO U OOWITHO ¢ x1aaKa BoAa.




[To Bpeme Ha nedeHnero TpsAOBa ga ce U30Area NMPEeKOMEPHOTO H3NaraHe Ha CIbHYEBA CBET/IHHE,
BKJTIOUMTETHO CONapHH NaMIK WK dototepanus. Ilpenopbusa ce ynorpedara Ha 1UHPOKOCNEKTLPEH,
BOAOYCTOMUHB CITLHLE3AIMTEH KPEM, Che CiTbHLe3awuTeH dakrop (Sun Protection Factor, SPF) 30 unu
[O-BHCOK M 3alIHTHO 00NIEKNIO BbPXY TPETHPAHHUTE 30HH, B CNTy4ai Y€ U3JIaraHeTO Ha TakaBa CBETIIHHA
He Moxke Ja 6bae n3berHaro.

To3u npoAYKT CbaAbpika nponuieHraukos (E1520), kodTo MOXKe Aa NpHUMHH OPa3HEHE Ha KoxXara.

Axnred coabpka H 50 mg ankoxon (eTaHoN) BbB BCEKH IPaM, KOSTO € EKBHBAJIEHTHO Ha 5% w/w. ToH
MOJKE 112 IPEAM3BUKA YCEILAHE 3a NapeHe BbPXY YBpeJcHa Koxa.

4.5 BsanmopelicTBHE ¢ APYrH JeKAPCTBeHH NPOAYKTH H APYrH (pOpMH HA B3aHMOAEHCTBHE

EdekT Ha Kpem Aknved BbPXY APYIrH JEKAPCTBEHH NPOAYKTU
KndHu4HO npoy4BaHe 3a OLCHKA Ha B3aUMOAECHCTBHETO C JAPYrH JIEKapCTBEHN NPOAYKTH MOKa3Ba, “¢

JOKAMHOTO MpHoKeHWe Ha TprdapoTeH He MOBIHABA LIMPKYIHPALIKWTE KOHLIEHTPaLUMH Ha XOPMOHAITHH
KOHTpaLenTHBH (€THHHA €CTPaAUON H TEBOHOPrecTpel), NPHIaraHd NepopaHo.

Edekr Ha Apyry NieKapcTBEHH NPOAYKTH BbPXY KpeM Akinned
He ca npoBexnaHy KIHHMYHH NPOYYBAHUS HA IEKapCTBEHH B3aHMOACHCTBHA 32 OLIEHKA Ha edeKTUTE

Ha IPYrd JIEKapCTBa BbPXY CHCTEMHUTE HHBA Ha TPHGApOTEH (BXK. TOUYKA J.2).

Hsama naHHH 3a fIOTEHUHATHO dapMakoAMHAMHYHO B3auMoaeicTsre Ha TpudaporeH. Heobxoaumo e
Ja ¢¢ MOAXOKIAa ¢ NMOBHIIEHO BHHMAaHHE, akQ €AHOBPEMEHHO C JIEKApCTBEHUA MPOAYKT CE€ npusara
KO3METHKA MJTH JICKApCTBA 3a aKHE ¢ AECKBAMAaTHBHH, APa3HEIUM WIH U3cyllapally eekTd, ThbH KaTo
TE€ MOXE [1a NPeAU3BHKAT AOIBJIHUTEIHU Apa3HelH eQeKTH (BX. TouKka 4.4).

4.6 DeprHIHTET, pEeMEHHOCT H KbPMEHE

PeTvHOMAMTE 338 NEPOPATHO NPUNOKEHHE CE CBBP3BAT C BPOASHH aHoMaluH. Korato ce npunarar B
CbOTBETCTBHE C MPOAYKTOBaTa WH(OpMalHA, OOHKHOBEHO C€ MpHEMA, Y€ JIOKATHO NpHNaraHuTe
PETHHOMAM BOAAT 10 HMCKA CHCTEMHA EKCTIO3MLMA NOopaad MHHHMManHa abcopbums B KoXKara.
BuamMoxkHO e obade na WMa otgennd dakropu (Hanp. yBpeaeHa KoxkHa OapHepa, nmpekoMmepHa
ynotpeba), KOUTO JOMPHUHACAT 3a NOBUUIEHA CHCTEMHA EKCTIO3HLHUA.

bpeMeHHOCT

AknHed e mpoTHBoNnoKaseH (BX. Touka 4.3) no BpeMe Ha OpPEMEHHOCT WJIH TIPH XKEHH, UIAHHPaLlK
OpeMeHHOCT.

[MpoyuBaHuATa TpH >KHBOTHH € TPUPApPOTEH 3a NEPOPATHO MPUIOKEHHE MNMOKA3BAT HANMYKE HA
PENPOIYKTHBHA TOKCHYHOCT NPH BUCOKA CHCTEMHA €KCMO3ULUA (BX. TOUKA 5.3).

AKO MpPOAYKTBHT C€ MpHiara no BpeMe Ha OpeMEHHOCT WJIM aKo NaudeHTkara 3abpeMeHee foKato
npyeMa TOBAa JIEKAPCTBO, JIEUEHHUETO TPAOBa Aa ce npeKpaTH.

KbpMmeHe
He e u3pectHO ganu TpHdapoTeH Win MeTabonuTuTe My C€ EKCKPETHPAT B KbpMaTa.

Hanuuuute dapMakoaAMHAMHYHW/ TOKCUKONOTHYHH [JaHHH MpPH XKMBOTHH MOKa3BaT €KCKpeUUs Ha
Tpudapored/MeTabonuTu B MASKOTO (3a No-noapobHa uHdopmaums Bx. 5.3).

He Moxe 1a ce H3KIO4YHM PUCK NMPH KbpMadeTa.

Heobxoaumo € Aa ce B3eMe pellleHre JanH nauMeHTKara TpaOBa na npeycTaHOBH KbPMEHETO WK Aa
NpeKpaTH/Ia ce OTKaXKe OT TepanusTta ¢ AkiHed, KaTo C€ B3EME MpeaBHa MOJ3aTa
IETETO W NMON3aTa OT TEPANUATA 3a XKEHATA.

