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Z 1 H 18] 480, 987K OFAR LA O F RFEB ORI 84 Uiz, £9
I 2 DORERPREIRIEAT L, £ D% MORETICEBATHZ b e Lz,

Bl 5 KM

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

F2RHEE

4 HRFIZ I DA OEERIRZE D T e |
P 2L DG AIE IR O BIEFE M S & . BFRIEIR D TEIR ) UL REE
KA *s )y TS ssE] U ELHEINT-EBEOR S 2 [ 2RUGEE
E LTz, TSGR VX, BEARAEIR 0 EIE L *6 |2 33U THEE K OMikJig o> EEAEFE A
7RO T, PORBEOEIEE AT N1 LT EER LT,
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%5 AR DIER DAL O R L E

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

*6 1 PRI ZE DBEAIEIR O BIEE 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 RIS 1T DA LIS O ARG DRERIR AR O [ i s
o - BIEREICBIT 5= T A b 4 R E TO 3 DOERHRIER (1B
Il R A 2 H

2. Bk, FBE) OEIEER 2T FeOEE (A7) Ok
*3 1 Lid, R AOBEARIEROHEL A 27 S

AEFES BIEME KRR [BER L) LHESHIZATFFRUSN L

eV HIEE . T~ .
LTW5) | BERMRE., 1BBEEO BRI
[(EEFHmEE - BIREEmEE ]
4 BIFIZ BT D EARE O 2K EE (LOCF) : PPAS
SR SAPZ LIS O By (R Eak
R~y [ ® R~y [ ® R~y [ ® R~y [ ®
A NRE OB RE FOVEE OB RE
(n=94) (n=100) (n=94) (n=100)
j AffE 92 il (97.9%) | 96 5l (96.0%) | 76 %5 (80.9%) | 95 %5 (95.0%)
i A B 261 (2.1%) 45 (4.0%) | 1841 (19.1%)| 5%l (5.0%)
m # I AL 1.92 0.22
(95%CI) (0.34~10.72) (0.08~0.63)
gé%%%her IEfE p =0.68 p=0.003
BEMZE [ -k
FRE (%) ] (*ZJ;T6WD B
(95%CI) ) '
V. 1BEICBI 5 EHE 23




&R EEAmE H ]
NR—=RA T A N5 4 WRFE TOEAREDRA a7 D% (LOCF) :PPAS

SERZ SE 7 LIS 0 By PRAEI
N R~y [ ® R~y [ ® FAR~y f® | Ry (@
| FANE 7R R 7R R
| (e (n=94) (n=100) (n=94) (n=100)
" SE)E = SD -6.43+1.91 —-6.7971.90 | -5.31*t2.44 | —6.46+2.05
Wi —6.00 —-7.00 -5.50 —6.50
i~ o/ ME~ e K fE -11.0~-1.0 | -10.5~-1.5 | -10.5~0.0 | -11.5~-0.5
=

RITERZEBIRIT, FARy oS LRE 59% (6/101 f5l) . RARNy OfERE
1.9% (2/105 ) Th -7z, BIEMIZ, PRy b ARETIIBEURLDIR
R NUBEGTE &2 6] (2.0%) . AL OHMEREIE 4 146 (1.0%) .
Ry OB CIIBURLOEDL 4 1 4] (1.0%) Th-olz, BEELRE
TEHIZERD b iRoTz,

R
g
%

[FARAR Y b —L]

[N MTFRFE S M HEABR  (LP0053-1422 #BR) '+ 1Y

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

ER NN 75 e

ZARMEMENT R R AR (SAS™1) 1 182 5] (RAR-w he7 4 — ALEE ; 87 fi,
RAR~ o heHCERE 5 95 )

BRWPERREAT I AR H] (FAS*2) 1182 f5l (KA~ b7 34— AR 5 87 i,
RAR~ o heHCERE 5 95 )
%1 : FAS I BIGBRIEDALST 252 ) 72 o T 13— 2 7 1 LI
DAV B 2 75 — 2 IR TR 2 s L 7= H

k2 MEVEAA L ST 2 G TR

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

TP YE | - (RE O EREE AR A OBRAFER GBE, BE, #E) KNzhth 2 (RE)
Vb, ol NERE 10 em2 279 5 B, HEARAIL, SER, . 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 EIRTS » HUN

- DATHXFX~T EffRT4 0 AU

- kv X®X~7 BG5S v HLN

— FOMoBAF]  EUTETS » A X5 R (EHELEWLED) BN

BRI 4 B AN S5 MR SR 2 RO AT REME S & B W) =y BAI LI Ak
OHF] (B : FARY T AT T —F 4 [HER, arFazxsof K, 43
Vv Ds K LT AR, VI BARY URA RN LR — [ EDE
k) oeg#E, LI PUVA LS, UVB L™ it UVA Wik
*5 52 T T- BB

- BT 2 BELANIZIREREE 2 A0 3 2 Wi 22 XA RERELIA O RISk 5 41
R T TR

- Grade 3 (CTCAE Ver.5.0, Nov 27,2017) LA EIZFIYS 4 2 EE OB A4, JF
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 T O DF L

F 72 bR HE
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k4 : 54N B (Ultraviolet light B) #k%
%5 : ¥HMER A (Ultraviolet light A) ik

OB 7 ik

BB 2 Ry bO7 3 — ARESUT Ry bR AR (SEI T, 18
BidEz 1 B 1 Ak 4 B, BORERAICEBA L, I3 OERIRAENIC
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, 2 R, N O 4 B

LA E A

4 FHRFIZI T DEEARE D [ TGEE |
[fRCCERE | 1, BRI A OERARIER OB\ LTI LS X | BRER O
MTR ) AXREREEIR D ¥ 6 23 TSR SGE ) LR EER LT, o, THE
1B 1%, AR OREARIER OB * 11281 5 A 2 7 BIRE L O F 12 T
0. ALBEICT1IUTEER LT,

