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() R=E
AR BrANA

3. RMIBMBRDOHEARUEE
M LA

4. Fff
M LA

5 BAT 50U D H DMWY
Brizzz L

6. WEDREEFHETICEITHLREN
WERIEE - Mk OB, MEEERER (OB, EEYE (BR) %
< a2z F L®HE 0.5% >

SRS IR 1w RAFIERE PRAEHIH T 6
_ T =4 36 »
=g o 0, . 5
FHRATRER 25°C 60%RH S () kN
AR 40°C 75%RH T;ifZA 6 » A JLHE
GTOE 30°C | 65%RH T;ifZA 12 % A 1P

A DEHRENCONTIE, EUIRERRRE OIERR) S,  TZEMNT —% OFHICET 20 A KT A4 o0 T)
(Erk154E6 A 3 H [EIREFE 0603004 =) ICHEVy, =IET36 v HE LT,



<z L7 F LCHE 0.25% >

FBR X Sy TR g e IR PRAF T HFE RS R
- o _ THI=T 4 36 7 /]
RHIRERER | 25°C | 60%RH S (i) Bk
st 40°C | 75%RH | — 7;iiZA 6 7 /1 ks
IR R 30°C | 65%RH - 7;iiZA 12 » A Bk
TR © 8.7 J7 Ix-hr £T Bk
ﬁ?%%@% SBLDLA, R
AR 4,000 Ix ELE - | B OB R OVE B
OteiEtt | 25°C | 60%RH | (D65 7 FEMRIE ;120 7 behr £°C fEDIE T
2hER) ) 75 2 E (& %ﬁ%jﬁ%‘ff?‘/b'\%_ :
L 200 W- h/m? L 1) .
I =]
TV AR A LR

k1 : W7 AMOBERILE ICANKR YL E =Y T 07 4 VLTS

%2 A7 AMOBHELFICANKRIENE =Y T U7 4 VA THEER, FIZT VKA L TEL
AEOEIZ OV T, EHERERBRL OIERR S,  TREET —Z OFHMICBET 2 A FF A4 122501
(ERL 15456 H 3 B [EEFEHES 0603004 =) ITHEV, |IET36 » A& L7,

7. ARERUVBRROTEMS
L

8. ol DRAL(L (WBILFHLELL)
MR L

9. AHM
M LA

10. B - A%
Q) FENBELGERSE - A% NEI’RRLEERSR - AEICET HER
A% LR
(2 B%
<@L 7 F L%H0E 0.5% >
F=2—7: 5gx10
10 gx10
< a7 F L%E 0.25% >
F=2—7: 5gx10

Q) FlREE
&AL
(4) BEROME
B Frv7
TI=0 L RYzF Lo

11. Rt S S EHM A
RN



12. 20tk

A#H|I59 F=2—71%, 1IFTU (finger tipunit) 235505912725 L HICKE LIz, RT T 47 54 52 %5:

(2, AFI59F2—7 %M TIFTU ZHIE L2 5E, #MLELEIZN 059 Th-7-9, 7ok, A#I10g
Fa—71%, AEISgFa2a—TLEILFa—7HONRET

et L7,
<HE>D
IFTU=2 2 f5 D 55 1 BAEiEs~0f L L&
1FTU
[ |



V. JREICEA T HIEH

1. EEXRIEHER
7 FE—tERE %

2. MREXFMRICEET HEE
RE STV

3. AZERUHAE

1) RERUVHAEDHES
W, BCNIZIE, 0.5%%AIAZ 1 H 2[A], MWEAZBRICEAT L, B, 1RSIV OBMAEIZI59ETE
T2,
W, NRIZIE, 0.25%HKA4 1 H 2[R, & A BIICBAT S, ERICE T, 05%8AIEZ 1 H 2 A8
MTHIERTED, ok, 1HGEYOBHAEIZSGETETIN, KEREBETHIZ L,

(2) RZERUAEDHRTERE - B
AR DRI T 2 HEKR O EL, RABEZSZE LS I B ERERAB (QBA2-1 3B), A
B ARG & U728 AR EEEGRER I Ok foe B 155 (QBA4-1 3RER) KOV 2 %f 4 & L7238 1 AR
EHE (QBA4-2 3BR) DOAUEZ HICRE LT,
QBA2-1 iR TiL, 16 kLL L 65 iRl 7T b & —MER R EEITAA] (0.25%, 0.5%, 1%, 3%) % 1[0
®AR59T1H2ME4BEMEEMLUZE, Ao FEHEE TdH 2D mEASI 2 a7 (28T, Al 0.25%
UJ:®E¥T°7°"7”ZT%$ HLTHERE T2 R L, T F =7 OmEREREIXIEE AL EOWHRE T

B (1.00ng/mL) RiiTHY, TNAILF=TOEHBEFE IR, -T2, AH 1%L EORECTT LA

/%ﬁ7 D IMAE R AR S U7 R BB TN L7223, AA 3% E TOREMNHR SN, Zh
OO, EWENRE N OVZ MR AE LR L, AAIOHESE &1L 05% "%y & & 27z, (IV.5.(3) &
BOGHRZRER ] OIS H)
QBA4-1 BR TIE, 16 sl LD 7 N B —PER R R BE ITAA 0.5%% 1 [Elf Rk 59 C 1 H 2[5 4 JE[EEAm L
7B, EEERHMIE B ISR E LI BRI D mEASI 2 2 7 B LRIZBWT, 7T ' RICx S AH] 0.5%
DOEEMERSHEES L2, £7-, QBA4-1 3Bk K 1 QBA4-2 RERD AN E, 4K 0.5% % F 5 52 %A
L7=BRI, BATHIH 208 L CARA 0.5% D2 H R ITR 2 & R OZ MR fERE Sz, (V.5 (4) MEER
AR, TVILL(2).3) lANEEEX SR E LI-RBMARER] OHESR)
U boz Lmb, REIORANCET 2 EROCHELZ @Y, kAL, 05%H8A4 1A 28], #MEs R
I35, 0k, 1EIHZVOBMEITSGETET D, ERELT,



AAHNO/PNRIZIH T 5 HER O, NEREFZ SR E U8 IR (QBB2-135) K OVhER
F A kB L LT85 R LGB K OMikfe = 191 53Xk (QBB4-1 7XR) DRiE % KLl E L7z,
QBB4-1 3l (Lhik) TiX, 2 mklh b 16 R D/NE T~ B —M R B A 0.25%% 1 [HlR K 59
T1H2[ME4EBKERM U, A2WEOFHm O = EHEE B IZ5%E L7z EOT ¢ mEASI 2 =2 7 k34
TF 7B RITHT D AH] 0.25% DM AN REE S iz,

QBB4-1 #&Er (M) I2BAT L7-#5E T, A 05%% — [ THEM L7 #kBrE 1 ZAKIBIAATE T 76.1%,
77 v RBAMAEE T 85.1% Th o 7o, AFIBALAHEE TITAA 0.25% 1% 0.5% D KHIBAM MK+, mEASI 2 =27
DUERITE R L=, MAT, 77 vRBMaEE, 77 2 RBERED 0.5%BIMAR] & 612, AHIOWATBItA
#%IZ MEASI 2 27 OBCEDFED HiL, EHIBAAHIE T2 OB Fife L7,

QBB2-1 FER TIE, 2 mlh I 16 sl /N7 b B — VR 2 B 1A 0.25% K% TY 0.5% % 1 Rl K 59
T1H 2R 4BEMRKERA LZEE, MO FEFMEE Th D mEASI 2 a7 I2BWT, I BREEE
EE A TAH] 0.25% 7}z OF 0.5%HE THGENFRD B vz, AAI 0.5%EED IGA 2 27 J OB K UNEHER D 1IGA
A AT DENEIEIE, WL EAA] 0.25%RE L D @movo 7z, £z, Baseline ® mEASI 2 =778 10 LL LD
PRI TIL, Al 0.5%7ED MEASI A =0 7 =i, Al 0.25%HE L W K& WEHM RO b7,
kXY, /NEEBEEICT 5 AK] 0.25% DA NMENHER S -, 7 b E—PER R ITIEE « 8RR A0 K
THETH Y, NEBETIE, HBOUEENRRD LN WGEAEERITIE U T, A4 05%% %15 2
EOFRMENTE S Tz, ERNRD ST %IE, AAFI0.25% X 1% 0.5% % R IG U TRk BAT 5
LI R VUGERN R T D 2 L R ST,

QBB4-1 B (Fi)) T/NRHEFIZAH 0.25% X1 0.5%% 1 H 2 [l 56 MR &®RAm L2k, T
VF =T ORHFEFITEN D L ROLREENHER S NI, £z, AFOHER OF EER L OFEIEHZEDL
FIAITR 0 1372 <, AR OHESEINT 2 2 LI X0 HEEES K ORIER ORBLUEEE SN 2 @133
O LN T,

UbDZ Lint, KAlo/NRIZBIT 2 HELROCHEL @, DNRICE, 0.25%8RA2 1 H 2[H, #Es
BEIZBAIT 5, ERITIG U T, 05%MAIZ 1 H 2RIBAATLHZENTES, o, 1EdLY OBRMfE
X590 FETLT DN, BEEBETLHZ L, ERELT,

4. RERUVASICEET 5FE

7. RERUVAZEICHET HFE

711 EH7Y) OBMEIIAERIEO 30%ETEHLLETDHI &,

7.2 0.5%BH TIRFEBALG 4 WHILAPITIER OS2 G80 b L Winalk, EHEZH k3252 &,

7.3 JERA U E LB AR G OMLEMEIC O W TR L, BREEMIChIZ> THA LW &,
7.4 /NI 0.5% AN A L, SRk E L2 HA1E, 0.25%RAI~DELEZRa+52 &,

(fa)

7.1 AR OVNRET b e — MR G5B b G & LT RRIREREBR TlE, RIEZ O BB DMAR EFE O 30%A
WOBFEEZFRE L TWEZ b, 1 BlHEY O KEMEL, BRKRBROBREICES & AREE
D3%ETEHLET DL ITEEHIE T DHEND 5720 E LTz,

7.2 —fRANC, EHEGEZ ERREH L THIERSUE LeWEaE, Y ERL O 2 P Ikd o 0
Win %, ARG RIERIC—EMFEH L THIERDB U LW AR, AAOHERZHIET 5 X5 EE
WAkl 2 MBI B D T ORRIE LTz,

T3 JERDEEE L, ARNOBREDPBLER ol aid, BREHEMA LWL O EEWE ST 2 BE D 5
TZORE LTz,

7.4 7 P E—MERE R OWBFITIIESRR L7256, 3 <ITBEL P+ 20 Tide<, EMOHEIT X
D EREHE LTS D70 EOTRZ M L CHRIESN A 2 EMH kR 4 2 RGN FET S, L
123> T, AHN 0.5%DEARIC &V ERASGE LTS B T ITAA] 0.25% ~ DRz T3 2 M= H 5
TZORRE LTz,
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5. BRRAE

(VD ERERT—2 /8y r—3

© : FFMIEERL, O : BEYE

Phase N s PIES ﬂ;ﬁ%/ B
\ 1 R 2V SRR
1M | QBXIL1 R © | Zrrni, ~EEk BENLE 75 ERROH
7 BUE ) xR, BRYERHR (ERA)
B A AR A -
0 B -8
wom | omaz | gfﬁﬁé o |HERUNEHTER
B | sy 16 Ty HAME, BER, 77 R
o HA A
= 7 et ©
#| prg g - 20 441
Jefem EI 2&)\5‘2)\7 ]\ ]:o’_“"‘é Eﬁﬁ%%ﬁ
IR QBA2L % B« 327 O | phgati, 5oy, FEEER, 7T R
- HA T - E—1E TR AR
o) QBB R 2 B 108 1 O | s, 5 raf, “EER, 7T CRME
HARARRAT b E—k o Hegsak bR
Bk | oBALL J R % B 158 il LHRILR, X MME, “EER, 7T E AR
HARANMAT b E—#: © Hitfr 5 IR
&% B . 154 4715113 i@ﬂ, HEmR
A | QBAA-2 F 6k B 352 1 O | Limitn, ek
HA R - E—1E o | LB
= 111 — F2 2 B - 137 Bl SWiardtial, 72X MMy, “EER, 77 AR
HAJUNRT R E—PE o | HEREEIHR
Fe S B - 134 4l SR, Sk
" AA NIRRT b E—IE L | EBRR
AN QBBA-2 FE i 6 B 22 O* | Yimaitr, ek
AT WS B R SR . - o
5 11 LP0133-1180 VB IS B - o ] O | &#hEitFE, 7% Mk, “HEHEK, vehicle %R
AT WS B DR AR o i . .
5 1 A LP0133-1182 inverse HEERLE : 69 f O ZhagkdkE, 7o & Mk, ZHEEMK, vehicle xR
AT WS B R 3R i = o - .
5 11 40 EXP-1222 A - 31 f O ShagkdkE, 7o & Mk, “EHEM, vehicle xR
AT WS B R S - : . .
gt | PR | mommmemng e | O | ZHEBOHR, T e, ZHER, vehicle X

vehicle : ¥

RN ORI ) v I ERANAVAN

EIEMI T CEYETHR TR S T 27260

-11 -

s RHEE R OH Y & Lz,




(2) ERRE A ER

FIHAEERSERER (QBXL-1RE) *°

fERER AN B (22 41) Zxtgd LT, A& (0.03%, 0.1%, 0.3%, 1%, 3%) OEEIIxd b%aeltz,
Ny FTARMKONNRYyFTAMIEVKRE Lic, 78R, AU EY U ROERAZXRE LT
A 2Ab HERIET KD E AP HEERBR I T L7z,

