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1. HME HA JIEKAPCTBEHUA ITPOAYKT

Ermpnyo 1 mg/ 25 mg/g ren
Epiduo 1 mg/ 25 mg/g gel

2. KAYECTBEH H KOJIHYECTBEH CbhCTAB

run
iiiiiiiiiiiiiiiiiii
raEg

Ogotperue Ne ., .
| rpam ren cbABLPIKA:
Anpananed (Adapalene) 1 mg (0,1% w/w)

BeH30oWI NepoKCcHA (ChABPKALL BOAA), eKBHBATEHTEH Ha 25 mg (2,5% w/w) 6e3BoacH OeH30MI
nepokcua (anhydrous benzoyl peroxide)

[ loMOLIIHO BELIECTBQ C U3BECTHO JEHCTBHE:
[Tpomunen ramkon (E1520) 40 mg/g (4,0%). Nonucopbar 80 (E433) <4 mg/g.

33 MTLJIHHA CITHCBK HA MOMOLIHUTE BEllleCTBa BWKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

['en.
ban 1o MHOro 6se00 XbJAT HEMPO3IPAYEH Tell.

4. KIMHHYHH JAHHH
4.1 TepaneBTHYHH NOKAIAHHS

JloKanHO KOXHO JieueHHe HA AkHe 6ya12apuc TIPH HalMYME HAa KOMEAOHM, Namnyldd U MyCTyJH (BHX
TO4Ka 5.1).

Ennayo € nokazaH 3a Bb3pacTHH, KOHOLUH H Aela Ha Bb3pacT 9 U noBeyve roauHH.
4.2 [Jo3npoBKa H HAYHH HA NPHIOKEeHHE

Emiayo TpabBa aa ce npunara BEAHDbXK JHEBHO BeYep, BLPXY LAsaTa o0nacT 3acerHarta oT akHe, BbpXy
YHCTA M CyXa KOXKa. TBHBK CJIOH OT rejla c€ HaHacd, ¢ BbPXOBETE€ Ha NPBLCTHTE, KaTo ce H3bArea
obnacTTa Ha OUHUTE U YCTHHUTE (BHXK TOUKa 4.4).

AKO ce MOsABM Apa3HEHe, NMaudeHTHT TpAOBa Oa MONYYH YKa3’aHMA Oa npuilara HEKOMEIOTEHHH
€MOJIMEHTH, A3 W3MOJ3Ba JIEKAPCTBOTO MO-PAOKO (HanpuMmep npe3 ACH), BPEMEHHO HJIM HambJIHO Aa
npexkpaTd ynorpebara My.

[TpoanmkuTEeTHOCTTA Ha JIeUEeHHEeTO TpaAdBa na ce onpenens OT JieKap Bb3 OCHOBA HA KIMWHHYHOTO
ChCTOAHWE. PaHHU MpU3HALUM HA KJIMHUYHO MOAOOPEHHE OOMKHOBEHO ce Habmoaasar cinen 1 go 4
CEAMULH HA JIEHEHKE.

Ieduampuurna nonyrayus
besonacHocTTa M epukacHoOcTTa Ha Ennayo npu aeua Ha Bb3pacT noa @ v noseve roaMH

ca YCTAHOBEHH.

4.3 IIpoTHBONOKA3AHHS

e bpeMeHHOCT (BHXK TOUKa 4.6)
o JKeHH, kOUTO rMNaHUpaT OpeMeHHOCT (BDK TOUYKA 4.6)
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e CBpPBbXUYBCTBHUTETHOCT KbM aKTHBHHTE BELIECTBA HITH KbM HAKOE OT MOMOLIHHTE BEILECTBA,
H30poeHH B TOUKa 6.1

4.4 Crennajss npeIynpexicHHs H NPeANA3HA MepKH NpHA ynoTpebda

Enuayo ren He Tpa6Ba Aa ce HaHacs BbpPXy yBpeACHa KOXKa, TIpH HapyilleHa LIoCT (MopA3BaHHA UNH
OXKYJIBAHMSA ), €K3EMA HA KOXKATa WIIH CITBHYEBO U3rapsaHe.

Enuayo He TpsbBa Ja BiIM3a B KOHTaKT C OuYMTE, ycTaTa, HOCA WM sdrasuumre. [lpu nonanave Ha
NPOAYKT B OKOTO, Aa C€ H3MHE He3abaBHO ¢ ToMNa BoJa.

Tosn nekapcTBeH NPoAYKT cbabpxka 40 mg nponunen raukon (E1520) BbB BCEKH rpam, KOETO €
E€KBHBAJICHTHO Ha 4% w/w.

To3u nekapcTBeH NPORYKT cuAbpxa noaucopbar 80 (E433), kokTo MoXe na NpUYHMHH aN€pPruyHH
PeaKkLMH.

AKO Ce MOSIBY peaKLid, KOSTO [10Ka3Ba YyBCTBUTENIHOCT KbM HSKOS OT ChCTABKHTE Ha QopMysnara,
u3nonsBaHeTo Ha Enuayo tpabsa pa ce npexpari.

