OHiTek, nak gns Hirrie nikyeansHui, 80 mr/r

Honarok 29

Ao IMopsinky nposenenns excrieptusn
peecTpaLiiiHiX Matepianis na nikapcbki
3ac00H, IO NOAIOTHCA Ha 1epKaBHY
peectpauiio (nepepeectpariiio), a Takox
CKCMEPTH3H MaTepialliB Mpo BHECEHHs

3MiH 10 peecTpaiifiHux Marepiaie npoTsarom
Aii peectpauiitHoro

TOCBITYEHHS)

(myHKT 4 posainy IV)

3BIT
PO AOKIIHIYHI K0 C/IKEHHS

1. Hasga nikapcrkoro
3acoby

(3a HasBHOCTI - HOMeEp
peecTpauiiiHoro
NOCBITYCHHS)

OHITEK®, nak mns Hirtis niKyBanbHuit, 80 mr/r

Ha nactynuux cropinkax P-3051 e konom Po3pobky ocTarouHoro ckiagy JiKapcbKOro 3acoby
Luknononi, nak as wirris. P-3051 Ta Huknononi € curonimamu AOCTYITHOTO y MpoJaxy
OCTaTOYHOro CKjIamy.

1) Tun nikapcwkoro
3aco0y, 3a IKUM
npoeoauiacs abo
IVTaHY€TbCA peecTpallis

Jlikapcbkuit 3aci6 3a nosuuM 10che (aBTOHOMHE J10CKE), Bizoma miroua pevoBrHA

2) INpoeeseni
JI0CJI1 IKEHHS

X Tak O Hi Axuio Hi, obrpynTyBaTH

2. @apmakonoris

Pesrone

OHIXOMiK03 — e rpHGOK HirTis, Ha KM npunanae npubnnsno 50 % ycix ypaxeHb HIrTis.
Lnknonipoke € npoturputkosum 3acoGom IIHPOKOro CIEeKTPY Ail, IO i€ NPOTH OCHOBHMX
30y AHMKIB OHIXOMIKO3Y JTFO/IHM, TAKKX 5K aepmatobitu (Trichophyton rubrum, T richophyton
mentagrophytes ta Epidermophyton Hoccosum), npixmxi (Candida albicans aGo Candida
parapsilosis) Ta Hemepmatoditui 1pini (Scopulariopsis brevicaulis, Aspergillus spp. Ta
Seytalidium spp.). Tepanesruunmit eexT nikapcbkoro 3acoby Lluknonipoke, 8 % nak s
HIITIB /U1 MiclieBoro 3aCTOCYBAHHS OB’ A3aHMH 3 HOTO NPOTHIPHOKOBUMH BIIACTUBOCTSMH, a
TaKOX 3 HOro MpoTH3anajibHMMM Ta AHTHOAKTEPIAILHUIMHU  BIIACTUBOCTSIMHL Hacnipagni
LMKOMIPOKC TAKOK BUSIBIISE AKTUBHICTH 10 TPAMIO3UTHBHHX Ta rPAMHETaTHBHUX akTepiii, y
T.4. Pseudomonas spp. Ta Proteus spp. Ta Mycoplasma spp. Ta, HaNpPHUKIad, BHIIIEHUX
OIHOKJIITHHHHMX Mikpooprauismis Trichomonas spp.
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OHiTe, nak ans Hirtie nikysansHuiA, 80 mr/r

Ha inminy Bin 6ineuiocti Hapasi JOCTYNHUX NPOTHrPUOKOBHX npenaparis (Hanpukias,
a3olliB Ta aninamiis), UHKJIONIPOKC HE BIUIMBAE HA GiOCHHTE3 creponis. [Iporurputkosy
AKTHBHICTh LIAKJIONIPOKCY NPUMHCYIOTH PN MiAPOKCHITIPHANHY. [ukronipoke npurwivye
TPaHCMEMOPaHHUIT MepeHoC OCHOBHMX CcyOCTpaTiB, TakMX K JIeHLMH, BHKIMKArOuM
BHYTPIIIHBOK/IITHHHE BUCHAKEHHS Ta [IPHU3BONAYM J10 po3puBY MemOpann. HewonarHo
MeXaHisM Jii GyB peTensHO moCHimKeHHMiT Ta OB’ A3aHUA 3 BHCOKOIO CMOPiTHEHICTIO
LMKIOMIPOKCY /10 KATIOHIB TPUBANEHTHUX MeTanis, Takux sk Fe® a6o AP*. 3axomienns wmx
BA}IUIMBUX (pePMEHTATHBHUX KODAKTOPIB Mae NPUIHIYYBATBHY Jif0 Ha Taki (epMmeHTH, sK
LIUTOXPOMH, sKi GepyTh yuacTs y mpouecax TICPEHOCY €NEeKTPOHIB Y MITOXOHAPISX mix uac
€HeproyTreopenHs. KpiMm Toro, aktuBHicTh KaTanasy Ta NIePOKCHA3H, BIAMOBIATBHUX 3a
BHYTPILIHBOKIIITHHHY ~NECTPYKLIIO TOKCHUHMX MEPOKCH/IB, CHIBHO MPHUTHIYYETBCH B
[PUCYTHOCTI LMKITONIPOKCY. 3aBASKH CKIAZHOCT] MEXaHi3My Iil Ta 3riTHo 3 HeloaaRHIMH
CTOCTCPEIKCHHAMHI i Vilro, DO3BHUTOK pPE3MCTEHTHOCTI 0 UHMKIIOMIPOKCY €  JysKe
MaJIOHMOBIPHUM.

Kineka nocnimkens in vitro, TPOBE/ICHAX 3 BUKOPUCTAHHAM P-3051 (umxnonipoke, 8 % nak
IV HITTIB), TIOKa3aIH, 1o:

o Jlikapcekuii 3aci6 akTHBHME 10 GiIbIOCTI BIUIMBHX 30Y/IHHUKIB OHIXOMiKO3iB
JIFOJIMHH.

o HonomixHa peyosuHa TiIPOKCHIIPONINXITO3aH € BiAMOBigHIM CTPYKTYPHHM 3acob0oM
0e3  npoTUrpubKoBHX BITACTHBOCTEH, sIKWi 3abesnedye edextusni  miciesi
KOHUEHTpaLLii Airouoi pevoBuHM (TOGTO LIMKJIONIPOKCY) y Mic il

o Huknomipoke y ckiaai PO3YMHY 3aTHHH NPOHMKATH 4EPe3 OPOrOBiMi TKAHHMHH B
epEKTHBHMX KOHUEHTpALISIX.

o P-3051  edexrusnuii  y npopinaktaui  Ta  JikyBaHHI  OHIXOMiKO3iR y
EKCIEPUMEHTAIbHII MOJIENTT OHIXOMIKO3Y.

1) IlepBunna
(apmakoauHamika

Cuexrp ail in vitro
[lnksonipoxe € npoTurpubkosum 3aco60M LUMPOKOIrO CIEKTPY il

Y tabmmui 1 ysaransueno JliTepaTypHi fani npo MiHiMabHi iHridytoui koHueHTpaii (MIK)
WHMKIIOMIPOKCY LIO/IO IIMPOKOIO MepeNtiKy BUip TpUOIB, BU3HAHHUX JIOJACKKMMH NATOHAMH
(Mitmap Ta Jlorayc, 1973 p. Ta Jlitmap Ta cnipasr., 1981 p.)-
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Tabanus 1. Minivansua IHriby1oua KOHUEHTpaLis (MIK) umxionipokey mono moncekux
[ATOreHHHX rpubiB

KinbkicTtb Kinbkicts

. - 3 Hianazon MIK . i Hianazon MIK
P oOp NN () MiKpooprasisw uraia) Aanason M
HepmaTtoditu Huamopui

rpudn

Trichophyton 36 0.9-3.9 Blastomyces 4 09-1.9
mentagrophytes dermatidis
Trichophyton 45 0.5-3.9 Histoplasma 6 09-39
rubrum capsulatum
Trichophyton 18 1.9-3.9
verrucosum Eyminern
Trihcophyton 6 09-1.9 Madurella 6 1.9-3.9
tonsurans grisea
Trichophyton 4 1.9 Madurella 4 1.9
quinckeanum mycetomi
[Hmi Buan 14 1.9 Petriellidium 2 7.8
trichophyton boydii
Microsporum 24 0.5-3.9 Actinomycet
canis ales
Microsporum 10 1.9-3.9 Nocardia 1 39
gipseum asteroides
[ 7 0.9-39 Nocardia 2 3.9
MiKpocropuii brasiliensis
Epidermophyton 8 09-1.9
floccosum PizHi rputn
Apixnxosi Aspergillus 4 78-15.6
rpuGu flavus
Candida albicans 50 09-3.9 Aspergillus 5 1.9-7.8

fumigatus
Candida 16 09-39 Aspergillus 2 1.9
tropicalis niger
Candida krusei i 0.9-3.9 Bunu 4 1.9

Penicillum
Candida 14 1.9-3.9 Buau 6 1.9-7.8
parapsilosis Phialophora
Candida 13 1.9-3.9 Allescheria 2 78-15.6
pseudotropicalis boundii
THui B 8 09-3.9 Fusarium 2 313
Candida solani
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OHiTek, nak Ans HirTie nikyBanbHwuii, 80 mr/r

HopiBustans  minivaaLuoi iHridyrouoi konuenrTpanii HHKJIOMIPOKEY 3i mrramammn
Trichophyton rubrum, eunineni Y Cnoayuenux IHrarax Amepuxn (CHIA) ta B
E€sponeiicbkomy Corosi

3siT «ITonikem» Ne 08-43. Tect-cucrema: T, rubrum. Meron. Meton posee/ienns B Oyabkoni
in vitro. Jocaimauipska naoparopis: Llentp meanunoi mikonorii, Knipnenn, Oraiio (CLUA),
2008.

o6 nocniaumi pisummo wytausocti mramis Trichophyton rubrum no LMKIIOTPOKCY Y
Pi3HHX reorpagigxmx perioHax, 100 kniniunux mramie 3 CIIA Ta 100 3 €C BurpobGoByBanu
Ha YYTIMBICTE 3rifHO 3i crammapraum metomom CLSI M38A. MIK Gynu BusHaueni sk
HalHWKYa KOHLIEHTpaLis LMKIONIPOKCY, 3aTHA mpurhigyeatu 80 % pocty rpubis
TMOPIBHSHO 3 KOHTPOJIEM POCTy.

Otpumani pesynvraru (Tabmums 2) nmponemoHcTpyBay, 1O UMKIIOMIPOKC Ma€e [OTYXKHY
MPOTUIrPUOKOBY aKTHBHICTL MIOA0 YeiX wrtamis T. rubrum, BunpoGysauix 3 MIK90 0,12
MKT/MJL

Tabmunua 2. MIKy, UMKJIONIPOKCY /10 KiHIYHMX i30/1s1iB CILIA Ta €C Trichophyton rubrum

IItamu 3 CIIIA Iltamu 3 €C
MHiamason MIK 0,06-0,25 0,03-0,5
MIKso (Mkr/mn) (0,12 0,12
MIKy (Mxr/mn) 0,12 0,12

Hianazon MIK UMKIONMIPOKCY 10 wTamis 3 CILIA Y3rO/UKYBABCsl B MeEKax OHOIO
posBeleHH 3 gianasonom MIK wrramis 3 €C, AEMOHCTPYHOUM, 11O HA CTPYKTYPY 4YTIIHBOCT

710 LMKJIONIPOKCY HE BILTMBAE reorpaiyHuil perion noxomkenns (3eir «[lomikemy No
08-43).

IIporurpudkosa akrusuicTs uHKIonipokey 1o Scytalidium spp. 3rinno 3 BHMIpPsiHOIO
MiHIMAILHOIO inTiGyrouoro Ta bynriunanolo KonuenTpanicro

Scytalidium spp. ¢ HenepMaTto(iTHUM rpubkom HIrTiB, AKMI BUKIMKac OHIXOMIKO03,
Jlikypanns indexuiit, crnpuumnenux Seytalidium, sx mpasuio, HeeeKTUBHE, OCKiIbKU
rpubok moraHo pearye Ha NPOTHIPUOKOBI 3ac06M, AKi TpauuiiiHo 34CTOCOBYIOTRCA /15
TKyBaHHS OHIXOMiKO3y.

Mera wporo nocmimxeHHs — BusHaumTH MPOTUIPHOKOBY AKTHBHICTE LMKJIOMIPOKCY 10
Scytalidium spp. srigHo 3 BUMIPSHOIO MiHIMAJIBHOO IHriGYI040k0 KOHLEHTpaLieio (MIK) Ta
MiHIMaJIBHOKO (hyHTiLMaHOIO KoHLeHTpauieto (MDK),

Ulicte wramie Neoscytalidium dimidiatum (nonepenys Hazga S, dimidiatum) ta C. hyalinum,
B3ATUX 3 KONeKWIl KynbTyp Llentpy memuunoi MiKkonorii, Gynn sunpoGyeani B LBEOMY
MPOTOKOT.

Minimanbha iHribyroua Konuentpauis (MIK) nocnimkysannx 3acobis BusHauamm 3TiIHO 3i
CTaHaapTHum metonom CLSI M38-A2. Kinuesi Toukn LMKITOMIPOKCY 34MTyBa/IM uepes 24 Ta
48 ropun nicns inkyGauii npu npurHidenHi 80 %. Busnauenns M®OK sniiicriosanu uepes 48
roAuH. DYHriUMAHY AKTHBHICTh BH3HAYATHM AK 3HISKCHHS KYO/Mn na > 99,9 % gin

TOYATKOBOI KUILKOCTI iHOKY/14Ta, a (pyHriCTaTHYHY aKTMBHICT BU3HAYAH sIK SHHKEHHS Ha <
99,9 %.
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OHiTexk, nak aAns Hirrie nikyBansHui, 80 mr/r

Otpumani pesynstatn (TaGmuws 3) mponemoHcTpyBaH NOTYKHY iHriOyIO4y aKkTMBHICT
LMKIIOMipokey 10 Scytalidium  Ta (yHriuMaHy  akTHBHiCTH NpH  OUIBII  BHCOKMX
KOHLIEHTpaLlisX.

Ta6auus 3. JTani npo MIK ta MOK LMKJIONIPOKCY MO0 i30maTiB Seytalidium

HKJIONIpoKc

24ron |48ron |M®K

80% (80 %
22201 |N. dimidiatum 0,5 0,5 8
23579 |N. dimidiatum 1 1 4
23607 |N. dimidiatum 1 | 32
25536 |S. hyalinum 1 1 2
26424 |N. dimidiatum 0,5 1 1
26770 |S. hyalinum 0,5 0,5 8
Jlianazon e | Ul 0152 10015758

Omuinka in vitro wacrorn NPHPOAHOTO BHHHKHEHHA TA €BOJIIONIT cTilikocTi T} richophyton
rubrum no unkonipokcy, iTpakonasony, TepOinadiny Ta amopoadiny

Ghelardi 2014, Tect-cucrema: T. rubrum., Meton: Meroa poseenenns B OysbioHi in vitro Ta
iHribyBanHs arapom. JlociaHuipka naboparopist: ITizaHchKuit yHiBepcurert, Itanis

o6 oninury norenuian 7. rubrum (ATCC 28188 B sixocTi eTanonHOro mramy ta CI-1 ta
CI-2 B sxocti KiiHiYHMX 130/1ATiB) Ui BiAGOPY CHIOHTAHHHX PE3HCTEHTHUX IUTAMIE JI0
uuksionipokey (CPX), iTpaxonasony (ITC), tepbinadiny (TRB) Ta amopondiny (AMF),
npubn. 10° KYO (xonoHieyTBOpIOIOYHX OIMHHLB) KOXHOrO LITAMY BMCIBAIM Ha YAllIKH 3
cabypo-1eKCTPO3HUM  arapom (CHA), xokHa 3 SKMX MicTHa BUINOBIAHY MiHiMaIbHY
iHriGyroay koHuentpauilo (MIK). Kinbkicts komomiii po3paxoByBaiu miciis iHKyGauii 3a
Temniepatypu 30 °C nporsirom 3 TikHiB, a 4acToTy MPUPOAHOI CTIHKOCTI O KOMKHOIO
TIPOTHrPUOKOBOTO 3ac06y PO3PAXOBYBATH LLIAXOM JIiTCHHS kinekocti KYO, Bupowenux na
HallKax, Mo MICTATb KOXKeH 3aci6, Ha 3arajibHy KilbKicts KYO, poscisHux Ha 1ux yamkax.
st ouinku eBomowii critikoeti 1o 7. rubrum (ATCC 28188 B sxocti eranonHoro IITamy Ta
CI-1 B sikocTi KAiHiMHOrO i3osiaty), rpubHi cycnensii 1 x 10° KYO/mn T, rubrum cepiiino
PO3MHOXKyBanu nporsrom 10 nepenocis (7 auis iHKyGanii 3a Temneparypu 30 °C s
KoxHOro mnepexocy) y CJIA, mo MicTuts CyOIHriOyIouy KOHUEHTpaujlo KOKHOrO 3
AOCITKYBAHUX MPOTHIPHOKOBHX 3acO6iR (nanpuxiazn, 0,5 MIK 3a metonom pO3Be/ieHHs B
arapi). I'licns n’sroro ta necsroro TIePEHOCy KOMOHIi BuCiBanM Ha yarky 3 CJIA, 1mo MicraTs
2-xpatni MIK. MIK mtamie, 3maTHIX POCTH mpi 000X eKCHEPHMEHTANBHEX yMOBAX,
BU3HAYAIM 33 CTaHIAPTHUM METOJOM MiKPOPO3BEICHHS Oyneitony CLSI M-38-A2 Ta
nopisHiosami 3 MIK mukoro tuny. Haiieuima sactora CMOHTAHHHX PE3UCTEHTHHX MYTAHTIB
criocrepiranacs 3 iTpakoOHa30JOM, KMl BIipaB MyTaHTIB y TPHOX IITAMAX 3 YACTOTOIO
crikikocTi B tianasowi Bix 2,97 x 107 1o 7,51 x 10”7, Yacrora TPUPOAHUX MOXITHUX, CTIAKHUX
10 aMOposibiHy, 1A TPHOX WITAMIB KOMMBANACH Bix 1,14 x 107 po 5,79 x 10°. Criiixi 1o
TepOinadiny MyTantu Gy OTpumaHi 3i wramom ATCC 28188 (4acToTa crilikocri 1,38 x
10) Ta mrramom CI-2 (vactota criiikocri 2,89 x 10?). XKonen myTauT, crifixuii 1o CPX, ue
OyB OTpUMaHmii Bix K0AHOTO 3 TPbOX wTamis 7. rubrum (Ta6uws 4).




Tabmuns 4. Crionranni nikapesko-
BIAOOPY Ha YalIKax, [0 MicTSTh iH

CTiHKi MyTasTH T, rubrum, OTPHUMaHI MiCIs IpAMOro
ribyiodi KoHueHTpauj JIKapeBKOro 3acoby

1Tam TepGinadin  Itpaxonazon Amopondin  L{ukromipoke
ATCC  3arambma kinbkicts KYO 7.2 x 108 7.2 x 108 7.2 x 108 7.2 % 108
28188  Kinbkicts pesucrentumx | 490 3 0

KOJIOHI i1

YacToTa criiikocTi® 138x10° 6.8 x 107 4.1 10 <1.38 x 107
L 3aranbHa kinekicts KYO 8.7 x 10° 8.7 x 10* 8.7 x 10% 8.7 x 108

Kinbkicts pesucrentunx 0 654 1 0

KOMNOHIii

Yacrora crilikocTi® <L14x10? 7512107 114xW0° <114 % 10
C1:2 3aranbHa kinekicts KYO 6.9 x 10° 6.9 x 108 6.9 x 10% 6.9 x 108

Kinbkicts pesucrentaux 2 205 4 0

KOJIOHI i1

YacroTa crifikocTi® 2.89x10°  297x107 579 x 10? <1.44 x 107

CrocoeHo eBomowii erifikocti, micns m’sroro [IEPEHOCY MYTAHTH 3 MIABHINEHOK CTIHKICTIO
J10 iTpakoHasomy Bumimsum 3 ATCC 28188 (wactora crilikocti 9,6 x 10%) ta CI-1 (uactora

crifikocti 9,0 x 10°) (TaGauus 2). 3 ATCC 28188 rtakosx Oymu Bigibpani
MIABHILEHOIO CTIHKICTIO /10 Tepbinadiny (uacrora crifikocri 1,3 % 10-
nepexocy, usineno ATCC 28188 ta noximui Cl-
iTpakoHazony Ta amopondiny. V npucytHocti cy
amopoJhiny,

MYTaHTH 3

7). Ilicns mecsroro
1, crifiki 10 KoHueHTpauiii repOinadiny,
OiHriGyIounx KoHUeHTpauiii cTilikicTs b1 (o)
TepOinadiny Ta iTpaKoHa3oNy WIBMAKO BUHMKIA y T. rubrum, 3 maiixe B 100

pasiB BHLIOK YacTOTOO HOPIBHSHO 31 CMOHTAHHOO Jikapepkolo criikicTio. YKomen criiiuii

/10 LUMKIIONIPOKCY MYTAHT He CIOCTEpiraBes Micis BIUIMB

UMKIIOMIPOKCy mic/is 5 ta 10 nepekocin (Tabsmug 5).

Tabauus 5. Epontonis JIKApCBKOIL CTilfKocTi in vitro B T, rubrum nicas BIJTMBY

Yy CcyOIHriGyIoumnx KoHueHTpaujii

CYOIHriGyIoumX KoHUeHTpaLiii 3aco0y npotsrom 5 abo 10 NEePEHOCIB nepes BinGopom

Illtam | Yactora crifikocTi ® Tepbinadin | Itpaxonason AMopondin Luknomnipoxkc
ATCC | IT’suii nepesoc 1,3:x 107 9,6 x 10° <1,5x 1038 <6,0x 10°
28188 | Jlecstuii nepeHoc 9,1 x10° 2,4 x 10 22x10% <1,3x10%
CI-1 I’ it mepenoc <52x10% | 9,0x10% <3,4x10% <1,7x10%
Jlecsnii nepenoc 4.4 x 107 2,6x10° 9,1x10% <12x10%
" = «PospaxosyeTbes mBIXOM AicHIs kinbkocti KYO, Bupommenux Ha vamkax, mo mictsrs KOsKeH 3acib, Ha

3aransuy kinbkicrs KYO, poscisnux na mmx vammcax.
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OHiTek, nak ans Hirtis nikyBansHWiA, 80 mr/r

st MyTauTis crioctepiranocs snause Mi/IBUILEHHS 3HaueH MIK NpOTHrpubKoBHUX 3ac06iB,
SIKI BHKOPHCTOBYBAMCS ISt BiLGOpY, MOPIBHAHO 3 GaThKIiBCHKHMH wwramMamM. MyTtanTy,
CTiiiKi 10 TepGinaciny, NPOACMOHCTPYBANH 30iMbIIEHHS 3HaueHs MIK TepbiHadiny y
500/1000 pasis, MyranTs, criiixi 10 ITpaKoHasoy, MPOOEMOHCTPYBaIH 301IBIIEHHS 3HAYEHD
MIK irpakonasony y 4/8 pasis, a MYTaHTH, CTiiKi 10 aMOpondiHy, — 36iMbIIEHHS 3HAYCHE
MIK amopondiny y 16-64 pasu. LlikaBo, wo MyTaHTH, CTiiiKi 10 ITPAKOHA30JTy, TAKOXK
TNPOACMOHCTPYBaTH 3011bILEeH] 3HAYeHHs MIK amoponginy (y 8/32 pasu) ta Tepbinadiny (y
4/8 pasi), a MyTanTH, cTiiiki 10 amopoiiny, miaBHUKMIM CTiiiKiCTh 10 Tepbinadiny (y 4-16
pasie). He crioctepiranocst amin MIK ITpaKoHasomy Ta aMopOIIpiHy [T MyTaHTIB, CTIHKUX 10
TepbiHadiny. He cnoctepiranocs cyrreBoi pisHuui y MIK S- ta I-cTiiikux MyTaHTiB. JXKozen
i3 MyTaHTiB i3 migBHImEHOO cTiiikicTio A0 ITpakoHasojy, amopondiy um Tepbinadiny He
NPOAEMOHCTPYBaB 3MiHeHMx MIK LMKJIONIPOKCY TIOPIBHAHO 3 GATHKIBCHKHMM IITAMAMH
(Tabmmus 6).

Tabauus 6. 36inbwents swavens MIK TepGinadiny, itpakonazoy, amopondiny Ta
UMKIIOMIPOKCY IS MiKApChKO-CTIHKIX MYTaHTIB 7. rubrum TOPIBHSHO 3 GaTbKIBCHKHM

IITaMOM

MyTtanTi® TepGinadin  Irpaxonason Awmopondin  Iukmonipoke
TRB:-S (n=1) 50 H/3 H/3 H/3
ITC;-S (n=5) 4-8 4-8 4-8 H/3
AMF:-S (n=3) 4-8 H/3 16-32 H/3
TRB.-I (n=3) 500-1000 A3 H/3 :f
ITCrI (n=5) 8 4-8 32 3
AMF-I (n=3) 8-16 H/3 64 H/3
ITC-S (n=5) 4-8 4-8 4-8 H/3
AMF-S (n=1) 4 H/3 16 H/3
TRB;-I (n=5) 500 H/3 H/3 H/3
ITCy-I (n=5) 8 4-8 32 H/3
AMF-I (n=5) 8-16 H/3 32-64 H/3

*MyTaHTH, OTPHMaHI Mic/a npsMoro BII0OPY Ha YallKkax, 110 MiCTATL inriGyioui koHueHTpaui JTKapChKOTro 3acoby
Ha OCHOBI BinGopy (TRB: Tep6inadin, ITC: itpakonason, AMF: amoponin) ta Garbkischkoro LITamy, 3 SKoro
BOHH noxojute (11 ATCC 28188, 1: CI-1, 2: CI-2). n: kinbkicTs WITAMIB, H/3: He3HAYHME (Pi3HUIA yMIK+1y
ABOKPaTHOMY PO3BeIEHHi

Ha 3aBepiuenns, saransui PE3Y/ILTaTH, OTPHMaHI B LIbOMY J0C/iKEeHHI, BKa3yIOTh Ha Te, 1110,
X0ua | 3 HM3BKOIO YACTOTONO, MOKHA BHILIMTH CroHTaHHI MyTaHTH T. rubrum, criiiki no
amopondiny, TepGinadiny Ta ITpakonasony, i wo cyGinriGyroui KOHLIEHTpaLii J1iKapchKoro
3ac00y CTIPHSIOTE TOABI PE3HCTEHTHHX LITAMIE. CriocTepexxenns, mo MyTanTu, CTiiiki 10
ITpaKoHazoIy, JMEMOHCTPYIOTh MiABHIIEH] 3HavenHs MIK TepbiHadiny Ta aMopondiny,
CBITYUTB TPO Te, 10 TpaHcnoprepu cimetictea ABC Binirpators TNIEBHY POJIb y nepexpecHii
PE3HCTEHTHOCTI 10 LIMX MPOTHIPHOKOBHX 3ac06iB Y T. rubrum. Kpim Toro, pesynbraru,
OTPHMAaHI B UBOMY JOCHIKEHHI, CBimuaTh Npo Te, WO Cepen NOCIIDKYBAHUX 3aco6iB
LHKIONIpOKe 6YB €AMHOIO CHOMYKO, 31ATHO0 NiATPUMYBaTH mxyme@miz?ﬁﬁyi’c% 10710
nonyAWT 7. rubrum 1ukoro Tumy micis Tpueatoro BIUIMBY CyGIHF}GnyLIHXX’K CHT Dl
(Ghelardi 2014). q ' '
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OwiTek, nak ans Hirris nikysanbHui, 80 mr/r

Cuopouuana akrusuicrs UHKJIOIIPOKCY

Byno npoaemonctposaso 3nathicts aMOPOIN(IHY, LMKIONipOKCYy, OidoHasony, TepOinadiny
Ta  QuykoHazony —BGuBaTH MiKpokoHinii  Trichophyton  rubrum, XJamizocnopu
Epidermophyton floccosum ta Onacrocriopu Candida albicans. 1ltamu 6ymu KTiHiYHUMK
I30/I9TAMH  Ta  KyNbTHBYBAJIMCS Y 2 % arapi Cabypo 3 rmokosor (Okcoin, Bezens,
Himeuuuna), motim inkyGyeamucs sa Temnepatypu 25 °C npotsrom 3 amie (Candida
albicans) aGo npotsirom 21 aus (aepmarodith). 3pini kymbTypr 36upay 3i crepuabhum 0,9
% disionoriunkM  posummom.  Cycriensis MIKPOKOHIZIH 3 T rubrum roTYBalIH 3
BuKopuctanHsm 0,01 % posuuny Tsin 80 Y CTepUIbHIN BOII /Ul JIOCATHEHHS GiTBLIOrO
KOHTaKTy JOCHIKYBaHMX CHOTYK 3i criopamu.  Ilotim cycneH3im AOCTIHKYBATA i
MIKPOCKONOM Ha BiJICYTHiCTE (parmentis miuenito. Cycrensis xnaminocnop E. floccosum
Oyna otpuMana 3 i307aTy, w0 NPOLYKYe XIaMiAOCNOPH Y Be/MKiii KilbKOCTi, mo Maibke
MOBHICTIO YTBOPIOE Milleniif, 10 CKIanacTbes 3 JaHLIOrB  Xnaminocnop. Lli  miuenii
NOAPIOHIOBATH Y BanHO 3a CTCPWIILHHX  yMOB, a MoOTIM romorenisysanu. CycrieHsis
Onacrocriop C. albicans rorysani y 0,9 % docdarro-consoromy GyhepHomy pozuuHi.
Cyenensito gocnimkysamu min MIKPOCKOTOM Ha BiJICYTHICTb nceezominenito. Vei cycnensii
CMOYUBAIOUMX IPHOKOBHX KJIITHH JIOBOMMIM JIO KoHueHtpauii 2 x 10° KYO/mn. 3acobu
POSYMHAIIH T PO3BOAHIM 3TiIHO 3 IHCTPYKLisMH BHPOOHHKIB. BuKOpHCTOBYBaNM Taki
KOHUeHTpauii: 1, 10, 50, 100 Ta 500 mxr/mm. 200 M1 KosKHOTO PO3YMHY JTIKApPCLKOro 3acoby
Y 3a3HAYCHHX BHIIE KOHLCHTpaUifX momaBanu g0 800 Mii Cycriensii crop 3a cTepuIbHHX
YMOB. Y 3a3/1a51eTiab BU3HAYEHI MOMEHTH uacy (1 rom, 2 rog, 4 ron, news 1, neHb 2 Ta neHs 4)
BinGupau 3pasku 06’ emom 10 MK Ta HOCIIKYBAIM HA HASBHICTE CIop, IO IPOPOCTAIOTE, 3
UIEI0 METOIO 3pasku oGpobsuiu CepiiHUM po3BefeHHAM, BHCiBATM Ha arap Cabypo 3
TJIFOKO3010 Ta IHKYOyBaM 3a BigmoBigHux YMOB 3riJIHO 3 BiANOBIAHUMHM CTAHOAPTHUMH
npotokonamu inkyGauii. IMicas inkyGawii KOJIOHIEYTBOPIOIOYI OMHMLI MiIpaXoByBany [yis
KOXHOrO ITaMy Ta pO3PaxOBYBAIM MIBUAKICT 3HMILCHHSL. EdektuBHicts ycix m’stu
MPOTUrpHOKOBMX 3aco0iB 3ajexala Bij KOHLEHTpauii 3acoly Ta yacy inkyGauii: ms HposiBY
CriopoLm/HOi Al HeobXinHa KoHLeHTpalis, sika y 10-1000 pasie nepepumrye MiHIMAJIbHY
IHriGylo4y KOHUEHTpALiio oo KTy ripu, mo poctyrs. Amopondin Tta LMKJIOMIPOKC
TIPOZIEMOHCTPYBANH ONHAKOBY CMIOPOLMHY eheKTHBHICTD Ta KiHeTHYH] BJIACTHBOCTI JUIA YCIX
TPOX BHAIB crop. O6umsa 3acobu Oynu Gl eekTMBHIMM, Hik diykonazon Ta
Oionazon, wono mikpokoHinii Ta XJIaMiZIoCTIOp, a TAaKoXK TPOXH e(eKTHBHIMMH 110710
Xnamigocnop Ta Gractocriop, Hixk Tepbinadin, nicyis 4 guie iukyGauii Ta Y KOHUeHTpauisx 10
MKr/mit. CriopoLm/iHa aKTHBHICTS 710 JOCIDKYBAHHX 1ITamiB Gysia NPONEMOHCTPORAHA TS
YCIX I’STH pisHux NPOTUrpUOKOBHX 3acobiB, ski BHKOPHUCTOBYIOTBCS U1 JIIKYBaHHs
oHixomiro3y (Ceiinn 2015).

Iporurpnérosa axrusmicrs P-3051 in vitro (muknomipoke, 8 % mak aas wirtis
JikyBanbnuii) docimxenns NpoTHrpudKoBoi akrtusnocti P-3051 in vitro ua yammi 3
arapom

3BiT «Ilomikem» No 4975, TecT-cucrema: Trichophyton mentagrophytes. Merox: Meton
muysii B arapi in vitro. Jocnignumpka naboparopis: IIIAC CA. Jliropuerro, [llsefmapis,

2002. o

ITporurpubkoy axtueHicts P-3051 (umknomipoke 8 %) nikysaﬂbggng:i
Trichophyton mentagrophytes Gyno nocimkeno METOIOM ,Z[H(I)YSii}'}é ;

Ne 4975).  Trichophyton mentagrophytes Gy 0TpplmaH1f1i—'If% 3
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MIKDOOPraHi3MiB  Ta  KJITHHHMX Kymetyp  (DSMZ).  Illtam  nepecibann ma
cabypo-seKkcTposHoMy arapi (CIA), inkybysamu sa Temneparypu 35 + 1 °C, a BHXIJIHY
cycrnensiio 1-5 x 108 KVO/mn FOTYBAI y CTEPHIILHOMY tisiontoriunoMy po3ummi, IotyBanu
dauky Ilerpi 3 CIIA, posmominsioun 100 micn Cycnensii wramy Ha arap. Hocnimkypani
3acobu P-3051, craumaprumit npenapar (Barpaben®, umiomnipoke, 8 % mak IUl% HIrTiR
TMiKyBanbHHit), Mikonazon 2 % Ta KOHTPOJIbHHI pO34YMH riﬂpokcnnponinximsaﬂy JoAaBanu
Ha TOBEPXHIO HOKY/IBOBAHHX YAILOK MLISIXOM ancopbysanus 10, 20 aGo 30 OKYJIATIB
MPOLYKTiB HA MOBEPXHI YalIKH aGo BCCPE/IMHI JTYHOK JliaMeTpoM 5 mwm, OTPHUMaHHUX B arapi.
Hotim wamkw inky6ysanu 3a Temnepatypu 32 + 1 °C mporsirom 14 gui. Ioim Bi3yaJibHO
OLHIOBA/IM 30HH MPHIHIYEHHs pocty Trichophyton mentagrophytes.

Hanecennst P-3051 pa TIOBEPXHIO YAIlIKK 3 arapoM CHPUYMHUIIO MaitKe [OBHe NPUTHIYEHHS
pocry Trichophyton mentagrophytes. Hesnaunuii pict crocTepirascs Juie BIiANOBIOHO 110
HaAOUIBIL IMCTANBHUX JIingHOK Bix MICLb OCA/DKEHHS 110 NEpUMETpy daiuku. Hanecenns
lmknonipokey 8 % (P-3051) BCEPEIMHI JTYHOK arapy MOBHicTIO NPUTHIYYBaTo pict
Trichophyton mentagrophytes. Hanecenns barpadeny® na nosepxmio wamky 3 arapom
CIPHYMHHIIO MaibKe NMOBHE MpHrHiueHHs pocty 7 richophyton mentagrophytes. Hesnaummit
picT crioctepiraBes e BIAMOBIIHO 10 HaibinbL  AHcTAIbHMX AUTSHOK  BiZl MicLib
ocaukeHHs. Hanecenus Barpacdeny® BECPEAMHY JIYHOK HA 4Yallllli 3 arapoM He MOBHICTIO
NMpurHidysano picr Trichophyton menlagrophytes, a neski konowii 6ynM BusBIeHi mo
nepuMeTpy yauku (puc. 1),

Pucynox 1. Brume P-3051 (cripasa) Ta barpapeny® (mocepenuni) Ha picr Trichophyton
mentagrophyles (KOHTPoOIbHA yarika 3miBa)

el

;

Hanecenns rifpokcunponinxitosany 1 % ue npurHivye picr Trichophyton mentagrophytes
Ha YalIKax 3 arapom.
Hanecenus mikonasony na TOBEPXHIO HALKH 3 arapom aGo BCepeAnHy JIyHOK 3 arapom He

MOBHICTIO MPUIHIYyBAano pict 7 richophyton mentagrophytes. B 06ox BHINAKAX BiIMOBiAHHI
3PICT CrIOCTEpiraBest y AUCTANBHMX 061acTIX 10 nepuMeTpy yawmok (puc. 2).




3aranom, pesymbratv, oTpumani B ULOMY JOCTIPKEHHI, 10Ka3ani, mo Bei NOCIILKYBaHi
CHOTYKH CTIPUMMHATH 3HAa4YHe NpurHiveHns poeti Trichophyion mentagrophytes. 3okpema,
P-3051 BusBuBes edexthBHiMM 3a MikoHazon (2 %) Ta Tpoxu edexrusHimmMM 3a
barpaden® (umuknonipoke 8 % y nonigiuinorof cMorti).

Hocnikenns npoTurpuéroBoi akrusnocti P-3051 in vifro Ha iepmMaTodiTax Ta ApIKIKAX
LLI5IXOM BHIIPOOYBAHHS Yy TJIHBOCT] METO0M PO3Be/leHHs B OyJibiioni

3sit «Ilonikem» Ne 4973. Tect-cucrema: Candida parapsilosis, Scopulariopsis brevicaulis,
Trichophyton rubrum. Jocaigmmipka naboparopis: IITAC CA. Jliropserro, IIseiiapis,
2003.

Minimaneui inriGyroui konuenTpauii (MIK) P-3051 Gynu Busnaveni ans 7. rubrum DSM
4167, C. napancunos DSM 11224 Ta Scopulariopsis brevicaulis DSM 9122, OTPUMAaHHX 3
HIMELIbKOT KOJeKILii MiKpOOPraHiaMiB Ta KITiTHHHMX KyaeTyp (DSMZ) (3BiT «ITomikem» Ne
4973). EKCTIepMMEHT MpOBOJMIH  BiAMOBIIHO A0  CTAIOHHHMX METOJB BUNPOOYBaHHS
NPOTHIrPUOKOBOT YYTJIMBOCTI METONOM pO3BEIEHHS B Oynbiioni. Ilporurpubkosi poGoui
PO3{MHH TOTYBANH 3 BIANOBIIHMMH JBOKPATHHUMH cepilinuMu poseenenHamu P-3051 aGo
AKTHBHOTO cTannapty (Iewnak®, Jepmik, CILIA) y gianasoni uukronipokey Bixg 0,0015 % mo
0.8 % (wo ananoriuHo kKoHUeHTpauiii Bin 15,6 MKr/mMn 10 8 mr/mn). B SKOCTi HeakTHBHOrO
KOHTPOJTKO BUNPOOOBYBAITH PO34HH riipokcunponixirosany (I'TIX) y NBOKPATHUX CEPIAHMX
possenenHsax y mexax Big 0,006 % no 0,1 %. PoGoui cycnensii mictuiu 0,5-2,5 x 103
KYO/mn C. parapsilosis ta 0,4-5,0 x 10 KYO/mn T, rubrum. KinbkicHuii anasis IHOKyJ15Ta
3nificHioBann nociBom 100 MK anikeoTw CepiliHuX posesens Ha CJIA, iHKyOalicio 3a
Temnepatypu 35 £ 1 °C Ta niapaXyHKOM KilbKOCTi KOJOHiii. Bunpobysaunss uytmisocti
MPOBOIMIIM. JIBIYi 3 KOXHMM LITAMOM, a MpoGipku inkyGyBam 3a Temnepatypu 35 + [ °C
npotsirom 7 aniB. MIK BusHauanm sk HAHHIDKYY KOHLIEHTPALLIIO MPOTHIPHOKOBOro 3acoly,
SIKa CYTTEBO TMPUrHitYBaa picT MikpoopraHiamy, 1o 0y/10 BUSABIIEHO Bi3yambHO.

MIK P-3051 Busnauanu ana T, rubrum DSM 4167 1a C. parapsilosis DSM 11224. O6unga
IpHOH HEe PO3BMBAIINCA HABITH TIPH HAMHIbKUIl BHNPOOYBaHUX KOHLIEHTpALIi{ LHKITOMIPOKCY
(0,0015 % mmkionipokcey, o aHanorivmo KOHUeHTpauii 15,6 mkr/mm). MIK P-3051 s S.
brevicaulis cranoswna 0,2 % 3 mianazonom MIK 0,1-0,2 %. Bigminnmii picr rpubis
CrocTepirases B ycix HeoOpoGneHux KOHTPOJIAIX Ta B yCIX 3paskax, 1o mictsts [TIX.
Hnsxom nopisuanns MIK ans pisaux 30YIHUKIB i3 BMXimHOIO KOHLeHTpaujiero (8 %)
LMKIIOMIPOKCY B JIKAPCHKOMY 3ac06i MOYKHA BH3HAYMTH iHzexc edextusrocti P-3051, mo
nepesuiye 5000 sk m1s gepmaroditis, Tak i s apiiukis. JKoanol pisauui  Mi
BUIIPOOYBAHHSAM Ta ETAJOHOM He CHOCTepiranocs.

i : ;-’-*
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OHiTex, nak ans Hirris nikysanbHui, 80 mr/r

Hociimkenus npodinaxruunoi ra AikyBaabuoi xii P-3051 Y Mojieni onixomikosy in vitro
3BiT «[Tonikem» Ne 5034, Tecr-cucrema: Tricophyton mentagrophytes, Tricophyton rubrum,
Microsporum canis. Mertop; In Vitro, KonmTa BenMKoi poraroi xynobu locnianumeka
naboparopist: MinaHcekuii Aep:KaBHUH yHiBepeuter, Itamis, 2004,

Ulramu, Bunineni 3 knisiummx apaskis (7. rubrum; T. menlagrophytes, 2 wtamu; ta M canis),
Oy/M BUKOpHCTAHI UIs oLiHKK PO INaKTHYHOI Ta TiKyBansHoT aif P-305] (3BiT «Ilonikemy
Ne 5034). [podinakruuna mis: mmarouxu HII'TIB BE/MKOT PoraToi Xy106H TORIWMHO 50-90
MKM TOBLIHHH 0OpOG/IAnM uuisxom 3aHyperns y P-3051, eranonnuit posuun (Barpaen®,
ABeHric, Itanin) a6o posumn ITIX ta Sa/MUAIN - BUcHXaTH. Takoxk BHIPOGOBYBaH
HeobpobneHi Hirti. Bunpo6ysanns NPOBOAMIIN Y IBOX MOBTOPHOCTSX.

[lo Tpu nirri Ha vawky 3 CIIA nomimanu BEPTHKATBHO Ha OJHAKOBIM BIICTaHi IO BCiii
TOBILMHI arapy Tak, mo6 BOHH BUCTynann 3 arapy ha 4-5 mm. Ilo omHomy oMy
dbparmenty Hirts na HalIKy BHAMANM Yepe3 OAuH, [Ba Ta TPH THIKHI BianosigHo. Kosxen
BUHHATHA (bparMeHT Hirts nowmimanu OKpEMO B CTepuIbHY 4amky 3 CJIA, notim
iHKyOyBanu Ta AOCHIDKYBAIIH 4epe3 TPH THKHI, 106 MEPEBIPUTH 33 HAABHOCTI aGo
BLACYTHOCTI pocTy rpuGiB, uu TPU3BENIO TPODINAKTHYHE JKYBAHHS 10 OCTATOUHOIO
TNPUrHIYEHHS TPUOIB. AHanoriyHuii CKCIICPUMEHT MPOBOAWIIM 3 HEOOPOONEHUMH HirTsIMH
(KOHTpOB).

Hocnimkenns nokasano, mio mics NEePEMILIEHHS] KOHTPOJIHHX HilTiB Ta 0bpobnenux ['TIX
HIITIB Y HOBHIA NIOCY]L, 1110 MiCTHTB CTEPHIILHE KUBHITbHE CEPEJIOBHIIIE, B YCIX LITAMAX
CMOCTEPIranocs YiTke YTBOPEHHS MilleTiio B yeix dparmentax Hirrs (Tabnuus 7). Hicns
nepemilleHHs Hirtie, 06pobeHux P-3051, nuwe oy wram 7, mentagrophytes
MPOACMOHCTPYBAB YTBOPEHHS MILIETIIO B HITSX, BHHHSATHX depe3 14 ta 21 nens. B ycix
iHILMX 06po6nennx (P-3051 a6o etanonHumM LMKJIOIIPOKCOM) HIITSIX IITAMH 3a/IMIIAIHCS
TMIPUIHIYEHUMH TIPOTATOM YCBOTO nepioay A0cIIipkeHHs (Tpu THXKHI).

IV1AH0 94 oPHT [HAS
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Oritek, nak ans Hirris nikyBanbHui, 80 mr/r

Tabamus 7. Ipodinakriuna mig: HaHECEHHS JI0CITIKYBaHOrO 3ac06y 10 3a0py/IHEHHS HirTip,
HasisricTs abo sincyrricrs POCTy rpubiB ouiHIOTs Yepes 3 Tuskni mics NepeMiLLieHHs
(+: € pict; -: Hemae pocty)

Jlocimkysanmii 3aci6 | Iliran 7}’101" Tic/Is Iﬁpemmezulm Ha Jo0y
I' mentagrophytes (1) - + 4
P-3051 T. mentagrophytes (2) < - B
T rubrum 5 2 3
M. canis = “ £
A ; mentagrophytes (1) ” 0 B
; - mentagrophytes (2) - . :
LMKJIOMIPOKC, J1aK
. T rubrum 2 - .
JUISL HIrTiB .
M. canis = 2 .
1" mentagrophytes (1) =+ i 3
I mentagrophytes (2) + + +
Posunn T'TIX Ty - . =
M. canis + + T
T._mentagrophytes (1) - + 4
Heo6pobenuii T. mentagrophytes (2) + + +
KOHTPONBHHH po3unH | T, rubrum +- + -
L M. canis + + =

JlikyBajibHa Jiis: HEOOPOO6/IeH] IIMATOYKH HirTig BEJIMKOI poraToi Xy 1061 TOBIHHOK 100-150
MKM MOMILIA/TH Ha IHOKY/TbOBAH] YaIKy 3 CIA. IotiM yamiku IHKYOyBamu 3a TEMIIEpaTypu
26 £ 1 °C. Yepes 1 Twxnens Beo TIOBEPXHIO YALIOK Ta MOMIIIEHI Y HUX HirTi PiBHOMIpHO
NOKpHBanK miuesiem. Yepes 7, 14 ta 21 ACHBb (DparMeHT HirTs, noRHicTIO BKPHTHI MiUemiem,
BHIMAMH Ta 06poGisiM Takumu AOCIIIKYBAaHHMH  3ac0bamu 3a AONOMOIOH0  [1EH3/THKA:
P-3051, Barpacen®, posuun I'TIX abo ne o6pobiism (koHTposk). ITicnsa BHCHXAHHS HIroTE
TNOMILLATH Yy arapormii 1Iap HOBOI CTePHIILHOT YallKy 3 CIIA. Tlotim HallKy iHKYOGyBany Ta
JOCILDKYBATH OJIHH Pa3 HA TIKACHD npotsirom 21 aHs Ans ouiHky POCTY rpuoiB.

Jlikyanbha ais mikionipokey: V Tabnuui 8 nareneni nami Mpo picT rpubiB y pparmenrax
HITTiB, 3a0py/HeHHX Minetiem 7' rubrum, T, mentagrophytes abo M. canis Ta obpobrenux
JOCTIKYBAHIME 3aco6amu. Vei mwramu SHALTYBAH 3a nonomoroto P-3051 Tta eranonsoro
LMKJIONIPOKCY, JIAK U4 HirTiB, 3 BIICYTHICTIO pocTy B yci MoMeHTH yacy. Pict YCIX IITamiB
3aBepUIMBCA Y wawkax 3 CJIA 3 HIrTAME, 06poGiienHMu posunnom ITIX, ta i B
HEOOPOO/IEHHX KOHTpOISIX. _J




OHiTek, nak gns Hirtis nikyBanbHuin, 80 mr/r

Ta6nuusn 8. Jlikypansua ais: Hanecenns AOCHIDKYBaHHX 3aCO0IB mics 3a0pyiHeHHs HirTiB
(+: € pict; -: Hemae pocty)

Picr nicns nepemiuienns na

Jlocnimkysanuit 3aci6 Llram 100y
7 14 21
T mentagrophytes (1) - - -
P3051 I" mentagrophytes (2) - - -
T. rubrum - z =
M. canis ~ - -

T" mentagrophytes (1) - - -
Eranonnmit uknonipoke, |7, mentagrophytes (2)
JIaK JUIs HIrTiB T rubrum

M. canis

T" mentagrophytes (1)
1" mentagrophytes (2)
I rubrum

M. canis

I" mentagrophytes (1)
Heobpobnennii T" mentagrophytes (2)
KOHTPOJIBHHUI PO3YMH T’ rubrum

M. canis

1
1
1

Posunn I'TIX

+ [+ [+ [+][+][F[F [+
+ |+ |+ |+ |+ +]|+]+
+ [+ [+ [F[F[+[F[+

2) Bropunna
(apmakoarnamika

AHTHOAKTepiabHA AKTHBHICTD UHKJIONIPOKCY

Lluknonipoke  Takosk MPOLICMOHCTPYBAB  [IOCTiHHY ~aKTHBHICTE 10 BeMKO] KUIbKOCT]
PAMIIOSHTHBHHX Ta rpaMHeraTMBHMX Gaxtepiii (TaGmuusa 9). s anrubaxrepianbha
aKTHBHICTh LMKJIOIIPOKCY, 0COBIHBO 10 PAMHCraTHBHHX IITAMIB, € OCHOBHOKO TepeBaroio
MEPEA NeAKMMH a30/I0BUMH TIPOTHIPHOKOBMMH 3ac00aMM, OCKIIbKH GakrepianbHi indexuii
3a3BHYal CIPUYMHSIOTE BTOPHHHI iH(EKLT,

13



OHitek, nak ans Hirris nikysaneHui, 80 mr/r

Tadauoa 9.

MinimanbHa
TPAMIMO3UTHBHUX Ta IPaMHEraTHBHUX OakTe

iHriGyIoua

Jloraye, 1973; Jlirmap Ta crisasr., 1981)

KOHLEHTpALIis

(MIK)

LMKJIOMIPOKCY  1LO/I0
pifi, MiKomaazmMu Ta TpuxoMoHan ([itmap Ta

Hianazon Hianazon
Mikpoopranizm HOMe.p MIK Mikpoopranizmu Homep MIK
mramiB IITAMIB
(MKr/mun) (MKr/muar)
Staphylococcus 8 7.8-5.6 | Aerobacter 125
aureus aerogenes
Streptococcus 4 3.9-15.6 | Klebsiella 7.08
pyogenes pneumoniae
Stre Bcoccus 5 0,25-7,8 | Proteus mirabilis 31.3-125
spp.
Listeria 1 15.06 Pseudomonas 31.3->125
monocytogenes aeruginosa
Bacillus spp(z) 5 39-738
Shigella flexneri | 7.08 Mycoplasma spp. 7.8-50
Escherichia coli 7 7.8-31.3 | Trichomonas 50-100
vaginalis
Aerobacter cloacae 1 1.3
Ipormsanansua akTuBHicTs HHKJIONIPOKCY
Luxsonipoke NpUrHidye BHUPOOIEHHS metabomity S-ninokcureHasu

(5-rinpokcueiikosateTpacHoBa KucToTA Ta NeHKOTpieHy B4) Ta BUBiNMbHEHHS KliTHHAMM
npocrarnanauny E2 (PGE2). in vitro 3i 3Haunum 1

2004).

poruzananeHuM edekrom (INynra ta [Tnorr

3) dapmakonoris

be3nexn

JKommux nomitHux edekris LMKJIOMIPOKCY HA PIBHI eHTpanbHOl HEpBOBOI CHCTEMM Ta
AMXaNBHOI CHCTEMHM Y TBApMH He criocrepiranocs. Hasnaku, snnmp na CepLEBO-CYIHHHY
CHCTEMY CIIOCTEPIraBes y IPH3YHIB Ta HErPH3YHIB TPH NEPOpaNbHOMY BBEAEHHI.

