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1. HAME HA JIJEKAPCTBEHHUS TIPOAYKT

Tepbunadun ['eneprkon 250 mg TabnaeTku
Terbinafin Genericon 250 mg tablets
2. KAYECTBEH ¥ KOJIMYECTBEH CHCTAB

Besika Tabietka chabprka 250 mg Tepbunadun (ferbinafine) non dopmara na TepbUHAUHOB XMAPOXIIOPHA
(terbinafine hydrochloride).

3a MBbJIHUSA CMUCHK HA TIOMOLIHKTE BELIECTBA, BUXKTE T.6.1.

3. JEKAPCTBEHA ®OPMA
Tabnerka

beny, kpbruu, niocku tabnetky ¢ guameTsp 11 mm, geuTeNHA YepTa OT ABETE CTPAHU, MAPKHPAHH C
Hannue “T” najg nenurennara yepra v Haanmue “1” NOA AeMTENHATA YEPTa OT elHaTa CTPaHa Ha TabaeTkara.

4. K/IMHHUYHHU JAHHA

4.1 TepaneBTHYHH DOKA3AHHSI

JleyeHHeTO HA YyBCTBUTEIHH KbM TepOuHaduH rebuuHu unbekuuu kato Tinea corporis, Tinea cruris v
Tinea pedis (npu4uuHeny oT aepmatouTh; BIKTE T.5.1) 1 HHEKUMK Ha KOXKATa, IPUUMHEHH OT
Mukpoopranusmu ot pona Candida (nanp. Candida albicans), ako ce npeueHH, He € NOAXOAALIO0 B

3aBUCHUMOCT OT JIOKaJIU3aLUMATa, TEKECTTA ¥ pa3NpOCTpaHEHHUETO Ha I/IH(beKLlI/IﬂTa.

JleueHHeTo Ha OHUXOMMKO3H (4yBCTBUTENIHH KbM TepOuHaduH rbOMUHN MHPEKLIMM HAa HOKTHTE),
NPUYUHEHH OT IepMaTOPUTH.

Jleuenne nHa undexuuu, npuunHenu ot Tinea capitis.
ITepopanna popma Ha TepbuHaduH He e edextuHa npu Pityriatris versicolor.

4.2 Jlo3HpOBKA H HAYHH HA NPHJOXKEHHE

Ao:mposxa

Hpoubnmmenﬂocna Ha JICHCHUETO 3aBHACH OT TCPArCBTUYHUTE MMOKa3aHUS U TEXKECTTa Ha ldH(beKU,ldﬂTa.

Bw3pacmnu
TepanesTH4HaTa 103upoBka € 250 mg BeAHBXK JHEBHO.

Koorcnu ungpexyuu P .
Obuyalinara NpoABLIKUTENHOCT Ha JICYEHHETO B Clyuail Ha MH(EeKLUs, npentuxaHa’n
corporis v Tinea cruris € oT 2 10 4 ceaAMULIA. F »b u-:'” 7

ITpn nndekuus ¢ Tinea pedis (¢ MHTEpAUrUTAIHA NOKATH3ALMS, TJ1aHTapHa U MOKACHHOE, fllﬁ}*dp
NpenopbyuTENHATa NPOABIDKUTENHOCT € 10 6 CeAMMLH. Rk
I1pu koxkHa kKaHAKHAO32 OOKH4AHATA POOBKUTENHOCT € OT 2 10 4 CeAMHLIH.




[TbnHO W3Ye3BaHe HA CHMITTOMMTE MOXKE Aa HEC HACTBIH N0 HAKOJIKO CEAMMIU CIEA Kpad HA MUKOJIOTUYHOTO
JICHCHUCE.

Hugpexyuu no oxocmenama vacm na enasama
[IpenopbunTenHaTa NPOALLKUTEHOCT Ha JIEUEHHETO Ha HHbeKLMS, pean3Bukana ot Tinea capitis € 4
ceamuu. Tinea capitis ce pa3BUBa NpeJUMHO NMpH AeLA.

Onuxomuxozu
B noeeyeTo ciiy4au Npoab/KMTETHOCTTA HA YCMEIIHOTO JIEYEHHE € OT 6 1o 12 ceaqMuLM.

OHUXOMHUKO3U Ha HOKTHUTE Ha PbHLIETE:
I1p1 OHHXOMHMKO3M Ha HOKTHTE Ha pbLeTe 6 CeIMHLIM OGMKHOBEHO Ca JOCTAThYHM 3a OCTHUraHe Ha
TepaneBTHYEH pe3ynTar.

OHMXOMHKO3H Ha HOKTHTE Ha Kpakara:

[Tpy OHMXOMHWKO3HM HA HOKTHTE Ha Kpakara jiedeHUe B NPOoabDKeHHe Ha 12 ceqMULI OBUKHOBEHO €
AOCTaTb4HO, HO MPH HAKOM MaLUEHTH MOXE J1a Ce HAJIOXKH JieueHue 10 6 meceua.

Cnaboto u3pacTBaHe Ha 3aCE€rHATHTE HOKTH Mpe3 MbPBHUTE CEAMHULM Ha JIEYUEHUETO OH MOTIIO 1a CIYXKH KaTo
MH/IMKATOP 3a MALMEHTHTE, KOUTO Ce HYXKIAAT OT MO-MPOABIKUTENHO NeueHHe. [IbaHO u3ue3BaHe Ha
CHUMNTOMHUTE MOXE /12 HE HACTBIM A0 HAKOJIKO CEAMMLIM Clell Kpasi Ha MHKOJIOTHYHOTO JIEYEHHE, a
pe3yNTaTuTe ce HabMoaBaT HAKOJIKO MeceLa Clie]] ClIMpaHe Ha JIEYEHHETO - TOBA € BPEMETO, HEOOXO0IUMO
3a U3pacTBaHEe Ha 37PaBUsl HOKBT.

Heua

Hsma naHHu 3a NpyIoKEeHHETO MpH Jelia MoA 2-roauiiHa Bb3pacT (o6ukHoseHo <12 kg).
Jeua c tenecno terno <20 kg 62,5 mg BAHBK KHEBHO

Heua c tenecHo terno ot 20 kg no 40 kg 125 mg BAHBK JHEBHO

Heua c TenecHo Terno >40 kg 250 mg BAHDBK AHEBHO

HonbiHuTenHa I-IHd]ODMElLI,Hﬂ 34 CNEeUMaIHH I'PYIIH NMAHEHTH

Hanyuenmu ¢ yepHodpotrHo yepedcoane

Tepbunadun TabneTku He ce NMpenopbYBAT NPH MALMEHTH C XPOHHYHO WJIM 2KTHBHO YEPHOAPOOHO
3abonsBane (BixTe Touku 4.3 IIporHBonokasanus u 4.4 CrieuuasHu NpeAyNpesKIeHHs U NPEANA3HH MEPKY
npy ynorpeba).

Hayuenmu ¢ 6wopeyno vepeacoane

Vnorpebara na Tepbunadun TabIeTKH He € NPOyHeHa aAeKBATHO MPU NALMEHTH ¢ GBOPEUHO yBpeXaaHe U
10 Ta3d MPUYHHA HE Ce MPENOphYBa 3a ynorpeda OT Tasu rpyna ot nauyueHTH (Bwxre Touky 4.4 Crneuuaitu
OpeaynpeKACHUs W NPENa3sHd MEPKH MPH ynoTpeda u 5.2 ®apMakOKUHETHYHH CBOMCTBA).

Hayuenmu & cmapuecka ev3pacm

Hsma naHHmn, KOMTO 1a Npeanonarar, 4e nalHeHTUTe B CTapyecka Bh3PAcT Ce HyXKAAiT OT pasjMyHa
JO3UPOBKA HITK Y€ HEXKENAHUTE PEAKUMH MPU TIX C€ Pa3IM4aBaT OT TE3H [IPU MO-MNAAUTE nayueHTy. [pu
npusioxkeHue Ha TabnetHata hopma TepbuHadUH B Ta3u BB3pacToBa rpyna, TpAOBa fa ce OTYMUTA
Bb3MOXKHOCTTA 33 HapyllieHa uepHoapobHa vunu 6s0pedna ¢yHkuus (BukTe Touka 4.4 Cneuyaniu
npenynpexKAeHHUs U Npeana3Hd MepKH npH ynorpeta).

