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KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA
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1. AME HA JIEKAPCTBEHWI ITPOAYKT

ADVANTAN cream, ADVANTAN ointment
AJIBAHTAH xpem, AIBAHTAH ma3

2. KAYECTBEH 1 KOJIMMECTBEH CBCTAB

1 g xpem, Ma3 ceabpxa 1 mg (0,1%) MmeTun npeaunsonoH auenoHar (methylprednisolone aceponate).

3a mOMOIIIHY BenlecTBa BUK 6.1.
3. JEKAPCTBEHA ©®OPMA

Kpem
Mas

4. KUHHUYHHA JAHHH
4.1 IToxkazanans

ATONMNYeH A¢pMaTUT (€HAOTCHHA €K3eMa, HEBPOAePMHT), KOHTAKTHA €K3€Ma, ICTCHEePATHBHA €K3€Ma,
AUCXUIPO3H(OpMEHa eK3eMa, €K3eEMa BYATApHC B €K3eMa MpH Jela.

4.2 Jlo3upoBKa H HAYHH HA ynorpebda

Karo 110 ¢opMmynara Ha Advantan € NoAxoAdIna 3a TpeTHpaHe Ha Koxara. Advantan ce npuiara
BEJIHDAK JHEBHO B TBHBK CJIOH BBPXY 3aCETHATHTE YYaCTELH.
[TponbiokuTestHOCTTa Ha ynoTpeba He TpAOBa 1a HaABUINABA 12 ceAMUIIM NPH BB3PACTHH U 4 CeIMHLIN

IIpH Jera.
4.3 IIporuBonoxa3anus

TyGepkyino3Hu WIH CHOWIRCTHYHY NPOLIECH B 00,1aCTTa, KOATO LIE C€ TPETHPA; BUPYCHH 3200 1IBaHUS
(Hanp. BapHIleNa, XepIec 30CTEP), po3aLea, ICPUOPANICH JEPMATHT M IIOCTBAKCHHATHHN KOXHH peaKklu
B 30HATA Ha TPETHUPAHE.

XHUPEPCEeH3UTHBHOCT KBM JIEKAPCTBEHOTO BELIECTRO WIH KBM HAKOE OT MOMOIIHHTE BEILECTBA.
4  CrnenuajiHH NPOTHBONOKA3AHHSA H CTICKHAHH NpeyNpexAcHHs NPH ynoTpeda

[Tpu xoxuu 3a60a9BaHHsA, IPUAPYXKEHU ¢ DaKTepuanTHy W/ UM 'EOHYRH HHc]JeKunH, IpﬂGBa Ia ce
Ipuiara U JOITbIHUTEIHO crieu(pUIHO JISUECHHE. /.-- ” NS
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Axko nipu npoapmxUTeHa ynoTpeda Ha Advantan kpeM KoxXkaTa U3ChXBa MPEKOMEPHO, TpAOBa Ja ce
NpeMHHe KBM HAKOS OT (POPMHTE C MO-BHCOKO MACTHO ChabpxaHue (Advantan mMas),
Advantan re TpafBa Ja monaga B OYMTE NPH HAHACAHE BHPXY JHLETO.

He ce nabmonasa BIMAHUE BEPXY aIpCHOKOPTHKAHATA GYHKUUA IIPH BB3PACTHH, KAaKTO U MpPH ACa,
kKoraro Advantan ce HaHaca BpXY o0mupHa 06aact (40-60% 0T KO)XHaTa NOBBPXHOCT) U IOPH NPH
OKJIY3HBHO JIEYEHME.

Bce nax npoasikuTenHOCTTa Ha YiioTpebaTta Tpabea na Obae Bb3MOXKHO Hal-KpaTKa [pH TpeTHpaHe Ha
rojisiMa KOXXHa IIOBbPXHOCT.

[IpoABIKUTENIHOTO NPHAJIOKEHHE HA JIOKATHU KOPTHKOCTEPOHAU BLPXY OOILIMPHYU O0IacTU OT
TAJOTO ¥ 0COOEHO NPU OKITY3Hs, SHAYHTETHO YBEIMYABA PUCKA OT HEXEJIaHU JISKAPCTBEHH PEAaKIIHMM.