FETERIBNE % 2 7 2 N OIRBRIEERE 60 7012 K O 24 REZIZHIE LT, 2 OfE R, A4 (0.03%, 0.1%,
0.3%, 1%, 3%), 7'Z7&A&, AUV EROEESR (BEM) OV ics LTHaliRE TG
<, &ﬁﬁﬁ%ﬁ%oov%ot

WZERRIBPEZ N S FF 2 MCBIT B UVA FRES 60 2512 12 HIE LT~ 7 OkEHE, A% (0.03%, 0.1%, 0.3%,
1%, 3%), 7 7&AR, ABUEY R ORER (BERA) OWF it LTH aRE TRISE2R<,
JEHRIZHEED 00 Th o7,

S35 % Finn Chamber®4:25 60 43 M O 24 BRI A () E L7-, Z OF5HE, Finn Chamber®i& 60 431412
FARBRIE L O ERT IR (BB A) 0T X CTT [+ 2R LA 1 F, 72, K& 1%T I+ KO
AN 3% T [+] ZoR LICHBRE S 108D bivlz, ek, 454 0.03% T 4.5, A5l 0.1% T 4.5, AHAl
0.3% T 4.5, A#| 1% T 9.1, A#|3%T 6.8, FT7EARTA45 HBEUELY L TA45 BIESR (ERf) <
45 THY, A#H (0.03%, 0.1%, 0.3%, 1%, 3%) DOIeEPEITIRWZ &R ST,

() HERGIERRER
1) BABEERRE LIS I HASRTERBR (QOBA2-1 &E) *°
[ B # ] AT PR SRBELNRLE LT, 77 REBE LT v ¥ MEHGES
FRBER FEERBRVEIC L 0, ARF1% 1 A 2 [BI R G A L7 B OB RHESE F o i at L7,
Bral) AAREEBIREE LT, AREIEATREOAG M & O 2 E 2 C R R
P 2 R BHNCRTT LT,
[RBRTF A V] ZhakitR, 7o afk, FMOESH, 77 &R REER 5
B, #rul AARIIHESHR T CRET 5,
[ s & 1 AT hEe—MEEEkmE
AFH|  0.25%%E 69 5, 0.5%%E 65 7, 1%#E 66 17, 3%HE 65 {7,
TR REEI2H, X oY L ARE 30 F

[F72BIREHE] - BIEMAKAKROEGHLGHE O mEASI 2 27 83070 10 BLEO B
- BEBIE A RO GBRMGE O 1IGA 2 27 N 3 (PEE) ML EofE
BIZBRMG B OB 5-B4A H C, FEIRERG 2 BR < RIEZF O B D%BSA (28 Ok
MR 2 RIEZfE 9 B HEOES) 25 10%LL_E 3004w D
[E2BRAEHE] - 5B B ICIEBEIREA T E AR B OYYE 2 G0 5 B
« BB B OUITERRMG A IS, R DAKEREIEBIE, HRE RHhIC BT S ATEE
YD b D RBEEGIT 5 8H
FHBAGH ORI 28 HUWIZ, 2FEAMO AT a1 RALE VAL 2701 R
ARA (A bvrF A RUFIRY —R b vy REEROGREmSIA], £
U F o aM A LI RE
B 5BMAH ORT 7 BUNIZ, ¥ 7 al AAKFERE, 27 aA RAAF (A k
nyT, T4 T ATV 4 —7) FEREH LRSS

[ A B F -] KA (025%, 0.5%, 1%, 3%) , I BARXIETZ 7 vl LAAKMYEE 0.1%% 4 8
Al 1A 20, HRAEZIRS RIEZME D BB L (BAR, T2, RIEKZRL) (HEE
MY D, 2k, 1EHY OBMEITRKS59 &£T2,
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[ FF 4 H B 1 <F@E>
FEFHEE B
B HBAhAN 2 L UE L L 72 EOT @ mEASI A =t 7 28 k=R
<R&eM>
BEEZROREHONE &% 03Bl
ERRARAAE S VS A LA v OHER
< FEMEhRE >
T AL F =7 OIE T E
[ & R 1
<HHE>
FEIEE A
EOT @ mEASI A = 7 2843 % Williams f € TRt L7z f5 5, EOT ¢ mEASI A = 7 2L SRIIAA 0.25%LL
FOBERETT TR ARBECH L CTHEZEDED b, EOT @ mEASI A 2 7 134K 0.25%LL Lo HRETT
TERBECK L THERIE T2/ L (F LD,
%1 EOT ® mEASI Ra7ZE{LZE (FAS)

ik mMEASIZ =17 2= (%) Williamski &
), 3]
B R AR . 4l
Baseline EOT ¥ EOT p fE
S Mean + SD 14.794 + 3.995 13.356 £9.015 31 —12.73 + 47.76 -
7Em [95% CI] [13.328, 16.259] | [10.050, 16.663] [-30.25, 4.79]
Mean + SD 15.610 + 4.348 9.361 + 8.790 —41.47 + 47.16 *
A#10.25% 69 0.0004
[95% CI] | [14.566, 16.655] | [7.249, 11.473] [-52.80, —30.14]
Mean + SD 14.952 + 4.367 6.333 + 5.225 —57.53 + 34.68 .
A H#10.5% 65 < 0.0001
[95% CI] | [13.870,16.034] | [5.038, 7.628] [~66.12, —48.93]
Mean + SD 16.211 £ 4.262 7.758 + 7.408 —54.06 + 41.72 *
AHKI1% 66 < 0.0001
[95% CI] | [15.163,17.258] | [5.937, 9.580] [~64.31, —43.80]
Mean + SD 14.903 + 3.756 3.955 + 3.907 —73.33+25.36 *
AA13% 65 < 0.0001
[95% CI] | [13.972,15.834] | [2.987, 4.923] [~79.61, —67.05]
5y n Mean + SD 15.347 £ 4.877 6.323 + 7.848 30 —62.00 + 37.77
[95% CI] | [13.526,17.168] | [3.393,9.254] [~76.11, —47.90]

*:p<0.025 (A EAKLE)

<&ZEMHE>

BIVER X, AF| 0.25%8E T 4.3% (3/69 1), AFK| 0.5%HET 6.2% (4/65 f51]), AHA| 1%#E T 9.1% (6/66 ),
ARF 3%EET 4.6% (3/65 %)), #2771l AARET16.7% (5/30 ) 1ZiBD b=, AFINNEAR S 7= 265 5
(A&F0.25%, 05%, 1%, 3%HEDOEF) Do 5, FbFHEEBEN EWVENWERILERA SE, Eo0nFh
Zh 1.1% (3/265 %) Tdh -7z,

BEERAWEREGRD ONT, HEPIRICE ST ITERIL, 4K 0.25%8E THEAMER GRS 114, AHl 0.5%
T Cl FHEBAL AN LF, & 7 v Y B ATl LRI S LR CTh - 72, FETITRD b o 7,
BRARARAAE S OV S A Z VYA o OHERBIZEG IR ERTE & 72 2 B8TFRD b do 7z,

< FMyEhie >

TN F =T OMBFERRE (E& TR : 1.00 ng/mL) 238 H S L7 giE OFIS 1, AH 1%L, Lok s
BECTHEMULEZDR, WINOHABRTHLTAI LT =T OLHRE Ko7, Tz, Bfi 2 HF L B4 4
IRF D A 8 BE O S IE K OHERS LB & 0372 WIERR D B ive o7z (£ 2),
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£2 TLIOFZTOMEBEHEREE

B GRE GBI AN A 230 B A4
R 67 66
3 (%) 7 (10.4) 8 (12.1)
AH0.25% SEHE + B S 0.175 + 0.559 0.214 + 0.630
S UNENE PN 0.00, 3.10 0.00, 3.24
%% 64 63
R I (%) 4(6.3) 5 (7.9)
ARI0.5% LIl + FEER S 0.206 + 0.961 0.176 + 0.649
/M, KA 0.00, 5.79 0.00, 3.81
R 64 63
A H11% I (%) 15 (23.4) 16 (25.4)
LIl + FEER S 0.459 + 0.985 0.665 + 1.742
s/ ME, e KA 0.00, 4.77 0.00, 11.40
%% 64 63
3% R I (%) 33 (51.6) 26 (41.3)
T+ FEER 1.317 + 2.207 1.292 +2.222
/ME,  HRRAE 0.00, 13.00 0.00, 9.76
BA{Z : ng/mL
SOR R - SRR S E B FIRASM (<1.00 ngimL) D34, ZOERE FRAMOMA 0 & LCEH
LR VERRAT % G4 ]
R AR L TGRS N TV AHEEFRIIAA 05% TH 5,

2) INREEERRE LI-F || HEEERRER (QBB2-1 &) *°

[ B ® ]

[(REB®T V1 ]
[ = % 1]

[E7mRE %]

INRT R E

BeJE e BT
Ll 4k, 7% aMb, 77 BRI,
INRT N BT G B
AH 0.25%FHE 34 5, 0.5%F 34 4,
[l L B IRF £ THC
D%, T he—

HARR &R T7 he—
PERRG % &2 Sl AAR NGBS
S HUAG I OTf AR ER Y 2 7 PA L 16 AT DA Kadfe s mT

7 Z & REE 35 1

PERE R

DIE

TEE ARG TR ] H R R

- ZWTEETE ) |

Ep R

B E RO S-BMG H O mEASI X 2 7 AW 5 UL EoBE
ﬁ%%%ﬁ&wﬁﬁﬁ%awmAx:Tﬁmfh%z(%E)uL@%%
, WOMR RS % bR < RAEZ £ D 295 D%BSA (&5 Dk

BEPAAR A O 5Bl 4A H

g

ﬂ#é%f%ﬁ?&ﬁﬁ%@ﬁ
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NRT -

-
—

—MEREREEEZXNRE LT, FYITEREXRE LT X 2EIM EHE
BAEATHE R LGB I TARAN DA O et at Lz, £/
T 2 AHN OB RHEDE £ 2 PRARAVITHRET LT,

P

5

) DMERMEFE D 5%LL_E 30% i o B



[F=72BrALE#E]

[ %% i ]

BlZ2BRAA B XX 5-BAA B IZIREIME ORYE 2 A 0F 9 5 B3

Bla2BR e B U G-BlAA B R UKERRISIBIE, JolE, FHmIC 2T 5 rTRetE

Db HBEBEEEIT D ERE

B 5-BHhA B ORT 24 WLAWNIZ AW FR8A] (A b+ R, FURESERRSE) ©

W5 2z -

FHBAG H ORI 28 HUWNIZ, 2HERAMEO AT e A RALE VA 270 R

ARF (Ao U FARIRY =2 va ) | 2HEREOREmEIR, 4

U F oA LI EE

P 5-BA4A H R 28 HLAWNIZER#E (UVB, Narrow-band UVB, PUVA %) |, 8

AERRE A =2 T B

5Bt B ORT 7 BLANIZ, #7271l A A KFpECE,

nyy, ITAT LI T 4 —7) EERHEH LIRS
A (0.25%, 05%) XX Z7EAR%Z 4 1 H 2\, g G 2R < RIEZ D KL
I (BHFZ, P, REZRL) CHEHEZBMT 5, 2B, 1 FdH oBMEI
K59, AR CHRRIRED 30%E 7 5,

0

AT uA FAMA (X b

[FF i E B ] <FHHE>
FEEEE B

W HBAMA A 23U L L7z EOT @ mEASI A =2 7 kR
<BZEM>

[ & % 1
<HEHHE>
EERHE H

HEFHRLOBIERAONE &+ DOFRER

RN O A Z YA v OHERS
< FKWyEhRe >

FU DL F =7 O

EOT ® mEASI 2 2 7725 k2 % Williams # & THiet L7255 58, EOT @ mEASI & 2t 7 2 LRI AFH] 0.25%LL
LOBRERETT T AR L THEZENRD b, EOT © mEASI 2 = 7 134F] 0.25%LL Lo 51T
TR RBICR L THERBRRME T2 R LT (£3),

%3 EOT M mEASI Xa7Z1{LE (FAS)

sk mMEASIZ =7 Zb#E (%) Williamsk &
), A
Bl aHR . e
Baseline EOT ¥ EOT p fE
. Mean SD | 11.251£4.675 | 10577+7.300 | | -4.43+6250 -
. 6 645, 12. 066, 13. [~25.90, 17.04]
7 [95% CI] | [9.645,12.857] | [8.066, 13.088]
Mean+SD | 10.454+4214 | 5271+5275 —54.86 + 41,53 .
A510.25% 34 <0.0001
[95% CI] | [8.984,11.925] | [3.430,7.111] [-69.35, —40.37]
Mean+SD | 11.106+4.600 | 4.668+4.974 —61.55 + 36.36 .
A#10.5% 34 < 0.0001
[95% CI] | [9.501,12.711] | [2.942,6.394] [~74.23, —48.86]

*:p<0.025 (A EAKLE)
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<>

EIVERIL, 7T BARBETS57% (2/35 41),
IR BT, 2L EIZRBL L 7-BIVER]

HR R EIERI

< FEYEHE >

FLAF =T OmERERE (E&
BT I F =T omFEFREEIIBRE SN oT-,

Eaoiz (F4),

TBR : 1.00 ng/mL)