* 6 1 ARHYIH A OISR D ZAL D R HE1E

& 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 1 PRI L DBRAIEIR O R A =17
ALBE, NI, I O 40k oo AR BE 4 DUF O 9 Brff CREAM L 72,

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
- 1HEFAD 2 ERFCRT DIERRAD e UcEE |
- N=ATA NG 4 WRFE TOBRKIEROMA 27 D2k, WA =27 IX
FIREFMIE E | FRRRAIC R D EREE Z5Hl Y 2 3 SOMARIEIRA 27 * T OG5 & LT
LT,
*7 0 bAD, BRAYRZE OERARAER O BEAEEA 27 2
ZEVEHIEE | A5 5, RREEOZL
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[ 2RI ]

4 HIFIZ B T DR A D2k dcEE (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 REATRIE H ]

1 BN O 2 IFIZ B 1T DAIRRI A DR UGER « FAS

KRNy 73— AHE | RARy OHUERE
(n=87) (n=95)
1 8%
PE 61 %1 (70.1%) 46 1 (48.4%)
P ELS 26 %1 (29.9%) 49 % (51.6%)
M # v X 2.50
(95%CI) * (1.36~4.60)
it p ffi (Fisher FHEREZRT) p=0.004
BERZE [ 74— 2B (%) ] 21.7
& (95%CI) ** (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
NATA D 4 BREE TORMHEDKA 27 DZAE (LOCF) : FAS
KRRy hO7 4 — ARE RARRy eHUERE
(n=87) (n=95)
SE)E = SD -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— A 3.4% (3/8741) . KRNy FeiE
goapr |FE0% (095 f1) Thote, FRAY b7t —ARORIEMONGRIZELLR,

7 L2 DI OBENR 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 R B % AmABk (MCB 0102 INT #RBg) 161719

BT YA

(IR 2 fi e LRI BEAE 2 (b SR 3 BEIAT 52 18 1A 2 el

= e LR
ITT fRbT 5 AEM 634 6] ( KAy NOfEEREE : 212 B, 22 AR : 213

St g B, YR A EE 209 1)
LEMERRNT R REAE © 626 B (KA NO#REHMAE : 207 ], AR
213 fil, Bz &E - 206 H)
- FEMHRECH D LR S, B BRI TRIORE AT 5B
iﬁ@ﬁﬁﬁg-ﬁ%gi@%mxa%%iﬁﬁ®%é#ﬁﬂﬁgﬁ\EER@#%KEE?
 HERETRIR O 72 DT BRA Sk ST R R 2 R PT Ic b L 5 B
- WREVERLEOAE . FIBENE R O TR M R R
- RS RRYYE BT 5 B
RN A b ORI MEDIGREZ T TV D RE
TR EHE| - PUVA XX UVBIRIEA B L TV A BE
- RREFED 30% B OHIPHIIER DB VLE Th 5 BH
@AY AJEE SIS BT ALy AR AT DR
FET S D VIR O B
WERE A2 LT D 3 SOFEDWTHNTEI0AHTE 101 1 TEELICEIN
J7z, IRBEEITWTNORECTH, MBS TCT1 H 1R, 52 BMEBAM L,
- FARNy FOEHMEE . RARy FeRE 1 A 1[5
- RRHR: RAXy FefkEZE 1 H 1[0, 4BMBHL, ZO®BRINAVIAE NI A
—VHRE (HEIREAD 2 1 B 108, 48FSAAT 5 HEEED KT
AWOBR O |- URBRARE: RAXRy MelkEA 1 B 1, 4 BEBHAL, ZOFBAI/LTR R

U A — s (HIREAD) 21 8 108, 48 HEEAT 5
4 W LT, BB Y ERNTA EER ORI QYRR O BIEEO2HE (6
BePRaEAm : A2 L, B0 BREE, PAEEE, EEE, JERICEHE) 21TV, R
FIXRBEEI T D e 2 3 BB (i, AN, 1RBREA R L72ginoT
O CTFHEAGE) TRl L7,

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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éé%%ﬁﬂj% (Week 4~52) (ZxF L. EAIC &5 BEIEEOSMRFHLL T+55 72
AR AZFE S AT R R s O E S
) I AL IS 3 e
AR LM SRS RORAT | BTy )
n=
Wi 84.0% 75.0% 70.0%
FEM O e (Wilcoxon DNENT Fiks iE)
R~ b O AR vs DIEF 2R p=0.025
A H I vs YRR 2 B p=0.50
R SR B vs 22 A1 p=0.12
EREOEBZORE (Kruskal-Wallis 7€) p=0.071
- X1 ERNC LD EEEORFHMNICWT L L), T, TREE) LHEIR
A AT T 7R &R LT,
DRI R (Week 4~52) 1Z%F L, BT L D58 HE2S T2 I2HES
N FHm R DS
KRR~y h® I s
e TR L HIE LR oS % fﬁﬁ (ﬁiﬁ) %ﬁ£§
n=
5 o fiE 87.3% 76.9% 83.3%
FEM O Heile (Wilcoxon DNENT Fiks iE)
AR - ORE B vs U1 2 1 p=0.036
R H B vs YRR 2 B p=0.86
Ry S OHE BREE vs 22 A1 p=0.061
2RO ZOKRE (Kruskal-Wallis #27E) p=0.071
ZARMERHIRT 5 626 BIIZIIT 2 BIWERZBBLERIT, Ay NedlCE HEEE ClX
21.7% (45/207 ) . X HERETIX 29.6% (63/213 f3]) . UIREZ#ETIL 37.9%
(78/206 i) Toh o7z, EBIEAIT., RO L OB ERI (OB, &
IPE, RLBE) TH Y, Eaﬁ%@ﬁq‘t I RARRy NeCEBEMEE T 5.3%., KHEET
3.8%., U ZHET 6.8%ICFBD LT, 7ok, HERAERGIL, RO 3 H%
FEAPE Y | BREJRERIE & OBTEME I SIS e (OB L ¢ KRy ReiE

