Honatok 30

2o Iopsaky npoBenieHHs eKCrepTH3M peecTpaiifiHux Matepiallip Ha J1ikapchbKi 3aco6H, 1110 NOAAOTECS Ha

JACPXKABHY PeecTpaLito (nepepeecrpauno) a TaKoK

CKCIIEPTH3H Mﬂ.TCpla.ﬂlB PO BHECEHHs 3MiH Ao pCGCTpﬂLUHHHX MaTeplaJ'IlB MPOTATrOM it peec*rpaumﬂoro

TIOCBIAYEHHS
(mysxr 4 posainy IV)

3BIT
npo KJainiuHe BHNPOOyBaHHsA

1. Hasga nikapcbkoro 3acofy (3a
HasBHOCTI - HOMep peecTpaLiiHoro
NOCBi/TUEHHS)

Eddesen dopre, renn

2. 3agBHUK

["annepma CA

3. BupoGuuk

JTABOPATOPII TAJIIEPMA

31 Monnesip 74540 AJIBI-CIOP-IITEPAH, ®panmis
(Bupobruymeo, nepeunne naxyeanus, émopunne nakysanus,
KOHMPOAbL AKOCMI, BUNYCK NPOOYKYIT)

[' [IPOJAKIIIH [HK. (T'TII)

19400 Poyt Tpanckananien Baie 1°Ypde, Krebex, Kanana
H9X 384 ([Jooamrosa dinbnuys s6epizannsa ma xoumponio
likocmi 015 00cniodceHHs cmabinerocmi)

OAPM AJIIC
19 pye nec Kyrinc 63118 CebGasa, ®paunis (Bmopunne
NAaKy6aHHs)

4. TIpoBeneHi pochimKeHHs:

Xlrak [ni sxwio ui, o6rpyHTyBaTH

1) Tun nikapceskoro 3aco6y, 3a
SIKUM TTPOBOJIMIIACS ab0 MIaHyeThes
peecTpauis

JIIKAPCBbKHH 3ACIB 3 ®IKCOBAHOIO KOMBIHALIIEKO

5. IoBHa Ha3Ba KJIiHiYHOro
BUMPOOYBaHHA, KOTOBaHUH HOMeEp
KAiHiYHOTrO BUMpoGyBaHHs

OuiHka KyMyJSTHBHOT 37aTHOCTi BMK/IMKATH MOAPA3HEHHA IUKipH
npenapaty CDO0271, 0,3%/CD1579, 2,5%, B ¢opmi remo, Ta
BIAMOBiNHOrO nymanebo npu GaraTopasoBOMy HaHECEHHI Ha LIKipy
3/10pOBHX BOJIOHTEDIB.

Jocnimkenns RD.06.SRE.18242 (25-nunus-2014)

6. ®a3a KJ1iHI4HOro BUNIPOGYBaHHS

Dasza 1, nocmiakeHHs Ge3nekH

7. Ilepion mpoBeAeHHs KIiHIYHOrO
BUIpoOyBaHH

JlaTa NpoBe/ieHHs CKPUHIHTY nepuioro nauieHra: 27 ceprus 2013
Jlata 3apepiIeHHs y4acTi B DOCHIKEHHI OCTAHHBOTO MarieHTa: 25
koBTHA 2013

8. Kpainu, ne nposoamiocs
KJiHiYHEe BUMpoOyBaHHs

Cnonyueni llltatu

9. KinbkicTe nocnimkysanux

byzo panpomizosano 36 yuacHukis, 34 yqacHHKH 3aBEpILIHIN yIacTh
B JIOCJII/PKEHHI.

10. Meta Ta BTOpHHHI wini
KJIIHIYHOrO BUTIPOoGYBaHHs

OuiHka KyMyJISATMBHOI 3]IaTHOCTi BMKIMKATH MOAPA3HEHHS IIKipH
npeniapaty CDO0271, 0,3%/CD1579, 2,5%, B dopmi remo, Ta
BIZMOBIAHOrO Mutane6o mpu GaraTropasoBoMy HaHECEHHI Ha LIKIpy
3/I0pPOBHX BOJIOHTEPIB.

11. Auzaiin kniniuHOro
BUNPoOyBaHHs

Iposenene OJHOLEHTPOBE, paH0oMizoBaHe, mauebo
KOHTPO/IbOBAHE, 3 HEraTUBHAM Ta MO3UTHBHUM KOHTPOJEM, CITife
JUId  IOCHIJHWKIB, 3  {HAMBILyalbHOIO  OLIHKOK, KIiHiuHe
NOCTIUKEHHS, 10 SKOro 6yno BKJIIOYEHO TNALEHTIB 40J0BiUOi Ta
kiHOYOi cTati. B pocnimkenni 6Gyno BHKOPHCTAHO IwicTh (6)

HlKapCLKHX npenapaTm BKJIFOYHO 3 ,[lOCIIl,E[)KYBaHHM NpernapaTom.
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CD0271, 0,3%/CD1579, 2,5%, B Gbopmi remo, Ta mnpenapatu
MOpiBHAHHA: TU1ane6o, rens, CD0271, 0,1%/CD1579, 2,5%, & dopmi
remo (Eninyo — Epiduo®), CD0271, 0,3%, B dopmi remio (Juddepun
— Differin®), Ginuii Bazenin B skocti npenapaTy HEraTHBHOIO
KOHTpOMmo, Ta 0,2% Hatpito maypuncynedar (SLS; min sakpury Tal
HaMiB3aKpUTy TOB’A3KY) B SKOCTi Mpemapary MO3HTHBHOIO
KOHTPOJTIO.

Hocnikysani npenapaTH HaHOCHIH Mil HamiB3aKpUTY OB’ A3KY|
(nnacThp) Ha 3a3fmanerinb BU3HAYeHi MINAHKH WKipM HA CIHMHI
YYaCHHUKIB MPOTATOM TPbOX THXKHIB mocmink. Ha cromy JUISHKY,
wkipu Hanocwin 0,2% SLS Ha 24 romumu. 3araibHa TPUBATICTS
CKCIIEPUMEHTY CTAHOBUIIA 22 THIKHI.

Ouinky wkipHoi peakuii (3a 6-GaqbHOI WIKAIOKW) MPOBOJTHJIH
oHakMeHIe Yepes 30 XBHIMH MiC/Is 3HATTS IUIACTHPY 3 KOXKHOT 3
MiNSHOK B AHI 2 — 22,

12. OcHoBHi KpuTepii BKIIOUEHHS

["010BHI KpuTepii BKIIOUEHHS:

® Tlauientu 4omoBi4oi Ta xiHowoi crati, BikoM Bix 18 10 65 POKiB

BKJTIOYHO HA Yac BI3HTY Ha eTali CKPHHIHTY.

® 3a[0BiNbHHUI CTaH 300pOB’S YYaCHMKA 3a OLIHKOK, HAMAHOIO

JOCITiTHHKOM

®ororun mwkipu I - IV (Wolff 2007)

® JIns SKiHOK, 3MAaTHHX [0 HApO/UKEHHA JWTHHH, OTPHMAaHHii

HETaTHBHHIA Pe3yJNbTaT eKCrpec-TecTy cedi Ha BariTHicTs (UPT)

Ha eTari CKPUHiHTy Ta Ha eTarli 10 noyaTky JiKkyBaHHs/B JleHs |

- Kinky, 37aTHI 10 HAPOMKEHHS AWUTHHM, MOBHHHI Oynu patu
3roly Ha 3acTOCYBaHHA MOJBilHOro cmimoro Merony
KOHTpauenuii B nepiof y4acri B AOCIIPKEHHI Ta MPOTATOM
OHAHMEHILE OJHOrO MICALA MiC/s OCTAHHBOTO 3aCTOCYBAHHS
AOCIIKYBAHOTO JIIkapchKOro Ipenapary.

13. ocnimxyBaHuii likapchKuii
3acib, crnoci6 3acTocyBanHs, cuia
hibl

CD0271, 0,3%/CD1579, 2,5%, B dopmi remo, mis 30BHILIHLOIO
3aCTOCYBAHHS, BMIiCT aKTHBHHX PedOBHH: ananaieH, 0,3% Ta Gensoin
nepoxcHa, 2,5%.

14. Tlpenapar nopieHsAHHS, 1034,
crnioci0 3acTocyBaHHs, cuna mil

1. CD0271, 0,3%/CD1579, 2,5%, B hopmi remo, [1s 30BHILIHBOTO
3aCTOCYBaHHs, BMICT aKTMBHUX peuOBHH: amananes, 0,1% Ta
GeH3oin nepokcua, 2,5%

2. CD0271, 0,3%, B popMi rento, 115 30BHILIHBOTO 3aCTOCYBaHHS,
BMICT aKTMBHHMX PE4OBHH: afanaeH, 0,3%

3. TlnaueGo, B ¢opmi remo, 11s 30BHILIHEONO 3aCTOCYBAHHS,
BMICT aKTHBHUX PEYOBHH: HE3aCTOCOBHE

4. binuii Basenminm (mpenapar HEraTMBHOTO KOHTPOMIO), i
30BHILIHBOIO  3aCTOCYBAHHS, BMICT aKTHBHHX pEYOBHH:
HE3aCTOCOBHE

5. Harpito naypuicynbdar, SLS (npemapaT mNO3MTHBHOIO
KOHTPOJIIO, [IBa BapiaHTa HaHECEHHs), IS 30BHILLIHBOrO

15. CynyTHs Tepanis

3aCTOCYBaHH:A, BMiCT aKTHBHHX PEYOBHMH: HE3aCTOCOBHE
HezacTtocosue

16. KpHrepii ouiHku eektuBHOCTI

HesacTocoBue

17. Kpurepii ouinku 6e3neku

* Ouinka WKipHOT peakilii (3a 6-6a1bHOIO MIKAIOK OLIHKHA IIKipHOT
peaxuii)

¢ Hebaxani apuia (H)

* PesynbTaté JikapceKoro oGCTEXEHHS Ta TOJIOBHI TOKA3HMKM
KHTTENIANLHOCTI OpraHismy

18. CratHcTHYHI MeToIH

Ouinky wKipHOT peakuii Gy/iH MiACYMOBAaHI METOHAMM OMHCOBOI

CTATHCTHKH. ByJIO pO3paxoBaHE 3HAYECHHHA CepeaHbBOro iHneKcy




KymynsTiBHOro nozapasHenns (MCII) ta mincymMoBane ansa kosHOro,
3 JIOCIIIKYBAHUX TIpenaparis.

Jlani wono HA, 3 ypaxyBaHHAM J1iKapcbKOro mpemapary, HaBeCH B
(opmi TabGnuus. Takoxk 6Gyna migcymopaHa iHdopmauis woao
Hebakanux apuiy (HS), sxi poseuHynHCh He B 30HI OLIHKH, 3
ypaxyBaHHSM Jlikapcbkoro npenapatry. Ha momarok, nHaBemewi i
MiJICYMKOBI IaHi 10/10 KO)KHOTO 3 YYaCHHKIB B L(iIOMY.

19. Ilemorpadiuni nokasHuku
JLOCTTIKYBAHOT HOMyJIALii (CTATh,
BiK, paca, TOLIO)

B nocnimkenns Gyno BKIO4YeHO TPUAUATH wWicTs (36) yuacHHMKIB
BikoM Bia 23 1o 65 pokis. CepeHiii Bik Nali€HTIB CTAHOBHB 44,9 +
12,01 pokis. BinbluicTe yuacHukiB gocmimwkerns 6y sxkinkamu (28
ydacHuub, 77,8%), Oinumm (31 nauient, 86,1%) Ta He|
MIATHHOAMEPHKAHCEKOTO  MoxomkeHHa (27 nauientie, 75,0%).
Posnoznin  naujentie  3a  Qororunom wkipy GyB mpuGrmusHO
piBHOMipHUM; wKipa 13 yuacnukis (36,1%), 12 yuackuxis (38,9%)
Ta 9 y4acHHKiB (25,0%) Gyna II, I1I ta IV dortorumy, BinnosigHo.

20. Pesynbrati edeKTHBHOCTI

Hezactocosne

21. PesyneraTu Gesnekn

ns Ginbwocti yuacHuki, mkipa Akux Oyra HajgaHa BIUIMBY
CD0271, 0,3%/CD1579, 2,5%, B Qopmi remo, mpoTsroMm Tphox
THXKHIB MOCMiNb, Haliripiua ouiHka WKipHOT peakuii cTaHoBHMA «0 =
peakuia BincytHa» (29 yuacuukis, 85,3%). Jume mis  aBox
yqacHuKkiB (5,9%) Haiiripma ouinka cranosuna «4 = Gympo3Ha,
nomuproBana abo inma Tskka peakuisy. [TopiGHi pesynsratu Gynm
OTPUMaHI i Ha iHIIMX AUISHKAX WKipH, MiAgaHuX eruiury CDO0271,
0,3%, B dopmi remo (Tuddepun - Differin®), Ginoro eazenimy Ta
SLS, wHaneceHoro nix HamiB3akputy nos’ssky. Jlns mnauieHTis,
MINAHKY WKipy skux 6ynu nijutani snmuey CD0271, 0,1%/CD1579,
2,5%, B hopMmi remio, Hairipiua OLiHKa WKipHOT peakulil cTaHOBMIA
«0 = peakuis BincyTHs» (25 yuacHukis, 73,5%) i nuie 11 OFHOTO
yyacHHKa (2,9%) waiiripma ominka cranoBmna «4 = 6ysbo3Ha,
MOIIHpIOBaHa abo iHWa THKKa peakuis». Peakuis na miane6o 6yl
BIACYTHA y BCiX ydacHHKiB. Y Beix yuacHukiB Haifripma owiHka
CTaHOBWIAa «3 = myxupui [maneHpki myxupui] uM mnamysnu
[mimBuimenHs mKipy 3 OOMEKEHMMM TIpaHHUAMH, MAlEHBEKOTO
posmipy]» un «4 = Gymbo3Ha [Besuki myxupi], mommproBana a6o
[HIIA TDKKA peaklis» Ha JIUISHKAX HAHECEHHA Mpemnapary
MO3UTHBHOTO KOHTpoo (0,2% SLS) nix 3akputy 1os’a3ky. MeHiue
3 THM, peakuis Wkipx Ha SLS Takoi % KOHUeHTpawii, npu HaHeceHHi
i1 HamiB3akpuTy noB’s3Ky Oyja BiAHOCHO HU3BKOI. Pesyibrart
LBOTO TOCIIiKEHHS CBITYaTh MPO HAJEKHICTH 3acTocyBaHHA 0,2%
SLS B AKOCTi npenapaTy NO3UTHBHOTO KOHTPOJIIO MPH HAHECEHHI i/l
3aKpUTy noB’a3ky. Ilpenmapar nosurHeHOro koHtpomo, 0,2% SLS,
[epeBipAnM MpPH HAHECEHHI, SK Tl 3aKPUTY MOB’A3Ky, Tak i mif
HATB3aKPHUTY NOB’A3KY, OCKIIbKH B [I0NIEPEAHIX AOCTiKeHHAX By10
POJIEMOHCTPOBAHO, 110 BHKOpUCTaHHA SLS npu HaHeceHHi mij
HAIliB3aKPHUTY MOB’A3KY, B AKOCTI MPENapary HO3UTHBHOTO KOHTPOJIO
€ Hee(DEeKTUBHUM (OCKiNTBKU He BUKJIMKAE MOAPa3HEHHS).

Y BuUNAIKy BUABIEHHS OOMEXyBalIbHOI peakuii (To6TO oLiHKa
wKipHOi peakuii «3» aGo Buue) Ha Oynp-AKHI 3 JOCTIIKEHHX
MpenapariB, HAHECEHHS TAKOTO MMPernapary Ha BiMOBiAHY MiMAHKY|
MPUIHHSIH, i OLIHKY B yCi MOAANbIIi YaCOBi TOYKH BPaXOBYBAaH, fK|
«4».

IcrotHe noppasHennsa npu Hanecenni CD0271, 0,3%/CD1579, 2,5%,
B opwmi resio, abo BignorigHOro Mwiaue6o, 6ys0 BincyTHe. 3HaueHHs
CEpeHBOrO  KyMYJIATMBHOrO  iHAeKcYy moppasHenns (MCII)

cranosmiio ig 0,00 (mnaue6o B hopmi renro) o 2,39.