Y nBoX 13-TWKHEBMX OCHimKEHHsX NMEPOpPaIbHOI  TOKCHYHOCTI
criocTepiranacs sk y wiypis, Tak i y cobak MpH BBEJIEHHI LMKIOMIPOKCOona
100 mr/kr/nens, mpuuomy noGiumi peakuii 6

PiBeHp  BizcyTHOCTI

BCTAHOBJIEHO TpH 10 Mr/kr/neHs umknonipokconami

HITTiB).

Y NonanbuMX 2-TMXKHEBMX JOCTIIKEHHAX NepoOpabHOT TOKCHKOKIHETHKM Ha lypax Ta
cobakax y 1031 10 Mr/kr/neHs MakeuMabHi PiBHi 3aC00y B CHPOBATIIi KPOBI KOMHBAIIUCS Midk
2790 Tta 3570 Wr/mn, Tomi sk Y 4-THXHEBOMY IOCIiUKEHH] Ha KpolMkax y mosi 1000
MI/KI/IeHb CHPOBaTKOBI piBHi LMKJIONIpOKCY GyJIM HIXKYEe Mexi BHs

7I0NpoKc, 8 % j1ak [71s HIrTiB).

OmHak y Xoai KMiHIYHOrO nocHimKeHHS 32 ydacTio 454 mallieHTiB 3 oHiXoMikozoM, sKi
3aCTOCOBYBAJIM Pi3Hi IaKH IS HIrTiR MPOTATOM 52-TH}KHEBOTO 1epioj
L0 KOXEH mauieHT HaHocue 0,015 r JIAKY [UIS HITTIB Ha Hiror
MALEHTA B YMOBAX MAKCHMAJIbHOIO BIUTMBY (HarpuKiaj,
IWKIOMIPOKCY, Nak Ans uirtie, 80 mr/r, Bin «llojikens (0,8

3r14H0 390PHr IHANORE

Ty 24
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MiHy B f103ax 30 Ta
YJIH OBl CepiO3HUMH y cobaK, Hi Y LypiB.
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CTaHoBuTHMe 0,34 M, wo Bignosinae 27 mr umkIomnipokey (0,39 MI/KI/ieHs ).

Bizomo, o nicis Hanecenus ua WIKIPY UMKIOMIPOKC MPoHMKae Hepes enizepmic y nepmy,
ajie HaBiTh MPH OKTIO31T Menwe 1.5 % BCMOKTYETBCSI B CUCTeMHHMIi KpoBoTik. OCKinbku tin

CTaHOBHTL 1,7 roamuu, cucremmuor HAaKONHYeHHA He BinOyBaeTbcs (I'ynman ta T iMan,
2011). '

Y 38’mKky 3 uum, MpHIycKatouu cuctemuy abeopOuito 1,5 % LHKTTOMPOKCY 3a YMOB
MAKCHMANTBHOTO BIUIHBY, piBHI B KpoBi CRIIANATUMYTEL KOHLEHTpaNii B aianasoni 100 HI/MJI,
IUO 3HAYHO HMCUE DIBHIB HeKapIIOTOKCHUHHX 3acoGin Y masmi, sxi cnocrepiraiotscs y
TBapuH (2790 Ta 3570 ur/mn).

Kpim Toro, pani nicnspeecTpaiiinoro nepiozy nikapcbkoro 3acoby wmMKIONipoKe, mak s
Hirrie, 80 Mr/r, Big «[lonikem», He noxazanu SKOJTHHX 3Han CHrHaiiB Gesnexku s
K/1aciB CHCTEMM OpraHip (KOC):

* [Nopymenns 3 6oky cepus

* Ilopyienns 3 Goky HEPBOBOI CHCTEMHU

* Hopywenns 3 6oky auxanbuof CHCTEMH, OpraHiB IpyaHoT KIiTky Ta
Cepe/loCTiHHA

Y 3B’A3KY 3 1uM, maibke e noGiuni peaxuii (ITP), 3i0pani Ta BHeceni 10 6Gasu JTaHMX
«ITonikem» 3 2008 POKY, MikHapomHa nata peectpauii (MJIP) MPOAYKTY, WO CTOCYEThCS
BILIMBY ONMU3bko 9 Minbionis NaLieHTiB, SKi 3aCTOCOBYBA/IH IIPOJYKT 10 9 MiCALIB,
CTOCYIOTBCS MOAPAasHeHb JIMIIE JIETKOro Ta TMOMIPHOTO CTyMeHs, fKi BUHMKIM B Micri
HaHeCEeHHs (UMKIomipokcy, 8 % ak Ul HITTIB (umknonipoke) s micnesoro
3acrocysanns). Ilepionmynuii 3Bit 3 Gesmexu. 3 13 Gepesns 2017 poky mo 12 Oepesns 2020
POKYy.

4)
®apmakonuHaMiyHi
B3aeMoIil

3asBHUK He POBOMB odiuiiHOro focimKeH S @J1 Bzaemopii.

Hukutonipoke Ta #oro cing LMKJIOMIPOKCO/IaMiH Npe/icTaBieHi Ha PHHKY B YyCBOMY CBITI Bike
nonan 40 pokie Ta p06pe 3apeKOMEH/yBaNH cebe, KOOHMX MOBIIOMIIEHD npo Oyab-sKy
B3ACMOII0 MDK mpenapatamu UMKIIONIPOKCY Ta  iHIIMMK JUKAPCHKUMH  3ac00aMu  He
Hanxomuno. Takum yunom, 3pobreHo BHCHOBOK, 1110 )KOJHOT B3aeMOil He criocTepiraerTses, a
NOANBLIT TOCITI/DKEHHS BBAKAIOTHCS HEeNnoTpibHUMH

3. DapmakokineTka

Pestome

DapmakokiHeTHYHMIT npooine UMKIOIIPOKCY  XapakTeprsyeTbes HU3BKOIO  IIBHIKICTIO
CHCTEMHOI abcopbuii Ta cxmiabHiCTIO TPOHHKATH B TMHOOKI WAPM IWIKIPH Ta CIM30BUX
000JIOHOK.

[licna  BHyTpimHbOBEHHOrO BBCNICHHA  LIMKJIONIPOKCONaMiHy CMOCTEPIraBcs  IIBMKE
3HHWXKEHHS PIBHIB He3MiHeHO] CHOMYKK Y ITa3Mi KPOBi KpoMHKIiB Ta coGak. 3HayHa 4acTka
CHOTYKH BHBOIMTLCS HUPKAMM, NEpPeBasKHO Y (opmi koH’torary TITIOKYPOHORBOT KHCJIOTH.,

Y utypie, skum BBomHIM NepopasibHHii LIMKI0MIpOKcoamiH, Cnonyka WeHaKko abecopbyerbes
TpY TepopanbHOMY BBEIEHHI, 4 noTiM PO3MOAIAETLCS M0 BCiX TKAHHHAX 3 HaHBUILHMH
KOHLEHTPAUIIMH B mediHLj, HUpKax Ta M’A30BMX 0GOJIOHKAX CTiHOK unmynka. Illeuaka
KHILUIKOBa abcopbuis Takox Gyma 3apeecTpoBana y cobaku. 3B’s3yBaums LIMKJIONIPOKCY 3
Oikamu nnasmu kpoei moauuu CTaHOBHIIO 96 %,

ré;;
7/
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OwiTek, nak ans Hirrig nikyBanbHuiA, 80 mr/r

Ilicna parinaneHoro mamecers Kkpomiakam npubinsHo 2 % inTpaearinanbmo BBEJICHOTO
LMKIIONIpOKconaminy abcopOysanocs B oprauizmi: PIBHI BHXiZHOT crionyku B rasmi KPOBI
AOCArIM CBOro miky npotsarom 60 XBUJIMH, & TC/S UBOTO IIBHIKO 3HM3MBCA. Ilepion
HaTliBBUBEIEHHS Oy Maibke Taxkum CaMHM, K [ic/s BHYTPilIHEOBEHHOTO BBEJICHHS.
Hocnimkernsa 3 “C-mivenny LMKIIOMIPOKCONAMIHOM BKa3yBanu Ha AsHy abcopbuito 42-97 %
3aCTOCOBAHOI 103U Y cobak. Bunocnemmpiuna kinernuna noseninka UMKJIONIPOKCOIaMiHy y
LBbOMY JIOCII/DKEeHHI He3posymina. Kitimiumi JOCTIDKEHHS TOKa3a/1u1 oOMexeHy chcTeMHy
abcopbuiro LHKIIOTPOKCONAMIHY rHic/1st BariHaJILHOro HAHECEHHS, SIK Y KPOJTHKIB.

Husbka cucremna abcopbiris Takoxk CIIOCTEePIraeTbCsl Mic/si HaHEeCeHHs LMKJIOMIPOKCOIaMiHy
Ha UIKipy.

TlopisHsaHo 3 a30moBuM NPOTUrPUOKOBUM  3ac060M UHKIOMIPOKC  CKOHIIEHTPOBAHMI] y
po2osomy wapi eninepmicy. OCHOBHMM LisxoM MeTaboiismy abcopGosanoro LIMKJIOMIPOKCY
€ KOH'IOrallist 3 INIFOKYPOHOBOIO KHC/IOTOIO,

Papioaprorpadiuni nocrimkenns TOKasalli, IO UMKJIOMIPOKC MEBHOO MIpOtO  MpoHHKae
"C€PE3 IUIALEHTY Y uIypiB, SIKHM BBOAHIM 3aci6 NIEPOPAJILHO HA MI3HIX TEPMIiHAX BATMITHOCTI.
PiBHi 3aco6y B Tkanmnax TIIONY, AK NMPaBHIIO, HUXKYI, HDK Y KpoBi matepi. Hemae indopmanii
[P0 NOTPAIIAHHS LIMKJIOMIPOKCY B MOJIOKO,

Xoua cucTemHa abcopbuis MicLeBo HaHeceHOro UHMKJIONIPOKCY HM3bKA, KiHETHUH] JaHi y
KOMOIHaULi 3 TOKCHKOMOr{YHUMM naHUMHU PEKOMEHIIYI0Tb 0bepeskHe 3acTocyBaHHs CIOJIYKH
i/} 4ac BariTHOCT Ta NakTauji.

Hocnimkenns in vitro TIPOHHMKHEHHS B HII'Ti TBAPHH i3 MIMATOYKAMH KOMUT BEITHKOT poraroi
XyNOOH, SIK MOZENi MPOHMKHEHHS HirTie JIOZIMHH, TNPOBENEHI A8 OLHKM NPOHUKHEHHS
UMKITOMIPOKCY  Kpi3h KepaTHHOBI MeMOpaHu micis  micieroro 3acTocyeanHs P-3051,
TIOKA3a/IH IIBH/IKE TIPOHMKHEHHS WHKIIOMIpOKCY 3 Hocis P-305] uepe3 MeMOpaHH HirTis.
Hponuknenns 6ymno sagiyi BHILIAM, HDK TIPOHHKHEHHS €TAJIOHHONO UMKITONIPOKCY, 8 % nak
AT HITTIB JTKyBanbHUH, B MoHoedipHiit emoni (ITernak), sapku TOMY, 10 HOcii P-3051]
Ha OCHOBI rinpoxcunponi.vmi*roaaﬂy (OHITEK) € 6inbw TNPUIATHHM, HiK MOHOedipHi cMou
AJIA HAHECEHHA JIIKApChKMX 3acobiE Ha TMOBEPXHIO HIrTa. V HACTYNMHOMY nociimkenmi
KOHKPETHE 10Ci/pKeHHs riApOKeHTpoIIiIXiTo3any MPUBEINO 210 BUCHOBKY, IO LSt CIIOMTyKA He
TZICHITIOE IPOHMKHEHHS, TOMY He MOLIKOJKYE CTPYKTYPY HirTs.

Ouinka nponukHeHHs UMKJIONIPOKCY B HIrTi JOMMHH in vitro TIPHBEJIA 10 BUCHOBKY, 10
40-50 % 3acrocoBanoi no3u UMKIIOTIPOKCY BXKE MPOHMKIO B HirTi JIIOIMHH  [IPOTArOM
NePUIMX 6 rOAHH MiC/Is HAHECEHHS P-3051, Hesanexuo Bix Toro, uu Oynu HirTi 3apakeni ta
NiTHIEHUMA.

Byno nposeneno nocnimkenns in vigo AnS MOPIBHAHHA MPOHMKHEHHS B HirTi ZIBOX
NPOTUrpHOKOBHX 3acoBiR (uMknonipokcy (CPX) 8 % y P-3051 ta amopondiny (MRF) 5 %)
Yy TOMY camMoOMy Hocii rinpoxcunponinxi'roaany 3 JOCTYMHUM y Mpomasky mikapchKum
3aco0b0m amopoindin, 5 % siak s Hirtis (Jlouepun, Tanmepma, @panuis) micas micteroro
3aCTOCYBaHH:A 3raJlaHMX TPOYKTIB HCpe3 KepaTHHOBI MeMOpaHu Besmkof poraroi xynotu.
CPX nerwe nponukas ¥ MeMOpanu Benukoi poratof Xynobwu, Hixk MRF.

Pesynerarn  aGeopGuii FiﬂpOKCHHpOHfﬂXiTOSaHy 4epe3 MKIpy, ouiHeHi 3a momomoroo
CJ-paniomiuenoi CTIONYKH (4CJ—auem-ri,upoxcunponinxiTozaH), MOKA3alH, 10 MBUAKICTE
abcopOuii B KoHueHTpaLyii, NpU3HAYeHiit 115 KiiHiYHOoro 3aCTocyBaHg%:?@fﬁ=§f?_ﬁ
38 KCTIEPHMEHTAITLHIX YMOB.
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Onitek, nak ans Hirris nikysansbHWi, 80 mr/r

1) Ananituyni
METOIHKH Ta 3BiTH
LIOJI0 iX Bayimanii

Po3podxa Ta Baninanis metony BEPX nns Buznauenns UHKJIONIPOKCY B HIirrsix

3BiT «Ilonikem» Ne 4790: Tecr-crctema: Umatoukn konur Bemukoi poraroi xymobu.
3n0poBi komuTa Bin 3a6uTON Xynobu. Merox: Jlani npo npoHHKHeHHs LIMKJIONIPOKCY Yepes3
MeMOPaHn KOIUT BENMKOI poratoi XYIOOH Micns HaHeceHHS 75 MK J0CITiDKYBaHOTO 260
KOHTpOIEHOTO 3ac00y. Jocinnuibka aGopatopis: TTizaHchKuii yHiBepeurer, Iranis, 2002,
AHaJliTHIHEe BH3HAuYeHHs LMKIIOMIPOKCY Y 3pa3skax 3iCTPHKEHMX HirTiB Micis HaHECeHHS
LHKI0Mipokey, 8 Y% nak juis Hirtis niKyBanbHui, 6y/10 3ailicHeHO metonom BEPX-V® (3git
«ITonikem» Ne 4790). [IpoaemorictpoBano iniiiHicTs METO/ly B JlianasoHi KOHLEHTpaujii
0,25-40 mxr/mr Hirrs. Koedinjenr BapiaLlii Ta CepestHe 3HAYEHHS TOUHOCTI GYJIM HIKUMMH
abo fopiemioBamn 4,0 % (n = 6). Mexka BHMABNEHHS CTAHOBMIA 0,25 mkr/mr Hirrs 3
Koedinienrom Bapiauii 3,5 %. 3a Hacy yTpHMYBaHHs LMKIOMIPOKCY He Gyno BUABIEHO
3HAYHUX iHTepdepyroumx miki. Po3uuH BHsBUBCS CTabiNbHUM MPOTAroM wOHalMeHIIe 24
FO/IMH NpH 36epiraHHi 3a KiMHaTHOT TeMIIepaTypH.

[ligroroeka spaska sxmrouana PO34MHEHHA 3paska HirTs B | N posuuny TiAPOKCHIY HATPIIO
(37 °C nporsirom 16 romun) Ta BumineHus LMKJIOIMIPOKCY 3 MOMANBLIOID TBepAo(asHOK
exctpaxuieo. Xpomarorpadiro npopoaum ua OKTa/IeLIJIOBIH KOJIOHL 3 0GepHeHoIo asoro,
a &/1roaT KOHTposmoBanu npu 304 um (3BiT «Tlomikemy» No 4771).

2) BemokTyBanHs

HocnipkeHHs NpoHuKHeHHS Hepes WKIpy TBAPKH iR Vilro NOKasaiy, 110 LMKJIOMIPOKC
LIBH/IKO MPOHHKAE vepes wikipy. Jlak mikonipokey (MicTHTs 0,5-8 % nirouoi pevosuHm),
HAHECEHUH Ha BUCIYEHY CBUHAY WIKipY, BHKOPHCTOBYBAJIM JUISl IOCTIKEHHS IPOHMKAIOYMX
BlacTHBoCTeH LmKtonipokey (Yemms-Poke Ta criigasr, 1991 ). kipy iHokymoBamm 3
Trichophyton mentagrophytes ta CIIOCTEPIrajlocs MOBHE MPUIHIYEHHS pocty rpubiB y camomy
BEPXHBOMY po2osomy wapi enioepmicy nue vepes 30 XBUIMH Mic/1s HaHeCeHHs 3aco0y. [pu
MiJABHILEHOMY BILIMBY a0 KOHUEHTpallii 3aco0y crioctepiranocs Ginblie NPOHHKHEHHd 31 100
% npurHideHuam micns 18 rogun BILTMBY B YCIX I0C/TIIKEHHX 1apax MmKipu (2-10 emy>xoK)
(Yemmn-Pokce Ta criiBasr. 1991). Li pesynsraru 6ynu MiATBEPIDKEHT IHITUM OCTi/REHHAM 13
HAaHECCHHAM Ha CBUHAUY LIKIPY UMKIOMIPOKCY, K /I HirTiB JIKYBaIbHUIA.
Hpoturpubkosuii 3aci6 weumko NpOHHKaE B rIubOKHii pozosuii wap enidepmicy, ne BiH
TNIPOZICMOHCTPYBAB MOBHY NPOTHIPUOKOBY aKTHEHICTD (Mapkyc 1999). Inwumii EKCIIEPUMEHT
13 BUKOPUCTaHHAM ILIMATOYKA KOPOB’SOI0 POTY [POIEMOHCTPYBAE, 110 LIMKJIOMIPOKC
31aTHUH NPOHUKATH HABITh Y CHJILHO OPOTOBIT TKAHHMHY, IopiBHsHO 3 azonoBUMH
NPOTUrPHOKOBUMH 3acobamu, LMKJIONIPOKCOaMiH CKOHIIEHTPOBAHMIA Ginbiue B po2osomy
wapi enioepmicy (JIKy Ta criiBasr. 1985).

Hirri 3mopoux noGpoonsuis momus 00pobisin uKtonipokcom, 8 % nak s HirTis
MIKyBabHHi (5-15 MI/HiroTs), npotarom 45 nwie. 3pasku Binbupanu uepes 7, 14 ta 30 nuie
Ta Hanpukinui sikysansst. Konuentpauis UMKIIONIPOKCY B HIrTi 36inbiyeanacs MPOTAroM
nepwunx 30 QHIB, micas yoro mocsrana PIBHOBAXKHOTO CTaHy MiK THAMH 3acTocyBaHHs 30-45,
Micns 7 nuie wonenHoro Hamecenus: Ginbia KUTBKICTB  LIHKJIONiPOKCY criocrepiranace B
NepLIoMy Wapi 3 BiHOCHMM BifcoTkoM 51,1 %, a B Ginbln mMGOKMX apax BinOynocs
MpOrpecyroe 3MeHIIeHHs. Binbin oxHopinmuit posnozin UMKIIONipokey BinByscs uepes 14
JHIB 3acToCyBaHHA. 32 Ta 20 % Bij 3aransHoro UHKIIOMIPOKCY CriocTepiranucs y MEPIIOMY Ta
ueTBepTOMY wwapi BianosigHo. [loxi6Ha cxema NPOHMKHEHHA criocTepiranaca nicas 30 uip
lozeHHoro 3acTocyBanHs. Konuentparis LMKIIOMIPOKCY, BUSIBJICHA B HIITAX T1iC/Ist 71,1573
30 nHiB 3acTOCYBaHHS, CTAHOBHIA 0,89 +0,2,1,78+ 0,4 1a 3,35+ O,SQEWWJQQEOBOFO
matepiany Bianoeiano (Yewnn-Poke Ta crisasr. 1991). Kmmempaqigi@im@e o] irri
3HH3WIACS HWKYE Mexi BHUSABJICHHSA Rke yepes 7 AHIB mcs 3aKiffﬁqﬁ s JTiKyBa

B
Y
¥

Ty
CEHLLes
3r i mho 3/0f3

17



MKI/MI" HIFTEOBOTO Marepiaiy).

3Bit «Tonikem» Ne 4790 Tecr-cucrema: 1imarouku komur BEJTHKOI poraToi Xyno6m, 3n0posi
KOMHTa Bl 3a6UTOT Xy106H. Mertox: JTani npo TMPOHHMKHEHHA LIMKIIOMIPOKCY uepes MeMOpaHH
KOIUT BEJIMKOI poraToi xyao6u rmiciis HAHECCHHA 75 MK JI0CITIDKyBaHOTO 260 KOHTPOJIbHOIO
3acoby. Jlocninuunbka naboparopis: ITizaHchKuii YHiBepcurer, Iranis, 2002. Ony6nikoBano
Monri ta cniBagr. 2005.

Ulmaroukyu xonwur Benmioi poraToi xynobu BHKOPHCTOBYBaJIH y NOC/IIKEHHS in vitro g
OLIHKH NPOHUKHEHHS LHKIIOMIPOKCY Yepe3 KepaTHHOBI MeMOpaHu siK BanigosaHoi Moaeni
HIITIB Jomedl micas MICLIEBOrO  3acTOCYBaHHS MKYBATLHOrO JlaKy A7 HirTis P-3051
MOPIBHSHO 3 JIaKOM /1151 HirTiB [Tennax (Monri ta cnipasr. 2005; 3git «llonikem» Ne 4790).
Memb6pann korur senmkoi poraroi Xyno6u ToBLIHHOO npubn. 120-170 mxm 3BOJIOKYBAIIH,
MOMIllANK Mix 2 BimmineHHsMu (IlOHOPCBhKOIO Ta MPUHMAJIBLHOIO Kamepami) y Moueni
BEPTHKAIILHOT NPOHMKHOT KITITUHK Ta OTpuMyBamu 75,0 MK AiKyBaabHOro NaKy Juis Hirrie
P-3051 a6o eranounoro maKy g Hirris Iennax (Mapka CLIA AT CKany Jlaky JUid HirTie,
10 MiCTHTL 8§ % LHKIONIpoKey) [1mKmomnipoke 8 %; (M/M) B ocHOBI JIaKy, 10 CKIaaeThes 3
MOJIBIHIIOBOI cMOAM Ta PO3uMHHKKIB]. Hanpukinui CKCIEPUMEHTIB 3 TMPOHHKHEHHSM
HAUTHLLIOK NPOJTYKTY MEXaHIuHO BHAANISIM 3 NOBEpPXHI MeMOpanH, a niciis €KCTparyBaHHs

1 H NaOH Bwmicr LMK/IONIPOKCY BH3HaYamm Metomom BEPX.

OuinroBanu taxi MapaMeTpy NPOHMKHEHHSA: CTAMIA MOTiK; Q/At, ne Q — kinekicTs [IPOHHKHO]
andysii yepes obnacts A 3a yac t; naTeHTHUMI nepioa, o BKa3ye 4ac, HeoOXinHMIA pevyoBuni
A HAaCHYEHHA MeMOpaHM Ta jocarHeHus (asu  npuitmanms; KoeillieHT BHIMMOT
NpOoHMKHOCTI (Papp), BuzHayenmii Koe(illieHTOM MK cTaiuM notokom Ta TIOYaTKOBOIO
KOHUEHTPALI€IO JIiKapChKOro 3acofy; Ta BijcoTok PEHOBHHH, 110 MpoHMKIa Yepe3 30 roauu
(Q%30h). Cranuii norik a6o KUTBKICTh LHKIIOTPOKCY, 1110 audyHaye uepes (ikcoBany
00J1acTh 3a1exkKHO Bif yacy, OyB BHIIMM s JUKYBAJILHOTO J1aKy s wirris P-3051 a,
BITIOBIIHO, BiZCOTOK TMPOHUKHEHHS LHKIonipokey (Q%) 3HauHo BIIPI3HABCS MiXK AROMa
CKaaamu, ToOTO BiH CTAHOBHE 2,10 Ta 1,06 % mna JIKYBalBHOIO Jaky and \irtie P-3051 Ta
Jiaky s Hirris Iennax (Ta6muis 10) BinnosizHo. Kpim TOrO, HAHB&XKJINBIILA PI3HULS Midg
ABOMA [IOCII/KYBAHUMH CKJIa1aMu Oyna Bussnena y AaTeHTHOMY riepioai. JlikyBaneuumii nak
A0 HirTie P-3051 ACMOHCTPYE IIBHAIIE POHUKHEHHS NOPiBHAHO 3 [Ternakom (Tabnuug 10).
Hanpukinui  gocnimkerns MPOHHKHEHHS KITLKICTh LHKIONIPOKCY, 1[0 30epiractecs B
memOpaHax konut, Gysa eKBIBAJIGHTHOIO sIK /115 JHKYBATBHOIO JIaKy /151 HirTis P-3 051, Tak i
A naky s wirtis [Ternax 3 9,08 1 0,94 1a 9,68 + 0,77 mkr LMKJIONIPOKCY HA M HirTs
BIZINOBI/IHO.

—
W Zs 1LY,
3riano
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OHiTek, nak ans Hirrie nikyeansHui, 80 mr/r

Tabmmua 10: Tani npo MPOHMKHEHHA LMKIOMIPOKCY Yepe3 KOMMTHi MeMOpaHu micis
HaHeceHHs 75,0 MK JIiKyBasIbHOTO Jiaky 15 HirTiB i3 AocipKyBaHum 3acobom P-3051 a6o

naKy ans wirtis [Mewnak, sxuit mictirs 8 % (M/m) umksonipokey (n = 6)

Horik Jlatenrunii o Papp
Hocii (Mxr/em? rox) nepiox (rogx) g 74l ¢ (em/rog10° )
e (=) D & cm
IMuxaonipoke, nak
[UUIsl HirTiB 4,70 £ 0,60 3,36 £ 0,46 2,10+0,29 0,06 + 0,01
JiKyBaIbLHHI
Mennak®
i 3,05+ 0,63 12,48 +£0,131 [1,06+0,25 0,04 £ 0,01
JIAK 11 HIrTiB

B inwomy nocnimkenni (3it «Ilomikemy No 4969) xomnanis «ITomikem» TIPOAEMOHCTPYBaJIa,
WO edeKT XiTo3aHy He MoR’s3aHmii 3 OyIb-SKOI0 BAACTUBICTIO TOCHIICHHS TIPOHMKHEHHS,
OCKUIbKHM JIaK LMKJIOMIPOKC 3 XiTo3aHOM Ta Gea HbBOT'0, HAIEKHHM YHHOM HAHECEeHHI Ha
HIroTh (KormTa BemmKol poratoi Xyno6m) abo Ha wkipy (6e3i.uepCTi MHILI) 3 OKJIIO3i€10, 11106
YHHKHYTH BHITAPOBYBAHHS, [10Ka3aB AHAJIONYHE NPOHHKHEHHS 4epes HiroTh Ta WIKipy s
o6ox 3acobis. B sixocri KOMEHTApIO 10 UBOTO Pe3yNbTATY, Pi3HMLL MK BIACTHBOCTSMU
NponnkheHna P-3051 ta Ilewnaxy B Hirots He noe’ssama 3 OyIb-KOI0  BIIACTHBICTIO
HMOCHJICHHA  TIPOHMKHEHHS  MiAPOKCHIpPONiIXiTO3aHy (ITIX), a 3 Tam ¢akrom, wo ug
MONOMDKHA PEYOBHMHA He MepellKoIKae TaCHBHIi Audysii airouoi peuoBunm (umknomnipokcy)
B HIITBOBY IUIACTHHY Ta 9epes Hel, W10, OYeBHAHO, BiNGyBaeThcs 3 HOGIEM INennaky.
Kinbkicts LMKJIONIPOKCY, BHM3HAYEHA METOA0M BEPX, wo sanuumnacs B Hirn JTIOAHHU
(42-57 % 3actocoBaHoi 103u) micns HaHeceHHs JNIKYBaTBHOTO NAKy ISl HIirTiB P-3051, ne
ACMOHCTpYBaJla CTATUCTHYHHX BIAMIHHOCTell Mixk 3apaskeHuMH Ta HE3apPaKEHNUMH, a4 TAKOK
MIAMAIEHAMH 200 HeMiAMMIeHUMH HIirTIMHy mouHu (3BiT «ITomikem» Ne 4771: Ouinka in
Vitro KoHUeHTpaLii LUMKJIOMIPOKCY y BHMIAIEHHX a60 3pi3aHMX HIITAX JIOMHM MicIis
HAHECeHHs J1IKapchKOro 3acoby Ha 3apakeHi Ta HesapakeHi Hirti, 2002 p- [Tix BugaeHMLTROM
Toubi enn Matiang 2010). Hasite naitmmkua Buspiena Konuenrpauis (1,8 mkr/mr y
3apaKCHUX HIrTX) Oy/a Habarato BUILO (y 460 pasis), nisxxk MIK, Bkasana B JiTeparypi ans
YCIX AepMaTo(iTiB, SKi CIPHYMHAIOTH OHIXOMiKOS.

In vivo — 'Y camuis urypie nimii Cnper-Jloyni (n = 18; 300 r macu Tia), SKMM MiCLIEBO
HaHocwin 20 mr/kr  EKIonipokconaminy npotaroMm 2, 4 Ta 8 rommm, pini
LMKJIONIPOKCONaMiHy B CHpoBaTLi KpoBi Oymu Hikue 0,8 Mkr/ma, V LIapax MIKIpH MKOBi
KOHLeHTpauii 6y/n BusiBIIeH] B pozogomy wapi enidepmicy (12,8 MKr/r TkaHHHM uepes 4
TOJIMHM I1iCJ1 3aCTOCYBAHHS) Ta GyITH MiHIMA/ILHUMH B narispHomy mwapi. V pozogomy uiapi
enidepmicy KOHUEeHTpalii Buie 3 MKr/r 30epiranucs 10 8 rommu micns BBeneHHs JI03H.
JKoanux  BuMipHuX piBHiB UMKJIOMIPOKCONaMiHy He BMABICHO B Wil TKAHHHM (3BiT
«ITonikem» Ne 1232/92).

Peetti, -
Ir 1040 3 BPUr [HAY

o5 Hy
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OHiTek, nak ans Hirrie nikyBansHWiA, 80 mr/r

llpn  wamecemwi 10  wmr/kr  posumny 1 % [“*C-marionipokconamiry B—[
noniernnaeHikoni-400 Ha WIKIpY LIypiB, pamioaKTHBHICT Y KPOBi BHsAB/sIacs uepes 1
FOAMHY MIC/ISl HAHECEHHS Ta JOCATAIa MKy Yepe3 6 ronus. Yepes 7 AHIB Micas HAHeCEHHS B
KPOBi Ta opranax 6y BUsB/IeHi Jiie cliau pafioaktusHocti (Ocapa Ta CrTiBar. 19755,
[Ticns Hanecenms ['4C]-uuw1onipoxconaMiHy y Buraaai 1 % kpemy Ha BoaHii OCHORI Ha
3/I0POBY ILKIPY JIFOMMHM (uac NPOHHUKHEHH 6 TONWH, OKTIO3iifHA MOB’S3Ka MPOTATOM 5
roaun), 1,3 % nosu Gyno abcopGopano (Kennep Ta cnigapr. 1981; Jbky Ta cniasr. 1985).
Konuentpanis umxnonipokey Byna Bucokoo B poropomy wapi emizepmicy (2300-4500
Mir/mi). KoHuenrpariis UHKJIONIPOKCY 3MEHLIYBANACS 31 3011bIICHHSM TIMOMHU LIKipw,
ane piBHi, BU3HAYCH] y depi, nepesuiysanu MIK. Lli konuenTpaii sie Gy OTpHUMaHi
Ha Tepuwii cranii BUNpo6yBaHHs uepes 1,5 roa ta He 3MiHIOBaTHCH NPOTAroM GijbL
TPUBAJIOrO 11epiofy npoHukHeHHs. [Ticns HaHeceHHs Kpemy [‘4C]-unknonip0KconaMiHy Ha
BO/IHii OCHOBI Ha NOBEPXHI HirTiB, PanioaKTHBHO MiueHa crionyka NPOHMKANA MPAMO Kpi3hb
HIroTs. ¥ cobak abcopbuis 1 % Boamoro PO34HHY LHKIOMipoKey Gysia BUuIOW (5-15 %
J03H) MPH HAHECEHH] Ha WKIPY, HDK Y Joxeit (Kennep Ta criigasr. 1981).

Mocikenns npoTHrpnGKOBOT AKTHBHOCT A0 MeMOpaH KONMT BeIMKOi porartoi
Xynoou B sikocti 6ioJ1oritHOT Moaei NPOHHKHEHHS Yepe3 HirTi JIrogunu

Mera uporo mocnimkenns — TMPONEMOHCTPYBATH NpoHMKHEHHS P-3051 wepes MeMOpaHu
KOMMT BEIHKOT poratoi Xynobwu, mo6 NIEPEKOHATHCSA, 1MO BiH 37aTHMH JOCSraTH
TCPANEBTUHHO 3HAYYIIMX KOHLEHTpALLii y Micii rpubkoBoi ndexuii (Tonsi Ta Maiisnn
2010).

Trichophyton — rubrum, Candida parapsilosis,  Scopulariopsis  brevicaulis ta T
mentagrophytes Gymi oTpumani 3 HiMelpBKOT Komekuii MIKPOOPraHi3MiB Ta KJiTHHHHX
KyaeTyp (DSMZ). Cepenosume CJIA, iHokynsoBane 0,5-1,0 x 103 KYO/mn, poznupamu y
KBanparHi yauku ITetpi (12 x 12 cm). HocnimkyBanuii 3aci6 nogasamm no HEHTpaNsEHOro
aucka giamerpom 10 mm (5, 7 a6o 10 mrn P-3051 Ha auck) Ta 10 10 x 20 MM, 50 MM
TOBIUHMHOIO IIMATOYKIB KOIMT BE/IMKOI poraToi xynobu (5, 7, 10 a6o 20 mxn P-3051 na
LLIMATOYOK KOTMT BEIMKOI poratoi Xyno6w). JIUCKM Ta IIMATOYKH KOMMT BEJTHKO1 poraroi
XYNOOH MOMIlATH Ha I0BEPXHIO HOKYTHORAHOIO Cepe/IoBHILA 3 arapoM Ta iHkyOyBanm 3a
Temnepatypy 32 + 1 °C mporsrom moHaiimeHme 5 His AT CIIPUSHHA pocTy rpubie. B
AKOCTI aKTMBHOIO eTasiony, [Tennak® ta 1 % posumn I'TIX BukopucTOBYBamu B sikocTi
AKTHBHOIO T4 HEAKTHBHOTO €TAIIOHHOIO KOHTPOJIIO BianosiaHo. IToTiM yarmiu nepeBipsuTH
Ha HAABHICTE Ta po3Mip iHFiGyIo4MX Kinmelp. InriGyroui kinbus Gyau npucyThi e
HABKOMIO [MCKIB Ta MEMOpaH KONMT BENUKOI poraroi xynobu, npocouenux P-3051 Tta
eranonoM. I'TIX we Brumieae ma picr rpubiB. InriGyroui Kinbls Haskoso HeHTpaTEHUX
AuckiB OymH nogibuumu Mixk P-3051 Ta eranoHoM (puc. 3). Hanaxw, inriGyioui kipiy
HABKONIO MeMOpaH KONMT Belukoi poraroi XynobH, mpocouennx P-3051, Oynu 3HayHO
OLIBIIMMH, HiK Npy etanoni. Takosk Oyma 3apeecTpoBaHa 3anexHicTs po3mipy iHribyroumx
Kineup Biz 1o3u. Likaso, uo npu 3acTocyBanHi P-3051 kifbLig HABKOJIO IHCKIB Ta MemOpaH
Oynu CXOKMMH, 110 BKasye Ha Te, mo P-3051 nobpe nonae Oap’ep, mpeacrapneqwmii
MeMOPaHOI KOMHMTA BETHKOT poraroi xynobu.

Lli pesynsratu momeni in vitro BKAa3aJIH, 110 HOBHH JIaK /I HIITiB };@m‘p&m, P-3051,
1100pe MPOHHKAE KPi3b HIrTi, Kpallle, HK eTaJIOHHHIA 3acib. / LLLIN

37/5/44&;42
3C10H0 4 OPHT IHAROM

552%5
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OwHitek, nak ansi Hirrig nikyBansHui, 80 mr/r

KOIHT BEMKOI poratoi Xyno6u
T. rubrum DSM 4167

S. brevicaulis DSM 9122

mentagrophytes ta Scopulariopsis brevicaul

Pucynok 3. Turi6yioui kimpis HABKOJIO IPHOKOBMX KY/IBTYp IIIAXOM HaHeceHHs P-3051 aﬁg’
CTAIOHHOrO UMKIOMipokey, 8 % mak g HITTIB, HA HelTpasibHi HCKM abo Ha IIMATOUKH

Hocnimkenns in vitro HpPOTHrPHOKOBOT aKTHBHOCTI uuKIonipokcy, 8 % nak pis
HirTiB, y MeMOpanax KOUHT Be/THKoi poraroi xyno6u

3sit «lTomikem» Ne 5027. Tecr-crerema: Candida parapsilosis, Trichophyton rubrum, T.

vitro. JTocninHuupka naboparopis: ITIAC CA. Jliropuetro, Ulsetitapis, 2004.

T. mentagrophytes DSM 4870

C. napancunos DSM 11224

is. Meron: Meron Po3BeseHHs B OyiibkoHi in

HaUIKy pO3MilllyBaTH HEHTpaibHHi auck 3
TOBLUMHOIO 75 MKM 3 10 Mk 8 % LMKJTON

5 nmHiB, a moTim OLHIOBAM HasBHiCTE

HIITiB, BUPOBISIIH 10303anesKH] 1HriGyroui

Bianoeinno no ananisis Audysii B arapi, KBajipatHi yamiku 3 CJ[A (cabypo-nekcrposuuii
arap) saciBanu KoHUM i3 JIOCITIDKYBaHMUX MIKpOOpraHizmis (Trichophyton  rubrum,
Candida parapsilosis ta Scopulariopsis brevicaulis) (3git «[Tonikemy No 5 027). Ha koxuy

iauebo Bianosinuo. Yamku IHKYOyBaTH 32 Temneparypu 32 + 1 °C POz

NOCIIIDKEHHS T10Ka3a/1H, 110 HIrTi, 06po6eHi 10 Ta 20 Mk i|

10 M1 umkIoMipokcy Ta TPH LIMATOYKH HIrTs
ipokey, 20 mxn 8 % LHKIIOMipoKey Ta 10 MK

Ta po3Mip iHriGyro'm

Kiflbllg I0CTi 1Ky BaHi

ol

"

3

’2‘?&&( ) 2
MAHO S 0PHT WA MO
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Trichophyton rubrum, Candida parapsilosis ta Scopulariopsis brevicaulis. Mnane6o
(Hociit I'TIX) He BusBHIIO 30HOrO iHribyBanms (puc. 4, 5 1a 6).

Pucynok 4 (aisopyu) 1a 5 (mpagopyu). Brus LMKIOTpOKeY, 8 % nak mns HITTIB,
NPOHHKHEHHA Yepe3 WIMaTOYKM HIrTiB BeTMKO] poraroi xymobu mHa pict Trichophyton
rubrum (nieopyu) abo Scopulariopsis brevicaulis (mpaBopyu)

Pucynox 6. Bruus UMKIIONPOKCY, 8 % aK uts HirTie, TIPOHHKHEHHS Yepes LIMATOYKH
HIrTIiB BeNMKOT poraroi Xynobwu Ha pict Candida parapsilosis

3) Posnonain

3eir «llonikem» No 4790: Tecr-cucrema: LlImaToukn komuT Bemmkoi poraroi XymoGwu.
310poBi KonuTa Bix 3a6MTOT Xynobu. Meroz; Jlani npo NPOHHUKHEHHS LIMKIIOMIPOKCY uepes
MeMOpaHH KONHUT BeMKol poratoi Xy[00M mic/is HaHeceHHs 75 MK AoCHiKyBaHoro abo
KOHTPOJILHOTO 3aco0y. JlocimHuipka naboparopis: IlizaHceKuii yHiBepeurer, Iranis, 2002.

Ipo posnonin wuknonipokey B micui i MOBIAOMASIOCH Y JOCTIIDKEHHI in Vifro micis
MICLIEBOIO HAHECEHHS! JTIKYBAILHOIO naxy pns Hirtie P-3051 nopisuaHo 3 nakom wist HirTis
IMennax (Mouti Ta cripagr. 2005; 3Bir «[Tomikem» Ne 4790). Hanpuxinui pocnimkenns
MPOHUKHEHHA KUIbKICTh LMKIOMIpOKCyY, 110 30epiracThess B MemOpanax kormmt, Oyna
€KBIBAICHTHOIO SIK [ JUKYBaNbHOIO NaKy IS WirTiB P-3051, tak i ans jsaky ans wirrie
[ennax 3 9,08 + 0,94 1a 9,68 +0,77 Mkr LMKIOMIPOKCY Ha MI' HirTs BiAMOBinHO,

Jue. Jlopatok 30 Mpo  po3nomin in vivo LMKJIOMIPOKCY B HIrTHOBIi MIACTHHI, WO
. . e s .W"'-,m
TOBIZOMJISAIOCS B 4 ICTIHIYHHMX OCITI 15KEeHHSIX, o '

Crim %

Tohenssy |

PIAHO 3" OPHI IHANOM

T A8
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Oritek, nak gns Hirris nikyBanbHuiA, 80 mr/r

4) Metabonizm

Llnksionipoke B 0CHOBHOMY BHBOAMTBCS LLUTAXOM KOH’IOrauii 3 rJIIoKy pOHOBOIO KMCTOTOIO.
Kon’roropani MetaGonity wemako BuroxsTHCS Hupkamu ([lxy Ta criiBast. 1985).

ITicns 8/B BBeEHHA 2 % UMKJI0MIPOKCOnaMiHy kporuxam (15 MI/KT), CIiBBi/IHOIIEHHS Mixg
3arajlbHUM Ta BUIbHHUM LIMKJIOMIPOKCOM GyIio npubsusHo 1:1 criouarky ta NpHOIU3HO 5:]
uepe3 4 ronuu. [Ticns inrpaearinansHoro BBEJCHHs LIMKJIONipokcosaminy 2 % (15 MI/Kr)
KPOJIMKAM CIIBBIHOWICHHs 3aBkau 6yJ10 npubnuzHo 5:1 (Konmi Ta Cininrapai 1992;
Kormi ta cnirasr. 1993). i pesyasraru ACMOHCTPYIOTb, 1O LHKJIONIPOKC B OCHOBHOMY
TCPETBOPIOCTLCA Ha NOXIHI MITIOKYPOHiY.

5) BupenenHs

DapmaKkoKiHeTHUHe JociimKeHns Ha Ilypax, AKHM Ha IWIKipYy HaHocumu 10 mr/kr
umkionipokey  (y  Bummmi 1 % posumy  [“Cl-mknonipokconaminy B
nonie'rnneﬂrnixoni—400) BHABMIIO BHIUICHHS 3 CEuelo Ta KaJloM, MiK SIKOro J0caraecs
uepes 2 ami micas 3acTocyBaHH. Yepes 14 nmie nmicns sactocyeaums 11,4 Ta 12,4 %
3aCTOCOBAHOI JIO3M BHBOJMIIOCH 3 CEYEID Ta KAIOM Y caMUiB Ta CaMMIp BiAMOBiIHO.
CriBBiHOINEHHS BUJIIIEHHS 3 ceuero Ta KaioMm Oyn0 mpubnusno 5:1 (Ocaea Ta crisasr.
1975).

PiBHi nmKsonipokey B miasmi KPOBi KPOJIMKIB Ilicns B/B BBeeHHS (IS mr/kr) wBunko
SHHOKYBAJIICS Ta He BUAB/sUACA (< 15 Hr/mi) uepes 24 ropum. [lepion HaniBBMBeneHH:
MiC/1s BHYTPIlLIHLOBEHHOIO BBC/AeHHs cTaHOBUB 2,02 + 0,22 ropuuu (Konni Ta Cininrapai
1992). ¥V Tux camux Bumin NoAibHI  mepioan HamniBBHBEIEHHS (2,22 £ 0,16 ron)
CMOCTePIraucs Mic/s iHTPaBariHAbHOIO HAHECEHHs! uuksonipokey (15 mr/kr). Saransuuii
KitipeHc cranosus 0,73 Ta 148.5 n/rox micns B/B Ta iHTpaBariHamHoro 3aCTOCYBAHHS
BIZINOBIIHO.

ITonibue wiBuaKe BUBeneHHS 3 moyaTKOM MPUOIH3HO Yepe3 2 TOJMHM TIC/s BBEACHHS
JI03U criocTepiranocs y cobak (Kennep Tta cnisasr. 1981). 3Hauna wacrka CIIOJTYKH
BHBO/IUJIACH 13 CEYEI0, FOJIOBHUM YHHOM y dopmi TJTEOKY POHI/IiB.

6)
DapmakoKiHETHYHI
B3aeMOJ1iT (oKniHiuHi)

3asdBHMK He TIPOBORMB oimiiiHOro nociimkenns ©OK B3aemonii. Lle mociimxenns
BBKACTbCA HEMOTPIOHUM, OCKITBKH LMKJIONIPOKC  BUKOPUCTOBYETHCS  JTHILIE JUIs1
MmicueBoro 3actocysanns. Kpim Toro, LMKIIONIPOKC Ta HOro cilth LMKIOMIpoKcoamiH
TPE/ICTaRNICH] Ha CBITOBOMY PHMHKY Brke Ginbiue 40 POKiB Ta no6pe 3apexoMenxyBaiu cebe
AU HAHECEHHA Ha WKIpy/HirTi.

7) Inmi
(apmakokiHeTHuHi
JTOCITi JDKEHHS

He 3acTocoByeTnes

4. Tokcukomnoris:

1) Tokcuunicts y pasi
O/IHOPA30BOI0 BBEICHH

['ocTpy ToKCHuHICTD LMKITOMIPOKCONaMiHY 10CTiIKYBAIM Ha urypax aiuii Criper-Jloyni Ta
WIBEHIIAPCHKAX MHLLAX TIPH /0, W/, B/B Ta i/m BBeIeHHi. ['ocTpy nepopasbHy TokcuumicTs
JOCTIKYBAH Ha Kponukax. 3HadeHHs LDS50, vaseneni B Tabauui 11, JEMOHCTPYIOTE
HH3LKY TOCTPY TOKCHYHICTB IMiC/s /0 TA 4/l BBEACHHS Ta MOMIPHY roc &FCHHHiCTb

npu B/B abo i/n BeneHHi. He CTIOCTEPIranocs KOAHMX BiIMiHHOCTe1, O #3AAAX 310 QI THO
i 5 £ * \p
(Caxypai ta criigaer. 1975). o, O
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OHitek, nak ans Hirris nikysansHuit, 80 mr/r

3BiT «lTomikemy» Ne 1232/92: wypu ainii Crper-Jloyni. Crioci6 BBEJIEHHS: /0 Ta 9/iw. ,110314:7
/o. 750, 1500, 3000 Tta 6000 Mr/kr; u/ur 100 Ta 200 mr/kr. Hocninamuska naboparopis:
Minancekuit nepxapmmii YHIBEPCHTET, MeanuHumii (hakynsrer, IucturyT ¢apmakonorii,
Minaw, Itanis, 1981,

BBEICHHA (3BIT «[Tonikem» No 1232/92),

Ilepopanbhi Tokenuni o3 LMITOMIPOKCONAMIHY CrIpHYMHsTH NOPYILEHHS NTUXAHHS Ta
NOAANBIIMH KOMAaTO3HHH CTaH, Cwmepts, sk npasuno, nacrasana Y nepioa 3 1i6s 1 no mews 5.
Postun nokasas eposiio ta BHPasKH y LLIYHKOBO-KHIIKOBOMY TpaKTi riciis m/o BBEJICHHS],
CumnToMiB ToKCHYHOCT] He 3a(hiKCOBAHO 10 MAKCHMANTBHOT /i1y no3u 200 mr/kr.

Ta6anus 11: 3uavenus LD50 LHKJIONIPOKCONAMIHY Y pi3HIX Buzis TB4PHH

Buaun Cnoci6 LD50 Iocunanus
TBADHH | BBeJeHHs (mr/kr)
1yp n/o >2500- 3290 Anbnepman ta [Ty (1981); Tlonikem
(1981); Caxypai Ta chipasr. (1975).
u/iw >200* -> 2500 Ionixem (1981); Cakypai Ta criigagr.,
(19753). '
B/B 72-79 Caxypai ta criigaer. (1 975).
im 146-172 Cakypai Ta cniagr. (1 975).
MHILIA /o 1740-2898 Ionikem (1981); Caxypai Ta crigapr.
(1975); Anbnepman ta Hrorw (1981)
4/10 >200%* -> 2500 Honikem (1981); Cakypai Ta criiBagT.
(1975).
B/B 71-74 Cakypai Ta crigagr. (1 973).
im 83-88 Cakypai ta cniaer. (1 975).
Kponuk | n/o 3065 Anbnepman Ta Lo (1981)

2) Toxcnunicrs vy pasi | 4-TH:kHeBe JocCaiaKenHn IiepopaabHol TOKCHYHOCTI Ha mypax

HOBTOPHEG BBE N, 3eiT «ITonikem» Ne 1232/92. Bunm: 1lypu-ans6inocu minii Cnper-Zloyni. Crioci6 BBEJICHHS:

nepopanerui. [osu: 10, 30 ta 100 mr/kr. Tpuanicts: 4 Thwi, Hocninuuieka naboparopis:
Minancekuii nepsagmuii YHIBEPCHTET, MetuuHuMii hakynerer, IncTuryt apmakonorii, 1981.
CybxpoHiuny TokcHuHiCTS Lmknonipoxkconaminy  (10-100  mr/kr MacH Tina) npu
[IepopanbHOMyY  BBe/ieHHI mporarom 4 Tkuip OLIHIOBAIH Ha camusx Ta CaMMLIAX
LypiB-ane6iHociB nimif Cuper-Iloyai (3sit «Tonikemy No 4789). 1loans criocTepirany za
3arajlbHUM CTaHOM Ta MOBEMIHKO0 TBAPUH, a WIOTHXKHS — 3a 36UIbIICHHIM MacH Tina Ta
CMOXHBAHHAM  DKi. Hanpuxinui jikysauns pOBOIM/IM aHANI3 KPOBi Ta ceui. Postuy
BKJLIOAB MAKPOCKOMIYHE MOCIIMKeHHs Ta TiCTONOMYHe AOCTIDKEHHS. OCHOBHMX oprasis.
Cran TBapun, sxkuM BROTHIM LHKIOMIPOKCONaMin y nosax o 30 Mr/kr, ByB Xopormm
[IPOTArOM ycworo nocmimkenus. vV UIypiB, SKMM BBOIMIH HaiBuwy nozy (100 MI/KT),
CrocTepiranmes creumbidgi cuMmroMu IHTOKCHKaUi, Taki K WeTHHHCTa LIEpPCTh, 3a/MIIKA
Ta BTpata CrIOHTaHHOT aKTHBHOCTI; 25 % TBAPHH IPYNIH BUCOKOI 103H MOMep1o. AyTonTuuna
JarHOCTHKA He BUSBUIIA 3HAYHMX MAKpOCKOMIYHHX 3MiH, 32 BHHATKOM CTOpaZMYHKX 3MiH
C/IM30BOT OGOJIOHKM LITYHKa NpH MEHIUMX no3ax. 30iiblueHHs Macy B

BBOZMM 100 mr/kr, CIHOBLILHIOBANTOCH, MMOBIpHO, 4yepes 3MEeHHIEHHs

Ttpenn K
3r1aH0 & opHr 1HARO)

S0 48



OHiTex, nak ans Hirrie nikyBansHuia, 80 mr/r

3Bit «lTonikem» Ne 1232/93. Bumi: Cobaxu, 6irte. Crioci6 Beenenms: Hanecenns na wkipy,
BariHanbHe BBesenns. JJosu: 10, 20 MI/Kr/neHs (mepopaisHo); 12,5 MI/KI/JIeHb (BariHasbHo).
Tpusanicrs: 2 Twni. Jlocniguuiska naboparopis: Minancekuit fepixasuuii VHIBEPCHTET,
MennuHui pakybTer, netuTyT hapmakonorii, 1981

Camuam Ta camuiax cobak mwomHs Ha WIKipy HAHOCHIN KpeM, mio Mictuth 1 aGo 2 %
LMKIIonipokconaminy (o asanoriuno 10 aGo 20 mr/kr LMKJIONIPOKCONIAMIHY Ha JIeHb)
nporarom 12 TwxHiB mocnine (3Bir «[Toikem» No 1232/92). 1lle nBom camuisM coBak
WOAHA BariHanbHO BBOAMIM 12,5 mr/kr LIMKJIONIPOKCONIAaMIHY MPOTArOM TOIO CAMOIO
nepiogy 4acy. 3a sarajbHum CTAaHOM, MOBE/IIHKOIO Ta MICLEBOIO TONEPaHTHICTIO TBapHH
CMOCTEPIrav WIOAEHHO, A 33 MACOK TiNla — IOTHKHS. AHarni3 Kposi Ta ceui npoBoaMM Ha
MOYATKY, B CEPE/IMHI Ta HANPHKIHL{ JTiKyBaHHS. Hanpukinui nikysanss teapun ninnaeanu
epranasii. JlikyBaHHA LMKIOMPOKCOnaMiHOM He CIPHYMHHUIO 3HAUYHMX KIiHiYHMX a6o
NATONOTIYHHX 3MiH, Ta He CIIOCTEPIrayIocs SKOHHX aHomaniii Ha Miclli HaHeceHHs. PozTuy
HE BHABHUB JKOJHHX 3MiH, OB’ A3aHMX 3 JKYBaHHAM.