PREE 1L, YRR A RE L UF, IEMERIRE - IR R 1)

FHMBEESIC LY AVHAT A ROESIHHICER LIBERIE & O BIEME N6
ETEXRWVEHTESNI-RWERARERRL, FAR Y s BEMEETIE 4.8%
(10/207 i) . A2 HAEETIE 2.8% (6/213 f51]) | YR Z BETIL 2.9% (6/206 1)
ThHoT-,

EERR L

(5) BFE - WBAHE
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(6) AmpIBERA
1) ERARERE (—REARERE. HEEARERE. EAMBLERAER). 8ERTERT
—AR—RRAE. BERTREGRAEBRDOAR
VISR ReEf F S i S hvic, (1)

<HKE >
Fre Ao A 1 (RIS BE 9 2 R e T Bl ) OB
EED %ﬁ%ﬁ%®ﬁ%£%Tf®ﬁﬁﬁﬁm(zﬁufbfﬁ@ LA
M) (2B B ret - AHMEC OV THERT D,
BRI mﬁw/?Amf %ﬁmhm EHIERE T CORMIBIZ (LI

JEC TR IR L) (2R D Le
BPEIZ B D MRS | il 2R TT®E%E”(ZELVLTﬁ@ LEHD) 2B 5FH

HIH M

GEESPaRES ¢%%ﬁﬁﬁ

KGR FPERCREC 3 U CARFI 2D TR 59 5 B
S fifi 1 ) 1&2&%9H~1&29¢9H

BlEHIM 52 i

S fiti 5 A 121 fifigk

JiE B EL - BAESERIEL - 300 f1

- IAESEBIEL - 379 f

- RNEREAT R SREBI L « 344

- A WEREAT R SRE ISR < 338 fil

EEPANTN TS [Zz2E]
HHEPFEINTZV AT THDHE AN T AJE, SVEREED R
BB b otz

OB O AFERETICBW T, EMIEIE (WEIZIS U TR R LEEMR)
RF DM ARG LToRE S, FreEfAEGERAE 1 (0E) ORIER
FEEIGIT 1.7% (6/344 1)) . BEEFEIL THTH- T2, HEDK
PEEE CORIERORBEIS 3.8% (9/239 f]) % kRS Z &L ix7e i
oz, BB UZRIERIX, £ 9FAE 34, fLBE, AR, SBE&
VAR ERRHE L TH o772, WIS BEE - FEEEE 72 BRIk
T, BREEOTR L EEXIRIECH - 72, RE5HIR T L oIER
FEEISIT, 1~4 18 0.3% (1/344 ) . 5~20 # 0.6% (2/329 ) .
21~36 # 0.7% (2/267 #) . 37~52 1 0.4% (1/229 f3]) TH Y .
BHHIMOELIZEE S BEEEG O ERITRO e ho Tz,

GERLE |

ARWEIR, BIEE TIRERIZI T D RIS\ T, Y ERIA
AFNOIERE FOFIEEUE, AL, B, HEARRE TN L7z,
A WM R R RIEBIEL 338 D D b i 271 1] (80.2%) . AL
61 %1 (18.0%). #Efk 6l (1.8%) THY ., HFERERTITH T,
UEENRO LT,
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<>

FrEE AR A T (BER A~ OB 2 Ry e 8 plisan &) o

EED BUEIR TR O ER T TOBEBIZ S HIER A2 AT 2 8H~0
RGBT Dz etk - AEIC SV THEGRET 5,
ARSI RNy LUE, SPEEREE, SRR T T ORI 53 R

EHT L BE~OHABICB T 5%

AIWEICEES D T

il 5208 T T ORI 3 1 PEHLIE 2 A D BN IS 1T 2 A2k

GEESPaRES R S
O3S AFNZ RO TEE L, M OB ORI T3 2 B
S Jii 11 Rk 30 46 H~aF12 43 A
(k=3 8 1
S fiti A 114 Jifig%
JiE B EL HEEFIEL 300 151
- IAESEBIEL © 360 f
- RNEREAT KT SRE B © 284
- FEREAT R SREB SR - 272 f
EEPANEN TS [Zz2E]

HERRFESNTZY AT ThHEmBINT U AIJE, SRR E DR
BUIRRO o Tz,

B2 R RIEFRICHONT, FLOiHERERTICBWT, RIS
PR 2 9 5 BE O RRE Lo R, e i 1
(V) OERWERREBREIGIE 1.4% (4/284 Bi]) . FBEMHIL 5 T
bolz, TNOEGRE CTORWEREDORBEIS 5.9% (6/101 4)
LR BHRICREHTR A AT ORI ERE LIEHETH DT
HHEMEEIINETH D b DD, KB E TORBFEEEZ LD 2
otz FEBLUTZBIERNE, WA B R 2 1F, AL
Vg, SR O EER NS LI Th o2, WP BB - JE
EE R EER T, BRIV [EE ORI TH - 72,

[B2hi]

AT, BIEK TREICE T 2 B RERIC DN T, Y EAfAS
ARENIOIRE EOFMEE SE, RE, B, HEARE ﬁﬁbt
FZNERFAT R GREBIS 272 BiloD 5 6, S 248 ] (91.2%) .