JlBa yyacHMKM NOBIZOMWIH Mo Tpu HeGaxkaHi sBuma. Y 060X
YYaCHHKIB BMHHK/IM TOPYIIEHHS 3 GOKy WIKipM Ta mimmkipHux
TKaHWH/110ApasHeHHs wKipy. CTynens TskkocTi ofHoro (1) HSI Hyna
BHCOKOIO, OJIHOTO — CEpe/IHbOIO Ta 1Ie OAHOro — HU3bKOI; YCi TpH
H 6y knacudikosani, ik Taki, Wwo MaloTh MOJNCTHRMIH TIPHUHHHO-
HaC/iAKOBMH 3B’A30K i3 JOCHifKyBaHMMM Tpernapatamu. Jlns
ydacHuKa (046 peakilis BHHMKIA Ha yCi MpenapatH, 3a BHHATKOM
nnauedo, Oy/1o MiATBEpIKEHO, IO Y LHOrO y4acHHKA HAABHHIT «Lyke
TSOKKUH CHHIpOM cniuHmy. YV yuacHuka 016 Bunukia peakiis Ha SLS
NPH HaHECeHHI Mij 3akputy noB’s3ky. XKomen 3 yuacHukis He Gys
BiZICTOpOHeHH Bif TMomanbwoi ydyacti B Aochimkenni uepes HSL
Bunaniku cmepti B nepion yuacti B jocimkenni 6yiu BigcyTHi.

22. BUCHOBOK (3aKJIIOYEHH!)

IcToTHe nozppaswenns npu 3actocyeanni CD0271, 0,3%/CD1579,
2,5%, B Qopmi remo, Ta Bianosigxoro mmaue6o, Gymo BiacyTHe.
3nauenns MCII npu 3acrocyBanHi nikapeskoro npenapary (CD0271,
0,3%/CD1579, 2,5%, B hopmi rento) Ta ABOX JiKapChKHX Mperiaparis,
npeacraenenux Ha punky (Huddepun [Differin®], 0,3% rens, Ta
Eniayo [Epiduo®], 0,1% rens) Gyno Husbkum (0,03 — 0,07). Vei
nocnimKyBaHi npenapari 106pe MepeHOCHIHCh, 3a BUHSTKOM 0,2%
SLS npu HaHeceHHi Mix 3aKpuUTy MOB’S3Ky, B SKOCTI npenapary,

MO3MTUBHOIO KOHTPOJTIO.

3asBHHK (BIaCHHK
peecTpauiiiHoro noceiguenus)
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Jonarok 30

o IopsiaKy MpoBEIeHHs EKCIIEPTH3H PeECTPALiiiHIX MaTepialliB Ha JiKapchKi 3aco6H, 1o
O/IAOTECA Ha NIEPIKaBHY PEECTPaIliio (IepepeecTpaliio), a TakoX eKCIEpPTH3H MaTepialiB Ipo
BHECEHHS 3MiH JI0 peecTpaliifHiIX MaTepiaiiB MpOTsAroM il peecTpaniifHoro rmocBi4eH s

(myHKT 4 po3ainy IV)
3BiT npo kJiHiuHe BUNPOGYBAHHS
1. Hassa nikapcpkoro 3acofy (3a
HassBHOCTI — HOMEp peecTpamiiHoro Eddesen dopre, rens
IOCBiTYEHHS)
2. 3agBHHK Fangepma CA
3. Bupo6uuk JIABOPATOPII TAJIJEPMA
31 Mounesip 74540 AJIbBI-CHOP-IITEPAH,
Opanuis

(Bupobnuymso, nepeunne nakysanus,
6MOPUHHE NAKYEAHHSA, KOHMPOIb AKOCHI,
BUNYCK NPOOYKYI)

I' TIPOJAKIIIH THK. (T'TIT)

19400 PoyT Tpanckananien baie 1" Ypde,
Krebek, Kanana H9X 3S4 (Jooamkosa
OinbHuys 36epizanns ma KOHMPOIO AKOCmi Ol
oocnioxcenHs cmabinbHocmi)

®APM AJIIC
19 pye nec Kytinc 63118 Cebaza, @paniris
(Bmopunne naxyeanHs)

4. IIpoBeseH1 QOCTiKEHHS: X Tak [ HI sKwmo Hi, 0GTPyHTYBAaTH
1) Tun nikapcekoro 3aco0y, 3a SKHM JIIKAPCBKHWH 3ACIB 3 ®IKCOBAHOIO
npoBoaunacs abo mianyerbes peectpanis | KOMBIHAILIIEIO

5. IloBHa Ha3Ba KIIHIYHOrO bararonentpoBe, paHAOMi3oBaHe, II0/BIHHE
BHIIPOOYyBaHHs1, KOJOBAHHH HOMED ciime, JOCTIJPKEHHS B HapalelbHHX TIpymax,
KJIIHIYHOTO BHIPOOYBaHHS KOHTPOJIBOBaHE 3a JonoMorow mnamnebo Ta

aKTHUBHOIO  IIpemapary A IOpiBHSHHS
edextuBHOCTI Ta Oesmexkum remo CD0271
0,3%/CD1579 2,5% JUIa MICIIEBOTO
3aCTOCYBaHHSI BIJIHOCHO T'eJII0-HAllOBHIOBAYA IS
MICIIEBOTO 3aCTOCYBaHHs B NAIli€HTIB 3 acne

vulgaris.
Hocnimxenust RD.06.SRE. 18240 (28 numnHs
2014 p.)
6. daza KIiHIYHOTO BUNIPOOYBaHHS Da3za 3
7. Iepion npoBeneHHS KITIHIYHOIO JlaTa CKpHHIHTY NEPIIOro MOTEHIIHHOro
BUIIPOOYBaHHS yuacHuKa: 22 nunas 2013 p.

Jlara 3aBeplLIeHHS JOCTiKEHHA OCTAHHIM
yuacHHKOM: 25 Gepesns 2014 p.

8. Kpainu, ne npoBojiuiocs KiiHigHe Cnonyueni Illtatn Amepuxu ta Kanaga
BUNIPOOYBaHHS
9. KinbKicTh 1OCIi UKy BaHNX Bceboro ckpuHiHT npoHnum 554 ocobwu, 503 3

AKHX OyJIH paH/IoMi30BaHi.

1



10. Mera Ta BropHHHI 1iji K1iHIYHOTO
BHIIPOOYBaHH:

Y  pmocmimxenns O6ymo 3 wabopu mimeit

epekTHBHOCTI, IO OYyAM IpeACTaBNeHi B

iepapXiuHoMy mopsaky. Tpu mimi manum GyTu

NIEPEBIPEH] B TOPSIKY, 3a3HAYCHOMY HHUKYE,

KOJKHa YMOBHO 3aJI€XKHO BiJl yCIIXY MOMEpeaHEOl

i,

1. mpomeMoHcTpyBaTH nepepary B
eextuBnocTi CD0271/2,5% CD1579, remo
0,3% y mopiBHSHHI 3 rejleM-HAalOBHIOBAYEM
IpH JKyBaHHI acne vulgaris mpoTsroM 0
12 THkHIB y BCilf momynsnii HamieHTiB i3
TOMIPHHUM Ta TSKKHM aKHe.

2. TpOJIEeMOHCTPYBATH nepesary B
edexTusnoOCTI remo CD0271 0,3%/CD1579
2,5% y mopiBHAHHI 3 rejleM-HaIlOBHIOBAYEM
y MiArpymi NamiedTiB i3 aKHe THKKOTro
CTYIEHIO (3arajibHa OI[iHKAa CHMIITOMiB
nocmigaukoM [IGA]=4).

3. ouiHuTH nepesary remo  CDO0271
0,3%/CD1579 2,5% y mopiBHsHHI 3 renem
Emigyo B miarpyni mnamieHTtiB i3 akHe
TsoKKoro cTynerio (IGA=4).

Beaxamnocs, 110 BUNPOOyBaHHS Oyne

MIO3UTHBHHUM IIOJ0 e(pEeKTUBHOCTI Ipemapary,

AKIIO OyayTh gocsrayTi i (1) i (2).

11. Jlu3aita KIiHIYHOTO BUIPOOYBAHHS

Bararouentpose, paHzgoMizoBaHe, HOABiHHE
ciine AOCHIDKEHHS B MapalelibHUX TIpylax,
KOHTPOJIbOBaHE 3a JOINOMOrol InIamebo Ta
aKTHBHOIO IIpenapaTy B IAaIl€HTIB i3 acne
vulgaris. JIoCHiUKyBaHMMH MpemapaTamH, gKi
HOPIBHIOBAIIM B IIbOMY JTOCIIiKEHHi, OYJIH reisb
CD0271/CD1579 (mo mictuts 0,3% agananeny
Ta 2,5% OeH3oinmy mnepoxcunay), reap Emimyo
(3apeecTpoBaHMil TiKapCHKHii 3acif, 110 MICTHTH
Ak airoui peuoBuHH 0,1% amananeny Ta 2,5%
Oen30iny NMepoKCcHIy) Ta Tellb-HANOBHIOBAY 5K
IpernapaT nopiBHAHHA.

12. OcHOBHI KpHTepil BKIFOUEHHS

OcHOBHI KpuTepii BKIIIOYESHHS:

v' Ocobu 06ox crareil BikoM Bif 12 pokiB Ha
MOMEHT CKPHHIHTOBOI'O Bi3HTY.

v' Kniniueuit  miaros acne  vulgaris i3
ypaXXeHHSIM 00 IHYYs

v" Ban saraneHoi ouninku gocmimaukoM (IGA),
M0 BiANOBiNae akHe cepexuboro (3) abo
TSKKOTo (4) CTyneHs, po3paxoBaHMii IMiJ| yac
CKPUHIHTOBOTO Ta MEPIIOTO Bi3HTIB.

v' Ilonaitmenme 20, age wHe 6Ginpme 100
3allJIbHUX ypaykeHb (MallyJid Ta IyCTy/IH) Ha
00muu4i (BKIIIOYHO 3 HOCOM) Mg dac
CKPHHIHTOBOT'O Ta MEPILIOrO Bi3HTIB.

v' Ilonaiimenme 30, ane He Oimpme 150
He3alaIbHHX ypaKeHb (BIAKPHTI KOMEHOHH




Ta 3aKPUTi KOMEJOHHM) Ha o6mHuyi (y ToMy
YHCIIi HC) I/l 9ac CKPHHIHTOBOTO Ta MEPIIOTo
BI3HTIB.

13. ocnimxyBannii likapchbkuit 3aci6,
croci6 3acTocyBaHHs, cuna il

['ens CD0271 0,3%/CD1579 2,5%, micniere
3aCTOCYBaHHA, cuia Ail; agananex 0,3% Tta
OeH30iny nepoxcun 2,5%.

14. Ilpenapat nopiBHAHHS, 1034, CrI0Ci6
3aCTOCYBAHHS, CHJIA Jii

1. Eminyo, rens (Eddesen, rens), micriese
3aCTOCYBaHHs, cua aii: agananen 0,1% Tta
Oen3oiny nepokcun 2,5%.

2. 'enb-nanoBHIOBaY, MicIieBe 3aCTOCYBaHHS,
cuna: He 3actocoByeThes.

15. CynyTHs Tepamnis

He 3acTocoByerncs.

16. Kpurepii ouinku edekruBHOCTI

v' Ban IGA, KilbKiCTb ypaxeHs mKipn
v’ IlepBuHHI KiHIERI TOUKH:

- [loxasauk edexTHBHOCTI —  BiACOTOK
YYaCHHKIB i3 3arajbHOI  OLIHKOIO
nocmigaukoM (IGA), mo BH3HAYaeThCS
JK JIOCATHEHHS IIOKa3sHHKA «4HCTa
wKipa» abo «Maike wmcTa IKipa»
(i, oTXKe, MOKpAIEHHS TOKa3HUKA Ha
TIKHI 12 moHaiiMenme Ha 2 Gamu B
HOPIBHAHHI 3  BHXIAHHM  piBHEM
[momy st ITTY).

- 3miHa KiTbKOCTI 3amaabHUX YpaXkKeHb Bif
BHUXIZTHOTO  piBHS 10 TWXKHA 12
(momynsiis ITT).

- 3MiHa KIIBKOCTi He3alalbHUX ypaXKeHb
BiJl BHXiZHOTO piBHS 10 THXHA 12
(momynsmis ITT).

v BTOpHWHHI KiHIIeB] TOYKH e€(EeKTHBHOCTI:

- BincoTkoBa 3MiHa KiBKOCTI 3anaibHuX i
He3aNaJIbHUX YPaXXeHb BiJl BHXiJHOro
piBHA 10 THKH 12 (momymsuis ITT).

17. Kpurepii owinku 6e3nexu

v Hebaxani sBuma (HSI), ominka wmicueBoi
NEPEHOCHMOCTI,  BH3HAYEHHS  OCHOBHHX
(isiomoridHux  MOKa3HHKIB,  (izHKaTbHE
00CTe)XEHHd, aHaJIi3 cedl Ha BariTHICTH

18. CratucTiyni Mmetonu

IlepeBipka rimote3 mpoBomuiaacs y ¢opmi
iepapxiuHoi TiepeBipkd 3 rpyn JiKyBaHHS 3a
2 crpatamu cTynenio saxsoprosanusa (IGA=3 i
IGA=4) B mpoMy KiIiHi4YHOMY BHIPOGYBaHHI.
IepapxivyHa nepeBipka MpoBoHIIACS [IOETAIHO Ta
JOKITAJHO omucaHa Hikde. [lepBunni KiHIesi
TOYKH [EPEBIpsUIHCA Ha KOXHOMY  €Talli.
Bumaranocs, 106 Ha KO)KHOMY eTari Bo6iuHmi
TECT JUIsl KOXKHOI KIHIIEBOI TOYKH OYB 3HAYYIIHM
npH pieHi anbda 0,05.
Tpu nocnigoBHi etanyu nepesipku rimores
TIOJIATaTH B NOPiBHSHHI:
1. remo CD0271 0,3%/CD1579 2,5% i3 renem-
HaIOBHIOBaYeM (06’eHaHi cTpartH i3 3-M Ta




4-M cTynenem 3axBoproBanus 3a IGA [IGA 3
1 4]); AKIIO MOKA3aHO IIEpeBary rellfio Ha BCixX
3 KiHIIEBHX TOYKAX, TO:

2. remo CD0271 0,3%/CD1579 2,5% % i3
re/ICM-HAIlOBHIOBAYEM IIPH 3acTOCYBaHHI B
crpati 3 TsxkuM cryneHeM (IGA=4); skmo
Oys10 moKazaHO mepeBary rejil0 Ha BCiX 3
KiHIIEBHX TOYKAX, TO:

3. remo CD0271 0,3%/CD1579 2,5% i3 renem
Eninyo npu 3actocyBanHi B ¢TpaTi 3 TSKKHUM
cryneneM (IGA=4). Pisuung wMix umn
TpyliaM¥ aKTHBHOTO JIKyBaHHS Mana OyTH
omiHeHa uepe3 95% [noBipumii iHTepBa.
®opmanbHa nepeBipka rinores HE
IUTaHyBaJIacsl.

OckUIbKH CTPYKTYpy IepeBipkd rimores 6ymno

iepapXiyHOIO, KOPHIYBaHHS HAa MHOKHHHICTD HE

Oynmo morpibme. CTaTHCTHYHY mEpEBipKy

MOKa3HWKa €(PEKTUBHOCTI (YaCTKH) MPOBOIUIM

3a  kpurepiem  Koxpana-Mantens-I'ensens

(KMI') 3 BUKOpHCTaHHSM METOY T€HEPATLHOIO

y3aranbHeHHA. g 1-ro eramy kputepiit OyB

cTpaTH(IKOBAHHI 3a CTyNmeHeM 3axXBOPIOBAHHS
3a IGA i1 nentpom 06pobku jaumx, g 2-ro
eramy TecT OyB cTpaTH(]ikoBaHHH 3a LEHTPOM
00po6kM maHmX, a JUIst 3-ro eTamy Juisl OLiHKH

BiIMIHHOCTeH y BHJ[aX JTiKyBaHHA cTpaTHpiKaris

He BHKOpHCTOBYBanacs. J{ns BciX eramiB aHami3

3MIHH KIUIBKOCTI 3amaJbHHX Ta He3amaJbHIX

yYPaXX€Hb BiJl BUXIJIHOrO piBHA 10 THXHS 12

(momymsmis  ITT) Gyno mpoamaizoBano 3a

JIOIIOMOT0I0 MOJIeNli  KoBapialliffiHoro asaisy

(ANOVA), npu npoMy KinbKicTh ypakeHb Ha

BUXiJIHOMY piBHI 6ysI0 B3sfTO 3a KoBapiaTy, a

UCHTp 0OpOOKM MaHMX Ta BHJ JIIKYBaHHS 3a

daxrop. [Tns 1-ro eramy o mozeni 6yB qomaHui

creminp TskKocTi 3a IGA. SIk ocHoBHHE MeTOx

I11JICTAHOBOK BIZICYTHIX IaHuX

BUKOPHUCTOBYBAJIMCA MeTOAM OaraTopa3oBoi

migcranoBku (BIT). Jns amamisy wytnuBocti

BHKOPHCTOBYBAIIOCA NIEPEHECEHHS BIIEPE TAaHUX

octaHHboro criocrepexkeHHs (LOCE).