3) 'eHoTOKCHUHICTE:
in vitro

JlocnimkenHs  reHoTokcHuHOCTI, TMPOBEZIEHi 3 LMKIOMIPOKCOMAMIHOM,  BKIIOYAIOTH
BUIPOOYBAHHA HA TOYKOBY MyTauiio 3 pisHUMH wTamMamu  Salmonella typhimurivm,
KOHBEPCIEIO IeHiB y Saccharomyces cerevisiae D4, penapatuBhui cunres JIHK y xitunax
WI-38 smommuu, Tect Ha MyraremHicTs i3 CCABLEM-TIOCEPE/IHUKOM 3 BUKOPUCTHAHHSAM
Saccharomyces cerevisiae D4 Ta ananis 3 BUKOPHUCTAHHAM Saccharomyces cerevisiae nna
JIOCIIi/KEHHS 3pasKiB cedi, 3i6panux y JOCTiKyBaHHX TBAPHH (3BiT «[Tomikemy» Ne 1232/92).
JKoaue 3 mx ocikens He BUSBHIO noKasis MYTareHHoi i UMKIonipokconaminy.

3giT «[lonikem» Ne 1232/92. In vitro Ha Salmonella typhimurium. osu: 1, 10, 100 ta 1000
MKI/9atika. JlocmigHumska naboparopist: MinaHcekuii AEP/KABHUH YHIBEPCHTET, MeHuHMIi
dakynsrer, [HcTHTYT (apmakonorii, 1981.

MyrareHHy akTHBHiCTB LMKJIOMiPOKCOIaminy nocnimKyBanu y wramax  Salmonella
typhimurium TA 1535, TA 1538, TA 100 ta TA 98 3a BIICYTHOCTI Ta HasBHOCTI
MerabomniuHOi  akTuBauii  (pakuiero MiKpocoM  meviHkM mypie  S9.  Ockinsku
LMKIIONIPOKCOIAMIH  PO3YMHSITH Ta PO3BONMIIM B NMCTHIBOBaHIH BOAL, Lei po3uMHHMK
BUKOPMCTOBYBAIIM [UIS HETaTMBHMX KOHTPOJIB. N-MeTm-N’-HiTpo~N-Hi1p030ryaHizmH Ta
2-aueramizodiyopen BHKODHCTOBYBAIH B AKOCTI  MO3HTHBHMX KOHTPOITIB,
Luxsonipokconamin He 6YB reHOTOKCHYHMM Y KOJIHOMY 3i WITamiB GakTepii, Koc/imKeHIX
A0 KOHUEHTpauii | Mr/yanika, Hi 3a HasBHOCTI, Hi 3a BIZICYTHOCTI MeTab0iuHOT akTHRAILi],
3sit «Ilomikem» Ne 1232/92. In vitro na Saccharomyces cerevisiae. Hosu: 0,01, 0,1 Ta 1
MKr/uauika. Jlocninuuubka naGoparopis: Minaschkuii NEPHKABHUI YHIBEPCUTET, MeIHYHHMI
akynbrer, IncruryT dapmakosnorii, 1981, HIBuaxicTs KoHBepcii rena LHMKJIONIPOKCOIaMIHY
nocniKysamu y Saccharomyces cerevisiae D4, sxwii He 3maTHHI pocTy y KYJIbTYpaJIbHOMY
CEPeIoBHIL 3 AedilpTom ajeHinHy aGo TPHITODaHY AK 3a BIACYTHOCTI, TAK i 32 HasABHOCT]
dpakuiit  mikpocom  neuinku LIy piB. N-metin-N’-nitpo-N-Hitposoryaninun  Ta
JMMETHIHITPO30aMIH BHKOPHCTOBYBAM B SIKOCTI MOSUTHBHUX KOHTpouiB. Ha BiaMiny pin
KOHTPO/IbHHX MYTareHiB, LMKIOMIpokconamin (mo 1 MKI/Yallka) He 3Mir mmigBHIIUTH
LUBHMIKICTb KOHBEpCii renis «Ade 2» Ta «Trp S» ax 3 metabosiuHow AKTHRALICIO, TaK i 6e3
Hei. Saccharomyces cerevisiae D4 Takosx BHKOPHCTOBYBA/IH U1 BCTAHOBIEHHS MyTareHHOT
AKTMBHOCTi MeTaboJTiTiB, BUABIEHHX Y Ceui TBapHH, IKMM BBOIMIIH LHKJIOMIPOKCONIaMiH [0 3
MI/KI Ha JieHp nipotsroM 4 i, Takosk Ue JOCTDKEHHA HE 3MOIIO HajaTH JOKasis
MYTareHHOro MoTeHLiaNy UMKIONipokconaMity abo meraGoiTis Y HOCTIDKYBAHHEX J03aX.

TloiGHum unHOM pesysbtar Tecry ma MYTareHHICTh i3 CCABLIEM-HOGCDEAHIKOM caMuLp

Tz Ly &0
Br/lﬁo ?OPHHHMQN
73 PAA




IIBEHLIAPCHKHX  MHLIEH OyB HEraTMBHHM, OCKiIbKH 4acToTa KOHBepCiH rewis y
Saccharomyces cerevisiae 3amumanacs HE3MIHHOIO TiJl BITMBOM LMKJIOTIPOKCOIaMiHy aGo
Moro MetaGosmiTis.

[uxnonipokconamin  ue IHIYKYBAaB penapaTuBHuii cuntesy JIHK y kynbTMBOBaHMX
AUIVIOUIHMX  KIITHHAX  JTIOAMHU WI-38, ski ninnaeanucs BIUIMBY  CYOTOKCHYHHX
KOHUeHTpauiif Jiikapcbkoro 3acofy (no konuentpauii 1 mr/mn). Knitunu BUPOLLYBAJIH 10
3mMTTA. [10TiM >KMBHIBHE cepenoBuile 2amioBany CEPEIOBHILIEM, AKe 30epirano KmiTHeM Ha
CcTanii Heperutikauil, i micas uporo 10 KYJIBTYp NOJaBallv TPHTIi-Mivennit Tumimny. Takum
YMHOM, DajliOAKTHBHICTb, SIKA MICTHUTBCH B AHK nix wac srausy JiKapceKOro 3acoGy,
BinoOpaxkae BinHornenus JJHK. N-MeTHﬂ-N’-HiTpo—N—HiTpo3oryaHim4H ab0 METHIIXONaHTpeH
BHKOPHCTOBYBA/IH B SIKOCTi MO3MTUBHMX KOHTPOITIB. Huksionipokconamin BukoprcToByBany
A0 KoHueHTpauii 10 mxr/mn. Jlikysanns UMKJIONIPOKCOMAMIHOM He MOCH/IMIO0 BKIIFOUCHHS
[3H]-THMim4Hy y HAHK, mo Bkazye Ha Te, mo UMKJIOMIPOKCONaMiH He  CIIPHYMHKB
T€HOTOKCHYHHX e()eKTIR,

in vivo (BKIIOYaroun
AOMIATKOBY OLIHKY 3
TOKCHKOKIHETHKH)

Hocnimxens OUiHKH reHoTOKCHYHOrO NOTEHLiay UMKIONMIPOKEy in vivo He NIPOBOIMIIOCE.
Tum He meHw, ockinbku KoChimKeHHs KaHLICPOreHHOIO NMOTEHUIATY MOJIEKYIH JIOCTYIIHE B
JITEPATYpPHHX HKepenax (aue. HACTYMHUI PO3AiN), a mpenapati LHMKJIONIPOKCY JOCTYNHI Ha
PUHKY 3acO0IB U1 HaHeceHHs Ha wKipy Gimbiie 40 pokis, He BRANKAIOTHCK HeoOXiTHMMH
JOCITiKEHHS BUBYEHHS! FeHOTOKCHYHOTO TNOTEeHLiaIy MOJIEKYH in vivo.

4) KaHLIEPOreHHICTE:

Hocrynre mocnimkenns KaHLEPOreHHOCTI LMKJIOMpPOKey 115t SO-THsKHEeBOro 3aCTOCYBAHHA
Ha MHLIAX (IUB. po3aiin «JloBroCTPOKOBI HOCTipKeH S HHKYE).

Hosroctpokosi
JOCITI e HHS

JlocnikeH s KaHLeporeHHoCTi uuksonipokey (1 % ta 5 % posuunu B MOJieTHIEHIITIKOM
400) y MHIIEH-cAMHLB, SKHM 4EPE3IUKIPHO BBOIWIIM [I03y JIBii HA THMIEHD npotsirom 50
THXKHIB 3 MOAQIBIIMM 6-MiCSYHHM Tepi0JIoM CTIOCTEPEXKEHHS 53 BREESHHS TIPeraparis nepes
POSTHHOM, HE BHABHIO KOAHMX O3HAK MyXJIMH Y MiCLli BBEICHHS (Anbnepman Tta Illiot
1981, NDA 21-022).

KopotkocTpokosi
JIOCTTKeHHS a60o
JIOCITIKEHHS!
CEPEAHbOT TPHBAIOCTI

He 3actocoryerbes

Honarkogi
JOCTIIPKEHHS

He zactocoByetses

5) Penponyxriena

TOKCHYHICTE Ta

TOKCHYHHH BIJIMB Ha
03BHTOK MOTOMCTRBA:

7/?]%

A0
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OwiTexk, nak ans HirTis nikysansHui, 80 mr/r

Bniue Ha
hepTuibHiCTS i panmiit
eMOpIOHATbHHi
PO3BUTOK

Hocnimkenns ouinkn BIVIHBY LMK/ONIpOKCOnaminy Ha (eprunbHicTs TA p03MHO)KeHHﬂ—’
TIPOBONMITH Ha LIypax, IKUM BRONMIIH 3aCi6 uepestkipHo. (3gir «[Tomikemy No 1232/92)

3it «llonikem» Ne 1232/92. Hocnimxenns deprunshocti Ha wypax ninii Crper-J{oyni.
Croci6 BBenenns: u/ur Hozu: 1,3 1a 10 mr/kr. Tpusanicrs: 60 nuip (camui) 15 nnie (cammuri).
Jocnianuibka nabopatopis: Minaschkuii ACPXKABHUH YHIBEpCHTET, Meauunmii daxynbrer,
[neturyT dhapmaxonorii, 1981, '

Hocnimkenns eprunprocti NOKa3anM BIACYTHICTh MOGIYHHX peaxuiii Ha penpomykTuHi
dymkuii sk y camuis, Tak Y Ccamuub mypie ninii Cnper-Ioysi, sium /i BBOIMITH
LMKJIONIPOKCOMaMiH y 1o3ax o 10 Mr/kr/nens. Camuis MiKyBanu mpotsirom 60 ZHIB, a
CamMub — 15 1HiB nepen cnaposysanmsm. Ha 20-A nenb BaritHOCTI momoBuH BariTHUX
CAMHIIb KOKHOI TPYIH BUNAJISIH MatKy iz edipHuM Hapkozom. IInonu nocnimkysanu nin
MIKpOCKOIIOM Ta 06po6siu ani3apuHOBUM uepBonumM C s BHSBJICHHS BA/I PO3BMTKY
CKenera. Iuwi parithi urypu HApO/LKyBa/n crioHTaHHo. Horonapomkerux MiapaxoByBam, sk
MEPTBHX, TaK | JKUBHX, BU3HAYAIM IXHIO cTATH Ta CTOCTepiraay 3a NPMPOCTOM MacH Tina zo
MOMEHTY BiIUTy4YeHHs,

Ulypis F1 pospingiu 3a crarmo Ta JoBoamnn no Biky 10 Twxuis Ges Oyab-sikoro
(apmakonoriutoro nikysanHs. Copok camuip (o 10 y xoxwiii rpyni) criapoByeamu 3
CamUAMM TOTO K MOKOMIHHA, A 33 BariTHUMU CaMHMLIAIMH  CMIOCTEPIrali MPOTAroM TXHBOT
BaritHocri. ITicas manaporomii Ha 20-i A€Hb BariTHOCTI NPOBOAMIH oriian mionie. He Gyno
BIJIMIHHOCTEH Mix KOHTPOJIBHMMH Ta J0CITILKYBaHUMH TBAPHHAMM OO MICIISIIONOrOBOrO
PO3BHTKY Ta pocTy B nokominui F1.

Em6piotokcuunicrs

3Bit «lTonikem» No 1232/92. EmGpioderansumii possuroxk Y HOBO3€NaHACKKUX GiMX camuip
Kkposnkis, Crioci6 BReZeHHS: HaHeceHHs Ha wikipy. JIosypaHns: 40 mr/kr. Tpusanicrs: 6-18
aniB - BaritHocTi. J{ochinHmLbKa naboparopisi:  Minancskuii JIepXKaBHHH  yHiBepcHTeT,
MEAMYHHH (akybTerT, IneturyT dhapmaxonorii, 1981,

Embpiotokenunicrs ta TepaToreHes  UMKJIONipOKCONaMiny JOCIIKYBaTH Ha CAMMILIX
HOBO3EMAHAChKMX GUIMX KPOMUKIB, AKuM Mictieso HAHOCK/IM 3aCi0 Ha moroneny CIHHY. (3BiT
«TTonikem» Ne 1232/92). Jlecsrs TBApHH OTPUMYBATH KPeM LIMKIOMIpOKconamin y nosi 40
MI/KI/ieHs 3 6-ro 1o 18-if A€Hb BAriTHOCTI. 3a 3aranbHuUM CTaHOM, MOBELIHKOIO Ta
BUKMIHAMH Y TBapuH criocrepiram IIOACHHO, a 33 Macow Tina — morwknsa. [lics
nanaporomii Ha 28-it nems BaritHocT] MPOBOIMJIM PEeTeNIbHUH OrsA IR, Hopocini BariThi
TBapHHH 100pe nepeHocuH LHKIOMIPOKCONaMiH, a y miomie e crocrepiranocs Baj
PO3BUTKY ab0 aHoMaUtiii PO3BUTKY.

llpenaranbha Ta
NOCTHATANEHA
TOKCHYHICTh

Hani npo ueii cerment BincyTHi. Cucremna abcopbis UMKIIOMIPOKCY Mic/isi HAHeceHHs Ha
HIrTi y moseii e HE3HAYHOIO, Oyno TPOACMOHCTPOBAHO, 1O JKApCHKMiA 3aci6 He BruMBac Ha
depruibhicTs Ta emOpiorenes, a UHMKTIONIpoKe 106pe 3apekomeHsyBaB cefe Ha puHKY
Oinbiue 40 poxkis Tomy. Takum HMHOM, TaKe TOCTI/KEHHs He BBAYKAEThCs HEOOXITHHM.

Hocnipxenns, npu
AKMX nperiapar
YBOIUTBCSA MOTOMCTBY
(HecrareBospinum
TBapuHam) ta/abo
OLIHIOETBCS Biianena
st

He 3acTocoByeTnes

7{7&«,&{ ,
JriaHo 3 opnrlnmom‘.‘-




6) Micuega
NEPEHOCHMICTB

Bunpobysanns na YYTJMBICTH 10 mHKIONipoKCy T
3siT «ITonikem» Ne 1232/92. [lepeunne noapashenHs wikipu. Crocib BeemeHHs: miciiese
HaHeCeHHs Ha wikipy. Jlosysaunns: 2 r/kr Kpemy, 1 MI/Kr po3unHy BignosigHo. Tpusanicts: 48
rofauH. JlocninHuipka naBoparopis: MinaHchkuit ACPIKABHUK  yHIBepcHTeT, MenuuHumit
akynprert, Incturyt tapmakonorii, 1981.

Iin wac BunpoGysanns Ha YYTIMBICTB Y KPOJMKIB, fIKi OTpuUMYyBann Kpem abo po3uuH, mio
MicTHTE 1 % UMKIIONiPOKCONIaMiHy, BiAMOBiAHO, He Oy/10 BHABIIEHO 3HAYHOrO M0/Ipa3HeHHs
wKipu (3Bit «[lonikem» No 1232/92). Npanusrs wotupn cammuui HOBO3ENaHICEKHX Oinux
KpOJIMKIB OyIu po3nineni ua 4 rpynu 1o 6 teapun. JIBi insaku no 30 cm? na crvi KOMKHOT
TBapHHU Oyau noroneni. Ha ommiit minsmu 3pobunu Haapis. Oxna rpyna OTPHUMYBasIa Kpem
Mikonipoke, wo micrug 20 mr LHMKJIONIPOKCONaMiny, iHuia rpyna OTpHMYyBana posuMH
Mixortipokey 3 10 mr LWMKITONIPOKCONIaMiHy; iHIIi 2 rpyriu OTPUMYBAJIM BIANOBIAHMHA HOCIH.
Yepes 24 ta 48 ronuu nicas nanecens CpuTeMy Ta HaOPSIK OLIHIOBAIM 3a WIKATOK Bix | 10 4
Ganie Bignoeinno. Cryniun TIEPBHHHOIO MOAPA3HEHHS /1S KOXKHOT MPYIH BH3HAYAIM LUIIXOM
JWICHHS! 3ara/lbHOTO Gally Ha KiTbKicTh TBAPHH Ta HA KUIbKICTH KPUTEpIiB OLiHKM. Cryninb
MOAPa3HEHHS HEYIIKODKEHOT Ta HajipizaHO] wkip Gyna HukYoio 3a 0,5 aK 1s JIOIIOMIXKHHX
PEHOBMH, Tak i J1s  ;ikapebkoi bopmu LMKTIoNipokconaminy.  Takum YHHOM,
LHKJIONIPOKCOIAMIH BBAKABCS HEMOAPa3HIOKUUM 3acob0M.

P-3051, nuksionipoxke, 8 % nak aas HIITiB JIKyBaILHUI

Hocnixxenns TsuxKkoro NOJpa3sHeHHs WIKIPH HA KPOJHKaxX

3BiT «[lomikem» Ne 4770. [lepeunne nompasnenns wikipn P-3051. Hanecenns na LIKIpy
HOBO3€/IaHICBKHM Kposikam-anbbiHocam. JlosyBanns: 0,5 M1 8 % pozuuny LHKJIOMIPOKCY.
Tpueanicts: 24 roaunn Jlocrigumipka naboparopisi: Llentp Gionoriunux JOCTIKEHD
(CERB), boxi (Ppanuis), 2002.

HocnimkeHHs npoBomwy 3rigwo 3 Hanesxworo na6opatoproro MPAaKTHKOIO Ta BiJIOBIAHO 10
pexomenziauii OECD Ne 404. Meta — BuzHauuTy Y Kponika Oyab-SKul noapasnusuii abo
KOpO3iiiHuii noTeHuian posunny mi nirtis P-305] MiCA OXHOKPATHOTO, HAITBOKITIO3UBHOI O,
24-ronunnoro Hanecenns 0,5 M Ha 6 cm? 3 AUIAHKY WIKIpH 3 Haapizom (cnpaBa) Ta 6Ge3
Hazpisy (3miBa) (3BiT «Ilomikemy No 4770). Cycinni Heobpobeni minsHku Oyau KoHTpOsIEM.
Hns BunpoGyeanns Gy NOTPIOHI TPH camuLli KPOJTHKIB. OGpobneny wikipy ouinroBany Ha
HABHICTb €PHTEMH, CTPYIIB Ta HaOPAKIB, Ta OLIHIOBATH 3a 4-GajIbHOIO LIKaJI0H0,

24 Ta 48 roauH nicns 06poGKy. Cyma mmx Ganis (2 CTIOCTEPEIKEHHA X 2 30HU X 3 KponHKH),
noaineHa Ha 12, nana injexc TepBHHHOrO noapasnents wikipu (II). Bianosigno 1o TecTy
Hpeiisa nocnimkysani pevosunn KIacH(ikyloTbCs Takum ummoMm: 1] < 0.5 — BincyrHicTs
nonpaskenns; 0,5 < Il < 2 — nerke moapasHenns; 2 < I < 5 — noapazHenHs; S <1 < § —
CHJIBHE T10/Ipa3HeHH.

3actocyganns P-3051 ue CIPHIHMHKIIO 3MiHY Ko/bOpy a60 ypakeHHs Ha JWISHKAX HaHeceHHs
(Lukipa 3 Haapi3om Ta Ges HBOI0D), & TAKO3K He CriocTepiranocs NOAPA3HEHHS WKipH.

3a excriepHMEHTAIBLHIX YMOB, NPUAHATHX Y JI0CTI/DKeHHi, po3paxoBanuii IHIEKC MePBUHHOrO
MOApasHEHHs WKIpH cTaHoBHB 0, TOMY AOcHiDKyBaHa pevosuna P-3051 nak JUI4 HirTiB Gyna
K1acH(IKOBaHa SIK He MOAPA3HIOIOYA.

ar HI/HO

o #y




OHitek, nak ans Hirris nikyBanbHWi, 80 mr/r

Micuera nepenocumicrs npu 28-nenmiii OaraTokparHiii 103i y kponukis

3sir «llonikem» Ne 4786. Micuesa nepeHocumicts P-3051. Hawuecenns na WIKipy
HOBO3E/IAHACEKUM GimuM  Kkponukam. J[osyeammus: 0,5 mn 8 % pozumny LHKJIOMIPOKCY.
Tpusanicts: 28 anis. Jocniguuipka naboparopisi: Llentp Gionoriunmx nocrnipkens (CERB),
Bosxi (Dpanuis), 2002.

MicueBy nepenocumicrs P-3051 UMKIOMIpoKey, 8 % JaK JUls HIITiB, TepeBipsaM Ta
nopieHioBamH 3 Mikocrepom® (eTantonHuM LuKTOMipokcoM, 8 % ak JUIS HITTIB, IO
nponaetecs y Dpanuii) y 28-neHnomy nocimkenni GaraTokpaTHHX /103 MiC/Is HAHECeHHS Ha
LWKIPY KPOJIMKA 3 Haapi3oM Ta 6e3 Hboro (3BiT «ITonikem» Ne 4786). O6uasa J0CHLKYBaH]
3aC00M HAHOCWIIM HA TBAPHHY CBIKOPO3BeeHUMH (8 Y% LMKJIONIpoKe) Ta po3eeaeHumu 1:10
(0.8 % umkmonipoke) B 06’emi 1,4 mn (0,7 mn/6ik). YV nocnimkenns Oyno BK/IOYeHO 36
TBAPHH, PO3NOALTEHHX Ha 6 rpyn. Jloc/imkysani npenapaty mukionipokey 0,8 % ta miane6o
P-3051 3acrocoByBamm 3 1-ro no 6-if nenn Ta y i 10, 19 Ta 28, 8 % nocnimkysani 3aco6u
3acrocoBypamu y aHi 1, 4, 10 ta 28. Oun pas Ha jeun, nepes LOASHHHM 3aCTOCYBAHHAM TA B
AeHb eBTaHa3ii, MicLa 06poBGKH NepeBipsIi Ta OUiHIOBATM 30BHIMTHIi Bursz (0 — HopmanbHa
wKipa; 1 — cyxa wkipa; 2 — orpy6ina mKipa; 3 — mikipa 3 o3Hakamu HEKpOo3y), enacTHuHicTs (0
~ CNaCTUHHA 10 NOTHK, MOBEPHEHHS JI0 HOPMAILHOTO CTAHY Iic/s 3MaBmoBaHHg; | —
€/1aCTH'IHA Ha JIOTHK, TOBLIbHE MOBEPHEHHS 10 HOPMALHOIO CTaHy I1iC/IA 3JaBIHOBAHHSA, 2 —
BTpATa eNacTHYHOCTI, [IOMITHE YIIOBI/IbHEHHS MOBEPHEHHS 10 HOPMAJTbHOI'O CTaHy; 3 — NoBHa
BTpata eJlacTUYHOCTI Ha A0THK, 30€pPeXKeHHs MOM0KEHHS MTics 3[aBTIIOBaHHS), epuTeMa abo
Habpsix (0 — Hemae Habpaky/eputemu; | — myske HesHauHa epuTeMa/HabpsK; 2 — 4iTKO
BUP@KEHa epHTeMa/HeBEHKHI Habpsk; 3 — BUP&KEHA epuTeMa/moMipHuii Habpsk;, 4 —
CHIbHUH  HaOpsik/eputema). Tommmmy WIKIPHOT CKJIAZKM BMMIPIOBANIM 3a JIOMOMOIOIO
mikpomerpa (ODITEST™) nepen nanecenmsim y Aenb 1, 8, 15, 22 1a 29 ax mkipy 3 HaJpizoM,
TaK i 6e3 nporo. ITix vac esraHasii Ha Beix (hikcoBaHMX Ta MO(apGOBAHIX reMATOKCHITIHOM Ta
CO3MHOM 3paskax WIKipH Gy/Io 1poBeieHO MAKPOCKOMilo Ta TiCTONATONOT YHe OCIIIKeHH S
LIKIpH.

Iin yac gocnimkenus we Gyo 3aPEECTPOBAHO BUMA/IKIB CMEPTi, MOB’S3aHUX 3 JIKYBaHHAM,
KITIHIYHMX 3MiH a60 3MiHu Macu Tina. Kiieka ABHIL, TaKWX AK IUIAMH, NETeXii, mycTy/u Ta
BUPA3KH, CIIOCTEPIraINCS HA [UISHKAX 3 Hazpizom Ta/abo 6e3 Hboro y rpymax P-3051 (3/6 Ha
rpyny) Ta B rpyni Mikoctepa® y crissimHomenni 1:10 (2/5). ¥V rpyni uepossenenoro
Mikoctepa® Ti cami 03HAKHM BHHMKATH 3 GLIBILOIO HacToToo (5/5). ¥V BeixX mociimpKyBaHuX
TBAPHH, y T.4. TBAPHH I'PYMH 1U1anebo, NPOTIroM nepiomy JiKyBams CrocTepiranocs jerke
a0 KOPOTKOYACHE MOJpa3HEeHHS wKipu. oanux osHak e Gyno 3aPeECTPOBAHO Y TBAPHH i3
rpyn 6es mikyeanus. Onuak Ha 28-i 1enb Cepe/iHii iHIeKe MoapasHeHHs WKIPYU B KOXKHIH
TPYIL, HE3aIEIKHO B/l CTAHY LIKIPH 3 Haapizom abo 6e3 uboro, Gye HUKUMM 3a | (myxe nerxe
noapasHeHHs ). ToBIMHA WIKIpHOT crTaikK 00pobeHHX [isHoK (3 Haapizom ao Gea HBOTO)
Oyn1a GUIBLIOKO B ycix rpymax JIIKyBaHHS TOPIBHSHO 3 Tpynamu Ges TKyBaHHs, pisuuug Gyna
3HAUHOK JUIA Tpym, SKi OTPHMYBAlH Hepo3Be/cHME Ta poseesiennid  MikocTep® y
cniBBifHomenH i 1:10, a Takosk s rpyn poseenenoro P-3051 y cniepignomwenni 1:10. Jlerki
3aMa/IbHI 3MiHH, 1110 CriocTepiramcs B rpynax P-3051 ta Mikocrepa, 6ynu BusHani kninivno
HE3HAYHHMH.

B excrniepuMeHTabHEX YMOBAX mocipKeHHs BeenienHs P-3051 BusHaumnosxepotkouacHe
ol '7\ ‘E"Ar\f'\'

MOAPA3HEHHs! LIKIPH, SIKe JI0 KiHUS Tiepiomy JIKYBaHHs GyJ10 HE3HAUHH
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Owitek, nak ans Hirrig nikysansHwii, 80 mr/r

Hocaimxenns cenenbinizamnii WKIPH HA MOPCLKHX CBHHKAX (npoda Brosiepa)

3BiT «Tlomikem» No 4769, Hotenuian rinepuyrimsocri P-3051 Micuese nanecenns y
MOPCLKHMX CBHHOK-a1IbOIHOCIB Minil Faprni. Jlosysanus: 0,5 mn 8 % PO3YMHY LIMKIOMIPOKCY.
TpuBasicts: 29 nuis. Hociiauupka naboparopist: Lientp Gionoriymmx nociimrens (CERB),
Boxi (Dpanwis), 2002,

Hocnipkents nposoammm 3rigHo 3 Hanesxnoro 71abOPaTOPHOIO NPAKTHKOIO Ta BIZINOBIZIHO /10
pexomerzauiit OECD Ne 406 «Cencnbinisanis wkipu» s npo6u Bronepa. Mera
AOCIIKEHHS ~ OLIiHHTH MO MBI BIACTpOYeHHUI noTeniian CeHcHbinizaLii naky s mirris
P-3051 y mopcekux ceunok NPH MICUEBOMY HaHeceHHI Ta 3a BIACYTHOCTI Gy ab-sikux
JOTIOMDKHHUX pevoBHH (3BiT «TTojikemy Ne 4769). Tonepeane focnimKerHs Gyio nposeaeHo
AIUT BUSHA4YCHHSA HANEXHMX KOHUEHTpALf, siki OyayTh BHKOpHCTORYBaTHCS B OCHOBHOMY
AOCILKeHHI s (a3 inmykuii Ta NPOBOKAL, a came MakcuMmanbHOT KOHLEHTpALlii, sika
BHIJIKAE nierke aGo nomipue nompasuenns, Ges CHCTEMHOTO  TOKCHYHOIO edekty, Ta
MAaKCHMaJIbHOT KOHLIGHTPALIIT, SiKa He BUK/IHKae TONpasHEeHHs y XOAHOT TBapuH 6e3 cHeTeMHO]
TOKCHYHOT i, Hocnirpkypanumu KOHLEHTPALIAMH, BUPDKEHUMY y 00./06., 6yu: P-3051,
100 %, 75 %, 50 %, 25, 10 % 1a 5 % nak qg HIrTiB, OCKIIbKH JKOIHUX 03HAK MOJpasHEHHS
He criocTepiranocs npw skoaHii i3 JOCTIKYBAaHHX KOHUeHTpalii, P-305] BHKOPHCTOBYBAIU
Y Hepossenenomy surisai (100 % 06./06.) sk Y asi iHaykuii, Tak i y dazi nposokaii.
Hepeunna daza inmykuii (D1) Brmouana nanecenns P-3051 na wkipy. JIpyra (D8) Tta Tpers
(D15) dasu ingykuii nepenGavanu micuese Harecenns P-305] Ha TY K JUISHKY, o i DI,
Teapun (10 camuie Ta

10 camu1p) e nikyBamm mix ¢azamu D16 Ta D28, a3y nporokauii npooaum Ha 29- JIeHb
IUISXOM  HaHeceHHs (.5 wmy HEposBeneHoro P-3051, NIOTIEPEIHRO  BH3HAYEHOIO K
MaKCHMallbHa KOHLIEHTPALS, IO HE BHK/IMKAE TONpasHeHHs, Ha NpaBy GiuHy 06MaCcTh KUBOTA
Ha miowi npubmmsko 4 oM’ ska mikomy paHille He KoHTakTypama 3 JOCITIKYBAHOK
pe1oBuHO0. TBapuHu HeratuBHOrO KOHTpOmIo oTpumMyBaiu P-3051 na dasi TPOBOKALIT y Tiit
camiii 103i 6e3 nonepemHboi azu ingyKuii; TBAPHHAM MO3UTHBHOTO KOHTPOMO (5 camilis Ta 5
caMuub) Beommn 0,5 mn 1 % CUpTOBOro pozuuny JIHXE (,quﬂhpoxnop(ienaony). JHXE
BH3HAHO a/lepreHHMM y MOPCBKHX CBMHOK Ta MOBHICTIO BMABNAC Il BAACTHBOCTI B
CKCIEPUMEHTATTEHHX YMOBAX.

Yepes 24 Ta 48 rogun mics 3usTTS TOB’(3KH JINISIHKY MpOBOKaLii OLIHIOBAITH HA HASIBHICTS
CPUTCMH Ta OLIHIOBAIM CTYMiHb TSHKKOCT] 32 Takoio 4-GanbHOIO mIKANOW: 0 — BUICYTHICTB
epureMH; 1 — nuckperna a6o Borummesa CpHTEMA; 2 — NoMipHa Ta 371MBHA epuTema: 3 —
IHTEHCHBHA epHTeMA Ta HaOpsK.

3a npuiiHsTIX CKCIIEPHMEHTAIBHIHX  YMOB  peaKtiii TIOJIPa3sHEHHS Y TIpyTi HEraTrMBHOrO
KOHTpO/IO  He  cnocTepiranocs: ceHcuOLNi3alis  nosuTUBHOrO KonTpomo  (JTHXB)
criocrepiranacs y 100 % AOC/IKYBAHMX TBApHH 3 1-2 Ganamu BXKE Yepes 24 ronuHuM micis
3HATTS NOB’SI3KHM; He criocTepiraiocs WKIPHUX peaKwuiii y skonHoi TBAPHHH, 5KI OTPUMYBAIH
P-3051.

3rinHo 3 pesynptaramu, OTPHMaHHMH y IOCITiIKeHH, AOCTTI DKy BaHy pevoBuny P-3051, nak
JUlst HITTiB, MOJKHA BBAKATH 3ac0G0M Ge3 ceHcubiizyiouoro [OTeHLjay.

)7;’4444(3«;) ¥
3r'lano e/opurIHAnd;M _,

o 448
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7) Jlonarkoi
JOCIIIKEHHS
TOKCHYHOCTI:

He 3acrocosyerncs

aHTHI€HHICTD
(VTBOpEHHS
AHTHTI)

He sacrocosyerbes

IMYHOTOKCHYHICTD

He 3actocoByerrcs

JIOCITi IKEeHHs
MEXAaHI3MIB Iif

Uurronipoke mae cknamnmii mexamian aii. Pauni jani nokasanu, mo X€/1aTYBaHHA {OHIB
METaJIiB Ta NPUIHIYEHHS 3a1i303a1eKHUxX (epmeHTiB € BaTMBHMM 115 Aii tMKTonipokey
(Hitmap ta Jloraye 1973). Hewopaguo BHKOPHCTAHHA (hYHKUIOHATBHHX MeHOMHMX nmizxonis
(Hieepr 2003, JIi 2005) TMPH3BENIO 10 MIATBEPIKEHHS poi XEJIaTyBaHHA MOJiBAICHTHHX
KaTiOHiB B SKOCTi OCHOBHOIO MEXaHI3My TpOTHIrPHOKOBOT i LMKIIOMIpokey. Mexanism aii
LMKJIOMIPOKCY Ta iHIIHX TiAPOKCHIIPUINHIB nocrmimkysanu y C. albicans. Byno nposeneto
KUlbka GioXIMIYHMX aHanizie s BH3HAYEHHS  (aKTOPiB, fKi € KPUTHYHMMM IUist
NPOTHIPUOKOBOT AKTHBHOCTI. Tpanckpuruitinmii apania Y Macirabi reHoma nokasas, o
redu Oynu moaudikosani B NPUCYTHOCTI LMKIOMipoKey. V Toii uac sik EKCIIPecis OCHOBHUX
FCHIB Ta reHiB BipyneHTHOCT] Oyna HesMiHHOWO B KIITHHAX, sIKi minnaBamucs BILTHBY
JKapeBKoro 3acofy, Gy/o BUAR/IEHO YiTke NOCHJICHHSA a00 MOHMKEHHS peryisuii IEHIB, 10
KOAY!OTL nepmeasu abo TpaHCrOpTepH 3amiza, a6o iHmmx TeHIB, IO KOAYIOTb GLIKM
MeTaboniamy 3anmiza. [onaBauus FeCI3 no witun, 06pobennx LIMKJIOMIPOKCOM,
CKacOBYBaJIO e(heKT JIKapChKOro 3aco0y, a jonaBaHHs Xenaropa samisa Ginipuamny mo
KMBHJIBHOTO CEPEeIOBMINA iHIYKYBANO aHaIoriuHi MOZIesi eKcrpecii 3ai30BMiCHHX reHip,
Takox Gyno BinzHaveno pi3Ke MiJBHIEHHA Yy TaHBOCT] A0 OKHCIIIOBAJIBHOIO CTpeCy, Lo
MOXE CBIIYMTH 1pO  3HMKEHHS AKTUBHOCTI  3aJli30BMICHHX TIeHHMX MPOJYKTIB,
Bi/INOBIIAILHUX 33 AeTokcHKauio. Iuknonipoke NpUrHivysae pict knitun C. albicans
3aJIKHO Bifl 103H, LUe OMH edexT, sKuii 3MeHITyBaBes WAsXOM /l0N1aBaHHA i0HIB 3ani3a. L1j
AaHi BKasylOTh Ha Te, 1110 OCHOBHOIO (hopmMOI0 MpoTHTPUGKOBOT aKTHBHOCTI LMKJIONIPOKCY €
XC/IATYBaHHS 3aili3a, fIke OOMEXYE HAIXOIKEHHS 3a1i3a 10 KJITHHU rpuba Ta, omie,
npuruivye i picr. MeraGoniuna AKTHBHICTB, JOCTYIHICTH KHCHIO Ta piBeHb 3aniza
KPUTHYHUMH NapaMeTpaMu MeXaHizMy aii LIMKJIOMIPOKCY.

MKapchbKa 3aneKHicTs

He 3actoconyerrcs

TOKCHYHICTD
MeTaboJIiTIR

He 3actocosyetnes

TOKCHUYHICTL TOMILLIOK

He 3actocomyernces

HLIe

He 3actocoByerbes
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5. BucHosku oo ; = . o 7
i [uxnonipoke nobpe 3apEeKOMEeHIyRaR cebe sk NPOTHIPUOKOBHI  3aciB, akuii  Mmae
JOKIIHIYHOrO ; - o : . ; o .
OPHIHATBHMH  Ta CKIaJHMH  MexaHiam Jll, 9Kkuil  3anobirae PO3BHTKY  cTilikocTi
BUBYEHHS

rpubie/Gakrepiii 10 uboro 3acofy.

3aranom gociimkenus P-3051 (umknonipoxkce, 8 % nak AUISl HIFTIB) MOKA3aITH, LLIO;
Hitoua pevoBrHa akTHBHA 10 HAliGLTBI BKITMBUX 30y HHKIB OHIXOMIKO3IB JTIOIMHN,

Jlikapcbkuii 3aci6 3abe3neuye eeKkTHBHY TIOKaIbHY KOHLEHTPALIO Iil040i peqoBuuu
(To6T0 UMKNOMipoKeY) y Micwi i,

Uuknonipoke y cknani PO3YMHY 31aTHMII npoHMKaTH uepes OpOTOBUTI TKAHMHM B
e(DEKTMBHIX KOHUEHTpaLisX.

P-3051 edexrupnmii y NMPOQUIAKTHL Ta JTKYBAHHI OHIXOMiKO3iB Y €KCHepUMeHTaNbH Ik
Mo/Iesli OHIXOMiKO3y.

Kuniniuni tokeukonoriuni JOCTIKEHHST UHMKIIONIPOKCY HE BUABHIM OCOGIMBOL Hebesneky y
JIIOZIMHA  IIONI0 TOKCHYHOCTI, NeHOTOKCHYHOCTI Ta MOKIHBOI KaHLEPOreHHOT Aii B pasi
3aCTOCYBaHHS TMOBTOPIOBAHOT 103H. V HOCHimKeHHAX PEMPOIYKTUBHOT (yHKLIT B wrypis i
KPOJIMKIB He BHSBIEHO embpio-/deroTokeuuHoCTi 260 TepaToreHHocti. JlocmimkeHHs
PeNpoaykTHBHOT dyHKLIT HA camusx Ta CaMULIIX LypiB npﬁ YEPE3LKIPHUX 03ax 10 10
MI/KI//IeHb He BUSBHIIH 5KOHOIO CreLrpivHOro BILIMBY Ha (eprunbHicTs. okasis npe- abo
MOCTHATANILHOL TOKCHYHOCTI He Gyio. Jlocmimkenms MICLIEBOT TOKCHMHOCTI, npoBejieHi
LXOM OaratokpaTHoro Hamecenus P-3051 ua WIKIPY KPOJIMKIB Ta MOPCBKHX CBHMHOK, He
BHABHIIM XO/IHOrO 3HAYHOTO MOAPa3HEHHS a6o AJIEPrEHHOTO NOTEHUIATY TiKapehKoro 3acofy.

3asBHHK (BIACHHK

PEECTPALIHHOIO MOCBiTYeHIs)

Ilomixem C.A.
/mionuc/ /nionuc/
Mapiona Ayni [Ms. Mariona Auli] ﬁOBetb Mapis Sacar [Mr. Josef Maria
Crapumii KepiBHUK 3 g0KTiHIGHO] Jansat]
Oesnexu AJIMB & M®KJI3, Kepipruxk (ADME
& DMPK) Crapimmii KEPIBHHUK 3
JOKIHIYHOI Oe3mexu

] )
B, HOHAWT
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Appendix 29

to the Order on the expertise of the
registration materials for the medicinal
products submitted for state registration
(renewal of registration), as well as
expertise of materials concerning making
variations in registration materials during
the validity period of marketing
authorization

(p- 4 of chapter IV)

REPORT
about pre-clinical trials

1. Name of the
medicinal product

ONYTEC® 80 mg/g medicated nail lacquer

medicinal product
registered or planned
for registration

(marketing

authorization No., if | In the following pages, P-3051 is the developmental code of the final formulation

applicable): of Ciclopoli nail lacquer. P-3051 and Ciclopoli are synonyms of the final marketed
formulation.

1) Type of the Medicinal product with complete dossier (stand-alone dossier), known active

substance

2) Trials performed

0 no

X yes If no, justify

2. Pharmacology

\Summary

Onychomycosis is a fungal nail infection representing approximately 50% of all nail
disorders. Ciclopirox is a broad spectrum antifungal agent that is effective against
the major human pathogens responsible for onychomycosis such as dermatophytes
(Trichophyton rubrum, Trichophyton mentagrophytes and Epidermophyton
floccosum), yeasts (Candida albicans or Candida parapsilosis) and non-
dermatophyte moulds (Scopulariopsis brevicaulis, Aspergillus spp. and Scytalidium
spp.). The therapeutic benefit of topically applied Ciclopirox, 8% transungual
solution is importantly related to its antifungal properties but also to its anti-
inflammatory and antibacterial properties. In fact, ciclopirox shows also activity

against a large number of gram- positive and gram-negative bacteria, including
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Pseudomonas spp. and Proteus spp. and Mycoplasma spp. and against selected
protozoa, e.g. Trichomonas spp.

Unlike most antifungals currently available (e.g. azoles and the allylamines),
ciclopirox does not affect sterol biosynthesis. The antifungal activity of ciclopirox
is attributed to the hydroxy- pyridone group. Ciclopirox inhibits the transmembrane
transport of essential substrates, like leucine, by causing their intracellular depletion
and leading finally to membrane rupture. More recently, the mode of action has been
carcfully investigated and it is related to the high affinity of ciclopirox for trivalent
metal cations such as Fe** or AI**. The trapping of these essential enzymatic cofactors
has an inhibitory effect on enzymes such as cytochromes that are involved in
mitochondrial electron transport processes in the course of energy production. In
addition, the activity of catalase and peroxidase responsible for intracellular
degradation of toxic peroxides is strongly inhibited in the presence of ciclopirox.
Owing the complexity of the mechanism of action and based on recent in vitro
observations, the development of resistance against ciclopirox seems very unlikely.

Several in vitro studies performed with P-3051 (ciclopirox, 8% nail lacquer)
showed that:

I The formulation is active against most important human pathogens responsible
for onychomycoses.

L The excipient hydroxypropyl-chitosan is a suitable structure providing agent,
with no antifungal property, that ensures effective local concentrations of the
active ingredient (i.e. ciclopirox) at the site of action.

[l Ciclopirox contained in the solution is able to permeate through hornified

tissues at efficacious concentrations.

1} P-3051 is effective in preventing and treating onychomycoses in an experimental
model of onychomycosis.

1) Primary
pharmacology

In vitro spectrum of activity

Ciclopirox proved to be a broad spectrum antifungal agent.
Table 1 summarizes literature data on the minimum inhibitory concentrations (MIC)

of ciclopirox against a broad list of fungal species, recognized as human pathogens
(Dittmar and Lohaus 1973 and Dittmar et al 1981).
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Table 1. Minimum Inhibitory Concentration (MIC) of ciclopirox against human fungal

pathogens
No. of Range No. of Range
Organism strains/  MICs Organism  trains/  MICs
isolates (mg/l) isolates (mg/1)
Dermatophytes Dimorphic
fungi
Tricophyton 36 09-3.9 Blastomyces 4 09-19
mentagrophytes dermatidis
Tricophyton 45 0.5-3.9 Histoplasma 6 09-3.9
rubrum capsulatum
Tricophyton 18 1.9-3.9 Eumycetes
VEITucosum
Tricophyton 6 09-1.9 Madurella 6 1.9-39
tonsurans grisea
Tricophyton 4 1.9 Madurella 4 1:9
quinckeanum mycetomi
Other tricophyton 14 1.9 Petriellidium 2 7.8
species boydii
Microsporum 24 0.5-3.9 Actinomycet
canis ales
Microsporum 10 1.9-3.9 Nocardia 1 3.9
gipseum asteroides
Other 7 09-39 Nocardia 2 3.9
microsporum brasiliensis
species
Epidermophyton 8 09-1.9 Various fungi
floccosum
Yeasts Aspergillus 4 7.8-15.6
flavus
Candida albicans 50 09-3.9 Aspergillus 5 1.9-7.8
fumigatus
Candida 16 09-3.9 Aspergillus 2 1.9
tropicalis niger
Candida krusei 15 09-39 Penicillum 4 1.9
species
Candida 14 1.9-3.9 Phialophora 6 1.9-7.8
parapsilosis species
Candida 13 1.9-3.9 Allescheria 2 7.8-15.6
pseudotropicalis boundii
Other Candida 8 09-3.9 Fusarium 2 31.3
species solani
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Comparison of the Minimum Inhibitory Concentration of Ciclopirox against
Trichophyton rubrum strains isolated in the United States (US) and in the
European Union

Polichem report n° 08-43. Test system: T. rubrum. Method. In vitro broth dilution.
Testing facility: Center for Medical Mycology, Cleveland, OH (USA), 2008.

In order to investigate whether the susceptibility to ciclopirox of Trichophyton
rubrum strains differs in different geographical areas, 100 clinical strains from us
and 100 from EU were tested for susceptibility according to the standard CLSI
M38A method. The MICs were defined as the lowest concentration of ciclopirox
able to inhibit 80% of the fungal growth as compared to the growth control.

The results obtained (Table 2) demonstrated that ciclopirox has a potent antifungal
activity against all the T. rubrum strains tested with a MICg 0f 0.12 pg/ml.

Table 2. Ciclopirox MICs, against Trichophyton rubrum US and EU clinical isolates

US strains EU strains
MIC range 0.06-0.25 0.03-0.5
MICs (pg/ml) 0.12 0.12
MICog (ug/ml) 012 0.12 4]

The MIC range of ciclopirox against the US strains were in agreement, within one
dilution, with the MIC range of the EU strains, demonstrating that the pattern of
susceptibility to ciclopirox is not influenced by the geographical area of origin
(Polichem report n° 08-43).

Antifungal activity of ciclopirox against Scyralidium SPpP., as measured by
Minimum Inhibitory and Fungicidal Concentration

Scytalidium  spp. is a non-dermatophyte nail pathogen, which causes
onychomycosis. The treatment of Scytalidium infections is generally ineffective as
the fungus does not respond well to the antifungals traditionally used for the
treatment of onychomycosis.

The objective of this study was to determine the antifungal activity of ciclopirox
against Scytalidium spp., as measured by minimum inhibitory concentration (MIC)
and minimum fungicidal concentration (MFEC).

Six strains of Neoscytalidium dimidiatum (formerly S. dimidiatum) and S, hyalinum,
taken from the culture collection of the Center for Medical Mycology, were tested
in this protocol.

The minimum inhibitory concentration (MIC) of the test articles was determined
according to the CLSI M38-A2 standard. Ciclopirox endpoints were read after 24
and 48 hrs incubation at 80% inhibition. MEC determinations were performed at 48
hrs. Fungicidal activity was defined as a > 99.9% reduction in the number of
CFU/ml from the starting inoculum count, and fungistatic activity was defined as
<99.9% reduction.

The results obtained (Table 3) showed a potent inhibitory activity of ciclopirox
against Scytalidium and exerted a fungicidal activity at higher concentrations.
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Table 3. MIC and MFC data of ciclopirox against Scytalidium isolates.

Ciclopirox

24 hr | 48 hr

80% | 80% -
22201 | N. dimidiatum| 0.5 0.5 8
23579 | N. dimidiatum| 1 1 4
23607 | N. dimidiatum| 1 1 32
25536 | S. hyalinum 1 1 2
26424 | N. dimidiatum| 0.5 1 1
26770 | S. hyalinum | 0.5 0.5 8

Range 05 10110:5 =11 1= 32

In vitro assessment of the frequencies of natural occurrence and of the evolution
to resistance of Trichophyton rubrum against ciclopirox, itraconazole,
terbinafine and amorolfine

Ghelardi 2014, Test system: T. rubrum. Method: In vitro broth dilution and agar
inhibition. Testing facility: University of Pisa, Italy

To assess the potential of 7. rubrum (ATCC 28188 as the reference strain and CI-1
and CI-2 as clinical isolates) to select spontaneous resistant strains to ciclopirox
(CPX), itraconazole (ITC), terbinafine (TRB) and amorolfine (AMF), a total of about
10° CFU (Colony F orming Unit) of each strain were seeded on Sabouraud Dextrose
Agar (SDA) plates each containing the corresponding minimal inhibitory
concentration (MIC). The colony count was performed following incubation at
30°C for 3 weeks and the frequency of naturally occurred resistance to each
antifungal was calculated by dividing the number of CFU grown on the plates
containing each drug by the total number of CFU spread on these plates.

To assess the evolution to resistance of 7' rubrum, (ATCC 28188 as reference strain
and CI-1 as clinical isolate), fungal suspensions of 1 x 10° CFU/ml of 7, rubrum
were serially propagated for 10 transfers (7 days incubation at 30°C for each
transfer) in SDA containing sub inhibitory drug concentrations of each of the tested
antimycotic (e.g. 0.5 MICs by the agar dilution assay). After the 5™ and the 10
transfers, colonies were inoculated on SDA plates containing 2-fold the MICs. MICs
of strains able to grow under both the experimental conditions were determined by
the CLSI M-38-A2 broth microdilution standard method and compared with the wild
type MICs.

