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ACE angiotensin-converting enzyme : 7 > VAT v AR HARE SR
Cp Clobetasol propi(‘)nate\‘ O B
—fg4 v R — LT aEF VBT ATV
HLA Human Leukocyte Antigen : & A fLERHTE
PSORSI Psoriasis Susceptibility 1
QOL Quality of Life
STAT3 Signal Transducers and Activators of Transcription 3
TPA 12-O-tetradecanoylphorbol-13-acetate
VD3 Vitamin D; : {EMHERIE X I 2D,
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1.5.1 ERXIIHEROEE

GK664S (LLF, AFHl) 1X, strongestZ 7 ADAT oA RTHDHIZ aXH Y/ — )7 o't ix
27 (LAF, CP) #0.05% A7 5> v 7—FITHbD, AA ADGalderma S.A4HIZ L - THE
RO MR SR 2 RATE R A2 B9 & L7oipiAl & L CRIBR S v, 2004452 A 12 K[E THRGE
MTLLE, 20165E 1T A HE, KEKRCREZ ST IR0 E IR TAR ST\ D,

1.5-1 Y AREY—)LTOEA VBRI X TILOLEBER

AF A RiE, EEHEANO 7 L3 aLFaf FERIEEOREEN L, RIE - oSG
D IER AL T DI EIEME 2 ET 25 2 LI R0 . A RBURAER O iR 27397, CP
DEFEFBRAIRIEE 7 LB T 2 BRI R O B M ERIC W T, Ty FORL~w Y >~
B O T4 = I EIERS IS 2 8 ERY, 5 v RRO~ T 207 1 b lE R B EEE
FATKT 2 MEIERY, T Y F OSIMEBFEER T T VST HIHEIERY, Ty PR
v T ADF XYY v L FERERERE T KT HIMEERYC~ v 20M LY 7 U VIR %
EF KT D IEERD RS ST d, 2D ORIEERIZEY . BEOCPAAANL, 55
e a e RO L CEM A RT L EZ LA TN D,

152 SEEEEONT
1521 SEMUEBORE

HZEIE, R EGHIRL oD B ETE - M CEE | TEME L THIRL A2 =10 & -2 RIEMR = & O & 1 A4
BRI L T B RIEMEAAIE Td 0 O TEMR & I AR D IR L7’ Dkl 5 BEAYED RSRB T
2O BRERATRAC L0 | LRSI LR, WML RE . BEVEMERLRE, R O
R PERREDS OIS TR Y . A CTITROEI NS H I TH 5,

FpEEREE O MRS 13 1~%t o F ROFEMIE XX AR OS5 EI 72 R PSP U 72 fLBE:
JRiE TR A GAOBB T ET D, R 2 RS 5 & RIS B 5, BB ORI,
BREZTEER . DU AR AT N BB & ORI & 32 TR0 T WEME T 0 . VIS & RUIRFa M & D Z21E
BPESY, EREORMHER & LT, 2 5 HEIE30~50%, JTURZI320~25%I2% &, (i & 7o B
TR R 2 2 BE IS~ 10%FETH S,

T PRI O FIER RN IR TEARBLENR L0 BARRYER K OB BEHI LR O -S> ORIl 7> & #2
2 5N TWAY, E{ERYEER & L CHuman Leukocyte Antigen (HLA) 23BH5- LT\ Z & AR415
NTCW5b, F72, FHOYAIROHLAR (A EIT#IZ1%, psoriasis susceptibility 1 (PSORS1) <°signal
transducers and activators of transcription 3 (STAT3) E{n 12D < DD BIRZ MBS DFAE
LCna", BEERYE LT, A R LA, A YE, SMERERD Y | Rt FIET 2 3H
&L CiE, @i EIREA (o, 7 a v 1 —, v 7 A+EHTA, angiotensin-converting enzyme (ACE)
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BLESRD) . A v F—Tznar, UF oy ABHF E2T o REEERAL. FEE (=) VR
WM. T NIV AT U CREUEWE) . SRIE A V=T Y R E G D, FRYLE TIE, VB,
a7 RYERER O MuERE T A N AEIL LD L0 H 57,

1.5.2.2 FEFDZE MR

W1 510 & 2D B R A (20024510 ~20044E5) Ik 5 &, wEEE (6664))
DT5.8% T, TEMIZAER (F9B) NF@H SN TWAEY, EEHOSEMEREORREIL. KK O
D= FEVEHE & AR, BEORIBOBZ LS /NS BN EIELICALNDHENS, JEL
FAb L7/ 2SR & U < IFBAR BIRIZIEN 5356 £ THRAx Th 5, WEIZHO% A E TR
U JEWRENZRIHR TR T 52 &b H D, WEDNER 25T ClE—RIC R BIEN L Z 573,
BEICEVEE GER) T5, £, EOEFZTbI 0 EemiBz 52 L b %< REHMN AL
E5ihn",

1523 SEMHHEEABEOTRKELMBER

HIERE X, I B b, SRR EEZITTEY, OREZE DO HDIZ L D ARPE, 2 ddr,
I, QRN DIRAET D00, fham), BRFENRA,. RME. AL, OBRICK A EEOT
PRI X Y Quality of Life (QOL) ASFHE SH TS, F72, AFRO e R OB 2 1347.1%
LN,

BUE, A TS FH RIS T DI A R I A VIR EN TV ARV OO, S5 R
DOIRFE & LT, ANHRRE, WIREE, ERRE R OV A E N e S TR Y | gD
L FRAEERNL, BB OEIEE K OVHFE, HBE OQOLDEERE SOHEDOAE, BEH DOAETREREE
B ONBHEE 2R LY, b 5030 O E A DR IIBEEM T Tn YY),

SRR, EFWREIER N D7 BYED S EAE F T & @ICFPEN AN =, =05 PR
DIERBRIERE & STV, s EE L LT, S ififE R O RIEER 2B+ 5
AT uA RAHAF & RO HEFEIH/ HMGFEER 2 AT 2 84 I UDSMVHAI (LT, VDb
HHD) 38 220 BRI N FEHE LI BRSO Lt 7 MEREFIH L7280 EiEHA T
X AARBEEO S BEBOERE100% L Lica. A7 aA RAVHFIEMA35.6%, VDo A
WA 14.2%, 2HIBFHA3502% Th - 7=, 2T mA FAMANL, S E TOMMMAEL . Ak -
JEBNZ &0 FERIDBIR T X | ILFEIRDE N R ED A Y v M b —0 BRI L0 RS ZEE.
WAL, 5B, BMILAEIEESORERZLES Z e NMmbnTnE') 2ok, BIEM 28
% HBT, VDAAHF &G 2 5iECEAR2A M7E T AT v A RAVHEFIZER 2 5 EMThI
TWD, 7o, BHE R EORifitEoZ A A 7elaeik & LT, short contact therapy (strongest A 7
v A RAHFIZ S H%Z10~305 THRWE LT 515 BB 265,