19. lemorpadiuni moxasHuku
JOCIIIKYBAHOT MO ISl
(cTaTs, BiK, paca, TOLIO)

Posmonin 3a crarrio Oy piBHOMipHHM Mix
qosnosikamMu (47,7%) Tta xinkamu (52,3%),
OlIbLIICTE  yYacHWKIB BHUIpPOOYBaHHA OyjH
npeAcTaBHUKaMHU eBpomneoignoi pacu (77,3%).
3aranom cepenHiit Bik craHoBuB 19,6 pokis
(Meniana Biky — 17,0 pokis), mianason Biky —
Bix 12 nmo 57 pokis; npubIM3HO MONOBHHA
ydacHHKIB (54,3%) Oynu BikoMm Bixm 12 go 17
POKIB.




20. Pesynpraru eeKTHBHOCTI

Hns 1-ro eramy (aHani3 BTOPHHHHX NMEPBHHHHX

KIHIEBUX TOYOK B O00’€JHAHHX CTparax)

e(peKTHBHICTh npernapary Oyna

NPOIEMOHCTPOBAHA JUIS BCIX 3 IIEPBHHHHX

KIHIIEBUX TOYOK (TIOKa3HUK €()eKTHBHOCTI, 3MiHa

KIJTBKOCTI 3aMalbHUX YpakeHb Bill BHXiIHOTO

PIBHA Ta 3MiHA KUIBKOCTI He3allaIbHAX YPaKeHb

BiJ] BUXi{HOTO piBHS). Vi aHali3u 9y TIMBOCTI 3

BUKOpHCTaHHAM Metoay LOCF nHa TwkuI 12

IOKa3ald  aHAIOrIYHI  pe3ynbTaTH. AHa3

HOIyIANil JOCHI/DKEHHS 3a IMPOTOKOJIOM JIJIs

IIOKa3HUKa e(QEeKTUBHOCTI, 3MIHH KilIBKOCTI

3aDaJbHEX Ta He3aNalbHHX ypaXkeHb B

00’€ZIHAHUX CTpaTaX 3aXBOPIOBAHHS ITiATBEP/IHB

BHCHOBOK IIEPBHHHHX aHAJII3iB.

v JInsd aHanisy BTOPHHHHX KIiHIIEBHX TOYOK
(BiicoTKOBa 3MiHA KUTBKOCTI 3amajbHHX
ypaKeHb 1 BiJICOTKOBa 3MiHA KLIBKOCTI
He3anaJIbHUX ypa’keHb) KOHTPOJIb
MHOXKMHHOCTI,  TOB’s3aHOI 3 JIBOMaA
BTOPDMHHMMH KIHIIEBHMH TOYKaMH, OYB
HNOCATHYTHH 13 BHKODHCTAaHHSM METOY
Xoxbepra. Amnanizu YYTJIHBOCTI 3
BukopHucTaHHaM Metojay LOCF nHa Tmxui 12
[I0Ka3aJIM aHAJIOT1YHI pe3yJIbTaTH.

« Y ob6ox i3 o6’equanux crtpar (IGA=3 i

IGA=4)

- renie CD0271 0,3%/CD1579 2,5% Gys
CTATHCTHYHO e()EeKTHUBHINIMH 3a reib-
HanoBHIoBay (p<0,001; 12 TmxnaeHs,
bII) ®a migcraBi monpaBKH i3
BHKOPDHCTaHHAM Mertony XoxOepra.
Cepennst BiICOTKOBa 3MiHa KiJIBKOCTI
3alaIbHUX YPaXX€Hb BIl BHXIIHOTO
piBH: 10 THoKHA 12 cranoBuia 68,70% y
rpyni remo CD0271 0,3%/CD1579
2,5% y nopiBusanHi 3 39,23% y rpyni
rejIo-HaloBHIOBAYA.

I'ens CD0271 0,3%/CD1579 2,5% Gys

CTATHCTHYHO e(EeKTUBHIUINN 3a relb-

HanoBHioBa4Y (p<0,001; Twxnmens 12,

BIT). Cepenns BigcoTkoBa 3MiHa

KUIBKOCTI HE3aNaIbHUX YpaKeHb Bij

BUXIJHOTO DpiBHZ [JO THXHS 12

craHoBuna 68,34% y rpym remo

CD0271 0,3%/CD1579 2,5% B

nopiBHsHHI 3 37,38% y rpymi remo-

HaIlOBHIOBAyva.

e VY crpari 3 TsKKuM ctynieHeM (IGA=4)

- rens CD0271 0,3%/CD1579 2,5% 6yB
CTATHCTUYHO e(eKTHUBHIIIMIA 3a reib-
HanoBHIOBaY (p<0,001; 12 THxKIeHD,




bIT) wa mincraBi mompaBku i3
BHKOPDHCTaHHAM Metony XoxOepra.
Cepenns BiICOTKOBAa 3MiHA KiJIBKOCTI
3amaJbHAX YPaKeHb BIJ BHXITHOTO
piBHs 210 THOXKHSA 12 cTaHOBHIA -74,44%
y rpyni remo CD0271 0,3%/CD1579
2,5% y nopisasuHI 3 33,00% y rpymi
reJII0-HaloBHIOBAYA.

I'ens CDO0271 0,3%/CD1579 2,5% 6yB
CTaTHCTHYHO e(eKTHBHIIUMIA 3a Ieib-
HanoBHIOBaY (p<0,001; Tmwxnens 12,
BbIT). Cepenns BincotkoBa 3MiHa
KITBKOCTI  3amajbHUX YpaKeHb Bif
BHXIJHOTO piBHA 10 TIKHA 12
cragoBuna 72,05% y rpym remo
CD0271  0,3%/CD1579 2,5% vy
nopiBHgHHI 3 30,79% y rpymi remro-
HaIlOBHIOBAYA.

21. Pesaynbraru Gesnexu

v’ Ilix wac nociiukenns Hebaxani spuma (H)

Oymu 3apeectpoBaHi B 50 yuacHukiB (23,0%)
y rpyni remo CD0271 0,3%/CD1579 2,5%,
42 yuacauxu (19,4%) B rpymi remo Emigyo ta
13 yuacuukis (18,8%) y rpymi remo-
HaIlOBHIOBAYA.

Y rpyni remo CD0271 0,3%/CD1579 2,5%
12 yyacuukiB (5,5%) wmamu HSI, axi 3a
OLIHKOK JOCITiOHHKAa Oyl 10B’s3aHi 3
JIOCHIKyBaHHM IIperaparoM, y HOPiBHIHHI 3
1 yuacaukom (0,5%) B rpymi remo Emigyo ta
KOIZHHM  YYacCHHKOM Yy TIpymi Telo-
HaloOBHIOBAYA.

¥ rpymi remo CD0271 0,3%/CD1579 2,5%
Halnommpenimumu HS Oynu punodapuarit
(6,5% y4yacHMKIB) 1 mOJpa3HEHHS MIKipH
(4,1%). ¥ rpymi reso Eninyo
Halinommpenimumu HS Gynn Hazodapusrit
(5,1% yuacHukis), ingpexnil BEPXHIX
IMXalbHUX IUaXxiB (2,3%) Tta amepriumi
nepMatutd  (1,4%). YV rpymi  remo-
HaMoBHIOBaYa 1H(QEKIiS BEpPXHIX AUXAIbHHX
IUIAXiB Oyna €IuHUM HeGa)KaHHM SBHIIEM,
3apeecTpoBaHUM Oinbll HiK y 1| yyacHHKa
(4 yuacHuku [5,8%]).

Binemicte HSI, ki 3a OLIHKOIO IOCTiOHHKA
Oynu  TOB’sA3aHi 3 [JOCIIKYBaHHM
NPENapaToM, BiI3HAYAIHCS B CHCTEMHO-
opranHoMy Kkiaci (COK) «Posnagu 3 Goky
HIKipH Ta MiJIIKipHOT KIITKOBUHU» BinpuicTs
i3 Hf, nop’s3anux i3 JOCIIIKYBaHHM
IIpenapaToM, BHHUKJIX y TPYII 3aCTOCYBaHHS
remo CD0271 0,3%/CD1579 2,5% (15 HSl y
12 yuacumukip), a pewmra 2 — BHHHKIH B




| ygacauka B rpyni remo Emigyo. ¥V rpymi
remo  CD0271  0,3%/CD1579 2,5%
HaiimomupenimmamMu  HSI, mnos’ssanumMu 3
JOCTI/DKY BAaHHM [IpernapaTom, OyJiH
nmoapasHeHHsA wKipu (2,8% yvacuukiB) Ta
BiuyTTa mediHHa mkipu (0,9%). V rpymi
remo CDO0271 0,3%/CD1579 2,5% B
1 yuacHuka OyB OB’ sI3aHMH 3
JOCI/DKYBaHHM — TIPENapaToM  aTOIiYHMIl
NEepPMATHT, SKHH TpPU3BIE JO MPHIHHEHHS
ydacTi ydYaCHHKAa B JOCHIJKEHHi, 1 B
1 yyacHuka Oyno OB’ s3aHe 3
JOCITIIHKYBaHHUM npenapaToM JierKe
IOJpa3HeHHs IIKipH.

binpmicte HSI, ski Oynm 3apeectpoBaHi B
UbOMY JOCTiDKeHHI, OynHm Jerkoro abo
cepeHpOro crynens. Jlume B 1 yyacHHKa B
rpymni rejo-HallOBHIOBAYA Oyno
3apeectpoBane Tsokke HA (rimokamiemin), i 3a
OI[IHKOIO  JOCHiJHHKA BOHO HE OYIIO
TIOB’A3aHeE 3 JOCIIKYBaHHM IIpeHapaToM.
[limx wac  gocmimxeHHS HE Oyno
3apeccTPOBAHO BUIAIKIB cMepTi. €IHHHM
cepiiosanm  HA y  jnocnmimkenni  Oys
HEIOB’ A3aHuit i3 JIOCTIi 1KY BaHHUM
[penapaToM TIeHepalli3oBaHUi TPHUBOKHHH
po3nan, sAkuii OyB 3apeecTpoBaHHN B
1 ygacnuka B rpyni remo Emigyo.

JlBa yyacHHKHM NPHUIHHHIH JOCITiIKYBaHe
nikysanHd yepe3 HSI: B 1 yuacuuka B rpymni
remo  CD0271  0,3%/CD1579 2,5%
Bi/[3Ha4YaBCs aTOMIYHUI JEpMaTHT, SIKHH 3a
OIIHKOIO JOCTiIHUKA OYB JIErKOTO CTENEHS
Ta  MOB’S3aHHMH 13 JOCIIKyBaHHM
npenapaToM, 1 y | ygacHuKa B Ipymi reio
Eninyo Big3Havyanocs noripiieHHs akHe, sKe
3a OLIHKOIO OyJI0 HOMIpHOro cTemeHs Ta
I10B’sI3aHE 3 JOCIIIKYBaHHM IPEapaToM.
JBi (2) mamieHTKH [OBiIOMUIH TIpO
HACTaHHA BariTHOCTI MiJ{ Yac JOCIIiIKEHHS:
no ojHiif y rpynax remo Emigyo Ta remo-
HanoBHIOBa4a. OOuABI BariTHOCTI TpHBAIH
Ha MOMEHT OCTaHHBOTO 3BiTY.
Cencubinizamis 1103 proBaIacs B
1 yuacHuka (HeOa)kaHe ABHINE OCOOIMBOTO
snavenHa (HSO03) — nerxe mompasnenns
KipH), ajie He OyJa ami miATBepIKeHa, aHi
BHKJIIOYEHa, TOMY 10 YYacHHK HeE
IIOTOJIMBCS HA MIKIpHY Mpody.

3aranoMm 03HaKH/CHMIITOMH 3a IIapaMeTpaMu
MicIeBol [IEpeHOCHUMOCTI (eputema,
JIeCKBaMailis, CYXiCTB,




NOKOJIIOBAaHHS/II€UiHHA) HaWBHIUI  Gai
AKHUX, OYB ripuIMM 3a BEXiHUi piBens, Gy
nomMpeHimi B rpym remo CD0271
0,3%/CD1579 2,5%, wix y rpymax reio
Eninyo 1 remo-manoeHioBaua. OmHak
cepeaHi Oaay Mai TEH IEHIIIIO 10 3HHKEHHS
3 vacom, a HS y rpym remo CD0271
0,3%/CD1579 2,5% 6y nepeBaskHo JIerkoro
abo IOMIPHOTO CTyIeHsi, IpPH LHEOMY B
KUIBKOX ydYacHHKiB (+6,1%) Bim3Hauamwcs
TSKKI O3HAKH/CHMIITOMH.

Kiiinivyzo 3HAUYIMX aHOMATILHHEX TeH IeHIiit
11010 OCHOBHHX (Di310JIOTYHHX MOKA3HHKIB
Ta Pe3yNbTaTiB Qi3UKaIBHHX 0OCTEXEHB He
OyJ10 Hi B 0/1Hii i3 rpyn gociimKeHHs.

22. BUCHOBOK (3aK/IIOYEHHS)

lle mocmiKeHHS NPOAEMOHCTPYBAIO, IO
rene CD0271  0,3%/CD1579  2,5%
IICPEBEPIYE TI'e/Ib-HAOBHIOBAY 33 TAKMMH
NEPBHHHUMH  KiHIIEBHUM  TOYKAMH, 5K
MOKa3HHK e(QEeKTHBHOCTI 3a 3araabHOIO
ominkoro  mocmigaukoM/IGA  («umcra
HIKipay/«Maiixe 4HCTa HIKipay» 3
MOKPAIICHHAM OLiHKH TNpHHaiMHI Ha 2
CTYIEHi) Ta 3MIHH KiJIbKOCTI 3amajJbHHX i
He3amalbHUX  ypaxkeHb.  CTaTHCTHYHA
3HAUyINicTh Oyna cTabilbHO  BHCOKOIO
(p<0,001), a pesynsTar JiKyBaHHS KIiHIIHO
NEepeKOHIHBHM. JlocnikeHHs € pobacTHHM,
Jla€  MOCNIJOBHI pe3ynsTaTM B  aHATI3i
IOMmyJIAUii 3a IPOTOKOIOM Ta aHAJi3aMH
Yy TIHBOCTI.

YV miarpymi y4acHHKIB i3 aKHe TSKKOTO
cryneHro (Buxigmuuii 6anm IGA=4) rens
CD0271 0,3%/CD1579 2,5% nepesepuryBas
rejab-HallOBHIOBAaY 3a NOKa3HUKAMH
edexrusrocti IGA (p=0,029) Ta 3minamu
KUJIBKOCTI 3anaabHuX (p<0,001) i
He3anaabHUX ypakeHb (p<0,001). Jma uux
IEPBHHHHUX KIHIICBHX TOYOK IIOKA3HHK
e(eKTUBHOCTI BinOOpakac MOKpaIEHHIM
Gary IGA npumaiiMmai mHa 3 cTymeni
IPOTAIOM 12-Tr>xHEBOTO nepiony
JTiKyBaHHS. Pesymerar  pocmimxenHs
HIATBEP/UKEHHH pobGacTHUMH  aHamizaMu
Yy TJIHBOCTI.

Tennenuis kinokicHoi mepeBarm  remo
CD0271 0,3%/CD1579 2,5% y nopisHsHHi 3
rejemMm Eninyo 3a MOKa3HUKAMHM
edextuBHOCTI IGA Ta 3MiHaMH KinbKocTi
3aMQTPHAX 1  HE3aNaJbHUX  ypakeHb
Bi/[3HaYaacs B YYACHHKIB i3 aKHe TSKKOTO
cryneno (IGA=4).




vV mpomy gocnmipkensi rens CD0271
0,3%/CD1579 2,5% nobpe mepeHOCHBCA.
Hebaxani sBuma (HS), mo suHHKaIH
npotarom JikyBauHs (HAIL), 3assuuait
OyIH JIeTKOro Ta MOMIPHOTO CTYIIEHiB.
Heuncienni HSI, mo BHHHMKIM NpOTSrOM
NiKyBaHHS, AKi Oyma  moB’ssami 3
JKYyBaHHSIM, 3a3BHYAi HOCHJIH
JIepMaToJIOTiuHuit XapakTep, OyJIH JIETKOro
Ta TOMIPHOTO CTYNEHIB i He BHMAaramm
IIPUIIUHEHHS JIKYBaHH.

v OTxe, NOCHTIIDKEHHS HAJA€e IMiATBEpLKYIOUi
JoKa3d e(QeKTHBHOCTI Ta Oe3meKkw remo
CD0271 0,3%/CD1579 2,5% y uinwosiit
TIOITY JISIITiT.