23 %l (8.5%). AL 14 (0.4%) THV ., WENFR @%nto

2) RREHELTEBETFTEDABRIIER L-HE - HEBROBE

REERR L

(1) Z itk
U ER e L

- ARRRICEET 5T 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"+ &
A S TG 1972
T, REREY T A T AT VITERHIROREE oL F a4 RZRIRICHES L
T IEMH ET 22 bl Lt R T a A RAIE RIEEZ, RIEREEYA N A oL, WO
IZHEES T ICAM-1 R OWEZE R AR Y S—F A2, 7 utFo 47— 2, FHEM NO A5k
MRELORIEMNEAT 4 = — 2 —ORBLZMHI L, RIEMEAT 4 =— X —OEAZIK T SE
HEEZBND N,

(2) ENEENTTHRABREIE (/n vitro)

b~ Th1/Th17 RO OVEHALSA -~ —T1— 2T D IR B A —, RHZ R
Ly Ta A U AT v R ONWAIEFH OEH 2554 BEH o Th1/Thl7 Y1 S A
VEABEOWEIZEY invitro THEHT LT, DLV MU AV ROIRA X X T a e
VR 2T A OWFINEA X Th1/Th17 Mo 53k & ONEMEAL & Tt & bhie U TR RIS 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, EEOFRIEICELSBE L TWA EE X B 5 Thl/Thl7 #lasr b
ONEMEAL &2 B P 5 & el L C X 0 sa< Ml 95 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— ¥ U a B R AT L2 A
Th17 %A " AV
IL-22 2.056+0.42* 34.2+4.6" 0.83%0.42*1t
IL-17A 16.9+4.1* 25.4+2.7 6.84 1.7 # 1
Thl %A "o A >
TNF-a 46.2 2.5 69.4+11.1* 19.8+4.4* # 1t
IFN-y 37.0£5.2* 86.08.4 24.3+3.3",if

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
S Do B T A LR A OF 8

Th17 %A NI A >

IL-22 40.1+£1.7* 60.51+4.2* 27.9+1.1% # 1t

IL-17A 68.8+3.2* 63.3+2.1* 43.2+2.17* # 1t
Thl Y%A "1

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+6.1*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. i oHig ) DES 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 1B, 4 BEFESAA L7cRBRT, mgEs
HITR Y F— B RRRE A X)o7 a e d oo A7 VBB L. 1T L A8 O
FENERTRE (FhFh 50.0pg/mL & 30.0pg/mL) Kiili T - 7=,
MAEF VR B Y A — VIR FE DN E & S AT 4R 2 5l TD Cmax 1 56.1 2 O 159pg/mL,
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BIVERH OF B 9 2 0 11 6 3 20
BIVER ORBUERIR | 3.77% 1.90% 0.00% 2.51% 5.94% 3.45% 3.19%
BIYER OFiE BIVER ORERIFBUES] (HE) R (%)
MEB LY 1% 1(0.95) 1(0.23 2(1.99) 3(0.48)
P
2 1. 1 (0.95) 1(0.23) 1 (0.99) 2(0.32)
i ER B INAE 1 (0.99) 1(0.16)
—i% - £HEERX | 1(0.42) 1(0.23) 1 (0.16)
UEREHLAOREE
TR EEHE 1 (0.42) 1(0.23) 1(0.16)
JHRRIE R 1(0.42) 1(0.23) 1 (0.16)
Jne Bow 1 (0.42) 1(0.23) 1(0.16)
BRYER L OFAR | 4(1.67) 1 (0.95) 5(1.14) 2 (1.98) 1(1.15) 8 (1.28)
AE
FEoR 2(0.84) 1 (0.95) 3(0.68) 2(1.98) 1(1.15) 6 (0.96)
HAfli~ L2 2 1 (0.42) 1(0.23) 1(0.16)
HERINE K 5 1 (0.42) 1(0.23) 1(0.16)
BE, hEBITL | 1(0.42) 1(0.23 1(0.16)
BAUHE
el 1 (0.42) 1(0.23) 1(0.16)
BRI 2(1.99) 1(1.15) 3(0.48)
ML L™ 2 1(1.15) 1(0.16)
pijl
JRET R0 BEBG 2(1.98) 2(0.32)
BEB X OB THE | 2(0.89 2 (0.46) 1(1.15) 3(0.48)
P
B 1 (0.42) 1(0.23) 1(0.16)
BACIEE SRS 1 (0.42) 1(0.23) 1 (0.16)
F B 1(1.15) 1(0.16)
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9. BRREBRICRETEE

BREIN TV

10. BAEEES

13. BAERS

13.1 FER
AV AE O E 7RI R, BT, BERIE, TR, W&, R, REE.
SEIR. O FEWV, BHE, K TETHD B, 1L 1.1 B

13.2 A&
BEHIEREZTIETHZ &,
MBI T L, RPN T DEOACFERREZITV, LB U Tk S O LR 21T
92 &, [11.1.1 ]

(fiFEsL)

AHKNDORESTEH DIV R N F— L OBK O CELSEIZH LT,

NV R N A URIEER e X X 2 DsiBEIRTH Y | ITE VT MED EHT 5 RTREME
NHY BMERGICIVEINLV T AMEEAELDBENNHL 2 D AANCBWTHED
L7, Eo, WAATIIA AT R N A=A BEIORER S (5 : 100g BLE#E) 2By
T, ALY T AMIESEBIFEE L & OWERH D 98910

1. BRALOEE
[ KRNy ko]

14. BRHEDZFE

14.1 ERXZFAFHOEE

14.1.1
Al (WIRSE) P72, FEHOREICHDEEIE LT &, FRZ, /NEDOFD L Edie
WATICIRESED 2 &, T, o THIRLIZEAICIE, @Ay 7 AES D2 MO
ERRH NS Z ERHDHDOT, EEKEEZZZT 5%, MWURLEL & DX HHFET 5
e, [11.1.1 ]

14.2 EFFERAROIE

14.2.1 EAERAL
(1) B DRZ R OREBIITERH L2 &,
2) IREHELTHEALARNW &,
(3) HBILIAMTITEH Lz &y

14.2.2 EHE
AFAN 7= F T, B, HAFIIMARVWE I ICEET S Z &,
14.2.3 A%

(1) ARFUEHAE, HEHSE~OMNEERET D720, K< FE2EI &,
(2) FHEHZDOY v U — NRITRET S Z &,

(fiFEsL)

