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Lebrikizumab is a recombinant monoclonal antibody composed of complementarity—determining regions
derived from mouse anti—human interleukin—13 monoclonal antibody and framework regions and constant
regions derived from human IgG4, whose amino acid residue at position 226 in the H—chain is substituted
by Pro. Lebrikizumab is produced in Chinese hamster ovary cells. Lebrikizumab is a glycoprotein (molecular
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200 W-h/m? Lk

AIEEE  HERHR, MESAR, BRTY—1t. 28F

ARER UV BREOREL
ZH LA

~
%!n

p=11]

. feFEDEA L (MELFEIL)
FZUEMGL

9. B
LA

10. i
(1) FENDELGER-TE.NENFRGER - LEICETHER
FZELGL

(2 a%
<ATH)—RETFFE 250 mg A—hrA T8 —>

2mL1 A=k P xH5—]
<ATH)—AETFE 250 mg 2o >

2mL[1 o]

B) FHEE
FZLLAL

11



(4) BEOME
<ATHT)—RETE 250 mg A—bAo Pz H5—>
D ASRA
TJLERRY: TAEITFIILT L
SESTEH: RTUL RS
BRERM CEABROX vy TE)  ASRMMRIEARYT7IF, 72)AZM)IL-TEOITU-XFL 2 (ABS),
RUT7EZ2—IL RYA—RR—F(PC) | ATUL A, BAA[ BT SR —

<ATJ)V—RAETFiE250mg2)oP>
T HSR
JLERM: TOETFILT L
5T RTUL R
BRSNS (OB OXryTE) RYUA—RR—K(PC) RTUL R, AR B TSR —

1. B RHShIEME
ZaLin

12. D4t
BELAL

12



V. ARICEEY SRR

1. ThEEXETZhE
BEABECHRFA+HLTRE—MHRBE X

2. DRERIHHRIZEES HER

5.
51 7O/ RAFICE/0Y LARSREIFOMRESN REIICL @V aRE—EHMMETLTL. +52

DX IHRICEETHER

BMENFEONT  BOREZHOIRBALERICRSBEICANSIE,

52 [RAIELT. RFIRERFICIITRE— MR E X DREMMOKEICISCTRREN BFEHATH L
53 AFIERHREIAFIEHGEHERT I L,

(f#3)

5.1

TRE— RIS X BEERNRELBRRHERICH 1T HRIREESEEBLTRELS,

52,53 ABMIZEVWTIEIRENARIEMRENAROHALTE — MR EXDFREREESATINDEE

BFEA. AR SR EFENRFIOBEEROT. RAELT. IRENRFILHRASNESIIREL .

3. AERUVHAE

(M

2

RERUVAZEDRFR

BECHEART12ZEULAENDIRE 40 kg LED/NMNRIZIE, LTYFXTT EEFHERZ) ELTHERY
2B 1 8 500 mg, 4 BLAE, 1 [8] 250 mg % 2 BB TR TRE5T 5. 48, BEOKREICHELT. 48
LIBE. 1 [B] 250 mg % 4 BB TR THRETHENTES,

(f#3R)

AFFF VR THADT. FRRVBRIELGNI L, AFIDOERIKERAZ TR T STERAL (BEER. X
BEER. RIE EBAR) DR TIZIR 5T HT L A—BANBRYRLEH T DI EETRITEHIE, RENBRL
BRI, 5. R FERELH DAL, TE—HREROBORAEZFHSEAMICEZISLANIE, (TVIL 11
BAEDIEINESR)

FERUVAEDFRTERE- B

AEDAZRVARIX. PEENSCEEDEARY 12 HULNDEE 40 kg ULED/NEDOTRE—HRE
EBRBEERIRELE-ERNE I HHREEO-TELE I HEABR[KGAL. KGAB, KGAC, KGAD, BT
KGAA FBR (5c1TERERD KGAD ELER T 16 BEFIARRISEZERLI-BTHIOHA) I&YFLA L TIFX
TIDENERVLRLMERE. BERARUTME—HREXRBEENREL: 12 REBOHET 2%
AW -BEAEMBEBAETILICLINEPRESIaL—ay, RUSNETERELZ7FE—HEE
REBEZEXNRELT 5 HER (KGAF, KGAG, KGAB, KGAC, R Tf KGAD HER) M 16 B ETOHET—42H
SE-BEE-REEREN (BE - RICETN ASOEHIaL—2avDRRICEDEHREMICHRTE
Lt=.
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<EFELFENMARBRTHW-BAKRSELDAVORTERL>
BA%SHARE (0~16 E )

FEZENE I HHRERTHS KGAB.KGAC, RU KGAD HEEDEAREL DAV 0 R 2 BEFIC
500 mg. 4 BEFH DS 16 BEEFIZ 250 mg2 BREFE (Q2W) THoTz. CORZERVRAEE. BEILI-AE&HET
BREGAERIGERVHRARELRTLMETOT7/ILERLIZE b H3ER (KGAF HER) OT—4IZED
WTEIRLT=, KGAF REETORLELELIMEI. 250 mgQ2W %5 (0 BT 2 BRI 500 mg DEFTIRE)
TROLNT=, BH. AERICHRERD KGAF RERICIEARAHRENSEN G o118 ERE 18R
ERTHS KGAL HERTIE. EABRSHAMICRTACRNRAZE(TCS) AT TOLTFXIT 250 mgQ2W
BE O R 2 BBICLT)FXTT 500 mg ZEERE) ITMA T, LI YFZXTT 250 mes BFERR(Q4W)
BE5 (0BRICLTFXTT 500 mg #EHIRE)EREL -,

BARY 2 ZULDPMNEOTRE—HRE X EEERFOKREFEEEL . ABRICHLTRBEOE MY
FRTEEEINO Y EELEMERRTIEILIVFXIT(E12R UL 18 HERFEN DERE 40 ke
UEDPNRBEREIZHLTHIRALRLAZRVAETERSSNT:,

HMEFFIE 5 AR (16 B L&)

%5 b #8588R (KGAF iHER) TI&. LTUF X7 250 mgQaW %53, TS5 RELBLTHELREETRL
T2 TDT=HL T FXTT 250 mgQ2W RV Q4W HEDOEAHNE I HHBROMFAZELL TGEIRSN,
BABRELIAVTHABRRGZERLI-Z, JVEVESHECTARRIGHEBFTELON., HDLIEE
ABELIAVERGET DVENH DN EFHELT -,

<FAZERUVHAEOFRERL>

0RU 2 BABDLIYFX<TT 500 mg %5 (AFES)
BERAENBERTETILZAVVZOEPRESIAL—2av0RR AFRELZLOLITVFATT
250 mgQ2W {5 Tl 12 BEFEICEEIKREBITET HDI1IxL. 0 RU 2 BEFD 500 mg DEFIHETIL 4
BRFFECTICERRBICETHIEN TSN, COEYEEOT—4ELY. 0 RU 2 BRICLIT)XFXTT
500 mg ZERIHRETHETRONCERREDREICEEL., JYRRICEARSHAROBNENF
I HAREMENRE SNz, ChIXE N ARBR TRINEBRNEDE ORI SEF TN T,

L)X X3T 250 mgQ2W %5 (& ZA MBS (BRIZ5E)

FEMAERRTO 16 BROBEARSHROHERIS. AFESRELITVFATT 250 mg & Q2W 57
BTN XZHINT,

TrE—EREXBEERREL-EELE IHEHER 4 38R (KGAL, KGAB, KGAC. R U KGAD EXE&) T.
LTUFZXTT 250 mgQ2W 51X, 185 16 BROKREREDEEE. FEHDEREE. FEHITLDHEEA
DFE. RV QOL E7FE—MEREXRDHIEOAER . BEICEOTERLGERDEEREST VLD
BB CTTSERELBRLTHELGHENROON . BBRMICERDHIEMMEERLI




IRE— RIGRITADE, LTUFRTT 250 mgQ2W DEABZEILY. 16 BEETITELVABRRIEHEDS
NBZENFRIESN (EASI-75 ZEM T DHIHERE DEIS :66%, EASI-90 ZEM T HHBREDEISG :34%) . F
IR TEON-T—2E—BL TV,

EMRE I AR THD KGAL FRERTIE. AR GHMIC TCS SiATTLITHXTT 250 mg & Q2W(0
RO 2 BRFICLTYF XTI 500 mg ZEFIRE) XL Q4w (0 BEFICLT)F X< T 500 mg ZEFHHRS)
’5 LT, KGAF HERRI#. TR TOEIEE TREDMBZLOLI-FAEARVAER. LIVFXTT
250 mgQ2W 5 TH o1,

16 SBRIL I F X< T% 250 mgQ2W %5 (0 U 2 BEFICL T F XY T 500 mg ZAFIRE) Shi-#E&
EDOREMT—HE FRARELGREMETOT7MILERL =,

LTYEXTT 250 mgQ2W £ 5l NS QAW B 5 S LAk TR G

LIVFX2TE, TELE I FRER 2K [KGAL, KGAB, KGAC, B T! KGAA 5EX (KGAD SRER T 16 5B
[TABRRIGEZERLI=BITHIOA) 1T, 16 BRFICHRTABRRIE (LAF1—BEEITIELELIGA(01)
XI& EASI-75 MDERL) MFoh=1ERE (16 BIL AR A —) TN, 52 AU LDBRSHDEERED
EEE. EADEEE. EAHCLDIEREADEE, RU QOL [THWT, BEARSHBICBONAER
EOFHEEZRLZ. WThORBRTH, EABREHMICLT)FXTT 250 mgQ2W 1% 5 L1= 16 BEFL
ARF—DBRERIGIELT)FXTT 250 mgQaW R Q2W &5 TRIFRICHFE SN, TCS ZHALT:
EIREE I 48 KGAL FRERTIE, /B 5 1 FHEAIGER (KGAB B U KGAC ERER) D& T —RITHAHMFE
EEH QBB Va0 ATT—EHOFEEE OB REHOEEEICESDENR LT,
FEBIEIEOL T, KYBEDSWNEEEEZEBDHIZ. TCS HAMERTHS KGAL R KGAA HER
(KGAD BN SDBITH) DT —2ZHELI. TOHER. TCS AT THHIF R SHMZELT.IGA
(0,1) . EASI-75, R UEH NRS RO7 4 RAUMREBLHFLI-HERE OB S (I, Q2w B L Q4w B TR
DHFBERLT=, F1=. 56 BEF A T, IGA(0,1) . EASI-75, RUEEH NRS RO7 4 RAVMREEMEZFLI-H
BREDEEIC. Q2W BL Q4w HORMITERKRMNICEKRDOHIE(TEOHOLNT . 56 BEFRT.IGA0,1).
EASI-75. RUEH NRS RO7 4 RAUMRELZMIFLI-HERBDEIS L. BAIGER (KGAB/KGAC & T
—42) D 52 BERDFERLFREE THoT=,

T . BE-RISEHHSH, 16 BEEL AR F—TIE, LITVF XTI 250 mgQ2W K U Q4W D EASI
DR—RFAVNEDEREDLIAL—2a BIFELULTEY. WThLHIFREL AV TEL EASI
DR—RFAU MDD EALEE (-89% K U -85%) T A EMNRENT-, EASI-75 TEMK T HHERE D
BDYIAL—as B, LTVFXTT 250 mgQWBER U QAW ED LT THE M o71= (88% K U 80%) .
EASI-90 ZEM T HHERBDENE D IaL— a3 ELLT)FXTT 250 mgQ2W BEER T Q4W BDLVY
NTHEEN DT (60% K U 48%) , LT FXTT 250 mgQ2W B R U QAW BEDHR <72 EASIAIEED 22l
—2avfED IS%EERM (CD)ICERYMNRON=ZEND, CRODHIFREL DAV IIBKTREDE
IHEERTEFEIND, V32— a3 TRECALOHERIE. F NHARBROKRE—EL TS,
HBFRSHEFOLIT)FXTT 250 mgQ2W XU QAW 5D T, ZREETOT771ILIE—EBELTHEY.
FEHkTHoT-. AEBREMEL-HWRBOI S L REHMETHELUL TV, LT)FXTT 250 mgQ2W
BELLELTLIYFRXTT 250 mgQaW 5 TLYBRICHRESN-HESRIE D4, EIZ COVID-19
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EETHoT-. EEEFBEXIPEE. AREOREPLEICIESLGMNof, F LITVXXITHE
EIN-HBRETORERMEORLEZ S FE LTI TREAGHESLERABTH o120,
EMERE. B, RITREHICEEL S5 ZHATREMETEL,

LI EDSERICNA ., RITSRTERRRBEREZRFEZAT. LIUFATITK O RV 2 BBOAERIRSDE. 4

BLARE (X 250 mgQ2W THEATAILEEZERLL. ABEDRE. BEEOKRBICHLT. 4 BLUEK

250 mgQAW B 5 ICHEEEFE CEHLERTET D LITARETHDHEE A=,

‘KGAB, KGAC, R KGAL SHEE T, EAKRSHAMICL T XX TT 250 mg & Q2W 53, LAFa—

BEEIT o=, XIE 16 SBRFIZ IGA(0,1) B U EASI-75 #ZERM LM o1=1ERE (16 B /UL AR A —)
[TRL.LTVFXTT 250 mg & Q2W 5 THREELI-FER. TCS HADFEIIMANDLLT ., 52 Bl
(KGAB R Uf KGAC FHER) X[ 68 iEBF (KGAL FHER) FTICZLDHERE THBREHFONT,
BB — RIGETICE DI aL—av RN D, 16 B/ UL RARUAE —TIE, #FRE5HRMIC
EASI-75 ZER T HBERBFDEIE D 95%Cl [FEH->TW=HDD ., LTYFXIT 250 mgQaW (26%) &Lt
BELTLIFXTT 250 mgQ2W (41%) DAL EL. LT FXTT 250 mgQ2W T 5I12kY ., EASI-75
ZERTHEEHHIEMT IS HDHETFRISNT-,

‘KGAL SRERDBARSHMICL T FXTT 250 mgQ2W /5 L1- 16 AL AR A —IZDONVT,. 28
BRHEFIRSHRICIGA01) TO RIGEHFFL-HERE DES (F., HEF IR SRR 250 mgQaw 5[
BEYMTEIN-HERE (Q2W/Q4W F#) LEEERL T, 250 mg Q2W TR EICEIY T on =R E
(Q2W/Q2W &) THUERIZE L VETR (250 mgQ2W/Q4W EE B T 250 mgQ2W/Q2W BT, 52 BRI 50.0% %
U 66.7%. 68 BEFIZ 56.3% KU 70.8%) NERHOENTz, COIEMS, +RHABABMENBFON-EL
250 mgQ2W & 55 T S ETRYBLVABRNRI I CELAREMEN H D,

‘KGAL SHEEDBAREHBDOL T FZXTT 250 mgQiW B TTSEREICHTHEBHENTREINI=ZL
1o, HEIFIR S HIR (16~68 ) D Q2W/Q4W B LB AR EHMICL T FXTT 250 mgQaW #1551
16 JEEFL AR A — (Q4W/Q4W 8f) TIL.IGA(0,1) . EASI-75, EASI-90, RUEH NRS X7 4 RAb
WET. RIGEHBLELEBREOBSICKERELROONGENSI-CLEEETHE. EAKRSHIRM (0
~16 B) DEFT Q2W E5HD5 QAW 5 (ICUYB R EBRRRBRT —2FHE0E0D0. LI)F I TH
B5ZxRIBL TREEREEADEA THI AR REF/ONBEL 16 BELYBLHTIC Q4W 12 5(21]
YEZ. QAW R 5 MG THETABRRINEHIFTELLHRAIT S,

-KGAL. KGAB. R U KGAC FHERT. 16 BEFICL AR F—LiE-1=3 DD #iFHR 5 HMIZ Q4w 5
PUBZ - ABERGCHIMETLULBERE L. TR7—TE#ICHBITLT Q2w £5%BHLIz. ChoDH
BEDZT.TCS BtADEEICIHNDHLT . QoW B E5EBREZ. BEABRIGHNB{ONFIEMN D, Q4W
BEREEL, BEOREICELT QW IR 5 £ 8L 326N EYITH S,



12BULEQ/NMNEEEICHTIAZERVAE

12 mLLE 18 BRBEMDAE 40 kg LED/NRBEFIZHLTEH, MALRLAEZERUVAETESTHILE

MLTDBEYXFHFINT-,

-FELE I HRROBIEFABIHERICE DS, FLE TOEMEOERITEAR S M. HiFE
SHBAICHATORRESSTR—EL TV,

-BEAEYMEBEBITOLIIVXFXITRER., HRABBRELEBELTELE HRETHOIMIIH
Motz ChlE. % Il HARTOFLE HBREOKRESANENHEEZONT, V2oL —LavD
BR.EVE BRELBRAFBRETCLIVT AT T RENKECEELTWDIEN TSN,

LIUFXRATTBRBERF. ELVFE HREOTHERENE D, RABEBRELYVL 17%05 21%5H o1,
BONE AR TO 16 BROEAEL. RROERZRLIZA. COBBEDEN T, RALTLE K
BRETOAMMEDOREICEDLEALLEA ST

- REMICETAMANEAPHT T LIVFAITDREETOT7A LR AN EE D F *HERE DT
FULTWBIEMNREINTZ, Tz LIVF AT EHELVE BREOKE (KE. BR. RU BMDIZER
REICERDH I EERIFSEM T,

* 12 ML L 18 MAREMDIKE 40 kg LI E

4. REBRUVHAEICEETSHER

7. AZERUVAEICEHET HFE

AEZEDABERGIE. BEREEREBEMNS 16 BETIZIXBOND, 16 BETITARRGHAEONENMES
F.BE5EHPILEEEETSHIE,

(fRE5%)

AENDERKRABROBAEICEDE, BEZHRBLTLHRNFEONLGNGRICTEBREFR SN/ BTSN DI LN
HONKSERFELT =,

5. BRER IR
(1) BEERT—%/\v5—o
O:FHEEN O:.&FEH
2 iV NRE

HEa4 pn (A EL) RETHIY HBOEHEW
NAFTRASETARUEYMEMR EEHER
KGAY @) BER NGRS BOVEIE. EEA | 125 mg/mLELFE (N4 T7 L) 5T 5t
‘BHRULHE . kTR 28, 3 | #HEVUCERVTEHERTERE
- EFHR18~655% THM.ERES, | LEGEOLITIXFXTTiREL,
-BMI 18~32 kg/m? %M ER RS ER PFS-NSD *ZFL\THE K TR E
-{KE50~100 kg LEHBEOLIIXFATTHREDE
17645 (S EN) MRS O
KGBG @) R ABERE BOVEIE, ZHEERI | 2 mLPFS-NSD ¥ B U2 mLA—k A
-BURULHE B, BEAL, 1T | oo —FHANTLIYEXTT
- FEER18~655% BM.EER. 28, | 250 mgE R THRELIzEEDLTY
-BMI 18..0~32.0 kg/m? HEEERER F XY T DEMBNEED T
241451 (A EN)
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. ST/ ®EE A eas . .
HERA P (BANSEAN) RETYIY HEOETHER
BEEEEN IHEEEENREL-EMBERUVE RS
KGBA @) R ABERE BOAEIR.BEER | LIVXFARIZEERTHRER
‘BHRUXE 5 \EAL. T | UBIKNBRESLILZDREMER
- E518~507% . FERER VEEMOFE
-{KE39.9~96.8 kg
2245 (5+E A)
KGAZ © R ABERE BOVEIME. B, | BAARUBAIZLIYFXTT%E
BHERUXME |BUEALEL. Z_EF | ETHRELIZLEOLRLE.BR
- 518 ~557% B, TSR x@. 3 | . RUEYEIE DT
-{KE45~105 kg TR BR
60451 ( B A< A 30451 / 5+ E A 30
)
KGBB @) R ABERE BONEIR. BEEA | LIVXAITEZHRANITRELIE
-BHRULME t.ZEE5R. 75t | EOREUERUVENEIREDTMH
18 L E RxtiE. AEdEs
-AREHNEBRAEOISNL | B
N
4161 (S EA)
KGBF @) HERARE B EDLHE, BELE | BERXRKEmEEFICLIVXX
BHERULME b. 7SR B. = | v IE2REBELIZLEEDREHE.
-18~60k% EER.ZHEH | BRAU. EVBR. RUEHZD
EEDZEHASI120A L | B, AEEHERE Lo
i
4715 (5L E AN)
KGAM @) R ABERE BOEINR, BERR. | LIVFXTT1 mLE2E X (E2 mL
‘BHRUXE \|IEAL.2BREHE. | Z1IERTHRELEZLZOEDH
-18~458% (TR R B T2, RUEEEO T
-{KE45 kgl £
*BMI 19~30 kg/m?
4145 (A E AN)
FrE—MRERBEERFEL LB B
KGAH @) TrE—MHREXRRAERE | BAFEIH. BEE | DSELISEEDTRE—ERE
‘BHRULHE 1. FERHER KEETOTCSHAIFERELEL
-18~758% FLIVF AT TEHEBREDR S
-SCHFD1E LI LRIICADE 4 @) 5T
55451 (5} & A)
KGAG @) FrE—MREXRBMAEE | BN EIHE. BiEA | TCSTIRAVFA—ILAR+RGDE
-BHRULHE t.ZEER. TS5t | ENLEENTIE—MHEEXSE
-18~75%% Rt R EABR FHTOTS5tAR (TCSHEH) LEEEL
-SCHFD1E LI LRIICADE F=TCSHATTOLITIFAITD
i TE2ERUVEMEOTE
21249 (S EN)
KGAF © FrE—MHREXRBMAEE | BNEILE. BEL | hEEISEEDOTIE—HEE
-BHRULME b.ZEE®R. 75t | #BETOLIUFXTTNDLE
18 L E RxtiB, WITEHME | 4. BOE. RUAERISTEDT
-SCEFMDI1ELL LRIICADE | BR fili
28041 (SAE N)
FrE—MERERBEENZELE-FNRTS AR BERE
ADhere-J © FrE—HMEBLARARY | ERNENHE. BEE | PEEICEEDHARANTRE—
(KGAL) FOEVES . ZE5R. 75t | EEEREBETOTSERELE
-BHERULNE ARxtiE, WTEHBEE | LEETCSHATTOLIYXFATT
‘SCEFMD1E LI ERIICADE | BR DEMER VL L EO T
286451 (HAN)




. ST/ WHEE e it o .
RAER4 5= (BANSEL) HEBRTH1Y HEBEDOXHEN
ADhere © FrRE—MEBRBRARY | BHAENE. BlEL | DSEISEEDTIE—HRE
(KGAD) FOEVES b.ZE5H®. 75t | BB TOTSRELELTCS
‘BHRUXE R, HITEHBE | AT TOLIIXFIITOAED
-SCEEM1E LI ERIIZADE | BR HRURE MO
L
228451 (SFEN)
mITTER : 21145
ADvocate © FTrRE—MEEBXBRARY | BN FNHE. &L | FSEHNSEEDTRE—ERE
(KGAB) EOEVES b.ZEER. 75t | RBETOTSRELBELEZLT
-BURULHE R, HITEHME | VXFXITOREUHRVADED
-SCEEMD1E LI ERIICADE | E& B i
424451 (5+EA)
ADvocate2 © FrE—MEBRXBEARY | B FENR. EEE | PEENISEEDTIE—MHRE
(KGAC) EOEVESE b.ZEER. 75t | RBETOTSRELBELEZLT
BHERUVENE AR, WTHEER | VFXYTOREERUVEDED
-SCEEMD1E LI ERIICADE | B B i
445%1 (5+ELA)
mITTEEH : 42745
ThE—MERERBEERNRELIIEX BRER
ADjoin © TrE—MEBRABRARY | #B5 . REBGERR | £THRET T UL XIEHRIC
(KGAA) FOEVES HMANPEENMEEDNTHE
EITRBRER TLIEEY —MEEXEETOLIVFRY
IR ANEEY TORHREER VAL
999451 (S+E N)
mITTEH : 97945
ADore © TrhE—MEREXDFELVEY |BHAELE. kT | PEEILEEDNTIE—HRIE
(KGAE) B=E B’ B ROFLEYBETOLIIFAY
-SCEFD1ELL L ATIZADE TDELERVEMEOFTHE
L
206451 (S+EN)

AD=F7hE—1tEEE %, SC=RY)—=%
a) TL IR ) DI FIL L R EBEIRY M (+7=85
b) 128 LA E 18R FE M DIRE40 kgld £
c)KGAB, KGAC. KGAD. KGAE, X [XKGAKERER (REIDTIF U RIGADFEFTMT 5. SR ER. BEAL. ZEFHK. 7

StARHER, WTHBRER) CABRERELZT. ATHBOARERSRURREREEICTE TLESE
DKGAAGRERICEIEHANON-FIRHESRE
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(2) BRPREIEHER
HAARUVBABREAEGRELIZBHNE | HHEER5HER (KGAZ HER. BAAN/SEN)
B#: BRARVBABRBRAZRRIC, LIVXXITZHER TRELIEEDR L. AR, RU

ENMBREETMT D,
HEBRTYA| B 1M, BER. BEAL. ZETR, IS5 AR, BiTERER CRE D15 TEE)
xt & | 18~55mDEERMERE 60651 (BARAN30f%]. B .A3041)

A OB A R | BEERE206(BARAN0E. AAN106)ASEHIDODIAR—FDEIFR—MNT, HBRELXL T+
ARITBUVTSERIZT: IO L TEEASIML. EDHON=RAENLITNFAIITRIETSREERE
BRT#&EL,

aR—k M LTYFXTT125 mgRIE TSR

«aR—k2: LTYF XTI 250 mgRIFTS5tR

«aR—R3: LI FXTT375 mgRIETS5tR

L R | <BHrg>
ARBREDREEZ(T-2WERE 60| [F7R—~206]: AR A0 (LT)FXITEHIB. TR
351 . BAN10BI (LT Y XX T R, TS5 HRE3f)) e REMOBITHRELT =,

<ZeHE>

BAARUVBEABREEREICLIVXXYIZHE R FTHRELILZOREERVUEBRETAT7A

JVIZETRHoNE, 1=,

CAREORSZICRBEXIIECLEFEESER(TEAD) [F, LT AT 2HRESNEERA 2K
T12/21450 (57.1%) 2174, B A 2K T14/21451(66.7%) [C28#BHS N, TS5ERFH/RESN-B X
AN T4/9 284, B A T3/ 114EHONT=,

"TEAEDSHEHBREHT2HILL EICEOONERIL. LI XTI EHRESNZARAALAKTIE
MERTNEACIMAE. EHEBAAN. RUER. AALA TR ESERSE., BEE. MEZEFEFAMm
fE. SESTERAIATIBE. R UIRBIETHoT=,

LIYFRITEBREESN-HREBREICROON-TEAEDEEE X, K& (ARANEK: 1784516
. AALK: 2800260 (TEETHY., BRAANBERVAAENPEE, AAISEINEETH-
1=o

CRRELORBEZRATE TELROEHESNETEAEX, LIVX X T2 ESN-EBERALIK
T5f (23.8%) [Z54F . B A L2IA T3 (14.3%) IZ3RHON ., TS5 EREZR SN -BERATIHIZ
. BAT2MIz3REDONT=,

CBELGAEERIL. BAATORE T EM o=, BADIBFI(LTIFATT125 mg) T. BEELEE
BENME(EHREEIT RBRLLAN ARBYEMICKYARELORRBERITBEVEHEHSN
1=

RTHIRUVEEBRICKYRABRERIELEEBEEEXBRAARUBAELIZEO NGNS,

EERBREME. MLV BERFR. XIF12FELERICERKRNICEELGEHRILARIEED
LNEMhoT=,

<SERME>
LIV F AR TR ERITHEMIAS SIS =B E XLV ot

<EMEhEE >
TVIL 1. (2) 1) BERANICHSITHEEESHER BN FIHMEHER (KGAZSRER) ] (HARANEAN) 1D
BESH@

E)ABIORBESNDEE-DRRUAZ-AEENV. 1 SEXIEHRIRVIV. 3. AERUVAZINOESE,
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2 RIGIRRAER

HBHVE b A E RISEER (KGAF EHER. A EA)

BH:BADHPEENSEEDTFE—MRERXBEERRIC.LIVFXITERERTRELIZEED
EVHRUVREEETSERELELTIHET 5.

HBRTHAY

FEIbiE, |EAL. ZEER. TR, WATHHERR CREDS7THEHR TEE)

xt ES

BRADREFENMEEDTNE—EREREE 2804

FIEREE

EERSE UL LD B T &,

AP —Z2 0 B D 1E L LBl ZHanifin-RajkaD ST EH#ECE DN TEM SN =127 FE—1E KR E
REH,

ROV TBERUAR—RSA VB OEASIRO7 16 LD EE,

ROV TBERUAR—RZAVEDIGART AU LD EE,

RO U B RUA—RSAVEDRRERBICHDEITIE—ERERBEDE|EH10%LL L
0)%%0

BEICHAEECHTEIRIENT TR THO-EE ., RIINAEENEZNICHRETEHREH
Washf-EE (EELEMERXIEIREHIRIDE=H),

R—ZRSAVEDFITEULE, —EE0NARER (MROFREFEZST)F1A2EFEAL TV -E
&,

FRRRO AL

R—RSAVEDRNBELURICILNFIRTAMRNAEENAAHIL a2 VHERIDREE
Zitf-8E,
R—RSAVEDORIGBURIZU T OERDAEEZITI-EE,
-REIIHE  REREE(EFEILFIRTAAN|NE, DHYO0RKR)Y, 207z /—)VBEICF
W AE—DA AU Y XRAEF—FE (JAK)BREE., 7HFA T AL FH—RE)
-TrE—ERE RICH T DABEERVIALZRE (VIL D RUENMRARST)
R=ZASAVEDQRITBURIZRASNW-RERIEFERAL-EE,
R—ZSAVEDRZALUNICHEZRE HYMNLRE AFERE RERE XIREFEDS
ERENDERFHEOEERIIEAMRLEEEZETIEE. HEIVIER—RXSAUBEOFITEAURA
ICREMEERLEEZETIESE (L. BREREROBRYI—=T (EalEELTD) .
CREBROIEBEWHTAUREOH IR EHFEEEETIES,

B

RS 1R 161805 (0~ 16:E )
BEREELUTORESEHICZ3:3:3: 20 L TEREABIF L, Bt EHICE DT LIUXXY
IXRFTSEREREETREL., 16BBETOLZEERUVASEETMELI,
LIJYXXTT125 mgQaWEE
VEBRSECAFESELTLINEXTT 250 mga B FIEEL., LBIZLITYXXTT125 mgg
QWTE T E5LT=,
L D) F X 7T 250 mgQaWEE
VEBRSECAFESELTLIYEXTT00 mga B TFIREL., LEIXLITYX X7 T 250 mgg
QWTETRELT=,
L D) F X 7T 250 mgQ2WEE
VEIRV2ZEDHREREICEFZREELELTLIVFXTTE500 mg2 R TFREL., LRIFLIYXX<T
250 mgEQQW TR T 5L1=,
ISuiEE
TS5EREQWTRE F#ELT=,

o ® B

<B\BHHE>
F EEF I8 B 165BBFDEASIRATDR—RSAUMNSNDELE
BIREYETHEIE B : 16:88FIZIGA(0,1) ZERR L= B DEIS. 16:BMFICEASI-T5F ER LI-HERED

e F

<ZzEMHE>
FEER . BRREBE. (2L Y1Y F

<GBERME>
MEMHUA, PR

f2 th A&

<fEHFTHER>
BT EmITTERE (1B LDBRREREEZZ -3 X TOHBKRE TRELATIFSNIRE
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BELTEN . REMOBEMIREUBMARER (1EULOBBRREIREER I X TOHER
BETEBRITRESN-REFELTRIM EXRELT=,

<B\BHMHE>

FTEFMIER (X BEREER. R— XS5V DEASIROTE R T EBLL-H£ 580 (ANCOVA) %
ATl

TR D EREIZE T AR AELEE B [IGA (0,1) . EASI-75] M E4TIZ 1% . Cochran-Mantel-
Haenszell@EZE AL, TS5tRBELLTX X TR EHOR LREIT>T-.
KABRTEZELBRIIZERICHTIRAEIITHEN Oz, mITTER TDIGAKR EASIOD fEHT
RUZEHTIE, 16BBETO KAMEDHSIZ, T—FD KBl A missing at random (MAR) THBHZE%H
BMHEELAEWTILODEHEETELTHILA(MCMC) IZEIKZ EMTEZ ALV, 168 LIFED & AIE 1%
wWELiEhot=,

<LzE&H>
HEZESRIEMedDRA ver20.1ZFALNTEET LT,

<R >
L71FXTT 125 mgQAWEE (73451) . 250 mgQAWEE (80451) . 250 mgQ2WEE (754)) . R U TS tREE
(5245) IZEAE AEITEN =280 £ HIAMITTEA R VR E MBI RERA L o1,

<H H#HE>

FEFEER

16 BB DEASIROATZ DA—RSAIUMDNELE

16 B DEASIROAT7 DR—RSAUHENEILEIX, 3DDLTYX AT TIREEIZELT, T5EK
BLHRLTHAZHIZEEIZIE TL (125 mgQ4W E : p=0.0165 . 250 mgQ4W £ : p=0.0022 .
250 mgQ2WE# : p=0.0005. ANCOVA) . LT F AT THEEIZLET7E—EREXOEABRVEEE
DBRENTRENT, EASIROATDETIE., R EHM O R ( R—XS/ 0RO RV O = D4E

k) AR T=,

£ 16BRBFDEASIZAT7DR—R S/ MDD EILR (mITTER : KGAFRER)

LIVXXTT | LTUYXRATT | LTYFRX<TT 5 pa
125 mgQAWEE | 250 mgQAWEE | 250 mgQ2WEE (7N_5' 2‘)
(N=73) (N=80) (N=75) -
16@BFMEASIRAT DR—RSAU MO DELE
FEHE (ZERE) -61.53(32.465) | -69.65(31.030) | -72.75(34.066) | -40.63(42.934)
=INZFEFHE (IZ
g -62. . -69.21(38. -72. . -41.1 :
By 62.34(37.266) 69.21(38.282) 72.09(37.229) 41.12(56.496)
:;L;?ﬂ_‘ﬁ&@% p=0.0165 p=0.0022 p=0.0005 .
095G -38.6, -3.9 -46.0, -10.2 -48.3,-13.6