HayuH Ha nprunokenue

ACH, HE3aBUCUMO OT MNpUeMa Ha XpaHa.

4.3 IlporunBomoxazaHus




® H3pecTHa CBPLXYYBCTBHTENHOCT KbM TepOMHA(GWH WK HAKOE OT MOMOLUHHUTE BELIECTBA HA
Tepbunaduu I'enepukoH, uzbpoenu B T. 6.1;
e  XPOHHYHO WIH aKTUBHO YePHOOPOOHO 3a00NsBaHE.

4.4 CnenuaaHH NpelynpeXAeHHs H NPEANA3HA MEPKH NPH ynorpeda

Yeproapoodua dyHKiims

Tepbunadun Tabnetkn He ce npenopbyusa MPU MALUEHTH C XPOHUYHO MJIH aKTHBHO YEPHOAPOBHO
3abonasane. [Ipeau na 6bae HazHaueH TepGunadun ['eHepukoH e HEOBXOAMMO Jla Ce HANpaBH OLCHKA HA
MPEAMIIHO YepHOAPOOHO 3a00s1BaHe. XeMaTOTOKCHYHOCT MOXeE Ja BE3HUKHE TIPH MAaLMEHTH ¢ UiIM 6e3
npeaulecTsalo 3adonaBaHe, NOpaaH KOETo € HeOOXOAUMO Jia Ce ClIeid MEPUOAHUHO (Ha BeekH 4-6
cenmuun) yepnonpobnara pynkuus. TepanusTa ¢ TepouHaduH TpsOBa [a ce NpeKkpaTH He3abaBHO B CiTyyaii
Ha NOBMLIABAHE HA YEPHOAPOOHUTE MOKa3aTe/d. B MHOrO peaku ciyuau € Bb3MOXKHO pa3sBUTHE HA TEXKA
uepHOAPOOHA HEAOCTATHEUHOCT (MIOHAKOra ChC CMBPTEH M3XO/1 HITH M3UCKBALLA YePHOAPOOHA
TPaHCIUIAHTALMsA) IPH NTALMEHTH, JIeKyBaHHU ¢ TepOuHadun Tabnetku. [Ipu mo-rosisamMa 4acT OT NALKMEHTUTE
C TeXKa YePHOAPOOHA HEOCTATBYHOCT €a YCTAHOBEHH CEPUO3HU MPEALIECTBALIY 3a60/19BaHUs H
NpUYMHHATA BPB3Ka C IpueM Ha TepOuHaduH TabneTky He e curypHa (Brkre Touka 4.8 Hexenanu
JICKAPCTBEHU PEAKLMH).

[Maunentue, Ha kouto e npeanucan Tepbunadux ['eHepukon, Tpsbea na 6bAAT NpeaypeseHn aa
uHGHOPMHPAT JieKaps He3a0aBHO 32 BCHYKHM CHMITOMH Ha NEPCUCTUPALIO Ta/IeHe C HESICHA NPUUKHA,
MOHIXEH aneTuT, yMOopa, NOBPbLUAaHE, KopeMHa O0Jika B AsCHATA FOPHA YACT WJIH XKbJITEHHLA, NOTbMHSABAHE
Ha ypuHata wiv u30/ieIHIBaHE Ha U3NpakHeHuATa. [lauueHTure ¢ Te3u cUMNTOMHU TPIGBA [a PEYCTAHOBAT
nepopaiHUA NpueM Ha TepOMHAQKH U He3abaBHO [a ce HanpaBM OLIEHKA Ha YepHOApOoOHaTa UM QyHKUMS.

Hepmatonoruunu edextn

Ilpx nanuenTH, nexyBaHu ¢ TepOHHAGUH, IMA MHOTO PeKH ChOOIIEHHS 3a CEPUO3HU KOXKHH PEAKLMH
(Hanp. ckuHapoM Ha CtuBBbHC-/DKOHCBH, TOKCHUYHA eNUIEePMAalIHA HEKPOJIU3a, JIEKAPCTBEH OOPUB ¢
€03MHO(U/INA M CHCTEMHH CUMNTOMH). B cnyuaii Ha nporpecupaiy koxeH 06pHB, JeeHHeTo ¢ Tepbuuadui
TabneTky TpAOBa fa Ob/ie NPEyCTAHOBEHO.

Tepbunadun Tpsabpa na ce npuiara ¢ NOBULIEHO BHUMAHHE NIPH MALMEHTH C NCOPUA3KC UITH JyTTyC
epUTeMaTo3yc, Thid KATO B MHOrO PEJIKU CllyuaH ce chodlaa 3a exzalepbanus Ha 3a6019BaHETo.

XemaToJloruyHu edexru

Ilpy nauuenTy, nexyBany ¢ TepOuHadUH, HMa MHOTO PeAKYU CbOOIIEHHMS 3a C/Iy4an HA KDbBHHM JUCKPa3uK
(HeyTponeHus, arpaHyI0OLMTO3a, TPOMOOUKMTONEHHs, MaHLUTONeH!s:). ETHONOrKaTa Ha BCAKA KPBBHA
OUCKpa3us, HACTBIIMIIA TIPH MALMEHTH, JIEKyBaHU ¢ TepOuHaduH, TpAOBa Aa Ob/le W3C/IeaBaHa U €
HE0OX0MMO J1a ce 06ChIM BE3MOXKHA MPOMSHA B JIEKAPCTBEHATA CXeMa, BKJIIOUMTENIHO IIPEKPaTIBaHe Ha
JIEYEHHUETO C TepOUHADHH.

bnOpeuna dbvHKLHs

I[1pn nanuenTyn ¢ 6L6peuHo yBpexaaHe (KIHPBHC Ha KpeaTMHUH noj 50 ml/min WiIK cepyMeH KpeaTHHHH
Han 300 pmol/l), ynorpebara Ha TepbrHaduH He e 1o6pe MpoyyeHa, Nopaar KOETO HE Ce Mpenopb4sa
(BwxTe Touka 5.2 GapMaKOKMHETHYHM CBOWCTBA).

Tepbunadun e mowen nuxuburop Ha CYP2D6 uzoeH3uMHaTa cucTeMa v ToBa TpabBa 1a ce MMa NpeaBuL
npyu KOMOMHMPAHETO My C JIEKAPCTBEHU NPOAYKTH, KOUTO ce MeTabONIM3MpPaT OT Ta3d cucTema (BHxkTe T.4.5
BsanmoneHcTsHe ¢ IpyrH IeKapcTBeHH NPOAYKTH U ApYTH GopMH Ha B3aumozelcTeue). Moxe a e

d__,.,...‘—_._‘

HeoOxonuMa KOpekilvs Ha 103aTa. e

Edextu Ha apyru nexkapcTBeHH NpoAYKTH BbpXY TepbuHaduH




[InasmenunsT KMpbHC Ha TepOrHadHH MOXe la Cce YCKOPH OT 1eKapcTBa, KOUTO HHAyLMpAT MeTabonusma
MOJKE J]a ce MHXHUOMPa OT JieKapCTBa, KOMTO HHXHOUpaT MeTabonu3ma Ha uutoxpom P450. B ciyuait, ue e
HAJIOXKHMTEITHO €THOBPEMEHHOTO NMPH/I0KEHHE HAa TAKHUBA JIEKAPCTBEHH MPOAYKTH, MOXKE Ja CE& HATOXKH
Jo3upoBKaTa Ha TepOuHaduH na ce Kopurupa.

CnegHure J€KapCTBEHH NMPOAVKTH MOXKE 14 YBEIH4aT e(heKTEl HIIH U1a3MEHAaTa KOHLIEHTpALIUS Ha

TepbuHaduy

[lumeTuaMH NOHWKaBa KITUPBHCa Ha TepOuHaduH ¢ 33%.

®aykonazaon nosuiasa Cmax u AUC Ha TepbuHaduH cboTBETHO ¢ 52% 1 69%, Nopaan UHXUOUpaHe Ha
asata eHsuma CYP2C9 n CYP3A4. [TonobHo yBennueHHe Ha eKCNO3MUMATA MOKE A € MOSIBH, KOraTo
Apyru nekapcTsa, kouto uaxubupat CYP2C9 n CYP3A4, kaTo KETOKOHA301 U aMHOJApOH, C& NPUIaraT
€IHOBPEMEHHO C TepOrHADUH.

