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1. HME HA JEKAPCTBEHMS IIPOJAYKT — :
Paspewenue Ne , .
£ Y430 a7 -01- 2024
Knunaaeazun yo 10 mg/g + 30 mg/g ren B MA M - e e sveeeesreeenen,
Clindavasin Duo 10 mg/g + 30 mg/g gel Ogobpense M ............................ A

2. KAYECTBEH H KOJIMYECTBEH CHCTAB

EanH rpaM ren cpaspxka:
10 mg xnuHaamunuH (cfindamycin), kato knunaamunun Gocdat (clindamycin-phosphate )

30 mg Gensounor nepokcui, 0esroaeH (benzoyl peroxide, anhydrous), karo OeH30UI0B NEPOKCH], XUApAT
(benzoyl peroxide, hydrous)

3a NbIAHKMS CIIMCBK Ha IOMOIIHUTE BellecTBa BIXKTe Touka 6.1.

3. JEKAPCTBEHA ®OPMA

['en
ban HO CBCTNO-KBITSHUKAB XOMQI'CHCH I'el.

4. KJIUHHYHU JAHHHA

4.1. TepaneBTHYHH NMOKA3aAHHSA

Kaunnasaznu Hyo 10 mg/g + 30 mg/g renm e noka3saH 3a J0KaIIHO Je4YeHHe HA feKO J0 YMEPEHO TEHKKO
aKHe ByJlrapuc, ocobeHo Ha Bb3MAIMTENHH E3UH, NPH Bb3PACTHH U FOHOILIM Ha BH3PacT Ha ¥ Haj 12
roguHy (Bx. Touku 4,4 n 5.1).

TpabBa na ce B3eMar npeABU]] OQULNATHHTE PETIOPBHKHU 33 MOAXOAALL0 NPUIOKCHUE HA
aHTHOAKTEpHATIHH CPeICTBA.

4.2. JI03HpOBKA H HAYHH HA NPHJIOKEHRHE
Camo 32 IpUNOKEHHE BBPXY KOXKAaTa.

Jlo3upOBKa

Bvspacmuu u nodpacmeaiyu (Ha 8b3pacm Ha ¥ Had 12 200unu)

Kanngasasus Jlyo 10 mg/g + 30 mg/g rex TpabBa Aa ce npuiiara BeIHLX JAHEBHO Be4ep BbPXY HAara
3acerdara obnacr.

[TanueHTHTE TpaAbBa Aa ce MOCHBETBAT, Y€ NPEKOMEPHOTO NMPHIIOKEHKHE HAMA fa MOR0OPH ePUKACHOCTTA,
HO MO3KC Ja IOBHIIM PHCKA OT KOXKHO pa3pasHeHHe. AKO Ce MOJMYYH NPEKOMEpPHO H3CYyLIaBa

crpe (Bxk. Touka 4.4).



BezomacHocTTa M eprKacHOCTTA HA KOMOHHAIIMATA KIMHAAMMIMH + GEH30MIIOB Nepokcua noj (popmara
HAa reJl He ca MpoYyYBaHH 3a OPUJIOKEHHE 32 ToBeYe OT 12 ceIMUUM B KIHHHYHY H3IIMTBAHHUA NPH
MallHEHTH ¢ akHe Byarapuc. KypesT Ha ieuenue © TO3M NIEKapcTBEH TPOAYKT He TPIOBa Aa mpoab/pkasa
3a moseye 0T 12 cepmuuM Oe3 IpekbeBaHe.

[leduampuuna nonyaayus

bezonacHocTTa H ePHKACHOCTTA HA KOMOMHAIIMATA KIIHHIAMHIIHH + O€H30MIOB NEPOKCH] N0 dopmara
Ha I'¢JI He Ca YCTAaHOBEHH IIpH JcLia Ha Bb3pacT o 12 roAuHH, Iopagu KOETO JIEKAPCTBOTO HE C¢
IPENOPBYBa 3a MPHIOKEHHE MIPH Ta3H Bb3PacTOBa IPyTia.

Hayuenmu 6 cmapuecka ab3pacm
Hama cnieunduyuny npenopreKy 3a NpUIoKeHUE,

HauuH Ha IpHI0XKEeHHE

Knunpaeazun [lyo 10 mg/g + 30 mg/g ren tpabea ma ce mpuiara Ha ThHBK CJIOH Cllell BHUMATENHO
H3MHBaHe C MEKO MOYKUCTRAIIO CPEACTBO H IBJIHO MOJCyIaBaHe. AKO refbT He NONHE B KoXKaTa JIECHO,
3HAYH € HAHECEeHO IPEKANEHO ToJIAMO KOJIHYECTRO.

Ppuete TpsiORa 1a ce u3MUBAT CREH OPWICKEHUE.

4.3. IIpornBomokazanus

Knunaarasnn [yo 10 mg/g + 30 mg/g ren ve TpabBa Aa ce npuiara npy nalHeHTH ¢ U3BECTHA
CBPBXYYBCTBHTEIIHOCT KEM:

. KAWHOAMHIIHH;

. JINHKOMHIHH;

. OEH30MIOB EPOKCH/T;
[

HJIM KbM HAKOE OT NOMOIIHHUTE BeleCcTBa, U3DpoeHu B Touka 6.1.
4.4, CnenuajiHn npenynpeskaeHds H NPeANAZHH MepPKH NPH ynoTpeda

TpsbBa fa ce u304ArBa KOHTAKT € YCTATA, OMUTE, YCTHHTE, OCTAHAIHTE JUTABULIMA HAH 0DNacTH ¢ pa3npa3HeHa
KOKa MJTH KOXa C HapylLleHa UAIoCcT. [IpunokeHneTo BEPXY UYBCTBHTENHH 00MacTH OT KoxXaTa TpabBa 1a
cTaBa ¢ MOBHIEHO BHUMAaHUe, [Tpu cnyyacH konrakT, odnactta Tpabsa nobpe fa ce U3NTaKHe C BOJA.

Knaunpaeazun Jlyo 10 mg/g + 30 mg/g ren tpabea jia ce npuiiara ¢ MOBHILEHO BHUMaHHE IIPY [TALHEHTH C
aHaMHeE3a 3a PErHOHANCH EHTEPHT, YALEPO3EH KOJHT UIH aHTHOHOTHYHO-CRBP3aH KOJIMT.