The highest incidence of spontaneous resistant mutants was obtained with
itraconazole that selected mutants in the three strains with a resistance frequency
ranging from 2.97 x 107 to 7.51 x 107. The frequency of naturally occurring
amorolfine-resistant derivatives for the three strains ranged from 1.14 x 10 t0 5.79
x 10, Mutants resistant to terbinafine were obtained with strain ATCC 28188
(resistance frequency 1.38 x 10"%) and strain CI-2 (resistance frequency

2.89 x 10”%). No mutant resistant to CPX was obtained from any of the three 7
rubrum strains (Table 4).
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Table 4. Spontancous drug
selection on plates containi

-resistant 7. rubrum mutants obtained following direct
ng inhibitory drug concentrations

Strain Terbinafine Itraconazole Amorolfine Ciclopirox
ATCC  Total CFU plated 7.2 x 108 7.2 %108 7.2x108 7.2 x 108
28188 No. of resistant 1 490 3 0
colonies
Resistance 1.38 x 10 6.8 x107 4.1 %10 <1.38 x 10°
frequency®
CI-1 Total CFU plated 8.7x108 8.7 x 108 8.7 x 108 8.7 x 108
No. of resistant 0 654 1 0
colonies
-9
Resistance BB el ki L0 e 00
frequency?
CI-2 Total CFU plated 6.9 x 108 6.9 x 108 6.9 x 108 6.9 x 108
No. of resistant 2 205 4 0
colonies
Resistance 2.89 x 10° 297x107 579x10° <].44x 109
frequency?

As far as the evolution to resistance is concerned, after the 5' transfer, mutants
with increased resistance to itraconazole were isolated from ATCC 28188
(resistance frequency 9.6 x 10”) and CI-1 (resistance frequency 9.0 x 10°) (Table

2). From ATCC 28188, mutants with in
selected (resistance frequency 1.3 x 10
CI-1 derivatives resistant to terbinafine
were isolated. In the presence of subinhibitory drug
amorolfine, terbinafine, and itraconazole emerged ra
almost 100-fold higher frequency compared to that of
No ciclopirox-resistant mutant emerged following
ciclopirox concentrations after 5 and 10 transfers (Tabl

creased resistance to terbinafine were also
7). After the 10™ transfer, ATCC 28188 and
, itraconazole, and amorolfine concentrations
concentrations, resistance to
pidly in 7. rubrum, with an
Spontaneous drug-resistance.
exposure to subinhibitory
£5);

Table 5. In vitro evolution of drug-resistance in 7. rubrum following exposure to sub-
inhibitory drug concentrations for 5 or 10 transfers before selection

Strain I}emstance Terbinafine  Itraconazole Amorolfine C iclopirox
frequency®

ATCC 50 transfer 1.3 x 107 9.6 x 107 <15x10% <6.0x]107

28188 10™ transfer 9.1 x 10 2.4 x 10 22 %1078 <13 x108

CI-1 5% transfer <52x10% 90x]109 <34x10% <17x10°
10™ transfer 44 x 107 2.6 %107 9.1x10% <1.2x10%

*Caleulated by dividing the number of CFU

of CFU spread on plates.

grown on the plates containing each drug by the total number
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A considerable increase in the MIC values of the antifungals that were used for
selection was observed for the mutants compared to the parental strains. Terbinafine-
resistant mutants showed a 500/ 1000-fold increase in the MIC values of terbinafine,
itraconazole-resistant mutants a 4/8-fold increase in the MIC values of itraconazole,
and amorolfine-resistant mutants from 16- to 64-fold increase in the MIC values of
amorolfine. Interestingly, the itraconazole-resistant mutants also showed increased
MIC values of amorolfine (8/32-fold) and terbinafine (4/8-fold) and amorolfine-
resistant mutants increased resistance to terbinafine (from 4- to 16-fold). No variation
in the MICs of itraconazole and amorolfine was observed for terbinafine-resistant
mutants. No substantial differences were observed in the MICs of S and I resistant
mutants. None of the mutants with increased resistance to itraconazole, amorolfine
or terbinafine showed altered MICs of ciclopirox compared to the parental strains
(Table 6).

Table 6. Fold increase in the MIC values of terbinafine, itraconazole, amorolfine and
ciclopirox for drug-resistant 7 rubrum mutants compared to their parental strain

Mutants® Terbinafine Itraconazole Amorolfine Ciclopirox
TRB;-S (n=1) 50 ns ns ns
ITC:-S (n=5) 4-8 4- 4-8 ns
AMEF;-S (n=3) 4-8 8 16- ns
TRB-I (n=3) 500-1000 ns 32 ns
ITC-1 (n=5) 8 ns ns ns
AMF-1 (n=3) 8-16 ns 64 ns
ITC)-S (n=5) 4-8 4- 4-8 ns
AMF|-S (n=1) 4 8 16 ns
TRBi-I (n=5) 500 ns ns ns
ITC;-1I (n=5) 8 4-8 32 ns
AMF -1 (n=5) 8-16 ns 32-64 ns

*Mutants obtained following direct selection on plates containing inhibitory drug concentrations
on the basis of selection (TRB: terbinafine, ITC: itraconazole, AMF: amorolfine) and parental strain
from which they derived (;: ATCC 28188, 1: CI-1, 2: CI-2). n: number of strains, ns: not significant
(MIC differences of +1 two-fold dilutions were considered not significant).

In conclusion, the overall results obtained in this study indicate that, although at
low frequency, spontaneous 7' rubrum mutants resistant to amorolfine, terbinafine,
and itraconazole can be isolated and that subinhibitory drug concentrations
facilitate the emergence of resistant strains. The observation that itraconazole-
resistant mutants display increased MIC values of terbinafine and amorolfine
suggests that ABC-transporters play a role in the cross-resistance towards these
antifungals in 70 rubrum. In addition, the results obtained in this study indicate
that, among the tested drugs, ciclopirox was the only compound able to maintain
the same efficacy on a wild-type population of 7. rubrum after prolonged exposure
to subinhibitory concentrations (Ghelardi 2014).
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Sporicidal activity of ciclopirox

The ability of amorolfine, ciclopirox, bifonazole, terbinafine and fluconazole to kill
microconidia of 7 richophyton  rubrum, chlamydospores of Epidermophyton
Sloccosum and blastospores of Candida albicans has been demonstrated. The strains
were clinical isolates and were cultured on Sabouraud glucose agar 2% (Oxoid,
Wesel, Germany), then incubated at 25 °C for 3 days (Candida albicans) or for 21
days (dermatophytes). Mature cultures were harvested with sterile 0.9% saline. The
microconidia suspension from 7' rubrum was prepared using a 0.01% Tween 80
solution in sterile water to achieve better contact of the tested compounds with the
spores. The suspension was then microscopically checked for the absence of mycelia
fragments. The chlamydospore suspension of E. floccosum was prepared from an
isolate producing chlamydospores in abundance which forms almost in extenso
mycelia consisting of chlamydospore chains. These mycelia were grounded in a
mortar under sterile conditions and then homogenised. The blastospore suspension of
C. albicans was prepared in 0.9% phosphate-buffered saline. The suspension was
microscopically checked for the absence of pseudomycelia. All suspensions of
resting fungal cells were adjusted to a concentration of 2X10° CFUs per ml. The
drugs were dissolved and diluted according to the instructions of the manufacturers.
The following concentrations were used: 1, 10, 50, 100 and 500 pg/ml. Two hundred
microlitre of each drug solution in the above-mentioned concentrations was added to
800 pl of the spore suspensions under sterile conditions. At predefined timepoints (1
h,2h, 4 h, 1 day, 2 day and 4 day), samples of 10 ul were taken and subjected to
the determination of germinable spores. To this end, samples were processed by
serial dilution, plated on Sabouraud glucose agar and incubated under appropriate
conditions according to the relevant standard incubation protocols. Afier incubation,
colony forming units were counted for every strain and the killing rate was
calculated.

The effectiveness of all five antimycotics depended on the drug concentration and
the incubation time: a concentration of 10-1000 times the minimum inhibitory
concentration against growing hyphae cells is needed to exert a sporicidal action.
Amorolfine and ciclopirox showed the same sporicidal efficacy and kinetics for all
three varicties of spores. Both were more effective than fluconazole and bifonazole
against microconidia and chlamydospores as well as slightly more potent against
chlamydospores and blastospores than terbinafine after 4 days of incubation and at
concentrations  of 10pg/ml. Finally, sporicidal activity on the tested strains was
demonstrated for all five different antimycotics used for onychomycosis treatment
(Seidl 2015).

In vitro antifungal activity of P-3051 (Ciclopirox, 8% medicated nail
lacquer) Investigations on the in vitro antifungal activity of P-3051 on
agar plate

Polichem report n° 4975, test system : Trichophyton mentagrophytes. Method: In
vitro agar diffusion method. Testing facility: IPAS SA. Ligornetto, Switzerland,
2002.

The antimycotic activity of P-3051 (ciclopirox 8%) medicated nail lacquer against
Trichophyton mentagrophytes was investigated by the agar diffusion method
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(Polichem report n° 4975). Trichophyton mentagrophytes was obtained from
DSMZ, Deutsche Sammlung von Mikroorganismen und Zellkulturen. The strain
was subcultured onto SDA, Sabouraud dextrose agar, incubated at 35 + 1°C and a
stock suspension of 1-5 x 10® CEU/ml was prepared in sterile saline solution, SDA
Petri dishes were prepared spreading 100 «] of the strain suspension onto the agar.
The test products P-3051, a reference commercial preparation (Batrafen®
ciclopirox 8% medicated nail lacquer), miconazole 2% and a hydroxypropyl
chitosan control solution, were added on the surface of the inoculated plates by
adsorbing 10, 20 or 30 ol of the products on the plate surface or inside 5 mm in
diameter wells obtained in the agar. The plates were then incubated at 32 + 1 °C for
14 days. Growth inhibition zones of 7} richophyton mentagrophytes were then
visually evaluated.

The application of P-3051 on the surface of the agar plate caused an almost
complete inhibition of the 73 richophyton mentagrophytes growth. A slight growth
was detectable only in correspondence of the most distal areas from the sites of
deposition, around the perimeter of the plate. The application of ciclopirox 8% (P-
3051) inside the agar wells completely inhibited the T richophyton mentagrophytes
growth. The application of Batrafen® on the surface of the agar plate caused an
almost complete inhibition of the 7 richophyton mentagrophytes growth, A slight
growth was detectable only in correspondence of the most distal areas from the
sites of deposition. The application of Batrafen® inside the wells in the agar plate
did not completely inhibit the 7; richophyton mentagrophytes growth and some
colonies were found around the perimeter of the plate (Figure 1).

Figure 1. Effect of P-3051 (right) and of Batrafen® (middle) on Trichophyton
mentagrophytes growth (Control plate on the left)

oo

ypropyl-chitosan 1% did not inhibit the 7; richophyton
mentagrophytes growth on the agar plates.

The application of miconazole on the surface of the agar plate or inside the agar
wells did not inhibit completely the Trichophyton mentagrophytes growth. In both
cases a relevant growth was visible in the distal areas around the perimeter of the
plates (Figure 2).
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Figure 2. Effect of 2% miconazole nitrate solution on Trichophyton mentagrophytes
growth

Overall, the results obtained in the present study showed that all the compounds
tested caused a sensible inhibition of the 7. richophyton mentagrophytes growth, In
particular, P-3051 demonstrated to be more effective than miconazole (2%) and
slightly better than Batrafen® (ciclopirox 8% in a polyvinilic resin).

Investigations on the in vitro antifungal activity of P-3051 on dermatophytes
and yeasts through broth dilution susceptibility testing

Polichem report n° 4973. Test system: Candida parapsilosis, Scopulariopsis
brevicaulis, T richophyton rubrum. Testing facility: IPAS SA. Ligometto,
Switzerland, 2003,

Minimum inhibitory concentrations (MICs) of P-3051 were determined for 7
rubrum DSM 4167, C. parapsilosis DSM 11224 and Scopulariopsis brevicaulis
DSM 9122 obtained from DSMZ, (Deutsche Sammlung von Mikroorganismen und
Zellkulturen) (Polichem report n® 4973),

The experiment was performed in line with the reference methods for broth dilution
antifungal susceptibility testing. Antifungal working solutions were prepared with
appropriate two-fold serial dilutions of P-3051 or active reference (Penlac®, Dermik,
U.S.) at the range of ciclopirox from 0.0015% to 0.8% (equivalent of concentrations
from 15.6 pg/ml to 8 mg/ml). As inactive control, a hydroxypropyl- chitosan
(HPCH) solution was tested at two-fold serial dilutions ranging from 0.006% to
0.1%. Working suspensions contained 0.5-2.5 x 10* CFU/ml of C. parapsilosis and
0.4-5.0 x 10° CFU/ml of T, rubrum. Inoculum quantitation was performed planting a
100 pl aliquot of serial dilutions on SDA, incubating at 35+1°C and counting the
number of colonies. The susceptibility test was performed twice with each strain and
tubes were incubated at 35+1°C for at least 7 days. The MIC was defined as the
lowest concentration of the antifungal that substantially inhibited the growth of the
organism as visually detected.

MICs of P-3051 were determined for 7° rubrum DSM 4167 and C. parapsilosis DSM
11224. Both fungi did not growth even at the lowest ciclopirox concentration tested
(0.0015% of ciclopirox, equivalent to a concentration of 15.6 pg/ml). P-3051 MIC
for S. brevicaulis was 0.2% with a MIC range of 0.1%-0.2%. Excellent growth of
fungi was observed in all the untreated controls and in all samples containing HPCH,
By comparing the MICs for the various pathogens with the original concentration
(8%) of ciclopirox in the drug product, the efficiency index of P-3051 could be

10
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defined as over 5,000 for both dermatophytes and yeasts. No differences were
observed between test and reference.

Investigations on the preventive and curative activity of P-3051 in an in vitro
onychomycosis model

Polichem report n° 5034. Test system: Tricophyton mentagrophytes, Tricophyton
rubrum, Microsporum canis. Method: In vitro, Bovine hooves Testing facility:
Universita Degli Studi di Milano, Italy, 2004.

Strains isolated from clinical samples (7. rubrum; T. mentagrophytes, 2 strains; and
M. canis) were used to assess the preventive and curative activity of P-3051
(Polichem report n° 5034).

Preventive activity: bovine nail slices with a 50-90 um thickness were treated by
immersion in P-3051, reference (Batrafen®, Aventis, Italy), or HPCH solution and
left to dry. Untreated nails were also tested. The tests were done in duplicate.

Three nails per SDA plate were inserted vertically and at equal distances into
the whole agar thickness, so that they protruded from the agar by 4-5 mm. One
entire nail fragment per plate was withdrawn after one, two, three weeks
respectively. Each withdrawn nail fragment was inserted singularly in a sterile SDA
plate, then incubated and examined after three weeks to check, through the presence
or absence of fungal growth, whether the preventive treatment had brought about a
definitive inhibition of the fungus. An identical experiment was carried out with
untreated nails (control).

The study showed that after transplant of control and HPCH treated nails into new
dishes containing sterile nutritional medium, all strains showed the clear formation
of mycelium in all nail fragments (Table 7). After transplant of P-3051 treated
nails, only one strain of 7. mentagrophytes showed the formation of mycelium in
the nails withdrawn after 14 and 21 days. In all the other treated (P-3051 or
reference ciclopirox) nails the strains remained inhibited throughout the whole
investigational period (three weeks).

11
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Table 7. Preventive activity: application of test product before nail contamination.
Presence or absence of fungal growth assessed 3 weeks after transplant
(+: growth; -: no growth)

Growth after transplant on day

Test Product Strain
7 14 21
I. mentagrophytes (1) | - + +
T mentagrophytes (2 |- - -
P-3051 T. rubrum = & =
M. canis - - -
I’ mentagrophytes (1 ) |- - -
Reference I" mentagrophytes (2) | - - -
ciclopirox nail W-—‘-‘;_ -
lacquer M. canis = - i
T. mentagrophytes (1) |+ + it
HPCH solution | 7 mentagrophytes (2) | + + +
T rubrum + + e
| M. canis + + +
I" mentagrophytes (1) | + 7t i
Uintsitod I' mentagrophytes (2) | + + o+
controls solution | 1 "tbrum L s b
M. canis s i it

5

Curative activity: untreated bovine nail slices with a thickness of 100-150 ocm
were placed on inoculated SDA plates. The plates were then incubated at 26+1°C.m.
After one week, the entire surface of the plates and the nails inserted in them were
evenly covered by the mycelium. Seven, 14 and 21 days later, a nail fragment
completely covered in the mycelium was withdrawn and treated, by means of a
brush, with the following test preparations: P-3051, Batrafen®, HPCH solution, or
left untreated (control). After drying, the nail was inserted in the agar layer of a new,
sterile SDA plate. The plate was then incubated and examined once a week for 21
days to assess the fungal growth,

Curative activity of ciclopirox: Table § reports data on fungal growth produced by
nail fragments deeply contaminated by the mycelium of 7 rubrum, T
mentagrophytes or M. canis and subsequently treated with the test products. All
strains were eradicated by both P-3051 and reference ciclopirox nail lacquer, with
absence of growth at all time points, The growth of all strains was complete in
SDA plates with nails treated with HPCH solution, like that of untreated controls.

12
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Table 8. Curative activity: application of test products after nail contamination

(+: growth; -: no growth)

-

Test Product

Strain

Growth after transplant
on day

7 14 21

I' mentagrophytes (1)

I mentagrophytes (2)

P-3051

T rubrum

M. canis

Reference ciclopirox

I' mentagrophytes (1)

T. mentagrophytes (2)

nail lacquer

T rubrum

M. canis

HPCH solution

I mentagrophytes (1)

I. mentagrophytes (2)

T rubrum

M. canis

I" mentagrophytes (1)

T’ mentagrophytes (2)

Untreated controls
solution

T rubrum

M. canis

]| | F| ]+
|+ +] +|+ [+ +]

|+ +] +| F [+ +]

2) Secondary
pharmacology

The antibacterial activity of ciclopirox

Ciclopirox has also demonstrated a uniform activit
positive and gram-negative bacteria (Table 9)
ciclopirox, especially against gram- negative strains,
over certain azole antimycotics, since bacterial infect

for secondary infections.

Y against a large number of gram-
This antibacterial potency of
represents the major advantage
ions are commonly responsible
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Table 9. Minimum inhibiting concentration (MIC) of ciclopirox against gram-positive and
gram- negative bacteria, mycoplasm and trichomonas (Dittmar and Lohaus, 1973; Dittmar
et al, 1981)

Organism Strains | MIC Organisms Strains | MIC
n. range n. range
Staphylococcus 8 7.8-5.6 | Aerobacter 1 125
aureus aerogenes
Streptococcus 4 3.9-15.6 | Klebsiella 1 7.08
pyogenes pneumoniae
Stre f())coccus 5 0,25-7,8 | Proteus mirabilis ] 31.3- 125
spp.
Listeria | 15.06 Pseudomonas 7 31.3->125
monocytogenes aeruginosa
Bacillus spp(2) 5 3.9-7.8
Shigella flexneri 1 7.08 Mycoplasma spp. 6 7.8 -50
Escherichia coli 7 7.8-31.3 | Trichomonas 6 50-100
vaginalis
Aerobacter cloacae | 31.3

Anti-inflammatory activity of ciclopirox

Ciclopirox has been shown to inhibit 5-lipoxygenase metabolite production (5-
HETE and leukotriene LTB4) and prostaglandin E, (PGEz) cellular release in
vitro with a significant anti- inflammatory effect (Gupta and Plott 2004).

3) Safety

pharmacology

No effects of note were observed with ciclopirox at the level of the central nervous
system and of the respiratory system in animals. On the contrary, effects on the
cardiovascular system were observed in rodents and non-rodents by oral
administration.

In two 13-week oral toxicity studies, cardio-toxicity was observed in both rats and
dogs at 30 and 100 mg/kg/day of ciclopirox olamine, the adverse effects appearing
nore severe in dogs than in rats. The NOAEL for both species was established at
10 mg/kg/day of ciclopirox olamine, (NDA 21-022 Loprox Nail Lacquer 8%)

In further 2-week oral toxico-kinetic studies in rats and dogs at 10mg/kg/day, the
maximum serum drug levels ranged between 2790 and 3570 ng/ml, while in a 4-
week rabbit dermal study up to 1000 mg/kg/day, the serum levels of ciclopirox
were below the limit of detection (NDA 21-022 Loprox Nail Lacquer 8%).

However, from a clinical study on 454 patients with onychomycosis, which applied
different nail formulations over a 52-week period, it was estimated that each patient
received 0.015 grams nail lacquer per nail per day. Considering a patient under
maximum exposure condition (e.g. 20 nails) and the density of Polichem 80 mg/g
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ciclopirox nail lacquer (0.87 g/ml), the volume applied would be 0.34 ml, which
corresponds to 27 mg of ciclopirox (0.39 mg/kg/day).

After application on the skin, ciclopirox is known to penetrate through the epidermis
into the dermis, but even under occlusion, less than 1.5% is absorbed into the systemic
circulation. Because the ti2is 1.7 hours, no systemic accumulation occurs (Goodman
& Gilman’s 2011).

In these regards, assuming the systemic absorption of 1.5% ciclopirox under
maximum exposure conditions, blood levels would account for concentrations in the
range of 100 ng/ml, which are by far below the non-cardio toxic drug plasma levels
observed in the animals (2790 and 3570 ng/ml).

In addition, post marketing surveillance data of Polichem product 80 mg/ g ciclopirox
nail lacquer, did not show any significant safety signal for systemic organic classes

(SOCs):
* Cardiac disorders

* Nervous system disorders

* Respiratory, thoracic and mediastinal disorders

In these regards, almost all the adverse drug reactions (ADRs) collected and entered
into the database of Polichem from 2008, International Birth Date (IBD) of the
product, which refers to an exposure of around 9 million patients applying the
product up to 9 months only concern mild to moderate irritation phenomena that
occurred at the application site (Ciclopirox topical solution, 8% nail lacquer
(ciclopirox). Periodic Safety Report. 13-Mar-2017 to 12-Mar-2020).

4) Pharmacodynamic
interact-ions

No formal PD interaction study was performed by the Applicant.

Ciclopirox and its salt Ciclopirox olamine are on the market worldwide for over 40
years and are well established, no report of any interaction having been ever reported
between Ciclopirox products and other drugs. Therefore, it is concluded that no
interaction exists and further studies in this respect are deemed as not necessary.

3. Pharmacokinetics

Summary

The pharmacokinetic profile of ciclopirox is characterized by a low rate of systemic
absorption and tendency to penetrate deep layers of the skin and mucosal
membranes.

Following intravenous administration of ciclopirox olamine, there was a rapid decay
of plasma levels of the unchanged compound in rabbits and dogs. A large portion of
the compound is eliminated by the kidney, mainly in the form of glucuronic acid
conjugate.

In rats treated with oral ciclopirox olamine, the compound is rapidly absorbed by
oral route and then distributed to all tissues with the highest concentrations found in
the liver, kidney and muscular layers of the gastric wall. Rapid intestinal absorption

15
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was also documented in the dog. Binding of ciclopirox to human plasma proteins
was estimated to be 96%,

Following vaginal application to rabbits, approximately 2% of the intravaginally
applied ciclopirox olamine was absorbed in the body: plasma levels of the parent

studies indicated limited systemic absorption of ciclopirox olamine after vaginal
application as for rabbits.

Low systemic absorption also occurs following dermal application of ciclopirox
olamine. Compared to azole antimycotic, ciclopirox is more concentrated in the
stratum corneum of the epidermis. The main biotransformation route for the
absorbed ciclopirox is conjugation with glucuronic acid.

Autoradiographic studies have shown that ciclopirox crosses to some extent the
placenta in rats treated orally during late pregnancy. The drug levels attained in
foetal tissues are generally lower than those in maternal blood. No information is
available regarding the passage of ciclopirox in milk.

Although systemic absorption of the topically applied ciclopirox is low, the kinetic
data combined with toxicological considerations, suggest a cautious use of the
compound during pregnancy and lactation.

In vitro animal nail penetration studies with bovine hoof slices, as a model of
permeation of human nails, performed to evaluate the permeation of ciclopirox
through keratin membranes after topical application of P-3051, showed a fast
permeation of nail membranes by ciclopirox from P-3051 vehicle. The permeation
was twice as high as the permeation from reference ciclopirox 8% medicated nail
lacquer in monoester resin (Penlac), owing to the consideration that P-3051 vehicle,
based on hydroxypropyl chitosan (ONY-TEC) is more suitable than the monoester
resins for application of drug products to nail surface. In 2 further study, a specific
investigation on hydroxypropyl chitosan led to the conclusion that this compound
does not act as a penetration enhancer, thus it does not damage the nail structure.

Anin vitro evaluation of ciclopirox penetration in human nails led to the conclusion
that 40-50% of the applied ciclopirox dose already penetrated into the human nails
during the first 6 hours after the application of P-3051, independently of nails being
infected or uninfected, intact or filed.

An in vitro study was performed to compare nail permeation of two antifungals
(ciclopirox (CPX) 8% in P-305] and amorolfine (MRF) 5%) in the same
hydroxypropyl chitosan-vehicle versus the commercially available amorolfine 5%
nail lacquer (Loceryl, Galderma, France) after topical application of the mentioned
products through bovine keratin membranes. CPX/sol permeated bovine membranes
more easily than MRF.

The results on dermal absorption of hydroxypropyl chitosan, evaluated with the 4CJ
radio-labeled compound (4CJ-Acety—HydroxyPr0pyl Chitosan) revealed that the
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absorption rate at the concentration intended for clinical use (I%) is negligible in this
experimental conditions used.

1) Analytical
methods and their
validation reports

Development and validation of a HPLC method for determining ciclopirox in
finger nails

Polichem report n® 4790: Test system: Bovine hoof slices. Healthy hooves from
slaughtered cattle. Method: Permeation data of ciclopirox through bovine hoof
membranes after application of 75 ul test or reference product, Testing facility:
University of Pisa, Italy, 2002,

An analytical determination of ciclopirox in fingernail clipping samples after
Ciclopirox 8% medicated nail lacquer application was performed by a HPLC-UV
method (Polichem report n® 4790). The linearity of the method was demonstrated
in the concentration range of 0.25 — 40 pg/mg of nail. The coefficient of variation
and the mean value for accuracy were below or equal to 4.0% (n=6). The limit of
detection was .25 Hg/mg of nail with a coefficient of variation of 3.5%. At the
retention times of ciclopirox no significant interfering peaks were found. The
solution proved to be stable for at least 24 h stored at room temperature.

The sample preparation involved dissolution of the nail sample in 1 N sodium
hydroxide solution (37°C for 16 h) and derivation of ciclopirox followed by solid-
phase extraction. The chromatography was performed on a reverse-phase octadecyl
column and the effluent monitored at 304 nm (Polichem report n° 4771).

2) Absorption

In vitro - Animal skin penetration studies demonstrated that ciclopirox enters the
skin rapidly.

Ciclopirox lacquer formulation (containing 0.5 to 8% of the active ingredient)
applied on excised pig skin was used to study the penetration properties of ciclopirox
(Ceschin-Roques et al. 1991). The skin was inoculated with Trichophyton
mentagrophytes and showed complete fungal growth inhibition in the most upper
layer of the stratum corneum after only 30 min of drug application. With increased
eXposure or concentration of the drug, there was greater penetration with 100%
inhibition after 18 h of exposure in all skin layers (2 to 10 strips) investigated
(Ceschin- Roques et al. 1991).

These results were corroborated by another study with ciclopirox medicated nail
lacquer applied onto pig skin. The antifungal rapidly penetrated into the deeper
layers of the strarum corneum, where it displayed full antimycotic activity (Markus
1999). Another experiment using cow horn slice demonstrated that ciclopirox is
able to enter even highly keratinized tissue. Compared to azole antimycotics,
ciclopirox olamine concentrates more in the stratum corneum of the epidermis (Jue
et. al 1985).

Fingernails of healthy volunteers were treated with ciclopirox 8% medicated nail
lacquer (5-15 mg/nail) daily up to 45 days. Samples were taken after 7, 14 and 30
days, and at the end of the treatment. The ciclopirox concentration in the nail
increased during the first 30 days, followed by a steady-state between days 30 to 45
of application. After 7 days of daily application, the greater amount of ciclopirox
was obtained in the first layer with a relative percentage of 51.1%, and a progressive
decrease occurred in the deeper layers. A more homogeneous distribution of
ciclopirox occurred after 14 days of application. Thirty-two and 20% of total
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ciclopirox were found in the 1% and the 4" Jayer, respectively.
pattern was observed after 30 days of daily application.

already 7 days after the end of the treatment (0.05 pg/mg nail
Polichem report n° 4790: Test system: Bovine hoof slices.
slaughtered cattle. Method: Permeation data of ciclopirox

about 120-170 uM thickness were hydrated, placed between 2

permeation experiments, the excess of the product was mecha
determined by HPLC.

where Q is the amount of permeant diffusion through area A
indicating the time that the substance needs to saturate
reaching the receiving phase; the apparent permeability coe

and the percentage of the substance permeated after 30 h (Q%
The steady state flux or amount of ciclopirox diffusing across a
two formulations, i.c. it was 2.10 and 1.06% for P-3051 m
difference between the two test formulations was found in

medicated nail lacquer shows a faster penetration compared to
the end of the permeation study, the amount of ciclopirox

ciclopirox detected in nails after 7,15 and 30 days of application was 0.89+0.2,
1.78+0.4 and 3.35+0.822 Hg/mg nail material, respectively (Ceschin-Roques et al.
1991). The concentration of ciclopirox in nail decreased below the limit of detection,

membranes after application of 75 pl test or reference product, Testing facility:
University of Pisa, Italy, 2002. Published by Monti et al. 2005.

Bovine hoof slices were used in an i vitro study to evaluate the permeation of
ciclopirox through keratin membranes as validated model of human nails, after
topical application of P-3051 medicated nail lacquer in comparison to Penlac Nail
Lacquer (Monti et al. 2005; Polichem report n°4790). Bovine hoof membranes of

and receiving chamber), in a vertical permeation cell model and received 75.0 ul of
P-3051 medicated nail lacquer or the reference product Penlac Nail Lacquer (US
brand for nail varnish formulation containing 8% ciclopirox) [ciclopirox 8%; (w/w)
in a lacquer base consisting of polyvinyl resin and solvents]. At the end of the

membrane surface and after extraction with 1 N NaOH the content of ciclopirox was

The following permeation parameters were evaluated: the steady state flux; Q/At,

by the coefficient between the steady state flux and the initial drug concentration;

of the time was higher for P-3051 medicated nail lacquer and, accordingly, the
percentage of ciclopirox permeated (Q%) was significantly different between the

and Penlac Nail Lacquer (Table 10), respectively. In addition, the most important

membranes was equivalent for both P-3051 medicated nail lacquer and Penlac Nail
Lacquer with 9.08+0.94 and 9.68+0.77 pg ciclopirox per mg nail, respectively.

A similar penetration
The concentration of

material).
Healthy hooves from
through bovine hoof

compartments (donor

nically removed from

in time t; the lag time
the membrane and
fficient (P,pp) defined

30n).
fixed area in function

edicated nail lacquer

the lag time. P-3051
Penlac (Table 10). At
retained in the hoof
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Table 10: Permeation data of ciclopirox through hoof membranes after application of
75.0 pl of the tested formulation P-3051 medicated nail lacquer or of the reference
product Penlac Nail Lacquer containing each ciclopirox 8% (w/w) (n=6)

-

Elcquer

Vehicle Flux (ug/em?hy | Lag time ) | o 0| Papp (emn.10%)
(£SE) (+SE) (SE)

Ciclopirox

medicated | 4.70:0.60 | 336£046 |2.104029 | 0.0640.01

nail lacquer

;f:i‘,lac 3.05€0.63 | 12.48+0.131| 1.062025 | 0.0440.0]

|

cvidently happens with Penlac vehicle,

nails) was much higher (over 460 times higher) than the MICs
for all dermatophytes responsible for onychomycosis.

found in s.c. tissues (Polichem report n° 1232/92).

In another study (Polichem report n°4969), Polichem demonstrated that the effect of
chitosan was not related to any penetration enhancing property, as the ciclopirox
lacquer with and without chitosan, properly applied on nail (bovine hooves) or on
skin (hairless mice) with occlusion to avoid ¢vaporation, showed similar
permeation of nail and of skin for both preparations. As a comment to this result,
the difference between the nail permeation properties from P-3051 and from Penlac,
is not due to any penetration enhancing property of hydroxypropyl chitosan
(HPCH), rather to the fact that this excipient does not obstacle the passive diffusion
of the active ingredient (ciclopirox) into and across the nail plate, which

The amount of ciclopirox evaluated by HPLC remaining in the human fingernail
(42 to 57% of the applied dose) after application of P-3051 medicated nail lacquer
Wwas not statistically different between infected and non-infected, as well as filed or
unfiled human fingernails (Polichem report n°4771: In vitro evaluation of
ciclopirox concentrations in extirpated or cut human fingernails after the
application of the drug to infected and uninfected nails, 2002,
& Mailland 2010). Even the lowest concentration found (1

Published by Togni
.8 ug/mg in infected
reported in literature

In vivo - Male Sprague-Dawley rats (n=18; 300 g of bodyweight) treated topically
with 20 mg/kg ciclopirox olamine for 2,4 and 8 h showed ciclopirox olamine serum
levels lower than 0.8 pg/ml. In skin layers, peak concentrations were detected in the
Stratum corneum (12.8 pg/g tissue reached 4 h afier application) and minima in the
papillary layer. In the stratum corneum, concentrations higher than 3 pg/g were
maintained up to 8 h after dosing. No measurable levels of ciclopirox olamine were

Upon dermal application of 10 mg/kg of 1% [ 14C]-ciclopimx olamine solution in
polyethyleneglycol-400 to rats, radioactivity in blood was detectable 1 h after
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application and peaked after 6 h. Seven days after application only traces of
radioactivity were detectahle in hlood and organs (Osawa et al._1975)

Upon application of [ [4C]-cic]opirox olamine as a 1% aqueous cream (o healthy
human dorsal skin (penetration time 6 h, occlusive dressing for 5 h), 1.3% of the
dose was absorbed (Kellner et al. 1981; Jue et al. 1985). The ciclopirox
concentration was high in the horny layer (2300-4500 pg/ml). The concentration of
ciclopirox diminished with increasing skin depth but the levels determined in the
corium were still above the MIC. These concentrations were already obtained at the
first test stage after 1.5 h and did not change over the longer penetration period. After
spreading ['4C]-ciclopirox olamine aqueous cream on the surface of fingernails, the
radioactive-labeled compound penetrated right through the nail. In dogs, the
absorption of 1% aqueous ciclopirox was higher (5-15% of the dose) upon dermal
application than in humans (Kellner et al. 1981).

Investigations on the antimycotic activity through bovine hoof membranes as a
biological model of human nail permeation

The objective of this study was to show P-3051 permeation through bovine hoof
membranes leaf to ensure that it is able to reach therapeutically sufficient
concentrations at the site of fungal infection (Togni and Mailland 2010).

Trichophyton rubrum, Candida parapsilosis, Scopulariopsis brevicaulis and T
mentagrophytes were obtained from DSMYZ (Deutsche Sammlung von
Mikroorganismen und Zellkulturen). SDA medium inoculated with 0.5-1.0 x 10°
CFU/ml was poured in square Petri dishes (12x12 cm).

The test product was added to 10 mm diameter neutral disk (5, 7 or 10 o« of P-3051
per disk) and to 10 x 20 mm, 50 «m thickness bovine hoof slices (5,7, 10 or 20 «I
of P-3051 per bovine hoof slice). Disks and bovine hoof slices were placed on the
surface of the inoculated agar medium and incubated at 32+1°C for at least § days to
promote the fungal growth. As active reference, Penlac® and 1% HPCH solution
were used as active and inactive reference controls, respectively. Plates were then
checked for the presence and for the size of the inhibition rings. Inhibition rings were
present only around disks and bovine hoof membranes soaked with P-3051 and
reference. HPCH alone did not affect fungal growth. Inhibition rings around neutral
disks were similar between P-

3051 and reference (Figure 3). Conversely, the inhibition rings around bovine hoof
membranes soaked with P-3051 were considerably larger than those of the
reference. A dose-dependence in the size of the inhibition rings was also recorded.
Interestingly, when P-3051 was applied, the rings around disks and membranes were
similar, indicating that P-3051 cross extremely well the barrier represented by the
bovine hoof membrane.

These findings of the in vitro model indicated that the new ciclopirox nail lacquer,
P-3051, permeates well through nails, better than reference product.

20



Onytec 80 mg/g medicated nail lacquer

Figure 3. Inhibitions rings around fungal cultures by application of P-3051 or
reference 8% ciclopirox nail lacquer on neutral disks or on bovine hoof slices

T. rubrum DSM 4167 T. mentagrophytes DSM 4870

S. brevicaulis DSM 9122 C. parapsilosis DSM 11224

Investigations on the in vitro antifungal activity of ciclopirox, 8% transungual
solution in bovine hoof membranes

Polichem report n® 5027, Test system: Candida parapsilosis, Trichophyton
rubrum, T, mentagrophytes and Scopulariopsis brevicaulis. Method: In vitro
broth dilution. Testing facility: IPAS SA. Ligornetto, Switzerland, 2004.

According to the agar diffusion assays, SDA (Sabouraud dextrose agar) square
plates were inoculated with each of the test organisms (7 richophyton rubrum,
Candida parapsilosis, and Scopulariopsis brevicaulis (Polichem report n° 5027).
Each plate received a neutral disk with 10 ul of ciclopirox, and three 75 um thick
nail leaves with 10 pl ciclopirox 8%, 20 pul ciclopirox 8% and 10 pl placebo,
respectively. Plates were incubated at 32 + 1°C for at least 5 days and then assessed

21



Onytec 80 mg/g medicated nai lacquer

for the presence and size of inhibition rings. The results of the study showed that
nails treated with 10 and 20 ul ciclopirox, 8% transungual solution produced dose-
dependent inhibition rings of the tested dermatophytes
rubrum, Candida parapsilosis, and Scopulariopsis brevicaulis. Placebo (HPCH
vehicle) did not show any inhibition (Figures 4, 5 and 6).

Figures 4 (left) and 5 (right). Effect of ciclopirox, 8% transungual solution permeation

through bovine nail leaf on growth of Trichophyton rubrum (left) or of Scopulariopsis
brevicaulis (right)

Figure 6. Effect of ciclopirox, 8% transungual solution permeation through bovine nail
leaf on Candida parapsilosis growth

3) Distribution

Polichem report n° 4790: Test system: Bovine hoof slices. Healthy hooves from
slaughtered cattle. Method: Permeation data of ciclopirox through bovine hoof
membranes after application of 75 ul test or reference product. Testing facility:
University of Pisa, Italy, 2002.

The distribution of Ciclopirox in the site of action was reported by the
aforementioned in vitro study after topical application of P-3051 medicated nail
lacquer in comparison to Penlac Nail Lacquer (Monti et al. 2005; Polichem report
n°4790). At the end of the permeation study, the amount of ciclopirox retained in
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the hoof membranes was equivalent for both P-3051 medicated nail lacquer and
Penlac Nail Lacquer with 9.08+0.94 and 9.684+0.77 ug ciclopirox per mg nail,
respectively.

In vivo demonstration of the distribution of Ciclopirox to the nail plate has also been
reported in 4 studies in humans, please see Annex 30 for details.

4) Metabolism

Ciclopirox is mainly eliminated by conjugation with glucuronic acid. The
conjugated metabolites are rapidly excreted renally (Jue et al. 1985).

After i.v. administration of ciclopirox olamine 2% to rabbits (15 mg/kg), the ratio
between total and free ciclopirox was about 1:1 initially and about 5:1 after 4 h. After
intravaginal administration of ciclopirox olamine 2% (15 mg/kg) in rabbits, the ratio
was always about 5:1 (Coppi and Silingardi 1992; Coppi et al. 1993). These results
demonstrate that ciclopirox is mainly transformed into glucuronide derivatives,

5) Elimination

A pharmacokinetic study in rats dermally treated with 10 mg/kg ciclopirox (applied
as 1% ['*C]- ciclopirox olamine solution in polyethyleneglycol-400) revealed urinary

Plasma levels of ciclopirox in rabbits after i.v. administration (15 mg/kg) rapidly
declined and were not detectable (< 15 ng/ml) after 24 h. The half-life after i.v.-
application was 2.02+0.22 h (Coppi and Silingardi 1992. In the same species, similar
half-lives (2.22+0.16 h) were observed after intravaginal application of ciclopirox
(15 mg/kg). Total clearance was 0.73 and 148.5 I/h after i.v. and intravaginal
application, respectively.

A similar rapid elimination with an onset about 2 h after dosing was observed in dogs
(Kellner et al. 1981). A large proportion of the compound was excreted in the urine,
mainly in form of glucuronides.

6) Pharmacokinetic
interactions (pre-
clinical)

No formal PK interaction study was performed by the Applicant. That study is
deemed as not necessary, as Ciclopirox is only used by topical application.
Furthermore, Ciclopirox and its salt Ciclopirox olamine are on the market worldwide
for over 40 years and are well established for dermal/nail application as well.

7) Other
pharmacokinetic
trials

Not applicable

4. Toxicology:

1) Single dose
toxicity

The acute toxicity of ciclopirox olamine was investigated in the Sprague-Dawley rat
and the Swiss mouse p.0., s.c., i.v. and i.p. routes of administration. Acute oral
toxicity was assessed in rabbits. The LD50 values given in Table 1] reveal a low

acute toxicity after p.o. and s.c. administration and a moderate acute toxicity by i.v.
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or ip. administration. No sex-related differences were observed (Sakurai et al.
1975).

Polichem report n° 1232/92- species Sprague-Dawley rat. Route: oral and 5.C
Doses: p.o. 750, 1500, 3000 and 6000 mg/kg; s.c. 100 and 200 mg/kg. Testing

facility: Milan University, School of Medicine, Pharmacology Institute, Milan,
Italy, 1981.

The symptoms of toxicity were non-specific and similar in the tested species.
Clinical signs of intoxication included respiration disturbance and a subsequent
comatose state. Autopsy revealed erosion and ulceration in the gastrointestinal tract
after p.o. administration (Polichem report n° 1232/92).

Oral toxic doses of ciclopirox olamine caused respiration disturbance and a
subsequent comatose state. Death usually occurred between the 1% and the 5™ day.
Autopsy revealed erosion and ulceration in the gastrointestinal tract after p.o.

administration. No toxic symptoms were recorded up to the maximum feasible s.c.
dose of 200 mg/kg.

Table 11: LD50 values of ciclopirox olamine in various animal species

nnimal Route LDso (mg/kg) References
Species
rat p.o. =>2500- 3290 Alpermann and Schiitz (1981);
8:8; >200%* - > 2500 Polichem (1981); Sakurai et al. (1975)
v, 72-79 Polichem (1981); Sakurai et al. (1975)
Lp. 146-172 Sakurai et al. (1975)
Sakurai et al. (1975)
mouse p-o. 1740-2898 Polichem (1981); Sakurai et al. (1975);
s.c. >200* - > 2500 Alpermann and Schiitz (1981)
Lv. 71-74 Polichem (1981); Sakurai et al. (1975)
i.p. 83-88 Sakurai et al. (1975)
Sakurai et al. (1975)
rabbit o 3065 Alpermann and Schiitz (1981) N

2) Repeated dose
toxicity

4-Week Oral Toxicity Study in Rats

Polichem report n® 1232/92. Species: Albino Sprague- Dawley rats. Route: oral.
Doses: 10, 30 and 100 mg/kg. Duration: 4 weeks. Testing facility: Milan University,
School of Medicine, Pharmacology Institute, 1981,

Subchronic toxicity of ciclopirox olamine (10 — 100 mg/kg body weight) by oral route
for 4 weeks was evaluated in albino Sprague-Dawley rats of either sex (Polichem
report n® 4789). The animals were observed daily for general condition and
behaviour, and weekly for body weight gain and food consumption. Blood and
urine analysis were performed at the end of the treatment. Autopsy included gross
inspection and histological examination of main organs. Animals treated with doses
up to 30 mg/kg ciclopirox olamine were in good condition throughout the whole
study. Rats treated with the highest dose (100 mg/kg) showed specific
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intoxication symptoms, such as bristled coat, dyspnea, and loss of spontaneous
activity; 25 % of the animals of the high dose group died. Autoptic examination
showed no significant macroscopic changes, except for sporadic alteration of the
gastric mucosa at lower doses. The body weight gain of animals treated with 100
mg/kg was retarded, presumably due to reduced food consumption.

Polichem report n° 1232/92. Species: Dogs, Beagle. Route: Cutancous
administration, vaginal administration. Doses: 10, 20 mg/kg/daily (oral); 12.5
mg/Kg daily (vaginal). Duration: 2 weeks. Testing facility: Milan University, School
of Medicine, Pharmacology Institute, 1981.

were treated with daily vaginal applications of 12.5 mg/kg ciclopirox olamine for
the same period of time, The animals were observed daily for general condition,
behaviour and local tolerability, and weekly for body weight. Blood and urine
analysis were performed at the beginning, in the middle and at the end of the
treatment. At the end of the treatment, animals were sacrificed. Ciclopirox olamine
treatment did not cause significant clinical or pathological changes and no
abnormalities were observed locally at the site of application. Necropsy did not
reveal any treatment-related changes.

3) Genotoxicity:
in vitro

The genotoxicity studies performed with ciclopirox olamine include tests of point
mutation using various strains of Salmonella typhimurium, gene conversion in
Saccharomyces cerevisige D4, unscheduled DNA synthesis in human WI-38 cells,
a conventional "host mediated assay" using Saccaromyces cerevisige D4 and an
assay using Saccaromyces cerevisiae to test urine samples collected from treated
animals (Polichem report n° 1232/92).

None of these studies revealed any evidence of mutagenic effects of
ciclopirox olamine,

Polichem report n® 1232/92. In vitro on Salmonella typhimurium. Doses: 1, 10,

100 and 1000 pg/dish. Testing facility: Milan University, School of Medicine,
Pharmacology Institute, 1981.

The mutagenic activity of ciclopirox olamine was studied in Salmonella
typhimurium strains TA 1535, TA 1538, TA 100 and TA 98 in the absence and

olamine was dissolved and diluted in distilled water, this solvent was used for
negative controls. N—methyl-N’-nitro—N—nitroso—guanidine and 2-acetamino-
fluorene were used as positive controls. Ciclopirox olamine was not genotoxic in
any of the bacterial strains investigated up to 1 mg/plate, neither in the presence nor
the absence of metabolic activation.

Polichem report n° 1232/92. In Vitro on Saccharomyces cerevisiae, Doses: 0.01,

0.1 and 1 pg/dish. Testing facility: Milan University, School of Medicine,
Pharmacology Institute, 1981,

The gene conversion rate of ciclopirox olamine was investigated in Saccharomyces
cerevisiae D4, which is unable to grow on adenine or tryptophan-deficient culture
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media, both in the absence and presence of rat liver microsome fractions, N-methyl-
N’~nitr0—N-nitroso-guanidine and dimethyl- nitroso amine were used as positive
controls. In contrast to the control mutagens, ciclopirox olamine (up to 1 pg/dish)
was not able to increase the “Ade 2** and “Trp 5” gene conversion rate, both without
or with metabolic activation. Saccharomyces cerevisiae D4 was also used to ascertain
the mutagenic activity of metabolites found in the urine of animals treated with
ciclopirox olamine up to 3 mg/kg per day for 4 days. Also this study failed to
provide evidence for a mutagenic potential of ciclopirox olamine or metabolites at
the doses investigated. Similarly a host-mediated assay in female Swiss mice was
negative as the frequency of gene conversions in Saccharomyces cerevisige
remained unaffected by ciclopirox olamine or its metabolites.

Ciclopirox olamine did not induce unscheduled DNA synthesis in cultured WI-38§
diploid human cells exposed to sub-toxic concentrations of the drug (up to 1 mg/ml).
The cells were grown until confluence. Then the growth medium was replaced by a
medium keeping the cell in their non- replication stage and tritiated thymidine was
added to the cultures, thereafter. Hence, the radioactivity included in the DNA upon
drug exposure reflects DNA repair. N-methyl-N"-nitro- N-nitroso-guanidine or
methylcholanthrene were used as positive controls. Ciclopirox olamine was used up
to 10 pg/ml. Treatment with ciclopirox olamine did not enhance incorporation of
[*H]-thymidine in the DNA indicating that ciclopirox olamine failed to induce
genotoxic effects.

Genotoxicity in vivo
(including additional
toxicokinetic
evaluation)

No studies are available on in vivo evaluation of genotoxic potential of Ciclopirox.
Nevertheless, as a study investigating carcinogenic potential of the molecule is
available in the literature (see next Section), and Ciclopirox products are on the
market for dermal application since over 40 years, no studies are deemed as
nhecessary to investigate the in vivo genotoxic potential of the molecule.

4) Cancerogenic
potential:

A carcinogenicity study of Ciclopirox is available for 50 weeks administration in
mice (see section “Long-term” below)

Long-term trials

A carcinogenicity study of ciclopirox (1% and 5% solutions in polyethylene glycol
400) in female mice dosed cutancously twice per week for 50 weeks followed by a 6
month drug free observation period prior to necropsy revealed no evidence of
tumours at the application site (Alpermann and Schiitz 198 1, NDA 21-022).

Short-term or Not applicable
medium-term trials
Additional trials Not applicable

5) Reproductive and
Eal toxicity:
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Fertility and early
embryonal
development effects

Studies evaluating the effect of ciclopirox olamine on fertility and reproducti(m
performance were carried out in rats treated s.c. (Polichem report n° 1232/92)

Polichem report n° 1232/92. Fertility study in Sprague Dawley rats. Route: s.c.
Doses: 1, 3 and 10 mg/kg. Duration: 60 days (males) 15 days (females). Testing
facility: Milan University, School of Medicine, Pharmacology Institute, 1981,

Fertility studies indicated no adverse effects on reproductive functions in both male
and female Sprague-Dawley rats treated s.c. with ciclopirox olamine at doses up to
10 mg/kg/day. Males were treated for 60 days and females were treated for 15 days
before mating, On day 20 of pregnancy, the uterus was removed under ether
anaesthesia in half of the pregnant females of each group. Foetuses were examined
under the microscope and treated with S alizarin red to detect skeletal
malformations. The other pregnant rats gave birth spontaneously. The newborns
were counted, both dead and alive, their sex was determined and their weight gain

were followed up during the course of their pregnancy. After laparotomy, on the 20
day of pregnancy, the foetuses were examined. There were no differences between
control and treated animals with regard to postnatal development and growth in the
F1 generation.

Embryotoxicity

Polichem report n° 1232/92. Embryofetal Development in New Zealand White she-
rabbits. Route: dermal application. Dose: 40 mg/kg. Duration: gestation days 6-18.
Testing facility: Milan University, School of Medicine, Pharmacology Institute,
1981.

Foetal toxicity and teratogenesis of ciclopirox olamine was investigated in female
New Zealand White rabbits treated by topical application of the shaved back.
(Polichem report n° 1232/92). Ten animals were treated with ciclopirox olamine
cream at a dose of 40 mg/kg/day from the 6 to the 18t day of pregnancy. The
animals were observed daily for general condition, behaviour, and abortions, and
weekly for body weight gain. After laparotomy, on the 28 day of pregnancy, the
foetuses were carefully examined. The administration of ciclopirox olamine was well
tolerated by the adult pregnant animals and no malformations or developmental
abnormalities were seen in foetuses.

Prenatal and postnatal
toxicity

No data are available on this segment. The systemic absorption of Ciclopirox after
nail application in humans is negligible, the product has been demonstrated to be
devoid of effects on fertility and on embryogenesis, and Ciclopirox is well
established on the market for over 40 years. Thus, such study is not deemed as
necessary.

Investigations of the
offspring outcomes
(juvenile animals)

Not applicable
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and/or remote effect
evaluation

6) Local intolerability

Ciclopirox irritation assay

Polichem report n® 1232/92. Primary skin irritation. Route: topical application to
skin. Dose: 2 g/kg of cream, 1 ml/Kg solution, respectively. Duration: 48 hours.
Testing facility: Milan University, School of Medicine, Pharmacology Institute,
1981.