14.1

14.1. 1 KHIORKSY TH DN R B A — L ORBNOWA LELSEICTH LT,
AN E B TR LGS Il ER G L FRROBIER (AL T AES) A%
B9 5 RN H 5, KR/ NRIZB W TIEENRLS H 5 b5 TREMENRH | AH
OFA (NIREE) 12X 2 BWEH ORBLZ RIRIZIENEET 5 72 DIZFid Lz,
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14. 2
14.2.1
(1) RFIORS T D AN R b Y A — L ORFIDOUAT LEESEC, B~ %%k
LT HEREZFE Lz, £, Bk UHBEIIEIE BRE RV > ORI E < 72 556
MNTHDHZ NG, FEHEEEETLERE L CEd Lz,
(2) AANIDORSTHDH N R A= ORAF G ONRE AL DT e F T AT
N OBIFN DR CEE BB ITRHE LT,
(3) AANDRSG T D TNV A Y A — VBB DR SGE A S B IR LM L2z
HEREZmHE L,
14.2.2 RAIORRGy TH D AN R B Y A — LV ORRIOUH XLEESEIZTH L,
TR B A=V OBERET v MBI D HERRE R GRER © Lo, BERE
Tk, EW 7RI TRIEREL 25 2 b, £, HREICB WL, Eit 14, 2.1
(1) OBERIZXVFERHRFOFE & LR LTz,
14.2.3 EFt14.2.1 (1) (2) (3), 14.2.2 OBRH K OEE LR EG DO OER & L TRl
L7,

[ KRRy fo4 L]

14. BRHEDZFE
14.1 ERXZFAFHOEE
14.1.1
Al (WIRSE) B2, FEHOREICHDEEIE LT &, FRZ, /NEDOFD L Edie
WHTICBRIESE D Z L, T, o TR LA, By T AESDEE DR
ERRHLOND Z ERHDHDOT, EEKEEZZZT 5%, MWURLEL & DX HHFET 5
L, [11.1.1 B2H]
14.1.2
IR CIXERIER A DT T 2 AT REVE R & 2 D T, WIES OIRIR DO BT 28T TIRIF S E 5
Z &,
14.2 EFFERAROIE
14.2.1 ERAERAL
(1) B DRZZ R OREBIITER L2 &,
2) IREHHELTHEHA LRV &,
(3) EBILIAMITMEH Lz &y
14.2.2 (&R
(1) AKFNIRE->TOBFEHTEZ L,
(2) AANf7=TC, B, HBOE MRV E CEETLZ L,
(3) BIZABLZRZWESIZHEETHZ L,
14.2.3 A%
(1) AAMER%., BERE~OMNEEZRT D720, IS FEEI Z L,
(2) HEREZDY ¥ U —CANRITRET S Z L,

(fiF#)

14. 1

14.1. 1 RAIORRGy TH D ANV HR B Y A — L ORRIDOUH LEESEIZTH L,
AN EFR S TR L7285 A B BERE E FEEORIER (Bh vy T AMES) A%
BRI 2 REMENH D, FR/NRICB W QEEMENEL & S 2 TREMEN H 0 | AHK
OFA (NIREE) 12X 2 RWEH ORBLZ RIRIZIENEET 5 72 DIZFid LTz,

14. 1.2 EREOSENG, KBTI VAR MU A— L ONTHEOR[EEMENH D Z L BEtd L
7=,

14. 2

14.2.1

(1) AAIDRGY T D AW b A —/VORENORMN LEEZSEIT, BEm~OM 425k

VIII.
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T HEREZRE Lz, £, Bk UORBEIIEE RE R VT > ORI E < 72 550
MThHHZENDL, FHEEIET A IEELE L CREH LT,
(2) BRNIOKRSSTHA IV KRNI A—VORFNRRIRE XL o7 F B AT
NOBBIOWRM CEESBITIRRH & UTHEM LW ER 2 L,
(3) ABHIDRGT T % J1V AR b A — VKON CEZ ZBITBEUSMIEH Ly
HEEZHEH L,
14. 2.2
(1) ARFNIFEST D EEmTTENGHBIETC D Z s, FHEOEEZE LR L,
(2) BHIDORS THDH AN R Y A —ILORFIORM STEL B E IR LT,
TR R A=V OBERET v MBI AR GRER P L | BERET
. BRI TRINENEL b2 &, 2, HEICB W, kit 14.2.1
(1) oFmEIZEY, FEHAROEE L L TRHE LT,
(3) MEAMEARRER CTH OFEEORENRH V. AFERFRFCBIZADZBENRH D Z &0
O, EHREOFEEE LR L,
14.2.3 kit 14.2.1 (1) (2) (3). 14.2.2 (2) OFBAMOEERREELELT-ODEE L L
TRE#E L7,

[FARRy poT 3 — L]

14. BRHEDZFE
14.1 EFXZFRHROITE
14.1.1
A (WIREE) Biko7=®, EROREICHDERIELZ L, FrT, DNEOFD L Enip
WATICIRTESED Z &, F—. o TR LZZSHAICIE, @l y U AMES O 2 EOR
ERARG NS Z ENRHDHDOT, EEEEEZZZT 5%, MWURLEL & DX HHFET 5
L, [11.1.1 2H]
14.2 EFFERAROIE
14.2.1 EAERAL
(1) B DRZ R OREBIITER L2 &,
2) IREHELTHEHALARNW &,
(3) ABELAMTITMEH Lz &y,
14.2.2 {EAR
(1) AANTIR > THBHEHTHZ &,
(2) BEBICESEEZET L0, —ERICR > TOLEBEICBATHZ &,
(3) JZfE% 0 3em L BB L72 & ZAMBEN T2 Z &,
(4) AANIHEIC L THEA LRV &)
(5) AANfI =TT, BEHE, BOE MW E CEETLZ L,
14.2.3 {EMA%
(1) AFEHE., HEE~OMNEZRT D720, K FEEIZ L,
(2) HEREZDY ¥ U —CANBITRET S Z L,