Kimmnaasasuu yo 10 mg/g + 30 mg/g ren tpadBa 1a ce mpuiara ¢ IOBUIIEHO BHUMAHHE MPH aTOMTHYHH
NalUeHTH, TPH KOUTO MOKE Ja CE 3aCHJIH W3CYIIaBaHeTO Ha KOXKAaTa.

I1o BpeMe Ha MBPBHTE CEAMHIIM OT JIGYCHHETO MIPH MOBEYETO MALHEHTH I C€ 3aCHAT H3MIOLIBAHETO H
3a4€PBABAHETO. B 3aBUCHMOCT OT TEXECTTa Ha TE3H HEXKENAHY peaKi{HH, NAllMEHTHTE MOraT Ja H3Nno/3Bar
HEKOMEZIOTCHEH XHAPAaTHpaLl KPEM, BpEMEHHO 12 HAMAJIAT 4€CTOTaTa Ha NPHJIOKEHHE WITH BpEMEHHO Aa Cpar
npHioxenuero Ha Knungaesazud dyo 10 mg/g + 30 mg/g ren, Benpekd de epUKacHOCTTa NpH YeCTOTa Ha
NPHIIOKEHUE [10-MaNlko OT BEAHEXK JIHCBHO HE € YCTAHOBEHA.

EnHoBpeMeHHOTO NIpHNIOKERHUE C ApYra JIoKaaHa Tepaiiia 3a akHe TpaOBa Jia € ¢ MOBUIIEHO it

IIPHJIOXKEHHE Ha NMHIIMHTH, H3MIOLWIBAIIU HITH adPa3zuBHM CPEJICTRA.



AKo ce pazBue TEeXKa JIOKaJHa HPUTAIlHA (HANp. TeXBK EPUTEM, TEXKA CYX0Ta H chpOexk, TeXKKO
IMnane/napene), npuaoxenvero Ha Kimngasazus Hyo 10 mg/g + 30 mg/g ren tpadsa j1a ce cpe.

Tei kKaTO OEH30UMOBUAT NEPOKCH] MOXKE JIa JJOBEJE K0 NMOBUIIEHA 1YBCTBHTEAHOCT KbM CIITEHYEBA CBETIIHHA,
He TpabBa Ja ce M3NOJI3BAT COJIaPHyMHH JIAaMITK U TpAOBa Aa ce HaMalM WM Ja ce U3DArBa Hapo4YHa HITH
NPOLBIDKHTENHA eKCIIO3ULIMSA Ha C1bHYeBa cBeTnHHA. B cnyyaii, ye He Moxe J1a ce u3berHe eKcno3uLMs Ha
CHJIHA CTBHYEBA CBETNHHA, MAUMEHTHTE TPAOBA Aa ce NOCHBETBAT JIA U3MOI3BAT CABHIEC3IAIIHTHH NPOAYKTH U
Ja HOCAT 3AITUTHO 00JIeKIIO.

AXO NalMEeHTHT HMa CITBHYEBO H3rapsaHe, TO TpAOBa fa ce U3JIEKyBa IPEAM J1a ¢ 3allo4YHe NPUIOKEHHE Ha
Knunpapazun Hyo 10 mg/g + 30 mg/g rea.

[Ipu mosiBa Ha TeXKA WA IPOIB/DKHTEHA JHAPHA HIIH NpH a0AOMHHAIHH KpaMIIH, JIeKapcTBOTO TpAOBa
He3abaBHO Aa ce Crpe, Thil KATO TOBA MOKE Ja Ca CHMIITOMH Ha aHTHOHOTHYHO-cBBp3aH KonuT. Tpabsa ma ce
NPUNOKAT MOAXOAAIUH JHATHOCTHYHH MEeTOAH, kaTo oTkpuBaHe Ha Clostridium difficile w TOKCHHA My, a aKo ce
Ha10:KH H KonoHockonuia. Heobxoaumo e 1a ce 0OMHCITH H MOAXOAALLO JISUCHHE 32 KOJIUTA.

HpO,I[YI{ThT MOAKE a2 OSGSIIBETH KOCAaTa H UBCTHH HIIH 6OH,IlHCELHH TEKaH/T1aToBe. M304rpaiiTe KOHTAKT C
KOCa, INIATOBE, MeOe/IH WK MOKETH/KHIHMH.

Pesucmenmuocm KoM KAUHOGMUYUK

IIpr nmauHeHTHU ¢ aHaMHECTHYHH JAHHH 3a CKOPOIIHO CHCTEMHO HITH JIOKANHO JISUeHHE ¢ KIHHIAMHALIMH WITH
CPUTPOMHIHH, HMA TIO-TOJIIMA BEPOATHOCT 3a Hanu4He Ha Propionibacterium acnes W KOMEHCaIHA (p10pa ¢
ApedllecTBalla aHTH-MHKPOOHA Pe3HCTEHTHOCT KbM KIMHAAMMIMH (BXK. TOYKa 5.1).

Kpvemocana pezucmenmuocm
I1pu npunokeHHe Ha aHTHOHOTHYHA MOHOTEPATUS MOXKE 1A CE Pa3BUE KPLCTOCAHA PE3HCTEHTHOCT € APYTH
aHTHOMOTHULIM, KATO TIRHKOMHULIMH HIIH EPUTPOMHLIMH (BX. TO4UKa 4.5).

4.5. B3aHMo/JeHCTBHE C APYIHd JeKAPCTBEHH NPOAYKTH H APpYrH OopMn HA B3aHMOJCHCTBHE

He ca npoBexaaHu opHIHATIHA POYYBAHKA 34 JIEKapCTBEHH B3aMMOIESHCTBHS C KIHHAAMHIHH +
OEH30MI0B NEPOKCH/T TEll.

Tnit kaTo MoXxe Aa ce pazBHe KYMYNaTHREH HPKTATHREH ¢eKT, eIHOBPEMEHHOTO NPHIOKEHHE C TOKATIHA
AHTHOHOTHIIN, MCAULMHCKH MW aOpa3HBHH CAMYHH H MOYKHCTBAIH CPEACTBA, CanyHH H KO3METHKA ChC
CHIIHO H3CyLIaBall edeKT, KAKTO W ¢ MPOAYKTH ¢ BHCOKA KOHIEHTPALIWA Ha ANKOXOJ W/HIH afCTPHHIEHTH,
Tps0Ba Ja € C NOBHILIEHO BHUMAaHHE.