Cneanure JIEKAPCTBEHH MPOAYKTH MOKE /14 MOHHKAT eheKTa HilH Mjla3sMeHaTa KOHUEHTPpaUHA Ha

TepbuHaduH

Pudamnuuns nosuiara knupbHea Ha TepouHadun cue 100%.

Edbexts Ha TepOuHaduH BbpXY APYrUTe JEKAPCTBEHH NPOAYKTH

Criopen pesynratute OT NPOYUBaHHMs i Vitro W NIPH 31paBy 106POBOILM, TepOrHA(HH NOKa3Ba
npeHebpexuM NOTEHLMAI 33 HHXHOHPaHE WK yBeTHuaBaHe Ha KIMPbHCA Ha MIOBEHETO JIEKApCTBA, KOUTO ce
meTtabonusupar upes uutoxpom P450 nzoensumure (Hanp. Tepdenanun, Tpuazonam, TonGyTaMua U
NepopaHi KOHTPALENTHBY) C M3KJIIOUEHHE Ha JleKapcTBara, Metabonusipanu upe3 CYP2D6 (Buxre
1o-1071y).

Tepbunadun He noBNUABA KIHPHLHCA HA AHTHITHPHH HAM JUTOKCHH.

Tepbunadun ne okaspa BNUIHUE BbPXY (HapMAKOKMHETHKATA Ha BiykoHa30n. ChIIO Taka HAMA KITMHHYHO
3HaYMMO B3aUMOACHUCTBHUE MEXY TepOHHADHH U MOTEHUHATHO €HOBPEMEHHO MPUIOXKEHHE ¢
KOTPUMOKCa30J1 (TPUMETONPUM U CYJI(haMeTOKCa30T), 3MAOBY/IMH HITH TEODUIIMH.

Crobiuasa ce 3a HAKOM C/Tyua Ha HEPENOBEH LMKBI IPY MALMEHTY, NpUeMaly TepOuHahUH
€IHOBPEMEHHO C MEPOpAIHU KOHTPALIENTHBY, BLIIPEKH Y€ YECTOTATA HA NOSBA HA TE3W HAPYLIEHUS OCTABA
CXOJlHa C YECTOTA Ha MOsABA NPH NAUMEHTUTE, IPUEMALLH [IEPOPATHH KOHTPALIENTUBH CAMOCTOATENHO.

TEDﬁHHaCbHH MOKE 1a NOBHUIIH Cd}ei{'l‘a MJIH [1a3MeHaTa KOHLETpALMA Ha CIeOHHTE TEKAPCTBEHH IPOAYKTH

Kogeun

Tepbunadun noHmkasa KIMPHHCA HA NIPUIOKEHHMS HHTPABEHO3HO KOoeHrH ¢ 19%.

JlekapcTpa. MeTabonuzupaty riapHo upes CYP2D6
In vitro v in vivo npoy4BaHusTa Mokaspar, e TepouHaduH norucka meauupanus npes CYP2D6
metabonuzbM. Te3n pesyaTaTi MOXE /1a UMAT KNMHHYHO 3HAYCHHE NP BEIIECTBA, KOMTO C& MeTaboau3upar
TJIaBHO MPEe3 TO3W €H3UM, KaTO Hanp. HAKOM OT NPEACTABUTEINTE Ha CIIeJHUTE Py JIEKapCTBa:
TPULMKITMYHY aHTUenpecanTy (TA), 6eTa-6n0kepH, ceNeKTHBHH HHXUOUTOPH HA CEPOTOHUHOBUS
Tpancnopt (SSRI), antmapurMuuny HHXUGUTOPH (BKIL. Kiac 1A, 1B v 1C) u MOHOAMMHOOKCHIA3HU
uHxu6uTopn (MAO-B ruxubntopu) Trn B, 1 ako Te MMAT M MaJTbK TepaneBTHYEH npo3opell (BWKTe 4.4.
Cneuuannun npenynpeXxaAeHus 1 NperiasHiu MEPKH TIpH ynoTpeda).

Tepbunadyn noHwkaBa KJIMpbHCa Ha e3unpamut ¢ 82%. /
c.

B npoyusanus npu 3apasu J06POBO/LH, XapaKTEPH3UPaLLH ce KAaTo 6bp3K MeTado/ mlrop: H
AeKCTpoMeTOp(aH (aHTUTYCHBHO JIEKapcTBO U npoben cyberpar Ha CYP2D6), TepouHachm n'ém:l-uuaaa "



MeTaboNMTHOTO CHOTHOLUEHHE ekcTpomeTopdat/nekcTpodaH B ypuHata cpenno ot 16 1o 97 nwstu. Io
TO3K HauuH, TepbrHaduH Moxke aa npeBbpHe 6bp3ute CYP2D6 MetabonuzaTopu B GaBHK METAG0IM3aTOPH.

TED’SHHBC])HH MOZKE 11a NOHHMKH erbema WIIH NJasMeHaTa KOHUETpalMa Ha CIEAHHTE JCKAPCTBEHH MPOOAYKTH

Tepbunadun noeuilasa KIMpbHCA HA LMKAOCNOPKH ¢ 15%.

4.6 @eprHaHTET, DPEMEHHOCT H KbpMeEHE

bpemenHocT
H3cnensaHusaTa Ha geTanHara U perpoiyKTHBHA TOKCHYHOCT MPH XHBOTHH HE NOKA3BAT HEXENaHH edexTH.

HOpaIlH TBBbPAC OrpaHHYCHHUSA KIIMHUYEH OMMT NpU 6pemem—m, HE C€ NpENoprUBa NpujlaraHeTo Ha
JICKapCTBEHHUA NPOAYKT MO BPEME Ha 6peMeHHOCT, OCBEH B cnyqai'l, KOraTo NOTCHUHAJIHUTE NPEeaAUMCTBA 3a
MaHKaTta MpeBUILLABAT Bb3MOXXHUTE PUCKOBE 34 1J10A4.

Kbpmene
Tepbunadun npemunasa B KbpMaTa v 3aTOBa MaiK1 Ha IEPOPAITHO JIEYEHHE ¢ TepOuHaduH He TpA6Ba fa

KBbPMST.

Deprunuret
[Ipoy4BanusaTa NpY KMBOTHH 32 TOKCHYHOCT BbPXY IUIO1a U BH3AEHCTBUE BHPXY (PEPTUINTETA HE

NPEAroarar rnosia Ha HeXeNaHu peakuyy. JInncea penesaHTHa HHOpPMAaLKs 3a BIUSHUE BbPXY
dbeprunuTeTa NpU Xopa.

4.7 EdexTn BLPXY cniocodHoCcTTA 32 I1oPHpaHe H patoTa ¢ MAIHHH

Tepbunadun He oka3Ba BIMAHHE BbPXY CNIOCOOHOCTTA 32 WIOdUpaHe Wik paboTa ¢ MallHHH.
[laumenTu, npu KOHuTO cc HabMoAaBa 3aMasHOCT KaTO HeXeNaHa JIEKapCTBeHa peakuus, TpaOBa aa u3barsar
wodupaHe ¥ paboTa ¢ MAUIHHH.

4.8 Hexel1aHH JeKAPCTBEHH PeAKIHH

Hesxenanure peakuuu B pe3ynTaT OT JIe4eHHeTo ¢ TepOrHaduH OGMKHOBEHO ca ekH 1 npexoanu. Caennure
HexkeNlaHK peakiuy ca 6unn HabnroaaBaHu B X0[a Ha KIIHHUYHU POYYBaHUS WITH CJIEMl pa3peliaBaHeTo 3a
ynotpeba.

Hesxenanure nekapcTBEHU peakiiMH ca IIaCH(PULIMPaHH MO 4eCTOTa U CUCTEMO-OpraHHH Kiacose. B
3aBMCHUMOCT OT YECTOTATA, HEXKENAHUTE peakMy Morar aa 6nvaar: mHoro yectu (>1/10), yectu (>1/100 no
<1/10), neuectu (>1/1000 no <1/100), peaxu (>1/10000 xo <1/1000), muoro peaxu (<1/10000), ¢
HEU3BECTHA Y€CTOTa (OT HAIMYHUTE JaHHH He MOxe Jia O'bJie HanpaBeHa OleHKa).

