2026 £ 8 AET (55 2 hiv)

HARE & E '
20268 ~202752R

BARERRNERS
873999

EXRLA LV EZEa2—T F— A0

A AR AIAT 2 O TF 304k 2E5E 2018 (2019 4 HHTAR) (S YEHL L CTHERR
1 29—04F21(L-1) SeHERE

PFr¥2 5 GEBInFHEIRX) $El

IR v oo suvs

Kl neret®for Subcutaneous Injection 100mg syringe

BIEE, ALFEERERSD

A AR -EMEONAEICLVERTIZL

4 Anakinra

il | BEH (L7 4Ry )

#(OA 0o R R S| B AEEEL (EE-EMEOLGTEICLVERTS L)
BoOO® & E|1UVrv (06TmL) 77X T GBIz THHIEZ) 100 mg
_ 10 . s : 7 &7 (GfaTHfz) JAN)

(Genetical Recombination) (JAN)

RERRGEAGRAEA B 1 2026 4E 6 H 19 A
AR MENVEAEH B - 2026 48 1 13 H
v 52 BH WA A4 A H : 202648 H 20 H

BEIRFETC © Swedish Orphan Biovitrum Japan #R =02t

EEXHEHREIFOERSE

B & b & B A

Swedish Orphan Biovitrum Japan #8231
ATFAHINA T F A= g H—

T105-5516 HAEHREXE VP~ TH 6% 1 &

EEE : 0120-979-998

ZAFRER 0 9:00~17:00 (HHRLH - BHAARZEH 2FR<)

AKTF 132026 4F 8 HWGETDOE AL SN SCE (BRI Ot kS Ek L7,
BATOERIT, MIATEIEN B ERR IR AR OE L HRMRB - TR L T E S0,



2.

EELAVFELA—T+r—LFBAOFSIEOHME —HARFEEXIENE —
(2020 4F 4 He43ET)

. BEERA VEFE1—T+—LEROER

FE R SRS O FARM) 72 B IE & LT A ESRLIRA SCE (LUF, IRA3CE) 83& 5, ER
B85 CEER - SEAIRNSE O EHIEFH D B H EB T M E 72 RS O B EH A TE T DB, B
A SCEICFE#E S B 2 AT 2 IR ARG RS LB R GENH Y | KR EOEIE @Y
F (LLF. MR) F~OIFHROBIFERCERIC LV IFEREMEL TETND, ZOBRICLE R EH
ZEFREANCAFT H72DDOHEA Y A M e LTESENA Z Ea—T 3 —5 (LUF, IF &B8T) 2354
L7z,

1988 1T H AYRPE eI (LT, HIHE) FveE 2 /NEBE S IF OfCESH T, IF fedihk=l, IF
PO ARE L. £ 0% 1998 1T BRI 3 /INEESD . 2008 42, 2013 T ARIEERE
WMEB S IF Ll EHHOWET 21T > CT& T,

IF FUHZETH 2008 LA, IF (X PDF DO\ 7 — & & LTRUET 2 Z LAl & e o7z, ZHUC

. A SCEO EBERUGT N - 12355 1CWET ORIT — & 28001 L7z IF 23EhICiR s b
L&l ots, BRHFRD IF X, Eimzﬁwm“ At (LUTF. PMDA) O 1 3K 5 iR %
D~2—3 (http://www.pmda.go.jp/PmdaSearch/iyakuSearch/) {2 TABI X TW\W5, BRI TIL, 2009 4
XV HFEINLO IF OFREBRFT DMk E LT ¥ Ba—Tr— LS Z2REL, Hx0
IF MR SCE AT 2 EMAEHRE U CEENER - BiEtL T 2o,

2019 FFEDIRA CEFLHEHDO LTI G D, IF Uil 2018 AR S, Ak TEREHERK GO
W FEAERARUEENC T 20 A T A > ] ICBET D IEREM OO, OB Z RE L,

IF &1X

IF 1% [VRASCESOERE M L, EAf - RS ORBEFEICE > CHHEBICLER, B
MO MEEIRD O DIER, WHEFFOTZDOIER, TR O T2 DO, EIS OB EMEH D729
DR, KPR BE 7T OT- b OERE DER SNTZRAER 2 ER OEIRGMEHEL LT, BFRKE
PPFLHREAE 2 R L. AR SE D 72 D12 2 B4R 3 A o0 BE I T ST GE 12 #E 0 2 3 IVER I OYR
A KIE L T DN E R EALEM T B,

FIZRL#T 2 HE BT B3N RE U7z IF GRS MBI U . — ¥R DB oh % Bk & 7KER O FEPHIN

DOIFWMPFTLHH SN D, 7272 L, BEEAEOMESICEDL S O LK OFIHE B & A5 - Hkr - #2485
NEFHEFIIIF OFCHFHL TR O, SWHZ 5L, REEM¥E N ORIEI - IF X, FIHE A
O ANEHM « T - BRI 5 & & bIc, BERMTEAT DO E NI BIMAFFOZ L &R’ E LTV D,
IF ORMHUIE T — 4 2 HAL L, BB CTORAKITMETITR,




3.

IFOFIAICH=>T

IR IF 12, PMDA O F RS G 1 S 58 O~ — VI #IG FT S i E ST %,
BT TR A F Ea—T 5 — 2MERDOFRI & | 10> TIF 25K - /#9223, IF @
JFUS 2 E 2 ERBIBICAR LTS EHS0 IF 7ERRHCRRH L O H S I >V iR 3 o
MR E~DA 2 Ea—|Z LV FIHE R GANEEZRESE, IFOFHMEZ RO LILERS D, Fiz,
BERFGT SN DM EoEEFICET 2 FHEICBE L T, IF BUGET S5 £ TOMIT, REEAZERN
RIET 2 UFTNAEZH S0 L2 SCES . & 5 WIRE RO E RS IFRIEI ) — B 2202 X v AR
LHONEMT D E LB, IFOFHICHTZ > TL, BFTOWACEE PMDA OE 3K ERIE I
WMIBBRDORN—V THERT DLERD D,

B, WIEHE AL EMEOWMRO SN ORHEN TS TV, 5. BEREE < TX 1. 258,
[XI. %) ICBET 2HAHEIIEARZZ T TORWVERNEENDLZ LR H Y | 2O HF i
TOEETRETHD,

FAIERLTORER

IF Z AR EBICBNTRNT ZENTERVEEMERFE L LTEH L TWeZ&E v, IF XA
JRIEDBGE A 521 T MK RS O RIEIR 72 TR T 0 D R EDMERR - #2862 FE3E LS B
MOT=D DFHTERI T D & DNLEST 72203, FUllk - RBUTITFMEIE D IR E LRI EFE S D
FAEME ST 2 A RT 4 v B a— R - 47 - 7777 4 2AEORINE —EREZ T
XD x50, POEIERIRMIEE T A KT A 2 Tid, RAGBIRSCERRIN O AL ISR 5 i@z atic
DONT, BB ENEREEEN D ORDIIGE L TITI 2 FELE 2RV EENTEY | MR &~
DA ZE2—RHLOXLHGHEREICEY, FHEFEBONIF ONFEREIELIRE LD THD
T EERER L TEMN TR b, BEERENSHB LN D IEROB LRI E R L. £ OEE
A Rk & . ERBISICRT 2l IEM A Z MRS 2 2 LI3ERIOARGE THY | IF ZIEH L TR
EBEFEIES D H DI LTV E 20y,




= R

I. BE(CET BIEE e 1 V. BFZEET BIEBE oo 7
Lo BHZEOORE .. 1 LA 7
2. BLELOIERFFIIRE o 3 (1) FORB oo 7
3. RS OBAIFRIRE oo 4 (2) WHRIONBILOWER ..o 7
4. WIEMAERAICE U CREMT SR . 4 (3) MBI —F . 7
5. GRS RO - i EofIFREH . 4 (4) BHIOBME o 7
(1) AR 4 (B) ZDMh . 7
(2) ¥iw - M EORIPREE ... 4 2. BUFIOKRL ..o 7
6. RMPOBEZE .. ... ... 4 (1) A#Rsr (EMERSY) OEERD

)1 7

I. BAFRCBET BIEE e 5 (2) BREELEOWE ... 7
Lo BRGBA o 5 (3) BAE: ... 7
(1) FO& o 5 3. WA OMAR M OB E ..., 7
(2) PEAL o 5 B 3 L 8
(3) AMRDEF ... 5 5. IBATDAMREMEOHHHHMEY ... ... .. 8
2. WA 5 6. HHNOEFEFMTITBTDRENE ... .. 8
(1) Fng (@405 oo 5 7. PRBLER OV OREME ..o 8
(2) PE4 (M415) o 5 8. fihl & DEAZEN Wb FRIE ) .8
(B) AT At 5 R L 8
3. AEREASUI MR 5 10, g« AL oo 8
4o RO R 5 (1) FEEDLER g - adE, SR
5. (b4 (Mdls) SUIARE ... 5 Fek7e s dn - @SB D ... .. 8
6. HMA. B4, 5, L& m ... ... 5 (2) A% 8

(B) FAHAE ... 8

I BANESICET DEE e 6 (4) BEOME o 8
I E e 3t L 6 BIUIRE 7t S g WPS) ¥ 7 == A 9
(1) AL MR 6 1220 .o 9
(2) WMRME ..o 6
(3) MR ..o 6 V. BEICEAT DIEH e 10
(4) RS (s o Whai, BEEA ... 6 L ZhEESLIZDSR 10
(5) BRYERMREEEE ... 6 2. ZNBESIZBN BT AR ... 10
(6) BB . ... 6 3. HEROHE ... 10
(1) ZEOMOTI R ..o 6 (1) AEROHEOML ..o 10
2. BIRGT DEFESRIMETICRIT 2L &M . 6 (2) MELOHEORERME « BRI .. .. 10

3. ARGy ORERSTBRIE, ERIE ... 6 4. MHELOHEICEEST 2EE ... ... 11



5. BRIRRGHRE ..o 12 6. ARE 61

(1) BRT —H "o r—2 12 (1) AREHHBAL R OGRS ... 61
(2) FRARHRERERBR . ... .. ... 14 (2) RECBFEEGS 2R (CYPRE) Doy 14k,
(3) FBEPNRGRSR ....... 15 R 61
(4) BREEAORRBR .. ... 16 (3) MA@ F O MK NZEDEIA .61
(5) R - EHERIRRER ... 52 (4) R OTEMED A 8K ONE L,
(6) JEWERIER ... 52 TEIEEESR o 61
(1) ZDML ..o 52 TOOBEME 62
8. N7 UAR—HZ—IZHTHIEHR ...... 62
VI. BEEBCEAT DIER e 53 9. BT DERER ... 62
1. PP RS D LAY UM EERE. 53 10. RFEDOEREATHEE ... 63
2. HERVER ... 53 ILZOMf o 66
(1) VEREROL - FERIBRR ..o 53
(2) FhAB AT DB . ... ... 53 VI &2t (FRLOFES) ICRHYT5IER
(3) VEMIZEBURERH] - Frfoelef .. ... .. ... BA e 67
. BENEEZOHEE ... 67
VI. EMEREICET DIEE e 55 2. BEARLZOBE . 67
1 MAPEEOHERS ... 55 3. ZhEESUISRICEES SR L
(1) B AR 55 FORH 67
(2) ERARRBR CHER S LM HREE ... 55 4. HEROHEICBE#ET 2EE &
(3) HEElE . ... 57 FOEME 67
(4) B - PFHSRORE ... 57 5. EERIAMEREZOMHE ... 68
2. FRWPHEEGRA /ST A—H 58 6. HEOEREATHBEEICHETLEE 69
() FNT G o 58 (1) GOHE - BEEREEOH D BHE ... .. 69
(2) WRUGEHBEERL oo 58 (2) BFSREREERE ... 70
(3) THCHBEESL ..o 58 (3) FFRSREREERE ... 70
(4) ZUT TR i 58 (4) AIHREZ AT D8 . 70
B) AR .o 58 (B) BRI oo 70
(6) ZDM ..o 58 6) #Flbm ..o 70
3. RHER (RvaLv— =) f@fr.... 59 (7) /NS 70
() FRMTTHE oo 59 (8) MR E ..o 71
(2) WIA—ZEBER .............. 59 T MELER 71
Ao WRIBL .o 59 (1) PEHZEZEZOHEE ... 71
B A e 60 (2) PFHEELZOHME ... 71
(1) MmE-MBaF e . ..o 60 8. BMWEM ..o 71
(2) IMik-hemBar ... 60 (1) BERZ2RBIEMEPIER ..., 72
3) At ~BATE ... 60 (2) ZOMOEWER ... 72
(4) BEHA~OBITE ... 60 9. ERIKMRARERICKITTRE ... ... 73
(5) ZDMDOMRE~DBATIE ... .. 60 10 WERE 73

(6) MIEEEAFEER ..o, 60 1. A EOESE 73



12, ZOMOEE ... 74
(1) BEARBEAICESER ... 74
(2) FEERARARBRICESHER ... .. 74

X. JEERPRERBRICRAT HIEH e 75
LoOSRPRRRBR . ... 75
(1) ShEREaER .. ... .. ... 75
(2) ZZEMEEREIERBR ... ... 75
(3) ZDOMOIEEFRER ... .. 75
2. mMEREBR . 76
(1) HEEG R ... 76
(2) IAEEGmMERE ... 76
(3) BimEtERBR ... ... 78
(4) AABERMRER ... 78
(5) g AEmwmMERER . ... 79
(6) JRPTHIEMERER . ... 80
(7) ZOMOREREME ... 80

X, BEMNEEICEYT AEE 82
Lo BEIX 82
2. AR .. 82
3. EEERRECTORHE ... 82
4. B EOEE oo 82
5. BEMITEM ... 82
6. [A—Ry A3 ... 82
7. EBSEAEHB 82
8. MEIRFEAGREH H R UVKRE 5

FAMFEAEGEAEA B, IkoeBAshFA B 83
9. ZhRESUIBNFIEM, HEKL O EZER

BIMEOFEA K RNEONE ... 83
10. BEFEAMIR, HiHlif RARFEH] H

FOFEDONE . 83
L1 FRAEMIM ... 83
12. BHEMIFEHIIRICBE T D). . ... .. 83
B BFET— R 83

4. RRAGHAT EDFEE . ..o 83

D: G "4 S 84

LooBIHSTHR .o 84

2. ZTOMDOBZZIHR ... 85

XIO. BEEF e 86

L. ERSMNETORBIRDL ..o 86

2. WEAMZIT DERRSERIE®] ... ... 91

(1) s ~OF 5T EH ........ 91

(2) /NREA~OEGIZET HE® ... ... 92

D 1| G - S 94
1. FAA - PREESHRICES U CHERAR HIr 2

ITICHIZ>TOBENER ... ... 94

(1) Bt 94

(2) B - BEBHERORER ST 2—7 0

WEPE 94

2. ZTOMOBEER . 94

(1) BEMITEM ... 94



B%EE

B&EE B (BB L) RN ES
[*H]PAH Tritiated p—aminohippuric acid N T G- 7 B IR IR
ACR American College of Rheumatology KEVY T HR
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S SIS R ACR | o 035
6 variables wo\;{s’evr:in by >30% from baseline A DOIMELEDYE, 122, S=ATA D30
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ACR30 * Patient/parent global assessment of overall » AR LS B ERIRO SR (VAS)
well-being (VAS) « {EHE f%l%'?l'é’ﬁ 75»7%6%%)%5@0)?5(
e Number of joints with active arthritis * D BRI RIS
Joris Wi Actve . « HRBEREDFAN (sJIAFF | TIFCHAQ/AOSD B |-
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1 of the 6 variables worsening by >30% from MH30%% HE 2D B A GRS Eﬂélﬁ H2IHBLT
baseline.
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1 of the 6 variables worsening by >30% from MNH30%E A Z A ENGROLNAE B AIEE LU T
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An improvement of >90% from baseline in at
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ACR90 set described in ACR30, with no more than TR—=ZFAMB90% L Dtk x> R_R—AF A
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ADA Antidrug antibody ETIE VLRI
AFC Antibody forming cell Ui E A
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AUC Area under the plasma concentration—time B 514 0FF [ 2> 524 K 5 3£ 7C oD L 45 Hp 3K 4 2 F — B ]
o7zh curve up to 24 hours after dose HfT R T e
AUC Area under the plasma concentration—time T 514 OFRF [ 7 & 8 SR K R[] T oD i, 45 H S8 i i -
07 curve from zero to infinity R R T T A
bDMARD Biologic disease—modifying antirheumatic drug EW R BB TER T~ T 3K
CAPS Cryopyrin—associated periodic syndromes VA Y B JE A B e i
CARRA Childhood Aljthrltls and Rheumatology B
Research Alliance
CCDS Company Core Data Sheet T —F—b
CFU Colony forming unit an=—JgR AL
CHAQ Childhood Health Assessment Questionnaire | /N2 fdEEETARLE [H 2=
CI Confidence interval 5 HE X [#]
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subcutaneous administration

Cl Creatinine clearance IVTF = IIVT T A

CLr Renal clearance BIVT T A

Crax Maximum concentration W ERE

CRP C-reactive protein CI IS 237

CYP450 Cytochrome P450 F 7 a—AP450

DIRA encloney ol nterledkin L receptor A S — AR VRIS T XA

E. coli Escherichia coli KNG

ELISA Enzyme-linked immunosorbent assay fiz 55 A E W 25 I E R

ER Extraction ratio Eililangeas

ESR Erythrocyte sedimentation rate R L BR P R 33 2

EULAR European League Against Rheumatism MY~ F 2

FAS Full analysis set B KON G AEH]

FMF Familial Mediterranean fever TN N

HHV-6 Human herpesvirus—6 Bhe L ARAT AL A-6

-1 Interleukin—1 A F—aAF -1

[L.-1Ra Interleukin—1 receptor antagonist AL —BAX 1 RIRT AT = AR SRR

IL-1RI Interleukin—1 receptor type | AR =X -1 RAREAT]

-1« Interleukin—1 alpha AB—aAx -1 TIVT7

IL-18 Interleukin—1 beta A B —afF L~ N—H

IL.-6 Interleukin—6 A H—aAF 6

LAR glg;rllri(;?j;;eague of Associations for Y <2

ITT Intent to treat -

JADAS27 J{l)li\rfinile arthritis disease activity score 27 B

JIA Juvenile idiopathic arthritis FAEERFEVE B 2%

JRA Juvenile rheumatoid arthritis M ~TF

Kq Absorption rate constant W LS5 FEE TE 2K

Kp Equilibrium dissociation constant SRR TR

MAS Macrophage activation syndrome ~ a7 y— IR LIE R

mITT Modified intent to treat tZIntent to treat

MTT 3-(4,5-Dimethyl-2-thiazolyl)-2,5- B
diphenyltetrazolium Bromide

NAb Neutralizing antibody EEPTIE7INYN

NK Natural killer (cell) FTF 2T NFT7— (k)

NOMID E?Sc;r;zzlal Onset Multisystem Inflammatory S 19 2 2 2 e M

PEG-sTNE-RI Polyethylene glycosylated soluble tumor FULF Lo PUTS Ab ATEIEEEEE T% 2 T 7

necrosis factor-receptor type I
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PGE, Prostaglandin E, TRARBT T By
PT Preferred term FEAGE
L-1Ra Recomb.inant human interleukin—1 receptor SR T Ao X A%~ 1 A R K
antagonist
r-metHull— Recombinant methionyl human interleukin—1 BRI Z AT A =)L E X — A F -1 Z FIR
1ra receptor antagonist ERTAT S
RMP Risk Management Plan [= 3G A S B G|
SDMARD E:S;hetic disease—modifying antirheumatic ORI R MR~ K
SD Standard deviation FEHE R 7
SHAQ Stanford health assessment questionnaire AL T F— R RTAR L B 22
sJIA Systemic juvenile idiopathic arthritis A By R RE IS PR B B A%
ti/2 Terminal half-life A 3031
TK Toxicokinetic(s) L af XTI A
Tinax Time to maximum concentration B e R 2 R
TNF-« Tumor necrosis factor « JEE AP IR+ o
VAS Visual analogue scale WET Fas RE
Var Apparent volume of distribution following T 54 0 Band 04y de i

subcutaneous administration

Volume of distribution at steady state
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ﬁm(&ﬁmmwﬁm)“#wbght%%wﬁ X, T XU TRET815% (1841, 7Tk
REET 143% (1/7 ) TH o7z, BEHERERMZEIT 73.2% (90%CI7 @ 29.3~94.8%, P=0.009, 7 1 v
¥y — O FRIEHEMERE) THY ., 7FF 0 ZRHET 7 BRI U TRt i 2B 2 R
L7co [EZFHIEE . MREER 72 T ]

F o, HWEE DR Week] SKPEIZEIT D ACR30 i (262 ACR30 SE) 2 M58 Lz
FOBEEE, TTFIRETR1S% (18 K1), 77 BARET 143% (1/76)) THoT-, [EIKFE
filizE A ] (TV.5. (@) 1) AhMERGERER OIS

Week2 KBEaiod 7 A OEBITER T 5882 (KR 38.0°CLL )

ACR30 il uT®MR:7t/h6@E®9%3@EuLT NR—=2AF A 05 30%LL EOUERRD S

N, 30%Z B AMENBOONIHEAN 1 HBUTTOL I L EERLT,
‘E%Giéf%@@ﬁmi&w#ﬁ(W$:W%mmw

 BHEBUC L 225 REBO MM (VAS : 0~100mm)

 TEEWERIEI R 3 A S D BRI 0% (IEARBEEI SR, MEARBAENAS 20 WA IE BN SUT BT £ B 20\ B 21k 5 RIS FI @)
WO HIBRAS 3 2 B E0)

- @hE SHIR SN 5 BIE 0%

- B RBEBE DRI (STTA FB#E 121X CHAQ. AOSD f3&121% SHAQ)

+ CRP (mg/L)

27 ACR &I, FFE ACR UGS DEFR &= L, 2> ORISR T 238 (AR 38.0°CLL L) S 2 bl

EEET,

ZEMEDEDOEEIL. T2 T TOEMMZ /R4, CI OHE X Santner-Snell 5% V7=,

Week1 %B%ODF.M&H%B%W 24 IR BT L R 9~ B F8 8 (IR 38.0°CLL )

Week1 SKFE O M SBERT 24 BRI SUTE OO KRERTO 7 BRI OEBICEIN T 252 (KR 38.0°CLL L)

AARND sIIA Je O AOSD B Z#xtg L LIZ[EN, BiEAl, —EHEMR., 77 BARRHE, Sk
JEF, BIFEFRER (Sobi. ANAKIN-303 #klk) (ZRBW T, N—RA T A VBRIV aanrFaf Ko
B %2Z T TRY, »oOT TR TERSESNEZTHOS L, Zvaa)F a, KoWiEE Rk
L7z FIT 6 Bl ThH T, ZvaanFaf ROz LIz 6 flicBi b7 vaandaf Ko
1 HEGEDOR—ZAT A OO FEO SR @FH) 1L, Week54 SKET 59.93% (56.0~60.5%)
Tholz, [BIKFHEEE ] (TV.s5. (@) 1) ARG OESR)

C BRZEWEM & LT, EERBYYE, A HERBAE, FHIMSBUEERRE., 777 1 7% —0

oD ENH D, EREWEH (10%LLE) & LT, HIEEAKG GRIEE, EIWY%) 2NHE
INTWA
(Tvir. 8. EIMER ] KOV TV, 5. RG] OIEOLEMEORE R 22 M)



3. HRDORFIEMKFN
AENL, BEAMNX T L 740 RV o PORENEITH S,
(MV. 1. ) DIEESMR)

4. BEFERICEHL TRAMI NEHHE

. - »
%ﬁ{lﬁiégiigﬁf&% G 54 b, BRGE

RMP B (M. 6. RMP O ZE | DIEE M)

BIMDO U 27 /MeiEE) & L TRk ST .

W25 B ™

el FHHEE T A KT A il

B85 - oD 54 75 ST S il

AFNT TRHRIFHEMER IR A ) . THRARIE A TR & TE S DRESUT IR & LT, 2025 4E 6 HICEATBE L v Fid
FIRAERS FBEFT : RT3 F 707 7)) IHEESNLTND,

5. RBFHRUTE - EALOGRER
(1) &EBEH
IS Y 2 7 EHEE AR EO L, WU ER TS Z L,

(2) & - EALOHRER
BN

6. RNP D#IE
EELURYEEITEE (RWP) OBME

ZEMREFTEIR

[EERESNZY 27 ] [EEREEN Y X7 ] [ B 72 AR ]
- HE R ERYYIE - FBSEE G (B R C ML

o A FPERIEDE it v A AE A AR )

cTF T4 TR —EE T - IFRERERRE

T UAE— - SapE R

o SRANVE IS BUE E R E c w7 a7y — IR EERE

(MAS)
o M RE
AEEICE 3 2 RETEIHE
2L
| ERRICHEAS S MR O =D OIEE) | ERRICHEES <V R 7 /MDD 7= D& E)
=32 FHE U R 7 &/AMEEE

BEOERELRZEMERIEE) BEDY R T BAMLIES)
BN D B B 2 A b B AR T BETIRCROBEMERSL A NI X D FHREdt
TR B 1% TR A
R EAE F R A
B IC BT 2R - RO HE BMD Y R 7 B/AMEIES)
AL AR E % AT & 21 it

KICTONEHRIL, JSATEIEN ERALERE SR S PR O R R E N — U THEE L TS 72 &0,



I. &¥ICEET 5IEH

. T4
(1) ¥4
X3 Ly O TFE 100mg >V v

(2) #*4

Kineret® for Subcutaneous Injection 100mg syringe

(3) EFFDERE
ek L

. —#4
(1) & (4
TrRrT (BETHRL) JAN)

(2) #4 (@4
Anakinra (Genetical Recombination) (JAN)
Anakinra (INN)

@) RT4
A B —a A XU FIRREHUEK ¢ kinra
A H—a A F -1 ZREFEGEE - -nakinra

. BERAX (T RER

7 X BREA

MRPSGRKSSK MQAFRIWDVN QKTFYLRNNQ LVAGYLQGPN VNLEEKIDVV 30
PIEPHALFLG IHGGKMCLSC VKSGDETRLQ LEAVNITDLS ENRKQDKRFA 100
FIRSDSGPTT SFESAACPGW FLCTAMEADQ PVSLTNMPDE GVMVTKFYFQ 150
EDE 153

. HFRRUSFE
57120 Crs0H1186N2080232810
R 17,257.44

. AeR4 (fiE) XEEXE

KE 7 FTH T3 N RGP AT A =S BIE iz e b v —m A F -1 SRET
VEIZANEURIE T D, T XTI, Escherichiacoli \Z XV EEIND, T XTI,
I53{HD T X ) BRIIEIN SR D Z I E T D,

. ER4A. 4. BS.
BEFR  r-metHulL-1ra
CAS &= : 143090-92-0

EEES



. FMRSICEY HIRE

1. HELEFHER

2.

3.

(1) 58 - R

M~ OOBARIETH Y, P EH~ABOX R EWR T2 a5 LR B D,

(2) BfEHE
REER e L

(3) BB
ek L

@) WA (B, BA. REE
BB L

(5) BERMMEN
ek L

(6) HEFAS
ek L

(7 FOMDELTRIEE
pH : 6.0~7.0

BERSDERFHTICE T IREL

B BRIFEE RIFRE PRIFHARE fER

o . RY I —Rxr— MUAL e
FEMIRERER -30+10°C S 72 & A JRFEN
et e AU B —7Rx— MU, . .
TR 2~8C FYFo L % 3 H RN

HIEHE « YRR, pH, MR, WS, 2oV EE R

BEYRS OHEESRE, EEE
BB - "TTF P~y
FERTE SR PTHOE B E T




V. ®HIZESY HIRE

1.

3.