AH 0.25%FET 2.9% (1/34 1)),
TINTNOEEHETHERD LN T,

RO ONIeh o7, FHEHRILICE S ZRIMERT, Kﬂog%ﬁﬁmxﬂowﬁf LB
7, 77?%%1%#?&0&%&?*#%1#(%0t0%t
BRI L OV A Z LA v DOHERE I

1%, AHAI 0.5%HET 1 il

AF 0.5%HET 2.9% (1/34 )

PO AL T,
CHEPR IR & 7e D A8 intb\&) LR o T,

Rt s, AHl 0.25%

WTNOHABETHLT LIV F =T O SRET

B HRE naﬁrf‘ymﬂ‘% YA 2308 I VAT A
Bi% 31 34
AF10.25% >1.00 ng/mL 0 0
<1.00 ng/mL 31 (100) 34 (100)
Bi% 28 34
A70.5% >1.00 ng/mL 1(3.6) 1(2.9)
<1.00 ng/mL 27 (96.4) 33(97.1)

Bil% (%)

Ef TR : 1.00 ng/mL

L AEVERRAT R SR

(4) IREERIEAER
1) AMEREEFER

(@) ABEERNRE LEF I HEBEBRR OB RIIEER (QBA4-1
AT b E—MREREEZ G E LT, KA

[ B ® ]

HEg) W
0.5% 4 B[ 5RO F & OV 4

e, 77eRexdie LT & ok, “EHERIATRER ILRIAIC L 0 BEr Lz,

F7z, HEGERERD Hilkki LT, AFH| 0.5%0D 24 ;
HFER, HRICIVBE LT,

W M R 85 G- O 22 2 OB D &

|
28 ()

[BRBRTY A ] &L ShERitFE, T2, —EHEWM, 7T BRRBIITER it
W 2u0 . ShakItE, FEEM, FERR, AR R
*?:‘3;%‘23** ##0.5% b (H0.5%BIAE) ##10.5%
7a§§ﬁ 75 4% o] (75 & KESARE) ##10.5%
[ | [
0 4 4
8515 ) 8528
(4¥AR) (2438R)
ARH| 0.5%BRIEEEIL, BB 1AM (&E 28 ME) TEHME L 7=,
[ & & 1 HRAT FE—MEERBEE

1%B - A 0.5%H#E 106 i,
28R - ASH 0.5%BEAEFE 106 141,

7'Z & REE 52
7 & AR BHAATE 48 fi



[EBRE%]

[F72Br4 K 2E]

[ R B F k]

[ #F 4 = B ]

BLELBRAA B RO 5-BHAS H  mEASI 22 7 301 10 BLED HE
BIEBA B R OB GBIME A O IGA 2 a7 8\ F i h 3 (FEE) XL 4 (EIE) O
BE
Ble2bitn B R OB G-BAA HIZ, BB 2 bR < RIEZE O B2 D%BSA (25 Ofa
R 2 RIEZAE O BB OTNS) DMAFRHEALD 10%LL 1 30% A0 O B
e G-BRLA HACTRBRERBAR T E S AL IS B O YE 2 A 0F 9 2 B
BIE2BALE B U GBRA B S, DR UKERIIBIE, e, FHIICREET IR
IRA T ENL ORI E L GO 2 B
B GBHAA H ORI 28 HLAWNIZ, 2HERMEORIBREAT vA FRAl, 2704 R
SRF (A b FA IR —2 vard) |, 2HEREOREMmHEIR, 4
T F R LI EE
BHBMB ORT 7 BUNIZ, #2781 NAKFEE, A7 a4 RARA (X K
nys, ITATAXIEV 4 —7) FOEFNEER LI-EBE
FELE :
AHN05% LT 7R %, 4 1 B 2 8], R 2 BR < RIAEA (5 BB (BERZ,
T, BIEZRS) ICHEAZBATT D, 728, LEHZ OBMAEITRKASg &7 5,
FE2HE
AF 0.5%%, 24 M (5 1 #0605 : &R 28EM) 1 H 2R,
RS RIEZF O BB (BEZ, FE, BIEARS) CHEZBAT 5, 7ok, 1
[ & 7= 0 OWAT R IT R K 59 &5,
OATaA REA, 27aA RARA, ¥ 7 vl AAKMPEE, &0 7 AR
U UBIFL b MBTE b OIL-4/13 ZREE 2 7 v —F UHRRIA,  SeERRIE IO AL
&Lz (72720, A7 uA RAHANE, 4 BUKE, LERGAICRY #H L
L72), BEHEROEBIETIHWLN T o7,
<HZHHE>
L :
FEFEEE
e 5. BRMA 2 JhUE L L 72 EOT @ mEASI 2 =1 7 Z5{p =R
L
EERBIRHGEEER
JFBEBEIC L DB E TOREK
EOT D IGA A= 7 ® [0 : fERZR L) Xix 1 RIFERZ L) 200 & Liz#
RIS
« NRS 2=27 (KM NRS 227, HH NRS 2A=7)
FE2HE
MEASI 2 =2 7 OH#ER
<ZE2MHE>
HEFGROBIERONE & DR
B RS S OV LA v DOHERS
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[ & R 1
<AHZME>
LR
FEIEEA
EOT ® mEASI % = 7 ZBAb RO /N " RFHEIL, 7T B REET 1.74%, &K 0.5%HE T-44.29% TH v, i
IN T FEE O RER 7£13-46.02% T d - 72, EOT O mMEASI 2 2 7RI 7T & REE L L TAHA 0.5%
BETHEICREL, 7T BRI 544 0.5% OB B EES iz (£ 5),

%5 EOT ® mEASI Ra7ZE{LZE (FAS)

MEASI A =27 AL B oo ir
5 g Baseline EOT EOT PERE 72
LS Means Difference
Mean + SD Mean + SD [95%ClI] [95%Cl] pfE
\ 14.173 8.086 —44.29
AAOS%RE | 106 | L g51g £6475 | [-51.81,-36.76] 46,02 .
- <0.0001
FowRm | 52 14.539 15.319 1.74 [-59.15, =32.90]
) +3.753 +7.838 [-9.01, 12.48]
REDRET LV
ISR - EOT @ mEASI % =2 728 {kR
EENE - B 58, L8 . mEASI 2 27 @ Baseline i, Z&%05E : sk
*:p<0.025 (FEIFEKLE
BEELBIWRFEGEE
BFREEBEICLIMEE TCORE
FAS OFEBIEMIC K DMk 2 A N2 b & LTeBE OIRERKERR o Kaplan-Meier Bi## A X 1 128 L7,

MFRBEAIC L DIk S0 TRREBEIC L 25 2 i~0WE 2| BRAE LIRS E A X2 b (FURR
BALIC K DMBVE) FAER & Uiz, FURREAIZ X2 IESUIE 2 OB BN Rno23581%, B 4
HREZFTHE 0 AR & Lic, BEBEAUAOBMRIZ X5 FIENE CEE1E, FIEAZ4THE) 0 54
H& L7,

7T RRECRE BB K DB DL RGN LR b, REBEIC X D% O R EL
FKX, 7T BARRE L L ARA 0.5%HE TR o 7o, RIRBEARIC K DMK E A X2 N & Lo Ga OTRRE#E
[ o> Kaplan-Meier fh#RI21%, #5-HEFEITOEWDERD b7z (Logrank &G 5, p <0.0001),

(%)
100 = o—
90- -y
80
70 fommmmmmeoee- L
60— [t R
50-
40
30-
20
10
0_

A ——

#Hr\ o AHEIE

+iTE4)0)

T T T T T T

1 7 14 21 28 31(8)

1 REBELRICEDHEZAANY b E LEEEDBERGIEO Kaplan-Meier Bi#R (FAS)
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EOTDIGAR=a7®d [0 ERAL] Xk M

FAS @ EOT @ IGA 2 a7 0 XL 1 &7 LI-BRE 0ElS

FIEERR L) 206 L LI-EHEE

17T B AREET 3.8%, AHI0

0.5%#% T 10.4%C

bV, 7T ERRELEARTERA 05%HFE TR -T2 (K 6),
&6 IGARIT7DEMEIE (FAS)
FE-HE HH BAGLARE | B2 | BAERF | BAAER EOT
GBS 102 100 97 97 106
AFN0.5%HE | EFOBI (%) 2(2.0) 3(3.0) 11 (11.3) 11 (11.3) 11 (10.4)
FEEB (%) | 100 (98.0) 97 (97.0) 86 (88.7) 86 (88.7) 95 (89.6)
GBS 36 30 29 29 52
77 AREE | FB (%) 0 0 2 (6.9) 2 (6.9) 2(3.8)
M (%) | 36 (100.0) 30 (100.0) 27 (93.1) 27 (93.1) 50 (96.2)
Fisher’s exact test, pfE (ifil) 1.0000 1.0000 0.7308 0.7308 0.2231

*:p<0.05 (j{lAEKLE)

NRS 227 (FKEINRS 227, AHHNRS 22 7)
HEETWHWAME (HF NRS 2a7) ROETWAM (&R NRS 2 2 7) &% ONYHR 72 % 5 FEDOIRREIZD
[0: ™pBZr L) ~ 110 : KDONDPI])

W, NRS 2= (11 B,

EOT ® HH KR UMER] NRS 2 a 7R F&IZ, 7T B AREE L X TAK 05%EECTHE

ELT1H2MH

AL,
I R&E ™ol Fz,

FAS OAH| 0.5%FED H P& RIBID NRS 2 7L, WENHEAM 2 HEENGIRTL, I8 REEE AT
BEEZHERE LT (7).,

K7 ZEWM2BEBERUVEOTONRS Ra7ZILE (FAS)

. HH HHNRSZ =27 K NRS 227
;;Hﬁ PR AAOSWEE | 7T ARRE | AAI0S%EE | 7T ERRE
g %5 106 52 106 52
Baseline NRSZA =7 Mean + SD 53+21 54+23 4624 48+24
NRSZ =27 Mean + SD 43%20 5.6+2.2 37+23 51+25
LS Means -0.91 0.29 -0.95 0.34
BAT | e [95%CI] [-1.33,-0.48] | [-0.25,0.82] | [-1.30,—0.61] | [-0.16, 0.83]
2 1 “ﬁ%\iﬁfgé Difference ~1.19 — ~1.29 —
7 [95%CI] [-1.75,—0.64] — [—1.89, —0.69] —
p fiE <0.0001" — <0.0001" —
NRSZ =27 Mean + SD 39+24 57+2.4 3.0+23 54+2.6
LS Means -1.35 0.43 -1.60 0.68
EOT | ZibBic 295 [95%CI] [-1.92,-0.79] | [-0.26,1.12] | [-1.97,-1.23] | [0.15,1.21]
S5 8o AT Difference -1.78 - —2.28 -
[95%CI] [-2.47,-1.10] — [-2.92, -1.63] —
p fi <0.0001" — <0.0001" —
HRRET IV
RVAZEHL - NRSR 2 7 Z5{b
EERN R B ERE, AR NRSZ =7 DBaselinefli, Z&%hE : Mgk

*:p<0.025 (il

Bk HE)
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E2EB

o5 2 BRI G RBR IS T LTERNX 154 Bl Th -T2, 77 B RBIERETIE, 77 B RBAK T
DA 0.5% DA BAAAHTD MEASI A 27 (CFHME + fRHERAE) 13145+£73 Th o7z, KK 0.5%D &AM
BtEH%, MEASI A 2 7 (3RS T L, A5 8 HFFC7.6£7.8 TH o7z, D, [FIFRE DM CTHER L,
A 24 W T 55 £ 53 Tho7o, AK| 0.5%FHLAEETIL, BABAAIFO mEASI A =27 (CERE + FEYE(R
%) 1314235 Th o7, KA 0.5%DEABALEE, MEASI A 2 7ITRFFICIK T L, %AF 4 HIF T 7.4+
5.7 Cholo, TDk, FREOMH THRE L, W28 HIFT6.3+59 Tholz,

A 0.5%0D BB, mEASI 2 27 Ok ES BRI TS 2 & A< B LT,

<EZEM>

BIWERIE, 77 & RBHAARE T 4.2% (2/48 f51]), A5 0.5%BRLATE T 6.6% (7/106 1), 45T 5.8% (9/154 i)
(CRD DI, EREWEMIL, BAVKERRIS 1.9% (3/154 i) Th -7z,

HERLRWERIZRD T, BHEHRILICESTZRIERIE, 5 2 kiR B 538235 TARAI 0.5%68 44
B C i H LR MK SRR RN & ORISR 3% LIF CTh o 7o, FETITRD bR 5T,

F72, BERORBIFHIR Y ITRD 6T, RHIHREGIC L0 BBERNEMN U ZBWERNI o 7o, BRIR
FRAANE S QA Z LT A > OWERBIZEGIR ERE & 72 2 EETERD 2o Tz,

(b) MNREZEZRRE L5 I EERBRECRGEE SR (QBB4-1 :E) 1
[ B ® ] NE7Me—WREREEZXIGE LT, AR O 4 B GREOGMER L 2%,
TIeRERBE LT X ok, THEERITATHMRBIEIC LV RE L., £z,
HBGRER D DikE LT, AHo 52 M R G RO R MR OGO A2 IFE R, FExt
Uz L v BEf L7,
[(RBRT VA ] FLE: ZhiskdtRE, 7ok, 77 2R R, ZHERIEITHM SR
55280 - ZhaRk AL, IEEM, R, kiR IR