Hapymennsa Ha KpbBTa H IHMQHATA CHCTEMA

Heuectu Anemus

MHoro penku: XeMaToNorn4Hy HapylleHHs KaTo HeyTPOIeHHUs], arpaHyIoLUTO3a,
TPOMOOLMTONCHHS, IAHUUTONEHNA

Hapymienus Ha HMyHHaTa CHCTeMA

MHoro peaku: [osiBa MM BrIOLIABAHE HA CUMITOMHTE HA KOXEH MIIH CUCTEMEH JIYMYC
€pUTEMATO3YC, aHAQUIAKTOMAHH peakLMH (BKIOYMTETHO AHTHOEIEM)
C Heu3BecTHa YeCTOTA: AnadunakTHyHU peakuuu, nogobHa Ha cepyMHa GonecTt peaKuus,

IlcuxHYHA HADYIIEHHSA
Yecru: Henpecus,
Heuectn: BesnokoiicTeo'




Hapymiennsn Ha HepBHATA CHCTEMA

MHoro yecTH: I'naBoGosnue

Yectu: Xunoreysus (HamaseH BKyc)’, arey3us (3aryba Ha BKyc)”, 3aMasHOCT
Heuectn: [Tapacresus, xunoecreszus

C Heu3BecTHa yecTOTA: AHocMmus (iunca Ha 06oHsAHKE)

Hapymienus ua ounte
Yecru: 3pHUTENHO yBpeXaaHe
C nemnsBecTHa decToTa: 3aMBIrAIEHO 3peHNe, HaMalleHa 3pUTeNHa OCTPOTa

Hapymienust Ha yxoTo H JaGupuHTa
Heuectu: lym B yuiute

C Heu3sBecTHa YecToTa: XHHO&K}GI’IH, HapylICHHUA Ha cayxa

CbaoBH HapyLIeHHS
C nensBecTHa yecToTa: Backynur

CromamHo-4peBHH HAPYIIEHHSA

MHoro yectu: Ionysane Ha kOpema, HAMaJIEH aNeTHT, AUCTIENCU, TajleHe, KOPEMHH
6onku, Auapus
C HeusBecTHa 4YecToTa: [Mankpearut

XenaroOH/JHADHH HAPYLIEHHUS
Penxu: Cepuozna uepHoapoOHa AUCHYHKUMS, XENATHT, KbITEHHLIA, XOJIECTa3a,
MOBHIIABAHE HA YEPHOAPOOHHTE EH3UMM

Hapymemm HA KOXXKATA H NOAKOXKHATA ThKaH

MHoro nectH: Jlekn koxHM pcakuuu (06pUB, ypTHKAPHS)
Heuvectu: Peakuus Ha poTodyBCTBHTETHOCT
MHoro penku: Epurema myntudopme, cunnpom Ha CTUBbHC-JDKOHCHH, TOKCHYHA

enuAepMaiHa HEKPOJIM3a, OCTPa reHepau3upaHa eK3aHTeMHa NycTyJ103a,
TOKCHYEH KOKEH OOpUB, eKCOIHATUBEH JepMaTHT, OYJI03€eH AEPMaTHT,
MCOpHA3HC-NOAOOHH MPUCTBIK UH U30CTPSIHE Ha NICOPHUA3KC, 3aryba Ha
Koca

C HewusBecTaH yecTorTa: JlexapcTBeH 0OpUB ¢ €03MHOGMUIHSA U CUCTEMHH CUMITTOMH

Hapymenns Ha MyCKyJIHO-CKe/JIETHATA CHCTEMA H CheHHHTEHATA ThKAH
Muoro yectu: ApTtpanrus, Muanrus

C Heu3BecTHa YecToTa: Pabnomuonusza

O6mu Hapymenns H e(eKTH Ha MACTOTO HA MPHJIOKEHHE

Heuecru: Tpecka

Yectu: YMmopa

C HeusBecTHa yecToTa: I'punononobuu cumntToMu

H3cnenBanus

Heuecru: Hamanssaue Ha tersnoro®

C HeuzBecTHa yecToTa: IToBuieHa kpbBHA KpeaTuHpochokruHaza

‘ be3nokoncTBO U 1€NPECHBHH CUMNTOMU CJIEJCTBUC HA AUCTEY3Hs (CHCTOSHHE, KOETO C& oo

XapaKTepy3Hupa ¢ IPOMEHEH U U3BPATEH BKYC)

- {
% Xwunoreysus (HamaJieH BKyc), BKJIIOUBAILa arey3us (3ary6a Ha BKYcC), KOATO OOMKHOE
HSAKOJIKO CEIMULIM CIIe/l NPEYCTAHOBABAHE HA JIEYEHUETO C JIEKAPCTBEHUS MTPOYKT.
M30JIMPaHK CJTy4au Ha MPOAb/DKUTENTHA XHIIOrey3usl. i




3ary0a Ha Terjo BCIEACTBME Ha UCTeY3usl.

Crpobuiapate Ha NOAO3MPAHN HEKETAHH PEAKLIMH

CrobaBaneTo Ha MOO3HPAHH HEKENAHH PEaKLMU Clie pa3peLiaBate 3a ynoTpeba Ha TeKapcTBeHH s
NPOAYKT € BaXkHO. ToBa MO3BONABA Na MPOABLKK HAOMIOAECHHETO HA ChOTHOLIEHHETO TOJI3a/PUCK 3a
neKapeTBeHus NpoaykT. OT MENMLIMHCKUTE CMIELIMAIMCTH Ce M3HCKBA a ChbOOLIABAT BCAKA MON03MPaHA
HeXellaHa peakuus 4pe3 M3mbaHurenHa areHuus no jexapersara yi.,,JJamss [pyes” Ne 8, 1303 Codusi,
Ten: +35 928903417, yebcaiit: www.bda.bg

4.9 TIIpexo3mpaue

Hma chob1ienns 3a HAKOJKO ciyyast Ha npeosupase (1o 5 g). CHMITOMHTE, HACTLNMIM KaTo Pe3ylTar, ca
rnaBofoJiue, rajieHe, enuracTpajiHa 6o1Ka U 4yBCTBO Ha 3aMasHOCT.

B cnyqal‘/’l Ha Mpeao3rpaHe CC NMpenopbisa CIMMUHUPAHE HA AKTUBHOTO BELIECTBO Ype3 aKTHBEH BBHIJIEH U
nocjieasaino CUMITOMATHYHO JIEUEHHE.

5. ®APMAKOJIOTTYHHU CBOMUCTBA
5.1 @apmakogHHAMHYHH CBOICTBA

®apmakoTepaneBTHYHa rpyna: JlepMaTONIOrHYHM JIEKAPCTBEHU NPOJYKTH; POTHBOIbOUYHH 32 CHCTEMHO
npuioxenue. ATC xon: DO1BAQ2

Tepbunaduu e annnaMUHOBO NPOM3BOIHO C IIMPOK CIEKTHLP HA NPOTHBOrbOHUUYHA AKTHBHOCT. B Hucku
KOHUEHTPAUXH TOH nMa QyHTHMLUHUAHO OeHCTBHUE O OTHOLIEHWE HA IEPMATO(GUTH, MIECEHH U HAKOU
AumophHu redu. JIelicTBHETO CpsAMO APOXKAW € GYHrULMAII0 HAH QYITHCTATHYHO B 3aBHCHMOCT OT BHA.

Tepbunadun MHXMOUpa CENEKTUBHO PaHHHUS eTan OT CHHTE3a Ha CTepoJI pu reduukuTe. ToBa BOIH 10
JIMICca Ha eprocTepost U ChOTBETHO BLTPEIJIETHYHO HATPYNBAaHE Ha CKBAJICH B KJIETbUHATA MEMOpaHa, KOETO
OT CBOSI CTpaHa NpeU3BUKBA KIeTbYHA CMBPT. TepbuHaduH chbiio Taka MHXHOUpPA CKBAIEH-EMOKCHAA3aTa B
KieTb4yHara membpaHa. [Ipy nepopanHo npunoxeHue TepOUHaAUH ce HATPYIBA B KOXATa, KOCATa
HOKTUTE BbB QYHIMLMHH KOHLEHTPALWK H CE YCTAHOBSBA B U3MEPUMHU KOHLIEHTpaLuu 15-20 anu cnen
CIMHpaHEe Ha JICUCHHETO.