In primary irritation assays in rabbits treated with cream or solution containing 1%
ciclopirox olamine, respectively, no significant skin irritation was seen (Polichem
reportn® 1232/92). Twenty-four female New Zealand White rabbits were subdivided
into 4 groups of 6 animals. Two areas of 30 cm?> each on the back of each animal
were depilated and shaved. One area was scarified. One group received Micopirox
cream containing 20 mg ciclopirox olamine, another Micopirox solution with 10 mg
of ciclopirox olamine; the remaining 2 groups were treated with the respective
vehicle. Twenty-four and 48 h after application, erythema and ocdema were rated
according to a 1-4 scoring scale, respectively. The degree of primary irritation for
each group was determined by dividing the total score by the number of animals and
by the number of rating criteria. The degree of irritation on the intact and scarified
skin was below 0.5, both for the excipients and for the ciclopirox olamine
formulations. Hence, ciclopirox olamine was regarded as non-irritant.

P-3051, ciclopirox 8% medicated nail lacquer

Acute skin irritation study in the rabbit

Polichem report n® 4770, Primary skin irritation of P-3051. Dermal application to
New-Zealand Albino Rabbit. Dose: 0.5 ml 8% Ciclopirox solution. Duration: 24

h. Testing facility: Centre De Recherches Biologiques CERB, Baugy (France),
2002.

The study was conducted under GLP conditions and according to the OECD test
guideline No. 404. The aim was to determine in the rabbit any irritant or corrosive
potential of P-3051 nail solution following a 0.5 ml single, semi-occluded, 24-hour
application on 6 ¢cm?2 abraded (right flank) and non-abraded (left-flank) skin areas
(Polichem report n° 4770). Adjacent non-treated areas served as controls. Three
female rabbits were required for the test. Treated skin was evaluated for erythema,
eschar and oedema formation and scored according to a 4-point scale,

24 and 48 hours after the removal of the treatment. The sum of these scores 2
observations x 2 zones x 3 rabbits) divided by 12 gave the cutancous primary
irritation index (II). According to Draize’s method, the test substances are classified
as follow: 11<0.5 non-irritant; 0.5<II<2 slightly irritant; 2<[I<5 irritant; 5<II<8 very
irritant.

The application of P-3051 neither induced colouration or lesion on the application
sites (abraded and non-abraded skin), nor skin irritation was observed.
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Under the experimental conditions adopted in the study, the calculated cutaneous
primary irritation index was 0, therefore the test substance P-305] nail lacquer was
classified as non-irritant.

Local tolerance in a 28-day repeated dose in the rabbit

Polichem report n° 4786. Local tolerance of P-3051. Dermal application to New-
Zealand White Rabbit. Dose: 0.5 m] 8% Ciclopirox solution. Duration: 28 days.
Testing facility: Centre De Recherches Biologiques CERB, Baugy (France), 2002.

The local tolerance of P-3051 ciclopirox 8% nail lacquer was tested and compared
with Mycoster® (a reference 8% ciclopirox nail lacquer marketed in France) in a 28-
day repeated dose study, following application to abraded and non-abraded rabbit
skin (Polichem report n° 4786). Both test preparations were applied undiluted (8%
ciclopirox) and 1:10 diluted (0.8% ciclopirox) in a volume of 1.4 ml (0.7 ml/flank)
per animal. The study involved 36 animals distributed into 6 groups. The ciclopirox
0.8% test preparations and P-305] placebo were applied from day 1 to day 6 and on
day 10, 19 and 28, the 8% test preparations were applied on day 1, 4, 10 and 28.
Once a day, before the daily application and on the day of sacrifice, the treatment
sites were checked and scored for appearance (0 normal skin; 1 dry skin; 2 rough skin;
3 skin with signs of necrosis), suppleness (0 supple to touch, return to normal after
pinching; 1 supple to touch, slowly return to normal after pinching; 2 loss of
suppleness, marked slowing of return to normal; 3 total loss of suppleness to touch,
remaining in position after pinching), erythema or oedema, (0 no oedema/erythema;
I very slight erythema/oedema; 2 well defined erythema/slight oedema; 3 marketed
erythema/moderate oedema; 4 severe oedema/erythema). Skin-fold thickness was
measured by means of a micrometer (ODITEST™) before application, on days 1, 8,
15, 22 and 29 on both abraded and non-abraded skin. At sacrifice, gross necropsy
and skin histopathology examination was performed on all fixed and haematoxylin
and eosin stained skin specimens.

No treatment-related deaths, clinical or body weight changes were recorded
during the study.

Few dermal observations, such as maculae, petechiae, pustules and ulceration,
occurred on the abraded and/or non-abraded zones in P-3051 groups (3/6 per group)
and in the 1:10 diluted Mycoster® group (2/5). In the undiluted Mycoster® group,
the same dermal signs occurred with higher incidence (5/5). In all treated animals,
including placebo treated animals, a slight to transiently marked cutaneous irritation
was observed during the treatment period. No findings were recorded in animals
from untreated groups. However, at day 28 the mean cutaneous irritation index of
each group, regardless the abraded or non-abraded skin condition, resulted below 1
(very slight irritation).  Skin-fold thickness of the treated sites (either abraded or
non-abraded) was greater in all treated groups when compared to the untreated, the
difference being significant for the undiluted and the 1:10 diluted Mycoster® groups
and for the 1:10 diluted P-3051 group. Mild inflammatory changes observed in the
groups treated with P-3051 and Mycoster were Jjudged as not clinically relevant.
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In conclusion, under the experimental conditions of the study, the application of P-
3051 determined a transient skin irritation, which resulted as slight by the end of the
treatment period.

Skin sensitization study in the guinea-pig (Buehler test)

Polichem report n° 4769. Hypersensitivity potential of P-3051, Topical
administration to Albino Hartley guinea-pig. Dose: 0.5 ml 8% Ciclopirox
solution. Duration: 29 days. Testing facility: Centre De Recherches
Biologiques CERB, Baugy (France), 2002.

The study was conducted under GLP conditions and according to the OECD test
guideline No. 406 “skin sensitization” for Buehler test. Aim of the study was to
evaluate the possible delayed sensitizing potential of P-3051 nail lacquer in the
guinea-pig by topical application and in the absence of any adjuvant (Polichem
report n® 4769). A preliminary study was performed to identify the adequate
concentrations to be used in the main study for the induction and challenge phases,
namely the maximum concentration which causes slight to moderate irritation
without having any systemic toxic effect and the maximum concentration causing
no irritation in any of the animals with no systemic toxic effects. The tested
concentrations, expressed as percentage of volume by volume, were: 100%, 75%,
50%, 25, 10% and 5% P-3051 nail lacquer. Since no signs of irritation were observed
atany of the tested concentrations, P-3051 was used as undiluted (100% v/v) in both
the induction and challenge phases. The primary induction phase (D1) consisted of
the application of P-3051 to the skin. The second (D8) and third (D15) induction
phases involved topical application of P-3051 at the same site as D1. The animals
(10 males and

10 females) were left without further treatment from D16 to D28. The challenge was
performed on day 29, by applying 0.5 ml of undiluted P-3 051, previously determined
as the maximum non- irritant concentration, to the right lateral abdominal region, in
an area of approximately 4 cm2, never previously in contact with the test substance.
The negative control animals received the challenge with P-3051 at the same dose,
without any prior induction phase; the positive control animals (5 males and 5
females) received 0.5 ml of 1% DNCB (dinitrochlorobenzene) alcoholic solution.
DNCB is recognized as being allergenic in the guinea pig, and fully exerts these
properties under the experimental conditions employed.

At 24 and 48 hours from the removal of the dressing, the challenge site was
cvaluated for the presence of erythema and scored for severity, according to the
following 4-point scale: 0 no erythema; 1 discrete or patchy erythema; 2 moderate
and confluent erythema; 3 intense erythema and swelling.

Under the experimental conditions adopted, there was no irritation reaction in the
negative control group; the sensitizing capacity of the positive control (DNCB) was
observed in 100% of the treated animals with scores ranging from 1 to 2 already 24
hours after the removal of the dressing; no skin reactions were recorded in any of the
animals treated with P-3051.
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be considered as free of sensitising potential.

Based on the results obtained in the study, the test substance P-305] nail lacquer can

formation)

7) Additional toxicity | Not applicable
trials:

Antigenicity Not applicable
(antibodies

Immunotoxicity

Not applicable

Investigations of the
mechanisms of
actions

identify factors that were critical for

was reduced by the addition of iron ions,
the availability of iron to the fungal cell

mode of action of ciclopirox.

chelation of metal ions and inhibition of iron-dependent enzymes are of importance
in the action of ciclopirox (Dittmar & Lohaus 1973,). More recently, the use of
functional genomic approaches (Niewerth 2003, , Lee 2005) led to confirmation of
the role of chelation of polyvalent cations as the main mechanism of the antifungal

was investigated in C. albicans. Multiple biochemical assays were performed to

transcriptional profiling assays showed that genes were modified in the presence of
ciclopirox. Whereas the expression of essential and virulence genes was unchanged
in cells exposed to the drug, a distinct up- or downregulation of genes encoding iron

inhibited growth of C. albicans cells in a dose-dependent manner, another effect that
These data strongly indicate that the
principal mode of antifungal activity of ciclopirox is iron chelation, which restricts
and consequently inhibits its growth,
Metabolic activity, 0Xygen accessibility and iron levels are critical parameters in the

Medical addiction  [Not applicable
Metabolite toxicity  [Not applicable
[mpurities toxicity — [Not applicable
Other Not applicable
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5. Conclusions about
pre-clinical study

Ciclopirox is a well-established antifungal agent, provided with an original and
complex mechanism of action, which prevents the development of fungal/bacterial
resistances to this agent.

Overall, the studies performed with P-3051 (ciclopirox, 8% nail lacquer) showed
that:

The active ingredient is active against the most important human pathogens
responsible for onychomycoses.

The formulation ensures effective local concentrations of the active ingredient (i.e.
ciclopirox) at the site of action.

Ciclopirox contained in the solution is able to permeate through hornified
tissues at efficacious concentrations,

P-3051 is effective in preventing and treating onychomycoses in an experimental
model of onychomycosis,

Non clinical toxicology data gathered with ciclopirox revealed no special hazard for
humans based on conventional studies of repeated dose toxicity, genotoxicity and
carcinogenic potential. In reproduction studies in rats and rabbits no embryo-
/foetotoxicity or teratogenicity was found. Reproduction studies in male and female
rats at subcutaneous doses up to 10 mg/kg/day did not reveal any specific effects on
fertility. There was no evidence for peri- or postnatal toxicity.

The local toxicity studies performed by repeated dermal application of the
formulation of P-3051, in rabbits and guinea pigs, did not reveal any significant
irritant or allergenic potential of the formulation.

Applicant (marketing

authorization holder)

Polichem S.A.
./W\u/‘\\\ ]
Ms. Mariona Auli Mr. Jostp Maria Jansat
Senior Leader of Preclinical Safety ADME & DMPK and Leader
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Appendix 30

to the Order on the expertise of the
registration materials for the medicinal
products submitted for state registration
(renewal of registration), as well as
expertise of materials concerning making
variations in registration materials during
the validity period of marketing
authorization

(p. 4 of chapter IV)

REPORT

about clinical trial "CH-OPLC-001-CLPRX-02”
1. Name of the ONYTEC® 80 mg/g medicated nail lacquer
medicinal product
(marketing
authorization No., if | Synonims used during the product development:
applicable): P-3051, Ciclopoli
2. Applicant Polichem S.A., Luxembourg
3. Manufacturer ALFASIGMA S.P.A, Italy;

ALMIRALL HERMAL GmbH, Germany

4 trials performed: X yes 0 no If no, justify
1) type of the Medicinal product with complete dossier (stand-alone dossier), known
medicinal product active substance

registered or planned
for registration

5. Full name of the | Title: European, multicentre, randomised, parallel groups, comparative
clinical trial, trial evaluation of the efficacy and safety of a new water-soluble 8% ciclopirox
code number lacquer P-3051, versus its own placebo (double blind) and versus a water-
insoluble standard reference (open label) within the Jrame of a
comprehensive management programme with regular removal of infected
nail, in the treatment of onychomycosis, with blind final evaluation of the
primary clinical end-point

Trial code: CH-OPLC-001-CLPRX-02

6. clinical trial phase | Phase III

7. Clinical trial period| from 7 June 2002 to 11 J anuary 2006




8. Countries where
the clinical trial was

Czeck Rep., Latvia, Poland, France, Germany, Italy

secondary objectives
of the clinical trial

performed

9. Number of planned: 460

participants actual: 467

10. Aim and The primary objective of the present study is to evaluate the efficacy of P-

3051 compared to Placebo (superiority contrast) and against lacquer

available on the market (Penlac®) (non inferiority contrast) on the treatment
of onychomycosis. Primary end point: complete cure.

Secondary objectives:

* Clinical success: defined as: decrease of diseased nail area to <10% of
total as assessed by the International Scientific Study Coordinator and
conversion to negative of the microscopy examination (KOH) and of
the culture,

* Responder, defined as: subjects presenting with either cure or clinical
success.

* Improvement: defined as patients with at least 20% decrease of diseased
nail area, as assessed by the blinded Evaluator, at the end of treatment
versus baseline and conversion to negative KOH and culture.

 Decrease of diseased nail area to <10% of total as assessed by the
International Scientific Study Coordinator.

¢ Conversion to negative of culture.

¢ Negative microscopy findings on KOH examination.

* Preliminary assessment by the Investigator of responder rate on an open
label basis.

* Growth rate of healthy nail.

® Overall safety.

11. Clinical trial
design

Design was multinational, multicentre, randomised, comparative parallel
group, three-arm study, that compared P-3051 with a reference 8%
ciclopirox lacquer formulation (Penlac®) and P-3051 placebo, in a 2:2.:1
ratio, all given for 48 weeks, in the assessment of efficacy and safety in
patients with mild to moderate onychomycosis due to dermatophyte fungi.

Double blind P-3051 versus its own placebo (vehicle of P-3051).
Open label P-3051 and its placebo versus standard reference.
Final evaluation by the International Scientific Study Coordinator.

12. Main inclusion
criteria

Written informed consent.
Adult outpatients of either sex.
Age range >18 to <70 years.

Clinical diagnosis of mild to moderate onychomycosis (i.e.: involving >25%
to <60% of the nail surface) without lunula involvement, diagnosis
established at least 6 months prior to inclusion in the study.

Distal subungual onychomycosis of at least one big-toe nail.
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Culture proven disease at the screening visit and before the randomisation
Visit.

Positive KOH (Potassium hydroxide preparation) both at screening and at
randomisation visits,

13. Study drug, dose,
method of
administration,
strength

P-3051 (Onytec 80 mg/g medicated water soluble nail lacquer) to be applied
by brush daily at night on the infected nails, over the entire nail plate and
approximately 5 mm of the surrounding skin and to any exposed nail bed,
the hyponychium, and the free under-surface of the nail plate. P-305] had
to be removed weekly by water. Monthly removal of infected nail tissue.

14. Reference drug,
dose, method of
administration,
strength

Placebo (P-3051 vehicle) to be applied by brush daily at night on the infected
nails, over the entire nail plate and approximately 5 mm of the surrounding
skin and to any exposed nail bed, the hyponychium, and the free under-
surface of the nail plate. Placebo had to be removed weekly by water.
Monthly removal of infected nail tissue.

Reference drug: Penlac® (80 mg/g ciclopirox medicated insoluble nail
lacquer) to be applied by brush daily at night on the infected nails, over the
entire nail plate and approximately 5 mm of the surrounding skin and to any
exposed nail bed, the hyponychium, and the free under-surface of the nail
plate. The reference had to be removed weekly by isopropyl alcohol and nail
surface filing (according to labelling). Monthly removal of infected nail
tissue.

15. Concomitant
therapy

Antibiotics and antimycotics were not allowed.

A 4-week wash-out and an 8-week follow-up after treatment
discontinuation were scheduled.

16. Efficacy
endpoints

Primary efficacy endpoint:

Rate of complete cure defined as: complete replacement of the diseased nail
by new healthy nail (clear nail) as assessed by the ISSC accompanied by
conversion to negative finding on microscopy KOH examination and on
culture at week 48 (visit 7) and confirmed at week 52 (visit 8). Rate of
recurrence (relapse/re-infection) at follow-up week 60 (visit 9).

Secondary efficacy endpoints:
Rate of clinical success, defined as: decrease of diseased nail area to <10%

of total as assessed by the ISSC and conversion to negative of the
microscopy examination (KOH) and of the culture.

Rate of Responders, defined as: subjects presenting with Complete Cure or
Clinical Success.

Rate of Improvement, defined as: subjects with at least 20% decrease of
diseased nail area, as assessed by the ISSC, at the end of treatment versus
baseline and conversion to negative KOH and culture

Decrease of diseased nail area to <10% of total as assessed by the ISSC
Evaluator.

Conversion to negative of culture.




Conversion to negative of microscopy findings on KOH examination.
Preliminary assessment of responder rate by Investigators on an open label
Growth rate of healthy nail.

Time (months) to complete cure or clinical success

Acceptance of therapy by patient measured on a four-point scale.

.

17. Safety endpoints

Recording of adverse events.
Local tolerability at the application site.

Changes in laboratory parameters values on treatment.

18. Statistical
methods

Sample size

The statistical power to test the primary hypothesis of the trial was
approximately 80% for the non-inferiority contrast “P-3051 vs, Penlac®”
and 85% for the superiority contrast “P-305] vs, placebo”, and was based
on the following assumptions: 1). Total sample size of 410 evaluable
patients randomized in a 2:2:1 allocation ratio for P-3051, Penlac® and
placebo, respectively. 2). A rate of “complete cure” at week 48 (primary
endpoint) of 12% in the reference Penlac® group. 3). A true active treatment
difference equal to 0 and a choice of non-inferiority threshold equal to 10%.
4). A rate of “complete cure” at week 48 of 0.9 in placebo group. 5). A one-
tailed probability of type 1 error equal to 0.025 both for the non-inferiority
and the superiority test. Taking into account 10% as a reasonable figure for
drop-out, the drawn sample should be no less than 460 patients.

Analysis set

Deviations from protocol were noticed by the ISSC in about 20% of patients
as a result of his blinded evaluation of photographs, with proximal nail
involvement and/or > 60% affected area (until 100%) at baseline. Before
unblinding, it was decided to include all those patients into intent-to-treat
(ITT) and per protocol (PP) populations. The primary parameter, complete
cure rate, has been evaluated testing the superiority contrast, P-3051] vs.
placebo, and the non-inferiority contrast, P-3051 vs. reference drug, in
hierarchical sequence. The nul] hypothesis of inferiority had to be rejected
if the lower two-tailed 95% confidence limit of the difference between P-
3051 and reference drug complete cure rates was greater than —10%. It has
been used the Fisher exact test for the comparison of P-3051 with placebo.
Homogeneity of treatment difference among centres has been tested by
means of the Breslow—Day test. The primary analysis was made on the ITT
population; a confirmatory analysis was performed on the PP population.
Interpretation of non inferiority as superiority of P-3051 vs. reference drug
was foreseen by the protocol in case the actual data justified the switch from
non-inferiority to superiority, according to the CPMP/EWP/482/99. 9
Switching the non-inferiority to superiority hypothesis did not require any
supplementary statistical analysis, considering that superiority was tested
directly using the confidence limits calculated for non-inferiority objective.
If the 95% confidence interval of the treatment difference not only lied
entirely above —10%, but also above zero, then there was evidence of
superiority of P-3051 vs. reference in terms of statistical significance at the




5% level ( P < 0.05). For the following secondary parameters — responder T

rate, decrease of diseased nail area to < 10% of total, conversion to negative
of culture — the 95% confidence interval of the rate difference was calculated
for the contrast P-3051 v, reference while the Fisher exact test was used to
compare P-3051 with placebo. For the growth rate of healthy nail, the
analysis was conducted on the ITT analysis set only. Using treatment as a
fixed effect and time as a random effect, a treatment by time interaction
effect was estimated using the longitudinal models of Laird and Ware. ITT
data in this approach were analysed as observed cases. Descriptive statistics
were used to summarize the safety parameters.

19. Demographic
parameters of the
studied population
(sex, age, race etc.)

The actual number of randomized patients were 467; namely, 182 in the P-
3051 group, 188 in the reference group and 97 in the placebo group. One
patient of P-3051 dropped-in to reference at week 24 and was excluded from
all analyses. All patients were Caucasian, and there was a higher proportion
of females compared to males in all groups. The three groups were similar
with respect to sex, age and weight (Table 1). The three groups were also
similar in the number of affected toenails (mean of about 4/patient), and in
causative pathogen (i.e. Trichophyton rubrum in about 50-54% of cases,
Trichophyton mentagrophytes in 37-39%, and Epidermophyton floccosum
in 1-3% of cases). The percentage of diseased target nail area — on average
43-44% in all groups — is consistent with a population of moderately to
severely affected patients (Table 1). The patients with proximal involvement
and/or > 60-100% affected nail area at baseline were 40 (22.1%) in P-3051,
38 (20.2%) in reference and 20 (20.6%) in placebo group.

Table 1: demographic data of patients (safety data set).

Variable Placebo (n=97) P-3051 (n=181) Reference (n= 188) All patients (n = 466)
Gender
- Female (%) B 86 628 - ms
Malew) o wa = . wmmr
Agefyeary I — R R
“Mean+SD 49521243 49.47 4 12.44 50.36 £ 11.00 4084+1180
Weight (kgg B R e e
“MeanzsD 738811381 75001360 7531£1350 754021364
By —— —— ————————— " 7CFW ©® '_7_
Cawasian(%) 10 . S w0
PosiivoKOHatbasalg — ——— ———— W0
Percentage of patients 100 ) 100 100 100
Posttive culture at baseline '
Anydormatophyte(®) qs0 D T i
Trichophyton mentagrophytes (3%) 32 3658 7.8 a7
Tichophytonmwbum %) me 544 w5 525 |y
 Tichophytonspp. %) Tm N
Epidermophyton floccosum (%) 10 A i =
_ Otherdermatophytes (%) S it - e 19 1
Toﬁn_t;ﬁbe?of_toﬁaﬂs_w%o@ch&m?cogs R i e -
Megess, 0 39082244 4331255 4004254 417£252
Pe}ceﬁtaaeo?dfseagedtafget nail area ' o 7 i i d
MeanzsD 4342188 451190 4412188 441102




20. Effectiveness
results

the results.

The study attained its primary objectives: the P-305] treated subjects obtained

respectively 0.0167. Penlac® treated subjects obtained complete cure in 6 of
185 ITT or 6 of 179 PP ones. The subjects that the ISSC considered to violate
the disease severity criteria on admission are evenly distributed between the
three treatment groups, possibly due to the treatment allocation by balanced
blocks. Therefore the minor differences initial disease severity do not influence

Results are summarized in Table 2.

Table 2: results over time of the primary efficacy endpoint “complete cure rate” and
of secondary efficacy endpoints at end of treatment and end of follow up.

conversion to
negative of
culture

V__—__[‘—__
. P-3051% | Penlac® % | Placebo | P-3051 e
Cn/) iy % (W) Placebo t+ | Penlac® I
Primary endpoint
Complete Cure [
rate
Week 48 25(-
(confirmed at 5.7(10/175) | 3.2 (6/185) | 0(0/94) p=0.0165 ].8¢6 8)
week 52)- ITT e
12.7 - 7(0.6+13.3)
Week 60 20/157 5.8 (9/156) | 1.3 (1/75) | p=10.0029 "
Secondary endpoints
Rate of

—

Responder rate

Weck 48 . lae e e
89.1 90. 69.1 17
f:;’;fg%"dﬁ; (156/175) | (168/185) | (65/94) | P=00001 | 55 0
79 797 724 B 038 (-
Wesk 0 A24157) | (126/158) | (ssrrs) | P~ 03204 | 50

Week 48

(confirmed at 24 (42/175) (13723] gs) | 6-4(6/94) | p=0.0002 f';fis 1)
week 52)- ITT s
28.7 17.3 14,7 _ 114
Week 60 (45/157) | (27/156) | (11/75) | P=0:0217 (2.1+20.6) #
Decrease of
diseased nail
area L
Week 48
18.9 10.6 _ 9.1
ol bl L v 094) [ PTO0OIL 6417y
36.3 21.8 16.2 _ 153
Wesco SINST) | Ga/1s6) | (1ay7a) | PTO0020 | 46 oy s

*Fisher exact test for the planned com
TRisk difference with associated two
Jsuperiority comparison P-3051 vs,
# P<0.05 vs reference Penlac

Therefore, P-3051 was
Penlac® with a marginal
complete cure rate and 95%C]

-sided 95% confidence interval;
reference (Fisher exact test).

definitely superior to placebo and not inferior to
trend to superiority for P-3051 versus Penlac® mean

parison P-3051 vs. placebo;

ITT [5.71 (2.28 to 9.15) versus 3.24(0.69 to

77
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5.80) respectively] the upper 95%CI of Penlac® just overlaps the mean P-305 ﬂ

cure rate. The other analyses show consistent results.

Furthermore, at the end of follow-up (week 60), percentages of patients with
complete cure, in P-3051 group, further increased compared to reference group,
being 119% higher than reference for cure rate (P < 0.05). This effect, due to
continuous growth of healthy nail after the end of treatment, was not
unexpected and was more evident in the P-3051 group. The other analyses
show consistent results. Conversion to negative of mycology culture was
reached already at 12-week visit in 77% of patients in both P-3051 and
reference drug, and 48% with placebo. Negative culture was then reached by
about 90% of patients at the next time point, 24 weeks, and this performance
was maintained until the end of treatment and 4-week washout.

At the end of 12-week follow-up, negativity of culture was still present in 76%
of patients who applied P-3051 or reference. At the end of treatment, the
percentage of responders, in the P-3051 group, was consistently higher than in
the reference group. At the end of follow-up, percentages of responder patients
in the P-3051 group further increased compared to the reference group, being
66% higher for responder rate (P < 0.05) in ITT population. At end of
treatment, the percentage of patients with decrease of diseased nail area to <
10% of the total nail surface, was consistently higher in the P-3051 group than
in the reference group. At the end of follow-up, percentages in the P-3051
group further increased compared to the reference group, being 67% higher for
responder rate (P < 0.05) in ITT population. The estimates of weekly growth
of healthy nail obtained by fitting straight lines to data of active treatment
period were: + 0.7%o with placebo, + 2.9%o with P-3051 and + 1.9%o with
reference. Only the comparison between P-305] vs, placebo was found
statistically significant (P = 0.0015).

21. Safety results

Treatment-cmergent adverse events (TEAE) occurred in about 23% of patients
belonging to the Safety dataset and were randomly distributed in the three
treatment arms. In only 1.1% of patients, TEAE were classified as
definitely/possibly/ probably study drug related [3 (3.1%) in Placebo treatment
arm, 0 (0%) in P-3051 treatment arm and 2 (1.1%) in Penlac® treatment arm].
Among the drug related AEs, none was serious, nor severe, nor was the cause
of patient dropout. Apart from the case of oedema legs, which was defined as
remote relationship with Penlac®, no drug-related systemic adverse event was
reported. The two cases of infection/worsening (onychomycosis; tinea) in
placebo group were expected, as were the two local adverse events pruritus in
placebo group, and petechiae in Penlac® group.

Tolerability at the application site continuously monitored throughout the
randomised treatment period by using a check list for objective and subjective
symptoms, gave the following results: only few signs and symptoms were
recorded at the different observation times without any increase on time that
might be considered as a sign of cumulative intolerance. The subjective
symptoms were short lasting after the application of products. Overall, signs
were 3 times were more frequent with Penlac® (8.6%) than with P-3051
(2.8%) and symptoms were twice more frequent with Penlac® ( 16%) than with
P-3051 (7.8%). In placebo group, 7.2% signs and 12.4% symptoms were
recorded. The most frequent sign recorded was erythema, observed by the
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Investigator in 2.8% of patients in P-3051 group, and in 8.6% in Penlac®
group; erythema was additionally reported by a further 2. 1% of patients in the
reference group. The most frequent symptom was burning, reported in 2.8% of
patients in P-3051 group and in 10.7% in Penlac® group.

22. Conclusion (final
conclusions)

This was a large, long-term, controlled study of an original nail lacquer, P-
3051, containing 8% ciclopirox as the sole active principle, formulated in a
new  water soluble technology developed by Polichem SA, Lugano,
Switzerland. The need of new products for the treatment of onychomycosis is
due to the rather low efficacy rate, only 38% for the golden standard, oral
terbinafine, accompanied by rare, but not acceptable, risk of serious adverse
drug reactions leading to fatal outcome. Local products are commercially
available, including 8% ciclopirox water insoluble old formulation nail
lacquer, but they are less active and require removal procedures that are time-
consuming and often bothersome, and that may damage the newly growing
nail.

P-3051 was compared to placebo and to the water insoluble reference standard,
Penlac® (US) in a multicentre, multinational, randomized, double blind/blind
assessment, parallel groups, long-term study in onychomycosis due to
dermatophyte fungi. Overall, 467 patients were randomized in a 2:2:1 ratio
among test product, reference product and placebo. They underwent a 4-8 week
run in, 48 week treatment and 12 week follow up, including a 4 week washout.
Efficacy endpoints were cure rate (both mycological and clinical), clinical
success, responder rate and a number of secondary endpoints.

The effect of test and reference active treatments on mycological findings was
similar, with about 90% conversion to negative of culture at end of treatment,
while the negative microscopy findings in the KOH test, had a lower rate.

Interestingly, P-3051 was more active than reference Penlac®, in healthy nail
growth rate, and this difference could explain the trend to higher efficacy rate
of the P-3051 group on primary and secondary parameters, namely cure rate,
responder rate, clinical success, and decrease of diseased nail.

Rate of responsiveness of patients to the reference Penlac®, in our experience,
was also consistent with literature data of that product: 18% of patients in the
evaluation of the International Scientific Study Coordinator and 20% in the
open preliminary evaluation of the local Investigators reached the < 10%
involved area in presence of negativity to both culture and microscopy KOH
examination.

The large difference between the rate of efficacy in mycology parameters and
in clinical parameters seen for Penlac® may partly be due to the application
and removal procedures of the reference product: the weekly use of organic
solvents and nail filings liecessary to remove the previous layers of Penlac®
before the application of the new dose, besides being time-consuming and
bothersome for many patients, may constitute a further factor of nail damage,
possibly favouring the reinfection of the newly growing nail. P-3051, not
requiring such potentially nail damaging procedures, showed the same
difference to a lower extent.

Safety profile was good for all groups.




The absence of systemic side effects of Penlac® is known from the labellingj
of that product, and was confirmed by the present investigation. P-3051 was
also devoid of any systemic effect, as expected due to the low systemic
absorption, not exceeding 2% of the applied dose and identical to that of
Penlac®.

The safety profile of P-305] Was excellent, with no systemic effects as
expected, and with much lower rate (1/3 to 1/2) of the minimal signs/symptoms
L of local irritation at the application site compared to Penlac®. J

Applicant (marketing

authorization holder) Polichem S.A.

Jordi Galvén

Global Medical Lead
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a0 opsnky nposenenns €KCIIePTH3H
PeeCTpanifinux matepianis na JKapChKi
3aC00M, 1110 MOAArOTHCS Ha AepKaBHY
peccTpauiro (mepepeectpariro), a Takosk
CKCMCPTH3H MaTepialiB po BHeCeHHs 3miK §i 6]
peecTpauifinux marepianis NPOTAroM mif
peecTpauiiinoro nocsigyenns

(myHKT 4 posniny IV)

3BIT

PO KJIiHiYHe BUNPOGyBanus “CH-OPLC-001-CLPRX-02”

1. Hazga
TKapchbKoro 3acoby
(3a HagBHOCT] -
HOMep
peecTpariitHoro
MOCBi U HHs)

OHITEK®, nak an4 Hirris TKyBanbHUH, 80 Mr/r T

CuHoHimy, BHKOPHCTaHI miZl yac po3poGku NiKapceKoro 3aco0y:
P-3051, Huknononi

JOCHTIIKEeHHs:

2. 3asBHuK [Tonikem C.A., Jliokcembypr
3. Bupobuuk AJIbBOACITMA CILA., Itanis
AJIMIPAJUT XEPMAJL I MOX, HiMeyynna
4. Ilpoeeneni X Tak O Hi Akiwo i, o6rpyHTyBaTH

1) Tim nixapcpkoro
3aco0y, 3a kUM
npoeoaunacs abo

Jlikapcbkuit 3aci6 3a mosrmy JI0Che (aBTOHOMHE J10Che), Bifoma AiK0Ya PeYORKMHA

MIAHYEThCS
peecTparis

5. IloBHa Ha3Ba Hasea: Ceponeiicoxe bazamoyenmpoge pandomizosane nopisusibne docidocenns y
KJIIHIYHOro hapanensnux 2pynax ons oyinxu ecpexmusnocmi ma besnexu HO8020 po3uunnozo y 6odi
BHIIPOOYBaHHs, yurnonipoxcy, 8 % nax Ous Hiemie, P-305], nopieHAHO 3 niayebo (nooéiiine caine) ma
KOAOBaHMi HOMep NOPIBHANO 3 HepozYuHHUM Y 800i emanounum cmanoapmom (8i0Kpume) 6 pamxax
KJIIHIYHOro Komniiekcnoi npozpamu nixyeanus 3 PecyIApPHUM BUOGneHHAM 3apadicenoeo Hiems, npu
BUNpPOOYBaHHSA NIKYVGanH] OHIXOMIKO3Y, 3i cuinoio OCMAmOUHoI0 oyinko1o nepeunHoi Kniniunoi Kinyegoi

moyxuy
Kon nocnimenns: CH-OPLC-001 -CLPRX-02

LBHHpOﬁyBaHHﬂ

6. ®asza kiiniuHoro | Masa 11

BHIIPOOYBaHHS

7. Ilepion 3 7 uepBHs 2002 poky no 11 ciang 2006 poky

NPOBE/IeHHS

KJIHIYHOrO oy




8. Kpaium, ne Yexis, Jatsis, IMonbma, Dpanuis, Himewunna, Itanis —l
IPOBOAKIIOCS
KITiHiYHe
BHNPoOYyBaHHs
?Kim,icicn) 3annaHoBaHa: 460
JOCIKYBaAHUX bakTuuno: 467
10. Mera ta Il'onoena mera uporo NOCIIKEHHS — OLiHUTH edextnBHicTs P-3051 MOPIBHAHO 3
BTOPHHHI 11ii nnanebo (6inbu edextrpHa KOHTpacTHa peyoBuHa) Ta JIAKOM, I0CTYITHUM Ha PUHKY
KJiHIYHOrO (Ilennak®) (He meHw eexTHBHA KOHTpacTHa pevoBHHa), npu JikyBaumi OHIXOMIKO3y.
BHNPOByBaHHs Iepsunna xinnepa Touka: norue BHITIKYBaHHS.
Bropunni nini:
*  Kuiniunmii yenix: sussavaersey AK: SMEHIICHHS ypaXKeHOl oI Hirry no <10 %
BI/l 3araiibHoi 3a oliHKoIO KOOpAMHATOpPA MDKHAPOIHUX HayKOBHX pocaimkens (KMHJT)
Ta KOHBepCii pesynbTarin MIKPOCKOIIYHOTO  /10¢TiIKe s (KOH) Tta nocisy wua
HETATHBHI.
* Iauienr, sxuii migmosis ma JMUKYBaHHS: BH3HAuACTBCS sk YYaCHHKH, Y SKHX
CHOCTepiraeTbes BiANOBinb Ha JKyBaHHS a60 KIiHivHui yerix.
* Tokpamwenns: BusnayaeTpey AK: NALEHTH 31 3MEHIIEHHsM TUIOLII YpaXKeHHX HIrTiB He
MeHw Hbk Ha 20 %, 3a ouinkoio 3acHiIeHoro OLIHIOBaYa, HAMPUKIHUI JTiKyBaHHS B
MOPIiBHSAHHI 3 BHXiZHUM PIBHEM i mepexonom 1o HEraTHBHUX pesynbTatiB Mikpockomii 3
KOH ra ananisy na rpUOKOBY Ky/ibTypy.
*  3MeHweHHs momi YPKEHOro Hirts 10 < 10 % Bix saransmof M0l 3a OUiHKOK
KOOPAMHATOPA MDKHAPOJHUX HAYKOBHX AOC/TI KEHB.
*  Kougepcis pesynsrarip MOCIBY HA HEraTHEH, :
* HeratuBui pesynsraru MIKPOCKOMIMHOT0 A0CimKke Hus KOH.
* Ilonepennus BIIKpUTA oOLiHKa Hocninunkom wactiu MAUICHTIB, sKki BignoBinu Ha
JIKYBaHHs.
*  UIsuakicrs pocry 3/10POBOrO HIrTH.
* 3aranbHa Gesneka.
11, Tuzaitn Baratonauionansne Garatouentpose panomizosane TOPIBHSIBHE JIOCIIKEHHS Y TpBOX
KJiHIYHOrO TapanenbHuX rpynax jis nopisHsuus P-305] 3 CTalIOHHUM LHKJIOMpokcoM, 8 % nak
BUIIPOOYBAHHS mns Hirrie (Tennak®), ta P-305] n1auebo y cniBeiaHowenni 2:2: 1 npotarom 48 tuxuis
AIA OUIHKH e(eKTHBHOCTI Ta Oesnekn y mnauieuriz i3 OHIXOMIKO30M JIerkoro Ta
CEPEMHBOrO CTYIEHS THKKOCT], CIPHYMHEHIM AepMaTodiTHHMH rpuGamu.
Hongiitke crine mocnimkenns nopieHaHHs P-3051 ta nnauebo (Hociii P-3051). Binkpure
AOCTIIKEHHs nopiBHsuus P-305 I, nnaue6o Ta eranomnoro CTanpapry. Ocratoqna
OLIHKa KOOpAMHATOpa MIKHAPOIHMX HAYKOBHX JOCIIKEHB.
15 OCE?PBHI Incemosa indopmorana roxa.
KpuTepii
BKJIIOYEHHS Jlopocni amGynaropui nauienri Oynb-skof crari.
Bikoewii aianazon pin > 18 10 <70 pokis.
Kniniunuit giarnos OHIXOMiK03y nerkoro Ta MOMIPHOTO ' CTYNEeHS TAKKOCTI (TobTo:
YPaXeHHs Bin > 25 % no < 60 % TNOBEPXHi HirTs) Ges YPakKeHHs! ygﬁma@&gvnm
ZiarHo3 NMoCTaBNeHO npuHaiiMui 3a 6 MICALIB 0 BKTIOYEHHS B RocTifpke 2 xR,
JvcTanbuuit ninHirTeop it OHIXOMIKO3 NpHHaiiMHi o1HOrO Hirmr_(ié:ﬁﬁ f ¢
.
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Io3uTuBHMii pesynbTat mocnimkenus KOH (npenapat TIAPOKCHIY Kanliio) min uac
CKPHMHIHIOBOroO Ta paHgoMizauiiinoro Bi3uTY,

13.
Hocnimkysanmii
JiKapeeKuii 3aci6,
cnoci6
3aCTOCYBaHH,
CHiIa Juit

P-3051 (Owitek, nak g HITTIB JliKyBanbHuii, 80 mr/r (posumnnmii y BOJIi)) HAHOCHTH
TIeH3JIeM WOIHA Ha HiY Ha 3apakeHi HirTi, Ha Bcro HIFTBOBY NIaCTHHY Ta NpUOIU3HO Ha 5
MM HaBKOJIO IUKIpH, a Takox Ha Oy ab-siky BIIKpUTY HIrTbORY TLTaCTHHY, rinowixiii, Ta
BUTBHY HHKHIO MOBEPXHIO  HITTLOBOT TIIaCTHHM, P-3051 notpi6Ho Oyn0 wortHxkns
SMuBati Bonow. llomicsune Bunanenny 3apaKeHOT TKAHMHU HirTs.

14. TIpenapar
NOPiBHSIHHS, 1034,
criocit
3aCTOCYBaHH4,
cuna aif

P-3051 (nociit P-3051) nanocutu [ICH3/IEM WIOAHA HA Hiy Ha 3apaXKeHl HIrTi, HAa BCO
HIFTHOBY M7IaCTUHY Ta npubIU3HO Ha 5 MM HABKOJIO WIKIPH, a Takoyx Ha Oynb-sky
BIZIKpHTY HIFTLOBY TIACTHHY, TiNOHIXif, Ta BUILHY HHYKHIO MIOBEPXHIO HIrTHOBO]
1actuhu. [TianeGo norpiGuo OyJ10 WOTHKHS 3MMBATH Boznoro. Llomicsyne Bunanenus
38payKeHOT TKAHMHM HirTS.

Etanonnuii Jikapeekuit 3aci6: Ilennak® (Onitek, nak mus mirris niKyBanbuuii, 80 mr/r
(HeposunHHMI Y BOII)) HAHOCHTH MeH3ieMm WOAHA Ha Hi4 Ha 3apaxcei HIITi, Ha BciO
HIrTbOBY NIaCTHHY Ta npuGaHM3HO Ha S MM HaBKOJIO IIKIPH, a Takoxk Ha Oynb-siky
BiZIKpHTY HIrTbOBY MIaCTHHY, TiNOHIXiH, Ta BiTBHY HIDKHIO MOBEPXHIO HIrTLOBOT

BUIANICHHA 3apakeHOI TKAHMHM HiITy.

IS.
Cynyrus Tepanis

AnTubiotnyni a TpoTHrpudKoBi 3ac06i MpoTHnokasauyi.
byno 3annanoeano 4-rmkuene BIAMMBAHHS Ta 8-TixHepe noJlaneile crocrepeskenis
1iCJ1s IPUITMHEHHS TKYBaHHS,

16. Kpurepii
OILIHKH
eexTHBHOCT]

Hepsunna KiHIeBa Toyka edexTHBHOCTI:

THXHI 48 (BisuT 7) Ta MATBEP/UKEHO HA TIOKH| 52 (Bisut 8). Yacrora peLuamBiB
(peuH,I[HB/HOBT()pHe 3apa)eHHs) Ha THkHI 60 noxasbmoro crocreperxeHus (Bizur 9).

Bropunni kinuesi Touxn epeKkTHBHOCTI:

Pisens kiiniunoro YCHIXY: BH3HAYAETBCS sK: SMEHIICHHS ypakeHOT miomi Hirrs 1o < 10
% Bix 3arampHoi 3a ouiikoro KMHJ[ Ta KOHBEpCii pesynbrarip MIKPOCKOMIYHOro
nocnimxenns (KOH) ta TNOCIBY HA HEraTHRHI.

HYactka nauienris, ski BiMOBIMM Ha JUKYBAHHS: BM3HaYacThes sk: YYACHHKH, Y SKHX
CIOCTEPIracThes MopHe BUITIKYBaHHS a60 KiTiHiqHuit vemix,

PiBenb nokpatuenms: BUSHAYAETBCS SK: YYAaCHUKH 3i 3MeHmeHmsM IO ypaskeHux
HIFTIB He MeHII Hix Ha 20 %, 3a oLiHKo0 KMHJT, nanpuxinui JKYBaHHA B MOPiBHAHH] 3
BHUXIIHUM piBHeM i NIEPEXOSOM 10 HeraTHBHUX PesynbTaTiB mikpockomii 3 KOH Ta
aHami3y Ha rpUOKOBY KynbeTypy. ﬂﬁ.f:‘;,"
3MeHmeHns o YPOKEHOro Hirts mo < 10 % BiJl 3ara.nLHo'1'..-;;i‘li_ﬁ“2§r;€t’
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Kongepcis pesynrrarip MOCIBY Ha HeraTHBHi.
Kowpepcis pesyasrarip MIKpOCKOMiYHOro nocnimkenns KOH Ha HEraTHBHI.

[Monepenus BIIKpHTA OLiiHKa Hocninuukamu  yacrky MALIEHTIB, sAKi Bignmomimy ua
JiKyBaHHs

HIeuaxicTs POCTY 3/10pOBOIO Hirrs.
Yac (micsui) no noproro BUIIIKYBaHHs a60 KITHIYHOrO yemixy

lpuitnarrs repanii nanienron BHMIPIOETBCA 3a 4-6anbHoro LIKAJI0}0,

7. Kpurepii
OLHKH De3neku

Peectpauis neGaxanmx ABHIL.
Micuesa nepenocumicrs Y Miculi HaneceHns,

3MiHa 3HayeHs 1ab0paTOpHUX NOKA3HMKiR NPH NiKyBaHHi,

18. Cratuctuyni
METOAM

Posmip subipku

[ennak®» ta 85 % nng Ginpm eexTHBHOT KOHTPACTHOI peyoBuHM «P-305] Ta raue6oy
Ta Oa3yBanacs Ha Takux npunyiedssx: 1) 3aranpuuii po3Mmip BuGipku 3 410 OLHIOBAHUX
NALIEHTIB, PaHIOMI30BAHMX Y CHiBBigHOUIEHH] posmoniny 2:2:1 y rpynua P-3051,
Ilennak® Ta nnane6o BIAMOBiAHO. 2) Pigens «MOBHOrO BMIIIKYBAHHS» Ha Twkui 48
(mepBHHHA KiHnepa TOUKa) craHoBuB 12 % Y Tpyni eranony Ilennaky®. 3) daxriuna
Pi3HHLIS iHTeHCHBHOTO JHKYBaHHS 0piBHIOE 0, a Bu6ip nopory ne menwof eexruBHOCTI
nopieHioe 10 %. 4) Pigens «MOBHOTO BHJIIKYBAHHA» Ha THKH] 48 cTanosus 0,9 y rpyni

AHanizopana BUOIpKa

Binxunenns pig nporokony Gynu momiveni KMH][ y npubnusHo 20 % nauientis y
pesyibTari ciinoi ouinku 3HIMKIB, i3 BKITIOYeHHSM MPOKCHMANBLHOrO HirTs Ta/abo > 60 %
YPaXeHOI ninsuku (mo 100 %) Ha BUXiZIHOMY piBHi. Hepen poscninnenusm Byno
OPMIHATO pillenHs BrIOYHTH YCIX UMX matientis o TNONyNAUiT NarieHTie, BRIIOYeHX
[0 JOCIipKeHH s (IIMMBJ), Ta NPOTOKOBHOT nomynsuii (ITI1). Ochornuii napamerp,
PIBEHBb MOBHOro BUJIIKYBAHHSA, OLiHIOBaBCS IIAXOM BuNIpoOyBaHHS Gimpig eexTuBHOT

KOHTPacTHO! pewoBunm, P-305] Tta niaue6o, ta He meH eextusHOT KOHTpacTHO{
peuoBHHH, P-3051 Ta eranonnoro Jikapchkoro 3aco0y, B iepapxiumiii MOCTII0BHOCTI.
Hynsopy rinoTesy menmuof edekTHBHOCTI 1notpi6Ho Gyno BUIXHJIMTH, SKIIO HIBKHA Meska
ABOCTOPOHHBOrO 95 % nosipyoro iHTepBaTY pisHULI Mix piBHEM NoBHOro BUJIIKYBaHHS 3
P-3051 Ta eranonmum JIKapCBKUM 3ac060M nepesuutysana -10 %. Bysno BUKOPUCTAHO
TOYHHH KpuTepiii ®Diwepa a1s nopisnsums P-3051 3 nnaue6o. OnHopinnicts pisauni Yy
TKYBaHHI Mix LCHTPaMHU NepeBipsin 3a nomomororo Tecty Bpecnoy-/les. [lepBunnnii
aHamni3 MpoBOIMBCA y IIIBJI; 6ys TIPOBENCHHH minTBepmKyrOuMii  ananis IIT.
Trymavenns we menmoi edexTHBHOCTI B sKOCT] Oinbmoi  edekrusnocti P-3051
TNOPIBHAHO 3 eTAIOHHMM MKapehbkUM  3ac060M Oyno nepenﬁaqugf‘t\ v
BUNAIKY, SKIO dakTuyni nani BHIIPAB/IOBYBA/IH 3MiHYy 3 He Me[f{;l{_e)i” Hy
Oinbuty edexrusnicTs BiINOBIZHO 110 CPMP/EWP/482/99. 9. 3Mitid rinoresu Bi}
MEHIIOT eheKTHBHOCTI 10 GiNpuio] eexTHBHOCTI He Bumarana: % H%H‘PE}L@M

CTATHCTHYHOIO  aHai3y, BpaxoBylOuHd, 1mo Oinpma edexTHBHICTE

;”e/zm?o ITTEHO 3 OPHT %
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Oesnocepebo 3 BHKOPHCTAHHAM Mex AOBIPHOro iHTEpBATY, PO3PAXOBAHMX 118 He
MEHLOT edekTUBHOCTI. Skmo 95 % NOBIpuMii iHTEpBaN pizHuLi B NiKYBaHHI He Ti/ibKH
TMOBHICTIO TepeBHILyBas -1() %, ane i OyB Bume uyns, Tomi Oynu pokasu Ginbuioi
edextusHoCcTi P-3051 TIOPIBHSHO 3 eTAIOHHUM 3 TOYKH 30pY CTaTUCTHUYHOI 3HAYYIOCT]
Ha pieni 5 % (P < 0,05). Jlna Takux BTOPMHHIX NapaMeTpiB, AK YACTKA maiieHTiB, fKi
BUIMOBINKM Ha JMiKYBAaHHS, 3MEHLIEHHS YPaxeHol miomi Hirrs a0 < 10 % six 3aransHoi
KUIbKOCTI, KOHBepCis pesynbraTis [10CIBY Ha HEraTHBHi, 95 % NOBipuuit inTepran pizHuwi
4acTOTH GyB po3paxoBaHmii ams KOHTpacTHOI pevosunn P-3051 nopieusino 3 €TaJIOHOM,
TO SIK TOUHMIi KpuTepiii ®diwepa BHKOPHCTOBYBaNM a1s1 nopieHsuus P-3051 3 nnauebo.
Hnst weuakocti pocty 3m0poBoro Hirts ananis TpOBOAUBCA JHLIe Ui aHanizy TTTIBJ.
Jlikyeanns B sxocti dikcopanoro epexTy Ta wacy B skocTi BHIA/IKOBOTO e(eKTy,
JUKYBaHHS 32 edeKToM B3aemonmii 3 wacom OUIHIOBAIH 32 JOMOMOIOK MO3MOBKHIX
Mopeneit Jledipna ta Bapa. [awui npo IMNBMI y usomy migxomi aHaJli3yBaIMCs 5K
CIOCTepeKyBaHi BUNanku. JIis ysaraabHeHHs napameTpiB Ge3nekH BMKOPHCTOBYBATH
OIHCOBY CTATHCTHKY.

19.

Hemorpadiuni
MOKa3HHKH
JOCKYBaHOT
nonyasuii (crars,
BIK, paca, TOLL0)

DaKTHYHA KiNbKiCTh paHIOMi30BAHNX MaLieHTiB cTaHoBuaa 467; a came 182 y rpymi
P-3051, 188 y rpyni CTaiony ta 97 y rpyni mnaue6o. Ogun nauient rpynu P-3051
MEePeHILOB Ha eTaioH Ha TKHI 24 Ta OyB BMKIIOUYEHMI 3 ycix aHanizie. Vi NaLieHTH
Oynu npeacrasHukamu EBPOMEOIIHOI pacK Ta B ycix rpymax NepeBaxaiu xKinku. Tpu
rpynu OyiH noiGHUMHU 3a CTATTIO, BIKOM Ta BAroIo (Tabmuus 1). Tpu rpynu Takosx Bymu
MoJi0HUMHU 3a KinbKicTio YPKEHUX HIrTIiB Ha Horax (y cepesHpoMy npubi. 4/mauienTa)
Ta 3a 30y iuMKoM (Tobto Trichophyton rubrum npuba. y 50-54 % sunankis, 7 richophyton
mentagrophytes y 37-39 % punajkip Ta Epidermophyton floccosum y 1-3 % BUIMA/IKIB).
Bincotok ypaskenol ninboBoi finsmky Hirrs — Y cepennbomy 43-44 % B ycix rpynax —
BIAMOBiNae nomyasauii nauieHTie i3 NOMIPHUM Ta TSKKHM ypakeHHM (Tabmuus 1).
[anienTis i3 npokcumanbHIM YPaKeHHAM Ta/abo > 60-100 % ypaskeHOT ZinSHKM Hirrs
Ha BHXI/IHOMY piBHi Gyso 40 (22,1 %) y rpyni P-3051, 38 (20,2 %) y rpymi eranony Ta
20 (20,6 %) y rpyni naauebo.

