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B&EE HEE (HBEEL) BEEENE

ADA Anti-drug antibody e SYETINEN

ADCC Antibody dependent cellular cytotoxicity | FUAKIFM: ARG E

ALT Alanine aminotransferase TI7=TI ) T UARAT 2T —8

AOSD Adult onset Still's disease B} NFEIE A TV 95

AST Aspartate aminotransferase TANRGENET I ) N TV AT 27—

AUC Area under the concentration-time curve 1097 PR B — IR R T T

AUCus | e e e conemton | 5 e SO 5 N
plasma concentration A

CARRA Childhood Arthritis and Rheumatology _
Research Alliance

CDC Complement dependent cytotoxicity AR AP E MRS &

CDS Core Data Sheet W —4% v — b

CL Clearance gIVT A

Cinax Maximum concentration i e ILTE R

CR Complete response SEARTER

CXCL10 C-X-C motif chemokine ligand 10 C-X-CEF—77EHA LV H R0

CXCL9 C-X-C motif chemokine ligand 9 CXCEF—T7EIAL VTR

CYP Cytochrome P450 F F 7 v —LAP450

ECso Half maximal effective concentration 50%1FE B L

EOS End of study BRAE T

GC Glucocorticoid BE=anFaf R

HLH Hemophagocytic lymphohistiocytosis MmERERMEY o KRR ERE

HSCT Hematopoietic stem cell transplantation T2 I 8 R R A

LV. Intravenous HARA

ICso Half-maximal inhibitory concentration 50%H =R EE

ICH International Council for Harmonisation (2 S AR AN [ PR

IFN y Interferon gamma A F—TzrYy

IeG Immunoglobulin G wEsa 7Y G

IL Interleukin Ao H—afFx

JAK Janus kinase Y XAXF—EF

JIA Juvenile idiopathic arthritis MR BB 2%

Kp Equilibrium dissociation constant SRR 2

KM Kaplan-Meier BT T <A Y —

LDH Lactate dehydrogenase PRIV e =S

LLN Lower limit of normal IEH TR

LOCF Last observation carried forward -

mAb Monoclonal antibody E /7 a—FIVHUR

MAS Macrophage activation syndrome ~ 7 a7y — IRV VR

MedDRA X[;?\i/cglﬁ)?ictionary for Regulatory TCHIE B = 3% i) 25

MedDRA/J - ICHIE| B = 36 7R 4 R ASEER

N/A Not applicable 18 FH A

NAb Neutralizing antibody ERPTIE7INEN




B&EE HEE (HBEL) BENS
NC Not calculated HHed
NE Not estimable/evaluable P A BE/HE E R HE
OR Overall response PR
PDNE Prednisone/prednisolone equivalent dose Prednisone/ 7' L K= 1 U #iR H &
pHLH e oo iagocytie B PE M ER B U o SRR
PR Partial response 53 Z3%h
PT Preferred term FEAGE
RH Relative humidity GERORLTYE
RMP Risk management plan RIS Y R 7 B HEE
sCD163 Soluble cluster of differentiation 163 AEMECD163
SD Standard deviation TR 7=
SHLH Y emophagocytic KPR BT U L SR BRAE
sIL2Ra Soluble interleukin-2 receptor alpha AEMEA X —a A F 2% B R
sIIA Systemic juvenile idiopathic arthritis A By R AE VR MBI i A
SLE Systemic lupus erythematosus HEMET ) T h—FT A
SOC System organ class RERIRHE
STAT Signal transducer and activator of T B R BT LR T
transcription
ti Elimination half-life SRCeY!
tmax Time to reach Cmax o e LT H I B B R IRE
TNF Tumor necrosis factor N5 AT K] 7
ULN Upper limit of normal 1EH EBR
VAS Visual analog scale WET a7l A r—i
Vss Volume of distribution at steady-state ERIREBIZI T 5 oA




I. MEEICEET5HE

1. REOER
7 7 v FASTEETER Somg (— k4 o~ v~ T GEGFZ) . LUFAAD 1, A ¥ —
Zxury (IFNy) IZk3 2% 7e7) 0 G (1gG) 1 Boe MUt/ 7 a—F ik ThY |
[ By RS MR MERIEI R (STIA) SUIRAFEIE A F 9 (AOSD) I2ffE9 ~ 27 r 7 7 — e L
FEGERE (MAS) | 12T 210K Th 5, EHIR R OSBRSS R IFN ¢ 1ZHA L. 2 OTRME%Z FE5E
AT FNT 5 2 & T, IENy (KD STAT1 & 7 F AR EZMEI L, @R A ~ b A L pEA K
ORIESS AT D LB BN TWD,
MmEREAVEY v SHHERERE (HLH) 13, 320 JLmERED, BEMEREE, PR, ks O ER &
BEFIERETHEBERFEMHEETH Y | B RMEEBEREE L UTRIET 5% HLH (pHLH) &
R E DRYLE , BEMERES 3 B AR B O CRIE T S ikt HLH (sHLH) (208 shd Y,
U o<FMIREICHED sHLH (£ MAS LR3I, T U7 BERE O~ 7 v 7 7 — VU OIEME L LRI K Y
RIENTLE L, EMEENLEDE YA FHA VA =L ZF|EHITZENFHETH D 2, sJTIA KD
AOSD 1% MAS OFIEME D e b i O EEERR L SNTEY Y sJIA O 7~17%". AOSD @ 10~15%°
TMAS ODADFNRALNTZE OMENH D, £7- . MAS BE DT HRIT 10~20% L ME SN TEY .,
20~50%0D HBF THEPIEEE (ICU) ~DABRERKLETH 7= L MESTNS T,
MAS IZBWTiE, T U VBRI IV I END IFNy N~27 07 7 — U &IEMIL L, RIEZ TS
HEENTWD Y, sJIA N AOSD HE T, IFNy OE WGP, IFNy I X 0 BHRAgICHE S n
HCXCEF—T7EHA LV H K9 (CXCLY) DIMLIFEFIRED L5 & U TRBRSFL, MAS OFE
EHEIEBICEET S O, &6, Y2 U F o, TI=UT I TR T =T —F (ALD), M
B, M/ MREE D MAS TR b D ERKRRAIE O RE X, IFNy KT CXCL9 O¥REE L FARI L T
BY (72 UF U HOALT : 1=0.49~0.57, G FEREL O/ IMRER - 1= —0.53~—0.64, \ T 1LH p
<0.05, A7~ DONENFEREEREL) . IFN y 28 MAS ICB W CHEARKE ZHH 9 = LHAVRIEB I AT
%7,
AFTIE, sTIA X AOSD (29 MAS 12k LTRGBS NTRIRIER <, MAEAT oA RHER
FMZHNLN TSR S BIBRE AT A RS DR EREZ1T> CHOEAR 7
MAS (243 DIREEEIIE DR 5 TN D Z e Bz eiRFEORRE N RO v T\e, £ 2T,
IFNy IZx3 2 E / 7 o —F AHURTH 5 AHIO MAS 18I L L TORRENED b,
AFNIKENZIBN T, 20254F 6 HITHEE 2LV F a4/ FORP A+ LAIREE =2 LF 24 FIZ
AIEE, ITHREME MAS Z1E 2 AT A0 (EE IO iL D) ORAKROVNNL ChEREET)
HLH/MAS BF DRI & L TR ST,
AFRTIE, BARNOHEEERAZ /5L LZEWNE 1B (Sobi EMAPALUMAB-102 #5%) K& O%h
E N O & kf 5 & U=y e 1 FERER (N1-0501-03 #kBR) 75, HAN & HME AN TOHKYE)
HE, ROV, RIEM COEBOELMEDREF S iz, & 5ITsJIA X AOSD 121 9 MAS
B 2% L U EEILEE T/ (NI-0501-14 3BR) (HARAZET) I2BWT, AAIOHL)
PER ORI ST, ZHUD OREFICH-S & | AHNE 2026 £ 9 A, [ R AR R T ME R
BIR SUTRRATIE A F IRICEE D ~ 7 v 7 7 — DIEMEUIERERE ) Z230RE TR & L CORRR E iz,
7p¥s, AHNL 2025 4 11 HIZRAETEE L0 A0 BmAEERS (FBEEs : R73K) 6745 5) 1245
EINTWD,




2. BR0ARFHIEY

1.

AFNT TG REEME R MBI R (SJTA) XUTRAFIEAF VNN (AOSD) [ZfEH Y ~27 a7 7
— IEMAVIEGERE (MAS) | (26T 5 s iR s < H 5.
(TV. 1. ZWEEUTEE) DIESM)

AKFNFIA =Tz y (IFNy) ICxT5E M IgGl £/ 7 u—FAHUETH Y | bR

K O RARFEARIEN y IZF A L. 2 OIEMZIEF AR TRt 5 2 & T, IFNy {&KFEED
STAT1 ¥ 7 F VAR E % M9 5,
(TVL.2. (1) YEHEROL - VEFRERE ) DIASRR)

EHEMEE VT a4 F (GCO) B TRAT72 sTIA TN AOSD IZ1F 9 MAS BE Z x4 &

U 7= [EFE LR S T/MARERER (NT-0501-14 38R) (2B C, AFIOFIEIE 5% D Week8 B4
%) (CR) "' MG o7 BEEIAIL 44.0% (11/25 B, 96%ISHEX ™ : 23.7~65.9%, p=0.414,
FNEME —TERE) TH Y, 96%E X O FIREIXFRNCHE SN T-BEAZETH D5 40%%
THEo7=Z D, BEAZFRICKT 2 RKB OEEMEIIRGE S Wi ho 7o, [FEFHIEE, &
ALY 72 il AT 2R

(V.5 (4) 1) BEMERGERER] OHESMH)

R GC #E-TEh AR 14572 sTIA KON AOSD 1219 MAS B 2 %t5 & U 7= [E R SL[E5 11/10

FHRER (NI-0501-14 #B%) 128\ C, #E CR £ TOHIRM (FfE) X84 THH-T-,
CR DEFRIZEHEENDEKFME/RT A—=FIZHONT, XR—=RAT AV TRENBEOLNT-BEZIZE
T APIENC EEEE AR GEFA L) T2 F ToOMM ORI, KRR MAS EAE™ 2 4.0 8.,
H I EREL DY 0.6 ., 1/ EL2S 0.6 8, FLEAMI/KSERESE (LDH) 2 148, 7ANRTIIUWT
)T RAT72T7—F (AST) W10W, 779=T7 /) b T A7 x27—F (ALT) 3.6,
TZ47 VT AMER 06, T2 UFUMEN 19 B TH o7, [RIRGFHEEH ]

(Tv.s5. (@) 1) A2hEMREERER ] OESMH)

. B GC %5 TRHEARA4372 sTTA KOV AOSD (£ 9 MAS A& 2%t 5 & U 7= [EFR e [E) 26 1 /IAEER

B (NI-0501-14 35R) (23T, YY) GC A& (PDNE¥) (X, _X—ZX 7 A VL 8.07mg/kg/ H
TH Y., Week8 Tl 0.78mg/kg/ H TH - 7=, [RIKFHGIEH ]
(TV.5. (4) 1) AxhEmmaradig OESMH)

CERBEWER & LT, JRYYE, Infusionreaction 3% SN A Z ENdH 5, EREIWER (5%AK0) &

LT, BB 2O, BRAEESL TS,
(T 8. BIfEM ) KOt V.5 BRG] OEOZEVEORRE2SH)

$¢Prednisone™/7 L K= 1 % H &

*1

)
*3
*4

*5

CR DEF
R—RA T A OGRS OER O - MAS ORRKRIIEEIMEIX, 10cm R 7 a7 24— (VAS) 12X
DRI 2, BRIRBEIEIL, VAS 23 VIO LA F & 7e oA, MR L L AT,
e
PUF D MAS IZBHE# T B ERIRMR AN T A — & DIEHFAL
- AIMERFANIER TR (LLN) &
- M/HRELDS LLN
- LDH 2% 15X EH LR (ULN) i
- ALT 7% 1.5 X ULN #f
+ AST 7% 1.5 X ULN i
< 747V 7N 100mg/dL
T2 UFUAENAZ ) == 7 LTIR—=A T A OE (OFTRDE O TT) 525 80%LL HE T 7> 2000ng/mL
AT
Clopper-Pearson 7412 & 0 HiH
FEPRA MAS BfE L N7 = U F UBEIZ DN TIR— 2 T A UREOIRRBIZ L 537 25 filefl 2 /3 E LT 5
MAS DEEARANEEIMEIT 10cmVAS 128V FHM L. BRAREEIZ, VAS 23 1/10 BAT & e o 72358, HR Lz LAk
L. HRRAI MAS Sfig b ] L7
Prednisone 3 ASF A AFE
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BIEEAIZEL TRAMIT N EHE

BIERERIZB 58,

REERHEETA FF A %

A

24 v, BRE

RMP

(TL. 6. RMP O#3E | DIARR)

WD ERM

s AHEET A R A

i
SEBIO Y 27 BuMEEB & LTS RT |
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(AOSD) (ZfEH ~7 v 7 7 —VIEMUIERERE (MAS) BF & x5 & U= [EERILFE S /IR ER (NI-
0501-14 #XER) "M OVESNE THHERER  (NI-0501-06 #ABR) % 372 B PR BRARE & L7,

IS ORGSR A2 I E 2| sTTA T AOSD (2 5 MAS IZ% 9 2 AKB|D BAF /2K T 4 v b -
YR Ta 77 ANPRINTZZ END, BERBRIHAAN OGN EBE Y REEZZE LT, A4
DINREUNT R [ &G B RPRAME B EI R UL TEIE A FIVIRIZFE S ~ 7 v 7 7 — UiEHEAL
FEGERE] LRRE LT,

* ak— k1 (AAN2Hl%ET)

RREXIIZRICEET HEE
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N

(figait)
5.1 AFNDEFRANLES | EFRIL[RIERHARER b OV MERFRBR O3 G 2 £ A TROE LT,

RA&ERUVAE

(1) AERUVAEOMRES

W, T v T (Bl R) & LTHIENS 6mgkg 2. £ D% D 5B 3 A Z & 12 3mg/kg
Z. LARRIZA 2 18] 3mg/kg %, 1 BERLL B CAETEEET 2, 228, BERAER X OFGR FAAT A2
ICEVEERAE TE 5, 3 HMORFERGEE LT 10mgkg % EIRET 5,