[IpekoMepHOTO M3NaraHe Ha CJTLHYCBA CBeTNKHA Wi YB panuauus tpabea ga ce usbsrea.

Enuaoyo He TpsOBa 4a BM3a B KOHTAKT C KAKBUATO H [1a € OLBETEHH MaTepualiv, BKJIIOYUTETHO KOca H
LIBETHH ThKaHU, ThH KaTO TOBa MOXKe Aa AoBeAc A0 H3bensaHe v 0Oe3LBeTABaHE.

4.5 BiauMoaelcTBRE ¢ APYIH JIEKAPCTBEHH NPOAYKTH H ApYrH (pOopMH HA B3AHMOAEHCTBHE
He ca npoBexnaHd npoy4BaHHs 3a B3aHMOIEHCTBUATA.

OT npeaxoleH ONMT ¢ aaanajeH U OEH30WIT MEepOKCHA HE Ca H3BECTHH B3aHMOAEHCTBHA C ApPYrd
NEKAPCTBEHH MPOAYKTH, KOHTO MOraT aa ObJaT U3NON3BaHH BbPXY KOXAaTa €AHOBPEMEHHO ¢ Enmnmyo.
Brrpeku TOBa, Apyru peTHHoUIU, OeH30MN NMEPOKCHA HIIM JICKAPCTBA CbC CXOACH MEXaHHUIBM HA
neiicreue He TpAOBa 1a ce M3NoA3BaT eAHOBpeMeHHO ¢ Enuayo. Ko3aMeTrniHH npoayKTH ¢ U3NIOLIBALIO,
Apa3sHEINo WIH M3CYIIABail0 AeHCTBHE, TPAOBaA Ja ce npUiarar ¢ MOBHIUECHO BHHMAaHME, ThH Kato Te
MOTraT [a A0BEAAT 20 HacJoXeH ApaszHell edekT ¢ Enuayo.

AbcopbumMaTa Ha ajanajleH npe3 4oBelllkaTa KoXa € HHCKa (BHXK TOouka 5.2) W nopagy TOBa
BEPOSTHOCTTA 3a B3aHMOJIEHCTBHE CHC CHCTEMHH JIEKAPCTBEHH MPOAYKTH € MaJIKO BEPOATHA.

ITepKkyTaHHOTO [IPOHHKBAHETO Ha GEH30HJI MEPOKCHUA B KOXKaTa € HUCKO M JIeKapCTBEHaTa CyOCTaHUHA
HaITBLJIHO ce MeTaboau3upa B 6eH30eHa KUCeTHHA, KOoATO OBP30 ce enuMUHHpa. (C1e0BaTENHO € MAJIKO
BEPOATHO Ja BB3HWKHE TMOTEHLHAJHO B3aHMOAEHCTBHE Ha OeH30eHa KHCENHHA CBC CHCTEMHHM

NIEKAPCTBEHH NPOOYKTH.

4.6 PDepTHIHTET, O)peMEHHOCT H KbpMEHE

[lepopanHo mpuIaraHUTE pPeTHHOMOM Ce CBbP3BaT C BPOACHM aHOMalIHHM. KoraTto ¢e M3no/i3mar B
CHOTBETCTBHE ¢ HH(OpPMALIMATA 32 NpeANUCBaHe, OOMKHOBEHO CE NPHEMA, Y€ JIOKANHO MPUIIaraHHTe
PETHHOMAM BOAAT 10 HHCKA CHCTEMHA €KCIIO3ULIMA MOpanH MHHHMAJIHATA TPaHCAEpManHa abcopOuus.
Moxe ofaue na ¥Ma HHAUBMAYAJIHH dakropu (Hanp. yBpelaeHa koxHa Oapuepi.—BpexeMepHa
ynotpeba), KOWTO Ja JOTIPUHACHT 3a MOBULIEHA CHCTEMHA €KCIIO3HLIK.

bpeMeHHOCT
Enuayo € NpoTHBOMNOKa3aH NpH OpEMEHHOCT WK NPH KE€HH, KOHUTO TUIAaHHpAT Ogjalic

4.3).




HamMa AaHHH WM MMa OrpaHMYEHO KOJIMYECTBO AAHHH OT JIOKATHO MPHUIOXKEHHE HA ananajleH NpH
OpeMEeHHH XKeHH.

ITpoy4BaHHs NpH KUBOTHH TOKA3BAT PENPOAYKTHBHA TOKCHYHOCT MPY BUCOKA CHCTEMHA EKCITO3HLIMA
npy nepopajieH npueM (BHX paszaen 5.3).

KIHHHYHUAT OITHT C JIOKAIHO NPUIMKEHHKE Ha ajanancH H 66H301WI NEPOKCHA NO BpeMe Ha OpeMEHHOCT
€ OrpaHUYEH.

AKO TIPOAYKTBT C€ M3MOJI3Ba MO BpeMe Ha GpeMEeHHOCT HJIM aKO NalMeHTKaTa 3adpeMeHee, 10KaTo
pHEMa TOBA JIEKAPCTBO, JieueHHETO TpsaOBa fa Oble npeyCcTaHOBEHO.