(fiFEsL)
14.1
14.1. 1 KHIORKSY TH DN HR B A — L ORBNOUA LELSEIZTH LT,
AF &8> TR LB A Im ER G L FREOBIER (Ehvy 7 AUJES) 235
B9 5 aREMEN H 5, KR/ NRICB W TIEENRLS H 5D TREMENRH V| AH
OFA (NREE) 12 & 2 RWEH ORBLZ RIRIZIENEET 5 72 DIZFid LTz,
14.2
14.2.1
(1) KFNDRS T DIV R B A — L ORIFNOTAT SCE AR LT, BRI~ 4%k
IET2EEZRHE L, £, B L OREIRIIEIR RE AT OWINE < 72 55
MTHDHZ D, HHEZEEIETIERLE L TRRE L,
(2) AAIDORSTHDH N R A= ORAFIJ ORE XA Z ) DT F T AT
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12.

N OBIFNDOERNT CEE BB ITRHE LT,
(3) AFIDRSYTHDHNTE Y A — VBB OWRA CES S B LN L2
@5.‘3 naﬁk L/f\_o
14. 2.2
(1) AFIO¥)—MEZ2ROT-DITFLHE LT,
(2). (3) LP0053-1422 3R CO®A D F5| & 2 HITFHE L 7=,
(4) ARFIOEZHAR A T2V 7V, KEF ML OFR 2 720 & TREAFZ R L THIEA %
EHRRETH DT, FRE LT,
(5) RANDOKS THB IR Y A= VORFNOWRE LEESBEITFTHK LT,
TNV R ) A=V OBERET v MBI HHEER RS RR Y Lo BERET
WL, EWRE G THRINENELS b2 &, £, HBICB W TR, kit 14.2.1
(1) oEHIZEY, FHKOEREE L TREHE LT,
14.2.3 Fit14.2.1 (1) (@) (3), 14.2.2 (5) OHEHKLOFIELNREGLT2DDOIEF L LT
R L7,

ZTDHDER

(1) ERERGEAICE D {18

15.1 ERERGERICE S < 18
AFNT L D10 & D VTR T IR % . FOREEALROE ., BRIEIERCEED 2 DTz & OBE A
b5,

(fEsn)
15. 1 ARHFNOUH DU SCER OKRB| Oy THDHRXEZ AR VT e AT LD
RHN O CEESE | TRH LT,

(2) FEERAREBRICE D {1H#

15. 2 JEBREREABR(-E D { 1&#R
MEET Ve R~ A% VLT 40 IO R (' T 07) BE LAV VR
kU A — VI H % A LT FEBR T, RSB R IR 8 (B 2 AR R A R O A B
%%ﬂmbgnt&®ﬁiﬂ%é LU, [AEAZ ~ 7 A CHERC8BAT L 72 ZBR ClI L&
M8 15RO H AL TV LY,

(fiFEsL)

15.2 RHNDORST TH D TR b U A— VOB OFRA LEE B EIZTH#H LI,
TNV R N A= D7 U — LF R OSARZ HHRFI BN FE S 7B, KE FDA 0%
FEICED . TAE RS UATO 1VEMBEEER AR L O~ U7 2 TO 2 /]
J& S AU JEAERRER 23 FEhf X 7,
TR ) R Ak WS ARG ARMRER GRERIER] ; hL R R U A —
JVHEAI (3, 10, 30pg/kg/ H) M OFERIARSE] OSSR, X L~ TRET 3ug/ke/H
FEN O 30pglkg/ HEAIZCB W CTREESE (Imm PLE) 233E3 2 R OB F80 Hiv
oo ALMEZIWTIE, BEREMICAEBZITRBO b ehoTz, —F, ¥~ T ATO 2 4/
B J& S A JEMERRBR Tl SIS HRILRO b Rno Tz,
TS DR REICESEXEE LT,
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IX. FFEREREAERICRAT STHE

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
(IR BY A= (X)) & LT 10.7ug/kg/day) DK 10 5% % 0.5 i
Thole, TORER, VTR MU F— /L OFRMRER I R L ORI R & o 7o A PR
BRI AIER R E L R WERDZAERIZ A BN D o T2,
Ty FROA R SRR E A A o7 a B VT AT L O a0 . me/ke
TS S Lt MymRFTHE (8 138ug/kg/day) OF) 15 5 Th o7, FOFER, _NZ A Z
T A A BRI AT VO R, DLUE R M OMER R & o T AR EE IS T D
B E L < e WIETFIIER A bz 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 LOWREL, 2 100nmol/L & U 1ymol/L & L7,
ZOFER, RE ALY VT 0 A T AT UIRHEEIR O 1R 7 0 25— 4 MMP-1
KO T m CEREEAN NS AEHIEO MMP-1, MMP-3 e UNe 7 /b v BREA: 2 I & b
B L O RIS L AV SR b Y oA — W RHER O TR 0 20 5 — 5 e O MMP-3 3
I ALAIIEO MMP-1, MMP-3 X Ot 7 /b 1 BREE/E 2 A & L L CR RIS S ¥ 72,