(2) AERUHAEDRTERE - BN

AFNOREROHEE, BARNEEMRANZ 38 & U BEke G5 1 /1B (Sobi. EMAPALUMAB-
102 3ER) K OGME BN &2 %G & U7 Bile 8 555 T 3B (N1-0501-03 3U5kR) . I ONT sJTA
X AOSD (21 9 MAS H#E 255 & L 7= NI-0501-06 7888 M O NI-0501-14 38212 L » THEAMIT 5
niz,

NI-0501-06 #8R Tl sJIA B ITHEDE X7z FHVE K OV & (W)IE] 6mg/kg, € D% D 15 H f#IE 3mg/kg
3BT E, LI 2 BREIE 3mgkg 20 2 [A]) (IZ0E> TARAZR G LTfER, CX-CEF—T 7
ENA LYV IR 9 (CXCLY) DHRHHRIEFLDRFEO b, A% —7xm y (IFNvy)
TEMEOELCZRHP RN RE S 7o, CXCL9 DR F2IZ, Atk IL-2 28K o (SIL2Ra) MK UMEL
D~—J1— (sCD163, 7=V F 72 d) HIRTFUIEFIL L,

NI-0501-06 7B CTHELE S v 7= FVE R OVH EiId. MAS BRI S ARAK O ¥ 5 2 484E 9 5 = & 23 a]
RECTHY ., 714 BICEMINT-, Fo, EEBE CIIHE IR GRIBOEMENIEETH Y | 3 f
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L L7e (ERRLEE ERERZIRS), RISHAHoGE, BERBOFER 3 BIZ 1 ENG 2
HIZIENZEE L, Z0O% I LICHERGAITHE B ICER) IHEOHE (10mgkg @3 HIZ 1
B GICHY T 2 kEHREET) ZAlee Lic, $YEBEORRXT7 4y b VR TT0 T 74
NWINEIFTHDZ L 2R Y EMAHER CEEEA 4 EMEZBA CTREZERETEL2HL0LE L
Too AFIOEEREFEIL, 3 [ELLE 11 [FARGE2 14 6] (56.0%) ., 11 [ELLED 11 6] (44.0%) TH-o
Too GEDOFEMELSD IE 4.02+1.264mg/kg (FiPH : 3.1~7.5mg/kg) . R G EOFHE+SD
1% 58.75+45.921mg/kg  (#ilH : 15.0~175.0mg/kg) TH -7,
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DIMENRE R T A —ZPEBIL TWDH Z EARENT, o, AFNIHAREZER (A5 KM
R (R, RE, RIE) ORBEZZTICKWEAITHDL Z L, BARBRTOAARANDORER D
HEx, WHALRICHENEYCTHL EBXT,

INHIZESE, YEMAELAUOHEEZRE LT,

* ak— b1
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1.1 RATRGETIE. UTORESEITHEMET D,
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MAB-102 #ABR | So g JFUME DR | SR, B—Hig 77w (HIRNES)
Al
H[E] 2 -
55 141 LM, Y | EERAb, | SMEAEERRSO 20 B | &K (BRI E S
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SR OFE | RHR, Bk 7 7R (FFIRNES)
i
A
55 AR Kghae, 2| EER, BB | SHEEE T a0 | KA (EIRNE )
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£ES MAS B (M AH
8 il HAHI1 1)

A (FEIRNE5-)
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%A EBLE | GC IGRICHE | HBEM 2% 5 | GC R I B O | AARE R L
2 R— FRFSE Btk o MAS | M = Bl22 2 /K | MAS 2= AF
Sobi- LB SN | — MR MAEA TS 1
EMAPALUMA | z F Lj5 &
B-105 DTE RS M
(AMETHYST) | (x4 /¢ 4 —
AR YEWHLMIC
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*1 CR (MAS OEfig) NMEOLNIHA, BEMMAEF T2 L & Lin, £/, T8 MAS /8T A — X |[ZEDMHEM A H ST,
RN RADTHoTHE, XK T 4y F - VA TaT7 A ANRBETHD & OFMRICIESE, BH5 LY A U2 (5RO
MR, AEME, T4 EMEBL CRGYMOIEE) T¥5b0L L,

*2 NI-0501-05 FRBRIZIE, NI-0501-04 58Bx ) 54T L7z pHLH 385 37 6], RU=2 %y g f— h=2—2Z (CU) 7’1 k2L FCARAID
Beh a2 - BE TR E T,

¥ OARBI DR S NI BREIIBIE
Y TULAEPERF S IERIE R SUTMAFIE R T ARIAED ~ 7 1 7 7 — IR LIERERE
RENOAR SN IEROHE
Wi, T~ UL~ T GBETHEERZ) & L CHIENS emgkg 2. ZO%O 50X 3 A 2412 3mgkg 2. LAKKIEHA 2 [8] 3mgkg &, 1 FER]
PAEDNT TRIFET 5, 723, BRRER K OBIRMART RIS L 0 EEMEC& 528, 3 AMORE#R 5 &L LT 10mgkg & LRE
T 5.
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(2) EREREFEFER

1) BEHSER (EEkE)

OBAABERAZHRE L-ERNE 118588 (Sobi. EMAPALUMAB-102 &iE&) '@
T YA | BEAL, “EEKR, 77 R, H—HER

PIE S HA N 8 ] (m~ S~ TR 6 6], 7T AR 2 )
=RER 5 1 T UL Imghkg* L7 T R & 1 B CHEIFRIRNZ S L, 33T

DOYERFE 2 BIFRAE L, IR L B H 0 Sl S oG HEFRIT, F40EE
XX ZES 5 F TBHGRE Lz, #HREBOTRID-%D, Day—1~Weekl4 (23
T 7 aeN500mg & 1 H 2 BRERAOKLL L,

R TERES <ZEeMH>

s AEFRII=~ < TFT 6 il 3 FIIRD DL, WiRlE C— UG MEE R
AN 3, BE R OB AT 2 B, F8EN, LIHSAR K ORISZIRKAS 1 Bl T o7z,
77/ AREET 2 1 BN FR D BT,

c BEMIZ=~ UL~ 7 HET 6 il 3 FIZER® B, WaERIE C— KIS PEE [

341, B OMBERE 2 B, BBV BITHY ., 77 B REETIZEWERILRD
HIginoTz,

cARHBRTIE, L, EERAERR, oo T oRGPIICE T AESR
ZUIIRO LN T,

o BRI A X ORIRAL /N T A — & Tlx, BERZR XTIRTREEK & OB EIZ BV THfiE
REMIEERO IR oTe, Flo, N XY A v FIRZERT KOV EX
[ZOWNWT, WTFNLOKRGHET b IR 5-1% DO 2 ITRFRRAYIZ 2 72 TR ER
K& DR EIZ BV TR RMEMITERD o7,

et LT HER OCHEICB W THARMEIIRLF CTH Y | HERZ 2N LOREE W

BOERNAERT 5 Z LIC K LM EOBRRITRD bhvinoTz,

XA OAR I NI HEROHE
WE, =L (REFHZ) & L THIENS 6mgkg &, D% O 5EIX3 H Z & 12 3mgkg %, LAREIEIAE 2 [ 3mg/kg %
1 REILL BT CREHET 2, 7Zeds. BARER LR QBRBAT LI LV EERHES T 228, 3 AMORBKRGREL LT
10mg/kg % LR E 95,
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QOREBAZXRE LB E I HFEBR (NI-0501-03 HER) (BHT—H) ¥

RBRTYA | E{EAM, “HER, 7R B

PIES TEFEREA 20 fl (<~ v~ 714 6, 75 2 REE 6 )

BRI 15 T~ UL 7#0.0Imgkg (3 1), 0.1mg/kg (3 fi) . 1mgkg (4 ) & 3mg/kg (4
) X7 7'AR (66 % 2 REfEHT CHEIFIRNE G L,
BEWEOE=2Y 7 (FEESR, 12FE0EK, A ZvA o MEERR
L MIRA R, RIRA) | 3B RE K O ) 3T ML AR o SRR IR
WO FSE M (ADA) OFHili A FEii U7z, Lt — 1%, 1GBRIKEE 0OZ42
PEE T — L K ONERE(LERIC L 2 ARE=42 U 7O T, 7 —% OFEFRK
T L AZEHIE L7z, S HORBERHC R O T R TOAERERIL, WIFNEE LD
F CIBIREA A I LT,

ARG R <gZLeM>

s HEFRLT, =< UL< 78 (0.0lmgkg BET 2/3 #il, 0.1mg/kg BET 2/3 #i,
Img/kg #ET 4/4 B, 3mg/kg FET 2/4 B) . 7T B AREET 4/6 BRI L7z, 72
FHG (T OB CREGE 2 FILLE) X, =</~ 7 0.0Img/kg B CHH
Ji 2 B, =~ L~ Img/kg BECHRE 3 i, ERGEREL T A LA ER
B2 B, =~ 9L~ 7 3mg/kg BECHIAN 2 . 77 B REEC EXGE Y
BT A VA FRGEIRGYT, R OSEFEA 2 Bl Ch o7,

c BWER X, =~ <78 (0.0lmg/kg # 1/3 5], 0.1mg/kg #£ 1/3 5, 1mg/kg #f
3/4 5, 3mg/kg B 2/4 B) . 77 BREE 36 BICRBL LT, EeEg (T
ORETHIGIE 2 FILL L) 13, =< /UL~ 7 Imgkg BETHEAZ ], =< UL~
7 3mg/kg B CTHIAE 2 I CThH > 7=,

s BEALAAERR I UL~ T 3mg/kg BETHIEZ 1 BINERO S, LA
JVATRIRIC L 0 EIE LT,

e KRERIZBWT, HER R < T OBREHIFCEST-HERHESITRD S
Nl i=,

TN T ORFEFREFTHY , & 5% SEEoE=4 1 o 7 WP c 8z

ENTFRNGIX AT X =7y hOREWDOBREITRD N oT-, IHIT,

JEREERRAA M (Weekdd £ T) TR INTLEMENRT A—2 (FHEFER,

BRIRIRAT, A Z A v DERRHT) 266, Hiic 2 et Loy 7

RO BN o T,

X ABNOERB I NI EL O E :
W, TV oUL~e T GREFHEBZ) & L CHIENC émgkg 2, TOHO S[ENL3 A Z L1 3mgkg &, LA 2 [3] 3mg/kg
Z. 1 BERILL BT CRIBRET 2, 2B, BARERK CBRREFTRIC LV MEHFM X205, 3 EMORRRSEE LT
10mg/kg % LR ET 5,

T ERGERGIE] & TOA NV APE ESGEREYL) (382 D PT THDHN, WFERPARERCER D & ORI KR AR B
T YA LV ERDH DT & BT D 72 DICHE L, ¥, 26 O HERITTOMHT TIIEBITR LT 5,
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2) RNPHNHBR
@sJIA B U AOSD 245 MAS B&EZXR & LI T (NI-0501-06 HER) CEotT—4%) ©
AT YA | IEER. B EIBRLE, SR ILE, 5 AR AR

PSS A GC #5-TEHEAR 4072 sTIA J2 Y AOSD 12 9 MAS B3 14 i

51k <EGHHE, BEHH>

/b 7%, #E (Day0) |2 6mgkg, D% 15 HEIX 3mgkg # 3 HZ
&L LR 2 AT 3mg/kg A0 2 Bl BRI G (BERIDS U T 1~2 RN
THEERE) L7,

T~ T OGR4 BB GE10 F#ES) L L, Be2R=Y (T2 H MAS
DEM) NEONT-HEICEFTE 528 L Lis, 7277 L. 3mgkg DHETH A
Eb 2O~ N~TREEZITHZ L E LT,

FERMAS NTF A—% [T =V F o, AMIKFERESRE (LDH), 7 AT X R
T/ 702727 —% (AST), 79=VT73 /) I A7 =7—E% (ALT)
KON MR & e S Z AU B ICERIE S0 ] IS EDMEA 23 LT, ZhEn
R Thorhty, YHBEDORXT 4y b YAIT0T 7 A VIRRIFTH
5L EDFMICEKSE, o UL~ T ORE L YA U ATE (5N A SR
BAME, UI4BM2B2 CEREEZER) TE5b0E LT,

TN TEGEDRSEL 1 AIZF T X TOBFICR L, = b~ T
BEHZICE=2 Y v 7% 5 LT, &5 T%IC 4 HEOBEHLEHEE %
i L7z,

(RBYE TFBh)

T UL TEREIED U R 7RO T2, RIS 26T 5 TRIHE S I <
i,

KA SR OIMiEH CXCLY L UM IFN v I DOHEBIILL T DO LB TH- 7,

RIEFR RO MEFF CXCLI R U IFNy REDIHR

AR R

Day0

Day3

Dayl5

B GBS
4 BEFED
% 2 kP

RAEBEGND
4 %D
RBEhE

21986.0
+29405.9
(n=14)

3559.7
+5501.8
(n=13)

332.0
+360.2
(n=12)

167.8
+185.9
(n=14)

255.7
+596.4
(n=14)

425.5
+1191.8
(n=14)

4948.8
+6595.0
(n=13)

5676.2
+8808.1
(n=12)

4505.9
+12047.2
(n=14)

2132.7
+2967.5
(n=14)

) fE+ESD
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)

@sJIA BRTAAOSD (25 MAS BEZxig & L-ERAERE D /M58 (NI-0501-14 HE&) '©

BT A

FEEM. B, 2 =a— b, EESIRE, 5 I/ AR

ISES

mHE GC B85 THEAR+4772 sTIA KN AOSD |
2 Bl & Ete)

ZREH MAS HBE 25 61 (AARAN

B 7 1k

AR IEE OZEAH RO AH O 2 HITHER S iz, SRRz nZhicz s
U—=r 7 WMz,

BABOWTNNORE T, GC T DRRA TR S, S5l
DWEMEIEE L TR T BE L, A~ EESI AR L L,

I A

HOANH IZ& D MAS OIREAZETLRELZ BTS2 L, GC DHE
i\%%ﬁézﬁ@ﬂ WCREWE G- Sz, B, &R 12 #M. SUTIRBRE
WEATOFEAMIC L D MAS EfifDER S L < IEmARED GC 2T D8 EA 4
DHERINDHDETO, WTN D BWREESE TR Z=ZITAZ L& LT,