KbpMeHe

HsiMa npoBeneHO NpOy4YBaHE, 3acATall0 eKCKPELUMSTAa B KbpPMaTa Ha XKWBOTHH W/IW XOpa Clejl KOXHO
npunoxeHune Ha Enuayo (anananed / OeH301N NEpoOKCKA) red.

He ce ouakBa BL3HMKBaHe HAa e(eKTH IIPH KbPMaueToO, TbH KarTo CHCTEMHATAa EKCMNO3HLHA Ha
KhpMeLLaTa xeHa Ha Enuaoyo e HesHauurenda. Envaoyo Mose a ce M3Mo/3Ba o speMe Ha KbpPMEHe.
3a na ce u3berHe KOHTaKT ¢ KbpMaueTo, NpuiaraHeTo Ha Enuayo sepxy ropauTe TpaOBa 1a ce HidArea,
KOraTo ¢€ M3Mo3Ba Mo BPpEME Ha KbpPMEHE.

PdepruauTeT
He ca npoBexnaHu npoyyBaHus 3a GepTHIMTET NpU xopa ¢ Enugyo ren.

Brrpeku ToBa, HE ca YCTaHOBEHH epeKTH Ha anananeH Wik OeH30Mn NepoKCHI BbpXY (PepTHINTETA
MpH [IHXOBE B pENPOAYKTUBHH MPOYYBaHHA (BHXK TOUKA 5.3).

4.7 EdexTn BLpxy cnocobnocrra 32 modpHpane u pabora ¢ MAIHHH
Emuayo He nosnuaBa criocoOHOCTTA 32 iogHpaHe H paboTta ¢ MalllHHM.

4.8 HexelaHn JeKapCcTBEHH peaknuu

EI']PIII,)’O MOIKE Ja NpCAH3BHKA CIICAHUTC HEXKCIAHH pCAKUHMH HA MACTOTO Ha IMPpHAOYKCHHC.

Crcremo-oprafieH YectoTa

kiaac (MedDRA)

Hexenanun peaknan

C HeusBecTHA YecTOTa (OT OTOK HA KJIEMAYUTE
HAUIHYHUTE JAaHHHU HE MOXe Ja

Onje HanpaseHa oueHka)*

HapyuieHHua Ha ouuTe

HapylueHus Ha
UMYHHATa CHCTEMA

C Hen3BecTHa wecToTa (OT
HaJIMYHUTE JaHHY He MOXKE Ja
ObJe HanpaBeHa olieHKa)*

AHadunakTHYHA peaKLMA

PecnnparopHu, C Heu3BeCTHA 4ecToTa (0T CraraHe B rppjioTo, 3aTPyQHEHO
rPLAHH K HATMMBHTE JaHHU HE MOXKeE a JHIlIaHe

MEIUACTHHAIHH ObAe HanpaBeHa oleHka)*

HApYLIEHUSA

Hapywenus Ha
KOKaTa W NOAKOXKHATa
TbKaH

Yectu (=1/100 no <1/10)

| KoxaTa (nioLek

Cyxa Ko)a, pUTATUBCE

KO2KAT4d, CPUTCM

Heuecru (>1/1000 no <1/100)




CHcTeMO-0pranen YecrToTa Hexeiann peaknun
KJaac (MedDRA)

C Heu3BecTHa udecTOoTa* (OT AJNIEPrHY€H KOHTAKTEH ASPMATHT,
HANUYHUTE JAaHHU HE MOXKE Ja OTOK Ha JTULeTOo, OonKa 1Mo KOKarta
O1ae HanmpaBeHa oleHka)* (cMbagia 0onka), MEXYpH

(BE3UKYJIH), MPOMSHA B LIBETA HA
KOXaTa (XHIIEPIUrMEHTALMA H
AENUrMeHTalus ), YPTHKapHA,
M3rapaHe Ha MACTOTO Ha
npuioxeHue**

* laHHHW OT MOCTMAPKETHHIOBO HAOmOACHUE
**[ToBeueTo OT CiTyuauTe Ha “U3rapsaHe Ha MACTOTO Ha NMPHNOKEHHWE™ ca NMOBbPXHOCTHH H3rapsAHHs, HO

ca CHOOILIEHH H CTyYaH Ha H3rapsHe BTOpa CTeNeH WK TEKKH PEAaKLMH Ha H3rapsHe.

Axo cnen npunaraHe Ha Emuayo ce nofiBM apasHeHe No Ko¥KaTa, MHTEH3UBHOCTTa OOMKHOBEHO € NEKa
WM YMepeHa, C MPH3HAlH K CUMITTOMHM 3a NOKaTHA NOHOCUMOCT (3aYcpBiBaHE, CYXOTa, JIKOLIEHE,
napeHe 1 Oonka Ha koxara (cMbasia 6onKa), AOCTUraud KyJIMHHALIMA Npe3 MbpBaTa CEAMHLIA, KOHTO
Clied TOBA 3aTHXBAT CIIOHTAHHO.