$%$2$ﬁ F#0.25% P (AH10.25%BRIAEE) A#0.25% R 140.5%
7"(3 f&;ﬁ I p (75 ABIEE) #710.25% R (20.5%
[ \
0 4 4 56 ()
«— < >
FE1E HE2E
(4:Em) (5258)

AF 0.25%BHAARE, 55 12 E oI (e 56 HfH) CTRHi L 7=,

[ x % 1 NWET7FE—MREREE
LER - K 0.25%FE 69 5], 77T & AREE 68 i
B2 H 0 A 0.25%BHAARE 67 i, 7T & RBHAAEE 67 1
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[EBRE%]

[ bR EEE]

[RB&F ]

51E
FERSREE T, AARRERYS 17 hE—MEEROESR - BWETE) (2
DX, T MeE—MEEEREZE SN AARNEE
[ IS RF O 23 2 i LA B 16 F AT D A1 I imBE AS AT RE e A
BIZBAAA A L O 5346 H 0 mEASI 2 2 7 230\ d 5 DL DB
BIZBAMG B O EBIME H O IGA A a7 3\ 2 (BE) PL k4 (FHE) T
D BE
BIZEBLE B R OB B4R IS, FEIRRRE 2 B < RIEZF 5 B D%BSA (228 D4
HEARIZXE 9™ 2 RAE 2 F O RBHEAAOEIE) HMEREFED 5%LL 1 30% A 0 BH
FE2ER :
WA 4 B SUTE 2 O 2 ABIZ2 0 IGA A3 78 4 (FIE) UTOBE
5 1E
e 5-BR4A H %%%@ﬁ%*%u IR ORYYE & G 0F 9 2 B
BIZBIMA H UGB B IS, AR UKEERBIE, R, FMICEET 51858
SBA T BTN O R B AR 5 BE
Be5-BRA4G B O 24 LRI A FRIRIA] (T A R A C8AL PURESER) O
LGa T BE
P 5-B844 B DR 28 HUNIZ, 2FERAMEORIBREAT a1 KK, 27v A K
ARFE (A ba AR RUFRY =R b vy EEEREOREmSIA, &
T FUEER LT ERE
e 5.5844 H T 28 H LA ERRETE (UVB, Narrow-band UVB, PUVA %) | &
AL B 2T R
BB H O 7 BUWIZ, #7278 U AAKFPEE, A7 aA RA4AHA (X B
ayy, ST 4T AXUTY 4 —7) FGOHEFEHEH LI BE

B :

AHN0.25% L7 7 AR%, 48 1 H 2 [8], G2ERRRE 2 bR < RIEA AL 5 BOBEhr (BERZ,
T, BEZRL) IGHEEFBAT D, 7ok, LG OBMfiEIIRK5g &7 5,
B2

AF 0.25% X 1% 0.5%%, 52 ¥ %(%1ﬁwg@@&5%% E 56/ 1 H 2E,
VMR RE W 2 bR < RAE & 1E D BOBEL (BEEZBR<) IS B2 BT 5, 7ed, 1 HH
720 OBATRIIRK 50 LT 5,

SCARA 0.25% CHEFERAT 2 BRMA L=, 72721, mEASI 227 3 10 LI EOBHAITIAHA
(ﬁ%?%ﬁ%ﬁ%%%btoKﬁog%@ﬁmﬁ’,mAx:Tﬁz(%ﬁ)uLw
DARA 0.25% DR AA45 & TRBRAL YL EERT A HIE L 72355, AA 0.5% ~D 28 5 % A
%kbtoﬁﬂawmﬁmﬁ_,r%&oﬁéié%%ﬁmﬁ,éﬁﬁézﬁ®ﬂ
TAKI 0.25%~DEEZAREL LTz,

BAORTaA A, 27a A FAHAFL, %27 vl AZKMPERE, &ov 7 a xR
U URIF,L v MGTE b OIL-4/13 ZRIRT 7 v —F LRSI tﬁ%@iﬁ%%
IEE L7 (BEL, A7 uA RAHAIKLOY 7 a ) NAKYEREL, 4 B, %
ERGAICRVMERAREE L), BEIEAOEBEITIHW OGN TW o7,
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[F i H B ] <A%E>

ELES :

FEFMEEE

P G BHAAE A 2EUE - 7= EOT @ mEASI 2 =2 7 Z&5{p =%

HELBIWREEGEB
ZHEH K ONEOT @ IGA A a7 R&FEEEMEE NS 2 Bl EdEd> 10 : Bk
L) Xk M1 RFER e L) 200 & L& 58005 E
AZREHEKWREOT ©% SFEA a7 (HHPEHER]) o&fbE

B2

MEASI %2 =2 7 OHER

< REetE>
HEELNORIEHORNE L = DRBER
FERM AR ] OIS Z LY A v DR R &

[ & R 1
<HEZE>
FLER
FEHEE
EOT ® mEASI 2 =t 7 ZE{LER D /N “FEHIEIX, 77T B AREET 10.90%, A 0.25%#E T-39.35% T ¥,
B/ RS O BER F£13-50.24% T d o 72, EOT @ mMEASI R a7 i#ERIT T T R L L~ TAFH
0.25%HE CHEICKE <, 77 BREEHCHTT 5 ARHK 0.25%FEDO MM DS RAE S Au7- (K 8),

%8 EOT ® mMEASI Ra7ZE{LZE (FAS)

MEASIZ =1 7 EALZRIT R 5 L3 WA
1y 5 1 Baseline EOT EOT HER 22
S Mean + SD Mean + SD LS Means Difference i
= * [95%CI] [95%CI] PIA
\ 10.684 5.922 ~39.35
RAI0.25%8E | 69 | Ly 004 +5.332 [139.47, 60.77] 5024 .
6829, -32.19] | <0:0001
— 10.567 10.741 10.90 [-68.29, —32.19]
7 +4.164 + 6.394 [-86.86, 108.65]

REHRET IV

SR - EOT @ mEASI % =2 725k R

BELE - B G5HE, L& mEASI X 227 O Baseline i, 283058 : fizk
*:p<0.025 (A EK%E)

EERBIRFMEEE

IGA X a7 DEZhEE (F%D : IGA X2 27 H Baseline 25 2 BfE LA EskZED)»> 0 ik 1)

IGA A =27 7 Baseline 205 2 BeELL Bk n 2 0 (EKRZe L) SUE 1 (IRIFFERA2 L) ZoR Lg%
hElE L=, FAS @D IGA 2 a7 DEREIEZFK IR LT,

FAS ® EOT @ IGA A a7 OENEIGIL, 77 B AREET 0.0%, AHI0.25%H#ET43%ThH Y, 7T EARHEL
He~TAH 0.25%8E T o 7=,
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K9 IGAROATDEMEIE (FAS)

& 5-8f HH BAMLEE | A2 AT 3 IRF BATAR IR EOT
Bl 66 63 61 61 69
AF0.25%HE | ERH (%) 0 0 2(3.3) 3 (4.9) 3 (4.3)
JEE0] (%) | 66(100.0) | 63 (100.0) 59 (96.7) 58 (95.1) 66 (95.7)
ks 61 53 48 47 68
TIRREE | EB (%) 0 0 0 0 0
FEENH (%) 61 (100.0) 53 (100.0) 48 (100.0) 47 (100.0) 68 (100.0)
Fisher’s exact test, pfE. (FH) — — 0.5025 0.2557 0.2445

*:p<0.05 (H{IAEKE)

ZOoFERaT (KBZEIERaT, BRZEI>ERaT) Biki
BETWLHE (HRZIERT) KOETWAIH (REZSFEAaT) K1 OFLHRRE D FEREL 5
Beflt (A7 #iPH - 0~4) TREML, 1 H 2[EFE&E L,
EOT @ HH R OEMZE Y FEA a TR FRIL, 77 B ARRE & X TARA 0.25% 8 T EICKE o 72 (3£ 10),
72, FAS OARA| 0.25%8ED H FEFBIOZE S FEA I TIE, WINGEA 2 AR BIKTFL, 77 2R
L AT A HERS L T2,

10 EOTDZSFERXITEILE (FAS)

— HE AZSFERaT ‘ KIBZ AT ‘
B3 B 58 AHN0.25%FE | T EAREE | AFI0.25%HE | 7T EAREE

| B3k 69 68 69 68
Baseline | #9227 | Mean+SD 2.3+07 2.3+0.7 1.8+0.7 1.8+0.7
Z9FEA T | Mean £ SD 1.8+0.9 2.4+0.8 1.5+0.8 20+0.8

LS Means -0.5 0.1 -0.3 0.2
95%Cl -0.7,-0.3 -0.1,0.3 -0.5,-0.1 0.0,0.3
EOT ZAERXET 5 D[ifferenc]e : —E) 6 ! : — : : -0.5 : [ - !

o8 ' '
[95%Cl] [-0.8, -0.3] — [-0.7,-0.2] —
p fiE <0.0001" — 0.0005" —
BEEET N

ISEES O AT E{bE
BENE . AR, LEE . #5237 OBaselinefli, Z&20E : fiz
*:p<0.025 (F1{IAEAKYE)

E2H

55 2 Tk R W 53R BRICBAT LT ERNE 134 4 Th Y, AHK) 05%% —E THEMH L72MERNILAA 0.25%
BRAAEE (LLGRBR TAH 0.25% % A L72RE) T 76.1%, 77w ARBIMARE (LGB T 7 v R 2 8Am L
7‘:%%) T85.1% CTh -7, 7T REIEEED mEASI 2 27 CEHE + MEAERZE) 1%, WA B AGHF 10.9 + 6.3,

YA 8 MRS T 5.2 £5.0, B Afi 24 K C5.5+6.1, BAi 52 FF T 4.5+ 6.5 TH 0, AAIOBEABIAEEIZ mEASI
A a7 OWEPRD b, RHEBMBIFT S ZOMEPRife Lo, A7 0.25%BRIEHED mEASI 2 =27 (3
VI + FEUEMRZE) 1X, BARBALARF 10.8 + 4.3, ¥BAF 4 WHIFT 5.4 + 4.7, A5 28 G T 45 + 4.4, %4 56
HIFT 39 £44 THY, AH 0.25%XiT 0.5%DEWEAMMIF T, mEASI Z =7 OeERh Ridfifke L7z,
F7o, 7T v ARBIERED 0.5%BHLAH] (77 B ARBHIARED 5 6, 5 2 ik & #5352 I\ TARA 0.5%
230 BAT & BRE L7JER]) © mEASI 227 CEXME + FEHERA) ™ 1%, BAABAARE 164 + 4.7, Wi 8
T 7.4+6.4, WA 24 KT 6.6+6.3, WAi 52 HIFT56+74 ThoT-,

) AH05% bR ERELTE Ltk KEEE) OWET —Z 3 ML L,
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<RZEME>

FLE

BITERIZ, 77 BARBET15% (1/68 f51), A 0.25%RE T 5.8% (4/69 #) 1Z5B® bz, E2REIERIL,
AF 0.25% 8 Tl FHERAL B a2 2 4.3% (3/69 ) TH o7,

HERENWER, #H5HILICESTZEWER KU ECITRD bivizno7z,

BRRIR A S O A Z YA OHERBIZERIR ERE & 72 2EENIRD bien o7z,
BLERROE 28 (AF 0.25% X 1% 0.5%#% 5-K) :

BIWERNE, 77 B RBHAGEHET 10.4% (7/67 #), AFIBALARET 8.7% (6/69 f4]), &t T 9.6% (13/136 i)
RO b ivie, ERBIEMIZ, BAEAECURD 2.9% (4/136 i) Th-o7,

EERAWERNEGRO ONT, BETILCESTRIWEMIZ, 25 2 Mk R 538 IC BV CARFIBMMEET
WA SEN LI Th o7z, HTIERD LN T,

BE IR A AE ] S A Z YA OHERBIZERIR ERIE L 72 2 EEIFE O b o 7z,

2) RetiAER
() RABEEZRNSE LS I BRYHREBR (QBA4-2 HER) ™
[ B 8 1 mAT7 FE—HEREREBEZ G E LT, KK 05%0 52 i[RI GRE O K
OHEDMEZIFER, FERIRIC LV ET L7,
[RBRT YA ] ZhiskitlFE, JEEH, i, R
[ = & ] 8 PEEIEEORANT b —MEEERES (352 6)
[E/BIREHE] - BIEBAE A RO SR H O IGA 2 a7 NPt 2 (89E) L4 (E5E) BLT
D HEE
BLEBAIA B OB H-BRME R I, W8 Z bR < RIE A 1F 0 BB D%BSA (28 Ok
HFEICKT D RIEZ LD BB EFEOEIR) B3 5%LL_E 30% A 0 g
(R ERE] - B 5 B ICTRBREERA T & SO IE BN O RYYE 2 & 0F T 5 B
- BIEBAMA B XU EEBRME R, HARUKEREIBIE, ¥k sHMbICEET 5155
SR T ESNL O KGR BE A A0 2 B
B 5-BitG B R 28 HUWNIZ, 2 ERMEORIBRE AT v NA|, 2E1ERE
ORIEIHA], £U 7 F o2 EH LB
P GBB A ORT 14 BHLIPIZ, A Fa AR REINY —R by ZORTaA R
SRAI AR L7z B
[ R B F L] KA05%%, 52 M 1 H 28], RS 2 BR < RIEZ {0 BB EAL (B & FR<) 12
WHEZEBAMT 5, 0B, 1Elbl) OBfiEIIR K59 £ T35,
BOATaA REAF, 274 RARAF, #7800 AZKPEE, 027 m AR
U UBIE], v MEETLE b IL-AA3 ZEKTE 2 2 m—F U HHRRE, e O AR I
L7 (72720, A7 vuA FAHANL, SERGAICERVERARE L), BEEk
VCEBEETHVWONTW R T,
[FFMmEBE] <AEHHE>
MEASI A =t 7%
<RZEME>
HERZKOEWEHONE &2 038R
BRI R O Z YA
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[ & R 1