Fl#
(1) ARORXAH
EHA (7400 Ry )
(2) HHADNERUHER
BSEE A — NV A AVEVESS 5oV —m vy R
AN ) i |
STETE i ]
P | BA~PEOBHARIKETH Y, BEPA~AEAOX R I BRI T2 EL I ERH D
(3) #A—F
BN
(4) WA OME
pH : 6.0~7.0
BEEL (EEAERICRT 50 - K1
(5) £t
FH L
BFIDEHRK
(1) BHES GBS OEERUFHENHA
AR 5E4 XX L METFE100mg >V >
ARG 132Uy (0.67TmL) 7 7% T GElaFH#fz) 100mg
12U (0.67mL) H
k7 = g 1.29mg
X [ all NURVAVN 5.48mg
WA =7 NS R U KR 0.12me
AUV X— | 80 0.70mg
KB R U T A 16 f:
AFNTAMIE % VTS S5,
(2) EREEZEDORE
BN
3) RE
BN
BRABRROERRUVEE

BEARR/NA




10.

balil
L

EAY DTITREIED & 5 3R Y)

BANIRAET D WIREMED H DML, Bk, RIGEHRZ VN7 EHTH D,

HADBEEHTICHITEREK
AR PRIESRM B PRI FER
EHRERR 2~8C HrE AT 2By L 36 f& H H PN
fERRICBWNTCEE—7
T EE B 27~30°C BHFE AT AR Y Y 14 A/ DY B OARFRVERRL - D
BERDT=,
.t i 2 120 75 lux-h, xS g 1] s o PR DZAL K Oy fiei D A
HEEERBR | o gw e | ST 7 2RV AR I=,
WETE R MRk, pH, SRS, AEMIEVE, & L8 WA, st
HRERUBRBREOREN
BN
hFl L DEESZEILL (ME{EFEMZELL)

ek L

b dand i
BN

B - BE

(1

(2)

3)

(4)

FENRELGERES - G, NELFRLCERES - SEICEHT HER

EARRAA

o
0.67mL [V ¥ X1 A]

FiREE
BN

BROME

AL

ME

TR

AT U LA

NV R A BEEE T T A

R & A R — SN A= A
AR BENTFL T

TIvYr—ny K

ARVZF L XIARY e L




11.

12.

AR N HEME
EARRANA

Z Dt
BB L



ARICEY SRE

1. ZHRENITZNE
O2 5y R AR M Rr 561t B 2%
ORAZIE A F VIR
(fifa0)
4 By PR R R MR B R A% (sJIA) J OV NFEIE AT V9 (AOSD) B35 & %5 & L7 [ENE AR
% (Sobi. ANAKIN-303 &) (28T, KHIDOH LY i&Uﬁ/}:rﬁ SR EINT-Z L, FBALNTE
FCAR i@%f%ﬁ@éﬂtﬁ%ﬁkfa LB L TWeZ Ennn, IR R EIER R PERAE 2 ). THCA
FEIEAT VIR ZRESUI R L L TRE LT,

2. DREXIIHRICEAET HIE

5.1 FEPRFBR IR AL & 7= BB ORI E . (R énﬁ:ﬁﬁl 5z HWTC, T17. BRERGE] @
HONKEZRIM L, KB OF R LM 2+ B AR Uiz b Cifs B OBIREITH =
Lo [17.1.1 ]

52 HERAIHMEEL LTy 7 a7y — RMUIEGERE (MAS) Z2FIET HZ &N dHDH, MAS &
PFL TV D EE TIEI MAS IZXT DR 2B S5 Z &, F72, AFIEGHIZ MAS 23]
L7=5803, B O RIEZEEICHET 5 & & bia, H0NIT MAS 12X 2 Y 29h
BEITH Z &,

(fiF7)

5.1 BITEDWES D sITA K TOY AOSD OIREIRR, BN TO 7 v azanLT as Nioxtd 2EITEHO
BEEE I E 2 TR BB ZRE LI ENE IR (Sobi. ANAKIN-303 55k) DO4fREMIZ
BOWTAAOEIMENRD b2 & WONTHFEHE R 7 v aanrFad N X HRITEHE
BEOAFREZ DT RBEOERARENT-Z &2 E 2, FRICAT VR EZK SN EBEDOE
—IEPE L LTCOMHMEE SN D, BARTIE, FH YL U THEHTE 24 RANT 720
ZEnD, BRRBICHAAN DI B ORPFILNE, JFH SN7FAIEIZON T, IRASCE

DGR AR DE DN 2 B L, ARANOF MK VRV %2+ 2B E U7 Tl B o
WPITONDZEDREETHDLZ ENLRE LT,

52 HOSEREBREDTTY, sJIA KON AOSD BB TIE MAS FBELD U A7 BN\ Z EBF LI
TUW5, MAS 235881 L72BRIZIE. MAS IZxF L GRIED U 2B NN E L 725, — 5T,
MAS 7233881 L 72 B=1 _%%ﬁﬁf%f%é SJIA }2 Y AOSD DRk OB IT Y EIC L v EE
WCHIBr SN D Z ENEELEZ, EERETLI L E L,

3. RERURE
(1) AERUVHAEORS
WE . AR O 8 7 A LU ED SR 10kg LLEO/NRIZIZT T (B fHz) & LT,
KEIGCTUTER TEET 5,
K 50kg LA E ;18] 100mg 2, 1 B 1[A]
{REE S0kg AT : REE 1kg 4729 18l 2mg 2 1 H 1[A]l, 7233, 16 WA OBE BT, 2k
A7 a8, IKE kg 4729 1 [l K 4mg £ THETE 5,

(2) AERUVHAEORTEREE - R
W44 ClX, Childhood Arthritis and Rheumatology Research Alliance (CARRA) [FEFRAFRERIZ IS & |
SHA (2B A AK OB &% 2mg/ke/H (K 100mg/H) & LT, fiK 4mgkg/H (5K 200mg/ H)
FECTOEGEHLEL TG 1519 HERHECH 5 2mg/kg/ H KON dmg/kg/ H %, E N H AR
(Sobi. ANAKIN-303 ) . #EAME5 MAHGUER  (Sobi. ANAKIN-301 #R) Mo ONAZR SCHROD B AR 42

10



TOMAEE»S LEMTOENTEY ., HKHAED dmgkg/ F 1L, BT & 725 2505 ST
HEnTing 1720,

INEROEFEOT — 2 NG REMEYBEIRE ST A — X O EEICES & RIKED/NR
TIEZ7 VT T AREWED, RERO/NETCIERERALETHS (IVIL 3. fHEEM (R

L—ya ) it OEBH),

AOSD DIRIEIZEIT DARKNOHNMEIL., A1 & OIEFIEREFICE O 1 o & BIEA LIk
BEREBR TG STV D 2, AOSD (2T 2 ARAIOANEICET 2= B F o A2 TR
U721 2 XA Cid, s & Lz _RCTORAFRIET 100mg/ H O E L ¥ A > Offi A
MG SN TV, 2O A XN IR ISR L Sz 8 B CHEE SN ARHIC X 2 gk
1T 80% A TH 7= 2,

TN OB ST T VT —F R OEIRHEBRO H &7 — 2 1%, sJIA XX AOSD TOLLF
DOHEZELT TV D,

» {KH 50kg LA EOBETIZ, 100mg/H DR THEG-HBHER IS, RE 50kg Aim D B TIX,
BA4A & 2mg/kg/ H THREIZIS U CHEZRET 208N 0 5, IR SR+ 72/ T,
4mg/kg/H ¥ THIE TX %,

o WRIRICHT D EAE | W ARICIHET 20 ENH D, SHERIEH L CWOD85A 2%, /)b
RCTITHEZRET 50, ABNC L DGO 2 Y EMA RN T 20 ERH D,

» {KH 50kg LA - ClE 100mg/ H . A 50kg A Tl 2mg/kg/ H (B K 100mg/ H) O H & CHEAf
L7 EANSEMAHRERIZ B WO THZEDNRD i, BARNERICRA OR 2N EOREITRD
DIV T,

AHN OB E R DONTIL, LT OBHN B A% 8 7 ALL R DRHE 10kg L EDEE & LT,

o WAMZIBWTEARKIDOXIR L 70 AF NpBFEIL, HE% 8 W ALLEDIRE 10kg LA EDE
FTHHZ L,

o % 8 I AR, RE 10kg RO BFILERRBRIHEAAN LN TE LT, YikfEMIck
DL R O 2 F I FTRE R TE M A+ Th D Z &,

o AHIZAKE S0kg RO BFITHGT HEICITMLEEN Y VUNITED & 9 (C38ik 2 Pkt
LChLEREGTHLERS DM, EECRET 5 2 ENRe i/ &L 20mg THY, Zi
I ZIRHE 10kg OBFOBRBHEICHEYS T2 2 &,

PLEXY | YUEHIEROHEZRE LT,

4. AERUVAEICEET HIE

7.1 AENC X DIEFOSZ VIR 1 7 A #%ICFHE L, SRR L T 561, HERE
(16 FEAT T 2> DR S0kg AT DBFE) CIEMOMFE D P B AT 52 &

7.2 EEOBSRERELRE (VL7 F=27 U7 72 AED 30mL/min A1) KB AR 2EE
(FEWTREEZET) T, AFIOMAREN LT 20N H D Z L, ARIOWLTTH &
DO HHEG 252 L, (92, 16.6.1 2]

7.3 A & A AWRIF O OF I DV TR K OVE ZIEITHESL L THieno T, JFH 28T 2
Z &,

(fif=3)

7.1 16 A 2> DR E 50kg Al O/ NRIZEB T, ZWERBP AR50, REICS U THELZ R
BT DUENRDDL LD, RIS 20 R OFR O B Z &2 1R LTz,

7.2 AANTEIZEIIC L - THRt S, EEOBHREREBE (CLg 2% 30mL/min Ajw) & OURH
BAREERE (BITBRELZED) T, AFOVEHMEES VT 70 ZARZEI 70%K O 75%I800
L7=Z &b, CCDS 2B % ICRE LT,

7.3 S IHIER 26 3 2 AWK OIRM SCEE S B ITHRE LT,

Ll

11



5. FRERAE
(N BRT—F1R v 5—9

FFA &R
FH A AR PIES M- A&
RERE 5 FTHA Bi%K P -1
A AR R B, ek, | BAEAL, | AMEAN STIA | AAI (TS
Sobi. ANAKIN-301 | ¥ EhfE, )% | EEM. 77 | X AOSD | 2mg/kg/H (Fx K 100mg/H)
Rk JEE O FEAT AR, % | BE 126 |4mgkg/ B (FK 200mg/ H)
it 5% 3 (7] TR (B F#&RG)
12 A O G- HIE K OVEBRHE
DA H% 4 B O
B
55 AR R B, etk | BIEA, Z | BARAN sHA | &# (K F#&5)
Sobi. ANAKIN-303 | W Ehfe, %% | HEMR, 77 | X' AOSD | {5 50kg LA I : 100mg/H
AR U O FEATR AR, £ | BF ISH] | RE S0kg Al : 2mg/ke/ H
i % (] (F K 100mg/H)
7T AR (RTF#EY)
o7 H#i
MEVE 2k S R 2 JE A
e G- MM - 52 M
i F 26 HH
SE L}
i A AR PIES M- A&
AREBRE 5 FHA Bil%k P 5B
% 1 FHFER Bie % 2 WH A | EEER G, I | SRE O | K
0530 A5k B FXOLFRARN | B3 7 a | gkl 12 61 | IBEA] (KD Y r_— K 80 %
BHELEEED | AF—r—, EER) 70mg (FFRARN XX
XTI NA AT | R AT A T #E)
_AZEVT 4 | TV T4 FaA (R Y _— |k 80 %
DFFAM &ite) : 70mg (2 F#5)
HiE 5
55 1 FRRBR ZatE, KB | EER. HE | SNE R | A EIRNES)
0503 #ABR RE. PUEME, E | 558k A 4361 1.0, 2.0, 3.0, 50, 7.0 KO
coli = K % 10.0mg/kg
MR T
% VER O FEAf HiE G-
55 1 FRRBR LM, EYE) | R, 7T | BARMNEEE | &K RN S
0541 3Bz RE, PUBUME, A% | BRI, B | A 304 | 1.0, 2.0, 3.0, 50, 7.0 KX
P DFEAM B 2 53k 10.0mg/kg
B TR (FRNES)
HL[E] 2 5
55 1 FRRBR EHERE ORREER] | JEE M. HiE | SVE AR | AR (B TERE)
20000268 7B DIEMERE, &L | FHABR BN 6 5], | 100mg
2. AEMED R BE B
FEAT EHT LA | RS
# 24 Bl
55 1 FRRBR JFHERErE & 2 A | FEE M. HE | S E R | AF EIRNE S
0563 #XER THBFICBT | 5HER BN 2 11, | 1.0mg/kg
Ly EE, &% JHF 4% 1B I 5
2. AEMED AT LA | RS
FEA #1201
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o AR
990758 ™!

JA BB
B2 O R

HFEHRE AL
BRI T AR
b, ZhEx
KE, ZHEE
. 77k&HR
i PREER

FEREA
oo AEA
JA B3 86
B (sIIA FBE
15 f51)

“EHEMmT
Z & AR %t R
H o AEA
JA B3 50
Bl (sIIA FB
11 1)

<EEREAL >
ARAI (BT #e5)
Img/kg/H (B K 100mg/H)

12 18 1]

< "HEWRT T ARxHRY >
KA (B F#H5)

Img/kg/H (B K 100mg/H)
TR (FTF&RS)

16 38 ]

EIIEEN
990779 FEr

JA BB
5 EMZAME (12
HHET) OFHM

990758 ik %
e T LTI-HRE
Exgrl Lz
B ke

Bl s =
A JIA BFE
17 B (sJIA
BE 2 )

FERY
AMELNJIA
44451 (sJTA
10 1)) *2

AAI (BT #e5)
Img/kg/H (B K 100mg/H)

®E 124 A

i % B R
Sobi. ANAKIN-302

R <EAE
5 (MAS) 55
T R 2D
FEf

Pharmachild @
JJA LY A b
U7 — 2Tk
SIFEMNAD
% 22 etk

AEAN SITA
B 306

AHA

MR OFEHEIRFRIZHE L T
HUI 3 D HTRAETE
sDMARDs, bDMARDs & 0
FHF TG

0.2~109.9 7 H

*1ARRBRIL, BB OMANED 5 TR Tl OIRRER R EE 2 YGT L, EEAMNZ A b LEMRICER L,

*2 990758 RO “HEEWM T T B AR O FLE] 17 B153 990779 REBROEMUNCBIT L, 14 Bl EHREIZ 58 T LT 990779
REROIEERINTBAT LTz, 990758 RERD —HEMR T 7 v AR RO 58 741 30 #111X 990779 Rk O IE & Wikl c m s

1TLT, T, 990779 iR OIE S Mkl OFIEE 44 il & 72 o7,
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Q)ﬁﬁﬁﬁ?ﬁ

) BEMRER (HERS)
amx&&mxzﬁgaut@mﬁxmﬁﬁ<%Mﬂﬁ>w
HRFF A | B, TR, B S
54 B A A BEHERA 30§

BRI 15 7FF27 1.0, 2.0, 3.0, 50, 7.0, 10.0mgkg (% 4 %) *XixT7 7 &R (6 #5)
Ze 3 WEEINT CHIEFRIRN R G- LT, B 2B OBt 6 72 RefiiaER
S BB ABE S, & ORI S B E K OV M OF M 4 Fhi L7z, &5
FET D 6 %I BIN O % EiE L7,

VTR o HEFLLT X7 3mgkg BT 3/4 HIIFRD Hiv, WaRITHEL OETH
D 2B DE. WAMER M OWHERTE AR 348 1 Bl CTh o7, 77 B ARRETIENL
H < BHD1/6 Bl \—nu&) Lz,

o WINOBERE IS b 2H M SUTRFTHIR T LAX—RINTERD b7,

o BEIRARAAE D HH 753;% DO EREIL, LTD LB Thol,

m@k)ﬁ)t)h%ﬁ@ﬁﬁmx77tfﬁf3ﬁ |, 7F %7 2mg/kg
M O Tmg/kg BECH 1 FIZRE O BTz,

- Jﬁl‘??ﬁk?)i%g@?ﬁ’)\ﬁ§7')“ﬂ?/7 3mg/kg M O Smg/kg #E T 1 1], 80
N IOmg/kg ﬁif 1 iz Zath %j/l/f;o

- WA LAT o —/VREOHNN, 77 EREET 1 HIIERD bz,

- AIMEROEEMN, 7 Z v REEE T 1527 2mgkg #ETH 1 HICERD 5
iz,

= FAY S NERD, T T 3mgkg BET 1 HNSHBLL 72,

o N—2TJ A &l L TER A ZRRIERF R T, IRIEU ORI EZ ZE (L A3
WO LN, EFRARFNEEN T - T,

o BHHIMIF O LEXICEE R Z(LITFR bf)%hfﬁ#o 7o

o BHHIH A TJ\’C@%EZ%%@MKE CEGITREO LR o T,

s TIhXLUTHEG46 HF?®E&(§#7*)‘%/7#@|§@\ T RTOPERE TRat:
ThoT,

X AFN OGRS NI HER O &
WE . AR OVER 8 7 AL EDDIRE 10kg UL EO/NRIZIET F% 07 (EEFHEZ) & LT, (REISU CUL T2 K T
545,
T S0kg LA E ;1[5 100mg &, 1 H 1
{KH SOkg Al : (AT 1kg 4729 18 2mg % 1 A 18], 728, 16 AWHOBEICEBO UL, 2RAHIREGAIE, KEH ke M
729 1 Bl K 4mg £ CHETE 5,
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2) ENFHHER

D JIAEBEZRRE LB E THRER (990758 &) 2¥

RRT YA

HEMEAS 2 T EIER L, ShtikdtR, “EHER, 77 BRI

PSES

FHEVERFREIERIEI R (JIA) BHE86 1] (SIA BH 15 flaate) [FEEMREAS
86 fil, “EEMRT T ARSI 50 B (7% THE25 B, 7T AR 25 ) ]

BRI 1k

BEIFIFEERTCTTFF 7% 1 B 18] 1.0mgkg (K 100mg/H) *O R T
H&2%r GEEREAL), 2B CTL AR X —DERITHEBE LIZBE
X, I EREEXET 78 (1 H 1A 1.0mgkg, f K 100mg/ H*) (2 1:1
D THEELE TS, ERTFT 16 BELENEGZ%Z 0 (CEERT
7B ARXT D),

o SJIA BESIZHBITH CRPIEOHRIZILLTO LBV TH-T-,

SIINEBESDAR—XS54 > (Dayl).
12 BROIFERARV 16 BREDEHREID CRP {E (mg/L)

NR—2ATA | 2k 4 8 i 12 R 20 24 JME | 28 HHHEE
(n=13) (n=13) (n=13) (n=12) (n=12) (n=8) (n=8) (n=8)

94.0 30 1.0 1.0 1.5 1.0 1.0 1.0
(36.0, 147.0) | (1.0,26.0) | (1.0,22.0) | (1.0,37.0) | (1.0,96.5) | (1.0,14.5) | (1.0,24.5) (1.0,5.0)

Tk (55 1 Mo hagk, 5 3 AR

*1 AREBRAFERHE EEMEREE Y v~F (RA) | OBV BTV,
*2 L ARUZ =i, JRA 27 & v hERE TEEIEREIR S & 6 2 B0, "TEiskHRO & 2 BIfio%, BERiIC X 5 JRA TEH)
PEOFAM, BEBUC K D IRA IHEIPEOFHMG, N E R (CHAQ) . ZRIMERIEKEHE (ESR)] @ 6 THH D H H 3 THH
PLET, _"=ZF A 5 Weekl2 F TIZ 30%LL EOUGENTRD B, 30%LL EOHEENRDO LNLEHEN 1THEUTTHD

BELERLE

*3 FEEREAL  SITA B 1501, —EEMT T B ARLRE « sJIA B4 11 41
X OARFNOFGREINZHIEROHE
W, AR O 8 1 HLL B KE 10kg LLEO/NRIZIZT F% 0T (ElaFHiz) & LT, REICSCTUTZET

£54%,

{4 50kg LA E 2 1B 100mg 2, 1 H 1[H
R 50kg A : AAE kg %720 1[El2mg % 1 B 1 [\, 728, 16 AW OBEIZBO T, IRA+H025GE1, KE kg X4
729 1 [Flf K 4mg £ CHETX %,

@ ERNFEMAEHER (RIEAIEER) (Sobi. ANAKIN-303 FXER)
(V.5 (4) 1) AMERGEERER] DOES M

Q@ B EMMARER (RIEAVEEER) (Sobi. ANAKIN-301 5RER)
(V.5 (4) 1) BzhEmGERER] OESMK

(3) AERBRRSR

BB L
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(4) HBREERIEAER
1) AEREEER
@ ENBMAERER (BREEAIFER) (Sobi. ANAKIN-303 EXBR) »

H AARND AT IV B REAEERRRIERIEI R (STTIA) KO AFIAE A F /1
J5i (AOSD)] BEAZXRIR L LTT T2 TR THE DA L RNE 21
a5,

HEBRT YA MEVEL . —HEHR., 77 R, ShigkdtE, IR

PO HARANAF VIR (sJIA TN AOSD) H3# 15 #i

(T X THEBH. 7T BAREET )

AR ALY o 1% 8 1 HLL R, {KE 10kg LA ED BEK O E B
(=74 o BWTILHET It > TAT VI E 2T S - BE
o LLFD 3 DOMEK OERIC L VIFEMER TH D Z LR I N EE
— JRENEBIEI N 1 BIELL EIcA BN D,
- CRUGHES > 237 (CRP) 30mg/L
- BERAT EBLINIC, ERICERT 28— R23 1 FIEL AT,
o HERHT3 BRI IO 7V R=y u VAT Img/kg/ BFYSLLT (K
60mg/H) DOIHHNZLE LI-HETROKEG SN TWDLAITIE, EEERE
ELTRDD,
o ARMbMLFH—F (MTX) 1&, BEaET4 BELL EICbVLZELIZHE
QQ0mg/m*HLLT) THEEINTWDHIGES TR, ARG HE L TR
Do
*1%#% 16 FEARTM OB AL ILAR 12 & 5 FAEDSETIR 2 (sJIA ICBI9 % CARRA FEHE) | JEHER
16 Ll LD A1 AOSD IZBIT 5 1L 0 0 HHE ) (2t 5 T2,
*2 %éf?mm%z PEBITHK T 5 38.0°CLL LKA
*3 ARFLCTHER SN TN D MTX OFELR O E (k) 13, T<BIERER 2 8 5 R R R i 4¢ >
ﬁﬁ\ﬁﬁﬁ$u®&55%ﬂllvﬁﬁ—l&LT4~Mm@#&Lalﬁﬁ$M@§5%%lﬂ
XX 2~3 ENZEILCRAOG T2, oF L& T 2548, ¥IAD 5 2 H B2 T 12 FEHRH
W Ckb4 25, 1 RIXIE2 BSEBRSOHAITERY O 6 B, 3 BISE#ESOHAITERY O 5 AM

FEHREET 5, Zhnae LS LIS IR, 2k, BEOFE, R, AR OCARFNHT DI
JSFIZE CCHET 2,1 Tho,

F 72 bRo FEE s THXU I ITEDMDA v Z—u A X1 (IL-1) HEEK [(IFFX~T
(= 7)) (BlaTHHz) DA ZHOWTEIEEEZ T 722 &30 D XUFBAEZ T T
WHREE, WX~ (BEHHEBZ) ICE2AHE8IZOWTIE, A%
@mkmuﬂmﬁmf¢méh1kw 732 130 H UL ORI 23888
L TWAEAIZITRD 5, EAR 0 XIXRERIMED IO D T ¥ X~ 7

(E’fi%;ﬁﬂ*ﬁx) ;LKEFJJ: Lf;)%% (22T j:ztgnit%ﬁ’\@%ﬁ ntuy) Eﬂfcﬁ
VN,

o XREEAT 72 HEM 3 H) LN ZvaaiF adf KON, HRNSE L <
BRI B G-, 3B ERAT 4 BRILINORE 7 1 7' ) v OFRIRNE 50k
R AT TR

o XERRT 4 EMILIN D~ 7 1 7 7 — UTRHAVIERRE (MAS) ORIENH 5 B
FOTEERET 4 B LANIC MAS & 2SR

o BERATNIZ A D 5 283G L Ty X AFF—F (JAK) PHEIR Y
VEBRGRAT 12 B LAN O Z OO il SR o 1aE 4 %21 - B

o BERAT4WEILIND ) X=7 (BIsFHIRZ) . SUTBERATIZ PR o
4 fEDRGE LT e W Z OO RESE ORI & % 1 T B

Jitk AR = 7 ] ki oo 2 Tk S 7,

a7 EERE EEREIE QB . FeEmxbHE (52 8 E), Le
PEIBBRFHA (4 BE, MEHICBAT LR T BHEDOR)

MERE « EE RGOk 260 @) . ZetEREE (4 H#H)
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e —EEMREIE QB TIXREEZT XU IHLE T T BREDON
FTAIVZIEIESIZEN O 1 7271,

Week2 Hith, sk O X TOBREIZ 7 HIOIEEHREE G (52 1HEH)
WZBAT L, 7% 07 O8E Z ik UIBIAA L7z, WeekS54 HPBEle IR A3
¥ UN 5 13 (DB -8 PR g A 5 & < O 7537 | N 2 s R D QA B SV
D5 %IEFEMRT Tk T 2 Z L ZAlREE LT,

<&E5FHHE>

[7F %2 F]

R 50kg LA LB IZIE 100mg/ H ., A 50kg A OB 121E 2mg/kg/ H
(e Kk 100mg/H) % 1 B 1[EZ FHRE Lz,

EEA L _EERHM T, RREOHEREIIARTE L,

Weekd KPeplc S ek (2L, 95, BAFIR UIBE W, CRP o L&)
WEHGEL TV DA, /MR (16 ki 222 50kg AKiiwi) TIET7 FF2 7D
HEZHEcEr2 L, AHES 200mg/H & LT 4mg/kg/H £ CTHIE
T D, XUET x0T OFGHEGIC OV TIRBRI:Y EMAERT 5 2 &
L7,

[77&R]
TFEUTORRICHYTHEBEO S ERE 1 H 1B RS L,
AFABREA A7 S 2 WRILINICLL F D L A % o —HEUEA -+ BE L. HHiC
a7 MoEmEGHR~BITSEDLZ L & LT,

LV RE o —HHE .