Crobl1asane Ha NOAOZHPAHH HEXKEIAHU PeakKliuK
Cboll1aBaHeTo Ha MOJO3UPAHH HEXEJJaHH PEaKLIHM Clief] pa3pellaBaHe 3a ynorpeda Ha ICKapcTBEHHS

MPOAYKT € BakHO. ToBa MO3BOJiABA Ja MPOOBLJDKH HAONIOAEHHETO HA CHOTHOLUEHHETO MOM3A/PHCK 3a
JeKapcTBEHHA NMpoAYKT. OT MEAULIMHCKHTE CMNELHATMCTH CE M3UCKBA Aa ¢hodluaBaT BCaka NoA03UpaHa
HEXeJlaHa peakLUs Ypes:

HM3nbaHuTeIHA areHUHs o eKapeTeaTa

ya. ,JamaH I'pyes” Ne 8

1303 Copus

bunrapus

Ten.: +359 2 8903417

yebcaiir: www.bda.bg

4.9 Ilpeposapane
Enuayo ce npwiara BspXy KO>KaTa CaMO BeIHbK AHEBHO.

B cnyuaii Ha WHLIHACHTHO MOrablliaHe, Tpidea na ce B3eMaT NOAXOASIUH CHMITTOMATHYHH MEPKH.

5. ®OAPMAKOJOI'MYHU CBOUCTBA
5.1 PapmMaxkoaHHAMEBYHH CBOHCTBA

dapmakoTepaneBTHYMHA Ipyna: AHTH-akHE Ipernapard 3a JOKAnHO MpwioxkeHHe, PeTtHHoMan 3a

JIOKATHO MPHIOKEHHE NPH aKHE;
ATC kom: D10ADS3

MexaHu3spM Ha aJedcTBUe U papMakoAWHAMHYHU eexTH

Ennayo koMOHMHMpaA JBE AKTHBHHM BELUECTBA, KOMTO AEHCTBAT MOCPEACTBO NPT —
ce, MEXaHH3MHM Ha NEeUCTBHE.

- Ajanajien: AxananeH € XHMUYECKH CTabUuNHO NPOU3BOAHO HA Ha() BEE
noAaoOHa akTUBHOCT. bHOXUMWYHK K dapMaKOJOTHYHH NpoPHIHpan Y UBdH} azsar,




ye ajanajicHbT MMOBJIHABA TMaTOJIOrMATA HA aKHE BYJNrapuc: TOW € MOLUEH MOZyJarTop Ha
K1eThbyHaTa AW(epeHUHAUMA M KEpaTHHH3aLuWsA, W WMa [POTHBOBBL3NAJIMTENHH CBOMCTBA.
AjananeHbT MEXaHHYHO C€ CBBp3Ba CbC CrneUHGMUUHH SAPEHM PpeUCNTOpH 133 PEeTHHOEBa
KHcenmuHa., HacrodluTe JaHHM COYAaT, 4Ye JIOKAIHO NPHIOKEH, ajanaleHkT HOPMaIU3Hpa
nudepeHUHauMATa Ha QONHKYJIAPHHTE EMMHTENHH KIETKH H B pE3yATaT HamMansasa o0pa3yBaHeTo
Ha MHKpOKOMeAOHH. [IpH aHaNin3 Ha ux eumpo Moaenn ananajleHbT HHXHOWPa OTTOBOPHTE Ha
XxeMoTakcuca  (PbKOBOAHO) H  XEeMOKHHeTHKaTa  {(NPOM3BOJHO) Ha  HYOBELIKH
noMuMopOHyKIeapHH JIEBKOLMTH; TOH CbUl0 WHXHOWpa MeTabonM3Ma Ha apaxMIoHOBATa
KHCEIKHA N0 Bb3NATHTEIHH MeauaTopH. Hn eumpo Npoy4yBaHHs NOKa3BaT UHXHOHpaHe Ha AP-
1 dpaxTopu u uHxHOUupane ekcrpecusTa Ha toll like peuentopu 2. To3u npodwn nokasea, ue npu
ynotpeba Ha ajanajeH HacTbliBa HaAMalfBaHe HA KIE€TBYHO-MCAHMHPAHATa BB3NAJIMTEHA
KOMIOHEHTA IMPH aKHe.