Tepbunadun ce u3nonssa 3a eyeHHe Ha MUKOTHYHH HHEKIMH N0 KOXKATa, OKOCMEHATA YacT Ha I7aBaTa u
HOKTHTE, NPUYNHEHHU OT ClleJHUTe MUKpooprauusmu: Trichophyton (vanp. T. rubrum, T. mentagrophytes, T.
verrucosum, T. tonsurans, T. violaceum), Microsporum canis v Epidermophyton floccosum w npoxay ot
pona Candida (nanp. C. albicans) u Malassezia.

B cnennara tabnuua ca npencTaBeHH rpaHULMTE HA MUHUMaIHaTa MHXMOUpaila kouuenTpauus (MUK) 3a
aepmaTouTH:

MHKpPOOpPraHu3bsm MUK (ng/ml)
Trichophyton rubrum 0.001 —0.15
Trichophyton mentagrophytes 0.0001 - 0.05
Trychophyton verrucosum 0.001 - 0.006
Trichophyton violaceum 0.001-0.1
Microsporum canis 0.0001 - 0.1
Epidermophyton floccosum 0.001 —0.05

Tepbunadun Tabnetky, 3a pasnuka OT 1€KAPCTBEHUTE MPOLYKTH 3 JIOKANHO MPHIIOKE
TepbuHaduH, He ca edekTHBHM N0 oTHOWeHUe Ha Pityriasis (Tinea) versicolor.




5.2 ®dapmakoKHHETHYHH CBOHCTBA

Cnen nepopanHo npunoxeHue, TepouHadun ce abcopbupa nobpe (>70%) u abeontoTHaTa GHOHATMYHOCT HA
TepOunapHH KaTo pe3ynTar ot first-pass Metabonusma, e npubauszurento 50%. EapHnuuna nepopanna nosa
ot 250 mg TepbuHaduH ocurypsBa cpeHa NMKOBa M1a3MeHa KoHueHTpauus ot 1,3 pg/ml B pamkute Ha 1,5
yaca cnen npuemade. B crabunno cwerosHue (70% 6GuoHaNMYHOCT ce nocTrra 3a npubau3uTenHo 28 auu), B
CpaBHEHHE C EAHOKpATHA [103a, MTMKOBAaTa KOHLIEHTpauus Ha TepOuHaduH e cpeaHo ¢ 25% no-Bucoka u
nna3meHara AUC wapactsa ¢ dakrop 2.3. Ot nosuueHrero Ha AUC Moxe na ce n3uncin eheKTuBeH
noykueoT oT ~30 yaca. IlponbakureHo B3eMaHe Ha KpbBHU Npobu cliel MHOrOKPaTHO NPUIIOKEHA 1034
noka3pa TpU(a3HO ENUMHHHUPAHE C TEPMUHAIIEH MOYKHUBOT OT NPUOIIM3UTENHO 16,5 nHH. BuoHanMuHOCTTA
Ha TepbuHadUH ce MOBNUABA YMEPEHO OT npuemMa Ha XpaHa (rnosuinenre Ha AUC no-manko ot 20%), Ho
TOBa HE Hajlara ajanTUpaHe Ha 103ara.

TepbunaduH ce xapakTepus3npa ¢ BUCOKA CTEIEH HA CBbP3BaHE C MIA3MEHUTE NPOTEMHH (99%).
IIpemunasa 6bp30 npes enkaepmMuca U ce HaTPYIMBa B NMO-BUCOKA KOHUEHTPALIMS B SIFalum corneum.
TepbunaduH ce exckpeTHpa 1 B cebyMa, KaTo M0 TO3W Ha4KH CE OCHTYPSIBA BUCOKA KOHLEHTpALKS B
KOCMEHHTE (OJIUKYJIM, KOCMHTE U YacTH OT KOXaTa, 6oraTv Ha MacTHH >te3u. Hskonko ceqmMuum cnen
Ha4aJIoToO Ha Jie4eHHeTo TepOrHA(UH ce HaTPyIBa U B HOKBTHATA IJIOYKA.

TepOunadun ce nopnara na 6sp3o Metabonusupane or CYP-u3oeH3umHuara cuctema, ocHoBro ot CYP2C9,
CYPIA2, CYP3A4, CYP2C8 u CYP2C19. B pesyarar ot 6uorpaHchopMauudsTa ce nojy4aBar
MeTaboIUTH, KQUTO HAMAT QYHIHMLIMIHA AKTHBHOCT M CE EKCKPETHPAT OCHOBHO IPE3 ypHHATA.

BpemeTo Ha nosys>xuBoT € okoso 17 yaca. Hama qaHHu 3a kymynupate B riasmata. He ca HaGnmonaBanu
BB3pacTOBO 3aBMCMMH ITPOMEHH B M1a3MeHaTa KOHLEHTpaLus Ha TepbuHadyH B YCIOBUsTA Ha CTabUITHO
CbCTOSTHUE, HO CTETIEHTA HAa EIMMUHHPaHe MoXe Aa Obae HamaneHa Mpy NauueHTH ¢ ObOpeUHH 1K
4ePHOAPOOHM HapyLIeHUs, KOETO Aa 10BeAe A0 MO-BUCOKH MIa3MEeHU KOHLIEHTPALIMK Ha JIEKapCTBEHUS
TIPOAYKT.

DapMaKoJ0ru4HU NPOYUBaHUS C €AWHUYHH 03U MPH NaUKeHTH ¢ 6bOpeuHo 3abonssane (KpeaTHHUHOB
KipbHC < 50 ml/min) unu npealecTBailo YepHOAPOOHO 3ab0NABaHE ca NOKa3a/H, Y€ KIMPbHCa Ha
TepOuHapUH MOXKE Na Ce NOHMKH € 0KOJI0 50%.

KJIuMHUYHY U3NUTBaHKS

OHnnxoMHuKo03a

EdukacnoctTa Ha Tep6uHaduH TabneTku NpH JIEHEHHETO HA OHMXOMUKO03a € UITIOCTPUPAHO Ype3 OTroBopa
Ha NalKeHTH ¢ NHDEKLIMS Ha HOKTHUTE Ha PbLETe U KpakaTa, KOUTO yyacTBar B Tpu AMepukaHo/Kanancku
naue6o KOHTponupaHu KiMHUYHK npoyuBanus ( SFD301, SF5 u SF1508).

Pe3yaTaTuTe OT MBbPBOTO MpOYUYBaHe NP NMALMEHTH ¢ MHGEKLUS Ha HOKTHTE Ha KpaKaTa, [P OTYUTAHE HA
pesysrature Ha 48-ma ceamuua (12 ceMUUHO NledeHne, OCIeABaHO OT 36 CeIMUYHO HABNIOAEHHE cies
NPUKIIIOYBAHE HA TEpanusITa), IOKa3BaT MUKOJIOTMYHO H3neKyBaHe rnpu 70% OT mauueHTHTe, J0Ka3aHo ¢
enHoBpemenHo neratueH KOH tecT u HeraTuBHa kynTypansa nocsska. [leraecer u aeset npouenra (59%)
OT NALMEHTHTE NEMOHCTPUPAT MOJIOKUTERHU Pe3yJITaTh OT JICUEHHETO (OTPULIATETHA MUKOJIOTHYHH TECTORE
nioc 0% 3acarane Ha HOKTUTE HITKM >5 mm pacTex Ha HeuHpekTupaHu HOKTH); 38% OT maureHTHUTE
NOKa3BaT OTPULATE/IHH MUKOJIOTMYHH TECTOBE IUIIOC KIIMHUYHA Jiunca Ha uHdekius (0% 3acsarade Ha
HOKTHTE).