A A7V —=2 THI, =~ b~ 7 B R ONBEREARI O 3 >0
/— N CHERR ST,

<EHFHE, BE5HIH>
Tv/UL< 7%, HlE (Dayl)
&L LR 2 JARIE 3mg/kg A0 2
THERE) L7,
iVva7@E5@Wi4 AR GF 10 E#5) & Lz, 4 B RET 51
MAS BEfiR % 2Rk L7 aid, IR Y EM O e G2 EfETE 250
Ll 2L é@i@ikﬁ%ﬁﬁ%é%ﬁ%%%\%ﬁ%&%$i%ﬂ
gl L3Pl T REEZIFH L L LT,
MAS (ZB83 2 EEREK /T A — &&U%f&ﬁﬁﬁx B\ DER) S I
%hf RN RE SN D &5%%@&%(35_1@ﬂ%25m
’WEL ZDHkE B ZgﬁﬁAiZEQIE#%L W) . X3
%Oﬁ & (10mgkg @ 3 HIZ 1 BEGITHY T 2 &&EHEET) Tk =< L
vi@&%Vny%%%f%5%®&btoik\%:%%®xﬁ74/%
VR 7a 77 ANVBREFTHD I EERREYEMBHER TGS, 48
EBATREEZIERETES00DL Lz,
BRI T GEBREA L L TV AW 12, MAS OF¥E X
NRDOLNTZHAE, =~/ L~ T OfF&EEZAREL Lz,

\Z 6mg/kg, EDH% D 15 HEIX 3mgkg # 3 HZ
[ml, BARANEES (BRI U T 1~2 R T

I HFEEE

B GEES

KBGO MIE T CXCLY L O IFN y IBEOHERBIILL TDO EBY TH -7,
REREEOMmMFESD CXCLI R UL IFNy EEDHE (hRAENT)

Dayl

Day4

Dayl6

Day28

Week8
(Day56)

b a S
b 60 B

20832.5
+72582.5
(n=19)

2218.8
+5611.7
(n=19)

525.3
+1206.4
(n=16)

173.5
+277.3
(n=17)

120.3
+151.0
(n=13)

463.6
+953.5
(n=13)

1576.0
+4280.2
(n=23)

8463.6
+22801.9
(n=23)

11844.8
+19594.8
(n=21)

3652.8
+4402.9
(n=21)

4999 4
+9244.5
(n=19)

12100.4
+25392.5
(n=19)

) fEESD

ARRGERRB
LR L
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(4) HREEROSAER
1) BRI
OEMEERSE OI/MEHKEE (N[-0501-14 KE&) '@
AL 2 2R — F[adr— b 1 2RI RPRMERI I 28 (SJTA) & OV A FESE A T /L% (AOSD)
WS~ 7 a7 7 — IEMHAUEGERE MAS), a2dh— 2 /NER O RAEZHHETY 7~ h—FT &
(SLE) 1ZffE9 MAS] X0k E b, RECIIARKRHMIER & L CEAE SN zak— b
LIZOWCREHEHT D,

HH) EHAEMEE a2 VF a4 R (GC) 5 TREAR 14572 slTA Y AOSD 121 5 MAS
BEICRBIT D~ L~ T OFME, ZetE, AR, Rpahne, KO3k 00
PRI 2 RS 5,

TV A | e, HEE, EEERE, 8 T/ AR

PSE EHE GC 5 THERT4 72 sTIA KT AOSD 1215 MAS B#E 25 il (AAA
2 B & Ete)

FRBPULUE | « JEEE MAS F2WTRFIZAERR 6 1 H ~80 1% Th - 7= BHER OV tE R

e sJIA TN AOSD 2 Wi 3 i L T 5 -3

STIA FEAEIRFIZ MAS 3L LU 7= BE 12D\ Tld. CARRA FEYE 17 23S X sJIA
DBIRS HEE SN B GE. 5@4@%%@:@% DL LT,

AOSD [T A DA (2 10 WS LI B

o JEEIE MAS OZ K iﬁé@)?v?iﬁﬁﬁﬁE#uT%%uLfﬁﬁbko
FEEBE TT = ) F U >684ng/mL /> OLL FOWT 2 D

O/ MrE =181 X10°/L

QT ANRGXLUETI ) T A7 x2F5—F (AST) fi>48U/L

@KV ZVUEY KF>156mg/dL

@7 47V 7 ME=360mg/dL

o 5 EPREBE OREYER) 22 1B E 5 72 3 H ML E (30mg/kg @ Prednisone™ % 3 H
TR G957 UV AIEE GTeM, ZHZ BE/E S, BEOIREE /Sw/x
IIEEIR IR A /XN T A — 2 DNAPRIZEAL L7285 A . TRBRE /20 1 = Bl o J| K7
%wm%EGC&5%#MM3E%ﬁ%&<f%ﬂﬁféé%A#%é)
O AR GC EIRNZE G2 12x L TR A+ AR S B

*1 Prednisone |ZAF A&
*2 Prednisone’/7 L F=>'u & (PDNE) T 2mg/ke/H % FlEl b2 WABERHER NS (WX
REE 30kg LA E D/ T 60mg/H LA B, A\ MAS B3# Tl 1g/HLLE)

F 7o bRAf L UE o MM ERE AN Y o SHREERE (pHLH) THN D REHM ORI E G AR OTF
E KNI R—=T7 VU o OFRBEE . X% CD107a FEKL 7 ~ 2 A BFZ XL v ik
BENTZ, b LK BFEREZETH Z LI X ViR 47z pHLH B3

o T L T EGBIMGIHC D R X~ T GEA LX) . JAK FHEEZK TNF [H
FHET PV XAvT (BIETHEBRZ) IZRHEREZIT WL B

s TV TEGHRRHCT X T (Bin i) T & damg/kg/ BB OG-
TRk L TV BE

s BE 1 H ARIC MAS IZxF L C= MR Y 25251 - BE

o BARANIEEME O PR EYYE (ER L OFEER) | B A b 7T A< [EYE K Y
PNERTIRYE > HT HEBE

s V=V av =T Y EOTET U AND HEE

o WIEMRZIER O BT AN o 5 BH

1 A CTHEKRINTWDIT FH 0T (BIEFHEZ) OMBELROHRIL, HEE, AR OER - S
ALLESIETE 10kg DLEO/NRIZIZT 7% T (@) & LT, REICSCTUTE
ET#E5T 5,

K 50kg LA L 1[8] 100mg 2, 1 B 1A
IREE S0kg Al : AREE 1kg 2470 1Bl 2mg % 1 A 18], 728, 16 MAMOBEICB N TIE, 2hE
B3 7e8550%, IRE kg %720 1 AR K 4mg £ THETX 5] Tho,
*2 MAS IZHF U CIXARFRIE IS

16



BRI

AR IAEZ OFAW K OIS A D 2 W] THERL S vz, FlRiflz iz 2
V—=r 7Bz,

BAHONFNPOR T, GC ST LRAT IR S, S I A
DREFEMEIEME L TN T 72 T EF L. STABI~EES AR L Lz,

HMOAH XD MAS OIREXETHEEEZEHRTHZLEL,. GC DHE
i\%%ﬁéEﬁﬁﬂw IV S, B, &R 12 R, SUTIRERE
YRR OFHLIZ X 5 MAS BEMEOER D L IXEHAED GC TR 2 REA+5y
DHERENAETO, WIhDRWERECHREZZITA2Z L LT,

WA A7 ) —=2 THI, =~ b~ 7 5 R ONBHREEIF O 3 >0
s3— N THERL S Tz,

<EHHE, BEHIH >

T b7, WA (Dayl) 12 6mgkg, = D% 0 15 HEIL 3mgkg & 3 HZ &,
PABE D 2 L 3mg/kg A0 2 [A], §RANEEE (BFEICIS U T 1~2 FEf 2T TR
WERE) L7,

T~ @&Efﬂ;ﬁfﬁ T4 GF 10 EHE) & L7, 4 @ EGET 5
MAS Fafifz kL= 5803, 1RBRILY ERT O TR G MM 2 8ETE 5 b0
&Ltotﬁb\iéﬁﬁ@ﬁk&%@ﬁ&é%@%%%\%ﬁ%&5¢tﬁm
Dty 3Eoze Ve T REEZ T EE LT,

MAS (ZB9 2 FHEREFIRNT A — &&U%fﬁﬁﬂﬁf ek DAE ) )3 Fr
ST, RARTSIPRBEINDEE, BEREOEME G i 152 BIC
1 [ENCEFE L, ZDHBES 5 z%@ﬁAiza_lﬁﬁEL CERE), I
FEOME (10mgkg © 3 HIC 1 EHEGICHY T 2&mHEET) ITX) <L
TRV AVERBICELLDOLE LT, £, é:$%®N*74VF-
YA 777 ANVNEEFTHD I &R YERNAHERTE 5G4, 4

PHEATHREERZERETE DL L,
BERHAEME T (RBREZ S LTV 12, MAS O3 TR
NERDONTGEE, o~ L~ T OFESGZREE L=,

AT F

<ABHEFMEE >

[EZFHMEEE ]

o T UL T OEF G D Week8 BHIZ5E478%) (CR) 2M5 67z BE OEIS
(KRFERY 72 AT I H )

IV GENEEED
» f)la] CR F£ CTOHIM
* CR DERITE FNDE5HM ST A — 2 BAIEIEFALT 5 £ TOHM
« 2752 (OR) [CR UL ZE%h (PR)] MG oo BHE OEIE
s f]lal OR (CR XL PR) F CTOHOHRM
o CR EKZDOWT DS TD MAS DEF
o TRERHR Y EERT OHIWHZ X 2 BAR A+ D 7= OB ik
o ETFHIM
» GC O &L O GC Wi’ G b b £ TOHIM %
c R—=ZF A D 50%LL T MAS FEELETO & £ TO GC Hilk
- RERIFE o OfEE OB ST, PDNE T Img/kg/ H BA T £ T GC ik
- ##3F%) PDNE T 0.5mg/kg/ H LT E TO GC il
- ##3F%) PDNE T 0.2mg/kg/ H LT E TO GC ik

{CR (MAS OEME) DEE)

R R T A RO EERBE K OJER O K : MAS OFGRAIEEIEIT, 10em 5
Tha g 20— (VAS) ICXVEHiT 5, ERREREL. VAS 23 1/10 LT & 727
BE. MRkLiZERRT,

e

LUF O MAS IZB3# 3 2 B R A N7 A — & OIEFE AL

« BMEREASIER TR (LLN) #

o /RS LLN
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- HLEElikFEREFE (LDH) 728 1.5<1EH EFR (ULN) R

cTI5=0T I A7 25— (ALT) 2 1.5xULN i

« AST 7% 1.5XULN Aiifi

747V 772 100mg/dL

s T2 VFUEN AT V== T IIR—A T A VEEOME (B0 ) 205 80%LL
EDOIEF. 73> 2000ng/mL A~ DD

(PR DEE)

[VAS IZ X % MAS OERIRATEENME TREAM L 72 BRIR 105 M OVER D VH 2K ek,
VAS 728 4/10 % Flal - 7254,

IR

FREOERICHE, MAS ICEET =2 T A » OERKRBAE T A — X BN
3 2L EEFAK]

EREAEMETIGA Y EE Z PR E 0T 5,

{OR DEE)

KB IC CR XUZ PR DWW ER L7282 OR & HIE Lo, KFEHFIC CR
DELNT, X—2F 1 CR/PR HEIHNW-BRBE T A —ZEEN 3 D
K THo AT, BE % ICRZA L, PRIZEEYET) &9 THZL L
77o CR ZIRET DO DEERRENT A —F PN TRTRH L TWDEAIE TE
fikge (NE)| 952 EE LT,

<ZEWIFMEE >
HEHEG, BWERH, BEERAEFESG, 5P IEICEST-AEFSR, 1, Infusion

reaction ¢

<SR >
Py (ADA) . HFnbiik (NAb)

ap

<FENTHRGLEME >

BANIRGE SN TN TOBE 2B AT RER & LT,

ANE R VLD IE, BRGHITTRER Ot AR RS, =</
YT REGE T ORI NTORE) 2RL L,

<FRATFIE>

B OMENTIE, BRI G M 2 F N CRER AT o 72,

FEFAE H Th 5 Week8 DA LIMEREATIRFD CR 1%, Day56+5 HIZ MAS Ffif
DN EFEAEZ T2 LT L ER LT, CR MG O EBE T OV T, [
Clopper-Pearson {55 X [#] (B f&HEAT TIX 96%) % F I EME BHARE D p i & T
R UTe, BIEORBIEGEORER GBE—MoOmita) 4 2 DOFEITIZHE L, 4]
B AENT C o & 0.01 (BHEXRH 99%) 1H#E L. S A 2PEREHT C 0.04 (FHHIX
fi] 96%) THE LT, Hof&AMMEMNT T, CR ZECEHE O MIH] 96%(5F 58 X[ 23 % 324K
FLOME (CR H>40%) ZHEA 556, IHEERGEL (CR R =40%) FFEASNDL L
kL7,

BRI, FFLLRWRY | fERMSE O BEEREZ SR E LTHEIE L, Bk
FHMIE B K OV R B 12 DWW Cid, b st &I L 0 i L, EX e ke
ILESE LR ho T2,
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fag

BEDONR

EAMTIE, NFIREFESN,. 2025 3FI0RERE R IE Lz (PR ¢ JR5RH Y EEAT Ok 2

B, EOMOFFE S NRWELH 1), EAID O AMICBAT LB LSl Tho T,
WA TIE, 29BN AT V—=0 T %%ZF, 2055256 (HAAN2HlZET) NEESh, =

v/ TORGEEZ T, TN T OREEZITE25 B0 B 23 B A EE T L.