<AHZME>
MEASI & 227 DR

MEASI 2 27713, AH| 0.5%D &AM BAE, Baseline fED 8.785 7> H#RIFHYICIR N L, @A 4 I T 6.272
Thotz, TDtk, FBREOCMZHER L, BAF 28 HIFT 5916, ¥Afi 52 KT 5.817 Th-7=, mEASI
A a7 EALERIX, B 4 R T-23.44%, B4 28 I T-28.26%, ¥iAfi 52 HIFT-30.76% T - 7= (F 11),

#F 11 mEASI RO 7 D#FE (AxhtEEmxgER)

MEASI =7 2 (%) MEASI % =t 7 i #5%

A \
5000 1 | 75%LL 1
W | B \Mean| sD | 95w i | | Mean | sD 95%Cl 1
% ’ P % ’ B ) B (%)
Baseline | 348 | 8.785 | 4.925 |8.266,9.304| —  |346| 0.00 | 0.00 E— - - -

YA 4 I | 330 | 6.272 | 5.131 |5.717, 6.828|< 0.0001" | 324 | —23.44 | 50.96 | —29.01,—17.87|330| 104 (31.5) | 36 (10.9)
YA 28 jFH| 282 | 5.916 | 5.872 |5.228, 6.605 | < 0.0001"| 278 | —28.26 | 66.40 |—36.10, —20.42 | 282 | 135 (47.9) | 71(25.2)
YA 52 j##| 262 | 5.817 | 6.467 |5.031, 6.604 | < 0.0001"| 258 | —30.76 | 82.25 |—40.84, —20.68 | 262 | 136 (51.9) | 72 (27.5)

EOT 352 | 7.515 | 8.032 |6.673, 8.358| 0.0010" |346 | —-12.83 | 89.51 | —22.30,-3.37 |352| 152 (43.2) | 81 (23.0)

KGO H D tHRE, *: p<0.05 (WA ZAKLE)
MEASI A 21 7 tt#:28 : Baseline @ mEASI A2 2 7 23 K X 1% 0 OHEBRE 132 50%AT M OMERE & LTIV o7z,

<RZeM>

RITEMIE 19.6% (69/352 fil) (Z3Red BTz, EZREWEMIL, @AM EERD 3.1% (11/352 fi), i HEAL
SYEDS 2.8% (10/352 f5i)), T FHEBALHIURAS 2.6% (9/352 1)), Ji FHERALALBEDS 2.0% (7/352 1) T -7=,
HEREWENIZL, VRVKEEREZN L Thole, ETILICE S TZRWERIL, #RBER 5 1, #
FAESACRNEE DS 3 41, AR VKERIES, @EUE, #AHAIRE, EAEACALEE, RS K OB R A
B 1 THoT-, HTITRD LR oT,

FEWIR G L0 BRI LIZBWERIZ 20 o7, £z, BRRBREME K ONA Z YA OHERBITERIR
LRI L 72 D EENIFBD GiLie o 7=,

LR R AN SEH U7 1%, WA 0 M~ AT 1 RIS 551, BAn 1 B~ ¥A0 2 R 2 41,

AT 2 R~ A0 4 TS 16, BAT 4 B~ A0 24 FIFC 0 1], WA 24 TR ~¥AT 36 BRI 141, B
i 36 WRE~EAG 52 FRFIZ 0 I CThH v, FEWMNTHE T DR D H iz,

(b) AHREBEHEERSZE L= I HBRHHR (QBB4-2 HEr) *©

[ B B 1 A4RZ7 bE—MHEEREBEEZGE LT, A&l 52 @M E B 5RO 0K OVE
A IEER, FEFRICI D BE L,

[REBRT VA ] ZhaikdklFE, HEERHR, FEXR, K6
[ st & ] 89E, PEEIREEOANIRT b v —M &K EE (22 4))
[ERBIREEE] - BB EROERSEAHO MEASI 2 a7 830 5 L EoBE

BELBAAE A O EBAE H O IGA Z a7 30 iuh 2 (BE) LAk 4 (FEE) LT
DBHE

BIEBALA B L O PR B IS, WoMRR RS 2 bR < RAEZ1E O BB D%BSA (&5 Dk
RIS 2 RIEA L 5 BB EAEOEIE) 73 5%LA_E 30%:Ai 0
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[ 72BrAEE#E]

[RB®R T %]

[ #F 4 H B ]

P 5B bA B ACTRBREREBAR T E SIS IR B O JYE 2 A 0F 9 2 B

BLEBAGE B LB GBHMA B IC, DR VKBRS, i, SRERRE, B
PENRZ, wofE, fafiE (Netherton JEMEREZ & de) , BRI (SLE X OVZEHHK) |
FEATGNZ 5283 D IR B A T E S O G RBEZ ST 5 B3

T OBREN S 5 BE TR EDRYENEDN S BE

B AUFRLN CRFR A NAX X U T OERE, BERYESE, UTiBEOBYEN
Sebih s B#E

HIV Y3 BEH o B3

B G-BHbA H ORG24 HLAWNIZ, AW Fafia] (A A C8A, FURESS) o
Wb &z -

B 5-6846 H ORi1 28 HEANIZ, 2HERMEORIEREAT v A RAl, 2 hr
ARXFRY—2 v oA T7aA RARA, EEEREOREmEA, £
I F U RER LT BE

B 5-BilhG B ORT 28 HUANIZ, Je#EiE (UVB, Narrow-band UVB, PUVA %)
BUBAERE (RN ERiEe &Ty) 2B

5B B ORT 7 BRI, #27 a U AZKFEE, Abtars, 547 A
KT =27 DATaA R, RBRIEEAM T EHALI LT S 2 8F
W, PAFER, MREMAZAT 5405 (NSAIDs %5) , 7 b & —M i f§ 2% Di5% %
HEYE U7-3AI &2 L= B

AF 0.25% 1% 0.5%%, 52 1 H 2 5], §2pfg % bk < RIAEZ P O BOBTAL (S
ZRS) ICHEEZBAMAT 5, ok, 1EHZY OBMEIIRK 259 &5,

AR TaA A, 27 a ) 5ZKMPECE, 27 a AR C8HE, v M
bt N IL-A3 Z/IRE ) 7 v —F VHUARBAL, SERIEII O L L7 (AT A R
SARANE, HERGAEICROEREE Lo), BEHELAOCEBIEITIHW LR TW
ol

<FEzhtE>

MEASI| % =2 7%

<ZeMHE>

g R ORI OWNE & 7 0%
IR B AL 2, BIRRIET R OV AR B S B D 22 TE B
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[ & R 1
<AHZME>
MEASI & 227 DR
MEASI 2 2 7%, ARAOBALE%, Baseline fED 10.059 7> H FRERFHYIAL T L, BAF 4 HIFFT 2,609 T
Hol-, TOk, FREOMEHER L, %46 28 #EHKFT 1.683, &4 52 KT 1.693 Th->7-, MEASI A
a 7 LER T, WA 4 W CT-73.47%, Aii 28 K CT-81.66%, Wi 52 i T-81.86% TH 7= (3% 12),

£ 12 mEASI RO 7O (AE@ETRER)

sl el ZAEE (%) MEAS| % = 7 di s

A it %L %L
IR 350 gg Mean | SD 95%Cl %ﬂ Mean | SD 95%Cl g S0 s
B (%) B (%)
Baseline 22 |10.059 | 5.411 | 7.660,12.458 | 22 | 0.00 | 0.00 -, = — - -
0 40 | 22| 2.609 | 2.966 | 1.294,3.924 | 22 | -73.47| 31.13 |-87.28,—59.67| 22 19 (86.4) 13 (59.1)
U3An 28 Al | 20 | 1.683 | 2.320 | 0.597,2.768 | 20 | -81.66 | 25.23 |-93.47,—69.85| 20 | 17 (85.0) 16 (80.0)
Y84 52 JEIF | 20 | 1.693 | 1.970 | 0.771,2.614 | 20 |-81.86| 21.04 |-91.70,-72.01| 20 18 (90.0) 15 (75.0)
EOT 22| 1.600 | 1.909 | 0.754,2.446 |22 |—82.82| 20.39 |-91.86,—73.78| 22 20 (90.9) 17 (77.3)
<Zet>

BIWERIIGRO bivieho T2, F£7, BRBREEKLOAL X VYA ORI, BR EREE 722 B3R
O LN T,

(5) B - FHERIHR
MR L
(6) RO R
1) ERARERE (—RERRERE, HEERRERE, ERARELEES), REESERT— 4 A—2H
# WERSHERRRONE
— i PR
[ B & ] 7 hE—MESREE AR, REBR T 5AAOT RN, S E R
T5.
(8 % 8 M 1 6 AM (MEEESICHY 5 ARRE SN E 5T)
7, ML BILRGUC OV CHERT B 7200, BSARENIIC DV T, ARG
Blke 7 & ek 3 41 % CEBIIE 17 5.
[ BB AE 01 ] e PERRT G GBI = LC 3,000 f]
5%, /N (2L L 16 AN 300 FISL E

2) RBEHLELTEBPENDNBNITENE L -HBROBE
&AL
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VI, FEEFEE(ZRH Y HIEH

1 FEZMNICEESH S LEYRIELEYE
JAK BLER] : XU F =T, "Iy F=d 7t VRV F=71 e,
R 4 vF =T BAOKFERE, URE T =T KM, T a I F =T~ LA VR,
ToavF=7
HE  BEO B HLEMDORIHE « REL, EHOBRMNCELZZRT L L,

2. EIBIEF

(1) fEFRER - EAHEE Y
FTHIAF=TE, JAK 77 2 — (JAKL, JAK2, JAK3 KX Tyk2) OF_TOFF—BiEMEEZHET
HTLICEY, FEaAOYA MIA VI MEEERET D, AEREFICESE, JA P ATk D
% XD RIS O FEMIE O TEVEAL 24T U C R O RFEA M T 5, £72, YA I A kY
FIEND T 4 F 7V HEOREGN) TR T O RBUE F R OMRIITE (£ 58 202

IL-31

IL-31Ra Q

MR

v cﬂnoﬁhn@hn
&30
i G STAT1 {(P) (STAT3 (P) (STATS (P)
‘ STAT1 (P) STAT3 (P) (STATS (P)
G006, (sTATi (B) (sTATs B) (s1aTs (9

(sTats (B (STAT{R) (srars () Corars (8
‘\\‘VQ,',“\\V n \1,," ‘\“vv",' ‘\\\v 1"" A\‘H",‘ A\\" "’IA ‘\\\v
Bl - MER IRSed: UK ERFREE AR SR #d%)

K1 FIIITSFJTERERF

() EME R 1T 5 HERAAE

1) JAK [Zx49 B4ER (in vitro)
JAK 7 7 2 J— (JAKL, JAK2, JAK3 B Tyk2) OFF—BiEHcxtd 270 33 F =7 O ERER K
OFHEEMZ M Lz, BEEIR S LTI Z B b JAKL, JAK2, JAK3 F Of Tyk2 kEfupsss (7 —F 1 2
A2 RV, FEE L THARAST T REE R OL-PPIATP & flv o, Z OfER, T2 F =713 JAKL,
JAK2, JAK3 Fr OV Tyk2 ZHE L (£ 1), ZOMERERITVFNOBEZICB T ATP BALE TH - 7=,

£1 JAKD73)—DFF—EFRIIRTHTILISFZIDOMEEKR

fi# 3% Ki i (nmol/L) ICso i (nmol/L)
JAK1 2.08 +0.32 2.80+0.61
JAK?2 1.71+0.05 2.64+0.22
JAK3 5.45+0.33 125+0.3
Tyk?2 139+1.1 57.8+9.4

Mean + SE (n=3)
2) Y4 b hA T FIAREICHT B4R (in vitro)
YA NIA T FIREISHT AT NI F =T OMERREZHST LT, £ A A > (IL-2, IL-6,

.28 -



3)

4)

IL-23, IFN-a X T GM-CSF) Z I\, b FRISIMEEEKIZ YA A 232 2 L2 ko TER S
LN U R L STAT %> 7 FIAREDIEE Lz, TO/RKE, T3 F =71 IL-2, IL-6, IL-23,
IFN-o X TN GM-CSF IZ L W FFiEaisd STAT OV Vb ZfHEL (82), JAK 7 7 I —OFF—E 1B
429 _XTOYA M IA o TR LET S 2 L ARB ST,

K2 BEYAMHA VO T FIGEICHT STLISFZTOEEER

ik BE 545 JAK ICsfEE (nmol/L)
IL-2 JAK1/JAK3 39.6+£9.0
IL-6 JAK1 / JAK2 325+145
IL-23 JAK2 | Tyk2 84.3+11.3
IFN-a JAK1/ Tyk2 18.1+2.6
GM-CSF JAK2 [ JAK2 304 + 22