Knuanasasut Jlyo 10 mg/g + 30 mg/g ren He TpsOBa aa ce U3non3ea B KOMOMHALKA C epPHTPOMHLHH-
CBOBPXKALIH NPOAYKTH, IIOPag{ BE3MOXHHE aHTANOHHW3BM Ha KIHHAAMHALMHORATA CBCTaBKa.

YCTaHOBEHO €, Ye KJIMHIAMHIHH MOoKa3Ba Ha/IUYMHe Ha HEPBHO-MYCKYJIeH Ookupaul epekT, KOHTO MOXe
Ja YCHIH AENCTBHETO HA APYrH HEPBHO-MYCKYNTHH HHXHOUTOpH. Ilopaau ToBa ciaenBa Aa ce H3MON3Ba

BHUMATECJIHO IIPH NALUCHTH, MOJIYYaBallll TaKHBa CPEACTBA.

EnHoepemennoto npunoxenue Ha Knuagaeazun Jyo 10 mg/g + 30 mg/g ren ¢ TpeTHHOH

MPOAYKTHTE TpsA0Ba 1a ce npuiarar no pa3jJW4HO BpeMe Ha JeHs (Hamp. €JHOTO Cp
APYTOTO BEYED).



IIpunoxerueTo Ha NTOKATHH NPOAYKTH ¢ OEH30HIOB MEPOKCH 110 €HO U CBUIO BPpEME € JIOKATHH
NPOAYKTH, CbABPXKALIM CYI(POHAMUH, MOXE Jia A0BE/Ie 10 BpeMEHHA NPOMAHA Ha [BE€TA HAa KOXKaTa H
KOCMHTE Ha THUETO (3KBIATO/OPaHKSBO).

4.6. @epTHIANTET, OPEMEHHOCT H KbpMeHe

bpemennocm

HsMa 1ocTaTh4YHO JaHHM OT NpUIOXKEHHE Ha KTHHAAMHIIMH + O€H30MI0B ITepOKCH el IpH OpeMeHHH
*KeHH. He ca npoBexnaHd npoy4BaHns IPH XXMBOTHH 3a PENIPOAYKTHBHA TOKCHUHOCT H TOKCHYHOCT Ha
pazBHTHETO. MIMa orpaHH4eHy JaHHH 33 CAMOCTOATEIHOTO NPHIOKEHHE HA KIIMHJAMHLIH 0 OEH30HI0B
NEPOKCHA npu OpemeHHM keHH. JlaHHK oT orpanudeH Opoif OpeMeHHOCTH ¢ EKCTO3HIUSA Ha
KIKHIAMHIIMH TIpe3 IIbPBHA TPHMECTED He TIOKA3BAT HeKeJlaHH Peaxl{ii Mo OTHOLIEHHE Ha OpEMEHHOCTTA
HJIH 3IpABETO HA IUI0Aa/HOBOPOASHOTO.

HPOBB,[I,GHHT{:: Nnpoydsanuia 34 penpoOJYKTHBHA TOKCHYHOCT € IEpOpalHo H NOAKOXKHO NPHIOKCHHC TPH
IUIBXOBE M 3aly He MMOKA3BAT JaHHH 3a HapylICHMC Ha (fl]epTHIIHTETEl HIIK YBPCKAAHE Ha Q)ETyGﬂ,
Ab/KAllH ¢ HA KIHHIAMHALIHH.

He yctanosena 6ezonacnoctra Ha Knurnasasun Jyo 10 mg/g + 30 mg/g ren 1o speMe Ha OpeMEHHOCT
npH xopa. Ilopaau ToBa Tol TpsaOBa Aa ce npeAniCcBa HA OpeMEHHH JKEHH ¢aMo cJeJl BHHMATC/IHA Oll€HKA
Ha OTHOLUEHHETO PUCK/TION3a OT JIEKYBAILIHA JieKap.

Kvpmene

Ynotpebata Ha KIIMHAAMHOMH + OSH30MJI0B IEPOKCH TeN He € MPOYYBaHa MPH XKEHH N0 BpeMe Ha
KbpMeHe. Abcopbunsira Ha KIMHAaMHUIWH H GSH30MIOB NEPOKCHA NIpe3 KoxkaTa € HHCKA. BEBIIpeKH ToBa,
HE © U3BECTHO JalH KIWHAGMHIMH HIU HEH30MIO0B MEPOKCH A €& eKCKPETHPAT B HOBEUIKATa KbpMa ]|
IOKAHO npunoxenue. MMa cpobilienns, ye KIMHIAMHIMH CE eKCKPETHpa B YOBEIIKAaTa KbpMa clie]|
EPOPaNHO U NapeHTepanHo npuioxeHne. ITopanu Topa, Knunaasazun Qyo 10 mg/g + 30 mg/g ren
TpAOBa Ja ce Ipuiara mpu >KeHH, KOUTO KbPMAT, CaMO akO OYaKBaHATa N0JI13a OINpaB/aBa OTeHIHAIIH K

PUCK 338 HOBOPOAEHOTO.

3a na ce u3derdHe HHUMAEHTHO TIOMUIBINAHE OT KBPMA4eTO, KOTATO IEKApCTBOTO CE M3M0J3BA NPH KEHH,
KOHTO KbPMAT, eIbT HE TpAOBA Jla ce IpHIiara B 00J1acTTa Ha I'EPAMTE.

Depmunumem
HaMa nannu 3a edexra Ha KIHHAAMUIHHE + BEH30HI0B REPOKCHJ Tel BbpXY PepTHIHTETA IPH Xopa.

4.7.  Edextn Bhpxy cnocobRocTTa 32 IIopHpaHe 0 padoTa ¢ MANIAHH

Knunpapasnu yo 10 mg/g + 30 mg/g rex HAMa HIH HMa TPeHEOPEKIMO MaJIKO BAHAHHE BhPXY
crnocoOHocTTa 32 WodupaHe H padboTa ¢ MAIIMHH.