3a ma ce u3berHe pUCKLT OT NMOFJIbUIAHE W/HIH KOHTAKTHA €KCMO3HLIHA NPH HOBO
He TpaA0Ba a NpUJIAraT KpeM ¢ TprudapoTeH 1o rpbAHHS KO UK B obnacTra Ha

DepTHIHTET
He ca npoBexxgaHu npoy4YBaHHs 3a OLIEHKa Ha dbepTWIKTETa NPH XOpa, Npuaraiuy




B ripoyuBaHus IPH IUTHXOBE 33 OLIEHKA Ha PENpOAYKTHBHATA QYHKLUMA NPH NEPOPANHO MPHJIOKEHHE Ha
TpudapoTeH He ca ycTaHOBeHH e(ieKTH BBpXY (epTuiuTeTa. Bbnpeku TOBa, ClEd TNEpOpanHo
NPHAOXKEHHE NMPH KyueTa ca HabmioaaBaKly CliyHaH Ha I€T€HEpalKs Ha 3aPOHLIHH KICTKH (BXkK. TOUKA

5.3).

4.7 EdexTn Bbpxy cniocofnocTTa 3a modHpane n padoTa ¢ MAIIHHH

Aknned He NOBIHABA MIH NMOBIMABA MPEHEOPEKUMO CIOCOOHOCTTA 32 WodHpaHe U paboTa C MALIKHA.

4.8 HexellaBH JJeKapCTBERE peaknAn

O6o6wenne Ha npoduna Ha 6€300aCHOCT

JlaHHUTE 33 TOKATHH KOXKHH PEaKlMH KATO EpUTEMA, JIOLLEHE, CyX0Ta U LiMnaHe/napeHe ca cxompatu
OTIENHO OT APYIH HEXENaHH ChOWTHS KAaTO METOA 332 M3MEPBAHE HA JIOKAHATA MOHOCHMOCT. Te3n
KOXKHM PeaKLMH Ca MHOrO 4eCTH W C JIeKa, YMEPEHA H T€XKA WHTEH3WBHOCT IO 30HWTC HA JIHLCTO
CBHOTBETHO NpH A0 39%, 29,7% H 6,2% ot nauuenTute. [Ipn x0 32,9%, 18,9%, 5,2% ot nauuenTure ca
HaGII0NaBaHH CHOTBETHO JIEKH, YMEPEHH H TEXKKH peakUdH Mo TAN0T0. MakcHMmanHata TeXeCT
OOHKHOBEHO PB3HHMKBA Npe3 |-Ta ceAMMIA MO JMLETO H mpe3 2-Ta A0 4-Ta CeaMHla NO TAIOTO H

HaManABa PK NPOABL/DKUTENHA yrioTpeba Ha 1eKapCTBCHHA NPOLYKT (BX. ToUKa 4.4).

Haii-yecro choOIIAaBaHHTE HEXETAaHM peakldW, ONMHCaHHW no-ponay B Tabnvua 1, ca apasHeHe Ha
MACTOTO Ha NPUIOKEHHE, ChpOeX Ha MACTOTO Ha NPUIOKEHHE H CIBHUYEBO W3rapiaHe, KOMTO Bb3HHUKBAT

npu 1,2% 10 6,5% OT NALUEHTHTE, JIEKYBaHH C Kpem AKIHE] B KTHHUYHHTE NPOYYBaHHKS.

TabauuHo 0000LIEHHE HA HEXKETAHUTE PeakLIMH:

Hexxenanute peakuuu, cbo0waBand B 12-CeAMHYHH, KOHTPOMAUPAHH C BEXUKYJYM, NpPOYy4BAHHS OT
da3za 3, npu 1 220 nauueHTy, eKyBaHH ¢ KpeM AKHed (MpH KOWTO YECTOTaTa NMpH JIEKYBAHUTE C KpeM
Axnned NaUMEHTH € MO-rofsMa OT YeCcTOTaTa MpH JCKyBaHHTE ¢ KPeMa BEXHKYJIyM MalWeHTH), ca

nocoyeuu B Tabnuua 1.

Hexxenanure peakiu ca KiacH(pHIMpaHu Mo CHCTEMO-OPraHH# KJ1acoBE€ H Y€CTOTa, KaTo €€ M3noJ3pa
ceAHAaTa KOHBeHuUMS: MHoro uectu (= 1/10), yectw (= 1/100 mo < 1/10), newect (= 1/1 000 no
1/< 100), peakn (= 1/10 000 po < 1/1 000), mHoro peaxkn (< 1/10 000), ¢ HeuzBecTHa UecToTa (oT

HATWYHHATE JaHHH He MOXke Aa Oble HanpaBeHa OUCHKA).

Tabaama 1 HexenaHr peaknHu

CHCTEeMO-OpraneH Kaac

YecroTa

HexenaHH peakiiHi

OO HapyweHna W €deKTH Ha MACTOTO Ha
MPUIIOKEHHE

YecTH

HpazHeHe Ha  MACTOTO  Ha
NPUIOKEHHE
Copbex Ha MACTOTO Ha
NPpUIOKEHHE

HeuecTH

bonka Ha MACTOTO Ha NMPUICKEHHE
CyxoTa Ha MACTOTO Ha NMPHIOKEeHUe
Obe3useraBaHe Ha MACTOTO Ha
NPUITOXKEHHE
Epo3upaHe  Ha
MPUIOKEHUE
OOpuB HA MACTO
IlonyBaHe  H:
NPHJI0KEHHE

Penxku

Epurema
MPHJIOKEHHE




CHreTeMO-0praHeH KJac YecroTa HexenanH peaKusH

Yprukapus Ha  MACTOTO  Ha
MPHIIOKEHHE

Besukyiu Ha  MACTOTO  Ha
NPHIIOKEHHE

HapausBaHus, OTpaBAHUA M YCJOXHEHUd, | YecTH CnbHUEBO U3rapsiHe

BL3HMKHAIH B pe3yJITaT Ha HHTEpBECHLIMH
Hapywienns Ha KoKaTa U MOAKOXKHATA ThKaH | HevecTw Jlpa3HeHe Ha KOXKaTa

AKHE

AnepruveH AepMaTHT

EpuremMa

Penxu ACTEaTOTUYHA €K3EMA

CebOopeeH AepMaTUT

YcelaHe 3a napeHe Ha Koxara
Koxxuu dpucypu
XunepnurMeHTalua Ha KoxkaTa
Hapywmenus Ha ouHuTe Penku ExconupaHe Ha KoXaTta Ha
KJenauuTe