Mean + SE (n=23)

REMBE UREMEICKT B4R (in vitro)

T A NIA TRV FFER SN DRI OCRIEMAL OTEEIC T 27 v T TF =7 OEMZREL
72o BFEYA FHA L (IL-2, IL-21, IL-4 KTXGM-CSF) # vy, THIl (e k, 9~ hERO~ ), B
Ml (B R), A MR (B F) ROHEEK (& 8) 29 M IA U 2RINT22LICE>THEL DZRIE
PEV A DA VAT B 2R L Uz, T ORISR, TA I F =T I3EEI A S A L0
FEID TR, B, ~ & ML OEERD RIFEVEY A N A 2 FEAE R OHERa S5 2 #il L 7= (3% 3),
—J7, A I A CRPNARAE LR WHIROTEMAIZH T2 T v T F =T OIERIZOWT, BHEE
(B b)) OHEEEZEIEICHRTFI L& 2 A, TAITTF =T D IC,fEIE 10,000 nmol/lL LV K&Eh-7= (E3I),
UEXY, TAITF=T1EHA NIA K DMIEEDOHREIH L, YA M IA L VFERSND
o K OSE MR DOTEMEAL A R IR < il 2 2 LR STz,

x3 AEMERVREMRRICHTETILISFZIDHERA

il Fil FI i ICs fifi (nmol/L)
=N IL-2 M A b 8.9+36
T A A IL-2 A g 153+54
<A IL-2 M A b 109+ 1.5
B #Hfa t k IL-21 M A b 492 +5.6
~ A Al = IL-4 IL-13 pEAE 135+ 24
HiER SN GM-CSF TNF-a PE4E 277 + 146
R AE S E R L e i > 10,000

Mean +SE (n=3) , #iEFMEOAN=1

ALMaIZxId H54EMA (in vitro)

TA DAL L VFERINDACHIEORE N THEERRE ) T ORBK TICHT 27 v I F =7
DOIER ZBE L=, b FEEAMIAE IL-4 X OVIL-13 TR L, RGN THREEE 7 (705 27
YROmY 7Y ) mRNA ORBLZRE LTz, EO/RE, 74T F =7 I3NINREOHEIZS T T, IL-4
FORIL-B3 fiic k5747 70 RO U 7 Y mRNA ORBUETZMH L2 (X 2), HmELE L
THWEZT Vv F=rya X, 74770 ka7 > mRNA OFIUL TFZ2MH L7z, kX
0, TAITF=TIIAHRIZBNT, A NI A R K DR N Y T RERERSE Y T O BUK T &
T2 Z LRI,
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35 17TV .- ausys
3.5+
m 25 m
R R 3
N N 2o
#H 154 #H 2
x Xt
e Z% 1.5
0.5 0.5
0 04
IL-4(—) #%&F  0.01 0.1 1 10 (umol/L) IL-4(—) B&E 001 0.1 1 10 (umol/L)
IL-13(=) FLALF=F  FLKz=vOr IL-13(-) FNILF=F  FLRz=vOr

Mean = SE (n=3)
2 AMiED/NY) THEEESFRBETICNT 2TILISF_J0D/EH

5 Sy FEBERETILIZEFS4%ER (invivo)

7 MR EROFEEEH T H DNCB KIEBRMFEREERET MIHBNT, KRAIEREREEE LT
BRSO RIEIC KT DER A MEt Lic, 7 v FOMESREIZ, 05% DNCB # 1 HH LV # 3 [, 79
MIEA L CRERAZHE Lo, AK| (003%, 03%%TN3%), 77 EARXIEH 7 vl ARECE 0.1%% /2 Hr
ORFIZLHAS L H 1A, 21 AMKEREES L, BAMOICEENEZIE LZ, ZORE, AAITH
SRR 2 B OB IS U CHII L, & OFEFIL0.3%LL Lo 7 F v AR LAEE CTh - 72 (X 3),
F iz, KB EE ORI (REIEE, 2R OMIEREE & OB R OSAEM MR ) % R
OIS CTHHE L7z (M 4), stBWE L LTHWEZ 7 1 U A RRE 0.1%|3 B A IEIE K& O & DO
PR PRI L IE Lz, LEXY, Ty MEERET MTENT, KRANT 0.3%LL DR TR D
RIEZEAMHIT D 2 L RFER ST,

(X102mm)
#4
=O= DNCB(-) hid
60 +7’5t7j': #f
== %#) 0.03%
- X #| 0.3%
50 —te— A H| 3%
- IG5 8‘3&
== 270 LZ%RE 0.1%
H 40
7t
HE
& 30+ *k
20 e
10 .t t +
-4 /' . © L O O
= — et N/
0 e e O T T T 1 T
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21(H)

L

Mean + SD (n=9, A 0.03%#f Day 21 : n=8)

PUF oRE % PAFIA T L 7=,

1. DNCB (-) #fvs. M 5HE, ##: p <0.01 (Aspin-Welch t-test)

2. W EREvs, X7 o) AAECE 0.1%%HF, 11: p < 0.01 (Student's t-test), ++: p < 0.01 (Aspin-Welch
t-test)

3. DNCB () #fvs. 77 EARHEE, **:p<0.01 (Aspin-Welch t-test)

4, 7T RAREEvs. AFIFE, +,1:p<0.05 p<0.01(Dunnett'stest), §8§:p <0.01 (Steel test)

3 v DNCB REZHFRREXETIVICE T SENERICHT 5EKFD/ER
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270V ALZR
BH0.1%

B4 Sk DNCB REBHEREERETFILIZE I 2 HEBMEMLNEILIZ T 5 AHDER
(KERFIOBEMBESE)

6) ¥ REBITEICRT H4EA (in vivo)
~ 7 A& FWT, IL-31 FREOBBATENC T 5T LI F =T OHBEIREEGIC L DIERZ2BR L,
~ 7 ADAEERELNIC IL-31 & H A U TR TEIZ 575 L, IL-31 #5E%,» 5 1 Rl £ TORMK
B A L7, IL-31 2 8¢ 595 15 43 RiIZ, 5% DMSO,/95% 7 & b~ NZEEfE L 7-7 /L 2+ F =7 (0.03%,
0.3% &% T 3%) XUTBARZ A BITIC IR 5 Lz, ZORE, TAITvF =713 IL3L EHICK Vi
N4~ % Bl [R5k & P FEARAFROIC I S8, 2 OFEMIE 0.3%LL E DI EE CRUAREIC K LAE Th - 7= (X 5),
Xy, FAasF =713 03%LL EOEEE T~ w2281 5 IL-31 FROBMATE A2 M5 = & 23k
maEnT,
180
160 - Hok
140 —
120

100 — t

SO

80
60 ¥

40
20
0 T T

IL-31 1814 0.03 0.3 3
=)
TNILFZT (%)

Mean + SD (n=16)

LT OREZFFIRTIT 2 72,

** p<0.01vs. IL-31 (=) #f (Aspin-Welch t-test)
+:p<0.025, F:p<0.005vs. BEARRE (Shirley-Williams test)

5 YR IL-3L FREWTEBICHTE2TILISF=TOER

(3) 1E A IRBERE - FriEHsha
TVIL 1. fRREoHR] OESR
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\Y,

| EYEREICEE T 51EH

1. mMAPREDHRE

(1) AELEMGLDRE
M LR

() BB THRE SN -IFPRE

1) BEZHRER >
%Im%@&wﬁﬁﬁﬁﬁﬁammaﬁ%)f%k?bﬁ—ﬁ&ﬁ*%%%ﬁ% TAHN 1% 1% 3%% 59
(FLavF=7% 1L T50mg it 150 mg) T 24 R H[ERAG LI-5E, A4 1% (6 ) ToFLra
F =T OMBERREITNTNOWERE THER TR (1.00 ng/mL) 5&{%?&50717%, AF 3%#E (5 1)
T 1BlowHRE T I F =7 OMmBFEFTRENKRE Sz (Cha: 742ng/mL), F7=, BRSNS M
(6 ) ICAKI3%%Z 59 (FLITLF=7LLT150mg), 24 BRI EIRAM LI25HE, TAIAF=T7D
IR B I RS CE R FIRARM Ch o7z,

2) REEmHBR >
55 AR HLE] R O 2 53k (QBX1-2 3lR) THUAT hE—
(FhavF=7L1LT50mg XiL150mg) T1 H 2 [\ 7 HEKESRAM LI-HE, AF 1%8E B #)) Tix2
BlOWERE TT N T F =T O MEP R I E ET@(“NWMD’Hﬁfﬁ%%uﬁméﬂto$ﬂ3%ﬁ
7B TIEAEERE T I F =T OMBPERRESR S, &5 7 BB 1EIRBHEOT VI F =T
D Cpax 15 2.89 ng/ML T - 7=, AR TD AUCy, 1Z 25.2ng-hr/mL T~ 7-, #5-1 H BFIEEAA D Crax
(3.75ng/mL) }T* AUC,, (304ng-hr/mL) &#5.7 A H 1 A HBAED Cra XN AUC,, W TEH LT
ERRITTNLEN 0.797 2 (10.868 TH-o7=Z Lnh, EBAIC L DERITRNZ LR STz,

3) RABEEHEE LE-RYBHHRR
16 sl LT N M SR BFICAH] 0.5%% 1Al K 59 1 H 2 [AIEHMIMEA LI25HE 0%k
MIcB T 57 VI F =7 OMFEFTREOKRIEIAE LT VI F =7 OMmBFETRE ORI EEZ R 1
WRT, KR coOT AT F =T omERRE (E& TR : 1.00 ng/mL) 235 H S iz g5 o Fl
AL 115~159%TH Y, HEWMEZEL CT LI F =7 ORHFBREITEI -7,

=1 XE OSWNRYZEMBFEOTILIFZIDOMEFEE (A

'ﬁﬁﬁﬂ%%%ﬂﬁzxﬁl%x 3%% 1|59

4)

WA 2 W | B An 4 R | B0 8 M | WA 12 AR | B 24 R | WA 28 W | Wi 52 @
%k 170 494 48 411 44 380 262
o 1 % 22 59 7 65 7 54 30
RHEIE 12.9% 11.9% 14.6% 15.8% 15.9% 14.2% 11.5%
- 0.304 + 0.296 + 0.444 + 0.383 + 0.307 + 0.337 + 0.256 +
MZPA Lt Y/
PR £ R 0.942 0.984 1.721 1.240 0.775 1.164 0.900
/M, &XfE | 0.00, 5.79 | 0.00, 10.80 | 0.00, 11.40 | 0.00, 13.10 | 0.00, 3.49 | 0.00, 13.30 | 0.00, 7.33
QBA2-135k, QBA4-13ER & NQBA4-2 5k D (i AT
BN : ng/mL
FLRHERTE  WRENEE TR (1.00 ng/mL) KFHOHE EE TRAMOMEZ0E L TR

INEREREENRE LE-EREARE 2D

2L B 16 Rm 0T b MR SR EFICAK L LR K59 TL1H 2EEMB®EA L-5HE

SRt

DEIL

1% 4.9~16.4%,

HIRTIIIE) o T2,

B RAB LA 52 3
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% FEAT

B LT NI F =T OMIEPREORBEEIEG LT VI F =7 O Mg REORLRHE &%
K2\ d, FFHORH COT AT TF =T OmBETRE (E& TR : 1.00 ng/mL) 235k H S Fv 7o g

HFED 11.8ng/mL ThH Y, EEHHZEL T ArIATTF =T D8




&2 AHF 0.25%X (T 0.5NREIZMBEDTIL I F=JTOMBFHRE (MR

{5 FHBEH AH 0.25% A 0.25% X 1% 0.5%

ST 4 WA 2 WS B AR 4 TRy WA 12 W WA 28 W WA 56 W I

S 61 60 67 61 57

T 511 %K 3 3 11 3 5

RS 4.9% 5.0% 16.4% 4.9% 8.8%
TEME + HEHERZE | 0.121 £0.645 0.070 £ 0.311 0.555 + 1.672 0.155 + 0.753 0.154 + 0.558
SN N 0.00, 4.70 0.00, 155 0.00, 9.29 0.00, 5.08 0.00, 3.29

12, 4, 28, SGHNFIQBBA-1AB (B2AAEREIC LG kB o AAI0ZWIMITE, 75 120 W51 ZQBBA-Ttk
(5 28kiGE B 58R) 075 & RBRKARE

HAAZ : ng/mL

FLIR R - RS ER TR (1,00 ng/mL) K056, €OER FRRGMOMAZ0E LTHH

5)

ARBEERRE LI-EMEmHER ©

6 » HULL 2 BRDT b & —ER R BFICAK % 1A 259, 1 B 2 BB L7354 O & MmN
ICBIT BT T T =T OMIERREORHEIS R OT LI F =7 O Mg g o Rk Kk Re % 3
SR, B COF L I F =T O MmEETEE (& TR : 1.00ng/mL) A S 7R E O F