IIpu BTOPOTO KJIMHMYHO NPOYYBaHE NMpPHU NALMEHTH C AepPMATOQUTHA OHMXOMHKO3a HA HOKTUTE Ha KPaKaTa,
TIpU KOWTO Ca M30JIMPAHU HEAEPMATOQUTH, ce AEMOHCTPUPA NMOJ0OHa epUKACHOCT CpeLLy Hepma’ :oqu TE.
ITaToreHHara ponas Ha M30JMPaHUTE HEAEPMATODUTH NP HATIMUYUETO HA AepMaTodUTHA OH”\M%‘%!{?;, -,
ycTaHOBeHa. He € M3BECTHO W TAXHOTO KIIMHUYHO 3HAYCHUE IPH EAHOBPEMEHHOTO HAMUKE. % &




TepanusTa), NOKa3BaT MAKOJIOrMYHO M37IeKyBaHe npy 79% OT nauueHTHTe, eheKTHBHO JeyeHue npu 75% oT
NaLWEeHTUTE U MUKOJIOTMHYHO TUTIOC KTHHUYHO u3neKyBaHe npu 59% oT nauueHTHTE.

CpenHoTo speme 3a MOCTHraHe Ha YCNEX NpH TepanusTa Ha OHUXOMKKO3a € npubnusuTenHo 10 Meceua npu
IIPBOTO NPOYYBaHE NPH NAUKMEHTH C UHPEKLIMA HA HOKTUTE Ha KpakaTa u 4 Mecela Npy NPOyUYBaHETO Npu
NauveHTy ¢ MHPEKUK Ha HOKTUTE Ha pbLeTe. [Ipy mbpBOTO NpoyuBaHe MpH NAUMEHTH C HH(EKUUI HA
HOKTHTE Ha KpaKara, 3a MauMeHTH, OLIEHEHH Hall-MaJlKo LIeCT Mecela ciie/] MOCTHIaHe Ha KIIMHUYHO
M3/IeKyBaHe W NIOHE €1HA MOJMHA Clel 3aBbPLIBaHE Ha TepanusaTa ¢ TepoMHA(UH, MPOLEHTHT HA KITMHUUYHUS
peuams e npubauzurtenHo 15%.

Tinea capitis

Ilpn Tpu npoyusanus, cpaBHaBaiy edukacHoctTa, SF 8001, SFE 304, SF 8002, nepopanuu no3u
TepOunapun (62,5 mg — 250 mg nHEeBHO) ca npuemanu oT 06110 117 oueHABaHK NALMEHTH, OT KOWTO
okono 97% ca neua. llpunarany ca eAMHUYHU AHEBHU 03U ciie Beueps 3a 4 ceamuuu (TepOuHadun) unu 8
ceamuum (rpuseodynsun). EdukacHocTTa, eMoHcTprpana upe3 OTpULATENHY MUKOJIOTHYHH TECTOBE U
peAyurpaHe Ha CUMIITOMATHKATA, € OLIEHABAaHa 8 CEeMHULIM M [0 BpeMe Ha MoclieBajioTo npociaeassare (12-
Ta ceamuua 3a npoy4usanus SF 8001 u SFE 304 1 24-ta ceamuua 32 SF 8002). Otpruarenuy MUKOIOTHUHK
TECTOBE [10 BPEME Ha NPOC/IeIIBaHETO ca ROCTHIHATR OT 85%, 88% u 72% ot nauuenTUTe, MpUeManu
TepOuHadUH B TPUTE NPOYYBAHHS - CbOTBETHO 3a rpuseodynBuH ca 73%, 89% u 69%. [Tonyuenata
NIPOMEHIHBA ,,ePEeKTUBHO JIeueHHe” (OTPULIATENIHA MUKOJIOTMYHH TECTOBE LTIOC JIMIICA MITH HATHYHE HA
JIeK1 CUMOTOMH M NpU3Hauu), € nocturuara rnpu 82%, 78% u 69% ot nauueHTHTE, JIEKYBaHU C
TepbuHaduH, B cpaBHeHHe ¢ 66%, 74% 1 59% npu NauMeHTuTe, IeKyBaHH ¢ rpu3eodyBUH; pasyuKaTa e
CTaTHCTUYECKH 3HAYMMa B Nos13a Ha TepOunaduH npwu npoyusane SF 8001.

IIposeneno e npoyusane dasa Il 3a onpenesisiHe NPOABILKATENHOCTTA Ha JIeYeHKE, BKIIOYBALIO 06110 342
nauMeHTH (npeaumHo aeua) ¢ Tinea capitis.

12-ceqMuuHO paHAOMH3UPAHO, ABOHHO-CIIANIO, NApaseHO rPYIOBO NPOyUYBaHe € NPoBeAcHO B CheUHEHNTE
warty u Kanana npu neua ¢ Tinea capitis nudekuus, upuunnena ot sunose Trichophyron (SF0327C T201).
LlenTa Ha W3CnENBAHETO € J]a C€ ONpeled ONTUMATHATA PO/ ThkuTenHocT (1, 2 v 4 cenMuuM) 1
6e30macHOCTTa Ha Jie4eHHeTO ¢ TepouHaduH (TableTky) B 1034, CbOOPA3EHH ¢ TENECHOTO TEr0, MPUEMAHU
BEIHBK IHEBHO.

Bropo, 16-ceamuuHo, paHIOMU3MPaHO, AKTHBHO-KOHTPOJIMPAHO, NAPAJIEHO-TPY10BO, MHOTOLIEHTPOBO
npoyyBaHe e nposeaeHo B Espona npu nauuenty ¢ Tinea capitis (Ha Bb3pacT > 4 roAuHM), MPUUMHEHA OT
sunose Micrasporum. Pamenara, onpesiensuqy onTHManHara npoab/DKHTENIHOCT Ha TepanuaTa ¢ TepbunaduH
(6, 8, 10 n 12 ceamuum), ca nBOIHO creny, AOKATO aKTHBHO CPaBHIBAHOTO PaMoO Ha rpu3eodyJIBHH €
otBopeHo (SF0327C T202). Llenta Ha u3cieBaHeTo e qa ce onpeae/y 6e30nacHaTa 1 Haii-noaxoasua
MPOJBJDKUTEHOCT Ha JIEY€HHETO ¢ TeporHaduH (TabneTku) npu nauuentu ¢ Tinea capitis, npAHUHEHa OT
BuaoBe Micrasporum. Jozata TepbuHaduH B ABETE MPOYUBAHUS € CHOOPa3eHa ¢ TENECHOTO TEMNO, KAKTO
cnenpa: <20 kg: 62,5 mg, 20-40 kg: 125 mg, > 40 kg: 250 mg, npueMaHn BeAHBXK AHEBHO. U B nBeTe
npoy4BaHus TepbuHaduH ce noHacs MHOro Ao0pe. AHaIM3K Ha JaHHUTE 3a €PUKACHOCT NOKA3BAT, ue
MPOAB/DKUTENHOCT Ha JIEYEHUETO OT 2 1 4 ceaMuLIM ocurypsBa 1o6pa edukacuoct npu Tinea capitis,
NpyYKHeHa o1 BunoBe Trichophyton. B npoyuBaHeTo Ha unbeKLUK, NPUYUHEHH OT BUaoBETE Micrasporum, Hama
3HAYMTENIHA PA3JIMKa B CTENIEHTA Ha [TbJIHO U3JIEKYBAHE MEXAY FPYNUTE C pa3iduHa NPOAbIKMTENHOCT Ha
JIEYEHUETO U 6-CEeIMUYHA NPOABIDKUTETHOCT Ha NEUSHUETO, TOKa3BaLlK BUCOKA CTENEH Ha MBHO
usnekyate (62%) ¢ 106pa noHocumMocT U kommaitbHe. Te3u pesynraru nokassar, ye TepouHaGUH BOAM 10
HamaJleHa NPOABKUTESTHOCT Ha JIEYEHHETO OT 6-8 ceamuLu 1o 2-4 ceamuum npu Tinea capitis, Npu4UHEHA
oT BuzioBe Trichophyfon B CpaBHEHHE CbC CTAHAAPTHATA TEPAnus ¢ rpu3eodyNBUH.

B xinnuunu npoyusanus dasa II, nposenenu npu naunentu ¢ Tinea capitis, ca 4OKNaABaHU Heacena}m_
CHOUTHA OT BKJIIOUEHHM B IPOYUBaHETO 588 Aewa, KATO L0 JIEKH, CPABHUTENHO PEAKH U YECTO ¢
Bpb3Ka ¢ jeueHyeTo. Jloknaaeanu ca 11 chobuienus 3a nosuweny HuBa Ha SGPT u enuH cnyﬂ
Ha BKyca. JIpyrn cbOUTHS ca Jeky CTOMALIHO-UYPEBHU HIIH KOXKHH CHUMIITOMH H JlﬁDDpaTOpHH
NIOKAa3aTeNHHU 32 UHTePKYPEHTHH UHDEKLIKH.