2 B AMNZ R BR 2 Rk U7z (FUEBEEA - Wb iED),

BRI R GEEIZIE, =~ /L~ T O 2Z T2 25 Bl G 0T, 2095 BIERN R ASHEIR

FDT=DITERI S 7z 5 FlakR< 20 62 R ATREAFAT S REMICEZ DTz, BRI STz 5 Bl 5

B 4 BUIERZIBBRIEMF EEEMIC L VRSN, 1 BlIEEAED GC IREICL Y —HDE

WRBENTREERH Y . TS KV HEERZE S0, EEEERETH D sIIA LT AOSD D2

WD RKHEE CTH -T2 Z E BRSNS,

BE5RH

T 7 OGS EHIE, 3 BILLE 11 BIERED 56.0% (14 #1) . 11 FLLE2S 44.0% (11 #]) Th
oz (FEEH10 BG4 BREICHEYS 3 2),

TwrOL2 7 ORERGE (FRE) 13 33.00mg/keg (&P : 15.0~175.0mgkg) TH Y, FHEHE
(FPefE) 1% 3.33mg/kg (&GP : 3.1~7.5mg/kg) THo7o,

TV~ 7 OREEIRE (PUE) 1330.0 A (EPH : 7~220 A) TH Y 1S 4 HARTGD 24.0%
(6 %), 45 8 WA 52.0% (13 ), 8 WLL LAY 24.0% (6 %) ThH-ol-,

Week4 aua_:r:vzvvv7 OF G EHIELTZBE X 6 B TH o7z [FH : IR ERT ORI

MAS DOFLfE (4 51]) | TEERHE Y EEAT OFEmIC L 5 2R A+4 (161, 38T (1 41) ], 272 < & b Weekd
F o~ U~ T 2 EESNZEFEIT 196 (76.0%) Thotz, T~ b~T7 O 5% 8 LI E
ke L7281 6 B (24.0%) Th o7,

AR

(2 EE ]

B~/ L= 7 OB 5% D Week8 FFIZ CR BB S N-BHEDOBEIEG (FBRIER BT ER)
Week8 RFIZ CR 2353 LAV BE OEIG1E 44.0% (11 B, 96%(EHEX[H*! : 23.7~65.9%., p=0.414,
FHNEME ZTEMRE) ThH Y. 96%EHEXHE O FRREIXFANCHE SN BB 2ETH D 40%%
TEIS7Z D, BUEA RIS 2 ARAN OB IMREE S Ve o 7o,

IT/NIILTTDYEIEEZD Week8 BFIZ CRMANBSN-BEDES

n=25
Week8 FFlZ CR 235 b - BE DOEIE 44.0% (11/25 1)
96% 5 HE [X ] *! 23.7~65.9%
p fE" 0.414

A GRS GAE
*1 Clopper-Pearson 7412 X 0 Bt
*2 R RIIE R TR E
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G GEGEEIED!

W A)[E CR £ CTOHIM
Week8 F TOWTINDORF AT CR Z ik L7z BE OEIAIT 48.0% (12 ) THY, RERKE T
(EOS) HFE TOWTINMNDE A T CR ZiEK L2 BHEDOEI ST 84.0% (21 4]) Tholz, =~/8
N~ TG BIR% O b B )E CR ZAkE Dayl3 Th o7z,
7T <A — (KM) JEIZ XD HEE L7= CR Z(1X Week8 &£ TORER T 50.2% (95%FHH XM -
32.3~71.3%) . EOS IKf (Week52) £ TORFT, 86.4% (95%[EHHIXH : 69.3~96.6%) T -7,
WA OFE CR £ TOWIRE (P Hfl) 1% Week8 £ TORET 8.4 ¥ (95%(ZHEX ] @ 5.0~
NE). EOS ¥ (Week52) £ TORH T 841 (95%FMEXM : 5.0~209 ) TH-7-,

BCR DERIZEENDEFHME /T A —Z BFIRIEFILT S £ TOHR
R—=Z2F A L TCHRENRDONT-HBED S S, Week8 TIERAL LT-BEH. BEOEIG K ONER
LD WIEGER £ TOM 2 LL FISR Lz,

BRIEAT MAS EfR™ 2 3Emk L7- B3 18 4 (72.0%) T v . #lEIER F TOHIM O i,
4.0 (95%EFEIXME : 2.0~5.1) THo7=,

NR—R T A CHMERI R E 23580 iz 3 H1ep* BN EEL [1E% FR (LLN) % k[E5] %
R L. PIELERE TOMBOFIEIL 0.6 1 (95%[E XM : 04 ~NE) Th o1,
Week8 DA N R3ARIT 100% (95%(Z4#EHX [ : NE~NE) Th o7z,

NR—=R T A T/ M RE RO BN 11 Hlo 55, 10 F] (90.9%) 2 EFAL (LLN % k]
%) ZiEpk L. PIEER E COBIBO T IfEIL 0.6 # (95%EfEXME : 0.6~4.0#) Th-o7=,
Week8 DA X M FEAFRIT 90.9% (95%(ZHE XM : 66.7~99.5%) TdHh -7,

NR—RF A CLDH BENED LN 24 B0 5 B, 1761 (70.8%) MIEFAL (ULN @ 1.5 {5
) AER L., #FIELERE COMMOP R 1.4 38 (95%EHE XM : 0.9~8.1 1) TH-o7-.
Week8 DA R M FEAZRIT 72.2% (95%[EHEXH : 53.2~88.5%) ToH o7z,

NR—=2F 4 TALT BENBRD SN 18HID 5 B, 16 i (88.9%) 2IEFAL (ULN @ 1.5 R
i) ZEER L. WIENER E COHAM O P RAEIL 3.6  (95%EFEX M : 2.0~43 ) TH-o7-,
Week8 DA~ hIgA 1T 88.9% (95%(EHEIXHE] : 70.2~98.1%) Toh-o7=,

NR—RA T A TAST BENED L7 16 Bl2f] (100%) NIEFEL (ULN O 1.5 fFAR0H) % #EK
L. #lEERE COBMOFIRfEIX 1.0 8 (95%EHEXME : 0.6~1.9#) TH-o7-,
Week8 DA N F3EARIT 100% (95%Z#EHXH : NE~NE) Th o7z,

R—=AT A TT 47V 7V RENRRD LT 6 BI2p* A IEFL (100mg/dL #8) % 2k L.
HEEER £ OO P RAEIL 0.6 B (95%1ZHEIXH : 0.6 ~NE) Toh 7=,
Week8 DA X2 MRAZRIT 100% (95%[5HEHX ] : NE~NE) Th o7z,

ARBRHIRI I 7 = U F DY 80%LL EDIE R, 73> 2000ng/mL AT (I8 L7 8BE >4 1% 23 4
(92.0%) TH V. FlELER F TCOHB O F AL, 1.9 8 (95%EFEXM : 1.0~3.0l) TH -7,
Week8 DA~ hIEAFRIT 92.0% (95%ETEIXHE] : 77.5~98.6%) ToH-o7=,

*1 MAS OFFRPTEEINEIL 10emVAS 12 X D FE L. ERARMEMPEIT, VAS 28 1/10 AR & 2o 72356, TR LI & A

L. R MAS Bfg L EF LT,
*) BEIRAIMAS BER VT = U F U fEIZOWNWTIER— 2T 4 VIEOWREEIZ L 6T 25 il 2 /e LTW\Wb,
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*3 EBIEL 10 PIRm O, BEOEIEZTTHE L T,
*47:)?/ﬁ#17)%;/7X1N*X74/ﬁ@ﬁ(%wﬁ)W%&MML@@T\WONW@ML%
WA~ OWD ZER LT G R EA-T EER LT,

HOR (CR XJXPR) BELNT-BEDEE
Week8 |2 OR 35 5 117 B OEIA 1T 66.7% (16/24 5™, CR10 f511*2, PR6 . 95%(SHE X [ : 44.7
~84.4%) T o7,

*10R%ﬁi Week8 FEAMRTIZFEL L7z 1 Bl A BR< 24 il xtBR & L THEM LT,

*) AMENTICEIT D CR 2K L8 (10 #) 1%, EEAMMTMEE (11 6)) &SRR ORI S R
D7, BMBEN 1 FID72, Week BIOT —# 2R LI2RTIE, £3 HOWIBRHTR I, EEEIMER
fIE BT &, =5 B OB BFTFE ST,

B#E OR (CR XiXPR) T TOHIM
Week8 £ TOHJE] OR £ TOHIM (P Hfl) 12293 (95%EHEXE : 1.4~84 ) Th o7,

BCR ZEREDONTNNDEE S TD MAS DEH
CR L DWTIUDORES T MAS OFFRENFERD LT BE OEEIL 19.0% (421 i, 95%(54#
X[H : 5.4~41.9%) Th o7z, MAS OFFEIT, =~ b~ T &K% 3~6 » A (3.02, 3.75,
4.11, 615 » H) IZ@#EH B,

WISBRE L EMOHWTIZ X 2RA+2 D7 OB 1L
AN, RT3 DD R Z Ik L2 B3R b v ho T,

WA FHAM
EOS B S THIFE L TW=ABEIZ 25 HIh 23 B TH VY KM IEIZ X 0 #HEE L7217 R 1T 92.0% (95%
EHEXME : 71.6~97.9%) T o7,

BGC OWEK X GC WiE» /5L d £ TOHM
Y GC & (PDNE) X, X—A 7 A »HfT 8.07mg/kg/H TH Y . Week8 Tl 0.78mg/kg/H T
Holm,

GC A= (PDNE) DiFEFHEF

(mg/kg/B)
20 T5{ELSD
15
I'|.34 0.87 0.78
t $ ]
,5 a4
HRGE) N—2 1 2 3 4 5 6 7 8
sS4
n= 25 25 25 25 25 24 24 24 24
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<R—=ZF A D 50%LL B0 MAS ZEBHETOHAEE TO GC Wil >
R—=Z2 T A 05 50%LL E T MAS ZBLRTOH & E TO GC Mz, Weekl (ZEERk L 72 BE D
EI 51T 28.0% (7/25 B, 95%IEHEIXE @ 12.1~49.4%) T Y. EOS BiDEKIEIZZER LT-HH D
FE1E 81.0% (17/21 B, 95%(EHHIX[H] : 58.1~94.6%) Toh o7z,
KM #EIC XL D HEE L7z GC ML Week8 FTT 61.2% (95%(EHEIX M : 42.8~80.0%) . EOS
(Week52) £ TT 95.2% (95%(EHEX [ : 80.1~99.7%) T v . GC Wil & ER+ 5 £ TOWIRK (h
JofE) 1% 5.0 (95%EHEXR : 2.0 I~NE) Th 7=,

<PDNE T Img/kg/ H LA £ TD GC il >
PDNE 1mg/kg/H LA F £ TO GC Wi % Week8 (2K L 7= A OEIAIL 70.8% (17/24 #i. 95%(F
FHIX[H : 48.9~87.4%) ToH V. EOS AIDOHAMEICIER L= BE OEIAIX 90.5% (19/21 #i. 95%
{EHEX M 1 69.6~98.8%) TH 7=,
KM JEIZ K 0 H#EE L7- Week8 £ TD GC ML 67.5% (95%[FHEHX M : 46.7~86.6%) TH Y |
GC Wiz 242 £ TOMM (FRE) 13 6.0 (95%EHEXM : 3.0 ~NE) TH-o7=,

<PDNE T 0.5mg/kg/ H LA T & TD GC Hik >
PDNE 0.5mg/kg/ H LA T TD GC #ijii 2 Week8 |Z2EhK L 72 B OFEIA 13 41.7% (10/24 1], 95%(F
FEIXH : 22.1~63.4%) ToH Y, EOS RO HAEMEITER L2 BFHEOFIAIX 81.0% (17/21 fil. 95%
{SHEIXE : 58.1~94.6%) T -7z,
KM {EIZ X 0 H#EE L7- Week8 £ TD GC MHEHEI 44.7% (95%FHX M : 27.0~67.2%) THY |
GC Wiz 2k 95 £ TOHMILINE Th-o 7=,

<PDNE T 0.2mg/kg/ H LA F &£ TD GC ¥k >
PDNE 0.2mg/kg/ H LA F % TO GC Wi % Week8 (2K L 7= BE OEIAIT 12.5% (3/24 B, 95%(5
FEXR : 2.7~32.4%) TdH Y, EOS BIDHAMMIZEERK L= BE DOEIE X 71.4% (15/21 1], 95%(5
FEIX R : 47.8~88.7%) Toh o7,
KM JEIZ X D H#EE L7- Week8 £ TD GC WHEHEIL 16.5% (95%EHE XM : 6.5~383%) ThHV |
GC Wiz k95 £ TOHMILINE Th -7z,
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zZet

RGN GAER (25 ) ICBWT, AEFEZIL 24 61 (96.0%) 12RO B, ERAEES (5
BEIE 20%L0 E) XA TFAR2 6l (48.0%) . IREEEE(L™S B (32.0%) . HEKL OEMNAE 7 #l
(28.0%) . A AT DA )L ZJEGLFIR B OEIRR A 6 1 (24.0%) Wi g B OV M iE 23 %
561 (20.0%) ThH-oT=,

RIERE 15 61 (60.0%) (2588 Hav, ERENWEM (2 BILA BIZHBL) (XA M AT T A )L ARG
O A b AT 7 A )V R EGEFRRNE 3 61 (12.0%) . i, IREEEAL K O A M AT a7 A LA
A GED S 2 5] (8.0%) Th o7z,

HEERAEFGL 18 41 (72.0%) 125D B, F/aHEg: (2 FILL LB 1T AT A0 6 6 (24.0%)
fitize 561 (20.0%) . IREEHEAL (MAS HAk) 4 6] (16.0%), A AT w T A )V ARG HRIEZ K&
OB IR il 35 1 AE ©°4% 2 51 (8.0%) Th o7,

EEREERIZ 76 (28.0%) IZRDBIL, YA M AT T ANV AEY L ORGSR D% 2 B (8.0%) .
RIS, RS, IE, ~A anXI 7V oA - T LAar T Ly 7 AEY, Zlikastkne
SRR K OB R i & M EE 234 1651 (4.0%) Th o7z,

B G IEIC B o A FEEGUIMR 1] (4.0%) BRD L, =~/ u~< T J:B'ELE%D EHIlr S vz,
RCIZE-T-AFEEGIL2 6] (8. 0%) IR B AL, WRRIEZ IR N BREERE, © 3 > 7 P %
1 B (4.0%) Tholo, Ll N SIERREIL, BEEE A EE T, /é%#ﬂ%l%ﬁmzctwivﬂw
~ 7 LS D Ll S FLm A, (’aﬁﬁ%@é%‘ﬂifﬁ@ﬁb&#ﬂ%ﬁbko va vy 7B E, EEENEE
T, IBBRHEYEMICL Y o~ UL~ T LR L S STz,

Infusion reaction™ (X Day61 &£ TIZ, 6 i (24.0%) (T3 Bl L 7=, Day6l LA, Hi7=IZ% 8L L 7= Infusion
reaction™ XD LR Do T,

MedDRA/J Version 28.0

*1 ERAFCHUHEE : sTIA, sJIA PR, AT /LR OFEA, sIIA FiRB O, sJTIA FZ. sIIA X1 AOSD /A
*) [ERNFCHEUHGEE : MAS BYEE, 38, B SUIAR
*3 [EENGLEHRE : Ry 3 v 7
*4 Infusion reaction & =< /L= 7 OFE ARG 24 ReRILIAICREL L, IRBRLYERMICE D =~ VL~ T7 L Bl dH
D P SN BEREREER L, 72720, NEYYER JOWARGE |, TR, FEER X OEBHEE .
TR, BB LUSEMARHOSAY (FERBIORY =725 ), FAORME), THESRE ) kO HE
BLOWEHLE] @ SOC 1ZERA L7z,