4.8. HexelaHH J1eKAPCTBEHH PeAKIHH

HexenanuTe nexapcteery peakuuu (HJIP) 3a xnuugaMuiul + OEH30MIOB NIEPOKCU TEM, KaTO
KOMOHHMpaH JieKapcTReH NPOAYKT, BKIYHTENHO U AonbaHuteanu HIIP, cvodinasany 3a

HJIM OT CIIOHTAHHM choDIeHHd, ca H30poeHH no-aony. Hexenanure nekapcTBeHH
no cHcreMo-opranHara knacupukaiud Ha MedDRA w nmo vecrora. I'pyniure nmo 4



KaKTO cieABa: MBoro dectd (>1/10), uectu (>1/100 o <1/10), nHewectn (>1/1000 go <1/100)n ¢
HEU3BECTHA YECTOTA (0T HAUTHYHHATE JaHHH HE MOXE 1a ObJe HalIPABCHA OLICHKA).

Cucremo- Mnoro yecrn Yecern HeueeTn C BeH3BECTHA 4ECTOTA
OpraHeH Kjaac
HapyiueHunsa na AneprudHu peakiiiH, BKII.
HMYHHATA peaxKuuy Ha
CHCTEM2 CBPBXYYBCTBHUTENHOCT U
aHadUIaKTUYHU PEAKIHH
Hapyumienns Ha [agoGonue” l'[apecre:3HHl
HEPBHATA
CHCTEMA
CroMaungo- Komut (BKIL
JpeBHH nceBIoMeMOpaHo3EH
HApYLIEeHUH KOIINT), XEMOparunyHa
NHapHs, AUApHA, KOPEMHA
OoJka
Hapymenna Ha | Cppbex, Hepmatur, Eputemen Yprukapud
KOXKATa H yCellaHe 3a peakuus Ha doTo- | 0OpHB,
HOJKOXRATA apeHe, CyxXoTa, | YYBCTBHTEIIHOCT | BIOLIABAHE HA
THKaH' EPUTEM, aKHETO
3aJI0LBAHE
(Oburnoseno
CLODWABAHY KAMO
LAEKU " no
menxcecm.
Hecmomama ce
OMHACA 3 OAHHU
oM USHUCKAHA
OYeHKa Ha
AOHOCIMOCIMNG RO
GLeME HA KUH.
uInumearie)
Oomn bonka Ha MACTOTO PeakiiH HA MACTOTO Ha
HAPYIIEHHSA H HA [IPUIOKeHHe IPHAIOAKCHUE, BKIL
epeKTH Ha [IpoMsHa B UBETA Ha
MACTOTO HA KOKaTa
NPHIOKECHAE

'Ha MACTOTO Ha NpHoKeHHe. “Cropen MocT-MapKETHHIOBH CHODLIEHHS ¢ NOKaNeH KTHHaaMunua 10 mg/g +
OenzounoB nepokcua 50 mg/g ren. Twit KaTo Te2H cHODILEHUA Ca OT MOMY/JIARMS C HESCEH pa3Mep M MOTAT JIa C¢
NOBAUAAT OT 0OBPKBALIH GaKTOPH, HE € Bh3MOKHO ChC CHTYPHOCT Ja Ce OUEHH TAXHATa decToTa. Bee nak,
CHCTEMHHTE PEAaKIHH ca HaOMIoRABaHH pAnKo. *ChoOWaBany oT MpoyYRaHHA ¢ JOKANEH KNMHaaMuuuK 10 mg/g +
HeHzouno0B nepokcua 50 mg/g ren. YCpobiasanu ot IIPOYYBAHHKS C JIOKATeH KIHAaaMuiue 10 mg/g nana.

Hoxanna nonocumocm
[1o BpeMe Ha OCHOBHOTO KIWHHYHO MPOYYBAHE C KIWHAAMHIHH + OE6H30MIIOB IEPOKCHA el NpH
NalMEeHTHTE € HallpaBeHa OLEHKa 34 JIOKAJIHH KOXKHH IIPH3HALH 1 CHMITOMH Ha epHTEeMa, CYXO0Ta,
sajlrolBane, cepbex v napeHe/iunane. [IpouedaTHT HA MAMEHTH, KOUTO a4 HMAJIA CUMIITOMH HPEAH H

MO BpEMC Ha JCHCHHCTO, KAKTO 1 HA 12-Tata CCAMHLA OT JICUCHHUCTO, € TIOKA3dH Ha CJIC




IIponenT Ha DanMeHTH B rpynaTa Ha KARHAAMHOuRH + Oenzonor nepokcua reqa (N=327) cbc
CHMNTOMH HA NapeHe/IATANE H ChpOek (M0 ONeHKA HA MAIHEHTA)

IIpean aeuenne MakcaMyM O BpeMe HA Kpaii na Je4eHHeTo
(M3X0XHO HHRO) JCUYEHHETO (ceamuua 12)
Heana- Vmepenn | Texku Hesta- Vmepenn | Texku Hestia- Ymepend | Texku
YUTCITHH YHATCITHHA YUTENMHH
Hlapene/ | y50. | 4o 0 | 20% | 6% | 1% | 8% | 2% | <1%
Hlunage
Crpbex 28% 6% 1% 29% 9% 1% 17% 2% 0

IIpouenT Ha mANKEHTH B rpynara Ha KAHHIAMHIHA + OeH30HI0B nepokcua reqa (N=327) c¢be
CHMIITOMH Ha CYX0Ta, epETEM H 3aJKIEaHe (M0 OleHKAa HA H3c/ea0oBaTe )

Ipean nevenne MaxkcamyM nmo BpeMe Ha Kpaii Ha JTeyeHHETO
(M3X0AHO HHBO) Je9EeHHETo (ceamuna 12)
Hesua- Yume- [Texkn Hesna- YMme- | Texxu| Hezna- VYme- | Texxu
Jlekn Texn Jleku
QUTCITHH PCHH THUTCIIHH PEHH YHTECNIHH PCHH
Cyxota 15% | 2% | 1% 0 24% | 7% | 2% 0 9% 1% | 1% 0

Epnrem 19% |11% | 5% 0 26% [13% | 5% | <1% 19% | 4% | 2% 0

M0~ | qg00 loee | 0 | 0 | 17% (3% | 1% | 0 | 4% |<1%| 0 | 0
ImepaHe

CroOLaBaHe Ha MOJO3UPAHH HeXkKeNaHu PeaKkliHH

CboOLIaBaHEeTO Ha MOAO3HMPAHU HEXKEIIaHM peaKlH cliel] pa3pelllaBaHe 3a ynorpeba Ha IeKapCTBEHHA
NPOAYKT € BakHO. TORa MO3BOJIABA Ja NPOABIKH HA0MI0IeHHETO Ha CHOTHOLIEHHETO TI0JI3a/PHCK 34
JIEKAPCTREHUS MPOAYKT. OT MEAMUHHCKHTE CIIELIMAJIMCTH Ce U3HCKRBA Ja ChoOIaBaT BCAKA MOTO3UPaHa
HEXENaHA PeakHa Ypes.