I'nOuynnTe HHpexnnn Ha koxara (Tinea corporis, Tinea cruris, Tinea pedis) 1 nadexnun Ha KoxkaTa,
NpHYHHEHH oT ApoxkaAn oT poga Candida (manp. Candida albicans), kbaero nepopasna repanus
O00MKHOBEHO Ce CYHTA 32 MOAXOASAINA MOPAJH JOKAIH3AMMUATA, TEKECTTA HJIH CTEMEHTA HA
HHpeKuaTAa.

Tpu koHTpONMpaHy, ABOHHO CIENH, paHIOMHU3HPAHH, MHOTOLIEHTpOBH npoyusanua SOR (c
NPOABIDKUTENHOCT 4 ceamuum), 6-70R (¢ npoabmkurentoct 4 cenmunn) 1 11-210R (¢ npoabHKUTENHOCT
6 cenmuum), oleHsBaT euKacHOCTTa K He30nacHOCTTa Ha TepOuHadMH TabJeTKy Npu Neuenue Ha Tinea
corporis v Tinea cruris.

Hee nporino-cnenw, niaauebo-koHTponupanu npoyusanus (SOR, 6-70R) ouensisar epukacHocTTa Ha
TepOWHa(UH, TpUeMaH 182 MbTH JHEBHO B 032 125 mg Npu nauuMeHTy, quarHocTiumpanu ¢ Tinea
corporis/cruris. B npoyuBaHnATa ca BKJIIOYEHU 001110 46 NalMeHTH, PAaHAOMU3UpPaHU 110 TepOuHaduH u 49
miiauebo paHAOMH3UpaHH. B paMkHTe Ha rpynuTe HSIMA 3HAYMTENIHA Pa3/iMKa 110 OTHOIIEHHE Ha
AeMorpa(CckMTe JaHHU U JaHHHTE OT aHamHe3uTe. EdrkacHoCTTa, 1eMOHCTpUpaHa OT OTPULIATETHY
MHKOJIOTHYHH TECTOBE W PEllyLIMPaHe Ha KIMHHYHATa CUMIITOMATHKA € OLieHeHa Ha 4-Ta ceaMuLia U 1o
BPEME Ha MOCNe1BaNnoTo HabnoaeHue Ha nauMeHTure. M B 1Bete npoy4BaHus e foka3aHa MUHUMAHA
€(pUKaCHOCT MpU NaLMEHTUTE Ha MU1aledbo, B cpaBHEHHE € eUKACHOCTTA HA MEPOPATHO MPUIIOKEHUS
TepbuHa(MH B Kpast Ha TEPanuATa i 10 BPeMe Ha MOC/EABATIOTO HabI0IeHHE.

Tpetoto npoyusane (11-21 OR) ¢ npoabmKUTENHOCT 6 CeAMULIM, ABOHHO-CIISINO, PAHAOMH3HPAHO,
MHOTOLIEHTPOBO, CpaBH:ABa eukacHocTTa U He3onacHocTTa Ha TepbuHaduH B 103a 125 mg npuemana asa
IbTH Ha AeH, ¢ rpuseodynBuH 250 mg npueman aBa mbTH Ha aeH. Cto aBazgeceT W uiect (126) nanuenTy BbB
BCJIKA rpyna ca BKJIIOYEHU B aHaiu3a Ha eukacHocTTa. ToBa npoyuBaHe Moka3Ba BUCOK MPOLIEHT Ha
MUKOJIOTHYHO M3NI€KyBaHe, HaMaslaBaHe Ha NPU3HALITE U CHMITTOMUTE B PaAMOTO JIEKYBaHH ¢ TepOuHaduH u
3Ha4YMTENHO No-nodpa (93-94%) usanocTHaTa eUKACHOCT B Kpast Ha JIEYEHHETO U 10 BPEME Ha
TN0C/IEBAJIOTO HAGIIOAEHUE NPU MALIMEHTHTE, NpueMaiu TepbuHaduH 125 mg aBa MbTH AHEBHO B
cpaBHeHUe ¢ 86-87% obL1a epHKaCHOCT 3a CPaBHUTEIHHS TPOLYKT.

B 06061ueHue, TepbunaduH, npuemaH B 1o3a 125 mg nBa mbTH Ha AeH 3a EPUO OT 4-6 CEMHMLIM, NOKa3Ba
CTATUCTUYECKH MO-BHCOKA e(PMKACHOCT B CPaBHEHHE ¢ nauedbo U MapKeTUpaHHs Ha rasapa rpuzeodysiBUH
npu jieuenue Ha Tinea corporis/cruris B IOCOYEHUTE NO-TOPe OCHOBHH MPOYYBaHHs 3a eUKACHOCT.

B nBoiiHo-cndrmno, nnauedo-KoHTPONNpaHo MpOyUYBaHe ¢ NPOABLDKUTENHOCT 4 ceamunu SF 00438,
TepbuHaduH B no3a 125 mg, npueMaH ABa MbTH AHEBHO, € CPABHEH ¢ M1aLe60 Npy NALMEHTH ¢ KOXXHa
KaHauI03a. J[BajeceT U [BamMa MaLIMEHTH ca PaHAOMM3HPaHH 3a BCAKO paMO OT NAI[MEHTH, MOTOKEHH Ha
Tepanus, OT KOUTo 19 cboTBeTHO ca 6uaH oueHeHH. Ot Tix, 29% OT NaMeHTHTe B pAMOTO, MOJIOKEHH HA
Tepanus H 17% oT naumeHTHTe Ha m1auedo, AEMOHCTPUPAT MUKOJIOTHYHO M3JIEKyBaHE B Kpasi Ha JIEUEHHETO
1 67% OT nauMeHTHTE, JeKyBaH! ¢ TepOMHA(GHUH UMAT OTPULIATEIHHM PE3YJITATH OT MUKOJIOTHYHHUTE TECTOBE
B Kpas Ha MnocnieaBaioTo HabmoaeHue. BauMaiiku npenBua nocoyeHuTe No-rope NpOLEHTH Ha OTTOBOD,
TepanusTa ¢ TepbrHaduH TpsAGBa fa 6bae ¢ MUHHMAJIHA TIPOJBDKUTENIHOCT OT 2 CeMMLIM, KATO NPy
NpuOIU3MTENHO NOJOBHHATA OT NALMEHTHTE 3a MOCTUraHe Ha U3JIEKYBaHE CE€ U3KMCKBA 3-4 CEAMHUHO
JIeYEHHe.

JBe NBOMHO-CNENY, KOHTPOAUPAHK MPOYUBAHHUs CpaBHsBAT TepOuHaduH, npueman B no3a 125 mg aBa 1bTH
AHeBHO ¢ mnauebo (39-400R) u ¢ rpuseodynBun, npueman B 1o3a 250 mg asa nbuTH AneBHO (200R) npu
neyeHueTo Ha Tinea pedis. Yl npu naBeTe npoyusaHus ca HaOUpaHH MAUMEHTH C XPOHUYHO PELIMIUBUPALLO
3abonaBane. B npoyusade 39-400R npu 65% ot nauueHture Ha TeporHaAQUH ce ChOOLIABA 38 MUKOJIOTHYHO
U3JICKYBaHe MO BPEME Ha INOC/IEABATOTO HAOGMIOAEHUE U 32 HUTO €IMH OT MallMeHTHTe Ha nnaue6o. [pu
npoy4sate 200R, TepbunaduH noxassa Bucoka epekTUBHOCT OT §8% U3/IeKyBaHH NALMEHTH MO BP
nocjeasanoTo HabntoeHue ciel 6 CeAMMYHA Teparus, CPABHEHO C 45% MpH MAlLWEHTUTE HA 5~
rpuzeodynsuH. I[Ipu HabmoneHuero Ha Te3u naunenTu cnea 10 Meceua e gokIaaBaHa CTene};f" _
usznekyBaHe 94%, B cpaBHeHue ¢ 30% eduKacHOCT NpPY NAUMEHTUTE HA rPU3e0QYIBUH B Chy &1_33{/ ¥ :,,,_’:“ﬁa
nomyJianus. g
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Tabaunma 2 OcHoBHH H3ceaBaHns 3a epukacHoct npu Tinea corporis/cruris, Tinea pedis, Candida