3asBHHUK (BJIACHHK
peecTpauiifHoro
TIOCBI/IYEHHS )
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Honatox 30

10 Iopsaaky mpoBe/ieHHsl eKCIIEPTH3H PeecTpalliifHuX MaTepialiB Ha JIiKapchKi 3aco0u, 110
II0/JIAIOTECS Ha JIEp KaBHy peecTpaLiio (IepepeecTpaniio), a TAKokK eKCIEePTH3H MaTepialiB Ipo
BHECEHHS 3MiH JIO PeECTpalifiHUX MaTepialiB IpOTIroM JIii peecTpaniiHoro MOCBiIYeHHS

(myHKT 4 po3znainy IV)
3BiT npo KJaiHiYHe BUNIPOOYBAHHA
1. Hazpa nixapcekoro 3aco0y
(32 HasIBHOCTI — HOMEP PEECTPALlifHOrO Eddesen popre, rens
1IOCBIIUEHHSI)
2. 3asgBHUK lannepma CA
3. Bupobuuxk ' JIABOPATOPII TAJIIEPMA
31 Mounpezip 74540 AJIBBI-CIOP-ILIEPAH,
Opanis
(Bupobuuymeso, nepgunHe naKyeanHs, 6MOpPUHHe
NAKYGANN, KOHMPOIb SKOCMI, 8UNYCK
npooyKiyii)
' TIPOAAKIIH THK. (I'TIT)
19400 PoyT Tpanckananien baie 1" Vpaoe,
Kpebex, Kanama H9X 354 (looamkosa
Qinbruys 30epizaniis ma KoHmpono aKocmi O
docaiocenus cmabintbrocni)
®APM AJIIC
19 pye nec KyTinc 63118 Cebaza, ®panuis
(Bmopunne nakysanus)
4. TIpoBe/eH1 10CTIJUKSHHSI: X Tak [ w©i  SKIWO Hi,
oOTpyHTYBaTH
1) Tum nikapebkoro 3acoy, 3a siKUM JIIKAPCBKHMH 3ACIB 3 ®IKCOBAHOIO
nposoauiacs abo mwianyernes peectpauis | KOMBIHAILIICIO
5. TloBHa Ha3Ba KIIHIYHOrO dapmaxokiHeTHKa ajlarancHy miciis
BUIIPOOYBaHHSI, KOJIOBaHUIT HOMep faraTopa3oBoro MiCLEBOTO 3acTOCYBaHHsI Ielli0
KIIHIYHOrO BUIIPoOYBaHHs anananeny 0,3 % Ha oOnHudi, CIMHI Ta IPyHsX
TAIEHTIB 31 3BUYAHHUMU BYTpaMH,
RD.03.SRE.2690
6. daza kiinivHoOro BUNpoOyBaHHs Pasza |
7. Ilepioj mpoBe/ieHHs! KITHIYHOTO Jlata CKpHHIHTY NEpIIOro MOTEHIIHHOro
BUNIPOOyBaHHA yuacuuka: 16 Tpasus 2002 p.

Jlara 3aBepIeHHs JOCILKEHHS OCTAHHIM
yuacHUKOM: |1 uepsust 2002 p.

8. Kpainu, jie npoBouiiocs KJiHIYHE Mpanuis
BUIPOOYBaHHHA

9. KinpKicTh JOCIKYBAaHUX V nocnijukenns Gyio BmovyeHo 16 naiieHTis
10. MeTa Ta BTOpHHHI [{1J11 KJIIHIYHOTO Mera monsrana B TOMYy, 000 BH3HA4YHUTH
BHIIPOOYBaHHA (papmakokineTuky amananeny 0,3 % y renesiit

(opmi mpH foro 3acToCyBaHHI OJIMH pa3 Ha JIEHb
nporsarom 10 gHIB y mamieHTiB 31 3BHUaiHAMM
BYIpamu 3a JIOTIOMOTOI0 Yy TJIHBOTO
HiloaHaJIITHIHOTO METOJY 3 MEKEIO KUIBKICHOIO




pusHaueHHss 0,1 Hr/Mi1 g BH3HAYEHHS
ajlanasieHy y rjasmi Kposi.

11. Jlusaiid KIHIYHOrO BUIIPOGYBaHHS

Lle fgocmizpkenHs Oyle HpPOBOOUTHCA — AK
OJIHOLEHTPOBE BIJIKPUTE JOCITIIKEHHS.
HlictHaausaTh namnienTie 4ouoBiuoi a6o xKiHo4Yo1
crari (Bix 18 mo 35 pokie 3i 3BuuaiinuMH
Byrpamu) Oyau obpaHi I OLiHKH
(papmaxokineTHUHOTO TIpO(iIIO anananeny micus
3aCTOCYBAaHHs ~ OaraTokpaTrHUX 103  Tello
agananeny 0,3 % (oaMH pa3s Ha JeHb BpaHIl
nporarom 10 auiB npH HaHeceHHI Ha O6IMYYs,
rpyAHY KIITHHY Ta CIIHHY).

3pasku KpoBi BijOMpaan y muX manieHTiB nepej
PaHKOBHM 3acToCyBaHHIM Ha 10-i geHs Ta yepes
1,2,4,6,8, 10, 12, 16, 24, 36, 48 ta 72 ronuHu
MICISL OCTAHHBOI'O HAHECEHHSI.

12. OcHOBHI KpuTepii BKIIOUEHHS

KiirouoBi KpuTepil BKIIOUEHHS:

- Yonosiku abo KiHKH Oyxe-skol pacw,
BikoM Biz 18 1o 35 pokis.

- [lanient mMae 3BHuaiiHi Byrpr Ha ob1uyui,
BEpXHIH YacTUHI rpyaei Ta CIIUHI.

- IlamienT sxiHO401 cTaTi pENpPOAYKTHBHOIO
BIKY 3aCTOCOBYyBaJia e(DEKTHBHHI MeETO[
KOHTpaLENLil IpOTAroM OCTaHHIX I’ SITH
THXKHIB 110CHIAbL 1 Oyae MpoaoBKyBaTH
POOMTH 11€ MiJ] Yac MOCTiKEHHS OJTHHM 3

- TaKux METO/IB: 1epopasbHa
KOHTpAlleNlis,  BHYTpPIIIHLOMATKOBHIA
NPHUCTPIi, Mpe3epBaTHB.

- ITMauient skino4oi ctaTi penpoayKTHBHOTO
BiKy Ma€ HETaTHBHHH aHaji3 cedl Ha
BariTHICTh Ha IMOYATKY JOCIiIKEHHS.

- [Ilamient  xiHowoi craTi He Mae
JITOPOIHOTO NOTEHI Ty (TobTo
ricrepeKkTomis, IIBOCTOPOHHE
nepes’s3yBaHHA MaTKoBUX TpyO abo
JBOCTOPOHHS OBapieKTOMIs ).

- Tlauient mae macy Tina Bijg 45 no 100 kr i
3HaXOAHTLCs B Mekax 20 % Big #oro ado
il igeanbHOi MacH Tila BiAMOBIZHO 10
Tabnuue komnatii «Metpononitan Jlaidg

[HInypanc» (Metropolitan Life
Insurance).

- Ilauient Gaxkae i MOXKe JOTPHMYBaTHCS
BUMOT IIPOTOKOITY, 30KpeMa,

JoTpumyBatHcs — rpadika  BI3HMTIB i
3ab00POHHU Ha CYIYTHIO TEPAIIIo.

- Ilanient nianucar ta 3po3yMiB THCEMOBY
(hopmy irpopmoBanoi 3roau.

- IlamienT 3apeecTpoBaHMH y cHCTeMI
COLIATBHOIO CTPaxXyBaHHA BIAIIOBIIHO 110
3aKOHO/IABCTBA Opanuii (3aKoH
Xplopietra  (Huriet ): No 881 138-




20.12.88) 11010 DloMeInUHUX
JIOCITi JDKEHD.

13. Jocni/pky BaHAH JIiIKapchKHi 3aci0,
criocil 3actocyBaHHs, CHia Jii

Apnananes rens, npenapat Ne 557.301, s
MICLIEBOTO 3aCTOCYBaHHs, CHJIa Hii;
Apnananen 0,3%

14. Ilpenapar nopisHsiHHSI, JI034, CIOCIO H/3
3aCTOCYBAHHS, CHJIA JIii

15. CynyTHs Teparis H/3
16. Kpurepii ouimcﬁ e eKTHBHOCTI H/3

17. Kpurepii ouinku Oe3rnexu

e [lo6Giuni siBuia

o Cwmeprb, iHmi cepio3Hi Ta iHIN 3HaYHI
1nod1YH1 SBUIIA

o [(niniuno-nabopaTopHa OLiHKa

- 3araJbHHI aHai3 KpoBi, GioXiMivHHI
aHaJ1i3 KPOBi, CEPOJIOTIYHMI aHaIi3

e OcHoBHI (i310JOTTYHI MOKA3ZHUKH, JaHi
(pi3ukanbHOoro  oOCTeXeHHs Ta  IHIl
CIOCTEPEIKEHHS

- AprepiaJIbHUH THCK Ta 4acToTa
CepUEBHX CKOPOUEHB

18. CrarucTuyudi MeToI1

Odiniftnuit  iHdepeHiapHuUi  CTATUCTHYHUNA
aHaJIi3 npoBOJIMTHCE He Oyie.

PozpaxoByBajivcst HACTYIIHI 3MIHHI:
®dapmakokineruka: KoHueHTpauil aganaieHy y
mwiasmi Ta papMaKkOKiHETHUHI IMapaMeTpH, SIKIIO0
3aCTOCOBHO:

Cmax, Tmax, AUC[0-t]

HeoOxiano Gyno mpoananisyBatu BHOIpKY ycix
paHJAOMI30BAaHUX MAIE€HTIB  BIAMOBIAHO 0
npuzHauenoro JikyBaHus (ITT) aGo BubGipky st
ouinky Oe3nexu. L{s Bubipka cxnajaeTses 3

YCIX 3apaxOBaHHUX Ta PaHIOMi30BaHHX Malli€HTIB,
Kl OTpUMaJIM  I[IpPHHAWMHI  OJHY  J03Y
JOCITIIKYBaHOTO TIpenapary.

Hactymui kmiHIYHI JaHi MUSTaTH OMUCOBOMY
y3araJIbHeHHIO:

* Jlemorpadiuni naxi

* 3pict/Bara Ta OCHOBHI (i31070TiUHI MOKA3HUKH
* YacToTa 1 MHOYKHHHICTh NOOIYHUX SIBHIIL.
3peneHa  Tabmuus  aemorpadivuHHX — JAHHX
nmoBuHHA Oyjia  BKJIIOUATH  TIepepaxyBaHHS
NAalicHTIB 3a pacolo, CTATTIO Ta

OlMCOBI  mificyMkun  (cepeiHe  3HAYCHHS,
cTamjapTHe BiJXWUIICHHS, MeJiaHa i Jiana3zoH)
BIKY, 3pOCTY 1 Baru.

OcnoBHi (i3iosIoriydi MOKa3HUKH, BKIIOYHO 3
YACTOTOK) CEPIEBHUX CKOPOUEHB 1 apTepiaJbHUM
THCKOM, MMOBHHHI Oy OyTH miICyMoBaHi B
KOKHIH yacoBif

TOUll BUMIPIOBAHHS IIiJi Yac KOYKHOTO BI3HTY
JIKYBAHHS 3 BUKOPHCTAHHSM  OIKCOBOI
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CTATHCTUKH (CEpeliHE 3HAYEHHs, CTaHIAPTHE
BIJIXHJICHHS, MeJliaHa i Jianazon).

3Beneni TabauIll NOOIYHUX ABHII MAJIM BKJIIOYATH
YacTOTY Ta KUIBKICTH BHMAJAKIB  KOXKHOI'O
nodlunoro gsuma. Ycl iHmi 3axomu Oesnexun
MaioTh OyTH HaBeJEHI y CIHCKax JaHHX
HALICHTIB,

19. lemorpadivni mokasHUKH
JIOCTIKYBaHOT IOy JISLIT
(ctaTp, BiK, paca, TOIIO)

Cepen 16 npoikoBaHUX JOCIDKYBaHUX OYyJI0
9 vosioBikiB Ta 7 xinok. Cepenniit Bik (CB) ycix
narieHTiB cranoBus 23,8 (4,1) pokiB y mianazoHi
Bix 18 510 35 pokiB. BIIBILIICTE TOCTIIKYBAaHHX
(93,75 %, 15/16) Oymm  mnpejJcTaBHUKAMH
€BPOIEOiIHOI pacH, IHIUI — I[peJAcTaBHUKAMH
MOHTI0JI0TIHOT pacH (6,25 %, 1/16).

20. PesynbTati eekTHBHOCTI

H/3

21. Pesynbpraru Oe3neku

He Oyno xoaunux cepitozuux [IS  abo
NPUITHHEHHS y4acTi B Jociimkenni yepes [15.
[osinomisutocst B winomy npo tpu IS, 1 Bel
BOHM Oyl BHIQJIKAMH «TOJIOBHOrO Oo0IIO»
JIerkol  1HTEHCUBHOCTI, HE TIOR 43aHUMH 3
JIOCIJPKY BAHUM IpenapaToM. OcuoBui
(p1310J10r14HI NOKA3HUKH Oy HOPMaJIBHUMH Y
BCIX MALIIEHTIB 117 9ac HOCIIIKEHHs], 1 BCl BOHH
Oynu HOpPMAJIBHMMH HA MOMEHT 3aBEpLICHHS
JIOCITJDKEHHS.

22, Pestome (BUCHOBOK)

Po3paxoByBalld CepeHIO IUIONULY Mifi KPHUBOK)
«KOHLIEHTpAllis B ra3mi-uacy. CepenHs mioia
IPOTAroM 24-TOAMHHOTO IHTEPBANY [03yBaHHS
na 10-it menp (cepemus AUC(0-24 rogunn))
CTAaHOBHJIA 8.94 ur.u/mn (cTanmapTHE
Bijixunenus: 8,99 ur.roj/mi, n=14).

AJlanajied WBKHKO BUBOJUBCS 3 TUIA3MH KPOBI
nicis  3akindenus  10-geHHoro  mepiony
jgikyBanHs.  KiHueBuih  crnocrepexyBaHHH
nepioJl  HaMiBBUBEIEHHST  CTAHOBHB 13—
16 roinH, THM CcaMHM BKa43YIO4YH Ha Te, LIO
(dapMaKOKiHETHUHHI pIBHOBAXHHH cTaH OyB
JIOCSITHYTH 10 10 1Hst.

[lin uac 1mporo pocnipkeHHs He Oyno
3apeecTpoBaHo koxuoro CIIS Ta xopHoro
nos’a3anoro 1151, XKoane 3 [15 ne npuzseno no
OPUIIUHEHHST  y4yacTi B JOCJILPKCHHI, 110
niaTBepIio  Xopowuit  npodisne - Oesrexu
ajanayeny, rejo 0,3 %.

3asBHUK (BJIACHHK
peecTpaliiiHoro

TIOCBITYEHHSI)




Annex 30

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

(clause 4 of Section IV)
Report on Clinical Studies

1. Name of the medicinal product
(marketing authorization number, if Effezel forte, gel
available)
2. Applicant Galderma SA
3. Manufacturer LABORATOIRES GALDERMA

Z1 Montdesir

74540 ALBY-SUR-CHERAN
France (manufacturing, primary packaging,
secondary packaging, testing, release)

G PRODUCTION INC. (GPI)

19400 Route Transcanadienne Baie d’Urfe,
Quebec, Canada H9X 384 (additional stability
studies storage and testing site)

PHARM ADIS
19 rue des Coutils 63118 Cebazat, France
(secondary packaging)

4. Studies conducted:

X yes no  ifno, to justify

1) type of medicinal product for which the
registration was conducted or planned

Fixed-Dose Combination

5. Full name of clinical study, code
number of clinical study

Pharmacokinetics of adapalene after repeat
topical applications of adapalene 0.3% gel on the
face, back and chest of patients with acne
vulgaris RD.03.SRE.2690

6. Clinical study phase

Phase 1

7. Clinical study period

Date of first subject screened: 16 May 2002
Date of last subject completed: 11" June 2002

8. Countries where clinical study was
conducted

France

9. Number of subjects

16 subjects were enrolled into the study

10. Aim and secondary purposes of
clinical study

The objective was to determine the
pharmacokinetics of adapalene 0.3% in a gel
formulation when applied to subjects with acne
vulgaris after 10 days of once daily application
using a sensitive bioanalytical method with a
quantification limit of 0.1 ng/mL for the
determination of adapalene in plasma.