TILATEEELTHILAZERAE(MCMC-MER) # AW TXRANEE 5T

a) ANCOVAZ R\ THEHT

= ERFECEDEASIROATDAR—RZAU NN EILE (mITTER : KGAFERER)

LIVXRX<T | LIUFRXTT | LITYXR<TD IStk
125 mgQAWEE | 250 mgQAWEE | 250 mgQ2WEE (N=52)
(N=73) (N=80) (N=75)
R—RSADFH{E 29.852 26.146 25477 28.903
(ZERE) (13.5174) (10.1346) (11.2057) (11.7900)
R—RSAUNDEILEDTYEEERE)
4B -42.37(29.157) | -46.54(31.404) | -50.37(34.529) | —25.44(29.769)
8B RE -53.93(33.315) | —61.15(32.954) | -64.12(33.639) | —-31.29(37.726)
12:E 8% -62.52(28.938) | —64.68(33.715) | -73.53(29.684) | —34.00(39.523)
16;E R -61.53(32.465) | —69.65(31.030) | -72.75(34.066) | —40.63(42.934)

MCMC-MIiZZE LT RAEZ 5T




Bl xR EE IR B

-16:8BFIZIGA (0,1) ZER LI ERE DEI S

16:BBFIZIGA(0,1) ZERLI-BERBEDEISIE. TS5 ERED153%RLT. LIVFAITHRERHT
[£125 mgQAWEE T26.6%. 250 mgQAWEE T33.7%. 250 mgQ2WEE T44.6% TdH 1=, 250 mgQIWEE R U
250 mgQ2WEE DIGA (0,1 EER LB B DB G 1L, T RBLELEBLTHIZMIZFRIZS
M o71=(250 mgQ4WEE : p=0.0392. 250 mgQ2WEE: p=0.0023, Cochran—Mantel-Haenszelt&3E) ,

- 1658 FFICEASI-T5Z E R LI-HERE DRI E

1638 B ICEASI-T5% Z R L - EREBE DEIE &, TR BED243%IR LT LIYFAITREHT
3125 mgQAWEE T43.3%, 250 mgQAWEE T56.1%., 250 mgQ2WEE T60.6% TdH o7, 250 mgQAWEE R UL
250 mgQ2WE DEASI-75% ZE R L= HERE DB & (X, TSR BELLEL THEATEMICAERICE NS
1= (250 mgQ4WEE : p=0.0021. 250 mgQ2WE% : p=0.0005. Cochran—Mantel-Haenszelti&5E) o

<ZzEMHE>
HEEROEBRISILUTOESY THoT-,

T AEERDEN (REMMBIT A REM  KGAFFHER)
LI)FXTT LITVFRART|LTYXXIT| £LT)*FX

125 mgQAWEE | 250 mgQAWEE | 250 mgQ2WEE < j’(7NJ:357'2_\)$F‘
(N=73) (N=80) (N=75) (N=228)

TEAE 42(57.5) 39(48.8) 46(61.3) 127(55.7) 24(46.2)
R 0 0 0 0 0
BELTEAE 2(2.7) 0 2(2.7) 4(1.8) 2(3.8)
BERELOREHE
FBRBEETEHL 8(11.0) 15(18.8) 15(20.0) 38(16.7) 3(5.8)
EHIBRSNI-TEAE
BREREHRIEIC
T TEAE 2(2.7) 3(3.8) 4(5.3) 9(3.9) 1(1.9)

REGIE(RBEEIE%)

HREENENOITEAE(ELINVF AT THTREISANE) (T, LRERE(£LITVFXT
TE15%(1761) . TS5 RE#5.8%(3) . L TRIIE]. LIREE#[6.6%(15%1) . 3.8%(2451) 1. BESE[3.5%
(8431 . 5.8% (3% 1. RUESTERRLAER[3.1%(741) . 1.9% (1) I TH>7=,

cEEEABREDTEAEIL, 2L T XX TED535(23.2%) RUOTS5ERED 12451 (23.1%) [ZEBHS
N, FEEDTEAEILEL I F AT TEH D664 (28.9%) R U TS REFDSH (15.4%) IZFRH DT,
EEDTEAEEX, 2L T UF X TEHD8HI(3.5%) R TSEREDAF (7.7%) [ZRH O, 26 £
IR E SN =S EDTEAEIL, JEHERRLEE (250 mgQAWEED 245l) DA TH 1=,

CRRELORRERNEE TSRV LIS -TEAECRBESAEN>LER(2LTVFXT
THETRBENEHI1%ER) (K. SEETERAIERE[3.1% (7). 1.9% (151 1. SESTERGIHTBE[2.2% (541) . 1.9%
(1451) 1., #ERE 2 [1.8% (4451) . 0%] . RRUNOBEAILARX[1.3% (345l) . 0%] TH>7T=o

KABRTIERETHIIRDH NG oT=,

-BELTEAEIL. LI UFR AT THRE B TIZABI [ (250 mgQ2wWEE) . /8=y U F4E (250 mgQ2W
). REEANIIL=T (125 mgQaWEE) . A TRIETE B & 37 (125 mgQAWEE) £ 1411, TS5 uARETIE2
I SRR IR B - R R E 1124 . FERE1HICRDoN T, EELTEAEX. TRTA
BRI LM EAICKYABRELORRBRMN GO EHIBTSNT-,

CAREE S IICES-TEAED BT, 2L UF XV IB TRHIRBRLIUR THBESE)
(SOC)RUT—f- 2 BEELSIVIRSIAIOIKEE](SOC) . TS uRETIXIEEH LUK THEM
FEE | (SOC) DTEAETH 1=,

BERIBREE. NP Ay RUDBER/NASA—2O EHEIZERBICEZEDHILTEHIETHS
niEmh-ot=,

<GERME>

HEDRAERR—RSAZONT IO O S TRESNEHEBRE L. TS5 RBTEIRDS
N . LTYFXEXTT 125 mgQAWEE . 250 mgQAWEE . K 10250 mgQ2WEE Tl . M F 1 26.0%.
24.1%, RU23%TH 2Tz N—RSAVZITHREMNAIZETH BB E D HAMIZELI -7
(25KiH) o N—RASAVEHIZHEDRAKIEET. REDRABENBFRLEZHRE (R—R31>
#%IZ3E Ll LB R RAE T M A THREOHERE) (L. TS5 RBETEROHLAT . LIVFIT
125 mgQAWEE, 250 mgQAWEE, B U250 mgQ2WEETIZ, ZNEMN8.2%, 5.1%, R 4.1%THo1=,
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CFRRASRR—RSAHOVNT A O FEME A TRESKWHERE L. TS5ERETEIEDLN
T LITVFXTT125 mgQaWEE, 250 mgQAWEE, B TL250 mgQ2WEE Tl EhZFh4.1%, 2.5%. &
VA1%TH >z, RFFAD R A IFHEL = 15X E (X351 [125 mgQAWEE 151 (1.4%) . 250 mgQ2WE$2
B1(2.7%) 1 THoT=. CNOIFIDEMBHERVADEDKRIL. ZUTIHIREHOLENLERL
BBELRE#HTH =

) AFIORBIN-DEE-NRERUCAZ-BEETV. 1 DEXIEHRIRUIV. 3. AERUVAZEIOESE,

(4) HREERIERBR
1) BIMERIEAER
OEWE 1 186 AEERER [ADhere-J (KGAL) XB&. BARA] (PREAFHRE) "
BE:BRAXIE 12 UALD/NER(KE 40 kg UL) DHFENEEDTFE—EREREEEHR
[Z.TCS HtAT T, LIVF AR TERER TR ELIZEEDEDIMER VT EMEET SR ELEK
LCEHET %o
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B, |EALL. ZEER. TR, BTHHERR(BERDITHR TERE)

xt 3

BADDIECITAT L~AMAVT ISR LICHYE T ATCSIZHLTHER+ 2 ThoT-. B
AXIF12FBULED/INR (REA0 kgl £) DR FENSEE'OT7RE—H KR E X EE 2864

* 1:IGAXO7HSLLE EASIRO7HM6LLE, RUKRKRERICHDDITRFE—MHEEERRFEDEIEH10%LL
+

FRRELE

-EEAN 2R L AAED0 kgl LD BMHEL L, IR ITIREEL TLVELRHE,
RO == BEOIEY LRIA DT SR 7 FE — R[S £ B E (American Academy of
Dermatology Consensus CriterialZE&23<) .
R—RSAVBEFDEASIZRa7 M6 LD BEE,
R—RASAVBEDIGARIT AU LD EE,
RRSAVHEDRREEICEHEITIE—ERERXREDE SN0 LD EE,
s A==V J R AURIC. LTFOWT A DBEFREICHLTHRT+HDEE,
AL FRFEELULDOTCSHRANLSZ2—YUEEH. S RIAKIEERI LD SR IEMH 7%
LV IZKB9REE
“SORRRYVEQTIE—HRIEREAETIENDLEEE

TRV AL

TFI453F— O EREETHEE.

EORTAMRN—RMDBELLGDAREEAH LIV IA—IL ARG EEDHEDHEFEFDE
MRE[RV)—ZVTRBRUR—RSAVRET, BE120ALRICILFIRTOMN D5 (T
O/ HRENABEMEUEOREEE. XITUFREEBADIAREER]IZETHE
&,

R—RFGAVHIZEAURAIZHERE. MOMVARE FERE ERE, MIhEEEDE S
BN ELTEIHMOEBERITIEMREEEZEITIEE. HAIWIIN—XFI/UKEDOFI1E
LRICREMRERLEEETHESE (L. BREEEROBRY—= A 8EELT)

EEEANOBRIFARLEZFHITHEE. RIFIRV)—ZTEOBRIF %4 )L R (hepatitis B virus:
HBV) BREM GO EE,

EEENDCEFRBREZEH T HEE. RITRV)—= T BDOCEFF 277 1)L X (hepatitis C virus:
HCV) REMNGIEDEE.

cZa—FYRF A% (Pneumocystis pneumonia:PCP) DEEEZE T HEE. XIIRHY)—=
TE®D B-D-J LAV BREDERIGETPCPIEEZHINI-ES,

R ORNSFERBREEESHIN-BE. RITTOIIBREREDIVRINTNEE,

EEMERXIEBEEEROMREE TSRS,

ERBIEARE DA ILA (human immunodeficiency virus:HIV) B DEEEREEZEITHEE. XIFX
V== T BEICHIVILEZRENGED EE .,

REOREIZEALLTREEMODAMERE(ERNTSATE YURTUTE. AVVCHATRA
fE. C1—EVRAFRIE. FANAFILRES) ZECRENF OBREN MM TLHRIFEEE
DHEVHIHLIEE. HOIWZABRELEMOHEICKVBO TESHE. BX. RITRHADRKRE
NERDONDZEE,

RO =GR EUNICERERAEZ SO EHEBOBREEEZET58E, TL2ITHRERS
N-FEERLERNE. HIWEELITEBESNELRL. BE12EBBIZBERORENGLEE




DIEEB MR T LR E X ILEEMBEEILR
CREROFHEEY T AT D H DR EHFEE (FLE. 28, RIEITVTIN—TRE)EH
THEHE,
R—RSAVEORIAGAURIZLUT OEROAEEZITI-EE,
-REINGIZE, REREE(ESHILFIRTOARE, OH0RKR)Y, 207z /—ILEEETIT
FIL AVE—=DIAVA R JAKBEE, 7HFF T AR FH—FE)
~FrE—HEE RITH T HREEER VL EEE
R—RSAUEIRBIZUT DAEEZT-8E,
“R—IXSAURISGAUR ., XIFFBHDE LA BIHDIEE) DLVFTAMEVADERERAD A
-R—RSAUHI6H A LRIZ)YFL I TEOBHIE S £ W S H|
“R—RSAVRNGELA., XIFFEFEDOSELURNEEMDBEE) DLVThhRVLVFADOHEAD
o R BIF]
RO OBRKRRET. BRIICRELEZREBEOERENROHONI-EE,
R—ZSAVEDORELURIZE AR AETCS, HHIAKBREE, RIFNARIKRCIRATS
—tE-AEEDBEEZ(T-EE,
‘TCSIZX I 2EXRARMER CAEICK T 2AM . BEERE. EXEREEH. RULEE
AH)EAL. AR UEMXILARBYEMN LS ERAEEITEIRELHMLI-EE,

A B AE

AERIZ ROV —=U 7 HiM (&KR308) . EARS LM (16:8MH) R U # ik 5 41/ (52:8
) . REMBHAE (10:8H) TR SN -,

5 HAR - 68:@ME (EA &R SR 16:8 0. #iFik 5 HAR52:8R7])

R—XFAVDTHULRNIZ, TRTOEBRE TH NN R FEDTCS (BURGEBLLICIE N HAME
EDTCSXENAANL Za— ) BER) ODFERERKBT HEEL, RV -V T HRM P
TCSOFEAEERXIINET S LEBU LI R—RXFMV L ABERIGICEIVBEIZELT
HRALTLWAHAMNMEENSHFEEDTCSRUNAAIL S 21— BERE R EIKET S
C&ETREELT =,

BA%LEHAM (0~ 168 )
WREZERRVEEEFEETEREL. UTOWTUADIREF#IZ3220 L TEESAIEL
= Bl oI SBICEDE LIJYX XTI RIETSeRERERTRELIZS
L 71X XTI 250 mgQ2W+TCSEE (Q2WEE)
TCSHAT T A=AV R U2ARKFIZL T FXTT500 mgZBRFREL. UFEEFLIT)FX
YT 250 mgEQWTRE TR ELT=,
L J1XX<T250 mgQ4W+TCSEE (QAWEE)
TCSHATT. R—RASAVEIZLITYHFXTT500 mex ERZEEL. LEIELIYXX<T
250 mgZFQIWTE FiR5LT=,
ISR+ TCSE (T5REE)
TCSHAT T, 7S5REQWTHE FiR5 L1,

*2: B HESDIREROFAZLALL. BOSYORKR)Y  BOXRTOAREDL ERE. RULRE
EOHRERLL,

BAREHETOLRX1—BE:

LRAF21—ABERE. TME—MHEBRICHTIE2H5BERENAVNEEDNAREEZLL
e MAZHNWTFE M RERERDPBOOSNLAF 1 —ABREETIHBREBICHLTIE. 25
EEAERIBT BRI ETH AN BEDTCSOEREHRELz, W ANBEDNTCSEL A Fa—
BEELTAVWVEISS . ABREOREIMGELEN, 16BBOERTE TR, TR —TEHIZHBIT
S LRAF1—ARLLTEEEE(EOaLFaRTAS R, iGEE. DIORRKRIUE)#F
ZT-BEREICH L TITABREDRSEZDIE LA, KMRT#BETHEEL., 16:AFF D ERRSE
TH. 2GBEEATHWNMAREOFBHDOEULED DAY a7 O MIBERATHLIR T —
THABITTELEL . KARTIE. D ANMEENSHFEEDTCSEHATIHBT V1L
LT ==, TNODTCSHHAIFL AF 1 —BREA TSI DT,

IR 5 1A (16~ 6858 BF)

BARSHECTORSRETABERISICEIV T, HREZ _ETREERREHRIIEITIRY
— TR SR O RS EBICEIM =,

L ZEERMEIFRSHE>

BARSHEBPICLRAF1—ABEEZITT ., 163 BFIZIGA(0,1) X XEASI-75% E L - ERE
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(LRRUE—) [ EARSHEO16EROXRSTE TRIZZETERHEFERSHBIICETL. &
ABRSHETORERIZEDIZ UTOLWT A DBRSHICEEFALLL.
CEAB SRR TQWEDL AR A —
TCSHATT. LINFXTT 250 mgD QW T 5 &ML 1= (Q2WRes/Q2WEE) X IEL T
)& ZX<7T250 mgDQAWE TI% 5 ICEFE L THKEL 723 (Q2WRes/QAWEE) [21: 1D L THEME
AleLf=*2,
BAREHB TQAWED L AR A —
TCSHATT. LIUFATT250 mgDQIWRE T 1% 54 #&EL 1= (Q4WRes/QAWEE) *2,
CBABRSHETTSEREOL AR A —
TCSHATT. ISt RDQWE Fik5&#HEL= %

LKIRT—THFRE5HME>

UTOHERE LT R —THFRSHMIcHBITL .

-16:EBFIZIGA(0,1) RUEASI-T5D WV N EZER LG D o 1= HHERE (VUL RRU A —)

R=ZAFAUHSIGBEBEETICLRAF 1 —ABLLTHREERIIE BEEEZ - HEBE

—EERMESEESERICEE/EAILSN., 20, 24, 28, 32, 36, 40, 44, 48, 52, 60, X [L645E
[CEASI-50DM M SN AE o -1 ER E

IRT—T#HEFR 5B T, EER T TTCSEHALTLITNF XY T 250 mgZEQ2WTE T %

L (BALRSHRTI SR+ TCSEHRE SN HERBE LTI, 16 R18ERFIZL T+

A Y T500 mgZEERREETUL. LKL T FXTT 250 mgZQ2Wik5) *2,

BARESHBTQWE., QAWEE, RUTSRBOHEREE. TN Z N Q2WNonRes/Q2WEE

Q4WNonRes/Q2WEf, 75 tz7KkNonRes/Q2WEE &L 1=,

32:8 B LABE D E #5z2[E] D Bk CEASI-50%F ER L AN o5& IERBR P IEEL-. —ETHRHM

ﬁ?x‘—:f_-ﬁﬂFaﬁ@ZOiﬂH?fulﬁltEASI 500 SN T TR —THICHBITUBEREICHLTIE. B

171485 RS LLE O E#52[E 0 S fR b TEASI-50ZE R LM > =B & IR b & LT,

*2: RS HMPEREFIOHAZLEALL. £ODVORRYY  BORTOMREDEHEE, RULKRE
EOHRAERIELE,

HFREHETOL R X 1—4Y

LAF1—BERELT. PHE—HEBRIZHLTHANESEDTCSEZRRMIFERT HIEER
BebLfz, TRE—MRERERDIOIZ. £ R EEEEHNICET HIGEILERNC LITRETL.
BEERBT BRI ATAHINE=A—,HEL, TRE—ERERERICIHTEILEHEEZER
HMICET B5EE. REPIEELT=,

RIU—Z T foeakd
(®&E308) B (16 BB IRHETH (52:EH) BiEE
+—r < > < >4 >
HSTEER

ITTSRE | LFUF X T 250mgQ2WHTCS
LU ZT7250mg 2 Gaw Y IRL e (N=32)
+TCS(N=123) (Eiks

BEERE
(1:1)
LA T 250mg = Q4w m LFUFZ T 250mgQAW+TCS
+TCS(N=81) (N=38)

(10;8R8)

b —EHEE(%:EIRTLH# %Jé{[ﬂ#iﬂﬁw

g FAE T [ 2OEE THLSERED SR O

*HEF:’HE-Z. Z? bIZ’j 7"@¥’\¥%ubﬁ_= $gt9& T3, >217?1} 1&F’n bEP%FmTC,S’HﬁFﬁﬁ%u[%irtt‘f( YELT W, TNSDTCSD
LB IFTIRD O,
=R AL GO RE O TCSERRHIER T BT S o i Ui, 7 hE— rmﬁﬁmmmr DL 2EFEFRHNICET S
BRERET BRICAT Y DILE 9 —ERBUL. £BREAT EHNICET 254 skt
H3)R—ATA VR 2ERICLTUFZT T S00me FEREE S L. LlE&fa:L/Z’"J#IV?’QBOmgQ’AW’Z)&EJL:L
FEHR=2SA JE—;\ LU 227 500mgEaER S L. LIEEL U 2“77250mgQ4W@i%u‘_9
iS)aslng"jtﬂ.Q%’F‘yi FIEEDG. 6B R BB T UF X T500meDaFIE 5SS, LJJ%\;D?’U$}C77’250mg@2\/\/’£3§%bf
FE6) KR J?;JE I A3, AHESHRSE G BB TCS, TCL W?FJJAKBEQ* SHHPDEAESS) 13 1 BMO DAy 2270 N E{T ol DHIHEE~hEED
BRI
HN)R—2Z 57)7EILJJ:HUD S NN EEOTCS (GUREERLICEZ /) OMEE O TCS I TC) OERERE L. 27U — 27 B IZ TCS O R #08 [R5

FATEERI LI A=A 5 VRIERRTICTE T H#AL TV SRR OSSO TCS RUTCIE S X 4 H3EY BT ETjke Lz,
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16885 ZEASI-T5%F ZE R L - HERE D EIG *3

*3: % 516 DIGA (0,1) ZZER L= #ER & DB & R UEASI-75% & ik L - 15 5% & D B & Hico-primary

endpoint,
Bl R B9 FE Ml | <BZME>
1HH EELRIRMFEER

BAB5 AR (0~ 16:8HEF)

- 168 BFICEASI-90E ERL L-KERE D EIE

16 BB DEASIROT7 DAR—RSA U MDD ELE
R—RFTAVDEANRSAOAT M AL L DHERE T, 1. 2. 4. RT16BEFICEANRSROT DA
—RSAUMBARAV U EDREEZERL-HREDEEG F

fORIXRAETEIER

BEA%LEHAM (0~ 168 )

\IGA(0, 1) FERLI-HEREDEIE (2-4-6-8-10-12- 14:8FF)

"EASI-75% ZER L= B E DEIS (2-4-6-8-10-12- 1458 8F)

"EASI-90ZZE R LI #HERE DEIE (2-4-6-8-10-12- 1458 EF)

*EASIROAT7 DA—RSAUMHNDEILEE(2-4-6-8-10-12- 14:88F)

R—RTAVDEANRSRAIAT M4 L DHEERE T, FEANRSROAT DR—R T U INBARA 2+
LD EEERLI-HEREFDE|S (6-8-10-12-14:88F)

IR 5 1AM (16~ 6858 8F)

1658 B ZIGA (0,1) F3ERIL . 68 BETDEIET EDIGA(01) L TV -HERE DS (18-
20-24-28-32-36-40-44-48-52-56-60-64- 6858 b5)

- 165E R IZEASI-75%ZE AL | 688 FE TH KT EMEASI-75% # 5 & INEASI-90% 5E A X (L 1%
LTV =HERE DE|S (18-20-24-28-32-36-40-44-48-52-56-60+64- 683 k)

CEBARSHBOLRAR A —IZET568BETODRREIEDEASIRATDR—RSAVNNE
{£ 3R (18-20-24-28-32-36-40-44-48-52-56+60-64-683E )

R—RSAYDEANRSRIAT H4LLETI6BFIZEANRSRIATDA—RSA U BARA Uk
UEDHEFZERL. 6BEETHOERIRTEDEHANRSRAIT DR—RSA U DARA L ED
WEEZEBFL TV E-HBREDES

68 EETDERTEDFEANRSRAT DR—RSA UMD E{LE (16-20-24-28-32-36-40-44
+48-52-56-60-64-68:E0)
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BEME, hRHUE

<NAFT—h—>
ERICHRELIZIEE
CCL17(Thymus and Activation—-Regulated Chemokine: TARC) M= EI{E (4-8-12-16:E k)

<zEH>
IHEEER. . EEGASER BREPLICE-H-AEER. EEBRICKIAT . BKREE
B ALY (EARSHRERV - ETRMFRSHAM) *

f&2 #h A&

<fRHTRER>

BARSHEOANEOENIITTER CRREORSDHECEREMIEE (DL,
HIBEEMOY . BEEAIMIN-2HRE) . KLU OB XR MBI RER (RIELRSE
fFeh. BEARSHRICIRIL LOBREREEZ TN TORBRE) EMREL =,

R SHREOANMERVREE QRN FHFEERR (N—RF1VFFIZQ2WE X [LQ4WEE
[CEEABUTESN. LRAR T —DEEEH-L, #FREHFEPITIEU LDEREREER
(T RTDWERE) ERRELT=, F-, 16BERICT R —THEICBITLEHEBRE (LRAR S —
DEFEEBESLN>-HERE . RIIZBARSHAMICLAF1—ARERIT-MERE) T, #F
BREHRPICIELU EDRRERESEZ - BBRELZHIFICARIR T —TEHLL,
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<F:E>

*Estimand R N JRME D ERY LY

BAERGHEEHFIR SR OPrimary estimandld, AT O—ERBANSTO—MD%H
BHybrid estimandTHY ., FAEBRBHICEOIVWTHBERICHIG Lz, EABRSHBOFHER
AR TERLEZLAF1—AEOMABRVEAREDORSHILD2EHEEL -, #FR5HMH
TlE,. INODHFEEBRICNA T, TIRT—THADBITLRAV=,

BAKRESHM DOPrimary estimandlXITTEFADSE, LAF1—ABEET . IRF+ A TR EH
LN =HEBREICS ITAEERRSDERIERIFFHEDLIVF XTI ETSERDEL
Lfzo EAZREEAB DPrimary estimandZAWNVT, EARSHH TR TOTETFMEBERVEE
HEIRETHEIE B DEMEERL. LAX21—AERLLTHABREGIANEEDTCSOA) EL
KFEHEEEFERLE XEHRT+ 0O BEATARBREDERSZHhIELIZIGE . AhEERRE
HEMIGEFETOT—2ELTR—RASAUEERALIZ HIRF+ 2 U DO EHTHRE
DEEZRIELEGEEFIRBIEL, TRTORBIMEEMCMC-MEEE AL TH T L=, MCMC-MI
AT BBREBOT—ADHBEEEL. h D, ALREHOBREDEFEREFHALT, MYREFS
ETRAEEMHETLI=,.

“EERHEE RS HR (16~68:iE) DPrimary estimandlZ#FEBELEFDS>5. LAF1—AEL
LT BEEZFEAET . IREF+HTRERIETEIELGL AD IR —THARBITLE
o= EBEICHFDLITIFATTDERREDERINEGRITTFELL:, ZEFHRMEFRS
EAR D Primary estimandZFAWLVT., #F RSB T R TCOEZLRIRMWEFHEIEE OEHTEER
L.LRAF21—BELLTELEREZHEALESE. IRFT T+ O EBEHTERECRSEHIEL
GE . RIEIRT—THABTLLGE ATPRBREERINS68BRETDT—2LEL TR
—RTAVEERALTz LAF2—BBELLTHAERE I AN EDTCSOA) EHEALIZ. X
EMREF+ R UNDOEHTAREDREZF LGS EAFTHEBERREZNC68EREET
DT—RERAEL. TRATORANEEMCMC-MEEZE FALNTHETELT =,

FERFE

FEFMEE. HCITZEEHOENEOFFMIE B IZ DLV TIE. Cochran-Mantel-Haenszelt&
EEAWNTHRSHRBOLEEZITVD., FRRURN—RASAUDEREEEE (IGAROTIXIEIN%E
AR F &L THAEL Tz, Cochran-Mantel-Haenszel & E (& BpfE. AR FAA Y XL, RUTEA
95%CIZERLT=,
R—RZAVHZEDODBFMBERICETIERELGEREVOEMNEDOFFMIEBB IZDOLTIL.
ANCOVAZFAWVTIR S BB DO LLEE 1T o1z, ETIIVICIFRGH . HEE (R—XS/VE) RUVE
AERFIEHRETEBREEE (IGARTTIXIEN IEE DT, B EHB ORI EZMNLGLLERIZIER
IN_"FTEHEDType MIREZA = RIN_REHEDE., FERE. pfE. RUISUCIZRL
Tz

BHORN—RSAVEDAEEEZE T MO RO ERERDOENERUANILRT IR L
SHEIE B D% 5 B M D LLE (21X mixed—-model for repeated measures (MMRM) ZFL V=, T L
IZIEEEH. AEER—XTFAUE) . KR R—RTAUELREOREER., BEHEEKED
RXEER.BIRFIEHRVEEEEE (IGAROTIX(I) IZBEEMRELTEO -, HERE
RBREEFETIVET 50O ENEEEICITEREDESBITIERA -, BEED K LSBT
HI AR LA LVEG & | heterogeneous autoregressive 3t 43 B #8 1& . heterogeneous compound
symmetry 1t 43 Bt #8 i& . heterogeneous Toeplitz 3£ 79 8t 4% 1& . autoregressive £ 9 BR & & .
compound symmetry £ EEEFIEICHLV -, HIRMERALEZZFZRALT, HHEXKenward-
RogeriE MDA LUZKYHEE LT, I 5 BB OMET EMRLEICE R/ ZFEFHED Type 1 E
ZHL., 5% EBREERLT=,

ZEMHDORE

FEMIEBER RUEELRIRMFHAEER *ICEALT. 2RO FE B0 BRERLFE/KERA
0.05(Z#IfH3 1= . ERIIZFE & 1=Graphical multiple testing procedure®ZEMELT-, 27 5T71H
L7 TA—FERWAERIIAREFIETH D10, family-wiseDBIRHEERF HFZIZHIEL =,
ZEMEFRELTOAVGEEIER ICEALTH. pfEA0.05% FE--HEICITMEFMICEETH
HEEHEHTIN. BELODEEEZEKRT S,

* 4 R—RS5ADEAHANRSRIAT H 4L L DIHERE T, FEANRSROAT DR—RSA U HARA MU LD
WELEBL-HBREDZE (1-2-4588) RUQIWEEDEASI-90% E K L-1HERE DS (16:88F) .
EASIRO7 DA—RSAU LD ELFE(16BEF) . A—RSAU M SDFEHANRSAIATARA UM EDTR
EFEFRLE-HBREDOIA (168 1<
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REMTHER TEARSHR RV _EEHREFREHR TENLENEMLE.
HEE%[EMedDRA ver25.0% AN TEE LT,

68 ERF DB EDIERETY .

<fRHrE>

MTTEARVRSHEZT R ER 28645 (Q2WEE: 12315, QAWEE : 8145, TS5t EE: 82451)

3 FEZ5£M 10315 (Q2WRes/Q2WEE : 3245 . Q2WRes/Q4WEE : 335, Q4WRes/Q4WEE : 3845)
6B T R — &M : 16845 (Q2WNonRes/Q2WEE : 554 . Q4WNonRes/Q2WEE : 425, 75
t7RNonRes/Q2WEE : 71451)

<HBHMHE>

BAREGHAR (0~ 1638 8F)

FEFEIER

-16:BBFICIGA(0,1) ZERLI-HEREDEIE

Q2WEE R U QAWEE D 16:BBFIZIGA (0,1 FER LR B DB & XRHRT. WIThETSREEE
B L THEZMNICEEICEN > (ZEHDORAEHY. LNFT 1 Hp<0.001, Cochran-Mantel-
Haenszelf&%E) o

= 16:BRFICIGA0 ) ZERL-HEREDI| S  EAR S LM
[ITTEM :KGALEER (TCSHERABHY) ]

LIYFX<T LI)XX<T — e
250 mgQ2WEE 250 mgQAWEE j&fgg‘)ﬁ
(N=123) (N=81)
16:B BFIGA (0,1) % 3E
Bt R B (%) 41(33.4) 24(29.1) 5(6.1)
TS5eRELEDE 27.3 22.6
(95%CI) (17.5, 37.0) (11.6, 33.6) —
pfE” p<0.001 p<0.001

MCMC-MI;%(% FLYf=Primary estimand (Hybrid)
a) Cochran—Mantel-Haenszel#& E & FA LN THEHT

(%)

100
O— FSER+TCSE(N=82)
—0— LIJUFXTTQAWATCSE (N=81)

w0 | & LIUFRTTQ2WATCSE (N=123)

# 4

g o0

=1

8

|

& 40 "

0 2 4 6 8 10 12 14 16 (&)
HERHAE
MCMC-MI;%% FLYf=Primary estimand (Hybrid)
Cochran—-Mantel-Haenszelt& E & FILNTEEMT
*:p<0.05, **:p<0.01, ##*:p<0.001 (vs TSt REE, LEUDFAELL). #:p<0.001 (vs. TSR £
EMRAEHY)
1638 B LASH S Ath D Bl R B4 5 18 B
IGA(0,1) ZERK LI=MHERE DEE D165BE TORMEHER . B AR S 1AM

[ITTEME :KGALEER (TCSHRAHY) ]
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- 16:BFFIZEASI-T5Z ER L= HEBREDEIE

Q2WE R U QAWEE T D 16:B B CEASI-75F ZR LR E DB & ERHR T, WThET5wRE
CLEB L THHFMIZERIZEN = (ZEMEDAEHY . LNF 14p<0.001, Cochran-Mantel-
Haenszelt&3E) .