_ OTOK Ha KJICIaYHTe
CroMalHO-4pEBHH HAPYIIEHHA Penxu XeHIHT

Cb0BH HapylLIeHHS Penku JauepBsiBaHe

r

CrobluaBaHe Ha MOAO3MPAHH HEXKETaHU PeaKIIHH

Cr0o61AaBaHETO HA MOJO3UPAHM HEXKENaHH peakLMK CJiel pa3peliaBaHe 3a ynorpeda Ha 1eKapcTBCHHA
NpoAYKT e BaxkHo. ToBa mo3sosisBa 4a NPOAB/IDKA HaOMIIOACHHETO HAa ChOTHOLICHUETO NOJ3a/PHCK 33
NeKapcTBEHMS MPoAYKT. OT MEAHLIMHCKUTE CTILMATHCTH CE M3HCKBA J1a ChoOLaBaT BCAKA M0103Hpana
HeXKeJlaHa peakuus 4pes:

U3mbiHuTenHa areHums 1o Jiekapereara

yn. ,,Jlamsan ['pyeB” Ne 8

1303 Codwus

bwirapus

Ten.: +359 2 8903417

yeOcaiiT: www.bda.bg

4.9 Ilpenoaspane

Axnred e npeaHa3HAueH CaMo 3a NpUiaraHe BpXy KoXKaTa BeHDbXK JHEBHO.

[IpekOMepHOTO MPHAAraHe Ha JIEKapCTBOTO HAMA Aa AOBEIE 0 NMo-0bp3u Wi no-100pH pesynTaTH M
MOXKE [ia BE3HHKHE 3a4EPBABAHE, JIIOIIEHE HIIH KOXeH AHckoMmpopT. B 1034 ciyuait € HeoOX0aMMo aa
ce nmpeycTaHoBM ynoTpebaTa H Ja ce H3daKa Bb3CTAHOBABAHETO HA KOXKaTa.

[Mpy cayuaiido mornbiiaHe € HeoOXoAMMO Ja Ce B3eMaT MOAXOAAWHM CUMITTOMATHYHH MEPKH.

XpOHUYHOTO MOTMTBILAHE HA JIEKAPCTBOTO MOXE Ja IOBEAE A0 ChiIHWTE CTPAHUYHH e)eKTH KaTo Te3H,
CBBP3aHH C NPEKOMEPEH NEPOPasIeH MPHEM Ha BHTAMHH A.

5. ®APMAKOJIOTHYHY CBOUCTBA
5.1 <dapMmakoIRRAMHYAH CBOficTBa

dapmakoTrepaneBTHUHA Mpyna: PeTHHOUAH 32 JIOKAITHO NMPUIJIOKEHHE NPH aKHE,

MexaHu3bsM Ha JCHCTBUE




Kpem Axined chabpika 50 mukporpama (mcg/g) (w/w) TprdapoTeH, KOKTO € XHMUYECKH CTaOHIHO
NpOH3BOAHO HA TepdeHHIOBA KMCENMMHA C AKTHBHOCT, moacoGHa Ha peruHouadte. To# € MolleH
RARY aroHHCT (Y arOHMCT Ha peLenTopa Ha peTHHOEBA KHCE/IHHA), XapaKTePH3UPALL Ce C BHCOKATa CH
crieuuduyHOCT KbM TO3u peuerrop B cpasueHHe ¢ RAR, u RARp (cwotBetHo 50 u 8 mbTH, Oe3
petiHouaeH X peuentopHa (RXR) aeitHocT).

OcBeH TOBa, TPH(PapOTEH MOAYIUpA PETHHOUAHWTE NPHLIEIHH FeHH (IM(pepeHLIHALINA ¥ Bb3NATUTEIHH
MPoLlecH) B 0€3CMBPTHATE KEPATHHOLMTH H PEKOHCTPYHPaH €NHACPMHUC.

dapmMaxoIHHAMHYHH edekTH

MNpu Rhino-mouse model TpudaporeH AEMOHCTpHpa H3paseHa KOMEAOJIMTHYHA AKTHBHOCT <
NOHWXaBaHe Ha HPos Ha KOMEAOHHMTE H 3HAYMTETHO NMOBUILEHA SMUAEpMaHa ITLTHOCT. B To3n Mozen
TpudapoTeH BOAH JO CHUIHA KOMEAONUTHYEH eBEKT KaTo APYTHTE H3BECTHH PETHHOWAH, TPH okoo 10
TbTH MO-HUCKA 1034,

TpudapoTeH noxa3pa H NPOTHBOBBIMANMTENHO H ACITMTMEHTHPAINO ACHCTBHE.

KnuHuuHa E@HK&CHGCT U 6e30nMacHOCT

Axnmed kpeM, NpwiaraH BeAAHbK JHEBHO Beuep, € OUEHABaH B NpoAb/DKeHHe Ha 12 ceAMHLH B 2
PaHAOMHM3HPaHW, MHOTOLIEHTPOBH, HapaneIHO-TPYIIOBH, ABOHHO-CJIENH, BEXHKYJIHO-KOHTPOJIHPAaHH
NpOYYBAHHA ¢ WACHTHYEH Au3aiin. Te ca nposeaeHd npu obwo 2 420 nauMeHTH Ha BL3pacT Han 9
rolMHH ¢ aKHe B YMEpEHa (popMa Mo JHUETO H TANIOTO.

TexecTra Ha aKHE € OLEHEHa MO S5-TOYKOBaTa cKajia OT rnobanHaTa OlIEHKa Ha M3CNenNoBaTens
(Investigator’s Global Assessment, IGA) 3a nuuero U rnobanHara oueHka Ha nekapa (Physician’s
Global Assessment, PGA) 3a tanoro, npu yMepeHa ¢opMa Ha aKHe BYJITapHcC, ONpeaesieHa KaTo OLEHKa
3-Ta cTeneH — ymepeHa (Bxk. Tabnuua 2).

Tab6arna 2 Cxaan Ha raofaanara ONeHKA HA H3C/Ie0BaTE/IA B IVIO0ATHATA ONCHKA HA JieKaps

Yucra koka 0e3 Bb3MaJIHTEHU WU HEBBL3NAIHTEIHHU IE3UH.

Hsxonko pa3npbCHaATH KOMEAOHHK H HAKOJIKO MANKH Namyiu.

Jlexa ¢opma JlecHO pasnmo3HaBaeMa; 3acerHaTa € ro-Majko OT MoJIOBHHATA MOBBPXHOCT.
Hsaxonko koMeaoHa H HAKONKO Nanyian ¥ NyCTYIIH.