11. Clinical study design

This study will be conducted in a single-center,
with an open label design.

Sixteen male or female subjects (18 to 35 years
old with acne vulgaris) were chosen to evaluate
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the pharmacokinetic profile of Adapalene after
application of multiple doses of adapalene 0.3%

gel (once daily morning for 10 days to the face,
chest and back).

Blood samples were taken from these patients
before morning administration on day 10 and 1,
2,4,6,8,10,12, 16, 24, 36, 48 and 72 hours after
the last application.

12. Main inclusion criteria

Key Inclusion Criteria:

- Male or female subjects of any race, 18 -
35 years of age.

- The subject has acne vulgaris on face,
upper chest and back.

- Female subject of childbearing potential
has practiced an effective method of
contraception for the past five
consecutive weeks and will continue to
do so during the study with one of the

- following methods: oral contraception,
intra-uterine device, condom.

- Female subject of childbearing potential
has a negative urinary pregnancy test at
the beginning of the study.

- Female subject is of non-childbearing
potential, (i.e. hysterectomy, bilateral
tubal ligation or bilateral ovariectomy).

- The subject has a body weight between 45
and 100 kg and is within 20% of his or her
ideal body weight according to the
Metropolitan Life Insurance tables.

- The subject is willing and able to comply
with the requirements of the protocol, in
particular, to adhere to the visit schedule
and concomitant therapy prohibitions.

- The subject has signed and understood a
written informed consent form.

- The subject is registered with Social
Security in agreement with the French
law (Huriet law: n°88.1 138 -20.12.88) on
biomedical research.

13. Investigational medicinal product,
method of administration, strength

Adapalene Gel, Formulation# 557.301 Topical
administration, strength: Adapalene 0.3%

14. Reference medicinal product, method | NA
of administration, strength
15. Concomitant therapy NA
16. Efficacy evaluation criteria NA
17. Safety evaluation criteria e Adverse events
e Deaths, other serious. and other

significant adverse events
e Clinical laboratory evaluation
- Hematology, Biochemistry, Serology




e Vital signs, physical findings, and other
observations
- Blood pressure and heart rate

18. Statistical methods

No formal inferential statistical analyses will be
conducted.

The following variables were to be calculated:
Pharmacokinetics: Adapalene plasma
concentrations and PK parameters, if feasible:
Cmax, Tmax, AUC[0-t]

The intent-to-treat (ITT) or safety population was
to be analyzed. This population consists of the
entire population enrolled and randomized
subjects who had received at least one dose of
study treatment.

The following clinical data was to be
descriptively summarized:

* Demographic Data

* Height/weight and Vital signs

* Incidence and multiplicity of adverse events.

A summary table of demographics was to include
enumeration of subjects by race, gender and
descriptive ~ summaries  (mean, standard
deviation, median, and range) of age, height and
weight.

Vital signs including heart rate and blood
pressure were to be summarized at each
measurement

time point during each treatment visit using
descriptive statistics (mean, standard deviation,
median, and range).

Adverse events summary tables were to include
the frequencies and incidences of each adverse
event. All other safety measures were to be
provided in Subject Data Listings.

19. Demographic indicators of the study
population
(gender, age, race, etc.)

Among the 16 subjects treated, treated, there
were 9 males and 7 females. The mean age (S.D.)
of all subjects was 23.8 (4.1) years, and ranged
from 18 to 35 years. A majority of subjects
(93.75%, 15/16 subjects) were Caucasian, the
remaining subject was Mongoloid (6.25%, 1/16
subjects).

20. Efficacy outcomes

NA

21. Safety outcomes

There were no serious AEs or discontinuations
due to AEs. A total of three AEs were reported
and all were ‘'headache' of mild intensity,
considered unrelated to study treatment. Vital

signs

3




were normal for all subjects during the study
and all were normal at the termination of the
study.

22. Summary (conclusion)

A mean area under the plasma concentration-
time curve was calculated. The mean area over
a

24-hour dosing interval on Day 10 (mean
AUC(0-24h)) amounted to 8.94 ngh/mL
(standard

deviation: 8.99 ng.h/mL, n= 14).

Adapalene was rapidly cleared from plasma
after the end of the 10-day treatment period. The
terminal apparent half-life ranged from 13 to 16
hours, thereby indicating that a
pharmacokinetic steady-state was reached
before Day 10.

During this study, no SAE and no related AE
was reported. No AE led to study
discontinuation, thus confirming the good
safety profile of adapalene, 0.3% gel.

-
Applicant (Marketing C,?‘%“
Authorization Holder) - -
~—(signature) .
Régis Schulz
(full name)




Honartoxk 30
7o Hopsinky npoBenenHs exkcrepTusu peecTpariiHux MarepialiB Ha JKapchbki 3acobH, 0
[IO/IAIOTLCS Ha JEPIKABHY PEECTpaLiio (epepeccTpaliio), a TakoK eKCIIEPTH3H MaTepiatiB mpo
BHECEHHs! 3MIH JI0 peecTpaliiinix MaTepianis mpoTsrom aii peecTpauifiHoro mociTuens
(myHKT 4 po3ainy IV)

3BiT 11O KJliHiYHEe BUIIPOOYBAHIS

1. HasBa nikapceroro 3aco6y (3a
HAsIBHOCTI — HOMep peectpaniiinoro | Eddesen gopre, remnp
[1OCBI{YEHHSI)

2. 3asBHUK lannepma CA

3. Bupobuuk JIABOPATOPII TAJIJIEPMA

31 Monyesip 74540 AJIbBI-CIOP-IIIEPAH, ®panmis
(Bupobuuymeo, nepeunie naxyeanus, emopunne
RAKYBANHS, KOHMPOIb AKOCMI, GUNYCK NPOOYKYIT)

[ TIPOJAKIIH THK. (I'TTI)

19400 Poyr Tpanckananien Baie 1’ Ypde, Kpebek,
Kanana H9X 384 (llooamxosa dinvnuys s6epizanns
ma KOHmMpoJio SKocmi 0st QOCHiONCeH s
cmabinbHocmi)

OAPM AJIIC
19 pye nec Kyrine 63118 Ceb6aza, Opauuis
(Bmopunne naxysanis)

4. I[Iposeneni qocmiKeHH: K max [ wi AKILO Hi,
o0rpyHTYBaTH

1) THI MiKapcHKOTO 3aco0y, 3a IKUM

JIKAPCBKHWH 3ACIB 3 ®IKCOBAHOIO
NpoBoAHIacs abo IIaHy€eThCs

; KOMBIHALIIEIO
peecTpartis
5. lloBHa Ha3Ra KIIHIYHOIrO DapMaKOKiHETHYHE MOCHIIUKEHHS JUIi BU3HAYCHHS
BUIIPOOYBaHHA, KOJOBaHHIT HOMEp CHCTEMHOI  eKkcrnosuuii  anamajieHy  Imig  dac
KJIHIYHOTO BHITPOOYBaHHS JAEPMAILHOTO  3aCTOCYBAHHS TIelio 3  (hiKCOBAHOIO

koMOinauiero  agamanmeny 0,1 % Ta  Gemsoiny
nepokcuy 2,5 % (remo 1ist MiCLIEBOTO 3aCTOCYBAHHS
3 ajgarnajicHoM Ta OeH3oiny mnepokcuaoMm) abo
amarmaneny 0,1 %, remo JU1s MicIieBOro 3acToCyBaHs,
npotsrom 30 fHIB Yy TALi€HTIB 31 3BHYalHUMH
Byrpamu, RD.06.SRE.18097

6. ®aza kiiniunoro Bunpobysanns | Paza 1

7. llepion npoBeieHHs KINIHIYHOIO JaTa CKpHHIHTY MepIIoro HOTeHIIIfHOIO yUacHHKa:
BUNPOOYBaAHHS 27 Gepesust 2004 p.

JlaTa 3aBeplueHHs JOCHiKEHHs OCTaHHIM
yaacHHKOM: 13 uepBHs 2004 p.

8. Kpaiuu, 1e nposoauiocs Cnony4eni lHlratn Amepukn
KJIIHIYHE BHIIPOOYBaHH
9. KinpkicTb Z0CIiHKYBAHUX B uinomy 24 nocnizokysannx Gy nposikoBaHi Ta

HpoaHani3oBaHi 1o/10 (hapMaKOKiHETHKH, Oe3MeKy Ta
eexrusnocti. J{Bamists (20) gociipKy BaHHX
3aBEPILHIH JOCIJDKEHHS.
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10. Mera ta BropuHHi 1(i1i
KJITHIYHOTO BHIIPOOYBAHHA

Meroro nocnimkenss € oliHKa CHCTEMHOT eKCIo3uIii
aJlanaieHy y MauieHTiB 3i 3BUYAHUMU ByrpamH i
yac JIKYBaHHS WKIPH OJMH a3 HA J€Hb IIPOTATOM
30 iHiB 3 BHKOPHCTAHHAM ABOX IPaMiB TeO JUIA
MICIEBOTO 3acTOCYBaHHs 3 amanaieHoMm 0.3 % Ta
OeHsoilty mepoxeunom 2,5 % (anananen+bI10 rems),
abo resio Uil MiCLIEBOTO 3aCTOCYBAHHS 3 a/[alaleHOM
0,1 % (anananes-rens) Ha 0GIMYYs, BEPXHIO JACTUHY
I'PYICH Ta BEPXHIO YACTHHY CITHHH.

11. Jluzaiin kiaigiyHOTO
BUIIPOOYBaHHS

Lle ostHoLeHTpORBE MOJBiliHE Cltine PaHAOMI30BaHE
JOCIIUKEHHs Y NapaIe/ibHuX IPyIax 3 aKTHBHEM
KoHTpoJsieM. [Tepconan kiinikn HaHOCHB 2 rpaMu
IOJIBIHOrO CIIIIOrO JOCHIKY BAHOTO npernapary,
anananen+blIO-rens abo amananen-rens, oxuu pas
Ha JIeHb Ha 00144, BEPXHIO YaCTHHY Ipyeli Ta
BEPXHIO YaCTHHY CITUHH JOCIAYKYBAHOTO IIPOTATOM
30 nHiB.

12, OcnoBHI KpUTEPil BKIIOUEHHS

Yonosikn abo »kinkm Bikom Bix 18 mo 35 pokis 3i
3BHYaHHIMHM ByrpamMu

13. HocijpkyBaunii JlikapchbKuit
3aci0, crocib 3actocysanus, cua mii

Anananen 0,1 % ta nepokcuny 6ensoin 2,5 % reip,
npernapat Ne 555,610, st micueBoro sacTocyBaHHS,
cuta i ananasnen 0,1 % Ta GeHsoiny nepokcu

2.5 %,

14. Tlpenapar nopiBHsHHs, 103,
cnocid 3acTocyBaHHs, cuia ail

Apnananen 0,1 % reus, npenapar Ne 555.610, s
MICIIEBOTO 3acToCyBaHHs, aganaien 0,1 %

15. CynyTus repanis

H/3

16. Kpurepii oninku edextuBHoCTI

Bropunni 3Minai e)eKTHBHOCTI OLIHIOBAIH UIAXOM
3alHCy KITBKOCTI ypakeHb Ha oONHu4i mig vac
CKPHHINTY, Ha BHXimHoMy piBHi/mens | Ta B Kimmi
mikysanns/nenb 30.  Bynn  mincymosani  cepenni
IPOLICHTHI 3MIHH B LIJIOMY, 3aNAJIbHUX i HE3aMaIbHUX
YPaKeHb B IMOPIBHAHHI 3 BHXiJHUM piBHeM/IeHb | B
KiHLi JIikyBauHs/ iens 30 Ta B KiHIeRii Toumi.

17. Kputepii oiinku 6e3nexu

Bropunni  3minHi  Gesnekm Oymu  owideni 3a
AOIOMOTOI0 OBIIOMJICHB PO 110014Hi spuua (I151) Ta

OUIHKM OCHOBHUX TIOKA3HMKIB SKHTTEIISUIBHOCTI
(TemilepaTypa, —4YacTOTa  CEPUEBHX  CKOPOYEHB,
IUXaHHs,  aprepiaJbHuil  THCK),  CTaHJAPTHHX

remMarosorivnux i GioxiMiunux mapamerpis Kposi, a
TAKOXK OLIHOK MICHEBOI lepeHoCcHMOocTi (epHTeMa,
CYXICTh, JIYIIEHHS | IIOKOJTIOBAaHHs/TIEUiHHsS) Ha
00umyyi, BepxHift wacTuHi rpyneii i Bepxiit yacTHui
CIIMHH 3a LIKAJOI) «HEeMae, JIErKWH, cepeaHiii Ta
BAKKUI CTYMIHEY.

18. Cratuctuuni Metou

Yei pani Gymu ysaranbieni 3a JOIOMOTOKO OMHCOBOT
cratucTHKH. KaTteropiayubHi 3MinHi nijicyMmoByBamucs
3@ JaCTOTOIO Ta BIJCOTKAMM JUISL KOXHOI KaTeropii
Bignosizet (N,  %).  Besnmepepemi  3minui
NiICYMOBYB&JIMCS. 3 BUKOPHCTAHHSAM  KiIBKOCTI
nocmimkyBanux (N), cepe/iHbOro 3Ha4YeHHS, MeiaHu,
MIHIMAJIBHOIO, MAaKCHMaJIbHOTO i  CTAHZAPTHOIO
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Biaxuienns (CB) juist nannx, 3i6pannx IPU KOXKHOMY
BI3HTI, Ta 3MiHH BiJl BUXITHOTO piBHA aB0 MPOUEHTHI
3MIHH BiJI BUXIZTHOTO PiBHS IIPH KOXKHOMY Bi3HTI mmiciis
BHXIIHOTO PiBHSI, 38 10TPe6H.

Inowy nosepxui Ttima (IIIIT) pocmimiyBanmx
00UHCIIIOBANH 33 IOIIOMOT010 MeToay Jiobya

(6). lotim Bincotox oGpobaenoi [T Gys
pospaxoBaHuH  uuiAxoM  jisieHds 1000 cM2  Ha
saraneny [I1T.

Pospaxynok mnomi noBepxHi Tina BUKOHYBaBCS
[IpOrpaMHO 3 BHUKOPHCTAHHAM Barm 1 3pocTy
JOCIIGKY BAHOTO JUTst ouiHku 3aranbiol TTTTT KoxKHoTo
JOCTIDKYBAHOTO, @ Pe3yibTaTH MiJCyMOBYBAIHCS 3
BUKOPHCTAHHAM ONHCOBOI cTaTHCTHKH. KinbkicTs
3alnalbHUX YPaKEeHb PO3PAXOBYBAIH SK CyMy I1amyll i
yCTYJI. Kinekicts He3anaJlbHIX YpakeHb
PO3paxoByBajld iK CyMY BiJIKDUTHX KOMEJOHIB Ta
3aKPHTHX KOMEOHIB, a 3arajJbHy KUIbKICTh ypaKeHb
00YHC/IOBATIM SIK CyMy 3amalbHHX, He3amaibHUX
ypaXKeHb Ta BY3JIHKIB a0 KiCT.

3MiHHI MiCLEBOT MEPEHOCHMOCTI TIiIcyMOBYBaNHCS 3a
IIKAJI0I0 CTYICHIO TSHKKOCTI il 4ac KOYKHOTO Bi3UTY.
HocutipkyBani 3 OIIHKOIO CTYIEHs TAKKOCTI «ripime,
HIK BHXIZHHH piBEHB» 3aHOCHIIMCS B TAOGIMILO npu
KOXKHOMY BI3HTI ricnst Buxigsoro pieis. Takosx 6ymm
MIJICYMOBAHI HaHripiuili pe3ysipTaT Ta OCTATOYHHIA
pe3yabTat B mepioj{ micis BUXiJAHOTO piBHsL.