= 16EFFICEASI-T5EERL-HERE DT & A RS 1M

[TTER : KGALEAER (TCSHERAHY) ]

LIYxX<J LIUxX<J — e
250 mgQ2WEE 250 mgQAWEE j&fgf*
(N=123) (N=81)
1638 B EASI-75% &
R L f- R 5 (%) 63(51.2) 38(47.2) 11(13.4)
TS5eRELEDE 37.6 33.2
(95%CI) (26.2, 49.0) (20.6, 45.8) —
pfiE* p<0.001 p<0.001

Op 2% S ¢ S5 =

ERREHLY)

MCMC-MIi%% ALV =Primary estimand (Hybrid)
a) Cochran—Mantel-Haenszel#& TE & FA LN THEHT

(%)

100
O— FSER+TCSBE(N=82)
—0— L JUFXITQIWHTCSEEN=81)
- —8— L JUF T TQ2IWAHTCSEF (N=123)

MCMC-MI;%% FAL\f=Primary estimand (Hybrid)
Cochran—Mantel-Haenszel#& EE & FHULN THRAT
*:p<0.05, #*:p<0.01, *kx:p<0.001 (vsTF5EREE, SEMDFAREAL). #:0<0001 (vs. TS5ERE. £

16885 LU S OB R AT E B
B EASI-75%ZERLI-KERE DEIS D16 ERETORIHRS BARE IR

B 10 12 14 16
AR

[ITTER : KGALERER (TCSHERAHY) ]
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EELRIRMETEIER

16 B R [CEASI-90% ZE R L= HHERE DEI&

Q2WE R U QAWEE TIE., 16BBFIZEASI-00E ZE R L= R B DB & A, TSR L LB L TH
HEMIZEEICEN > (QWEOAZEHDFESHY . Q2WEE : p<0.001, Q4WEE : p=0.003,
Cochran—Mantel-Haenszelf& ) o

£ 16:BFIZEASI-0ZZERLI-HERE DI S B AR S HM
[ITTEME :KGALEER (TCSHAHY) ]

LIYXFX<T LIVFX<T —
250 mgQ2WEL 250 mgQAWEL j&fggﬁ
(N=123) (N=81)
1638 BFEASI-90% &
Rt e 3 (0 42(34.3) 23(28.4) 8(9.8)
TouREEDE 24.2 18.4
(95%CI) (13.9, 345) (6.8, 29.9) —
pfiE® p<0.001 p=0.003

MCMGC-MIi%% FL f=Primary estimand (Hybrid)
a) Cochran—Mantel-Haenszel#& % LN TEEHT

(%)
100
O— FSER+TCSEE (N=82)
—8— LTUFRZTTQIWHTCSEE (N=81)
—8— L JUFATTQ2WHTCSEE (N=123)
80
W g0
E&
=
(03]
&l
. 40
O k3
343
28.4
20
0 T T T T T T
0 2 4 6 8 1012 14 16 (E)
i EREARE

MCMC-MIi%% FAL\Vf=Primary estimand (Hybrid)
Cochran—Mantel-Haenszel#& E 2 FHULN THRAT
*:p<0.05, #*:p<0.01, *+*:p<0.001 (vsFStREE, SEMDFARELL) . #:p<0.001 (vs.TS5ERE. £
EMORELY)
16:885 LS (It D FI R A EEHIE B

EASI-90%Z R LI-#ERE DE S D16:EBETHREHFIE  EARGHIM

[ITTEM :KGALEER (TCSHERABHY) ]

16 BB DEASIROAT DA—RSA U MDD ELE

16B B DEASIZROT7 DR—RTA UMD ELE FZERE) [, Q2WEE TIE—64.2%(4.4%) . Q4W
B TIE—59.7%(4.9%) . TS5RETIE—25.3%(4.8%) THoT-. QWE R U QIWEE TIX., 2BE LI
16 B ETH R IR R T, EASIROA7DHREENNT LTS REB LB L THEIEMNIZE
EIZED o (QWHEDOH ZEHOFEHY. LV Ep<0.001, ANCOVA),
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_80 -

O— FSER+TCSEE (N=82)
—0— L7UFXTTQAWHTCSEE(N=81)
—8— L7UFZATTQ2WHTCSEE(N=123)

-100

T T T T T T T
0 2 4 6 8 10121416 (8)

SR AAR

T—RIE. RN ZFEFHE[MCMC-MI;E%E ALV zPrimary estimand (Hybrid) %<9,
ANCOVAZ RLNTHEMT
#k:p<0.001 (vsTS5HREE, SEMDIARELL) . #:0<0001 (vs. TStHRE. TEMHDREARHY)
16;8 B LAAH (S Ath D B R B ET4T B B
EASIZOA7 DR—RZAU oD ELED 16 BARFE TOREHR EAKRSHRM
[ITT&EH :KGALERER (TCSHERABHY) ]

R—RZAVDEHANRSAOAT A4 L DHERE T, 1. 2. 4. RT16EBFICEANRSAIT DA
—RATAVMNDARA VU EDREFZERL-BHREDES

QWE RV QAWEE TIEX . R—X5A Y DFEHNRSR 7 A4 LL L D ERE T16 BB IZEHANRSR

A7 DR—RSAUDBARA VUL DHELFZERL-HBRBEOB G, T RBELLERLTH

HENICEEICEN > IZ(QWEOAZEHDOFAEHY . Q2WEE : p<0.001, Q4WEE : p=0.001,

Cochran—Mantel-Haenszelf&5E) .

R R—RASAUDEHNRSATAT H4LL ET16BEFIZEANRSRAATZ DAR—RSA UMD
ARAVRU EDREEZERL-BERE DI S AR SHAR
[ITTEME :KGALEER (TCSHAHY) ]

LIYFRX<T LIYVFX<T — e
250 mgQ2WEE 250 mgQAWEE 7(7,\:87;?
(N=123) (N=81)
RS2 DEH
NRSZXI7HY4LL_ED 80 59 60
BERE K
1638 BF EEANRS RO
TARA UL EDER
e 26/80(32.7) 14/59(23.8) 2/60(3.3)
(%)
TS5eRELEDE 29.2 20.6
(95%CI) (17.9, 40.4) (8.7, 32.4) —
pfiE* p<0.001 p=0.001

MCMC-MI%% AL\ =Primary estimand (Hybrid)
a) Cochran—Mantel-Haenszel#& TE % FA LN THEHT

Flz. R—RXSAVDEANRSRAOT 4L EDHERE T, 1. 2. RUABARFIZEANRSAOT7 DA
—RASAVDDARAV UL DHREEZZERL-HERE OBIE (X, 1:BFR[Q2WEE: 1/80] (1.3%) .
QAWEE: 065, TS5 t7REE: off, LARERINIE]. 238 F5[3/80451 (3.8%) . 1/59451(1.7%). 0511, 4:ERE[13/80
51 (16.3%, ZE D FHELL . p=0.001, Cochran-Mantel-Haenszel#& 7€) . 5/59%5 (8.5%. ZE D




SR 4L p=0.013, Cochran-Mantel-Haenszel#&5E) . 0f5l]. 4B DEERIZE (vs T5+1) [£. Q2W
#£:16.2%[95%CI: 8.1, 24.3%] . QAWE$:9.2%[95%CI: 1.8, 16.5%] THY. TRID EBYTH-T -, Q2WEE
[ZQAWEEELERL T, 4 BRSO 16ERETOEIAN—ELTE I 2T

(%)

100
®— FSHR+TCSEE (N=60)
—8— LJUFZTTQIAWHTCSEE (N=59)
—8— L JUFAITQ2WHTCSEE (N=80)
80 -
60 —

ObEE S it S5 =

012 4 6 8 10 12 14 16 )
S ERHAR

F—4I%. MCMC-MI;%% AL f=Primary estimand (Hybrid) 2R3,

Cochran—-Mantel-Haenszelt& £ & LN THEMT

*:p<0.05,, **:p<0.01, *rk:p<0.001 (vs TS tREE. EEMDFARALL) . #:p<0001 (vsTS5tREE, 2E

HDRESHY)

1.2, 4, RU16:E B LIS DB R A EE T IE B
R—RFAVDEHNRSRIAT H4LL L DHEEE T, EANRSROAT DR—RFA Ui

ARAVEA L DORELZZRL-HEEDESD16:EBRFETOREHR  BARS LM
[ITTS&E :KGALFRER (TCSHAHY) ]

ftb DB R BT AT IR B
BA L5 HARE (0~ 1638 )
FEBISOVTE, EEBHMHER . EELCBIRMFHEREEZS R

I S HAR (16 ~685E BF)

LK _EEREFRSHE>

-16:@BFIZIGA(0,1) ZERLL . 68BRFIZIGA(0,1) 2L TLV-HEREDR S
BARSHEOQWERETQIWEDL RRUA —T, 16:8-FIZIGA(0,1) FZE AL . 6888 (i
BEEARMBIA D 5528 K ) IZIGA (01) EHFL TLV-HERE D E &1L, Q2WRes/Q2WE TIE
81.3%. Q2WRes/Q4WEE T(£66.3%, Q4WRes/QAWEE TIL66.3% THo1=,

= 16:8BFIZIGA(0,1) ZERKL . 68:BBFIZIGA(0,1) ZHIFL TULV-HEREDEE
 ZEERHEIR SN
[T EE M KGALRER (TCSHAHY) ]

LIYFRAIT250mg | LTYFXIT250 mg | LTYFXTT250 mg
Q2WRes/Q2WEE Q2WRes/Q4WEE Q4WRes/Q4WEE
(N=32) (N=33) (N=38)
16 B B (ZIGA (0,1) &
R R E 24 16 23
683 B IZIGA (0,1) %
HEBELTWV-HEBE 20/24(81.3) 11/16(66.3) 15/23(66.3)
£1(%)
95%Cl 65.0, 97.6 42.3,90.2 4538, 86.7

MCMC-MI;%% FLYf=Maintenance primary estimand (Hybrid)
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(%)
100

80

60

40

b M S ot 585 3%

20 4

—0— LJUF XY TQAWRes/QAW+TCSEE (N=23)
O— LFUFIXTTQ2WRes/Q4W+TCSEF (N=16)
—8— L UFIXTTQ2WRes/Q2WHTCSE (N=24)

0

1 T T T T T T T T T T T T
16 18 20 24 28 32 36 40 44 48 52 56 60 64 68 (&)

HERHARS
T—4RI%. MCMC-MIiZ#% FiL\fzPrimary estimand (Hybrid) 7<%,
X 16:EBFIZIGA(0,1) ZFERLL . 68:BRFICIGA(0,1) EHMFL TLV-HERE DI ED
68:EBFETORIFHER . —EFHRfIFR 5 1M
[(MFFEEME KGALGRER (TCSHRAHY) ]

- 16:E B IZEASI-75%Z AL . 68 BFICEASI-75% 15 L TULV- R UNEASI-90%ZE i X (T ##FL T
W= BEREDEIE

BAZSHMOQWE R UVQIWEDL RRU S —T, 16 BFFIZEASI-75%Z L . 68 B K (%
5 HARBAIR A 552:8 85 ) ICEASI-T5% # 5L TLM= R U'EASI-90% ZE B X (L # 35 L TL =1 ER
EZEDEEIX. FNFNQ2WRes/Q2WEE TI1£88.6% K 1173.0%. Q2WRes/Q4W E T 834% KR U
55.9%. Q4WRes/QAWEE T(X82.6% K U51.6%THh 7=,

R 16BFFIZEASI-75%Z /L . 68:BFFICEASI-75Z#FL TV =RU
EASI-90ZF ZER X IS HFLTLV-HEBREDEE
—EERMER SR T EE R KGALAER (TCSHAHY) ]

LIYFXTT250mg | LTVFXTT250 mg | LTV FXTT 250 mg
Q2WRes/Q2WH Q2WRes/Q4WEE Q4WRes/Q4AWEE
(N=32) (N=33) (N=38)
1638 B [CEASI-75%
ERLHERE N 29 33 58
EASI-75
6838 B IZEASI-75%
HEBELTW-HEE 26/29(88.6) 28/33(83.4) 31/38(82.6)
(%)
95%ClI 76.5, 100.6 70.2, 96.6 69.9, 95.4
EASI-90
16 38 B [ZEASI-90%
ERLE-HBRER 22/29(75.9) 20/33(60.6) 23/38(60.5)
(%)
95%CI 60.3, 91.4 439, 71.3 450, 76.1
6818 B IZEASI-90%
ERXIEMEFELTY 21/29(73.0) 18/33(55.9) 20/38(51.6)
T-tRERE 2 (%)
95%ClI 56.6, 89.3 38.7, 73.1 35.1, 68.1

MCMC-MI;%% Fi L f=Maintenance primary estimand (Hybrid)
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100
80
L 826
5%
&
(]
&
N 40 +
O
20
—— L JUF T TQAWRes/QA4WHTCSEE (N=38)
O— LFTUF I TQ2WRes/QAWHTCSEF (N=33)
—8— L JUF AT TQ2WRes/Q2WTCSEF (N=29)
0 T \ T \ \ \ T \ \ \ T

16 1I8 2IO 24 28 32 36 40 44 48 52 56 60 64 6‘8 (i)
SEREARS
F—4I1%. MCMC-MI;%% FALVf=Primary estimand (Hybrid) 2R3,
B 165EmFIZEASI-75%Z L . 68BRFICEASI-75Z L TULV-HEBREDE &N
68 B ETOREHR . —ETmifiFR5 1M
[ X EE M KGALRER (TCSHAHY)]

(%)
100

icd
L
&
D
=l
o
(==}
20

—0— LJUF XV T QIWRes/QIAW+TCSEE (N=38)

O— LJUFZYITQ2WRes/QAWHTCSEE (N=33)

—8— LJUF XY TQ2WRes/Q2W+TCSE (N=29)

0

L T T T T T T T T T T T T
16 18 20 24 28 32 36 40 44 48 52 56 60 64 68 ()

SEREARY
F—4(F. MCMC-MIi%% FAU Vf=Primary estimand (Hybrid) 773",
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BERIELEN>BEICETBEERRIGDERSERXITFEHEDOLITIFXITETSARD
ELlLf-, —EEREEHB OPrimary estimandZ FALNT, T EFFfi1E B R U BB IR AT
HEHOEMZEEREL. LAF1—8BELTHREBEEGIADPEEDTCSOH#) L LLITEHEE
FFEALE. RIEBEF+ S OEHTAREDOREFD LGS ATHBEREBREZHNS16
BHEEFTDT—RELTR—RSAUEER AL DIREFT TR UNDEBEHATABRENIREEH
LB S FIAEL, TRTORBIEEMCMC-MEEZ AL THSELTz. MCMC-MEE TIE., &4
BEDT—AD#EBEEEL. Hh D, ALREHROBHREDIFEREZRAVT. MYBSETRAIE
5Lz,

S TTES

FEIMER., HCICZTEEHROFFMER (ZDLTIL, this, £, RUR—XSA(VDEEE
fEE (IGARXO 73X (%4) D B A EF T ZLT=-Cochran-Mantel-Haenszel#& E % ALV T S B
D tL 8% 1T 572, Cochran-Mantel-Haenszel#& € [ & BpfE . AR F A4 v Xt R UM HI95%ClZE
w7z,

RNR—RFMVEDFFHERFRICE THAEREREHOFTHIER SOV TIEX, ANCOVAZRNT
BEHEBOLEET o, ETIVICITERSH. £EE(R—XTFMU{E) | RUBHIREFHE. 4
B RUR—R AV DRBEREE (IGARTTIRNIT4) 12 E DT, 5 HE O FHGLLEIC
FRNZFEFYEDType IREZAWV . /N ZFFHBEDOZE . ZERE. pfE. RU95%CIZE
~LT=,

ZEMHDRE

FEFMEERVCEELGRRMFFHEER ICEALT. 2ADE—EORREEREHF EKEMA
0.05IZ#I{#19 B1=8 . ERIIIZE & T=Graphical multiple testing procedureZ=EL1-, ZELLE(ZIE
Family-wise 0B 2 FE E % 113~ 5 71-8 Gatekeepingik *‘ZF AL -, ZEMZFAELTLVELGEME
IEERIZELTH. pfEH0.052 TR /-IGEICITHMIZMICEE THILEEHTIN. EBELDE
BEEFEKRT S,

* 4. EMARDREDIEF IR > THREZIToT=.

<zzH>
HEESRIEMedDRA ver241ZALNTEE LT,

<fRHTXER>
ITTEH : 2284
mITTEE & UModified R £ MEEEHT T REM : 21151 (Q2WEE : 14545, TSR EE: 6645])

<EBHHE>

FEFMEIEER

-16:EBFICIGA (01 T ERL-HEKBREDEE

Q2WEE D 163EBFITIGA (0,1) T ZER LR B DB S (L. T7RBLLLRL THRATZMNICEERIC
BN (ZEEDRAEHY. p=0.011, Cochran—Mantel-Haenszel#&5E) .

= 16:@FFICIGA0 ) ZERLI-HEEDE|S
[mITTE M : KGADFER (TCSHAHY) ]

PWE Y &) — e
250 mgQ2WEE 70(7'\]'_&672?
(N=145) -
1658 CIGA(0,1) ZEZERLT=
ERE A (%) 60(41.2) 15(22.1)
TS5tREEEDE (95%CI) 18.3(5.1, 31.5)
pfiE® p=0.011 -

MCMC-MIi%% FL VI =Primary estimand (Hybrid)
a) Cochran—Mantel-Haenszel#& E & LN THEAT
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(%)
100

O— FSR+TCSEE (N=66)
—8— LJUFAITQ2WHTCSEE(N=145)

80 - 16EBDERE (vs. ST RHTCSE)
UIUFRTTQWAHTCSE:
18.3%[95%Cl:5.1, 31.5%]

60

DhME S MK

40

20

| S IS S e e —

0 2 4 6 8 10 12 14 16 G8)

SHERAAE
F—4I1%. MCMC-MI;%% FAL f=Primary estimand (Hybrid) 2R3,
Cochran—-Mantel-Haenszelt& % LN TREAT
*:p<0.05, #*:p<0.01, (vsTZ5REE, LEHDRABLL)  #:p<0.05 (vsTFERE, SEHEDRELHY).
1638 BF LASH EAth D B R B4 5l 18 B

IGA(0,1) ZERK LI-#EERE DENE D16:BFFE TOREFHER

[mITTSE : KGADFER (TCSHAHY) ]

- 16:BFFICEASI-75Z E R LI-RER B D EIS
Q2WE T 16:BBFICEASI-T5% ZR LI HERE DB & (. T RBELLB L THETEMICER
IZEM Tz (BEHDOFEHY . p<0.001, Cochran-Mantel-Haenszelt&3E) o

£ 16:BRICEASI-15ZERLI-HERE DES
[mITTEF : KGADEER (TCSHABHY) ]

LJUYxX<D e
250 mgQ2WEE j(szg)ﬁ
(N=145)
168 BFIZEASI-75% E R L 1=
. 28(42.2
B B (%) 101(69.5) (42.2)
TS5tREEED 2= (95%CI) 26.4(12.1, 40.8) .
pfiE* p<0.001

MCMC-MI%% AL\ =Primary estimand (Hybrid)
a) Cochran—Mantel-Haenszel#& e & FA LN THEAT




(%)
100

O— TFStR+TCSEE (N=66)
—8— L JUFAIYTQ2WAHTCSEE(N=145)
80 - 16:BIFDE = (VS.jﬁtTﬁ"PTCSgﬁ
LTUFXTTQ2WAHTCSEE: "
O, O, - O,
26.4%[95%Cl:12.1, 40.8%] 69.5
?ﬁ sk R sk
B&
&
D
Zl O
O
[ |
O I I T I T T I T
0 2 4 6 8 10 12 14 16 (62)

FHERHARE
T—4A(%. MCMC-MI;%% B \f=Primary estimand (Hybrid) Z7R9
Cochran—-Mantel-Haenszelt& E & FILN TR
*:p<0.05, **%:p<0.01, (vs /S tREE, LEMDMELL) . #:0<0.001 (vsTTEARE. SEHDORAESD
V) . 16:B B LIS (S D B R AT IE B
EASI-75% Z R L= 1RERE DEI S D 16:BRFE TORERHER
[mITTEE : KGADFER (TCSHAHY) ]

EEHBRIRMITEIER

-16:B I CEASI-90Z% Z R LI-#ER & DE &

Q2WEE T 16:BFFICEASI-00F ZE R L-HERE DB A (X, T RBLLBRLTHIAZENICERE
IZEMN ST (ZEHDRAEHY. p=0.008, Cochran-Mantel-Haenszel#&FE) .

£ 16:BFICEASI-0ZERLI-HERE DEE
[mITTEF : KGADEER (TCSHAHY) ]

LIYXxX<J — s
250 mgQ2WEE j(ifﬁf)ﬁ
(N=145) "
1638 BFIZEASI-90Z& E R L 7=
ERE (%) 60(41.2) 14(21.7)
TS5tREEED E (95%CI) 18.9(6.1, 31.7) .
pfiE* p=0.008

MCMC-MI%% ALV =Primary estimand (Hybrid)
a) Cochran—Mantel-Haenszel#& e & FA LN THEAT
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(%)
100

O— FSR+TCSEE (N=66)
—8— LJUFXTTQ2WHTCSEE (N=145)

80 - 16EBOBRE (vs. PSERITCSE)
LIUF AT Q2WATCSEE:
18.9%[95%C1:6.1, 31.7%]

£ 60

iu. 40

20 +

| | | I I I I T
0 2 4 6 8 10 12 14 16 (B
S ERHARS
F—4(F. MCMC-MIi%% FAUVf=Primary estimand (Hybrid) 7R3,
Cochran—Mantel-Haenszelf& % LN TEEAT
*:p<0.05 (vsTS5tREE. SEMDFBAL) . #:p<001 (vsTS5ERE. SEHDOAEDY)
16:BBF LLS (& Ath D Bl R A9 5T 28 B
EASI-90%ZE R L - 1HERE DEIE D16 B ETORIFHTE
[mITTEE : KGADEER (TCSHEAHY) ]

16 BB DEASIROAT DAR—RSA UMD ELE

168 DEASIROA T DR—R AN LD EL R (FZHERE) (L. Q2WE TIE—76.8%(4.1%) . TS
TARETIE-53.1%(5.1%) THY . QWH D RERIT TSR LLLEL T23.6%(5.1%) @M o= (%
EMOFESHY. p<0.001, ANCOVA),

(%)

0
O— FSER+TCSEE(N=66)
—8— L JUFZTTQ2WHTCSE (N=145)
50 - 16:BEDEREE (vs. SSR+TCSED)

LFUF AT TQ2WHTCSEE:
L ~23.6%[95%Cl:-33.6, -13.7%]

T | I I I I | T
0 2 4 6 8 10121416 @)
SLERHAR

F—A2I&. /N _FE{E[MCMC-MIEZ BV =Primary estimand (Hybrid) ]ZR39 .
ANCOVAZ FLNTHEMT
#k:p<0.001 (vsTSHREE, SEMDFARLL) . #:p<0.001 (vs. TS5tREE. SEMHRARHY).
16:8 8% LLAH (S Ath D Bl R B 5T 18 B
EASIZOT7 DR—RZA Mo DEALED 16 EFETORIFHR
[mITTEE : KGADEER (TCSHABHY) ]




R—ZFADEANRSAOAT H 4L L D#ERE T, 16 BIFICEANRSRITDR—RSAU M5
ARAVRLU EDHEEZERL-HBREORE

QQWETlE, R—RFA U DEANRSROT7 HV4LL L DIHERE T16 B IZFEANRSROT DA—X

SAVMBARAUP U EDHREEERL-BEEBEEDBNIEN. TS uRBELLEB L THETEMICE

BIZEN - (ZEMDFEHY . p=0.017. Cochran—Mantel-Haenszel#&FE) .

= R—RSAVDEANRSAOT A 4L E TI6BEEFHZEANRSRAIT DAR—RSAUMS
ARAVNU EOREEFZRL-EEBEEDOES
[mITTEEH : KGADEE& (TCSHAHY) ]

LIUXX<J — e
250 mgQ2WEE 70(7'\]'_&67;%*
(N=145)
RNR—RSAVDEHNRSRO 130 57
FhALL_EDRERE S
1658 BFIZFEANRS RO 7 47K
AU LEDREEFZRLT- 66/130(50.6) 18/57(31.9)
WHERE B (%)
TS5REEEDZE (95%CI) 19.2(4.3, 34.1)
pfiE” p=0.017 B

MCMC-MIi%% ALV =Primary estimand (Hybrid)
a) Cochran—Mantel-Haenszel#& £ & FA LN THEAT

QWEETIE, 4B FETICT SR B ELBL THEAZMICHERLHENZ OO N, 16:BFFFE TH
*%énf:o

(%)
100

O— FSER+TCSEE (N=57)
—8— L JUFXITQ2WHTCSER (N=130)

g0 -| 1 OEERIDEREE (vs. TSR+ TCSEY)
LTUF X TQ2IWHTCSEE:
19.2%[95%Cl: 4.3, 34.1%)]

i3 353

opo S

T T I | T T T T

012 4 6 8 10 12 14 16 Ga)
SH.BRHERS

T—4(%. MCMC-MI;%% FL f=Primary estimand (Hybrid) 2R,
Cochran—Mantel-Haenszel#& EE Z FHULN TR
*:p<0.05, **:p<0.01 (vsTSEREE. SEMOFHBAL) . #:p<005 (vs. TS5 EHRE, SEMHDARHY).
16:8 B LLAY (S 4th D Bl R A 5T 28 B

R—RSAVDEHNRSRAT H4LL L DHERE T, FEANRSAOAT DR—RSA Ui

ARAV ML EDHREZZERLI-HBEREDEE D16/ ETOREHTE
[mITTEE : KGADEER (TCSHABHY) ]
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16 BB DEANRSAIT DA—RSAU MDD ELE
LIDFAITHTDIGEBDEANRSRITDHREEIL, T RELLLRLTI52%5 0 o=
(ZEMHDOFAESHY. p=0.017, ANCOVA),

(%)
0

204

O— FSER+TCSEE(N=66)
-80 —— UTU:FZ‘?j‘QZW‘FTCSﬁ(N:']AfS)
16 BB OB (vs. T ER+TCSE)

L7UF I TQ2WAHTCSH:
-15.2%[95%Cl:-27.7, -2.7%]

-100

T T T T T T T 1
012 4 6 8 10 12 14 16 (&)

AR

FT—AE%. BN ZFEFHEIMCMC-MIEZE ALV =Primary estimand (Hybrid) 2R3, ]
ANCOVAZ FLNTHE#T
*:p<0.05, **:p<0.01, #++:p<0.001 (vsTS5tREE. LEMDFREAL) . #:p<0.05 (vs. TS REE. LEM
DFEHY)
1658 B LASY (S Ath D Bl R A ST IE B
FEHNRSROAT7 DAN—RZAUMHDELED 16 B ETORIEHET
[mITTE R : KGADERER (TCSHAHY) ]

<=zEH>
HEZEROREBREIESEIUTOEEYTH O =,

& AEEROEN[ModifiedR & fEHT I REM : KGADERER (TCSHRABHY) ]

LX< — s
250 mgQ2WEE j&“fﬁf)ﬁ
(N=145) -
TEAE 63(43.4) 23(348)
A 0 0
EEREESER 2(1.4) 1(1.5)
ABREBRELORRBERELAETE
CERDEHIBTEN - TEAE 17atm 3(4.5)
ABRERERIICES-H
iy 3(2.1) 0

RIRGI M (FKEREIES)

HRESHAESMOITEAE(WNT A DIRSEE T2l L) (X, BERE [Q2WEE4.8% (761) . TS5 REE
1.5%(1450) . AT RG] . #50E 26 [4.8% (7451) . 0%] . = 0w E [2.8% (4451) . 1.5% (1451) 1, LNHEE 2¢
[2.1%(3%1) . 6.1%(4451) 1. PrE—MERE X [2.1%(31) . 4.5%(3F1) 1. S T7A[2.1%(341) . 0%].
RULRERRZEL0.7%(1) . 3.0%(2H) 1 TH 1=,

"TEAEQEEE IFXEA N BEXISHEETHo1=,

CARELORRBFRABETERNEHIBSNTEAE (1%LLL) (X, Q2WEE THEIE 24.8% (741)
BUGESEARD . GEFRSBLARE &1.4%26F0) . TS5 RBETTRE— SR E XK. AR BE.
SESTERGI G &1.5%(145]) Tdhot=,

ARTIIFETHITRDONGEMN T,




CEEGEERRIT. QWEHIC26| CREEETEEET £, IR B161) . TS5 RE 145124 (B k-
AMEEER) RO CNODEELGREFTERE. WThbaRELYEMICEYRRELD
ERBERFRIELRO BTSN,

CRBREDORERILICES-HERRIT, QQWEHZHI CESTEM RS . EMBRUE. BIEX &
1) BTz, TS5 ERFTIIRDONGEA ST,

BRRREERV ALY AV DFH R EICERNICERDH I RERHONGMN T,

< RERE>
16BN X EHAR T, Q2WEED5/14541 (3.5%) AL TV F XX THiRBE LG o1-, TS5tR
HCIEARERBERICMEMKGE LG HBERE (XM o1,

@iy E I B KIEEHER [ADvocate1 (KGAB) StE&. SFEIA]Y
B8 BARIE 12 MU EDNRUAE 40kg LLE) DHEENISEENTIE—EREXLBEENR
2. LIVFE R T T2 B CTRER TEEL-EZOEADERUVRL M E TSR ELLEL TR

?—60

HEBETH12

FIHE, BEALL. ZEER. T3 0RAR, BTTHBERR A—ANSU7.HF5 . TRNZT,
IIVARSMETVINTZT A R—30 R BE. ARA 2 RURE D89 R TRHE)

xt 3

TCSIZH L THBRAR+ 5 RIEITCSOEAMNHERINAZL . RARIT1 2L LD /MR (IKE40 ke
UE)DFEENMNEE " OTMNE—EREREBE 424451

* 1:IGAXO7H3LLE EASIRO7 A6 E RUAKRKRERICHDDITFE—MHRERREDEIEH10%LL
£

FRRELE

A8 LLE) RUERS 12 LI L 185 R T, A E40 kgLl ED/NREHE,

RO —ZU T DIELU LRI ST B2 T NE — KR E X B #E (American Academy of
Dermatology Consensus CriterialZ&23<) .

R—ZRFAUBEDEASIZRO7 A6 LL LD EE,

R—ZSAUBEDIGARITHMILULDEE,
R—RSAVBEDOREREEICHOE TN — R ERRLEDOENEAI10% L LD EE,

BEICHAEREICHTIRELER T2 THo-EE . RIINARENEZNICHETER I
S ht-8H&,

R—RZAVRITAUL, —EEDFEADRERZ1H2E LU LFERAL TV EE,

EEAEORITABOSB4BULE EFEERZF~ADHIRDHFRUSRICETHANEERL
-8BE,

FLRRMEE

TF 45X —DBREREETEE,

RBORXRTOMRN—RDRBELLGLAEEEA H LAV MO— LA RLEREDOHEDHEZFDE
% 8 (Asthma Control Questionnaire-5[ACQ-5] X7 M15L L. BE124BLLAIZ3JLFO
ATOMRD2E[BO/EROIRENBER2E L LORREE, XIL245HEEB 25 AR
LER)EHETHEE,

R=ZSAVHIZAURIZHEE. oM RAE RFERE RERE XIREFEOE S
BENDELEHMOBERIIEMRERLEEEZETIEE. HDAWIIN—ISA/UXEDOHIE
LRIZRAEMRERLEETHEE (L. BREREROBERY—=U7 [XaTjeELT:),

CSEBMOAMRIFIEERRAZETIEE. RISBMOFEEEZEITHEE,

SEERHEORSFERBRLELSHINT-EE, RIZTOISEEEDIVRINENES,

RP—ZU T BICHIVRERZE OB EREEZET 585 . XIFHIVILEZMRENEEDOEE,

BREOEEBEICEHLLSTREHOBMERE (. EXRNTSATE, URTUTIE. 39204 A
TRE, Z2a—FVRAFRIE. PARNILEILREE) 22O RENMHHOBRESMON TSR I(E
BAEDSEVIHIEE. HAWLABRIBELEMOHHRICLVBH TEHEE. BRE. XITRHAD
BRENBHONDEE,

ROY—Z RIS EUNICERERAEZ SO EHEROBREEEZET5EE, TL2ITHRERS
NEFEERLERNE, E2ITABRSNERLEREDEGHMERT L REX T EEMEE
1$8R<,

CREBROHMBEN T AT O H IR EHFREEETIESE,

TaBILTITRIINSAXF XTI DARBELEZIT-82%,

R—ZSAURTIGBELRIZU T OER DREEZIT-E5,
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-REIHE  FEAERE(ZEHINFIRTAAM E, OHV0RRYY 207z /—I)LEEETT
FIL AVB—TAVHUT  JAKBREE, 7THFA T2 AL FH—+5F)
-TrE—HRE RIS T DA BREERTRALZEE (VILY RUTEINMRARST)
TR—RSAVRINZUATDREBEEZT-BE,
~AR—RSAURISEUN. XIEFEFHDELUA BEHMDEZES) DLWThEVADOEARAD A
BRE
-R—RSAVHI6H A LRIZUYF LI T E DB S E YR EH]
“R—RSAVRNMGELA, XIZHEFHBDOSE LN BEMDZE) DLWTFhEVLADERAD
o £ EF]
TR—RSAURN2BLRIZE (BFE) D OFUoEERBLE-ESR. XILABRYMDIZE (383F1k)
DOFUERBTHFEDREE,
CARERIBUEMOEIEICEY . R —ZU T EIZBON A FEHBRE . MEFEMRE. XITR
BREOBRKRBREEDHERIEKRNICHBETHEHE,
TR—XSAVRTTBELAIZTCS ABAILY Za—Y U REH., RIINBARARSIATFS—E -4
FREZE [crisaborole (RFRRAFE) F1DAREEZ(T-EE,
R—RSAVRITAURIZR A SN - REBERIZERALI-EE,

A B A E

AR (X, ROV—=UJHR. E ARSI (16:88) R UM RS 5 (36:8R) THEREh
Tz

B 58 52800 (BEA RS HR16:8 M. #HiFik5HARE365EM[)

52EAR DS HARZER T LR E C (X REAB LR (KGAARER) TO R EHMGEDZIRKEIR
1#5[/7’-:0

BAKSHARM (0~ 16:808F)
wEREEME, 5. RUKEEEETEIEL. U TOWLWT AL DIREEEIZ2 1D TEMES
bl Bt o= S BICEDIE LIVF XTI REI TS RERER FTRELI
L IJ1XX<T250 mgQ2WEE (Q2WEE)
R—ZRFAV RU2BBFIZL T X RXTT500 mgZx BRFEL. UE4GABNS14E/FETIELD
X X< T 250 mgEQQWTHE FTiRELT-,
IS REE
T5tREQWTE FiRELT-.