YMepeHa ¢opMa | 3acara Hag NONOBHHATA MOBBPXHOCT. MHOXKECTBO KOMENOHM, MAITYJIH H
nmycTynu. Moske ia HMa €AHH Bb3e.

Texka dpopma 3acsra uanara nmopbpXHOCT. [[oOKpHTa ¢ KOMEAOHH, MHOXXECTBO NMAMYJIH H
nycTyJau. Moxe na uMa HAKOJIKO Bb3ena.

OnpegeneHyn ca TpY HIASHTHYHH CBHITBTCTBAINM KpaHHH TOYKH 3a €(PHKACHOCT M B ABETE OCHOBHH
npoy4saHMsa 1) MPOLEHTHT Ha ycrnex Bb3 ocHoBa Ha pesyntatute oT IGA v PGA (mpoueHr ot
NALMEHTUTE C ,,.YHUCTA W ,TOYTH YUCTA* KOXKa H C NMOHE 2-CTENEeHHA NMPOMAHA OT M3XOJHOTO HHBO) H
abCOJIIOTHA M MPOLIEHTHA MPOMSAHA OT M3XOAHOTO HHBO MPHU 2) BB3NAIUTEIHH U 3) HEBB3MAIUTEHH
Je34H Ha | 2-Ta ceqMHLa.

Kato usano 87% ot nauneHTHTe ca 6unm ot Oanarta paca, a 55% ca 6unu xkeHu. TpuaeceT B YETHPH
(1,4%) naupenTH ca 6unu Ha BB3pacT oT 9 Ao 11 rogunu, 1 128 (47%) naunenTH ca ’-/ 4 B3P

or 12 no 17 ronunn, a 1 258 (52%) naumeHTH ca 6unu Ha ¥ Haj | 8 roanHH. BecHUKH D4
aKHe BYJITapHC B yMepeHa ¢opma no nuuero U 99% no tanero. Ha u3xoauoro ipps
uManu Mexay 7 u 200 (cpeaHo 36) pb3NanUTENHH J€3UH [0 AULETO U Mexay 0
anoro. OcseH ToBa, naudeHTHTE ca Manu 21 o 305 (cpeaHo 52) HEBB3NAIHTE
u 0 no 260 (cpearo 46) no TANOTO.



IMpoueHTHTE Ha ycnex Bb3 ocHoBa Ha pesyaTtarute oT IGA u PGA, cpeanara abcosioTHa CTOHHOCT H
NPOLEHTHOTO HAMAJIEHHE Ha Opos Ha JIE3MHTE Ha AKHE OT H3XOJHOTO HHBO ciiell 12-CeIMHHO JICUCHHE

ca NpeACTaBeHH B CIEAHUTE Tabnuiy:

Taénana 2 IogoGpabane na axuero no Jruero B IGA n npomana B Gpost Ha Jie3nnTe Ha 12-Ta
ceamuna (intent-to-treat nonyJIanAs; MHOXKECTBEHA HMIYTANHA)

ITLbpBHYHRE KpaiiHAE TOYKH 3a

OueHKa Ha ePHKACHOCTTA rl'[pqunaﬂe 182.51 ITpoyusane 18252
AKJIMUED Bexukymym AKITUED xpem Bexukynym
KpeMm KpeEM KpeM
N=612 N=3596 | N=602 N=610

IlpouenT Ha ycnex cnopen IGA (%)

(Ilone 2-creneEHo NoAOOpeHHE H

IGA 3a ,,ancra* (0) nam ,,OYTH 29,4 19,5 42,3 25,7

gacTa® Koxka (1)) _ _ _

[lpoueHTHa painuka OT Bexukyayma|9,8 (4,8;148)p| 16,6 (11,3;22.0) |

(95% CD) < 0,001 p < 0,001

BL3na HTEIHH JIe3HH

Cpeana abco0THA NPOMSAHA OT H3X0AHOTO HABO

CpeaHa CTOMHOCT Ha HaH-MalnKuTe

KBa/jpaTH (LS) (Cranaaptno | -19,0 (0,50) -15,4 (0,51) [ -24,2 (0,51) -18,7 (0,51)

oTKJIoOHeHuUe [SE .

Paznuka Ha cpenHara cTOHHOCT Ha LS | -3,6 (-4,9; -2,2) . -3,6 (-6,9;-4,3) |

oT BexHKyJIyMa (95% Cl) |p < 0,001 p < 0,001

Cpenna nponeHTHA NPOMAHA OT H3X0AHOTO HUBO (7o)

Cpenna (SE) 157052 (193064 [12005) |
-54.4 -66,2

CpenHa npoueHtHa npomsHa or|p < 0,001| 44.8 p < 0001 519

U3XOIHOTO HUBO CRDAMO ’ CHPAMO "'
GEXUKYTYMA BEXUKYAYMA

HeBbL3NAJHTECIHNA JIE3HHA

Cpeana a6co/110THA NPOMSIHA OT H3X0JHOTO HHBO

Cpeasa CTOHHOCT Ha Hal-MaJKHTE

KBaApaTH (LS) (Cranpaptho | -25,0 (0,87) -17,9 (0,87) | -30,1 (0,71) -21,6 (0,71)

oTKnoHeHHe [SE]) |

Paznuka Ha cpeaHara crodHoct Ha LS |-7,1 (-9,4; -4,8) | -8,5 (-10.3; -6,6)

oT Bexukyna (95% CI) p < 0,001 p < 0,001 ]

Cpensa nponesTHA NPOMSHA OT H3XO0AHOTO HHBO (%)

CpenHa (SE) 28,0 (1,08) 34,5 (1,22) 20,6 (0,71) 28,9 (0,97)

[-49,7 1-57,7

CpenHa mnpoueHTHa TnmpoMsHa otr|p < 0,00/ 35.7 p < 0001 439

H3XOQHOTO HUBO CHRPAMO ' CNPSAMO i
BEXUKYAYMA 6eXUKyIyMd




Tatauna 3 Mogo6penne na axnero no Tanore B PGA u npomana s 6pos Ha JesunTe Ha 12-Ta
ceqmuna (intent-to-treat nonyaanug 3a AKHE M0 TAJI0TO; MHOKECTBEHA HMIIYTALHHA)