Fz, BHIOMEIZLDKROEI, BAICEST LR OE I NIRRT, A& B PIEEICA
FLAZEUDZEBHLNER-TEY EEIC, 1H2E ORI OBRAT S TE TV HEH
TR L OBERH DY, BT, BEHA~BAT LA, 7 U —LF WEHTIZ, BAARE
HThoLEEInTNDY,

L7e3> T, BEEOIZFE RIS LTI, AEREL, B8 THLZ EITA, BENRE
GTHDHENW) ZELHEBREZTHLHEEZDLND,
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1.5.3 FAFDIERE

FREOTEHER OBUR L S E R E 2. T <A SHIE. Galderma S.AARIZ K- TAHI
X, JCITEAN CERE O = B YRR ISR T D1 %A & L TIRGES LTV D v v v —HIDE
mik B L. [ s v asaat CUTL BEE) SBR E ik LT,

AHTIX, CPEFE—REEGHTL2HE KT U — LRI % G TS TR G BIRHEAI & LT,
Fro, SHEHIDN T L U Tzl 2 2 ToEAER OO B BIEHRAI & L CI9T8E IR SN TV 5D,

LALRR B, RKFNE, v Al WO KT TCHL Z L2, 1H1ER
A FUMC AT L7214, 1545 TUEWRE 9™ & U 9 short contact therapy % A & L72#Fi7=2HiETH 5
ZEnn, FHRBRIZOWTIR, KERTT VEMIIAR 2 EIRHEESA L7c & & OFMEICE T
DiREt A . EMBRERBRIC OV T, BRI BT it a2 BERBRIC oW TR, R
FAZ X 5 @~ BT et & 4 L=,

ZORER, RFNTERFBMIZB W T O IIRIEER 2 BT 5 2 & Fio, RRERINHEIXBEAF
DOCPHAF % LB & HBEHR/ATIZB W THA T E 2Vt EORBED A U 2 rrae iRy
EEZOND LD, BHHMOVMRRICAHTH DL LER T,

k. ENBRREIZHT- > T, LUTOXHEINE 25 L7,

FRIR X5y A H

TR 1 e B E
i 5 o I 7 iEE B B
B 0 Ty ZE E

b
=
B
ao

FRRRE

i 5 R b G 0 E

= o I - |l A ARAR A
[ |

= 3 IR ¢ e B0 E ~ VB




aLY 8Ly T—0.05%
1.5 BRXIIEROZBRUHAXDER Page 7

X 1.5-2 FAROEER

Xy REREH
= Firk M ORBR 715
4 PR

FEHRIR 207 7 B 2R

FEHRIR SR ONY T = a v
KW ENTE UL
FEHRIR PAg e G-tk aiR

M AV N Ev: o

JRIpT RIS AR

Z O O FEE R
EVZS A (EA/ R

A ERE [P )
wUH sk 2%)

HIE (HEsh 53E)
CAGENCIZA Ve )
BRI (K &~ LR
RSN ORERFEm () & : T L~ Galderma S.A.




aLH Yy F—0.05%
1.5 BEXIEHEROZEBRURAKORER Page 8

1.5.3.1 REIZET HHEFEDOHIE

AKliXGalderma SAALIZIBWNT, IRIEa 7T 4 7 > 2D IS 2 THY O 2H AT ORI
B L, ARHOBMRBRICERWVIET ZENTE LTy 7 —AlE LT I,

JFHEOCPIX, HAMBFIZHEGT 5 D0E W, BLEFEMIZ OV T, FEEERERE (MF
oozl 0 PEdsd G Bl ERSI SNl aren

U DO HRS K O3 BR 71512 oW TlE, Galderma S.AHIZ k- TERIE S V- s K OGEBR k%
FZ, A OFEEEHE, WO A AR H OEHI & O —ERBRIEICER L CBrE LTe, ®BAloR
R RER, MEEER L OO 2R 2 220 L 72858, W huiclB WL R E O & ix
BOLNT, BETH-oT2Z &0 b, kL =R, AWML 134 & L7,

1.5.3.2 JEERIRRAFEDERE
(1) EEHR

ARNOER TOREEZBEB L, DNhEEMT IR E LT, R (1, 5, 153033055 0) &
i COPRIENER Z et LR R, AFIDS, 15 V3045 B ¥:Af 1%, 12-O-tetradecanoylphorbol-
13-acetate (TPA) #FF~ 7 AKIERET WIZEIT 5 B EIRZ BEZ I HHI LT,

PLEORER LY . ARAN, FREFEATIC XV B O S FERE I L CIREIRZ RT LB 2
5o

(2) EYEhreiAER

NI v o 7 —HITH Y, BERICEA L CTISHRBRICTEDNRT E WO Bzt Thr %
EBREL., 7 MIRAIZ ISR LI25E & fiiREA 00.05%CP e — 3 & 10FFH &4 L7
Ba OMBEHCPIRE 2 i U=, ZOREFR., AFIZ 8 LI25a1E, JE L7z iEse o )65
NERE TR (025 ng/mL) K Th o724, 0.05%CP— = v 284 LI=aiE. T To Ml
REFCER TR EE Y ERWETH- 7=, BELIET v MIAAIIL0.05%CPr— 3
ZENEIIOREMEAT L2856 Th, ERRERREIORIG T, AF %2840 L7 )77230.05%CP =
—a Y ERMALESALY b Rhotz, BIZ, S =7 ZICAKIZIALEL, 1555, 138K
R B G L 7B O iR CPIREE 1, X COMER K O MR CE & PR (0.2 ng/mL) Kiifi €
HoT,

PLEDOFERNG . AFNOEK T ERE - HEICBWT, BE~OCPOLEIIEZII TR L v
HIEWEE 2 D,

(3) HEHER

BRIR D NEZBL LTS5 (153 BARICHEWIR YY) IS THEM LI, AFIDI =7 X 13MRE
BHEEERBR T, 2o BITERo onidole, £, 7y MEEERGEERBR L O b
B Rk & N Tzin vitroZ B PHERRBR OFE R O | AN OFRFRIEEAGIZ L HCPO 2 ZFE &1, BE
HEKROCPH AN ZEH L2 OCPO 2 Zifg &% LR 5 REtEXRnE B X b/,

PLEXDY  REIOEKRBERICHENT, MEE 222 EORWERNA U 5 Aliettidfv & & 2
7=

B GERLF~DREEL LT, KHldD 2 WIIAF 7 7R (LLF, 778AR) Z1555MEBAMm L,
B — ORI 2 et L7 R, ARANT TRRE ORI ES V). 77 BRI THEES v ) & HE
STz, AFID I =7 X I3EMKERLZ G HERR T, GG T2 <EE~H LR
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FBE RO TT<BEORE] 2N GHMEZ2E L TALN, REMRRSNRE Clamt, £
K OB DZEREN DAV, REDOZERMEIL, B AT v A RACHFIOEMHEHRICED 5id .,
EERICBE L2 LTI SN b0 TH D, FRERIEM. FIELRENE R OB
PEOFRERITT XTI TH o 7o, BRSO EEMEIIT=4 —FRETH YV . AFIDEFKREEIC
BWTHATERWEES~OEENRL LN AREEIEWVWEEZZ 6N OO, FEME D V2
ThdbEEZT,