KakTo € H3BECTHO OT CHCTEMHOTO NPHIOKCHHE Ha KOPTUKOUIU, MOXE Jia C€ pa3BUe MIAYKOMa NpH
ynoTpeba Ha JIOKATHHA KOPTHKOUAM (Harp. IIpH rojieMH 03K WK IIpHiiarade 3a mpoAB/LDKUTENCH
NEPHOJ, OKITY3HBHH IPEBPBE3KH WIH NPH NPUIOKECHHUE BBPXY KOXKATa OKOJIO OUMTE).

4.5 JlekapcTBeHH H APYTrH B3auMoJeHCcTBHSA
Hocera He ca H3BECTHH.

4.6 bpeMeHHOCT H KhpMEHE

ExcneprMEHTATHE IPOYYBAHUA C JKMBOTHH C ITIOKOKOPTHKOCTEPOUAM ca MTOKA3aJIU peNpoIyKTHBHA
TOKCHYHOCT (pa3zzen ,,5.3 [IpeaxuHuunr gaHHK 3a 6€301acHOCT ),

EnmaeMuoioriuHEA TPOYyYBaHHA Mpearosarar, 4e 6u Morno Ja ce HabmoAasa yBeJIHeH PUCK OT
OpaITHH IIEMKH NPH HOBOPOACHH Ha Maifki, KOMTO ca OWIM TpEeTUPAHH ChC CUCTEMHH
ITIOKOKOPTAKOCTEPOHIH 1Ipe3 OBPBHA TPHMECTHD Ha OpeMeHHOCTTa. (OpaJIHUTE LIEMKH Ce Cpeniar
PAJKO H aKO CHCTEMHHTE IMIIOKOKOPTUKOCTEPOHM ¢a TEPATOTCHHHU, T€ MOraT Ja J0BeAAaT 10
yBe/IMUEHHE €aMO € €MH WiH ABa ciayyad Ha 1 000 xxeHd, TpeTHpaHy 1o BpeMe Ha OpeMEHHOCTTA.
JIaHHUTE 110 OTHOIIEHUE Ha yIoTpebaTa Ha IOKAJIHM MIIOKOKOPTUKOCTEPOUIH N0 BpeMe Ha OpeMEHHOCT
Ca OrpaHUYE€HH, BBIIPEKH TOBA MOXKE JIa C€ 04aKBa MAIBK PHCK, ThH KATO CUCTEMHATA HAIMYHOCT HA
AOKATHO NPHIOKEHH IIFOKOKOPTHKOCTEPORAH € MHOI'O HHCKA.

Karo 00110 npasuio, NpoAYKTH 3a JIOKATHO NIPHIOKEHHE, ChIBKAINN KOPTUKOUAY, HE TpAOBa Aa ce
NpUJIarart 1Mo BpeMe Ha ITbpBHUA TPUMECTHP Ha OpeMeHHOCTTa. KNHUHHMYHKTE MTOKAa3aHHA 3a PUIOKEHHE
Ha Advantan Tpabpa BHEMaTenHO Ja OBJaT NpencHeH MO OTHOMIEHKWE Ha ChOTHOLIGHHETO PHCK/TION3a
npu OpeMeHHN K KbpMemy. Karo 110, yniorpedara BppXy 0OIHMPHY 00/1aCTH WIH IPOAB/DKHATEITHO
NpHIcKeHHe TpAOBa Ja ce u3bArear.

KbpMaukuTe He TpAOBa Zia ro mpunarar BbpXy bpIHTE CH.

47 BiausinHe BHPXY CHOCOOHOCTTA 3a WodHpane H padoTa ¢ MAIIHHMU



He e npunoxumo.

(l_./ HexenanH JexapcTBeHH PeaKIuy

B orxenny ciydau npu AedeHue ¢ Advantan Morar fa ce NoABAT JIOKATHU peaKluu- ¢bpbex, napene,
epuTeM UM 00pa3yBaHE Ha BE3HUKYIIH.