2. BHEHER

(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 IVENENHEAI TEE SRR E SN TN B b0
BRCARAN DR 5 G\ E S 2 B EIIRR S,
DALIERE)F—IILERN-HER
TN RN A= EHWET Yy MZBT DT RO E, A X281 AR5 2
FEhi <A, LDsofEIX. K THETT v M 2.19mg/kg, M 2.561mg/kg, BEHEEHTT v b
MERE & H 12 15mg/kg LA . A XM 1.5mg/kg L ETH 72
NAREAROTOEF VBT R TILERAW-HER
YU AKROT » MO, KT RONERENE S LT & & D LDsofiiiX, ¥ 7 A T 5,000mg/kg
PIE (M) . 78.1~154.5mg/kg (7 F) . 102.9~137.2mg/kg (JEFEN) . 7 » kT 5,000mg/kg
Pk (B0) | 4,000mg/kg ULl (B2 F R OMEREN) Th-o721
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(2) RERSEHERR
(YRHR, 2=T4) ™
[FRR Y he#rE]
=X 10 B 5HER

e NMRI ~ &7 21T 0.1g/day D555 (KHE 30g TH/LT AR R U A —/L 167pglkg, N
K AR 1.6Tmglkg (ZHHY) OBE T HEA 2 H R G IZIEPAZER G- L=, & ORER,
(REJD . MR P AR A A E) M OYRERRT MR STz, FTRO KRNI RE A Z ) o
AT AT VOEBERICEE LT R Th o 7o, KA OWRE TCORME 5135
PERT RO & A 7 R OESEE PO A FREE B 2 BT,

2) %R 4 BRI SRR

HEE CD-1 ~ 7 22 0/0, 0.4/4, 2/20, 10/100ug/g (BT R KU F—v /R_XE X5 )

OWFEICRH L 7- B 2 & 558 0.1mL/PCT 1 B 1 [BIRFERL GRS Lz ((KE%

30g & L7=& & 0/0, 1.3/13.3, 6.7/66.7, 33/333ug/kg/day |ZFH1%), ZOFER, @A ERET

B G  ICR B b 2 51 & B 2 Ui, £7-. BERREBINIH ., EE Ok FHIEL

KOV — B U7 o, B, BB EE SO L REENTE O bz, £, FH

Fﬁiﬁifﬂéﬁﬂmxzoﬂﬁﬂi@%ﬁﬂ%n%n 1Cic@ls S, Fi 18 HER L& 538 THW
AR X 2/20pg/g ICRRE TR E L ffam LT,

3) 7 R 13 BfRER 5 ER

4

)

5)

MEHE CD-1 <7 12 0/0, 0.125/1.25. 0.5/5, 2/20pglg (HA R U F— / REZ A5
V) ORI LB 2% 5 A E 0.1mL/CT 1 B 1 [ R I IR S L2 (K
%A 30g & L7-& X 0/0, 0.42/4.17, 1.67/16.67. 6.67/66.67ng/kg/day (ZF12Y), & DfEE.,
A ERET, (REEIIS, R RO AT OZLE), e ERE (i, MR, 8% ~o
AR U, & ORI DWW TR B B (b A o 7o, 1K - A ERECHIEMIX
%w@wagmimwﬂmw%wantﬂ BIEFICE RS D MR PRI A EO L8, ik
REEMOWHEFT LTS I N o7 [EEMEE (NOAEL) 134T 0.125/1.25ug/g
(0.42/4.17pg/kg/day \ZFH2) . #ECT<0.125/1.25ug/g (0.42/4.17uglkg/day (ZFH) 1,
BeEE 4 BICERK L7z TK Gl IV o g & vy R b U F—L i3k &
N, R Ao oTad UBRT AT VITEERAAR (<88pg/mL) THH7=, L
L. RREMDOREZ 22 o -17-7Fa ©F B AT TR IR O R0 RECE & FHE
THolz (Z175pg/mL), ¥ AKXV -17-7 a4 VT AT /VT#HEE 3 BEE#IZ Cmax
(Z3E L, RRREEClE L i U CHET Cmax LY AUC 239 8 5@l T > 72, Cmax LY
AUC 13 582 Hep] LT L, B 2.8 Riffi ch -7,
274 4 ERMBEHAR
MR Gottingen < =7 |2 2/20, 10/100, 50/500pg/g (F/V R KU A —)v / RXHE X5
2) DIRFEICHRBLL 72808 2 & 558 0.5g/kg & L. 0/0 (GEA) | 1/10, 5/50, 25/250ug/kg/day
OR&ET1 H 1 EEHICHAZESRA Lz, TORR, mAECRBEIEMEZ R LS, &
GHEMEIIAON R o, RTZEICET 2 EHEMEE (NOAEL) 1% 10/100ug/g
(5/50ug/kg/day FH2Y) . & #MIZ B9 5 NOAEL (% 50/500ug/g (25/250ug/kg/day +H*4)
Thot, #5514 BIZERK L7z TK 7TV homiEaet b 1v o R U 4 —v
ORZ ALY T e 27 VREITEERARTE (DR F—1
<40pg/mL, X¥X A XV T u A R AT )L <20pg/mL) ThHo7-,
227429 n AR 5RER
MEE Gottingen S =7 #(Z 2/20, 10/100. 50/500pg/g (F/VT R Y A—L/  RE A Z
V) DOREICRE LB 2R E5AE 0.5g/ke & L, 0/0 (FEAD, 1/10, 5/50,
25/250ug/kg/day DHET 1 H 1 [FIEFES] Eﬁ%ﬁf%ﬁ L7=, ZOfER, 5/50ug/kg/day LA E
DM & CEREHNITHLEE 238D 7=, KRB 9 5 NOAEL 1% 1/10pg/kg/day &5 2
bhlc, TRTOREH TR ONTHRBICEE LAV T A U UBBEORTIRED
EREAIE I TR DY AV OEBEERICEE LT R E B2 bz, —F. THEHE
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BELL ECRO O NT-RIBEEOIR T KO EZEMIINZ A XV OSEPER I BE L 7=t
REEZ N7, RANCET % NOAEL I 1/10ug/kg/day A, £& 7D NOAEL %
1/10pg/kg/day LHIWT S5, #5945 8 MICHEM L7~ TK M CIZIE & A L D MigEaE <
BRI GORS AR T a et BT A7 VT EERRAERE (FhEh
<40pg/mL, <20pg/mL) 7>, EERFIEN->T-, TR OEHEREOW L S0
IRF AL T A VBT AT IVINEREARE TH -T2, Z OfEITEERFITIELL
LTz,