AHFNI LT T R & O THRBE I — RIS O TREA U726 5, AIRE, FEERE AR,
TR R OV WS 3R vz, AAN, THEEORIEME) & LTHEINER, 77 'R
[FFRRE DORRNESOS N A BT Z L b AFORREIEIIEANICER T2 b0 B2 bz, I
E@%Mﬁi%w KV L=, AFOIRAHEIZEEEDOH 2L THDL DD, IRIZA-S
TG AIITES T AL OTERERMENMLETHDL EE X T,

CPY]“‘i/Elw/$<§'%fﬁﬁb‘f;i7t/ I 2AF AR B 28 AUJRE R I, TG ZE & L CL MECIER
AHRRRRAE DR ABEFE NI L7223, T — X 2T ERIZRETH Y . BRI O8N
XA DN Do Tz, FEMEEERAE L LCiX, HEOEMENA LI, REIOFRFRBAAIC L D8
BERIPEITIR < . BEAGROCPA A 2 LB 2 BB E A LE D ATREMRIER N2 L0 6
E R TOREBAY A7 13D THRWE B X bt

1.5.3.3 ERERBAFE DR

KRAND KGR ANEZ T 5 1201 ENEHEERRE (RDT.07.SRE.27031) 12 T HEHER A Btk
20017 MEIAAR T 7€ RORRBYER LT, ORER, /30 F7 2 b TRAARD
75RO KRBT ST 20D O R iﬁw:&wrémtoj~7/
%xb@%%%ﬂﬁﬁaototﬂ/%fz%fi HFRE BOSITNT IO BFB0 5
Nnotz, LLEXY ., KROS5 2 RILRGHBMESE L . ZRMERE N D kﬂréﬂto

KRN Z A A~BAT L, AIRODEEP RIS D Z LIk, x%m%F@AﬁiﬁW%
DIFEBLT 2 2 Loy, REIEAT %R OPK KR O EFEEMEE Retd 2 2 &2 B EaGE
K#kBR (RDT.07.SRE.27032) % FEJifi L 7=,

R N BAPE2000 2 k812 . A& 1 RS H . BRI A 155 33304 & LCfE L7, A
HOEY M HREZLZ, BEMRGH (1A H @ &EmT, 1, 30 6, 9, 16X U24RFH#%) . &&&E-A
(5HHE : 51, 1, 3, 6, 9, 16, 24X UMBIRFfEI#%) (ZHIE L7z, £ DR, WThogieE &
CWTHROEIMA A > b THER TR (02ng/mL) KiETHY . AFDOMBE~DOBITIZZED i
7einolz, Flo, RFIO155 MG &3040 505 B Wi G- O LI 23R < Wb
LEVERE N RSN,

E B IHER A SR (M704101-01) TlE, SEEICHFH RO Z AT 5 BE 23581, K
FIOFIME L Lethd 7T R e R E Ul “HEMRIWITREFERGREBRIC X 0 MEGE LT, FERE
flE B Td 5 5-4i8 % DOPSSI 75 EER R I AHIEETIE29.5% (23/78%1) . 7T & R EETIX7.6% (6/79
) THY ., BEHHE CHEIFIICHERENTZD b,

AFEFR LY | FEFHMGEE TR SHEF CTHREFFIICAH B EZDNTB O b v, RAEIOIEH O =5
P RLHEL ﬂ?éﬁwébﬁﬁéﬂtoit LZAAEOH TIX, BELEAEHRGIIVTRLRE

SUAFHEEE, 2O TH D | AFIOLBMITHIR ERE RfEIT R VWE B 2 T,
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ek, ARHFEICRBIT DK T — Xy r—0%, ENTHEl S TR M OS2 xf g b
95 FHIAH D250k K OB TIAH O B R s BR pliE 2 R E Rt & Uiz, F7o. AMEORRABR K E &
EgkbE LT,

BRIk T — X X r— %3 1.5-11T571,

£ 151 BERT—2/\vo5r—

Pk‘l =4 b =P =] == =p s %j}/@ N = g*/,'
S | RBroflE | RBRES 5 it [ €] RN S ERE S N
iy RDT.07.SRE. frERER N & b 5 & U 7= B2l —FRf | 2008.10 o
1 7 i 27031 A oo st 11 | 5331-1 ¥l
4 | RDT.07.SRE. e N & b5 & L 72 A 5 2008.11 ~y
Esl) PK 27032 HA ot (s 1y | 53312 |FFff
. VARG R e LT T
11 ﬁﬁj\”ﬁa M704101-01 AA | eRxm - msmimats @ 2223 53500 |Em
AT ) 7
et l.GUISgggliSRE. F[ ﬁi@%g ;‘; %G & U7 B g HIg 53313 |ne
I il ! L — —
i hpe I'C(ngf”:' o5 % ﬁig%%ﬁ% & U 7 A IGHE 53411 |m=
BRI - - N
1.CG.03.SRE. - SHA RS g b LG
freetun 7T VA it 53512 |B%
PK 2577 IRs FH] D A st AR
A 2t 1.CG.03.SRE. . SHA RS Bt L L5 5
e debk 2591 77 B O R OB 53513 |55
11 |.CG.03.SRE SRR R R OVER B R
raeXis o0 | 77 |EREE TG L LIRE e 53514 (&%
S OHP ATl HE O #HIaR SR
A 2t RD.06.SRE. 12~175% DB WEfiE B % x5
MLTE - 2/%
et 18070 RE L U HpAsBIEE o 2 A 53521 5%
SHE MR R E AR E LT
SHE RD2()633§RE 7 At [ Dovonex/Daivonex solution %f 53515 |B&
g (431
SHE MR T AR E LT
B RD.03.SRE. He[E Polytar Liquidsf Fé brieakBR (41 53.5.1-6 |B%E
B 2648 )
[ AN
I — LB EEAEE LT
2665 |77 > A | Dermoval gel N7 F & R %} R 53517 |B%&
R (43E1H)
RD.06.SRE. " SRR ARG L LT T T
18076 K R AL LB (43 53518 |[B%
Bk = ] . .
oo RD.06.SRE. " SRR 2R & LI T T -
ﬁs\;ﬂ{ 18075 KIE] R R LB (4TETE) 53519 |[z%
o SERHEE R AT A kP & LT fERE
b g;ﬁ& RDOSSKE | s k07 7 R RE b 53.51-10 |B%
' BB GRS - 6 AR
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154 BHERUERYE

AR OFFE LR OERAEZLLTIORT, Zhbick by, BEOEFRERRIEZRT L L LI

TIATVADM EEMGT LN TELEE 2D,

(1) AR ZREHIERRE (91540 BT 52 LT, 7 78R L THRE IR R
NTRY ., MO IEREC S L TR ERET 5,

Q) RANZ L 2BHWERITRO LN TE BT, [strongest] 7 7 AD AT A RAHAITHH-TH
JERER AR (short contact therapy) (2X 0, [BEE R RTOBRWERA 2T 5.