DEEEMEDHERRDE | L RREY v~F%4 (ACR) a2a7ky ho 6 HE™
® 95 3B LLET 30%LL EOMIERERD Hiv, FBEAOEIEN 3 B UL R
LTWDHIREE & EFR SN D FR

*1 RRBROFHECTlX, BELBIEE 156, THXIBLETTREOkE2:1 L, AT ILH
DIIEFUR 16 WA (SJIA) KON 16 mLl L (AOSD) OBEENZENEN 13 U LEERD L HAR
RBRETVA LT, LML, BTV AT AOREZT—D7H, BERLTWZ2:10
BT TR <, 1 HIGEWEND (HT osito Tl S e, BRIEITSERICHER SN- 720,
AR T —IZ X VAT T RIS 0o 7o, BB SN O OT — 2 _—2a v 7
T CHERF S LT,

¥ a7 NIRRT 4 v bBBO B, TFHHX T ORI L V2T 0 v FRELND
L BT E N, Weekd4 K O Week54 D SIEBERTOD 7 H BN 32 A £ 720y ACR30 it (28728 ACR30
BOG) DSF8D BB, 23D, WeekS4 KPesmi T 7 < &b 6 4 A M L CIETEEMMER Bk
HeA R L TV ARWEE

*3 A L DR BIGEINEO SREHE [RRNT e 7 RE (VAS)], BREMBUCL 225 REDE
WXEDEEAT (VAS) . JEEMEESA R S5 EE O, B NHIBE N2 EHi o, HiEEEOFE
fili [sTTA SR/ N ARG I ZE (CHAQ) . AOSD JRFITIT A X ¥ 7 o — REEREAMRE H 22

(SHAQ)]. CRP (mg/L)

FEAE

<A¥MEFMmEE >

(EECEEAGNEERED

o FENE LD T Week2 KBEIZH5 1T D ACR30 St (8428 ACR30 i) (B
AL 72 fEATIE H)

[ =3 H M Z2 BT 2 EIREHEE H ]

o Week2 KBERTD 7 HIZHEMN 2N &

o Week2 KERITD 7 HRENZIEZB N2 &

o FEEED R T Week2 KBEIZF51F D ACR50, ACR70 KO8 ACR90 )i
(2475 ACR50, ACR70 K% T} ACR90 SZJiis)

o [ERZ & % BIHEME DRI (VAS) DX—Z 7 A )26 Week2 Kt
* TOEA

o BEBUC X D2 RBOMAIFHI (VAS) DN—R T A )6 Week2 KBt
* TOEAL

o BB X D BBIEEE O SR (VAS) D X— R F A LD Week2
Sk £ TOEAL
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[E/E2A v —EE BRI ORIKEHnE H ]

* CRP, 7= UF¥, ~EZurEY, /ML OAMEEON—2F 1
5 Week2 Kt F THOZML

o Week1 K[z DM BLRT 24 REFIZHEEN 72N 2 &

o Week1 KBt D AN HBLRT 24 RFEIZHIZB R I 2 &

o FENE DR 2Week] KBEIZF 1T D ACR30, ACRS0 M2 OV ACR70 )it
(2475 ACR30, ACR50 KT} ACR70 JZJiis)

o [EATIC K 2 ZRBIFENIE DO RAIIEHT (VAS) DX—Z T 1 b Weekl K
* TOEA

o BABUC & DB IRED AT (VAS) D=2 T A 27» 5 Weekl Kl
F O

o BFEBUT K 2B BENEETRE O SRR (VAS) D_—2F A 55 Week]
Sk £ TOEAL

* CRP, 7=UFr, ~EFZubEy M/IMEROCHLERDOR—=2F A
2B Weekl HfEE TDZAL

o JEARBAGIELDX—RZ T 1 D Weekl P E TOZEAL

o JESREBEEIE D R—R T A D Weekl KRt E TOE(L %

[ = 7HIoIEE MG O IR EH ]

o SKBERTD 7 HRENIHED 722 &

o SRBEHID 7 HRENZWEDR 722 &

o KBERTD 7 HEIZIH T 25 E £ 720y ACR30, ACR50, ACR70 KX
ACR90 fits (278 ACR30, ACR50, ACR70 & TN ACR90 fZ)i)
PERIC K 25 BIREIE O SAIFEHE (VAS) ORX—R2 T 1 b DL
BEBUZ L 52T IREOLATFHE (VAS) OX—R T 1 b DL
BT X D B BREEIR O SIRHE (VAS) O_X—R T A b O L
CRP, 7= UF ~EZrbEy, WIMELEOTAMEEDOR—ZF A
NH DAL
JEARBAFIEL D RX— R T 1 D DEAL

o JEIBIHiIE DO R—RA T A b DAL

o FHIEEIMEA LS o %

[ = 7 ORI REEAnTE A ]

o IBRIEDOE G- Ik

« ZvaANTF AL FOWK

o Week54 kit CcHO /N aaFas Rofhd

(ACR LD EZ)

ACR30, ACR50, ACR70 &N ACR90 &Jinix, LA FD ACR =27 &~ b 6 HH
DIBLIBEALULET, R=RX T4 UDBEZNTN30%. 50%. 70%K T8 90%
UL EOBENTED B, 30% 52 B2 AHEENRO LNAHEEN 1HALLTT
HHrZLE LT,

ACR =27t | 28731

o [ERTIC & 2 BIEEMEDOSMBAFEM (VAS : 0~100mm)

o BF/BUC X DEEIRREDEMAFEM (VAS : 0~100mm)

o JEENEBAFIR N A DS BT O% (EREIEIEL, MEARBIEI S 2 W AT
B UIERC L D2V SR & 0 5 B TR O HI RS & 5 BIHi%)

o B X 3R S A5 BEF 0%

o HAERED RN (sITA Hi& 121 CHAQ. AOSD #1213 SHAQ)

e CRP (mg/L)

FEENTIRBIZ LV IRIED 38.0CLL Rz s Z L EEFEK LT,
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(%% ACR RGO EZR)
LFE ACR RSO EFR &7 L, OB EITER T 2 JE8 (KR 38.0°C LA L) ™
DR WG ZIRT

<ZeMHFmER >
FEFRSL, BWEH., EERAEFR, B5PILICE-T-AERESR, HEC %

<SuREIRME>
PUEMBUA (ADA), ZZERIGHTE, A (NAb)

*1 Week2 KPBERTD 7 HBIZHKBISIER T 2 REAE b

*) Week 1 RO FEAMSICBERT 24 FBERETIZHE BITHE R 3 2 BB E Eb 72

*3 DRBIEEIMEZ: U (XPANISRTHEE DT A =2 b A EAFTMEE T 5,
HEEREI R A A O N DB 2, AF VRIS D IREE, 895, RS, FFIE R 04
EPEY o EIERSERD S A7e . CRPESIEFFPHN, A K 2 5 BT O 2R O
A 27 A 100mm @ VAS “C 10 mm A, WONTFHIDO ZDIE Y 23 15 5580 F

*4 Weekl BEDFEAGRBERT 24 KE XUXZ OO RKBERTD 7 H IR BISER 3 2 FE

AT 1 < fRHTRH LR >

BT = 7 BNCEE U 72 EERHMEE B L OV O T OB AL O T
X, IR OIRNTRIGHEN (FAS) % VW CENE L7z, FAS IXEA{LIc X - Tk
BRENEI D AT 52T _RCTOEED B S 1U72, Intentto treat (ITT) D JFRHI
WZHEWV, BEEALTNETEIY (11T S8R AW TRE 2T LT,
VR MR R R AR 2 R R U, 1RO 5% 1 [Pl BT
72T _XTOBRENOHER ST,

<fEHTFIE>

FHRHIE F 345 5 58T ACR30 KOS (8028 ACR30 i) 253880 BT fE
FOEG, YT FF U T8LE T T REETORIGRDZEKL O IGT 5
90%(FHX[H (CD Z7~L7=, ACR30 Kt (2428 ACR30 Sity) FRd Hiv7-
BEOEEE 7 4 v ¥ v —OIEMERERRE (A EKRE 5%) % HO TR
L. 7T ZHICEIT D ACR30 Kty (BZ ACR30 iy) Hided bl
FORENT Z BRI LT ABICEWGAIZ, TR IO T
IRBEICRTT D ERE DS GE S Nz & Uiz, TEEHMIE B O T, TiHES
(Week2 SEBERTICIRBRIE DI G- 2 H ik L7233 E . Week2 SEFERIIC L A % = —
FEMER T2 L7236 . Week2 KBEailZOf AR (L3R fl I A BRAA L 7235 4) 0358
DoNTFBREEL ) L ARE—L LT,

AEAL _EERMIME T X 8L 77 B AR Tk U 7 i K RE
T8 B 1. Wilcoxon A 2 72K < IEMERNEMMRE 2 AW TN L., &5
fil#= & L C Hodges-Lehmann #ff € &% 7~ L7,

a7 WIOIEE R G BhE T A BIKEEE H 1%, flabseit &4 VG L 7=, 45
FHMIE H OFE R, FERIICT T %0 T 2R G SN T _RTOBEDT — X 25
VEA(L —EERMIMOBR G & ROZEORRICR L, 728, FEEREGH O
RIREHIEE A X, FFERGHIRICBAT Lo 2 R L CElIa 2R L,

T EFHIE B R ORIREEHHIE H i >\, MANEO v aarFal Ko
i DA R FREBFIERFOEET [16 Mok (SJIA). 16 #LL L (AOSD) ],
NR—RA T A REORER] (50kg K. 50kg LA L) T, V77— Tfigr 247
92 ERFERIHRE SN,

Tl
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HEBRER

BEDOHNR

HEAL _EERMIKICIX, A2V —=27%5ET Lz 1561 (sJIA 25 5 5, AOSD &5 10 #i)
BT TR UTHEXTT T B ARHEOWNTNEESIZE 0 TR G L. [T T 8
Bl (sJIA fBFE 4 fil, AOSD fB8F# 4 i) . 77 BARHE 7l (JIA FBFE 16, AOSD & 6 i) ], Z D9
B, T EAREED 1 HlE, BEACCESRHEFICEREREIC L 0RBREZFIL L, £, 77
TARBEOHD 1 FliL, EEA - EERBIETICL A% 2 — USRS L2720, E\BIEAL - EE
BRI A2 Ik L CEDICIEEREGWIRICEIT L,

VAR o —HHEITEY Le 7 7 B ARED | Bl &5 Teit 14 BlIXIEE M 58I 2 Bi4n L7, IEE M
HHMTT X 728530 40055, 5HIRRBREZFIEL, 9 BINEERKZGHIMEZRET
L7z, sBR s mL, AFEFSR Q) KOAMED XM 24]) Tholo, IFEEMBGHIZ T
TLE9BIDYH 1 BIMBHESENCREIT Lo, 8 BTSRRI TE 3, RetEBRE 2 3 L T
RBREET LT,

AR

(@GS RAEERED

WHEEE DR Week2 EBEIZE1T 5 ACR30 Kits (B(Z ACR30 is) (BREFRYREITHRER)
T LD Week2 KBEIZI1T 5 ACR30 Kty (B2 ACR &) a8 HaLT- BE OEIA I,
TR THET 87.5% (78 B) . 7T B AREET 14.3% (1/7 Bl) Th - 7=, FHEEMIZEIT 73.2% (90%Cl
29.3~94.8%) . P fEIE 0.009 (7 1 v ¥ ¥ —DOFEMHEERE) THY., 7T IHOT 78R
BRI D S RGE S T,

FREEHFEDIE O Week2 EFEIZEH1T45 ACRI0 &It (RZE ACR30 RIt) ARBHLNI-BEDEIE

TR TRE

75w AR

FEAE D720 ACR30 SN FED b= BE OIS

87.5% (7/8 1))

14.3% (1/7 $1))

BeHREMZE (90%CD) ™2

73.2 (29.3~94.8)

P {f"”

0.009

*1 Week2 KBER10> 7 A MICHRBISEK - 238 % b 72
*2 ENIEOMEOEEIE, 7% 7 TOEMMEE RS, Cl O HIZIX Santner-Snell 1% V72,
*3 FEAKE S%D T v — O FNIERERERRUE

[EZHZEMT 5EIREHGEE ]

B Week2 kBEATD 7 B BIZREDS 2N &

Week2 KBEaid 7 B RICRBN 2 WEEOEIGIX, 7T 8T 87.5% (18 Bl), 77 BARHET
143% (1/7 ) TohH -7,

Week?2 sEfzaiid 7 BREICHEBANGZLVEZDEES
TR TRE
N5 A 12.5% (1/8 fil)
Week2*2 87.5% (7/8 1)

¥ A7 ) —= 2 TR AT IVIR OB O 7= DITINE SN REKL OB OFT — 4
*2 Week2 KPEnid> 7 HH

75w AR
28.6% (2/7 1))
14.3% (1/7 $1))
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B Week?2 EBERID 7 HBIZRE BN &
Week2 KPR 7 ARNCEB N2 WEREDEISIL, 7TFHF U T TR.5% (I8 #)). 7 AT
143% (1/7#]) TH-o7-,

Week2 EBzRIMD 7 BEIZRENGEWEEDEE

TrEX TR 75w AREE
N—2 T A 37.5% (3/8 f51)) 42.9% (3/7 51)
Week2™2 87.5% (7/8 #51)) 14.3% (1/7 1)

¥ A7 ) ==V TR AT VIR OB O T DITINE SN =R KL OB OFT — 4
*2 Week2 KPEnid> 7 HH

WRBZ L7220 Week2 EERIZEIT 5 ACR50, ACR70 T ACR90 K)its (2% ACR50., ACR70

KOV ACRY0 [Xis)
FAZ LD 2R Week2 KBEICI 1T D ACR50, ACR70 MO8 ACR90 )i (228 ACR50, ACR70
J O ACROO [Uiis) D38 BN BEDOEIGIE, 7% TRET 87.5% (7/8 i), 87.5% (7/8 f5il) ¥
62.5% (5/8 ). 7T ERFETIINTNOIES 143% (1/761) Th-o7,

Week2 SEME(= 451+ % ACR50. ACR70 B Uf ACR90 /i (% ACRG0, ACRTO B UF ACRI0 &it) At
ROoN-BEDEE

T UTRE 7T AREE

FEENZ LD 720y ACRS0 UGS FRD b7 B DEIG 87.5% (7/8 f4l) 14.3% (1/7 f51))

FEENZ LD 720y ACRT0 UGS FRD b B DEIE 87.5% (7/8 f4l) 14.3% (1/7 f51))

FEE D720y ACRI0 SURFR D b7 BFE DOEIE 62.5% (5/8 51) 14.3% (1/7 $51))

* Week2 KBERiT0> 7 B IR BTN 3~ 2 FEZ (L2

WEMIC L 2 RBFRSMEDOLSRATTM (VAS) O_—2F 4 b Week2 Kt E TOEAL

EERTIC & 2R BIREME O 2R EEHEICE 4% VAS 227 (VAS 0~100mm) DX—RA T A b
Week2 KBt COEBEOFREIL, 7FHF T8 @® f#) T—355, 77&AREE (74 T—15.0
TH Y, FE5REMZ (Hodges-Lehmann #E7E &) 13—17.5 (90%CI: —46.0~13.0) TdH-7= (P=0.198,
£ H Fo PfE. Wilcoxon A IFEE) .

WAL B L 5 2TIREBOEMRTEM (VAS) DR—Z 54 )5 Week2 KBtk THZEAL
BEBINC LD 2F RO SRR TS VAS 227 (VAS 0~100mm) D_X—Z T A b
Week2 KBt £ COEBEOFREIL, 7FHF T8 Q@ f#) T—345, 77&AREE (76 T—27.0
TH Y., FE5REZE (Hodges-Lehmann HEE &) 1L —21.5 (90%CI: —53.0~11.0) ToH -7z (P=0.160,
2B Eo P E, Wilcoxon FHIHIE),

W AEE I & 5B BEERE OSRAIEE M (VAS) OR—R 5 A4 b Week2 Kt TOZEAL
BB X 2 PR R BT O X HIRENIZBI 95 VAS 227 (VAS 0~100mm) DX—RA 7 A 17
5 Week2 KBt £ TOEEDO T RAEIL, 7FF 2 T8 @ #]) T—455, 77 vAREE (7#]) T—19.0
THY ., FE5REMZ (Hodges-Lehmann #£7E ) 13—19.5 (90%CI: —60.0~10.0) TH -7z (P=0.221,
2B Eo P E. Wilcoxon FHIHE),
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(R (b — B B R O B REAG A ]

BCRP, 7=V F v, ~ETuby, M/IMEEORMREDN—RF A H 6 Week2 i E T
DEAL

CRP D_—RZ T A i35 Week2 P £ TOELEDOFRAEIL, 75 % > T8 (8 i) T—41.90mg/L,

7R (7 #]) T—38.00mg/L THY ., FHEMAE (Hodges-Lehmann #EE /) (F—17.95mg/L

(90%CI : —70.40~31.50mg/L) TH-7= (P=0.433, % H LD P, Wilcoxon F{HfE).,

Tz VT DR—RT A D Week2 FPE £ COZALEDO P YT, 7F % > T REQ i) T—1157.85ug/L,
7T BAREE (7 #1) T—888.50ug/L THV ., HGHEMZE (Hodges-Lehmann #EE &) (X —106.50pg/L
(90%CI : —2760.20~1415.30pg/L) ToH-o7= (P=0.347, 4 H LD PE. Wilcoxon A HIME) .

NETBEVONR—RAT A UG Week2 Ktk COEMEOTIEIZ, 7FF T8 8 f]) T
145g/L, 77 REE (7 #1) T—20gL THV, HGHMZE (Hodges-Lehmann #EE &) 1% 15.0g/L
(90%CI : 6.0~22.0g/L) Tod 7= (P=0.005, 4 H Lo PfE, Wilcoxon F Ik E) .,

M/REL D= T A 5 Week2 Kk COBMLEDO T RAEIX, 7 X% T8 4] T—100.0
X10%L, 772 ARHE (74]) T—41.0X10%L TH YV, BHHERZE (Hodges-Lehmann #£E &) 13 —63.5
X 10%L (90%CI : —182.0~23.0X10%L) TdH -7 (P=0.116. 4 H E® P . Wilcoxon A {lI{E) .

HIMMERE D R— R T A 5 Week2 Kt F TOEEOFRAEIL, 7FHF T8 (8f]) T—5.495
X10°%/L, 7" Z7&HREE (76]) T—0310X10%L TH Y, HHEEHZE (Hodges-Lehmann #EE &) |1
—5.660 X 10%L (90%CI : —17.930~0.650X10°L) Td~7- (P=0.116. 4 H ED P fE. Wilcoxon A
HIERE) ,

B Week1 3Bz O FLMSRBERT 24 FRRNIZ B 2N &
Week1 SKEBE DRt KB RT 24 BRI RN 2 WEBE OEIEIX, 7FHXF U TR T87.5% (18 %)), 77
BAREET 42.9% (3/741) TH-oT=,

Week1 SEfE Tl R FE AT 24 B IS REN G VEEDEE

TR TR 7T B REE
N—2 T A 12.5% (1/8 #31)) 28.6% (2/7 1))
Week1*2 87.5% (7/8 #51)) 42.9% (3/7 f51)

¥ AT U == THHZ AT VIR OBE O 7= DI SN2 R ORIZ DT — &
*2 Week 1 SRBE DMK BERT 24 HEH

B Week1 Rt DOFHERBERT 24 R RB N 22 &
Week1 Rt DOFHMRBERT 24 FERICHIZ DN 72 WEEOEIEIX. 7FHXF T8 T 87.5% (7/8 ). 7
TR ARBET143% (1/76]) ThoT,

Week1 e Tl K frl 24 BfE IS RB NG VWEEDES

TR TR 7T B REE
N—2 T A 37.5% (3/8 f51)) 42.9% (3/7 51)
Week1*2 87.5% (7/8 #51)) 14.3% (1/7 1)

¥ AT U ==V THHZ AT VIR OBE O 7= DI SN2 R ORIZ DT — &
*2 Week 1 SRBE DMK BERT 24 HEH
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W REZE LD 20 Weekl EFZIZEIT D ACR30, ACR50 T ACR70 Kt (2%Z ACR30, ACR50
KO ACR70 i)

R ED IR Week] SEBEICEIT D ACR30, ACR50 X TN ACR70 it (2228 ACR30, ACR50 J (X

ACR70 i) N8 b i=BEDEIRIL, UTDO LB TH-oT-,

Week1 EBeIZ$ (+5 ACR30, ACR50 B TF ACR70 sits (2% ACR30. ACR50 B Ur ACR70 &%) AN
ROLN-EEDEE

TR TR 7T B REE

FEEAE D72 ACR30 SN D b= BE OEIA 87.5% (7/8 1)) 14.3% (1/7 $1))

FEEE D720y ACRS0 SRS 38 Bz BE DOE|E 87.5% (7/8 1) 14.3% (1/7 1)

FEEE D72y ACRT0 USSR Bz BE DOEE 62.5% (5/8 f51) 0% (0/7 #1)

* Week1 Bt DA SRR 24 R

W EANC & 2R BEEMEDOSRIFEM (VAS) OR—RF A )35 Weekl KBt E TOELL

PERMIZ & 2 PR BB O AR AFHIIZEE 9% VAS 227 (VAS 0~100mm) DN—AT A D
Weekl KPiE COZLEOFRMEIL, 7FF T8 @ HFl) T—295, FZ7&HREE (5#) T—10.0
ThV., 57 (Hodges-Lehmann #EE f) 1£—24.5 (90%CI : —50.0~3.0) TH -7 (P=0.064,
Z B B P{E., Wilcoxon HHIEE),

BAE /B X 225 REBOSBROFHE (VAS) OR—ZF A4 Db Weekl Ktk TOEAL
BEBUC L D 2T REDSAFHNICE T 5 VAS A=7 (VAS 0~100mm) D_X—ZF A hb
Weekl KPLE CORLEOHIfEIL, 7 T8 Q8 fF]) T—27.5. 7Z7&A# 5#) T—10.0
ThY ., H5EMZE (Hodges-Lehmann #£E &) 13 —23.5 (90%CI: —51.0~4.0) TH -7z (P=0.118,
£ B E@®P{E, Wilcoxon F1{HI{ETE),

W AEE B X BB RBEEE O-SREFE M (VAS) OR—ZF A )5 Weekl KEeE TOZEAL
FBE BT X 2 R BB O 2 AFHMIZ B 9% VAS 227 (VAS0~100mm) D-X—RAF A )
5 Weekl kpe £ TOLLEORIAEIL, 7% T8 841 T—39.5, 7T AR (541 T—20.0
ThY ., BHEEFZE (Hodges-Lehmann #EE &) (X —8.5 (90%CI : —46.0~20.0) TH->7= (P=0.311,
4 H Eo P, Wilcoxon FEIMEE),

BCRP, 7=V Fr, ~E7nbEy | WMEBROHLEBEDR—Z T A >5H Weekl KB E T
DEAL

CRP D_—RAF A )5 Weekl KBt E TOERLED FRAEIL, 7 FF > T HE (8 1) T—42.30mg/L,

77 RAREE (5 ) T—2670mg/L THY ., HH5HEMZE (Hodges-Lehmann #EE &) 13 —20.70mg/L

(90%CI : —78.70~1.90mg/L) T ->7= (P=0.078, 4 H LD P i, Wilcoxon JHIFE),

72U FUDR=AT A b Weekl KL E TOZE RO HFIAEIL, 77 % F B (8 51]) T—509.30pg/L.
7B AREE (5 ) T—785.00ug/L Th Y | H5-EEHZE (Hodges-Lehmann #EE ) 13 —536.60pg/L (90%CI :
—3003.20~633.20pg/L) T -7 (P=0.528, 4 H LD P, Wilcoxon H1RIHE)

NETBEYDR—RT A B Weekl KiE TOZALEDO R YAIE, 7% T #E (8 i) T 8.0g/L,
77 eAREE S#]) T10g/L THYH, H5HEME (Hodges-Lehmann HEiE &) 1% 6.0g/L (90%CI : 3.0
~11.0g/L) TH-o7= (P=0.022, 4 H LD PfE, Wilcoxon HlIFEE).

M/EE D R— AT A 5 Weekl Kk COELEDOTHRAEIX, 7FF> T8 8% T—16.5X
10°/L, 7"Z&AREE 5H) T1LOXI10°/L THY, EHHMZ (Hodges-Lehmann H#EE &) (F—7.0X
10°/L (90%CI : —106.0~89.0X10°/L) Tl ~>7= (P=0.431. &4 H Lo PfE. Wilcoxon HIfE),

FIEREL D _R— 2T A )35 Weekl £ COZMEDOHIEIL, 7% T8 Q8 B]) T—4.525X10°/L,
7R EE S H#I) T—1.840X10°/L TH Y, HFEHEMZAE (Hodges-Lehmann #EE &) (3—4.755X10°/L
(90%CI : —12.090~1.620 X 10°/L) Td->7= (P=0.177. % H LD P . Wilcoxon H1AIIE) .
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WERRBEEE DO R—RX T4 Db Weekl Kt E TOEAL

Week1 SKEFZIC BT D IEIRBIEI S (F i) (oW T, TFXRU TR BfF)) TIEFN—RAFA 2D 5.0
B 15 I8 L (B{bgEFIfE : —0.5). FTEREE () TIER—Z2FTA4 D20 705 1.0 14
fbL7z (BfbEHPRfE @ 0.0), Z{bEDOFGHMZ (Hodges-Lehmann #£E &) 13—1.0 (90%CI : —6.0
~0.0) Tholz (P=0.074, 44 H LD PfE. Wilcoxon FIFE) .

BER B D R—Z T 4 D Weekl KfeE TOZAL
Week! KBl BT 5 ERBEEH (PRE) (oW T, TR I8 @) TEX—RT7A4 2D 1.0
16002l (ZEEFREAE0.0), 77 EHREE SF) TERXR—ZATALD30DEETHoT
(ZAb B RE—1.0), ZILEOE5HERMZE (Hodges-Lehmann #£E &) 13 —1.0 (90%CI: —15.0~2.0)
THo7- (P=0.488. %4 H ® P, Wilcoxon F{AIFE) .

(2 7HDEEHRRGHEORIRFFMHER]

FEMRBEGEHMEO 177X F8 ) ITEEA L EEMBR T X ZRICEIVF T 6, FEE
BRI GHIRICT % 0 7 O G2/ LT BERE, 177 8 R/7 % 0 T8 13EER b —HEm
T ZBRECEIVT O, FERBRGHIBTTY X0 705206 L EBEHE~T,
BAEAL _EERYIKC7 7 AR BICEELICEH OV HT N 7B b, BEAL EE R
ZET LTE S BIRONL A o —FEHEIZEEY Lz 1 BloOFE 6 BInIEEMmE GHIMICBITL T %
T OG5 R LT,

WRBERTOD 7 B B RBR RN &
Week4~Week54 KLz T, KBERTO 7 HREICHEED 2 WEBEEZEOFIGIILLTO LB Th-oT-,

kFERTD 7 BREICERAGTWEEDES

TrR TR TTRRITF X TR
NR—2F A 12.5% (1/8 i) 16.7% (1/6 1)
Week4 62.5% (5/8 ) 100.0% (6/6 1)
Week8 87.5% (7/8 f4l) 100.0% (6/6 1)
Week12 87.5% (7/8 f4l) 100.0% (6/6 1)
Week16 87.5% (7/8 ) 100.0% (6/6 1)
Week20 87.5% (7/8 ) 100.0% (6/6 1)
Week26 75.0% (6/8 ) 100.0% (6/6 1)
Week34 75.0% (6/8 f4) 83.3% (5/6 f41)
Week44 62.5% (5/8 f4) 83.3% (5/6 f41)
Week54 62.5% (5/8 ) 66.7% (4/6 151])
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WRBERTD 7 BEIZRB RN &
Weekd~Week54 KBTI T, KEEATD 7 BRI ZBR 2 WEZEOFIGITILLTO L BY ThoT-,

XFER1D 7 BRIZEBAGTVWEEDES

Thx TR TITRRITF X TEE
NR—2F A 37.5% (3/8 ) 50.0% (3/6 1)
Week4 75.0% (6/8 f4) 66.7% (4/6 1)
Week8 75.0% (6/8 f4) 83.3% (5/6 f41)
Week12 87.5% (7/8 ) 83.3% (5/6 i)
Week16 87.5% (7/8 ) 83.3% (5/6 f4i)
Week20 87.5% (7/8 ) 83.3% (5/6 f4i)
Week26 75.0% (6/8 f4) 83.3% (5/6 f41)
Week34 75.0% (6/8 f4) 66.7% (4/6 f41)
Week44 62.5% (5/8 ) 83.3% (5/6 f4i)
Week54 62.5% (5/8 ) 50.0% (3/6 1)

WRBERTD 7 B BT 5 R 8% 72y ACR30, ACR50, ACR70 & UV ACR90 i (% ACR30,
ACR50, ACR70 }%U' ACR90 X))

Weekd~Week54 KBlZ 3BT, KkBRRTD 7 AT IS 58 E £ 720y ACR30 KU (2425 ACR30

FOS) D b BEORIGIIUT DO LB ThoTo,

ERERID 7 BREIZEH 1T 5 FEEZH 7% 0 AGR30 &Is (BZE ACR30 Rit) A @O onf-EEDEIE

Thx TR TITRRITF X TEE
Week4 62.5% (5/8 ) 100.0% (6/6 1)
Week8 87.5% (7/8 f4l) 100.0% (6/6 1)
Week12 87.5% (7/8 f4l) 100.0% (6/6 1)
Week16 87.5% (7/8 ) 100.0% (6/6 1)
Week20 87.5% (7/8 ) 100.0% (6/6 1)
Week26 75.0% (6/8 ) 100.0% (6/6 1)
Week34 75.0% (6/8 f4) 83.3% (5/6 f41)
Week44 62.5% (5/8 f4) 83.3% (5/6 f41)
Week54 62.5% (5/8 ) 66.7% (4/6 151)
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Weekd~Week54 SEFZIZIBUN T, SERZRTD 7 BHENZE T DAL D720y ACRS0 SOits (2225 ACRS0
Bin) DR bN-BEOEFIILLTFTDEBY THhoT,

ERERID 7 BREIZEH 1T 5 FEEZH 7% 1) AGRD0 &Is (BZE ACRS0 RIit) A onf-EEDEIE

TFXTRE TTRRIT X TRE
Week4 62.5% (5/8 1) 100.0% (6/6 f41)
Week8 87.5% (7/8 1) 100.0% (6/6 f41)
Week12 87.5% (7/8 ) 100.0% (6/6 1)
Week16 87.5% (7/8 ) 100.0% (6/6 1)
Week20 87.5% (7/8 1) 100.0% (6/6 f41)
Week26 75.0% (6/8 1) 100.0% (6/6 f41)
Week34 75.0% (6/8 1) 83.3% (5/6 fl)
Week44 62.5% (5/8 ) 83.3% (5/6 1)
Week54 62.5% (5/8 ) 66.7% (4/6 151])

Weekd~Week54 KRR T, SEREZRTD 7 HENCE T DAL £ 720y ACRT70 it~ (225 ACR70
Fts) DR LNTZBREDOEARIILLTOEBY THHo T,

EBERID 7T BEIZH T HREZH 74U ARTO RIE (KZE ACRTO &) HMEBHLNI-BEDEIE

T X TR TITRRIT IR TRE
Week4 62.5% (5/8 1) 100.0% (6/6 f41)
Week8 87.5% (7/8 1) 83.3% (5/6 1)
Week12 87.5% (7/8 1) 83.3% (5/6 fl)
Week16 87.5% (7/8 #) 83.3% (5/6 1)
Week20 87.5% (7/8 #) 100.0% (6/6 1)
Week26 75.0% (6/8 1) 100.0% (6/6 f41)
Week34 75.0% (6/8 1) 83.3% (5/6 fl)
Week44 62.5% (5/8 1) 83.3% (5/6 1)
Week54 62.5% (5/8 ) 66.7% (4/6 151])

Weekd~Week54 SEFRICIBWN T, SEEZRTD 7 HENZI T 5 R EAZ £ 720 ACRIO )i (2428 ACR90
Fts) DR LN RBEDOEARIILLTOEBY THo T,

EBRID 7T BEIZE 1T HFEZE H7 0 ACRIO RIE (KZEE ACRIO & IE) AEBHLoNI-BEDEIE

TFRL TR TIRR/TF X TR
Week4 50.0% (4/8 i) 50.0% (3/6 1)
Week$ 87.5% (7/8 ) 83.3% (5/6 i)
Week12 87.5% (7/8 ) 83.3% (5/6 i)
Week16 87.5% (7/8 f4l) 83.3% (5/6 f41)
Week20 87.5% (7/8 f4l) 100.0% (6/6 1)
Week26 75.0% (6/8 f4) 100.0% (6/6 1)
Week34 75.0% (6/8 f4) 83.3% (5/6 f41)
Week44 50.0% (4/8 i) 66.7% (4/6 151)
Week54 62.5% (5/8 ) 66.7% (4/6 1)
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W EARIC X 2 REEBEEMEDOESBIEFEM (VAS) ORX—RXF 14 b DE{L

Week4 K X Week54 SRz

BT, ERNC X 2R ETREE O 2RHE (VAS) OXR—ZF A ik

O E(PRAE) X, 7T F 2 TET—41.0 KX —57.0. 7°'7sz/77”%‘/'7£¥@—500&@—54.0

Tdo7-, Week54 Kzl

BT 52 E O G EEH 72 (Hodges-Lehmann H#E &

1% 4.5 (90%CI : —34.0

~43.0) ThH-o7= (P=0.460, %4 B ED P, Wilcoxon HAIME) .