*2: B HEGDIREROFAZLALL. BOSHOARRKR)Y  #ORTOAREDL ERE. RULRE
EOHRAERIL,

BAKRSHETOLRAF1—AK:
MABNTFE—ERERERNBOONLRAF1—ABREETHHEBEEICHLTL. TRTD
TCS. 5 ALY =a—UEEH|. B WUcrisaborole (ARFREKR) DI AEEZDHEZAEEEL
BREOKRSEMGELEN 6BRFICIRT—TRIZBITSE -, LAF1—ABERLLTEEEE
(BOQLFaARTAAF, REE. VIVRRRIVF)ZETIHBREICHLTLAREDR S
FhiELi, £S5 EETRAVVABREOFBHOMELU LD YAy a7 O MIFEERZ THD
DIRT—TEHADBITIETREE LT,

IR S HAR (16 ~52:E /%)

BARSHETORBRRBIZEIVT, HREZ _EERHBFER MRy —T 5%
SR OBREBRICET (H-, #FRSHBTE., ERELUNTHAREFIRET 5160, HER
ENBETAREZBACHRETESLSRELT-,

LK ZEERMEIFRSHE>

BABRESHREPICLRAF1—BEEZH9 . 165BEIZIGA(0,1) X IZEASI-155 ZE M L-1HERE
(LRRUAZ—) (F. BEABREHED16EBFORIERE T RIC_ET/RHEFREHMICHETL
BABRSHETQRWEDOL AR A —IZEWTIE, LTOHRSE#IC221 0L THEEAIEL. Z
onf-REHICEIE, LIJJFXIIREITS5ERERERTHRES L. EAREHEDTS
EARBOLRAR A —CLIYX XY T LB ETHHI221 DL TEEFALSNIHERE L.
—EERMFBREUMICEIM T ONELI YR X TEHOREIZHL., 168 R U 18ERC
500 mgAEI% S, XIF16EHIZ500 meBFRE5EEZ(1T1-,

<EBABSHEAOLIJXFXTTEREEOL AR S —>
LT FRXTT250 mgD QWK T ik 5 &8 L F-2% (Q2WRes/Q2WEE)




LIYFXTT250 mgDQAWE TR EGIZEEL THEEL -3 (Q2WRes/Q4WEE)
T EROQ2WE T 5 (2E B LI-# (Q2WRes/ TSR Ef)
<BABRSHBOTSERIESHOL AR S —>
LIYFXTT250 mgD2WE TSI B EEALSNhT-3 (TS5 tRRes/Q2WEE)
LI FXTT250 mgDQAWE T EIZBEMEALSIN B (TS5 17KRes/QAWEE)
TSERDQWE TR 5 &L= (T5tRRes/ TSR E)

LIRF—THFHREHRE>

LT O#HERE TRy —TH#HiFREHMIZHBITL .

-16:BBFIZIGA (0,1) RUEASI-T5M W M E K LD o= ER E
AR—RFGAUMBIGEABFETICLRAF1—ABRELTNABRERIEE SR EAZZ (- HEBRE

16 ERFICHEEMEAIES, 24, 32, 40, X (F48:B B IZEASI-50MN SN o= 1HERE

IR —T#HEFRSHE T, EFERTTLIIFXTT250 mgZQ2WT52 BB ETRE TiRE
(BEABRSHBIZTSERETH-EBEE. 6B RU18ERICL T X XTI 500 mgh AT
FBEETL, LRBIXL T XX TT 250 mgQ2WTHR5) LT,

IRT—TH#H B RSB TL I X AT 48 EMR 5%, EASI-50E Z R LN > -5 & (X ER
k&Lt

HFR SR TOLAF1—RK:
LAF1—RBRELTT7ME—MRERICTHLTHAREERRMICERT S EEmREELT,
TrE—MREREKDT-OIC. £ HFELZEYNICET D5 (ZERCLITREL. BRER
BT BRI ATAANE=S—EHELI. TRE—MRERERICH T 225 R EERIAMNICE
TRHGEE. ABRPIEELT,

AFU—= T ey
Bo~7EAD) B 38R 2 —EERHIIH OB B
— > < > < >
HIEEED
LU X T250mgQ2w
TTEE | (N=62)
L7U 77 250meQaw = A I EE |
(N=283) i
(2:2:1) ,
2 LITD
7 LFApCEE
L|l oKGAARES
1 )
5 LD“IJ—’F:C?:P‘ZSOmgazw*" BE(1238E)
7 (N=10)
Lagise == UFUF AT T 250mgQaWEs
FRES(E =10
(2:2:1) E
L opwsaponas ! 0@ 16m 2458 3£;E 408 4&5 528
| EASE SOERETERD T
IR~ IR —T8 L TUFITT250mgQ2W
h 4 h 4
| EASHSOZMgsTEBAOREE o s |

b= 3 )nnziﬁmjht* ma ’wﬂkn ﬂ@)bﬂuiFl—'brféiﬁﬁé%ﬁkﬁb@& 70 FHEEE (topical corticosteroid : TCS) S OARFBEDHEZ AL
e 1 FTEICBISE. VAF 18RS T28F0E (RO T 00 P SREE. S0 ARUVBE) ZET 23S0
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i13) U288 LT UF X 500mg E EREHR S L. LIBEL TUF A 7 250mgQe Wi S L.
) 16T RN 8T (CL T U+ XX T S00mg SRS, LI L UF X3 7 250megQ2 WS,
“4‘-5) T6]!'*]H?E._L/7U#Z"?7500mg€;'ﬁ}x5)b LI TUF 227 250meQAW B S Uiz,
FE6) MR AR U B 3 43ER IUHENFREE (TCS, AL Z 2 — 2R AEE topical calcineurin inhibitor: TCI) . SHFIPDEABEEE (F 1/BRID DA w2 2 PONEFT o/,

HERT Y 1> (KGABERER)

&Ht B35
ELT 7= L{EZP‘*"\LNLRI%E

FEHEIER | -16:EEFICIGA0,1) EERLI-HEBREDEIE ™
- 16:B BFICEASI-75% ZE R L= ERE DEIE
* 1:EMATILIR 5168 DIGA (0,1 ZFERL-HERE DB S RUEAS-15Z2 FE R L= ERE D E| & Hico-
primary endpoint, FDATI(X %516 B DIGA(0,1) ZZ B L1=#HERE D E| 4 Aiprimary endpoint,
Bl kw5l | <BAE>
EH BELGEIRMFHMEER

BARSHAR (0~ 16588F)
~4*2- 16 M ICEASI-00F ZER L - HEREDE &
16:BEFDEASIZOT DR—RSA UMD ELIE*?
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16BABDEANRSRIAT DR—RASA UMD LI *2
R=RFAVDEHNRSAAT N4 L DHEERE T, 2-4- 16 BFIZEANRSRIAT DR—X 54
UMBARAUR UL DR EEERL-BBREDIE &

IR S HAR (16~ 5258 8%)

- 16:EBFICIGA(0,1) ZE R L . BEEAILINIBERE T, 52;BFFICIGA(0,1) L TUV-#ER
EDEIE?

-16;:BRFICEASI-T5ZE L . BEEAILIN-1HERE T, 52 BFFICEASI-T5Z ML TUMV-#HER
FENDEIES (EASI-T5[ER—R S/ DEASIZROTIZEDEEH) *2

16EBICHEA A LS -HREERICETA52BBDEASIODR—RSA UMD E{LER*?

R—RSADEANRSRAIAT H4LLETI6BFIZEANRSRIATDA—RSA U B4RA Uk
UEDREFZERL. BEEAILINI-HIRE T, 52BBF(CEANRSRIT DR—IXZ1UH 5
ARAVMLU EDREEHBL TV HEBREORE? F

* 2. EMATIZIEELRIRAIFHEIE B . FDATIZ i D | RE TR B

fth D &Il R 85T 25 B
BAB5 AR (0~ 16:8EF)

[IGA0 N EERLI-BERE DE|E (2-47°-6-8-10-12- 14:808F)

"EASI-75% E R LI #HERE DEIE (2-4-6-8-10-12- 1458 EF)

“EASI-90FZE R LT-HERE DEIE (2-6-8-10-12-14:EFF)

‘EASIZOAF7DAR—RSAU DD EILIR(2:4-6+8-10-12- 14:88F)

“EHNRSROATDR—RSAUMODEILZE(1:2-4-6-8-10-12-14:88F)

R—RSAVDEHNRSAOAT MU L TR—RASAUMLEANRSAOTARA VMU LD RESE
HELTO-EEBREDEIE (1-6-8-10-12- 14:8FF)

SRS HARM (16 ~52:88)

- 16 B BF [ZIGAO,)ZEE ML . IGA(0,1) Z#EFL TLV=1HERE DA (20-24-28-32-36-40-44-48
ERF)

- 16:B BFICEASI-75% ZE AL . EASI-75% #EFFL TULM=1RERE D& & (20-24-28-32-36-40-44-48
EEF)

- 16:E B ICEASI-75% Z A L . EASI-90%E A X T #E L TUV=1RERE D E| & (20-24-28-32- 36+
40-44-48-52;A8)

“EASIZOAT DR—RSA M SN EALEE (202428323640 44 - 48:B BF)

R DEHANRSRAIT M4 L TI6EFFITEANRSRAT DR—R (VM b4RA U+
UL DHEEERL . EANRSROATIRA VMU L ORELEHFL TV HEEREFDEIS (20-24-
28-32-36-40-44-48:8KF) %

* 3. FDATIIEE LB REIFHEIRE B

<=zEH>

FLHEEER. EELVAEER. . BEFLICE--AEER. BEERICLDELT, BBERBRE
B ALY (EARSHRRV - EERMFRSHAM %

<@®ERME>
IEMHUA. hFRHUA

f&2 th A&

<fRHTXER>

CBARSHMOBNHEOBNIITTEE CARECKEEOFEELARERTEEICR DL
MoGEEMH T BEABMIN-2EERE) . REM OB TRXE MBI RER (&
EAEEIMSh, EARSHMPICIEULDORBREREEZZ(T-IRTOHBRE) EXREL
1=
HEREHEOBNERVREEOENIHFEIELEA (R—R S/ UBFICQWEIZEES
BTSN F-HERE T, 16:8FF(ZQ2WRes/Q2WEE. Q2WRes/Q4WEE, X [XQ2WRes/ T 57 REE(C
BEEAIEIA, #EFEREHRPICIELU LEOBRBRERSEZ T3 RTOHEBRE) Xt REL
foo Tl 16GARICHEEALINT . TR —TEHICBITLE-HEE T, #iFR SR P
B EORBREREEZ (T -HBEEEHIFI6ABIR —TE/ELT,




<F:E>
*Estimand R N JRME D ERY LY
BAERGHEEHFIR SR OPrimary estimandld, AT O—ERBANSTO—MD%H
BHybrid estimand THY , FEERIZE OV THEBRISHIEL -, EARSHEOTBER
AR TERLEZLAF1—AEOMABRVEAREDORSHILD2EHEEL -, #FR5HMH
Tl SNEOHHBRICMA T, TRT—THADOBITEALV,
BAKRESHM DOPrimary estimandlXITTEFADSE, LAF1—ABEET . IRF+ A TR EH
LN =HEBREICS ITAEERRSDERIERIFFHEDLIVF XTI ETSERDEL
L1z, EARSHIB DOPrimary estimandZBAWNT, EABRESIB IR TOTETFMEERVEE
HRIRMFHHBIEE OBMEEEL. LAF2—ABRELTHABEITRTOTCS. AAEALL =
a—1)UBEEHA. crisaborole (AFKRAR) 1L LIEEBEEEZFEAL-. RITMEF+5DER
SRBREOCERSZHRUELELEES. ATHEREBEEZISIGABETDT—HELTRA—RSMY
EERALIZ. IRT+AUNOBEATARAREDRSZH U LGS EFRAIEL. TXTORA
{EEZMCMC-MEEZ LN THESEL =, MCMC-MEEATIE, EHBED T —2DHBEEEL. HD.
BILIR 5B DHBREDFEREANT. RYRBSETRAEEZ®TL -,
ZE RS REHB OPrimary estimandlZHFEEEADSH. LAX1—AEBELELTEEE
FEEFERET . MRESF TR THREFIETHIELGL MDD, TR —TEHARBITLEM o= HERE
ICEFTIERRIEDERBNERIETFEHEDOLI)FAITETSEROELL:-, ZEGTRHF
% 5 HM OPrimary estimandZFALVT . # RSB R TOEELEIRMFEEIER OEiTE
EEL,. LRAF2—ABRELTEBREZFERALEES. IR+ DERTARBRENRSZH
LG E . RIFTRT—THABTLEZEES . APHEREREZHIS2BBETOT—2EL
TR—RSAUEER ALz LAF 2 —ABRELTHAERE[TRTOTCS SV AAILS=a—1)
RHEHI. crisaborole (AFBREFR) 1ZFAL-. RITHEF+ S UNDEHRTAREEDKRES
FUELEESEATHBEREREEZNLVERETCOT—FERALL. TRATOXRAEE
MCMC-MEEZE RN THETELT=,
IRT—TEABITLELEE . KABEOHTEIITHT . FAEHAORAIEEERAL .

R FiE

FEIMED. HCICTEEHOITMIEB IZDULTIL., BHIEFTHEL-Cochran-Mantel-
Haenszel& Ex AWVTIR S HRBIDOLLEZE 1T o1, BAIRFIE. EA RSB TILHE., £, &
UR—RSAVDEREEEE (IGAROTIXIT4) ., #iFHR 5B TEHhig &L=, Cochran-
Mantel-Haenszel#& 1 & HpfE. ABFAA v Xt RUTEBI95%CIZRLT=,

R—RFAV DB AR RICETHEELEREHOFFMER ICDLVTIE, ANCOVAZ AT
BESHROLEKETofz, ETIVIZIEEREH. £EE (R—XF1UE) . RUBRIEF (g, £
. RUCEBEREE (IGAXO7IRIE4) . _EERMBFRGHMIIHEDOH) EEHT-. B 58
F O FRELRICIIR/ND ZRENEDType IKREZ AL, RN _FEHEDOE. FER
# . pfE. RU95%CIETRLT=,

REMIMAER (FEARSHHEV _EERHEEREHM CENTNETMELIz,

-ZEMORE

FEFBEERVEELGRIRNTEEHICALT. #AD0E B0 BREREMAIFEKE
0.05IZ%I#H9 B 1= . ERIIZTE &H7T=Graphical multiple testing procedure*EMELT=. KT S5T1H
W T7IO—FERAWEHEIAREFIETH S8, family-wise DiBIRHERE BLZ (THIEIL -,
F- EMARELT. BT EERATOER (CEERHFRSHMR TE) OEELRIRM
FHEBIEE OREIET oz, CNODEELRIRMEHMIER HEROBERELTHEEKEBTD
MAFEMEEEIVLELRIRMIEE) DREIL. BRICEDIEOMREMRE FIEEZEREL
fzo ZEMEFABLTUVVEVLEHEIE B (CBIL TH. plEAY0.05% FEI- G EICIEHEIZNIZERE
ThHhHEEHTHIN. BELOBEEEEZEKRT S,

<ZEeH>
HEESIEMedDRA ver24 1% FANTEE LT =,

<EFTR R >

ITTEE : 42445 (Q2WEE : 28315, TS5+HAHREE: 141451)

REMMRITRIRER - 42315 (Q2WEE : 28245, TS5HAREE: 141451)

T EEM: 157 (Q2WRes/Q2WEE : 6245, Q2WRes/Q4WEE : 6345, Q2WRes/ TS5t EE : 32451)
HF16:AB IRy —TEM : 20245 (Q2WNonRes/Q2WE : 10645], 75+ 7KNonRes/Q2WEE : 96451)
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<ABHHE>
BAERS KA (0~ 16:8/F)

FEMEIER
168 ICIGA(0,1) FER L - BERE DEIE

Q2WEETIE. 16:BRFICIGA(0,1) FERL-HER B DB SN, T RB LB L THETZMICE

BIZTEI = (ZEMHDFAEHY. p<0.001, Cochran-Mantel-Haenszel#&E ) o

= 16:BRFICIGA0 ) ZERLI-HEBREDI S  EAKRSHM
[ITTEE R : KGABE E& (B FIFEE) ]

LI)xX<J e
250 mgQ2WEE 7;332:?*
(N=283)
1658 CIGA(0,1) ZEZERLT=
B8 () 122(43.1) 18(12.7)
TS5tREEEDE (95%CI) 29.7(21.6, 37.8) .
pfE? p<0.001

MCMC-MIi%% FL VI =Primary estimand (Hybrid)
a) Cochran—Mantel-Haenszel#& E & LN THEEAT

(%)
100

O— TFSEREEIN=141)
—8— LJUFXITQ2WEE(N=283)

80 - 16EISDEREZE (vs. TS TMED)
L7UF AT Q2WEE:
29.7%[95%Cl:21.6, 37.8%]

5§ 60 1

iu. 40

20 +

1 T
0 2 4 6 8 10 12 14 16 (&)

HERHAE
MCMC-MI;%% ALV =Primary estimand (Hybrid) 7R 9,
Cochran—-Mantel-Haenszelt& & LN TREAT
w0k p<0.001 (vsTSUAREE, SEMDFAELL) . #:00.001 (vs.TF7EHREE. ZERDOREHY).
1638 BF LASH I Ah D Bl R B 5T 18 B

IGA(0,1) & ERML-BEEREDESDI16ARFETCOREFHL  BA L SHR
[ITTEERE : KGABE E& (B FIFEE) ]




-16: B BFICEASI-75Z ZE R LI-#ERE DEIE

Q2WEETIE. 16585 IZEASI-T5EZ R L= HER B DB G, T REB LB L THE2MNIZE
BIZEM = (ZEMDFAEHY . p<0.001., Cochran—Mantel-Haenszel#&5E) .
= 16EBFICEASI-T5Z2EHL-HERE DE S BAKRS IR
[ITTEE R : KGABE E& (B FIFE L) ]
LI)xX<J e
250 mgQ2WEE 7;333?
(N=283) -
168 BFIZEASI-752 E R LT- 166(58.8) 23(16.2)

WERE (%)

TS5tREEED 2= (95%CI)
plE®

42.0(33.3, 50.6)
p<0.001

MCMGC-MIi%% FL f=Primary estimand (Hybrid)
a) Cochran—Mantel-Haenszel#& % ALV TEEHT

(%)

80

100
1
&
D
£l

20

60

40

O— FSEREE(N=141)
—8— LJUFXITQ2WEE (N=283)
16 BIFDELRE (vs. S TRE)
LUFUF R TQWEE:
42.0%[95%Cl:33.3, 50.6%]

skeksk

*kk #

58.8

O
O—0O ® 16.2
o—@

B 10 12 14 16
SERHART

MCMC-MI;%% FL Y =Primary estimand (Hybrid) ZR9 .
Cochran—-Mantel-Haenszelt& & LN THEMT
*:p<0.05, *##x:p<0.001 (vsTStAREE. LEMDIFAELL) . #:p<0001 (vs TT7HRE, TEHORESH

Y)

163B B LASH (St D B R B EHE IR B

EASI-75%Z R L-HBREDEN A D16 B E TOREHR  BEALSHAR

[ITTE M : KGABE E& (B FIFEE) ]

(E)
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EELEIRMEEMIER

-4ERFICIGA(01) R LR E DEIE

Q2WEETIE., 4BRFICIGA(0,1) EERMLI-HREOBIEN ., T tRBELLEL THEAFEMICER
IZEM2T=(ZEMHDOFELL . p<0.001. Cochran—Mantel-Haenszelf&5E) ,

x HARFIZIGA0 ) EEMLE-HREOIES EAKRSHARM
[ITTE M : KGABEER (B FIEE) ]

LI)FX<J

250 mgQ2WEE 7;3:'2';?
(N=283) -
4B BEZIGA(0,1) B ERLT-
HERE 2 (%) 30(10.6) 1(0.8)
TStREEEDE (95%CI) 9.6(5.7, 13.6) .
pfiE*® p<0.001

MCMC-MI;%% FLYf=Primary estimand (Hybrid)
a) Cochran—Mantel-Haenszel#& &% AL\ THEHT

4-16:B BF[CEASI-90%Z B L 1= 1 ERE D E &
Q2WEETIE. 4-16:BRFCEASI-90F ER L= HERE DB &M, TS5 RELLEL THETFMIC
BEIZEN > (WThEZEHDRAEHY. p<0.001, Cochran-Mantel-Haenszelf&5E) »

= 4BEFCEASI-90EERL-BHEBREDEIS  EARSHAR
[ITTE M : KGABE ER (B I L) ]

LIJxRA<T — e
250 mgQ2WEE 7;335?*
(N=283) -
4B B IZEASI-00% ZE R L 1=
R () 35(12.4) 2(1.6)
TS5EREEED ZE (95%CI) 10.7(6.2, 15.2) .
pfiE* p<0.001

MCMC-MIi%% ALV =Primary estimand (Hybrid)
a) Cochran—Mantel-Haenszel#& TE % FA LN THEAT

£ 16:BFIZEASI-0ZZERLI-HERE DI S B AR S HM
[ITTE M : KGABE E& (B I E) ]

LIYxRA<T — e
250 mgQ2WEE 7;332';?*
(N=283)
1658 B [ZEASI-90% ZE R L 1=
R (%) 108(38.3) 13(9.0)
TS5tREEED E (95%CI) 28.8(21.3, 36.3) .
pfiE® p<0.001

MCMC-MI;%% FLVf=Primary estimand (Hybrid)
a) Cochran—Mantel-Haenszel#i& % AL\ THEAT




(%)
100

TSEREE(N=141)
—— L JUFXITQ2WEE(N=283)

BERSE (vs. PSR ED)

80 4 4B LUIFUFIXTTQWEE:
10.7%[95%Cl:6.2, 15.2%]

1688 LTUFRTTQWEE:
28.8%[95%Cl:21.3, 36.3%]

# 60

B&

=

D

Z| #

& 40 38.3
20 -

o—o ®9.0

T 1 T T T 1
0 2 4 6 8 10 12 14 16 (8)

S EREAR
MCMC-MI;%% ALV =Primary estimand (Hybrid) 7~ 9,
Cochran—-Mantel-Haenszelt& £ & RN THEMT
*#%:p<0.001 (vs IR, LEMDFAELZL) . #:0<0001 (vs.T5tHRE, ZEMHOREHY).
4168 B LS St D B R A ETEIE B
EASI-90%Z R L= #ER B DEI S D16 E TOEMEHTE  BEAIRESHIRM
[TTEH :KGABEAER (B FIEE) ]

“16BBDEASIROATZ DA—RSAUMDNEILE
16:BBFDEASIROA T DAR—RSA N HDEL IR FZHERE) (L. Q2WE TIE—64.3%(3.2%) . 75
HAREETIE—26.0%(4.0%) THoI=, Q2WEE T, TS RELLLEL TRE5 B H (2:88) M HEASI
AOAT7DEELREHNROOLN ., 16 BB OEASIRITDRERIZTSERBELLEL T38.3%
(4.2%) Eh 1= (ZEMEDFEESHY . p<0.001, ANCOVA),

(%)
0

=20 4 ) °
T e—e_o0-260

,40 -

Heond

-60 -
-64.3

sk
Rk Solok ey H

O— FSERBEN=141)
80 1 —@— LTUFZATTQ2WEE (N=283)

16:BEFOERIZE (vs. S EmE)
LUFUF I TQ2WEE:
-38.3%[95%Cl:-46.4, -30.2%]

-100 T T T T T T 1

0 2 4 6 8 1012 14 16 o)
SHERHARS

T—ARIE RN ZFEFHE[MCMC-MIE%E FAL VI zPrimary estimand (Hybrid) %<9,

ANCOVAZ FLNTHEMT

#kk:p<0.001 (vsTS5EREE, SEMDFARELL) . #:0<0001 (vs.TS5tRE. SEHDREEHY).

16:8 8 LS It D IR A EEHIE B

EASIRO7 DR—RSAU NN EILED 16 B ETOREHRS  EAKRSHRM
[ITTE M : KGABER E& (B I E) ]
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16 EBEFDEANRSAIAT DR—RSAUMLDELE

QWEETIE, T ARBE L BL TR SR (1B hSEANRSAITDHEELRENDRHDS
iz, QQWE TIL, 16 B DEANRSRAOAT7 DHEEN TS RBELLLEL TI04%E 212 (Z
EMDFAESHY. p<0.001, ANCOVA)

(%)

®-e0-9 0 o151

,20 —

,40 -
Z -455
it wox
ES

_60 —

O— FStmEE(N=141)
-80 1 —@= LJTUFXTTQ2WEE (N=283)
16EES DB (vs. T2 EE)

LIFUFARITQ2WEE:
-30.4%[95%Cl:-38.1, -22.7%]

-100

N N O B B B . R
012 4 6 8 10 12 14 16 (&)

FERHAR

F—A2IE. /N T {E[MCMC-MI;EZ FL T =Primary estimand (Hybrid) ]ZR3 .
ANCOVAZ FLNTHEMT
#kk:p<0.001 (vsTS5tAREE, EEMDFRAL). #:p<0001 (vsTSEREE, SEHDAEHY).
16:8 85 U5 It DRI R AT fIE B
FEHNRSROAT DR—RSA U MNoDNELED16EFE CORREHRE . EAKRSHAM
[mITTE M : KGABERE& (B FIHEE) ]

RSV DEHANRSAOATH 4L EDHERE T, 2-4- 16 BBFCEANRSAOAT DA—X 54
UDBARAUN U L DR EEZERLI-BEBEEDEIE

QWEE Tl R—RASA U DEHNRSROAT HN4LL L D HHERE T2-4- 168 IZEANRSZRIAT D

R—RSAUNBARAVFU LD HREEZEFRLEHBREDOE G, TS EREBELEL THETE

MIZEEIZCEMN[ZEHDOFAESHY . p<0.001 (2581E£p=0.017) . Cochran-Mantel-Haenszel#&

Elo

R R—ZASAUDEHNRSAOT H4LL L TLABIZEANRSAI T DA—ZASA UMD
ARAVU EDOREZZERL-BERE DI S  EAKRSHARM
[ITTE M : KGABE ER (B I E) ]

PWE Y &) e
250 mgQ2WEE 7;;32';?*
(N=283)
R—RS5AVDEHNRSAO
T AALLE DIRERE R 263 130
2B IZEANRSROAT4RA
VU EDHEEZERLI-H 16 /263(6.1) 1/130(0.9)
BREHM%
TS5REEEDZE (95%CI) 5.3(1.9, 8.6)
pfE® p=0.017 -

MCMC-MI;%(% F L f=Primary estimand (Hybrid)
a) Cochran—Mantel-Haenszel#& &% AL\ THEAT




R R—RASAUDEHNRSATAT A 4L L THARIZEANRSAI T DA—RASAUMD
ARAVRU L DRELZERL-BEBREDES  EAKREHRM

[ITTE M : KGABE ER (B I L) ]

LIxR<J

250 mgQ2WEE 7;3}:;?*
(N=283)
NR—RSAVDEHNRSRO
T A4 E DHERE S 263 130
A SRIZEEANRS AT 4K
AU LEDREEZERL: 56/263(21.5) 3/130(2.3)
ERE B (%)
TS5REEEDZE (95%CI) 19.3(13.7, 25.0)
pfiE* p<0.001 -

MCMC-MIi%% ALV =Primary estimand (Hybrid)
a) Cochran—Mantel-Haenszel#& e & FA LN THEAT

= R—RSAVDEANRSAOT 4L E TI6BEEFHZEANRSRAIT DAR—RSAUMS
ARAVU L DOHREZEFRL-HERE OIS EARSHARM

[ITTEE R : KGABE E& (B FIFE L) ]

LIYxX<J — e
250 mgQ2WEE 7;33;';?*
(N=283)
RNR—RSAVDEHNRSRO
T A4 DHERE S 263 130
1658 BFIZFEANRS RO 7 47K
AU EDHREEZERLE: 121/263(45.9) 17/130(13.0)
WHERE B (%)
TS5tREEEDZE (95%CI) 32.9(24.6, 41.3)
pfE” p<0.001 -

MCMC-MIi%% AL\ =Primary estimand (Hybrid)
a) Cochran—Mantel-Haenszel#& TE % FA LN THEAT
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QWHE TIE, 2B FETICT SR B LB L THAZMNICHERLAREN RO, 16 BRETH
ﬁéhf:o

(%)
100

O— FSRBE(N=130)
—8— LJUFZTTQ2WEE (N=263)

B¥SE (vs. SRED)

80 4 2By LFUFIITQWES:
5.3%[95%C1: 1.9, 8.6%]

4BEE LU ANTQ2WEE
19.3%[95%Cl:13.7, 25.0%]

1688 LA TQ2WEE:

60 — 32.9%[95%CI:24.6, 41.3%]

459

b3 S o 58 =4

0%2 4 Ell é'l‘O '|I27‘4'|‘6 (8)
SLERRAM

FT—4(%. MCMC-MI;%% FL f=Primary estimand (Hybrid) 2R,
Cochran-Mantel-Haenszel#& & % FA LV TEEHT
#k%:p<0.001 (vsTSEREE, LEMDFAELL) . #: [2:8RF]p<0.05. [4-16:8/F]1p<0.001 (vs TS ARE.
ZEHDOREHY)
2-4-16:8 1 LU S fth D B R B FTE IR B

N—RFAY DEHNRSZAAT 4L L DHERE T EANRSRAT DR—RF1UHD

4RAVPLU L DOHELZERL-HBREDOEED16ERECORHL  BEARSHM
(ITT&H : KGABEER (B FIEE) ]

RS HARM (16 ~52:88)
B ENEEFIE LA T — (KGAB/KGACERER) MFER(X.TV.5.(7) ZDINDIESHE,

K ZEEHREFRSHE>

-163BBFIZIGA (0,1) Z3E AL . 523 BBFIZIGA(0,1) L TUOVE-HEBREDEIS
BARSHBOQWE DL AR A —T, 168FFIZIGA(0,1) ZZERL . 52:BFFIZIGA(0,1) 4
LTUWHKERE DEIA (L. Q2WRes/Q2WEE TI1£75.8%. Q2WRes/Q4WEE TI£74.2%, Q2WRes/ TS5
TAREETIX46.5%H o1,

= 16:BRFIZIGA(0,1) ZERKL . 5258 ZIGA(0,1) L TULV-HEREDEIS
| _E RS SR
[ T EEF  KGABRER (HHFIEE) ]

LIYFRAIT250mg | LTYFXIT250 mg | LTYFZXTT250 mg
Q2WRes/Q2WEE Q2WRes/Q4WEE Q2WRes/ 7S5t EE
(N=62) (N=63) (N=32)
1638 B [ZIGA (0,1) &
ERLHERE N 40 40 22
52 EBFIZIGA (01) %
HELTW-HEE 34/45(75.8) 33/45(74.2) 10/22(46.5)
(%)
IoERBEDE 29.0(4.6, 53.3) 28.0(2.8, 53.2)
(95%CI) _ _ -
pfiE* p=0.020 p=0.030
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16:8 85 LS (It D FI R A EEHIE B
IGA(01) ZERBL-HBERBENEISD16BRETHREHE  EARESHRE
[mITTEEH : KGACER E& (B A fRi%) ]

-16: B BFICEASI-75Z Z R LI-#ERE DEE
Q2WEETIE. 1685 IZEASI-T52Z L= HERE DI G A, TS REB LR L THEFMNIZHE
BIZEN - (ZEMDFEHY . p<0.001, Cochran-Mantel-Haenszel#&FE) o

£ 16:BFIZEASI-15ZZE R LI-HERE DI S B AR SR
[mITTER : KGACEKER (B FIFEE) |

LIUJFxX<TT SR
250 mgQ2WH} (N=146)
(N=281)
1658 B [ZEASI-75% ZE R L 1=
R (%) 146 (52.1) 26(18.1)
TS5tREEED 2= (95%CI) 33.3(24.4,42.2)
pfiE* p<0.001 -

MCMC-MIi%% ALV =Primary estimand (Hybrid)
a) Cochran—Mantel-Haenszel#& TE % FA LN THEAT




(%)
100

O~ FSLREEN=146)
—8— LU T Q2WEE(N=281)
80 4 16EESOME (vs. PSEME)
UUF AT TQ2WEE:33.3%
[95%C]:24.4, 42.2%]
# i
E2 60 .
= 521
)]
£l
= 40
[m= |
20
PP ® 18.1
o
0

0 2 1‘1 é é 1‘0 1‘2 1‘14 1|6 i
SHERERR

MCMC-MI;%% L\ =Primary estimand (Hybrid) 2R3,

Cochran—Mantel-Haenszelt& & LN TREAT

*%:p<0.001 (vs TR, LEMDFAELL)  #:p<0.001 (vs.T5tHRE. ZEMLHOREHY)

1638 BF LASH b D Bl R B 5T 18 B

EASI-75% Z R L-#ERE D E S D16:BRBETOREH EAKRSHM
[ITTE R : KGACE 5 (B AEIHE) ]

=]

EEHRIRMETEIER
4+16;B B [CEASI-90%Z R L I-1RERE DE|S

Q2WEETIE., 4-16:BRF[CEASI-90F ER L= HERE DB &M, TS5 RBE LB L THETEMIC
BEEIZCENIZEHEOFAEHY . p=0.023 (4BF) . p<0.001 (16:& BF) . Cochran-Mantel-

Haenszel#& €],

= AGERFICEASI-90FZERL-HERE DS  EAKRSHM
[mITTEE M : KGACEK R (B HIARE) ]

LIYxRA<T e
250 mgQ2WEE izﬁjg*
(N=281) -
4B R IZEASI-00E ZERLL 1=
88 5 (3 18(6.3) 2(1.5)
TStREEEDE (95%CI) 49(1.4,84) .
pfiE® p=0.023

MCMC-MI;%% FLYf=Primary estimand (Hybrid)
a) Cochran-Mantel-Haenszel#& &% FALN THEHT

= 16EMFICEASI-00ZEM L-HERE DE S BARS LM
[mITTEH : KGACERER (B HIFE) ]

LIJFRA<J e
250 mgQ2WEE 7;3_?2;?*
(N=281) -
1638 B [CEASI-90ZF ER L 1=
ER R (%) 86(30.7) 14(9.5)
TStREEEDE (95%CI) 20.7(13.3, 28.1)
pfE® p<0.001 -

MCMC-MI;%(% F L f=Primary estimand (Hybrid)
a) Cochran—Mantel-Haenszel#& &% AL\ THEAT

Al
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(%)