(3) AKX, WA A L, I (B ORFFRIC O o3 Mo BT
ffEIcHCcE A2 RAITH D,

ELL
ol

Ul bZiE x, REEEITLL T ONS CERMGERFTRARBPFELITOIZ L & L,
H H W
g alyuavy 7 —0.05%

HRE Xy (5) FTAIEEIE S

o ruaXyEy—Lravet Ui A7 (JAN)

R Clobetasol Propionate (JAN)

ZhEE - WA | BEER D=3 5 MERLE

WE . 1A 1AL U728 A PO A B A L. A5 10Kk X
15 TS T, RV,

k=
(2

%

M - HE
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1.6 SHEICETAERKEFICET SEH
1.6.1 SEICE T HERARRT

AFNE, 20164511 HBIE, KIE M OE 2 & e 620 [E ST UK T, BEE o= H rEsfE (81
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CLOBEX - clobetasol propionate shampoo
Galderma Laboratories, L.P.

HIGHLIGHT S OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use CLOBEX® Shampoo safely and effectively.
See full prescribing information for CLOBEX® Shampoo. CLOBEX® (clobetasol propionate) Shampoo,0.05%
for topical use only Initial U.S. Approval: 1985

R S EEEE L L PR P R P INDICATIONS AND USAGE ----------mmmmmmmm oo
CLOBEX (clobetasol propionate) Shampoo, 0.05% is a corticosteroid indicated for the treatment of moderate to severe
scalp psoriasis in subjects 18 years of age and older. (1)

Limitations of Use: (1)

* Do not use on the face, axillae or groin. (1.2)

e Avoid any contact with the eyes and lips. (1.2)

e e e e DOSAGE AND ADMINISTRATION -----------ommmmmmmm oo
¢ Not for oral, ophthalmic, or intravaginal use. (2)
CLOBEX Shampoo, 0.05% should be applied onto dry (not wet) scalp once a day in a thin film to the affected areas only,
and left in place for 15 minutes before lathering and rinsing. CLOBEX Shampoo, 0.05% contains a super-high potent
topical corticosteroid; therefore treatment should be limited to 4 weeks. (2)
e As with other corticosteroids, therapy should be discontinued when control is achieved. (2)
e Total dosage should not exceed 50 g (50mL or 1.75 fl. 0z.) per week. (2)
CLOBEX Shampoo should not be used with a shower cap or bathing cap. (2)

R EEEEE L LR DOSAGE FORMS AND STRENGTHS -------------mmmmmmmmmio oo
Shampoo, 0.05% (3)

R L L L P R LT T CONTRAINDICATIONS --------mmmmmmmmmmm oo oo
None (4)

R e LT e E R T Te WARNINGS AND PRECAUTIONS ---------ommmmmmmim oo
Clobetasol propionate is a highly potent topical corticosteroid that has been shown to suppress the hypothalamic-pituitary-
adrenal (HPA) axis at the lowest doses tested. (5.1)

Cushing’s syndrome, hyperglycemia and unmasking of latent diabetes mellitus can also result from systemic absorption of
topical corticosteroids. (5.1)

Systemic absorption may require periodic evaluation for HPA axis suppression. Modify use if HPA axis suppression
develops. (5.1)

Children may be more susceptible to systemic toxicity from use of topical corticosteroids. (5.1, 8.4)

If irritation develops in the presence of dermatological infections, the use of an appropriate antifungal or antibacterial agent
should be instituted. If a favorable response does not occur promptly, use of CLOBEX Shampoo should be discontinued
until the infection has been adequately controlled. (5.3)

Local adverse reactions with topical corticosteroids may occur more frequently with the use of occlusive dressings and
higher potency corticosteroids, including clobetasol propionate. These reactions include: folliculitis, acneiform eruptions,
hypopigmentation, perioral dermatitis, allergic contact dermatitis, secondary infection, striae and miliaria. (5.4) (5)

e e e e e e e ADVERSE REACTIONS -----------mmmmmmm oo
The most common adverse reactions are burning/stinging, pruritus, edema, folliculitis, acne, dry skin, irritant dermatitis,
alopecia, urticaria, skin atrophy and telangiectasia. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Galderma Laboratories, L.P. at 1-866-735-4137 or FDA
at 1-800-FDA-1088 or www.fda.gov/medwatch. (6)
See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling.

Revised: 11/2012
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

1.1 Indication

CLOBEX Shampoo, 0.05%, is a super-high potent topical corticosteroid formulation indicated for the
treatment of moderate to severe forms of scalp psoriasis in subjects 18 years of age and older.
Treatment should be limited to 4 consecutive weeks. The total dosage should not exceed 50 g (50 mL
or 1.75 fl. 0z.) per week.

Patients should be instructed to use CLOBEX Shampoo, 0.05%, for the minimum time period necessary
to achieve the desired results [see Dosage and Administration (2)].

Use in patients younger than 18 years of age is not recommended due to numerically high rates of
hypothalamic-pituitary-adrenal (HPA) axis suppression [see Warnings and Precautions (5.1) and Use in



Specific Populations (8.4)].

1.2 Limitations of Use

CLOBEX Shampoo, 0.05%, should not be used on the face, groin or axillae. Avoid any contact of the
drug product with the eyes and lips. In case of contact, rinse thoroughly with water all parts of the body
that came in contact with the shampoo.

2 DOSAGE AND ADMINISTRATION
CLOBEX Shampoo, 0.05% is for topical use only, and not for ophthalmic, oral or intravaginal use.

CLOBEX Shampoo, 0.05%, should be applied onto dry (not wet) scalp once a day in a thin filmto the
affected areas only, and left in place for 15 minutes before lathering and rinsing.

The total dosage should not exceed 50 g (50 mL or 1.75 fl. 0z.) per week.

Move the hair away from the scalp so that one of the affected areas is exposed. Position the bottle over
the lesion. Apply a small amount of the shampoo directly onto the lesion, letting the product naturally
flow from the bottle (gently squeeze the bottle), avoiding any contact of the product with the facial skin,
eyes or lips. In case of contact, rinse thoroughly with water. Spread the product so that the entire lesion
is covered with a thin uniform film. Massage gently into the lesion and repeat for additional lesion(s).
Wash your hands after applying CLOBEX Shampoo, 0.05%.

Leave the shampoo in place for 15 minutes, then add water, lather and rinse thoroughly all parts of the
scalp and body that came in contact with the shampoo (e.g., hands, face, neck and shoulders). Avoid
contact with eyes and lips. Minimize contact to non-affected areas of the body. Although no additional
shampoo is necessary to cleanse your hair, you may use a non-medicated shampoo if desired.

Treatment should be limited to 4 consecutive weeks. As with other corticosteroids, therapy should be
discontinued when control is achieved. If complete disease control is not achieved after 4 weeks of
treatment with CLOBEX Shampoo, 0.05%, treatment with a less potent topical steroid may be
substituted. If no improvement is seen within 4 weeks, reassessment of the diagnosis may be necessary.

CLOBEX Shampoo, 0.05%, should not be used with occlusive dressings (shower cap or bathing cap)
unless directed by a physician.