BIETMEOEMAETE (VAS)

(mm)
0
,f -10-
2 204
>
;r, -30 .
%‘ 40 410 10 495 -41.5
D
% 50 8 550
8 604 57,0
-61.0 -62.0 -61.5
_70_
0 4 8 12 16 20 26
758 n= 7 7 7 7 7 6
FSets n= 6 6 6 6 6 6
P o -3

-525

o

—— FPHFUTE
—a— FSER/TIFISEH

hRIE
-300
0.0
-54.0
-57.0
44 (Week)
5 5
5 4

WEE /B L 2 2HREBOEKOFHE (VAS) OR—ZX T A4 )b DAL

Weekd } TN Week54 SRl

5O E (PRE) X, 7% IRET—

—59.5 To > 7=, Week54 K[EIZ

IBWT, BEBUZ L 22 REOSMRIGHE (VAS) OX—ZF A )
21.0 2 1*—29.0, 77“&1‘/7%:\"/7%( 43.5 kO
BT 5 2L & O 58 7= (Hodges-Lehmann £ &

13 20.0 (90%CI:

—11.0~46.0) TH-o7= (P=0.183, %4 H E® P{A. Wilcoxon JIfRE),
BE/BICK22HIKREDOEARMEEE (VAS)

(mm)
0
. —— PFFEYSE
/I\ ~104 —o— FSUR/PFEISH
2 210 21 PRIE
S ' 250 260
7 5 280 ' -290
:f -30 =315
74 40,0 2310 315
= -40 -355 42
57) 400
435 -44.0
%I; 50
= -60-
= 595
_70_
0 4 8 12 16 20 26 34 44 54(Week)
FFEUSE n= 7 7 7 7 7 6 6 5 5
FStm/ n= 6 6 6 6 6 6 5 5 4
PFEYSH

WEE BT X 2 5B BEEAE O 2REFHE (VAS) DON—RF 4 »92b DL

Weekd } TN Week54 SRl
NN

N—65.0 TH-oT-, Week54 KPiiZ

ZRWT, BEMBICED

PR B B O 2 RIREN (VAS) O_X—2 5 A
DOEAbE (FFRAE) 1X, 7FF 2 THET—34.0 L —58.0, 77?%/7%%/7&&( 47.0 X
BB EOHKGERMZE (Hodges-Lehmann &

X 7.0

(90%CI : —29.0~60.0) TH 7= (P=0.389, 4 H L PfE, Wilcoxon FIRTE).
BE/FBICKLHEEBEERROESARMETEM (VAS)
(mm)
. 0 —— FIFUTE
~ ol —— TSER/TFEISHR
| hRfE
2 201
:j -304 -34.0 -34.0 -34.0
o -395
(% 407 475 /470 -4
7 504 7\ 44.0 2.0
1% i 520 o -58.0 -58.0
E 0 ’ o -600 %0
70
0 4 8 12 16 20 26 34 a4 54 (Week)
FHEUSE n= 7 7 7 7 7 6 6 5 5
ISR/ n= 6 6 6 6 6 6 5 5 4
FrEUSH



BCRP, 7= VF v, ~ETuby, M/IMEEORLEREDX—RF 1 56 DEAL

Week4 & Y Week54 KBEIZBW T, CRP OX—R T A b0 LE (FRE) X7 % 78T
—48.20mg/L & TN—62.05mg/L, 77 ER/7FF 2 FH T—64.30mg/L K TF—76.98mg/L ThH -7,
WeekS54 KBElZ 31T 5 Z8b D ¥ 5-RER 2= (Hodges-Lehmann #£7E &) 1% 1.78 (90%CI: —67.10~54.80)
Th-o7z (P=0548, 4 H LD P, Wilcoxon FHIfE) .,

0
~ —— PFFUSEH
| -204 —o— FSUR/TFEISEE
2 chiRfE
7
_40,
p §28.20 5165 5165
m 5663 -56.85
5 -604 5165 5165 -62.05 -62.05
D U
= 4.30 6878 -76.38 -77.08 —o— -
o -71.00 -71.65
g 807 7683 703 o ’ 7658
-100-
c 4 8 12 16 20 26 34 44 54 (Week
FPFHEUSE n= 7 7 7 7 7 6 6 5 5
ISt/ n= 6 6 6 6 6 6 5 5 4
FrESTE

Weekd & T Week54 KBEZBWT, 72 FrD_N—25 4 b OB g (FRfE) 137 x5
BET—1340.40pg/L K (X —566.80ug/L, 77 &R/ T F % T FET—1649.35ug/L KT —2989.70pug/L T
B oTc, Week54 KFEIZ 1T 5 2L EOFG-HE#Z (Hodges-Lehmann #EE &) (3 2002.90 (90%CT :
—2045.00~14384.00) Toh-o7= (P=0.452, 4 H LD PfE. Wilcoxon H Al E),

2z)FY
(ug/L)
0
-572.75 -566.80
10004 \-134040
-1662.05
-2000+ -1649.35 -N76

249310 247360 236355 240270 \‘q 70
~3000+ 250230 2412.50

—— FFEUTEH

BEISROWmZVAUIN—,

40009, Sspmprssn
FRiE
-5000-
0 4 8 12 16 20 2 34 44 54 Wesk)
FHEUSE n= 7 7 7 7 7 6 6 5 5
TSR/ n= 6 6 6 6 6 6 5 5 4
FIEUSE

Weekd K TN Week54 SKPEIZHBWNT, ~EZ R EVDOR—RAT A Uinb O bE (FRME) X7 7%
THET15.0g/L e Wr27.0g/L, 7 Z&AR/7FF 2 THET 11.5g/L LT 31.5g/L Th o7z, Week54 Kb
BT Db BEOFR 572 (Hodges-Lehmann #EE &) (£—8.0 (90%CI : —30.0~12.0) Th-o7=
(P=0.397, 4 H Ed PfE, Wilcoxon HAIFEIE) .

AESOEY

(g/L)
50
. —— PHFUTEH
’I\ 0 —— FSER/TFFUSE
b &
Z hR{E 0
=z 315
A4 304
p s BOBY gy
n - 215 270
5 204 Hs 205 230
g 1504900 190 200
£ 109 /A
s
0
0 4 8 12 16 20 26 34 44 54 Week)
FFEVSE n= 7 7 7 7 7 6 6 5 5
TSk n= 6 6 6 6 6 6 5 5 4
FHEUSH
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Weekd K T Week54 SKPEIZIWN T, M/ MELD N—R T A4 Vb OB L& (FIRE) X7 7% THE
T—158.0X10%L } O’ —83.0X10%L, 7T & R/7F ¥ TRET—104.0X10%L K RX—113.5X10%L T
o 77, Week54 HKBEiZ 31T D A & O $e 5-7ER 75 (Hodges-Lehmann H#£7E &) 1 19.5 (90%CI : —170.0
~305.0) Th-o7 (P=0.365. 4 H E® P i, Wilcoxon FIFE),

m/R%EK
(10%/1)
0
~ —.— FFFUTHE
| —o— TSR/ PT+USHE
A 50 PR{E
3 -g60 B6.0 -63.0
5 104.0 91.5 985
Fn 100 -88 :900 -106.0
5 00 -131.0 -
) 1 1 -1135
% 1504 1330 Iy
= -158.0 -157.0
-200-
0 4 8 12 16 20 26 34 44 54{\Week)
FrEUSE n= 77 7 7 7 6 6 5 5
FStf/ n= 6 6 6 6 6 6 5 5 4
THF¥USH

Week4 K Y Week54 KBl BT, AMERBEOR—2F 4 b OB b (FRE) 17 % T8
T—6.110X10%L M X—7.040X 10%L, ¥ R/7TFF 2 T T—8.130X 10%L K TX—9.655X10%/L
Th o7z, Week54 KPilZd 1T 22 bEmDFxGHEMZE (Hodges-Lehmann HEE &) 13—0.400 (90%CI :
—13.150~6.290) TH -7z (P=0.548, 4 H L P fi, Wilcoxon H{HIfRE),

B M Ek K
(10%/L)
0
~ —— FFEUSH
N e FSER/TFEVSH
2 RiE
5
f/r 4] 4850
n 5995 5160
5 6 o 6510 -
2 B0/ N 7500 :
z= 2715 “a015 6770
£ 8 ¥ amig 0 750
= e : QALK
2022
104 -9255
0 4 8 12 16 20 26 34 44 54(Week)
FrEUSE n= 7 7 7 7 7 6 6 5 5
FSeiks n= 6 6 6 6 6 6 5 5 4
TIEYSE

WEREESRDOR—2 5 1 9 b DE(L

Weekd J TN Week54 SRPElZ 3517 5 IEARBIEI S (FFRE) ([ZDW T, 7 F o TRETIIWT D KBEIC
BWTHER—=ZAT 4D 5005 0.0 (BfbEFRE: —2.0) I8k L, 77 E8R/TFFITHTIT
R—=Z2FA 2D 15 05 0.0 (BbEFRE : —1.5) KO 0.0 (BfbEPRME : —2.5) BT,
Week54 HKPBlZii) 2B EOFK G HEM7E (Hodges-Lehmann #EE£) (X 1.0 (90%CI : —3.0~14.0)
ThHo7= (P=0.365. 4 H LD PfE. Wilcoxon H{lIE) .,

St sl
HERRRA & 2
0
T
14
A 1.0
3 2 -1.5 -1 1 1 20 20
> -20 ( 20
i) 5
5 -3
D 30 -30
%}"E -4 —e— FHFUTE
= -40 -40 -40 -40 —o— FSEHR/FHFITE
= ]
0 4 8 12 16 20 26 34 a4 54 (Week)
FHEUSE n= 7 7 7 7 7 6 6 5 5
TSk n= 6 6 6 6 6 6 5 5 4
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BEFREEHROR— R 51 b DEAL

Weekd K T Week54 SKPBElZ 3517 5 B0/ BIEIE (FFRE) 122\ T, 7 F v THETIIWT o KBTS
BWTHER=ZXT7 A4 D 10006 0.0 (BfbEFPRME : —1.0) ([ZE(LL, T 8R/TFTX U THTIE
NR—=2F7 42D 3.0 15 0.0 (ZLEFRME: —3.00 XT0.0 (WI:%EPM&: —2.5) 12k LTz,
Week54 HKPBelZi1) 2B EOFK G HEM7E (Hodges-Lehmann #EE &) (X 1.0 (90%CI : —2.0~16.0)
ThHolz (P=0.302. 4 H o PfE. Wilcoxon FHIFRTE) .

y ey
£ R R e %k
0
~ 0.0
[
A -0 1.0 -0 0 -1.0 1.0
?r S 15 15
5’ -25
1]
5 5 /
D 30 30 30
Z —— FIFUSH
4
g —— TSR/ FFEITE
= PRE
5
0 4 8 12 16 20 26 34 a4 54 (Week)
FrEUSE n= 7 7 7 7 7 6 6 5 5
Fotf/ n= 6 6 6 6 6 6 5 5 4
FFEUSE
W BIEEIME 2 L DER

PRIBTEEMEZ L 2 ik L7 B E ORIGIIL T LB ThoT,

RETFHMLG LEZERLE-EEDOES

TR TRE TIRRITF X TRE At
Week$ 75.0% (6/8 f31) 33.3% (2/6 1) 57.1% (8/14 )
Week12 75.0% (6/8 f51) 33.3% (2/6 f) 57.1% (8/14 )
Week16 87.5% (7/8 f4l) 50.0% (3/6 i) 71.4% (10/14 {51])
Week20 62.5% (5/8 f51) 33.3% (2/6 f) 50.0% (7/14 )
Week26 62.5% (5/8 f31) 66.7% (4/6 1) 64.3% (9/14 1)
Week34 37.5% (3/8 f51) 50.0% (3/6 1) 42.9% (6/14 1)
Week44 37.5% (3/8 f51) 66.7% (4/6 1) 50.0% (7/14 )
Week54 37.5% (3/8 1) 50.0% (3/6 i) 42.9% (6/14 1)

* PUTIWCRTEED T A=A BEETHEEE Th 5, IHEMEREI RN A LN BEHEIN 2V, AT IVIFITERT 5 REN, %
%, HERESS . BRSO M OV B P ) L SEIERR ANER D ALY, CRP BN IEFEFAAN . [ERIC X 5 R BTEEIIED SRR D 2
273 100mm @ VAS T 10mm Hiifi, WONIHI O Z DX 0 2315 5580 F

[ =7 W oRIRFHmE H ]

WiSBREOHRES Ik

arTWTT IR T eREINCER R, BIEME_EERHIE T R T2 K5 S, HFEM

BB TT X 7085k LT- 8 filE ., BiEAL_HERMIB T 7R S, I
BREGHR T X 7 o& 2B LT 6 HlOAG 1481 TH o7,

Week26 KBt E TIZT F X 7082 IE L2 BFIL 214 BITHY . 1 HiliX Day22 IZHMED K

MZ R0 EGE2F L, 16X Dayl68 IZAFHFS (PT : AF /95, ERGLHEMEE : AOSD D)
R0 EGEZFIELE (TR EEAL HEERBIMN O T 7% 7 2 5 I EH),

wmm4%hif_é%_3m@7f#/7®&5%¢mb\DwmﬂgWTWWT%#/7ﬁﬁﬁ

ZHMEDKAN, Day246 (27 F % FHECHESRSR [PT: ZAF V0N (EMGEHEGEE @ sTIA OFEI3E) ],

Day317 ({27 T ¥R/ 7 F X TRECTHEERFSR[PT: MERE AV Y o SHRERE (R ZCHE I FE : MAS) |

LG EHRIE L,
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W2 aVF o, ROWIRE

JovaanFas RO, 5T Week2 KB & HEMIR OB FIiE L Uiz, FEM OB
PEEERIEL, ACRS0 LA EDRISZZEM L, WilsZ BRte7 2 kBt 7 AMICHEADNTBD b &
& L7z (HEMRIZa 7o AARE),

AT TTIX T ERESNT 14 BlO D BbRXR—=AT A VIR Vv aavTFad RO EZST
TW=BFIL, BEALEHERWENL T X 728537 4 IR OIEERBESHIR 7
X TG A LI 3 B0 T I Th o7z, B, XR—=ATA URHZZ NV aa)Fas RO
HBa2Z I COWIZBEIZ 8 AIThH o7, 205 b7 7R D 1 flIITEEIC K D RERMENC X v E
et —HE R CHRBREOR G2 T LIZd, 7FX 7085 %2% 0207,

R=RAT A VBIZ NV aarTFaf ROBEEEZITTEBY, o, 7FHFxr 72530 7650
b, ZavaanFal ROWERG LIZEEIL 6 flThoTz, 7TH¥r &GN E 7L
aFaA ROEEAE AT 5 ToMMopRfE @) 1£22.0 B (150~29.0 H) Tho7o,
ThaanFaf ROEEzERG L7 6 flicikiFbs 7 vaargdaf Ro 1 HEEE, X—X7 1
VB ORI ER NEARIILL O LB ThoTz,

JILaa)FaA FOER (ERE)

| TrxLIE | TouR TSR TR &t
JnaanFad Kol BEEGE (mg)
R—=RF A
Bi% 3 3 6
S+ SD 28.00+20.66 36.67+20.82 32.33+19.15
SEEIE D 90%Cl —6.84~62.84 1.57~71.76 16.58~48.09

R (FEDH)

25.00 (9.0~50.0)

30.00 (20.0~60.0)

27.50 (9.0~60.0)

Week12

% 3 3 6
S+ SD 16.28+7.49 17.09+4.09 16.68+5.41
EEIE D 90%Cl 3.66~28.90 10.19~23.98 12.23~21.14

HRAE (FEDH)

19.11 (7.8~21.9)

18.40 (12.5~20.4)

18.75 (7.8~21.9)

Week26

B 3 2 5
14 £ SD 10.47+5.05 12.10+5.96 11.12+4.74
EEIE D 90%Cl 1.95~18.99 —14.53~38.72 6.60~15.64

gl (FDH)

11.78 (4.9~14.7)

12.10 (7.9~16.3)

11.78 (4.9~16.3)

Week34

Bl 3 2 5
W14 £ SD 10.27+5.46 12.99+4.13 11.36+4.63
SEEIE D 90%Cl 1.06~19.48 —5.45~31.43 6.95~15.77

gl (FDH)

11.78 (4.2~14.8)

12.99 (10.1~15.9)

11.78 (4.2~15.9)

Week54

B 2 1 3
SEHE+ SD 6.78+4.57 13.20 8.92+4.92
SEEIE D 90%Cl —13.63~27.20 - 0.63~17.21

HRAE (FDH)

6.78 (3.6~10.0)

13.20 (13.2~13.2)

10.02 (3.6~13.2)
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I FaA4 FOHFE (R—XS54U6DFLERVEHADR)

Trx TR FIRRIT TR TRE &&t
BWOR (mg) | BOE W) | MOR (g | BOE %) | BOR (g | BUE (%)
JnvaanFad Kol A5 (ng)
Week12
il 3 3 3 3 6 6
g fE
5D 117241434 | 31.01£22.32 | 19.58+19.11 | 44.14+31.53 | 15.65%15.71 | 37.58+25.47
ZA
;E;Z??“) —12.46~35.89| —6.61~68.64 | —12.63~51.79| —9.01~97.29 | 2.72~28.57 | 16.63~58.53
1)
A 5.89 23.57 17.50 58.33 11.70 39.84
() (1.2~28.1) | (13.4~56.1) | (1.6~39.6) (8.0~66.1) (1.2~39.6) (8.0~66.1)
Week26
il 3 3 2 2 5 5
2 PAAE
if;gL‘ 17.53+18.18 | 54.39+19.23 | 12.90+13.04 | 46.09+39.11 | 15.68+14.63 | 51.07+24.25
ZA
SE;ZE%O) —13.11~48.18 | 21.98~86.81 | —45.29~71.10 | —128.50~220.67| 1.73~29.63 27.95~74.19
1)
R il 10.27 45.68 12.90 46.09 10.27 45.68
() (4.1~382) | (41.1~76.4) | (3.7~22.1) | (18.4~73.7) | (3.7~38.2) | (18.4~76.4)
Week34
ke 3 3 2 2 5 5
ZPAAE
if;gL‘ 17.73+17.95 | 56.78+18.13 | 12.01£11.20 | 43.45+32.52 | 15.44+14.22 | 51.45+21.95
ZA
;QE@ —12.53~47.99| 26.21~87.34 |—38.00~62.02| —101.72~188.62| 1.88~29.00 | 30.52~72.38
(1)
R il 10.18 53.17 12.01 43.45 10.18 53.17
() (4.8~382) | (40.7~76.4) | (4.1~19.9) | (20.5~66.4) | (4.1~382) | (20.5~76.4)
Week54
ke 2 2 1 1 3 3
ZPAAE
if;gL‘ 10.22+ 6.74 60.23+0.43 16.80 55.99 12.4146.10 58.8242.47
VHfED | . N N N
00%C 19.88~40.31| 58.32~62.15 - - 2.13~22.69 | 54.66~62.98
e fi 10.22 60.23 16.80 55.99 14.98 59.93
() (5.4~15.0) | (59.9~60.5) | (16.8~16.8) | (56.0~56.0) | (54~16.8) | (56.0~60.5)

R=R T A D ORI B ONBLRBADMEOHBEIL I V3 anF a4 NAEOHEN, EOMEOSHA TR %R,

B Week54 KpiE O NVaalFaf RoBEHRIE
N—RAF A VR VaarvTFaf RORGEZITTEBY, o, 77X I2853n7= 760
25, Week26 Kt E Tl v aanFasf Rl LGP ETEL Z N TEBHIL1HIT
HV., Dayll (27 vaa)Faf ROoEEZF IR Lz, Week26 KBEH> D Week54 SKPi & TIZHi7-12
ThaanFdaf Remik L BFITW R Tz,
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(E SR HIC 31T 2 ARG SR]

WAEANRED 7V a2 o F ol ROEROFENDOREBE LD Week2 KPEICIIT 5 ACR30,
ACR50, ACR70 KUY ACR90 fUits (B ACR30, ACR50, ACR70 & U ACR90 i)

FAGRFD 7V 2 LT a A ROFEHOFRERIOREERZE fH7a0 v Week2 KFEICFTS 5 ACR30, ACRS0,

ACR70 K U' ACR90 [ihts (245 ACR30, ACRS50, ACR70 J2TY ACR90 [iJis) 2358 b= i DEIAIE,

LToLEBY THoT,

HANEOY LD FaA ROFEROEERND
FENE DAL Week?2 E[RIZF 1+ 5 ACR30. ACR50. ACR70 K TF ACRI0 &I
(2% ACR30. ACR50. ACR70 BT ACRI0 Rits) MEHOLNI-EEDEES

AN L aavFad REAOEE
HY L
TR TR 7T AR TR TR 7T AR

FEEA LI 720y ACR30 SUS N 100.0% 25.0% 75.0% 0%
RO LNT-BEDOE L (4/4 1) (1/4 1) (3/4 1) (0/3 f51)
P £ 720N ACRS0 St D3 100.0% 25.0% 75.0% 0%
B BT EBEOEE (4/4 f51]) (1/4 f511) (3/4 f511) (0/3 f511)
P72 ACRT0 St D3 100.0% 25.0% 75.0% 0%
B BT EBEOEE (4/4 f51]) (1/4 f511) (3/4 f511) (0/3 f511)
R 720y ACRIO Ui 75.0% 25.0% 50.0% 0%
B BT EBEOEE (3/4 f51]) (1/4 f511) (2/4 f51]) (0/3 f511)

* Week2 BEaiD 7 H RN BISE R 2 388 % fEb i

WEBRIEROERD] [16 AR (sJIA). 16 L E (AOSD) ] DFEE D72\ > Week2 FBEIC
BT 5 ACR30 5 (B ACR30 i)

PEEFSIERF OAERR [16 IR (SJIA) . 16 LA E (AOSD) ] DI&ENE {1072\ " Week2 K22 33 1)

% ACR30 f)is (EZE ACR30 [ty) D b EBEOEIGIT, LT LB ThoT-,

REFREROEER (16 mRim (sJIA), 16 mLE (A0SD)] DFEEZFHLEU Week2 Ff(
115 ACR30 & ([ZE ACR30 RIt) MEHoNI-BEDEE

P FBEIE I 0D 4F fi
16 AT (sJIA) 16 Ll (AOSD)
TR TRE 7T R TR TRE 7T R
K LD 72 ACR30 G 75.0% 0% 100.0% 16.7%
R LT BEOEE (3/4 1) (0/1 1) (4/4 f51) (1/6 1)

* Week2 BEaiD 7 H RN BISE R 2 38 % L2
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BRX—XF A VEEDOEER] (50 kg K. S0kg LA E) OFBEE LDV Week2 K221 5 ACR30

it~ (2%% ACR30 Z)i7)

R—=2 T A VEEORER] (50kg Aiifi. 50kg LLE) OIFENE (E 720" Week2 KBt
L LN BEOEIG

o (BZ5 ACR30 SJs) 73R

I, T LBy ThoT,

RN—RS A VBEOAKRER (50kg K. 50kg LLLE) D
FEHFF DU Week2 EFR(ZH(+5 ACR30 &ty (BRZE ACR30 i) MROHLNI-FEEBEDEE

BT %5 ACR30

N—=2 T A CRFDOKE

50kg A

50kg LAk

TR TR

7T AR

TR TR

7T AR

FEEN D72 ACR30 BUSH
B BT EBEDOE S

75.0%
(3/4 f511)

0%
(0/2 f511)

100.0%
(4/4 f51])

20.0%
(1/5 f511)

* Week2 SKEBERTO> 7 H BN BTN D5 EE fEb e

Ret

(BEALLZESHREM]