-

[TenyaTrpyuHa nonyJaaLus

Bropaunn KpaHHH TOUKH IIpoyusane 18251 IIpoyusane 18252
AKJIME®D Bexukynym | AKJIUED Bexnkynym
KpeM KpeM KpeM KpeM
N=600 N=585  |N=598 | N=609
IlponenT Ha ycnex cnopex PGA (%)
(Ilowe 2-cTemeHHO noAoOpenHe H
PGA 3a ,udcra® (0) uan ,,nouTm 39,7 25,0 42,6 29,9
ancTa koxka (1)) |
[MpoueHTHa pasauka ot Bexukynyma | 10,7 (5,4; 16,1) 12.7 (7.2, 18.2)
(95% CI) < 0,001 ] p < 0,001 ]
BL3naATEe/IHA JI€3HHA
Cpeana aGcomoTHA NPOMAHA OT H3IXOAHOTO HHBO
CpeaHa cTOMHOCT Ha HaH-MaJIKHTE
KBaJpaTH (LS) (CranpaprHo | -21,4 (0,54) -18.8 (0.55)|-25,5 (0,59) -19.8 (0,58)
oTKIoOHeHHe [SE _
Pasnuka Ha cpenHara croiisoct #a LS | -2,5 (-4,0; -1,1) -5,7(-7,2; -4,2)
| ot Bexukyna (95% CI) < 0,001 ] p < 0.00] ]
Cpeana npoleHTHA NPOMAHA OT H3XO0AROTO HABO (%)
CpenHa (SE) 15,9 (0,60) 17,9 (0,64) | 13,5 (0,57) 18,8 (0,71)
-57,4 -65,4
Cpeasa npoueHtHa nmnpoMsHa ot|p < 0001 50.0 p < 0001 511
U3XOAHOTO HHUBO CHPAMO ’ CNRPAMO ’
BEXUKYIYMA gexuxyayma
HeBn3nanuTe I HH J1€3HH
Cpenna abconoTaa npoMAHA OT H3XOAHOTO HHBO
CpeaHa CTOHHOCT HA Hal-MaNKUTE
KBaJApaTH (LS) (CraupaptHo | -21,9 (0,93) -17,8 (0,94) | -25,9 (0,67) -20,8 (0,66)
oTkioHenHe [SE)) | _
Pasznuka na cpeanata croitHoct Ha LS | -4,1 (-6,6; -1,7) -5.0 (-6,8, -3,3)
ot Bexukynyma (95% CI) = 0,001 ] p < 0,001 ]
CpeaHa NnponenATHA NPOMAHA OT H3X0AHOTO HEBO (%)
Cpenxa (SE) 24,5 (1.01) 29,4 (1,17) 20,5 (0,78) 24,5 (0,77)
-49,1 -55,2
CpenHa TmpoueHTHa TmipoMsHa ot(p < 0001 40.3 p < 0001 451
H3XOAHOTO HUBO CNPAMO ’ CHPAMO ’
BEXUKYIIYMA BeXUKYAYMA

Bn3pacrosa rpyna ot 9 ao 11 roaunu: BB ¢a3za 3 Ha npoyusaHusaTa ca sKNOYeHH camo 34 neua ot
Ta3y Bb3pacToBa rpyna — 19 ot Tax B npoyusaHe 18251 m 15 neua B npoyusane 18252. B Tasu
BL3paCTOBa Ipyna OpoAT Ha nailMeHTHTE € 6u1 HHCBK W HE € MMano Bb3MOXKHOCT [1a CC MOKaxKe
e(pUKaCHOCT. ~

Bn3pactopa rpyna ot 12 mno 17 roausu: Bee ¢aza 3 Ha npoyyBaHHMATA €a BKIIIO
Bb3pacT oT 12 mo 17 roannu ¢ yMepeHa gopma Ha akHe BYJIrapuc: 573 oT X
555 neua B npoyuBane 18252,




[IpoueHTHTE Ha ycnex Bb3 ocHoBa Ha pesynrtarute oT IGA u PGA, cpeanara abCoOIIOTHA CTORHOCT H
[IPOLIEHTHOTO HaMANIABaHE Ha GpOsA Ha JIE3UKTE Ha aKHE OT H3XOAHOTO HUBO Ciiel 1 2-CEeMMHHO JieueHu e
ca NpeACTABEHU B ClieAHHTE TabIHLIK:

Ta6numa 5 oao6penne na akuero no aunero B IGA H npomana B 6pos Ha Jesnnre Ha 12-Ta
ceIMHNA NpH DAaNHeHTH Ha Bn3pact oT 12 ao 17 roauusm (intent-to-treat momyJanus;
MHOKECTBEHA HMIYTAIIHA)

Mupeaiun  kpaiRE TOUKH 38| ,wupane 18251 Ipoyusane 18252
ONEHKA HA ¢PHKACHOCTTA |
| AKJTHE® kpem |BexukynyM | AKJIME® kpem | BexukyayM
KpeM KpeM
(n=304) (n=269) (n=267) (n=288)

Ilponenr Ha ycmex cmopea 1GA
(%)
Ilone 2-crenenHo noxodpenme H | 25,6 14,7 35,8 20,4
IGA ,uucra“ (0) nmam ,NOYTH
qHCcTA* Koxa (1)
[pouentHa pa3nuxa Ha wecrorata| 10,9 (4,3; 17,6) 15,4 (7,9; 23,0)
|Ha YCTIEX OT BeXHKyJyMa (95% Cl) < 0,001 ) |p < 0,001 ]
BoinandTeann Ae3HH
Cpeana abcomoTHa nmpomsHa oT|-18,7 -14,8 -24.0 -18,7
H3X0JHOTO HABO
Cpenna paznmnka OT BexuKyiayma|-3,8 (-6,5;-1,2) -5,3 (-8,1; -2,6)
(95% CI) p < 0,001 ] p < 0,001 ]
HeBn3naHTE1HH JIE3HA
Cpeana abGcosoTHa npomMsiHA OT |-26,5 -16,8 -33.8 -22.8
H3XOJHOTO HHBO
Cpeana paznuka oT Bexukymymal-9.,6 (-13.8; -5,4) -11,0(-15,2; -6,8)
(95% CI) p < 0,001 ) p < 0,001 ]

Ta6auna 6 Mogo6penne na axneTo no Tan0Te B PGA n npomsna B Opos Ha Jiesuute Ha 12-Ta
ceAMHIIA IPA NANHEHTH Ba Bb3pacrt ot 12 o 17 roannn (intent-to-treat nomyJIanus 3a aKHe N0

TRJIOTO) MHOKECTBEHA HMIYTAUHE )

FBTI]EII'IIEIII KpalHH TOYKH IIpoyusane 18251 Ilpoyusane 182352
AKJIIME® | Bexukynym | AKIIME®D kpem Bexukynym
KpeM KpeMm | KpeMm
(n=302) (n=269) (n=267) (n=288)

IIponent Ha ycnex cnopea PGA (%)

Ilone 2-cremenno mnopobGpenne H

PGA ,uncra* (0) ®IR ,nournm 31.8 21,0 38,7 25,8

| uncTa® KokKa (1) | i

Q .