- BeH30H/ nepokcHA: YCTAHOBEHO €, uye 6eH30WT NEpOKCHA UMa AHTUMHKPOOHA aKTUBHOCT; Hall-
Beue cpewry Cutibacterium acnes, KOHWTO NpUCHCTBA HEOOHUYAHHO B 3acerHarara OT daKHE
nuiocebatieiiHa cTpykTypa. . MexaHM3IMBT Ha AeHCTBHE HA OESH30MN MEepOKCU ce OOACHABA C
HEroBaTa CHIHO JIMMO(HIHA aKTUBHOCT, MO3BOJISBALIA NPOHUKBAHETO MY Tpe3 enHaepMuca B
OakTepHaNHHTE W KEPATHHOLHWTHHTE KIeThMHM MeMOpanH Ha nuioceballeanHara CTPYKTypa.
BeH30UT NMepOKCHN € MPU3HAT 3a MHOTO €(eKTHBEH LIMPOKOCTIEKTBPEH aHTHOAKTEPHAJIEH areHT
MpH jeuyeHneTo Ha AkHe Byiarapuc. JlokasaHo €, ye ynpakHaBa OakrepuuUMACH edexT upes
reHepHpaHe Ha CBOOOJHM paJMKaIH, KOUTO OKHCAABAT MPOTEHHHU H APYTH OCHOBHU KIE€THUHH
KOMIIOHEHTH B OakTepHanHaTa creHa. MyuHHManHaTa HHXHOMTOPHA KOHIEHTpaLMs Ha OCH30MI
nepokcHa € OaKTepuLMgHA W € OEMOHCTpUpana €(EeKTHBHOCT MPH 4YYBCTBUTEIIHH KbM
AHTHOMOTHLIM H PE3UCTEHTHH KBM anwTHOMOoTHUM C. acnes wamoe. OcBeH TOBA OEH30MN
NEPOKCHI AEMOHCTpHpa €KCPOIMaTUBHO H KEPATOJIMTHYHO AEUCTBHE..

KnurnyHa edpukacHocT ¥ OesonacHocT Ha Enuayo np nauyeHTH Ha Bb3pacT 12 ¥ noseue roaAnHy

bezonacHocTTa ¥ eprkacHocTTa HAa ENnKayo, npunoxkeH BeIHbK JHEBHO 3a JJCYECHHE Ha aKHE BYJIFapHC
ca OLICHEHH B ABE |2-ceaAMHYHHM, MHOTOUECHTPOBH, KOHTPOIHPAHH KIHHHYHH NPOYYBaHHA, HAEHTHYHH
no Au3aiH, cpaBHaBallH ENUOyo CbC ChABPHKALINTE CE€ B HENO OTACHAHH aKTHBHH CHCTAaBKH, ananaicH
1 OEH30MU NEPOKCHI, H TETbT, H3MOJI3aBaH 3a BEXUKY/IyM, MPH NMauyeHTH ¢ akkie. Oowo 2185 nauneHTH
ca OWNM BKTIOYEHH B mpoyuBanHe | ¥ npoyuBane 2. IlaumeHTHTE OT JABETE NMpPOYyYBaHHA ca OWIH
pasnpeaeneHd KakTo cienpa- npubnusurenHo 49% mmxe U 51% xxeHu, Ha BB3pacT 12 roavHH HiIH
noeeye (cpenHa pbapact: 18,3 roguun; awanason 12-50), ¢ Hannuuke Ha 20 0o 50 Bb3nanUTENIHH NE3UH
H OT 30 go 100 HeBB3INATHTENHH JTE€3UH Ha U3XOAHO HHBO. [lauMeHTHTEe ca TpeTHpaIH JTMLETO K APYTH
3aCerHaTv OT akHe 00N1acTH, KakTO € He0oDXOAUMO BEAHBXK AHEBHO BEUep.

Kputepuure 3a epHKaCHOCT ca:
(1) HwuBo Ha ycnieBaeMOCT, MpoUeHT OT nauueHTUTe oucHenH "Hucr” u "Ilourn unct” Ha 12-
Ta CEOMHLIA Bb3 OCHOBA Ha 001Ia olieHKka Ha u3cnenosarens (1GA);
(2) TIlpoMaHa ¥ NpoOLIEHTHA MPOMSAHA CIIPAMO U3XOAHOTO HMBO Ha 12-Ta ceaMHLa B
e bpoi Ha BE3NAIUTEIIHH NIE3HH
¢ bpol Ha HEBE3MANHTEHH JIE3HH
o 06w Opoit Ha ne3uuTe

Pesyntature 3a epHKACHOCT ca MpeICTABEHH 3a BCAKO mnpoyuBaHe B Tabnuua 1, a B Tabnuua 2 ca
NpeAcTaBeHH KOMOHHHpaHU pe3yarartd. YcraHoBeHO e, 4e Enuayo € no-epeKTHBEH B CPABHEHHE C
HEFOBMTE ChCTABKH H 'ell BEXHKYJIYM B BeTe npoyuBaHuA. KaTo uano, HeTHHAT 0J1aronpusaTeH edext
(aKTHBHO BEILIECTBO MHHYC BEXHKYIYM), NOCTUrHAT oT Enuayo, € 6un no-ronsm o __,m:.-.;;
NON3H, MOTy4eHH OT OTACNHHTE KOMIOHEHTH, KOETO MOKa38a MOTEHUHPAHE HA ZRNOaMANHIINpEKT
Ha TE3W BEllleCTBa, KOraTo ce mpwiarar B KOMOWHYMpaHa ¢uxcHpaHa 103a//4}
TepaneBTHYEeH e(dEKT BBLPXY BL3MAWTC/IHUTE Jie3ud Ha 1-Ba cegMuua
NocieIOBaTeNIHO NPH NpOoy4YBaHe 1 4 npoy4yBake 2. Hepb3NalUTENHUTE €3
KOMEIOHH) 3HAYHUTEIHO Ce€ MMOBMMABAT MEXIY ITbpBa M UETBBLPTA CeIM
YCTAHOBEHO MOBJIMABAHE Ha HOAYJINTE NPH aKHe,