Yei noOiuni saBuia OyiaM KOJOBAHI 3a JIOMOMOIOKO
cinoennka MedDRA (Bepeis 6.0) ta 3aneceni

B TaliMIi 4acToOT 3a KJIAcOM CHCTEMHHX OpraHiB
(KCO) Ta Tepminom mepeBaKHOro 3acTOCYBAHHS
(TIT3). Onucosa crarucTuKa JaGOPaTOPHUX 3HAYEHb
MiZl 4ac CKPUHIHTY, B KiHui JikyBauus/aeHs 30 Ta B
KIHLEBiif TOYLI, a TAKOXK 3MIHH 3 MOMEHTY CKPHHIHIY
B KiHUi jtikyBanms/iens 30 Ta B KiHueBiit Touni Gyia
y3arajibHeHa 3a Ipynamy JIKYBaHHS JUIS KOXKHOTO
11abopaTopHOro  nokasHumka. Byma  noGyjosana
3BefleHa  TabiauMus  guHAMiKM  mabopatopHuX
IOKA3HUKIB JUISL KOKHOTO TabopaTOpPHOTO MOKa3HHKA
Ha CKPHMHIHTY Ta B KiHuesii Toumi. KinekicTs
NMAaUieHTIB 3 JIaGOPATOPHUMH ITOKA3HUKAMH HIDKYE, Y
MeXaX Ta BHIIE HOPMalbHOTO J1abOpaTOpPHOTO
Mlanasony  OyJo  y3arajabHEHO OIS KOYKHOTO
J1abOPATOPHOrO MOKA3HUKA 33 IPYNAMM JIiKyBaHHS.
bynu nepemiveni mnamientd, sxi manm  Gygp-ski
nabopaTopHi MOKA3HUKH 38 MEKaMH HOPMAILHUX
KOHTPOJIBHUX JIara3oHis.

19. Jlemorpadiuni noxasuuku
JCCIJPKYBaHOT MOILYJIsIii{
(crats, BiK, paca, TOIIO)

Hemorpagivni XapakTepHCTHKH Ha BUXiTHOMY piBHI
Oy noaibnumu B 060X rpynax gikysanns. Cepenmii
BiK cTanosus 22,8 (18-34) poxis.

Y rpymi  jocnijukyBaHOro  mpemapary — Gyiio
S 4OJIOBIKIB i 7 kiHOK eBponeoignoi (7, 58,3 %),
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HerpoizHoi (2, 16,7 %) ta natuHoaMepHKaHCHKOT (3,
25%) eTHIYHOT MpUHANEKHOCTI.

Y rpyni npenapary nopisusHES 6yn0 6 YoNOBIKiB i
6 XkiHOK  eBpomeoinnoi (6, 50 %), HErpoiiHOT
(I, 8,3 %) Ta narmnoamepuKanchKoi (5, 41,7 %)
ETHIYHOT IPHHAJIEIKHOCTI.

20. Pe3ynbrar e(peKTUBHOCTI

Cepeznii IpouenTHI 3MiHK Bit BUXiAHOTO PiBHS B
KIHLEBIH To4Li:

HocnimxyBanuit [Tpenapar
npenapar TOPIBHSHHS

Kintkicrh

HesananbHuX -65,30 -52,61
Yp@iKEHE
Kinekicrs
3ANANLHNX -57,06 -29,98
ypaseHb

3araneia KiabKicTs

ypaxKen -61,93 -43,27

21. PesynbraTu 6e3nexu

['entb juist MicLeBoro 3actocyBaHHs 3 ajananeHoM Ta
OeH30iny TepoKCHAOM Ta Telb U MICLEBOro
3aCTOCYBAaHHS 3 aanajeHoM J00pe MmepeHOCHIIHCS.
He Oyno cmepreii, cepitosuux un nemepenGadenux
HeOaxkaHux sBUI. BinbinicTs 3apeecTpoBaHuX 03HAK
Ta CHMIITOMIB MiCIIEBOTO MOJAPA3HEHHs WKipn Gy1u
JETKUMHU  a00 NOMIpHUMH, 1 e jeski Oymu
TSOKKAMH, OJ[HAK, SK 1 OYIKyBamocs, renp Jyid
MICLICBOTO 3aCTOCYBAHHI 3 aaNANEHOM Ta GEH3011y
MePOKCHI0M OYB OINbUI MOJPA3HIOIOUHM, HiK Tellb
IJIsL MICLIEBOTO 3aCTOCYBAaHHS 3 ajananeHoM. [eib
ATsL MICLUEBOTO 3aCTOCYBAHHS 3 ajaNaJeHOM Ta
OCH301/ly TepOKCHJIOM Ta Tellb JUIS  MICIEROro
3aCTOCYBaHHs 3 amananeHoM Oyiau Oe3meuHumu, i
JMILIE OJ(He IIOB’sA3aHe cepiiosHe 1oOIuHEe SBHINE
(cBepOixk ma crmuni) Oyio  3apeecTpoBaHO s
nauieHTa, AKH OTPHMYBAB TIedb JUISL MICIEBOTO
3aCTOCYyBaHHs 3 ajanagenoM  Tta  OeHsoiny
IEPOKCHIOM.

22. Pesiome (BUCHOBOK)

[losenne 3acTocyBaHHs Temi0 Il MiCUEBOro
3aCTOCYBaHHA 3 ajanajJeHoM  Ta  OeHzoiny
nepokeHIoM abo reJmo Juls MiCLEBOr0 3aCTOCY BAHHS!
3 a/lanajlecHoM Y MakCHMMIi30BaHHX YMOBAX IIPOTArOM
30 quiB npU3BENO A0 OJIHAKOBO HU3BKOI CHCTEMHOT
eKcrosuiii anananeny. Konuenrpauii y mnasmi kposi
Oymu mwxunmu 3a LoQ (0,1 ur/mn) y 6Ginbuocti
mocmikysanux. Oxpemi pisHi anamaneny, mo
MIaeThes KijIbKicHOMY BUMiproBanHIO (Bix 0,1 1o
0,2 ur/ mn), 6ynu Bussneni y 1Box JOCIIIKYBAHHX,
SIKL OTPUMY BJIM FeJIL JUISL MICUEBOTO 3aCTOCYBAHHS 3
azanajcuoM ra OEH301ly MEPOKCHAOM Td Y TPhOX
AOCTIJUKYBAHHX, AKI  OTPUMYBANM  Telb  Juis
MICLIEBOT'O 3aCTOCY BAHHSI 3 aTATIAICHOM.

Jlewo Oliblue 3MeHINGHHS KiABKOCTI  ypakeHs
CIIOCTEPIragocs IpH  BHKOPUCTAHHI Tejio IS
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MICIIEBOTO 3aCTOCYBaHHsI 3 aJaraleHoM Ta GeH30iTy
NEPOKCUJOM TIOPIBHSHO 3 TelieM JUli MICIIeBOro
3aCTOCYBAHHS 3 8/[aIajICHOM.

3asMBHUK (BJIACHHK
peectpaniiinoro
TIOCBIMECHHST)

| npgmmff.m

s )8 Vogrde:  Appnce  Baguntbp

InenTug)

c,// 7 (I1IB)

iz




Annex 30

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

(clause 4 of Section IV)

Report on Clinical Studies
1. Name of the medicinal product
(marketing authorization number, if Effezel forte, gel
available)
2. Applicant Galderma SA
3. Manufacturer LABORATOIRES GALDERMA

Z1 Montdesir

74540 ALBY-SUR-CHERAN
France (manufacturing, primary packaging,
secondary packaging, testing, release)

G PRODUCTION INC. (GPI)
19400 Route Transcanadienne Baie d’Urfe,
Quebec, Canada H9X 3S4 (additional stability

studies storage and testing site)

PHARM ADIS
19 rue des Coutils 63118 Cebazat, France
(secondary packaging)

4. Studies conducted: X yes _ no ifno, to justify

1) type of medicinal product for which

the registration was conducted or Fixed-Dose Combination

planned

5. Full name of clinical study, code A Pharmacokinetic Study to Determine the

number of clinical study Systemic Exposure to Adapalene During Dermal
Application of FEither a Fixed-Combination of
Adapalene 0.1% and Benzoyl Peroxide 2.5%
(Adapalene and Benzoyl Peroxide Topical Gel) Gel
or Adapalene 0.1% Topical Gel for 30 Days in
Subjects with Acne Vulgaris, RD.06.SRE.18097

6. Clinical study phase Phase 1

7. Clinical study period Date of first subject screened: 27 March 2004
Date of last subject completed: 13 June 2004

8. Countries where clinical study was United States

conducted

9. Number of subjects A total of 24 subjects were treated and analyzed
for pharmacokinetics, safety and efficacy. Twenty
(20) subjects completed the study.

10. Aim and secondary purposes of The study objective is to assess the systemic

clinical study exposure to adapalene in subjects with acne
vulgaris during once daily dermal treatment for 30
days with two grams of either Adapalene 0.1% and
Benzoyl Peroxide 2.5% Topical Gel (Adapalene +
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BPO Gel) or of Adapalene 0.1% Topical Gel
(Adapalene Gel) on the face, upper part of chest,
and upper part of back.

11. Clinical study design

It is a single-center, double-blind, randomized,
active-controlled, parallel-group study. Clinic
personnel applied 2grams of double-blind study
medication, either Adapalene + BPO Gel or
Adapalene Gel, once daily to a subject’s face,
upper part of the chest, and upper part of the back
for 30 days.

12. Main inclusion criteria

Male or female subjects between 18 to 35 years of
age with acne vulgaris

13. Investigational medicinal product,
method of administration, strength

Adapalene 0.1% and Benzoyl Peroxide 2.5% Gel,
Formulation #555.610 Topical administration,
strength: Adapalene 0.1% & Benzoyl peroxide
2.5%.

14. Reference medicinal product,
method of administration, strength

Adapalene 0.1% Gel, Formulation #555.610,
Topical administration, Adapalene 0.1%

15. Concomitant therapy

NA

16. Efficacy evaluation criteria

Secondary efficacy variables were assessed
through the recording of facial lesion counts at
Screening, Baseline/ Day 1, and End of Treatment/
Day 30. Mean percent changes in total,
inflammatory and non-inflammatory lesions from
Baseline/ Day 1 at End of Treatment/ Day 30 and
Endpoint were summarized.

17. Safety evaluation criteria

Secondary safety variables were assessed through
the reporting of adverse events (AEs) and
assessment of vital signs (temperature, heart rate,
respirations, blood pressure), routine hematology
and blood chemistry parameters and local
tolerability —assessments (erythema, dryness,
scaling, and stinging/burning) of the face, upper
part of the chest, and the upper part of the back
using a scale of none, mild, moderate and severe.

18. Statistical methods

All data were summarized using descriptive
statistics.  The categorical variables were
summarized by the frequency and percentage for
each response category (N, %). The continuous
variables were summarized using number of
subjects (N), mean, median, minimum, maximum,
and standard deviation (SD) for the

data collected at each visit and change from
Baseline or percent change from Baseline at

each post-baseline visit when appropriate.

Subject body surface area (BSA) was calculated
using the DuBois and DuBois method

(6). The percent BSA-treated was then derived by
using 1000 cm2 divided by total BSA.

Body surface area calculations were performed
programmatically using the subject’s weight and
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height to estimate each subject’s total BSA and the
results summarized using descriptive statistics. The
inflammatory lesion count was calculated as the
sum of papules and pustules. The non-
inflammatory lesion count was calculated as the
sum of open comedones and closed comedones,
and the total lesion count was calculated as the sum
of inflammatory, non-inflammatory lesions, and
nodules or cysts.

Local tolerability assessment variables were
summarized by severity score at each visit.
Subjects with a severity score Worse than Baseline
were tabulated at each post-baseline

visit. The Worst score and the Final score during
the post-baseline period were also

summarized.

All adverse events were coded using the MedDRA
dictionary (version 6.0) and tabulated

in frequency tables by System Organ Class (S0OC)
and Preferred Term (PT). Descriptive

statistics for laboratory values at Screening, End of
Treatment/ Day 30 and Final, as well as changes
from Screening at End of Treatment/ Day 30 and
Final were summarized by treatment group for each
laboratory parameter. A shift table for each
laboratory parameter at Screening and Final was
constructed. The number of subjects with
laboratory results below, within, and above the
laboratory normal reference range was summarized
for each laboratory parameter by treatment group.
Subjects who had any laboratory result outside the
normal reference ranges were listed.

19. Demographic indicators of the study
population
(gender, age, race, etc.)

The demographic characteristics at Baseline were
similar in both treatment groups. Mean age was
22.8 (18-34) years.

In the investigational medicine group, there were 5
males and 7 females with Caucasian (7, 58.3%),
Black (2, 16.7%) and Hispanic (3, 25%) ethnicity.

In the reference therapy group, there were 6 males
and 6 females with Caucasian (6, 50%), Black (1,
8.3%) and Hispanic (5, 41.7%) ethnicity.

20. Efficacy outcomes

Mean Percent Changes from Baseline at
Endpoint:

Investigational | Reference
product product
e | s | e
PR -57.06 -29.98
N -61.93 -43.27




21. Safety outcomes

Adapalene and Benzoyl Peroxide Topical Gel and
Adapalene Topical Gel were well tolerated. There
were no deaths, serious, or unexpected adverse
events. Most of the recorded signs and symptoms
oflocal cutaneous irritation were mild or moderate
and few were severe, however, as expected,
Adapalene and Benzoyl Peroxide Topical Gel was
more irritating than Adapalene Topical Gel.
Adapalene and Benzoyl Peroxide Topical Gel and
Adapalene Topical Gel were safe with only one
related, severe adverse event recorded (pruritus
located on the back) for a subject treated with
Adapalene and Benzoyl Peroxide Topical Gel.

22. Summary (conclusion)

Daily application of Adapalene and Benzoyl
Peroxide Topical Gel or Adapalene Topical Gel
under maximized conditions for 30 days resulted
in equally low systemic exposure to adapalene.
Plasma concentrations were below LoQ (0.1
ng/mL) in most subjects. Isolated quantifiable
adapalene levels (between 0.1 and 0.2 ng/mL)
were detected in two subjects treated with
Adapalene and Benzoyl Peroxide Topical Gel and
three subjects with Adapalene Topical Gel.
Somewhat greater reductions in lesion counts
were observed with Adapalene and Benzoyl
Peroxide Topical Gel compared with Adapalene
Topical Gel.

Applicant (Marketing
Authorization Holder)

e g—

Régis Schulz

(signature)

(full name)




Jonarox 30

7o Iopsiaxy nposenesnss excreprisu peecTpamiiinux MaTepialis Ha JTikapebki 3ac06H, 1110
TIOZIA0THCA Ha JICPIKABHY PRECTPAIiIo (IIepepeecTpaLiio), a Takox CKCIICPTH3H MaTepialiB IIpo
BHECEHHS 3MiH JI0 peecTpauifHuX Marepiais IIPOTATOM Jiii peecTpamiiinoro mocsiruenms

(yHKT 4 posuiny IV)

3BiT npo kJtiHiuHE BUNpPOGyBaHHs

1. Ha3ga nikapcpkoro 3acofy (3a
HasSBHOCTi — HOMEp peecTpamiiHoro

Eddesen dopre, rens

IIOCBITYEHHS)
2. 3asBHUK [annepma CA
3. Bupobuux JIABOPATOPII 'AJITEPMA

3I Monnesip 74540 AJIbBI-CFOP-IIIEPAH, Opanmis
(Bupobnuymeo, nepeunne naxysanns, emopunne
NAKY6aHHA, KOHMPONb AKOCMI, BUNYCK NPOOYKYIT)

I" [TPOJTAKIIIH IHK. (T'TII)

19400 Poyr Tpanckanazien Baie 1°Vpoe, Kpebek,
Kanana H9X 3S4 ([looamrosa OinbHuYys 30epizanns
ma KOHMPONIo AKOCMI 0151 O0CAIONCeHHS
cmabinorocmi)

OAPM AZIIC
19 pye nec Kytinc 63118 Cebasa, ®paHiis
(Bmopunne naxyeanns)

4. Ilposeneni rocmimKeHHs:

ad

X Tak I Hi

SIKIIO Hi,
o0rpyHTYyBaTH

1) Tun mikapepkoro 3acoby, 3a skuM
IPpOBOIHIIACA 200 IUIAHYEThCS
eecTpallis

JIKAPCBKUA 3ACIB 3 ®IKCOBAHOIO
KOMBIHALIIEIO

5. IloBHa Ha3Ba KIiHIYHOTO
BHIIPOOYBaHHSA, KOZOBaHHT HOMep
KIIHIYHOTO BEIPOGYBAHHS

DapMaKOKiHETHYHE IOCTIMKEHHS IS MOPIBHAHHSA
CHCTEMHOI  eKCIIO3HMIIi] ajamajeHy  Imig = vac
A€pManbHOTO 3acTocyBaHHs npenapaty Jipdepun®,
renb 0,3 % (amamanen 0,3 %) aGo npernapary
Hibdpepun®, rens 0,1 % (amamanen 0,1 %) npotsirom
30 nHiB y nanienTis 3i 3BuuaiinuMy Byrpamu
RD.06.SRE.18115 (27 motoro 2008 p.)