S 2 IR

N—R T A T, EERGMITIGEM 25 Bl 5 DIERIEORER G bz 23 #il2f]T ADA
EEThHoTe, = b T EREIZEY 23 65 56 (21.7%) 25 ADA B L 720 | 4 BRI,
1 BB D G 2 7 LTz, =v 7 b< ZICkt T 2 FRBERIC oW, 5 Flth 4 BlIdErEC
HO 1N FEMOBHRHERMTICEBETH T, T UL TREIZE D ADA ISE A HE
L7EBE TR bR o T,
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@B E IR (NI-0501-06 FRER) (GBS T—4) 19

H HY

HHERHE aLVF aA K (GC) &5 TIRA 572 B RIAEME R R R &
(sJIA) R OV AN FEIE A F 9% (AOSD) 1ZfEH ~ 27 1 7 7 — DIEHALIEMERE
(MAS) BB D~ b~ T O ek, AR, EEhie L OH 202
ERSN

RRT YA

FEER. B EBILRE, ZhisdtFE, I AR

SES

EHE GC #E5 THERT472 sJIA TN AOSD IZ4£ 9 MAS B# 14 4

TP

o SJIA HBE 1 STTA ORZWIHETE L TV B B, sITA RIEFRFIZ MAS NREBLL7-H&
FIZTHOWTIL, CARRA JEHUE 17 [ZHS X sJIA R HEE SN D EA . wEmkkiE
T bo L L,

AOSD #BE : (IO OHYE W (12 L WA feE LI- B

« JEEE MAS OBWHIIHY DV o~ TR BEMEDN LT 2 /68 L CheE LTz,
HEBETT = U F Al >684ng/mL
MOLLTOWT A2 D
O/ ¥ =181x10°/L
QF7 ANRTGELET I ) FF A7 x25—F (AST) fi>48U/L
@KV ZUEY K>156mg/dL
@7 47V J 7 Al =360mg/dL

o KRR OBEMER I RIZE > 72 3 HEILLE (30mg/kg @ Prednisone™ % 3 H
i TR G5 L 2EEZ G, ZHICERE SRV oE R GC #k
N G3ZxE U TR0 D3RS S LT B

o NV RST (EIETHHZ), TNF BLERE, XX~ 7 (EiaTHHz)
DEE SN TWDEHE, =~ YL~ 7 RERGRNCHIE LT iEle 5700,

*1 Prednisone [T ANFRA AR

¥ BH ORI OV U R ST A — ¥ PNAMICEL LB a . @R GC # GBI 3 1
RBE 2L CHRECTEXIHBAND D

*3  Prednisone #4% T 2mg/kg/ A % FlEIH2WHES 1 A 2 [ENC T T3 2 2 LSS5 (X
1A 30kg LA Lo/ NS TlE 60mg/ A LA 1)

F e bRAf L UE

o JEFEVEMERA RN Y o SHHAREREE (pHLH) 2S5 XITHEE L TV 5 B,
SOTRESGPER B i 95 HLH B3

o IEEIMEDOTIRRFIEYYE (ERLOFEERD) ., B A T T A< RYE, TR K
YUiE, VLR TIRRYYE, BB a g Z—FYIER N — 3 2~ = 7 [RYE
AT HEE

o IEEMERS R DR R BV &2 3 5 B3

o EMEREG AT H B

Jiik

<BHHE, BEHH>

T L7, WA (Day0) |2 6mgkg, FDH%O 15 HiFIX 3mgkg 23 HIZ &
LABED 2 JAIE 3mg/kg 238 2 [, ARG (FEISG U T 1~2 K20 T
TR LT,

T L T ORGSR 4 8B GE 10 BEE) & L, 22F=%) (372 H MAS
DESE) PELNZHEAICEM T2 e LT, 72720, 3mgkg OHETY
Ry 2O~ L~ THREEZZ AL E LT,

FHILMAS NT A —% [T = UF o HEEMKFERHSRE (LDH), AST, 77 =2
T T UAT =T —F (ALT) L OIS E S Te s Z A HIZIRE S 31780
ICEOMHA N A LT, IERR+ S ThHoT2HmE, YEEREORT 1 v
heURZ 707 7 ANNEREFTHD EDFMICESE, 2w U7 0&E 1L
DA RGMRA SN, HEZME, T4 @EZ2BL2 TREEZER)
TEDHHDE LT,

T TR RV ES 1 BT ETRTOREICRL, =v /b~ T
BB G®RICE=2 Y 7R FEM LTz, BEGHMETR®IC 4 B OREELEERE
& L7,

(BYETFBhH)
T TERGIES ) R 7RO -0 HRIEIB 6T D PR E A 3
=T,

24




BRI

<BHEFHEEE >

o = UL T O BIA% D Week8 FEZ5EAZE4N (CR) WME 67 BEH
« ¥llE] CR £ TOHIM

o RERHIR T OV DS T GC WA FTRE Td - - BB

(DMAS ZHLfT & A% CUIZENLLT) OH&EE To GC #iE", @=~ 91
~ 7 BERRBEEOHEDOD 72 E D 50%0 GC HiE?)

* GC 315 505 £ TOHIM

o A7

c NRARFS DT DI T L BER %

*1 sJIA XX AOSD (2%l A IEH & BEIC 2 T TV iz B
*2 sJIA XX AOSD FAERFIZ MAS MR8 L 7= 8%

{CR (MAS DEfE) DEE)
R T A RO EERBME K OJER OTE K : MAS OEFRATEEIMEIL, 10cm 175
7fﬂfxﬁ*w(ww)Ki@ﬂﬁ?éo%%@%ﬁ\wwbHHOUTb&
STE, R L ERRT,
ViR
LLF D MAS (B3 2 BRI A /N7 A — & OIEFAL
- BMEREA ER TR (LLN) #
- If/MEEAS LLN
- FLEeH Kk FEBEZE (LDH) 728 1.5X IEf ER (ULN) K
« ALT 7 1.5 X ULN K
« AST 7% 1.5 X ULN A5
« 747U 72 100mg/dL A
T2 VFUENRAZ ) == 7 LIER—AT A VOl (W T nnEn
7)) B 80%LA AKX, A2 2000ng/mL Al (2 B

<ZEWIFMEE >
HERES, BIEH. EERAFEFESR, BEFIEICE T HEES, L1, Infusion

reaction %%

< SefE Rk >
TP (ADA)

F AT Rt

Tl

<fRMTHRISER >
HE R V22 OFHI I, G SER (m~ Vb~ T7#%5% 1 [
THZUT =T R_RTOEE) 2 HN\ -,

<FEAT R >

HHEFALE B IO S BRBOMEM T & L, SO B M ORI EET .,
FLab A E R L OB X 2 Fls & U7 it 2 320 L 7,

TEOAIERHGIE B X, %k, F14 . Clopper-Pearson 1EAfE 95%(F 8 X[ 2 F v
TRk Lz, A2 FREAE COYMOARDEIMER X, SRR L,
WA MAS B AR OB K Ot BRI 2373 B3, Day56+5 HIZ MAS &g K
Y2 7= L7 R % Week8 FFOD CR L iEFE L7,

JFRIE LT, Kﬂﬁ@ﬁmi%%bﬁﬁototﬁL,CRkOVTi%%@ﬁ
REA BN BRI BRI S 72 03 723551213, Last observation carried forward
(LOCF) #ExmEMT o2& & L,
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S

A REH

AR TIT 16 PINAT V== T %2, 2055 14 FINEEEINT, 14 F126] (100%) 2=
~ NN T ORG AT, BEINRBREET L,

RGN GEMICIE, =~ b~ T OB 25T 14 F12p] (100%) %5 Hiz,

B 54RVL

T L~ T ORI B G ESD (X 9.1 3,13 [BITH Y | I 9.5 B (/M ~HF KAH : 3.0~
17.0 [A]) Th o7z,

TNV 7 ORFERGE (PIRE) (X 31.5mgke (F/IME~FRKME : 12.0~54.0mgkg) THV,
#5& (PIfE) 13 3.3mgkg (R/ME~HARME : 3.2~4.0mg/kg) ToH o7z,
T 7 OBEEIR (PRAE) 13270 B (BoIME~&KME : 7.0~39.0 H) Thoiz,

¥t

B~ =7 ORI D Week8 F#IZ CR BELNT-BEE
P BT RG] 14 5D 9 B Week8 IEIZ CR 35 H 7= BT 11 ] (78.6%. 95%(EHH X
1" :49.2~953%) Toh-o7-,

T2/NLT TDHRESHIEHED Week8 BFIC (R B F o= BEFH

n=14
Week8 FFlZ CR 238 b7 BEHK 11/14 5] (78.6%)
95%/ 5 FE X [H]” 49.2~95.3%

A GRS G
* Clopper-Pearson 1412 X ¥ B HY

WAIE CR E CTOHIR
IE] CR £ TOMF O T IAEIL 25 B (95%(EHIXH : 19.0~56.0 H) THY, b < ERLE
BFE OW)E CR X Day9 Th -7z,
92.9% (13/14 f5l) 1%, Day0 75 Day59 £ TORIIZ CR Z ik L7z,

BRBHE P OWTNLORF R T GC BB FRETH - - BEH
D MAS ZEHATE RS CUTZFNLT) OfEE TO GC iR (sIIA X% AOSD IZxtd % 1R %
BEICZZ T T )
RET 2L

@ =~ =T ERGBBROHEDO DR L 50%0 GC MR (sTIA 31X AOSD FEJERFIZ MAS
RFEBL LT )
12/14 151 (85.7%. 95%[EHEHIX A : 57.2~98.2%) A BRHIRHIFOWT DR R T~ /L~
T 5.BAMARF O & (PDNE) O/ 72< &% 50%00 GC WA 2R L. BRI T £ Tk L
TEEHER LT,
F 72, 8/14 5] (57.1%, 95%(SHEX[H] : 28.9~82.3%) A3, FABRIARMI HH DWW DI 47 C PDNE
® 1mg/kg/ H LA T £ TO GC Mz L, SRR TR THEFF L 72,
PDNE : Prednisone”/7' L K=Y 1 U H &
* Prednisone [IANFAAGE
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BGC B & LN 5 E TOHM
GC iR [~ UL~ 7RG O HE (PDNE) O 7L & 50%D GC #i] BNEbn5F
TOHM (hfE) X145 B (95%EHEXM : 4.0~28.0 H) Th o7,

W AFH
AR I AE T LIS 1T W o T,

B ERT5 D7D B IE Ui- BEE
W DB K> THRB A2 Ik LB T W ho Tz,

ZeM

RGN GEM 14 BBV T, AEFERIT 13 6] (929%) ([ZBO L. EARAEFES (FH
F10%LL L) 13FB 461 (28.6%). T, A AT T AV AEYLFIA, & i K OV fifE A3
K 361 (21.4%) . 5 K ONESHANL S 23% 2 6 (143%) Th oz,

BIERIL 4 651 (28.6%) IZRRD AL, WIRIZTA R AT B T A VA EGHR, T A NVAEYGL, 77
A NZREGME, BK RN A —~ T AV AREGE, VA F AT e A L2 REGME, LAY R
U ANVARRAEGNE, TR EACED RIS K ONE O FERRIZ RS 1 H] (7.1%) Tholz,

HE LA FERGIL 6 i (42.9%) TR BV, WRRITDAIAAE, ODIEA MR, IR, s
e, BEEXUESE, A M AT A VAEIFR, AT % (ERFEHEAGE : sJA F) . AFMER
Fra=—TAhA, BENK1H] (71%) ThoT-,

HEZEWERIZ 1A (7.1%) IZBDO DB, A MATa A NV AFEREFRTH -T2,
ARRBIZEBNT, EEFIEICESTEAFRERLOECITRD bhviero Tz,

Infusion reaction 1 2 f1l (14.3%) 238 HAL, WIRITIENICEE O SIS OV 5 FEMERIZ 345 1 5]
(7.1%) Th-oTe,

MedDRA/J Version 23.0

* T )b~ 7 OB 24 BFRILINICRBL L, IBBRESERNIC LY =< UL 7 LREH U Ll Sh - FE
FHLER Lz, 2L, TRYYER LU AERIE], TERYE, FEMEl KO ENESE ), TR, B L%
MRHOBAEY (BRIBIORY =725, REORE), HEaRE] KO AR LORNRLE] O#FE
IR (SOC) 134 LT,

e IR

14 B 5 5 2 B Dayd OYIEISZHTRFIC ADA B & 72 > 723, MIED ST Tl Th o7z,
ZD26E, DOMOFHMERF A T S BBPE DR RITHF B R o T,

Z OIS, REHIE T ADA BEDRE RGO T BE T W o Tz,

2) REHHR
HEE R L
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(5) BHE - RERFRER
MUERR L

(6) AT
1) EARERE (—REAREREZ. SECEARERE. GARELRRE) . HERTET—4
R—RFAE. RERFRBERZBRONE
U ER R L
2) RRBFUHLLTEREFEOABTRITEEL-RE - HBROMSE
AR L

(N ot
EIBREIIS /IR (NI-0501-14 BRER) R UMM AHRRBR (N1-0501-06 B (47— %)
DFEEFRAT 12
AFEAMITIZIE, NI-0501-14 55RO BRI 7— & % VT,

H NI-0501-14 3B (=d— K 1) KO NI-0501-06 FREROE 2 ORI Z T, £V
%< O~ 7 a7y —IIEMHAGEGERE (MAS) BE A2 {RICo~ UL~ 7 OF M
P AN N iy TR R

PSES FHEEE LT a4 K (GC) 15 CHIRAR A+ 7e 2 5 RIS VE R R R B FT A

(SJIA) KOS ANFIEA F /196 (AOSD) 1T D MAS F3# 39 5] (NI-0501-14 35
25 i, NI-0501-06 35k : 14 fi)

Fik <BahE>

NI-0501-14 3&8& (=74— b 1) KT NI-0501-06 7Bk D Week8 [Day56+5 H (Day6l :
5 HiX Week8 2RI REE DO FFAMMICHY) ] ETOTFT—#2EH LI,