3 DOSAGE FORMS AND STRENGTHS

Shampoo, 0.05%, w/w. Each gram of CLOBEX Shampoo, 0.05%, contains 0.5 mg of clobetasol
propionate in a translucent, colorless to pale yellow viscous liquid.

4 CONTRAINDICATIONS

None

5 WARNINGS AND PRECAUTIONS

5.1 Effects on the Endocrine System

Clobetasol propionate is a highly potent topical corticosteroid that has been shown to suppress the
HPA axis at the lowest doses tested.



Systemic absorption of topical corticosteroids can produce reversible hypothalamic-pituitary-adrenal
(HPA) axis suppression with the potential for clinical glucocorticosteroid insufficiency. This may
occur during treatment or upon withdrawal of the topical corticosteroid.

The effect of CLOBEX (clobetasol propionate) Shampoo, 0.05% on HPA axis suppression was
evaluated in one trial in adolescents 12 to 17 years of age. In this trial, 5 of 12 evaluable subjects
developed suppression of their HPA axis following 4 weeks of treatment with CLOBEX (clobetasol
propionate) Shampoo, 0.05% applied once daily for 15 minutes to a dry scalp before lathering and
rinsing.

Because of the potential for systemic absorption, use of topical corticosteroids may require that
patients be periodically evaluated for HPA axis suppression. Factors that predispose a patient using a
topical corticosteroid to HPA axis suppression include the use of more potent steroids, use over large
surface areas, use over prolonged periods, use under occlusion, use on an altered skin barrier, and use
in patients with liver failure.

An adrenocorticotropic hormone (ACTH) stimulation test may be helpful in evaluating patients for HPA
axis suppression. If HPA axis suppression is documented, an attempt should be made to gradually
withdraw the drug, to reduce the frequency of application, or to substitute a less potent steroid.
Manifestations of adrenal insufficiency may require supplemental systemic corticosteroids. Recovery
of HPA axis function is generally prompt and complete upon discontinuation of topical corticosteroids.

Cushing’s syndrome, hyperglycemia, and unmasking of latent diabetes mellitus can also result from
systemic absorption of topical corticosteroids.

Use of more than one corticosteroid-containing product at the same time may increase the total systemic
exposure.

Pediatric patients may be more susceptible to systemic toxicity from equivalent doses due to their
larger skin surface to body mass ratios [see Use in Specific Populations (8.4)].

5.2 Allergic Contact Dermatitis

If irritation develops, CLOBEX Shampoo, 0.05%, should be discontinued and appropriate therapy
instituted. Allergic contact dermatitis with corticosteroids is usually diagnosed by observing a failure
to heal rather than noting a clinical exacerbation. Clinical diagnosis of allergic contact dermatitis can be
confirmed with patch testing.

5.3 Concomitant Skin Infections

In the presence of dermatologic infections, the use of an appropriate antifungal or antibacterial agent
should be instituted. If a favorable response does not occur promptly, use of CLOBEX Shampoo,
0.05%, should be discontinued until the infection has been adequately controlled.

5.4 Local Adverse Reactions with Topical Corticosteroids

Local adverse reactions may be more likely to occur with occlusive use, prolonged use or use of
higher potency corticosteroids.

Reactions may include atrophy, striae, telangiectasias, burning, itching, irritation, dryness, folliculitis,
acneiform eruptions, hypopigmentation, perioral dermatitis, allergic contact dermatitis, secondary
infection, and miliaria. Some local adverse reactions may be irreversible. Clobetasol propionate is not
recommended in patients with acne vulgaris, rosacea or perioral dermatitis.

6 ADVERSE REACTIONS



6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reactionrates observed
in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug
and may not reflect the rates observed in practice.

In clinical trials with CLOBEX Shampoo, 0.05%, the following adverse reactions have beenreported:
headache, burning/stinging, pruritus, edema, folliculitis, acne, dry skin, irritant dermatitis, alopecia,
urticaria, skin atrophy and telangiectasia.

Table 1 summarizes selected adverse reactions that occurred in at least 1% of subjects in the Phase 2
and 3 studies for scalp psoriasis.

Table 1: Summary of Selected Adverse Reactions >1% by Body System

0, ] 0,
Body System EI;%?E;EX Shampoo, 0.05% Killn;;e Shampoo, 0.05%
Skin and Appendages 49 (8.8%) 28 (22.0%)
Discomfort Skin 26 (4.7%) 16 (12.6%)
Pruritus 3 (0.5%) 9 (7.1%)
Body As A Whole 33 (5.9%) 12 (9.4%)
Headache 10 (1.8%) 1(0.8%)

Systemic absorption of topical corticosteroids has produced reversible HPA axis suppression,
manifestations of Cushing's syndrome, hyperglycemia, and glucosuria in some patients.

6.2 Postmarketing Experience

Because these reactions are reported voluntarily from a population of uncertain size, it is not always
possible to reliably estimate their frequency or establish a causal relationship to drug exposure. The
following adverse reactions have been identified during post-approval use of CLOBEX Shampoo,
0.05%.

Endocrine disorders: Cushing’s syndrome, Adrenal suppression

Eye: Eye pain, Vision blurred, Eye irritation

CNS: Dizziness

GI: Nausea

Skin: Erythema, Skin exfoliation, Rash, Skin irritation, Hair color changes, Allergic contact
dermatitis, Pain of skin, Skin tightness

e Other: Psoriasis (aggravation)

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Teratogenic effects: Pregnancy Category C.

There are no adequate and well-controlled studies in pregnant women. Therefore, CLOBEX Shampoo,
0.05% should be used during pregnancy only if the potential benefit justifies the potential risk to the
fetus.

Corticosteroids have been shown to be teratogenic inlaboratory animals when administered
systemically at relatively low dosage levels. Some corticosteroids have been shown to be teratogenic



after dermal application to laboratory animals.

Clobetasol propionate is absorbed percutaneously, and when administered subcutaneously it was a
significant teratogen in both the rabbit and the mouse.

Clobetasol propionate has greater teratogenic potential than steroids that are less potent.

The effect of clobetasol propionate on pregnancy outcome and development of offspring was studied in
the rat. Clobetasol propionate was administered subcutaneously to female rats twice daily (0, 12.5, 25,
and 50 pg/kg/day) fromday 7 of presumed gestation through day 25 of lactation or day 24 presumed
gestation for those rats that did not deliver a litter. The maternal no-observed-effect-level (NOEL) for
clobetasol propionate was less than 12.5 pg/kg/day due to reduced body weight gain and feed
consumption during the gestation period. The reproductive NOEL in the dams was 25 pg/kg/day (ratio
of animal dose to proposed human dose of 0.07 on a mg/m?/day basis) based on prolonged delivery at a
higher dose level. The no-observed-adverse-effect-level (NOAEL) for viability and growth in the
offspring was 12.5 pg/kg/day (ratio of animal dose to proposed human dose of 0.03 on a mg/m?/day
basis) based on incidence of stillbirths, reductions in pup body weights ondays 1 and 7 of lactation,
increased pup mortality, increases in the incidence of umbilical hernia, and increases in the incidence of
pups with cysts on the kidney at higher dose levels during the preweaning period. The weights of the
epididymides and testes were significantly reduced at higher dosages. Despite these changes, there
were no effects on the mating and fertility of the offspring.