6. Pasa KINiHIYHOrO BUIPOOYBAHHS

Daza 4

7. llepion mpoBeneHHs KITiHIYHOrO
BHIIPOOYBaHHS

Jlara cKpHHIHTY mepmIoro moTeHmiiEOro y4acHHUKa: 8
TpasHs 2008 p.

JlaTa 3aBepuIeHHs J0CiIKeHHS 0CTaHHIM
y4JacHHKOM: 29 ceprus 2008 p.

8. Kpainu, ne nposoaumnocs kiiniune
BHIIPOOYBaHHSs

Cnonyyeni IIItaty AmMepuxu

9. KinpKicTs gocmimKyBanux

3amanosaso: npu6musno 50 cy6’exTis;

IIpo#ium ckpuinr: 64 cy6’exri;

PannomizoBano: 51 cy6’exr;

Anarnizopano: nani 50 cy6’ ekTiB BKIIOYEHO 10 (hapma-
KOKIHETHYHOro aHamisy Ta 51 cy0’ekta — B rpymu




aHajli3y Hamipy 710 Jikysanus (I TT, [ntention-to-treat)
Ta aHanizy Oesleku

10. Mera ta BropunHi wini
KIIHIMHOTO BUNPOGYBaHHS

Merowo  kiniHiYHOrO J0CHimKCHES Oyn0  ominuTH
CHCTCMHY  CKCIIO3HLIIO  ajalajeHy B  yMOBax
MdKCHMAJILHOTO ~ 3aCTOCYBAHHsI Yy  IALIEHTIB  3i
3BUYAMHUMU Byrpamu, skum | pas Ha 1enb [POTAroM
30 nuiB Hanocum 2 r mpenapary Hipdpepuu®, rens
0,3 % abo npemapary iddepuu®, rems 0,1 % na
npubmmsao 1000 em? mow nosepxwi Tina (IIIT)
00muYYs, BepXHLOT YACTHHH IpyJiel Ta BepXHLOI
YACTHHH CIIMHH,

11. duzaity kniHiYHOrO
BHNPOOYBaHHS

Baratonenrpose nomsiiine ciine paHIoMi30BaHe
MOCTKEHHS. Y NapaneibHuX rpynax 3a y4acTio
YOJIOBIKIB 260 3KIHOK 31 3BHuaiiHuMK BYTpaMH.

12. OcHoBHi KpuTepii BKIIOYEHHA

Knrouosi kputepii Bkmouenus:

- Honosiku abo xkinku Gyab-sKoi pacH, BikoM Bix 18
110 35 pOKIB BKJIIOUHO,

- Kniniunnii giarnos «3uyaitui syrpmy.

- Minimym 20 sanambHux (manynu Ta mycrynm)
YpaxkeHb Ha 00mH Y4l (3a BHHATKOM HOCa).

- Minimym 20 HesananpHux ypaxeHb (BiAKpHTI
KOME/I0HH Ta 3aKPHTi KOMEIOHH )

Ha 001M4Yi (38 BUHATKOM HOCa).

13. Mocnimxysauuii nikapeskuit
3acib, croci6 3acTocyBanus, cua Jui

Hibpepun®, rens 0,3 %, npenapar Ne 557.301, mns
MICLIEBOT'O 3aCTOCYBAHH I, Al ajicH 0,3%

14. Ipenapat nopisHsHHs, 1034,
cnocid sacrocyBaHHs, cuna aii

Hidpdepun®, rens 0,1 %, npemapar Ne 0051, mns
MICIIEBOIO 3aCTOCYBAHHS, ajaajeH 0,1 %

15. Cynyrus tepanis

H/3

16. Kpurepii oninku edexrupnocrti

[linpaxyHok sanansHuX Ta HezanambHHX YpaxeHb Ha
00IMYYi ITijl Yac CKPUHIHTY, HA BUX1THOMY piBHIi (1-ii
J€Hb) Ta Ha 30-ii JeHb.

17. Kpntepii ouinku Gesnekn

- [To6iuni sBuma
- CucremHa Gesnexa:

e OcHOBHI ¢izionoriuni NOKa3HHUKH:
apTepianbHUi  THCK, 9YacToTa CEPLERHX
CKOPOYEHB, TEMIIEPATYpPa, YaCTOTA THXATLHHX
pyxiB

e  Cranpaprui naboparopui [10KA3HUKH:
3aralbHUN aHalli3 KpoBi Ta GioxiMiunuii ananis
KPOBI HaTILIE

- Ulxipna Gesneka:

*  OUIHKH MiICLEBOi TNepeHoCHMOCTi: epuTeMa,
JYLLIEHHS, CyXICTh Ta BiTUyTTS
NIOKOJIIOBAHHS/IIEYIHHS OKPEMoO Ha 00IHYyi,
BEPXHIi vacTHHI rpyeit ta BEPXHIH 4acTHHI
CITHHH 32 4-0aJIbHOIO 1IKAIIOI0

18. CraTHcTHYHI MeTOIM

Hactynui sminni GyayTs ysaransheHi onmucoporo
CTaTHCTHKOIO,

- JleMorpadiuni gaui Ta Buxigni XapaAKTEPHCTHKH




- OcHoBHI Qisionoriuni nokasnukn (aprepianbHuii
THCK, HaCTOTa CEPLEBHX CKOPOYCHB, TEMIEpaTypa
4acToTa AMXAIBHHUX PYXiB)

- lllxipna Gesnexa (owuinka miciicBoi IICPEHOCUMOCT])
- lligpaxyHok ypasxens o6muqus (amansHuxX,
He3analbHUX Ta 3arajibHa KiTbKiCTh)

- Cranpaptai naboparopi nokasumin (3aranmeHui
aHaII3 KPOBI, GioXimMiunmii anaisz KpOBI HaTIiE)

- Konuentpauii  amamanenmy y  mmasmi Ta
(apmakokideTnyui [1apaMeTpH, AKLIO 3aCTOCOBHO

- [To6i4Hi sBuia

- Bincortok 06pobnenoi niowi noBepxHiTina (I1I17T)

]

19. Hemorpadiuni nokasnuku
AOCIHKYBaHOT TIONYISLi]
(ctats, BiK, paca, Tomo)

Cepen 51 nponikosanoro AOCHIIKYBAHOTO  OYJ10
20 yonosikis Ta 31 xkinka. Cepeaniii Bik (CB) ycix
NMALlieHTIB CTAaHOBUB 22,4 (4,46) pokis y JianasoHi Big
I8 no 35 pokis. Binbuiicts aocnipkyBanux (60,8 %,
31/51) ©ymu mnpencraBHuKamu €BPOINEOIAHOI pacH,
IHWi —  mpeacTaBHHKaMu JATHHOAMEPHKAHCLKOT
pacu (21,6 %, 11/51) abo nerpoinuoi, asiatebkoi abo
iHwoi pacu (17,7 %, 9/51).

20. PesymbTarn edekTHBHOCTI

Kimrouosi kpurepii edexrnruocti:
- KinbkicTs 3amansuux ypakens

- KinbKicTh HesanmannHux ypaskeHs
- 3aranbHa KUIBKICTh ypakeHb

21. Pesyneratu Geznekn

- Buinomy, Hdipdpepun®, reas 0.3 % ra Jibdepun®,
rems 0,1 % oanakoso g0Gpe NEPCHOCUTHCS. 3
51 mauieHta 3 rpynu  JgociHimKeHHs Oesnekn,
3aranbHUM  BIACOTOK  MAl€HTIB, #AKI  3a3HAIH
npuHaiiMui oxuiel I15, 6yB memo BuiM y rpymi
nikyBanHs  dibdepuu®, renp 03% (34,6 %
(9/26 nauienris))

HOPIBHAHO 3 IPYIIOO JTIKYBAHHS refeM Hipdepun®,
rems 0,1 % (24,0 % (6/25 nauieHTis)). Byno jga
NAEHTH 3 HOGIMHUMM  SBUIAME 110/Ipa3HEeH Hsl
LIKIPH, TIOB’S3aHUMH 3 JIKYBaHHAM, JIECKOTO
crynens Takkocti: 1 (3,8 %) s

rpynu Hipdepun®, rens 0,3 % Tta | (4,0 %) nna
rpynn [lipdpepun®, rem 0,1 %. B uiiomy,
Oinburicts [T5 6ynu nerkumu 3a CTYIEHEM TKKOCTI,
1y nocnimkenui ue 6yino 3aPEECTPOBAHO CEPIO3HMX
noGiunnx  seum  (CITSI) abo noGiunux SIBUIIT
0COBJIMBOIO  3HAYEHH:I (ITA03). Tineku  oane
noBigoMiaenus mpo [14 npusseno mo IIPUITHHEHHS
y4acTi B 10CHIKEeHHi

- He Gyno krminiuno swauymmx swmin Yy OCHOBHHX
disionoriunux  moxasHmkax, wmaci Tita 260
pesynbratax  Qi3UKalIbHOrO  OBCTeKCHHS  Bix
BHXIIHOTO PiBHA 10 30-T0 qHs/KiH1s JOCIIJDKCHHS

- Pesynbratu koxmnoro 1abopaTOpPHOro MoKa3HHKa
AU1A 000X rpy1 IiKyBaHHs Gy MOpiBHIOBAHMMHU i
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4ac CKPHUHIHTY, | HISKHX TeHICHL{H, MOB’S3aHUX 3
NIKYBAHHAM, B JMHAMIUi He CTocTepirazocs Juis
JKOJIHOTO 3 OLIHIOBAHUX MOKA3HUKIE.

- B uinomy, Hiddepun®, rens 0,3 % ta Hipdepun®,
rens 0,1 % oanakoro 1oGpe nepenocumies. 3aranom
15 nociimkyBanux moBinomuan 1po nobivHI ABNLIA.
[lin yac usoro gocmimkenus He OyI10 3apeectpoBano
KOZIHOT cMepTI Jociimkysanoro aGo CITS.

22, Pesiome (BUCHOBOK)

Pesyapraru ®K, otpumani B LOMY JOC/LIKEHHI,
Y3TOLKYIOTBCA 3 pe3ynbTaTaMH  HONEpenHix
nocnimxens K, nposenenux s Hibdepun®, reas
0,3 % (ro6ro RD.03.SRE.2649 ta RD.03.SRE. 2690)
Ta ana ipdepun®, rens 0,1 % (CR90103). V rpym
nikysanns {ipdepnn®, rens 0,3 % koaen nawient
HE 3a3HaB BHIUOI CHCTEMHOI eKCHosMuil, Hixk
MOBIIOMIIATIOCS  paHile, a MIKIHAMBigYyanbHa
BapiabenbHicTs Gyma  wmkuoo., Oie, npodine
Gesnexn npenapary Jlihdgepun®, rens 0,3 % nobpe
NIATBEP/DKYETHCS JOCIIKCHHSM 4 dazn,

3asBHUK (BJ1ac ;
peecrpartiiinoroz ME TIAITHC
MmOCBiueHHs) || 5 ”fOMf C#e,qo oba A B
\& Mf:j? (IT. M5, )
\‘:3\3‘;-,_‘ it
\%ﬂ v




Annex 30

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

(clause 4 of Section IV)
Report on Clinical Studies

1. Name of the medicinal product
(marketing authorization number, if Effezel forte, gel
available)
2. Applicant Galderma SA
3. Manufacturer LABORATOIRES GALDERMA

ZI Montdesir

74540 ALBY-SUR-CHERAN
France (manufacturing, primary packaging,
secondary packaging, testing, release)

G PRODUCTION INC. (GPI)

19400 Route Transcanadienne Baie d’Urfe,
Quebec, Canada H9X 3S4 (additional stability
Studies storage and testing site)

PHARM ADIS
19 rue des Coutils 63118 Cebazat, France
(secondary packaging)

4. Studies conducted: X yes [ no ifno,to justify

1) type of medicinal product for which the
registration was conducted or planned

5. Full name of clinical study, code A pharmacokinetic study to compare the
number of clinical study systemic exposure to adapalene during

dermal application of either Differin® gel, 0.3%
(adapalene 0.3%) or Differin® gel,

0.1% (adapalene 0.1%) for 30 days in subjects
with acne vulgaris

RD.06.SRE.18115 (27-Feb-2008)

Fixed-Dose Combination

6. Clinical study phase Phase 4
7. Clinical study period Date of first subject screened: 8 May 2008
Date of last subject completed: 29 August 2008
8. Countries where clinical study was United States
conducted
9. Number of subjects Approximately 25 subjects with acne vulgaris
will be enrolled per arm at 1 to 2 study centers
10. Aim and secondary purposes of The clinical study objective was to assess the
clinical study systemic exposure to adapalene under maximal

usage conditions in subjects with acne vulgaris
treated once daily for 30 days with 2 grams of
either Differin® Gel, 0.3% or Differin® Gel,
0.1% to approximately 1000 cm2 body surface




area (BSA) of the face, upper part of chest, and
upper part of back.

11. Clinical study design

Multi-center, double-blind, randomized, parallel
group study enrolling male or female subjects
with acne vulgaris.

12. Main inclusion criteria

Key Inclusion Criteria:

- Male or female subjects of any race, 18 to 35
years of age, inclusive.

- A clinical diagnosis of acne vulgaris.

- A minimum of 20 Inflammatory (papules and
pustules) lesions on the face (excluding the nose).
- A minimum of 20 Non-inflammatory lesions
(open comedones and closed comedones)

on the face (excluding the nose).

13. Investigational medicinal product,
method of administration, strength

Differin® Gel, 0.3%, Formulation# 557.301
Topical administration, strength: Adapalene
0.3%

14. Reference medicinal product, method
of administration, strength

Differin ® Gel 0.1%, Formulation# 0051
Topical administration, Adapalene 0.1%

15. Concomitant therapy

NA

16. Efficacy evaluation criteria

Inflammatory and Non-inflammatory lesion
counts on the face performed at Screening,
Baseline (Day 1), and on Day 30.

17. Safety evaluation criteria

- Adverse events
- Systemic safety:
e Vital signs: blood pressure, heart rate,
temperature, respirations
* Routine laboratory parameters: fasting
hematology and blood chemistry
- Cutaneous safety:
¢ Local tolerability assessments: erythema,
scaling, dryness, and stinging/burning
sensation separately on the face, upper
part of chest, and upper part of back on a
4 point scale

18. Statistical methods

The following variables will be summarized by
descriptive statistics.

- Demographics and baseline characteristics

- Vital signs (blood pressure, heart rate,
temperature, respirations)
- Cutaneous  safety
assessments)

- Facial lesion counts (Inflammatory, Non-
inflammatory, and Total)

(local  tolerability

- Routine laboratory parameters (fasting
hematology, blood chemistry)
- Adapalene plasma concentrations and

pharmacokinetic parameters, if applicable
- Adverse events
- Percent Body Surface Area (BSA) treated




19. Demographic indicators of the study
population
(gender, age, race, etc.)

Among the 51 subjects treated, there were 20
males and 31 females. The mean age (S.D.) of all
subjects was 22.4 (4.46) years, and ranged from
18 to 35 years. A majority of subjects (60.8%,
31/51 subjects) were Caucasian, the remaining
subjects were Hispanic (21.6%, 11/51 subjects)
or Black, Asian or other (17.7%, 9/51 subjects).

20. Efficacy outcomes

The key efficacy criteria:

- Inflammatory Lesion Count

- Non-inflammatory Lesion Count
- Total Lesion Count

21. Safety outcomes

- Overall, Differin® Gel, 0.3% and Differin®
Gel, 0.1% were similarly well tolerated. Of the
51 subjects in the safety population, the overall
percentage of subjects who experienced at least
one AE was slightly higher in the Differin® Gel,
0.3% treatment group (34.6% (9/26 subjects))
compared to the Differin® Gel, 0.1% treatment
group (24.0% (6/25subjects)). There were two
subjects with treatment-related AEs of skin
irritation that were mild in severity: 1 (3.8%) for
Differin® Gel, 0.3% and 1 (4.0%) subject for
Differin® Gel, 0.1% group. Overall, most AEs
were mild in severity and no SAEs or AESIs
were reported in the study. Only one of the AEs
reported resulted in study discontinuation

- There were no clinically important changes in
vital signs, body weight, or physical
examination findings from Baseline to Day
30/End of Study

- Results of each laboratory parameter for both
treatment groups were comparable at Screening,
and no treatment-related trends were observed
over time for any of the parameters evaluated.