<&ZEMH>

NI-0501-14 3Bk (2dh— 1k 1) St AHID Day6l (Week8 DA ZhMEREAR SR H IZ5%Y
J% Day56+5 H) £ TOT —4% KTUNI-0501-06 iER DT X CTOTF — X #EH LT,
FEAT EE H <EZRMHEFMER >

[ FEFLEE ]

s TV T OM)E % D Week8 IRFIZ5ERZ84) (CR) 235 b2 IBFH OEIGS

[BIVREEAT L H ]
* Al CR & TOHIH
* CR DEFICE TN DKM/ NT A — & NN FEAEE 22k (EFk) -5 %
T MM
« ©228%) (OR) [CR XIT#mnE%h (PR)] MMEFbNT-BE OEIE
*OR (CR X% PR) F CoOHjfH
-CRémﬁmwfh#@ﬁ£f®Nm5®ﬁ%
< JRBRL Y ERT OHIWTZ L 22 RA A5 D720 BRIk
o A HATH
« GC O O GC WS Hivd £ TOWIM %
* MAS BEFTIOHE GELIEZENLT) £TIz~ v~ 7 &5 MbETO
¥ Prednisone”/7" L K= 1 i & (PDNE) (Day—7~—1) @ 50%
LI o GC i
- I ¥ PDNE T Img/kg/H LLF % TO GC ik
- i F-#) PDNE T 0.5mg/kg/ H LA F % T GC ik
- 314 PDNE T 0.2mg/kg/ H LA F % To GC ik

<ZEHFMBEE >
HERS, BIEH., BEERAERG, BEPFILICEST-HEFESL, L1, Infusion

reaction %%

* Prednisone XA FR R AR
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AT F < fRHT R RER >

BN R N2 VDTl TlX, B A 7 U — = T BT £ 45 5] (N1-0501-
06 #BR 16 i, NI-0501-14 3R 29 1) D5 B, T X TOWEMIEEL - L, =~
P THeG % 1 BT ST To BB ST SRR 39 5] (NI-0501-06 35k 14 31,
NI-0501-14 58k 25 ) OF— % &= H\\ =,

=il

<FEAMTFIE>

FHEFMEE Th 5=~ b~ 7 OFEE 5% D Week8 (2 CR 2353 H V72 BHF D
#IE 13X, Clopper-Pearson95%/5 8 X i) & 7 Al E e B E D p i & IR L7z,
RPUEDEL Y FNMZDNWT, CRYPEICHEE S 537 A —=ZICRBIPH D555, &
RE R COFTFARFBENICEIT 25 HIEWVRE R OEZ AV THiSE L7z, FFRSFINIIC
ERFE LR WSERIIMMTEEITh T, Yk X7 A —F Xl AL, thod <
TONRT A—=ZPIEHFTH->TH CRAZEME LT,

NI-0501-06 5% Tl Last observation carried forward (LOCF) %% H\W=23, & fE

HrCIEHW e o T2,
2 REBRARMA L2l T — 21k, BORErEZ WV TRERZ & KOk TER
L7z,

*NI-0501-06 752 Tl LOCF #E% AW 272, (HBIFREBR TOR R & AT OB RN RR BTN D 5,

(RS

AR

[ Z5FEE E ]

B~/ YL~ 7 OFE#EE% D Week8 FFiZ CR B3MEbNT-BEORIEG
Week8 FE(Z CR 235 5 7= BF DOEIA1E 53.8% (2171/39 i, 95%(5 #HIX ™2 :37.2~69.9%. p=0.056,
FIERE “IHME) Thol,

I/ TOHEIREZD Week8 BFIC R ANFONT-EEDEIE

n=39
Week8 I CR 235 B L7 BE DE| S 53.8% (21*1/39 f31])
95%{5 FH X [H]™? 37.2~69.9%
p fiE™ 0.056

AP AT ek AR

*1 BB & AT CIERAE O D R R 570, Bl D [NI-0501-06 FERDT — Z 122\ T, fERIFRER TIX
11 #51 (LOCF ). #AMHrTIx 10 6 (LOCF & RV ],

*2 Clopper-Pearson 15(Z £ ¥ B H

*3 FAERE IR E
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G GEGEEIED!

W A)[E CR £ CTOHIM
R G RT GAE 39 B2 I T, Week8 F TIZ CR &Rk L 72 BB OEIBIE 64.1% (25/39 H1))
THoT,
HTT =AY — (KM) JEIC X D HEE L7z Week8 £ TP CR RIL 66.2% (95%(ZHEIXM : 51.1~
80.7%) TH Y., #E CR £ TOMMOFIEIT 7.1 8 (95%FHEIXH : 3.7~84#) TH-o7-,

BCR ODERICEHENDHFHENT A —F BAIRICEEEZ 2R (EFL) 5% TOHMH
CR DEFRIZE ENDEFAM/ ST A — 2 BYIENHEAEE 2 Emk (EFL) 32 F oM, B
TowY) Tholz,

Week8 128175 CRDERICEFNHETME/NS A — 2 DR EEEILFT TOHRM

Week8 (ZH:MER | Week8 (ZHEHEAN - Lz | EFILE COHARM
HIEE A Wiz LicBED | BEBR—ATA T O RAE ()
#E (%) REEA R LI BERT | (95%EHEXH)
R MAS iR 82.1 32/39 33 (2.3~5.0)
BRI /RT A —F
I ERECSLLN 90.0 9/10 1.0 (0.4~2.0)
I/ LLN 85.0 17/20 0.6 (0.6~1.9)
LDH<I.5xULN 62.2 23/37 1.4 (1.0~2.7)
ALT<I.5xULN 84.4 27/32 2.8 (2.3~3.7)
AST<1.5xULN 88.5 23/26 1.0 (0.9~1.4)
7 47V 7 AE>100mg/dL -3 6/7 0.6 (0.6~NE)
7 x U F A 84.6 33/39 1.9 (1.4~2.7)

¥ R—=R T4 UTCIEFEEEZAETLEEIL. X—AT74 2 THHYIY & Lz,

*2 MAS ORGRAGEEIMIT 10cmVAS 12 & 0 3 L, BRI, VAS 25 1/10 LA F &2~ 7235 8. R LR L, RN
MAS Fifig & EHR LT,

*3 FEFIEL 10 Bl O 72D, FIEIEFEH L TV,

* T2V FUENRAY V== T RITN—RA T A VIO (VD) 55 80%LA DI, 23 2000ng/mL Kiifi ~Wid L7245
Bl E M- L ER LT,
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BCR ZEREDONTNNDEE S TD MAS DEH
BRI R GEEM 39 Bl 5 B W TR ORE T CR 2 L7 BEF 1BV T, CRIEZEMREZD
WF D DIE R T MAS ORI O G EE OEIAIX 12.1% (4/33 B, 95%(SHXH] @ 3.4~
282%) THY, WINHRKEEHZIZHEBE L (Wb NI-0501-14 3B TO®RE)

WGBS R OB & 2R AR+ 57 D70 ORBRF IE
RT3 OO Z T IE L EE TR bhvaso iz,

W A7
AR GARAT R SR 39 B D 5 B IR #] D 8 BRI MAS B A GHE T L7 BE 1L 2 61 (5.1%)
ThH o7, Week8 £TD KM IEIZ X DAEFROHEEMIL 94.9% (95%(SHEX R : 81.0~98.7%) .
AR O FYAEIXINE Th o7z,

BGC OB E N GC WA EFEOLND E TOHE
AP BN RS 4E R 39 FllZ331F 5 I 1) PDNE OfRREHERIZ. LLTFO@EY Tho7-,

L PDNE (mg/kg/H) DIZRFHEFS

n=39
Week—1 (Day—7~Day—1) *'| n 39
Sl +SD 9.694+9.4780
e (D) 6.984 (0.23~33.84)
Weekl (Dayl”~Day7). n 39
FE)E+SD 6.218+6.2239
e (FEPE) 3.256 (0.24~22.58)
Week2 (Day8~Dayl4). n 39

Y iE +=SD

2.892£3.8100

e (EbH)

2.366 (0.00~22.76)

Week3 (Dayl5~Day21)., n

39

SEHIE = SD

1.963+1.4946

e (D)

1.700 (0.00~7.40)

Week4 (Day22~Day28). n

39

P = SD

2.074+3.7547

g (D)

1.332 (0.00~23.73)

Week5 (Day29~Day35)., n

38

Y iE +=SD

1.219%0.8803

i (D)

1.009 (0.00~4.13)

Week6 (Day36~Day42). n

38

SE¥IE = SD

1.233+1.2247

e (D)

0.971 (0.00~7.08)

Week7 (Day43~Day49). n

38

Y iE +=SD

0.895£0.6451

e (EbH)

0.753 (0.00~2.43)

Week8 (Day50~Day56)., n 38
SEHJE +SD 0.792+0.5961
e (D) 0.592 (0.00~2.43)

A GARAT e G A

*1 Week—1 (Day—7~Day—1) X, =~/ VL= 7 Ga10 1 @M ZHET,
*2 Dayl 1%, =~ /L= 7 O s FESERS) BICHEST 5,
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zZet

P GARNTRI SRR 39 BV T, AEFSIL36 61 (92.3%) ICRO BN, ERAEEFES (10%LL
FAIZHBL) XA M AT AV REGERD 7 B (17.9%) . A AT a U A RAEGRR 2,

2, RREFAL, FEIE M ONAF IR S B (12.8%) . FIMERIAE., ML/ NMRIBE K OVE £ 23

% 44 (103%) Tholz,

BIERMIZ 16 B (41.0%) IZFE® HAL, FEREWEA 2 BILL EIZHE) 139 A b AT 7 7 A L ARG

FRD 441 (103%) VA B AT T A NVAEREROY A R AT a0 AV ARREGEDRE 2 61 (5.1%)
ThoT,

HERAEFEGIT 13 6] (33.3%) IZFRD AL, EeFR 2 FILL EISRELD 1RIRIEE(L 3 41 (7.7%) .

Jitige e XA F VIR 2 Bl (5.1%) Th ol

HIEZRIEMZ 4 1 (10.3%) 1RO B, Wﬁi#%k%ﬁﬂ?%»xmmﬁ% A NAT "

ANV, ik, FREDIRMEG @ MLEAE . IR AR N R B K OMIE A4 1 6] (2.6%) T

HoT,

BHHIIZRE > oA EFEGITIMR 16 (2.6%) DO HIL, =~/ b~ é: Bl s 0 L S i,

HEICEST-AFEFGIT 2 # (5.1%) _mb%ﬂ WAL Z st RE R RERE, > a v 720

& 101 (2.6%) Tholo, ZIEEHERE R IERRE 13, EJ“E#EE{T\ R Y EMIC LY =

V=7 LS D LIRS 73, /’asﬁ{w@%‘&iﬁéi@fx UL L=, va v 7™ %, EIEEN

HEC, IBREYERICL Y =~ UL~ 7 LB L &Ml ST,

Infusion reaction™ (% 8 #1 (20.5%) (23 L 7=,

AGABR T S 7= Infusion reaction™ 14 0 5 B 7 1%, A XUTHEE D 24 BEELINIZ 3B

Lo, WBBRIKEE I~ L~ 7 LRI L & L7z, Zaun 70N, REEE L, S

IR 0, PV MR AR, R, B EREE . U o SERIEVDE K& OV BRIV E C d o

Too B0 O T HOWNFIL, FE B, SEEGE. EANICLED BUG, B, € 9 FEMEREZE R OKRIES

MThole, Zhb 7RI, WRIKEE b=~ UL~ 7 LREH D & L7z,

MedDRA/J Version 26.1

*1 [EAGREAGE - s a
*2 [EANGCHHEE - iR 3 v 7
*3 Infusion reaction & == /X)L~ 7 O ARG 24 RFEILINIZRBL L, IRBRILYERMIIC LY v/ ULeT L E@@%
DTSN AEREREER L, 7220, EYWES O AERAE ], TR, FiEMtE L BB
FEAME, BB LUSEMRHOSAEY (BREBIOR) -7 28T ), R ORME], HSEREE LU fﬂﬂ
BLOWEHLE] @ SOC BRI LT,
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VI. Eh¥FEHEICBHTHHAE

1. REPHICEEH S LEMILEME
L

2. ¥BER

(1) {ERERGL - EARF 220
TV 7T IENy (2575 M IgGl &/ 7 o —F AHRTH v | WEEER b OV S S o
IFNy (IZHEA LZDOIEMEAIEHANICTHFd 5 Z & T, IFNy KFEMD STAT1 ¥ 7 F sz 40
HilT 5,

(2) EZ=RMF1THHBREE

D)

2)

E b IFNy ~ADESENE (/n vitro)

T T OEREFRE N IFNy (23T DA BRI 2 E LR R, SEiridst s (Kp) |

1.4pM Th o 7=,

JE L RE T T A UHIBEICL Y ERFR E N IFNy KOS EEESSE FIFNy (T 2=~/ Ub<T7 0
FEAHREEH L ORI T2 E L, 25D BEH U2 il e 5 RS X a8t %
S L 7=,

E~ IFNy OEWEEICHTHBEER (/n vitro) ©

t M IFNy (2 X% STATI {EMEARIZHT S 2 50%EHIFEBURE (ECso) (X, =~ /UL~ 7 IFEFET
T 0.4nM, :nv/\/uvﬂ“fT (0.3, 3, 30nM) TZILZ4L 1.5nM, 5.1nM, 33.8nM TH -7z,
b FIFNy (3nM) 77(E FIZB W T, =< /b~ 7D STAT1 IEMALIT T % 50%E 2 (1Cs0)
1%, 1.23nM THh o7,

B~ IFNy &4 STATI SEHIC T 2T </8LT JOREEHE

ERFNY (3nM)
5000~ 100+
—e— ITTNILIYTIEFET
--£-- T2/VIL¥ 7 (0.3nM)
4000+ Q- IRV T (3nM) 75
- - T/NILY T (30nM) -
! &
& 30004 v
4H
E g 501
£ 2000- E
< <
& 5
25+
10004
'3 < 3 ®
0 T T T T 1 0 T T T T \
0.01 0.1 1 10 100 1000 0.001 0.01 0.1 1 10 100
ERFNY (nM) I/ (n\W)

FiE 2w A~ TIEFETROEET (0.3nM, 3nM, 30nM) TOE K IFNy 1T &5 STATI iEHAkIc s
% ECso. B FIFNy (3nM) fFETFIZBIT D=~ Ub~7 O STAT1 IEMEALIZ R 95 ICs0 ZHH L7z,