M3nenHuTeIHA areHUHA 110 JeKapcTBaTa

yI. ,,Jdamsan I'pyep® Ne 8

1303 Codus

Ten.: +35 928903417

yebcaiiT: www.bda.bg

4.9. Ilpemo3npane
[IpekoMepHoTO npunoxenne Ha Knungasaszud yo 10 mg/g + 30 mg/g ren Moxe 1a JORee 10 CHIIHO

Apa3HeHe Ha Koxkata. B Toau cny4ali, ynorpebara My TpaOra aa ce Clpe | Ja Ce H34aKa A0
BB3CTAHOBABAHE HA KOXKATA.

Ja ¢ce IIPEAN3BHKAT CUCTEMHH e()eKTH,




HPEI{DMEPHOTD [IPHJIOXKCHHE Hd JIOKAJCH KIHHIAaMHIOHWH MOXKE Aa J0BEAC 40 aﬁcopﬁuﬂﬂ B A0CTaTBYHO
KOJHYECTBO, 34 01a MPEAH3BHKA CHCTCMHH BII)EKTH.

B cny4aii Ha “HUMAEHTHO noriabinade Ha Knmuaaasazuy Jlyo 10 mg/g + 30 mg/g rea Moxke pa ce
HaOII0JaBaT raCTPOMHTECTHHAJIHHE HeXelaHH PeaklLHMH, KOHTO ¢a CXO/JHH C peaklMUTe, Ha0nI0AaBaHu IIpH
CHCTEMHO NIPHIOKEHHE HA KJIHHAAMHIHH,

Tpabea na ce npeanpueMar noAXOAALH CHMIITOMATHYHH MEPKH 3a 00JIeKYaBaHe HA HPUTALMATA [IPH
NPEKOMEPHO MPUITOXKEHHE.

HHI.IH,I[EHTHOTO IIOTTEIHIAHC TpﬂﬁBﬂ Ad ¢€ JEKyBa cnopea KJINHHYHHTE CHMIITOMH HIIK CIIOPCA
NpCnoOpbLKUTE Ha H&[I,HGHEUIHHH TOKCHKOQJIOI'HYCH HEHTDHP, IIPH HAJTHYHEC HA TAKLB.

3. GAPMAKOQJOTHYHHA CBOHMCTBA

3.1, (DapMaKOJHHAMHYHH CBOHCTRA

QdapMakoTepaneBTH4YHA rpyna:; aHTHUH(DEKIMO3HU CPE/ICTRA 33 JIeYEHHE HA aKHE, KIHHAaMHLIHH,
komOunauuu. ATC kon: D10AF51

KnuHaaMHULKMH € JTUHKO3aMHAeH aHTHOHOTHK C OaKTepHOCTaTHYHO AeiicTRHE cpelly | paM-no0KMTCIHH
aepoOu ¥ rosiaM Opoit aHaepoOHU OakTepuH. JIHHKO3aMHUINTE, KATO KJIMHAAGMHULHH C€ CBBP3BAT ¢ 238
cybeauHuuAaTa Ha HaKTepHATHHTS pHOO30OMH M HHXMOHPAT paHHHTE €Tany Ha NPOTEHHOBUA CHHTES.
JeHCTBHETO HA KJIMHAAMHKIHH € rIaBHO OaKTepHOCTATHYHO, BBIIPEKH He€ BHCOKHMTE KOHIIEHTPAIIMY MOTaT
na ca 6apHO OakTepHIIMIHH 34 YYBCTBUTEIHH LIAMOBE.

Borpexy, ye kiMHAaMUITAH pocdar e HeakKTHBEH in vitro, Obp3a in vive XWAPONH3a ro KOHBEpPTHpa 10
aHTUOAKTEPHAIHO aKTHBCH KIMHAAMHIIHH, [IpH KOMeZOHH, IPH TALMEHTH ¢ aKHe, KIMHAAMMIHH €
[IOKa3al AOCTAaTEYHA KIIMHHYHA aKTHBHOCT Cpeily [oBe4eTo mamMoBe Propionibacterium acnes.
KnuHaamuuun uaxubupa in vitro BCHUYKH H3CNCABAHM KYJITYPH Ha Propionibacterium acnes (MUHHMATTHA
uHXHOHpaia konuentpanua /MIC/ 0,4 ug/ml). Cnen npunokeHHe Ha KIMHIAMHLIKHH CBOOOJHHTE MaCTHH
KHCE/IMHHA HAa MOBBPXHOCTTA Ha KOXaTa ¢ca HaMaend ot npubnmnzutento 14% Ha 2%.

beH30un0BHAT NepokcHa WMa cnab xepaToiuTHYEH e(hekT H € e)eKTUBEH CPeIlYy KOMEZAOHH BbB BCAKA
haza Ha pazeuTHe. Tol e okCHAHpPALIO CPe/ICTBO ¢ DakTepHIMIHA aKTHBHOCT cpemy Propionibacterium
acnes, MHKpOOPTaHHU3MbT OTTOBOPEH 3a pa3BUTHE Ha aKkHe By/rapuc. B nonbnHeHHe, OeH30HN0BUAT
nepokcuj € cebOoCTaTHUeH W ITOTUCKA NMPpeKOMEepHAaTa NPoIyKIHs Ha ceOymM, CBbp3aHa ¢ pasBUTHE HA aKHE.

Knunaasasuu Jiyo 10 mg/g + 30 mg/g ren komOuampa cnabi kepaTOIUTHYHH U aHTHOAKTEPUATTHH
CBOHCTBA, KOETO OCHIYPABA AKTHBHOCT [VIABHO NMPH BE3NATUTEIHH JIE3HH MPH JIEKO J0 YMEPEHO TEXKO
aKHe BYJIrapHc.