Tabruya 1 Knunuuna epuxacnocm npu oeeme CpasHumennu unumeanun

Ipoyusane 1
Iipoyasane 1 Aﬂauaﬂen+BI[0__Eananen 1O Bexmcyny;l__T
iCeamuua 12 LOCF; ITT =149 =148 =149 _IN_71
Tonoopenne (Unct, ouTH K41 (27,5%) 23 (15,5%) 3 (1 5,4% 7 (9,9%)
qHCT p=0,008 =(0,003 =(,002
peano namancane (%
'Hamaueﬂﬂe; HA i
bpo# Ha Bb3MaNHTENHH JIE3HH 17 (62.8 %) 13 (45,7 %) 13(43,6 %) |11 (37,8 %)
<0.001 <(.001

2(51.2%) 17(33,3%) |16(36,4 %) 14(375%)

<0,001 <0,001

bpoit Ha HEBB3NANUTEIHH NIE3HH

111 6o Ha JIE3MHTE B0 (51.0%) 9(354%) R7(35.6% [26(31,0%)
<0,001 p<0,001
IIpoyuBane 2
poyusane 2 " [Ananasnen+EIIO AmaJIeH
eqmana 12 LOCF; ITT N=418§ =42() |

Ilopoopenne (UmcT, IloaTh 125 (30,1%)
THCT)

(Cpeano namanenne (%
HamMajleHHe) HA

bpoH Ha BB3INATUTE/IHH JIE3UH I16 (62,1 ‘V_n)

83 (19,8%)
<0,001

14 (50,0%) |16 (55,6 %)
<0,001 =0,068
2 (49,1 %)
=0,048
39 (46,9 %)
=0,002

bpoit Ha HeRb3NAIUTEIHH nesaun 24 (53:8 %)

!(_)6111 Opoi Ha e3uuTe B 3 (56,_3 %_)

Amnanajnen+bIIO | Ananajen

N=564 N=568 | N=564 BEXHKYJYM
|N=489
I[loaobpenue (UncT, INourn 166 (29,4%) 106 (18,7%) |115(20,4%) |54 (11,1%)
_qmt'r) I | |

Cpeano HAMAJICHHE (%
HAMA/IcHHE) HA

Bpo¥i Ha sb3nanurenty nesun | 16,0 (62,1) 14,0 (50,0)  |15,054,0) [10,0 (35,0)
bpoit Ha HepB3NaNnuTENHU Ne3un 23,5 (52,8) 21 i) (45,0) 19,0 (42,5) [14,0(30,7)
41,0 (54.,8) 34,0 (44,0)  [33,0(44,9) [23,0(29,1)

| 0611 Opoii Ha Ne3HHTE

[IpoBeceHO € KIMHUYHO HW3NMTBAHE Cpei NMEAMaTpUuHA FOMyNalusf, BKIIOYBJIE
BYJITapHcC, Ha BB3pact ot 9 10 11 roaunu (53% ot nauderTure ca Ha 1] rogun XS
a 14% ca Ha 9 roguHH), kKouTO criopes ckanata Ha IGA orroBapsaT Ha 3-Ta CleEY Al
KOUTO MMa HalHyve Ha MUHMMYM 20, HO He noseue oT 100 ne3uu obuo g _
BH3MAJHTEIHH ) ITO JIMLETO (BKAIOYUTEIHO HOoca) Ha W3XOAHO HMBO. Jleuara ca e(@ MR

BEHDBXK JHEBHO B MPOABIDKEHUE HA 12 ceiMHLM. Q’?%hmw
VBIRMA©




3aKMOMEHHATA OT IPOYUBAHETO ¢a, Ye npodunuTe Ha edeKTUBHOCT H Ge3onacHoCT Ha Enuayo ren npu
JIEYCHUE HA aKHe 10 JIMLETO B Ta3d cneuu¢pHyHa no-mnaja BL3pacToBa rpyna ca B ChbOTBETCTBHE C
pe3yNTATHTE HA APYrH OCHOBHU NMPOYYBAHHA TIPH MAUMEHTH C aKHE BYJrapuc Ha Be3pact 12 u noseue
FOAMHY, W MOKA3BaT 3HAYUTENHA ePHUKACHOCT ¢ NMPHEMINBA NOHOCHUMOCT. TpaiHuAT paHeH edekT Ha
neveHye Ha Enuayo re, cpaBHeH ¢ rei BEXHKYYM € MOCeA0BaTeHO HabnioaasaH MpH BCHYKH JIe3UR