8.3 Nursing Mothers

Systemically administered corticosteroids appear in human milk and could suppress growth, interfere
with endogenous corticosteroid production, or cause other untoward effects. It is not known whether
topical administration of corticosteroids could result in sufficient systemic absorption to produce
detectable quantities in human milk. Because many drugs are excreted in human milk, caution should be
exercised when CLOBEX Shampoo, 0.05%, is administered to a nursing woman.

8.4 Pediatric Use

Use of CLOBEX Shampoo, 0.05%, in patients under 18 years old is not recommended due to potential
for HPA axis suppression [see Warnings and Precautions (5.1)].

The effect of CLOBEX (clobetasol propionate) Shampoo, 0.05%, on HPA axis suppression was
evaluated in one trial in adolescents 12 to 17 years of age with moderate to severe scalp psoriasis with
involvement of at least 25% of the scalp. In this trial, 5 of 12 evaluable subjects developed suppression
of their HPA axis following 4 weeks of treatment with CLOBEX (clobetasol propionate) Shampoo,
0.05%, applied once daily for 15 minutes to a dry scalp before lathering and rinsing. Only 1 of the 5
subjects who had suppression was tested for recovery of HPA axis, and this subject recovered after 2
weeks.

No studies have been performed in patients under the age of 12. Because of a higher ratio of skin
surface area to body mass, pediatric patients are at a greater risk than adults of HPA axis suppression
and Cushing’s syndrome when they are treated with topical corticosteroids. They are therefore also at
greater risk of adrenal insufficiency during and/or after withdrawal of treatment. Adverse effects
including striae have beenreported with inappropriate use of topical corticosteroids in infants and
children. Therefore, use is not recommended in patients under the age of 18.

HPA axis suppression, Cushing’s syndrome, linear growth retardation, delayed weight gain, and
intracranial hypertension have beenreported in childrenreceiving topical corticosteroids.
Manifestations of adrenal suppression in children include low plasma cortisol levels and an absence of
response to ACTH stimulation. Manifestations of intracranial hypertension include bulging fontanelles,



headaches, and bilateral papilledema.

8.5 Geriatric Use

OClinical studies of CLOBEX Shampoo, 0.05%, did not include sufficient numbers of subjects aged 65
and over to determine whether they respond differently than younger subjects. In general, dose selection
for an elderly patient should be made with caution, usually starting at the low end of the dosing range,
reflecting the greater frequency of decreased hepatic, renal or cardiac function, and of concomitant
disease or other drug therapy.[

10 OVERDOSAGE

Topically applied, CLOBEX Shampoo, 0.05%, can be absorbed in sufficient amounts to produce
systemic effects [see Warnings and Precautions (5.1)].

11 DESCRIPTION

CLOBEX (clobetasol propionate) Shampoo, 0.05%, contains clobetasol propionate, a synthetic
fluorinated corticosteroid, for topical use. The corticosteroids constitute a class of primarily synthetic
steroids used topically as anti-inflammatory and antipruritic agents.

The chemical name of clobetasol propionate is 21-chloro-9-fluoro-11f, 17-dihydroxy-16f-
methylpregna-1, 4-diene-3, 20-dione 17-propionate.

It has the following structural formula:

Clobetasol propionate

Clobetasol propionate has a molecular weight of 466.97 (CAS Registry Number 25122-46-7). The
molecular formula is Co5H3>CIFOs. Clobetasol propionate is a white to practically white crystalline,
odorless powder insoluble in water.

Each gram of CLOBEX (clobetasol propionate) Shampoo, 0.05%, contains 0.5 mg of clobetasol
propionate in a translucent, colorless to pale yellow viscous liquid shampoo base consisting of alcohol,
citric acid, coco-betaine, polyquaternium-10, purified water, sodium citrate, and sodium laureth sulfate.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action



Like other topical corticosteroids, CLOBEX (clobetasol propionate) Shampoo, 0.05%, has anti-
inflammatory, antipruritic, and vasoconstrictive properties. The mechanism of the anti-inflammatory
activity of the topical steroids, in general, is unclear. However, corticosteroids are thought to act by
the induction of phospholipase A» inhibitory proteins, collectively called lipocortins. It is postulated
that these proteins control the biosynthesis of potent mediators of inflammation such as prostaglandins
and leukotrienes by inhibiting the release of their common precursor, arachidonic acid. Arachidonic
acid is released from membrane phospholipids by phospholipase Aj.

12.2 Pharmacodynamics

Vasoconstrictor Assay

CLOBEX Shampoo, 0.05%, is in the super-high range of potency as demonstrated in vasoconstrictor
studies in healthy subjects when compared with other topical corticosteroids. However, similar
blanching scores do not necessarily imply therapeutic equivalence.

Hypothalamic-Pituitary-Adrenal (HPA) Axis Suppression

In studies evaluating the potential for hypothalamic-pituitary-adrenal (HPA) axis suppression, use of
CLOBEX (clobetasol propionate) Shampoo, 0.05%, resulted in demonstrable HPA axis suppression in
5 out of 12 (42%) adolescent subjects [see Warnings and Precautions (5.1) and Use in Specific
Populations (8.4)].

12.3 Pharmacokinetics

The extent of percutaneous absorption of topical corticosteroids is determined by many factors,
including the vehicle, the integrity of the epidermal barrier and occlusion.

Topical corticosteroids can be absorbed from normal intact skin. Inflammation and other disease
processes in the skin may increase percutaneous absorption.

There are no human data regarding the distribution of corticosteroids to body organs following topical
application. Nevertheless, once absorbed through the skin, topical corticosteroids are handled through
metabolic pathways similar to systemically administered corticosteroids. They are metabolized,
primarily in the liver, and are then excreted by the kidneys. In addition, some corticosteroids and their
metabolites are also excreted in the bile.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Clobetasol propionate was not carcinogenic to rats when topically applied for 2 years at concentrations
up to 0.005% which corresponded to doses up to 11 pg/kg/day (ratio of animal dose to proposed human
dose of 0.03 on a mg/m?/day basis).

Clobetasol propionate at concentrations up to 0.001% did not increase the rate of formation of ultra
violet light-induced skin tumors when topically applied to hairless mice 5 days per week for a period of
40 weeks.

Clobetasol propionate was negative in the in vitro mammalian chromosomal aberration test and in the in
vivo mammalian erythrocyte micronucleus test.

The effect of subcutaneously administered clobetasol propionate on fertility and general reproductive
toxicity was studied inrats at doses of 0, 12.5, 25, and 50 pg/kg/day. Males were treated beginning 70
days before mating and females beginning 15 days before mating through day 7 of gestation. A dosage



level of less than 12.5 pg/kg/day clobetasol propionate was considered to be the no-observed-effect-
level (NOEL) for paternal and maternal general toxicity based on decreased weight gain and for male
reproductive toxicity based onincreased weights of the seminal vesicles. The female reproductive
NOEL was 12.5 ng/kg/day (ratio of animal dose to proposed human dose of 0.03 on a mg/m?/day basis)
based onreduction in the numbers of estrous cycles during the pre-cohabitation period and an increase
in the number of nonviable embryos at higher doses.