PﬂBHpOCTpﬂHEHHBTD HA HpH,HUﬁHTElTEl PE3HCTEHTHOCT 34 ONIpeae/ieH BHAOBC MOXKE 1a Baplrpa B
3aBHCHMOCT OT F@UFIJH(I)CK{)TO MOJIOKEHHE H C BPEMETO H IO Ta3H NPHYHHA € XKEJIATE/IHO HATHYHCTO Hd

MeCTHA HHPOPMAaLKA 32 PEIUCTEHTHOCTTA, OCOOCHO MPH JICUEHUE HA TSKKH HHPEKIIHH.

BxmouBase Ha O€H30UM0B MNepoKCH B KOMOKWHALHATA KiIHHAaMuiuH 10 mg/g + DeHzonn o 50

Te3n cBOMCTBA HE ca MPOYYEHU NMPH KOMOHHAIHATa KTHHAAMHIIMH 10 mg/g + Oens
mg/g remn.



BxaroyBaneTo Ha JBETE aKTUBHH BellleCTBA B €JJHH NPOJYKT € No-yao0HO W OCUTYpSBa NPpUAbPXKAHE Ha
MmalyeHTa KbM TepamuaTa.

KnnHr4Ha epukacHOCT M 6e300acHOCT

E¢dukacHocTTa 1 He3zonacHocTTa Ha KOMOHHALMATA KIMHAaMHUHHE 10 mg/g + 6enzonnos nepokcu 30
mg/g rej, NnpUIoKeH BeJHbXK JHEBHO, ca OleHeHU B 12-ceIMHYHO, MYNTHUEHTPOBO, PAHAOMU3HPAHO,
nBoiiHO-cnAmno, Pasa Il npoyusane npu 1315 nuua ¢ akae Byiarapuc, Ha Bb3pacT oT 12 10 45 roauHH.
KoMbHunauusTa knuaaamuie 10 mg/g + 6eHzounos nepoxcun 30 mg/g el € cpaBHeHA ¢ KIHHAAMHLHH
1% ren, ¢ Ger3onnos nepokcu 3% ren ¥ caMo ¢ BEXHKYIYM reil. OCHOBHHTE MapKepH 3a eeKTHBHOCT
3a TEKECTTa HA AKHETO ca OLeHeHH upes u30posBaHe Ha JIie3UHTe U o 6-TouKoBaTa cKaja Investigator's
Static Global Assessment (ISGA). Ckanara ISGA, #3non3Bana B KIMHHYHOTO W3NHTBAHE € CIICAHATA:

Crenen/
Onncanne
Ckop
0 UYncra xoxa 6e3 BL3MaNUTENHH HIH HEBBINANHUTEIHH Je3HH
i ITourH yncTa KoXa: pAaAKO HAMHYHE HA HEBBLINAIHUTEIIHH JIEZHH ¢ HE NOBeYe OT HAKOJIKO
Nanyiu
9 Jleka TeKeCT: MO-TEKKO OT CTEMEH 1, HAKOJIKO HEBLIMATRTEIHH JIE3KH ¢ €IUHHYHH
BBE3MAJIUTEHH N€3UH (CaMo NamyIu/IyCTy/IH, HO 6e3 HOLYIapHH JIS3HH ).
3 YMeEpeHa TeXKeCT: NO-TEKKO OT CTENMEH 2, MHOTO HEBB3NAINUTENHH JIE3HH, KaTO MOXe Ja HMa
HSKOJKO BBINAIHTEIHH JIC3UH, HO HE MOReue OT 1 MaJika HOAyNmapHa je3us.
4 TexKo: mo-TekKKO OT CTeneH 3, 0 MHOIO HEBBINMAIATENHN H Bb3AIUTEIHH JIE3UH, HO HE
NOBEYE OT HAKOJIKO HOLY/IAPHH JIE3HH.
5 MHoOro TeXko: MHOXKECTBO HEBLINAIMUTENHH 1 BB3MATUTEIHM JE€3HH H IT0BeUe OT HAKOJIKO
HORYJApHU J1e3Hd. Moke na HMa KHCTHYHH JIe3HH.

Cpeanara Bp3pact Ha yYacTHHUMTE e OHa 20,4 roguny, kato 60% ca 6unu xeHn U 79% ca Ounu ot
eBponeraHaTa paca. B Hauanoro cpeanuat 6poii Ha akHe Je3MHu Ha Yy4acTHHK e Oun obimo 72 ne3uy, 0T
KOWTO 43,3 HeBB3NANUTENHH H 26,6 Bbh3nanurenny. [To-ronsmara yact oT yyacTHHIHTe (62%) ca
BKNOYEHH ¢ H3XoneH ISGA ckop 3 (B o6xBaT Mexay 2 u 4), Pesynratute 3a edrkacHocT Ha ceaMuna 12
ca nmpelcTaBeHH B TabiHuara no-aoimy.

PeayarartH 3a epukacHocr Ha 12-Ta ceqMHUA

KarsaaMmuoun
10 mg/g + KnnuagamMroun bensouon Bexuxyiym
OeH30oHJIOB o NEePOKCH
NEePOKCH] 1 /j;;; 3% ren :];2)
30 mg/g re. (N=328) (N=328) (N
(N=327)
BrinanuTeRBu Ae3nn
CpeaHo abCONMIOTHO HamangBaHe™* 18,2 15.6 16,8 13,1
CpeHo NPOUEHTHO HAMAIABAHE 68,9% 58,1% 61,8% 48,8%
HeBL3DaAMHTENHN JA€3HH
Cpenuo adcomoTHO HaMalsgBaHe* 24.8 19.8
CpesiHO TPOLEHTHO HaMaJIdBaHe 53,9% 43,3%
Oouio ae3nn
CpenHo abcoJIlOTHO HaManseBaHe* 43,0 35,5
CpeZHO NIPOLEHTHO HAMAJIABaHE 59.8% 49.2%




Investigator's Static Global
Assessment

IIpoueHT y4acTHUIK ¢ noA00peHHe OT
noHe 2 crenenu no ISGA ot 39% 25% 30% 18%
M3XO0OHOTO HHBO 0 ceamuna 127
TIpolEeHT YYACTHHIM ¢ TEKECT 0

ISGA ¢ YHCTa UK MOYTH YHCTA KOXA 45% 28% 35% 24%
Ha cegMHua 12

*II'bpBHYHH KpaitHH ToukH. CTATHCTHYECKH 3HAYMMMTE PA3NMKH OT KIMHaaMuunH 10 mg/g -+ 6eH30HI0B nepokcun
30 mg/g ren ca orbenazanu ¢ yaebeneH mpudr.