(95% CI) IlpouentHa paznuka Ha|l10,8 (3,5 12,9 (5.,0; 20,8)

yecTOTaTa Ha ycnex OT BexuKynyma| 18,1) - < 0.00]

(95% CI) < 0,001 p=%

BL3naJIATE/THH JIE3HA

Cpeana abGconoTna upomsama or|-21.4 -18,0 -25,4

H3XO0AHOTO HABO

10




BropuuHH KpaldHH TOYKH | IIpoyusane 18251 [Ipoyusane 18252
AKJIUE® |Bexukyaym | AKJIME® kpem Bexukynym
KpeMm KpeM _ KpeM
(n=302) (n=269) (n=267) (n=288)
I o/ | _ .|
Cpenna pa3znuka OT BeXukynayMa (95% | -3,4 (-6,3; 6.2(-9.2;-3.3)
D 0:) ) p < 0,001 '
p <0001 ’
Hepb3naHTe/IHH JIE3HH
Cpeana abGcomorHa npomsma or|-22,2 -17,2 -25,7 -20,1
H3X0AHOTO HHBO J
n - - -
CpeaHa paznuka oT BexukyiayMa (95% | -5,0 (-9,1; 5,7 (-9,1; -2,2)
CI) 0,8) - p < 0,001 -
p <0001 ’

Abarocpovna epuKacHOCT

B IIpoyuBane 3, ¢JHOTOQMILIHO OTKPHTO NPOYUBAHE 32 OLIEHKA Ha 6e30macHOCTTa NpH 453 NalMeHTH
Ha BB3PAcT HaA 9 FOAHHH C YMEPEHO aKHE BYJIrApUC MO JIKWLIETO H TAJIOTO, KpeM AKITHe( NeMOHCTpHpa
KJIHHHYHO 3Ha4YMMO noaobpeHue ¢ no-eucoka ycnepaeMocT cnopel IGA # PGA, ¢bOTBETHO!

- 26,6% na Bu3uTtaTa Ha Cenmuua 12 1o 65,1% Ha Bu3uTaTra Ha Ceamuua 52 3a THLETO H

- 38,6% nipu nocetieHre Ha ceamuua 12 a0 66,9% npu noceleHne Ha CeaMHULA 52 3a TIOTO.

YcnesaemocTtra criope IGA u PGA npu eanH W cblll MAUMEHT, ce € nosuitiuna ot 22,0% Ha Ceamuua
12 no 57,9% Ha Ceamuna 52.

IpoyuBanmeTro START

B npoyuBanero START e uzcneasan edekThT BbpXy 6ene3mre OT akHe Ha AKNHe(] KpeMm IpH eyeHue
Ha akHe synrapHc. [Ipoyusaneto START e MyATHUEHTPOBO, PaHAOMH3HPAHO, ABOHHO-CIAMO,
BEXMKYJIHO-KOHTPONHPAHO MPOYUYBaHE C HHTPa HHAHBH/YANHO CPaBHEHKHE (AACHA MOJIOBHHA HA JIULIETO
CIIPAMO JIABA MOJIOBYHA HA JIMLIETO), oleHABawo 6pos Ha aTpodruHu benesu 3a 24-ceAMUUHO NeUeHHe.
[Tpoyuranero START ce ¢hCTOM OCHOBHO OT MALMEHTH C YMEPEHO aKHE Ha H3XOAHOTO HHBO (Haa 90
% nauneHTuTe ¢ IGA oueHka 3). 121 nauMeHTH, BKIIOUEHH B MPOYYBAHETO UMAT aTpodHYHH Oenesu
OT aKHE C MpeJMMHO JieKa U YMepeHa TeXecT, OLEHEHH crniopel riaobannara oueHka 3a Oenesute Ha
wicnenosarens (Investigator Scar Global Assessment) Ha fBETe NOJIOBHHH HA JINLIETO.

CpenHaTta 8b3pacT 3a BCHYKH MaLMeHTd € 22 roAdHH (MMHAMYM 17 roaHMHH, MAKCHMYM 34 rOOHHHK).
Mo-ronsMata 4acT ot yyactTHHuMTe (102 [84,3%]) ca ew3pacTHu (=18 roaunu), xexu (88 [72,7%]),
6enu (97 [80,2%) ¥ HeHcnaHOTOBOPALLK UK JaTHHOaMepHKaHUM (95 [78,5%]).

[TepBHuHaTa KpadiHa TOYKA 33 OLEHKA Ha e(pUKACHOCTTA € abCoMOTHATA MPOMSIHA CIPAMO U3XOJHOTO
HHBO B 061 6poii arpoduuHu Genesr OT aKHe Ha NMOJOBUH NHLE Ha ceaMuua 24. O6imsT Opoid Ha
aTpodHuHM GeNe3n OT aKHe 3HAYMTE/IHO HaMmanaBa ¢ AKIWed B CpaBHEHHE C BEXHKYJyMa (BHXKTe
tabnuua 7).

Ta6auna 7: IIpomsana cnpsaMo H3XO0AHOTO HEHBO B o0mus Gpo# arpodpuyunu Gesie3nm OT aKHe Ha
ceAMANA 24 upe3 HMOYTHPaHE HA JIHNCBAINIA JAAHHH “Ipe3 MHOXECTBEHA HMNYTANHH IpH
AONYCKAHE HA JIANCA HA cayvaeH npuAnAN (intent-to-treat nonmynanns)

Akaned (n=121) XBKYJyMm (n=121) Pazuka B Aeuennero (n=121)
penen Gpoii |[Cpeana peaeHn Opo (Cpeasa peano 3%
ele3n HA  [IPOMSAHA OT [OeJie3H Ha poMsaHAa OT [CTAHAAPTHO
3XOAHOTO  [H3XOAHOTO 3X0AHOTO 3X0AHOTO TKJIOHEHHE HA
HBO [HHBO HBO HBO A3JTHKATA NPH
poMSAHA
npsaMo
3XOAHOTO
HBO
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11,4 l-5,9 11,6 |-2,7 13,2 (0,60) I-4,4, 2,0 <0,0001

JlecKpHITTHBHATA CTATHCTHKA MOKa3Ba, 4e TPH(PApOTEH HMMa M0-400pH YMCICHW pe3ysTaTH IpH
atpoduunH Genesu ¢ pazmep 2-4 mm B cpaBHEHHE ¢ >4 mm.