A1 48~318%ThHY, HEHEAZE L TFAILF =T DLHIREEIIKI > T,

3 AHF 0.25%X (L 0.5%RPZERBFOTILIOF_JOMBFEE (FL4!R)
@A 4 T WA 28 A WA 52 I

=S 22 22 21

T H 1% 7 5 1

R ES 31.8% 22.7% 4.8%
WM + R RS 0.466 +0.735 0.793 +1.857 0.084 +0.384
B/ME, RKM 0.00, 2.07 0.00, 7.30 0.00, 1.76

QBB4-2:/5k
HAAT : ng/mL

FLRHERTE - WRENEE TR (1.00 ng/mL) K OEHA,

(3) s
LR L

() BE - HEEOHE
gk L

2. EMEERINS A4

(1) fET A
YR L
(2) TR U FE E B
MM ERe L
() HEEEEH
YR L
oI TF7IR
YR L
(B) P HBIE
HMERe L
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(6) Z Dt
AR L

3. BER (KEalL—a>) @i
LR L

4. TR
MR L
<BE.J7vh I=T7F>
AF 3% % T~ NG IEH RS M OB R 1259 10 mglkg O & TR G LT2BED A T4 5
F 4L, FNEN26%KRN54%Th -7, £7-, YC-F NI LF=TWE 3%E T v MEH RSN OB
B2 10 mg/kg D H B CTRECHE G- LT BRO IR e O3~ OFR PRI 1 0 B S =R RIGRIE, 2
ZI143% L 6.31% Thh o7z, AHK| 3%E MM =7 X EAREIC 12mglkg OFETL H 18], 1 % AR
RAER R 5 U =R BRI B W T, &5 1 HEOF A I F =7 o mEh gL, Mo 1z, 4
RTOWPERFAIZB W TER FIR (05ng/mL) K TH Y, REHEEG LIZBEONAL AT XA T80T 11
BHTEP, WD TR D LR S 2B,

5. 9%

(1) M 5% — b RS P9 @ Al 14
MG ER L
<BE:TFv k>
UC-FnavF=T7%1mglkg DHETT v MIROEE L& X, #5144 0.5 BT 5 KM% OV
D B REE EE 1T Mg TP SO BRI EE D 110 LR CTh o 7= D),

(2) M % — R B2 RE P & 1
BRI L
<HBE.Fv >
YC-FnavF=7%1mglkg DHETHERE I8 HED T v MIROHKGT5 &, MEFTREITEE 2 miE UK
VAR~ S0 L=, JRIRAE ~DOBERED 4340 1% 0.03%LL T &K~ 7= 2,

3) it~ FiTHE
MERER L
<BE:TFv k>
Ye-rFnavF=7%1mglkg DHETRALI2 AEDOT v MIEAEE L L %, I HEHED AUCy.
VX REENY) M R U RE D AUC) 0 D 259 15 T o 7z, MC-T /v IV F =7 HR O S BRIT I B4 T4,
IR REE S LRI R OHERS CIR T L7z 2,

(4) BERA~ DT
B R L

(5) F DD BB~ DIBITHE
B R L

(6) MIFEBKEAE
FAALF =T O MR AR, 21.8~291%ThH 7= D),

-34-



6. 1t

(1) KSR B UM BHERR 2
TNIF =TI T BTV UBROMSER G BEbE ST ML ~, Era ) IV URBEBLAE ST M2 X
X M3 ~, AEBRERBILEZT M4 ~EREEND, £, TAITF=TBFINVTa B Sh
M5 ~ELfEshs (K1),
FNAF =7 % 50mg/ H OB CREER A B MEIC 14 HBKERO#RE LR, miER o BT
LNIVF=TTHY, REE LTML, M3, M4 KO M5 BED SRR, Wb FLILF =70
RGO 2% AR CTh o7, £z, TAIATF =7, ML, M3, M4} M5 DR FHEiERITHRGEEOZ N
Zi69.1%, 1.2%, 1.2%, 1.5%K% N 1.0% T, JRHFETH ERDTIIT LI F=T7ThHV, R#mIbT
72 o7,

/\lN

N

AN
HN

1 TLILFoTDHEERBER
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(@)

3)

(4)

10.

11.

HEIE5T 5BE (CYPE) OHFE F5E

FAALF=ANE, b FEEI 20— ATERE SN o7, £, FAITLF =TI MFI Y
1Y = ATHOT MR SN, CORLAENTIZEIL CYPIAM BEET D LB bhi,

B MFI 7 e Y — Az in vito CYP IERBRICIHWNT, 7712y F =713 CYPLIA2, 2A6, 28BS,
2C8, 2C9, 2C19, 2D6 K T* 3A4/5 DIEFKIEIEZ BLEWF, 1Cs ffI% 30 pmol/L £V K& otz, Hiz,
WO CYP 53 FHEIZ OV T b RFRIKAFRIBLTE 278 S 7eip o7z, & MFHIIEZ FV 72 in vitro CYP 3535
RERCBW T, FATUF =715 CYPLA2, 2B6 MU 3A4 %58 LT,

MEEENROAERVZEDEE

LR L
RO FEORRRPEILL, FAELE
gk L

it

A BT VI F =7 % 1~100mg O H & CTHEREO&R G L, 743 F =7 O Rk
F(X708~80.9%Th o7, £z, WMAT FE—MHEEREEZXIRIC, KA 1% 3%% 59 (T2
vF =7 L LT 50mg ik 150 mg), 24 el HLEIEAT LIZBRO T /L 32 F =7 O R k13 0.3823%
J R 0.4058% T o7z, Fiz, MEFEMABVEICAA 3%% 59 (F/LavF=7& LT 150mg), 24 KffH
HRISAT LB TV = F =7 0 JR ki =R1% 0.01558% T - 7= 19,

bSO RKR—4—ICET B1EHR

Invitro 7 > AR—4% =R BRIZEBN T, T/ T F =7 (% P-gp, hOAT3 K (N hOCT2 DIE TH v, BCRP
K& OVhOATL OFE Tlx7enEEx bz, T3 F=71%, P-gp, BCRP, OATP1B1, OATP1B3 }x I}
hOCT2 |Z%F L CRHEMEM 2R &9, 1Cs i 30 umol/L £ W KX/ ~7-, —F T, hOAT1 KX hOAT3 (T
U CHHEEM 2R L, ICxliZZn 2 1.59 K1 6.38 umol/L T - 7= 2,

. BRFICKBBRER

BB L
HEOEREET 28%
BB L

Z Ot

BB L
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VIll. £t (ERALDOIESE) (ZBHT 5I1ER

ERNBEFNER
EIN TN

T

N
ﬂ

ERAEEZFDER

2. BR (ROBHBICEFRELGWVWIE)
$ﬂ®m‘(ﬂbﬁﬂr®ﬁﬁﬁ®%6$%

(F#L)
E%u’ T —fRAVRIEEFEHTH Y, AF ORI LISBEEOBAERE D & % B I2B W\ TIE, HE
WEAEDIERPFERT 2B NN HD Z LNORIE LT,

3. PEEXRIIHRICEAET 5FE L TDERH
FRIE I LTV

4. MERVREICEEY IR LTOER
Vo4 MEAOCHEICEETER) 220152 L

5. EELGEARMIE L ENEH
BE STV

6. FENEREATHEBICHT IR
(1) GHHE - BERFOHLEE

9.1 AHHE - BMEERZEOHLEE

911 BERFELFHESESE

GRS 2 CHERT 2 2 &0 b, RUEBTEATLEHEICE, & oo Lot Z2biEAl,
MUANZH, FIEBEANC L D28EEZ1T, HLUTINL LDOFHEEET L Z &,

(fif3t)
ARENTHIEERE B2 RITTHAITH Y, FFEIMEPCHEET D AREMDRN H 5 Z LI bRE LT,
(2) Bz ERE
REIN TV
(3) ArtkreleEEE
BE SALTUWD e

(4) &IERE=H T HF
BRE STV
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(5) bE4m

9.5 1%
PRI SUTAEIR LTV 2 AIREME D & 2 PRI, TR LA RIERfERMEZ LR & HE S 558120
HMERT DL, BFER (7o b, &AKE) C, RREIBITTL2ZLAHESNTND, £72, 8

WER (7 MROTYF, Ehikh) T, KAORKEKHREIZET 2ERE (AUC) @ 231 LT
528 {5 DUREE B TIE « BIIFETROBIMNBHE SN TN D,

(fi#ERi)

AR FE CIlLAEIR SUTEEIRE L TV 2 ATREMED & 5 Lo IC k3~ 2 AFI o HikBie <, Z2atkidmrsn
TWRWe, R EOFIRIENERMEE EE 2 LB SN2 HEAICORBHT S Z &,

HyEEERRIC BT, YC-FaavF=7 (HE :1mgky) #EEET » MIROELE LR, &5% 48
RelCds T DRI O, AT, (b, &5, B BN, MRk OO B el E I REIC BT 2 Mg
HCRREIR FE D 1.00~2.00 {5 T o7z, Z OO TIL, HOH BRI IR R R T > 7,

7 v MIBIT HZMERE R OEIRE COYMIMRE AT 238 (& : 3, 10, 30 1100 mg/kg/H) & %
WX T v MCBT S - BRREBAICET 235 (HE 3, 10 X 30mg/lkg/H) 128\ T, IE - fplsET
KON 10 mglkg (AANO R KEERHE (AUC) 121 HREREO 231 %) U LTRO LN, £z,
T RICIIT AR - JRIEFAICET AR (& 1, 3 K010 mg/kg/H) 1T WTHR - JRIZFET RN
25 10 mglkg (RAIOFKEFR A& (AUC) ITk1T HIREERED 528 fi5) T Hill,

(6) =315

9.6 ZELiFm
IR EOARMELR ORI REOARMELZE L, RAOMG UTTILZBET 252 L, BmFER (7>
b, BRERE) T, FIFICBIT T 2 EAHmE STV D,

(fi#ERi)

AR E Tl 2 AR O AR e <, BRI S T e, 1R EOfa MR
ORARBORSMEEZBE L, BAOMKGE TP IEEREFT5Z &,

HWEERBRIC BT, ¥C-F T F =7 (& Amglkg) 2T v MIREAERE L2k 5, 2t T he
D AUC s 1 X RFEN) IAE AL STEE D AUC.in¢ D 2.59 {5 T o 72,

(7) MR

9.7 INR

RHARER, FERKED) 6 » A RO ERIRIZ, AER LML EE L LRI SR
L TR0,

(fiF350)
6 » ARMOIITE LR SR L UKL 72 <, 6 » ARMOILITED BEF kT DL 2NED ML L
TWRWIZ EMHERE LT,
(8) mtmE
BREEN TV

7. HHEER

1) GtRER L ENDER
RE STV

Q) BrRAEE L TNDEH
RE STV
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8. Bl{EF

11. @A
WORIERNG oD ZENHHDT, BEEEZTHITITV,

D7 EMIRAE LT Y Z &,

BN LN AR5 2 kT

(1) EXLEIMER & WHAAE K
REIINLTWHN
(2) Z DD EIER

11.2 0o EIER
1%L I 1%A it
JERYME K OV HUIE WAL EMR (24%) , ~LSA| AR LAR, Bl LS, HRR
JERVNITEZS s, N
B2 B OVBE T REL kR 75 PEfih B g 7%
— % - B IR K O GABAL | AL S8 (2.0%) , 38 LA | AL 2 O PR
DARRE WO, @ AT ALBE
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BIEREREE-RER (16 ML)

55 111 FH LB B R Oikige = 21 3Bk
(QBA4-1 2ER) ?ﬂ;;agﬁi
7SR AH# 05% e AT GEU
- . &t (QBA4-2 k)
BN R GBS 48 106 154 352 506
RIVEARBUESIE CBBLE) 2(4.2) 7 (6.6) 9 (5.8) 69 (19.6) 78 (15.4)
BI{ER4 BIfERZEE S (BEHR)
RBRYWER KX 4 BIE 6 (5.7) 6 (3.9) 34 (9.7) 40 (7.9)
i AL B E R 1(0.9) 1(0.6) 11 (3.1) 12 (2.4)
TR O KIGAETE S 3(2.8) 3(1.9) 5 (1.4) 8 (1.6)
F e~ L~ 4(1.2) 4 (0.8)
Bl LS 2 1(0.9) 1(0.6) 2 (0.6) 3(0.6)
LERINIRZ 3(0.9) 3(0.6)
B 2 (0.6) 2(0.4)
Fr 1(0.9) 1(0.6) 1(0.3) 2 (0.4)
=S 2 (0.6) 2 (0.4)
1 A e B 2 (0.6) 2 (0.4)
AT e 1(0.3) 1(0.2)
TS 1(0.3) 1(0.2)
TRFER 1(0.3) 1(0.2)
MRS 1 2 1(0.3) 1(0.2)
AR BL AL~ L~ 2 1(0.3) 1(0.2)
MEB LY v REE 1(0.3) 1(0.2)
U L oSEE 1(0.3) 1(0.2)
FEREE 2 (0.6) 2 (0.4)
WS HUE 1(0.3) 1(0.2)
FHPET L L — 1(0.3) 1(0.2)
KR L OB TRl S 1(2.2) 1(0.9) 2 (1.3) 10 (2.8) 12 (2.4)
Pl B 6 (1.7) 6 (1.2)
iR 1(2.1) 1(0.6) 1(0.3) 2 (0.4)
FEE %R 1(0.3) 1(0.2)
SIERRRZE % 1(0.9) 1(0.6) 1(0.2)
1B 1(0.3) 1(0.2)
B &R 1(0.3) 1(0.2)
—fR - 2HEER L CREIALORE 1(0.9) 1(0.6) 31 (8.8) 32 (6.3)
i AL S 1(0.9) 1(0.6) 10 (2.8) 11 (2.2)
i PR A R 9 (2.6) 9(1.8)
AR ALEE 7(2.0) 7(1.4)
1 TN E D PR 3(0.9) 3(0.6)
108 L Rk 2 (0.6) 2 (0.4)
RO IR 1(0.3) 1(0.2)
T HENL 2 1(0.9) 1(0.6) 1(0.2)
FEAN WG 1(0.9) 1(0.6) 1(0.2)
W HHENIT 2 1(0.3) 1(0.2)
i AL 2ERR S 1(0.3) 1(0.2)
R ER AL IERR 1(0.3) 1(0.2)
R B R 1(0.3) 1(0.2)
SR VAT S 1(0.3) 1(0.2)
HEAL NS A 1(0.3) 1(0.2)
ERR IR 1(2.1) 1(0.9) 2(1.3) 2 (0.6) 4 (0.8)
1 HR L M K SR T SR HE AN 1(0.9) 1 (0.6) 1(0.2)
T B EREHE N 1(2.1) 1 (0.6) 1(0.2)
Ji Hafi B 1(0.3) 1(0.2)
i/ R EESE 1(0.3) 1(0.2)