O— FSEINEE(N=146)
—8— L JUFXITQ2WEE(N=281)

BRI (vs. S SEMRE)

804 4B LTUFIITQWEE:
4.9%[95%Cl: 1.4, 8.4%)]

161BE LU AT TQ2WEE:
20.7%[95%CI:13.3, 28.1%]

# 60
B
&
@D
2
= 40-
@307
20 -

®95
QOOO

T T T 1
8 10 12 14 16 )]

SHEREARE
MCMC-MI;%% FAL f=Primary estimand (Hybrid) ZR9 .
Cochran—Mantel-Haenszel#& & & AL\ TEEHT
#%:p<0.01, *%%:p<0.001 (vs. TS5REE, LEMDFEAL) . #: [4:58-F]p<0.05, [16:BFF]p<0.001 (vs. 7
StRE. EEHOREHY)
416885 LS S th D B R A ETEIE B
EASI-90ZZE R LI-HERE DL A D16 AR ETOREHR  EA RS HIR
[ITTE M : KGACEABR (B HFI &%) ]

“16BBDEASIROATZ DA—RSAUMDNEILE
16:BBFDEASIROAT DAR—RSAU N HDEL IR FZHERE) (L. Q2WE TIE—61.5%(3.3%) . 75
HAREETIE—28.0%(3.9%) THoT=, Q2WEE T, TS REHLLLEL TR 5 B H (2:88) M HEASI
AA7DHELHRENROHON ., 16 BEDEASIRIATDRERATSARELLEL T33.6%
(3.9% EM o1 (ZEMHDRAEHY. p<0.001, ANCOVA),

%)
0

-20

607 -61.5

4K e

dolok #

O— FStREE(N=146)
-80 | —@— LTUFRATTQ2WEE (N=281)

16EFFDBRIZE (vs. S TzMED)
LITUF AT TQ2WE:
-33.6%[95%Cl:-41.2, -26.0%]

-100 T T T T T T T
0 2 4 6 8 1012 14 16 (&)
HERAAR
F—A2IE. RN _F Y {E[MCMC-MIEZ BV =Primary estimand (Hybrid) ]ZR39,
ANCOVAZ FULNTHRHT
*xk:p<0.001 (vs TSR, SEMOFARLL) . #:p<0.001 (vs. TSR, EEUDRESLHY)
16: BB LS At D B R B EFEIE B

EASIROA7 DAR—RSAVNSDEILED16:BRETORBEHS EARS LR
[mITTER : KGACEKER (B FIHEE) |




16 EBEFDEANRSAIAT DR—RSAUMLDELE

QWEETIE, T ARBE L BL TR SR (1B hSEANRSAITDHEELRENDRHDS
iz, QQWE TIL, 16 B DEANRSRAOAT7DHEEN TSR LELEL T27.5%5m M 212 (%
EHDFAESHY. p<0.001, ANCOVA),

(%)
0

®-9.0

B—a—8 o &

,20 -
-36.6
=40 — EESS g T #
x
it
x
-60 —

O— FTREE(N=143)
-80 | —@— LTUFXTTQ2WEE(N=268)

16BEESOBEZE (vs. >R E)
LFVFZTTQ2WEE:
-27.5%[95%CI:-34.9, -20.2%]

-100

T T T T 1 I
012 4 6 8 10 12 14 16 (&)

S ERHAR
F—A&., B/ FEFEE[MCMC-MI%E%E FAL f=Primary estimand (Hybrid) 1&5R 9 o
ANCOVAZ FLNTHEMT
*:p<0.05, *%k:p<0.001 (vsTZtREE, LEMDFARELL) . #:p<0.001 (vs. TS ERE. LEHDOAESDH
Y)
16:8 8 LS (It D IR A EEHIE B

FEHANRSAOATDR—RSAUHNLDEILED 16 BB ETORBEHE  EARSHIM
[mITTER : KGACEKER (B FIHEE) |

R—RZAVDEHNRSAOATH4LLEDHERE T, 2-4- 16 BRFCEANRSAOAT DR—X T4
UMBARAUMU EDREFERLI-BEREDEE

QQWEETIE. R—RASA U DEANRSAOT M4 LD #HERE T2-4- 16 AR ICEANRSRIT D

R=RSAUNBARAV U EDRELZZRL-HERE DS S, 4- 16 TIX, TS5 uREE

HEBLTHRIAZNIZEEICEN > (ZEHDAEHY . p<0.001, Cochran-Mantel-Haenszelt&

E)o

R R—ZASAVDEHNRSATAT H4LL L TLARIZEANRSAIT DA—RASAUMND
ARAVRU EDREEZZERLI-BERE DI S EARSHAR
[MITTER : KGACEKER (B FIHEE) |

LIYxX<J e
250 mgQ2WEE 7;33;?*
(N=281)
RNR—RSAVDEHNRSRO
T A4 E DHERE S 253 134
2B IZFEANRSRA T 4RA
UL EDOHEEER LI 9/253(3.6) 1/134(0.7)
BREHM
TS5REEEDZE (95%CI) 2.7(-0.1,54)
pfE” p=0.113 -

MCMC-MI;%% Bl =Primary estimand (Hybrid)
a) Cochran-Mantel-Haenszel i B & FALNTHRHT. QWE D TSEREIZHTI2HEELARH LGN o1
8. EEMERBLI-BREDFIEN#E T LT,
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R R—RASAUDEHNRSATAT A 4L L THARIZEANRSAI T DA—RASAUMD
ARAVRU L DRELZERL-BEBREDES  EAKREHRM

[MITTER : KGACEKER (B FIFEE) |

LIYxX<J — e
250 mgQ2WEE 7;33;2?*
(N=281)
NR—RSAVDEHNRSRO
T A4 E DHERE S 253 134
4B BFIZFEANRSRA T ARA
U LEDREEFZER LI 42/253(16.8) 4/134(3.0)
BREHM
TS5REEEDZE (95%CI) 13.2(7.7, 18.7)
pfiE* p<0.001 -

MCMC-MIi%% ALV =Primary estimand (Hybrid)

a) Cochran—Mantel-Haenszel#& €

ZFUNTHT

= R—RSAVDEANRSAOT 4L E TI6BEEFHZEANRSRAIT DAR—RSAUMS
ARAVU L DOHREZEFRL-HERE OIS EARSHARM
[mITTE M : KGACE ER (BEFIER) ]

LIYxX<J — e
250 mgQ2WEE 7;33;';?*
(N=281)
RNR—RSAVDEHNRSRO
T A4 DHERE S 253 134
1658 BFIZFEANRS RO 7 47K
AU EDHREEZERLE: 101/253(39.8) 15/134(11.5)
WHERE B (%)
TS5tREEEDZE (95%CI) 28.3(20.0, 36.5)
pfE” p<0.001 -

MCMC-MIi%% ALV =Primary esti
a) Cochran—-Mantel-Haenszel#& €

mand (Hybrid)
FFUVTHEMT




QWETIE, BB ETICTFRBLEBRL LIV F AITH THAZHNICEELRELNRD
DL, BOLNIERRHICERDHHE L. UEOWLT IO RBRE TH16ERE TR SN,

(%)
100

O— TSR N=134)
—8— LJUFZATTQ2WEE (N=253)

B2 (vs. S5 RES)

80 - 4@Es LTUFRITQWEE
13.2%[95%C|:7.7, 18.7%]

1688 LTUFXTTQWEE:
28.3%[95%C1:20.0, 36.5%]

# 60

B&

=

o)

£ #

a 40 39.8
20 |

o—® 11.5
0 o—@® o—®

012 4 6 & 10 12 14 16 )
SRR

F—A1%. MCMC-MIi%% FL \f=Primary estimand (Hybrid) #R 3,
Cochran—Mantel-Haenszelt& & LN TEEAT
*xk:p<0.001 (vsTS5EREE. LEMDOFELL) . #:p<0.001 (vs.T5tRE. ZEHOREEHY)
2-4-16: B LIS Tt D B RESFHEIE B

R—ZRSAVDEHANRSRIAT MY 4L L DHERE T, FEANRSRAT DR—RTAUhD

SRAVPUEDOHREEZERLI-BHEBEBE OIS D16:BRE COREHL  EARELRM
[mITTER : KGACEER (B FIEE) ]

R S HAR (16~ 5258 8%)
BNV ENEERREHFHAET—2 (KGAB/KGACERER) DFER(X. V. 5.(7) ZDHINDIESE,

LK_EERHESFRSHE>

- 163 B EFIZIGA(0,1) ZERKL . 5258RFIZIGA(01) ZHFL TV -HEBRED IS
BAKRSHROQWEDOL AR A —T, 168 8RFIZIGA(0,1) ZZERL . 52:BFFIZIGA(0,1) 4
LTULV=HERE DEIE L. Q2WRes/Q2WEE TI£64.6%. Q2WRes/Q4WEE T1£80.6%. Q2WRes/ TS5
tRETIX49.8%THoT=,

= 1688 ZIGA(0,1) Z3ERL . 523 BRFIZIGA(0,1) L TLV-HEREDEIE
B ERMER SR
[Modified#ff %+ B4 M : KGACEKER (B FI#%) ]

LIYFRAIT250mg | LTYFXIT250 mg | LTYF X T 250 mg
Q2WRes/Q2W#E Q2WRes/Q4WEE Q2WRes/ 7S5t EE
(N=51) (N=55) (N=28)
16 B B [ZIGA (0,1) &
R R E 32 82 16
52 EEFIZIGA(0,1) %
HEBELTWV-HEBE 21/32(64.6) 26/32(80.6) 8/16(49.8)
(%)
IIRRBEDE | 54175 442) 32.6(2.6, 62.5)
(95%CI) _ _ -
pfE” p=0.407 p=0.034

MCMC-MI;% % AL f=Maintenance primary estimand (Hybrid)
a) Cochran-Mantel-HaenszelfR EEZX AN T, LEUAERZEREL-HER. LMEETHEEENRDHL
highot=,

75
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(%)

B
#
D
2|
2 40
20
O— LTUFXITQ2WRes/ TS tzihEE (N=16)
—0— LJUFXIYTQ2WRes/QA4WEE (N=32)
—8— L JUFXYTQ2WRes/Q2WEE (N=32)
0 T | | | | | T T T
16 20 24 28 32 36 40 44 48 52 (@)
S BRHAR

F—4R1%. MCMC-MIi%Z% B \f=Primary estimand (Hybrid) 2R 9
Cochran—-Mantel-Haenszelt& & FALN THEAT
*:p<0.05 (vs Q2WRes/T5tRE. EEMDFELL) . $:p<0.05 (vs Q2WRes/ TS5tz REE. LEM DA
BEEBL-ER. LUEE CTEEREENZEOONE M o)
5238 B LASY Xt D B R B EEEIE B
16;B8ZIGA(0,1) Z3EML . IGA(0,1) ZHFL TLV-HEREDEIED
52;BmFE TORFHR  —F5RitER 58
[#E T EEM KGACHER (HHIEE) ]




168 B IZEASI-75%Z B L | 52 B (CEASI-75%# L TL V=R U'EASI-90* ZE R XIS #E L T

W=HEEBREDEIS

BABZSHEDQWEDOL AR A —T, 16:8RFICEASI-75%:Z R L . 525885 ICEASI-75% 4L
T =ERE DE|S L. Q2WRes/Q2WEE77.4%, Q2WRes/Q4WEE84.7%, B U Q2WRes/ TS5t EE

72.0%T#H>T=
* - fth D Bl R AT 28

%= 163EBFZEASI-75% /L . 52:8/I ZEASI-T5F L TUOVER Y
EASIF90ZE R R IS L TUV-ERE DEIE
ZE R 5 HM [Modifiedif 5 E5£ M : KGACEER (B EIEE) ]

L)X XTT250mg | LIYFXTT250 mg | LITF X< T 250 mg
Q2WRes/Q2WEE Q2WRes/Q4WEE Q2WRes/ 7 5tz/R &
(N=51) (N=55) (N=28)
1658 BF IZEASI-75%
RSN ! >3 21
EASI-75
5238 B IZEASI-75%
HEFELTW RS 39/51(77.4) 45/53(84.7) 19/27(72.0)
(%)
IIERBEDE | 0178 273) 12.8(-9.5, 35.1)
(95%CI) _ _ -
plE? p=0.612 p=0.238
EASI-90
1638 B (CEASI-90 %
ERLE-HERAEHK 29/51(56.9) 30/53(56.6) 15/27(55.6)
(%)
52 & B IZEASI-90 %
ERXIEMEFELTY 31/51(61.5) 35/53(66.2) 10/27(38.2)
T RERE B (%)
IIRRBEDE | 30 10.476) 285(4.4, 52.7)
(95%CI) _ _ -
plE” p=0.064 p=0.024

MCMC-MI;% % AL f=Maintenance primary estimand (Hybrid)
a) Cochran-Mantel-Haenszel#X TE % FA LN THEHT . 52:B BFICEASI-75# L TUOV-HERBF D EISIZH LT,
Q2WRes/Q2WE D Q2WRes/ TS5 RE I T HHEENROLN N of=1= . EEMEZARLIRTE
DFIEHHRT L1z, EASIF0ZZERLI-BEREDESIL. ZEMDRAELL,
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(%)

60+

B
#
D
2|
2 40
20
O— LTUFXITQ2WRes/ TS tzihEE (N=27)
—0— LJUFXIYTQ2WRes/QA4WE (N=53)
—8— LJUFXYTQ2WRes/Q2WEE (N=51)
0 T | | | | | T

16 20 24 28 32 36 40 44

S BRHAR
F—4(F. MCMC-MIi%% F UV =Primary estimand (Hybrid) %R 3",
Cochran—Mantel-Haenszelt& & LN TEEAT
*:p<0.05 (vs Q2WRes/FS5tREt, LEMDRELL)
52;8 85 LISV (X fth D Bl R B ST IE B

48 52 (@)

16: BRI ZEASI-75%ZF KL . EASI-T5% 5L TLV-HERE DEIE D52 E TD

REHER . — S e AR SR
(4T EEM KGACHER (BEIEE) ]

(%)
100

O— LITUFXITQ2WRes/ FStzihEf (N=27)
20 4 —@— LFUFXITQ2WRes/Q4WEE (N=53)
—8— LJUFXYTQ2WRes/Q2WEE(N=51)

S2BRFDERIE (vs. LTUF A TQ2WRes/ S5 2mEY)
LIUFZTTQ2WRes/Q4WEE:28.5%[95%Cl 4.4, 52.7%]

0 T | | | | T T
16 20 24 28 32 36 40 44

S BRHAR
F—4R1%. MCMC-MIi%Z% B \f=Primary estimand (Hybrid) 2R 9
Cochran—Mantel-Haenszel#& E Z FHULN THRAT
*:p<0.05 (vs Q2WRes/FStz/REE. L EMEDARLL)
52;B 85 LISV (X fth D Bl R B ST I8 B

1638 B IZEASI-75%ZF ML . EASI-90F ZER X (T FL TV -HEBEEDRED

52:ERF £ TORMHER  —ETHRMFRS M

[ FEHEMF  KGACHER (BHAEIER) ]




52BBDEASIRAT DA—RSAU MDD EILE
BAKREHEOQWEDL AR A —(ZH T 5528 DEASIDR—RSA UMD ELE(E.,
Q2WRes/Q2WE£-77.2%. Q2WRes/Q4WE£-87.6%. Q2WRes/ 7 IR EE-72.9% TH>7=

xR S2ERFDEASIRAT DA—RFAU oD ELE: —ETHRHERFREHM
[Modified#f 15 F Z & M : KGACEHBR (EFI&E) ]

L)X X<TT250 mg

LIJ1)FX<TT250 mg

LIJFXTT250 mg

Q2WRes/Q2WEE Q2WRes/Q4WEE Q2WRes/ 75tz &
(N=51) (N=55) (N=28)
52 BB DEASIRO7
DR—RSALU NS -77.2(4.4) -87.6(4.4) -72.9(6.3)

DEALE

TSERBELEDE
(95%CI)
pfE”

-4.3(-19.4,10.8)
p=0.575

-14.7(-29.8,0.4)
p=0.057

a) B/ FEHE (FR#E5E) [MCMC-MIiEZ AL Vf-Maintenance primary estimand (Hybrid) ]

b) ANCOVAZ FH LN THEHT

(%)

_20 —

O— LITUF XY TQ2WRes/ TS HEE (N=28)

LU+ X7 TQ2WRes/QAWEE (N=55)

—8— L JUFXTTQ2WRes/Q2WEE (N=51)

32 36
S ERHEAR

40 44

48

F—A%. R/ ZFEHE [MCMC-MI%E% FLf-Maintenance primary estimand (Hybrid) 1279,

ANCOVAZ FLNTHEMT

52;E B LLOM It D BI R B FFEIE B

EASIZI7 DR—R S/ SN ELEDS52 B E TORIFHR : — E 5 RS 5 4R
[Modified#ff 1% = B4 M : KGACEKER (B HIH%K) ]
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16 BEFCEANRSRIAT DR—RX AU MBARA U EDREEERL . 52:B0FIZEANRSR
AT7DR—RSAUDNSARA VMU L DRELZHBL T HEBREDES
BARSHEOQWEDL AR E—D35 R—R54V DFEANRSAOT H4LL L T16EEF(C
FEANRSAATZ DR—RASAUMDARAUMU EDREZZERL . 52BEFIZEANRSRIT DA
—RTAVNBARA VU EDHREFZHIFL T -HERE D ENS (L. Q2WRes/Q2WE£90.3%.
Q2WRes/Q4WE$88.1%, Q2WRes/ TS5t E67.6% T o1,

R R—RSAVDEHNRSAOAT H4LLET16 BB ZFEANRSRIAT DAR—R S UM b4 RA Uk
LU EDHREEZRL . 5B FEANRSAITARA U M EDRELHFL T HBREDOEIS
| ZEERHIFR S HARM [Modified i 7 £ E & : KGACEER (B HFIEE) ]

LIYFRAIT250mg | LTYFXIT250 mg | LTYFXTT250 mg
Q2WRes/Q2WEE Q2WRes/Q4WEE Q2WRes/ 7S5t RE
(N=51) (N=55) (N=28)
1638 B [T EEANRS R
AF7ARAU U ED
REEERLWE 238 36 R
EH
5238 B [T EEANRS R
aAFARAU A LD
S % L C LT 21/23(90.3) 32/36(88.1) 7/11(67.6)
WRERE (%)
TIERBEDE | 4106, 510) 20.3(-11.4, 52.0)
(95%CD) =0.165 =0.159 o
pﬁﬂa) p=u. p=u.

MCMC-MI;% % AL f=Maintenance primary estimand (Hybrid)
a) Cochran—Mantel-Haenszel#& TE % FA LN THEHT

(%)

100
80
o ® @ ®
67.6
60+ O »
B
#
D
2|
S 40
20
O— LITUFXIYTQ2WRes/ FSmEE(N=11)
—0— LJUFXTYTQ2WRes/QAWE (N=36)
—8— L JUFXYTQ2WRes/Q2WEE (N=23)
0 T | | | | | T T T
16 20 24 28 32 36 40 44 48 52 (@)
S BRHAR

F—4I1%. MCMC-MIi%% FAL f=Maintenance primary estimand (Hybrid)
Cochran-Mantel-Haenszel#& & % FA LN THEEHT.
*:p<0.05 (vs Q2WRes/TZ 7R B, LEMDHEALL)
523 BF LAV [ fth D Bl R A FFATE IE B
16 BFF[CFEAHNRSRAAT DR—RFA U MDARA UL EDHEZEERL .
FEANRSROAT DA—RSA U BARA VMU EDHEEMHIFL TV - HREDOEIED
52;BF TORFHER  _EERHEFIRS M
[#fiF T ZE M KGACTHER (BFIEE) ]




CBARSHEOTSEREDOL AR A —THo BB EIZHITELI YT AT 0EMME
BABRSHEOTSERBEOLARISE —[LRAF1—BEEZ (I 216BEIZIGA01) BT
IEASI-75% ZE K L= B & 2260l ChoTze ZEEFRMBRSHRBICLITIXFXITRIET TSR
R ETORICBEFAILINHEBREDORIMEBER IS TAERIEIUTOESY THo T,

F BARBHPMICTSEARBEOL AR T —TH-HEREICBTHL T VX IITDEME
 ZEERM RS SR [KGACHER (BHIFE) ]

FS5+tRRes/Q2WEE | FS5tRRes/QAWEE 7;?_1:71-\3%/
(N=10) (N=8) FAA
(N=4)
52 B BFIZIGA (0,1) %
ERL-RERER 8/9 5/7 3/4
(n/Nx)
5238 B IZEASI-75%
ERL-REREHR 9/9 6/7 4/4
(n/Nx)
5238 B [ZEASI-90%
ERL-RERER 6/9 5/7 3/4
(n/Nx)
5238 B (2 FEANRS X
AF4RAVRUED
HEEER L - ER 3/1 2/3 1/3
EE
(n/Nx)

n: BHTI)—DWERE . Nx: T—E2DRAEBRO-HERE K
* R—ZS5AVDEHNRSAIAT H4LLEDHERE MR

LKIRT—TH#HFER SR>
V.5 (7) Z0Oith DESHE

<zEH>
BAE5 AR (0~ 16:8HEF)
HEERORBREASEUTOESYTH-T =,

R AEEROEN EAKRSHMN [ModifiedR £ 4T R EM  KGACHER (B HFIFEE) ]

PUES &) N
250 mgQ2WEE j;zjf:gi
(N=281) -
TEAE 150 (53.4) 96(66.2)
A 0 1(0.7)
EELGEEER 2(0.7) 4(2.8)
BBRELORRBEERNLETE
TERU LIS I TEAE o 20152
BERERERIFICEST-F
iy 9(3.2) 4(2.8)

REBIB(KREIEY

HREENEN>-TEAE(WNT A DR SHTRIFINGHA2%UL) (T, FRE—MERE 2% [Q2wW
F£10.0%(284) . T5tRE£26.2% (38451) . LA T REIIE] . 5= 2 [7.5% (21451) . 2.1%(3451) 1. LNHEA
#K[5.0%(14451) . 2.1%(3%51) 1. EBRE[5.0%(14451) . 4.1%(6%1) ], FLILF—TE&EE 2 [2.5% (7451) .
1.4% 2 1. ESAF7A[2.5%(741) . 0%]. EIREAJLRR[1.4%(4450) . 2.1%(3451) 1. TH&E[0.4% (1
). 2.1% (34 1. Ba2[0.4%C1450) . 2.1% (3 1. BBHIZ (0%, 2.1%(3H) 1. RURR[0%. 2.1%
3H) I THo1=.

"“TEAEQEEE XX N BERIIHEETHo1=,

CARELORRBEBENEETELRVEHIBSNIZTEAE (1%L L) £, Q2WH THEE 2:6.8% (19
B TULT—HEREL£1.8% 5B . PRE—HEB L. K174 &1.4%4H) RUBERES
1.1%(31) . TS5 RRBETTAE— R EX4.8%(7TH])  #EEX2.1%36)) RUBB UL A KH
£1.4%(2f5) THo 1=,
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EENTSEREITIH(DFEE)BOON -, COBRIFEBRIBUEMICKYARELRER
B RM LRI ST,

-BEEGHEERRIE. QQWEIZ26I5 (DAL - S HRMEIME - TRE—MEEE £15134F . KRk E
SNMIEAREE1I24F) L TS EARECABI5 (BEE BT -IREBITIFI24. FEFERE. OH
BHE FHE—MEEX 1) BHoNT-, CD5b, BRI YEMICKYARELORRER
NEETELRWNEH SN -EELEETERIE. QQWHEHO/NNEERE (EEE: SE. &7 [
B, RBREDKRS fib)THoT=,

CABEOHREDLEICESAETERIE. QQWEHZIFIO (FRE—ERE X 34, fEEx. E
HIEER, TRE—EAEEL . AEX DNEIREE. v oRME 1) TS5REIZ44515
H(TrE—MRER M. KERE. DHEE R 1) RHoNT-,

HHERBEEDOA—RSAEDATI)—EL(BREZOEEHFFENDOSEXILEE~DE
E)DROENI-EEBEEFEDEEFEC AREHEOATI)—EILORAIEEETRRKTH-
Tzo QQWETIZ . R—XTA VR DIFBRERBDOEMZER O -ERE DI GBI o1 (Q2WE
27.2%, F751RE#20.9%) , LAL. SHSDOEEICERMICE R (TR CHIBTEIN T,

NN AVITFE T AREERRIEBERNICEERELROONGEI T,

SRS EARM (16 ~52:88)

HEERORBREASEUTOESYTH-T =,

& AEBEROEHN: _EERMEFIRSHM
[Modified#ff %+ B4 M : KGACEKER (B HIHE) ]

LIYFRAIT250mg | LTYFXIT250 mg | LTYFZXTT250 mg
Q2WRes/Q2WEE Q2WRes/Q4WEE Q2WRes/ 7S5t EE
(N=51) (N=55) (N=28)
TEAE 31(60.8) 28(50.9) 15(53.6)
BT 0 0 0
BEELEEER 2(3.9) 0 1(3.6)
ARELIORZEBER
NEETERLEH 7(13.7) 13(23.6) 4(14.3)
BN -TEAE
BERE®RS DI
E-LAEER 0 118 0

REFIB(KREIEY

WTHDREH T2 L LD BERFICFEO SN T-TEAET, Q2WRes/ TS5 RELLEBIL T,
Q2WRes/Q2WEE X [ZQ2WRes/QAWEE D WLV T IO DB TRIEZ S A EMNT-TEAEIX. BB X
[Q2WRes/Q2WZ£5.9% (315]) . Q2WRes/Q4WEE5.5% (345) . Q2WRes/ TS5t E0%, LA FRIE].
DOFAETESBHRE[7.8% (4451) . 3.6%(25I) . 7.1%(2451) ] . $EAE 25 [0%. 9.1%(5%51) . 7.1%(255) 1. 7
LILE—ESERE 2 [2.0% (1451) | 7.3% (451) . 3.6% (1451) 1. EIREE 2 [3.9% (2451) . 5.5% (3451) . 3.6% (1
{51) 1. COVID-19[2.0% (145) . 5.5% (3481) . 3.6% (148]) ], B [2.0% (1451 . 5.5% (3451) . 3.6% (148) ]
DOF ETR IR [3.9% (2451) | 3.6%(2451) . 0%] . & EBF[3.9% (2451) . 1.8%(1451) . 0%]. BYIT7
LILE—[2.0%(1451) . 3.6%(245) . 0%] . ~JLR R FZ 8 % [2.0% (1451) ., 3.6% (2451]) , 0%] . B UNBi %
[0%. 3.6%(245l) . 0%] TH 7=,

"“TEAEQEEE X XEA N BERIEIHEETHo1=,

GRRELORRBEFBENEETERVDEHIBSNIZTEAE (2%LL L) (X, Q2WRes/Q2WE TE R %
3.9% (26 RUBHMAIIARR  SE, FLULX—HEEX, MPTXRTAVED, g1
f0. VEEREAME EF £2.0%(1451) . Q2WRes/QAWEE THEIE £9.1% (541) . 7L L X — 14 fERE &
7.3%(4451) . Q2WRes/ TSR BETHIE R . OEAIILRR SFE. ERRE X, 7UILXT—HEiE
fE#, M7 XARRTAVED &3.6%(14]) THo1=,

CREREBRO ZEERHFREHMTRETHIERO ST Mo,

CEELREEERIE. Q2WRes/Q2WEE 2261344 (FEX 16, LBEBH-REEIT16124) .
Q2WRes/ FZREICIBI (REHKRIE) ROl ChoDEELEEFRRIE. WThBER
HYEMICKYABARELOREBERIEGOESIBI SN,

CAREOBSRIICESFAEERIE. Q2WRes/QAWEEIZ1HI (FLIILF—HEEIEX) BH5N
e RBRIEEENDEET, ARELORRBERMNBE TEHLEHIBSNT =,

ERBREBEEOR—RASAVEOATI)—FLEREHZDOEEGHINOSEXILEE~DE
YN BEOHONT-HEREDE A (X, Q2WRes/ TSR EELEEL T, Q2WRes/Q2WE R U
Q2WRes/QAWEE TE M 2=, TRTODHTIT—T, R—RSAUMLDEHELEITHTH




T, REHBOZICBERAICERITGO RN,
NAZNHAVITEE T ANSERARIIERAICERGE IR DONG N1,

<GBERME>

CBARSHEBICRLIVFXITRAREGHE LRS- HERE (L. EARSHMDOQ2WED0.7%
(2/28165]) TH21=, 16BN QWE DL AR F —T, AHBHB FIHRLIVF XTI ITHK
e -MRERE L. Q2WRes/Q2WEE D 1/5145 (2.0%) B U Q2WRes/ TSR EE D 2/2845
(7.1%) THY. Q2WRes/QAWEE TIIER DO M o1=, HILTUF AT THEDORLE LUK
1%1:40TH o 1=,

CMERLIVFXRTREIZHT ML IVFAITREDEEX (FHAMIZLZBES NS
EIZDohiamhof=,

2) REMHR

BOVE I AR EKER[ADjoin (KGAA) FKER, SAEIA] (hREIERE) '
BE:BRAXIE 12 UED/NEAE 40 kg UE) DRFENSELEDT7NE—EREREZEETR
2. LTVFRTTZE 100 BRIRER THRELI-EZDRAZTEMRVRATIMEFMET 5.

HEBRTHIY

FIH., REAMEGHER (A —XNSUT . TIWVHIT  HFE . TRZT . ISV R FAMY.SRE T,
U7 =7 AF 20, R—FUF, VUHAR—IL BE, ARA  BE. 9974+ RUXE®D
199 5% CTEE)

xt 3

BAXIE12B AL D/NR (KEA kgl L) DFFENSEFEDTFE—EREEXREBET. LIY
F X< T D% 175 B [ ADvocatel (KGAB) . ADvocate2 (KGAC) . ADhere (KGAD ) . ADore
(KGAE) . X [ZADopt-VA (KGAK) SRER1#5E T L= ERE R UKGAARBRICEEHA AN O3
FRHEERE 99945

FRREE

<ETRBIODITHERE>
- 1T BR (KGAB., KGAC., KGAD. KGAE, X IZKGAKERER) CTRAREREZZ 1T, £TREBRDA
BERERUREEREEYICSE T LZES,

<FHBANEERE >

A (I8FLLE) RU12R L L 18 REM DAEL kel LD/NREE,

A= EBOIEU LRI SERT SEME T N — RIS & B H (American Academy of
Dermatology Consensus CriterialZE <),

R—RSAVBEDEASIZRO7 A6 LD EHE,

R—RSAVBEEDIGARIT LU LD EE,
R—RSAUBEDAREREBEICEDITIE—HEE B RBREDEIEMNULALDESE,
SBEICHAREICHTEIRIGH T+ 2 THHEE . RITNAFENEZMICHETELRNE
FlErEShi-E &,

TRV ELE

< KITHBRHODBITHERE >
ETRBOERRPICLIVFAIITEORRERNBEETCERVEELAEBRNILARER
EQHLICE-HEEEEZAREL, ARIBUEMXIEIATAHILE=2—DHIEFIZEY . LT
DEXTT DGR SN EBICHTEIF LB RIELGD AN TIESNSEE,
LIYFXITLEENHIEHIESNIIGE . RIKAERIE L E X L ARIKES OHIBRIZKY
BERPIICESBA T, ETRBRCOREINABRERTEE CESESINKGEIAGEERE
RIEOERECZLTIESE (B REFEST. AT T FEEE),

<FHRMEANGHERE >

TFI4SF - DB EEEETLESE,

RBRORTOMFOERRIOMREASLBELLIARMENHI IO —ILTRAEHERE [
BTAEETIVFA—ILABRDOME CAERIBLEMICKD YN 12ET8E,

R—ASAVEDHIZAURIZHER, IV AE IFERE RERE XEIREEED
£EBRESMBLELEIHMHOEBERXIIEAMREEEZEITIEE. HAIVIER—XF1VREDH]
AURICREMREREZETIEE (FL. BREREEOBRY)—=U 5 (F0EEL
=),

CREROFEMEMITAAEREOH IR EHFEEREETETIEE,

"HBVIZ—BMRE R (THFHERLELTNSESE,
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“HOVIZ—3@ 1R (HCV RNARRTE) LTWVDEE,
BAOFEEXISEERF X (REEMHT)EEHTLHEE,
SEEEORNSFERBREELSHINEBE. RIZCOISBEEOURINEVES,

RO —ZU T BICHIVRR DB EREEET 585 . RIFHIVILEZMRENEEDEE,

-BREOEEBICEHLLSTREEOBIMERE (K. EXNTSATE. VATUTIE. 392044
TR, —a—FVRAFRIE, FARILFIWREF) ZECHRENHFHOBEELMONATNSEXIE
BEDOENAHEEE. HAIVLABRBELEMOHRIIVEBO TEEE. BEXIIRHADRK
ENROLNBESE,

RO HBORBEURNICERERNEZECERESORETEEZEIHEE, TLICA
BENE-FEREDLERE. HhAVIIZLITABRSNERL BE12BMICEROFR RN END
EEDEEBMERTELEEX TEEMBREZRS

R—ZRSAUBEORBELURICAF SN RFEEF. TCS. AN Za—)UREH. XIE
crisaborole (RIBRAR) ZEDHNARIAKCIATS—F-4BEEDABBEEZIT-BE,

R=ZASAVEBEDEISGBAURIZUT OEFDAEEEZT-EE,

—GEHZE  RERAERE (LB FIARTOARE, o40RKRYY, 2T /—ILEEED T
FIL AVB—TAVHUT JAKBREE, THFA T2 AL FH—+5F)
-TrE—HREXITHT DA BEERVRAEZEE (VSLY RUENMRARST)
R—RSAVHEDRICUTDREEZIT-EE,
-R—RSAUBEDRISEUR., XITEFEHOELUABEHMOBHE) DLWTFhhEVNADRIRA
REREE
-R—RSAUBDORT6H A LRI YT 3T E0BHIaH B £ MRS
-R—RSAUBEDRISEALUR., XITEFEHOELUABEHMOBHE) DLWTFhhEVNADRIRA
Db D & Y2 HELF|

TR—RSAVBEDORN2BURNICE (FEIL) VOFUoEERELL-EE . RITARPBRICE (55E
) DOFUEEBTDFEDEE,

CARELEMOEEIZEY . RO —ZU T BICELN-E L FMBRE. MEFHEE. IR
BREOEKRBREENEENERNICEBETH-EE,

A B A E

ARABRIL, 58I (0~ 100:8RF) . RE MBI RAE RO 28 THR SN =,

% 5 8AR : 1008 R

L 71X X7 250 mgZQ2W (Q2WEE) X ILL 71 F X7 T 250 mgZx QAW (QAWEE) TR TIRSEL
T2 RITRBCRITIABRERSICEDE BRELLUTITRUEBEBICEIM (12, KGADE
ERADDBITHEREICDOLTIL, AL TWVATCSELEIZR LT X ITKREEL, PRE—HER
BRBENBERLIGEICIEBEREDHIBCTCSO#RAEEATES L,
REMRUVEMNEFTEMD 6. HERFIEARFER D2, 4R 168, LUEZ100:AFEFTI2AZ L
IZERBELT=.