(3) 5 FASTIBA- FBEA
B L
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VI. EYeicBi4 5%HE

1. MPREOHR
(1) AE AR
B L

(2) BREREERCHERIN-LPRE
1) BE®RSE
DERNE I #8588 (Sobi. EMAPALUMAB-102 E%) (BEEREA. BARADT—%) @
AARNERERRA 6 fllc =~ b~ Imgkg & BEFARNE G L- & 2 omEf o~ UL~ 7R
FEHERS K OSSR BNRE ST A — Z I T D LB Th o7,

BERAICEITHEEFRARSHROMFN I T/ILT TREHR

(pg/mL)
40
n=6
FHEESD
i 30+
fE
n
g
=
T 204
It
H
H
M
8 104
O T 1T T T T T T T T T T T T
(B5R) ~s124 810 -
® X 2 3 5 8 13
ca = 4 6 8 10 12 14
4 FRs
BERAIZE(T2HEEFHRNESHFEOII/NIILI TOEYMERE/NS A—42
Cmax tmax AUClast ti2 CL Vss
(1 g/mL) (h) (1 g-h/mL) (h) (L/h) (L)
253 2.000 11660 609.4 0.005888 4.786
+3.242 %0.0000 +1132.9 +72.989 +0.0012040 +0.68107
n=6
A fE AR

AUCuas : $25-1% 0 B 20> B S #GHIE T RERE AR S T O M35 i FE—HRp AT IR N HEIFE, Comax @ S ILTE PREE, CL
7 VT T A tmax  Ferm LG PR BRI, Ve 0 EFRIBICER T D A

*ARFIOEBINTWDEHELOCHEIZ, LT Ths,

W, =L~ T Bz & L THIENC émgkg 2. ZD#% O 5[EIT3 A Z&I2 3mgkg Z2, LAKIT
1 2 [8] 3mg/kg %, 1 RERLL BT CRIEFHET 5, 3. BRRIER K O RIR AT R K 0 @B T & 225,
3HMORMERL G ELE LT 10mgke & EfR&T 5,
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Q@iEs 55 1 185ER (NI-0501-03 FER) (BRERA. HEADT—4) ¥
fEEEC A 14 Billc, =< /Xb~7 0.0lmgkg (3 ). 0.1mgkg (3 %), Imgkg (4 f5) . 3mgkg (4 1)
ZHEIFIRANR G L e 2 oMiEf o~ L~ TIREHER K O3B EE /T A — 2 [ ZLLF oD &
B Thoto,

BERAICEITHEEFRARSHROMFR I T/ILT TREHR

(Hg/mL)
1003

10
i
B :
= N —— 0.01mg/kg(n=3)
z ______________ i\,\_ . -=#x-- 0.1mg/kg(n=3)
g e .':‘_\é """""" - e - Tmg/kg(n=4)
{3" B, %, -G~ 3mg/kg(n=4)
g 1 s el "\\-\
Méﬂ ........ & '\i FELSD

0.1 3%

75 100 125 150 175 200
B5fE (B)

BEBAICETHHEERBIRNIEEROIT /LY TOENHE/ NS A—4

#e 1 B 0.01mg/kg 0.1mg/kg Img/kg 3mg/kg
(n=3) (n=3) (n=4) (n=4)

Cimax (1 g/mL) 0.165+0.0185 2.493+0.157 32.2+5.77 75.85+8.06
tmax  (h) 2.72+1.2 3.42+1.17 4.58+3.78 3.5+1
AUCpg (pg - h/mL) 13+£5.76 1057.8+179 11287.4+2440 27626.3+6780
tin (h) NC 5024107 582179 515+91.8
CL (L/h) NC 0.007168=0.00115 | 0.007673%0.00217 | 0.007555+0.00124
Ve (L) NC 5.55+1.32 5.574+0.661 5.152+1.34

EHME£SD, NC : BT
AUCu : 5% 0 BEH 2> 5 e &I E AT RERE A & T M iE P —RERE AR TR, Cma : @ MIEFHE, CL:
VT TR tmax : B MLIE PR RERA . ti2 0 22, Ve @ EFIRIBICE T 2 04 28

* AFNOEBR SN TS HELOHEIL, LTl THb,
WE, TeoLw T (BETHEHRZ) & UTHEIC émgkg 2. F0%O 5EIE3 HIZ LI 3mgkg 2. P&
¥ 2 [F] 3mg/kg % 1 REFLL B2 T CREFHET 5, 7ods, BRARGER K ORI AT FLIZ & 0 B FRE T = 5723,
3HMORMEKL G EE LT 10mgke & EfR&T 5,
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2) RE®E

Difgs 5 THFER (NI-0501-06 5288 (sJIA XIX AOSD (245 MAS &, SHEADT—4%) ™
BHEE LT oA FESTHRARTD GBI EMRPRYEBEI 2 (STTA) SUTRAZEIE A
F IV (AOSD) (295 ~ 7 v 7 7 — IEMAVIEMRERE (MAS) 3 14 flic, =~ /3L~ 7 % Day0
(B 5-BAtEH) 12 6mg/kg B & E L CTHEARNEEEG L, £ DO1%1X Dayl5 £ T 3mgkg &3 HZ
LI, LIREIE Day28 % T 3mgkg &3 2 RIFFARANEE 57172 Lc & & o figh =~ L~ TR EHE
BIZLLTD LB ThoTe, HRHBREIIN 13 Th o7,

SJIA X[ AOSD I 5 MAS BEICHE T HMFEFR T /LT TRE (NI-0501-06 ELER)

WIEI# L (Day0) 14 104.7£21.0 102.7 (73.7~149.1)
Dayl5 10 154.6+57.4 142.9 (72.8~277.8)
Day28 7 212.9+87.5 200.7 (96.5~337.7)

Day56 (FRERAE T HF) 14 46.4+33.7 37.2 (2.0~120.1)

*| AEMRE (E5HRLZENE. AR ME, T4 EREBX CTEEEIER) AL L,

¥ RFNOERBEINTWAHELOHEIZ, UTDEBY THD,
WE, Twobw T BIETMEHRZ) & L THIEIC 6mgkg 2. ZDO% O 5E1E3 HZ L12 3mgkg &, LAKEIE
# 2 [ 3mg/kg %, 1 BERILL B2 CTRiifideE+ 5, 7238, BEARER K ORRMRART RIC L 0 EEHEficx 5
2. 3 AMORERSEL LT 10mgkg & ERET 5,

QEMAFSE I /MAAAER (NI-0501-14 FRBR) (sJIA XIX AOSD 25 MAS & . EARUVUEARA
DOT—42) ®
EHABEFE a LT a4 FESTHRA 472 sTIA XX AOSD I[Z1E 9 MAS B3 25 fililc, m=< /%
)V~ 7 % Dayl IZ émg/kg, %= D% 1% Dayl6 ¥ T 3mgkg # 3 H Z &, LI Day28 * C 3mgkg %
W 2 [EE RN B2 L7z & & @ Day 1, Day 16, Day 28, Day 56 REmDIfL{E =~ L~ 7R
T TOEED Thoi,

sJIA IF AOSD IZ4£5 MAS BFEICH (T HMFF IV /NLY TEE
(NI-0501-14 588 HfEfEHT)

y ) fE+SD o fE (FEPR)
BiEK
(ug/mL) (ug/mL)
WEl# 5 (Dayl) 24 112.5+43.9 105.1 (0.0313~191.4)
Day16 19 198.2+£88.8 184.5 (95.3~468.1)
Day28 20 274.0+£201.9 228.8 (0.0313~869.8)
Day56 16 180.9£232.0 63.6 (0.0313~877.2)

*1 AR (R5RMOMEH I 10mgkg © 3 BIZ 1 [EHFGICHY T2 kEAET CTHE) 2L L,

2 RKBNOAEBEINTOLAELCHAREIL, L0 LB THD,
Wy, =voUb~ T (BETHBZ) & LTHIENC emgkg 2. ZO#O S[EIX 3 B Z &2 3mg/kg &, LAREIE
# 2 [\ 3mgkg &, 1 RFRLL BT CEMFHET 5, 28, BAREREOCERRAET RLICL Y BERHHcx 2
2, 3 HBOREEEEE LT 10mgkeg % LIRE T 5,
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(3) hiEi
MUERR L

@) BE - HREORE
B L

2. EMEFERM/INSA—4

(1) BRAE?
HRaY = RMA IO VT T AROERIEZ VT T A% D 2-a /73— K A
FETV (13, BHEM (R b—ay) @i 2M)

() RALEEEH
B L

(3) HREEEH
R L

4) 2IVF7S0R
FHEFASEY B REfRATIC LV HEE SN2 UV T 5 2 Z2DOFF /L PHIEIL. 0.009420L/h Th 7= 2,

(5) DHAE
NEMEYEIERTIC IVt ESN R a s S— N A NOSHERBIT 28L. K= %— |k
A2 FODAAEFEIL 44L Th o712 22,

(6) it
MUER L

3. BEM (REaL—>3y) @BF?
(1) AL 2) N7 A—L2EEERE
AHN O THE M S B REMRAT I 1T, AVE R MERE AT Y o SHRRERIE B F 2 55 & L7281V
FEFABR (NI-0501-04 35k, NI-0501-05 FRERDEBH T — & 2 5Tr) OFT — X #H O THEE LIZET LIS
SJIA K TN AOSD 121 9 MAS BF A x5 & U7 iR ER [NI-0501-06 35 (CBIFEEER, FMEIN) .
NI-0501-14 3R CGEIWNAERER, AEAKPTHARN)] OF =2 23O TEFLIEET VE W,
AR OIEENREI B L RITT ARtk OH 2 B R L LT, KE, X=X T A VREOF |, Flpo
RRFZEAL, N—=Z T A IFD IFNy i, IFNy EORREL L Y LB ERRE Sz,
U R— R AV NOSHEFREICHTHRERELE LT, BV AE Y, KEROERIEES N, K
o= M A2 MOSAEMIZIE, BV E UV EOMAEN AR L L CRESRE, £/ 7V
77 v AT HMKAFRY 7R IFN y fED RIS TN L 72,
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4. R
AR L

5. 5
(1) M- RPAFEAE
B L

(2) M&k-Ra8EBarS:E@E 2
S A FEMERBRIZ B W T, MR~ U RIZ IFNy Huik (=7 X IFNy ([ZRER e RER 2 A7
57y FHEFEE 7 v0—F L 1gGl HilK) 2G5 L& 2 A, REaEsHREShTns, (X
2. (5) AmsAEmEtERE) OHEBHR)

@) RA~OBHE
LR L

(4) BEHE~DBITHE
MUERR L

(5) ZOMOERADBTHE
AR L

(6) MIFEEEAE
R L

6. Xt

(1) KEEAR VKSR
U ER R L
TV TIIAEWFERRAICH Y, BRI E I L TN T RET 2 RICofRang &
HEIhbd,

(2) RBICEAET 5H%k CYPZH) OHFE. F5F
MUER L

3) DEBBHROEREVZOE
AR L

4) REMOEEORBER VERL, FHELE
EERR L

1. B
DR L
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8.

10.

11.

b5 U RR—5—IET B
LR L

FATEIC & BIREE
LR L

BEOERERT SRS
LR L

Z 0t
LR L
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VIl zZ&t (FEHEOEESE) TBJI5HE

1.

BEERBELEENEH
1. 8%
1.1 FREHRESNEEEIC, 742N\ TYTREE, HRED., BEMECANTISAVEEZ

EUEELRRREENHOONDEZ ENH D, RFIVKEEEZTA éﬁé%ﬂf&u EbE

O, ChoDEBREZEEXITOREENERL-CEZHRIL-LT, ARLOFREMD

fElREZ LES EHH SN DIBEICOARET S &, Fi=, \mﬁwﬁrﬂ+ T RIRE7S =

BERRVEMAERT S L, FFRERETDLEBRBET OB ERFEORRIIE
. BEEOHMIERITERDH S ONIGEICIE. BONIEAEICERTILIBEFE

BIH2 ¢, EELGRBEDEERICE, BUGBRMIONLETARAICLSBRERBL
WS &, [8.1,8.2, 9.1.1,9.1.2, 11.1.1 58]

1.2 KENZDOWNWTO+R BB EBSREDBROMSE - REREL ODEMNMERT S &,

()

1.1 ARAHID CDS \ZFEASWTERE Lz, AANZ LD IFN y IEPEO S FIE, HiEE <o o G R FUA I
KT DRI % LT T R REMENR H D720, mmr%ﬁ#&%%«wxﬁ Z X BIREIX
Bt L7222 & ETARFER G PIEYYEZ DI LTc G e, HBERE=F U VT 2TVWRB 5
ARG HMENDD 2 ENLRE LT,

1.2 AR O EHEEBIT L COFERICH Tz > TE, o7k - Bz b OERMICEVERT 52
EMBEETHDLIEDNDLERTE LT,

ety
sl

B (CROFBHRICIIERSELAENIE)

1 AFN ORI Li#UE OB ERED & 5 B3

(figin)

I DO—RA 7R & U TAKID CDS 12DV THRE LT,

ERRBRLEEDEH
2.
2.