(MedDRAV/J Ver. 21.0)
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BMEARBREE—EXR (2®LlL 16 mKiE)

% 111 A ERBR K O

(QBB4-1 #ABR) ARt
AH AF s | T7ER (\HH025%| Lo
0.25%#f | 0.5%#f o BRSGHE BRAREE o

LANERRET R GUE B 5K 34 34 68 67 69 136 204

RIVEARBUESIE CBBLE) 1(2.9) 1(2.9) 2(2.9) 7 (10.4) 6 (8.7) 13 (9.6) 15 (7.4)

Bl{ER4 BIVERRESIEK (HR)

IRYWERS & VA4 BIE 1(2.9) 1(2.9) 2(2.9) 5(7.5) 4 (5.8) 9 (6.6) 11 (5.4)
1t SR AL B % 1(1.5) 3(4.3) 4(2.9) 4 (2.0
i 1(2.9) 1(2.9) 2(2.9) 1(15) 1(0.7) 3(1.5)
fRYL M dK R N 2 (3.0) 2 (1.5) 2(1.0)
SRS 1(1.5) 1(0.7) 1(0.5)
iR 1(1.4) 1(0.7) 1(0.5)
2 g R 1(1.4) 1(0.7) 1(0.5)
H e~ L~ 2 1(1.4) 1(0.7) 1(0.5)

B, BRI UOHEAHOFAY

@S LK) — 7 2 A ) 1@4 | 100 | 105
B I L e 1(1.4) 1(0.7) 1(0.5)

—i% - EHEER XU S ORE 2(3.0) 2(2.9) 4 (2.9) 4 (2.0)
AL S 2(2.9) 2(1.5) 2 (1.0)
PR A R 1(1.5) 1(0.7) 1(0.5)
it F E AL 2RSS 1(1.5) 1(0.7) 1(0.5)

(MedDRAVJ Ver. 21.0)

7%, 6 n HLAE 2 mAi & x5 & LI ARER T,
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9. lRARMRERRICRITTEE
FEEN TR

10. BE®RE
FEESH TR

1. #BREDOEE

14. BHEDZE

141 EFIFRSHOEE

14.1.1 #5085, BONCREZIER L THD D VE~OBMITRET S Z &,
141.2 77—, RICASTHEIE, EHIKTHRWRT Z L,

(fifa0)

1411 ARFIDHEEE, 155, HONCRTEEER L TWS RS AE~MER SN 58121, BRRBRTES
NTERERIV L EFBEBENELSRDIENHERINDIZ ENBERE LT,

1412 AFNILE BB THZ L2 HE LA TH L Z M ERE L,

12. ZOMDEE
(1) BEEREAICE D < 1R
BRE STV
(2) IFEGER BRI E D < 1B¥R
15.2 JEERIREABRICE D < IF#R
F v F RV 2 FERR OGS AFMRERICE WO T, FIREE (10 mgkg/ H LA E) KO T ORI IE

Bmgkg/HLL L) RO BN, T M3 KON 10mgkg/ H & KEROZRSG LIz &oTFrayF=7
OigEFTEE (AUC) 1%, RKERHAEICBIT 2BERED 84 (5K 1309 5 Th o7,

(F#wR)

FEERR R AR IS HE D &, RAIR 5ITEE L CIEMR IS LT L B 2 5N 5 LM B3 2 F @A fofl L7,
( NIX.2.(4) DAJRMHRER] OHEB M)
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IX. JEERERELERICRES9 518 H

1. ZEEHER
(1) FEXhEFEBEER
VI, 353 B3 2 HE | &R
(2) Re&tEmERER
RERTE H R R B5HEXIRE [
o . 3, 10, 30mglkg | HARMEE R~ DB L RIE T HAT R L
PIREER 7>t GBI ) | (10, 30 mglkg + & MRl 35 < R I8 DR L)
. 3umol/L : &2 L
hERG F % /L 3, 10, 30 pmol/L
55 HEK293 il (in vitro) %ﬁiso umol/L : hERG F ¥ X /LB % 4.7% % ) 10.4%
03, 1. 3mgkg 0.3, 1mg/kg : IMJE, CHEEE OWOERICEER L
D o . VNS e igr L %
A X (B[4 11 4% ) ZTMymEﬁT@W&ULHﬁfM NCEAP  haf> 72
DA SR 3, 10, 30mg/kg |3, 10 mg/kg : I NPSEE iS22
Sk , 10, 30 mg/kg , 10 mg/kg : E&U‘lﬂ?ﬂé& TR L
(R O#S) | 30 mg/kg : MBS K OuOFaEE N
Z v MEHIE |1, 3, 10, 30 pmol/L | 7 ==L 7 U v RO LT U U AHERIHEIC )T D
KB (in vitro) JERAFR) 72 stRAE
S0 T L 3, 30 umol/L . N g
Z v ML i (in vitro) DFEE R ORI 7 L
T < 0.3, 1, 3mg/kg T
I A X (BT 1145 55) R A5 K ONMR 7T AN 288 7 L
R = . 3, 10, 30mg/kg |3, 10mg/kg : %@&L
akodte 7> b CRIETSR 11 ) | 30 molkg : MY PR RERE - B
e —— . 3, 10, 30mg/kg |3, 10mgrkg : JR B OVR e ARED Pl ikl 28 7 L
R IR 383 4 CHIETRE L) | 30 molkg : R U 7 g o HEifERE DB
(3) Z D B ER
L
2. EM4HER
(1) BEIHE 55 MR 2
5 b5 TG D E7FE & -
7.
i PRI (mg/kg) (mg/kg) E2PIR
> 100 mg/kg : AR, BEEBIKT, IR
<A BN 100, 300, 1000 1000 >300 mg/kg : IRIK T, THEEROWLEIFYE, MEEML
1000 mg/kg : FET-
>37.5mg/kg : FZREARAAL
N #&n | 375, 75, 150, 300 300 > 150 mg/kg : AREEHK T
300 mg/kg : FETC
Lz L
A4 X e 03, 1, 3, 10 >10 >3 mg/kg : BT L OVATHERE R (AL
10 mg/kg : IRBRAERE, BRIEEEH, TR ORI
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Q) REHEEEERER ™

EURZL

e L
/P

B &
(mg/kg/ B)

VR

(mg/kg/ A)

EEVASsigT)

I=74

1% A/
Vg 33

12, 4, 12
(K#10.3,
1, 3%)

>12

AHI3% (FLavF=7L 1L T12mgky FTE
X gttt (RExEt) 289 22810iER
b HNIRNo T,

=T

9 % HM
Vg %3

4, 12, 20
(RHAI 1, 3,
5%)

>20

AHKI 5% (F/LaLF=7L LT20mgky) FT4a
8 X st (g2 ET) 2Ed 52810iER
DL T,

2 JfH]
SN

3, 10, 30

>30

TN F =T OFEAERICER U721k (B ik
B, U oSk oZ R, #ERR Bk SR
DIFVE) 78 3mglkg LA ETRRD iz,

30mg/kg ¥ TAE it aEtE & Re 3 5 A ki
RO BNl

35 AM
g :3n

3, 10, 30

>30

FN AL F =7 OIBERICER U728k (A ik
D, VSO B, KR ST A
— X O EE) 7S 3mglkg P TR B3, W
TRLEEEOH B TH T,

30 mg/kg F AL NN FE & R4 5 AT
B LN,

6 » Al
g 3=

3, 10, 30

e 3
I ;10

TN F =T OIEEMTER L7221t (9 Mk
B, U o SHBEOZEREMZA L, RILEKR ST A
— & OWAE) 2 3mglkg BLETRO B,
IRE G I HI K O EEZh =R DOJk b 731D 10 mglkg
YL BT, B EBEAR B O BRI o ZE M o
10 mg/kg BL_E R OMED 30 mglkg T, BRE OUS A
D3 D 30 mglkg TREH HALT,

A X

\N
B E
o Zx

03, 1, 3

>3

TN F =7 OEBERITER L7221k (V>3
FRR O EMHEZL, RIMERFR /ST A — & O EE)
723 1 mglkg UL ETRO BT,

3mglkg £ TRE IR EEZ RET 2 2bITR
oo,

A R

3 AM
g :3n

03, 1, 3

>3

TN F =7 OHFBIEAICERE L7221k (VU o3
RO AL, AFRBEREORD, FRIMERR /ST 2
— X DORAE) A 1mglkg LLETRD Sizn, »
FTHUHEEEDO S 52 TH -7,

M3 M QMR AE AL AR A IS 8 W CRE ST Y %
RIS D A3 B 5 K ONEEHIR F11z 1 mg/kg BA E
THRO LN, ZNHIET VI F =7 OFRBEH
WD BRI BT 2 2k & B 2 bz,
3mglkg F TRE IR FEEZ RET 52T
DO T,

A X

9 » A/
g 3=

0.1, 06,
3.0/1.5 %V

0.6

TN T =7 OFEAERICER U722k (B ik
Bipib, SRIMERSR /8T A — & OJb%) 23 0.1 mg/kg
PLETRD NN, Wb EIEEREDOSH 525 T
HoT7,

3.0/1.5 mg/kg Tik, FA T F =7 OHEPEMH DB
FIFEBU IS < RIEMH OFE R, =F EF =EX D
I8 ASERD BHALTZAS, T & (TAREE B O R 21
TR KV |18 UZEHEE M OFE S b 5281k T
HoT,

F1) EELFEFJENRO LN, 5 24 I 3.0 mglkg 2> 5 1.5 mglkg ~& FHEZWE L7223,
VRO LT, F5 26 WL L, 13 @M OEIEMEEZ LT,
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3)EEEERER >

1) in vitro E{nE R
HIEE (S. typhimurium KX OVE. coli) % HW 28I Ze A B BRIC I W T, T3 v F =7 13 Im A B
BRI TIEoT,
b bR Y Bk A O D YR B RBR IRV T, RO R (REIR) OFE 2B, S9
mix JEAFAE T 3 IR ALEE D 125 pg/mL L b K OF SO mix FE(FAE T 24 EEEALER D 50 pg/mL L o> fl & T
LT, HHERTE OFRITEO N o7,
PLEXDY, FAavF=713e FRIFMY BRIk U CREEROEERIERTHREEZ AT 5 LW L7z, &
WEBROT NI T =7 PRE 25 ng/mL 1%, ERRHEERREE & (Cha: 0.858 ng/mL) D 29,000 f% Th - 7=,

2) in vivo EBE{nE R
7 v MEREMIAZ V% in vivo e R B FABR (A : 37.5, 75, 150 KX 300 mg/kg) (ZHWVT, Tb
2 F =713 150 mglkg F THEAKREFEIEM 2RS0Tz, 723, 300 mglkg TITIETHIRZEGE
DOENTZZ LMD, FlREN SRS LTZ, 150 mg/kg EHEEDT LT F =T D Cox 1, 13.725 pg/mL
THY, HRHEERGERE (Ch: 0.858ng/mL) ™#) 16,000 {5 Tdh -7,
AT LAY T R %W DRSO IMERBRIZ BN T, ARAI 5% K OT V2> F =7 0 5%EIR (BEA -
TH =) K e T RMARK) OWTILY, REMIICK L OMEERIERZ RS R0 ot ok, T
oA F =T D e G T R X 65.40 pg/g tissue (FL L F =7 SUIRIREBATIE) TH Y, invitro Y,
IR B AR B CREBUA D TR BT AR & (50 pg/mL) % E[El-> Tuhiz,

(4) A A B RER >
AENO~ R 2 FRARRE G2 AR [HE  AHF 1%, 3%k 5% (FLravF=7L1LTh
A& 56, 18 XUr30mgkg/H)] Tix, T2 F=7EGIEINT 2 EBEELORAEITRD SR
Moz,
F v F 2ERMKEROBSNAFMERER (A& 3, 10 X030 mg/kg/H) Tik, T3 F =752
UG L E LT, MRIE &IPS E > 10 mg/kg BA LT, RO T A T 4 v b IaE, ISR
DSRED 10 mg/kg LA LT, JAENE O ik 55 M el IR, 3 T il Mo OV T DB A3 I D 3 mglkg LA | TRR b7z,
MR, JAK BREAIZ & o oo e i F o N AR TbRES A TEBY, T3y T
=T OHPEMICEEST 5D LB R B, WARHEERE R (AUChy 1 13.9ng-hr/mL) (ZxtL, 84 f5D
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