5.2 PapMaAKOKHHETHY1HH CBOHCTBA

Abcopbiius

A6copbumsaTa Ha TpudapoTeH OT Kpem AisiHed € OUECHEHA NPH BBL3PACTHU U NEAHATPHYHU NAUMECHTH
(10-17 roaunu) ¢ akHe synrapuc. [TauMeHTHTe ca NeKyBaHH BEAHBK AHEBHO B NPOAB/DKEHHE Ha 30 AHK
¢ kpeMm Axnued 2 rpamMa JHEBHO, HAHECEHH BBPXY JIHLIETO, PAMEHETE, MbpAHTE M FOPHATa YacT Ha rppba.
Kato usno, HHBAaTa HAa CHCTEMHA €KCMO3ULHA ¢a HHCKH M CXOAHH MEXKAY Bb3PACTHHUTE MALMEHTH W
neaHaTpHYHaTa NOMynaLus.

Crnienq 4-ceIMHYHO JIGUCHHE, CEAEM OT HEBETHAACCET BB3PACTHH NALHEHTH, Ca MMAJIH KOJIMYECTBEHO
U3MEPHMH IUIa3MEHH HHUBA Ha TpUdapoTeH. Cnax € BapHpana OT NOJ IFPaHHLATA HA KOJNHYECTBEHO
onpeaesare (LOQ < 5 pg/ml) g0 10 pg/ml, a AUC ro-24n € BapHpana ot 75 ao 104 pg.hr/ml.

TpuMa OT ceaeMHajeceTTe neaHaTpU4HH naudeHtd (18%), ca WManH KONHYECTBCHO H3MEpHMA
cHCTeMHa ekcnosuuma. Cnax € Bapvpasa OT NOA rpaHydLlaTa HA KonuyecTBeHo onpeaensane (LOQ < 5
pg/ml) no 9 pg/ml, a AUC R0-24hR e Bapupana ot 89 no 106 pg.hr/ml.

CraluHOHapHH CHCTOSHHA Ca MOCTHFHATH KAaKTO MPH Bb3PACTHH, Taka W NPH NEAKATPHYHH NMAUHECHTH
cnen 2-CeAMUYHO AOKANHO NpunoxeHne. He ce ovakBa HaTpynBaHe Ha JIEKAPCTBO MPH NMPOABJDKUTENHA
ynorpeba.

Pasznpeacnesue

TpudapoTeH MPOHKKBA B KOXKATA C EKCIMOHEHLIMANHO pasnpeaeneHne OT pOroBus CNOH 10 enuaepMuca
U epMara.

[IpoyuBaHe in vitro nokaspa, 4e TpudapoTeH ce cBbp3sa ¢ Haa 99,9% or nnasmenuTe npotenHu. He ce
HabNoAaBa 3HAYMMO CBbP3BaHe Ha TpUdapOTEH C EPHUTPOLIUTHUTE.

buorpaHchopMallnsg

In vitro npoyuBaHHs, H3MOJI3BALLM YOBELIKY YEPHOAPOOHH MHMKPO3OMH H PEKOMOMHAHTHM €H3UMH
CYP450, noka3ear, ue TpudaporeH ce merabonusupa npeaumHo ot CYP2C9, CYP3A4, CYP2C8 u B
no-Masika creneH ot CYP2B6.

dapMakOKMHETHYEH NOTEHIWAJ 33 JIEKAPCTBEHH B3aUMOACHCTBUA

In vitro npoy4yBaHus MOKa3Bar, 4e Axknued KpeM B CHCTEMHO NOCTHIHATH KOHLEHTPALMK CJICI JIOKATHO
npunoxeHe He HHXHGupa CYP450 nzoensumure CYP1A2, 2B6, 2C8, 2C9, 2C19, 2D6 u 3A4 u He
nuayurpa CYP1A2, 2B6 unu 3A4.

In vitro npoy4YBaHHA NMOKA3BaT, Y& AKnued KpeM B CHCTEMHO NOCTHTHATH KOHUCHTPALMH CJIE[ JTIOKATHO
npuaoxeHue, He HHXKHOHUpa Tpancnoprepure 3a normeuwiaie MATE, OATP, OAT wnun eduykcHure
tpaHcnioprepy OCT unu BCRP, PgP, BSEP unu MPR.

53 IlpegxnBEAYHA JaHAR 32 0€30NACHOCT

3abenexkKa: MHOrOKPaTHHTE H3YMCIICHHA HA CHCTEMHATa €KCMNO3ULIHA NPH XKHUBO
cpaBHEeHMATA Ha roiiita noa kpuBata (Area Under the Curve, AUC) 3a siokanHa o
OT 2 g NpH X0opa, NPUIaraHa BEAHbX AHEBHO.,
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HexkTHHHYHHTE NaHHH He nNOoKa3ear oco0eH pHCK 3a Xopa Ha ©Oa3aTa Ha KOHBEHLHOHAJTHHTE
(hapMakoJIOrHYHI NPOYUBaHHA 3a O€30NACHOCT, NMPOYUYBAHHMA 32 TOKCHYHOCT MPH MHOTOKPATHO
nepopanHo NPUIOKEHHE, FCHOTOKCHYHOCT WK KAHIICPOr€HeH NOTeHIHa.

B npoyuBaHHATA 32 TOKCUYHOCT MPH NOBTAPALIM C€ JEPMANTHH 03K NPH MUHH TpaceTa 3a NepHoa 110
O Meceila, CHCTEMHATa EKCMO3HLMSA Ha TpHGAPOTEH € MHOrO HMCKa, OOMKHOBEHO MO/ rpaHHLATa 3a
Kona4YecTBeHo onpeacndHe. He ca HaGmiogaBaHW CHCTEMHH €(QexTH U €IMHCTBEHaTa 3Ha4MMa
KOHCTATALIMA C€ OTHACA 10 00paTUMO KOXKHO Jpa3HEHE HA MECTaTa Ha MPHIIOJKEeHHE.