HEVELA L " EERMIICB 2EEERIIT I TRET 6/8 6 (75.0%). 77 BREET 3/7 #

(42.9%) IZRRD B, E A EFFS Q FILLEICHEB) 137 T % o T HECHESEALEES 4/8 151 (50.0%) |

ANHRIE 2/8 151 (25.0%) . 77?%%(&559@{“ 2/7 % (28.6%) ThH -7,

EAEAAL B SRR T 2EWERIZT T35 T8O 4/8 6] (50.0%) IZFRH BN, 7T RET
RO BN o Tz, 7%%/7%%)53'1@)% IWVT NS EHAS Th o 72,

7'&;&5%@%1’%45# EREIEICIBWT, BEERAEFS. BEPILICETEAEFEFRELUBELTIC

FEoHERFGITRO LN olz, o, R TREAFFR AR BOEE GRS TG B

W ARG (MR, s e & O E A5E) ] 13580 bivenoTe,

(3 7H)

a7 BT 2 EEFEERITEMWT 1515 4] (100.0%) [7FF2 TR : 8/8 5] (100.0%), 77 &AR/7F
X8 77 B (100.0%) ] ICRD BV, ERAFEFRL 2 FILL IR 137 7% 2 78T
AL 6/8 B (75.0%) . COVID-193/8 f3] (37.5%). HIGR., A 7 EWHBASK, A TF/L9p*,
AHRAE 2/8 Bl (25.0%) . 77 ®R/TF % v T RECTHEFAL G 5/7 B (71.4%) | &Hakiﬁ 3/7
(42.9%) . RIRSE 2/7 61 (28.6%) ThH -7,

a7 BT 2EWERIZEET 1115 61 (73.3%) [7FF 2 T8E: 6/8 6l (75.0%). 77 &AHR/T %
VIRE ST (71.4%) ] ICERO BV, NERIZT T3 o T BE TR 6/8 Bl (75.0%) . HikiE
Z 18 Bl (12.5%) . 77 &R/7Fx THECTHESALS 5/7 B (71.4%) . BOR L ONRE 25T
1/7 5l (14.3%) Tho7-,

a7 I 2 EERAEERGIIEILT 6/15 61 (40.0%) [T FF T8 - 48 # (50.0%)., 77&
RNTFXTHE 27 ] (28.6%) ] TR HAL, WERIZT FF 0 ZEET AT LH*2/8 il (25.0%) .
COVID-19 O~ A a7 T <Mk 1/8 B (125%). 77 vR/7Fx o FHECTIMERE MY >R
FHRRERE & VA FU95*1/7 Bl (143%) TH Y, WIS IRBRSE & BhE L e L & fllr <7z,
a7 BT G IICE > TG EREGIIEIRT 3/15 41 (20.0%) [ 7T > 7 #E:2/8 511 (25.0%) |
TIRRITFXTH VT H (143%) ] IZRO LN, AT AR (2 f) KOMERE MY o8
FRRERE (1) S, Zh b 0FEGIIT X CIEERBEGHIMICHRE S,

KRB OaTHIIBNTC, SECICEST-AEFERITBO LN o7, £, HETREFEER
CREAIPE S BOE AR ST I B~ 5 5 (R R, il e e OVl 2 FiE) | 138
Sy AWAYIEEY

* PEAMECHUT R AOSD DFFER O sIIA DI
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RERYE

nEYHUE (ADA)

ADA [Z_X—RF A T 5/15 B (333%) [T FF2 T8 T 3/8 f] (37.5%). 77 BAREET 2/7 B
(28.6%) ], Week12 kB2 T 12/15 # (80.0%) [BEEMBEGHWIMIOT 7% FHET 7/8 il (87.5%). 7
TYRIT T X TRET ST B (71.4%) 1. Week54 K2 T 9/15 1] (60.0%) [FESEMEE GO T >
X TRET 58 4 (62.5%). T BR/TFXTEET 4T B (571%) ] IO LI, a7 ek T
14/15 4 (93.3%) [FEEMREGHEOT X% TRET 88 #1 (100.0%), 7T BAR/TFF 2 THET 6/7 H
(85.7%) 1 I[ZRD BT,

T2, a7 HICHE Sz ADA FUAMMIX 4.00~1680.00 TH -7,

ADA D AER
FFEL SR TZLZ;T;% 1k

N—RT A

ADA 3/8 i (37.5) 2/7 %1 (28.6) 5/15 51 (33.3)

Week12 K[z

ADA 7/8 i (87.5) 5/7 5 (71.4) 12/15 #1 (80.0)
AERTEHE T THRILL 72 ADA™ 4/8 i (50.0) 4/7 %1 (57.1) 8/15 5] (53.3)
AERTEHE T CTHUME2S E5- L7z ADA™ 2/8 i (25.0) 1/7 #1 (14.3) 3/15 1 (20.0)
RERVBIE N CREN 2o 72 ADA™ 1/8 i (12.5) 0/7 # 1/15 51 (6.7)

Week54 [

ADA 5/8 i (62.5) 4/7 %1 (57.1) 9/15 511 (60.0)
AERVAIE T CHEL L 72 ADA™ 3/8 i (37.5) 2/7 # (28.6) 5/15 51 (33.3)
AERIGH T CTHUAMMN S EF- L 72 ADA™ 2/8 i (25.0) 1/7 411 (14.3) 3/15 % (20.0)
ARV T CRENR 2D o 72 ADA™ 0/8 14l 1/7 %1 (14.3) 1/15 %1 (6.7)

a7 ek
ADA 8/8 1 (100.0) 6/7 f5il (85.7) 14/15 1 (93.3)
AERVEE T CHEL L 72 ADA™ 5/8 i (62.5) 4/7 511 (57.1) 9/15 511 (60.0)
AERTEHE T CTHUME2S E5- L7z ADA™ 3/8 i (37.5) 2/7 %1 (28.6) 5/15 % (33.3)

% (%)

*] N—2 T A UHEZ ADA [EMED B TR O£ 5% IR L 72 ADA
*2 N—R T A VT ADA IO BAE TIRBER OB GG I — X T A O 4 EREOTUREA 0 b/ ADA
#3 N— R T A UIFIZ ADA MED B TIRRIE O G BMMEICE LA 720> > 72 ADA
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ZERIGHE
ADA BBEDRED H B, b MERBM N SEAEAINTA VX —a A T ZBIKT 2 T =& K
(IL-1Ra) & @ ADA RERJEFRD b EE L. LT EBY Thoiz,

AMAZHEDEZEDS S, £ MeREHEMCELESNA 2 —014F -1 ZBRK
7B 3dZZ b+ (IL-1Ra) &£D ADAREREHROH onf-BFE

7% TR Y;;Jin;/ﬁ 2k
L 1/8 # (12.5) 0/7 15 1/15 %1 (6.7)
Week2 1/8 f51 (12.5) 0/7 15 1/15 %1 (6.7)
Week4 6/8 i (75.0) 0/7 1 6/15 15 (40.0)
Week12 6/8 51l (75.0) 57 (71.4) 11/15 B (73.3)
Week34 6/8 i (75.0) 5/7 %1 (71.4) 11/15 f (73.3)
Week54 5/8 451 (62.5) 4/7 f (57.1) 9/15 i (60.0)
TRER IR G- v 1 I 2/8 i (25.0) 2/7 B (28.6) 4/15 1 (26.7)

BE (%)

HFRHLA (NAD)

NAb FEHNFRD b BE 1L, Weekl12 Bt T 4/15 6] (26.7%) [FEBEMFEGHMOT FF o THET
2/8 Bl (25.0%) . 7T &AR/TF X THET2/7 1] (28.6%) ). Week54 KFETITBH 6T, =7 H)
EIRTIL 6/15 6] (40.0%) [FEERBEGHIROT F X TRET 3B (37.5%), 7T ®R/TFF T
BET3/7 6 (42.9%)] Toh o712, Week54 KBiE TIZNAb 2RI LT- 6 FlF 1 6 (778 R/TF %
VIRE) T, EHAITERE T NAb BB RO iz,
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) BHNFEMAARER (FRIIAVEEER) (Sobi. ANAKIN-301 iXE&) 2
AR 3R SN HIER OHEANORGEN G 50, BN TOAGRBES IR TRl S
N chH - 0EH L T\ D

H A BT ATF ARG [ R RIE 2 (STTA) M OV A ZEIE A F /LK
(AOSD) ] tMiani-BE AR LE L C2HEDT X T2 FHRE5 L

72 & EDOHFYMER e RET 55,

* BESINV DI o722, N R ORRABIREONT 753 2 F D FHERI OB ZMEOMTI I3 L 720~ 77,

BT A BRI, Et& 7T AR, ShasdtE, 5 AR

PO AF VG (SJIA e OV AOSD) FBF 12 44l
(T FX TR 6, 7T EAREE 6 BT
* AT AMERRHT AT GRS 0] (mITT AT RE 46 R)

R ALY

{KREE 10kg LA ED BIE K Otk B

o BWTILHET It TAT VI E 2T S T BE

o J)aanNFad ROEEE2ZT TOHEE1E. EIEALET 1 BRI Eich
720 ZE LT HE [Imgkg/ HULT (&K 60mg/H) ] THRE-INTWDEE

e A bFLFH—k MTX) OFEGEZT CWODHEATE. EEL(LAT 8 HFLLEIC
bh@ﬁﬁbtﬁgzmmyﬂﬁuT)T%ﬁéhf%é$% AR & LT
MTX OF G %% 1T CW=GEE1E, BELALO 4 HELL EFicEG5nf ik &
NTW5 HE?

o UITD 3 SO L OERIZ L VIFEIMEEE TH D Z LR SNBSS
- IREIMERIHEI RN 1 BEE L Bl A BN D,

- CRUGHES > 237 (CRP) 30mg/L &
- EEAALRT 1 EBUANIC, EBICERTIRAE Y — RSB 1 [ELL R
A U7,

*] FAERFIC 16 AR O A 13 sJIA ICB9 % CARRA £UE 2 | FAERFIC 16 ML EOEA1E AOSD (2
BT 51U A OREYE D ([2hE- T,

# AHTHEBIN TS MTX OFER O (Bl 13, T< BSR4 ff 5 SRR F M R 2 >
WE, 1V EMEOBRERE A N LAY —FE L T4~10mg/m? & L, 1HEMENORSEEZ 1
[ 2~3 [ICHE L CRA#FET S, NEILTEET 54, WHENL 2 HACHTTI2 6
R TG4 5, 1 [T 2 BIoEERGOSEEITEY O 6 AR, 3 BINERSGOEAEITEY DS
HRIARES 5, h 1R S S ICmYiRT, 7ok, BEOER, MR, BAMEROAAN
F 5 RS U CHEENT 5.1 Th D,

*3 FEEADIER | SRBICKRT S 38.0°CUL EOKIR

E PRI °HW%M®6WHﬁw \ZATF VIR &2l S i B

s THXLT, AWTXX~T (BIETHEZ) IFOMO IL-1 BHESKZ H
WIRIREZ T2 E RN H 5 XUTBUEZ T TV D A

o MIEZAAVET 4 WBILIND, FraanFa l ROREEN. HRNE LT
FRIRNE 5 X3 E 7 v 7 ) v OERIRNE 52 5 1) 7 B3

o MEVEAILET 2 I H LANIC MAS L2l Sz

o MEVEAACET 12 BRILIND F ) X~7 GBI z) XITEEALRTIC
PP D 4 5 030600 L TR W Do il 2 e 5 S - B

Jiik ARBRIE, 12 BRI OBIER(E, “EER, 77 BARMREIE S BB OK
e b4% 4 B O EVEBBRR A DR S Tz,

TR TO2HEONTNEEET HHE [2mgkg/ H (K 100mg/H)
Xm%@mm(%kmm@wwjX@T%%/7@2%E®o%w#Mﬁm
U 28OT T ¥R 2R ET DHONTILNITEEIESIZEN D (1172,
BHEHMITWThoRETH 12 M E L,

<EH5FHPEH>

(7F+r¥>3]

2mg/kg/ A X1 4mg/kg/H  (ZALFUi K 100 X% 200mg/H) % 1 H 1 BT
5 Uiz, AREIFEROKRE (kg BALO/NEBUSLLTFUERA) 1IZES0CHl
L, 25T —EL L.

[FS5+R]
TTFXUITDO2HED) LTINS TH2E%2 1 B 1 RIEZTF&RE L,
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XAFNOAGBE N HER O :
W, AR O 8 I A LL By oK 10kg LA EO/NRIZIZT % 7 GEEFHHEIRZ) L LT,
KEBEIECCUT 2K FRET 5,
{RHE S0kg LAk : 1181 100mg 2, 1 B 18]
{HE S0kg Rl AT 1kg %720 1] 2mg &2 1 B 1[0, 7238, 16 ERMOBEFICB T, HER
Foy R AE, AT 1kg M2 0 1 [EHK 4mg £ THIETE 5,

FEAE

<A ZEFHMHE E >

(E=E5HMEIEH]

o FEENA PRI\ TWeek2 7S D ACR30 5 (B4ZE ACR30 &) (WEEEAY 72
fiERTIEH )

[EEBMEENMIT2EIRTMEER]

o REENE LRIV TWeek] D ACR30 )i (2425 ACR30 KJiis)

o FENAE PR T Weekl K TN Week2 i > ACR50. ACR70 }2 T8 ACR90 X
s (275 ACR50. ACR70 K Y ACR90 fZ)iis)

e Weekl K& O Week2 i D ACR =27 & v ~ 6 THEIZEIT 5 K ix

e Week2 RiiD 7 HEIZHEBN 202 &

(EELEIREMEIER )

o Weekl HiD 24 BFEIIZ BN N2 b

IEEFE \Z X AR BIRENE O SRR (VAS) D_R—2Z T A o ) BWeekl £ T
DEAL

BB X 5 2 IREO IR (VAS) D_X—2 T A4 )b Weekl F
TOEA

o CRP DXR—ZF A )6 Weekl £ TOZAL,

[ZDtoEREEHEE]

o BEELEDI T Weekl, 2. 4. 8 OV 12 EEsS D ACR30. ACR50. ACR70
KON ACR90 fJin (2848 ACR30, ACR50, ACR70 &Y ACR90 FZJiix)

o Weekl B 24 FFE X1 Week2, 4, 8 KON 12 gD 7 HRENIHIZB N /22 &

e CRP, ~EZ/ by, MIMEERT ) FLrDR—RAF AN
Weekl, 2, 4, 8 KON 12 £ TOEA

o /BT X 2% BEEE R OSEMEEHE (VAS) OR—Z T A )b
Weekl, 2, 4, 8 XN 12 £ TOEA

o Week12 Hf sl D ¥ IR EN 472 L2

* Juvenile arthritis disease activity score 27 joint (JADAS27) " D_X—ZX 7 A >
B Week2 TN 12 F TOZAL,

s HOLWHEHIC L - TIRERIEKR G2 1E3 5 £ TOHIH

o HRMWEDKRAN ITIREBDHELTIC L » TIRBR IR G2 th k3 5 £ ToO M

o JNama)Fa RO %

{ACR KD EZE)

ACR30, ACRS50, ACR70 K TN ACRO0 )i, LAFD ACR =27+~ k 6 THH

DIBLIWEALLET, R=Z2 T4 U DHZNEN 30%., 50%. 70%K X 90%

PLEDUGENRZED B, 30%5 B2 ABEENHED LN AHEAEN 1 HALFT

HHZEE LT,

ACR =27 & > k 28~31)

o [ERAMIC L D ETEENIE DO 2AIREME (VAS @ 0~100 mm)

o HE/HIC X D EFRIED2MRMFEM (VAS : 0~100 mm)

o IRENMERIEIR A DA BRI O% (EIRBIE IS, MEIREIFI 2N 2 W 54121
TEENE XA LS 7B 2 £ 5 BIET AT#is o Hil FR 23 & 2 BIFi%%)

o HhE AMHIIR S5 BB DK

o HIRBEREDFEAM (sJIA A3 121% CHAQ, AOSD B3 (213 SHAQ)

e CRP (mg/L)

FRETIRBIC L D IRIED 38.0CLL klci B Z L b EF LT,

(E ACR KD ER)
FE ACR RSO EF ATz L, 2 ORISR 5 388 ((A1R 38.0°CLL ) 1
DR WA T,
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<AEHDOFHHEE >
o AFIVIRIZ & B EE O K R ESUIALF O K8 B A~ DR

<BROFUHEER >

o RIEMNA F~—H—D_X—=ZAF A 5 Weekl, 2 LN 12 FTOEAL
<ZEMFMmEE >

HFEFES BELAEFRSG REPILCEST-AFFL, HE %

< R >

PUEPIHUA (ADA) . HFHiE (NAb), ZZ7ERatE

*1 Week1 SRRBE DS SEERT 24 BRI T2 OO KEERTD 7 B ISR RITRIR 5 3884

#) [EERRIEENIMEZ U 1ILL IR THEE DT A — 2 bR A EAHMIEE Th 5,
TREERAEI R A LN DB 2, AFVIRICER T D58, 95, K, FHIER R 04
Bk ) L oREEIR AR SR, CRP ESIEFFEFEN, EAIZ X 5;“%/%%&@@%@%%@
A7 )3 100mm @ VAS “C 10mm A, WNZHO ZHiE0 28 15 5 LLF

*3 [JADAS27) 1%, TEERNIC X 2B EIHEMEO MR, TRFBIC X 225 IREO 2T
i), TEEMEBIEIR N A N5 27 OS] KUY ICRP) @ 4 HE D DR S NLAFHEER TH
%, JADAS27 OFMilixt 4 & 9 2 BafIL, SAMERIEN. MBIEI. TR, o FEEiEEG 5 1~
%53 BAEN) . ATACfREN BT, MBI, MERIEI R VR BIEIOF 27 ORI TH B B,

*4 mITT TR GERT CIE. ARBRA~OMANIFZ SV aaLF af ROLEEE 5517 T i-h
BN Do T T2 ARG B OFFATIXIEN L7220 > 72,

fi

Hr

Tl

Gl

<RHTRHREF >

HIMEIZLZ Intent to treat (mITT) FRHT R RER 2 5t GIZFFAM L 72, mITT
fENT RN T, FEEANIE B & OV 2% ORI GG A B O =272 R % 5
EHTH D, AHTIBERIT, {RBRIEOR G 252 1F i - T2 BE X
ILAR |2 1 2 BV EDUETIR 20 #5 L <Xl 0 oo JEHE 27 |ZHEL L 7=, F 8700
B R AN ERE LG - S o T2 BE RS, BIEALESNT=3_T
DEFE PR S LT,

AR EVEMRAT M RAEN] 2 /G FHEE L, 1RO - % 1 [FILL BT
72T _RTCOBRENOHER I N,

<R FIE>
FHEEEAMTE H 13X ACR30 i (2228 ACR30 i) AR b i-HBEDEIS %
BTl L, 7FX 2 IO T v RS KHT A BRI A REE LT,
BEERET ACR30 i (2428 ACR30 [)is) 233D b= BEDOEIE, 77
FUTHE T TR TORIGERDZE, wd DIEMETR 95%CI L NT 4 w3
¥ — D IEMEMERIRED PEEZ R Lz, FEFNEE 25+ 2 EHMICE#ET 2
T _RCOFHGE B OfENT TlE, Week2 RNCIEBRE DK 52k L-B&E %/
VLARE—E L THo7-, ACR30 DWF D BEFIZET A WA KK
L TWDLEBREFIZOWTE, UEERL2E b2 LE LT, BEUIET S
TBFEHRBKE L TOWDREFIZOWTL, BEANRRDOLNL LD E LT T,
Wwamu4ﬁ%®%ﬂ B2 RIE L TWDABEITHOWNTIL, B
SROOLNDHEDE L TH-oTz, BEGEETREADGRD b WEEOEE
fsz L7,
TR B RIREHEE H X, /> %T A MU v 7 iEE AT L, &iE
T H O GEEF O TIX, XR—RA T A > 2 a7 o OE{bOHEEZE
(Hodges-Lehmann #£E ) . Wilcoxon IEAZHE R EIZ 3D < BHE T 5 95%CI M
* Wilcoxon-Mann-Whitney & D P %~ L7z,
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BEDOHNR

KRR TIIA T IR BRE OMANNE T 2o 7272, BN T Uiz, 136N T %0 ZREUT
T T RRBEOWTNNCEIELIZEID T o (TFXIR8E76 778 BE6H), ZDH5H
o THAER LS T % 0 THEO 1 fUITIRBRIEDR & E ST, 720 O 12 flIRREN K S
iz (77866, 77 vREE6H), T THE6 BIONFRIL, 2mgkg/H (K 100mg/H)
Be5-23 2 i, 4mg/kg/H (B K 200mg/H) #5034 BT - 72, IRBREO K G- 25T 7= 12 51D H B,
77 R ARBCEEAL SN 1 BlE, ATVR TR Y UNEICBER LTS Z AL, =
B B LA AR HE 23 72 S 2o o BB & L CL miITT RN RAEM ) SRS S iz,
mITT ST RERNE, 7 FF 2 FHE6 il (16 miAd 5 B, 16 5Ll 11 ) KO 7285 61 (16 5%
i 31, 16 5% LA B 2 6 OFF 11 Bl THERL S T,

TFXUIREOR 6T 12 BB ORG255T L=, 77 v REECIIRE 252 T LIZBE TV
STz (FeEHUEFE A ERES 1L AMEO R 2 5], PEROHELT 2 5, BEIC X DR ERIE 1),

AaE

[=ZEHmE E )

WHEEZ D720 Week2 B D ACR30 5 (B ACR30 X)) (BGEHI 72 ARATRS R)
FEEE LD T Week2 FEAD ACR30 St (8425 ACR30 Xit) 358D bz BEOEIGIL, 7F
X THET100.0% (6/6 B), 77 AT 0% (0/5%]) Thol,

FEEF 7 Week2 BE D ACR30 it (MZE ACR30 & Iit) MESHLNT-EBEDEIE
TR TR 7T B REE
FEAE D720 ACR30 SN D b= BE OIS 100.0% (6/6 51) 0% (0/5 #1)
BeHRERIZE™ (95%CI) 1.00 (0.42~1.00) -
P fi" 0.0022 -

*1 Week2 RifD 7 B RNTIR BTN T 2 FEE 720
*) ENIEOMEOBEAIE. 7T ¥ T TOEMM 2R,
*3 T A v v — O IERERERIRE

(=2 H M ZZEMT 2 EIREEmIE E )

WREE D720 Weekl Ff R D ACR30, ACR50, ACR70 & TN ACR90 Kt (2% ACR30, ACRS0,
ACR70 T} ACR90 K iv)

FEZ LDV Week FERLD ACR30 . ACR50, ACR70 & TF ACR90 St (2028 ACR30, ACRS50,

ACR70 }2 OV ACR90 [its) 2358 b= BEDEISIT, UTD LY ThoT-,

FHEAEH7 U Week1 B D ACR30, ACR50. ACR70 % U ACR90 & Iis
(2% ACR30, ACR50, ACR70 B Tr ACRI0 RI) MO LNf-BEDEA
TR TRE 7T v R
FEZ D720y ACR30 UL 3588 b I- B DEIE 83.3% (5/6 1) 60.0% (3/5 f51))
FEE D720y ACRS0 L3588 HivT- [BE DEIE 83.3% (5/6 f4) 40.0% (2/5 $1)
FE A D720 ACRT0 SURHRD LT BE DEIE 83.3% (5/6 1) 0% (0/5 i)
FEE D720y ACRIO L3588 H L= BE DEIE 66.7% (4/6 151 0% (0/5 f4)

* Week1 AT 24 BFRIZIR BT IR 2 RBEE £
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WA DRV Week2 B 0D ACR50, ACR70 X8 ACR90 Kjin (2% ACR50, ACR70 B}
ACR90 ZJi7)

FERE LD 22 Week2 FEALD ACRS50, ACR70 }2 T8 ACR90 [t~ (24% ACR50, ACR70 2 UY ACR90

&) DD LN BEOREX, 732 ZHET 100.0% (6/6 51). 100.0% (6/6 f51) KTF 83.3%

(5/6 ), 77 EARETITNTIND 0% (0561 Tho,

FHEEFHEH7 L Week?2 B ACR50, ACR70 B TF ACRIO & fits
(2% ACR50, ACR70 B Tf ACRI0 itv) MEBESHLN-EBEDEE
Tl TR A7 A
FEA D720y ACRS0 RUSFR S b7 BE DEIE 100.0% (6/6 1) 0% (0/5 f51)
FE A D720y ACRT0 RUSFR b7 BE DOEIE 100.0% (6/6 1) 0% (0/5 f51)
FKEZ D720y ACRIO BURH T b= B OEIE 83.3% (5/6 f4i) 0% (0/5 1))

* Week2 AiT0D 7 HRENZRBUTIEIN T 5 R EE tE D720

BWeekl 5D ACR 27y b 6 HEICBIT AR
Weekl B I Fs (BFBEZETOR—ZAT A 035 30%., 50%., 70%M% XN 90%LL Otk L E%) Mk
OOLNTEEOEIGIZ, LT ThoT-,

Week1 B0 ACR30 D 6 DD I 7 EHRDHER

TR TRE A Y i
FERMIC & 25 BIEEIE O SMEFEM (VAS) 83.3% (5/6 i) 60.0% (3/5 fi)
BEBUC L 52T REOSBIFEHE (VAS) 83.3% (5/6 i) 25.0% (1/4 51)
THEMERI IR N B B B 0% 83.3% (5/6 1) 60.0% (3/5 f41)
i X A3 R & 4 2 BART %k 66.7% (4/6 51) 40.0% (2/5 f51)
HIRHERE DR (CHAQ/SHAQ) 66.7% (4/6 151) 0% (0/5 1)
CRP (mg/L) 100.0% (6/6 1) 20.0% (1/5 1))

Week1 B0 ACRS0 D 6 DD I 7 EHRDHER

T T8 A7 A
FERMIC & 25 BIEEIE O SMEFEM (VAS) 83.3% (5/6 f4i) 40.0% (2/5 51)
BEBUC L D 2T REORBIFHE (VAS) 83.3% (5/6 f41) 25.0% (1/4 f51])
THEMERIEI R N B B B 0% 83.3% (5/6 ) 40.0% (2/5 1))
) & 3 BR S 4 % BIE DL 66.7% (4/6 51) 40.0% (2/5 51))
F{RHRE OREM (CHAQ/SHAQ) 66.7% (4/6 151) 0% (0/5 1)
CRP (mg/L) 83.3% (5/6 f4l) 0% (0/5 141)

Week1 B ACRTO D 6 DD a7 EZRDHER

TR TRE A Y i
PERTIC & 2 BTG EME O 2N (VAS) 66.7% (4/6 f51) 0% (0/5 f51)
BEBUC L 52T REOSBIFEHE (VAS) 83.3% (5/6 f4i) 25.0% (1/4 51)
TEEMEBIEI R 3 4 B 2 B %% 50.0% (3/6 f51) 0% (0/5 1)
) & 3 BR S 4 % BIE DL 33.3% (2/6 f51) 20.0% (1/5 1))
HIRHERE DR (CHAQ/SHAQ) 66.7% (4/6 f51) 0% (0/5 f51)
CRP (mg/L) 83.3% (5/6 f4l) 0% (0/5 1)
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Week1 B2 ACRIO D 6 DD I 7 EHRDHER

T TR 7T AREE
FERTC & 2 B EBIEEME O SAAIREE (VAS) 50.0% (3/6 ) 0% (0/5 f51)
BEBIC L D52 IREOEBAFEE (VAS) 66.7% (4/6 151]) 25.0% (1/4 f51])
TRENERIEI R 3 A & L 5 BEE O %Kk 50.0% (3/6 f41) 0% (0/5 1))
B X IR E 4 B BEET 0% 33.3% (2/6 1) 0% (0/5 f51)
iR RE DR (CHAQ/SHAQ) 33.3% (2/6 f51)) 0% (0/5 1)
CRP (mg/L) 83.3% (5/6 1) 0% (0/5 1)

BWeek2 5D ACR 27ty b 6 HEIZBIT A K

Week2 B SIS (BFHEZBTOR—ZF A4 05 30%. 50%. 70%K% TN 90%LL otk & ©3) 2

ROLNBEEOEIEIT, UTDLEY Tholz,

Week2 BF R ACR30 @D 6 DD a7 EZRDHER

7 Ik TRE

75 AR

PEANIC & 2 RETEBIME O SRR (VAS)

83.3% (5/6 )

60.0% (3/5 f51)

BEBIC L D KO EARHE (VAS)

100.0% (6/6 1)

50.0% (2/4 1))

IHEPERIEI RS 2 b % BT D%

83.3% (5/6 1))

40.0% (2/5 #1))

B X A HIFE X A B 0% 83.3% (5/6 1) 40.0% (2/5 51)
B RHREE DR (CHAQ/SHAQ) 66.7% (4/6 151) 20.0% (1/5 f51)
CRP (mg/L) 100.0% (6/6 fi) 20.0% (1/5 151)

Week2 BF R0 ACRS0 @D 6 DD I 7 EHRDHER

T TR 7T AREE
FERTC & 2 BEBIEEE O SRR (VAS) 83.3% (5/6 f4i) 40.0% (2/5 f31))
BEBIC L 52 IREOEBEIFEE (VAS) 83.3% (5/6 1) 50.0% (2/4 151)
TRENERIEI R 3 A & L 5 BEE O %Kk 83.3% (5/6 ) 40.0% (2/5 f51)
B X A3 IR & 4 2 B 0%k 83.3% (5/6 ) 40.0% (2/5 f51)
iR RE DR (CHAQ/SHAQ) 66.7% (4/6 f51) 20.0% (1/5 f31))