Creaunare peakiiui MOrar Jja ¢€ NOSBAT KOTraTo NPOAYKTH 3a JIOKAIHO NMPUIIOKECHHE, ChIBPXKALIH
KOPTHKOHMAY ce Ipiaratr BpXy o6umpHu obnactu ot 1010 (10 % 1 noBede) Wi 3a IPOABIDKUTENCH
IIepuo OT Bpeme (TIoBeYe OT 4 CEAMMIIHN): JIOKAMTHIA CUMITTOMH KaTo atpodHs Ha Ko)aTa,
TEJIAHFHEKTa3luH, CTPHH, AKHENTOAOOHN MPOMEHH Ha KOXKaTa M CUCTEMHHM €(DEeKTH Ha KOPTUKOHIUTE
nopaau abcopbums. [1o BpeMe Ha KIMHUYHO NIPOYYBAHE HHTO €XHA OT TE3M HEXEITaHH peakIluu He ce €
nonyyuna mnpu nedeHuero ¢ Advantan B npoasmkerue Ha 12 cenmuiiu (BB3pacTHU) | 4 CEIMUIH
(neua).

KaxTo n mpu ynotpedara Ha Apyra KOPTHKOHAM 32 JIOKAITHO NPUIOKECHNUE, B PEAKYU CIIyYau MOXKe Jia ce
NpOABAT CJICAHUTE HEXKEIaHW PEaKINK; (POJIMKYIHT, XUNIEPTPHUX03a, NEPUOPANCH JEPMATHUT, [IPOMSAHA B
1IBETA Ha KOXKAaTa, AIEPruYyHd KOXXHHU peakii KbM HAKOSA OT CHCTABKMTE,

4.9 Ilpeno3upane

¢ (CHUMIOTOMM Ha MHTOKCHKALUA
PesynraTtire OT KNMHUYMHHY MPOYYBaHUA 3@ OCTpa TOKCHYHOCT HE IMTOKA3BAT HAJIMYAE HA PHCK OT OCTpa
HMHTOKCUKALIMSA IIPH EZHOKPATHO KOXKHO MPWIOKCHHE HA CBPBXA03a (IIpHI0KEHHE BEPXY OOLIMpHA 30Ha
IIPH CHCTOAHHA, OIaroNpHATCTBAILM A0COPOLHA) MK CIIy4aitHO [TEpOpPaiHO MONTBIIAHE,

S. OAPMAKOJIOTTHYIYHHN JAHHH

5.1 (PapmakoaHHAMHYHH CBOHCTBA

Cnen nokanHo npuioxeHue Advantan NoATHCKA BB3NATUTS/IHUATE U allepriYHH KOKHM PeakiiH, KaKTo
H pEaKIUMTE CBBP3aHU ¢ Xunepnpoakdpepauus, KOeTo BOAM A0 HaMaJisiBaHe Ha OOEKTUBHHTE CUMITTOMMU
(eputeM, eeM, HHQUATPALMA, MMXeHuPHKALMA), KAKTO U Ha CYyOEKTUBHUTE ONNakpaHUA (Chphex,
napene, 601Ka).

[Tpn npunarane Ha methylprednisolone aceponate B nokanHo eGeKruBHNA K03H, CHCTEMHHAT e(ekT €
MHHHUMAJEeH, KaKTO MIPU XUBOTHH, Taka ¥ NpH xopa. Ciel TpeTupaHe Ha roneMu ob1acTi IIpU MalueHTU
C KOXHHM 3a00ABaHM, ILTA3MCHITE KOHLICHTPALMA HAa KOPTH30/ OCTaBaT B HOpMAaTa, ACHOHOLHUAT
KOPTH30JI0B PUTHM C€ NIOJABPKA H B 24-4acOBa YPHHA HE C€ YCTAHOBABA NOHMKEHUE HA KOPTH3OJL.
Mexanu3MsT Ha AckcTBUeTo Ha methylprednisolone aceponate, KakTo M Ha APYIUTe NIFOKOKOPTHKOUIH
HE € K3sCHeH Hamrb/IHO. U3BecTHO e, ue methylprednisolone aceponate ce cpsp3Ba ¢ BETPEKIETHLHHHATE
TTIHOKOPOKTHKOUAHU PELIEITOPH, a TaKa CBILO C€ CBBP3Ba U OCHOBHUA My MeTaboauT 6-0-
methylprednisolone -17-propionate, xoliTo ce 00pasysa clies pasrpaKiaHe B KOXaTa.
CTeporaAHO-PELCITTOPHUA KOMILIEKC C€ CBBP3Ba ¢ HAKOH 00nacTH Ha JIH Ka'm C \BaaaﬂeHcTBa
cepua OHOMOTHYHH €eKTH. /A