IIpoyuBane 3
Ceamuna 12 LOCF; ITT Anananea+blIIO Bexuxyaym I'en
N=142 N=143

Ilono6penne (uct, Ilourn uncT) | 67 (47,2%) 22 (15,4%)
Cpenno namanenne (% Hamajiense)

- bpoii Ha Bb3MaMTENHH JIE3HH 6 (62,5%) 1(11,5%)
bpoti Ha HEBBINATHTENIHH JIE3UH 19 (67,6%) 5(13,2%)
O6111 6poii Ha Ie3UUTE 26 (66,9%) | 8 (18,4%)

52 apMakOKHHETHIHH CBOHCTBA

dapmakoknHerHunnre (OK) cBoiicTa Ha Ennayo ca nonobun Ha OK npodun va Anananen 0.1% ren
CaMOCTOATE/HO.

30-gHeBHO DK KAMHHYHO NPOYYBaHe, NPOBEJACHO NPH MAUMEHTH C aKHe, TECTBAHH WM ¢ MKCHpaHa
koMOuHaLMA ren wik ¢ agananeH 0.1% croTBeTBamia GopMyJia B yCIOBHA HA 3aBHLIEHHE (C NpHIaraHe
Ha [IBa rpaMma rejl JHEBHO), HE OTYUMTA KONMMUECTBEHO HAJIMUME HA ajJanajieH B MOBEYETO IUIa3MEHH
npobu (npu rpaH{ua Ha konuuecTBeHo onpeaensHe ot 0.1 ng/ml). Hucku HuBa Ha anananen (Cmax
mexkay 0,1 u 0,2 ng/ml) ca u3smMepeHu B 1Be KPLBHH NPOOH, B3ETH OT NALMEHTUTE, NEKyBaHu ¢ Ennayo
U B TpY npobu OT mauMeHTH, nekyBaHd ¢ ApnananeH 0,1% ren. Ha#-BucokaTta KOHLEHTpaLMs Ha
amananed AUC o.2an M3MEpEHa B rpymnata ¢ puxcupaHa kombuHauusg € 1,99 ng.h/ml.

Te3n pe3ynTaTd ca CPABHHMH C Te3H, NOJYYESHH NPH MPEAHLIHA KIMHHYHK npoyusaHua 3a OK Ha
pasinyHH GopMyaH Ha AganasieH (.1%, NpH KOMTO CHCTEMHATa €KCMO3UIMS Ha aJananeH e TpanHo
HHUCKA.

[TepKyTaHHOTO MPOHHKBaHE Ha GEH30MI NEPOKCUA € HHCKO; KOraTo € NPUJara BbpXy K0XKara, TOH Ce
npeoOpa3ysa B O¢H30€Ha KMCENHHA, KOATO OBP30 Ce eTMMHUHHPA.

5.3 IlpesxkIHHHYHRH JAHHH 32 6€30NACHOCT

HeknuHHYHMTE JAHHK HE TOKa3BaT 0co0eH pHUCK 3a xopa Ha 0a3ata Ha KOHBCHLIHOHATHHTE
¢dapMakonoruyHd Mpoy4YBaHHMs 3a 6e30MacHOCT, MPOY4YBAHHA 33 TOKCHYHOCT IPH MHOTOKpPAaTHO
MPUIAaraHe, reHOTOKCHYHOCT, POTOTOKCUHHOCT HJIH KaHLEPOTEHEH NOTEHLHAN.

[lpoBexaanu ca penpoAYKTMBHH TOKCHKOJIOTWYHM [pOYYBAHMA ¢ ajananeH MpH NOepopaneH H
NEPKYTAHEH BT HA BLBEKAAHE, MPH ILTHXOBE M 3aiHUM. TepaToreHeH edexT € AoKa3aH npH BHCOKH
CHCTEMHHU EKCITO3HLHH (nepopaiiHu ao3u ot 25 mg/kg /aen). Ilpn no-HHCKKM €KCNO3HUMH (AepMaliHa
no3a ot 6 mg/ kg/nen) ca HabnroaaBanu npoMeHH B 6pos Ha pedpa WK NpeulneHH.

[Ipoy4yBaHWA BBpPXY >KMBOTHHM, MNposedeHH ¢ Emuayo, BKMOYBAIUM M3CNEIBAaHHUA HA MECTHaTa
MOHOCHMOCT M M3C/AEIBAHHMA 332 TOKCHYHOCT MpPH MHOIOKPAaTHO TPHIOXKEHHE BLPXY KOXKaTa, NpH
[UTbXOBE, Kyy€Ta W MAJIKH MpaceHua 1o 13 ceaMHuH, A€MOHCTPHPAT JOKANHO APasHEHE K MOTeHUKaN
3a CEeHCHOWNM3aLMA, KAaKBHTO Ca OYaKBaHW TPH KOMOMHALMA, CbObpxaula OEH30MIT MNEPOKCHI.
CHCTEMHATA E€KCMO3HLUMSA Ha anananeH cjlel MHOTOKPaTHO KOXHO MPHIOKEHMS byukcUpaHa
KOMGHHALIKA MPH )KHBOTHH € MHOIO HHCKA, B CHOTBETCTBHE ¢ KIIMHHYHHTE (apsks TaHHH.
Benszoun nepokcua Obp30 M HambAHO ce npeoOpadyBa B OeH30eHA K '
abcopOLua ce enNMMHUHHpA ¢ ypUHaTa, KOETO OCHIypsiBa OrpaHHYCHa CUCTY 4 g -
T