16BBFICR—RSA UV (RTHBOR—RF/42) MODEASI-50E E L TEL M- HERE.
EASI-500 3 TELM o1 1HERE . XITAEBRIB U EMOHIBFICKYBERARNR T v N ERTE
Eh o= HERE I ARKEREFILTHIEELT:,

B35 5 R ER (KGABR UKGACEHER) M i> DIRERE

HTRBRO_EERERBREHBTLIYF XTI 250 mgQ2W X IXQAWIZ B B S 1= 1HER
Fix. RTHRBREFCHREHOKRSEER T CHKEL.

RTRBO_EERHFREPMTISEREEEZZ T TV HERE L. AHBROMBANE
(R=ZASAV) RP2BBRICERTTLIYFXTT500 mgZEFIREL. UKITERTTLT
1JF X< T250 mg QW5 %2 (111=,

CETERBCTIRA—THERSHMICBITLEEREL. FERTCLIVXFRTT
250 mgQ2Wik 5 & iR LT-.

TCSHE AR 58 (KGADRER) A LD HERE

‘KGADEER TER TDOLIT)FXTT 250 mgQ2Wik 55 21T -HERE T, LAFX1—ABEZ (T
9. 16 ERFICIGA (0,1) XIKXEASI-T5F ER L= E (LAKRU A=) X . LTVXX<TT
250 mgQ2WX [LQAWIZ2: 1D L TRIEABI SN . ERT CEIF SN IZARE(LDYXXTT
250 mgQ2WX [ZQ4W) DR EEZ(111=,

‘KGADSRERTOERTDL T FXTT 250 mgQ2Wik 5T, 168K ZIGA(0,1) X [XEASI-7512:#
LD 1ERE (/UL ARRUA—) (. ER T CLIUXFXTT 250 mgQWik 5432 (11=,

‘KGADIER TT SRR EEZ (T TWHERE X, AHBROBANE (R—RS5/Y) RU2:ER
[CERTTLIIFRTT500 mgzBRHEEL. LBIEEHRTTLIYFXTT250 mgQ2wik s
#=%2111=,




“KGADERER CL IR X THEICEITON . LRAFT1—EDBR 542 T-HRE L. BT TL
T)FX<T250 mgQ2Wik 5% = (11=,

‘KGADEAER TS REICEI O, LRAF1—EDOHREEFZ (T HERE (L. REXEBEOMHANE
(R=ZRSAV)RU2BRIZERTTLIUFXTT500 mgZxEHFRESL. UBRIZERTTLD
)3 X <7250 mgQ2Wik 5% %= (11,

12 UL E 18R M DIAE40 kglh L D/NER £ 14 EHER (KGAESKER) N o DIRERE

-EHBRENEER T TLIF XTI 250 mgQ2Wit 5 & # R LT=,

D0F AR (KGAKEER: D EENCEENTFE—MREREBEERRICTVIFUEEEZZT

TR AHERE O RIZ IS E DFHER) Vo DIRERE

-KGAKEERTL T U F X 7T 250 mgQ2Wik 55 Z T TOV - HBRE (L. ERTTLIUXX<T
250 mgQ2Wik 5 &= EE L 1=

‘KGAKHER TT SRR 5 ZZ T TV HERE L. AHBROBANE (R—X512) RU2:ER
ICERTFTTCLIUFATIT50mgDEREBEETV. UBEEIERTTCLIVFATT
250 mgQ2WI 5% 2 (+1=,

HREANRERE

HOWEBRENEITHRTERFADRI)—ZUF RUR—RSAUFHEERL. AN
FEL-EBRETEERTTLIUEXXTT250 mgQWit 5 (R—RS/ R U 2B XL T
FRXTT500 mgBHIRES) EITo1=,

R=2 128 IR EE:
S5 2m 48 168 > 008 EmEE
[ ] [ ] L ] [ ] [ ]
pom—. BRI RS I
AT i
ADvocate1 [KGAB] 2 1@: RS
ADvocate? [KGAC] i = I (98:88)
ADhere [KGAD] B ne
ADore [KGAE] =% 12;87
ADOPLVAIKGAK] a LTUF X T 250mgQawW
IS (N=838)
AR

A4
R—2 5 HSDEASI-507%ER (S TERDOIBE Ik

QETHEBR TR HOEREDRS(CETE IERBLBERTHRS U, —S0ERERIA—2 54 VB RU 2B TUF X7 T500mgDaE R 5E2 (.
Fiz. ADhere (KGAD) iDL 2RV S —£/IZS L TIE, LTS TCSIRAEICHU CHRNIEHREL, 7 M — R AR E I ERUE B S CEEED
HHTCTCSOREBMTCESIEEU.

HERTH 1> (KGAASRER)

FRIAMMEE | -HRBEOERECITEEERTERERSZHIELE-EREDES
Bl & 89 51 i | B RAETEE R
1EH <H?E*>

1% 55658 B (A EER DA0E ) FTH R KRB DIGA(0,1) FZERL L F-HHERE DE|S (18-20-32-
44-56581F)

% 556388 (A ERD 408 T TH R LR DEASI-715%F ZE R L= HERE D E| S (18-20-32-44-
56:E0/%)

12 556885 (REAER D408 FF) (CEASI-90ZZF R L - 158 & D EIE (18-20-32-44- 56358 /%)

1% 55658 B (RERERDA0ERE) ETHEASIRAT DAR—RSA UMD ZELHE (1820 32-44-56
JE )

R—RSAVDEHNRSROT H 4Ll E TR 55618 (RKERD 408K ITEANRSAOIT DA
—RASAUMDARA MU EDREEZRL-BEBREDEIS (18-20-32-44-56;80F) %%

* KGADERER C16:BBF (AB RIS EZRLI=BITH DA ERRIZFHEL =,

T DO thETEIE B

<zEH>

ILHEER. ERLATER. FEFRICIINT F
f2 i A OR| <BITHER>

REM DB IModified R 2B RRER (AU LDLTIFXIITHRELZZH-TRTD
BRENMERLGEEMROH B EN I EREEBEEBE DI R TOBEBRELZRV-ER) &5t
geELT-,

BB IEMTTER GBIt Sz HBREISERGEEMROH B EDIEEER
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HBEDTRTOBEBEERO-ER) ERREL,

BE. BNEOBEFTIL. mITTERDSEKGADREEL ARV A —EMERRITITSEEEHRICHR
ELT=, TCSH AR ERBR THAKGADRER TL AT 1—ABEZ(+9 . 165BEZIGA(0,1) XIE
EASI-75% ZE R L -1 EZKGADREB DL AR A —&EMELT -,

<zzH>
HEESRIEMedDRA ver25.0 ALV TEET LT,

<F#E>

B EFHEIE R (BIRAEHEIE B ) DPrimary estimandlZKGADERERL AR 2 —ER D55, %
BEFR+ 0 THREPIELENM S EHBREIZBSITALIUXFAITDERRICDEREI G ELT:,
Primary estimandZ ALV -BIREEMIEE OB TIE. MR+ DEHTARREDORSEFH
L1568 APHERRRENOHBEBETDT —RELTR—RFAUEER AL, HEFR
THUNDEHRCRRENREEZT LGS EXATHEZERENL6EBETOT —42%
RAEL. TARATHORANEEZMCMC-MEEZE ALV THSELf=o MCMC-MEE T, BIEEBREDT—4
DHBEEEL. MO RLESHOHBREDOEREZAVLT. MYBHETRAEEHTL .
ATV —EHOFTMIBEE X, FHTI)—OHBEHRVEEE Rz, EREHOTMHIER
(&, BERE B, THE., 1ZERE. PRE. /ME. RURKEZ ST RERHETEE R .
KABRTIEMETFRE (T THIEM o1,

PR EDOHKREEZTRT, JIVFURB THAKGAKRB MO RABRIZRITLE-HEBREDT—4
[T, PERET—RIZITEHLEM =,

<FEHR>
Modified R & 4 fEHT I REF R UmITTER : 97945 (Q2WEE : 838451, Q4WEE: 141451)
KGADSRER DL AR A —E [ : 8645 (Q2WEE: 57451 . Q4AWEE : 29451)

<ABEEOBERR>
AREBROTEHRZLIR (B ) (XQ2WEETIX226.3H . QAWE TIX269.6 B TH o1, 1= AHRER
2EROLITVF AT DRBELR (NF) (£623.23 NETHo1=,

<REH>

FEF@HIER

BREREDOERECITEEERTARERS#hIUEL-HBREDOR S
AhfHREDHREHRPICHEESRICIYARER G ZRIE L= #HERE (£29/97941 (3.0%) T
Hot=. Q2WEETIH28/83845) (3.3%) . QAWEETIH1/141451 (0.7%) IR AR BREDHZR S b1
EoFEERMNHRE SN,

QQWEE D AR I, #EIEX0.7%(6/83841) . FLIILXF—ERE X, FRE—HEREX . 28, FER
FERRFE ' BTSLARSE "%, BBUE £0.2%(F = RNIRAREIL1/418461, BIILAREE(X1/420f5], Z D fth
2/83845) GBS RTA—J U R-Davy U EER . IRBRE . BEMIE. #BRSBES. 7L
ILE—MEEA. BRE B ES. MPhU D LED. FBERLR. ZBSEH £0.1%(1/838
) . QAWEE D AERIE. 7L IILXF—EKEE2£0.7%(1/14145]) THoT=.

R ARERE TI%24/6875 (3.5%) [Q2WEE:23/571151 (4.0%) . QAWEE: 1/116451(0.9%) 1. 128 LI £ 18
MR DR EL kgl LD /NBRIEERE TIX5/292491 (1.7%) [Q2WEE :5/267451 (1.9%) . QAWEE
0/25BI1 N EEBRICKYABBREREZFIELT:,
BEHEATHBMNZ(ROONIAREDRSPLICESEEBRDSOCIE. TRESLY
R THRMMEE 1[8/979 (0.8%) ] R U T BEEAEH KUV E & HAE 1[7/97941 (0.7%) 1 TH o1z,

* 1. ZMBFEOEESZRTHD 0. HEEQWEEN=418, QAWEEN =82(ZFR%L 1=,
* 2. BUBREOEEERTHS20H. HEEQWEEN=420, Q4WEEN =591,




BIRBIETE IR B

HEERORBISIIUTOERY THoT=, AHER (KGAARER) D HEKRE BN IR EHD
ERERBFETICRRXITEILLI-FRETEAELEELT-,

x AEZERDEHN [ModifiedR £ AT REMH : KGAASER (R AR KaLER) ]

LIYXRXTT250 mg | LTVFXXTT250 mg | LTV F X< T 250 mg
Q2WEE Q4WEE BEHEK
(N=838) (N=141) (N=979)
TEAE 363(43.3) 53(37.6) 416(42.5)
T 1(0.1) 0 1(0.1)
BELHEEER 21(2.5) 2(1.4) 23(2.3)
BRELIOREER
NEETERLEH 66(7.9) 10(7.1) 76(7.8)
BT AL T-TEAE
BY2N s L -
% Ei*%;;fh I~ 28(3.3) 1(0.7) 29(3.0)
aEEEED SIRBIH (FITEIAY)

HREENE N SI-TEAE(IR S HLATRIEIE I 1%LLL) (X, COVID-19[Q2WEE7.6% (64
) . QAWEE7.1% (1045) . AT RIIE] . LIREE 28 [4.9% (41451) . 5.0% (741) 1. 7RE —ME R[S %
[2.6%(22451) . 4.3% (6451) 1. #ERE 2 [2.6% (22451) . 1.4% (245D ], LB REZE[1.9%(1645) . 0.7% (1
BT, OREAILRR[1.4%(1245]) , 0%] ., FREGEEE[1.3%(11451) . 0.7%(151) 1. 7L L X —E#EIE 2%
[1.1% o) . 1.4%(2451) 1, BERE[1.1%(9451) . 1.4%(245)) 1. R UESTERGL A [1.1% (9451) . 0.7% (1
B ITH1=,

"TEAEQEEE IF XA N BERIIHEETHo1=,

CRBRELORRBGRNEE TEGVDEHIESNIZTEAE (1%L L) DERIE. Q2WEE THEIE 2£2.0%
751 ESERAL RS 1.1% (95 . AREAILARZ1.0%(8%) . QAWEE THEIE 21.4% (245)) ThH -
1=

FETMQWEE I (BRI R o=, COERITARBUEMICLYARELRRBEFEN
BULEHIET STz,

CEELAEEROBSHBORRIEIEIRAKRTHo - MESNT-2FIDEELFERRIL.
QWEET21I [JET=. AV T ILIUHHEIR S, COVID-19, ffi%k . ARBEIE SR E7. BRI SR B 4.
RBEHEETME. T8, —BMEREmFE. AIIIRE. FERNERRE. DRKEME
BHFHE. SBHMIAE. #BASBER. FRSEEZETE52MKE. MhhU I LEY. RT
A— TR DAV EER 16, DNEEAE- B 1124 EHY D L dE - EE K AE 1512
. RARBIEK-BRE 151248]. QaWEE T2 (BREAET SR B 7. 525/ &K16FDICEHLHN
fzo QWEDIHIREMIE (EEE SE. BIF: BE. ABREOKRS b)) 15kE. WTh

AERIELEMICKYARRELORRBRITHWLEHIETINT,
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(5)
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<BE>

‘KGADERERD L AR A —EF D B xhTEEER

TCSHFAR 5B THAKCGADIKERD16:BF DL T F XTI TITR T HLRAKRUF —T, AHBR
THEEALSNEHEREDERMS, LITUFATT250 mgQ2WR U QAWDHFIR 55 =11
KERD DHERE (L. 12556588 (RAERD40:8H) THKGADRER D 16:BRF LR D E A X (T8
EORENHFSNIIENRESNT=,

F& KGADFERODL AR H —EH 1T 5% 55618 (RHERDI0EH) DHHEDHR
[mITTSRE : KGAAGER (REAREFTAAER) ]

LIYFXTT250 mg | LTYFXTT250 mg | LT)FXTT250 mg
Q2WEE Q4WEE BE5ELSK
(N=57) (N=29) (N=86)
40;BBFIGA (0,1) ZE
R LT 4B 54 (%) 41(71.7) 20(67.6) 60(70.3)
95%CI* (59.6, 83.9) (50.2, 85.0) (60.4, 80.2)
4038 B EASI-75% 3%
R LT 4B 2 (%) 49(85.9) 24(81.2) 73(84.3)
95%ClI (76.0, 95.8) (66.5, 96.0) (76.1, 92.5)
4038 B EASI-90 % &
R LT 4R 2 (%) 43(74.9) 18(62.2) 61(70.7)
95%ClI (62.9, 87.0) (43.7, 80.8) (60.5, 80.8)
405B B DEASIRO T
DR—RSAHD5
DT LR [T (2 88.4(2.9) 88.9(2.7) 88.6(2.1)
#EBE)]
95%ClI (-94.1,-82.7) (-94.3, -83.5) (-92.7, -84.4)
R—RSA Y DEH
NRSRa7AY4LL ED 52 25 77
AR B
403 B FE & NRS4 7R
AR L EEE 32/52(61.5) 17/25(67.5) 49/77(63.4)
L= 15 BR 2 3k (%)
95%ClI (46.8, 76.1) (49.0, 86.1) (51.8, 75.1)

MCMC-MIiZZE LT RANEE T
a)ClIEZHEAFADERAUTHIEREHELSL O EEFERALTHEEL .
b) KGADEXERDR—RXSA U DEMEDFER

BE-RERNER

MBSV I HHIE S/ ERER[ADore (KGAE) SKER . SAE A 1Y
BR:12 Bl 18 BRBD/NEUAE 40 kg L) DR EENSEFEDTE—MRERBEETRIZ.

L)X XY T BRI TRERTRELI-EEDREMRUVENMEZETET 5.

HBRTH1

FUHE, FER, BHAR G —RNSUT . hFH  R—5UF, R RED55HEK TEHE)

xt S

12 L E 18R RED/NE (KE40 kg A L) DR FENSEFEDT FE—MERE X EE 2064

FRRREE

R 12R LA L 18RRI T, AE40 kel LD BHRITZ RS,
ROY—Z G DIELULRTIALEGET HEETNE —E K FE 2 B & (American Academy of
Dermatology Consensus CriterialZE23<) .,

R—ZSAUEDEASIRIT7A16LL LD EE,

R—ZRSAUBDIGARIAT AL LD EE,
R—ASAVEOREREEICHEDITME—ERERBTEDE S, 10U LD ESE,
BEICHAEEIIHTEIRGAR+ D THoEE . NIFNABEENEZNIZHETERL

EHESnT=BE,

R=ZSAVHITEU L, —"EEDFEADRERZI1A2E LU EFERALTLV-EE,

FURREE

TFI453F 0 —DBREEZRT HEE,

BORTOARN—ZADBEELGHAREMNHHIAVIA— LT RBEEDHEDHEFD
BHERELBE12VAUANICILFIRTAMRDL S (EA/FEO) BRENADELG2ELE




DIEEE X(I24BEMEBIIAREEE]IZETHESE,

R—ZASAVBIZELAIZHEE. fiOMILRAE RFERE HRRE, XIIHEFENE
BERENDLELTEEOBERIEEMBREELZETIEE. HAVLIEIR—RTA/UREDHI
BELRICREMRERLEETHESE (L, BRERERDBRY)—=2F [E/TREELT)

CRERDIHEEMIT AU REE D HIEEHFEEEETHEE,

CEMMOAMRITEEFRAEETIES. RITBNOFEEEETHESE,

CSEEEORNBEERBEEESHINEE. RIZSOISLBREOVRINGVESE,

RO) UG BICTHIVEEDBFEEE2ET 5EE . XIFHVILEFZMNBRELSGHEDOEE,

-BREOREBICEHLLTREMOBMRRE @WK, EXRNTSRAE URTYTE. A9 OF
ATRE, Za—FEVRFRE, TARLVF I REF) #SCRENFIOBRENMONTINEX
IFBEEDORVNAHLIEE. HANTARIBUEMOHERIZKYBHTEEE. BH. XIIR
HOBRENBHONDEE,

AP RBEURICEREREE SO ESEZORETEEL2ET8E, TL2ITARERS
NEFEERLERRNE. R2ABRSNEALE-REDFEBER T LERE. XITEEME
X<,

R—ZSAVRIBELRNIZTCS, St BAALS Za—) U EEH. RIFNARRAKRSIRATFS—E-
ARRE F [crisaborole (RIER KR F1NABEZIT-EE,

R—RSAURTAELAICLUTOER O AREEZIT-2E,
~REIHIE, REREE(25MLFIARTOSRE, OH0RKRYY 2T/ —ILEED

IFI AVA—DIAVHUT JAKBREE, 7HFAT I AL EH—+ %)
-TrE—ERERITHT DA BEERVRALZRE (VILY RUENMRARST)

R—RSAURTNZU T DREEZITI-EE,

-R—ZXSAURISELA., XIZEFBHADELUA (BRHMDIGE) DLWTFIhEVNADHRAD
BEREE

-R—RSAVHIBELAIZT2ELTD

-R—RSAUHI6H A LRIZV YT T E OB S £ YR SH|

“R—ZRSAVFNMELA., RIEEBHDOELUNBEMDIGE) DLWThARNAOEAMA
DD E YR BIF

R—RSAVHEN2ZBEAURICE (BHIL)DIFUEERBLEESE. RITABRPMBICE (5B5F
L) DOFUEERTHDTFEDESE,

R—RSAVRITHURAIZAASN - REFZHERLI-ESE,

CAERIBUEMOEIEICEY, ROV—ZUTBICBON-EERHNRE. MRFHNRE. X
REREDEKBREEOERENERNIZHETH>-ESE,

A BRAE

AR, RV)—=VFHiM]. IR 58/ (0~52:8F) . KM EMAERRDOIH TEASN
T=o

%5 HAR : 52:E R

AHEBOS2EROFRSHMEST T L-HEBREF ICIE R (KGAARER) TOR SH#HGED
BREFREL ARZEHADLEL-HEE. RIT_EERESHEEE TL. Rk ERR
ERICEMUGI ST HKERE (X, AREOREIFEGE£L1 2BMZCERAETD=DIKELT .

%580 (0~52:8 %)

R—ZASAVRU2BBCTRTOHEREIZHLTLIYFXTT500 mgz BFIZS L=,
ABRELIEIE. 52 BB ECITRTOBEBREITHLTLIIFZATT250 mgEQQW TR TR SL
f=o AR SSBEFDEREOR S IEIREEFEETITL . HBRE I FRESEIIHLT. 88
BLUBORBREODECREDIEERTo1-,

=2,

4% &a 1638 528
L] L ] L ] L 2 [ ] L} [ L ] [ ] L} L ] L ] L ] L ] [ L ]
BE TR R
LIFo
o , nENMICER
LFUFZT T 250mgQ2aw =2 || occansm
(N=206) CZE B
R (1238

H1)AERCES NS BLLEDOLTUF X T 250mgit 52521 T{TOEE. FPREBLAD T AT ORT BRSBTS ERENS L U,
FE)R—2A54 VRUBERCLTUF X T500mgEaREHE S L. LI 7 U+ ZT 7 250mgQ2WEs 5 UL, SESH PO TCSHAIFTETH 1 n . L Indiss
TOTOHBENBEEUEh Ol Fie. UAF1— 8RN REESEE. 7 M — HEE R ORI N U T TCS, TORUPDEABESRO G AN T Tl oz,

HERTH A (KGAEERER)
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FEMAEER

BEHRORERERFETICHEEFRICEIYARENRSEZHPILLEBEREDES

Bl R 89 ¥ fif
HH

£ DT 1E B
<%z&MH>
INHEER. EEVEEER. AEERICIIRT F

Bl R H9ETMEIE B

<BHMHE>

UTOIEBIZDOWT, AR SATERMmU,

[IGA0 ) ZFERLI-HEREDE|S (4-8-16-32-52:8FF)
‘EASI-75% ZE R L= 1R E DE| S (4-8-16-32-52:@FF)
‘EASI-50FER L= R E DE S (4-8-16-32-52:E FF)
-EASI-90FE R L= 58 E DE| S (4-8-16-32-52:BFF)
‘EASIROAT7 DR—RSA UMD EILE(4-8-16-32-52:8FF) F

<®ERE>
mEYHA, PFRHE

f& W A&

<FBHTHER>
ZEMRUVENMEORET L. REUBTHIRER (FHRIEAANSNIBEIL EDOLT)F
AT T250 mgik 5EZ (T R TOWBRE) e RELT=,

<z2HE>
HEESIEMedDRA ver25.0%FALNTEE LT =,

<EFEHHE>

T—AFERHEAEEAVTEN L, 2N EIEEEL G oTz, ATV —EHITEE
RUBIEZEMNL -, EHRETHITTHE. hRE, BERE. RUEE(R/ME. RKE)EE
#Lf=,

AREOFEEB O KBIMEIX . MCMC-MEEZ R THTELT=, -, AEOFEMIER 38
BB (RBME DT IZKHEFEEEREL -
EHBREEFERALEGEERIEIMET T TRREDKREED I LIIGEF52ERETOT—
AELTR—RSAEER ALz, TOMDERIZLSRAEIEMCMC-MEEZ AL THTEL
Tz MCMC-MEETIE,. HEEEDT—ADHBEZEL. MO ALK SHEOEFEOFEREZAL
T.RYELETREEEHTEL.

<FEHTHR>
TN RER : 20661

<zEeH>

FEMIER
BREHEORERERBETCICEESRICKYEABREDHREZ I L-HBREDE S
BBEORSPLICESLEEEZMN,2.4%GH) FEIER M., (MEL, 7UILF—HEEEEL.
SESTEAIESE . RIETHIRME D /R £05%(145]) 1BHONT-, 2Ll EIZHESNF-R—D
BEREOEBREDICESEFEEERIIGEA ST,

BIR AT
HEERORBRISEUTOLEY THoL=.

R HEFROEN[REMMBTHRER KGAEHR (FLF " W RHER) ]

L71)FX<TT250 mgQ2WEE

(N=206)
TEAE 134(65.0)
i m 1(0.5)
BEELGEESER 5(2.4)
BBRELORRERINBETETHENEFIBISNI-TEAE 47(22.8)
BRERERERIECES-AEER 5(2.4)
* 12R LA E 18R R A M DIRE40 kgl £ HIRH B (KRB E%)




HIRBN AN EHNOF-TEAE(RIRBIEHS%LL L) (. PrE— MR B #X13.1%(2741) . LIHEE %
9.7%(2045) . COVID-19 9.2%(194§) . £ & & R 6.3% (13451) . EBE5.8% (12451) . RUAEAIL
~RR53%(114]) TH-T=.

‘TEAEDEEE I KEBANBRE X IFEETHo1=

CARELORRBRNEE CELRVEHIESNI-TEAEDSE  RHEEIEHL2%U L DB RIL.
OFEANILARZ, FEIE R £3.9%(8f51) . B U AFELERIE INAE3.4% (7451) TH>1=,

SFETAGI(EADIDMEL) RO, COBRITAKRBLUEMICIVARBERREBRDL
BULEHIET ST,

-EELAEEZIH FERERE. MELE BEHA. ERMEME. TFE—HEE L &16))
BHoh, WITNEARIBLEMICKYARELORRBRIILGOEHIETSN T,

ERBRBERVUNAZIILSAVDERELLEIZE. BRHOICESZDHIERIIZEOHONL
hot=,

BERNTGA—F(BE.ARE. RUBM) I T BEERMNIZEROHI2EILROHLNE,N T,

<BHHE>

(GAO N EFERLI-HEBREDES

MCMC-MIE THSEL =52 ERF DIGA (0,1) ZZER L= 58 & DI & (362.6% (12941) TH o1z, =
DFER (TEANE (FAMEDHHTLL) DFER[65.1%(11260) 1 LR TH 1=,

(%)
100

80

62.6

Op o S ok 8 =

—8— LJUF XTI TQ2WES (N=206)

0 T I I I T T T I I T T T ]
0O 4 8 12 16 20 24 28 32 36 40 44 48 52 (#)
SERAAR

MCMC-MI%% AL T RAIEZE 45
SEERF M EDIGA(0, ) FERL-HEREDI S
[T RER KGAERE (B E SR HER) ]
* 12 L E 18R M DIREL0 kgl £
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‘EASI-15ZZERLI-HEBREDEE
MCMC-MIE CHESEL =528 FF DEASI-75% ZF A L - 158 & D EI & 1581.9% (1694]) THot=. =
DFERTEANE (JGBEDHTTL) DFER [85.5%(14741) 1 LR TH 1=,

(%)
100
80 -
# 60
E®
=
D
2
& 40+
20
—8— LJUFAITQ2WEE (N=206)
0 I T | T T T I T | I I T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52 (&)

SHERFARY
MCMC-MI%E% AL T RBIEZE 45
AR R T EDEASI-T5E ERL-HEBREDNE S
[ReMEAINRER KGAERER (B E S RAER) ]
* 12 UL 18R M DR E40 kgl £

‘EASI-50F ERLI-#HEEEDES
MCMC-MIL% CHi5E L =521 B DEASI-50%Z Ak L 1= # BR & D E & (£94.4% (19445]) TH o1z, =
DFERTEANE (SBMEDHTL) DFER[96.5%(166451) 1 LR TH 1=,

(%)
100

94.4

80

60

40

Ob 22 S o S5 =%

20 H

—8— LJUFXTTQ2WEE (N=206)

0 T \ \ \ T T T T \ T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52 (A
SHERHAR

MCMC-MIE% R LT RBEZE 58
SR R T EDEASI-50E ER L= BREDE S

[REMMBANRER KGAERER (FAE R HAE) ]
* 12 UL E 18R M DR E40 kgl £




‘EASI-90F ERLI-#HEEEDEE
MCMC-MIE CHESEL =528 FF M EASI-90% ZE ff L -1 ER & D EI A 561.4% (1274]) THo1=. =
DFERTEANE (SBED L) DFER[65.7%(11361) 1 LR TH 1=,

(%)
100

80

614

Db 8 S o S5 =5

—— L TUFXITTQ2WEE(N=206)

0 4 8 12 1|6 Zb 2|4 2|8 3‘2 3‘6 4b 4‘4 4|8 5|2 (65)]
SRERHARY
MCMC-MI%E% AL T RBIEZE 45
SRS S T EDEASI-0E ER L= HERE DE|S
[REMBTNRER KGAERR (FVE* R HER) ]
* 12 LA 18R REM DIRE40 kgl £

*EASIZRO7 DR—RSA UM SN ELER
MCMC-MIi% CHISEL =52 BB DEASIRIA 7 DAR—R S/ UMb DL RO EHE(E—86.0%T
Hofz. COFERITEANE (RAEDHTTHL) DFEER (—88.5%) EEHHTHo 1=,

(%)
0

—8— LJUFATTQ2WEE (N=206)

,20 -

,40 —

Hht

_60 —

780 -

7~ -86.0
—
-100 T T T T T T T T T T T T T
0O 4 8 12 16 20 24 28 32 36 40 44 48 52 (A&

sEREAR
MCMC-MIE#F AL T RBEE 5
STEREE S CEDEASIZROT DR—RSA U A DD EILR
[REMEFTHNRER KGAERER (FLE SR HER) ]
* 12 L E 18R RFEM DHREL0 kgl £
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<GIERME>

5B DR S AR G, 7/20645 (3.6%) AL T F X TG HE LAY . 5/2064 (2.6%) ASdh
HMRABETH o 2. N—RSAUEDOHAMDRKIEIX1:20M51:320 D FHE T, FRIEIE
1:220C&H 1=z, 3720641 (1.5%) [, BWADL TV FXI T BRENRBERET v EAICLEMEY
MERRBICEEEZ 5 X5 etE N H S EYEE (drug tolerance) ZB A TLV=1=0. il TU+
AR THRELTREETH 1=,

CMERLIVF AR TEEICHTIHLITIVFXITHEROEEX LHAMEIC LSBTGS
EIRHoNiEh o=,

(6) JAEAIEH

@)

1) ERARERE (—REARERE BEFERBERE SRARBELERAR) . RERFTERT —3~—
AIRE. HERTRERABROAR
<HFEEARGERAE(EkRTFE) >
BE):BFARTHRTTALGTIE— MR EREEENREL, TRZAMELTLITFIITR SR
DREMTOT7AIILEREDL. BIRBMELTEDAMMEEHET 5,

BE O R AR THRT+HAUTIE—HEREREE
W OE OH M 2024 57 §~2029 % 7 A
& & B M 2024 % 8 §~2027 41 A
B2 T # M AEI#EHR S A SHRK 104 ERE
TR MR RIEHIR 400 31
= & A & RREFARX
REMRETEIE EEBBIE. ERUREE. BHES

2) KBEMELTRIET EONBRIERELI-BE - RROBE
AL

ZTDfth

BIVE I HBERIEEGH ST —4 R 5 AR [ADvocate 1 (KGAB) /ADvocate2 (KGAC) 3tE& . 4V EA) 122
PEENSEEDBRARY 12 BMULENDERE 40kg ULDNMNRTIE—HERERBEERRELIZES
%5 111 #BERB% (KGAB B Uf KGAC FRER) D& RER DL R ¥ 1 —AEEITIT LM< 16 BAFIZHITHLARUF
—%##HELT- Modified #FFEEMEZRNRELTHEMRTEITL. 16~52 BROHEREAVTAHERIS
DEFRUVLRL UL, ANFESBITIEBATHRELZBTITHY . Yo TV A XN KREN 2T
Mo, KYTERGHEH T A RIBE TH >z KGAB R U KGAC SHERDEABR T VAU LR —TH D16 A6
BRI REROERENAIETH o1,

KGAB B Uf KGAC FRERD M. TV. 5. (4) 1) @ifEs 5 I A B K% ER [ADvocate 1 (KGAB) FER. 4%
EAIIRUIV. 5 (4) 1) @iEs+ 5 1 HEEFI#E LR [ADvocate2 (KGAC) FHER . SAEAN]IDIESE,



HE R 5 HARE (16~52 JBERF)

<HEBRAE>

K _EERHEFRSHR>

KGAB BT KGAC FERICAVWT. EABRESHMTLINFXTI KRS Lz Q2W HDL AR A —%
Q2WRes/Q2W . Q2WRes/Q4W £, R U Q2WRes/ TS REDHREF#(Z2:2:1 OLLTHEMEAIELT .