CRP (mg/L)

100.0% (6/6 f51)

0% (0/5 #1)

Week2 B ACRTO D 6 DD a7 EZRDHER

T TR 7T AREE
FERTC & 2 BB EE O SARAIREE (VAS) 83.3% (5/6 f4i) 40.0% (2/5 f31))
BEBIC L D52 IREOEBAFEE (VAS) 83.3% (5/6 1) 25.0% (1/4 f51])
TRENERIEI R 3 A & L 5 BEE O %Kk 66.7% (4/6 151)) 40.0% (2/5 f51)
B X A3 IR & 4 2% B 0%k 83.3% (5/6 ) 40.0% (2/5 f51)
F{RRe DR (CHAQ/SHAQ) 66.7% (4/6 f51) 0% (0/5 1)

CRP (mg/L)

100.0% (6/6 f51)

0% (0/5 #1)

Week2 B5 R ACRIO D 6 DD I 7 ERDHER

7% TRE

75 RN

BRI K 2 RGBT OSRIEHN  (VAS)

66.7% (4/6 1))

0% (0/5 1)

BEBIC L 22T IREDSRAFEM (VAS)

66.7% (4/6 1))

0% (0/4 f51])

TEBMEBIE R 2 b 5 B O %

50.0% (3/6 #51))

40.0% (2/5 #1))

B & AR & 25 BEET 0K 66.7% (4/6 51]) 40.0% (2/5 51))
B RHEEE DR (CHAQ/SHAQ) 66.7% (4/6 f51]) 0% (0/5 1)
CRP (mg/L) 83.3% (5/6 141 0% (0/5 1)
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B Week2 RBiiD 7 B BTN 202 &
Week2 fiiD 7 HENZHEBANTED 2o T BEOEIGIL. 77X FRET100.0% (6/6 ), 7
TAREET 0% (0/5%) TH-o7-,

Week2 BiiD 7 HEIZREBA LT WEZFDEE
TrEX TR 75w AREE
RO HIR Do T BRE DEE 100.0% (6/6 1) 0% (0/5 1)

(EELEIREFEIER )

B Weekl1 BiD 24 REEICRBEB RN &

Weekl Fij0D 24 RFRHIZFEESGRD R Do T2 BEOEIGIL, 7% ZH T 100.0% (6/6 ), 77
T AREET 80.0% (4/5f5) THh oz,

Week1 BT 24 BERAICHEBNLZNVEZFDE|ES
TrEX TR 75w AREE
RN HIRDo T BRE DEE 100.0% (6/6 1) 80.0% (4/5 #51))

WERIC & 3R BIEEMEDO SR (VAS) O_R—2F 4 Hv5 Weekl £ TOZEA{L

BERTIC & 2 5 BIREME O 2R AEEHEICE 4% VAS 227 (VAS 0~100mm) DX—RA T A b
Weekl £ CTOELE CEHMELSD) 1L, 7T T8 (66]) T—46.3+£32.6, 77 HREE (54 T
—30.0+18.5 TH YV | MHEMIDOA (Hodges-Lehmann #EE &) 13 —14.3 (95%CI: —59.9~24.0) Th o7z
(P=0.3290, % H L@ P ff. Wilcoxon-Mann-Whitney 1% &) ,

WAL EIC L 225 RBOEMREVFEE (VAS) DR_R—2 5 A4 Db Weekl £ THDEAL
BEINC L D22 IO SRR TS VAS 227 (VAS 0~100mm) D_X—Z T A b
Weekl £ CTOEE CEHMEESD) (. 7FHF2 T8 (6 #) T—53.7£277. 77 vREE (4 #)
T—25.0%31.7 CTh v, MEMDOZE (Hodges-Lehmann #EE &) 1£—33.4 (95%CI : —76.0~20.0) T
Hol= (P=0.1714, 4 H E® P&, Wilcoxon-Mann-Whitney #1E) ,

BCRP DR—RF A )35 Weekl £ TDZE(L

CRP D=2 T A 6 Weekl £TOE R CEAEESD) (X, 7FF T8 (641) T—109.6*
63.4mg/L, 77 EAREE (5#]) T—22.7+47.1mg/L TH V., BH5HEMZE (Hodges-Lehmann #7E &)
1£—68.3mg/L (95%CI: —175.0~—22mg/L) Toh->7= (P=0.0303, 4 H ® P fE, Wilcoxon-Mann-
Whitney 7€) .
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[ Dt IREHm A H ]

WREEE DR Weekl, 2, 4, 8 XU 12 KRR D ACR30, ACR50, ACR70 XU ACR90 X
(2% ACR30, ACR50, ACR70 2Tt ACR90 X))

B T L OREE DIV FWeek], 2, 4, 8 KN 12 RfaD ACR30, ACR50, ACR70 } Y ACR90 [

Jt~ (2% ACR30, ACR50, ACR70 2OV ACRO0 SUt) 1%, AT LB THHoT=,

BEILEDOREBEEDLL Weekl, 2, 4, SR 12BFRD
ACR30. ACR50. ACR70 K U ACR90 &>
(%% ACR30, ACR50. ACR70 % U ACR90 A Jit)

BETLOBRIGREREHFDBEVACRIORR U RS IR

TFEITEH TSthE
BEl . . . L BE7
|E) . . . . £ER . ]
B E=3 e o . . . § FE9
ID =x4 . ® . . . ID =510
BES L ] . . &N
B2E6 . . . . .
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 1 zZ 3 4 5 6 7 & 9 10 11 12 13 14 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14
& ShEEORMBE (Week) S FELE O/ (Week)

BETLOBRIGREREFDBVACRSORIGR U SRR

TFHEUSE FSEnE
B&1 . . . . BE7
BE2 . o . . . £E8 . .
§ 2= . e N . [] § E£E9
ID #&Ea . . . . ID =210
HES LI . . FEN
BE6 . . . .
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 0 1 2 3 4 5 6 7 & 9 10 11 12 13 14
1ZSRiEEROHAR (Week) BSHE& O (Week)
BEILORRNERAEFEDREVWACR7ORER U SEER
FHEUTEH TSt
BE1 . . . . &7
BEZ . e . . (] BES
B szl . . . . § £#9
ID =|¥4 e @ . . Y ID =E10
=5 . . . . =E
EE6 e o . 0 .
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
o] 1 2 3 4 5 6 7 8 9 10 11 12 13 14 ") 1 2 3 4 5 6 7 8 9 10 11 12 13 14
1@ SRaiEER ORI (Week) B SRaEEOEIR (Week)
BEIEOBRBNEREHREEDEVACRIORIGR USRS
i o S i chiii::]
HE1 wE7
BE2 . . . . . LS
§ FE3 . . . . § ®E9
ID @&&E4 . o . . . ID #&Z10
BES * = . . F;EN
HEO s . . . .
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 1 2 3 4 5 & 7 8 9 10 11 12 13 14 0 1 2 3 4 5 & 7 & 9 10 11 12 13 14
g SHAtAE OB (Week) B SHEE DB (Week)
* ACREIG

EIEOES - 2T WEREORD BFOMOES 1 ER0’T
BEEDIHIiEE S TSN ACRRIGE R, ABEO RS MR A IHEDE & AREOR S0 FESEGROB TR

* [Weekl] I Weekl R 24 BRI BICERK T 2 HEAE D7, [Week2, 4, 8 LN 12] 1% Week2, 4, 8 KN 12 RijD
7 BHRNCERBISER T 253 Z b
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B Week1 A7 24 FFE X Week2, 4, 8 KON 12 B0 7 BRIIRB BN &

FIBDFRD IR T BFEOEIGIX, 77 % T TlE Weekl T 50.0% (3/6 f51]) . Week2 T 83.3%
(5/6 f51]) . Week4 T 83.3% (5/6 ). Week8 T 100.0% (6/6 ) . Weekl12 T 83.3% (5/6 %), 77+
REETIX Weekl T 80.0% (4/5 ) . Week2 T 50.0% (2/4 ) . Week4 T 50.0% (12 f5l) TH -7,
B, 7T BEAREETIL Week6 & 2 TIRBRIED & G- 2 kit L 7 B 1T O e o Tz,

Week1 BT 24 BRI X (% Week2, 4. 8 RV 12 R 7 BRFICEB L GENEEDEE

T TR 75 v AREE
Week 50.0% (3/6 f51) 80.0% (4/5 )
Week?2 83.3% (5/6 1) 50.0% (2/4 f51)
Week4 83.3% (5/6 1) 50.0% (1/2 1)
Week$ 100.0% (6/6 1) -
Week12 83.3% (5/6 f1l) -

* n=0
BCRP, ~E/u by, MABEBERERT = FLrDR—R54 1D Weekl, 2, 4, SEN12 T

DEAL
CRP D_X—RA T A H 5 Weekl, 2. 4, 8 KON 12 FTOEEIL, UTFTDOLEEBY THoTz,

CRPOR—RS A4 oD EE (Weekl ~Week12)

CRP (mg/L) | 7% TR | 75 &R
NR—=RF A

%k 6 5

) fE+SD 134.305+73.511 98.868+29.918
FfiE (Q1, Q3) 134.305 (70.110, 197.050) 95.900 (80.000, 125.090)
R—=RZF A N5 Weekl £ TOELE

%k 6 5

15 fiE+SD —109.643+63.402 —22.734+47.086
FfiE (Q1, Q3) —78.440 (—185.230, —68.850) —23.250 (—54.750, —10.190)
R—=Z2 T A N5 Week2 £ TOEILE

Bl 6 5

V-5 fE+SD —126.670+66.697 —33.904+64.393
HffiE (Q1, Q3) —129.845 (—182.650, —66.690) —53.800 (—79.030,26.380)
R—=RF A N5 Weekd £ TOEILE

% 6 2

SEHIEESD —111.313+64.674 —24.790+108.993
HffiE (Q1, Q3) —77.955 (—192.630, —70.010) —24.790 (—101.860, 52.280)
N—=R 7 A 5 Week8 £ TOELE

% 6 1

SEHIEESD —133.813+73.331 —56.810

FfiE (Q1, Q3) —134.085 (—196.550, —70.010) —56.810 (—56.810, —56.810)
N—=R2 7 A 5 Weekl2 £ TOELE

%k 6 0

) fE+SD —133.477+72.970 -

FfiE (Q1, Q3) —134.120 (—196.800, —69.800) -
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NETREDNR—RAT A Db Weekl, 2,4, 8 KN 12 FTOEALEIT. LT LB THhoT,
AESFTOEVDARA—RSA U bDEILE (Weekl ~Week12)

~E/BEy (gdl) | 7R TR | 75 2R
1 S Ve

% 6 3

) fE+SD 9.85+1.45 10.53+1.00

HffiE (Q1, Q3)

9.95 (9.00, 10.70)

10.90 (9.40, 11.30)

N—2 T A 5 Weekl £ TOELE

Bil%k

4

3

SEHIEESD

0.93+0.30

—0.70£1.05

FRME (Q1,Q3)

0.90 (0.70,1.15)

—0.80 (—1.70, 0.40)

N—2F A b Week2 £ TOELE

Bil%%

6

3

SEHIEESD

1.57+0.86

—0.80+1.01

FRME (Q1,Q3)

1.35 (1.00, 2.60)

—1.00 (—1.70,0.30)

N—2F A B Weekd £ TOELE

B

6

1

FHELSD

1.88+0.81

1.30

FRME (Q1,Q3)

1.70 (1.10,2.80)

1.30 (1.30,1.30)

N—2Z A 5 Week8 £ TOELE

Bil%k

6

1

FHELSD

2.43+0.84

1.10

HffiE (Q1, Q3)

2.35 (2.20,3.00)

1.10 (1.10,1.10)

NR—2 T A b Weekl2 £ TOE(LE

Bil%k

4

SEHIEESD

2.13+0.78

HffiE (Q1, Q3)

2.10 (1.60,2.65)

M/ REEDR_R—Z T A 738 Weekl, 2. 4, 8 KN 12 FTOLLEIILLTFD LB THoT-,
MIMREDOR—R S oM 5DELRE Weekl ~Week12)

/MR (10°70) | TR TR | 75 LRt
R—RTA v

%k 6 3

I fE+SD 487.5£120.4 556.7£126.6
HoLiE (QI, Q3) 489.5 (370.0, 544.0) 551.0 (433.0, 686.0)

N—2F A 9B Weekl £ TOELE

Bil%k

4

3

FHELSD

—11.3+46.4

—80.3£144.3

HffiE (Q1, Q3)

—13.0 (—42.5,20.0)

—54.0 (—236.0,49.0)

N—2F A 5 Week2 £ TOELE

Bil%k

6

3

SEHIEESD

—148.2+52.3

—26.3£139.6

hfE (Q1,Q3) —137.0

(—188.0, —107.0)

19.0 (—183.0,85.0)

N—2F A 5 Weekd £ TOELE

Bil%k

6

1

SEHIEESD

—148.0+101.4

—340.0

FRME (Q1,Q3)

—139.5 (—170.0, —69.0)

—340.0 (—340.0, —340.0)

N—2F A 5 Week8 £ TOLEILE
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ik (10°/1) T TRt 75 REE

%L 6 1

) fE+SD —179.5£117.9 —204.0

FfiE (Q1, Q3) —173.0 (—290.0, —72.0) —204.0 (—204.0, —204.0)
N—=RF A 5 Weekl2 £ TOELE

%k 4 0

) fE+SD —183.5+116.6 -

FRME (Q1,Q3)

—173.0 (—283.0, —84.0)

T2 )F U DR—=AT A v Weekl, 2. 4, 8 TN 12 FTOZBLEIFILLTDO LB THhoT-,

Tz)FUoDR—RZA4 0 bDEILE (Weekl ~Week12)

7= )F (ugl) | TFEU IR | 77 e R
N—RTA Y

Bil%K 5 3
FHfEESD 507.326+464.837 711.970+683.869

FRME (Q1,Q3)

326.380 (139.630, 785.590)

361.930 (273.980, 1500.000)

N—2Z A B Weekl £ TOELE

Bl

5

3

FHELSD

—238.118+£238.348

—31.030+27.443

FRME (Q1,Q3)

—178.450 (—272.660, —67.310)

—40.980 (—52.110, 0.000)

N—2Z A 9B Week2 £ TOELE

Bil%k

5

3

FHELSD

—390.364+387.521

—49.383+51.776

HffiE (Q1, Q3)

—214.380 (—687.120, —78.720)

—44.890 (—103.260, 0.000)

N—2F A )5 Weekd £ TOELE

Bil%k

4

1

SEHIEESD

—533.130+432.025

—238.970

HffiE (Q1, Q3)

—490.265 (—885.415, —180.845)

—238.970 (—238.970, —238.970)

N—2F A 5 Week8 £ TOE{LE

Bil%k

5

1

SEHIELESD

—476.102+460.321

—264.950

FRME (Q1,Q3)

—283.410 (—757.420, —105.390)

—264.950 (—264.950, —264.950)

NR— 2T A )5 Weekl2

ECOLILE

Bi%K

5

A fE£SD

—482.580+460.516

FRME (Q1,Q3)

—304.190 (—760.590, —109.530)
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WEE I X 2R BEEEREOSRAEEM (VAS) ORX—R T A D Weekl, 2, 4, 8 EN12 %
TOEAL

B /BT X AR BB EEE O SRR (VAS) O_—R2F A4 6 Weekl, 2. 4. 8 KN 12 £ T

DRZEZEOEIF. LT EBY ThoT-,

BE/RBICE DEREEEEFBOEMAIFEME (VAS) OR—R 54 UhbDEL

—— 7FFUS8(n=6)
—— TS5 REE(n=5)

\Y
A
S
R
|
7
12 (Week)
B Week12 B DR BEEIMER L

Week12 I i O BIEEPEZ L* O BEOEIGIL, 7T F 2 THET 50.0% 3/6 #), 77 BAREETIX
B G HIERER T 0% (0/5 i) Thoiz,

* DUNIORTEEDRT A =2 DD HBEATHHER TH 5, [EEMEBEEIRNA LN D BEIN RV, AT VRSN T 258, 5
B, RS FEIER R O H MY V  HiEIRAFED 5720, CRP A EF AN, EMIC X 2R BIFEIMEO 2EAFHT D A
27773 100mm @ VAS T 10mm Ajifi, WONZFHO Z DX 2315 580 F

BJADAS27 DR—Z 5 A 95 Week2 RN 12 £ TOEAL
JADAS27*¥D_—A T A i Weekl, 2, 4, 8 KON 12 £ TOEVE (PRE) 1. UFD LB T
ot

JADAS2T A7 DAR—R S 4 U DEILE (Weekl~Week12)

ThE IR | 7 5 REE
1 S Ve
%k 6 4
HffiE (Q1, Q3) 24.52 (23.10,25.19) 24.75 (19.70, 27.65)
N—=R 7 A 5 Weekl £ TOELE
% 6 4
HffiE (Q1, Q3) —22.55 (—24.29, —14.91) —10.37 (—14.25, —6.49)
N—=R T A b Week2 £ TOELE
%L 6 4
HffiE (Q1, Q3) —23.35 (—24.49, —16.60) —16.04 (—19.54, —12.08)
R—=RF A N5 Weekd £ TOEIL&E
Bl 6 2
HffiE (Q1, Q3) —22.08 (—24.65, —15.61) —10.93 (—15.38, —6.49)
R—=RF A N5 Week8 F TOEAV &
Bl 6 1
e (Q1, Q3) —23.47 (—25.09, —21.90) —10.97 (—10.97, —10.97)
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N—2F A b Weekl2 £ TOELE
154 5 0
hefE (Q1,Q3) —23.70 (—24.49, —23.10) -

* [JADAS27) (&, TEERTIZ X DK BIEEIEDO SRR . THRFEAIC X 225 IRIEO SRR, TRk RA A LD 27
DORAET KON TCRP) @ 4 THA DB SN D HMIEH CTh 5, JADAS27 ORI &+ 25 BfIL, SEHEBIEG. RIS, =R,
FEO P FRaERE (55 1~ 3 BIED . IO BaEn, MR, B LR VR MEi O 27 o TH B P9,

BH5QHEHBICL > THREEEEZFIET 2 ETOHM., AMEORMUIRBOEITIZL - T
IRBRER L5 2 HIET 2 TOHME FIRTEMER)

T F X TRETIE Week12 AICIRFEROBE G2 IE LB TR T, 77 B REETIE S #7

T OBED Week6 BlZHE G2 HIE LT, &5 IREEIT, HREOET 2 6] (Z1Z4 Weekl i

KON Weekd) ], AzhtEoxan [2 B (FiuEi Weekl TN Week2) ]. =Dt FH [1 il (Week6) ]

ThHoT,

[ZEFErE D FEAfTE B ]

BSEFR : AF VR L D2FRORE B BEUNIEFEORE B E~DEE

N—=2 74 L GRBED LR ToN GG 25 T) OFT X TOXREERIC, AiEDREELAREIC
AF RO T DITBE N FAR (EHROBE) 2 XFE Mt FEE2 R L AR REEIN, BFIC
fFERDNPRIERGEITIL, MEFIZO VT RBRICEIER ST,

BFICBIT D2 AFVRIC L 272 REXIIMEFELZ RE L A5 CESELSD) X, 7 F 2 T8
TlX Weekl (6 #1) T0.520.8 H, Week2 (6 f4]) T0.7£1.6 H, Week4 (6 f5]) T 0.3£0.8 H, Week8
(6 f51) T02+04 H, Weekl2 (6 f5) TO0 H, 77 BHREETIL Weekl (561]) T1.0£22 H, Week2
(4 %) T13+25H, Weekd 2 %) TO0H TH o7,

NEF BT D AT VIR L D748 % KIE AIEEEZ R L7z B CEfELSD) X, 7% 7
RETIE Weekl (441)) TO H, Week2 (3%1) <0 H. Weekd (3 ) T 03+0.6 H., Week8 (5 #i)
T0.2%20.4 H, Weekl2 (4 f5]) T 0305 H, 77 BREETIL Weekl (3%1) TO H, Week2 (2 f51))
T1.0=14 H, Weekd (1) TOHThH-7,

[EzRE 7220 MmE A )
BEMN, F~o—H—DR—ZF 1 )5 Weekl, 2 RN 12 ¥ TOZEAL
IL-6 DX—ZF A b0 bE [HRE (Q1,Q3)] IFLLTFTD &Y ThoT,

IL-6 DR—ZSA MoDEILE (Weekl ~Week12)

IL-6 (ng/L) | T X TR | 7 7R
N—2F A

ik 6 3

HffiE (Q1, Q3) 35.935 (10.575, 59.080) 32.501 (22.642, 66.932)
R—=RZF A N5 Weekl £ TOELE

ik 6 3

i (Q1, Q3) —32.580 (—51.846, —9.323) —1.311 (—37.191,2.727)
R—=Z2 T A N5 Week2 £ TOEILE

ik 6 3

ffefii (Q1, Q3) —31.831 (—49.960, —7.680) —18.357 (—53.377, —2.719)
R—=2F A N5 Week8 £ TOEV &
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Bl 0 1

FfiE (Q1, Q3) - —23.124 (—23.124, —23.124)
N—=R T A 5 Weekl2 £ TOEAL &

Bl 6 0

FfE (Q1, Q3) —34.613 (—56.574, —9.824)

IL-18 DX—Z 7 A b O bR [HFIfE (Q1,Q3)] IFLLTFDEEBY ThoTz,

IL-18 DR—RX S A4 oML DEILE (Weekl~Week12)

IL-18 (ng/L) | 7Tk T | 77 LR
N—AXF7 A

%k 5 3

e (Q1, Q3) 29372.0 (11884.0,37856.0) 13370.0 (3311.0,230720.0)
N—=R 7 A b Weekl £ TOELE

%k 5 3

HffiE (Q1, Q3) —6541.0 (—13647.0, —1430.0) —729.0 (—1503.0,273664.0)
N—=R T A b Week2 £ TOELE

%k 5 3

HffiE (Q1, Q3) —7171.0 (—10080.0, —2239.0) —2503.0 (—58528.0, —1074.0)
N—=R 7 A 5 Week8 £ TOELE

% 0 1

HffiE (Q1, Q3) - —1947.0 (—1947.0, —1947.0)
N—=R T A 5 Weekl2 £ TOEA &

% 5 0

HffiE (Q1, Q3) —18959.0 (—26660.0, —10184.0) -

INT AT I F L DR—=AT A b0 E [FRME (Q1,Q3)] 1T T LB THoT-,

ANTOTFIFUoDR=RSA4 ohbDEILE (Weekl~Week12)

ANTET s T (mgl) | 7Ry TR | 75 KB
N—2F7 A

%k 6 3

e (Q1, Q3) 73.488 (25.460, 117.920) 136.656 (17.760, 150.528)
N—=R 7 A b Weekl £ TOELE

%k 6 3

HffiE (Q1, Q3) —35.797 (—108.042, —15.968) —4.675 (—11.760,31.936)
N—=R T A b Week2 £ TOELE

%k 6 3

HffiE (Q1, Q3) —65.770 (—114.598, —23.196) —23.632 (—50.944, —3.487)
N—=R 7 A 5 Week8 £ TOELE

% 0 1

HffiE (Q1, Q3) - —11.175 (—11.175, —11.175)
N—=R T A 5 Weekl2 £ TOEA &

Bl 5 0

HffiE (Q1, Q3) —92.140 (—116.852, —24.936) -

FFATT IV DR—=RT A4 nbOEE [FRE (Q1,Q3)] 1T T LB THhoT-,
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FATTIVODR=—RFA o bDEE (Weekl~Week12)

FA477 Y (molL) | 7%y TR | 75 LRt
A

%k 5 3

FfiE (Q1, Q3) 11.60 (9.60, 12.00) 14.50 (6.80,28.30)
R—=ZF A N5 Weekl £ TOEIE

%k 5 3

i (Q1, Q3) —2.30 (—3.30, —2.20) —1.30 (—4.90,20.20)
N—=R T A b Week2 £ TOELE

%k 5 3

FfiE (Q1, Q3) —6.50 (—7.30,0.70) —3.10 (—20.40, —0.50)
N—=R T A 5 Week8 £ TOELE

%k 0 1

HffiE (Q1, Q3) - —2.60 (—2.60, —2.60)
N—=R 7 A 5 Weekl2 £ TOELE

%k 4 0

HffiE (Q1, Q3) —4.55 (—5.55, —3.65) -
-y )3

BEHGIIT T X TET6/6 6 (100.0%). 77 BHREET 4/6 61 (66.7%) [ZRD B, TTFF 7
HOFERAEFRSR QHILLRIZHELD) 1T, EGERYE 3/6 1 (50.0%) . FESERALES 2/6 511 (33.3%)
Thole, 77T HREETIE, 2HILL LICBEHR LA EFERLITRO Lol
BUWERNIZT T BT A6 B (66.7%). 77 BAREET 1/6 61 (16.7%) IZRD B, TFF o TR
TIXTESERALSUG AN 2/6 1] (33.3%) . TEETEALATEE, JESERALIEIE B OWLEIED S 1/6 B (16.7%) .
7T B AREETCIREREED E VRO A 1/6 il (16.7%) Th o1,
HERAFERGIIT TR IHTIIRO LT, T 'AEET 16 6] (16.7%) #Hif i,

PG ICBE S T2 FEFRIT X ITHTIIRO LT, 7T 8REET 16 i (16.7%) M5 Iini=",
ARBRICBNT, FECICE ST AEFRITRD LN DT,

*AF AP TIER L O E AR B MAZIE ) o SEE 3 HITH L L OB HE L, EEAAEFRLLTRESHLE (8
B L ORI L), o, ABRICLvABRae bk L,

RERYE

TFXRUTEETIE, TRTOEE (6/6 ) 1Z ADA FEEFRD HAL, 5/6 FlTHEWIF ke L THEo
Sz, HUAMmIE, BUAMf2Y 100 KD 3 F1TIE 4.55~31.0, 100 LLLED 3 BT 109~385 TH -7z,
ADA BEERRIRD 66.7% CEAn 110 2 NIAPE IL-1Ra & OAZZESUGTED GRS BT A3, FFIHLA (NAD)
DRBLDFRD LT BEI TR o T2,

77 B AREETIE Week2 @ 1 BEslZHBW T, 1 i ADA %%fﬁij 1D B AL HURMEE 107 TH Y .
W THR 2 NIRITE IL-1Ra & OAZZERURE K ORGP IERR® Hie 0o 72,
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2) BEMHHER
OENEMABRER FRIIAVEEER) (Sobi. ANAKIN-303 5XER)
(V.5 (4) 1) B2k OESR

QBN FEMHEGER (FRFLAEIER) (Sobi. ANAKIN-301 :XER)
V.5 (4) 1) AW DIESH

(5) BE - FEHER
EER e L

(6) AMmAEIEEA

1) EARERE (—REARERE. BRECRARERE. ERAREEERER) . RHERTERT —4
N—RFE. RERFTRERABROAE

By, ENA. RET M. TRKZERREER (Sobi. ANAKIN-302 5XBR) *¥ (#7T)

ERD) IR 2R BRI 2R 2 52 1 T D S RIFAEIE R R PR BRI 8 (sTTA) A IZIs 1T

L7 X T OREMLEN S, HHIREXAERFLL L (v 777 — U0
MAVIEERE (MAS) &0 CaMiid 5,

F—H =R Pharmachild O EMERFEMERIS 8 (JIA) BE LA R U”

PSE-S Pharmachild ® JIA L &2 NV IZEGR SN BELOBREDO S L, BEREY v<F
%22 (ILAR) DOFEHMECHES TSIA LS, sIA DBEIHICT 7%
7 O T2 BE

SE B4R 2018 £ 9 H 30 H F TIZ Pharmachild ® JIA L 2 kU IC&EEE S L, AKRBRoD
KIBEBEDER M- LTI X COBRE AT, 306 FI037%Y L., AR
BRICE YT,

e B e UT NI — )L RF—ZTOTF X705 HIM

o ML FOIHEERAEFERNOEERAEFRS (BICERTREAE
FRTHD MAS Z5Te) OIEBLRI

o TFX T OEE T FHE

* Pharmachild @ JIA LA R VX 2011 4 12 A EFbiiz, VA RNURNTRBRAME T —X LOHIHE 7 — X BIUE S
Nic, LURANVICREESIN TV DB AME T —X T, 7F %27 OYIENEFET 2004 -Th - 7,

2) R@BE#HE LTREFRONER (E%IE L1 HE - HROBE
DR L

(1) zott
BB L
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VI. FHFEEICEY SIEE

1. REZNICEEH S ELEYURITELEDHE
IL-1 PR 5
—W4 I FFR R~ T (BIZFHHEZ) | rilonacept
) AFRARETH 5,
EE : BEDH DB DG « HIRFIT, BHORMNIELZZRTL L,

2. R
(1) Y& - VEFAKER
TR T, BT e b X —a A F o ZREEESEE (IL-1Ra) TH V| KIEM
PA S A L IL-1 (IL-1a XOVIL-1 8) O (IL-1RD) ~OfEEEBAIICIHE TS Z &1
X0 Z DAY FREME 2R U, RAE & T 5,

(2) EFEMFTZEBREE
1) IL-1 ZBREAQEESERNME (/n vitro) 33
IL-1 ZBRITHT 27 F % 0 7 OVfRBEES (Kol 1% 205pmol/L Th 7z,

BS-TFFUSDOT IR v/\[EHIRAR (EL4 #ERE) ~DEHEMEEE (pHT. 2)
25 : : : : . , . . .