Knungamuunn 10 mg/g + 6enzounor nepokcn 30 mg/g ren e nokasan no-100pH pe3yaTaTH OT
KIHHAAMHIMH ren, 6eH30M10B 1epoKcH 3% reil H BEXHKYJIYM el IpH yYacTHHUHTE ¢ Hai-Mako 2-
creneHHo nojobpeHne no ISGA ckanara. Knuagamuuun 10 mg/g + 6ensonnor nepokcug 30 mg/g ren e
IIOKa3aJl I0-A00pK pe3yNTaTH OT KIMHAAMHLMH T'ell H BEXHKYIYM I'ejl 110 OTHOLIEHHE HA aDdCOMOTHOTO
HaMaJABaHe Ha HH(IAMATOPHUTE H HEWH(IAMATOPHMTE JIE3HH, KAKTO 1 HA OOLIHs OpoH NE3HH, H 110~
A00pH pesyaratd ot OeH30MIOB Nepokch, 3% Tel 110 OTHOLUEHHE Ha aDcoMOTHOTO HaMalliBaHE Ha
Bb3NANKHTEIHUTE JIe3HK U Ha oO1Iua Opoli 1e3uu.

BropH4HHTe KpaiiHy TOYKH ca moKa3ajii, 4€ MPOKEHTHOTO HaMallABaHe Ha o0 Opoil JIe3un ot
M3XOAHOTO HHMBO o ceamuiia 12 3a wmmagamuuune 10 mg/g + Gerzounos nepokcun 30 mg/g ren e 6uno
MO-roJAMO OT TOBA NPH KIHHIAAMHALMH 1% ren v BeXuKyiIyM refl, a TpoUEHTHOTO HAMAISIBAHE Ha
BB3NAIHTEHUTE JIe3ud € OHN0 No-rojsaMo oT TOBRA NpH GeH30MN0B nepokcHn 3% ren. 1IpouenTsT
ydacTHHUM ¢ ISGA cxop 0 (uHcTa koxa) uii 1 (mouTH YHCTa KoxKa) J0 ceaMuna 12 ¢ Ol 3HAYUTETHO
NO-roigM 3a KIHHIaMHUUH 10 mg/g + GeH3zonoB nepoxkcua 30 mg/g res B CpaBHEHHE C AKTHBHUTE MY
CbCTABKH M BEXHKYIYM redl.

B oTe/1¢H aHanu3 Ha JaHHATE € YCTAHOBEHO, Y€ MMO-roJIAMa YacT OT YYACTHUILIUTE B IpylaTa Ha
kiuHaaMunue 10 mg/g + 6ensonnos nepokeun 30 mg/g ren ca uManu 2-cTeneHHo nogobpenne no ISGA
OT U3XOJHOTO HMBO Ha ceamuua 12, xakto u ISGA ckop 0 (uncta koxa) unu 1 (TIOUTH 4HCTA KOXKa) Ha
cenMula 12, B cpasHeHHe ¢ KIHHAaMULMA rej (p<0,001), 6ensomnor nepokcua ren (p=0,003) u
BEXHKYIIYM rein (p<0,001).

Lpyeu kpaiinu mouxu

[IpH oueHKa Ha ApYTH KpaiiHM TOYKH OT BTOpATa CeIMHIIA Ha JIeueHHe e Ha0/moAaBaHo [10]00peHue Ha
BB3MATATENHATE Y HEBB3NAMUTENHHUTE JIE3NH CIIPSIMO BEXUKYJIYM WIH KIHHAaMHUKH rel (p<0,05).
HamanssaneTo Ha 6pos Ha Ne3UHTE ¢ NPOABIKKIO IPe3 LHEeMHUA Kype Ha 1e4eHne oT 12 ceaMuLu.

5.2 DapmMakoOKHHETHIHH CBOHCTBA

B oTBOpeHO npoyuBane npu 24 mauMeHTH C YMEPEHO TEXKKO 0 TEXKKO aKHE BYNTrapHC, MpHOIH3UTENnHO 4
g KnuuAaMuuvH 10 mg/g + Oenzonnos nepokcua 30 mg/g ren ca NpUaarali BeJHbX JHEBHO 3a 5 THH Ha
JMLIETO, FbPAUTE, FOPHATA HacT HA FbPJHTE, bpOa U paMeHeTe. MakcHManHaTta cpe/iHa reOMeTprUHa
nnasMeHa excrno3uius Ha KIHEgaMuLIMH (Cp.,) Ha JeH 5 e 6una 0,961 ng/ml ¢ AUC,, 2,9 ng*hr/ml.

B npoy4Bane Ha MakcHMAaJTHaTa KO>XHa abcopOums, CpeTHUTE IUla3sMeH HHBa Ha KIIWHaMHALKH 32 4-
ceIMUYCH MEpHOA HA IIPHIOXKEHHE Ha KIMHAAMHIMH 10 mg/g + Gexzonnos nepokeua 50 m
Oounu npenedbpexumo Hucku (0,043% ot npusoxkenara go3a).

Hanuunero na 0eH30UI0B NEPOKCH/ B IPOAYKTaA HC € OKa3alo E(I)BKT BBEPXY KOXXHA
KIHHAaMHIIHH.
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[IpoyuBanus ¢ U30TONHO MapKUpaHe ca oKa3any, ve abcopOunsra Ha OEH30HIIOB MEPOKCH/ Mpe3 KoXkara
€ Bb3MOXKHA caMo ciiell ipeobpazyBaHeTo My B OeH30eHa KucenrHa. beH3oeHaTa KHCEAWHA B 110-roisMa

CTElEH ce KOHIOTMPa 10 XHIYPOBa KHCEIHHA, KOATO Ce eKCKpeTrpa npe3 Osbpenure.
5.3. IIpeakIAEARYHEHE JaHHH 32 GesonacHOCT

Kaunoamuyun/ben3ounog nepoxcuo zen

B 2-roaniiHo npoy4BaHe Ha KAPIIMHOTEHHOCTTA NPH MHUILIKY, JIOKAJIHOTO MPHIOXKEHHE HA KIHHIAMHI[HH
10 mg/g + Genzonnor nepokcua 50 mg/g ren He € NOKa3ano JAHHU 32 NOBUINEH KAPLIHHOTEHEH PHUCK B
CPaBHEHHE C KOHTPOHUTE.