[

PenpoAyKTHBHAaTa TOKCHYHOCT Ha aaananeH € TECTBAHA NEPOPaHO Npu




He ca HabmonaBaHu HeONaronpUATHU eeKTH BHPXY PenNpoOAYKTHBHATA COCOOHOCT M MJIOAOBHTOCTTA,
[IpeXHUBAEMOCT Ha nokoneHue F1, pacTtex H pasBuTHe A0 OTOMBAaHE H MOC/E/ABAIlA PENPOAYKTHBHA
cnocoOHOCT el TpeTHpaHe ¢ nepopayieH aganaied B fo3u Ao 20 mg / kg / nen.

[TpoyugBatie 3a penpoyKTHBHA TOKCHYHOCT H TOKCHYHOCT 33 pa3BUTHE, TPOBEAECHO NPH IPYITH IIHLXOBE,
MOJIONKEHH Ha nepopaiHu Ao3u Oexzoun nepokcua ot 1000 mg / kg / aen (5 mL / kg), noka3sa, ue
GEH30UN NEPOKCH HE NPEAU3BUKBA TEPATOreHHOCT WIH e(PeKTH BbpXY PENMpOAYKTHBHATA PYHKLIUA B
no3u Ao 500 mg / kg / nen.

6. ®APMAHEBTHYHH JAHHH

6.1 Cnachnk BAa NOMOIIHATE BElllecTBA

JIMHATpHUEB eaeTaT

Harpues noxysar

I nvuepon

[Tonokcamep

[Tponuned rnuxon (E1520)

Cumynren 600PHA (kononuMep Ha aKkpuiaMHui U HaTPHEB aKPHJIOWIAUMETHNTAYPAT, H30XEKCAJEKaH,
nonucopdat 80 (E 433), copburaHn onear)

[IpevucreHa soaa

6.2 HecnBMecTAMOCTH
Henpunoxumo
63 Cpok Ha rogHOCT

2 rOAWHM,
Cnen mepBoTo orBapsaHe Envayo uMa ctabunHocT npu ynorpeba Hail-manko 6 meceua.

64 Cpnenrannn yci0BHS HA ChXPAHEHHE
Ja He ce chXpaHABa npH Temneparypa Han 25°C.
6.5 BHau chLALPKABHE HA ONAKOBKATA

EI'IHJIYG Ce rpcajara B Jiea BHOa ONAKOBKH.

Ty6a:
Sg,15g,30g,45 g, 60 g u90g 6enu nnacrMacoBH TYOH OT NOJMHUETHIICH C BHCOKA MTBTHOCT, ChCTaBSALLL
CTPYKTYpaTa Ha TAJIOTO M [J1aBaTa, 3aTBOPEHHU ¢ OANa NOJMIPONK/ICHOBA KAMA4Ka HA BHHT.

MHoron030Ba OnaKoBKa ¢ X€PMETHYECKH 3aTBOPEHA NMOMINA:

15 g,30 g,45 gu 60 g 64718 MHOr0030Ba OMAKOBKA C XePMETHYECKH 3aTBOPEHA MIOMIAa M MpelIpaKpalla
Kanayka, u3paboreHa OT MNONMMPONWIEH, MOJHETHNEH C HHCKA IUIbTHOCT U MOJHETHIEH C BHCOKA
[UTBTHOCT.

He BCHUKHM BHAOBE ONMaKOBKH MOraT na Obaar ITYCHATH HaA Mnaiapa.

6.6 CrnenuajHH NpeANa3HA MEPKH NPH H3XBLp.AAHe H paboTa

HaMa cneuvaJHyd U3UCKBaHUA.
Hen3non3paHUAT IEKapCTBEH MPOAYKT WIH OTNAABLYHHTE MaTEPHANH OT HEr
B CLOTBETCTBHE ¢ MECTHHUTE UW3HCKBAHUY.



7. TIPATEXATEJ HA PAZPEHNIEHUETO 3A YIIOTPEBA

Galderma International
Tour Europlaza, 20 avenue André Prothin — La Défense 4
La Défense Cedex 92927

Opanuus

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

Per. Ne: 20170208

9, JATA HA ITBPBO PA3PEIIABAHE/MOAHOBABAHE HA PA3ZPEHIEHHETO 3A
YIHOTPEBA

Jlata Ha mbpBO paspeinasaHe: 14 Ouu 2017
JaTa Ha nocnenxo noaHoBsABaHe: 04 Asrycr 2022 r.

10. JATA HA AKTYA/IMZBUPAHE HA TEKCTA

Oxromepu 2024
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