20

15 -

10

FRIESE (cpmx103)
B/

O 5 10 15 20 25 30 35
BE5E (cpmx10?)

0.5 1.0 15 2.0
3S-7F+IRE (hW)

D J Dripps et al. J Biol Chem. (1991) 266:10331-6, (https://doi.org/10.1016/S0021-9258(18)99230-6) © 1991 ASBMB. Currently published by Elsevier
Inc; originally published by American Society for Biochemistry and Molecular Biology.; Creative Commons Attribution 4.0 International License
(https://creativecommons.org/licenses/by/4.0/).

ik =y A Y LoNfEARILE EL4 MifE (5 X 10%cell/mL) & KR D 3S-7FF T % pHT.2, 4°CT 4 Wefihsa
L7z, BRAITHEG L2 3S-T TR T2 IEG0bD L HBET 72010, Wdk, g (60% 7 ¥ ik
T TN, A% T FNETF T F) B L TRLGEEL, oIl ry MEARRBE L, S
L7e ¥S-7 % v 7 OHEM A RIK v FL—ra v o v 2 —CHIE LT,
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2) IL-1 SEPCE, . 055 F—CEECHT ZIMEWER (in vitro) ©

3)

4)

)

TFXT01E, 8 FIL-1a Xidk FIL-1BIZEVFE R IILD PGE, KOV 7 7 —B DA %1

=7,

IL-1 555 PGE, £ 5 I FRaST7F—EEEIZHT S
THEXUSDER TFTFEUSDER

PGE,{pg/mLx10?)
3545 —t (ng/mLx107)

D T T
0.1 1 10 100 0.1

1
PFFSEE (ng/mL) 7S HEE (ng/mL)

T
10 100

Used with permission of The American Society for Clinical Investigation, from J Clin Inves. W P Arend, et al. 85, 5, 1990; permission
conveyed through Copyright Clearance Center, Inc.

FiE b MEFEMEAESBEDCT XU IHFEEFTE FIL-1a XUEE FIL-18 (Wb 3U/mL) & 4L 37°C
T 16 FRfEEERE L7=1%. ELISAEIC LV PGE KN 57—V oEARLIE LT,

IL-1 @ R IL-1 B 12k % C3H/Hed ¥ o R fgBRARAE D& FEIZ %t S HNH4ER 4142
IL-1 0 KON IL-1 8 OFMIBEETEIEI 57 F %20 T O 50%MHEREIL. TAZNH 2ng/mL
KON Ing/mL Th o7z,

J5{k : C3H/He) ~ U AMafpiia 2 S IREDOT T X U THFET TIL-1a XUFIL-18 (W hvd 3U/MmL) &3
37°CC4 AMIEEE L2k, MTT IEIC L Y MinEEReE 2 & LT,

IL-1TalCkYBERINDIRRNIFLEADFHREROERICHT HER (DHF) 849
TFXTE 8 FL-la OUHX~DOENEGIZ LV FHER LT A~D i FEROERE % |
1.7X10"2 (mol/EBfr) (2B W CTHEICHEI L7z (P<0.01, —Joll@E i),

Jiik s [Mn] TR L7207 B X OLFPERZ BIRN S L7, BB B IL-1a (1.4 X104 mol/FBAL)
ZRSUIT %0 T LITERNEE L, 4 BREICERGEMA~0 [Mn] FE#f PEROZERIN T 27
T xR T OERZRE LT,

& PSR TRRE R - F B
BB L
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VI. EWEREICEY SEE

1. M REDHS
(1) AR EA7 MehiREE
DR L

(2) BESRCTHERIA-OSRE

1) BEIETES BERA. AEAOT—42. BHNE 1 HERER) ©
R 6 BIZAA] 100mg Z HEIZ FREGX L- & &7 % 0 7 OMmERREHER &K OEEY
NI A—=FIILTD LB ThoTo,

RERAAICAHF 100mg ZHERERETRE LIz EOMBEFREHER
1000+

800+ n=6 B
T EHEE R

M3 74> S (ng/mL)

BsfEl (h)

REMAICAH 100mg ZHE R TR LIz& EDRMEBE/ NS A -4

CL/F
tmaxa Cmax ti2 AUCO—DO (mL/mln)
(h) (ng/mL) (h) (ng-h/mL)
W fE AR R A A
4.0 (2.0~8.0) 773121 5.24%+0.45 101882083 170£37 167
n=6
I AR R

a) RfE (FEIH)
toae IR SEBERFR Coax @ IREIREL, i FEARAANE . AUC .. « 55 0 W3] O MERRICIFH] & C o> M e -
IRFf bR TR, CL/F : LTGRO RNT ORI VT T A

KAFNOAR S NI HER O HE !
HEE. AR OVER 8 7 AL ESIKE 10kg LEO/NRIZIZT R0 T (EnM#iz) & LT, KEIDSCTUTEK
THE57 5,
K 50kg LAl : 18] 100mg %, 1 H 1A
K 50kg A : KH 1kg 2729 1[I 2mg & 1 H 1Al 7285, 16 R OLBE BV TIE, DIRA+HH25E1E, (KE 1kg
720 1 Bl K 4mg £ CHETX 5,
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2) REETEE
BARADLSREFEHHFAEEATARUBARER FILHFEEE (ERNEIERR) *
H AN O 2 5 REEEME R T ME B E 28 M OSRRAFEIE A F /LR B 8 i, A% 1 B 1 [T
5K 50kg UL EOBEIZIT 100mg/ H | AR E 50kg A O B 121% 2me/ke/ H (B K 100mg/H) ]
Lz EDR—=ZF A > Weekl KT Week2 ([CF1) 5 #5501, #5515 5% KO 4 B # o i iE

TT7 TR TREBUTOLEEY ThoTe,

BAANDESHEFHRELEHRRUOBEARERFILREEOMEFT7FF U IRE

3

. A (A S A{E
KB | IR ”ﬁmﬁzﬁﬁ%% [%ggﬁgﬁ(&)] (B~ K]
ng/L)

N — R | F 5 1.22+2.28 4.83 (18.38) [0.0~5.5]
leg)/ 515 531% 269.63+163.85 235.46 (57.95) [114.0~622.0]

B 5 4 Rl 616.75+228.04 586.40 (33.67) [385.0~1120.0]
Weekl | $&5-if 278.62+253.61 151.51 (263.12) [9.1~684.0]
(%) 5 15 0tk 448.75+170.94 418.52 (42.51) [255.0~648.0]

e 4 W4 802.25+109.31 795.57 (14.00) [631.0~947.0]
Week2 | # 5 249.15+242.94 166.66 (133.16) [33.4~799.0]
(=) b 15 531% 410.38£157.10 384.24 (40.70) [222.0~642.0]

e 4 W4 864.88+308.11 823.80 (33.34) [525.0~1520.0]
SATEIE (BRI (%)] 13, BIEMA 0 Th ot F—# RERS L CHEI LT,

BARADE SR EFHSHRUEMRBEOMER 7 XU I RE
KBE | TR %@‘%‘fgﬁ@ﬁ% (B~ K]

N — R | # 5 1.06+2.13 [0.0~4.3]
Z:; 8515 5314 231.50+72.21 [183.0~338.0]

B 5 4 Rl 545.25+113.42 [385.0~643.0]
Weekl | £ 5-Ai 136.74+£176.27 [9.1~397.0]
=) b 15 531% 450.75+218.69 [255.0~648.0]

B b 4 REfE 4 777.50£109.39 [631.0~867.0]
Week2 | # 5 102.80-71.99 [33.4~184.0]
=) b 15 531% 400.75+175.06 [247.0~642.0]

e 4 W4 926.00+441.62 [525.0~1520.0]
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BRADBRARERAFIVREEZEOMER 7 FFUIRE

. _ ML+ B R 7
S | bR FIHE L PRI 2= (B ~J K]
(ug/L)
N — R | BEER 1.38+2.75 [0.0~5.5]
A .
(n=4) b5 15 0tk 307.75+£231.42 [114.0~622.0]
5 4 B 688.25+307.97 [430.0~1120.0]
Weekl | ¥ 5.7 420.50+255.58 [163.0~684.0]
(n=4)
5 15 5% 446.75+142.65 [276.0~589.0]
5 4 5% 827.00+119.50 [708.0~947.0]
Week2 | % 5.7 395.50+274.62 [184.0~799.0]
(n=4)
5 15 5% 420.00+163.39 [222.0~620.0]
5 4 B[S 803.75+£128.53 [693.0~953.0]

EEVEFHRRMBEARRURARER FILFRESE (BNEIARERAR. FMEADT—5) P

)

(4)

A By U AR R FE M B Ff R M OVl N TR IE A F VIR R 6 B &2t RICAH 4 2mg/kg/ A X%
dmg/kg/H (LK 100 X1k 200mg/H) OWTNNAOHETT B 1 [RIE FHERG*L-L &
D Weekl, 2, 4, 8 KN 12K iD 7 F % > 7 O GRTMIGEHIRE (N7 7IRE) 1. AK| 2mg/kg/
H# 5T 7.19~959ng/mL, 4mg/kg/H 5 T 80.7~885ng/mL Td > 7z,
*2mg/kg/ &5 (2 #) . 4mg/kg/ H¥x5- (4 B1)
KAFNOAR SN HER O HE !
HEE. AR OVER 8 7 ALLEDIRE 10kg LEO/NRIZIZT ¥ 0T (EfaTHHx) & LT, KEIDSCTUTZK
THRET D,
{kE 50kg LA L : 1 [8] 100mg %, 1 A 18]
IREE 50kg A : AR 1kg U720 1 2mg % 1 A 1A, 723, 16 mARMOBFIZBOTL, RN+ 8E61E, KE 1kg
Y720 1 Bl K 4mg £ CHETX 5,

h
s B L

8% - GAROTE
LR L
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2. EMEERI/NS A—4
(1) fRAFAHE=Y

(2)

)

(4)

(5)

(6)

TVT TR, DB/ var— kA M

IR MR E 5E 38
RHER e L

HRREER
EER e L

QUTPIVR

AARNORERERR A 27 B2 7 5227 1.0mg/kg (4 B1]) . 2.0mg/kg (2 1) . 3.0mg/kg (3 f51]) . 5.0mg/kg
(4 f51), 7.0mg/kg (4 61), 10.0mgkg (4 ) % 3 FEfi 0 CHEIFFIRNE G LIz 202 7
U7 v A (CL) (CE¥MEEEAERZE) TN E 4 164=17mL/min, 1612 11mL/min
167+23mL/min, 179+ 12mL/min, 176=55mL/min, 129+ 19mL/min (£f : 163 =31mL/min) T
Holm

SMENDOREEERLA 6 BIZAA] 100mg & BRI PG LT & DR T RGHZO RNT Ok 7 Y
77 A (CL/F) CE¥MEEHEHERS) 1% 170+37mL/min THh-o72 GHEADT—4) 9,

SHEE

HARNDORERERRA 27 B2 T F % 2T 1.0mg/kg (4 %) . 2.0mg/kg (2 $41]) . 3.0mg/kg (3 1), 5.0mg/kg
(4 f51) . 7.0mg/kg (4 61), 10.0mg/kg (4 %) % 3 KT CHEIFFIRNE 55X LT & 2 OEFIR
RECONHAEM (V) CEEIMEEEAERFZ) X224 1202090, 12.6E09L, 152+1.21,
13.3+0.8L, 14.3£7.5L, 9.56+1.59L (£#l : 12.7£3.6L) ThH-o7= %,

ZDfth
RHER e L

MAKI OGBSI R OHE :
BE . AR OER% 8 1 ALULEDOIRTE 10kg LLEO/NRIZIZTFH 07 EBIs T z) & LT, KEISCTCUUTE &L
TRET S,
&8 50kg LA L ;1[5 100mg 2, 1 B 1[4
REE 50kg A : R kg H720 1Bl 2mg & 1 B 1[F, 22, 16 mMAMDBE BV TL, hRA+H2EGEEL, (KE lkg
Y720 1Al K 4mg £ THETX 5,
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3. BEE GKE1L—>3Y) @i

4.

(1

(2)

R A&

RHEMSR B RERENTIZ. 2~10mg/kg/ B DFHETT F %2 T O 5 2517 T - 5 T E VR
FEMERIEIR R 22 ] [l Rl 7.6 5% (HiFH @ 2.26~16.8 i%) . RE DO JLE 21kg (HiFH :
10~83kg) ] MO'H CAIEMEARBEE 65 1 [Fino il 8 % (FiPH : 0.73~215%) . (KEOH
Jefili 21kg (&GP : 4.3~60kg) 1. &1 87 GO/ OVFHFEBEE D HIF72 148 DIRET — & 2 H
THEi Sz,

EMENEEDOREIEETT VX, BB 1-a 2 X—h AV FET AN 2-a /83— R A MET L, 0K
WIREF Vv, FT Py bars—h Ay TV, EEHAEE T L RBE Sh,
BRI IERREIR B3 €7 /L (nonlinear mixed effect modelling) fENTY 7 h 7 =7 TH 5
Monolix version 3.2 Z W THEAT L7-, /XT A —ZHEEITET VORI ZITHT . MR
FHER KL (SAEM) 7/L3 ) XA b~ /La 7@t T ba (MCMC) Ea#LAShE T,
NI A=LDOEFHEEREFRET D 2 & TITo T, FAEET) (o) 1ITNERZEE T ATtk &,
ERFIZSE) (n) EITHREGEHER (o) ITHREET AV Ttk SNz, HEET /VICET 58k
DGR Z BT 2 7212, HECLE., ARMEMERE (AIC) ROWA XEREHYE (BIC) %
GLRELME (LRT) 21T-o7, BEETNAOFmIIZESE T4 /i7%7% (NPDE) 5k %
=,

NI A= EHEHR

EbH#EG LICEYBEOHEET L E LT, #E 1-a/3— s XA METAANEIRE N,
FHEMSE B REMAT OFE R, KT EGHORNTORS VT Z 2 (CLF) KO FEL5#O
RNTOSMEME (VJF) X, KE BW) 2M—ORERLEERZE LT LU TOXNTRENT,
- WIGEE EEL (ko) (1) =0.38

« CL/F (L/h) =0.847 X BW#

* Vi/F (L) =2.581 X BW’7

ZOETMILEY ., T0kg DEFIZEITH CLF O THIfEIE 6.24L/h (104mL/min) TH 7=, {KE
2720 @ CL/F % 30kg DHEFE T 140mL/h/kg, 10kg O HBFE T 250mL/Wkg & Tl S, AICE
RC/NETEREYS =Y O CLF BEnZ &Rl Sz,

2O, PMRTHALFECEFREBTORBEZZGDITE, RESTZVOMAEZHOT ML
Wb L TRlST-, KE 50kg DBHE LR CIREZG D72, (KHE 2kg KO 10kg DHEFH
THXHEREZZNZEN 39 ELR D24 5I2T 2 4ENH Y | (KEEH 2~10kg, 10~50kg &Y
50~100kg ClAIFEE DIREZ 15D 7D OMXHEIL, EAZN 3, 2 LN & sz,

MR IR

BXABNA A TRLASEY T4 NNEADT—4) ¥
SE N DREFERA 11 BIAA] 7T0mg % Hia 7 TR 5% Uiz & & O 4T 4 e VT ¢ (OF
Pl R RZE) 13 95.4111.0% ThH -7,

MAH OGRS - HER O &

BE . AR OVER 8 7 AL EORE 10kg BLEO/NRIZIZT T 0T (BisTfz) & LT, KREICSCTUTE2K IS
T 5,

T S0kg LA E : 1[5 100mg 2, 1 H 1[A]

KE S0kg Al : IRE kg 247-0 1A 2mg 2 1 B 118, 2. 16 MAHOREICB VTR, ZIRAHDREEIE, KE kg 47
D 1[EfRK 4mg £ THETX 5,
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5.

ki

(1

(2)

)

(4)

(5)

(6)

I B P
BB L

i - S BAF T
ek L

it ~DBATHE
ek L

BEA~OBITH
BB L

T OO~ DRBITHE 29

BIRNIR 5 R OMBABBST (Ty k)

1D Sprague-Dawley 7 v NI ¥S-7 %7 (1~2uCi) & ETIRIREFIRNEES- L, #5-3 4
%, BHED 43%, 11%, 9%, 6% N 2%05, ZHENAHN, B, g, & Oz osHm L,
B 5B DF) 26%03 MAE R IZFRAF L=,

EEREOHBERH (Tv )

7% 7 (8.35ug/min, I 1.3mg/kg/h, 0.1%7 > MFEE O 3mg/mL ~ > = h—/L A2 &t
APREIER R 2T > N OKRBEEIRICE iR G- Lic, &5 5 REEZ ORRk/ e PR L bR IS
UToLBY Thol (MM EZ I TRLT),

anp
iy

EEREICETE7FF 050/ MmEFREL (S k)

%

ik fﬁﬁ%&/mﬁﬁ??%rﬁtt AR AR
(mL/g #f%. n=3) (mL/g #HA%)
P ik 4.1%3.1 0.40
ik 0.12+0.01 0.29
Jiti 0.44+0.19 0.38
7 0.21+0.11 0.094
i 0.10+0.03 0.015~0.035
(Lol 0.21%+0.03 0.30
ik 0.13+0.05 0.30
5 A 0.13+0.07 0.13
T+ R
mREAFSE
MERR L
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6. HBi
(1) RBEDELR U R
BB L
AANIRAT 2 ) OIS 2 2 ERACH Y | AN TEATF RROT /B
QRS FERIA IS D LB X DR,

(2) RMIZEETEBR OP % ONFHE. FHE
BB L

) MEEEHNROARRVEDEE
EER e L

4) REYOFHEORERVESL, FHELE
REER e L
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] 1’3’57&' 50)

FRE|PEEME (T k)

Zv MZT7FTx 7 (1~100mgkg) % 1 H 2 BIKER F#E (2, 20 O 200mg/kg/H) L7=6 7 H
FERBRICBWT, 1 B GEICRT 2 24 FERER P REIRIT 1%L FTh o 72,

RepEEitER (7HTHIL)
THTFMZTFXT% 1 H 1 EIRER TG (10, 100 %O 200mg/kg/ H) L7z 4 [ EEER
WZBWT, 1 BESEICRT 2 2 KEE R PRI 0.026~3.2% Th - 7=,

EERBIZETL2EHM (Tv )

Z v MZTFHF 7 (0.167Tmg/mL) % B 53 S0ul/min (8.35ug/min SLIEH) 1.3mg/kg/h) THHRN
IR G- L7 (B SR &2 ET 572912 PH] PAH 27 7% > Z & 5HICHN) . REREHR &
OBERIR S 2, 4, 5. 6 BREfIIC =T Lo o7 2 MUEE & A RBRE (BRI U, 1 BRI R AR
I T,

PAH % FCHEE L 72 B A 80X 26mL/min/kg CTh o7z, /2. 7T X707 V7 F A (CL)
I% 8.2mL/min/kg, BfHFE (ER) X025, B2 V77> A (CLr) I 6.4mL/minkg Th-o7o, 77
x 7 OfIMAE CL 1234 % CLr 13 0.78 TH Y (CLi/CL=0.78) ., IMENHT FF T D CL D 78%
NEIREZ R TELD Z EARENTE (W E M),

. FSURK—S—(ET B
BB L

. BHEIC & BREE
BB L
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10. HEDERZETHEE
BEHEEERE WBEAOT—42. B/ FE [ HKR) ©
BTe DR OBEREZ A T DA 24 Bl ONER 72 BHERE 2 9 R 6 BICAK] 100mg % H
R T HREGH LT & &, 2HREEITBFEEOR IS o TN L, K TREZORNTORT U
77 A (CLIF) ODIRTFOFEIEIE, EFRBHEEL AT 8 & ik LT, BREOBMRERE S kiR
(CL& 50~80mL/min) THI 16%, 1%L DB HEREFEEHHRE (CLer 30~49mL/min) THJ 50%,
DEERERE FEYBRE (CLy 30mL/min ARi5) THI 70%, KB R2WEHRE EBIEE 2 ET) TKH 75%
ThHoT-,
RISREREA AT 5BE TIX, CLFMET L, 2HBREENEINT L2 035720, BHEOBK
EREEZH T 5 BE T ENT 22 TS RBAL2EE T, AERENLE L 725 Al ieth s R
Shiz, (Iv4, AEROHEICEET 2R RO V6. (2) BmERERE ] OHSHR)

BHEREZAT 2WEBREICKH 100mg ZHEERZ TREX LI-& EOMEBEHRERR

2500~
—o— BHEEEIEE (n=6)
3 5000 —~o— EEBHHEEE (n=6)
B —v— PEEBEEERE (n=6)
£ —7— BEEBMEEEE (n=6)
% 1500 —m KEEAZ(BFEBESD) (n=6)
| i
N T
N
+
1 1000-
I’}\
5
2]
g 500
O_
0 12 24 36 48 60 72 84 9%
¥R (h)
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X S RERE T OFE
o B P W |
(n=6) (n=6) (n=6)

e () @ 4.0 6.0 6.0 6.5 7.0

(2.0~8.0) (2.0~7.0) (4.0~12.0) | (5.0~10.0) (5.0~7.0)
Cmax (ng/mL) 773+121 984 +246 1319+480 1667+434 | 2172+720
tiz (h) 5.24+0.45 4.48+1.27 5.24+1.02 7.15+1.73 9.71+3.44
AUCj. (ng-h/mL) 101882083 | 13015+3943 | 211305900 | 330825273 | 39439+4335
CL/F fgfﬁﬁ% 17037 142+59 84.5+24.7 51.5+8.4 42.7+47
(m./min) ARSI 167 134 81.6 50.9 425
CL; (mL/min) ¥ 87~117 57~78 35~48 12~21 B AR RE
S o A e

a) HRfE GEEPH) . b) #iPH

tnax *

F R BERE R, Cona -

IRt AR, AUC). : 514 0 R & SRR CIERT 3 -C oD i b S i -
HEM AR FHfE, CL/F : P BEHZOANTORI VT T U A, Cly: 7 VT F=0 7 VT T A

RAKNDOATE S NI MIER O ¢
WE, AR OER 8 A LD DIRE 10kg LLEO/NRIIEZT S0 7 (BEisH#z) & LT, BREIDSCTUTEK

THRET S,

K 50kg LAl : 18] 100mg %, 1 H 1A
K 50kg A : KH 1kg 2729 1A 2mg & 1 H 1Al 7285, 16 R OLBE BV TIE, DIRA+Ho25E13. (KE 1kg
720 1 Bl K 4mg £ CHETX 5,
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FHgEEEEE MBEADOT—42. BNE 1 REEER) 0
PR RERSE® (Child 23%8 Class B) 284 A2 #5rE 12 BT %7 1.0mg/kg & 1 437> CHE
RN EX U2 & & IR 7 o ZIREIX =AE [0 (o) #H. ) (B) MEROWEEK (yv)
FH] Z7RLTIRT L, ERE0D tip CEEEAEERZD) 13 0.22£0.11 Fff#], 0.97£0.28 KEfE L O}
344058 Bl CH o7, TFHF 2 T OEFIRETONAEIE (V) CEHMEEAEHERZE) 12 104361

Thote, 7VT7 T A (FHMEEFEERZ) 13 95.1236.3mL/min TH-7-,

FHREEEELZE T AHBREICT X275 1.0mg/kg ZHEIFRNFS LI-LZD
MmiEREHRS

50000

3 40000

e

~

oo

£

il 4

e 30000

N

A

1 20000-

I~

&

"g" 10000
0 ,

50000+
40000+
30000+

20000

MEFPTFF > SRE
ng/mL)

10000

0_

0.0

B ERE

n=12

0.5

1.0
B (h)

1.5 2.0

T
12

B (h)

16

20

24

FFREEEE AT 2 BBREICT X5 1. 0mg/ke ZHREIFIRNIZS LIz ED
EPPE/NSA—4

Cinax AUCp. CL Vs t12a ti2p ti2y

(ng/mL) (ng-h/mL) (mL/min) (L) (h) (h) (h)
FEIE 19400 13900 95.1 10.4 0.220 0.973 3.44
FEAE (R 8200 6600 36.3 3.6 0.106 0.284 0.58
e/ IMiE 11000 7040 42.0 3.68 0.0613 0.706 2.66
R RAE 40900 27300 143 15.8 0.377 1.48 4.44

Crax © BT . AUCo.co @ #6545 0 BRI 2N & R £ T oo Mg P S i - MR FEfE. CL: 2 U T T A, Vi

HWARRETONMATE, tine @ « BB, ting @ B FHERH. tin,

MAFNDOATE S NI ER O & -

y AR

fit

WE . RAKOVER 8 7 HLLESRE 10kg LLEO/NRIZIZT > ¥ T GEEHEMZ) & LT, REISUTUT2K

THRET S,

{KE 50kg LA L : 18] 100mg %, 1 A 18]
K 50kg A : KH 1kg 2729 1 2mg & 1 H 1Bl 7285, 16 AR OBHE BV TIE, DIRA+Ho25E13. (KE 1kg
720 1 [BlHK 4mg £ CTHETX 5,
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INR NEADT—4. ﬁﬂ%m*ﬁé_ﬁﬁ) 2
A By IRV R B S8 I OV A IE A TV FBE % RIS AR K % 2mg/kg/ H X3 4mg/kg/H (%
ZIIRK 100 X1E 200mg/ H) OWT O HET 12 BEE TR LI L x| EYEE 7 X —

X DR ST 2B R BRI 25 B3 2 B (2mg/kg/ HRER O 4mg/kg/ HEESS: 1 1)) OfE S LA
ToLtBY THoT,
2 ERNEFHERMERSABE ICABERERETEREXLI-& D Week12 DEMBNE/NS A —4
:F-XL 'ﬂiﬁ &5‘% (O (i AUCo.24n V«F CL/F CL/F tin
(mg) | (ng/mL) (h) (ng'h/mL) | (mL/kg) (mL/h/kg) (mL/h) (h)
2mg/kg 40 1060 2.117 | 7375769 | 1322.098 203.115 5423.163 | 4.512
4mg/kg™ 50 2920 4.000 | 29590.746 | 1186.945 138.501 1689.717 | 5.940
Conax * FTTTE |ty o S PR ILFE SRR . AUCo.00n 38595 0 BERE & 24 W5 F C 0D i 48 h S e FE T AR TR, Vo/F -
He TG4 D RNT OFFHE, CLIF - B FRSHORNTORY U T T2 Aty « EAF

KRB OGRS N HIER O HE :
HE. AR OVER 8 7 AL EoKE 10kg LA ED/NRIZ
THE5T5,
K 50kg LAl : 1 [8] 100mg %, 1 H 1A
RHE 50kg Riili : KEE 1kg 4729 1\ 2mg & 1 H 18], 72k,
720 1 Bl K 4mg £ CHETX 5,

B7 %7 (B & LT KREIDSCTUTZK

16 AT D BE BT, R0 25E81E,. KE 1kg

1. Z0ft
BB L
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VI. &2t EALOIESF) (I HEHE

1.