LKIRT—THEFREHR>
KGAB B U KGAC RERICEWVWT,. IR/ —T#H B R ESHHBICBITIN-HBRELZ. EERTT
Q2WNonRes/Q2W £, R U T 517K NonRes/Q2W # &L 1=,

SHERAEDEMIE. TV.5.(4) 1) @iy 5 N8 B &K ER [ADvocate1 (KGAB) iRE& . AE AT IRUT V.
5.(4) 1) @B E 1 4B EFIE L ER[ADvocate? (KGAC)RER . SAEIA] IDIESER,

<EBWAHE>

ZEERHEFR 5B O Primary estimand (& Modified ¥ X2 £/ D55, LAX1—BEELTEEE
ZEFEAET . NRF A TERESDUETEILLHL DD TR —THABTLAEI S HBREFIZH TS
BRRREDEREE R IEFHEDOLIT)FXITETSERDEEL, CNEDHERD 36 BRIO_EF
BRHFREHARICEV T, 25 MHOLAF1—E@EOXTOSN, SEIIHEF ., EMEHRF, SLREE
BE)EREEIN-HHRE. AUOEORMICEYARERIELI-HRE . RIETR 7 —THICBITUHER
BIX. 2 BRFETCOCDRRUBDEER—RFABEIZREL . NALAF1—RZRESNT-KEBRE.
XIEZDMDEARTEEREEDIELHERE L, 52 BRETOIDRRAUBOMEE BEIZEREL Iz, 3
THORAEE MCMC-MI &% ALV THZEL Tz MCMC-MI A TIE, EWEBEDT—ADHBEEREL. HD.
FECEEHOHBREDEREZAVT. MYBSETRAEEZHT L -,

<BHTRER>

K _EERHEFRSHE>

Modified ## F Z&E M (HF RGBT 1 BLEOBREREEZZ I RTOHBRE) *:

291 151 (Q2WRes/Q2W #£:113 f5l. Q2WRes/Q4W #£: 118 fjl. Q2WRes/ F5tz7RE¥ : 60 5il)

Modified REM MBI RER HIFREHRPIIC 1 AU LDBRERSEZTEIRTOBBRENSE
RGEBEMRDH - 1| EREREEDO TN TOHBRELRUVV-EE)

291 {51 (Q2WRes/Q2W £ :113 f5l. Q2WRes/Q4W #£:118 fjl. Q2WRes/ 7 5tz7RE# : 60 f5il)

* (KGAC FAER T, #MFHR SRR P 1 MU LOBREREEZ I NTOERENCERGEERRDOHIHED 1 ik
EREEOT N TOHRBREERV LR
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LKIRT—THFRSHM>
M 16 BRI Ry—JEM (HFRESHMRIC 1 B LORBRERSEZ(T-HERE) :
435 {5 (Q2WNonRes/Q2W &% :231 5, 75+27K NonRes/Q2W &% :204 51])

<FHEEIE B >

A

(BRIITREL-MEITIEE)

- 16 JEEFIZ IGA0, 1) ZERLL . 52 BEFETO R KEEHFIZIGA(0,1) EHEFL TUV=HHERE D EI S (20-24-28-32
-36-40-44-48-52 ;ERF)

- 16 JERFIZ EASI-75 ZERKL. 52 JBRFETO R KBEHFIC EASI-75 F#iFL TUV-HERE DE| & (20-24-28-
32-36-40-44-48-52 JE#F)

- 16 ;BBFIZ EASI-75 ZZE KL . 52 :BEFE T R KIZHFIZ EASI-90 ZZER X [FHEFFL TUV-#ERE D EIE (20
-24-28+32-36-40-44-48-52 @)

16 SBEFIZFEA NRS AT DAR—RSA UMD 4 RAVMAEDHEEZERL. 52 BEFETOEERTEIC
FEAH NRS ROATDR—RSAUMD 4 RAUMUEDREEHFL T HKERE DE|S (20-24-28-32-36
-40-44-48-52 ;ER)

oy Ak
ILAEER. EEGHEER . BEFLICES-HEER. AESRICLHET F

<EHE>

K ZEERHFREHE>

=16 BBF(Z IGA(0,1)ZZERKL . 52 BRFIZ IGA(0,) E#IFL TV -BEREDEE

16 BEFIZIGAO N FERLI-EAZREHEDOL AR A —D55, 52 BRFIZIGA(0,1) ZHE L TLV1HKER
EDEEIX. LLTOBEYTH>T=,

= 16:BFFIZIGA(0,1) ZFERL . 528K IZIGA (0,1 #HFL TOV-HEBE DI S . —ETRM#IFR5HM
[Modifiedff 3% = E & [ : KGAB/KGACEKER & iR #T (B FIEE) ]

L)X X< T 250 mg L)X X<TT250 mg LI X X<TT250 mg
Q2WRes/Q2WE Q2WRes/Q4WEE Q2WRes/ TS5t g
(N=113) (N=118) (N=60)
165 BEIZIGA (0,1) ZER L=
e 77 77 38
52;BBF(ZIGA(0,1) L TLY
AR () 55/77(71.2) 59/77(76.9) 18/38(47.9)

MCMC-MI;%% L f=Maintenance primary estimand (Hybrid)




(%)

100
80
# 60
B
= e_ 479
()] ®
g
5 40
20
o— LFUFAYTQ2WRes/ FSEHREE (N=38)
L FUF R TQ2\WRes/QAWEE N=77)
—8— L JUFZTTQ2WRes/Q2WE (N=77)
O | T T T I T T T T
16 20 24 28 32 36 40 44 48 52 (@

L ERRAR
FT—4(%. MCMC-MI;%% Bl f-Maintenance primary estimand (Hybrid) 7R 9",
16 EBF LS &, BRTICHEL-fEHIER

163EBFIZIGA(0,1) ZFERLL . 52:BRFICIGA (0,1 ZHFLTUOV-HERE DS —_E5RMFR5HM
[16:8FFIZIGA (0,1) ZE R L I=Modifiedf F F Z & [ : KGAB/KGACERER 5+ & fE AT (BAHKIFEE) ]

=16 JBEFIZ EASI-75 Z3E L. 52 JBEFIC EASI-75 ZHERFL TULMV= R U EASI-90 Z R X IS HEHFL TULV=4K
BREDEE

16 JBEFIZ EASI-75 ZZRL . 52 BFFIZ EASI-75 ZHFFL TLOV-HEBRE ORISR 16 BEFF(Z EASI-75 %
FERL. 52 BRFIC EASI-90 #ER X (EHIFL TOV-HEBREDEE L. LTOERYTH 1=

= 16:BBFIZEASI-75% AL . 52:BBFIZEASI-T52 L TR U
EASI-90ZZE R X ISHFL TV -HEREBE D EIES . —E5 RIS HM
[Modified#ff % F B £ : KGAB/KGACRER 5t & T (B FIEE) ]

LIJFX<T250 mg LI71)FXTT250 mg LIJJFX<TT250 mg
Q2WRes/Q2WEE Q2WRes/Q4WEE Q2WRes/ 758
(N=113) (N=118) (N=60)
1658 B [CEASI-75% ZE B L
bR B 112 115 57
EASI-75
52 B BF [CEASI-75 & #E R L
TN AR = 1 (%) 88/112(78.4) 94/115(81.7) 38/57(66.4)
EASI-90
1658 B [CEASI-90%& ZE B L
) . } 2
bR B (o) 69/112(61.6) 69/115(60.0) 36/57(63.2)
5258 B [ZEASI-90% 3E B X
FHBELTW-HEBRER 72/112(64.0) 76/115(66.4) 24/57(41.9)
(%)

MCMC-MI;% % AL f=Maintenance primary estimand (Hybrid)
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(%)
100

80
#® 60 66.4
B
#
)]
2|
S 40
20
O— LTUFXYTQ2WRes/ FStzihEE (N=57)
—0— LJUFXIYTQ2WRes/Q4WEE (N=115)
—8— L JUF XY T Q2WRes/Q2WEE(N=112)
0 T | | | | | T T T
16 20 24 28 32 36 40 44 48 52 (@)
S BRHAR

F—4I%. MCMC-MIi%E% FALYf=Maintenance primary estimand (Hybrid) 2R3,
165B B ICEASI-75%5E AL . 52 BB ICEASI-T5% L T ULV EDEIE D
5B ETOREHE . —ET Rk 5 1R
[1638/FIZEASI-75% Z f{ L f=Modified#ff 5 = E 5[ : KGAB/KGACE ER & iR AT (B FIEE) ]

(%)
100

20
O— LITUFXITQ2WRes/ TS tzihEE (N=57)
—0— LJUFXIYTQ2WRes/Q4WEE (N=115)
—8— L JUF XY T Q2WRes/Q2WEE(N=112)
0 T | | | | | T T T

16 20 24 28 32 36 40 44 48 52 (@)
SERHARS
T—4A(%. MCMC-MI;%% AL f=Maintenance primary estimand (Hybrid) #7R 9",
16 B BFIZEASI-75%ZE AL . 5258 B ICEASI-90F ER R (T FL TV -HEBE DI ESD
5B E TR . — SRk 5
[16:8 FFIZEASI-75%F % L f=Modified#ff 1 F E £ H : KGAB/KGACEER B+ & i 47T (HFIEE) ]



16 SBEFICEHA NRS ROATDR—RXFAUHD5 4 RAVMALEDHEEZEML. 52 BEFICEHA NRS X7
DR—RFAUMD A RAURU EDREEFMHFZFLTOHBREDORE
R—RSAVDEH NRS ROAF7H 4 LI ET 16 BEFICEHA NRS RATDR—RSA M5 4 R4V ED
WEEZERLIELARUA —T, 52 BEIZEHA NRS RATF DAR—RSAUND 4 RAVMUAEDREEHE R
LT =#ERE DEIE (L. Q2WRes/Q2W E£T 84.6%. Q2WRes/Q4W BT 84.7%, R Q2WRes/ Tt RE

T 66.3%TdhoT=

R R—XASAVDEHNRSRIAT H4LLE T16 BB IZEANRSAI T DR—RASAH 5
ARARU EDOHELFERKL ., 5258 ITEANRSAOTARAV ML LD RELHFL TV HEBREDRS
 ZEE RS HR [Modifiedff 15 = Z £ [ : KGAB/KGACE ER & fE AT (B HFIHEE) ]

LI XX T250 mg

LIFXTT250 mg

LI XX T250 mg

WERE (%)

Q2WRes/Q2WEE Q2WRes/Q4WEE Q2WRes/ 7S5t gt
(N=113) (N=118) (N=60)
16: B BFIZEANRS RO T 4R A
Vb EDHEEFER LR 61 65 28
¥
525B B [CFEANRSR AT 4R A
VR EDOBREEHTFL T 52/61(84.6) 55/65(84.7) 19/28(66.3)

MCMC-MI;%% L f=Maintenance primary estimand (Hybrid)

(%)

O— LIVUFXITQ2WRes/ TS zhEE (N=28)
—0— LJUFZITQ2WRes/Q4WEE (N=65)
—0— LJUFIYTQ2WRes/Q2WEE (N=61)

66.3

100
80 |
60+
BR
=
D
2|
2 40+
20 |
0
16

T T T
24 28 32

36 40 44 48

SERHARS
F—4I1%. MCMC-MI;%% FHLYf=Maintenance primary estimand (Hybrid) 2R3,
16 ICEANRSAOAT DR—RSA U D SHARA VML EDHREZZEMRL ., 528K ZFEANRSROT

GRAVIU EDREEZHBL T HERE DI SN2 BRETOREER  —E TR E 1
[16:B8H ZFEANRS RO 7 4R A 2 b UL E DEREE ER L F-Modifiedif 1 T Z & [ : KGAB/KGACERER I & AZAT (BEFIEEE) ]

52 (i

]
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100

KIR7—THEFIREHRE>

Q2WNonRes/Q2W EEM S5 . 52 JBRFIZ 64 151 (40%) HY IGA(0,1) . 123 {5 (76.9%) AX EASI-75. 76 151 (47.5%) A
EASI-90 ZZERLLT=, IGA(01) ZZERL-#ERE R EASI-75 ZERL-HEREDESXLT L, #HH
BEHBOREMN BRI ERL, 52 ARETEOLREE##EL, BHRIC, A NRS RO7 4 tRAVk

REZ AV TEHEL=FEAH (69%) THMRIELI-HELRHONT=,

6 1GA(0,1)
100

FStzikNonRes/Q2WEE (N=204)
# 807 e L7UFRTTQ2WNONRes/Q2WEE (N=231)

B
z 0 ®---o
D ® - o---"""2
2| 40 O
8 20
(2
O-(T‘ | T T | T T T T T
16 20 24 28 32 36 40 44 48 52 (@)
S BREARY
75?7&“8955;; 202 198 195 181 180 171 170 165 163 160
szmnﬁﬁgﬁ 231 225 220 199 191 177 176 164 164 160
%) EASI-75
100
o
®---9 9}
?é 80 . N ® Y
= 60 4
éﬁ 40 pe
& 20 FStRNonRes/Q2WEE (N=204)
Q O— LTUETTQ2WNonRes/Q2WEF (N=231)
O\ | T T [ T T T | I
16 20 24 28 32 36 40 44 48 52 GB)
ERHAR
75*3”“8355% 202 198 196 181 179 171 170 165 163 16
QZWNOH”%;E?@% 231 225 221 199 191 177 176 164 164 160

TRIFREMBETY .

IGA(0,1) R IZEASI-75% ZE B L-BERE DENIE D528 E TOREHE TRy —TH#H FiX 51/
[ 16 BT R — £ : KGAB/KGACTRER 3 & 4T (B KT E) ]



<=zeH>

K _EERHEFRSHE>

" AEERIFILUTOESYTHY . TEAE RUVEELAETETROERES (L. Q2WRes/Q2W B R U
Q2WRes/Q4W BE& Q2WRes/ TSR CRIFEE TH 1=, FLAED TEAE (FBE X IEHEE TH T,
EHBROEEEROFME. TV, 5. 4) 1) Qs I #HBFIFEFKER[ADvocatel (KGAB) SHE&. 5+ EH
AJIRUTV. 5.(4) 1) @iES5E 11 48 B K% BR[ADvocate2 (KGAC) iXER . NEA]IDESHE,

K AEEROEN: _EERMEBFRSHRAE
[Modified#f #f £ Z5 M, Modified% & AT A R EF : KGAB/KGACFER 5 & ARAT (BHIRIE) ]

L7)FxX<T250 mg L)X X<T250 mg L)X X<T250 mg
Q2WRes/Q2WEE Q2WRes/Q4WEE Q2WRes/ 7S5t E
(N=113) (N=118) (N=60)
RIRZEHR=T11AE RIRZEHR=TTANE HIREHARI=37.0 A
TEAE 56(49.7) [121.1] 61(51.7) [124.4] 30(50.0) [117.5]
1= 0 0 0
BEELHEESER 2(1.8) [3.0] 2(1.7)[2.7] 1(1.6) [2.7]
BBRELOREER
NEETELZEHIE 12(10.7) 22(18.6) 7(11.6)
SNI=TEAE
BEBEHRE DS
EoAEES 1(0.9) [1.4] 2(1.7)[2.6] 0

RGI GREROWEBRB M TRELEIG%) (FEAR TRBLI100ANF H71=Y DI EY]

-FRIRE|ANE M oT= TEAE(2%LLE) (X, Q2WRes/Q2W B TT7ME—1ER B 2% 4.4%(5 f5) EIREE 2% 3.5% (4
). DOF AREESHHE. BEE & 2.7%(3 f5l) . COVID-19 2.6%(3 f5l) . Q2WRes/Q4W F T COVID-19
9.4%(11 45) . EIREEL 7.6%(9 ) . PRE—HRIE# . FLILX—IE#ER K & 5.9%(7 ) . #5HR 2% 5.0%(6
) . BEfE 4.2%(5 5) . OREANILRR 3.4%(4 f5) RUDOF B AHHE. EAR. BMTLILE— AL
RIMEEL & 25%(3 f5l) . Q2WRes/ TS5 RETT7RE—MHREX 11.7%(7 ) . LKEREE 5.1%(3
), EMREER, $EIER & 5.0%(3 H1) . FREGERZE 3.4%(2 f5]) R COVID-19, ZLIILX—iE4EE L. T4
FUBRBEME. TR, TH & 3.3%(2 fl) THot=.

- EEREBREHMISETHIXRO S NGEA o,

-EELEEBRIL. Q2WRes/Q2W BT 2 I (BEX 1 5], LEEEEIT-REEH 1 6 2 4) . Q2WRes/Q4W
BT2Hl(BREL. BAERE & 16]). Q2WRes/FS5tAREET 1 Hl(REBEE) [CROONT=,

CGRAREDREDIEICES>-BAEERIL. Q2WRes/Q2W BT 1 I (FEHAIL) . Q2WRes/Q4W E£T 2 i
(#ER %, LA —H#ER R &1 6. (ISBHoh=,
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VI. ExhIEE(CREJ HIEH

1. EEEHICEEHSILEMRITLEME
RERIL-13 E/20—F )LiniRRFH|
— B2 FSOXXTT GEETFHEZ)
ERRRERNIL-4/13 ZBARE/VO0—F LK
— &% TaELTT GEBIEFHEERR)
JAK BREF
— B2 . 77O F T IREF=I KM, NI F=T
TR BEOHAHLEVODRERIHRFI. BHFORMXEESRIHL,

2. EBER
(1) 1ERSMI-1ER#F
LIVFXTTIEAA—04F2 (IL)-13 IZFEET 5 eG4 E//D—F LA TH S (K, fE:31 pM) , 1L-13
SRAEEESARIL-4AZEAR o YT1=vr(L-4 receptor alpha:IL-4R@ )/IL-13 2 &BK o1 YJI1=v
b (IL-13receptor alpha 1:1L-13Ra 1)IDFAHEZDED LT FIVGEEERET 5. BH IL-13 ZH Ko 24
T2 =yhk(L-13receptor alpha 2:IL-13Ra 2) (Ta4) & IL-13 LDFEEILFEELAL 2,

IVE > &)

IL-13
® e

IL-4Rat IL-13Ra

. IL-13
® @
®

IL-13Ra2
FaA

ZEFESHERROREE

VT FIVGEDEE
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(2) EHERMTHHEBRBAE

1)

ERIL-13 12X 9 BHE &AM (n vitro FER)

DER IL-13 RUER IL-4 (X3 28 & HANME (in vitro 3LER) 0

LINFRXITRUVZD IV RAEFUA 228B/C D, EF IL-13 RU IL-4 [T S HINMEZ ELISA T
FEELzECA  ERIL-13 R IL-4 2T A XL TOEY THhot=,

(OD 450) (OD 450)
20 2.0
'18; ERIL-13 1 8: e~ IL-4
16 - 16
14 - 1.4 -
5 124 4 124
- 1 2 1
B 1.0+ B 1.0+
f5 1 - LU 15 1 - U
& 08 o £hIgGa g 087 o kb IgGa
06 = 228B/C 06 4 A 228B/C
o =7 IR IgG1 ~ = YURIgG1
0.4 - ~0— TURFIL-4 0.4 - -0 YOURHIL4
J £/70—F Hitk J £/ 70— Uik
0.2 A RIEE+SD 0.2 - A EAIEE+SD
0.0 - 0.0
T T TTTI T T TTTTT0 T T TTTT0 T TT17T1T TTTTTI T T TTTTTIT T T TTTTT T LA
1 10 100 (ng/mL) 1 10 100 (ng/mL)
nFERE niE=sE

A TF—2IF 1 BOERENSESNICBDTH B,
T—ARF1EORENSBONF-EDT, BAEREELZERETTT .
L)X XTI R1f228B/COENL-13RUIL-4IZ5xtF BiE & RE

[Fi&]

LI)FXITRUVZFDI YRR GIEK228B/COIESRANMEELISATERM L 7=, ELISAIZB T, BIEFHEMBZ EMNL-13X (T
IL-4%FIRIC AL,

hnZza—hLi=TL—h, BEFRLELIVEX XTI, ENgG4, 228B/C, ¥ R1gGl, RUIL-4E//O0—F LinlkE
BMLTzo R—RST v aR LA FF —+ (horseradish peroxidase : HRP) iZ# — RIiAZ AL TR AEHRE L=,

Q@Er IL-13 ~DFEEFFINE (in vitro FER)

LINFZXITDEFIL-13 ~ADEESHRMMEEZRE TS XEL HIE (surface plasmon resonance : SPR) %
[CKYFHBELIZETA LTUFXTTEEN IL-13 ITHEEHRMMZEZRL . FEAZRE S (KD) CE{E) (£
31pM TH 1=,

£ LIVXRXTTDEM 13T 2 A EERURMMERE S
DA EME k. (M's™) ke(s™) Ko (pM)
ERIL-13 1.07+£0.2 x 10° 33+04x107° 31%3

k—HEEREE . kR BHER E TE 8. Ko= -1 A% B 2 30 (ko/ka)
FERIFRRNZIEDOEEDFEHERVIZERETTT,
[AiE]
LIFRXTTDEML-13I~DEEEHMNMEZ . Biacore™EBF ALV VZSPRIZIZKYFEE L=, ¥V RFERcHAZI—ILT
Biacore™FyFICL TN F AT IZEFELL. BEFHBEZIL-13Z0HRMELLTHERALS:,
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2)

@ErIL-13 D IL-4Ra . IL-13Ra 1, R IL-13Ra 2 ~DFESEREL (in vitro HER) 12

ERIL-13 @D IL-4Ra .IL-13Ra 1. R IL-13Ra 2 "D LI REERT TRITLI=ESA,
TORE/O—F )LEHR 228B/C(LTVF XTI LEICEHIER EMEEZEZRT ) EOMEAERIC
BEIEESNA IL-13 O7I/EEEIE IL-18Ra 1 RU IL-13Ra 2 ~DIESELIEFEL->TL
=19,

ERIL-13 ITHEASE LT XX YT Fab IS5 AU RD X RFEREEM S, LITVFITITIELIL-13 D
IL-4Ra | EDHESEAIITEESL.IL-4Ra /IL-13/IL-13Ra 1 HAKDERARVENENLIEVS T
WREFRETSLEZONT Y,

ErRBMEHRAKD IL-13 FHRL T FIVGERGSEMHLETF 6(STAT6) U BIL RUIBSEIZX 9
BREEER (in vitro FRER) 7

HIE R FRFIEE MR B R HaRk TF-1 #il8Z AT IL-4Ra /IL-13Ra 1| XBKEEKRENLS:
IL-13 LT FIUREICHT AL TYXF XTI TDEEFREERIIL . IL-4Ra /IL-13Ra 1 ZBKEERK
DFRITFIVGEMETHS STAT6 D 1L-13 THERINDIUBILICHTELITVFAITDEE
[FLUTDEYTHoz, £z IL-4Ra /IL-13Ra 1| ZERXEERENLTEIETEIIND IL-13 FH
TF-1 #RIBIEIA S HL TV X XY T DIERAZERE LT, TF-1 ffam 1L-13 FRIBIEITTHLTY
FRATTDEEIFLUTDBEYTH-T=,

(%)

o
o

@
(=]

g
A ]
B 0
I8 60 IL-1 35K
S — L13+LTUFRT T
2 w- —— TR
e ]

20

0 Sy —rre —

100 10 102 109 10¢

==Ly

TF-1#R DIL-135FFSTAT6 VB EIZTHL T X XTTDEEEHR

[Fi&]

2 fg/mLOERNL-13%2 pg/mLOLITNFAIITRIE2 peg/mLDTAVAA T BIALLELICT LAV FaR—k Tz, TF-
THRRISHRMLTA X a_— kL =, RIZHIREZAlexa Fluor 6474Z5 Y I RISTATOUIA TR AL, YU BRIESTATZH T 54
faZoO0—Y A AN —TEFLT=,



(CPAWY)

35,000
| ® @ e
30,000 o
] g o
NI —o— LRIL13+LTUFRTT
i ] O EML1 3+
% 20000 ® EhLI3
T ] Ny775 i
15,000 HYVNEHESD
10,000
5000 | vy e e e e e e e e e e v e
107 10% 0% 00001 0.01 1 100 10¢ (ng/mb)
NiERE

F—AZIENERNSEBLN-EDT. IV MED +HEERETRT,
TR DIL-13F RGBT AL IVF XY T DEERA

[H&]

EML-13% . REEHRLI-LTVFXF I TR ETAVEAATRHBRIKEELICTL AU Fa~"— LIz, TR-THIRBIZHRML T
F AR H-FEOV OMIBAANDEYAAZIERICIL- 13 R TF- 1 e DEEEAIE L=,

3) RUFU BRSO IL-13 ERIEIE(IZxt T SREER (in vitro 518&) 'V
IL-13 ZNLIzARP Xy @Atk L-1236 OEIEIZHTELITIVXFAITRUVZDIIRABbEK
228B/C DYEAZERETLTz, L-1236 MR D IL-13 SFRIBIEICK T HLITIVXFAITDZEFIUTDEY

TH-o1=,

140
120
3 i
% 100
sl o
8
%‘Iﬁﬁ 60 -
2z B
i+ 4o —O— IUAIEG1 G
% o £ IgGA (IEIAID)
—8— 228B/C
201 —e— LTUERTT
SRS B HEEFEESD
0 T T T T \
0.001 001 0.1 1 10 (ug/mL)
ERE

T—RIZ1E DR

(7]

~ /.8 ~

bfFb

NE-EOT, HBICHT B (%) +ZERETRT,
L-12364ARE DIL-13FRIGIE w3 BL T F AT T R 1U228B/CHOEEER

ERREFIRLI-LITVX X< T, 9 REHIK228B/C, RU2DDT AV AT BHEZE BRELERS U/ B EL-
1236123 MLTz, 4~5BB A FaR—bLIz& MTSTRSV D LIEE ALV 5CellTiter961EFE 7 v/ £y kUL TEE

BIELT=,
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4) EFIL-13 FHMEK[BERAEIT T DA (in vivo FXER) 7
ERIL-13 FERMMAEICKTHLITVFXITDERAEREILIz, EM IL-13 B E5ICL D RIAEMEMEE
DM, fHTH IL-13Ra 2 O mRNA LAJLDEME Y BALF 1 TGFB 1 RED LRICxTSHLTY)
FAITDFEEIIUTDEY TH-oT=,

”?L: (M) $EHERREL Vml - (B) §FEETRE
2 14
w0 p<0.01 (vs. IAESHIFRINHEE) sk p<0.07 (vs. ISR
DunnettSE BT Dunnett St EEE
10+ A 12 A
§ o . fc:: 104
H 6 L] o
& —h— L. e
F A i —
Lo, i = Ak
: sk @ 4
A Bt e
27w v v *k -
S Y Hi
2 A ©
¥ fE & by &p &y
TN
& ¥ < ‘@{" A
* * ,‘\)

BRI R XEREE. EREBETEEZRT.
*k p<0.01 (Dunnett % B LLESIRTE (K BIEME X BB IUA R £ D L)

X IL-13:3FE 4EBALF R MR R U T ER Bk N IC x4 AL T X XY T DEA
(]
135657 56EEMC5TBL/6 I RZF AL -, YYRICAEBIERZAMERLEREA. 1 LgDENL-13%E R S
PEEAL-RICEESERZ4BBEAEERNEA 1 ygDEMNL-1325BRBEE&EMEA 1 ugDEMNL-13%258/HEH
BREREZATIEELIZENENEE S BHUA, LTYFXTT, XIT11HAv6E12.5 me/keD B E TIL-131% 5EAE1 B &M S
ARRERBERNTRS L, I-13RUHARRIE 530 % ICBALFRAZIRZEL . BALFh A #Ra%L (A) X IEBALFh {7 BE Bk 3K
(B)ZFBIELTz, AN R IEEIESE . BRIEBHFHEERT,

IL-13Ra2 Ctil
39w p<0.01 (vs. EEMEHIBIAGEYD *E
Dunnett# EHEHRE & sk
38 - € L]
@ 379 ok ek ]
O e —
o Flee w' e® LE
=} a @
! v
& 35 v A =
5 AL e
34 H )
Ad %o
33 e
TS o & Se &0 &
& @ ;
) o
§ £&5 & sF &P §¢
g e 2 D& 0% HS
¥ &% N Sg NN
e by ,?)

BRI D =L Ct(Cycle Threshold) [EDEREZ . HERITFLHEE TS . CHEIXGHEKRIBOLNLETOEZFIBIED
AIILETHY . BIEN/NSNFEZMEEFORNENELEZEKRT S,
ok p<0.01 (Dunnett% B LEERTE (LR DIEM R BIAE D ELEY)
IL-13ZE M MIL-13Re 2MmRNAL A LIEMIZx T BLITVF X< T DER
[Fi&]
HSHEBIER(E8) XITEML-13%FAL, BERBHA, LIVX XTI, RIZ1THA6Z R E LI IANORKRZR 53R %
IZRED R—REIRRL. IL-13Ra 20mRNAL AR JLEGPCRTHRIELT=,
BARD R XCHEDERIEE . ERTHTHEEZRT.
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TGFB1

(ng/mL)
0154 *F p<0.05 (vs. FRMERHHAAES)
' Dunnett% SHEFHEE A
A
) I )
0.104 A °
@ A
i
2 * A ® & % %
) ° ¢ ]
s 7 ¥Y
ee v‘ z_& !.!%
0.00 I . : | | |
§ Lo & S & Fo
© N V{b “ 0’)@;@ 4,)/2\‘?, P Q?
g Y, 2 & ox OO
¥ N & @;&9 FOFS S
* £ Y\\)

AR RUFEREL . ERISETHELZ TS,
* p<0.05 (Dunnett% F LB TE [C K BIEME T ERIUABE L D ELER)

IL-1355EMBALFRTGF B 1BELRICHTHLITVFIAITDMER

[A:E]
HFEAER(ER)XIFEMNL-13EFAL, EEXBHREA, LTYF XTI, XIZ1THAWEERELE-TOANLRERIE530#%
IZBALFRRAEIRERL. TGF B 1;BEZELISATRIEL -, BiARID A X EFEZ ., BRIIBHTHEETRT,

5) 2 BIREMNAAI—H—~DE L (KGAL HER) "®
hEENSEENDTFE—HREERABEZNRELEERNSE I A5 ARERER (KGAL 3ER) IZBLVT,
2 RIRFEME/NA(F < —H—THS CCLIT(TARC)ER—RS5M>, 2, 4,8, 16 BIZBIELT=,
ZOFER. TARC OERIE (FRIE) (L. R—RF(FF. Q2W+TCS BT 1356.3 pg/mL. Q4W+TCS &
T 17452 pg/mL, 75t/ +TCS T 1549.4 pg/mL, RIS R TH DR S 16 B, Q2W+TCS &
T 494.8 pg/mL, Q4W+TCS FT 573.7 pg/mL, F5tR+TCS BT 1820.9 pg/mL TH 1=

* KGAL &
TCS TIFRAVFA—LF+5THoT=. AT 12 BMUED/NE(KAE 40 kg UE) DPFEMNSEEDT ME
—MERFE R BE 286 BIERIC. TCSHAT T LIVFXIITERER THRELIZLEDAMMER VR EHESE
ToERELLEELTEHEL-3E 1 46, |iEALL. —EETR. T 0RNE, BTHMRBRTHo1- HBELLD
)X X< 250 mgQ2W+TCS &, LJF X7 T 250 mgQAW+TCS #dHSUL\ETS5ER+TCS BT 3:22 DL
TEERICBIFIT=, RS HREIL, 68 B E AR 16 BFE. #iF1% 54/M 52 8/H) TH o7,

(3) {EFASCTBERD - FE RSP
BHEHLL
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VI. E¥SHREICREJ HIEH

1. MAPREDHRS

1M

2)

108

AREADGMmPRE

FZUEHGL

FRERSLER CRER SN MR

1) RERAISESTHEEREE5E | BHR (KGAZ HB) ] (B AL SEA)
REERLA 42 Bl (B ARARUEASE 21 ) [SLTUFXTT 125, 250 U 375 mg EER TiR5L1-
EEQMFERLIIVFAITREHEBRUVEMBENSA—FELUTITRY . MEBERLITVFIITIR
EIGE5HH 4~7 BTREEISELHRFEMIEH 3 B TH-.