MexaHu3MBT Ha aHTUBB3MATIHTENHOTO AcicTBYE € no-sceH. OOpa3yraHeTo Ha CTEPOUAEH PeLeNTOpeH
KOMILUTEKC IPEAH3BUKBA CHHTE3MPpaHe Ha MAKPOKOPTHH. MaKpOKOPTHH HHXUONpa 0CcBOG0KIABAHETO Ha
apaxMJIOHOBA KMCEITWHA U IO TO3M HaYMH ¥ 00pa3yBaHe HA MEANATOPH HA BH3NAICHHUETO -
[POCTArNaHAKHYU | JICBKOTPUEHU.

HMMyHOCYNIPECUBHOTO ACHCTBHE Ha ITIIOKOKOPTHKOMAUTE MOXE Aa ce O0ACHHM ¢ HHXUOUpaHe CHHTE3a Ha
IUTOKUHH U ¢ AHTHMHATOTHYEH e(eKT, KOUTO Jocera He € U3sACHEH J00pe.

Cba0CBHBAINOTO ACHCTBHE Ha [NTFOKOKOPTHKOHAMTE €€ OCBHIUECTBIBa YpE3 HHXUOUPAHETO Ha CUHTEe3a Ha
CHAO-pANHUPIBAIMTE NPOCTANIAaHAWHH U NNOTEHIUPAHEeTO Ha CHAO-CBUBALIMA ¢QEKT HA aAPCHANUHA.

3a neueOHus edext Ha Advantan UMaT 3HaYEHNE ¥ CHOTBETHUTE MOMOLIHH BEIIECTBA B Pa3NHIHHTE
NeKapceTBeHH hopMmu.

¢ Advantan kpem

KaTo nekapcTBeHa opMa ¢ NO-BHCOKO CHABbPIKAHHE HA BOJA U [I0-HUCKO CBALPXKAHHE HA MaCTHY
BelnecTBa, Advantan KpeM € MOAXOMAII 32 OCTPH K ChI3ALIM CTaAHH Ha €K3eMa, 32 MHOI'O Ma3Ha Koxa M
3a ynoTpedara BbpXy OKOCMEHHTE WM M3JI0KEHH Ha BEHIIHO BJIIUSHHE TEICCHH YaCTH.

¢ Advantan Mas

KOXHH CBCTOSHHSA, KOUTO HE Ca HUTO CHII3AIIM, HUTO MHOTO CYXH, H3UCKBAT OanancupaHo
CHOTHOLIEHHE HA MAaCTHH BEIIECTBA U Boja. Advantan Ma3 JIEKO OMa3HsABAa Koxara 0e3 Aa c€ 3aJbpiKa
TOIUTHHA ¥ TeuHocT. IIpunara ce Hal-4ecTo B CpaBHEeHHE ¢ JApyTruTe QopMHu.

5.2 DapMAKOKHHETHYHH CBOHCTBA

Methylprednisolone aceponate (MPA) niposuksa B KoxaTa 0T BCHUKH JIeKapCTBEHH QOPMH,
KoHueHTpalusTa B pOroBUs CJIOH M )KHUBATA KOXXa HaMalsiBa OTBBH HaBBTPE.

Methylprednisolone aceponate ce XHApOIN3Upa B EIMASPMHCA K AepMaTa 10 rinaBHua Metabonur 6 -o-
methylprednisolone -17- propionat, KOHTO c€ CBBP3Ba OlIe NO-3XPABO C KOPTHKOUIHATE PELIENTOPH,
KO€TO NMOJACKa3Ba “OMOaKTUBMpPAHEe” B KOXATa.