2.

BEENBELEDEH

1. &

11 AHBEIZE Y, BUEZSHEERBIESENHODONDZ LBH Y, AF & OREEM T
LTI ARWVA, BEEEORBELRE I TS, KEINERZTIEIEEATLRN
TEHLED, INLDOBREBEICHAHAL, BEPEM L2 LEHERLEZ LT, 1K
EoRBREN GRS ERID LA ENDBRICOLAAERETHZ L, £, FHEE
CRWTC, BEERBYEZEDOEERICL Y., B RRBET- 22 B3H 5D T, Bak
DB T ZEREREOEMO L & TRE L, ARREZICEIERABRER LZEE
Wi, BONICHYEICERK T L OBECEEZEXDZ L, [1.2, 2.2, 8.1, 8.2, 8.6,
9.1.1. 11.1.1 B8]

1.2 HERRYYE
TANR, MEROCEEEICLIEERRBRIENRE SN TNDED, +0RBEEZITOR
CRYWEDRBUTEE L. AFEREB IR DOBESUIERR S bbh - HA412iX, Ebi
HYEIERTI L) BELEETSZ L, (1.1, 2.2, 81, 82, 9.1.1, 11.1.1 B3]

1.3 BANZOWTDO+53 725058 & BN RE B OBRO M - BEBREZ b OEMBMERTHZ &,
[8.10 ZF&]

(fifin)

L1 eI ER 2 A3 5 MR OIRMN SCE 2 BB ITRE LT,

1.2 Se VR 249 2 AW RA O SCE 2 S B ITROE LTz,

1.3 AR OB AT L TOMERICH Tz - TEL 50725005k - #5R a2 ORI LV ERT 5 2
ENHETHDZ &b, FEROTLHESEITRIE LT,

ERARLEDER

2. BT ROBEIZIEE LRV L)

2.1 AFIDORL S T KRS SR & 787 I % UIBUE OB E O & % B

2.2 EEREYYEDORSE [BYYENELT 28201355, ] (1.1, 1.2, 8.1, 82, 9.1.1, 11.1.1 BH]
23 IKEIMERSE O BE UERPE(LT 282008 H 5] (8.3, 9.1.2 ]

(fiEsn)

2.1 ERHGLO—FEMRER & L TAHFIDO CCDS IZHESWTERE LT,

2.2 B 7R YMIE D RS Tl ANBIBE G4 N EGHEDIER N AL T DA REMEN H D Z L BREE LT,
23 IEEMEAE R O BB ClE, AFIEEZ IO N BT DA EH N H D Z E bR E L,

3. BRERIIHRICEET HFIE L TNDER

V.2, ZRESUIZNRICBIE T D ER ] 22,

4. RERUVREICEET HIELTOER

V.4, HENROHEICEET SEE] 22,
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5. BEELGERKWIE L TDER

8. EEREANEER

8.1 ERHBRICB W T, FPRIBEREEDORYYENHFE SN TR Y, EERBYYE L HE STy
B 728 ARENE G PILEGYE ORBL, R L OHEICHoEETH 2 &, (1.1, 1.2, 2.2, 8.2,
9.1.1, 11.1.1 ]

8.2 AN LV Y3 D RIS PNH] S 405 FIREMES & 5 7280, ARAIE G-I EBH O R
oy sZ b, (11, 12, 22, 8.1, 9.1.1, 11.1.1 &#]

8.3 AHNE GAZHENL o THEZICEET 2+ 2 L O X #f (Lo R7 YY) Iz A v 4
— 7z n oy ERERBR UL NV 7 ) U ROSBRAEZITV, BB CT MEEFEZ1TO 2 &1
0| EEEOFEAHRT 228, £o. AAERET S, M X SRRA S ORE Y 7k
ZEMMINCAT 5 72 EREBZORBUTIT HoIcERE L, BFICR L, a5 o ER (R 2
B, IREED . FEEVE) ASREL LGS Y EICEE T D L OB S 2 &
72 E . FERE OIEEMEDHER SN H A X R DOIRIR A B U AR Z B Lisnwz & [2.3,
9.1.2 2]

8.4 AHFIBEHIZ L VTR N H b D Z ENHHDOT, YRR, ks 1 7 H%,
KO OBAFIE G HIXEIC ek 2 REST 2 2 &, [9.13, 11.1.2 2]

8.5 AF & &L IL-6 KO IL-1 BLEIR TR ST D R E AR R 3 ME B 28 I OV A FIE
AT IFRBE BT, MifeEAAE, MisiiEE, MEEREENHRE I WD, KA
Jifi RS & DORIENE XA B TR WA, MiREERORIIITEE TS Z &,

8.6 AH|ZE SNTBEFITB O T, BHEEAHE S TW5D, AFlZ2ETeH IL-1 JA & of
HEITI STl AV, EEEGEORBUITEET 5 2 &, [1.1 ]

8.7 RAF G- P BMEIF AR 2% S 0IFREERF AN H]E Sh T\, TR ERGE, 258
EAEMERF AR R . BARIEAR FILFC~ 7 1 7 7 — UTEMAUE R O B LIC B4 5 =
ENMLENTEY, ZTOLAIAAFRGEIME 1 0 A LINICE L T\, AAIRSBHBEIT
EIC TS ER A 2 FEhE L, BEOREEZ HIcBlEZT 52 L, [93, 16.6.2 ]

8.8 AAIE G- HITAEY 7 F o AEFEIZ L DEYYERBLO Y 27 2 BETE WD, £V I F 0
BRI TRV b,

8.9 HLU W~ FAWHRIHKNT XL 5 B EIFFR 7 A N ADFIEMELNHE SN TNDEDOT, AFIFEEEHIC
Hexto T, BRIFFR AN ABYOFEA R TH 2 &, [9.1.4 K]

8.10 AHIOF H5-BAAIZ 7z - Tid, EFEMEHICB VT, LT EMICK 20, EROBEZOER O
TCoHREA1TH 2 &, HECHEREOBEMICHOWTIT, EMNZF DO YMEAEE IR L., &5
FEFEZOWTHO BB I E Fhe L7, ARG X DM & HEIZ W TR
FXNTE ORELE DB L, BEIZOREETDHEICEGETEHZ L 2R Lz BT,
ERIOEHSRED FCHEMT 5 Z &, ARG O A%, MYEEOAAKIC X HREIEH 3
b DA H &G OGS R E 72 B ATREMEN S 2B A 12IE, BEHICH &S
L SHE, EROFHE T CHEEICBIZT 2 FlU LB EITO Z &, Fio, AFIEG%
WCRIER ORBIB SN D561, EF MR ~EET 2 L 5 BE g7 2 &, A%
HOFEREFEEFHER L2V E ) ICEFICHEEER L, TR TCOREOLRRPEFESTIEIC
BT 5388 41T 9 L RIRFIC, SEHE A OGS L RET 2 ¥t 2 &, [1.3 2]
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9.1 AHHE - BRSO 5 BE
9.1.1 BRYYE (EERBRIMELZRL) OBEXIIBRPENRDN S BE
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9.1.3 AH|D CCDS IZHAWTERE LTz, AFHERBAMED BF XS ERERETH L 2 &b Th
HOEREICH L CUIEPIEZBIET DV A7 BERKTIBENNRH 5720, HEEME L7,
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DOt FEIHF~OBATIIAHTH L,

(fifa)

AHID CCDS \ZFESWTERE L=,
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FEEAMEAF P ERIVE 2 & T AR ERIBVER B S o b Z L3 H 5, (84, 9.1.3 B[]
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Wikt 3895, FEL, TFEREREEEOIERDEHR S 5 WITBE T 52 L H 5O THE
152 &,
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(fif=)

1L.11~11.1.2 AT EE x5 L Lo/ AR (Sobi. ANAKIN-301 #ER) K OV g 7l
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MBI K OV AFEIE A F /Ui RS A k5 & LT-E N ITFEFRBR  (Sobi. ANAKIN-303 7
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AFIVRBRE RS L UT- ANV ETTAERER  (Sobi. ANAKIN-301 #BR) K OV B U AR PR R 78 1 B
R M OVRRASEIE A F VIR B & x5 & L= EWNS IAHRER (Sobi. ANAKIN-303 FRER) TIH L
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1413 AANT, BHEVMNE T L7 4V R U U PICRBE LIREECHG S D, AFIZ(KE S0kg
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BHEL, MEBEOAKRGTHI-OH, BE LT,
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TEATHOZENEFE LV,

15.1.2 SAEANAF NIRERE x5 L L2 B (Sobi. ANAKIN-301 #kB) TlX, Hi7 % 7 Hik
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X. JERRPRAAERICRET STRE

1. REHR
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(VI FZhHEELCE T 2 HE ] OISR

(2) ReHREBHR?
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Hohn (i) . ALT H8n (7).
AST Hn (#f)
<5 4~26 ¥ >
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B EREH

BiYa . REE mEtE R
7
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MERESS 10 2 3 ? HAMERIE
WA (555 | 0, 7.5, 75mg/m’
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(4)

BEEMEHR S
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TEMHAL DA EEIZ D030 b T HMERUSITRRD B Ze o7z,
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e &5 ¥ 5.[m1%k ®’E5E mHEERE e
Flg/de | R &5 (mg/kg/H) | (mg/kg/H)
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Ekiﬁéff'ﬁ BRI ] e OV R =
WCRETRRO LT, B
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. | R RIERM RO RRST A EO |
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AR R O AR ORI B 2 3l

Fo REEN) OREE, (REEHIIN &,
B, R, i, EE
1TE), FIRPTRICERO D DL
BITERD BNz o Tz,

Fi AV O AR ik, 4 FE
BIEE, S, BERE K QTR
HIFR AT RIS B ITRE D bk
noTz,

Fy 2R 2 038 F ] Je OV Gl ]

_ 1 H2Mm [SEUE/NOF: )
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20 H FEME 200
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R AR B A BR
MR L
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B8 L7z,
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DEEBIIRER TH - T,

PEG-sTNF-RI $¢5- TR O REREER (U L XERE N, 9K OV AR FE £ o sk
Dy EURERL D ) L SEREEFE DB H 728 . R Ot K OE Rk B O (R E
b L7=8 D A) . AFC #FE OBE /R A7 E) T, 7% 7 EOfFHBRGIC X EEEL
72 b DIXRD Lo Tz,
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2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each graduated pre-filled syringe contains 100 mg of anakinra* per 0.67 ml (150 mg/ml).

* Human interleukin-1 receptor antagonist (r-metHulL-1ra) produced in Escherichia coli cells by recombinant
DNA technology.

Excipient(s) with known effect

This medicinal product contains 0.70 mg of polysorbate 80 in each pre-filled syringe, which is equivalent to 1.04
mg/ml.
For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Solution for injection (injection).

Clear, colourless-to-white solution for injection that may contain some product-related translucent-to-white
amorphous particles.

IS ESIES

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Rheumatoid Arthritis (RA)

Kineret is indicated in adults for the treatment of the signs and symptoms of RA in combination with methotrexate,

with an inadequate response to methotrexate alone.

86



COVID-19

Kineret is indicated for the treatment of coronavirus disease 2019 (COVID-19) in adult patients with pneumonia
requiring supplemental oxygen (low- or high-flow oxygen) who are at risk of progressing to severe respiratory
failure determined by plasma concentration of soluble urokinase plasminogen activator receptor (SuPAR) > 6 ng/ml
(see sections 4.2, 4.4 and 5.1).

Periodic fever syndromes

Kineret is indicated for the treatment of the following autoinflammatory periodic fever syndromes in adults,
adolescents, children and infants aged 8 months and older with a body weight of 10 kg or above:

Cryopyrin-Associated Periodic Syndromes (CAPS)

Kineret is indicated for the treatment of CAPS, including:

- Neonatal-Onset Multisystem Inflammatory Disease (NOMID) / Chronic Infantile Neurological, Cutaneous,
Articular Syndrome (CINCA)

- Muckle-Wells Syndrome (MWS)

- Familial Cold Autoinflammatory Syndrome (FCAS)

Familial Mediterranean Fever (FMF)
Kineret is indicated for the treatment of Familial Mediterranean Fever (FMF). Kineret should be given in

combination with colchicine, if appropriate.

Still’s Disease

Kineret is indicated in adults, adolescents, children and infants aged 8 months and older with a body weight of 10
kg or above for the treatment of Still’s disease, including Systemic Juvenile Idiopathic Arthritis (SJIA) and Adult-
Onset Still’s Disease (AOSD), with active systemic features of moderate to high disease activity, or in patients with
continued disease activity after treatment with non-steroidal anti-inflammatory drugs (NSAIDs) or glucocorticoids.

Kineret can be given as monotherapy or in combination with other anti-inflammatory drugs and
disease-modifying antirheumatic drugs (DMARD:s).

MEL O &

4. CLINICAL PARTICULARS

4.2 Posology and method of administration

Kineret treatment should be initiated and supervised by specialist physicians experienced in the diagnosis and
treatment of RA, COVID-19, CAPS, FMF and Still’s disease, respectively.

suPAR testing
If specified in the indication, patient selection for treatment with Kineret based on suPAR level > 6 ng/ml should

be measured by a validated test (see sections 4.1, 4.4, and 5.1).

Posology

RA: Adults
The recommended dose of Kineret is 100 mg administered once a day by subcutaneous injection. The dose should
be administered at approximately the same time each day.

COVID-19: Adults
The recommended dose of Kineret is 100 mg administered once a day by subcutaneous injection for 10 days.

CAPS: Adults, adolescents, children and infants aged 8 months and older with a body weight of 10 kg or above
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Starting dose

The recommended starting dose in all CAPS subtypes is 1-2 mg/kg/day by subcutaneous injection.

The therapeutic response is primarily reflected by reduction in clinical symptoms such as fever, rash, joint pain,
and headache, but also in inflammatory serum markers (CRP/SAA levels), or occurrence of flares.

Maintenance dose in mild CAPS (FCAS, mild MWS)
Patients are usually well-controlled by maintaining the recommended starting dose (1-2 mg/kg/day).

Maintenance dose in severe CAPS (MWS and NOMID/CINCA)
Dose increases may become necessary within 1-2 months based on therapeutic response. The usual maintenance
dose in severe CAPS is 3-4 mg/kg/day, which can be adjusted to a maximum of 8 mg/kg/day.

In addition to the evaluation of clinical symptoms and inflammatory markers in severe CAPS, assessments of
inflammation of the CNS, including the inner ear (MRI or CT, lumbar puncture, and audiology) and eyes
(ophthalmological assessments) are recommended after an initial 3 months of treatment, and thereafter every 6
months, until effective treatment doses have been identified. When patients are clinically well-controlled, CNS and
ophthalmological monitoring may be conducted yearly.

FMF
The recommended dose for patients weighing 50 kg or more is 100 mg/day by subcutaneous injection. Patients
weighing less than 50 kg should be dosed by body weight with a recommended dose of 1-2 mg/kg/day.

Still’s disease
The recommended dose for patients weighing 50 kg or more is 100 mg/day by subcutaneous injection. Patients
weighing less than 50 kg should be dosed by body weight with a starting dose of 1-2 mg/kg/day.

Response to treatment should be evaluated after 1 month: In case of persistent systemic manifestations dose may
be adjusted in children or continued treatment with Kineret should be reconsidered by the treating physician.

Elderly population (> 65 years)

RA and COVID-19: No dose adjustment is required. Posology and administration are the same as for adults 18 to
64 years of age.

CAPS: Data in elderly patients are limited. No dose adjustments are expected to be required.
Still’s disease: Data in elderly patients are limited. No dose adjustment are expected to be required.

Paediatric population (< 18 years)

No data are available in children under the age of 8§ months.
RA: The efficacy of Kineret in children with RA (JIA) aged 0 to 18 years has not been established.
COVID-19: The efficacy of Kineret in children with COVID-19 aged 0 to 18 years has not been established.

CAPS: Posology and administration in children and infants aged 8 months and older with a body weight of 10 kg
or above are the same as for adult CAPS patients, based on body weight.

FMEF: Children weighing less than 50 kg are dosed by body weight with a recommended dose of 1-2 mg/kg/day,
patients weighing 50 kg or more are dosed with 100 mg/day. In children with inadequate response the dose can be
escalated up to 4 mg/kg/day.

The efficacy data of Kineret in children under 2 years of age with FMF are limited.
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Still’s disease: Children weighing less than 50 kg are dosed by body weight with a starting dose of 1-2 mg/kg/day,
patients weighing 50 kg or more are dosed with 100 mg/day. In children with inadequate response the dose can be
escalated up to 4 mg/kg/day.

Hepatic impairment

No dose adjustment is required for patients with moderate hepatic impairment (Child-Pugh Class B). Kineret should
be used with caution in patients with severe hepatic impairment.

Renal impairment

No dose adjustment is needed for patients with mild renal impairment (CLcr 60 to 89 ml/min). Kineret should be
used with caution in patients with moderate renal impairment (CLcr 30 to 59 ml/min). In patients with severe renal
impairment (CLcr < 30 ml/min) or end stage renal disease, including dialysis, administration of the prescribed dose
of Kineret every other day should be considered.

Method of administration
Kineret is administered by subcutaneous injection.

Kineret is supplied ready for use in a graduated pre-filled syringe. The graduated pre-filled syringe allows for doses
between 20 and 100 mg. As the minimum dose is 20 mg the syringe is not suitable for paediatric patients with a
body weight below 10 kg. The pre-filled syringe should not be shaken. The instructions for use and handling are
given in section 6.6.

Alternating the injection site is recommended to avoid discomfort at the site of injection. Cooling of the injection
site, warming the injection liquid to room temperature, use of cold packs (before and after the injection), and use
of topical glucocorticoids and antihistamines after the injection can alleviate the signs and symptoms of injection
site reactions.

KE (2001 4= 11 A 7#4&GR)

724 : Kineret®

FTE - Birk

3 DOSAGE FORMS AND STRENGTHS

Injection: 100 mg/0.67 mL solution in a single-use prefilled syringe for subcutaneous injection. Graduated syringe
allows for doses between 20 and 100 mg.

DI EESSIES

1 INDICATIONS AND USAGE

1.1 Active Rheumatoid Arthritis

KINERET is indicated for the reduction in signs and symptoms and slowing the progression of structural damage
in moderately to severely active rheumatoid arthritis (RA), in patients 18 years of age or older who have failed 1
or more disease modifying antirheumatic drugs (DMARDs). KINERET can be used alone or in combination with
DMARDs other than Tumor Necrosis Factor (TNF) blocking agents  /see Warnings and Precautions (5.2) ] .
1.2 Cryopyrin-Associated Periodic Syndromes (CAPS)

KINERET is indicated for the treatment of Neonatal-Onset Multisystem Inflammatory Disease (NOMID).

1.3 Deficiency of Interleukin-1 Receptor Antagonist (DIRA)

KINERET is indicated for the treatment of Deficiency of Interleukin-1 Receptor Antagonist (DIRA)

MEKR O &

2 DOSAGE AND ADMINISTRATION

2.1 Active Rheumatoid Arthritis

The recommended dose of KINERET for the treatment of patients with rheumatoid arthritis is 100 mg/day
administered daily by subcutaneous injection. Higher doses did not result in a higher response. The dose should be
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administered at approximately the same time every day.

2.2 Cryopyrin-Associated Periodic Syndromes (CAPS)

The recommended starting dose of KINERET is 1-2 mg/kg for NOMID patients. The dose can be individually

adjusted to a maximum of 8 mg/kg daily to control active inflammation.

Adjust doses in 0.5 to 1 mg/kg increments. Once daily administration is generally recommended, but the dose may

be split into twice daily administrations. Each syringe is intended for a single use. A new syringe must be used for

each dose. Any unused portion after each dose should be discarded.

2.3 Deficiency of Interleukin-1 Receptor Antagonist (DIRA)

The recommended starting dose of KINERET is 1-2 mg/kg daily for patients with DIRA. The dose can be

individually adjusted to a maximum of 8 mg/kg daily to control active inflammation. Adjust doses in 0.5 to 1 mg/kg

increments.

Each syringe is intended for a single use. A new syringe must be used for each dose. Any unused portion after each

dose should be discarded.

2.4 Renal Impairment

Physicians should consider administration of the prescribed dose of KINERET every other day for patients who

have severe renal insufficiency or end stage renal disease (defined as creatinine clearance < 30 mL/min, as

estimated from serum creatinine levels) /see Use in Specific Populations (8.6) and Clinical Pharmacology (12.3) /.

2.5 Administration

Instructions on appropriate use should be given by the healthcare provider to the patient or caregiver. Patients or

caregivers should not be allowed to administer KINERET until the patient or caregiver has demonstrated a thorough

understanding of procedures and an ability to inject the product correctly. The prescribed dose of KINERET should

be administered according to the instructions for use and any unused portions discarded. After administration of

KINERET it is essential to follow the proper procedure for disposal of syringes and any residual drug. Recommend

patients to rotate their injection sites to reduce the risk of injection site reactions and injection site amyloid deposits
[see Warnings and precautions (5.5)/ . See the “Information for Patients” insert for detailed instructions on the

handling and injection of KINERET.

Do not use KINERET beyond the expiration date shown on the carton. Visually inspect the solution for particulate

matter and discoloration before administration. There may be trace amounts of small, translucent-to-white

amorphous particles of protein in the solution. The prefilled syringe should not be used if the solution is discolored

or cloudy, or if foreign particulate matter is present. If the number of translucent-to-white amorphous particles in a

given syringe appears excessive, do not use this syringe.

90




2. BHCEIT HERERIRRR

(1
1)

2)

3)

ERADORESIZET H1FH

AH T IR

9.5 WG

PEAR SUTIEIR L TV S ATREVED & % ZeIlZid, e Lo R falrttz BRI s D
LRl OBEET L L,

9.6 RELIF

TEWR EOFIEMER O RFLREOAISMEZZE L, AL O LTI 2 BET 5 2 &, A%o e
FHIT~DOBATIIAHATSH %,

EU DR IEHRBEZ (SmPC) (2025 4 10 A 2ET)

4.6 Fertility, pregnancy and lactation

Pregnancy

There are limited amount of data from the use of anakinra 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 anakinra during pregnancy and in woman of
childbearing potential not using contraception.

Breast-feeding

It is unknown whether anakinra/metabolites are excreted in human milk. A risk to the newborns/ infants

cannot be excluded. Breast-feeding should be discontinued during treatment with Kineret.

KEOWACE (USPD (2025 4F 10 H iT)

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Available data from retrospective studies and case reports on KINERET use in pregnant women are
insufficient to identify a drug associated risk of major birth defects, miscarriage, or maternal and fetal
adverse events. There are risks to the mother and fetus associated with active rheumatoid arthritis or
Cryopyrin-Associated Periodic Syndromes (CAPS). In animal reproduction studies, subcutaneous
administration of anakinra to pregnant rats and rabbits during organogenesis demonstrated no evidence of
fetal harm at doses up to 25 times the maximum recommended human dose (MRHD).

The estimated background risk of major birth defects and miscarriage for the indicated population is
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the
U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2-4% and 15-20%, respectively.

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk

Published data suggest the risk of adverse pregnancy outcomes in women with rheumatoid arthritis or
CAPS is associated with increased disease activity. Adverse pregnancy outcomes include preterm delivery
(before 37 weeks of gestation), low birth weight (<2500 grams), and small for gestational age at birth.
Data

Human Data

The available data from retrospective studies and case reports of anakinra-exposed pregnancies have not
identified an increased frequency or pattern of birth defects, miscarriage, or adverse maternal or fetal
outcomes. An international multi-center retrospective study of pregnancy outcomes with interleukin-1

inhibitors reported on 23 anakinra-exposed pregnancies. There were 21 live births of healthy infants, 1
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miscarriage, and 1 infant with left renal agenesis. The estimated background rate of detected renal
malformations is 0.2-2% of all newborns. Another retrospective study reported on 10 anakinra-exposed
pregnancies in women with CAPS. There were 9 live births, 1 miscarriage, and 1 fetal demise in a twin
pregnancy. The surviving twin was born healthy. Overall, these data cannot definitively establish or exclude
any anakinra-associated risks during pregnancy. Methodological limitations of these data include small
sample size and the inability to control for confounders such as the timing of drug exposure, underlying
maternal disease, and concomitant medication use.

Animal Data

Animal reproduction studies were conducted in rats and rabbits. In embryo-fetal development studies,
anakinra was administered throughout the period of organogenesis at the subcutaneous doses of 12.5, 50,
and 200 mg/kg/day to pregnant rats from gestation days (GD) 7 to 17 and pregnant rabbits from GD 6 to
18. In these studies, anakinra at doses up to 25 times the MRHD (on a mg/kg basis at maternal subcutaneous
doses up to 200 mg/kg/day) revealed no evidence of harm to the fetus.

8.2 Lactation

Risk Summary

There are no data on the presence of anakinra in either human or animal milk or the effects on milk
production. Available published data from a small retrospective study and postmarketing case reports do
not establish an association between maternal anakinra use during lactation and adverse effects on breastfed
infants. The limited clinical data during lactation precludes a clear determination of the risk of KINERET
to an infant during lactation. Therefore, the developmental and health benefits of breastfeeding should be
considered along with the mother’s clinical need for KINERET and any potential adverse effects on the

breastfed infant from KINERET or from the underlying maternal condition.

A —A N7 U T O53¥A . Australian categorisation system for prescribing medicines in pregnancy (2026
F8H)

Category: Bl

B1: Drugs which have been taken by only a limited number of pregnant women and women of childbearing
age, without an increase in the frequency of malformation or other direct or indirect harmful effects on the
human fetus having been observed.

Studies in animals have not shown evidence of an increased occurrence of fetal damage.
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4.8 Undesirable effects

Paediatric population

Kineret has been studied in 36 patients with CAPS, 21 patients with SJIA and 71 patients with other forms

of JIA, aged 8 months to <18 years, for up to 5 years. With the exception of infections and related symptoms

that were more frequently reported in patients <2 years of age, the safety profile was similar in all paediatric
age groups. In addition, 306 paediatric patients with Still’s disease have been followed for up to more than
9 years in a non-interventional long-term safety study. The safety profile in paediatric patients was similar

to that seen in adult populations and no clinically relevant new adverse reactions were seen.
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8 USE IN SPECIFIC POPULATIONS
8.4 Pediatric Use
Neonatal-Onset Multisystem Inflammatory Disease (NOMID)
The NOMID study included 36 pediatric patients: 13 below 2 years, 18 between 2 and 11 years, and 5
between 12 and 17 years of age. A subcutaneous KINERET starting dose of 1-2 mg/kg/day was
administered in all age groups. An average maintenance dose of 3—4 mg/kg/day was adequate to maintain
clinical response throughout the study irrespective of age but a higher dose was, on occasion, required in
severely affected patients. The prefilled syringe does not allow doses lower than 20 mg to be administered.
Deficiency of Interleukin-1 Receptor Antagonist (DIRA)
The study in DIRA patients included 9 pediatric patients (ages 1 month to 9 years at start of KINERET
treatment). Most patients received a starting dose of 1 to 2 mg/kg/day. Doses up to 7.5 mg/kg/day were
given. The prefilled syringe does not allow doses lower than 20 mg to be administered.
Juvenile Rheumatoid Arthritis (JRA)
The safety and effectiveness of KINERET in the treatment of pediatric patients with Juvenile Rheumatoid
Arthritis (JRA) have not been established. KINERET was studied in a single randomized, blinded multi-
center trial in 86 patients with polyarticular course JRA; ages 2-17 years receiving a dose of 1 mg/kg
subcutaneously daily, up to a maximum dose of 100 mg. The 50 patients who achieved a clinical response
after a 12-week open-label run-in were randomized to KINERET (25 patients) or placebo (25 patients),
administered daily for an additional 16 weeks. A subset of these patients continued open-label treatment
with KINERET for up to 1 year in a companion extension study. An adverse event profile similar to that
seen in adult RA patients was observed in these studies. These study data are insufficient to demonstrate

efficacy and, therefore, KINERET is not recommended for pediatric use in JRA.
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