Tabanus 1: nemorpadiuni gaui nanientis (Habip nammx npo Gesnexy).

il Ilnane6o (n= P-3051 (n= Etanon (n = ¥Yei nawient (n =
97) 181) 188) 466)

Crarp

Ainku (%) 3.2 58,6 62,8 63,3

Yonosiku (%) 26,8 41,4 372 39.7
Bik (poxkis)

Cepeane snauenun = CB 49,5+ 1243 4947+ 1244 5038+ | 1,09 49,84+ 11,89
Bara (kr)

Cepeane snavenns + CB 73.88 + 13,81 75,69+£13,62 7531+ 13,59 75,16 + 13,64
ETHiuna npuxanexuicrs

TpencTaBHuky esponeoinnoi pacu (%) 100 100 100 100
[Tosurusuuit KOH na BHXIJIHOMY piBHi

Bizcorok mauienTip 100 100 100 100
[Mo3uTHBHA KyBTYpa Ha BUXi[HOMY piBHi

Bynb-akuii iepmatodpir (%) 100 100 100 100

Trichophyton mentagrophytes ( %) 39.2 36,8 37.8 377

Trichophyton rubrum (%) 52,6 54,4 50,5 52.5

Trichophyton spp.(%e) 3;1 5,5 6.9 6,0

Epidermaphyton floccosum {%} 1,0 1,6 2.7 2.1

IHwi aepmarodith (%) 2,1 1.7 2,1 1,9

3aranbHa KiUIbKICTs HIFTIB Ha HOrax 3

OHIXOMiKO30M

Cepenne 3nauenns + CB 3.98+2 44 4,36+ 255
Bincotok ypaxenoi uinbosoi ainsukn
HirTst

Cepenne snavenns + CB 434+188 445+199

—
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20, Hocnimkenns nocarmo CBOIX OCHOBHMX wine: NaUi€HTH, ski OTpumyBanu P-3051,
Pesynbraru NOBHICTIO oty kan y 10 i3 |75 [IMB[ T ta 10 i3 168 ITIT T4 0 i3 94 IIIIB T a6o BiJNOBiqHO
edexTHBHOCT 03 89 1111 y rpyni nnaue6o: Toynwuii Kpurepiit Giwepa p = 0,0165 BianoBiauno 0,0167,

Tabakus 2: nonanpumi PE3YNIbTaTh 1151 IEPBUHHOT Kinneso] TOYKH e(heKTUBHOCT] «piBeHB
TOBHOrO  BHIIIKYBaHHS» T2 BTOPHHHOI KiHIEBOT Touky edekTHBHOCT HamNpHKiHLi
MiKYBaHHA Ta HaNMPUKIHLI nofaakmoro CHIOCTEPEsKEeHHS,

P-3051  %|IMennax® [naue6o [P-3051 ra P-3051 ta

Sl (W/N) % (WN) % (WN) |mnaneso + Mennax® *

Iepeunna kinuera TO4YKa

Pirenn nosroro BHJIIKYBaHHS

Twxnaens 48 (minTBepmxeno wa 5.7 3.2 0 = 0.0165 25

\ﬂmcm' 52) - INBJT (10/175) | (6/185) (0/94) P=0, (-1,8+6,8)
12,7 5,8 1,3 _ 7 (0,6+13,3)

Twiaens 60 QU157) |(onse) |5y [P=0.0029 |,

BTopunni kinuesi rousen

Yacrora KouBepeii pesyabraTip

NociBY Ha HeraTHBH] KYJbTYpH

Tuwxnens 48 (l’liﬂTBEpI[}KeHO Ha|89,1 90,8 69,1 = 0.000] -1,7

TUKHI 52) — [TTIB ] (156/175) (168/185) (65/94) i (-7,9+4,5)
79 79,7 72,4 _ -0,8

Twxnens 60 U24/157) |(126/158)|(s5/76) [P =03204 | 6% ¢ )

YacTka nauieHTiB, aki BinoBinu

HA JIKYBaHHs

Twxnens 48 (minTBepmKEHO HA 17,3 6,4 . 6,7

Tk 52) - [TTTBJY 24 (42173) | 33185 6/94) [P=0.0002 %015
287 17,3 14,7 N 11,4

Twkners 60 (45/157) _|@27/156) |(11/75) |P=0.0217 (2,1+20,6) #

3MeHWwenHs YPaikeHoi noeepxwuij

Hirrs

Twxnens 48 (minTBepaKeHO Ha 18,9 10,6 _ 9,1

Tipkni 52) — [ITB)T 28NS | 3371859 (10/94) [P =0,0011 (o,4+17,3)#—’
36,3 21,8 16,2 = 14,5

L GIN157) _|G34/156) |(12r74) [P=00020 | et 4

*Tounmii kpurepiii Diwepa 415 3annanoBanoro nopiBHAHKA P-305] 3 mnaue6o;

T PisHHUS pusukip i3 [10B’I3aHNUM BOCTOpOHHIM 95 % AOBIPYMM iHTepRaOM;

{ nopiBHsHHS Ginkmof edexTHBHOCT] P-305] MOPIBHAHO 3 eTanoHoM (Tounnit KpHTepiii diwepa).
# P <0,05 nopisnsmo 3 €TaTOHHUM [leHnakom

Takum umnom, P-3051 OAHO3HA4YHO OyB Gipm eekTuBHIM, Hisk niauebo, Ta He MeHn
eeKTHBHUM, Hix Ilennak®, 3 wesmaunoio TEHICHUIEI0 110 Ginbmoi eeKTHBHOCTI
CEPEOHBOrO pPiBHA MOBHOIO BWIiKyBaHHs 3 P-305] ta [ennakom® Ta 95 % Al TITIB /T
[5.71 (2,28 Ta 9,15) Ta 3,24 (0,69 1a 5,80) BiANOBiAHO], BEpXHA Mexa 95 % JII
Hennaky® npocro lepeKkpuBae cepeaniii pirenn rrpa

TTOKa3yIOTh TOC/TINOBHI pe3yapTaTy.




MOCTIHHOMY  3pocTanHIo 3/IOPOBOIO  HIrTA micns 3akiHyeHHs JIKYBaHHS, He OyB
HEOUYIKYBaHUM Ta OyB Oinbw oueBMmHUM Y rpymi P-3051. Inwmi ananisy MOKa3yTh
NOCJLAOBHI pe3y/bTaTH. Kongepcito pesynsraris MIKOJIOTiYHOr O MOCIBY Ha HeraTMpHi
OyJo nocsruyTo Bie min yac 12-TwHeBoro Bisury Y 77 % nauienrip sax y rpyni P-3051,
TaK iy rpymi CTaJIOHY, Ta y 48 % nauieyrie Y rpyni nnaue6o. HeratHsua KYJbTypa
criocTepiranace npuGansHo y 90 % nauienrie y HACTYNHUIA MOMeHT uacy, 24 THXKHI, a 115
eekTHUBHICTE 30epiranacs 10 kinus JIKYBaHHs Ta 4-TH3KHEBOrO BIIMHBaHHS,

Hanpukinui 12-tuskaesoro OMANBIIOTO CTIOCTePEeIKEHHS HETaTHBHA KyJIbTypa Bce wie
cnocrepiranace y 76 % NauieHTip, ski OTpumysaiu P-3051 a6o eranon. Hanpukinui
NIKYBaHHA BigcoTok nauieHTis, ski Bignosimu na NiKyBaHHS, y rpyni P-3051 6ys
HE3MIHHO BUINMM, Hij Y Tpymi etasnony. Hanpukinui nogansmoro CHoCTepeKEHHS
BIZICOTOK nauienTis, sxi Bianosigy Ha JliKyBaHHs, y rpyni P-3051 e 6inbuie 36inbumecs
TNOPIBHAHO 3 rpymnoro eTanony, Oyay4n Ha 66 % BHMM AU MaCTKH MalieHTiB, ki
BIANOBITH Ha JiKyBamHs (P<0,05)y IINB . Hanpukinui JIKYBaHHS BifICOTOK MALEHTIB
31 3MEHIIEHHAM ypaskeHO] TNOBEpXHI HIrTs 10 < 10 % Bix 3aransnof NIOBEPXHI HirTs Gy
CTabinbHO BHIIE Yy rpymi P-3051, nix Y Tpyni etanony. Hanpukinmi MOJANBILIOrO
CTOCTEPEKEHH BiICOTOK y rpymi P-305] e 6inbe 36imbmmpcs MOPIBHAHO 3 rpyroo
CTanoHy, Oynyuu Ha 67 % BuwmM 115 yacTku NaUieHTiB, AKi BiAMOBiny Ha nikyBaHHs (P
< 0,05) y TIIIBJI. Pesynbratu ouinku LIOTHXHEBOIO POCTY 310pOBOIO HIITS, OTpuMani

0.7 % 3 nnane6o, 2,9% 3 P-3051 Ta 1,9 % 3 eTanonom. JTume TIOPiBHAHHSA Misk P-3051 Ta
n1aueto 6yJ10 BU3HaHO cratHeTHYHO 3Hauywmm (P = 0,0015).

21. Pesynbratu

6 Hebaxani ABULLA, 10 BUHHKIIH Mif] yac JIKyBaHHS (HAB), crocTepiranucs npubIusHo
e3IeKH

Y 23 % nauieuris, sxi Hanexatb 10 Habopy namux Gesmeku, Ta Oyiu Bunazkorum
“MHOM pO3MO/IieHi B TpboX rpynax nikysauns. Juwe y 1,] % nauientis HABJI 6ynn
Knacudikosani sx Tquo/M()}KnuBo/iMOBipHo TOB’sI3aH1 3 J10CiIKYBaHIM 3acobom [3
(3.1 %) y rpyni nauebo, 0 (0 %) y rpymi P-3051 ta 2 (1,1 %) y rpyni [Tennaky®].
Cepen Hebaxanux ABHLL, TIOB’A3aHHX i3 3aCTOCYBaHHSM JIIKAPCHKOro 3acoly, xoaHe He
Oyno cepitosuum a6o TSKKHM, a Takox He OYB npHuuHOIO BHKJTIOYEHHS TaLiEHTIB i3
AocipKReHHs. OKpim BUNAAKY HAOPAKY Hir, skuii OyB BH3HaueHwmii sx BiJTaneHuit
3B 430K i3 INennakom®, e MOBIIOMANOCS [IPO CUCTEMHI HeDaskaHi SIBHLLA, OB’ 13aH] i3
3acTocyBaHHAM 3acoby. JIBa BUmamky 3apaxeHHs/noripueHHs (oHixoMiko3; Jvmaii) y
rpyni muaneGo Gysu O4iKyBaHUMW, 5IK | ABa MiclieBi HeGaxaHi sBma: cBepObK y rpyni
m1anedo Ta nerexii y rpyni [Tennaky®.

[epenocumicts y micui HaHEeCeHHs, IO mocTiliHO KOHTpomoBanacs npotsarom
paHaomizoBaHOrO nepiony niKyBauus 3a AOMOMOTOI0 YeK-THCTY sl 06’ EKTHBHMX Ta
Cy0’eKTHBHHX CHUMIITOMIB, nana Taki Pe3ynbTath: Oynio 3apeecTpoBano nmme KillbKa
O3HAaK Ta CHMIITOMIB y pisHi nepioau CHOCTepeKeHHs Oe3 6y ab-1Koro 36inbimens qacy,
AK€ MOJXKHA BBaXKATH O3HAKOK CYMapHOI HernepeHoCHMOCT]. Cy6’extuBHi cumnromu
Oyiu KopoTkowacHuMM miciy HaHeCeHHsa 3acobiB. 3aranom o3Haku Oymu B 3 pasu
qactimumu 3 Ilennakom® (8,6 %), mix 3 P-3051 (2.8 %), a cumnromu Oyau BaBiui
yacrime 3 Ilennakom® (16 %), mix 3 P-3051 (7.8 %). v rpyni miane6o 6yiio
L 3apeecTposano 7,2 % o3Hak Ta 12,4 % cummrowmis.
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Haligacrimoro 3apEECTPOBAHOK 03HAKOKO Oyita CPUTEMA, AKY CrocTepiraB A0C/iTHMK y
2.8 % nauientis y rpyni P-3051 Ta Y 8,6 % y rpyni [Mernaky®:; PO €pUTEMY J0aTKOBO
nopizomMun we 2.1 % nauienrip Y rpyni eramony. HaifuacTiumm CHMITOMOM 6yi10
MeYiHHs, TPO siKe MOBimOMISTH 2,8 % nauicnris y rpyni P-3051 ta 10,7 % Y rpymi
[Tennaxy®.

22,
Buchosok
(3aKmroueHHs)

Le 6yn0 Bemuke AOBTOTPHUBA/IC KOHTPOJIbOBAHE HOCITIKEHHs OPHTIHATBHOrO Jaky g
Hirrie P-3051, wo micturs 8 % LMKJIOMIPOKCY B AKOCTI eamuoi AI0Y0i  pevoBHHM,
CTBOPCHOTO 33 HOBOIO BOJOPO3YMHHOIO TEXHOIIOTIEI0,  PO3poBIIeHo0 KOMMaHicro
«[lonikem C.A.», Jlyrano, UIeetiuapis. [lotpe6a y moBux 3acoBax IS JKYBaHHS
OHIXOMIKO3y 3yMOBNEHA OCHTS HUZBKHM piBHeM epeKTHBHOCTI, mume 38 % TSt
S0JIOTOTO CTaHAAPTY, nepopansHOro Tepbinadiny, wo CYTIPOBOKYETLCA pinkicHuM, ane
HENPHAHATHUM PU3HKOM Cepio3HuX HeGaskanux JHKapCEKHUX jpeaucl.liy”l, 1O MPH3BOIATHL A0
emepri. Joetynni y Mpojaxcy Mmicuesi 3acobu, BkmoOuaroyy cTapy Jikapceky dQopmy
LMKIIONipokey, 8 % nak ans Hirrip (HepozumHHMIi y BOZi), ane BOHM MEHII aKTHBH] Ta
BHMAraioTe NOBTOTPMBAIMX Ta OBTSHKIMBUX NpoUenYp 3MHMBaHHS, gKi MOXKYTh
MOUWIKOAHTH BiPOCTAIOYHMIT HIroTh.

P-3051 nopisaiosanu 3 n71anebo Ta Hepo3YMHHHM Y BOAI €TanoHHUM CTaHApPTOM
[Tennak® (CLLA) y aratouentpopomy 6araT0Haui0Haan0My paH/IOMizoBaHOMY
MoABifiHOMY ciinomy/crinomy AOBrOCTPOKOBOMY NOCTIDKEHHI K napanensHux rpymax
NMPH OHIXOMIKO3i, CHPHYHHEHOMY sepmaTodiTHUMY rpubamu. 3aranom 467 nauieurip
Oynu  panpomizosani Y cHiBBifHOmWeEHHi 2:2:1 Y TPYNH [dOCHimKyBaHOro 3acofy,
€TJIOHHOIO JIiIKapChbKOro 3aco0y Ta miaue6o. Bouu NPOHIITK 4-8-THKkHeBuii nepion
BBCICHHA. 48-TixHeBHiT mepion JUKYBaHHA Ta 12-THXHeBuii 1epios Mojanbuworo
CTOCTCPEXKEHHA,  BKITIOYAIOYM  4-TipkHepe BiIMUBAHHA.  KiHleBumu TOYKAMH
edexTuBHOCTI  Gynm PiBeHb  BuiKyBaHHS (Mikomoriuni Ta kniniymj napameTpu),
KIIHIYHME  yenix, wyacrka NAaL€eHTIB, [Ki Bianosimm Ha JIKYBAHHSA, Ta KilbKicTh
BTOPHHHMX KiHIEBUX TOYOK,

Brutie JOCIDKYBAHOrO  Ta CTAIOHHOrO  JIIKAPChKOro 3aco0y Ha pesynsraTn
MIKOJIOMMHOro A0c/imke s OyB noxibuum, 3 KOHBepciero npubnusuo 90 % pe3ynbTaria
I10CIBY Ha HEraTHBH] HANPHKIHLI JTiKyBaHHS, Toi sk HEraTUBHI pe3ysbTaTH MIKpOCKOmMi{
y nociimkernti KOH mManu mmskuuii MOKa3HUK.

Likaro, wo P-3051 OyB 6inbiu 4KTHUBHHMM, HK eTaloHHMUI Hennaxk®, wono weugkocri
POCTY 310poBMX Hirtie, a g PI3HHLIA MOr7a mMosCHHTH TeHIEHLI0 10 Ginbiol

piBHeM BuiiKyBaHHS, yacToTOR MALI€EHTIB, SKi Biamopinm na TKYBAHHSA, KIiHIYHHM
YCIIXOM Ta 3MeHIIeHHSM XBOPHX HIITIB.

PiBenn Bimnosini NAaLiEHTIB HA eTaJoOHHu Hemax@, 3riJIHO 3 HallMm JOCBi/10M, TakosK
Y3TO/UKYBABCA 3 IITEPATYPHUMH naHuMK IOZI0  UBOTO JTIKApChKOro 3acoby: 18 %
NAlEHTIB 32 OLiHKOIO KOOpAMHATOpa MIKHAPOAHMX HayKOBHX AocnikeHs Ta 20 % 3a
BUIKPHTOIO [IOMEPETHBOI OLIHKO MICUeBMX IOCTIAHUKIB KoCArH = 10 % ninsukw 3a
HASBHOCTI HEraTUBHMX pesynbratis nocisy Ta MIKPOCKOIIYHOr0 HOCimKeH S KOH.

Bennka pisuung mix piBHEM edekTHBHOCT MIKOJIOTiyHHX NapamerpisTa  KiHiYHHX
NapamMeTpiB, WO CrOCTepiraloThes s Tennaky®, mosie 6yT1»_i;"L'tqc;_'r_;c0m-g:; OB’f3aHa 3
lTPOLCAYPAMH HAHECEHHS Ta 3MMBAHHS CTANIOHHOTO JIIKapehKOrg 3acoby: mo}inmnese

‘j_?t%{?y : A I VAN r
3riano 73 OPHT IHAROM ...
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3aCTOCYBaHHs  OpraHiyHMX PO3YMHHMKIB Ta nmmok x HIITIB, Heo6xigHux m?f
BHJIANICHHS nomepeHix mapis Ilernnaky® nepen HAHECCHHAM HOBOT J103H, OKpim TOTO,
o ue saklimae Gararo yacy Ta Habpuaae Gararbom nauieHTam, Moxe craty NOAATKOBUM
haxTopom nowkomreHHs HIITA, WO Moxe CHPHATH MOBTOPHOMY 3apaskeHHIO LOHHO
BIZPOCAOro HirrTs. P-3051, sikuit He rumarae TaKUX Mpoueayp, AKi MOXYTb HNOLIKOIUTH
HIrTi, iposieMoHcTpyBaB TaKy camy pisHULIO y MeHImii MIipi.

Ipodins Gesnexu Gyp XOpOWIMM 27151 BEIX rpyT.

Ilpo BincyTHicTs CHCTEMHHX 1noOIMHKX edekTin [lennaky® Bkasano ua eTHKETL 1[LOT0
AiKapebkoro 3aco0y Ta ue 6yno NiATBEpIKEHO Y MOTOYHOMY nocnimkenni. P-3051
TAKOXK HE IEMOHCTPYBAB CHCTEMHOIO edexry, sk i O4iKyBanocs, yepes HU3bKY CHUCTEeMHY
abcopbuiro, mo ne epesuiLye 2 % 3actocoBanoi 1o3u ta ineHTHYHa 10 [Mennaky®.

Lpodins Gesmeku P-3051 OyB uymoBuM, Ge3 cucTemumx edekTip, sK ouikyBasocs, i 3
HabaraTo HIKYOI yacToToKO (Bin 1/3 1o 1/2) MiHiMaTbHHX O3HAaK/CHMIITOMIB MiclieBoro
NIOJpasHeHHA y Miclli HaHeceHHs NopiBHsHO 3 [TeHnakom®,

3aaBHUK (BnacHuk
peecTpanitinoro
MOCBITYEeHHSs)

Ionikem C.A.

/Migmuc/
Hopni l'anvean [Gordi Galvan]
Kepisuuk misknapoasoro PIBHS 3 MUTaHB MeaHIHHNK

Jfg/m
3rinmo




Appendix 30
to the Order on the expertise of the

registration materials for the medicinal
products submitted for state registration

(renewal of registration), as well as

expertise of materials concerning making
variations in registration materials during

the validity period of marketing
authorization
(p. 4 of chapter IV)

REPORT
about clinical trial "PM1125"

1. Name of the
medicinal product
(marketing
authorization No., if
applicable):

ONYTEC® 80 mg/g medicated nail lacquer

Synonims used during the product development:
P-3051, Ciclopoli

2. Applicant

Polichem S.A., Luxembourg

3. Manufacturer

ALFASIGMA S.P.A, Italy;
ALMIRALL HERMAL GmbH, Germany

4.trials performed:

X yes 0 no If no, justify

1) type of the
medicinal product
registered or planned
for registration

Medicinal product with complete dossier (stand-alone dossier), known
active substance

5. Full name of the
clinical trial, trial
code number

Title: Randomized, open-label, controlled study on the efficacy of
Ciclopoli® (ciclopirox 8% nail lacquer) versus Loceryl® (amorolfine 5%
nail lacquer) on the culture conversion to negative in patients with
onychomycosis

Trial code: PM1125
EudraCT number; 2011-003087-70

6. clinical trial phase

Phase 111

7. Clinical trial period

from 21 Feb 2012 to 27 May 2014

8. Countries where
the clinical trial was
performed

Latvia, Russia




secondary objectives
of the clinical trial

9. Number of planned: 120
[participants actual: 137
10. Aim and The primary objective of the study was to evaluate the efficacy of

Ciclopoli® (ciclopirox 8%, coded as P-305 1) water soluble nail lacquer and
Loceryl® (amorolfine 5%) water insoluble nail lacquer in the conversion to
negative of culture evaluated at week 12.

Secondary objectives:

The secondary objectives of the study were to evaluate the effects of the
IMPs in the following parameters:

12-week study:

* Conversion to negative of culture evaluated at 4 and 8 weeks;

* Conversion to negative of microscopy (KOH), monitored at 4, 8 and 12

weeks;

* Mycological cure (defined as negative KOH microscopy and negative

culture) evaluated at 4, 8 and 12 weeks;

* Determination of nail infected area at weeks 4, 8 and 12 weeks compared
to baseline;

* Determination of growth rate of healthy nail at weeks 4, 8 and 12 weeks;

* Responders rate at week 12, defined as patients with conversion to
negative of culture and of microscopic KOH examination and with
decrease of affected nail area to <10% of total;

* Complete cure rate at week 12, defined as complete replacement of the
alfected nail by new healthy nail, accompanied by conversion to negative
of culture and of microscopic KOH examination);

48-week study:

» Conversion to negative of culture evaluated at 4, 8, 24 and 48 weeks;

* Conversion to negative of microscopy (KOH), monitored at 4, 8, 12, 24
and 48 weeks;

* Mycological cure (defined as negative KOH microscopy and negative
culture) evaluated at 4, 8, 12, 24 and 48 weeks;

* Determination of nail infected area at 4, 8, 12, 24 and 48 weeks compared
to baseline;

* Determination of growth rate of healthy nail at 4, 8, 12, 24 and 48 weeks;

* Responders rate at weeks 12, 24 and 48, defined as patients with
conversion to negative of culture and of microscopic KOH examination
and with decrease of affected nail area to <10% of total;

* Complete cure rate at weeks 12, 24 and 48, defined as complete
replacement of the affected nail by new healthy nail, accompanied by
conversion to negative of culture and of microscopic KOH examination);

* Overall safety and local tolerability.

11. Clinical trial
design

This was a phase III, randomized, open-label, controlled study to evaluate
the conversion to negative of culture, after 12 weeks of treatment with P-
3051 nail lacquer compared to amorolfine 5% nail lacquer.

The study consisted of a screening phase of 4 weeks, a treatment phase of 12
weeks (12-week study) and an active F ollow-up phase of 36 weeks (48-week

study). Five visits were foreseen in all sites (Russia and Latvia): Visit 1 was

g/



the screening visit (-4 or -5 weeks) followed by the randomization Visit 2
(day 0), Visit 3 (4 weeks), Visit 4 (8 weeks) and Visit 5 (12 weeks). The
duration of the whole study per patient was 16-17 weeks. Two additional
visits in the 48-week study (active Follow-up phase) were foreseen in the
Latvian centres at week 24 (Visit 6) and at week 48 (Visit 7). The duration
of the whole study for those patients entering the 48-week study was 52-53
weeks.

12. Main inclusion
criteria

Written informed consent before starting any study related procedures;
patients aged 18 up to 75 years old;

males or females;

patients with established clinical diagnosis of distal sub-ungual
onychomycosis caused by fungal nail pathogens, affecting at least one big
toenail with indication for topical treatment;

percent of infected nail area between 25% and 75%;

patients with both positive KOH and culture for fungal nail pathogens
(dermatophytes, white yeasts and/or Scopulariopsis spp. and/or Fusarium
Spp.) in screening target nail sample.

13. Study drug, dose,
method of
administration,
strength

P-3051 (Onytec 80 mg/g medicated water soluble nail lacquer) applied once
daily to all affected toenails and (if applicable) also to all affected fingernails.

14. Reference drug,
dose, method of
administration,
strength

Amorolfine 5% (Loceryl® nail lacquer) applied twice weekly to all affected
tocnails and (if applicable) also to all affected fingernails.

15. Concomitant
therapy

Patients were not allowed to take any other drugs having anti-fungal activity,
either topical on the affected nail or systemic, during the whole study period.

Systemic  glucocorticosteroids, antimetabolites, immunostimulant or
immunosuppressive agents had not to be given throughout the study, neither
topically (in the nail) nor systemically. However, local treatment of mycoses
developing on other areas of the skin could be applied only once during the
study for short-term treatment (4 weeks).

The use of other medication should have been limited to those that were
essential, provided they did not conflict with the study inclusion/exclusion
criteria. The dosage and treatment regimens of any medication should have
been maintained unchanged throughout the study period. The use of all
medications had to be recorded in the eCRF; generic name should have been
recorded as well as strength, posology, administration route and duration of
therapy.

Use of antibiotics having no anti-fungal activity was allowed.

16. Efficacy
endpoints

Primary efficacy endpoint:
Conversion to negative of culture evaluated at 12 weeks.

Secondary efficacy endpoints:




Secondary Endpoints at 12 weeks
* Conversion to negative of culture evaluated at 4 and 8 weeks;

* Conversion to negative of microscopy (KOH), monitored at 4, 8 and 12
weeks;

* Determination of nail infected area at weeks 4, 8 and 12 weeks compared
to baseline;

*  Determination of growth rate of healthy nail at weeks 4, 8 and 12,

* Responders rate at week 12, defined as patients with conversion to
negative of culture and of microscopic KOH examination and with
decrease of affected nail area to <10% of total;

* Complete cure rate at week 12, defined as complete replacement of the
affected nail by new healthy nail, accompanied by conversion to negative
of culture and of microscopic KOH examination.

Secondary Endpoints at 48 weeks

* Conversion to negative of culture evaluated at 4, 8, 24 and 48 weeks;

*  Conversion to negative of microscopy (KOH), monitored at 4, 8, 12, 24
and 48 weeks;

* Determination of nail infected area at weeks 4, 8, 12, 24 and 48 weeks
compared to baseline;

* Determination of growth rate of healthy nail at weeks 4,8, 12, 24 and 48;

* Responders rate at weeks 12, 24 and 48, defined as patients with
conversion to negative of culture and of microscopic KOH examination
and with decrease of affected nail area to <10% of total;

« Complete cure rate at weeks 12, 24 and 48, defined as complete
replacement of the affected nail by new healthy nail, accompanied by
conversion to negative of culture and of microscopic KOH examination.

17. Safety endpoints

* Adverse events (AEs);
* Local tolerability (skin irritation);

*  Patient’s evaluation of therapy (poor, good, moderate, very good; not
evaluated).

18. Statistical
methods

Sample size

The null hypothesis to be tested was HO: C - ©A <-9.0 (i.e. the success rate
with ciclopirox was not equivalent and was inferior to that with amorolfine)
versus the alternative hypothesis that HI: nC - nA > -9.0 (the success rate was
not inferior), where nC and 7A are the success rates in the ciclopirox and
amorolfine treatment groups, respectively.

It was assumed that the success rate with amorolfine and ciclopirox would be
66% and 80% respectively (8). Thus, assuming that the true difference in
favour of the new treatment would be -14%, 60 patients per group were
required to be 80% sure (power = 80%) that the limit of a one sided 97.5%
confidence interval (or equivalently a 95% two-sided confidence interval)
excluded a difference in favour of the standard treatment of more than -9%.

Calculation based on the formula:
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n = f(a, B) x [s x (100 — rts) + me x (100 —ne)] / (ns — me — d)2

where 7ts and e are the true percent 'success' in the standard and new
(experimental) treatment group respectively,

f(o., B) = [@-1(a) + D-1(B)]2
®-1 is the cumulative distribution function of a standardized normal deviate.

Analysis set

The following populations were considered in the statistical analysis:

* Safety population: all randomized patients who received at least one dose
of the IMP;

* Intention-to-Treat at 12 weeks (ITT 12w) population: all randomized
patients who received at least one dose of the IMP, with baseline
evaluation and with at least one post-baseline efficacy measurement, i.e.
any post-baseline measurement of primary efficacy variable (all centres);

* Intention-to-Treat at 48 weeks (ITT 48w) population: all randomized
patients who received at least one dose of the IMP, with baseline
evaluation and with at least one post-baseline efficacy measurement, i.e.
any post-baseline measurement of primary efficacy variable (Latvian
centre);

* Per Protocol at 12 weeks (PP 12w) population: all patients who completed
the study without any major protocol violation, assessed before locking the
database, and had valid data at baseline and at the end of treatment (all
centres);

* Per Protocol at 48 weeks (PP 48w) population: all patients who completed
the study without any major protocol violation, assessed before locking the
database, and had valid data at baseline and at the end of treatment (Latvian
centre).

The results were presented in form of descriptive statistics, i.e. number of
observation, mean, standard deviation, median, minimum and maximum, for
continuous variables, and frequency distributions (number and percentages)
for categorical variables.

For both P-3051 and amorolfine 5%, the culture conversion to negative after
12 weeks of treatment was assumed 14%. The non-inferiority level was set
at 9%. The statistical significance was evaluated by testing the differences of
the culture conversion to negative under consideration of the no inferiority
border, using a one-sided confidence interval of 2.5% or a two-sided 95%
confidence interval (CI).

If the 95% CI for the treatment effect not only lied entirely above -9.0% but
also above zero then there was evidence of superiority in terms of statistical
significance at the 5% level (P<0.05). In this case the P-value associated with
a test of superiority was calculated.

The z-test was used to assess the difference in proportions of culture
conversion, whether assessed by culture or KOH, between the two treatment
groups at 4, 8 and 12 weeks, and, for the 48-week study, at 24 and 48 weeks.




The difference between treatments for nail infected area at 4, 8 and 12 weeks
and, for the 48-week study, at 24 and 48 wecks, with respect to baseline was
assessed with the Analysis of Covariance (ANCOVA). The z-test was used
to assess the difference between the two treatments with respect to the
proportions of responders and the proportion of completed cure cases at week
12 and, for the 48-week study, at 24 and 48 weeks. The difference between
treatments in nail fragility score assessed at 4, 8 and 12 weeks and, for the
48-week study, at 24 and 48 weeks, with respect to baseline was assessed
with the Non Parametric ANCOVA.

The same models were applied on PP population as supportive efficacy
analysis for both aforementioned parameters.

All AEs were coded according to MedDRA dictionary (version 16) and the
incidence rates were tabulated by Preferred Term (PT) and by System Organ
Class (SOC) per each treatment group. Severity and relationship to study
drug were assessed per each event.

The z-test was used to assess the difference in the skin irritation rate as
assessed by the skin irritation test performed throughout the study.

The Chi-Square test was used to assess the patient’s judgment of the therapy.

19. Demographic
parameters of the
studied population
(sex, age, race etc.)

A total of 206 patients were screened for the study and 137 were randomized
to the assigned treatment: 69 patients (50.4% of randomised) were
randomised to receive P-3051 and 68 (49.6%) were randomised to receive
amorolfine 5%. Overall, 120 patients (60 in each group) were randomised in
the Latvian centre and 17 patients were randomised in the Russian centres.
All patients randomised in the Russian centres completed the 12-week
treatment period only and did not continue the study after week 12. All
randomised patients in the Latvian centre completed the overall 48-week
treatment period.

Table 1: demographic data of patients (ITT 12-wk population).

P-3051 Amorolfine Total
(N=69) 5% (N=137)
(N=68)
Mean 51.64 52.91 52.27
s |1130|  |13.07 12.18
Age, years -M_ec-l-ianir 775‘;(]_ 756.0 e 56.0 RN
Min 24 20 1 20
Max 76 |72 76 |
Gender, N |Male 13 [ 188 | 14 [ 206 | 27 | 19.7
(%) Female 56 | 812 | 54 | 79.4 | 110 | 80.3
Ethnic Caucasian 69 |100.0( 67 |100.0| 137 |[100.0
origin 0 0 0

 al



20. Effectiveness
results

Primary end-point: conversion to negative of culture evaluated at 12
weeks

[TT 12w population

At week 12, conversion to negative of cultures was observed in 54 patients
(78.3%) in the P-3051 group and in 44 (64.7%) in the amorolfine 5% group.
The difference between the P-3051 group and the amorolfine 5% group was
equal to 0.136. The 95% CI of the difference between groups was -0.014 to
0.285, and lied entirely above the pre-specified limit of -9%, thus showing that
P-3051 was not inferior to amorolfine 5%. The difference between groups was
not statistically significant (P = 0.079).

PP 12w population

At week 12, conversion to negative of cultures was observed in 51 patients
(79.7%) in the P-3051 group and in 43 (64.2%) in the amorolfine 5% group.
The difference between the P-3051 group and the amorolfine 5% group was
equal to 0.155. The 95% CI of the difference between groups was 0.004 to
0.306, and lied entirely above the pre-specified limit of -9%, thus showing that
P-3051 was not inferior to amorolfine 5%. In addition, the difference between
groups was statistically significant (P = 0.049), in favour of the P-3051 group.

Main Secondary endpoints

Conversion to negative of culture evaluated at the other time-points

[TT 12w population

The conversion to negative of cultures at week 4 was observed in 12 patients
(17.4%) in the P-3051 group and in 7 (10.3%) in the amorolfine 5% group
(N.8., P=10.229).

At week 8, conversion to negative of cultures was observed in 25 patients
(36.2%) in the P-3051 group and in 9 (13.2%) in the amorolfine 5% group.
The difference between the P-3051 group and the amorolfine 5% group was
equal to 0.230 and the 95% CI of the difference between groups was 0.091 to
0.369, thus showing that the difference between groups was statistically
significant (P = 0.002), in favour of the P-3051 group.

ITT 48w population

At week 24, conversion to negative of cultures was observed in all 59 patients
(98.3%) in the P-3051 group and in 52 (86.7%) in the amorolfine 5% group.

At week 48, conversion to negative of cultures was observed in all 60 patients
(100.0%) in the P-3051 group and in 49 (81.7%) in the amorolfine 5% group.

The comparison between groups at week 48 showed that the difference
between the P-3051 group and the amorolfine 5% group was equal to 0.183.
The 95% CI of the difference was 0.085 to 0.281, thus showing that the
difference between groups was statistically significant (P = 0.001), in favour
of the P-3051 group. Statistically significant differences between groups, in
favour of the P-3051 group, were also observed at week 8 (P <0.001) and at

week 24 (P = 0.015).




P population

The results in the PP 12w and in the PP 48w population were consistent with
those observed in the respective ITT populations.

Conversion to negative of microscopy (KOH)

UTT 12w population

At week 8, conversion to negative of microscopy (KOH) was observed in 18
patients (26.1%) in the P-3051 group and in 2 (2.9%) in the amorolfine 5%
group. The difference between the P-3051 group and the amorolfine 5% group
was equal to 0.231. The 95% CI of the difference between groups was 0.120
to 0.343, thus showing that the difference between groups was statistically
significant (P = 0.0001), in favour of the P-3051 group.

At week 12, conversion to negative of microscopy (KOH) was observed in 44
patients (63.8%) in the P-3051 group and in 37 (54.4%) in the amorolfine 5%
group (N.S., P =0.265).

[TT 48w population

At week 48, conversion to negative of microscopy (KOH) was observed in all
60 patients (100.0%) in the P-3051 group and in 53 (88.3%) in the amorolfine
5% group. The proportion of patients with conversion to negative of
microscopy (KOH) was also higher in the P-3051 group than in the amorolfine
5% group at week 8, 12 and 24 (98.3% of P-3051 vs 86.7% of amorolfine 5%).

The comparison between groups at week 48 showed that the difference
between the P-3051 group and the amorolfine 5% group was equal to 0.117.
The 95% CI of the difference between groups was 0.035 to 0.198, thus
showing that the difference between groups was statistically significant (P =
0.006), in favour of the P-3051 group. Statistically significant differences
between groups, in favour of the P-3051 group, were also observed at week 8
(P <0.0001) and week 24 (P = 0.015).

PP population

The results in the PP 12w and in the PP 48w population were consistent with
those observed in the respective ITT populations.

Mycological cure

TT 12w population

At week 8, mycological cure was observed in 18 patients (26.1%) in the P-
3051 group and in 1 (1.5%) in the amorolfine 5% group. The difference
between the P-3051 group and the amorolfine 5% group was equal to 0.246.
The 95% CI of the difference between groups was 0.139 to 0.354, thus
showing that the difference between groups was statistically significant (P <
0.0001), in favour of the P-3051 group.

At week 12, mycological cure was observed in 45 patients (65.2%) in the P-
3051 group and in 36 (52.9%) in the amorolfine 5% group (N.S., P = 0.144).

ITT 48w population




At week 48, mycological cure was observed in all 60 patients (100.0%) in the
P-3051 group and in 49 (81.7%) in the amorolfine 5% group. The proportion
of patients who achieved mycological cure was also higher in the P-3051
group than in the amorolfine 5% group at week 8, 12 and 24 (96.7% of P-3051
vs. 86.7 of amorolfine 5%).

The comparison between groups at week 48 showed that the difference
between the P-3051 group and the amorolfine 5% group was equal to 0.183.
The 95% CI of the difference between groups was 0.085 to 0.281, thus
showing that the difference between groups was statistically significant (P <
0.001), in favour of the P-3051 group. Statistically significant differences
between groups, in favour of the P-3051 group, were also observed at week 8
(P <0.0001) and week 24 (P = 0.047).

PP population

The results in the PP 12w and in the PP 48w population were consistent with
those observed in the respective ITT populations. However, the difference
between groups at week 24 was not statistically significant.

Responders rate

[TT 48w population

Response at week 24 was observed in 24 patients (40.0%) in the P-3051 group
and in 16 (26.7%) in the amorolfine 5% group (N.S., P =0.121).

Response at week 48 was observed in 35 patients (58.3%) in the P-3051 group
and in 16 (26.7%) in the amorolfine 5% group. The difference between the P-
3051 group and the amorolfine 5% group was equal to 0.317. The 95% CI of
the difference between groups was 0.149 to 0.484, thus showing that the
difference between groups was statistically significant P < 0.001), in favour of
the P-3051 group.

PP population

The results in the PP 12w and in the PP 48w population were consistent with
those observed in the respective ITT populations. Furthermore, a statistically

significant difference between groups, in favour of the P-3051 group, was also
observed at week 24 (P = 0.038).

Complete cure
[TT 48w population

Complete cure at week 24 was observed in 9 patients (15.0%) in the P-3051
group and in 6 (10.0%) in the amorolfine 5% group. (difference not
significant, P = 0.408).

Complete cure at week 48 was observed in 21 patients (35.0%) in the P-3051
group and in 7 (11.7%) in the amorolfine 5% group. (P < 0.001, in favour of
the P-3051 group).

PP population

The results were consistent with those observed in the ITT population.
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The results of the other secondary efficacy variables of the study (nail infected
area, growth rate of healthy nail area and brittle nail evaluation of the target
big toenail) showed improvements from baseline to week 12 (ITT 12w
population) and to week 48 (ITT 48w population) in both treatment groups,
and the comparisons between groups did not show statistically significant
differences.

21. Safety results

Adverse events

The rate of patients with treatment emergent adverse events (TEAEs) was
similar in the P-3051 group (22 patients, 31.9%: 24 TEAEs in total) and in the
amorolfine 5% group (23 patients, 33.8%; 34 TEAEs in total). None of
patients in both groups had SAEs, AEs of severe intensity, treatment-related
AEs or AEs that led to definite discontinuation of the IMP. One patient (1.4%)
in the P-3051 group temporarily discontinued the IMP due to AEs. Headache,
with 8 patients (34.8%) in the P-3051 group and 11 (36.7%) in the amorolfine
5% group, was the most commonly reported AE by PT.

Local tolerability (skin irritation)

The number of cases with irritation was 10 (2.06% of total number of nails
with evidence of onychomycosis) in the P-3051 group and 6 (1.12%) in the
amorolfine 5% group. The comparison between groups did not show
statistically significant differences (P = 0.230).

22. Conclusion (final
conclusions)

The primary objective of this phase III study was to evaluate the kinetic of
culture conversion to negative of ciclopirox 8% HPCH administered daily
compared to amorolfine administered twice a week in patients affected by
mild-to moderate, distal sub-ungual onychomycosis of the toenails in a 3-
month treatment course.

A total of 137 patients were randomized to the assigned treatment: 69 (50.4%
of randomised) were randomised to receive P-3051 and 68 (49.6%) were
randomised to receive amorolfine 5% (ITT 12w population). Overall, 120
patients (60 in each group) that continued and completed treatment for 48
weeks were randomised in the Latvian centre (ITT 48w population).
Seventeen patients who did not continue the study after 12 weeks (completed
by all patients) were randomised in the Russian centres.

All randomised patients in both groups regularly completed the study, and
were included in both the safety and the ITT 12w population.

The two treatment groups were well matched for the demographic and other
baseline parameters.

The study met its primary objective: in fact, in the ITT 12w population, the
rate of patients having a conversion to negative of the fungal culture was not
inferior with test compared to reference treatment. Furthermore, a statistical
superiority (P = 0.002) was present already after 8 weeks of treatment with P-
3051 (Ciclopoli® nail lacquer) in comparison to amorolfine 5% (Loceryl®
nail lacquer), showing an earlier and faster effect on nail pathogen eradication.
Consistent with the ITT 12w population, in the PP 12w population the
conversion to negative of cultures was statistically significant after 12 weeks

(P = 0.049) in P-3051 treatment group in comparison to amorolfine 5% arm.
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The statistical superiority was already shown after 8 weeks of treatment (P=
0.002) consistent with the ITT 12w population.

The results at week 48 in the ITT 48w population, showed that conversion to
negative of cultures was sustained up to the end of the 48-week treatment
period. All 60 patients (100.0%) in the P-3051 group and 49 patients (81.7%)
in the amorolfine 5% group achieved conversion to negative of cultures. The
difference between groups was statistically significant (P = 0.001).
Statistically significant differences between groups, in favour of the P-3051
group, were also observed in the ITT 48w population at week 8 (P < 0.001)
and at week 24 (P = 0.015). The same results were observed in the PP 48w
population.

The secondary objectives of the study confirmed the better performance of P-
3051 compared to amorolfine nail lacquer in the treatment of onychomycosis.

Complete cure rate in the ITT 48w population, was statistically significant
between P-3051 and amorolfine 5% (P <0.001). It was achieved in 21 patients
(35.0%) in the P-3051 group and in 7 (11.7%) in the amorolfine 5% group.

A statistical superiority between P-3051 and amorolfine 5% was achieved also
in the responder rate (P < 0.001) after week 48 of treatment. The results
showed that response was observed in 35 patients (58.3%) in the P-3051 group
and in 16 (26.7%) in the amorolfine 5% group. No statistical superiority was
observed after 24 weeks of treatment.

More patients in the P-3051 group than in the amorolfine 5% group had
conversion to negative of microscopy (KOH) at all time points. At week 12
(ITT 12w population), conversion to negative of microscopy (KOH) in the
ITT 12w population was observed in 44 patients (63.8%) in the P-3051 group
and in 37 (54.4%) in the amorolfine 5% group. Statistically significant
differences between groups (ITT 12w and PP 12w population) were observed
at week 8, in favour of the P-3051 group (P = 0.0001), as well as statistically
significant differences between groups, in favour of the P-3051 group, were
also observed at week 24 (P = 0.015) and at week 48 (P = 0.006) in the ITT
48w population, in favour of the P-3051 group. The same results were
observed in the PP 48w population.

Consistent with the results of conversion to negative of microscopy (KOH)
more patients in the P-3051 group than in the amorolfine 5% group had
mycological cure. At week 12, mycological cure in the ITT 12w population
was observed in 45 patients (65.2%) in the P-3051 group and in 36 (52.9%) in
the amorolfine 5% group. A statistically significant differences between
groups (ITT 12w and PP 12w population) were observed at week 8, in favour
of the P-3051 group (P < 0.0001). Similarly, the results in the ITT 48w
population confirmed the statistically significant difference, in favour of the
P-3051 group, at both week 24 (P = 0.047) and at week 48 (P <0.001), which
was also reported in the PP 48w population.

The results in the PP 12w and in the PP 48w population were consistent with
those observed in the respective ITT populations.

Both treatments were safe and well tolerated, as a result of the negligible
exposure following the topical application.




The rate of patients with TEAEs was similar in the P-3051 group (22 patients,
31.9%; 24 TEAEs in total) and in the amorolfine 5% group (23 patients,
33.8%; 34 TEAE:S in total). None of patients in both groups had SAEs, AEs of
severe intensity, treatment-related AEs or AEs that led to definite
discontinuation of the IMP. One patient (1.5%) in the P-3051 group temporary
discontinued the IMP due to AEs. Furthermore, very few cases in both groups
showed evidence of skin surrounding treated nails irritation at the post-
baseline visits.

In conclusion, the results of the study showed that:

* The study has attained its primary objective, i.e. P-3051 after 12 weeks of
treatment was not inferior to amorolfine 5% in the culture conversion to
negative. Moreover, a statistical significant superiority was observed after 8
weeks of treatment in favour of P-3051, showing a faster effect on nail
pathogen eradication. The results of secondary endpoints in the ITT 48w
population showed a statistical superiority both in the responder rate
(P<0.001) and in complete cure rate (P<0.001)

* In ITT 48w population, the mycological cure was achieved in all patients
treated with P-3051 (100.0%) compared to amorolfine 5% (P<0.001). The
superiority of P-3051 versus amorolfine 5% was already evident after 24
weeks of treatment (P<0.05).

* Improvements in both groups were observed for nail infected area, growth
rate of healthy nail area and brittle nail evaluation of the target big toenail,
without statistically significant differences between groups.

* Both P-3051 and amorolfine 5% were well tolerated in terms of local and
general adverse reactions.

The study shows that already after a 12-week daily treatment with P-3051, the
rate of patients having a conversion to negative of the fungal culture is
statistically superior in comparison to the twice weekly amorolfine 5% group,
in mild-to-moderate onychomycotic patients. Moreover, P-3051 superiority,
already evident after an 8-week treatment, showed an earlier and faster effect
on nail pathogen eradication, in comparison to amorolfine. Furthermore, the
effects of treatment with P-3051 were sustained and even increased after 48
weeks of treatment. P-3051 had already showed superiority versus the old
formulation of ciclopirox 8% nail lacquer: considering the statistical
superiority of P-3051 achieved also in this comparative study vs amorolfine
5%, P-3051 can be considered the most effective topical product available in
Europe for the treatment of mild to moderate onychomycosis.

Applicant (marketing
authorization holder)

Polichem S.A.

——ee

Jordi Galvéan "
Global Medical Lead
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Honatok 30

1o Iopsinky npoBeeH s eKCriepTH3H
peecTpauiiHKX MaTepianis Ha JTikapchki
3aCO0H, 1O NO/IAKOTECS Ha JIepyKaBHY
peecTpauiio (riepepeecTpaitio), a Takos
eKCIIEPTH3H MaTepialliB po BHECCHHS 3MiH

A0 peecTpauifH1X MaTepialiB NPOTATOM Jii

peecTpauiiHoro nocsiayenna (myHkr 4
pozainy IV)

3BIT

npo KiIiHiYHe BUnpodyBanus “PM1125”
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]
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1. Haspa nikapcbkoro OHITEK®, nax st Hirris nikyeansHuid, 80 mr/r

3acoly

(3a HasBHOCTI - HOMEp C . s g _
" HHOHIMH, BHKOPHCTaHI M1 Yac po3po6KH J1IKapChKOro 3acoby:

perEIpaliiiom P-3051, Huknonosi

MOCBIYEHHS)

2. 3asBHUK [onikem C.A., Jliokcembypr

3. Bupobuux AJIBOACII'MA C.ILA., Itanis;

AJIMIPAJLIT XEPMAJI I'm6X, Himeuuuna

4. lpoeaei
JIOCIIIKEHHS:

X Tak O Hi

Hxwo Hi, 06rpyHTYBaTH

1) Tun nikapebkoro 3acoby,
3a AKMM NpoBoAMIIacs abo
IJTAHYETBCS PEECTpALLis

Jlikapcbkuit 3aci6 3a IOBHUM J0Che (aBTOHOMHE [I0ChE), BiJIOMA JIif0Ya peuoBHHA

5. IToBHa Ha3ga KiHIYHOrO
BHIIPOOYBaHHS, KOJIOBAHHI
HOMep KiHIYHOro
BUIPOOYBaHHS

Hasga:  Pandomizosane eioxpume  xowmponsosane Oociioocenns eghexmugnocmi
JKapcekux 3acobie Luxnononi® (yuxnonipoxe, 8 % aax ons Hiemie) ma Jloyepun®
(amopongin, 5 % nax ons nizmia) wooo KOHBEpCIl pe3ynemamic nociey na nezamusmi y

RAYicHmMIE 3 OHIXOMIKO30M
Koa nocnimkenns: PM1125
Howmep y 6a3i nanux EudraCT: 2011-003087-70

6. Maza KiHi4YHOrO
BHIIPOOYBaHHS

daza 111

7. Tlepion npoBeeHHs
KJTIHIYHOrO BUNpoGyBaHHs

321 motoro 2012 poky no 27 tpagus 2014 POKy

8. Kpainu, ne nposoausocs
KJIiHIYHe BHTIPOOYBaHHA

Jlarsig, Pocis

Wz
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9. KinbkicTh
JLOCJIPKY BAaHHX

3amadosasa: 120
taktuaHo: 137

10. MeTa Ta BTOpHHHI
UiTI KITHIYHOTO
BUTIPOOYBAHHS

IlepeHHHA MeTa OCHIIKEHHS — OLIHMTH e()eKTUBHICTh PO3UMHHOIO Y BOI NAKy s
irtis Huknononi® (umionipoke 8 %, kog P-3051) Ta HeposuMHHOTO Y BOJI JIaKky JU1s
Hirris Jlouepun® (amopondidH 5 %) y KoHBepcii pe3y/nbTaTiB MOCIBY Ha HeraTHBHI,
ouiHeHol Ha THKHI 12.