CreneHTa Ha nepKyTaHHAaTa aOCcopOLMA 3aBHCH OT CHCTOAHHETO HA KOXATa, JIEKapCTBeHaTa GopMa o
YCIIOBHATA Ha NPUIOKEHHE (OTKpUTO/OKNY3Hs). IIpoyuBaHisa Ha MITAAH U Bb3PACTHH MALIUCHTH C
HEBPOJEPMHUT U IICOPHA3UC ITOKA3BAT, e NepKyTaHHaTa abcopdius IpH OTKPUTO MPHITAraHe € caMmo
MaJiko no-roimamMa ( < 2.55 %) ot nepkyradHata abcopbums mpyu 1o6poBOIILHM C HOPMaJIHa KOXKa

(0.5-1.5 %)).

AKO POTOBHAT CJIOH c€ OTCTPaHM MpeaH NPHIAraHeTo, KOHUCHTPAIMATA Ha KOPTUKOMUIM B KOXAaTa € 3
ITBTH [I0~BHCOKA, OTKOJIKOTO CJIeH HaHACAHE BBPXY HHTAaKTHa KOXa.,

Crnen Karo JOCTUTHE B CUCTEMHATa LUPKYJIAIa, TBpBHYHHAT IPOAYKT OT XuApoiu3ara Ha MPA, 6-a-
methylprednisolone -17- propionat ce koHrornpa 0bp30 ¢ NIIOKYPOHOBA KUCEIIHHA, B PE3YNITAaT Ha KOETO
ce nHaKTuBHpa. Metabonurute Ha MPA (ocHOBeH MeTabonur 6-0.- methylprednisolone -17- propionat -
21- glucuronide) ce eMUMMHMpAT Ype3 OB0OperuTe ¢ NoMyXUBOT 0KOJI0 16 vaca, Cnen 1.v. npuioxeHue
eKCKPEeLMATa Ha ' 'C - MAPKUPaHHU CyGCTAHLIMH Upe3 ypUHATa H (b@KMHWQMH&”EHG}I 7 odu. B
OpraHHu3Ma He aKyMyaHpa MHTo MPA, Huro MeTabonurure My. gx cu g



5.3 IIpeaxIMHUYHHE JaHHA 32 0e30NacCHOCT

CHCTEMBMTE NMPOYYBAHHA 32 MOHOCHMOCT CJIEN NPOABIKUTENHA ynioTpeda Ha MPA, npunarana
NOAKOXHO U KOXCHO, IIOKAa3BAT JeHCTBHE KAaTO MPU BCUYKH ITIIOKOKOPTHKONAU. OT Te3n pe3yiaTaT
crelBa 4e NpH TepaneBTHYHA ynorpeba Ha Advantan He € 04aKBaT HEXKETAHU JIEKAPCTBEHH PeaKIny,
Pa3IMYHH OT THIIMYHHUTE 3a ITMIOKOKOPTHKOU M, JOPH ITPH CKCTPEMHH yCIOBHA KaTO alUIMKALI|A BEPXY
[IWPOKA KOXKHA MOBBPXHOCT W/LIH OKIIY3HSL.

EKcriepUMEHTATHUTE U3cTIeiBaHuA 32 eMOproToxcHuHOCT ¢ MPA noka3BaT eMOpHOTOKCHYHU U
TEPATOreHHH e(PEKTH, XaAPAKTEPHH 32 APYTHTE ITIIOKOKOPTHKOMIH CIE IPUNAaraLe B MHOI'O BUCOKH
no3u. UMalku B npeasu Toea € Heobx0auMo ocobeHO BHHMAaHKeE Npy npeAnucBaHe Ha Advantan Ha
OpeMeHHU. PesyaraTire oT €MMAeMHONIOTHYHHTE NIpoy4Banus ca 06001meHH B pasgen ,,4.6 bpemennoct
U KEpMeHe”,

H3cneapanuaTa in vitro BppXy OakTepUasiHH KIETKH 32 OTKPHMBAHE HA N'eHHU MYTAllHU M U3CIICIBAHHATA
in vitro o in vivo 3a XpOMO30OMHH H I'CHHH MYTaIHH HE MOKa3BaT reHOTOKCUYEH nmoTeHIiuat Ha MPA.