14 CLINICAL STUDIES

The safety and efficacy of CLOBEX Shampoo, 0.05%, have been evaluated in two clinical trials
involving 290 subjects with moderate to severe scalp psoriasis. In both trials, subjects were treated
with either CLOBEX Shampoo or the corresponding vehicle applied once daily for 15 minutes before
lathering and rinsing for a period of 4 weeks. Efficacy results are presented in Table 2 below.

Table 2: Efficacy Results

CLOBEX Shampoo, 0.05% N (%) |Shampoo Vehicle n (%)
Study A Study B Study A |Study B
Total Number of Subjects 95 99 47 49
Success Rate! at Endpoint? 40 (42.1%) 28 (28.3%) 1(2.1%) |5(10.2%)
Subjects with Scalp Psoriasis Parameter
Clear (None) at Endpoint
Erythema3 17 (17.9%) 12 (12.1%) 3(6.4%) |1(2.0%)
Scaling3 21 (22.1%) 15 (15.2%) 0 (0%) 2 (4.1%)
Plaque Thickening3 35 (36.8%) 34 (34.3%) 5(10.6%) |5 (10.2%)

1Success rate defined as the proportion of subjects with a-0 (clear) or 1 (minimal) ona 0 to 5 point
physician's Global Severity Scale for scalp psoriasis.

2At four (4) weeks or last observation recorded for a subject during the treatment period (baseline if no
post-baseline data were available).

3Subjects with 0 (clear) ona 0 to 3 point scalp psoriasis parameter scale.

Clinical studies of CLOBEX Shampoo, 0.05%, did not include sufficient numbers of non-Caucasian
subjects to determine whether they respond differently than Caucasian subjects with regards to efficacy
and safety.

16 HOW SUPPLIED/STORAGE AND HANDLING

CLOBEX Shampoo, 0.05%, is a translucent, colorless to pale yellow viscous liquid, supplied in 4 fl.
0z. (118 mL) bottles.

NDC 0299-3847-04
Storage: Keep tightly closed. Store at USP controlled room temperature 68° to 77°F (20° - 25°C), with
excursions permitted between 59° and 86°F (15° - 30°C).

17 PATIENT COUNSELING INFORMATION
See FDA-approved patient labeling (Patient Information)

Information for Patients
Inform the patient using topical corticosteroids to adhere to following instructions:
e This medicationis to be used as directed by the physician and should not be used longer than the
prescribed time period.



CLOBEX Shampoo, 0.05%, is for external use only. It should not be used on the face, underarms or
groin areas. Avoid contact with the eyes and lips.

e This medication should not be used for any disorder other than that for which it was prescribed.

The scalp area should not be covered while the medication is on the scalp (e.g., shower cap, bathing
cap) so as to be occlusive unless directed by the physician.
Patients should report any signs of local or systemic adverse reactions to their physician.

e As with other corticosteroids, therapy should be discontinued when control is achieved. If no

improvement is seen within 4 weeks, contact the physician.

e Patients should wash their hands after applying the medication.
e Patients should inform their physician(s) that they are using CLOBEX Shampoo, 0.05%, if surgery

is contemplated.

¢ Do not use other corticosteroid-containing products while using CLOBEX Shampoo, 0.05%.
e Patients should not use more than 50 g (50 mL or 1.75 fl. 0z.) per week of CLOBEX Shampoo,

0.05%.
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SUMMARY OF PRODUCT CHARACTERISTICS

4.1

4.2

NAME OF THE MEDICINAL PRODUCT

Etrivex 500 micrograms/g shampoo

QUALITATIVE AND QUANTITATIVE COMPOSITION

One gram of shampoo contains 500 micrograms of clobetasol propionate.
For afull list of excipients, see section 6.1.

PHARMACEUTICAL FORM

Shampoo.
Viscous, translucent, colourless to pale yellow liquid shampoo with alcoholic
odour.

CLINICAL PARTICULARS

Therapeutic indications

Topical treatment of moderate scalp psoriasis in adults.

Posology and method of administration

For cutaneous use on the scalp only.

Etrivex 500 micrograms/g shampoo should be applied directly on dry scalp
once daily taking care to well cover and massage the lesions. An amount
equivalent to around a half tablespoon (around 7.5 ml) per application is
sufficient to cover al the scalp. Etrivex 500 micrograms/g shampoo should be
then kept in place without covering for 15 minutes before rinsing. Hands
should be washed carefully after application. After 15 minutes, the product
must be rinsed with water and / or hair can be washed by using an additional
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amount of regular shampoo if needed to facilitate washing. Then, hair can be
dried as usual.

The treatment duration should be limited to a maximum of 4 weeks. As soon
as clinical results are observed, applications should be spaced out or replaced,
if needed, by an aternative treatment. If no improvement is seen within four
weeks, reassessment of the diagnosis may be necessary.

Repeated courses of Etrivex 500 micrograms/g shampoo may be used to
control exacerbations provided the patient is under regular medical
supervision.

Paediatric population

The experience in the paediatric population is limited. Etrivex 500
micrograms/g shampoo is not recommended for use in children and
adolescents below 18 years of age. It is contraindicated in children under 2
years of age (see sections 4.3 and 4.4).

Contraindications

- Hypersensitivity to the active substance or to any of the excipients

- Skin areas affected by bacteria, viral (varicella, herpes ssimplex, herpes
zoster), fungal or parasitic infections and specific skin diseases (skin
tuberculosis, skin diseases caused by lues).

- Etrivex 500 micrograms/g shampoo must not be applied to the eye (risk of
glaucoma) or to ulcerous wounds.

- Children under 2 years of age

Special warnings and precautionsfor use

Topica corticosteroids should be used with caution for a number of reasons
including post treatment rebound relapses, development of tolerance
(tachyphylaxis) and development of local or systemic toxicity. In rare
instances, treatment of psoriasis with corticosteroids (or its withdrawal) is
thought to have provoked generalised pustular psoriasis in case of intensive
and prolonged topical use. In very rare cases, hypersensitivity to
corticosteroids can be observed. This can be suspected in case of resistance to
treatment.

In general, long-term continuous therapy with corticosteroids, use of occlusive
mobcaps or treatment of children can lead to a higher risk of systemic effects.
In such cases, medical supervision should be increased and patients may be
evaluated periodically for evidence of HPA axis suppression. Such systemic
effects disappear when treatment is stopped. However, abrupt discontinuation
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can lead to acute adrenal insufficiency, especialy in children. If Etrivex 500
micrograms/g shampoo is required for use in children and adolescents below
18 years of age, it is recommended that the treatment should be reviewed
weekly.

Etrivex 500 micrograms/g shampoo is only intended for the treatment of scalp
psoriasis and should not be used to treat other skin areas. In particular, Etrivex
500 micrograms/g shampoo is not recommended for use in the face, eyelids,
intertriginous areas (axillae and genitoanal regions) and on other erosive skin
surfaces as this could increase the risk of topical adverse events such as
atrophic changes, telangectasia or cortico-induced dermatitis.