Bropuuwui wisni:

BropunHi wini gocnimkeHHs — OLHMTH BIUTHE JOCITIZKYBAHHX JIIKAPCHKHX 3aco0iB
([V13) 3a TakuMK niapaMeTpamMu:

12-mudicrese QoCiONCeHH:

» KoHnBepcis pe3y/bTariB [OCIBY Ha HEraTUBHI, OL(HEHA HA THXKHAX 4 Ta 8;

» KoHBepcia pe3ynbTaTiE MIKpPOCKOMIYHMX AOciukenb Ha HerathBHi (KOH),
olliHeHa Ha THKHaX 4, 8 ta 12;

o MikosioriyHe  BuiKyBaHHS  (BM3HAYa€ThCS K HEraTHBHME  pe3ysibTar
MikpockomiuHoro aocnipkerns KOH ta nociBy), owinene Ha Twskusx 4, 8 ta 12;

o Busnauenns zapaxkeHoi HinsHKM Hirts Ha TwkHAX 4, 8§ Ta 12 nopiBHAHO 3
BUXiIHUM PiBHEM;

»  BusHaueHHs MIBMAKOCTI pOCTY 3/I0POBOrO HIrTs Ha THxKHAX 4, 8 Ta 12;

o UacTka nauieHTiB, SIKi BIAMOBUTH Ha JIKYBaHHA HA TIKHI 12, BM3HAYeHA SK
TMALIEHTH 3 KOHBEPCIEI0 pe3yJIbTaTiB MOCIBY Ta MIKPOCKOMIYHOIO JOC/iIKEHHS
KOH Ha HeraTHBHI Ta 3i 3MEHILUEHHSIM ypakeHol ruiomti Hirts go < 10 % Bin
3arajibHofl,

» PiBeHb NMOBHOrO BUIIIKYBaHHS Ha THXKHI 12, 1110 BU3HAYac€ThCA AK MOBHA 3aMiHa
YPaXKeHOro HIrTs HOBMM 3/I0POBHM HIiITeM, IO CYNPOBOLKYETbCA KOHBEPCIEHO
pe3yNbpTATIB Ky/IbTYpH Ta Mikpockoniynoro gocnimkxenHs KOH Ha HeraTusHi);

48-mudicrege docniddcenmsi:

« Kougepcis pe3yJ'H>TaT1B MOCiBy Ha HETATHEHI, outHeHa Ha TxHsx 4, 8, 24 ta 48;

. Komaepcm pe3yJbTaTIE MIKpPOCKOMYHMX Jociiukeds Ha HeratusHi (KOH),
owiHeHa Ha THKHAX 4, 8, 12, 24 1a 48;

o Mikonoriyne BumiKyBaHHsS (BM3HAYAETBHCS K  HETAaTMBHUM  pe3yJsibTar
MikpockoniuHoro aoctimkends KOH Ta nociBy), olliHeHe Ha Txusx 4, 8, 12, 24
Ta 48;

*  Busnauenns 3apaskeHol QUISHKM HIrTS Ha TwkHAX 4, 8, 12, 24 Ta 48 nopieHsHO 3
BUXIIHUM piBHEM;

»  Bu3HAaueHHs LWIBMIKOCTI POCTY 3/0POBOrO HIrTa Ha TiKHAX 4, 8, 12, 24 Ta 48;

e UYacTka nauieHTiB, fKi BIJANOBUIM Ha JIKyBaHHA Ha TwkHAIX 12, 24 Ta 48,
BHM3HAUY€HA SK MALli€HTH 3 KOHBEPCIEIO PEe3YJIBTATIR MOCIBY Ta MIKPOCKOIIYHOIO
nocnipkends KOH Ha HeraTuBHi Ta 31 3MEHILIEHHAM YpasKeHOT TUIOI HIrTs 10 <
10 % Big 3aransHOT,

o PiBenp noBHOro BHIiKyBaHHS Ha THKHAX 12, 24 Ta 48, M0 BHM3HAYAETBCA SK
TI0BHA 3aMiHa yPayKEHOro HiI'T HOBUM 3[0POBHM HIrTEM, IO CYMPOBOKYETHCS
KOHBEPCIEI0 pe3ybTaTiB KyNBTYpH Ta MikpockoriuHoro mociimkents KOH na
HEraTHUBHI);

e 3aranbHa Oe3rieka Ta MiCLEBa [IEPEHOCHMICTB.

11. JuzaiH )IIHIYHOrO
BUNPOOYBaHHs

Lle Gy/0 panioMi3oBaHe BiaKpHTE, KOHTpOIbORaHe Aocrikerns dasu Il ais ouiHku
KOHBepCil pe3y/bTaTiB MOCIBY Ha HeraTHBHI micis 12 TWKHIB J'lleBaHHH NiKapChKHMH
sacobamu P-3051, nak s Hirtie, Ta amopondin, 5 % nak s lerm,

JocnimkenHs ciiananocs 3 $asu CKpUHIHTY TpUBANicTIO 4 ;['}1 _
TpuBaticTio 12 TiwkHIB (12-THXKHEBE IOC/IIKEHHS) Ta d)a3wamaﬂoro nojans 'mal‘

=l ) {1} kY
CTIOCTEPEIKEHHS  TPHUBATICTIO 36  THXKHIB Ih;keﬂﬂﬁim*‘*
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nepebayeno 'tk BI3UTIB Yy BCIX AOCHIIHMIBKHX naboparopiax (Pocis Ta Jlateis):
Bisur 1 Gys ckpuuinrosum Bisurom (Twknens -4 aGo -5), micns woro CIliTyBag
paizoMizaLtiiinnit Bisut 2 (neds 0), Bisur 3 (twxnens 4), Bisur 4 (Twkiens 8) Ta
BizUTOM 5 (Tikaens 12). TpuBanicts ycboro mociimkeHHs Ha omHOro narienTa
craHoBuna 16-17 Tikuie. JIpa MOATKOBMX BI3WTU B 48-THKHEBOMY JOCTiKeHH]
(akTvBHA (aza TIOAANBLIOrO CHIOCTEpErKeHHs) Oynu nmepenfaveni B naTBifichkux
LeHTpax Ha THXHAX 24 (BisuT 6) Ta 48 (Bisut 7). Tpuasicts YCBOTO JIOCTI/IKEHHS /TS
TALIEHTIB, SIKi B3sSUTH y4acTh y 48-TKHEBOMY JIOCITIKEHH I, CTAHOBHIA 52-53 TIDKHI.

12. OcuoeHi kpurepii
BKJIFOYEHHSA

ITucemosa inhopmosana 3rosa mepen nouatkom Oyab-aKKX MpoLe/yp, MOB’I3aHMX 3
JOCTIIKEHHAM;

nauieHTH y Biui ig 18 no 75 POKiB;

YOJIOBIKM ab0 JKiHKM;

MALUEHTIE 31 BCTAHOBNEHUM KIIHIYHHM JiarHO30M  JAMCTANIBHOTO  Mi[AHIrTBOBOrO
OHIXOMIKO3Y, CIIPHYMHEHOTO FPUOKAMM HIFTiB, 1110 BPa)KatOTh MPHUHAMMHI OJIMH HIrOTh
BEJIMKOTO MAJIbLIs HOTH 3 MOKA3aHHAMM JUISl MiCLIEBOTO JTIKYBAHHS;

BiZICOTOK 3apaykeHOT ruiowi Hirts i 25 % no 75 Yo;

MALIEHTH 3 MO3NTHBHUM pesybratoM KOH Ta nocisom Ha IPUOKORBI 30YIHUKH HIrTiB
(nepmatodith, 6ini apiskmwki Ta/abo Scopulariopsis spp. ta/abo Fusarium spp.) npm
CKPHMHIHTY 3paska LiIbOBOro HirTs.

13. Jocnimkysanuii
JiKapcekuii 3aci6, crnocit
3aCTOCYBAHHS, CHIIa i1

P-3051 (Ouirek, nak ans wirtie nixyeansauii, 80 mr/r (posumnHMit y BOAI)) HAHOCHTH
OIIMH pa3 Ha NIeHb Ha yci ypakeHi HiITi Ha HOTax Ta (3a HeoOXiHOCTI) TakoK Ha Bei
YPaKeHi HIrTi pyk.

14, Tlpenapar
TIOPIBHAHHA, /1034, croci6
3aCTOCYBAHHs, CHNIa Ail

Amopondin 5 % (Jlouepun®, nak A HIrTiB) HAHOCHTH OIHH pa3 Ha JeHb Ha yci
YPa@KeH HirTi Ha Horax Ta (3a HeoOXiIHOCTI) TaKosK Ha BCi ypaxkeHi HirTi pyk.

15.
CynyTns Tepariis

Hauienram Gynu nmporunokasani Gyap-ski imwi NPOTHIPUOKOBI 3acofu, 3 MiclEeBoO
abo CHCTEMHOIO TIEK0 Ha yPaKeHHIi HIroT, MPOTSrOM YChOIo Nepioay A0CTiIKeHHS.

CucremHi  rIOKOKOPTHKOCTEPOTMHM, — aHTHMeTaGONITH. IMyHOCTUMYTIOKO4T 60
IMYHOZIETIPECHBHI 3aCOOM U1 MICLIGBOrO (HIroTs) ab0 CHCTEMHOrO 3acTOCYBaHHs
IPOTHMOKA3aHi NPOTSroM YChoro aociimkenns. [Tpote miciese NiKyBaHHS MIKO3iB, 110
PO3BHBAIOTLCA Ha IHIIMX JiISHKAX IIKIpH, GY/I0 MOKITMBHM JMIIE OIMH pa3 mig vac
KOPOTKOCTPOKOBOI'O JOCIIKEHHS (4 THHI).

3acTocyBaHHs iHLIMX JIIKApCHKUX 3acobiB Mao OyTH obmerxeHo nHiIe Heo6XiHUMH,
32 YMOBH, 1110 BOHH HE Cymnepeyarh KPUTEPIAM BIITIOUCHHSA/BUKITIOYEHHS 1OCTiKEHHS.
HosyBaHHs Ta cXeMM 7liKyBaHHS OYIb-fKMM  3aCOB0M TOBMHHI  3a/lMLIATHCS
HE3MIHHMMH MPOTArOM YCHOrO MePiOy JOCTIKEHHS. 3acTocyBaHHs ycix JixapehKux

3ac00iB HeoOXiiHO peecTpyBatH B elPK; MDKHApOJIHY HEMaTeHTOBAHY HA3BY,

16. Kpurepii ouinku
eeKTUBHOCTI

Ilepeunna Kinnesa Touka edeKTHBHOCTI:
Kongepeist pesynetatis nocisy Ha HeraTBHi, owLineHa Ha Twxni 12,
Bropunni kinnesi touxu edexTHRHOCTI:

Bmopunni kinyeai mouxu na musicri 12
* Komgepceis pesynsTatis nocisy Ha HeraTHBHI, OLineHa Ha THKHAX 4 Ta 8,

* KoHBepcia pesynsraTiB MiKpOCKOMIMHMX AOCTiMKeHs Ha
OLliHeHa Ha TIKHAX 4, § Ta 12;
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BHzHaueHHs 3apaxKeHOT AUTSHKH HIrTs Ha THXKHAX 4, 8 Ta 12 MOpiBHAHO 3 BUXiTHUM
piBHEM;

Bu3HaueHH NIBUIKOCTI pOCTY 310POBOrO HIrTA Ha THKHSIX 4, 8 Ta 12;

YacTKa MalieHTiB, fAKI BIAMOBIIM Ha JiKyBaHHA Ha TebkHi 12, BM3HA4YeHA K
NALIEHTH 3 KOHBEPCI€I0 pe3yJIbTATiB MOCIBY Ta MIKPOCKOMIYHOIO JOCiIMKEHHS
KOH Ha HeratvBHi Ta 3i 3MCHILIEHHAM ypakeHol muomt Hirra o < 10 % Bin
3arajibHofl;

PiBeHb MOBHOrO BHJIIKYBaHHS Ha THKHI 12, 110 BH3HAYAcTLCS SK MOBHA 3amiHa
YPaKEHOrO HIrTsi HOBHM 30POBHM HIITEeM, ILIO CYTIPOBOKYETBCA KOHBEPCIEIO
pe3y/bTaTiB KyJIbTYpH Ta MikpockoniuHoro aochimxkenss KOH Ha neratusHi).

Bmopunni kinyesi mouku na muoicni 48

KoHBepcist pe3y/IbTaTiB MOCIBY Ha HEraTHBHI, OLliHeHa Ha THKHX 4, 8, 24 Ta 48;
Kousepcis pe3y/bTaTiB MiKpocKonivHUX gocizkeHb Ha HeratuHi (KOH), oninena
Ha TIoKHSIX 4, 8, 12, 24 Ta 48;

BuzHaueHHA 3apaskeHOT AUIAHKH HIirta Ha THkHAX 4, 8, 12, 24 ta 48 nopisHsHO 3
BUXiIHUM piBHEM;

Bu3HaueHH WIBUIKOCTI POCTY 30POBOro HirTs Ha THKHAX 4, §, 12, 24 Ta 48;
YacTka MaiieHTIB, AKI BIMOBUIK Ha JIIKyBaHHsA Ha THKHAX 12, 24 Ta 48, Biu3HavueHa
K MALIEHTH 3 KOHBEPCIEK Pe3yNBTATIB MOCIBY Ta MIKPOCKOMIYHOTO JOCITIIKEHHS
KOH Ha HeraTMBHI Ta 31 3MEHLICHHAM ypaskeHOI miouli Hirta g0 < 10 % Bin
3arajibHoT; :

PiBeHb MMOBHOrO BHWITIKYBAHHS Ha THXHAX 12, 24 Ta 48, 10 BU3HAYaEThCA AK MOBHA
3aMiHa YpaXKCHOro HirTd HOBMM 3[0POBHM HITTeM, ILIO CYMPOBOJKYETCA
KOHBEPCIEIO pe3yJIbTaTiB KyJBTYpHU Ta MikpockomiuHoro mocnivkenHs KOH na
HeraTHBHI).

17. Kpurtepii ouiHku
Oesrieky

Hebaxxaui aepuua (H);

Micuesa nepeHOCHMICTS (MOApa3HEHHS LIKIPH);

Ouinka mauieHToM Tepanii (norano, no0pe, noMmipHo, nayxe nobpe; He
OILIHIOBAIIOCH ).

18. CraTucTHYHI METOAH

Posmip eubipku

Hyneogoto rinorezoro s nepesipky Oyna HO: nC - A < -9,0 (10610 piBeHs ycnixy
TIPH 3aCTOCYBaHHI MKJIOMIPOKCY He OyB eKBIBAIGHTHUM Ta OyB HIXKYMM 3a TAKHH NpH
3aCTOCYBaHHI aMOpoIIhiHy) MOPIBHIHO 3 AJIbTEPHATHUBHOIO rirnore3o0to0, wo H1: nC - TA
> 9.0 (pieenp ycmixy 6ye He ripumm), ae nC Ta wA € piIBHAMH YCOIXY y rpynax
LMKJIONIPOKCY Ta aMOposi(iHy BIAMOBIIHO.

[Nepenbauanocs, wo piBeHs ycrixy amopondidy Ta MKIONIPOKCY cTaHOBHUTHME 66 %0
Ta 80 % BinnoigHo (8). Taxum 4MHOM, SKILO NPUITYCTHUTH, 110 (hAKTHYHA Pi3HULIL HA
KOPHMCTb HOBOTO JTiKyBaHHs CTaHOBHTHME -14 %, 60 nauientis Ha rpyry Maau GyTH Ha
80 % BneBHeHi (noTy:xkHicTE = 80 %), 110 Mexka ogHOCTOPOHHBOTO 97,5 % MoBipyOro
inrepaty (abo ananoriuHo 95 % IBOCTOPOHHBLOIO 110Bipt{0ro IHTepPBAaJy) BUK/IIOYAE
PI3HMIIO HA KOPHUCTB CTAHAPTHOTO JTiKyBaHHs Oiiblie Hixk Ha -9 %.
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Pospaxynox 3a ¢opmyitoro:

n=f{a, ) x [x (100 - nts) + me x (100 - ne)] / (ns — me - d)2

fle s Ta me € (AKTHYHMM BIICOTKOM «yCHiXy» Y CTaHJApTHIH Ta HOBIH
(ekcriepuMeHTanbHIi) rpyni miKyBaHHs BiANOBiAHO,

f{a, B) = [@-1(a) + ®-1 (B)]2

@ -1 — inTerpanbHa yHKIIS PO3NOALNY CTAHIAPTH30BAHOTO HOPMA/IBHOT'O BIAXHIEHHS!.
Amnanizosana subipka

Y CTaTHCTHYHOMY aHai3i po3risaanucs Taki nomyssuif:

* Tornyssuin 6esnexu: yci pannomizoBani nauieHTy, sii OTPHMAa/IM MPUHAHMHI OZIHY
nosy JJ13;

* llonysawis nauieHTis, BKIKOYEHHX 10 JOCTIIKEHHS Ha THKHI 12 (IMTIBJ, T12): yci
PaHIOMi30BaHi MAUieHTH, sIKi OTpUMaTH MpUHANMHI onHy mosy JJI3, 3 ouinkoro
BUXITHOTO PIBHS Ta 3 MpHHAAMHI OIHUM BUMIPIOBAHHAM e()eKTHBHOCTI Bin
BUXITHOTO  piBHA, TOOTO Gyab-AKHM BUMIDIOBAHHSM  3MIiHHOT — MEepBHHHOT
edexTHBHOCTI (yCi UEHTpH);

* llonynsauis namientis, BRTOYSHHX [0 JOCTIMKEHHS HA THKHI 48 (TIIBJT 148): yci
PaHIOMI30BaHi NAUieHTH, SKi OTPUMaNH NPHUHANMEH oany nosy JUI3, 3 owinkoro
BUXIIHOTO pIBHS Ta 3 NPUHANMHI OmHMM BUMIDIOBAaHHAM e(eKTHBHOCTI Bij
BUXITHOTO  piBHS, TOBTO Oyab-KHM BUMIDIOBAHHAM ~ 3MiHHOT ~ MepBHHHOL
edexruBHOCTI (yci LEHTPH);

* Ilporokombha nmomymsiuis Ha Twkni 12 (ITI1 T12): yei nauientn, siki 3aBepimiu
AocpKeHHs 6e3 cepHO3HMX BiIXHIIEHD Bij MPOTOKOJTY, OLIHEHI Mepe/ 3aKpUTTIM
Gasu nammx, AKki ManM gificHi gami Ha NOYaTKy Ta HANpHKIHLI JiiKyBaHHs (yci
LIEHTPH);

* llporokonbha nomynsiuis Ha Twkni 48 (TT11 T48): yei nauieHTH, siki 3aBepiimmm
JOC/IIKeHHs 6e3 Cepio3HUX BifXHIIEHb Bin MPOTOKOITY, OLIHEHI Nepe 3aKPUTTAM
Gasn mammx, ki Manm AificHi madi Ha nowatky Ta HaIPUKIHLG  JIKYBaHHs
(naTBificbkuit LeHTp).

Pesynbratn Gynu npencrasneni y ¢opmi onmcosoi CTaTUCTHKH, TOOTO KiNBKOCTI

CTOCTEPEHCHD,  CEPE[HbOrO  3HAYEHHS, CTAHJIAPTHOTO  BiAXWIGHHS, Me/liaHHu,

MIHIMaJILHOTO Ta MAKCHMMANBHOIO 3HAYEHHS A OesnepepBHUX 3MIHHMX, a4 TAKOK

po3roainy yacToT (KibKicTh Ta BicoTKM) WS KaTeropialbHUX 3MiHHHX.

Ak ans P-3051, Tak i ans amopondiny 5 %, KOHBEPCiA pe3y/bTaTiB MociBy Ha
HeraTWBHI nicns 12 TwkHIB JikyBawHs cTaHoBuna 14 %. PipeHb He MeHWIOf
e(eKTHBHOCTI BCTAHOBWIM Ha pieHi 9 %. CraTMcTHYHY 3HAYYILICTB OLHIOBAIHM
LIXOM NEPEBIPKM Pi3HULLI KOHBEpCii pe3yNLTaTis MOciBy Ha HeraTHBHi 3 YpPaxyBaHHSM
MEXi He MEHIIO! eeKTHBHOCTI, BHKOPHCTOBYIOUH OJIHOCTOPOHHIH JOBipumii iHTepBan
2,5 % abo peocToponiit 95 % nosipuwii inrepsan (D).

Axwo 95 % JII s edekty NiKyBaHHS He TUTBKM OBHICTIO niepesuutyrae -9,0 %, ane i
Oys BuIE Hy1s, TOmi OYyAM [0KA3u GUIBLIOL edextusHocTi P-3051 mopiBmsanO 3
CTATIOHHUM 3 TOYKH 30py CTATMCTHYHOI 3Ha4yLIOCTi Ha piHi 5 % (P < 0,05). ¥V upomy
BUNaAKy Oyno po3paxoBaHo P-3navenns, mnor’ssane 3 BUNPOOYBAHHAM GinbILOT
e(peKTHBHOCTI.
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PisHMio MK TiKyBaHHAM 3apaykeHOl AULAHKH HIrTs Ha TikHAX 4, 8 Ta 12 Ta, ajs
48-THKHEBOTO JOCHIIPKEHHS!, HA THXKHSX 24 Ta 48, 111010 BUXIIHOIO PIBHS OLIHKOBAIU
3a jomnomororo KosapiauiiiHoro ananisy (ANCOVA). Z-TecT BUKOPHCTOBYBATH U1
OLIHKHM Pi3HMIII MK [IBOMAa METOJAMH JKYBaHHS IIOAO MPOIMOPLIl MALIEHTIB, SAKi
BIZIMOBLTH HA JIIKYBAHHA, TA MPOTOPLLT BUNAIKIB TOBHOrO BUITIKYRAHHS HA TIDKHI 12
Ta, Wi 48-THKHEBOIO A0CHILKEHHA, Ha THAKHAX 24 Ta 48. Pi3HUIO MiX JiKyBaHHAM
YYTJAMBOCTI HIrTiB, oLiHeHOi Ha TwKHAX 4, 8 Ta 12 Ta, ana 48-TikHeBoro
JOCTIDKEHHS, Ha THXHAX 24 Ta 48, 111010 BUXIAHOrO PiBHS OLIHIOBAJIM 33 JIOIOMOI0I0
HenapameTpuuHoro ANCOVA,

Ti cami Mozeni 3acrocoByBanu 10 I1I1 B sKoCTi AONOMIKHOrO aHai3y epeKTUBHOCTI
U1 060X BHILE3raaHHX TapaMeTpiB.

Yei HS Oynu 3akogoeani BianorinHo 10 cnosHuka MedDRA (repcis 16), a
koedilieHTH 4YacToTH 3axBoproBaHocTi Oynu 3BeneHi y Tabnuo 3a GaxkaHMM
tepmitoM (BT) Ta xiacom cucrem opranis (KCO) mis xoxHOT rpynH NiKyBaHHS.
TspKKicTb Ta 3B 430K i3 JOCHiLKYBaHUM 3acO00M OLIIHIOBAIM U1 KOXHOIO SIBUILA.
Z-TeCcT BHKOPHCTOBYBATM JUIA OLUHKH pi3HMLI Y pIBHI MOJApa3sHEHHs WIKIpH 3a
ZIOTIOMOTOK0  BUMpOOYBaHHS HAa MOJPA3HEHHs IIKIPH, SKUH TMPOBOAMIM MPOTArOM
YCBOI'0 JHOCTIPKEHHS. ‘

Tect Xi-KBafipaT BUKOPUCTOBYBAIIH U181 OLIHKM NALLIEHTOM TEpaItii.

19.

HemorpaiuHi rokazHuKH
J0CJTi/DKYBAHOT MOy s
(ctats, BiK, paca, TOLLO)

Baranom 206 mnauieHTIB MPOMILIM  CKPUHIHC Juis  jochijpkedHs, a 137 Oynu
paHzomizoBati y rpynd JikyBanns: 69 nauientie (50,4 % panpomizoBaHux) OymH
panzomizosani y rpymy P-3051, a 68 (49,6 %) — y rpyny amopondiny 5 %. 3aranom
120 nauientie (60 y koxHiit rpyni) 6yau paHaoMi3oBaHi B 1aTBilicbKoMy LieHTpi Ta 17
naiiedTis GyJM paHIOMi30BaHi B pOCiHCEKHX LeHTpax. Yci NalieHTH, paHa0Mi30BaHi B
POCIMCHKMX IIEHTpax, 3aBepliMIM Juie |2-TIKHEeBWH mNepiof JIKyBaHHA Ta He
NPOMORKYBAIM [OCHiKeHHs micias TwkHs 12. Yci paHIomi3oBaHi mMalieHTH B
NATBiHCHKOMY LIEHTPI 3aBEPILHIIM 3araibHHI 48-THKHEBUH NePiof IIKYBaHHS.

Tatnuus 1: nemorpadiuni nani nauienris (ITTIBJ] T12).

P-3051 Amopoadin 5 Beboro
(N=69) Yo (N=137)
(N=68)
CepenHe 3HayeHHs |51,64 52,91 5227
CB 11,30 13,07 12,18
BIK, poku Meniana 55,0 56,0 56,0
MiH. 24 20 20
Make. 76 72 76
Crarb, N Yomnoeiku 13 18.8 14 20,6 27 19,7
(%) HKinku 56 | 81.2 54 794 | 110 80.3
ETHiuHe IpencraBHukM 69 [100,00 67 |100,0| 137 | 100,00
MOXO/PKEHHS |€BPOIEOIIHOT pacH 0
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20.
Pesynbratu
eheKTHBHOCTI

Ileppunna kinuesa Touka: KOHBepCisi pe3y/IbTATiB NOCIBY HA HeraTHBHI, ominena
Ha THKHI 12

B mi2

Ha mikni 12 koHBepcisn pesynbrati nociey Ha HeraTHHi crioctepiranacs y 54
natienTis (78,3 %) y rpyni P-3051 Ta y 44 (64,7 %) mauientie y rpyni amoposndiny 5
Y. Pisuuua mixk rpynoro P-3051 Tta rpynoio amopondidy 5 % nopisurosana 0,136. 95
0 JII pisHuui Mik rpynamu cranosus Bix -0,014 10 0,285 Ta noeHicTIO nepepuLyBaB
HOMEPEIHLO BCTAHOBJIEHY MEKY B -9 %, TAKMM YHHOM JeMOHCTPYIouH, o P-3051 me
MEHIL epeKTHBHM, HX aMopondin 5 %. Pisnuus mixk rpynamu He 0yna CTaTUCTHYHO
3Hauyworo (P = 0,079).

Himl2

Ha mwxni 12 xomBepcis pesysbratis NOCIBY Ha HEraTHBHi criocTepiramacs y 51
nauientis (79,7 %) y rpymi P-3051 ta y 43 (64,2 %) nauienris y rpyni amopouidiny 5
%. PisHuus mik rpynoto P-3051 Ta rpymoro amopondiny 5 % nopisriosana 0,155. 95
% JII pisuuui Mix rpynamu ctanosus six 0,004 10 0,306 Ta moBHicTIO NepepuiIyBaB
MOTIEPEAHBO BCTAHOBIEHY MEKY B -9 %, TaKHM YHHOM JeMOHCTpyIouH, mo P-3051 ne
MeHII eeKTHBHMH, HiK amopondin 5 %. Kpim Toro, Pi3HMLUS MDK rpynamu Gyma
CTaTHCTUYHO 3Ha4Y1Ot0 (P = 0,049) na kopucts rpymu P-3051.

OcnoBui BTopunni Kinuesi Touxu
Kougepcis pesysnbraris nocipy Ha HeraTHBHi B iHIIi MOMEHTH yacy
LB/ mi2

Kongepcis pesynbraris nociy Ha HeraTHsui Ha THKHI 4 crocrepiranacs y 12 nanientis
(17,4 %) y rpymi P-3051 ta y 7 (10,3 %) nauientis y rpyni amopondiny 5 %
(BiacyTHicTs cyTTEBOT pishuui, P = 0,229).

Ha Tini 8 komBepeis pesynbratis nocisy Ha HeratHsHi criocTepiranacs y 25 nauieHris
(36,2 %) y rpyni P-3051 ta 'y 9 (13,2 %) nauienrip y rpymi amopondiny 5 %. PizHuus
mik rpymoto P-3051 Ta rpynoio amopondiny 5 % nopiemopana 0,230, a 95 % Al
pisHMUi Mk rpynamu cranosuB i 0,091 0 0,369, Takkm unHOM AEMOHCTPYIOUH, 110
PI3HHLIA MDK rpynamu 6yia CTATHCTHYHO sHadymoro (P = 0,002), Ha kopucts rpymu
P-3051.

TITIBIT m48

Ha Tixni 24 xoueepcis pesyasTatis nociey Ha HeraTHeHi crocTepirajacs B ycix 59
nauientie (98,3 %) y rpyni P-3051 ta y 52 (86,7 %) nauienTiB y rpyni avopondiny 5
%.

Ha mwxni 48 konBepcis pesynbraris MoCciBY Ha HEraTHBHi crioctepiramacs B ycix 60
nauientie (100,0 %) y rpyni P-3051 ta y 49 (81,7 %) nawticHTie y rpyni amoposdiny 5
%. :

[opiBrsanHs Mik rpynamu Ha TxHi 48 nokasano, 1o pisHuus Mixk rpynoro P-3051 Ta
rpymnoio amopoidiny 5 % nopiriosana 0,183. 95 % JII pisnuLi cranoeus Biz 0,085 n0
0,281, TaKHM 4MHOM [EMOHCTPYIOUM, IO PI3HHUS MiK rpynamu 6yna CTaTMCTHYHO
sHauyworo (P = 0,001) na kopucts rpymu P-3051. Cratieriuno 31@%@5;}&
rpynamu Ha KopucTb rpynu P-3051 Takosx crioctepiranmcs na Tuﬁgﬂ;’m '-

24 (P=10,015). 5%

.
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Pesynbratn y III1 112 Ta I1I1 ™8 y3romkyBanucs 3 THMH, sIKI CIIOCTepiraaucs y
signosigaux [TTTB/]1.
Kougepcis pesynsrarie MikpockoniyHoro pociipkents (KOH) Ha HeratupHi.

HIIBH mi?2

Ha twkui 8 KouBepcis pesynbTaTiB Mikpockomniunoro gochimxenHs (KOH) Ha
HeraTuBHi crioctepiranaca y 18 mauientis (26,1 %) y rpyni P-3051 ta y 2 (2,9 %)
naiieHTis y rpyni amopondiny 5 %. Pizuumg Mik rpynowo P-3051 Ta rpynoro
amopondiny S % popisrropana 0,231. 95 % JII pi3HMII MK rpyrnaMu CTaHOBHB Bif
0,120 mo 0,343, TakMM YMHOM OEMOHCTPYIOHYH, LIO PI3HMLA MDK rpynamu Gyna
craticTuuHO 3Hauymowo (P = 0,0001) Ha kopucts rpynu P-3051.

Ha mwkni 12 xoHBepcis pesynbraTie MikpockomiuHoro mocmimkenns (KOH) wa
HeraTHeHi crioctepiranacs y 44 nauienris (63,8 %) y rpyni P-3051 ta y 37 (54.4 %)
MALIEHTIB y TpyII amopondiny 5 % (BincyTHicTs cyTTeBOl pizHuui, P = 0,265).

[IIIBJ] m48

Ha mwkHi 48 koHBepcis pesynbTaTie Mikpockomiudoro pociimpkenHs (KOH) na
HeraTHBHi crioctepiranacs B ycix 60 mauienrie (100,0 %) y rpyni P-3051 ta 'y 53 (88,3
%) nauienTiB y rpymi amopoadiny 5 %. HacTka naiieHTiB i3 KOHBEpCi€lO pe3ysIbTaTiB
mikpockonigHoro gocnimkenns (KOH) Ha HeratueHI Takoxk Oyna BMILOIO B rpymni
P-3051, nixk y rpymi amopondiny 5 % Ha Tiokusx 8, 12 ta 24 (98,3 % nns P-3051 Ta
86,7 % st amopondiny 5 %).

[TopiBHAHHS MK IpyramMu Ha THxkHI 48 mokasano, 1o pisHHLs Mixk rpymoro P-3051 ta
rpynoto amoposdiny 5 % nopisnroBana 0,117. 95 % I pisuuui Mbk rpynamu
cradoeuB Bin 0,035 no 0,198, TakuM UYMHOM JEMOHCTPYIOUM, IO PI3HMLS MiXK
rpynamu Oyna craructnuHo 3Hauymoro (P = 0,006) na xopuers rpymu P-3051.
CTaTHCTMYHO 3HAYYILI PI3HMLI MDK rpyrnaMM Ha Kopucte rpymu P-3051 Taxoxk
crniocrepiranucs Ha THaHAX § (P <0,0001) ta 24 (P =0,015).

man

Pesyabrat y IIIT 112 Ta ITII 148 y3romkyBanucs 3 THMH, SIKI criocTepiraidcs y
signosiguux [TITB]I.

MikoJioriyHe BHIIKYBaHHs

IIIIB)] mi2

Ha mwkui 8 mikonoriuHe BunikyBaHHs crioctepiranocs y 18 mauienti (26,1 %) y
rpymi P-3051 tay 1 (1.5 %) nauienTa y rpyni amopondiny 5 %. Pisuuus Mk rpynoto
P-3051 Ta rpynowo amopondidHy 5 % popieHioBana 0,246. 95 % [l pizHuui Mk
rpynamu crasoBuB Bit 0,139 no 0,354, TakuM YHHOM JEMOHCTPYIOUH, LIO Pi3HHII
MiK rpynamu Oyna ctatieTHyHo 3Haqyioro (P < 0,0001) na kopuets rpynu P-3051.

Ha Tiwxui 12 mikonoriuHe BWIKYBaHHs cniocrepiranocs y 45 nauientis (65,2 %) y
rpyni P-3051 ta y 36 (52,9 %) nauienta y rpyni amopondiny 5 % (Bl,ElCYT‘HICTB
cyTTeRol pizHui, P = 0,144). Gy

Jlgézma :
Irioue 3 OPMrrHAn
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IITTB/] m48

Ha TikHi 48 mikomnoriuHe BHITIKYBaHHs crioctepiranocs B yeix 60 nawientis (100,0 %)
y rpyni P-3051 Ta y 49 (81,7 %) nauientie y rpyni amoponginy 5 %. YacTka
MaUiEHTIB, AKI JOCATIIH MIKOJIOTIYHOIO BHJIIKYBaHHsA, Tako:k Oyna BHILOK B TPy
P-3051, nisk y rpyni amopondiny 5 % na Tiskusx 8, 12 ta 24 (96,7 % mna P-3051 ta
86,7 % nns amopondiny 5 %).

[NopiBHsAHHS Mi rpyrniaMu Ha THKHI 48 nokasano, o pisHuLs Mik rpynoko P-3051 ta
rpynoto amopondiny 5 % nopisuioBana 0,183. 95 % [l pisHuui MDK rpynamu
craHouB Big 0,085 mo 0,281, Takum 4YHHOM neMOHchyrqu, O PI3HHIA MK
rpynamMu Oyna cratuctuaHo 3Haqyinoro (P < 0,001) Ha wopucts rpymm P-3051.
CraTUCTHYHO 3HAYYLLi pi3HMUi MDK TpynamMu Ha kopHucTh rpynud P-3051 Ttakos
crioctepiranncs Ha TikHsxX 8 (P <0,0001) Ta 24 (P = 0,047).

g

Pesynbratu y III1 112 Ta Il T48 ysromkyBamucst 3 THMMHM, sIKi CrOCTepiraaucs y
simnoiauux TTTBJI. Oaxak pisHULS MK rpyriaMy Ha THXKHI 24 He OyJ1a CTaTUCTHYHO
3HAYYILOIO.

YacTka nauieHTIB, KI BIAMOBUIH HA JIIKYBAaHHS
HIIB m48
Bianoeiae Ha TikHI 24 cnioctepiranacs y 24 nauientie (40,0 %) y rpyni P-3051 Ta y

16 (26,7 %) nauienri y rpyni amopondiny 5 % (BiacyTHicte cyTTeBOl pisHuLi, P =
0,121).

Binrnosiae Ha THkHI 48 crioctepiranacs y 35 nauientie (58,3 %) y rpymi P-3051 Ta y
16 (26,7 %) nauientis y rpyni amoponadiny 5 %. Pisnmua mix rpynoto P-3051 Ta
rpynoto amopondiny 5 % nopismioana 0,317. 95 % I pisuuui Mk rpynamu
craoeus Bim 0,149 mo 0,484, TakuM YMHOM [OEMOHCTPYIOYH, LU0 PI3HHMLIA MK
rpynamu Oyna cratuctiuHo 3Haudynow (P < 0,001) Ha kopucts rpynu P-3051.

[

Pesynpratu y II 112 ta T 148 y3romkysaaucs 3 THMH, fKi criocrepiraiaues y
eignoeiguux I1TIB/I. Kpim Toro, cratucTHuHO 3Hadylia pizHULS MDK Ipylamd Ha
KopucTb rpynu P-3051 Takoxk cnoctepiranacs Ha Tukhi 24 (P = 0,038).

[loBHe BUIIKYBaHHS

HIIBI m48

[ToBHe BunikyBaHHsa Ha TikHI 24 cnoctepiranocs y 9 nauentie (15,0 %) y rpymi
P-3051 ta y 6 (10,0 %) nauientis y rpyni amopondiny 5 %. (pi3HuLs He3HauHa, P =
0,408).

IToBHe BuWIiKYBAHHS Ha THxHI 48 crioctepiranocs y 21 mauieHTiB (35.0 %) y rpymi
P-3051 tay 7 (11,7 %) nauienriB y rpyni amopondiny 5 %. (P < 0,001, na kopHeTh
rpymu P-3051).

I11
Pezyneraru BiANOB AN pesynbTaTam, siki crioctepiranucs B TTTIBJL

PesvanaTn HIIHX BTOpHHHHX 3MIHHHX efbeKTuBHOCTl ﬂDCHL[I,}KEHHH (3apa>KeHa
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21. PesynbraTi Gesneku

Hebaxkani semina

Yacrora mauienris i3 HeGaxaHMMM SBMIIAMH, 1O BMHMKIM T 4ac JKYBaHHS
(HABJI), Gyna noai6Hoto B rpyni P-3051 (22 nauientn, 31,9 %; 3arasom 24 HABII)
Ta B rpyni amopondiny 5 % (23 nauicurn, 33,8 %; saranom 34 HSBJI). V somsoro
nauienta B 06ox rpynax e 6yno CHSI, HS tmxxoro crynensa, HS, noe’ssanux 3
nikysaHHsM, abo HSL, siki npusBes 10 0cTaTouHol BimMinm HJI3. Opun nauienr (1,4
%) y rpyni P-3051 THMYacoBO NPUIMHMB 3acTOCYBAHHS JUI3 uepes HL. Tonosuuii
Oinb y 8 nauientis (34,8 %) y rpyni P-3051 Ta 11 (36,7 %) nauieHTiB y rpyi
amopondiny 5 % GyB HAHGUIBIL NOMMPEHHM HeGaXKaHNM SIBULLEM 3riTHO 3 BT.

Micuesa nepeHOCHMICTb (MoapasHeHHs WKipH)

Kinbkics Bunazkie nogpastenns cranopuna 10 (2,06 % Bim 3aranbHOi KUIBKOCT
HIITiB i3 03HaKaMu OHiXOMiko3y) y rpyni P-3051 Ta 6 (1,12 %) y rpyni amoposndiry 5
%. TIOpiBHAHHS MDK IpyraMM He BHMSIBWIO CTATHCTHYHO 3HAUYIUX pisHuLE (P =
0,230).

22,
BricHOBOK (3aKIIO4eHH)

l'onoena mera 1mporo nocrmimkenns ¢asu I — ouinuTH KIHETHKY KOHBepCii
pe3y/IBTaTiB MOCiBY HA HETaTHUBHI MPH ILOJEHHOMY BBEICHHI Lurstomnipokey 8 % IT'X
TMOPIBHAHO 3 aMOPOJI(iHOM, SKMI BROIWIM JBidi HA THIKIECHD y TIALIIEHTIB 13 JIETKHUM
abo MOMIPHMM AMCTAILHMM MiJHIITEOBMM OHIXOMIKO30M HIITIB Ha HOrax I uac
3-MiCAYHOrO Kypey JiKyBaHHS.

3araom 137 nauientiB Oynu  pangomizoBani y Taki rpynd: 69 (504 %
pannomizoBanux) Gymu paHgomisoadi y rpymy P-3051 Ta 68 (49,6 %) Gym
panzomisoBai y rpymy amopoadiny 5 % (ITIBJI T12). 3aranom 120 nauiexris (60 y
KOXHIH Ipyni), sKi NMPOJOBXKYBATH Ta 3aBEpLUNIH JiKyBaHHA NpPOTAroM 48 TivkHis,
Oynn panpomisosani B natsificekomy uentpi (ITTTBJL t48). CiMHaausTh TALIEHTIB, AKi
HE MPONIOBKWIM JOCTLKeHHs Yepe3 12 TikuiB (mpoiiunu Bei marientn), Gynu
PaHIOMi30BaHi B POCIHCHKHX LIEHTpax.

Yei panjomizoBadi naiieHTH B 0GOX pymax MPOHIUIM AOCTImKeHHs Ta Oynu
BKJIIOYEHi SIK y oy isitito Gesnexw, Tak i B [TIIBJ] T12.

JIBi rpynn nikysanus Gynu migiGpani 3a nemorpadiuHHMH Ta iHIIMMM BHXiTHHMH
napaMeTpamMH.

JocnimpKeHHs 10CArI0 CBOEl rOJOBHOT METH: dakruuno, y TIIBJ] T12 wacrora
MALEHTIB, Y SIKUX BHABWIIACS HEraTMBHA IPUOKOBA KyJbTYpa, He nocrynanacs
BUIPOOYBAHHIO MOPIBHAHO 3 ETAIOHHMM JiKyBaHHAM. KpiM TOro, craTMcTHHa
nepesara (P = 0,002) cnocrepiranacs Bke micas 8 TwkwiB sikysanus P-3051
(Huriononi® sak jyis HirTis) nopisusaxo 3 amoposdinom 5 % (Jlouepun® nax ana
HITTIB), 1EMOHCTPYIOUM GifbIl PaHHIO Ta UIBMIILY ePajMKALII0 MATOrEHIB HIrTis.
Bianoeiano no IMIBJT t12, y IIIT T12 kouBepcis pesyssTatis OCIBY HA HEraTHBHI
Oy.a cTaTHCTHYHO 3HauYIIONO Yepes 12 Twknis (P = 0,049) y rpyni P-3051 nopisusno
3 rpynoio amopondidy 5 %. CTarucruuna nmepemara cnocrepiranacs pixke micis 8
THIKHIB JlikyBanus (P = 0,002), mio Bignosinae [IIB T12.

Pesynbrati va Tiokni 48 y [11B/] 748 nokasanm, wo koHBepcis pesy/bTartis rociBy Ha
HeraTupHi 30epiranacs 1o KiHuwa 48-TikHeBoro nepiomy nikysanus. Vei 60 nawieHTis
(100,0 %) y rpyni P-3051 ta 49 nauienris (81,7 %) y rpyni amopondiny 5 % nocsarim
HETaTHBHOTO PE3YNbTaTy MociBy. Pi3HHLA Mik rpynamu Oyna cTaTHchjtiﬂQ) QyLH}O
P=0 001) CTaTHCTH'-IHO 3HaYyIli Pi3HUI MDK rpynaMu Ha KOpPIQTI{ f

K pesynbTatH crioctepiramucs y 111 148.

u/g,hé
3rinHo
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BTOpuHHI 1ii gocmipKeHHs miarBepadiv Kpaity edextueHicts P-3051 nopiBHsSHO 3
aMoposiHOM, JIaK 1S HIITIB, Y JIKYBaHHI OHIXOMIKO3Y.

Pisensn nosuoro suiikysanus y [1ITBJ] 148 6yna cratuctuuno 3Hauyioro Mk P-3051
Ta amopoididom 5 % (P < 0,001). Bianoeixs crioctepiranaca y 21 nauienta (35,0 %)
y rpymi P-3051 tay 7 (11,7 %) nmawienTis y rpymni amopoindidy 5 %o.

Craructuyna nepesara Mbk P-3051 ta amopondinoM 5 % Oyna JocarHyTa TaKOK Y
YaCTL MaLieHTiB, AKi Bianoiin Ha jgikysants (P < 0,001) micns 48 TrkH miKyBaHHS.
PesynbraTi Mokasanw, Mo BiAMoBiae cnioctepiraiacs y 35 nauientis (58,3 %) y rpymi
P-3051 Ta y 16 (26,7 %) nauientie y rpymni amopondiny 5 %. Tlicis 24 TwxHis
JIKYBaHHs HE CIIOCTepiranocs *o/AHoT CTaTHCTHYHOI MEpEeBarH.

V 6inbluoi Kinbkocti naujentis y rpyni P-3051, ik y rpyni amopondiny 5 %,
criocTepiranacs KoHBepcis pesysbrartiB Mikpockoriunoro pocnimkenns (KOH) na
HeraTWBHI B yci MomeHTH uacy. Ha Twkui 12 (TITIBJ] T12) koHBepcis pe3ynbTatie
mikpockoniuHoro gocnimxenns (KOH) y TIIIBJ] T12 na neratusHi crnioctepiranaca y
44 nauientis (63,8 %) y rpyni P-3051 Ta 'y 37 (54,4 %) nauientis y rpyni amoposndiny
5 %. Craructiudo 3Hauymii pisauni mix rpynamu (ITIBJ 112 Tta IIT T12)
crioctepiranics Ha TwkHi 8 Ha kopucts rpymu P-3051 (P = 0,0001), a Takox
CTATMCTMYHO 3Ha4ylli pisHMLI MDK rpynaMd Ha = KopucTh rpymu  P-3051
crioctepiranucs TwkHax 24 (P = 0,015) ta 48 (P = 0,006) y ITTIB/] 48 Ha xopucTe
rpynu P-3051. Taxi s pesynsrati cioctepiranucs y ITIT 148.

BignosinHo mo komBepcii pesysnbrartie MikpockomiuHoro aocnimkenns (KOH) na
HeraTHBHi, Ginbiue nauientis y rpyni P-3051, Hixk y rpymi amopondiny 5 %, nocarnu
Mikosoriudoro BuitikyBanHs. Ha ki 12 mikonoriuse Buiikysanus y IITIBJL 112
crioctepiranocs y 45 nauientis (65,2 %) y rpyni P-3051 ta y 36 (52,9 %) nauienra y
rpyni amopondiny 5 %. CraTucTUyHO 3Havylli pisHuUl Mbk rpynamu (IITBJ] 12 ta
[T T12) cnocrepiranucs Ha TwkHI 8 Ha kopucts rpymd P-3051 (P < 0,0001).
IMoaiGuum umrom pesynbratd B nomyssuil [ITIBJ] 148 niarsepamiu craTMcTHYHO
3HAUYLLy Pi3HULIO Ha KopHcTh rpyru P-3051 sk Ha TwkHi 24 (P = 0,047), Tak i Ha
ki 48 (P < 0,001), npo wo Takok noeigomsnocs B IIIIBJ] T48

Pesyneratu y ITI1 112 Ta I 148 ysromkyBanucs 3 TMMM, sKI crocTepiraaucs y
pignosigaux IIB/I.

O6uapa MeToaM NiKyBaHHA OynM Ge3reuHHMMH Ta HOOpe MEPEeHOCHIHCS BHACIIIOK
HE3HAYHOI'O BILIMBY ITiC/A MICIIEBOTO 3aCTOCYBAHHA.

Yacrora nauienTis iz HSBJI, 6yna noaibuoo B rpyni P-3051 (22 nauienra, 31,9 %;
saraniom 24 HABJI) ta B rpyni amopondiny 5 % (23 nauienra, 33,8 %; zaranom 34
HSBJI). V somHoro nauieHTa B 06ox rpynax e 6yno CHS, HSI Tsxkoro cTymens,
HJl, nmos’s3anux 3 nikysanHam, abo HS, aki npussenu 1o ocraroyHoi siaminm JJ13.
Omun nauient (1,5 %) y rpyni P-3051 tumuacoBo npununue 3acrocyBanHst [[JI3
uyepez HS. Kpim Toro, my:xe mano Bunmankis B 000X Fpynax HpoOAeMOHCTPYBaIU
O3HAKM MOJPA3HEHHs IIKIPM HABKOJIO OOpOONIEHMX HIITIB MiJ Yac BI3HTIB Bill
BUX1IHOTO PiBHS.

‘72/{,?14/—[& ; (1%
3rinuo & OPUT IHARGH™"
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Pe3ynbTaTi 10CHIHKEHHS MOKA3ATH, [HO:

JlocnimkeHHs JocArio cBoei ronoeHoi MetH, To6To P-3051 micns 12 TwokHiB
JiKyBaHHs OyB He MEHII e(eKTHBHMM, HiK aMOposdiH 5 % y KOHBEpCii pe3ybTaTiB
nocisy Ha HeratuBHi. Kpiv Toro, micisi 8 TwkHiB siKyBaHHS crnocTepiranacs
CTATMCTMYHO 3Ha4ywa repesara Ha Kopucth P-3051, neMOHCTpPYIOMM LIBHLLY
€paMKallilo NaToreHiR HirTiB. Pe3ynbTaTi BTOPMHHKX KiHUeBMX Touok y TTTIBJ] 148
[0Ka3aJii CTATUCTHYHY TepeBary sIK y 4acTOTI MALEHTIB, AKi BIANOBLIM Ha NiKyBaHHS
(P <0,001), Tax i B pieni nosHoro sunikypanHs (P < 0,001).

Y IMBJA 148 mikonoriyHe BHIIKYBaHHA OYyJI0 JIOCATHYTO B yCIX MALi€eHTIB, sIKi
otpumysanu P-3051 (100,0 %) nopisxsno 3 amoposdinom 5 % (P < 0,001). [Tepesara
P-3051 nopieusiHO 3 amopondiHom 5 % crana O4EBMAHOIO BxKe uepes 24 TibKHI
nikyeanna (P < 0,05).

IMoxpamenna B 060X rpynax crocrepiralocs CTOCOBHO 3apaskeHOi AUIAHKM HirT,
WIBUZIKOCTI POCTY 3[0POBOI AUISHKM HIITA Ta OIHKM JAMKOCTI LiIbOBOrO HirTs Ha
BE/IMKOMY NaibLli, 6€3 CTATHCTHYHO 3HAYYILMX PI3HHMLL MK FpyTaMH.

Sk P-3051, Tak i amopondin 5 % n06pe nepeHocHBCs 3 OISy Ha MICLIEBi Ta 3araibHi
no0i4Hi peakuii.

HocnimxeHHs nokasye, 1o Bike micis 12-THKHEBOro WIOAEHHOIo JiikyBaHHa P-3051
BIICOTOK TIALLIEHTIB i3 KOHBEPCIEIO pe3y/sTaTiB rpUOKOBOI KyJIBTYPH HAa HEraTMBHI €
CTATHCTHYHO BHIUIMM MOPIBHAHO 3 rpymnoro amopondiny 5 % ABidi Ha TWKIEHb Y
NALEeHTIB i3 OHIXOMIKO30M JIerKoro Ta cepenHboro crynens. Kpim Toro, mepesara
P-3051, axa Bxe Oyna oveBHAHA Tcis 8-THXKHEBOrO JIIKYBaHHs, MOKasana OiIbLI
PaHHIO Ta WIBMJKY €pajIMKaLlilO NATOreHiB HIrTiB MOPIiBHAHO 3 amoposdinom. Kpim
Toro, edekr jikysanua P-3051 36epiracs Ta HaBiTh nocumoBaBcsa micas 48 THKHIB
nikyBauHs. P-3051 mxe mokasaB mepepary MOpIBHSHO 3 MOMNEPEIHBOIO JIKAPCHKOIO
(opmoto umknonipokey, 8 % nak WA HIrTIB: BPaXOBYIOYH CTATHCTHYHY [epeBary
P-3051, nocarHyTy Takox y LbOMY HOPIBHSIBHOMY JOC/I[UKEHHI, NOPIBHAHO 3
amopondinom 5 %, P-3051 mokHa BBa>kaTH Haiied)eKTMBHIIIMM MiCLIEBHM 3ac060M,
AOCTYITHMM Ha PUHKY €BpONM [Uisl JIiKYBaHHS OHIXOMIKO3y JIErKOTO Ta CEpeIHBbOro
CTYTIEHS.

3asBHUK (BJACHHK
peectpauiiHoro
MOCBIIYEHHS)

[Tonikem C.A.

Aionuc/
Hopai I'ansean [Gordi Galvan]

KepiBHMK MDKHAPOAHOTO PiBHS 3 IMTAHbL MEIHIIAHH

Jff/zm
3rinne 4 OPHT | HA
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Appendix 30

to the Order on the expertise of the
registration materials for the medicinal
products submitted for state registration
(renewal of registration), as well as
expertise of materials concerning making
variations in registration materials during
the validity period of marketing
authorization

(p. 4 of chapter V)

REPORT
about clinical trial "PM (921"

1. Name of the
medicinal product

ONYTEC® 80 mg/g medicated nail lacquer

(marketing

authorization No., if | Synonims used during the product development:
applicable): P-3051, Ciclopoli

2. Applicant Polichem S.A., Luxembourg

3. Manufacturer

ALFASIGMA S.P.A, Italy;
ALMIRALL HERMAL GmbH, Germany

4.trials performed:

X yes 0 no If no, justify

1) type of the
medicinal product
registered or planned
for registration

Medicinal product with complete dossier (stand-alone dossier), known
active substance

5. Full name of the
clinical trial, trial code
number

Title: Ciclopirox HPCH Nail Lacquer after Failure of Topical Treatment
with Amorolfine

Trial code: PM 0921

6. clinical trial phase

Phase IV

7. Clinical trial period

from 7 June 2011 to 8 January 2013

8. Countries where the | Germany
clinical trial was

performed

9. Number of planned: 70
participants actual: 70




10. Aim and
secondary objectives
of the clinical trial

The aim of this non-interventional study (NIS) was to document and evaluate
data for the safety and efficacy of a 6-month treatment with Ciclopoli 8% nail
lacquer in daily practice used in patients with persistent onychomycosis
(proven clinically and by routine laboratory examination [KOH microscopy
test]) after unsuccessful topical treatment with amorolfine.