(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) KARERER

(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 w7 RV AR MY A —Vi#Hl (IR 25g & L7z & &, 3, 10, 30ug/kg/day
Kﬁ%)%IHIEM4WHWH&&5LKO%@%%\ﬁbfﬁﬁﬁmﬁﬁf\$ﬁﬂ
MAJEHEITERO BN o Tz,

@7 v MEOEEH AR MEER
e Wistar Han 7 » MOV b Y F— ki 104 BERO#&S L2, &5
1% 0. 1, 5, 15pg/kg/day 258 E L7223, mHEREOMECREMERT RS REBL L7272, 5 71
HIZ 15ug/kg/day 725 10pg/kg/day (251 & Tif 7z, BERIZBEE U7 EEMEwRAZ L LCH
WHRD C MIAES (\CHRIE) OSEEE NS T A ERELL B o, & EREOME CHlsR
i, [RIRFC A EREOREICRIE O BHEE CIREOMEEEMMABIE SN, 2D D
I HNTAR bYA=V OFEBERICER#HT 5 B2 N0, BT R b A — L Ok
FEBEBR T IS DR WIER I G 2D 1% AR EK<, B R TOU R 7 IR0 EE x
LT, Fo. FEEEMHRA L L TEICH A O COINE RS . %ﬁ/wvmmm:
BEGE U 7= @I, BODRAR. PR, Colet e OV C D22 LS Fl R TF RO ICBIER S, i =Bt
DMETITEWIET RNERD S, ﬁik%ﬁbtoﬁ%EﬁTi#EVﬁﬁ£®%ﬁﬁf
IHMELS . RERICAFEERTR2WEEBZ O,

@OT LA~ T AP B AR MR
e SKH1 7V e ) AT VA~ T ACHNY R MY A —/v ((KE 25g & LizL &, 3,
10. 30pg/kg/day (ZFHY) % 5 H, 40 BRI G Uiz, FEAIGFREE K OBEERE 21X
MED (minimal erythema dose : f/MLEER) @ 1.5 {%D UV (UVA\ UVB) %=l 5
HRRS L7z, & 510, SEALESHREEZ5%E L, MED @ 1.5 {5 321% 3.0 fi5& (600 313 1200
Robertson-Berger Units (RBU) /i) @ UV Z[RARICIRH L7z, BE/&KTH, 12 @O
B 2% € Lz, & HAER (30ug/kg/day) OETREREERA (Imm P EOEE)
F COMRMEMEITRD Hiv, BB RR Iz, L L., BEZRT 5 EEEE
FAERMOBLITBE TH Y | MR AE~ORERLALN T, KEERA
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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 ARER 5208 /SRR
e CD-1 ~ T AZRZ A Z ) oo Ta g R A7)V (IKE 30g & L7z & %, 1, 3.3,
10 () Xix 6.6 (M) ug/kg/day (ZFHY) % 104 [, 1 B 1 EEFESICEAR Lz, 1, 3.3,
10/6.6 (fE/ME) pglkglday DRZ A 2V P70 B Ul 25 )L OF G TR B L7
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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 (2024 410 H)
prescribing medicines in pregnancy

S OB

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.
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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
maximum of 56 g per week. No new adverse events were observed and no
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.

Local adverse reactions including striae have been reported with use of
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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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1.1 Pediatrics

Pediatrics (<18 years of age): The safety of ENSTILAR for the treatment
of mild to severe psoriasis vulgaris has been evaluated in pediatric
patients aged 12 to 17 years treated once daily for up to 4 weeks (see
ADVERSE REACTIONS and ACTION AND CLINICAL
PHARMACOLOGY, Pharmacodynamics). Efficacy in pediatric patients
aged 12 to 17 years is supported by efficacy data from adequate and well-
controlled studies in the adult population age 18 years and above. The
safety and efficacy of ENSTILAR in pediatric patients less than 12 years
of age have not been evaluated. The use of ENSTILAR in pediatric
patients less than 12 years of age is not recommended (see WARNINGS
AND PRECAUTIONS, Special Populations).

4.2 Recommended Dose and Dosage Adjustment

Pediatrics (< 18 years of age)

The safety of ENSTILAR has been evaluated in pediatric patients age 12
to 17 years treated once daily for up to 4 weeks (see ADVERSE
REACTIONS and ACTION AND CLINICAL PHARMACOLOGY,
Pharmacodynamics). Efficacy in pediatric patients aged 12 to 17 years is
supported by efficacy data from adequate and well-controlled studies in
the adult population age 18 years and above. Children may demonstrate
greater susceptibility to systemic corticosteroid related adverse effects due
to a larger skin surface area to body weight ratio as compared to adults.
The safety and efficacy of ENSTILAR in pediatric patients less than 12
years of age have not been evaluated. The use of ENSTILAR in pediatric
patients less than 12 years of age is not recommended.

7.1.3 Pediatrics

Pediatrics (<18 years of age): The safety of ENSTILAR for the treatment
of psoriasis vulgaris has been evaluated in pediatric patients aged 12 to
17 years treated once daily for up to 4 weeks (see ADVERSE REACTIONS
and ACTION AND CLINICAL PHARMACOLOGY, Pharmacodynamics).
Efficacy in pediatric patients aged 12 to 17 years is supported by efficacy
data from adequate and well-controlled studies in the adult population
age 18 years and above. Children may demonstrate greater susceptibility
to systemic corticosteroid related adverse effects due to a larger skin
surface area to body weight ratio as compared to adults. The safety and
efficacy of ENSTILAR in pediatric patients less than 12 years of age have
not been evaluated. The use of ENSTILAR in pediatric patients less than
12 years of age is not recommended.
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