If Etrivex 500 micrograms/g shampoo does enter the eye, the affected eye
should be rinsed with copious amounts of water.

Interaction with other medicinal products and other forms of interaction

No interaction studies have been performed

Pregnancy and lactation

Pregnancy

There are no adequate data from the use of topical clobetasol propionate in
pregnant women. Studies in animals have shown reproductive toxicity (see
section 5.3). The potential risk for humans is unknown.

Etrivex 500 micrograms/g shampoo should not be used during pregnancy unless
clearly necessary.

Lactation

Systemically administered corticosteroids pass into breast milk. Damage to the
infant is not reported to date. Nevertheless, as there are no adequate data on
the possible milk transfer of topical clobetasol propionate and its biological or
clinica repercussions, Etrivex 500 micrograms/g shampoo should not be
prescribed to breastfeeding women unless clearly indicated.

Effects on ability to drive and use machines

As a topical corticosteroid, Etrivex 500 micrograms/g shampoo has no or
negligible influence on the ability to drive and use machines.
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Undesirable effects

During clinical development of Etrivex 500 micrograms/g shampoo, in a total
of 558 patients receiving Etrivex 500 micrograms/g shampoo, the most
commonly reported adverse drug reaction was skin discomfort. Its incidence
was about 5%. Most adverse events were rated as mild to moderate and they
were not affected by race or gender. Clinical signs of irritation were
uncommon (0.5%). No serious drug-related adverse events were reported
during any of the clinical trials.

If signs of local intolerance appear, application should be suspended until they
disappear. If signs of hypersensitivity appear, application should be stopped
immediately.

The table below reports the adverse reactions related to treatment by body
system and by absol ute frequency:

Body System

Incidence

Adverse Reactions

Skin and subcutaneous
tissue disorders

Common (> /100, <
1/10)

Skin discomfort
Acneffollicultis

Uncommon (> /1000, | Local signs of irritation
<1/100) Pruritus
Urticaria
Telangiectasia
Skin atrophy

Eye disorders

Common (> /100, <
1/10)

Eye stinging/burning

As a class attribution, prolonged use of topical corticosteroids, treatment of
extensive areas or use of large amounts can result in sufficient systemic
absorption to produce the features of hypercortisolism (Cushing syndrome) or
of Hypothalamus-Pituitary-Adrena (HPA) axis suppression. Should HPA axis
suppression occur, it is likely to be transient with a rapid return to normal
values. However, as Etrivex 500 micrograms/g shampoo is to be kept in place
for only 15 minutes before rinsing, systemic absorption is seldom observed
(see section 5.2) and therefore, the risk of appearance of HPA axis suppression
is very low compared to non rinsed potent corticosteroids products. No HPA
axis suppression has been observed during clinical trials with Etrivex 500
micrograms/g shampoo.

Prolonged and/or intensive treatment with potent corticosteroid preparations
may cause local atrophic changes, such as local skin atrophy, striae,
telangiectasia, erythema, purpura, contact dermatitis. When applied to the
face, very potent corticosteroids can induce perioral dermatitis, skin atrophy
or worsen rosacea. During development of Etrivex 500 micrograms/g
shampoo, skin atrophy was assessed using ultrasound measurement of skin
thickness in a specific clinical tria involving 13 patients. After 4 weeks of
treatment with Etrivex 500 micrograms/g shampoo, no skin thinning was
observed.
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There are reports of pigmentation changes, acne, pustular eruptions and
hypertrichosis with topical corticosteroids.

Overdose

Acute overdose is very unlikely to occur, however, in the case of chronic
overdose or misuse, the features of hypercortisolism may appear and in this
situation, treatment should be discontinued gradually. However, because of the
risk of acute adrena suppression, this should be done under medical
supervision.

PHARMACOLOGICAL PROPERTIES

Phar macodynamic properties

Pharmacotherapeutic group: Corticosteroids, Very Potent (Group 1V)
ATC code: DO7ADO1

Like other topical corticosteroids, clobetasol propionate has anti-
inflammatory, antipruritic, and vasoconstrictive properties. The mechanism of
the anti-inflammatory activity of topical corticosteroids in general is unclear.
However, corticosteroids are thought to act by induction of phospholipase A»
inhibitory proteins, collectively called lipocortins. It is postulated that these
proteins control the biosynthesis of potent mediators of inflammation such as
prostaglandins and leukotrienes by inhibiting the release of their common
precursor, arachidonic acid. Arachidonic acid is released from membrane
phospholipids by phospholipase A..

Phar macokinetic properties

In vitro liberation —penetration studies on human skin showed that only a small
percentage (0.1 %) of the applied dose of Etrivex Shampoo can be found in the
epidermis (including the stratum corneum) when applied for 15 minutes and then
rinsed. The very low topical absorption of clobetasol propionate from Etrivex
Shampoo when applied according to the recommended clinica use (15 minutes
before rinse off) resulted in negligible systemic exposure in animal studies and in
clinical trias. Available clinical data revealed that only 1 of 141 subjects had a
quantifiable clobetasol propionate plasma concentration (0.43 ng/ml).

The present pharmacokinetic data indicate that systemic effects following clinica
treatment with Etrivex Shampoo are highly unlikely due to the low systemic
bioavailahility of clobetasol propionate.
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Preclinical safety data

Non clinical data reveal no special hazard for humans based on conventional
studies of safety pharmacology, single, repeated dose toxicity and
genotoxicity. The carcinogenicity of clobetasol has not been studied.

In rabbits, Etrivex Shampoo was dightly irritating to the skin and eyes, but no
delayed-type hypersensitivity was seen on guinea pigs’ skin.

In developmental toxicity studies in the rabbit and the mouse, clobetasol
propionate was shown to be teratogenic when administered subcutaneously at
low doses In a topica embryotoxicity study of clobetasol in the rat, foetal
immaturity and skeletal and visceral malformations were observed at relatively
low dosage levels. In addition to malformations, studies in animals exposed to
high systemic levels of glucocorticoids during pregnancy have aso shown
other effects on the offspring, such as intrauterine growth retardation.

The clinical relevance of the effects of clobetasol and other corticosteroids in
developmental animal studies is unknown.

PHARMACEUTICAL PARTICULARS

List of excipients

Ethanol

Coco akyl dimethyl betaine
Sodium laurethsulfate
Polyquaternium-10

Sodium citrate

Citric acid monohydrate
Purified water

Incompatibilities

Not applicable

Shelf life
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3 years
Shelf life after first opening: 4 weeks

Special precautionsfor storage

Storein the original container

Natur e and contents of container

The product is packaged in high density polyethylene (HDPE) bottles of 60 ml
or 125 ml fitted with polypropylene snap closures. The HDPE bottle of 30 ml
is fitted with polypropylene screw closure.

Bottles contain 30 ml, 60 ml or 125 ml of shampoo.
1 g of shampoo corresponds to 1 millilitre of shampoo.

Not al pack sizes may be marketed.

Special precautionsfor disposal

No special requirements.

MARKETING AUTHORISATION HOLDER
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