The objective of the study was to assess the efficacy and tolerability of 6-
month treatment with Ciclopoli 8% nail lacquer, for treatment of
onychomycosis in patients who previously failed topical treatment with
amorolfine 5%.

11. Clinical trial
design

A total of 10 German sites participated in the present non-interventional study
(NIS), conducted from June 2011 to January 2013. The study was performed
under the exclusive therapeutic responsibility of the physician. The study was
fully GCP and ICH compliant and the protocol was approved by the
institutional ethics committee of Munich according to the local regulations.
All patients enrolled provided their written informed consent before starting
any protocol procedure. In compliance with the approved labelling, all
patients of the study had been treated for distal lateral subungual
onychomycosis. Treatment failure in clinical or mycological outcome was
defined according to Scher et al [Onychomycosis: diagnosis and definition of
cure. | Am Acad Dermatol. 2007; 56: 939-944.]: positive KOH test with
onychomycotic dystrophy leaving more than 10% of nail plate, in at least one
toenail or one fingernail, chosen as target nail. Eligible patients had to have
failed a previous topical antimycotic treatment based on amorolfine 5%,
which had lasted at least 6 months and had terminated no longer than one
month before the inclusion into the NIS. The inclusion of the patient into NIS
was considered after the decision of the investigator for treatment of P-3051
was made. No concomitant oral treatments for onychomycosis were allowed.
Each patient underwent a study visit at three different time points, chosen in
accordance with the usual clinical setting in this indication. Patients who had
failed an amorolfine treatment defined as above were selected for the study.
The evaluation of the enrolment was considered as the baseline time point
(Visit 1). The failure of previous treatment was proven clinically and by
routine laboratory examination, including nail-scrapings for mycological
assessments, placing the specimens in a drop of Calcofluor stain, mounted
with a cover slip, and examined at 40x under a fluorescent microscope (KOH
microscopy) and - but not compulsory - the culture examination, by plating
onto general and inhibitory media the nail-scraping. After an incubation
period of 4 weeks, the identification of the filamentous fungi is based on an
evaluation of their colony characteristics and microscopic morphology.
Patients fulfilling inclusion criteria were instructed to start the daily
application of the P-3051 nail lacquer for 24 weeks. KOH assessment
(primary endpoint) of the target nail was repeated by the investigator at Visit
3 (end of treatment).

12. Main inclusion
criteria

* Written informed consent.

¢ Adult outpatients of either sex >18 years old.
Indication for local treatment of onychomycosis with Ciclopoli 8% nail
lacquer.

* Laboratory finding positive for fungi (KOH microscopy).
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* Affected area of minimum 10% of at least one toenail or one fingernail.

® Unsuccessful topical amorolfine treatment lasted at least 6 months and
concluded no later than one month before inclusion

* No concomitant oral treatment for onychomycosis

13. Study drug, dose,
method of
administration,
strength

P-3051 (Onytec 80 mg/g medicated water soluble nail lacquer) to be applied
by brush daily at night on the infected toenails and/or fingernails, and to be
removed weekly by water. Treatment duration: 6 months

14. Reference drug,
dose, method of
administration,
strength

Not applicable

15. Concomitant
therapy

No concomitant oral treatments for onychomycosis were allowed.

16. Efficacy endpoints

Primary efficacy endpoint:

Rate of patients with conversion to negative of direct microscopy
examination, (KOH test) on the target nail after 6 months of treatment.

Secondary efficacy endpoints:
e Clinical improvement of the target nail (change of affected area compared
to baseline assessed by Physician) after 3 and 6 months of treatment.

e Clinical evaluation of the number of affected nails at baseline and at the
end of 6-month therapy.

 Patient’s treatment satisfaction assessed by Clinical Global Impression-
scale (CGI) after 3 and 6 months.

e Investigator’s treatment satisfaction by CGI with the previous amorolfine
treatment at screening.

» Investigator’s treatment satisfaction by CGI after 6 months.

17. Safety endpoints

Recording of adverse events/adverse drug reactions

18. Statistical methods

Interim analysis

The pre-planned interim analysis of the primary efficacy endpoint (patients
with negative KOH-test al Visit 3) was performed to monitor the progress of
the non-interventional study. No adaptations to the study design, sample size
or any other feature of this non-interventional study were planned. Based on
the results of the Data Review Meeting on 07 May 2012, 37 patients fulfilling
the following criteria were included into the Full Analysis Set for Interim
Analysis (FAS-TA):

» Having at least one application of Ciclopoli 8% nail lacquer and one visit
with documentation of response data

* Having completed Visit 3 until the end of February 2012

* Being included at a centre with at least 5 patients

16



Final analysis
Continuous data were presented by sample size (N), arithmetic mean, standard

deviation, minimum, median, and maximum. Categorical data were presented
by frequencies and percentages. All tests for efficacy were performed “two-
sided" using an alpha-level of 5%. No alpha-adjustment was needed because of]
the explorative character of the analyses. The analysis of the efficacy endpoints
was performed in the Full Analysis Set (FAS). The primary endpoint (patients
with negative KOH-test at Visit 3) was calculated with and without imputation
of missing data by using the following rules:

* If documentation of the KOH-test was missing al Visit 3 (month 6) a negative
mycotic culture at this time point was defined.

* For patients with premature termination and missing documentation of Visit
3, the primary endpoint was achieved if the affected area of the target nail is
0% at Visit 2 (month 3). Response rates from as many patients as possible
(with imputation if necessary) were the main analysis, while response rates
for the subset of patients with complete data (no imputation) served as a
robustness analysis. The relative frequency of primary endpoint together with
its 2-sided 95% confidence interval (CI) was calculated using the binomial
distribution. Assumption for sample size calculation was a response rate of
63% with a 2-sided 5% CI being completely above 50% to conclude that at
least every second patient (i.e. 50% response rate) was benefitting from a
subsequent treatment with Ciclopoli 8% nail lacquer after unsuccessful
treatment with topical amorolfine.

Descriptive statistics for continuous data were displayed following secondary
efficacy endpoint:

* Clinical improvement (change of affected area compared to baseline} of the
target nail after 3 and 6 months

Descriptive statistics for categorical data were displayed for the following

secondary efficacy endpoints:

* Clinical improvement in the number of affected nails after 6 months

* Change in patients satisfaction through CGI from month 3 to month 6

+ Difference in investigators satisfaction between study treatment and
previous treatment with amorolfine (CGl scale). Furthermore, the difference
in investigator's satisfaction between study treatment and previous treatment
with amorolfine was analysed by Wilcoxon-Signed-Rank test. The null-
hypothesis of this secondary endpoint was defined as no difference in
investigator's satisfaction between the two treatments.

The evaluation of the safety variable (adverse events) was performed in the
SES (Safety Evaluable Set). Unrelated AEs (causal relation = unlikely) should
be listed per patient. ADRs (treatment related AEs) were planned to be
tabulated considering the variables frequency intensity, investigator's

causality assessment, actions taken and outcome. Depending on the number
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of events, serious ADRs would be tabulated in the same way as ADRs or
listed by patient.

19. Demographic
parameters of the
studied population
(sex, age, race etc.)

Overall, 70 patients were enrolled in this non-interventional study. Four
patients prematurely discontinued after 12 weeks: out of these, 3 were lost to
follow up and the last one abandoned due to an adverse event not related to
study drug (broken leg). None of the enrolled patients was excluded from the
efficacy analysis. At baseline, patient’s mean age was 59.2 + 13.2 years. The
patients were Caucasian (98.6%) or African (1.4%) and there was a higher
proportion of females (58.6%) compared to males (41.4%) (Table 1). All 70
patients in the FAS complied with the eligibility criteria. The majority of
target nails (94.3%) were located on the toes, with 85.7% on the big toe. Only
5.7% (4 of 70 nails) were fingernails with a comparable distribution at the
Ist, 2nd and 3rd finger and mostly on the right side. The distribution of
toenails between the left and right side was comparable (48.6% on the left
and 45.7% on the right). The 4th and 5th toe or finger was never selected as
a target nail. Culture was available at baseline in 48 patients: all were positive
to dermatophytes, out of them 64.6% for Trichophyton  spp.
(T.rubrum/T.mentagrophytes), 20.8% for undefined Dermatophytes and
8.3% for mixed fungi. Positivity for Scopulariopsis brevicaulis, undefined
moulds or undefined yeasts was reported for one (2.1%) patient each. The

average affected area of target nail at baseline was 38.1% with a standard
deviation (SD) of 20.2%.

Demographic data are reported in the following Table 1.

Table 1: Demographic data.

i Statistical Treatment with P-3051
|Vanable parameter (N=70)
Ethnic-(:rigi; N o B |
Cavcasian N N (%) N 69 (98.6)
African N BT
G;uder B )

'Ul\;liale 1 . I\VI"E%] - : 29.(41.4]
Female  ONEy 41 (58.6) |
Age [ye_a_rs] B 7Njean iSl_) = 5_§.2_t 15:2

‘ e B g bjlin—[_\/{ax : B - 26.9—83.07
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20. Effectiveness
results

The response rates for treatment with P-3051 are presented in Table 2: 41
patients responded successfully to treatment, while 25 patients failed to

respond. Four further patients had missing values for the KOH-test at Visit
3

Table 2: Response rates to P-3051 treatment at visit 3.

Result of KOH-test at Visit 3 / Response rate of i Patients |

'the target nail after treatment N %

;n tOtE_ll - e _ - ”’70 B 106.0 ]
success s 86
failure - ) - 25 [ss7 |
‘mgsing:aiues e BE -\4 e 5.7 N
[FAS population - 70 1000 |
success a 586
gilure i - T 29 N 5.4

_PP pogulation- . - . 66 N ll(}OI)
succe;s = e 41_ 77762.1 .
failore - 25 379

379

In the FAS analysis, the estimate of the response rate for the primary endpoint
was 58.6% with a 2-sided 95% confidence interval ranging from 46.17% to
70.23% (Clopper-Pearson Exact method). Because the hypothesized minimal
response rate of 15.7% falls outside the confidence intervals, this result is
highly statistically significant (P < 0.0001). The analysis on PP population
confirmed that on FAS set: primary endpoint was achieved by 62.1% of
patients (95% CI: 44.34% - 73.78% Clopper-Pearson Exact method). Again,
the hypothesized minimal response rate of 15.7% falls outside the confidence
interval (P < 0.0001). As secondary endpoints, the culture examination pre-
and post-treatment was available in 28 patients. Out of these, the mycological
culture was converted to negative in 25 patients (89%), while only in 3
patients it was not (10.7%). Furthermore, 17 out of those patients were also
negative to the direct KOH microscopic examination. Those patients, defined
as “mycological cure”, (i.e. as negative microscopy and negative culture)
were in proportion 60.7% of all patients with pre- and post- mycotic culture
available (95% CI: 40.58% - 78.50%, P< 0.0001, Clopper- Pearson Exact
method). At the end of treatment, the percentage of responders, defined as
negative KOH microscopy and negative culture and < 10% residual
involvement of the target toenail, was 21.4%, matching those patients where
the decrease of the residual involvement of the target nail area was < 5%. The
complete cure rate (defined as composite of negative KOH microscopy and
negative culture and no residual clinical involvement of the target toenail)
was obtained in 10.7% (95% CI: 2.27% - 28.23%; P< 0.0001, Clopper -
Pearson Exact method). A gradual, clear decrease of diseased target nail area
was shown during treatment (Table 3).




Table 3: Percentage of diseased target nail surface (FAS).

Baseline Eﬂonali [V .2] ~ Month 6 v 3)_
R TE T R |
|Mean + SD 138.1+20.2 29.3+19.4 22.8+204
Min-Max 10-100 5-100 0-90 !
Ihioronvans. | 9.0 411.1 156 +17.9
baseline — Pl s e S -
Min-Max 500 - 50  -90.0-20.0

21. Safety results

No adverse drug reactions (ADRs) were reported during the observational
period of this NIS. Only one patient discontinued the observation prematurely
due to an event (broken leg) that was categorized as not related to the
treatment.

22. Conclusion (final
conclusions)

This study, even within the limits of the small patient number and the NIS
design (KOH microscopy as primary mycology assessment and lack of an
active reference comparison), showed a clinical benefit with P-3051 in
patients who failed to respond to an onychomycosis treatment with
amorolfine. The non-interventional nature of the study reflects the normal
clinical practice of the country in which the study had to be performed: in
particular German Ethical Authorities approved the study with the
recommendation to perform culture and KOH at baseline to confirm the
diagnosis of onychomycosis and to follow the outcome of direct examination
by KOH microscopy. Therefore, microbiological culture was not considered
compulsory at each visit and the assessment of culture was used as secondary
endpoint as not always performed. In clinical practice, KOH microscopy is
casier, faster and cheaper, and it is known that culture evaluation gives many
false negative results, due to subjectivity in collecting nail specimens.
Instead, KOH gives much fewer false negatives and “absence of a proof is
not a proof of absence”. A weak point of this study was the lack of an active
reference comparison. On the other hand, as the selected patients were
resistant to amorolfine, no therapeutic option was available other than
ciclopirox, and randomising part of the patients to placebo would not have
been an option from the ethical point of view. Amorolfine is commonly
believed to be an effective treatment of onychomycosis but the scientific data
arc controversial. Even a combination of amorolfine used topically in
conjunction with oral terbinafine gave contradictory results in terms of
benefit to the patient. Although it is a potent anti-fungal agent in in vitro
studies, amorolfine shows a very poor penetration into the nail plate both in
in vitro models and in vivo studies in healthy volunteers and a high failure
rate (even if probably underestimated) was reported in the only available
placebo controlled randomized study. According to therapeutic guidelines
and common clinical practice, those failed patients should undergo a
subsequent active treatment with oral terbinafine or itraconazole despite cross
resistance among amorolfine, terbinafine and itraconazole, due to a similar
mechanisms of action, having been recently described in an in vitro study
(See Annex 29). Conversely, ciclopirox has no resistance potential and does
not show cross resistance with the membrane ergosterol biosynthesis
inhibitors and has already shown a statistically significant clinical efficacy
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when formulated with hydroxypropyl chitosan technology (P-3051). The
present study showed that treatment failures with amorolfine 5%,
subsequently treated with P-3051 for 24 weeks, resulted in a statistically and
clinically significant high success rate. The effect of P-3051 was revealed in
terms of mycological cure (composite endpoint including both conversion to
negative of the KOH and conversion to negative of culture) in 60.7% of the
restricted population analysed. Mycological cure is a strong independent
endpoint for evaluating topical anti-fungal treatment and is superior to the
evaluation of culture only, as positivity to KOH overcomes the false negative
results of culture. Moreover, a clear clinical improvement of the target nail
has been shown for P-3051 after a 24-week treatment, compared to baseline.

In conclusion, this study gives hints that a second line course of treatment
with P-3051 in amorolfine failures could be of benefit. This would represent
an advantage for patients both in terms of cost to benefit and risk to benefit
ratio.

Applicant (marketing
authorization holder)

Polichem S.A.

Global Medical Lead
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Honatok 30

no IMopsaky npoBe/ieHHs ekcrnepTHsu
peecTpauiiinkx MaTepiaslis Ha JiKapchKi
3aCO0H, 10 MOJAIOTECS HA JAEPIKABHY
peecTpauiio (nepepeecTpartito), a TAKOXK
EKCTIEPTH3H MaTepiasTiB PO BHECEHHS 3MiH
10 peecTpatliifHux MaTepialiB IpoTarom aii
peecTpauiifHOro oCBia4eHHS

(myHkT 4 pozainy IV)

3BIT
npo KjaiHiYHe BHnpodyBanus “PM0921”

1. Ha3ea nikapcbkoro
3acoby
(3a HasIBHOCTI - HOMeEp

OHITEK®, nak s Hirtis nikysanbHuii, 80 mr/r

peecTpauiiiHoro CHHOHIMH, BUKOPHCTaHI TTi/1 4ac po3po6Ku iKapehKoro 3acody:
MOCRII4eHHs) P-3051, Liuknononi
2. 3asBHUK ITonikem C.A., JliokcemGypr
3. BupoGHuk AJIbOACII'MA CILA., Itanis;
AJIMIPAJIT XEPMAJI I'm6X, Himeuunna
4. IpoeneHi X Tak O Hi Skwo Hi, 00rpyHTYBaTH

JOCIIIKEHHS

1) THI1 JiKapPCHKOTO
3acoly, 3a IKUM
npoBoauacs abo
TUIAHYETBCS PEECTPALILS

Jlikapenkwuii 3aci6 3a OBHIM 10Che (ABTOHOMHE JIOCBE) , BiIOMA J1il04a peuoBHHA

5. IlorHa Ha3Ba
KJTIHIYHOTO
BHIIPOOYBAHHSI,
KOJIOBaHUH HOMep
KJIHIYHOTO
BUIIPOOYBaHHS

Hazsea: 3acmocysanns Ljuxnonipoxcy ITIX, nax ona wiemis, nicis Heeghexmuenocni
MICYe6020 NKYBAHHA AMOPONGIHOM

Kon pocnimxenus: PM 0921

6. ®asa kiiHiuHOrO
BUNPOOYBaHHA

daza IV

7. Iepion npoBeneHHs
KJIIHIYHOTO

3 7 uepBHa 2011 poky no 8 ciuns 2013 poky

BUIPOOYBaHHS

8. Kpaiuu, ne Himeyuuna
[POBOAMIOCA KIiHIYHE

BUNPOOYBaHHs

9. KinpkicTs 3anaHoBana: 70
JOCIIIKYBAHHX daxruuna: 70

fuc'w/
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10. Mera Ta BTOpHHHI
LT KJTiHIMHOTO
BHUMpoOYBaHHA

Mera uboro neinreppenuiiiHoro mocinimkends (HI[) — 3an0KkyMeHTYBaTH Ta OLiHWTH
navi Gesnexn Ta e(eKTHBHOCTI 6-MiCSYHOro miKyBaHHs JKapChKMM 3acoGom
Uuxnononi, 8 % nak [yig HIrTiB, y IWIOAEHHIN NPakTHIl, 11O BUKOPUCTOBYETHCT Y
MALEHTIB 31 CTIHKMM OHIXOMIKO30M (MATBEPIYKEHO KIHIYHUMH Ta PyTHHHUMH
nabopaTOPHUMU  JIOCTIDKeHHAMH)  [Mikpockoniune  nocnmimkenns KOH])  micns
Hee(DeKTHBHOIO MICLICBOT'O JIIKyBaHHS aMOpor(iHOM.

Mera nociipkeHHs — OLHUTH e)eKTHBHICTD Ta IEPEHOCHMICTb 6-MiCAYHOrO JiKyBaHHS
nikapepikuM 3acobom Llpkmononi, 8 % nak s HirTie, A JTiKyBaHHS OHIXOMIKO3Y Y
NauieHTiB, y AKUX TOTEpeaHE MicueBe JiKyBaHHS amopondiHoM 5 % BHABMIOCH
HeetheKTUBHHM.

11. J{nzaiiH KniHi4HOro
BUINPOOYBaHHA

3aranom 10 HiMeubkux pocaiaHvubkux  naGopatopii  Gynio  BKIOYEHO Yy e
HeinTepseHLiite nocimkers (HIT), sxke nposoauiocs 3 uepsus 2011 poky no ciueHsb
2013 poxy. JlocmikeHHS — TPOBOAWIM NIl  BHUKIIOYHOK  TepaneBTHYHOI
BIATOBIZAIBHICTIO JiKaps. JIOCai/pKeHHs MOBHICTIO Bianopimano euMoram HanesHoi
nabopatopHoi npakTHKK Ta MiknapoaHoi koHdepeHLii 3 rapMoHizauii, a npotokon 6ys
CXBaI€HMH IHCTUTYLIHHHUM KOMiTeTOM 3 eTHKM MIOHXeHa BIiIIOBIIHO [0 MiCLIEBHX
npaBwil. Vel BKIIOYEHI IALliEHTH HalaaM CBOK MHCBMOBY iH(OpMOBaHy 3romy nepen
novatkoM Oyib-AKkoi npoTokoapHOT mpoueaypu. BignosizHo [0 3arBepmKeHoro
MapKyBaHHs, YCi YYaCHMKH [OCTIIDKEHHA OTPUMYBAIH JIIKYBAaHHS JIHCTATBHOTO
JIATEPANILHOTO MiIHIrTOBOrO OHIXOMiK03y. HeeekTHBHICTL JliKyBaHHS NpH KIHIMHUX
abo MIKOJIOriYHMX  [OC/ILKEeHHAX Bu3Hadanu 3rigHo 3 Lllep Ta  criBasr.
[Onychomycosis: diagnosis and definition of cure. J Am Acad Dermatol. 2007; 56:
939-944.]: nosutueHui pesysbrar gocnimpkenHs KOH 3 oHixoMikoTHYHOIO aucTpodieio,
o 3anuae 6inbie Hok 10 % HIrTHOBOT MIACTHHM, MPMHAMMHI B OHOMY HIrTi Ha HO3I
abo pyui, o6paHoro B SIKOCTI LIBOBOro Hirts. IlauiedTu, ki BiANOBizanM BMMOram,
MaJii NPOHTH rnornepesHe HeeeKTHBHE MICIEBE MPOTHIPUOKOBE JIIKYBAHHA HAa OCHOBI
aMmoposdiny 5 %, sIke TPUBANIO IOHAWMEHILE 6 MICSIIR Ta Gy/I0 NPUIIMHEHO HE Mi3HIlIe
HDK 3a Micsaub 10 BimoueHHs o HIJI. Brmouenns nauienra go HIJI posrnsmanocs
Micsist MPUAHATTS pillIeHHs J0C/iHMKa 1po Jiikysauus P-3051. CynyTHe nepopanbHe
JiKyBaHHA OHIXOMiko3y Oysio mpoTurnokasane. KokeH MauieHT NpOMILOB BisUT y TpH
pi3ni MOMeHTH 4acy, oOpaHi BIINOBIIHO A0 3BMYAHHMX KIIHIYHAX VMOB 3a IIMM
nokasaHHam. Jlns gocnivkenHs Oyau Bimibpani maiieHTH, y SKMX BHIE3a3HAuYeHe
nikyBanHs amopondinom Oyno HeedekTHBHMM. OLIHKA BKIIOYEHHS BBAKANACH
BUXiHUM MomeHTOM wacy (Bisur 1). Heedekrusricts nonepeanboro jikysanns 6yno
JIOBEIEHO KJIIHIYHMMM Ta PYTUHHMMH 1a00paTOpHMMH JOC/{DKEHHAMU, BKIHOUAKOUM
31KpiGaHHs MiHIrTEOBOrO BMICTY [UTS MIKOJIOTIYHOT OL[HKHM, PO3MILLEHHS 3pa3KiB y
kparuiio OapeHuka Kankoduiyop, HaHeceHy Ha MOKPHMBHE CKJIO Ta JOCIiKEHe Mij
(hryopecueHTHMM MIKPOCKOIOM 3 KparHicTio 00’ektuBy y 40 pasie (MikpockomiuHe
nocnipkerns KOH) ta — 3a HeoOXiAHOCTI — IOCIIKEHHS KyJIbTYpPH LLIAXOM BUCIBY Ha
3aralibHi Ta iHriOylodi cepeloBMINA 3 MiAHIrTEOBMM BMicTom. [licas 4-TikHEBOro
inkyOarliiiHoro nepiogy inentudikauis miuemiansHux rpubiB GasyeTbes Ha OLHLI
XapaKTepUCTHK iXHBOT KOJOHIi Ta MikpockoniuHol Mopdormorii. TTaiientam, ski
BIZINOBINIAIOTE KPUTEPIAM BKJIIOYEHHs, OyJI0 3anponoHOBAHO MIOMHSA HAHOCHTH JIaK IS
Hirtie P-3051 npotsrom 24 THIKHIB. OumKa KOH (nepBuﬂﬂa mHueBa-TBlB{q) HIHBOBOFO
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12. OcHoBHi kpuTepii
BKJTFOYEHHS

» IlucemoBa indopmoBana 3roaa.

»  Jlopocni ambynatopHi nanieHTu Gy b-axoi crati y Biu Bia 18 pokis.

o [llokazaHHd 10 MICHEBOro JIKyBaHHS OHIXOMIKO3IB JIKApCEKHUM  3ac000M
Luxnononi, 8 % nak /14 HIirTie.

 Tlosurueni pesynbTati 1aGOPaTOPHOTO NOCHIIPKEHHS Ha TPGH (MIKpOCKOMiHHE
nociimpkenns KOH).

» Tlnouwa ypaxxenns cranosutb MiHimym 10 % nipunaiiMHi oaHOTO HIrTS Ha HO3i a60
pyui.

» Heedexrurne micuese sikyBanHs amopondiHOM TPHBATO MOHANMEHILIE 6 MICAIIB
Ta 3aBEPLIMIIOCS HE Mi3HILLE HDK 32 MIiCALb 10 BKIHOUEHHS

»  BigcyTHicTh cynmyTHEOro nepopasbHOro fikyBaHHs OHIXOMiK03y

13. HocnimkyBanuii
NiKapchKuii 3acio,
crocib 3acTocyBaHHs,
cuna ail

P-3051 (Ouirek, nak ana wirtie nikyeansui, 80 mr/r (posuuHHMil y Boai)) HAaHOCHTH
NEH3/IMKOM IHO/HS HA HiY Ha 3apaykeHi HIITi Ha HOrax Ta/abo pyKax Ta IOTHIKHS
3MMBAaTH BOOIO. TPUBAIICTD JIIKYBAHHA: 6 MicsALiR

14. Ilpenapar
NOPIBHAHH, /1034,
crocid 3acTocyBaHHs,

He 3acTocoByerbes

cuna ail

15. CymyTHe nepopalibhe JIiKyBaHHsS OHIXOMiK03y 6710 MPOTHIOKa3aHe.
CymyTHs Teparis

16. Kpurepii ouinke IlepBunna kinuesa TouKa eeKTHBHOCTI:

e(heKTHBHOCTI

HacTka mailieHTiB i3 KOHBEPCIEO Pe3yJIbTaTiB MPAMOrO MIKPOCKOMIYHOIO IOCiKEHHS
(KOH) Ha HeraTWBHi Ha LiIbOBOMY HIITi Mic/is 6 MiCALIB TiKyBaHHS.

Bropunni kinuesi Touxn egexTuBHOCTI:

* Kniniune nokpaileHHs UiMbOBOrO Hirts (3miHa ypaeHo! JUIAHKM MOPIBHSHO 3
BMXIZIHAM piBHEM, OLIHEHMM JliKapem) 4epes 3 Ta 6 MiCAUIB JTiKyBaHHS.

* KuiHiuHa OLiHKa KibKOCTI ypaKeHHX HilTiB Ha [OYaTKY Ta HANPMKIHLi 6-MiCsSYHOT
Tepartii.

* 3aJ0BOJIGHICTh MALEHTA JIiKyBaHHAM OLIHIOEThCA 334 IIKAIOK  3araibHOro
KiniuHoro BpaxeHHs (LLI3KB) uepes 3 ta 6 micauie.

* 3anoBonieHiCTs mocninHuka JikyBanHsM 3a LI3KB monepenuim nikyBammsm
aMOpOJIiHOM MifT YaC CKPHHIHTY.

* 3aJ10BOJIEHICTb AOCITITHUKA JliKyBanHaM 3a LII3KB uepes 6 micALiB.

17. Kpurepii ouiHku
Gesnexu

Peecrpauia HebaxkaHHX sBUILY HeOaKaHHX TIKAPCHKHX PeaKiil

18. Craructryni
METOI!

[TpomixkHuit ananis

[onepennbo 3ariaHoBaHUH NPOMIKHMIA aHAI3 NEPBUHHOT KIHLIEBOT TOYKH e()eKTHBHOCTI
(maLieHTH 3 HeraTHBHUM pe3ynbratoM jociimkenns KOH al, pisur 3) MPOBO/IMBCA 115
MOHITOPHHTY TIPOrpecy Komnux amanrauiii o
Au3aiHy JOC/IIKEHHA, po3mipy BHGIpkM abo Oyap-SKMX iHIIMX OCOBIMBOCTEH LBOrO
HEIHTEPBEHUIHHOr0 JOCTIKEHHs He MIaHyBaqocs. 3a pe3y/ibTaTamu 3yCTpiui 10710
ornsaay fauux 7 TpaeHs 2012 poky, 37 nauieHTis, siki Bianosigaau BKaaaHMM JHHKYE

KpHTeplﬂM 6yJIH BKIIK)‘{EHI 10 HOHyﬂﬂull MOBHOI'O aHamay JJ1s H
(TITA-TIA):

HEIHTEPBEHLIMHOrO IOC/IiKEHHS.

epoiay ‘é
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O/IMH BI3HT 3 JOKYMEHTYBAHHAM JaHHX [P0 BiAMOBiAb
* [licns 3aBepienHs BizUTY 3 10 KiHug Jirotoro 2012 poky
* BxmodeHHs 00 UEHTPY NPHUHANMHI 5 nauieHTis

OcraTo4yHHii aHani3

Besnepepsui nani Oynm npeacraeneni 3a  posmipom Bubipku (N), cepemHim
apU(pMETHYHUM, CTAHIAPTHUM BiIXMIEHHSM, MiHIMYMOM, MEJIaHOID Ta MAKCHMYMOM.
KareropianbHi gaHi npeacrtaeneHi 3a 4acTOTOK Ta BificoTKamu. Yci BunpoOysaHHs Ha
e(heKTUBHICTb MPOBOJMIMCS «ABOCTOPOHHBO» 3 BUKOPUCTAHHAM PIiBHS 3HAUYyIIOCTI 5 %.
KopurysanHs piBHA 3Hauywmiocti He Oyno motpiOHe depes MOCHIIHHMILKMI XapakTep
aHaniziB. AHajli3 KiHUEBMX TOYOK e(eKTHMBHOCTI MPOBOAMIM Yy MOMYJAL{i [OBHOIO
ananisy (IIITA). IlepeunHy KiHLEeBY TOuKy (MailieHTH 3 HEraTHMBHHM pE3YJILTATOM
nocnimxenns KOH nin yac Bisuty 3) po3paxoByBajii 3 BAKOPHUCTAHHAM BiACYTHIX IaHUX
Ta 6€3 HUX 32 TAKUMH TIPaBHIIAMM:

* Slxuo nokymenTauis aociiukenns KOH Gyna Bigeyrns mia yac Bisury 3 (micaup 6),
Oyna BU3HaueHa HeraTMBHa MiKOTHYHA KYJILTYpa B LIl MOMEHT Yacy.

* Jlns  nauieHTiB, AKi NepeayacHO TMPUIMHWIM JIKYBAHHS, Ta 3a BiACYTHOCTI
JAOKyMeHTauii mig yac Bi3WTy 3 mepBHHHA KiHLIeBa TOYKa OyJa NOCATHYTa, SKLIO
ypakeHa JAUTHKA LIIBOBOrO HIirTsi craHoBwia 0 % mix yac Bisury 2 (micaup 3).
Yactota BiamoBiai y sKomora OUIbIOl KUMBKOCTI MAllieHTIB (3 MiACTAHOBKOO
HEOCTATHIX JaHMX, 3a HeoOXimHocTi) Oyja OCHOBHMM aQHANI30M, TOAI SK 4acToTa
BIZMOBIZI U1 MiArPYIH MAIEHTIR i3 MOBHMMH JaHUMH (6€3 MiACTaHOBKH HEI0CTaTHIX
JaHHX) CITyryBaja aHali3oM cTiikocTi. BilHOCHY 4acTOTY MEPBUHHOI KiHLEBOI TOYKH
pasoM i3 1BocTtopoHHiM 95 % poBipuum iHTepBaniom (/II) pospaxoByBanmm 3a
Jonomororo OiHoMiasnbHOro posnoaity. [lpumymeHHam mis pospaxyHky posmipy
BuOipkH Oyna yactota BimmoBiai 63 % 3 aBoctoponHiM 95 % JII, skuii noBHIiCTIO
nepepuiyae 50 %, 106 3poOHTH BHCHOBOK, IO NMPUHAHMHI KOXKEH APYTHH NamjieHT
(trobro 50 % wuacToTa BIANOBIAI) OTPMMAB KOPHMCTh Bil MOMANBLIOrO JIiKYBaHHS
nikapcekum 3acoboM Llukmonmoni, 8 % nak s Hirrie, micis Heed)eKTHBHOIO
TIKYBaHHS MiCLIEBUM aMOPOJI(iHOM.

Ormmcosa cratucTka Ui OesnepepBHHUX AaHMX BifoOpakanacs 3a Apyrow KiHLEBOK
TOUKOI €()eKTHBHOCTI:
* KuiniuHe nokpawienns (3MiHa ypaxkeHOI OIMSHKH TNOPIBHAHO 3 BHXIJHHM piBHEM)
LLTBOROIO HirTs uepes 3 Ta 6 micaiis
Onucoea craTucTMKa J[UIS KaTeropiaibHMX JaHuX BijoOpaxkanacs 3a ApYTroro
KiHLEBOIO TOYKOIO e()eKTHBHOCTI:
* Kniniune nokpaieHHs KibKOCTI ypakeHUX HIrTIB yepe3 6 MicsLiB
* 3minu B 3a10BoseHOCTi nauienTie 3a LI3KB 3 micais 3 no Micaup 6
* Pi3HuIA B 33/10BONIEHOCTI IOCTITHUKIB MK IOCIIKYBaHUM JTIKAPCHKHM 3ac000M Ta
nonepenHiM  nikyBanHaM amopondidom (LU3KB). Kpim Toro, pizHumo B
3a/I0BOJIEHOCTI  JIOC/IIHMKIB MK JIOCTIDKYBAHMM JIIKYBAHHAM Ta TONepeIHiM
JKyBaHHSM amMoposihiHOM aHami3yBaM 3a JONOMOrOK) KPHTEPIIO 3HAKOBHX PAHIiB
cym Binkokcona. HynboRa rinoresa wiei BropuHHOT KiHIIEBOT TOUKH GyJ1a BU3HAYEHA

JIIKYBaHHs.

Teperia %‘\
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Owuiky 3MiHHOT Gesrek (HeGaKaHMX SBHIL) [POBOIHIH y BUOIpUi MaLieHTIB, WO
nipsrany ouinui Gesnexu (BIIOB). Henos’ szani HS (MPUYMHHO-HACIIKOBHI 3B’ 430K
= MaJIOAMOBIPHO) MalOTh GyTH MepepaxoBaHi s KoHOro nauiexta. [LJIP (HA,
MOB’s13aHi 3 JIKYBAaHHAM) M/IaHYBAIOCA 3BECTH B TAGNMILO 3 YPaxyBaHHAM 3MiHHHX,
IHTEHCHBHOCTI YaCTOTH, OLiHKH NPHYHHHO-HACIIIKOBOTO 3B 43Ky JAOCIIHMUKOM, BXKHTHX
3aXOM1iB Ta Pe3yJbTaTy. 3alexkHO Bi/l KUIBKOCTI SIBMILL cepiiosHi [IJIP OymyTs 3BeneHi B
TabuLo Tak camo, sk [1JIP, abo nepepaxoeani nauieHrom.

19.
JHemorpadiuni
NOKa3HUKH
JIOCTIIKYBaHOT
nonyJusiwii (cTate, BiK,
paca, Toio)

3arajioM [0 UBOTO HEIHTEPBEHUIHHOTO JIOCIIDKEHHs OY/I0 BKIIOYeHO 70 HALEHTIB.
Yorupu nauieHTH mepenYacHO MPUITMHWIM JIiKyBaHHs uepes 12 THxkHIB: 3 HUX 3 Gyim
BTPaueHi Ul MOJATBIIONO CIOCTEPEKEHHS, A OCTAHHIA GyB BMIUTIOUCHMH yepes
HebaxaHe SIBUILE, He 110B’s3aHe 3 J10C/IiHKYBaHHM 3ac060M (nepenom Horw). JKomeH i3
3apeecTpOBAHMX MALliEHTIB He GyR BHK/IIOYeHMH 3 aHanizy edextusrocti. Ha novyaTKy
NOCIIIDKEHHs cepeiHiii Bik matienrta cranoBus 59,2 + 13,2 pokis. [Tauienramu Gynu
MpeACTaBHUKM eBponeoinHoi pacu (98,6 %) aGo adpukanui (1,4 %), cepen ux Gyio
OinbLue xiHok (58,6 %), Hik yo0BikiB (41,4 %) (Tabmmua 1). Vei 70 nauientis y IMITA
BIIUIOBI/IAIM KPUTEPISIM MPUHHATHOCTI. BiNblIicTs LiMbOBHX HIirTiB (94.3 %) 6ynm Ha
MaNbLAX Hir, a 85,7 % — Ha Bekomy nanbui. JIume 5,7 % (4 i3 70 HirriB) 6y1u HIirTamMu
3 MOPIBHSHHMM DO3NOAINOM HA BEIHKOMY, YKAa3iBHOMY Ta CepellHpOMY TNajbli Ta
MEPeBKHO Ha mpasiii HO3i. Posnomin Hirrie Mk NiBOW Ta NPaBOK HOroIO OyE
nopisusHHUM (48,6 % 3niea Ta 45,7 % cnipasa). [TiaMisuHHMI nanens Ta Mi3HHeLb Ha
HO31 abo pymui Hikomu He BHOHMpanucs AK UiBOBMI HiroTs. ITocip OyB HocTynmHuMii Ha
BUXITHOMY piBHi y 48 nauientis: B ycix namientis 6yau nozuTHBHI pe3ynbTaTH
BUNpOOyBaHHA Ha Jepmarodith, 3 Hux 64,6 % Ha Trichophyton  spp.
(T.rubrum/T.mentagrophytes), 20,8 % ans nepmatodiris HesicHoi etionorii Ta 8,3 % s
amitannx rpuGis. [TosutusHuMit pesynbrar BUpoGyBaHHs Ha Scopulariopsis brevicaulis,
TUTICHSIBIX 00 JIPIK/UKOBMX IPHGIB HEACHOT €TIONOTii MOBIIOMIISBCH Y OTHOO (2,1 %)
nauienra. CepellHs ypakeHa IUIOIA L{IBOBOIO HirTs Ha BUXIZIHOMY piBHi CTaHOBHMNA
38,1 % 3i crannapraum Bimxunennsm (CB) 20,2 %.
Hemorpadiuni 1auni Haseneno y Tabmuui 1.

Ta6auus 1: Iemorpadiuni nami.

2 5 Jikyeauna P-3051
3minHa CraTucruunmii napamerp A
N=70)

ETniune noxomxenns

INpencraBHuku N (%) 69 (98,6)

EBPOIIEOIJIHOT pacu

Adpukani N (%) 1(1,4)

Cratb

Yonoiku N (%) 29(41.4)

Kinkn N (%) 41 (58,6)

Bik [pokis] Cepenne 3nauenns = CB 59,2£13,2
Min.-Maxkc 26,0-83.0
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20.
Pesynbratu
edexkTuBHOCTI

3HaueHHs YacTOTH Bi/MOBIAi Ha NiKyBanua P-3051 npencrasneni y Tabnuui 2: 41
NallieHT yCMillHO BIINOBIB Ha NiKyBaHHS, TOA] K 25 NallieHTiB He BiINOBLIA. ey 4
nauientis Oysu BincyTHI 3Hauenns mocimkerns KOH nin yac Bi3uTy 3.

Tabamus 2: Yactora pinnosini va nikysanus P-3051 nin vac sisury 3.

Pesynprar nocnipkennss KOH nin uac sisury | Hauientn
3/uacrora BignoBiAl Ha JiKyBaHHsA HinbOBOro [N %o
HirTs nicas 06podKu '

VYerworo 70 100,0
Yenix 41 ‘ 58,6
HeedekTHHicTh 25 35,7
BincyTHi 3HaueHHs 4 5.9
II1A 70 100,0
VYemix 41 58,6
HeedexrupHicts 29 41,4
I 66 100,0
Vemix 41 62,1
HeedexTupHicTh 25 379

B ananisi I11A owinka yacToTH BiANOBIAl 118 NEPBHHHOT KiHLIEBOI TOYKH cTaHOBMIA 58.6
% i3 nBocTOpOHHIM 95 % mOBipuMM iHTepBanom y aiamasoHi eig 46,17 % no 70,23 %
(tounmii meron Knommepa-Ilipcona). OckinbkM TinmoTeTHYHa MiHIMaAbHA YACTOTA
Bianosini y 15,7 % Buxomute 3a Mexi JOBipuMX iHTepBamiB, Leif pesynbTar €
BHCOKOCTATHCTHYHO 3Hadywum (P < 0,0001). Ananiz I nigreepaus, mo 3a ITIA:
nepBUHHA KiHUeBa Touka Gyna nocsrhyra y 62,1 % nauientis (95 % JII: 44,34-73,78 %,
tounuit meton Knonnepa-Ilipcona). 3HOBY ’k Taku, rinoTeTMYHA MiHIMATBHA 4ACTOTA
Bignosizi y 15,7 % BuxonwTh 3a Mexi mosipuoro inrepsany (P < 0,0001). B sxocri
BTOPHHHUX KIHLEBHX TOUOK KyJbTypPalbHE AOCTIPKEHHS IO Ta TCTs iKyBaHHs oys1o
npoBezieHe y 28 nauieHTis. 3 HUX MiKONOriYHA Ky/IbTypa BHABWIIACS HEFATHBHOKO y 25
naujientis (89 %), a nosutueHOW anwe y 3 (10,7 %). Kpim Toro, v 17 13 uux narienris
Oy/i HeraTWBHI Pe3yJbTaTH MpH MPAMOMY MIKpOCKOMiuHOMY nocmimkenni KOH. i
MALIEHTH, SKi JOCAIIM «MIKOJIOMYHOrO BUITIKYBaHH» (TOGTO SIK HEraTMBHI pe3ynbTaTH
MIKPOCKONIYHOrO JOCII/UKEHHs Ta HETATHBHI Pe3yJIbTATH TOCiBY), cranoBumu 60,7 % Bin
YCIX nauieHTiB i3 HAsABHMMHM [pe- Ta MOCTMIKOTHYHHMH KyaeTypamu (95 % ]I
40,58-78,50 %, P < 0,0001, Tounuit meton Kionmnepa-ITipcora). Hanpukinii nikysanns
BI/ICOTOK IALIEHTIB, AKi BiANOBINM Ha JIiKyBaHHS, BU3HAYEHMH AK HEraTHBHMIL pesysibTar
MiKpockorniuHoro jociimkenns KOH Tta mociBy Ta < 10 % 3anumkoBoro YParKeHHd
ULTBOBOrO HIrTs, craHoBuB 21,4 %, wWo BiANOBinano THM NauieHTaM, y SKHX 3MEHIIEHHS
3Q/IMLIKOBOTO  YP&KEHHs LUIbOBOI JUISHKM Hirts Oyno < 5 %. PiseHb moBHOro
BHJIIKYBaHHS (BM3HAYAETHCA AK CYKYIHICTH HEraTMBHHUX Pe3ybTaTIE MIKPOCKOIIYHOIO
mocnimrenHs KOH Ta nociey Ta BiCYTHOCTI 3aiMUIKOBOrO KJTHIYHOrO YpaxKeHHs
LJILOBOTO HIrTs Ha HO31) Bysto nocsruyto y 10,7 % nawientis (95 % Al: 2,27-28,23 %; P
< 0,0001, Tounuii meron Kionnepa-ITipcona). ITia yac JIKyBaHHS Crioctepiraocs
NOCTYNOBE, HiTKE 3MEHIIEHHS IUIOLi yPaXKEHOro LilboBoro Hirrs (Tabmui ay.
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Tabauna 3: Bincorok ypaskenol uineogoi nosepxui Hirrs ([1ITA).

Buxiguuii Micsanp 3 (Bi3ur 2) (Micsius 6 (Bizur 3)
piBenb N=70 |N=67 N=066

Cepenne 3navennst +(38.11+20,2 203+ 194 22,8+204

CB

Min.-Make 10-100 5-100 0-90

Pisunust nopiBusino 3|- 00+£11,1 -15,6+17.9

BHXITHHM piBHeM

Min.-Maxe - -50,0-5,0 -90,0 — 20,0

21. Pezyneraru 6esnexu

Iporsirom nepiony cnocrepesxenns uporo HIJ He nosinomnsnocs npo HeGakani nikapebki
peaxuii (HJIP). Jluiie oM naiuieHT mnepequacHO MpUMHHMB CriocTeperkeHHs depes HSI
(nepenom Horw), siKe OyI10 KiIacH(IKOBaHE SK He NMOB’A3aHe 3 JiKyBaHHAM.

22.
BucHoBoK (3aKimodeHHs )

Ile nocai/pkeHHs, HABITh 3 ypaXyBaHHAM HEBEMKOI KilbKOCTI matieHTin ta ausaiiny HIJ{
(mikpockoniune gocnimkenns KOH sk nepuHHAa MIKOJOriYHA OLIHKA Ta BiICYTHICTH
€TAIOHHOrO 3ac00y MOPIBHAHHA), MOKA3a/10 KiHiYHY KopucTs P-3051 y nauienTis, ski He
BIAMOBIIM  HAa JNKyBaHHA OHiXOMikosy amopondinom. HeintepeeHuiiinuii  ausaiin
JOCITPKEHHs BioOpaskae HOpPMaIbHY KIIHIYHY TNPaKTHKY Kpaitu, B kil Gys0 nposezneto
JOC/IDKEHHS: 30KpeMa, HIMEUbKI Al 3 €THKH CXBAJIMJIM JIOCTDKEHHS 3 PeKOMEHIALIEI0
nposoauty nocis Ta KOH Ha BuxigHOMY piBHI [U1s niATBEpIIKeHHA AiarHO3y OHIXOMIKO3Y Ta
CTEXKHTH 3a pesyJibTaTaMu MpAMOro MikpockoriyHoro mocrimxents KOH. Takum umHOM,
GakTepionoriyHui nocis He BBaXaBcA OOOB’A3KOBMM [Iil YAC KOKHOIO Bi3HTY, a OLiHKA
T0CIBY BUKOPHCTOBYBA/ACs SIK BTOPMHHA KIHLIeBA TOUKA, OCKI/ILKH HE 3B/ MPOBOMMIIACH.
Y KiiniuHid npakTvni  Mikpockomiune jocmimkenns KOH e permmM, wsHamum Ta
JIeLUEBLIMM, Ta BIIOMO, 1O KyJIbTypaibHa OLiiHKa 1ae 6arato XMOHOHEraTUBHMX Pe3yJIbTATIB
uepes cyO’ekTHBHICTE y 300pi 3paskie Hirris. Haromicte KOH pac waBarato meHiue
XHUOHOHETaTUBHMX pPe3yNbTATiB, 4 «BIACYTHICTb [0KAa3y He € J0KA30M BIICYTHOCTI».
Henonixom 1poro nocsimkenns Gyma BiACY THICTS €TANOHHOTO 3206y MOPIBHIHHS. 3 HILIOrO
GOKy, OCKUIbKH Yy BifiOpaHMX MalieHTiB criocTepiranach CTIMKICTh 10 amopoiiHy, He Oyio
JOCTYNHOrO IHILOTO TepareBTHYHOTO BapiaHTy, OKDIM LMKJIOMIpOKCY, a paHzoMisariis
YaCTMHHM NALliEHTIB y rpymy miaueGo He Gyna 6 HANEKHOW 3 €THUHOI TOMKH 30Y.
AMoponiH BBaXAacThesl eheKTHBHMM 3ac000M JUIs JIIKYBaHHS OHIXOMIKO3y, ane HayKoBi
mani € cymepewiupuMu. Hasith komGinauis micueroro amopondiny Ta NepOopabHOIO
TepSiadiHy nana cyrepedBi pe3y/IbTaTi WOA0 KOPUCTi s mawienTa. Hespakaioun na Te,
WO aMOpO(iH € MOTY)KHHM MPOTHIPHOKOBMM 3aco60M Y OCTIMKeHHSIX in vitro, BiH
JEMOHCTpYE Jty>ke crabke MPOHMKHEHHA Y HIrTHOBY IUIACTUHY AK Y MOJE/LIX in vitro, Tax i B
JIOCIIPKEHHAX in ViVO Ha 3740poBHX J0GPOBO/BLIAX, @ TAKOXK MOBIAOMIATOCS MPO BUCOKHH
BIZICOTOK Hee(eKTMBHOCTI (HABITb SKWIO BiH HEMOOLIHEHMIT) y €IMHOMY JOCTYIHOMY
1171a1e00-KOHTPO/ILOBAHOMY PaHOMI30BAHOMY JOCII/KEHHI, 3TiHO 3 TepaneBTHUHUMH
liana3oHaMy Ta 3aralbHOI0 KJIIHIYHOK MPAKTHKOI, Wi MAllieHTH micis Hee)eKTHBHOrO
JIKYBaHHA TMOBHHHI TIPOHTH I{HTEHCMBHE JliKyBaHHS [EPOPAIBHUM TepbiHadinom abo
ITPAKOHA30/10M, HE3BAKAKOYM HA MEPEXPECHY PEe3UCTEHTHICTh MiK amopongiHom,
TepOiHadiHoM Ta iTpakoHa30/IOM, uepe3 MOMiOHI MeXaHi3MH Jiii, HELOJABHO OmMcaHi B
nociimkenHi in vitro (mue. Jlopatok 29). Haemakm, LMKJIOMIPOKC He mae HOTeHma.ny
CTIHKOCTI Ta He BHJBIISE MEPEXPECHOI PE3NCTEHTHOCTI 3 MeMﬁpa iy
OiocuHTesy eprocteposy, i Bxke [MPOJEMOHCTPYBAB CTaTHC, H"'
eeKTHBHICTE NpU  Po3poblli 33 TEXHOMOTIED nnpoxcmn --

JOCITKEHHS [10Ka3a710, WO Hee(eKTHBHE JiKyBaHH: amopoﬁ@WEﬂ@Ag {ioen)
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nikyeanusm P-3051 npoTsarom 24 TIKHIB, IPU3BENO 0 CTATUCTHYHO Ta KJIHIYHO 3HAYYLIOTO
BUCOKoro piBus ycnixy. Edexr P-3051 Oyno BHSBIEHO 3 TOYKH 30py MIKOMOMYHOIO
BHJIiIKyBaHHA (CYKYITHa KiHLIEBa TOYKA, L0 BK/IKOYAE K KOHBEPCIIO Pe3y/IbTATIB JI0CITIUKEHHS
KOH Ha neraTugHi, Tak i KOHBepCiO pe3yJbTatiB rociey Ha HeraTHeHi) y 60,7 % oGMexeHoT
npoaHatizoBaHoi normysisii. MiKonoriaHe BUTIKYBaHHS € MTOTYKHOIO HE3a/€KHOI0 KiHLIEBOIO
TOYKOO JUIsl OLIHKY MICIIEBOrO MPOTHIPUOKOBOIO JIiKYBaHHs Ta € 6inbi epeKTUBHUM, HiX
OIlIHKA JIMIIE TOCIBY, OCKINBKM TIO3WTHMBHMET pesynbTar nociimkenus KOH mepeuirye
xuOHOHeraTUBHiI pesynbsrath rociBy. Kpim toro, aist P-3051 nicns 24-TvkHeBoro fikyBaHHs
crocTepiranocs SBHE KJIiHIYHE NOKPALLEHHS CTAHY LIUTLOBOTO HIrTs MOPIBHAHO 3 BUXIJAHWM
piBHEM.

e nocnimkeHHs HaTAKae Ha Te, WO APyruil Kype jikyBanHs P-3051 npu needextuBHOCTI
amopondiny moxe Gy KkopucHuM. Lle Gyne repeparoro s NAUIEHTIB AK 3 TOUKH 30pY
CHIBBIIHOIICHHS BUTPATH/KOPUCTb, TaK 1 CIIBBIIHOLIEHHS KOPHCTh/PH3HUK.

3agBHUK (BIACHUK [Tonikem C.A.
peecTpaiiiHoro
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/ionuc/
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