He ca npoBexxgany CENUATHMA H3CACABaHUA 3a TyMOporeHHMa notenupal Ha MPA. Ilo3nanuara ot
CUCTEMHUTE H3CJCABAHHUA 3a NOHOCUMOCT IIPU NPOIB/DKATENHA yiioTpeda U uHpopManmaTa 3a
CTPYKTypara, papMakoIoriuHATE ePeKTH HE MOKa3BaT HOBHIICH PHCK OT NOSBa HA TYMOD.

[Ipu cna3BaHe Ha npenopbhbyaHaTa n03a [PH BRHINHO NpUIoKeHKne Advantan HAMa CUCTEMEH
AMYHOCYIIpeCHBeH €(EeKT, CIIEAOBATE/IHO HE C¢ 0YaKkBa MOBHIUEH PHCK OT 0ABA HA TYMODH.

[Tpu n3cnenpanugTa Ha NoKanHa moHOcUMOCT HAa MPA # Advantan BepXy KOXKa H JIATaBHIIA He ca
PETHCTPUPAHH JIOKATHH HEXEIAHH JIEKapCTBEHM peakii O4aKBaHH IIpH ynoTpeba Ha
TTTIOKOKOPTUKOUIH.

MPA He nokassa ceHCHOWIN3Hpan] €PeKT BbPXY KoXka HA MOPCKH CBHHYETA.

6. OAPMATNIEBTUYHA XAPAKTEPHCTHKA
6.1 CHnHCcBLK HA NOMOIUHHTE BellecTBa

¢ Kpem

Jenuinonear

rnmaueponoB Monocreapar 40-50 %

LETOCTEAPWIOB AlTKOXOJT

TBHPIA Mac

IJIMLEPOSIOBY TPHECTEPH HA MacTHU KucelnHK (Codrusan 378)

NOJUOKCHIIOB 40 cTeapar

rauuepon 85%
JUHATPHEB eaerar : ,r ﬂl |
GEHIMIOB ATKOXOII A
6y THIXHAPOKCHTONTYEH G
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IpevHCTeHa BOAA

e Maz
I4esieH BOCHK, Ol
napaguH, Te4eH
nexumync E
napaduH, 6411 MeK
[IpEeYHCTEHA BOJA
6.2 HechbBMeCTHMOCTH
HsamMa.
6.3 Cpox Ha roanocr
Kpem, Mma3: 3 roausu
6.4 ChnenualnH yCJI0BHSA 33 ChXpPaHeHHE
KpeMm , ma3: Jla ce cexpaHsaBar npy TeMneparypa mox 25 ° C.
6.5 /anHd 32 ON3KOBKATA
Tybu mo 15 g OT YUCT aNyMHHHH, CBC CNIO# OT €MOKCHAHA CMOJI1a OT BHTPEIIHATA CTPAHA U CJIOHN OT
[OJIMECTEP-Ha BHHIIIHATA CTpaHa 3alledaTaHa Ha ropelo ¢ MoMaMMAEeH NPHCTEH U 3allyllanka Ha BUHT
OT IOJIMETUEH € BUCOKA IUTETHOCT.

6.6 Ykazanus 3a ynorpeda

,I[a C€ CbXpaHdBa Ha MACTO, HCAOCTBITHO 34 ACLIA.

7. IPATEXATEJ HA PAZPEIIEHHUETO HA YIIOTPEBA

Intendis GmbH Berlin,
Max-Dohrn-Strasse 10,
D-10589-Berlin, I'epManus

8. MIPOU3BOINTEJ

Intendis Manufacturing SpA,
Via E.Schering 21,
20090 Segrate (Milan), MTanus

0. JIATA HA IOCJIEJHA PEJAKIIAA HA TEKCTA