AEBFA
(ug/mL) ) )
80 - —0— LJTUFZTT125mg(76l)
—o— LJUFRTT250mg (7))
70 — —8— L JUFXYT375mg (76
p;l; FHELSD
B 60
i
- 50+
U
+ 40
2
K4
j 30 A
i
B -
10
:——h__e
0 T T T T T T T T T T T T T T
0 7 14 21 28 35 42 49 5 63 70 77 84 91 98 105 112 119 B

BEREE

BARANBERAIZLIUXZXTT125~375 mgr BRIR THELI-EEZD
MAEFLIVFXITEEHE (FHELIZERE)

F& BHERABEBRAIZLT ) XTI T125~375 mgZ HEETRE LI-& EDEYFHE/AS A —4

B5E 125 mg 250 mg 375 mg
k9] (741) (741) (7951)
Cmax
(4 gmb) 15.3(4.37) 29.0(7.99) 47.2(8.28)
AUCq-co
(i g-day/mL) 643(134) 1210(324) 1790(297)
o 4.00 6.00 6.96
(day)? (1.00-14.0) (4.00-14.0) (6.94-7.95)
CL/F 3.37(0.628) 3.43(1.36) 3.12(0.344)
(mL/day/kg) ' ’ ’ ’ ’ '
bz 23.1(2.48) 21.3(5.61) 20.4(1.61)
(day)
V,/F
(L /kg) 112(22.7) 98.0(14.2) 91.1(8.55)

CL/F=RMFTDIITIUR V2z/FERBDENNTOREIE. BT THE (ZERE)
a) h R {E (H/ME-RKIE)

E)AFIORBINEE-DRERVAE-AEETV. 1L HEEXIEHRIRUIV. 3. AZRUVAZIOESE,



(3)

4

2) BEEARUTIE—ERERXBEICEBTAIRERS BEEENBHEET V) (BERANEAN)™

BERBRARUTIME—HREXEE 2126 HI(BARANEE 297 fIZE20) 0T —4ZRAVTEEEAEY
B RERHT (UP PopPK f#T) *' 2 EMELT=. LITVF XTI T 250 mg # 4 BRR TR TR S5 LI-EEDER
ANEBED Cuy oo 1L 67.7 1 g/mL, Cyougn o (X 337 ¢ g/mL, AUC, ., (& 1470 y g-day/mL. $EKED
tip & 201 day THofzo Ffzo LTYFRAIT 250mg % 2 BREIRTR THRELIZEED C,, o (&

115 (4 g/mL. Cyougn s I& 88.7 14 g/mL THoT=, (IVIL 3. BER(RE2L—aY) @BiTIDIESHE)
% 1:JP PopPK 24T (KGAL 38ERZ & T 12 HER) IZDULVTIL. TVIL 3. (2) NSA—LRLEHER | DIESHE

® BEEENHEORKRETILNCERMICEHLTIE—REXEEITETS
LIVF AT DEERGEDERE/ NS A—5 (UP PopPKFEHT) *'

s e o BXRA SNEA
EMBRENSA—4E (N=297) (N=1829)
C (g &/mb) 67.7(34) 57.2(37)
Cirougn (M g/mL) 33.7(42) 32.0(43)

AUC, .1t g-day/mL) 1470(36) 1290(38)

AT E (E B R E%)
250 mgQAWIR SR D EEKRELLTHE

) AFIORBINI- G- DRERVAEE-AHEETV. 1L MEERIIHRIRUIV. 3. AERUVAZIOESE,

i

U EREL
BE-GHREOHE

B EREL

(5%)

LIUERIT OREN D EWAREER T ASNRN8 YRR RHBRIEEBLAN T,

]

2. YRR RBY/NTA—E

)

2

3)

fRIT 73
BEMEYEBERENT (VI 3. BEEAGRELL—LaV) BT I0RSR)

IR 358 7E

BEHAEMENE (UP PopPK 1) ' ICKUHESNL IV FXTTRTEREGRORIGEETE I,
0.322 day™' THo71=,

* 1:JP PopPK fi##T (KGAL SRERZE T 12 BER) (CDULVTIK, TVIL 3. (2) /\SA—AEHER | DIESE

HRREEH
ZEEMGL
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4

5)

(6)

DITIVAR

BEFAEMEN AT (JP PopPK fEH7) *' ICKYHEESINILIVFAITRTHREHROIITIVRIE
0.155 L/day Té#Ho1= 2,

* 1:JP PopPK fiZ#T (KGAL BEZ &L 12 BER) IZDLTIL. TVIL 3. 2) NSA—4ALTHER I DESR

NMBE

BEHEMBNERRNT (JP PopPK fEHT) ' ICEYHESNFL T X XY TR THREFOERIKEIZE TS
DWETEIT 432 L THo1= 2,

* 1:JP PopPK f##T (KGAL SRERZ ST 12 HER) 12DV TIEXL TVIL 3. (2) IRSA—ALEFHER |DIESHE

ZDfth
ZLUEHGL

3. BRE(REaL—av)

(M

2)
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R A&
— RIRILBFRR R ORIV TS REES -V IS—k AV ETIL

INGA—BEFER >

BERARVTZIME—MREREBEEICLITIFXTT 37.5~500 mg ZETHRELI=EE. LTIFXITD
EMBNREITRIEA RN,

BOTERLIZE 1. FIHE. RUBMERROEE 11 3R (KGAZ RERIFARAREHERELET)
DT—2%HE LB EEEYENEAZHT (US PopPK 21T ¥) DFER . FH5. I, A&, BR5E6L. FEK
BE. RFHSRE(ALT R AST) . RUBH#AE (eGFR) (ZLTUX AT DEMBREICEEE R ITSHM>T=, L
TVXRAITOENBEICHEELGEEERETHEEFIREDOATHY . AENEVFEMFFLT)F
AXITDISTREIFIEELGST-, LAL. BE—RIGETILTORIOERM S, AEICKEHLTYFX
ITDEPEEADEZEL, BRNICEETEHEWNEEZ -, REE(BARARUSAEAN) DFEIZDONT
E M R (KGAL 3ER) #MA 1B OBEEEYENEARMT (JP PopPK f#4T ¥) TEH@EL =LA,
BRIAV/NN—FADORHBRRICHTIREDEZENBEETHo-10D. BRAANENBADIFEFLT
VX XTTREIRSHENASOFRMEFREHEED 5 RUY 95 N—E RS IVICKELELRYNED
S, HFREHMTRFERZROEBLLLEFRINIEAISL BREBEITREETIEGNEER
2Y (18

a)US PopPK f##T (KGAL RXE&ZFR< 11 FRER)
% 1 1B5RER 4 B (KGBA. KGAZ, KGAY., B Uf KGAM ER) . 55 I #85RE& 3 5RXB& (KGAG. KGAH, R U
KGAF FRE&) R UEE 1 #A5HER 4 5(E&% (KGAB, KGAC. KGAD., R U KGAE :RE&) D &5 11 5AER D 1607 5]
(12 HLLLE 18 RN DIAE 40 kg ULED/NETRE—EREXRBHE 304 . RATFE—HERE %
BE 1022 B, BERBEAHERE 281 ) ADFT—2ITLY. BEEAEYENEMBITEIT o1, KGAB &



U KGAC SRERICDOVWTIEBABRSHM O T2 DA D ET T —2 v &EFh i,

b) JP PopPK fi##T (KGAL RExZ & T 12 :AER)
US PopPK HTIZALV =T —2t v NZE R 11 #5ER (KGAL HER) THoN-T—4. LUIZKGAB K
U KGAC SRERDHFHRGHB DT —4%ZMA . &5 12 HERD 2126 i (12 mLLE 18 MEKREMNDOHRE
40kg UEDINRTRE—EREREHE 354 il RATRE—HREREBE 1491 Hl. R AHRE
281 ) A H{oNT- 9469 FDT—2E AV TREREYERBRIFTET o1,

4. TRYR
BN A T RASE YT SHEN)
B F BN AEARAT (US PopPK fRAF) *2 [k U EINI-L I XY TR FREBDERI (4TS
EVT4DBEETHEITH 865 TH o1z CHIFHE AEEWERE 22 FIZHRICLTIXXTT 1 mg/kg &
BARKIES (11 ) XILE T15 (11 ) L= KGBA REETEH SN 1/ S\ A T AASE YT 85%E— &
LTLV =,
* 2:US PopPK fHT (KGAL FHERZ R 11 FHBR) (SO TIE, TVIL 3. (2) /SA—SEBHER IDES R

T 5 ARG (EREER . BEER. RUKERED) DBV LB E BHEAN)Y

BEFAEMENERT (US PopPK 1) ** DFER. LITVXXTT ORIRITIHR S ARG (EBIER. AR RUKER
) [CXBDEVNIEBD NG T=,

* 2:US PopPK fi## (KGAL ERERZ RS 11 SRER) IZDULVTIL, TVIL 3. (2) RSA—AEBER | DIESHE

E)AFIORBIN:-HEE-DRERVRAE-AEETV. 1L DEERIEHRIRUIV. 3. AZRUVAZIOESE,

5. 9
(1) ik —mXEAFM@EaE
ZLuERLL

(2) mi%k—RkaRREEFTEd
ZEEHGL
(%)
LIUF X7 DRBHBATHRIIERLLGN 1A BIRAZ I/ FILERN: 2 DORESHRARICS
WTRRERVHEROIFRTLIVF AT REEN-2EM L, ARIBMIC—HLT. LT IFXY
JIERBEEBL. RERNMBESNDIIENTEINT: Y,

@) Eit~DB®ITiE
ZLUEMHGL
(%)
LIVFZXTTDETHHMEARIEBLIGEA =M, 1gG FURIERLTPICHSh DI EATON T
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AR R

(4) BEBR~DHITH
FZUEHGL

(5 ZothoBE~DBITE
ZLUEHGL

(6) MITFEBMEE
ZLUEHIL

6. L5
(1) KBEBBEL R U BRRER
L)X XTI L 1gG4 E/VO—FILRETHY . NEME 106G ERBFRICERIEBRBICKURTFRE R RUT
S/BICHBEINGEEZILND,

(2) RBIEASTHERCYPHF DHFE. F5EX
ZEEMGL

(3) MEEBHRDOERRUVEOEE
FZAELGL

4) KBEYMOEEOHERRVEMSL., FHELE
ZEBEHGL

7. Bt
ZUEHGL
(%)
LIVFXRTEERFEDIVVETHY . RILSATEAFRIFRRUVTI/BICHBEN, BRIASH
BTEML, HRICET HHERIEREL A o1,

8. NSV RR—A—(ZBBT H1EHR
L EHLGL

9. BNEICLDlprERE
ZUEHTL
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10. BEDEREFETHESE

(1) BHREESEECSTIEYIRE
BREREEEFICBTEILIVXXITOEYEEICET 2R EIToTLVEN, LTVFXTT(E 1eG £
700—F LA THY AU NVBERMRICKYTI/BEICHBEEINTH SN . TOFFRPICH#EIN S
ERBENEFEEINEIEND, TRV T IV RIETBREDEEEZZ I EEZOND, BEREYE)
REFRHT (US PopPK fHT) *? [CE DL, BH#EEE(eGFR) [ILDUF XY T DEMBNEICHEE R IFSHA -
T=
* 2:US PopPK f##T (KGAL 5EERZBR< 11 SKER) ITDULNTIL. TVIL 3. (2) /SSA—42EHER INIESHE

(2) HHeEREEREICSITAEYHE
FFREEE BB CEITHLITIFAITOEDEEICET HREFEZIToTULVEL, LTUYFIITE 1eG E

00—FILHATHY . BN VERRICKYTI/BICHBEINnTHRSh, EOFFRPICH#MINDD
EFBENEFEEINEIEND, TRV TSV R ITHEEDEEZZITIKWNEEZ NS, BREIEYE)
REFRAT (US PopPK fZ4T) *21ZE D&, FF#EEE (ALT RU AST) LTV XXX T DEMEEICHEERIF
STz,

* 2:US PopPK fZHT (KGAL ERXE&ZFR< 11 SHER) ITDULNTIEL TVIL 3. (2) /RSA—4EHERIDIESHR

11. 204t

BE-RIGETIVIZE DI BREMROEVICRDHFRSRICT RSN E UM »

TrE—EEE R BEEERRELT= 5 HER (KGAG. KGAF, KGAB, KGAC, B U KGAD ER) TH/ LN 1= 1307 I
(12 B LA L 18 BREM DIRE 40 kg LLED /MR 131 il B 1176 ) DT —2%HELI-BE-R IS (E-R) ##
#7 (US E-R f##7) T. LTUXXITDIREEL EASI DBEFREETILEL., SHEiL =, LTUFXF XTI THEIZLD
EAS] OREFRFMELIIMENRETILCEYICE RSN =, ETILICIE. LIVFAITDORTEE. TR
BEDR. RUKHRTO TCS HE5MREMAAAT BARSHM (16 BIET) DFMMET—2EANT
BB - RIGETIVEEEL. HIFR 58 (16~52 BE) OBMMHEHERRUVDNROFHRMEEETICF AL,
ZOBRE-RIGETIOLYIAL—1arTHELZESAH, HIEKRU 2582500 mgZik 5%, 250 mgZ Q2W
T 16 BRBEETRELTHEABRNENEON-EEAM 52 BRI EASI-75 Z:ZRT SIS 1. 250 mg & QAW
5T 80%EF RSN,

R EASIDR—RSAUMNLDEILE., HIT52BBFDEASI-75 R EASI-0ZER T HHEREDEIED
BE - RIEETFTILFESI2L—a0 (16EBOL AR S — #5155 #R)

ETILZaL—3Y
n e 52iBEF DEASIDAN—RSA> | 52BBEEASI-15%ZEMT 5 52iEBFEASI-90%E /LT 5

"fff,_f_j;f M= PEOEALE () WERE DS (%) WERE DS ()

XTI (95%CI) (95%CI) (95%CI)
L)X X<TT250 mg -89 88 60
Q2WEE (-92, -86) (81, 95) (49, 70)
LI XXTT 250 mg -85 80 48
QAWEE (-88, -82) (72, 88) (38, 58)

. ~67 48 22
TR (72, -60) (38, 59) (14, 32)

S PRRUV2B#ZICLT XX TT500 mgZ ik 5%, LT X XTT 250 mgZ QW T16 BB E TR EL+ M ABENENEON-2E
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VI. Z2t* (EALOZEES) CEISEE

EEDHER

AEIDEE (&, BEEREBEDBEIEELTVSEMOLHLETITOIZEL,
(f&E5R)

AENDEEFEREHHET S0, PRE—ERELDBEICEELTLWAEMICEYRFINIRESINDLSKRE

L7,

2. EBRHNBLTNER
2. ZER(ROEBHIZITBRELEIELNIE)
AEDED U BBIEDBERDOHLIESE

(FEER)
—fRIZ. BEICERFIORS I LBBEEZRBLI-IGE . AFOBREICKYISICEELRABERTHRIRT
BAREENHDEMNSEELT =,
3.

HEER (IZNRICEHET HFEETDEA
(V.2 $EEXIIHMRICEET D FEIZSBTHL,

AERUAEICEET SEREZTOERA
V.4 AERUAEICEETSFEIZSETLILE,

ERGEANIELENEH
8. EELGEARMIE

81 REREHRDEVIF OB REMMNHERSNTOELDOTEITHIE,

8.2 RHEINERETASEIREAN T FHREPIRENRANFEHATILENH DS LEBEIC
XL TERBAL, BENERELI-CLEHERELIOIATERETSHIL,
(f#3R)

8.1 AFIXERDEVIFUHREDREMANER SN TULENIEM D, CCDS [TEDE

E&E L/T:o
8.2 AFNIT7FE—MHRERETASEIERTLE RENARFERBEL CHATIEARELRIEN DR
EL/T:O
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6. RENEREAIHIEFICHI IR
(1) AHHE-BIEEFONHLESE

9.1 EHE-BIERFDHLHEE

9.1.1 FAERBREEE

AEEHR ST IRNFERBREDABBRETOIE, Tz, BEEVPKRFIRSPICFERBELFRIL. FER
RICEHBENBEDLGB ST FERBRENEETIETAADOEEE—BHHRIETHIE, KA 1L-13
ZHEETHILICKY 2 HAREELRBIE. FERBREICKT IERHBEL B SATEEHELH
%,

9.1.2 REIRTOAMNHNRBEZZITTLDESE

AERERRZICRORTOARZRICHILELGNIE BRORTOSARDOREENBELRIGEICE, EEOE
BTTRAIZITICE,

(fRER)

9.1.1 ERNOEEKRFEBRTHEERICEREL-BEANDFERBERIG FXFOFERREICHTIREIEEAN
DEEIITHATHS oo, BRDEHLSEL, &REL-.

912 REIATOAFHRFEZZZITTLSEEICHBVLT, RIRORTAARDFREEH LGS X704
FRIREEICSVTAVFA—ILENTWVEERDA R BICEIL T SR REENEBEZON S ENBRELT=,

(2) BHREEERE

BEINTLVL

(3) RFikaelE=ERAE
BREINTLVL

(4) HJEREZEHY HE
RESNTLVEL

(5) YE4m

9.5 1w

IEEX(ZITIRLCWA A REE D HALEIZIE ABRLOBERELBREEZ LE S EHBEINDIGE (2D A
BE452L, RBIETIRD=—VA P ILABRELI-GE. RBEFZEABLTHRIRICBITIHIENERIN TS
MNBRRER-HERICEERVETHIEILZEDOONEIAT- 25,

(f#:R)
95 BRI ITEIRL TOSFAIREME D H AR MERMRELERRARIIEELTELY . ERARABRBBERY
CCDS [ZEDEEHEL =, ([X. 2. (5) EEHRAESHRBRIDIESR)
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(6) ®FLIw

9.6 RELIF

BELOAEMRUVBAXREOEEMEZZREL. RALOBEX (TP LEEZRETTEHI L, RFIDEFDEHF

ADBITRURIINIZLREADEZEEITHATH D, KFIETES 1gG4 E//O0—FIILIRAATHY. EF IgG [

A ABITTHIEAHMOENTINS,

(fZ55%)

9.6 AFIDIL T AEREERBLAMNSFHY, 166G ARIFERETRICHMIN DI EAMBENTINS P TE
MBEEELTz, (VL 5. (3) EA~NDBITHINDIESRE)

(M MR

9.7 INR

NRBERBOEERV 12FUL 18 BERBETHDOARE 40 ke RiFDEEEFNREL-FERARRZERLTL
L,

(FRER)

97 FrE—MHEEREEZRNRELI-ERARICBVLT. 12 BXBDEERV 12 ELLE 18 KRB TH DA
F 40 kg KD BEFIIRNASIN TV =2ENBEERELT -,

(8 mEmE
BESNTLVEN

7. HE{EH
(1) BtREZEZREZTDEH
BEINTLVEL

(2) BrRZEEEZDER
BEINTLVL

8. Bl¥EA

1. Bl¥EMA

ROBMEALNBHOONEIENHEIDT, BEEFT+HITTV. BELNBHONIBEICIFFRS5FhIET 54
EBUGREEITICE,

(f&E%)

EERREBRDIERNSAFIR S LOMICRIESLNHLLFIMSINT-ERE CCDS [CEDFRMEALLTHELT =,
BE.BROHMEET 6 DDFHMLER (KGAL, KGAB, KGAC, KGAD, KGAA KU KGAE HER) IZH W\ T, —ET
LAFIDEEEZ(T-HERE (Thbhb, EARSHMIZHITS Q4w . HBEREHRMICE TS Q2w %L
BU)ICROON-BRICEDEHELL,

116




(1) EXGEIEREMEER

1.1 EXGEIEA

11.1.1 EEBBUE (0.2%)

TFI45F7 0 —4DEEGTBBENHOONEZENH D,

(f&E%)

11 HOEYREF T AVIOTFI45F—EV S EERBBEDRBAALN, KFIZEVTEETND
DEZRIFHEBRT HAREMENHEIEMNDRE L=,

(2 ZotoElfER

1.2 ZOiDEIER
BlERASEE 5%k E 1 ~5%FK i 0.1~ 1%k
REE TLILX—EiEE 2 AEX.EZHIL
— -2 BEEERLUERE SESTER L RS (FIBE. £
i DIREE &, TOER. BIRE)
BREFESLUVFERE HERE wIREL
MRS LV NRRES Y EATRIE N AE

(fEE%)

BB DIERMNSAFIR S LOMICRESELNHLLFIMEINT-ERE CCDS [CEDFRMERALLTHELT =,
HE.BRDHEET 6 DDEEMELER (KGAL, KGAB, KGAC, KGAD, KGAA, U KGAE HE) 2B\ T, —ET
LAKIDO/EEZ(T-HERE (Thbhb, EAKRSHMBICHE TS Qaw B HBBREHMICE TS Q2w BHEL
B IROON-ERICEDEHHL-,
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SEERBE—%
BARAXEIHBEATINE—HEBREEERNRELIZE Il HTS5ARAEEER (KGAL, KGAD, KGAB BT
KGAC :5%) . HAEIATRE—ERE R BEE I RELT-IERIBIHER (KGAA R U KGAE iRER) M 6 DD FTil
REBOLIVX XY IR EHOHEABITEREUTIZIRT .

R LIVFRAITHRERICHET2EIEA—E (Modified REUHBTAREH. 2% 5H1RH)

3 N S 4 1 > y L
BEMNAAE WIVIEORIE | | semxam LIVRRORIE
= £H
HARE n @) HAKEE o
BIERRRAIE %) 413 ( 26.1) TUILX—HEHEIE % 82( 52)
BPESIUVTERE 201 ( 12.7) RSA74 13( 0.8)
FERE 2 107 ( 6.8) ARER % 10( 06)
AEAJLRR 32( 20) BRFSEERE 6( 04)
BHAILRR 14( 0.9 BRI 4( 03)
EEAK 11( 07 AR 3£ 0 3( 02)
ANILRRAERE X 10( 0.6) T7hE—HE AR 2( 0.1)
COVID—19 6( 04) LERfE R 2( 0.1)
kAL 6( 04 IRfE 2( 0.1)
L+ SGERE 6( 04) AE R 2( 0.1)
MR EREE & 5( 03) FRREM 2( 01)
icae) 4( 03) HE=HIIL 2( 0.1)
L IREE % 4( 03) RAIE 1( 0.1)
REB B 3( 02 &R 38 1(C 01)
R 3( 02 IR J& 1( 0.1)
R K 2( 0.1) AR B iE S 1(C 01)
ERHIRAED 2( 0.1) SRR 5 1(C 01)
PR B Rk 2( 0.1) ASRESEH 1( 0.1)
[l R IE 1( 0.1) AR BREZ 1R 5 1( 0.1)
BERE 1 01) .
~NLRATERES TCon —B-25EERIUREHLORE 69 ( 44)
92 HR 1( 0.1) JESTERML R I 25( 1.6)
AR 1( 0.1) SESTEBGIATBE 13( 08)
REEERRE 1( 0.1) ESTERGIE TR 8( 05)
ElZES 1( 0.1) B 7( 04)
AR EBBE X 1( 0.1) SESTERML S EERK 7( 04)
FEERANILARR 1( 0.1) SESTERGIREAR 6( 04)
IEERE SN LR R 1( 0.1) FEL 4( 03)
AR 1( 0.1) | NIE 2( 0.1)
ANILRZ A )L RIS 1( 0.1) SRS 2( 0.1)
EhifE 1(C 01) 25 ARG 1(C 01)
HEMEAER 1( 0.1) £ EREBEIREEL 1( 01)
EEEBRE 1( 0.1) =R 1( 0.1)
fE 9 1( 0.1) SEAERALANH M 1(C 01)
EREBE SN LR R 1(C 0.1) JEGTERM AR 1(C 01)
IEES 1(C 0.1) SE 5T EB AL I fE 1( 0.1)
6 2% 1(C 01) ESTERI R 1(C 01)
RHEERES 1( 01) R ZE 1( 0.1)
NHEE 2 1( 0.1) EiE 1( 0.1)
LY ERE IR R 1 01) EEBLURTHEBES 53 ( 3.3)
Y 1( 01) ThE—MERE S % 12( 0.8)
BEAVTHE 1( 0.1) ' 10 ( 0.6)
MEEERE 1( 0.1) HIBE 7( 04)
k=i =F 1(C 01) B B 4( 03)
Rk 1( 0.1) LRI S 2% 3( 02
HE Rk 1( 0.1) TOFERE 3( 02
RES 127( 80) BB 1S & 3( 02
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1 Sk 1 Sk

BEAANE VIERTTRER | sEnkam LTRLTESR
=R =R
HEARE o HEARE o
FLILX—ERER 2( 0.1) £FA 1( 01)
EZWMP 2( 01) 2R 1( 0.1)
M7 85 B 1C 01) BIRESE 1 07)
RIS % 1( 0.1) T 4( 03)
UFAMREE 1( 01 Bz 4( 03)
=5 1( 0.1) LREEE 2( 0.1)
B 1C 01) iE 9 1( 0.1)
BT 1(C 01) AEEE 7( 0.4)
SeeB RIS 1C 01) TARSE 3( 02
EPHRE 1(C 01) =R 1(C 01)
f&im 1( 0.1) EIE 1(C 01)
MEH LV RER 23( 15) TRE S 1 01)
SFEEER IS INAE 16 ( 1.0) ch #i AR AE 1 01)
gm 2( 0.1) [N ENE 1(C 01)
B M Ek R AME 1(C 01) FELEEDHS 1C 01)
1) 2 ERIEANSE 1 01) BE. PESLUVLESHHE 6( 04)
Y IR A E 1( 0.1) BERS 5( 0.3)
/MR EEANSE 1C 01) B R EHHE 1C 01)
B MEKES 1 01) RERERS 5( 03)
HERES 17( 1.1) BBUE 2( 0.1)
1EPE 6( 04) T I745F%—RIG 1(C 01)
FEMEHEN 5( 03) YR EE 1( 0.1)
KT ATDIKRE 3( 02 EHMETLILY— 1( 0.1)
INBRAE (R B 1C 01) HERRBIUESHBES 5( 03)
HEBE 1( 0.1) R e 2( 0.1)
JBERSE 1( 0.1) ESRE] 1(C 0.1)
{ERR 1( 01) BE &I 1(C 01)
R 1( 0.1) Lk 1(C 01)
ERERRE 15( 09) KREBLUREES 4( 03)
xS 3( 02 BYGHIE 1( 0.1)
FIS=ZUTI/NIVARTS—EEM 2( 0.1) fEE E&EE 1( 0.1)
FEHFMBEANES OE Y EERD 2( 0.1) BaLATO—)LInfE 1(C 01)
B M Bk &S0 2( 0.1) & A5 e 1 01)
) i 101 B, BB LURETHOTEY 4( 03)
) 1(C 01) (BB LUR)—TE25D) )
PRARHAME E R 1C 01) RS 3LEEE 3( 02
M7 AR FAVED 1 01) EEELE 1(C 0.1)
Mo pREEHE A0 1( 0.1) FFEEE RIEE 3( 02
¥ =T LBLLISYRTTS— L 10 0n FfRER ¢ on)
S ILEVE 1 01)

TR MR SIS 1 on JE7 )La— LPERS A TERT 2 1C 01
s C3 ) 1 01 ERRBSLVLERE 3( 02
A7 R ER SIS N 1( 0.1) BRE%E *b 2( 03)
rERD 1C 0.0 AEEE 1 0
3. MBS LUHEES 12( 0.8) EHLURBES 2( 0.1)
TLLX—EK 5( 0.3) HiE 1C 0.1)
i 5 3( 02) EEEEDHEL 1 01
O EIREE SR 2( 01) mEEE 1C 0.1)
1% gk 1( 01) MmfE 1C 01)
SHm 1(C 01)

MedDRA Version 25.1

N:Modified REMBITHRERADHEIRER . n :

1L EDRIERANFEBR L BEBRER

*a: BHEICRHEMGERIINT 558 N=830, *b: XIEIZHEMLTERICHT 578 N=754.

119



9. BRRRERRICRITTEE
BESNTLVEL

10. BEHRE
HESNTLVEN

1. BRALOZE

141 EXRIBERIOZE

1411 125 45 DRITARENSIRYEL ., BS AXEZET. ERICRLTHIENEELLY,

1412 BESRICEYOEBLNRBOONGNLEFBRICKVERTHIL, BYLEPNRDOONDIHELHE

AL,

142 EFIIREEDIE

BEBIIUTOREIETHIL,

SESTERGLIE. BEER. KBRER R X EBIERET B, AR E T HIEE T AZDRAYENLTIRET HIE H
—ERANRYIRUEST T HEIEBITHI L, RIENBBRGEEL. 5. K. BRI H LML, TRE—HER
[§ 2 DIEONRIEZE FHESELICIEES LG L,

-AFIE 1 EFERAOHFITHY . BERALEVLIE,

(f#3R)
141 REMOER. RUOKREMICBRICEVAFORBEICERENGUONERT S EERHL,
142 REROIEEREL
"B TOESETOMMLIE. RTREHROSWVE, KRS (T LSS ETTHL. FHEHIIBEEERE
TBHE T, ATRELRY REN BRI, REICEEDH L. RUTIE—HKE R DAL %
FEZ SRR DEHZETHE DTEREELHL =,
‘AFTEEOFERICRSZEEHECLT,

12. TO/DIEE
(1) BEEREAIZEDIELR

15.1 BRERERICEDER

FrE—MEREXBEERNRELL-FORRER 4 RBROHEEHICENT, KFDZEEEZ1T1- 1270 6iI (B
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X. FFERIREAERICEII SIHE

1. ZEBEHER
(1) EMFEIBHER
[VI. ExhEB(ICBHI HEE IDIESHE,
(2) REMUEBRER

(3)
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In vitro hERG(Ek ether-a—go—go BEEBIETF) RER. RUDZIAFILER W =LIT)FXITDEEHER

[CEVWTREMEEFMERERL =,
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o EiE/ R B E5HR/ .
HREE YRR G T 5 AR e =R
IE’E
DIE R
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(MERER4/EE) 94 A (39[a])
RE#HIRAES
Diag. D2 Hh=04HIL SERE 0.5.25 EETL
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2. SRR
(1) HESE4EHER
HA=D4HFIL (% 2 BI/B) ERV-ERRSEMHRRICEN T, RKIREETHD 100 mg/kg FTRLE
BIRVAMEREEDONT  BIEDOBIEE(L 100 mg/kg BTHo71=.

K HORS5HEHBRO RGO

HEBR 185128 FAE (mg/ke) THFER B OB R
(mg/kg)
lltﬁ ~
A=HAHIL Gl 1,10, 100 L 5100

(2) RIEHZESMHRR

A=A FILERAVERTRUMIKRARERSGSEERBREERL, LTVXXIITRESICERL-2 55
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DESMHE(E. 25 mg/kg/BTH>1=,

® RERSHHEHBRBEOBE

&t % % g - mEME
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MREE., TNICH=IMFILERAN-RERSEERBRRVCHENRVHEZORELRICBHED
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X. EEMERICETSEE

1. HHE 5
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XI. 3F&H

1. EENETORFERR
ABICHETHRER TR, AZRUVAREIUTOESYTHY . AETORBRREITELS, BERDOKEE
NEDEHETARZFERATHIE,
4. NEER TR
B ARTHRT+ALGT7TME—ERE X
6. IERUVAE
BE AR 12 ZEULENDIRE 40 kg LED/NMNRIZIE, LTYFXTT EEFHEERERZ) ELTHERY
2387121 [E 500 mg. 4 BLA. 1 B 250 mg % 2 BREIR TR TRET 5. 4H. BEDOKEICELT. 48
LIBE. 1 [E] 250 mg & 4 BREIRTR FRETHIENTES,

SEIZHITHFFEIRR (2023FE 11 BER)

E4 EX M (2023411 A &ER)
R34 Ebglyss
=14 Almirall, S.A.
R 20234
b SESTH
s [TLo24)LED) ]
1ARHT=Y EFHR2 mL(LTYFXTT250 meg) 2L (125 mg/mL),
[TLI4ILERV]

1ARYT=Y GEFHR2 mL(LTYFXTT250 mg) Z2E (125 mg/mL),

PEEX TR 4.1 Therapeutic indications

Ebglyss is indicated for the treatment of moderate—to—severe atopic dermatitis in adults and
adolescents 12 years and older with a body weight of at least 40 kg who are candidates for systemic
therapy.

BHiZxERUVHE 4.2 Posology and method of administration

Treatment should be initiated by healthcare professionals experienced in the diagnosis and treatment
of atopic dermatitis.

Posology

The recommended dose of lebrikizumab is 500 mg (two 250 mg injections) at both week 0 and week 2,
followed by 250 mg administered subcutaneously every other week up to week 16.

Consideration should be given to discontinuing treatment in patients who have shown no clinical
response after 16 weeks of treatment. Some patients with initial partial response may further improve
with continued treatment every other week up to week 24.

Once clinical response is achieved, the recommended maintenance dose of lebrikizumab is 250 mg
every fourth week.

Lebrikizumab can be used with or without topical corticosteroids (TCS). Topical calcineurin inhibitors
(TCI) may be used, but should be reserved for problem areas only, such as the face, neck, intertriginous
and genital areas.
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BRI D 74132 E (2024/1/10 7H+ER)

< https://www.ema.europa.eu/en/documents/product-information/ebglyss—epar—product-information_en.pdf >

2. BB IR EKIIRIER

<FHIFE~DERESICETIIER>

ABORIXE 194 £hEREEF T HE . 95 53471, 9.6 B3R OBEORBILTOEEYTHY.

EMA (RRINFIXE) LIXR%G 5,
9. BENERTHETHEBICEHT IR
9.5 bEiF
BEIR R (LR L TL\ S AIREED H D EXMHEICIE, ARLOARELNBIREE LR L H SN DIHEEIZD
HHEETE L, RRETRN =V A FIAERELIHE. BEZEBL TRIBICBITT 52 LR
SNTLSEH, R - HERICEMRUVEFBIEEZBD ohdh o1 % %,
9.6 RELIF
AELOAHEMRUVBIAREOEREMZEZRE L. BIAOBREXIEFLEEZRIFAT I L, FFIDE FOE
TREANOBITRMRIASN-ZEANOEEEITHATH S, AFITE b1gGs B/ V O—FILIAKRTH Y.,
E b 1gG [FEITHRABITITEHENMoNT NS,

EMA (BRN AT XE) 1TH T DR RELDEHIIUTDELSYTH S,

A EEAE
FX M 0D #x{T3CE | 4.6 Fertility, pregnancy and lactation
(2023F118)
Pregnancy

There are limited amount of data from the use of lebrikizumab in pregnant women. Animal studies do
not indicate direct or indirect harmful effects with respect to reproductive toxicity (see section 5.3).
As a precautionary measure, it is preferable to avoid the use of lebrikizumab during pregnancy.

Breast—feeding

It is unknown whether lebrikizumab is excreted in human milk or absorbed systemically after ingestion.
Maternal IgG is known to be present in human milk. A risk to the newborns/infants cannot be excluded.
A decision must be made whether to discontinue breast—feeding or to discontinue from lebrikizumab
therapy taking into account the benefit of breast feeding for the child and the benefit of therapy for
the woman.

Fertility

Animal studies showed no impairment of fertility (see section 5.3).

BR N O i 30 (2024/1/10 7HO+ER)
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132


https://www.ema.europa.eu/en/documents/product-information/ebglyss-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/ebglyss-epar-product-information_en.pdf

<INEREADRESIZET HIEHR>
ABIZHETHDREADEREICEATHEBIIUTOESYTHY . KU EMABRMFAXE) LIFEL S,
9. HEDEREHEISEEICHIHIRE

9.7 /MR

12 ZRBDEERD 12 BULE 18 BRBETHDOAE 40kg RFED BB L XN RELIERRHERIIEEL TLY

f;l‘ \ o
A EHNE
FR I D 75 4T3XE | 4.2 Posology and method of administration
(2023%F118)

Paedlatric population

The safety and efficacy of lebrikizumab in children aged 6 months to <12 years or adolescents 12 to
17 years of age and weighing less than 40 kg have not yet been established. No data are available.

5.1 Pharmacodynamic properties

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
lebrikizumab in one or more subsets of the paediatric population in atopic dermatitis (see section 4.2
for information on paediatric use).

5.2 Pharmacokinetic properties

Special populations

Paediatric population

Based on population PK analysis adolescents 12 to 17 years of age with atopic dermatitis had slightly
higher lebrikizumab serum trough concentrations compared to adults, which was related to their lower
body weight distribution.
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