B npoyuBaHms 32 OLEHKA HA PENPOAYKLUMATA NPH )KMBOTHH, NEPOPATHOTO NPUIIOKEHHE Ha TpH(apOTeH
[pu GpeMEHHH TLUTHXOBE U 3aiLiM 110 BpeMe Ha OPraHOTCHE3aTa € TEPATOr€HHO H eMOPHOTOKCHYHO Nipy
excriosuiu (AUC), xonto ca 1 614 a0 18 245 meru u 800 1o 4 622 nbTH TE3M, HADMIOaBaHK TIPH
X0pa, NP MaKCHMalHA MpenopbuuTeNnHa a03a 3a xopa (Maximum Recommended Human Dose,
MRHD) ot 2 g.

TpudaporeH He € TepaTOreHeH NpH IUIBXOBE MU 3aHIM NMPH CHCTEMHH €KCMO3HLUWH, CbOTBETCTBALIH
CHOTBETHO Ha 534 u 98 nmbTH Te3u, HabnoAaBaHU MPH XOpa.

TpudaporeH Hama edexT BbPXY MPEHATANHOTO W MOCTHATAJHOTO Pa3BMTHE MpPH MbXOBE, N0 HaM-
BHCOKHTE [EPOPATTHH J03H, KOWTO CHLOTBETCTBAT Ha CUCTeMHHUTE eKcnosuuyu (AUC) 595 no 1 877 mbTH
no-BHCOKH OT T€3M, HabMoJaBaHH NPH Xopa.

Tpudaporen He nokassa HeOAArONPHATHH edekTH BLpPXy QepTunvreTa NMPU MILXOBE, KOrato ce
pMiara nepopanHo NMpH ekcrno3uumsa oT nprbnusurento 1 754 (Mbxku rbxose) U 1 877 (keHCKH
NbLXOBE) MBTH A03aTa OT 2 g NpH xopa. BunpekHu ToBa, cnea nepopasHoO NMPHIOKEHWe NMPH Ky4eTa,
OezeHepayuama Ha 3apooutHy Kiemxy ¢ NUKHOTHUHH/ anoONMTOTHYHH 3apPOAHIIHH KIETKH € O4EBHAHA
NpH Haii-HUCKATa TecTBaHa Ao3a or 0,2 mg/kg NHEBHO, CHOTBETCTBALIA HA CHCTEMHA eKerno3uuus 1 170
METH MO-BUCOKA OT Ta3H, HaOnoAaBaHa npy xopa. BCHYKM XXUBOTHH € Ta3H HaxoJAKa MOKa3BaT ChLU0 U
xunocnepmamozene3d u omiomMxu 6 enuoudumuoume. Te3d pe3ynTaTd HE €€ BL3CTAHOBABAT HAITHIIHO
cnea 8 ceAMHLM, KOETO MOKA3Ba MPOIL/DKHTENEH U BEPOSTHO XpoHuueH edekT. Toil kaTo Te3un edexTH
ca oTOeNIA3aHH M MPH HAK -HUCKATAa M3MHUTBaHA 1033, 3HAUMMOCTTA Ha KOHCTAaTallMHTE NPH MO-HUCKH
JO3HM HE € YCTAaHOBEHA.

[lepopaiiui npoy4BaHHs NpPH [UTBXOBE TOKA3BaT, Y€ TPUGAPOTEH W/HIH CPOAHM METAOONUTH Ce
EKCKpEeTHpaT B MAHYHHOTO MITSKO.

6. GPAPMANEBTUYHHU TAHHH
6.1 Chouchk A IOMOIIHHTE BEeIIECTBA

ANaHTOMH
Cumynren 600 PHA (cbnonumep Ha akpunaMu Y HATPHUEB aKPHIOHIAUMETHITAYPAT, H30XCKCAJeKaH,
nonucopbar 80, copburaH onear)
Llnki1oMeTHKOH

ETaHon

(DEHOKCHETAHON
[Tponunesrnnkon (E1520)
CpeaHOBEPHKHH TPUTITHLEPUIH
[IpeuncreHa Boaa

6.2 HecbBMECTHMOCTH
Henpunoxxumo

6.3 Cpok nHaroasocr
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2 FONHHH
Cnen mppBO OTBapAHE: 0 6 MeceLa.

6.4 Chnennajns ycliOBHS HA ChXpaHEnHE
To3u nekapcTBeH MPOLYKT HE H3KUCKBA CIIELHAIHH YCJIOBHA HA ChbXPaHEHHE
6.5 BHIH cLIbpPKAHHE HA ONAKOBKATA

[Ty6a]
[S g]

bana namunupana ty6a or LDPE/AI/HDPE ¢ amymuHueBa meMbpaHa, 3aTBopeHa ¢ Dana kanauka ot
PP.

Bunose onakoBku: | Tyba ot 5 g;

[MHOrogo3osa 0NaKkoBKa ¢ XepMETHYECKH 3ATBOPEHA MOMNA]
[15 g; 30 g; 75 gl

bsana 6yTunka ot PP, xepMerHuecku 3aTeopeHa ¢ 6ana nomna ot HDPE u 6ana kanauka ot PP.
Bunose onakosku: 1 6ytunka or 15 g, 30 g unu 75 g.

He BcHUKH BHOOBE OMakoBKH Morat fa ObAaT MyCHAaTH Ha nasapa.

6.6 ChnenHalIHA ONpeANA3ZHA MEPKH NPH H3XBLPJAAHE H paboTa

Heuwsnon3saHUAT NeKapcTBEH NMPOAYKT WIM OTNAXBYHHTE MaTepUaIK OT HEro TpabBa fa ¢e M3IXBbPAAT
B ChOTBETCTBHE C MECTHUTE H3NCKBAaHHA.

7. TIPUTEXATEJI HA PAZPEHIEHHUETO 3A YIIOTPEBA

Galderma International
Tour Europlaza, 20 avenue André Prothin — La Défense 4

La Défense Cedex 92927

PDpaHUuA

8. HOMEP(A) HA PAZPEIIEHHUETO 3A YIIOTPEBA

Per. Ne 20220007

9. JTATA HA ITBPBO PA3ZPEIIABAHETIOJHOBABAHE HA PA3SPEIIEHHETO 3A
YIIOTPEBA

HaTta Ha mepBO paspewaBane: 04.01.2022

HaTta Ha nocaeaAHO NOAHOBABAHE:

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA

Centemapu 2024 r.
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