IIpoyysa | Tun Jekaper | Bpoii Bpoii MuKOJIOTHYHH pe3yJaTaTH Knnanunm pesynaratn
He BO OUEHEeH | He3aBb | B kpas Ha IMpocnease | B xpas Ha IIpocneass
| PLIM/IH | JIEYEHHETO aHe Jle4eHUeTo aHe
nauue nauuve
HTH HTH
50R 4 cenmuuHo, | Tepbun | 13 4 64 89 54 62
JBOHWHO- apuH
caIAmno, 125 mg
miauebo 1. 15 2 0 0 0 0
mauebo
6-70R 4 cepmuuno, | Tepbuu | 33 8 97 97 85 91
JBOWHO- acduH
casno, 125 mg
nnaue6o A0 34 6 29 36 12 12
wiauebo
11-210R | 6 ceamuuno | Tepbun | 126 13 95 100 93 94
125 mg n.n, | adun
IBOIHO- 125 mg
cAno, i 8
rpuzeodynBu | I'puseo
H bynsun | 126 16 88 94 87 86
250 mg
ABa
BTH
JHEBHO
SF 00438 | 2 ceqmuuno, | Tepbuu | 19 3 29 67 11 47
[BOIHO- acdun
CJIAIO, 125 mg
mianedo O.0. 19 3 17 47 11 11
miane6o
39-400R | 6 ceqmuuno | Tepbun | 23 3 68 77 59 65
125 mg n.n, | adun
JBOHHO- 125 mg
caro, i 8 18 6 13 0 0 0
miauebo mwauebo
200R 6 cenmuuno | Tepbun | 16 2 94 100 75 88
125 mg a.n, | adun
JBOHHO- 125 mg
cnAno, .0
miane6o I'puzeo | 12 6 27 55 27 45
¢$hynBuH
250 mg
A.4
5.3 IIpeax/IHHHYHN JaHHHU 32 (€30MACHOCT

CroitHoctra Ha LDso 3a Tepbunadun e Hag 4 g/kg 3a MHIIKK U TUTBXOBE.

B pesynTar oT npoab/KMTENHE U3NUTBAHUS (B paMKUTe Ha | roauHa), MPOBEICHH BbpPXY ILTbXOBE U Ky4eTa,

HE Ca YCTAHOBEHH W3Pa3eHHU TOKCUYHHU e(PeKTH B pe3ynTar OT nepopaliHi 1034 oT okosio 100 m
Tlpu npunaraneto Ha No-BHUCOKM I03M € YCTAHOBEHO, Ye TAPreTHUTE OPraHu Ca YepeH qpoo 1

ObOpely.




Ilo Bpeme Ha npoyuBaHe 3a KAPLIUHOI€HHOCT, NPOABIDKUIIO 2 FOJMHY U NPOBEAEHO NPH MUILKH B 103H OT
130 mg/kg nueBHO (32 MbXKKHTE MHOAMBUAHK) U 156 mg/kg (3a )keHCKUTE) He € HabNI0AaBaHO Pa3sBUTHE HA
HeonaasMy WM APYTH HAXOJIKU B Pe3yJITaT OT JIEUEHHETO.

o Bpeme Ha npoyyBaHe 3a KapLIMHOTEHHOCT, NPOABILKWIO 2 TOAMHH ¥ NPOBEACHO NPH TTLXOBE B
MaxcuManHu 1034 oT 69 mg/kg nHeBHO € HabmonaBaHa NOBHMUICHA YECTOTA HA YSPHOAPOOHH TYMOPH Npr
MBXKKMTE HHAMBHAM. He ca ycTaHOBeHH MexaHU3MuTe Ha TymopooOpa3sysarero. He e ussacueno
KJIMHAYHOTO 3HaY€HHE Ha Te3H pe3ynaratu. [IpomeHuTe, kouto Morat a 6bAaT CBbP3aHH C IEPOKCH30MHA
nponudepauns Hak-BepoATHO ca BUAOBO CELM(HYHY, THi KaTo He ca yCTAHOBEHH NPH NPOYYBAHMATA MPU
MULUKH, KyueTa i MaiiMyHH.

[lo Bpeme Ha MpOy4BaHKs, POBEAEHH C BUCOKH J03H (11031, KOUTO HAMAT TOKCHYeH edekt - 50 mg/kg) npu
MakMyHH Ca yCTAHOBEHHW HapylleHus B pedpakTepHaTa cCriocoOHOCT Ha peTHHaTa. Te3n HapylieHus ce
CBBP3BAT C NPUCLCTBUETO HA TEPOMHAPUHOBM METaOOIUTH B OYHATA ThKAH, TE UMAT MIPEXOAEH XapaKkTep U
W34€e3Bar Clie[l CUpaHe Ha ieyeHreTo. He ca cBbp3aHM ¢ XUCTOJOMMYHHA NPOMEHH.

Enno ocem ceamuuno npoyusaHe 3a nepopaiya ynorpeda npu miaau mibxose aemoHcTpupa NTEL Husa
Onuskyn 1o 100 mg/kg nHeBHO, KaTO eAUHCTBEHO ce HabIoAaBa JIEKO 10 CTENEH MOBMIIABAHE HA TEJIOTO HA
4yepHus Apob, A0KATO NpH Ch3psiBallK Kyueta npu >100 mg/kg auesno (AUC croiiHocTH ot 13x (M) 1 6x
(ox) cnpsmo Te3u npu Aeua), ca HabnoaaBaHu Genes3u Ha HapyLUEHKs Ha LIEHTPaJIHATa HEPBHA CHCTEMA
(IHC) BKN1OYMTENHO €AMHUYHYU €H30AM Ha MbPYOBE NPH OTAETHH XXHBOTHH.

CraHpapTHUTE in VIVO U in Vitro W3CICABaHUs HE MOKA3BaT HATMYHE Ha MYTareHeH Wil KapLUMHOT€HEH
[IOTEHLIHAI.

Ilpu n3cnenpanusaTa NpH IIBXOBE U 3aHLM HE Ca YCTAHOBEHU HEXeNaHH eeKTH BbpXY pernpoayKTHBHATA
CIOCOGHOCT.

6. ®APMAIEBTUYHHU JTAHHH

6.1 ChnHchbk HA IOMOIIHHTE BellleCTBA
Llenynosa, MukpokpucTanHa

Kpockapmenoza Hatpuii

Cunuuues TMOKCH/I, KOJOUAEH Oe3BOIEH
Xunpomernosa

Marunesues creapar

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpoxk Ha rogHoCT

3 roguHu

6.4 Cpnenua/jHH yc/JOBHS HA ChbXpaHeHHe

He ce u3uckpar cneuuaniy ycnoBus Ha CbXpaHEeHHE.

6.5 Buag H cbABLpPKAHHE HA OMAKOBKATA

Onakosky ¢ PVC//PVDC/Al 6auctepu - 7, 10, 14, 28, 30, 42, 50, 56, 98, 112 Tabnetku.
HDPE onakoeka ¢ LDPE kanauka Ha BUHT - 50 unu 100 TabneTku.




He Bcuukn BHIOBE ONAkOBKW MoraT aa 6baar nmycHaTH B nponaxoa.

6.6 CoenuaaHu npeInasHH MEPKH NPH H3XBBbPJsiHE H paboTa

Hsama cneumanHu M3uCKBaHMS.

Heusrosn3sanuaT NpoayKT UK OTNAAbYHUTE MATEPHANM OT HEro TpsAbBa [a Ce U3XBBPJIAT B ChOTBETCTBUE C

MECTHHTE U3UCKBAHHUA.

7.  TIPUTEXATEJ HA PASPEHIEHHUETO 3A YIIOTPEBA

Genericon Pharma GmbH

Hafnerstrasse 211, 8054 Graz

ABcTpus

8. HOMEP HA PASPEIIEHUETO 3A YIIOTPEBA

Per. Ne 20060727

9. JATA HA ITBPBO PA3ZPEIIABAHE/TIO/THOBSIBAHE HA PASPEINIEHHUETO 3A
YIIOTPEBA

Jarta Ha nbpBo pa3pewiaBane: 13.12.2006

Hara Ha nocnenxo noaHossagade: 06.02.2012

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA




