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LNERAT R G (e RIEAT R SAET) : 206 5] ( KR~ R®F LR : 101
i, KA~y hefCERE © 105 f4i)
HIWEMAT R GAER] (PPAS™1) @ 194 5] ( RAR~y hOFLEE 1 94 i), KR
Ny NORERE 0 100 fi)

k10 VAR S F I A AT o SR

SR/t 3/ \P i

JRETRANC K DI ORI BRI 72 % L RRIRANIZZ I & o To =3 PERCRE MR SR H
D 30%LLT (B, FHEER. WML R<) OfE

» SH R M OB LAS O By AR TR O LR R A D BRAER GRLBE, LR, BhE)
DEJEFEA T REhLh 2 (BE) Lk, 2o/ ifE 10em2 249 2 &
Ho B VSN OFIRTRIRO S H VERCRR R 1T, B M, M2 ER<

F 7 bR HE

< LU O #5555 PR RLRE LS 2 2R A B D RTREME DS & 5 AW B D 2 By 1
LRt APR T
- XN T N, THEIVLST, A7V FT~7 BRI 3 » HUW
- URATX X7 ElffEi 4 » HUWN
- B ¥X~7  EifFHT5 5 AU
— ZOMOBA| - BIMET3 » AT 5 - (EHEHEMNEWIED) LN
-EIFRT 4 R LANIZ 57 ERERE I 2R & FF O RTREME DS & 5 A 7 r B4 LLS
DORF (] . AT A FRF, ©F I DFEERRA, VF A R, mEmd
H3E) OegE G, b L<IX PUVA JE*2, UVB HRIE*S X UVA k"4
BT ERE
- FIAH AT 2 B R LA IS TR BRIE & T A6 9 2 REpe 28 12 xh 3 D4 L & 52 1 72
e
- HEOBARS - FEELERD LAXEDRWE T HEE
cEHT T MUER AT HBRE
%2 VT L2 OSSN A B OO L
%3 484N B (Ultraviolet light B) 14
k4 AR A (Ultraviolet light A) &k

OB 7 ik

WeBRE 2 KRy RO LRE T KRy MOEREIC BEEL (BT 1T, JRBRER
Z 10 118 480, JEEZ &L OEER LA O F RFEB ORI 8A Liz, £9
I 2 DORERPREIRIEA L, £ D% MORETICEBATHZ b e Lz,

Bl 5 KM

WATBHAE H ., B 1R, 2 RE, MO 4 WEF

F2RHEE

4 HRFIZ I T D EAR ORERIIRZE D T e |
P 2L DG AIE IR O BIEFE M S & . BFRIEIR D TEIR ) UL REE
KA s )y &) U ELHEINT-EREEOE S 2 [ 2RUGEE
E LT, TSR VX, BEARAEIR O EIE ™ 6 |2 33U TR K OMikJig o> EEAEFE A
ITNO0T, PORBEOEIEE AT N 1T EER L,

V. {RRICEET 5 THA
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%5 1 AEAYIZE DIER DAL O R L E

& WHdGE HEWICHARSGE K T7B5%UL) BALNS,
TEEWE | HaRYEE (K50%) RS,
i e HOBEHARYE (K 26%) BROND, 7272 LERREEITE -
EETHD,
N 2 BB RV,
Gyl Bllpote,

*6 1 PRI 2L OERAIEIR O BAEE A =17
ALBE, MRS, i O SR O ERERE A DL T 0 9 BelkCaEffi L 7=,

LA T LB I Wi
0 | &L AL i & B2 W2 L
= 0.5*%
FBEREAR I A T Ry g
U 7 i g A3
Co =) ||, | e | RO oo | =<z | B BRSO
IHITH D VARE & D = !
<5
1.5%
, | | FoF 0 LRG0 | L BAVAB 5 | BB A O
— | R Wi EANEEFSTVD
2.5%
R o0 & URBR | B8R A 2k
G i SHTHEORE | BTG
3.5%
Eo%0 L LEER | FRCECBR L &
4| WE | MUOBREONEE | AT 3 HEIEN | 0, RERS SN
i %
#:0.5, 1.5, 2.5, 3HITELRINTZZL—F (1, 2. 3. 4) OFRMHEERT
— 4 ARFIZIS T DEAS LIS O ARG ORERIR A O [ i s
o - BIEREICBIT HRX—RA T A b 4 R E TO 3 SOEFHRIER (1B
Il R A 2 H

. k. FBE) OEIEERaTFeOEE (A7) Ok
*3: FRd, RN AORHRIEROEEL A 27 S

AEFES BIEME KRR [BER L) LHESHIZATFFRUSN L

eV HIEE . T~ .
LTW5) | BERMRE., 1BBEEO BRI
[(EEFHmEE - BIREEmEE ]
4 BEFIZ BT 2 EARE D2k %EE (LOCF) : PPAS
SHEZ SAPZ LIS O By (R aEak
R~y [ ® R~y [ ® R~y [ ® R~y [ ®
FVEE OB RE FVEE B
(n=94) (n=100) (n=94) (n=100)
AffE 92 il (97.9%) | 96 il (96.0%) | 76 5] (80.9%)| 95 %5 (95.0%)
i A B 261 (2.1%) 445 (4.0%) | 18%41 (19.1%)| 5% (5.0%)
i # I AL 1.92 0.22
(95%CI) (0.34~10.72) (0.08~0.63)
%§QSMEﬁ p =0.68 p=0.003
BEMZE [ -k
FRE (%) ] (—2 35836 70) B
(95%CI) ) '
V. 1BEICBI 5 EHE 24




&R EEAmE H ]
NR—=RA T A N5 4 WRFE TOEAREDRA 27 D% (LOCF) :PPAS

BEY SHE DA By (A sk
B KA~y h® KRR~y h® FAR~Ry h® KRR~y h®
" A 5B R RE SR R RE
Ho (Frx) (n=94) (n=100) (n=94) (n=100)
£Y FHfE+SD -6.43+1.91 | -6.79+1.90 | —-5.31*£2.44 | —6.46+2.05
o fiE -6.00 =17.00 -5.50 -6.50
o Toc/MEL~ e K filf -11.0~-1.0 | -10.5~-15 | -10.5~0.0 | -11.5~-0.5
=

RITERZEBIRIZ, Ry oS LRE 5.9% (6/101 fl) . RARNy OfERE
1.9% (2/105 #) Th-otz, BIEMIZ, PRy b7 ARETIIBAURLDIR
H7 N UBEGTE & 26 (2.0%) . AL OHMEREIE 4 146 (1.0%) .
Ry OB CTIIBURLOEDL % 1 6] (1.0%) Th-olz, BEELRE
TEHITERD 6o Tz,

R
g
%

[ FARRy b7 —LA]

[N MTFEIE S M HEGABR  (LP0053-1422 kBR) 1+ 1Y

AR T Y A | IAE 2 VIS R I B A TR ] e ikl

ER NN 75 e
LRV (SAS*1) 1 182 il (RAR-w he7 4 — AEE ; 87 fil,
RAR~ . heHCERE 5 95 )
FIWEMATRI SAERN] (FAS*2) 182 5l ( KAy ko7 4 — AEE ; 87 43,
RAR~ o heHCERE 5 95 )
%1 : FAS M SIBBRIRDMALST %32 1T 72 o TR T — 2 T A VIRLA

DAV B 2 7 — 2 MR- TR 2 s L -

k2 MEAA L ST 2 G e R

- JRETRANC X BIRBE OB /e 5 L BRIRPIZZ W S o= MERLRE D MA R |
HD 30%LLT (B, AR, MEHARS) DBE

TR | - (RERORIE AR ORGHIER GLBE, BE, E) »NEnzh 2 (RE)
Vb, od/NERE 10em?2 249 5 BE, HEARAIL, BEE, . SMEER,
g 2 bR <

LT OMIMINIZ S5 PERZREIZ D R 2 FF O Al REME DN & D Wi A O 2 5 B
Bz 7B

- ZHRZNET N TEVLAYT A7V~ T TRALI<T, T8

Z =7 O EIRT3 » HUN

- URATXX~7 EffEi4 » AN

- kv X¥X~7 EIGHT S » HLN

— FOMoBA]  EUTET S » A XL 5 R (EHLEWLED) BN

BRI 4 B AN S E IR C R 2 RO AT REME S & B AW =y A LI Ak
OHIF] (B : FRARY T AT T —F 4 [ER, arFazxsof K, 43
Vv Ds K LT AR, VI BARY URA RN LR — [ EDE
k) oegEE, L <X PUVA LS, UVB L™+ X UVA Wik
*5 h i T - BB

- BIFRT 2 B LANICIRERIE 2 83 A0 7 2 BN A SUTRERELIAN OB BT 5 4
A T TR

- Grade 3 (CTCAE Ver.5.0, Nov 27, 2017) LA FIZFAY 4 25 EHE OB AL, BT
IR B A AT 5 RE

CEH DT DUERE D BER D LS 7 AREEE T F DRV E AT S H
F.HDHWIFIAY Y —=2 TR L 72 IR O 7 v 7 I A EILE 2 v
2 MENEYEE O FIR AL TV A

%3 : VT L2 ROURIMR A IO DF L

F 72 bR HE
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k4 : AN B (Ultraviolet light B) #k%
%5 FAMER A (Ultraviolet light A) ik

OB 7 ik

BB 2 Ry bO7 3 — ARESUT Ry bR AR (SEI T, 18
BidEz 1 B 1Ak 4 B, BORER A ISR L, I3 OERIRA SIS
WAL, ok, R B SMNEECOHEE (R, BEER. LB TER.
K OMLME) ZBR<OFRERICEBAMT o 2L L Lk,

B 5 KM

N—RA T A W, B 1R, 2R, N O 4 B

LA E A

4 HRFIZ I T DEERIRE D [ TGEE |
[fRCCERE | 1, BRI A OERARIER OB\ LTI LS X | BRER O
METR ) AXREREEIR D L 6 23 TSR SGE ) LR EER LT, o, THE
1B 1%, EERYRE OREARIEROBEREEL* 1281 5 A 2 7 BIRE L O E 12 T
0. ALEEICT1IU T EER LT,

* 6 : BRAYIH A OISR O ZAL D R HEHE

& WHdGE HEWICHARSGE (K 75%UL) BALNS.
TEEWE | HARYGE (K50%) BRLILD,
R HOBEHARYE (K 26%) BROND, 7272 LERREEITE-
B EETHD,
N ER N | AR
i1 Hllpotz,

* 7 : BREPHAE OERRAER O BEAEE X =7

FLBE, MR, 8 OFER O EREE & LU T 0 9 Be TRHM L7,

HIEEA 2T KLBE LS fkrs
0 LU | ALBEZR L JR 11 Z B 720 fikrg7e L
0.5*
L | g | OB €Yo me | ST RT igﬁg%ff%f
FFHEITH D VR E & D g
1.5%
5 e | SV LEBDY | EARV A DA | B 256 O 1%
TR DALEE 75 it LAEERFESTND
2.5
JR p— (Lo &0 & LB | OB E 2390 2 24K
3 || oRBORR ST DR | o T0D
3.5¢
To& D & LR | IEFIEVEFE 2
4 HE | JROREAREAORLEE EHETLIEEICE N |V, BARDLIHAEN
Jey T H%
#:05, 1.5, 2.5, 35 [ FEFRSNZZL—F (1, 2, 3, 4 OHREAEZRT
- LR LD 2SR DIERRAD e UG |
- N=ATA UEENG 4 BRFE TOBRKIEROMA 27 D2k, WA =27 IX
FIREEMIE E | FRRRAIC R D EREE 2 5Hl Y 2 3 SOMRKRIEIRA 27 7O a5 & LT
LT,
*7 1 RS, BRAYRZE OERARAER O BEIEEA 27 2
ZEVEHIEE | A5 5, RREEOZL
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[ 2RI ]

4 R IC BT DA O e dEE (LOCF) : FAS

RARNR Y b7 4 —ARE | RARNy NOECERE
(n=87) (n=95)
BGE 86 1 (98.9%) 89 1 (93.7%)
EELS 16 (1.1%) 6 15 (6.3%)
F v Xt 5.80
(95%CI) * (0.68~49.16)
p il (Fisher IEFeRe R E) p=0.120
BERZE [ 74— 2B RE (%) ] 5.2
(95%CI) ** (—9.4~19.5)

% : Wald 7 95%CI % * : Clopper-Pearson % 95%CI

(B REATRZE H ]

1 R M O 2 IR IC B 1T DARRI A DEfRUGER « FAS

RARNR Y b7 p—AFE | ANy NOERE
(n=87) (n=95)
1 EEE
EN e 61 %1 (70.1%) 46 1 (48.4%)
P ELS 26 %1 (29.9%) 49 % (51.6%)
AW # v X 2.50
(95%CI) * (1.36~4.60)
i p ffi (Fisher FHEREZRT) p=0.004
BERZE [ 74— 2B (%) ] 21.7
& (95%CT) ** (7.2~35.5)
2 I
EN e 83 i (95.4%) 77 51 (81.1%)
P ELS 4 51 (4.6%) 18 51 (18.9%)
F v XH, 4.85
(95%CI) * (1.57~14.97)
p il (Fisher ERERERIEE) p=0.003
BERZE [ 74— 2B (%) ] 14.3
(95%CI) ** (—0.2~28.5)
% : Wald 7 95%CI  * % : Clopper-Pearson % 95%CI
N AT AV 4B E TORRHAEOKA 27 Ol (LOCF) : FAS
KRRy hO7 4 — ARE RARRy eHUERE
(n=87) (n=95)
SEYfE£ESD -7.09+1.48 -5.98+2.03
L fiE —-7.00 —6.00
e/ ME~ R KAE -10.0~-2.5 -9.5~-1.0
BIERRBRIL. PRy 7 53— A8 3.4% (8/874]) . FAR~Ny FeiRE
o BE0% (0195 f5) ThroTo, FARRy b7 4 —AREORIEHONRITELR,

M7 L2 DI OBRENR 4 1 61 (1.1%) THY ., TRTRETH-
2o WTFRORIZBN TS, BT, ERLATERITRD Snieinoiz,

2) REMHB
AR L
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<HE>

[ KRRy fegE]
WAV ETITAE 52 B RS %Ak (MCB 0102 INT #RBg) 161719

BT YA

(IR 2 i s LRI BEAE 2 (L —E SRR 3 BEIRAT 52 18 R AT 2 el

= e LR
ITT bt AEM 634 ] (KR NefEBMEE : 212 ], 2ZHEE : 213

St g B, U EE - 209 1)
LEMERRNT R REE : 626 ] ( KAy NO#REHMAL : 207 i, AR
213 B, YIEEZ &E : 206 f)
- FEMHRECH D LR S, B BRI TRIORE AT DB
iﬁ@ﬁﬁﬁg-ﬁ%ﬁi@%mx%%%iﬁﬁ®%é#ﬁ@$%ﬁ\EER@#%KEE?
 HERETRIR O 72 DT BRA Sk T 2 R 2 R PT C b L 5 B
- WREVERLEOAE . FIBENE R SO TR M R R
- RERYYE 2B 5 B
RN A b OB MEDIGREZ T TV D RE
TR EHE| - PUVA XX UVBIRIEA B LTV A BE
- REREFED 30%BOHIPAIIER DB VLE Th 5 BH
@AY AJEE SIS BTy AREHERE 26T DR
FET S D VIR 0 B
WERE A LT D 3 SOFEDWTHNTEIO AT 101 1 TEELICEIR
F7z, IBBIRITWTRORECH, MBS T T H 1R, 52 MEEAMm L=,
- FARNy FOEHMEE . RARy FeRE 1 A 1[5
- RRHR: RAXy FefkEZE 1 H 18], 4B/ L, ZOBRINALE NI A
—/VHRE (A 218 108, 4 8BRS 2 5EE2ERD KT
OB |- UBRAREE: RAXRy helEA 1 H 1R, 4 BHABHAL, ZOBAILTER R

U A —niffkE (HREAD) &2 1 H 105, 48 BE®AT 5
4 38 22T, 1R Y EAT A E SR O MM & OYE B o EIE E O (6
EEBEREAM : A 7p U, BRAK. 4T, PSR EEFE. JEWICEE) 21TV, #EBR
FITIRBIRI T D e 2, 3 B (i, A, 1RBRIEA R Lpdo7z
O CTRHlAHE) TR L 7=,

I

4L

TR A

BITER. A AT B A FORBIFEMICBEE,N DN DEIEN HEZERICX
R/

72 BIVR G A
TH H

EERMIC & 2 BERERE O, B K D ekt
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Rl R (Week 4~52) (2xF L, [ERIIC & 2 BEAERE O Bl [155 72

B TS ICRHi R R 0B S

KA~y k@ ey s
N o . s A, 2 H R O 2 B
R EAES RTHIRROBAT | B | o) g
HfE 84.0% 75.0% 70.0%
FERI O e (Wilcoxon D NENFIAE E)
AR - ORE B vs YIRS 2 1E p=0.025
AR vs BV 2 B p=0.50
Ry S OHE BREE vs 22 A1E p=0.12
EREOFEFZEDOHRE (Kruskal-Wallis fUE) p=0.071
g 1y | XL EARIC & B B O SBGHEIC SN T DR L), TR, TRE) SHESH
A FREIT T2 H) LFEE LT,
MR R (Week 4~52) 1Z%F L, BT K D5 8MGHE2S 2] I2hES
AT R R R D EI S
KA~y k@ ey s
. e 1 . A, AZHRE Il i
= o fiE 87.3% 76.9% 83.3%
FERI O Le#:  (Wilcoxon D NENFIAE E)
Ry ®HRE B vs UIRF 2R p=0.036
AR vs YR 2 B p=0.86
Ry N SRE AR vs 28 ALRE p=0.061
OB ZEOKRE (Kruskal-Wallis fE) p=0.071
LAV 52 626 B30T D RIEAFBLRIT, ARy HosiE BEMEE Tl
21.7% (45/207 ) | ZZHEETIE 29.6% (63/213 ) | Y X #ETIE 37.9%
(78/206 fiil) Toh o7, EREMEMIL. Wit D B L OB ERITM (JHEVE, £
IFE, ALBE) Th V., TREOEIT RAy MefEBEMEEC 5.83%, ZARET
3.8%, U X HET 6.8%IZ580 bz, 7ol HERAEFRIT, KO 3%
AR Y | BREJRERIE & OBTEME I SIS e (OB L ¢ KRy ReiE

PREE 1L, YRR ZRE L OF, IEMERIRE - DI R EE 1)

FHMBEESIC LY AVHAT A ROESIHHICER LIBERIE & O BIEME N6

ETERWEHTESNT-EWERARERRL, FARy hefEBEMEETIE 4.8%
(10/207 f51]) . X HAETIL 2.8% (6/213 i) . BIE X BETIX 2.9% (6/206 1))

ThHoT-,

AR L

(6) AmpIBERA
1) ERARERE (—REARERE. FEERARERE. EAMBLERAER). 8ERTERT

(5) BFE - WBAHE

—AR—RFRAE. BERTRERAEBROAR

DR L

DR L

(1) ik

EERR L

2) AREHELTEETFTEDABRIIER L-HE - HEBROBE

V.

TBHRICRE9 D IH A
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VI. EMEEICET HIHE

1. FEPHICEEHSIEEVMRITIEEYE

FT AR B U A — VKT
REAZS o a et B AT
EE  BEO S DbEMOREE « WRFIL, BFORMN CELSRTHZ L,

2. EB%ER

(1) EAERLL - 1ERBF
1) YERERLL : 55D g
2) {EFRER -
TNV RN Y A= UTEHER e & 2 D ZFRICHES U, MIRSEEmsl /e . A& R
VEF, fIERE B ER ., RIEMEY A N A VEER R OPE N7 F FRESER 2"+ &
DA STV D 192
Fo, RAREZ T aF U AT VITEAMROEE oL TF a4 RZRIRICHE L
T IEMHAET 22 Ll Lt AT a A RAIE RIERZ, RIEREEYA N A oL, WO
IZHEES T ICAM-1 L OEHZE R AR Y SA—F A2, 7 aAdXo 47— 2, FEM NO A5k
MREDORIEMNEAT 4 = — 2 —ORBLZMHI L, RIEMEAT 4 =— X —OEAZIK T SE
HEEZBND U,

(2) ENEENTTHRABREIE (/n vitro)

t ~ Th1/Th17 RO OVEHALSA -~ —T1— 2T DIV TR B U A —b, RHZ R
L Ta A U AT v R ONWAIGEFH OEH 2554 B o Th1/Thl7 A S oA
VEABEOWEIZEY invitro THEHT LT, DLV MU A= LRI A X T a e
VR 2T A OWFINER L ThU/Th17 MO 53k & ONEMEAL & T & brie U TR RISl L,
ZOMEERITI NV R N A=V ERE A X T ad U AT )VHEMEE LIt
WL CTHBEILHN T2, TNVHDOFRERNSL, DNV R B A=V E ORI AR o7 a e
VAT AT VOO L, EEORIEICIESBEE L TWA EEZ BN 5 Th1/Thl7 ks
ONEMEAL &2 B P 5 & el L C R 0 < Ml -5 2 &R &z,
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AIWVRE)A—IL, REAZYUSTOEAVEBIATILRUVEFIGHA® Th1/Th17 #Hka
MEIZxt 9 HNFER (H1EaTiLiE)

FRIERE 3t TR (%)
HIVHR R NRBERZT -
Fr—)L*1 U a B R AT L2 A
Th17 %A N1 A >
IL-22 2.05+£0.42* 34.2+4.6" 0.83£0.42",it
IL-17A 16.9t4.1* 25.4+2.7 6.84 1.7 # it
Thl %A oA >
TNF-a 46.2+2.5* 69.4+11.1* 19.84.4™ # 1t
IFN-y 37.0+5.2* 86.0*+8.4 24.3+£3.3" 1t

EHEESE (n=6)
X1 : TR b U A—/1100nmol/L, X2 : RX¥ A XY U7 a bt VBT AT L lumol/L,
¥3: VAR b U A—/L100nmol/L + XZ AKXV U a A VR ATV Tumol/L
¥ p<0.01 (vs TREERE, —ICRENEU T, Tukey 2 HELEHR E)
#:p<0.05 (vs WV AR b U A—/VRE —JhLE BT %, Tukey 26T FLilhiE)
T 1 p<0.01 (vs XX A XY VT a4 BT AT R, — ol ED O, Tukey 2 HE LR E)

AIWVRR)A—IL, REAZYOSTOEAVEIXTILRUEFIGAD Th1/Th17 #HkE
AT 2IHER (e )

FRIERE et ATEME (%)
HIVIR R NRERBT o
S Do B T A LR A OF 3
Th17 %A NhA >
IL-22 40.1+E1.7 60.5+4.2" 27.9FE 1. 1% # 1t
IL-17A 68.8+3.2** 63.3+2.1* 43.2+2.1% # 1t
Thl VA FaA
TNF-a 90.0+4.7 68.8+£6.7" 58.2+ 8.2 #
IFN-y 83.8+4.8 92.2+4.8 68.8 6.1t

EHEESE (n=6)

X1 : TR b U A—/1100nmol/L, X2 : X¥ A XY U7 a bt U AT L lumol/L,

¥3: VAR N U A—/L100nmol/L + XZ AKX U a A R ATV Tumol/L

¥ p<0.01 (vs TEEERE, —ICRLENEU T, Tukey 2 HELEHR E)

##:p<0.01 (vs WAV R b U A—VRE — i E DT, Tukey 2 H HLEHRE)

TF 1 p<0.01 (vs XA A XY U7 a4 BT AT AR, — ol ED O, Tukey 2 HE LR E)

(3) ERRBEBERE - FFEbFR
(VI-1. iy oHg ) OES MR
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VII. EYBREICET SHE

1. MPREDH?

(1) BRLANGMPRE
AR L

(2) RERBRTHEIESA-OPEE ?
[ KRRy keErE]
AARNBC A OEE SRR 18 flLICHEL 1 B 1 [\, 4 BHEESAA LR, mgEs
HNVR N A= VEFERNRE A X DT a e BT AT VT 1T L A8 OB
FENERETRE (ZhFh 50.0pg/mL & X 30.0pg/mL) Kiiti T -7,
MAEF TR N Y A — VIR FE DN E B ST W 2 B TD Cmax 13 56.1 & T 159pg/mL,
AUChast 1% 28.1 & OF 311h-pg/mL ThH -7z,

AR EYA—ILD Visit 1 (Week 0) DEMENEE/NS A —A (n=2)

Cmax Clast AUCrast tmax tlag tlast

(pg/mL) (pg/mL) (h-pg/mL) (h) (h) (h)

EE 107.6 77.45 169.6 NR NR NR

i 107.6 77.45 169.6 2.1585 1.70 2.70
(%ﬁ) (56.1~159) (56.1—~98.8) (28.1—311) | (2.067—~2.25) | (1.15—~2.25) | (2.25—~3.15)

MAEFARZ ALY T aCF VBT AT IOVRENE R SNV HRE 1 H1TO Cmax 1
39.6pg/mL, AUCiast Id 41.24h-pg/mL Toh -7z,

REAZTSTAEAVBIATILO Visit 2 (Week 1) DEWEIRE/RS A —4 (n=1)

Cmax (pg/mL) Clast (pg/mL) AUClast (hpg/mL)

39.6 39.6 41.24

AN R B U A= OFEERGHH O MIEFREIL. FRERFT 1~3 fITERI N, A
HEHPRE N E B SN 1B 25 Crax 1E 26.4~151pg/mL T& Y, AUCust 1% 27.9~
736h-pg/mL CToh -7,

RE AR T aeF VBT AT VO EEREY O MR L, SRERET 5~11 T
ERE SN, SMBEPRENE R SNIHERE BT 5 Cmax (X 30.3~910pg/mL TH Y |
AUChast 1% 15.91~4732h  pg/mL TH -7,

(3) HhEHE
AR L

4) BE - BiAROEE
BB L

2. EVMEERP/INSA—4

(1) fEtTAE
AR L

VII. #ppEhgeicBid 5IAH 32



(2) TRINERPETE
KRR L

(3) HEREEEH
KB L

4 2V73532R
s B L

(5) HHMER
B L

(6) it
s B L

3. BEHE (REaL—Lav) @i

(1) fEFAE
KB R L

(2) RS A—Z2ZEHER
B R L

4. TRUR

[FRA Y hogRE]
e

(1) ALK M YA—ILORIE O

HAR NN DO EE SRS 13 F 455 L L, B4 1 B 1[0 2 BEESA L7BEORK
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REHER

(1) ZEHZEEKER
VI. HEZhEEICBIT 2 HE ] OB

(2) REEEREHR
(v bk, 4X) %
AHN % T2 22 SBT3 L 72 s o 7203, BB RSy O BA| T2 PSR o 7 R
w7 U —ilBR A2 I LT, 7B, AFITREEE TH D08, B TIIRIPEAME - %2
APESEPREER I O B 5 C 3 L, ARy O ) 7 2 gTE T CENENOIER Z /M L,
Ty NEOA XZHEEENTE IR N A— KO EE&E O AT e R
(VY RBY A= (X)) & LT 10.7ug/kg/day) DOZNZHK 10 5% %I 0.5 1%
Thole, TORER, IV AR MU A — /L OFARMRER I R L ORISR & o 7o AR B
BRI BIER R E L R WERDZAMERIZA SN2 Do T2,
Ty FROA RG-S NTREZ ALY DT 0 T AT VO mE A fi&lT. mg/kg
BT S Lt MymRFTHE (8 138ug/kg/day) OF) 155 Th o712, FOFEHR, _XZ A X
VT u A VBT AT VO AR R DI SR M ORI R & o P AR RE 1T R D
BRI EE L < e WIETJIFER A o T,

(3) ZF DR

<BEE®> (in vitro) 7

USZE R D SE EA Al - . S VLo ok = ikt =
R OV 2 O O L BB SR O R & Bt L7z, VUl b U o — LU
B AR DT uEF T AT LOWEL, £ 100nmol/L & U lpmol/L & L7,
FOFER, RE AL DT 0 A VR AT VTR TR e 25 —4 > MMP-1
KO 7 v CEREEAN NS A{EHIIEO MMP-1, MMP-3 X Ot 7 /b v U BREEA: 2 I &
B L O RIS L VSR b Y oA — W RESR O TR 0 2 5 — 5 J O MMP-3 3
I ALAIIEO MMP-1, MMP-3 X Ot 7 /b 1t BREEZE 2 M & L L CR RIS S ¥ 72,
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(1) BERZEEERR
(Tv b, 41X, ¥YDUR)
AHN % DT B R G- BRI T E M L TRy, LR B Y = L O E X Z
DT EF VBT AT IVEN TN HAITEE SRR E SN TN B b 0R
BR CAAN DR e 5\ E S 2 B EIIRR S,
DALIKRE)F—ILERWHER
TN RN A= EHWET Yy MZBT DT RO E., A X281 D52
Ehi S 4, LDsofEIL, TS5 TT v M 2.19mg/kg, M 2.561mg/kg, &G TT v b
MERE & H 12 15mg/kg LA b, A XM 1.5mg/kg UL ETH 72
NAREAROTOEF VBT R TILERAW-HER
~UAKROT » MO, T ROMERENE S LTz & £ D LDso X, ¥ 7 AT 5,000mg/kg
PIE (M), 78.1~154.5mg/kg (7 ). 102.9~137.2mg/kg (FEFEWN) . 7 » kT 5,000mg/kg
Pk (B10) | 4,000mg/kg ULl (B2 FROMEREN) Tho72"
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(2) REZREEHEHR
(ROR, 2=T4) 0
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1

2)

3)

4)

5)

<X 10 BE#H&REHER
e NMRI ~ &7 21T 0.1g/day D545 & (KHE 30g TH/LT AR R U A —/L 167uglkg,
B A K 1.6Tmglkg (ZFY) OEE TEER 2R R ICIEPAZER G- LTz, & ORER,
(REJRRAD, MK EAIRA AT & QYR ERAT AR ST, FTRORBEGIRI A X ) T
B EF BT AT VOFEBEMICEE LT Ch o 7o, ARAOIRE TORM&KE 3%
PERT RO & A 7 R OESEE PO A FREE B 2 BT,
TR 4EMEREHER
HEE CD-1 ~ 7 2|2 0/0, 0.4/4, 2/20, 10/100ug/g (B R RN F—)v /_XE X5 )
DOWFE IR LU 7- B 2 & 558 0.1mL/JE T 1 B 1 [BIS LG ICIEPAZE®R S L ((KE %
30g & L7z & & 0/0, 1.3/13.3, 6.7/66.7, 33/333ug/kg/day \ZF82Y), T OFEFR, mHERET
B G R R L 2 B & B 2 Ui, £7o, BEFARRERININGH] ., 5 o Mg # i 2 L
K OVREZ I — B U7 ik, Kok, B EE~OH LR EENRO N, £, FH
%%ﬁfhwﬁvwﬁ®%%ﬂ%ﬂ%ﬂlﬂuﬁ&éh/m<13 A PR R 45 -3 C
ER L 2/20pg/g ICRRE TN E SRR LT,
7¢x&ﬁﬁ&5ﬂﬁ
HERE CD-1 ~ 7 12 0/0, 0.125/1.25. 0.5/5. 2/20uglg (BT R B UF— / REZ XA HZ
V) ORI LB 25 AR 0.1mL/IC T 1 B 1 [R5 A SIS IERAZER S L. (K
A 30g & L7-& X 0/0, 0.42/4.17, 1.67/16.67. 6.67/66.67ug/kg/day (ZFH2Y), & DfEE,
AT, REBImS, R AEOZE), M EE (P, iR, 8IE) ~oi
B m L, P O R D W CIm B 00 28 b & 1 o 7o AR - WP &R C B ERNIE
%wﬁﬂa%mim@%%ﬂ%wgntﬂ BIETFICE RS D MR PRI A EO L8, ik
REEMOWHET TS SN o 7 [EEMEE (NOAEL) 13T 0.125/1.25ug/g
(0.42/4.17uglkg/day |\ZFHY) . Mt T<0.125/1.25uglg (0.42/4.17pg/kg/day (ZAHY) 1,
55 4 BICER L7z TK JHE IO omiERE 25 & L3R b Y F— 3k &
N, XA o7 ad VBT AT VTEERAAR (<88pg/mL) THH7=, L
L. RO E 22 o -1T-Fa ©F U AT TR IR O R0 R B CE & AhE
Tholz (Z176pg/mL), NZ A KV -17-7a 4 VT A7 /3 E 3 REEZIZ Cmax
(L, SEERECREL RS L CHET Cmax XY AUC 239 3 5@l CdH 72, Cmax L
AUC 13 582 Hep] LT L, B 2.8 Riffi ch -7,
=74 4 ERKBEHAR
e Gottingen < =7 #|Z 2/20, 10/100, 50/500ug/g (/LR K Y A— / _H7 x5
») DIRFE IR L 72808 2 & 558 0.5g/kg & L. 0/0 (LA | 1/10, 5/50, 25/250pg/kg/day
OH&ET 1 H 1 [ESBICHESRAM L, TORS. mHER CRERMMEEZ R LR, 2
FHEMEIIAON o0, RTZIZET 2 EEMHEE (NOAEL) 1 10/100ug/g
(5/50pg/kg/day HH4) | &5 # M2 B9 5 NOAEL (% 50/500ug/g (25/250ug/kg/day FH24)
Thoto, #5514 BIZERE L7z TK 7TV homiERer b 1V o R U 4 —
ORZ AL T e 27 VREITEERARE (DR Y F—
<40pg/mL, X¥X A XV T u A R AT )L <20pg/mL) Thoi-,
=749 n AR 5RER
M Gottingen = =7 % (2 2/20, 10/100, 50/500ug/g (VR kU F—)v /2 A K/
V) OREREICHRE LB 2R 558 0.5g/kg & L, 0/0 (J&Al) . 1/10. 5/50,
25/250ug/kg/day O HET 1 H 1 [FIFFEN Fﬁ%‘@?ﬁ L7z, ZOfE%. 5/50ug/kg/day LA+
O & CEGHNITHLEE 2380 7=, KR B9 5 NOAEL 1% 1/10ug/kg/day &5 2
BT, TRTOREH CHRDONIEIICEE LT T A U UEBREORPIRED
ERMEAI I AR B Y A VOB ERICBEE LT R E B2 b, —F. FHAHE
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FLLECRO ORI EEOIR T KO EZEMIIANZ A & O3EERICBSE L 72
REEx BN, JRFTICET % NOAEL iE 1/10ug/kg/day it 447 NOAEL i%
1/10ug/kg/day &Il S 2, B558 8 MICEM L= TK 3l CITIE & A & o fiEatkc
HNLTRRNYF— A RORRE A2 T a et oo A7 VT EERAER (FhLFEhn
<40pg/mL, <20pg/mL) 7>, E&[RFIZED -7, FRIEKOPEHEREOW S DO ET
IRF AL T a A VBT AT IVINEREARE TH o7, Z OfEITEERFITIELL
L CTwWie,

(3) BizHEERR
(in vitro, YA, S k) 592
ARBNDOBIEFMEIL., VRNV A=V R ORE AL T a B d VBT AT IVENZEN
BRI CHEM L7 RABR CRHMi e CTH B, VAR N A —/L Tl fllE 2 F 7218 IR 2ok 28 B
AR (in vitro) . T A =—ZA LA —[fifiEE (CHL) AlifaZ V72 Y R 5L 5 3R
(in vitro) . =D AR (U R) REHINTEY, WTIORBRICBWTHEGE
PEITERD LTV, RE R Z Y 7 u ' F U 27 LTl flE %2 O - 18 IR 22 R
HERES (n vitro) . ~ AU 74—~ TKZEE (in Vztro) Sy NEBINERR (S5
N NEMBIINLTEY ., WTNORBRIZEWTHBEGEEITRD 5 TWh 2,

(4) BARERER

(ROR, Sy k)™

ARHN 2 AN T2 3 AU JEIERRBR 13520 L TV WA, LR R U =L R ONRE A5 0

0B T AT VN E VAT ORER & FhE LTz,

1) AR A—ILERLHER

O~ 7 ARRRE 5203 /SRR
MEHE CD-1 7 RV AR B Y A — Vil (IR 25g & L7z & &, 3, 10, 30ug/kg/day
ICHHY) & 1 H 1824 » ARG Uiz, ZORS, L CRBMHEIXRL T, AHNC
NAFMEITERD o7,

@7 v MEOEEH AR
IR Wistar Han 5~ MTHA LR MY F— K% 104 BB OEE L, #5&
1% 0, 1, 5, 15pg/kg/day & E L7272y, mHEREOME CEMEFT RN BEL L2720, 5 71
2 15pg/kg/day 75 10ug/kg/day (251 & FiF7c, BHEICEE L7 @EMRA L L CH
IR C MAiER (EICHRIE) OBEEHIN R &R Lo, & H &R O -ECTRlgR
X, [RIREC A EREOREICEIE O BB IR EOMEEEMMNBIE SN, 2D D
NI HN VAR U AV OFEBERICE#HT 5 B2 6N, BT R b A — L Ok
FEMBRE 1T DR WICR IR G 2D 1% R EK<, B FTOU R 73w EE z
b, 7o, FEEEMHRA L L TEICH A O COINE LS. %ﬁ/»V?AmEl:
B U 7= @I, BOIRAR. PR, Colst e OV © D28 (b2s Fl R TP A IC B2 S, Rt
DOMETITEWIET RNERD S, ﬁi&#ﬁbtoﬁmiﬁfiﬁﬁf%ﬁgw%ﬁﬁf
HMELS . FEICHEER TRV EEZ BN,

@T LA~ T ARRP B AR MR
Ml SKH1 7L /) AT LA ANV Y R M) A—) ((KE 25g L Lizs &, 3,
10, 30pg/kg/day ([ZFHY) Z 0 5 H., 40 MR EE Uz, FAEREE R OBEERE IS 1
MED (minimal erythema dose : f/IMLEER) @ 1.5 %D UV ) (UVA\ UVB) %= 5
HRRS L7e, & 510, BALESREEZ5%E L, MED @ 1.5 £ 30 3.0 fi5 2 (600 X i% 1200
Robertson-Berger Units (RBU) /i) @ UV Z[FARICHRH L7z, &K TH, 1280
BRI 2% € Uiz, & HERE (30ug/kg/day) OMETREEERA (Imm DL EOEE)
F COMRMEMEIFRD Hiv, B AJFMEFB I RR Iz, L L., HECEBT 5 R EEE
FAERMOBLITERK TH Y | MRS RAE~ORERALNT, KEEERA
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(BRI LA R D B8 — RIS S B L T B ATREMED VR STz, LI -»> T, &
VR B U A VBRI DR 5- e B W OERN AR 255342 rlREtEiz & A
ElrnwbotEBE2 65,

2) NAAZY O TOEFA VBT R TILERLEER

O~ 7 AR BH-H A ER
M CD-1 ~ D A ZRZ A X T a 4 VT A7)V (IKE 80g & L& &, 1, 3.3,
10 () Xix 6.6 (Hf) ug/kg/day (ZAHXY) % 104 #[H, 1 B 1 [REYEICEAR Lz, 1, 3.3,
10/6.6 (M) pg/kg/day DRZ A K P70 E A BT AT )L OR . CHRERIZ B Lz
fESEA NI I IR SR o Tz, JEERAET 07 7 A VRO~ 7 ADALFRITRIED BT
FrRHAVIR o T, (REEHENIIINE] K O 23 F B ORI S, BB OIEE b, FLEE, RHl
B M OMEARIE SR 70 & SR R CBIEE S V78, JRBRERIPT LIS A o 7z,

@7 v MEOEEH A SR
e Wistar Han 7 » 2 0.02, 0.06, 0.2mg/kg/day D% AKX 7 a4 U fgpx
2T NE 104 R AL Lz, ZORE, BISRAET v 7 7 A VR OAFRIZEED
IR ONT, XX AL 0T R AT VIR AUEMEITERD B o T,
AR IR MR & U CRBRIE Y > SE oD AR A A EE NS Zx 5 v, AR 1 I BREL A3
KT U7z, A ELL E oG TIAEE IS L OFEREHERZ & L CRIB o4k %
£ 5 [RRPERCE AR R OB O ) 3Bl STz,

(5) £hERLESHRR

(v k)™

RERAZY T a A VBT AT VOERER AR A E LTz, B, XFAF T

TR EF VBT AT VIR TERSICE O EFBEERARRD G TND Z End 112 iR .

FE VA AZRRBR 1T FEHE L T vy, VR b U A — I AR SR RE M OV B IC B T A B

P AETTEE D RD B TUNRYY P58

REAARJOOCTOAEX VBT A TILERA N -HER

Ol D A FlEE I B3 5 3Bk
R AL 0Tt T AT VA ARECHT 10 B M OB P, HEET » Mok o#&
5 U7 & & OMEMAERE~ DB A it Uiz, T OfE R, AIERE/ T A — X (TR D 5%
XN oI ET v MRS B — T O &R CA DR E Y
SN e VR H A 2 O Al O R & LTS 70T 2 AT L (I A O iz
FEiE7e L) TH Y FEREKOWE R ERICE IR B U 72 Bk = AT & o e o
7o ARRBRIZEIT D HEDAFEREIZES T % NOAEL 1Z 0.2mg/kg/day Th o7,

O D2 aRE K OWIIRTE AT B3 2 5l
HEPE CD (SD) 7 > M2 0.1, 0.3, 1.0mg/kg/day D% A %2> % 1 H 1 [BIAEH] 14
HE~ik 6 HE CRAOKS Uiz, M7 » MIMIR 13 BISHB L, FENRE Gk,
EFRE EEREEORE) 2FEML-, TOME, ZRELOAETERRICEET <, Al
e O BATENC B35 NOAEL 1% 1.0mg/kg/day T - 7, FIHIMBE~DFEL D
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[TACLONEX® Qintment]

8.1 Pregnancy

Risk Summary
Taclonex® Ointment contains calcipotriene and betamethasone dipropionate. The limited data

with Taclonex® Ointment and calcipotriene use in pregnant women are not sufficient to evaluate
a Taclonex® Ointment-associated or calcipotriene-associated risk for major birth defects,
miscarriages, or adverse maternal or fetal outcomes.

Observational studies suggest an increased risk of having low birthweight infants with the
maternal use of potent or very potent topical corticosteroids (see Data). Advise pregnant women
that Taclonex® Ointment may increase the potential risk of having a low birth weight infant and
to use Taclonex® Ointment on the smallest area of skin and for the shortest duration possible.
In animal reproduction studies, oral administration of calcipotriene to pregnant rats during the
period of organogenesis resulted in an increased incidence of minor skeletal abnormalities,
including enlarged fontanelles and extra ribs (see Data). Oral administration of calcipotriene to
pregnant rabbits during the period of organogenesis had no apparent effects on embryo-fetal
development. Subcutaneous administration of betamethasone dipropionate to pregnant rats and
rabbits during the period of organogenesis resulted in fetal toxicity, including fetal deaths,
reduced fetal weight, and fetal malformations (cleft palate and crooked or short tail) (see Data).
The available data do not allow the calculation of relevant comparisons between the systemic
exposures of calcipotriene and betamethasone diproprionate observed in animal studies to the
systemic exposures that would be expected in humans after topical use of Taclonex® Ointment.
The estimated background risk of major birth defects and miscarriage of the indicated
population is unknown. In the U.S. general population, the estimated background risk of major
birth defects and miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%,
respectively.

Data

Human Data

Available observational studies in pregnant women did not identify a drug-associated risk of
major birth defects, preterm delivery, or fetal mortality with the use of topical corticosteroids of
any potency. However, when the dispensed amount of potent or very potent topical corticosteroids
exceeded 300 g during the entire pregnancy, maternal use was associated with an increased risk
of low birth weight in infants.
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Animal Data

Embryo-fetal development studies with calcipotriene were performed by the oral route in rats
and rabbits. Pregnant rats received dosages of 0, 6, 18, or 54 mcg/kg/day (0, 36, 108, and 324
mcg/m? /day, respectively) on days 6-15 of gestation (the period of organogenesis). There were no
apparent effects on maternal survival, behavior, or body weight gain, no effects on litter
parameters, and no effects on the incidence of major malformations in fetuses. Fetuses from
dams dosed at 54 mcg/kg/day exhibited a significantly increased incidence of minor skeletal
abnormalities, including enlarged fontanelles and extra ribs.

Pregnant rabbits were dosed daily with calcipotriene at exposures of 0, 4, 12, or 36 mcg/kg/day
(0, 48, 144, and 432 mcg/m? /day, respectively) on days 6-18 of gestation (the period of
organogenesis). Mean maternal body weight gain was reduced in animals dosed at 12 or 36
mcg/kg/day. The incidence of fetal deaths was increased in the group dosed at 36 mcg/kg/day;
reduced fetal weight was also observed in this group. The incidence of major malformations
among fetuses was not affected. An increase in the incidence of minor skeletal abnormalities,
including incomplete ossification of sternebrae, pubic bones, and forelimb phalanges, was
observed in the group dosed at 36 mcg/kg/day.

Embryo-fetal development studies with betamethasone dipropionate were performed via
subcutaneous injection in mice and rabbits. Pregnant mice were administered doses of 0, 156,
625, or 2500 mcg/kg/day (0, 468, 1875, and 7500 mcg/m? /day, respectively) on days 7 through 13
of gestation (the period of organogenesis). Betamethasone dipropionate induced fetal toxicity,
including fetal deaths, reduced fetal weight, malformations (increased incidence of the cleft
palate and crooked or short tail), and minor skeletal abnormalities (delayed ossification of
vertebra and sternebrae). Fetal toxicity was observed at the lowest exposure that was evaluated
(156 mcg/kg/day).

Pregnant rabbits were injected subcutaneously at dosages of 0, 0.625, 2.5, and 10 mcg/kg/day (0,
7.5, 30, and 120 mcg/m? /day, respectively) on days 6 through 18 of gestation (the period of
organogenesis). Betamethasone dipropionate induced fetal toxicity, including fetal deaths,
reduced fetal weight, external malformations (including malformed ears, cleft palate, umbilical
hernia, kinked tail, club foot, and club hand), and skeletal malformations (including absence of
phalanges of the first digit and cranial dysplasia) at dosages of 2.5 mcg/kg/day and above.
Calcipotriene was evaluated for effects on peri- and post-natal development when orally
administered to pregnant rats at dosages of 0, 6, 18 or 54 mcg/kg/day (0, 36, 108, and 324 mcg/m?
/day, respectively) from gestation day 15 through day 20 postpartum. No remarkable effects were
observed on any parameter, including survival, behavior, body weight, litter parameters, or the
ability to nurse or rear pups.

Betamethasone dipropionate was evaluated for effects on peri- and post-natal development when
orally administered to pregnant rats at dosages of 0, 100, 300, and 1000 mcg/kg/day (0, 600, 1800,
and 6000 mcg/m2 /day, respectively) from gestation day 6 through day 20 postpartum. Mean
maternal body weight was significantly reduced on gestation day 20 in animals dosed at 300 and
1000 mcg/kg/day. The mean duration of gestation was slightly, but statistically significantly,
increased at 100, 300, and 1000 mcg/kg/day. The mean percentage of pups that survived to day
4 was reduced in relation to dosage. On lactation day 5, the percentage of pups with a reflex to
right themselves when placed on their back was significantly reduced at 1000 mcg/ kg/day. No
effects on the ability of pups to learn were observed, and the ability of the offspring of treated
rats to reproduce was not affected.

8.2 Lactation

Risk Summary
There is no information regarding the presence of topically administered calcipotriene and

betamethasone dipropionate in human milk, the effects on the breastfed infant, or the effects on
milk production. It is not known whether topically administered calcipotriene or corticosteroids
could result in sufficient systemic absorption to produce detectable quantities in human milk.
The developmental and health benefits of breastfeeding should be considered along with the
mother’ s clinical need for Taclonex® Ointment and any potential adverse effects on the breastfed
child from Taclonex® Ointment or from the underlying maternal condition.
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Clinical Considerations

To minimize potential exposure to the breastfed infant via breast milk, use Taclonex® Ointment
on the smallest area of skin and for the shortest duration possible while breastfeeding. Advise
breastfeeding women not to apply Taclonex® Ointment directly to the nipple and areola to avoid
direct infant exposure /see Use in Specific Populations (8.4)/.

5 JE
F—=AFZUT
The Australian categorization system for B1 (202049 H)
prescribing medicines in pregnancy

BB SR

Z—A K7 U 7T D43¥E : The Australian categorization system for prescribing medicines in

pregnancy

B1:Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct or
indirect harmful effects on the human fetus having been observed.
Studies in animals have not shown evidence of an increased occurrence of fetal damage.

(2) MRICET 2E5MFH
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4.2 Posology and method of administration
Paediatric population
The safety and efficacy of Daivobet® ointment in children below 18 years
have not been established. Currently available data in children aged 12
to 17 years are described in section 4.8 and 5.1 but no recommendation
on a posology can be made.
4.8 Undesirable effects
Paediatric population
In an uncontrolled open study, 33 adolescents aged 12-17 years with
psoriasis vulgaris were treated with Daivobet® ointment for 4 weeks to a
W o8 LA EE | maximum of 56 g per week. No new adverse events were observed and no

(2018 4E 8 H) concerns regarding systemic corticosteroid effect were identified. The size
of this study does however not allow firm conclusions regarding the safety
profile of Daivobet® ointment in children and adolescents.
5.1 Pharmacodynamic properties
Paediatric population
The adrenal response to ACTH challenge was measured in an
uncontrolled 4-week study in 33 adolescents aged 12-17 years with body
psoriasis who used up to 56 g per week of Daivobet® ointment. No cases of
HPA axis suppression were reported. No hypercalcaemia was reported
but one patient had a possible treatment-related increase in urinary
calcium.
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8.4 Pediatric Use

Safety and effectiveness of the use of Taclonex® Ointment in pediatric
patients under the age of 12 years have not been established.

The safety and effectiveness of Taclonex® Ointment for the treatment of
plaque psoriasis have been established in the age group 12 to 17 years.
In a prospective, uncontrolled trial, 33 pediatric subjects ages 12-17 years
with plaque psoriasis on the body were treated with Taclonex® Ointment
for 4 weeks up to a maximum of 55.8 g per week. Subjects were assessed
for HPA axis suppression and effects on calcium metabolism. No adverse
effects on adrenal suppression were observed. No hypercalcemia was
observed but one subject had a possible treatment-related increase in
urinary calcium /see Clinical Pharmacology (12.2)].

Because of a higher ratio of skin surface area to body mass, pediatric
patients are at a greater risk than adults of systemic toxicity when
treated with topical drugs. They are, therefore, also at greater risk of HPA
axis suppression and adrenal insufficiency upon the use of topical
corticosteroids [see Warnings and Precautions (5.2)].

Rare systemic toxicities such as Cushing’s syndrome, linear growth
retardation, delayed weight gain, and intracranial hypertension have
been reported in pediatric patients, especially those with prolonged
exposure to large doses of high potency topical corticosteroids.

Local adverse reactions including striae have also been reported with
use of topical corticosteroids in pediatric patients.
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4.2 Posology and method of administration

Paediatric population

The safety and efficacy of Daivobet® gel in children below 18 years have
not been established. Currently available data in children aged 12 to 17
years are described in section 4.8 and 5.1, but no recommendation on a
posology can be made.

4.8 Undesirable effects

Paediatric population

No clinically relevant differences between the safety profiles in adult and
adolescent populations have been observed.

A total of 216 adolescent subjects were treated in three open label clinical
trials.

See section 5.1 for further details regarding the trials.

5.1 Pharmacodynamic properties

Paediatric population

Scalp

Effects on calcium metabolism were investigated in two uncontrolled open
8-week studies including in total 109 adolescents aged 12-17 years with
scalp psoriasis who used up to 69 g per week of Daivobet® gel. No cases of
hypercalcaemia and no clinically relevant changes in urinary calcium were
reported. The adrenal response to ACTH challenge was measured in 30
patients; one patient showed a decrease in cortisol response to ACTH
challenge after 4 weeks of treatment, which was mild, without clinical
manifestations, and reversible.
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Scalp and body

Effects on calcium metabolism were investigated in one uncontrolled open
8-week trial in 107 adolescents aged 12-17 years with scalp and body
psoriasis who used up to 114.2 g per week of Daivobet® gel. No cases of
hypercalcaemia and no clinically relevant changes in urinary calcium were
reported. The adrenal response to ACTH challenge was measured in 31
patients; five patients showed a decrease in cortisol response to ACTH
challenge where 2 of the 5 patients showed only borderline decreases. Four
of the patients showed decrease after 4 weeks of treatment and 2 showed
decrease after 8 weeks including 1 patient showing a decrease at both
periods. These events were mild, without clinical manifestations, and
reversible.
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8.4 Pediatric Use

The safety and effectiveness of Taclonex Topical Suspension for the
treatment of plaque psoriasis of the scalp and body have been established
in pediatric patients age 12 to 17 years. The use of Taclonex Topical
Suspension for this indication is supported by evidence from adequate and
well-controlled trials in adults and from three uncontrolled trials in
pediatric subjects that enrolled 109 adolescents with moderate psoriasis
of the scalp and 107 adolescents with psoriasis of the scalp and body. After
4 weeks of once daily treatment with Taclonex Topical Suspension, HPA
axis suppression was observed in 3% of adolescents with psoriasis of the
scalp and 16% of adolescents with psoriasis of the scalp and body. Calcium
metabolism was evaluated in 107 adolescents with psoriasis of the scalp
and body treated with Taclonex Topical Suspension and no cases of
hypercalcemia or clinically relevant changes in urinary calcium were
reported [see Warnings and Precautions (5.2), Adverse Reactions (6.1),
and Clinical Pharmacology (12.2)].

Because of a higher ratio of skin surface area to body mass, pediatric
patients are at a greater risk than adults of systemic toxicity when treated
with topical corticosteroids. Pediatric patients are, therefore, also at
greater risk of HPA axis suppression and adrenal insufficiency with the
use of topical corticosteroids including Taclonex Topical Suspension /[see
Clinical Pharmacology (12.2)].

Rare systemic toxicities such as Cushing’s syndrome, linear growth
retardation, delayed weight gain, and intracranial hypertension have
been reported in pediatric patients, especially those with prolonged
exposure to large doses of high potency topical corticosteroids. Local
adverse reactions including striae have also been reported with use of
topical corticosteroids in pediatric patients.

The safety and effectiveness of Taclonex Topical Suspension in pediatric
patients less than 12 years of age have not been established.
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4.2 Posology and method of administration

Special populations

Paediatric population

The safety and efficacy of Enstilar foam in children below 18 years have
not been established. Currently available data in children aged 12 to 17
years are described in sections 4.8 and 5.1, but no recommendation on a
posology can be made.

4.8 Undesirable effects

Paediatric population

No clinically relevant differences between the safety profiles in adult and
adolescent populations have been observed. A total of 106 adolescent
subjects were treated in one open-label clinical trial. See section 5.1 for
further details regarding this trial.

5.1 Pharmacodynamic properties

Paediatric population

The effects on calcium metabolism were investigated in an uncontrolled,
open-label, 4-week trial in 106 adolescents aged 12 to 17 years with scalp
and body psoriasis. The subjects used up to 105 g Enstilar per week. No
cases of hypercalcaemia and no clinically relevant changes in urinary
calcium were reported.

The adrenal response to ACTH challenge was measured in a subset of 33
subjects with extensive plaque psoriasis involving at least 20% of the scalp
and 10% of the body surface area. After 4 weeks of treatment with
Enstilar, 2 subjects had a cortisol level <18 mcg/dLi at 30 minutes after
ACTH challenge, but had normal response at 60 minutes. A third subject
had minimal cortisol response to the ACTH challenge test at baseline
resulting in inconclusive results after the treatment. None of these cases
had any clinical manifestations.
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8.4 Pediatric Use

The safety and effectiveness of Enstilar Foam for the treatment of mild to
severe plaque psoriasis have been established in pediatric patients age 12
to 17 years. The use of Enstilar Foam for this indication is supported by
evidence from adequate and well-controlled trials in adults and from one
uncontrolled trial in 106 adolescents age 12 to 17 years with psoriasis of
the body and scalp. Calcium metabolism was evaluated in all pediatric
subjects and no cases of hypercalcemia or clinically relevant changes in
urinary calcium were reported. Hypothalamic pituitary adrenal (HPA)
axis suppression was evaluated in a subset of 33 pediatric subjects with
moderate plaque psoriasis of the body and scalp (mean body surface area
involvement of 16% and mean scalp area involvement of 56%). After 4
weeks of once daily treatment with a mean weekly dose of 47 grams, HPA
axis suppression was observed in 3 of 33 subjects (9%) [see Warnings and
Precautions (5.2), Adverse Reactions (6.1) and Clinical Pharmacology
(12.2)].

Because of a higher ratio of skin surface area to body mass, children under
the age of 12 years are at particular risk of systemic adverse effects when
they are treated with topical corticosteroids. Pediatric patients are,
therefore, also at greater risk of HPA axis suppression and adrenal
insufficiency with the use of topical corticosteroids including Enstilar
Foam [see Warnings and Precautions (5.3) and Clinical Pharmacology
(12.2)].

Cushing’s syndrome, linear growth retardation, delayed weight gain, and
intracranial hypertension have been reported in pediatric patients treated
with topical corticosteroids.
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Local adverse reactions including striae have been reported with use of
topical corticosteroids in pediatric patients.

The safety and effectiveness of Enstilar Foam in pediatric patients less
than 12 years of age have not been established.
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