- Overall, Differin® Gel, 0.3% and Differin®
Gel, 0.1% were similarly well tolerated. In total,
15 subjects reported adverse events. There were
no subject deaths or SAEs reported during this
study.

22. Summary (conclusion)

The PK results obtained in this study are
consistent with the results of the previous PK
studies conducted with both Differin® Gel, 0.3
% (i.e., RD.03.SRE.2649 and RD.03.SRE.2690)
and Differin® Gel, 0.1% (CR90103). In the
Differin® Gel, 0.3% treatment group no subject
experienced higher systemic exposure than
previously reported and inter-subject variability
was lower. Hence, the safety profile of

3



Differin® Gel, 0.3% is well supported by the
Phase 4 commitment study.

Applicant (Marketing s, 5
Authorization Holder) = =

1

e

(signature)

Régis Schulz
(full name)




Jonarok 30

o Hopsiaky npoBeaeHHs eKCrepTH3M peecTpauiiHuX Marepianis Ha JIikapebKi 3aco0u, 10 MOAAIOTHCS Ha

JePKaBHy peecTpallito (TepepeecTparii), a TaKok

CKCTEpPTH3M MaTepiaiiB PO BHECEHHs 3MiH 0 PeecTpalliiinuX MaTepianis nporsrom aii peecTpauiifHoro

MOCBIAYEHHS
(nyHKT 4 pozniny 1V)

3BIT
npo Kainiune Bunpodysanis

1. Haspa nikapcskoro 3aco6y (za
HaABHOCTI — HOMEp peecTpalifHoro
MOCBIHEHH)

Eddesen dopre, rens

2. 3aiBHUK

lanynepma CA

3. Bupobuuxk

JIABOPATOPII TAJIJIEPMA

31 Mouesip 74540 AJIbBI-CIOP-IIIEPAH, ®panuis
(Bupobnuymeo, nepeunne naxysanis, 6mopunne naKysanHs,
KOHMPOJIb AKOCHI, GUNYCK NPOOYKYIT)

I" TIPOJAKIIIH THK. (I'TII)

19400 PoyT Tpaxckananien Baie 1’Vpde, Kpebek, Kanana
H9X 3S4 (Hooamxosa oinsnuys 36epizanns ma konmponio
sikocmi 05 docniodcenms cmatinerocmi)

OAPM AIIC
19 pye nmec Kyrinc 63118 Cebaza, ®panuis (Bmopunne
NAKYGANHAL)

4. [Ipoeeneni nocimpKkeHHs:

Rrax [ui skiwo Hi, 06rpyHTyBaTH

1) Tvn nikapeskoro 3aco0y, 3a
AKHM TMpoBo/niacs abo MiIaHyeTbes
peecTpauis

JIIKAPCBKHM 3ACIB 3 ®IKCOBAHOIO KOMBIHALIEIO

5. IloBHa Ha3Ba KniHiYHOrO
BUIPOOYBAHHA, KOJOBAHUI HOMEp
KJIIHIYHOTO BUITPOOYBaHHS

(DapMaKkoKiHETHUHE JOCIIUKEHHS! JUIs OLIHKH CHCTEMHOTO BIUIMBY
CD0271 npu nanecenni koMGiHOBaHOrO npenapary 3 (ikcoBaHUMH
nosamu CD0271, 0,3%/CD1579, 2,5%, B hopmi resito, aGo npenapaty
Huddepun, 0,3% renb, nporaroM 4 THKHIB Ha WIKIPY NaLieHTIB,
MiAMITKIB Ta 10POCIINX, 31 3BUYAHHUMH BYrpamMH.

Jocnimxenns RD.06.SRE. 18229 (22-xoeTHa-2013)

6. (hasa kiHIYHOrO BHITPOOYBAHHS

(Daza 1

7. Tlepion npoBeaeHHs KIIHIYHOrO
sunpoOyBaHHA

/Jlara npoee/ienns cCKpUHiHTy nepioro nauienta: 28 Gepesns 2013
JlaTa 3aBeplieHHA yyacTi B JOC/I/KEHHI OCTAHHBOTO mallieHTa: 22
sKOBTHs 2013

8. Kpainu, ne nposoaunocs
KJliHIuHe BUNpOOYBaHHS

Cnoayueni LUlTatu

9. KinbkicTb gocnimkyBainx

B uinomy Oyno pangomizoBaHo Ta mnposeneHe JikysaHHS 58
MALLIEHTIB.

10. Meta Ta BTOpHHHI wini
KNiHIYHOro BUIPoOyBaHHs

3ajaueio kniniuHoro jaochigpkenns Oyna ouUiHKa Ta MOPIBHAHHA
MOKA3HUKIB cucTeMHOro BruMey azanaieny, 0,3%, B ckaani
xombiHoBaHOro npenapary 3 (ikcoanumu gozamu (GJIK), CD0271,
0,3%/CD1579, 2,5%, B dopmi remo, ta npemapary dudpdepun
(Differin®), 0,3% reab, npu 6araTopa3’oBOMY 30BHILIHBOMY
3aCTOCYBaHHI OAMH pa3 Ha J0OY NalieHTaMKu 3 NPOCTUMHM BYFpaMu
BHCOKOIO CTYIEHs TSAMKKOCTI.

[lposenenns ouinkn  6yno  3iCHEHE WWIAXOM  BU3HAUEHHS
(papmakokineTnurnx (MOK) napameTpis y MakcUMalbHO 36iTbLIEHHX




YMOBAX 3aCTOCYBAHHA (MAaLliEHTH HAHOCHJIM TOHKHMH LIap remo Ha
00aMuYs, mneui, BepxHIO wacTHHY rpyaedl Ta cnuHu) (IpoekT
rajry3eBoi IHCTPYKLUIi: npocTi Byrpu: pos3pobka nikapcbkux 3acolis
A nikyBaHHs, 2005).

11. JInzaiin kniniuHoro
BUITPOOYBAHHS

baratouenTpoBe, pangomizoBame, ciine  Aas  JOCTIAHUKIB
JIOCITIJKeHHA B 21BOX napanensux rpynax: CD0271, 0,3% / CD1579,
2,5%, B (opmi remmo, HaHeceHHs OAMH pa3 Ha A00y (rpyma 1) Ta
ndpepun, 0,3% rens, HaHeceHHs 0JMH pa3 Ha 100y (rpymna 2).

12. OcHoBHI KpuTepiT BKAIOUSHHSA

["onoBHi kpuTEpIT BRIOYEHHS:

nalienTH Yonosivoi abo xiHo4ol ctati, Bikom Bix 12 10 35 pokis 3
BYrpaMH Ha oOyinu4i 4 CTyMeHs TSUKKOCTI 3a 3arajibHOK OLIHKORO,
Hapanoto gocniaHukoM (IGA), macow Tina sig 45 no 100 «r,
iHaekcoM macu Tina (IMT) eig 18 no 30 kr/m’, BKIIOYHO, 108
JI0POCIMX MPH BI3UTI Ha eTani CKpUHIHTY, a aua nignitkis — IMT B
A1anasoHi, BIANOBiIHOMY 1/si Biky Ta ctati. JKiHkM He 31aTHI 10
HAPOILKeHHS AUTHHM a00 3/1aTHI JI0 HAPOIPKEHHS AUTHHH, AKi CYBOPO)
JNOTPUMYBAJINCL ~ AOCTHHEHLIT MpOTArOM  OJHOrO  Micausd 70
BKJIIOYEHHS B TOCIIJMKEHHS Ta MOrOAMIHCh MPOJAOBKYBATH B NEPiojy
yuacTi B KIiHIYHOMY JocnifkenHi i/a6o ski MorogMnuce Ha
3aCTOCYBAHHS ~ BHMCOKOG(DEKTMBHONO Ta  CXB&IGHOTO  METOAY
KOHTpaLenuii npoTAromM WOHAHMEHIIE OQHOTO MicAld  Mics
OCTAHHBOTO 3aCTOCYBAHH JOC/IIAPKYBAHOTO JIIKAPCHKOTO Mpernapary.

13. JocnikyBaHuii JlikapchKuii
3aci0, cnocid 3acTocyBaHHs, cHla
it

CD0271, 0,3%/CD1579, 2,5%, B (opmi reo, il 30BHILIHBOrO
34CTOCYBAHHSA, BMICT aKTHBHUX pevoBUH: ajananed, 0,3% Ta Gensoin
nepokcup, 2,5%.

14. [penapar nopiBHsHHA, 1034,
crocid 3acTocyBaHHA, CHia aii

CDO0271, 0,3%, B copmi rento, ais 30BHILIHLONO 3aCTOCYBAHHS,
BMICT aKTHBHHX pe4osuH: anananet, 0,3%

[5. CynyTHs Tepanis

Hezsacrocorhe

16. Kpurepii ouinku edpekTHBHOCTI

HesactocoeHe

17. Kputepil ouinku 6e3neku

HebGaxcani ssuina (H1), micuesa nepeHocumicTs (epurema, JylieHHs
WKipH, CyXiCTh WKipH, BIAUYTTS NEUiHHA), Pe3yJLTATH 3arajbHOro
NiKApCLKOTO  0OCTEXKEeHHs, Maca Tifa, roOJOBHI  MOKA3HUKH
JKHTTC/LISANBHOCTI OPraHiaMy, pesyJsibTaTH JadopaTOpPHHX aHami3ie
(kniniyHoro Ta GioXimiuHoro anasnisy KpoBi, ekcripec-TecT cedvi Ha
HAPKOTHKH, TECT Ha BAriTHICTH, EKCMIPEC TECT HA AJIKOTOJIb).

[8. CrarucTHyni MeToan

MeTtoau  OMMCOBOT  CTATHCTHKHM  Oy/iM  3acTOCOBaHi,  106GH
nigcymyBatv  iHGOpMaLilo  [OJO  PO3NOMIY  MALEHTIB,
nemorpadiunnx xapakrepuctuk, @K xapakTepHCTHK Ta MOKa3HUKIB
Gesneku. [Mepesipka oQilifHOT CTATHCTHUHOT INOTE3M 3aMIaHOBAHA
ve Oyna. Kareropiiini 3minni Gynu miacymoBani 3a 4acToTOK Ta
BIJICOTKOM 32 KOKHOIO 3 Karteropiii Bianoeini. Tpusani sminnHi Gyiu
NiZACyMOBaHi, HaBeJeHi cepe/iHi 3HaYeHHs, MeiaHHi, MIHIManbHI Ta
MaKCHUMaJIbHi 3HAueHHs, a TAKOXK HaBE/IeHi 3HAYCHHS CTAHAAPTHOrO
Biaxunenns (CB) nanux, oTpuMaHnX Mpu KOKHOMY Bi3WTI, a TAKOK
3MiHa Ta BiJICOTOK 3MiHU, B MOPIBHAHHI 3 MOKA3HUKOM 10 [OYATKY
NiKyBaHHA, MOKAa3HUKIB, BU3HAYEHHUX MPH KOKHOMY 3 BI3WTIB ric/s
rovaTKy NiKyBaHHs, SKILO 3aCTOCOBHE.

Snauenns QK napamerpiB, Ciough, AUCo.24n Ta Ciax, HaBEEHI, AK
slorapudmiuno TpaHcOpPMOBaHi Pe3yJIbTATH JAMCIIEPCIHOrO aHanizy
(ANOVA), npose/ieHOro s OUIHKH BIUIMBY 4acy B KOMKHiH 3
TCPANEBTHYHUX TPYM, Ta PI3HUL MK TEPaNeBTUMHUMU TPyNaMu, 3
BUKOPUCTAHHAM KOC(ILLIEHTIB reOMETPUUHHX Cepe/IHiX.

Ha nonatox, na sumory FDA (YripaBiiHHs 3 KOHTPOJIO XapuoBMX
NPOYKTIB Ta JikapchkKHX 3aco0iB) (3ycTpiu mepen peectpalliero

Llikapebkoro 3acoby, 25 uepshs 2014) edekt TepaneBTHUHOT rpynu




OLIHIOBAIM 3 BMKOPUCTAHHSAM JIBOX PI3HMX NPaBMJ ypaxyBaHHs
AaHUX, 110 HEe HAJAKTHECA KINBKICHIH OUiHLI, a came:

- (1) BUKTIOUEHHS JaHUX MAUiEHTIB, JUIS TKMX He OYJIM po3paxoBaHi
sHaueHHs AUCo.oan, abo ans skux 3HaueHHs Ciax OYI0 HUKUMM 32
MeKy KibKicHoTO BM3Hauenns (BLQ);

- (2) BKJIIOYEHHS JaHMX YCiX NauieHTiB, as SKuX Oy/Iu 3acTOCOBaHi
0cOOMMBI  METOAM pO3paxyHKY KOHUEHTpalii, Hwkunx BLQ.
3HaueHHd Cuax, MO HE HANAIOTLCH KUILKICHIA ouinni, Gyamu
BpaxoBani, sk BianoBiaHi L.O.Q. (Mexa KinbKiCHOrO BM3HAUYEHHS)
(tobro, 0,1 nr/mn), a swauenns AUCooq Oynam Bpaxosawi, sk
HAMHWKYE 3HAYEHHd, OTpUMaHe B JochimkenHi (tobro, 1,634
Hr¥rom./min).

19. lemorpadiuni nokazsHuku
NOCTiKYBaHOT nonynauii (cTaTh,
BiK, paca, Toulo)

Jlemorpadiuni XapaKTepUCTHKH Ta XapakKTEPUCTHKU 3aXBOPIOBAHHS
NALieHTIB JI0 [OYatky JiKyBaHHs OyAM OJHAKOBUMH B 060X
repaneBTuuHuX rpynax. Cepeaniil Bik cranoeue 18,3 pokmu, yactka
nauientis Bikom Bia 12 g0 17 pokis Ta Bikom Bix 18 mo 33 pokis
Takoxk Oyna opHakoBoio. B pocnimkenHs Oyno BkmoueHo 16
NauienTis HalimeHw ol Bikooi rpynu, Bix 12 g0 15 pokis, BkIOYHO.
Binburiets nauientie 6ynu yonosikamu (58,6%), 6inumu (75,9%), ta
He JlaTHHOAMEpHKAHCBKOro noxomkeHHs (70,7%). s ycix
nauienTis ouinka IGA ctaHoBHa 4 (BUCOKHMI CTYMEHB TSKKOCTI) 10
[OYATKY JIKYBaHHS.

20. PesynbraTit epekTHBHOCTI

HeszacTocosne

21. PezynbraTu Oesneku

3arajbHa KijbKicTb MAllieHTIB, AKI MOBIZOMUIK PO NMPUHAHMHI OflHe
TEAE (HS nicns nowarky nikysanus) Gyina oaHakoBow B 060X
reparneBTHYHHX rpyrnax, MeHuwe 3 TuM, Kinbkicte TEAE B rpymi
sacrocysanns CD0271, 0,3%/CD1579, 2,5%, B dopmi rento, Gyna
MEHLIOO, HiK B rpyrni 3acrocyBanus npenapary duddepun, 0,3%
refib.

22. BUCHOBOK (3aKJIFOUEHHS)

bararopazose 3acrocypanHs oaun paz na a06y CDO0271, 0,3%/
CD1579, 2,5%, B dopmi rento, Ta npenapary Huddepun , 0,3% rens,
nporaroM 4 THXKHIB, JOPOCIMMH MAlliEHTaMM Ta MNalicHTaMH
nijutitkamu (Bikom Bift 12 10 33 pokis) 3 NpOCTUMH BYrpaMH B TAMKi
(Gopmi, 3 AOTPUMAHHAM YMOB MAaKCHMAJbHOrO 3aCTOCYBAHHS,
[PU3BENO0 [0 NOCTIIHO HU3BKMX MOKA3HHKIB CHCTEMHOT eKCIO3HULLT B
obox rpynax.

[Toaibui nokasHUKH CHCTEMHOT eKCrno3uLil B 060X TepaneBTHYHMX
rpynax miaTBEpuKYe BiACYTHICTH BIUIMBY OeH30ilny MepoKcHy,
2,5%, Ha TpanciepMabHe NPOHUKHEHHs aiananeny. Omike, npodib
Oe3neku, 3a CHCTEMHUMU Nnokasuukamu, npenaparis CD0271, 0,3%
CD1579, 2,5%, 8 opmi remio, ta {udpdepun, 0,3% renb, NoBHHeH

3adBHMK (BNaCHUK
peecTpauifHOro noceigueHHs)

OyTH OIHAKOBUM. ™ /