B npoyueaze Ha (poTOKAPLMHONEHHOCTTA NIPH MHIIKH € Hal/0aaBaHo C1a00 NOHIKEHHE Ha CPEHOTO
BPEME 34 PA3BUTHE HA TYMOPM B CPaBHEHHE C KOHTPOANTE ClE/l €AHOBPEMEHHO NIPHIIOXKEHHE Ha
KIMHRaMHUKH 10 mg/g + Genzomnor nepokcua 50 mg/g ren U U3naraie Ha CJIbHYERA CBETIIMHA,
KinHH4YHaTa 3Ha9MMOCT Ha TE€3H PE3YJITATH OT [TPOYUBAHETO HE € H3BECTHA.

IlpoyuBanns 3a KoxKHa TOKCHYHOCT NPY MHOTOKPAaTHO MpUIoKeHHe, TPOBEACHU IIPH iBA BHAA XXHBOTHH C
knuHAaMHIKME 10 mg/g + Denzounor nepoxkcua S0 mg/g ren 3a o 90 aHH, He Ca NMOKA3aTH TOKCHYHH
e(exTH, OCReH cnada JI0KaIHa HPHTAIMA.

[IpoyuBane 3a upuTalkg Ha OUHTE € [I0KA3AI0 MHOTO cJ1aba npuTanus npy NpUIoKEHHE HA
KIHHAAMHWLKH 10 mg/g + benzonnos nepoxcua 30 mg/g remn.

benzounos nepoxcuo
B npoy4Banus 3a TOKCHYHOCT MPM )KUBOTHH, OEH30MNOBUAT MEPOKCH] € NOHECEH nodpe NpH JIOKATHO
MPUIIOKEHHUE.

B’BHPCKH YC € YCTAHOBEHO, 4€¢ BHCOKHTE J03H DEH30HUJIOB [NepOKCUI HHOYIHPAT HAKbCBAHE HA BEpHTaTa
Ha I{HK, HANTUYHUTE JaHHHU OT NMPpOYYBaHWUA HA MYTAarcHHOCTTA, KAPLIHHOIM€HHOCTTAa H qJOTO KO-
KapOHHOICHHOCTTA IMOKAa3BaT, uc OCH30HITOBHAT NePOKCHI HE € KAPHHHOICHEH HITH thTOKapL[HHDFE:HBH.
Hsama AdHHH 3a penpoIyKTHBHA TOKCHYHOCT.

Knundamuyun

In vitro ¥ in vivo Npoy4YRaHHA HE Ca MOKA3aNH MyTareHeH NOTeHN\aN 3a KIAHaaMuLiH. He ca
NPOBEXKJAHW XbATOCPOYHY NPOYYBaHUA IIPH KHUBOTHH 34 TYMOPOIeHEH NOTEHLHAN HAa KIHHAAMHLIKH.
IIpeAKMMHUYHKTE JaHHH He MOKAa3BaT CIel[HaleH PHCK 3a XopaTa Cliope/l KOHBEHUHOHATHHTES

MPOYYBAHHA 32 TOKCHYHOCT IIPH €IHOKPATHO U MHOT'OKPATHO IIPHAOKECHHUE H PEITPOAYKTHBHA
TOKCHYHOCT.

6. DPAPMAIIEBTHYHU JAHHHA

6.1. CnuchK HA IOMOIMHENTE BEIlECTBA

Kapbomep

LUMETHKOH

HMHATPUEB Jaypuit cyndoCYKIIHHAT
JUHaTpUEB eleTaT

I manepon

CHIHUHEB JHOKCH] 32 ICHTAJIHA YIIOTpeda
Ilonokcamep
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[Ipeuncrena Boaa
Harpner xuapokcua

6.2. HechBMecTHMOCTH
He e npanoxumo.
6.3. Cpox ra roanocr

Cpok Ha roJJHOCT Ha JIeKapCTBEHHA NPOAYKT B OTIAKOBKa 3a Npofakba: 24 (BafeceT H YETHPH) Mecewa.
Cpok Ha roZJHOCT Ha IeKapCTBEHUA NPOAYKT ciel Mbpeo oTBapsHe: 90 nuu.

64. Cnennanns ycJIOBHR HA ChXpPaBeHHE
YCnoBUA Ha ChXpPaHEHHME IIpeH OTRapsHe: a ¢e chbXpaHaBa B xnaaunuuk (2°C-8°C). [la He ce 3ampassBa.
YCIIOBHA Ha ChbXpaHEHHWE CIIER OTBAPSHE: IIPU TEMIIEpATypa HE TNOo-BHcoKa oT 23°C.

,[[a Ce ChXpPaHABa HA MACTO HEJOCTBITHO 34 AeLa.

6.5. Bnau e¢nIbpKaHEE HA ONAaKOBKATA

AlyMHHHEeBa Tyba ¢ MeMOpaHa M NaTeKCOB NPBCTEH, 3aTROPEHA € M1AaCTMACOBA KallavyKa Ha BHHT.
Eana tyba (15 g wnmm 30 g) 3aeHO ¢ NHCTOBKA 33 NAMEHTA B KAPTOHEHA KYTHS.

He scuuxu sudoee onaxogxu mozam oa 6p0am NyCHAmu Ha nazapa.
6.6 Cuenuajinn NpeAnazHH MepKH OPH H3XBLpasHe H paboTa

Hama cienmanHy H3UCKBaHHA.

HeunsnonzsanuAT NekapcTBEH NMPOAYKT WK OTTIAABYHHTE MaTepHali oT Hero TpabBa Ja ¢e H3XBbPJAT B
CHOTBETCTBHE C MECTHHTE U3HUCKBAHUS.

7. IHPHTEAXATEJI HA PAIPEIIEHHETO 3A YIIOTPEBA
Anmubuotuk-Paszrpan AJ|

Oyn. “Anpuncko Bectanmne” 68, ouc 201

7200 Pasrpan, brnrapus

8. HOMEP HA PA3PEIIIEHHETO 3A YIIOTPEBA

Per. Ne:

9. HATA HA IThbPBO PAZPEIIABAHE 3A YIIOTPEBA
Hara Ha nbpRO pa3peniaBaHe:

10. JATA HA AKTYAJINIUPAHE HA TEKCTA

OxTtomBpH 2023

12