BRERIHRICEET HEE L ETDEH
V.2, ZhRESUIZNRICEE T DR 22T 52 &,

AERUVRAEICEAET IR L TDERH
V.4, FIEROHEICEET2EE] 22RT52 &,
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. BEEGEFRNIE L ETNERA

8. EELEARNMIE

8.1 AANLIFNy {EHEZTFIT D &N, v any 7 U TRYYE, FES, BfEMEe X b
TITARIEE GLRYIED Y A7 IR ST D AHEMNH 5, AFNIOFK G- T, #IR
JE, A M AT T AV REYGE, EREEYUE S ORYYE T XUTET =4 U 7 OB
BT 5 & &bz, RAIOEGIZEE L UIBEOREZ +0ICBET 5 2 &, BYYEDOMK
BEANTIER D & SO EA I, EHeICEREICERK T L)y BEEZRETLI L, K
F G- P BT DRRYE 2 RE L 723581k, HERE=F U 7 %275 & L bic, w0
7Rl LU inE A T 5 2 &, [1.1, 8.2, 9.1.1, 9.1.2, 11.1.1 Z/]

8.2 ARHFNEGAZINL - THEIZICET 2+ 22 KO X# (Lo R7 ) MRS A IFN y
WERERBRE UL~V 7 U RO 21TV, BN CT MAESEZITH Z L2k v, %
RO F AR T H &, Flo, RARBGH G, M XA o b) 72 & E #ric
17972 EREZORIUNTHCER L, BEIC L, Miga g o mk (Bpid 5%, (KER
B FEEE) DNRBL LTSS EREIGEE T A L oM T 52 &, (1.1, 8.1,
9.1.1, 9.1.2, 11.1.1 BH&]

8.3 BAIFRTANAFXY U T OEREUIEAERYE (HBs UREM, 7> HBc 1A X1 HBs
PURBGME) 12\ T, BRFR YA VADOFIEMHLIC L AR RH bbb BENRNH HT-
. AFPE G SN - T, BRIFFR Y A L AREDOFEAHERT 5 2 L. [9.1.3 B]

8.4 LUV F UMK DIMYYERBLD Y A7 2 HE T RN, RFIFEGHII4S%Y 7 F
ORI TRV &, F2, ARG LA 7 F U E OMEXHICHIT D L,

8.5 AAIBH T X TE 5% 24 I LANIZ Infusion reaction NFETAH Z &3 H A DT, KH¥xE
HRE OB THOBREOREZBIET L2 L, [11.1.2 2]

(fign)

8.1 AHID CDS IZEESWVTERIE LT, AANC KL D52 EIE L JEYYE DIEROEEI CIEE L
TR DMK D I ORRFTCE Y2 AVE %3 D BN D T2 DR E LT,

8.2 AHKID> CDS IZEASWTERE Lic, IBIEMEREY A 9 2 B T3 D AR ORI AR 72 7
D, AEEGRIOREROMEZITO ZENEETH DL Z ENORE LT,

8.3 H OO BIaiE (B1) v~ T AMRIAILSE) 285 SN2 BRFR YAV AF v U T OBRE XL
BEfERYeE (HBs HURIEME, 7> HBe HUA L HBs HUARBRME) (23T, B RUAFR 7 A L A D
IEMERHE STV D, REIOIEREFZSBET 5 &, ARITHECL ARG D 2 LDk
E L7,

8.4 AHK|D CDS IZEESWTHE Lz, AFIBGHIZAED I F U5 LI E0AT 7 F 0 OHFER
TGO U AT IR IR0 E LT,

8.5 AAID CDS IZHAEFRIE LTz, AFNE G- L OV X3 51% 24 FFELANIZ Infusion reaction 73#2 Z
HAREMER S D 2 Lnh . MBI CME) /2 ALE 21T 9 2 & OMEM A TEEMRE LT,
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6. RENEREFIHBEICHILER
(1) &HHE - IEEFOHLHBE

BEDERZAET HSBREBICET FE

1 Amr BEREOHSESE

1.1 BPEEDBEENIRPENEDONDIES
F’@"L{”#ﬁ{m‘ék%ﬂ#&;éo 7R RYME D BEITIL, WURIBENThILS £ TR
BN X DR ARG LanZ &, [1.1, 8.1, 8.2, 9.1.2, 11.1.1 Zf]

9.1.2 #HBOBREEZET IEBFEXIIHERBRENEOLNIEE

(1) FEOMEREZET5BETIL, BE2IEIMEIE2B8EZ0NH 5,

(2) FEEOMERE BT DA M ORI RO D5 AI11E, M OBERBRN D 5
ERCHRT D Z &, LFOWTr0BE 2L, JRAlE L TR E2 RS L -
T, AR EEGTDH L,

o MR EERA CBIAMEAZ ICE T o EES NI RE L H T 5 B8

s EEZOREE (WMNSEEET) 283588

o IFNy HEBERERCY ~ L7 U U RO SE OIS L 0 | BRI 58 < Bt 5 B
-%&%%kw%@%%@%ﬁfé%%

9.
9.
9.

[1.1. 82. 9.1.1, 11.1.1 M)
9.1.3 Bmﬁxﬁ4wx#¥U7®$%Xﬁﬁﬁ & (HBs #nilRfEME. D HBc #ifAX (% HBs
KRGS

JTH&R ﬁﬁﬁ%ﬁ*?%vawﬁ DE=H) T EITH R E, BRIFR YA NV ADH
TEMEAL DOBERIER DORBUCEE T 5 2 &, [8.3 ]

(fign)

9.1.1 AHID CDS IZHAWTEHIE LTz, BYYENELT 2BENNH L2, ZNHDRBEITH L,
AHNOIRFIBLE L2 &5 R L7,

9.1.2 AKAID CDS IZHEAWTERIE L1z, AFIOIBEBRMGRIIC, Ziu b OB T L TR DG D
2GR L, SEIDL Ul RLE 2179 2 & ODM\% P2 At U7z,

9.1.3 HOMRERBIBEIE (Ju) v~FAEYRAISE) 25 Shic B BIFR VA NVASxy U 7 OB
SOTBR R (HBs HURRRME, 722 HBe HUA I HBs HUARRE) 123V T, BRIFR VA /L
ADFHEHALDHE ST 5,

ABIOVERET 2585 L. ABITHLAE LD REMERH D Z EMDIRE LT,

(2) BHcEEESE
BRIE ST

(3) HFHseE=ZBE
FRE S AL TUN R0

(4) &£HEREEET HF
BRE I TV

(5) 4E9R

9.5 R4
St SUTSEAR LT % TRENED & % MEICIE, TR oA ElRE 2 EE % & S h

LDHAENCOREETHZ L, IR~ Y AT IFNy Jilkai 5 Lz & 2 A, Huko nimistt
BHE SN TND

(fiFE)
AFND CDS I\ZEESWTHRE LT,
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(6) B3

9.6 R
I O LR DRSS DA P2 B L, SRLOMFOUL LA RT3 = &

AR O FHIF~OBATIIAHATH 528, & FIgGlde FAITHICHH S D Z Lmbi
W5,

(fifEso)
AFAND CDS IZFESNWTERE L=,
(7 IMNREZE

9.7 /MR
6 & H ARG DB 225t 5 & U7 BRRFBRIZ I L Tuigny,

(figin)
HESNES TLAHRRBR  (NI-0501-06 5R305%) M OVEIFEI RS I /IAERRER (NI-0501-14 #6R) 2B\ T, Zhbo
B LAFI O M R OB IS SR TR 0 bERE LT,

(8) HinE

9.8 =#ENE
TR BIR ATV, BYYEZDORWER ORBICEET L Z &, —RICEEE 1T EFEESK
FTLTWADTHETLZ &,

(fifEso)
AAND CDS |\ ZHES & R EE L L GRE LT,

1. HEHE/EH
10. BB E{EH
AH &AM DOFEH & OFEAAE 2 Mt U 7 BRI 980 S Ty,
REEEHEF N7 72— A P450 (CYP) DO3EELZ. IFNy ZDORIEVEY A NI A » OB X v Hpd
SNTWDEDOHRENH Y, AFNDIFNy BHEERIZ LV . CYP OFEENSEIINT 5 rlHetEd & 5,
(fifEso)
AHND CDS \ZFHEAWTEIE LTz, AFIO IFNy BHEERIZE D . CYP OB 5 FIHeENH 5
72 DIBIEIR OB CYP HYE DIEHK| & OFERICOWTIEL, BERLETHAL Z ENLRE LT,

(1) ptAZEESLEZTOHEA
BRE I THRN

(2) BFREE L EDHEE
10.2 HRERE (BHRICEET S &)

AL F BRI R - & 51k BeFe - falRR 1
TR OB CYP B2 | fFIC X 0 CYP FEORNENH | AFI DO EIZE b 729 IFNy PHEE
(U757 Uy, v7u | J(Ta8Enn1ds, b0 | FAN CYP DFEBEAHEIMEEDL Z LI
ARV THET 4V | HORSLMAFREICRET 5 | L0 CYP FE OFEA O I H i MK
%) =2 ) TRV, RS UT | P aHREERD 5,
BehEERET 5L,

(fifEso)
AHND CDS NZFEADWTERIE LTz, AFID IFNy BEEHD, CYP OS5 /iR H 572
DB OB CYP EEE OHA & OO T, TEENLETHDL Z ENLRTE LT,
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8. ElFR

1. BlEA
ROBWER DR S D Z L BRdH 5 DT, BEE T5IATV, REDRO NI GEICITHE
IR 57 CEYIRLEEZTT O 2 &,

(i)

RITERNCRI9 2 — xR & L CReii L7e,

(1) EXGEMER & DRER

1.1 EXLEEA

11,11 BREPSE
fEGle~A s 7 ) TRYYE (5.1%) . miiEZ (2.6%) ., #&fEMEE X N 7T A< iE
(BEEART) ZHOBEERBYERH LD ERD 5,
[1.1. 8.1. 82. 9.1.1, 9.1.2 &fH]

11.1.2 Infusion reaction (HEEEAREH)
W (K A& 2 Infusion reaction 3% HOIND Z ENH D, BENRD LN T-HEITAH
O Z R I L, WUIRAESZITO 2L, HEEFHETIHESIIRGEHEL TIFHZ &,
(8.5 ZM]

(figin)
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584 : GAMIFANT®

FTE - Btk
3 DOSAGE FORMS AND STRENGTHS
GAMIFANT is a clear to slightly opalescent, colorless to slightly yellow preservative-free solution available
as:
Injection:
* 10 mg/2 mL (5 mg/mL) in a single-dose vial
* 50 mg/10 mL (5 mg/mL) in a single-dose vial
* 100 mg/20 mL (5 mg/mL) in a single-dose vial
* 50 mg/2 mL (25 mg/mL) in a single-dose vial
* 100 mg/4 mL (25 mg/mL) in a single-dose vial
* 250 mg/10 mL (25 mg/mL) in a single-dose vial
¢ 500 mg/20 mL (25 mg/mL) in a single-dose vial

P EESES
1 INDICATIONS AND USAGE
GAMIFANT is indicated for the treatment of:
¢ adult and pediatric patients with primary hemophagocytic lymphohistiocytosis (HLH) with refractory,
recurrent or progressive disease or intolerance with conventional HLH therapy.
* adult and pediatric patients with HLH/macrophage activation syndrome (MAS) in known or suspected
Still’s disease, including systemic Juvenile Idiopathic Arthritis (sJIA), with an inadequate response or
intolerance to glucocorticoids, or with recurrent MAS.

ME M O &

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage for Primary Hemophagocytic Lymphohistiocytosis

The recommended starting dose of GAMIFANT is 1 mg/kg given as a central or peripheral intravenous
infusion over 1 hour twice per week (every three to four days). Doses subsequent to the initial dose may be
increased based on clinical and laboratory criteria [see Dosage and Administration (2.5)].

Administer GAMIFANT until hematopoietic stem cell transplantation (HSCT) is performed or unacceptable
toxicity. Discontinue GAMIFANT when a patient no longer requires therapy for the treatment of HLH.
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2.2 Recommended Dosage for Hemophagocytic Lymphohistiocytosis/Macrophage Activation
Syndrome

GAMIFANT is administered as a central or peripheral intravenous infusion over 1 hour according to the

dosage schedule in Table 1. Doses may be increased based on clinical and laboratory criteria [see Dosage

and Administration (2.6)]. Discontinue GAMIFANT when a patient no longer requires therapy for the

treatment of HLH/MAS.

Table 1. GAMIFANT Dosage in Patients with HLH/MAS

Treatment Day GAMIFANT Dosage

Day 1 6 mg/kg

Day 4to 16 3 mg/kg every 3 days for 5 doses

From Day 19 onward 3 mg/kg twice per week (i.e., every 3 to 4 days)

2.3 Monitoring to Assess Safety

Before Initiating GAMIFANT Treatment

Conduct testing for latent tuberculosis infections using the purified protein derivative (PPD) or IFNy release
assay and evaluate patients for tuberculosis risk factors prior to initiating GAMIFANT. Administer
tuberculosis prophylaxis to patients at risk for tuberculosis, or known to have a positive PPD test result, or

positive IFNy release assay.
During GAMIFANT Treatment
Monitor for herpes zoster infection, adenovirus, EBV and CMV as clinically indicated.

2.4 Prophylaxis and Concomitant Medication Information

Prophylaxis

Consider prophylaxis for herpes zoster, Pneumocystis jirovecii, and for fungal infections prior to
GAMIFANT administration.

Concomitant Medications

For primary HLH patients who are not receiving baseline dexamethasone treatment, begin dexamethasone
at a daily dose of at least 5 mg/ m? to 10 mg/m? the day before GAMIFANT treatment begins. For patients
who were receiving baseline dexamethasone, they may continue their regular dose provided the dose is at
least 5 mg/m?. Dexamethasone can be tapered according to the judgment of the treating physician [see
Clinical Studies (14)].
2.5 Dose Modification Based on Response for Primary Hemophagocytic Lymphohistiocytosis
The GAMIFANT dose may be titrated up if disease response is unsatisfactory (see Table 2) [see Clinical
Pharmacology (12.3)]. After the patient’s clinical condition is stabilized, decrease the dose to the previous
level to maintain clinical response.

Table 2: Dose Titration Criteria

Treatment GAMIFANT Criteria for Dose Increase

Day Dose
Day 1 Starting Dose N/A
of 1 mg/kg
From Day 4 | Increase to Unsatisfactory improvement in clinical condition, as assessed by a
onwards 3 mg/kg healthcare provider AND at least one of the following:

. _ .
From Day 7 Increase to Fever pers1stence or recurrence

onwards 6 mg/kg * Platelet count
e If baseline < 50,000/mm?> and no improvement to > 50,000/mm?
e If baseline > 50,000/mm? and less than 30% improvement
e If baseline > 100,000/mm?> and decrease to < 100,000/mm?>

* Neutrophil count
¢ If baseline < 500/mm® and no improvement to > 500/mm?>
e If baseline > 500/mm? to 1,000/mm?> and decrease to < 500/mm?>

* If baseline 1,000/mm?to 1,500/mm?> and decrease to < 1,000/mm?
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* Ferritin (ng/mL)
* If baseline > 3,000 ng/mL and < 20% decrease
* If baseline < 3,000 ng/mL and any increase to > 3,000 ng/mL
* Splenomegaly — any worsening
* Coagulopathy (both D-Dimer and Fibrinogen must apply)
* D-Dimer
* [f abnormal at baseline and no improvement
* Fibrinogen (mg/dL)
* If baseline levels < 100 mg/dL and no improvement
* [fbaseline levels > 100 mg/dL and any decrease to < 100 mg/dL

From Day 10
onwards

Increase to
10 mg/kg

Assessment by a healthcare provider that based on initial signs of

response, a further increase in GAMIFANT dose can be of benefit

2.6 Dose Modification Based on Response for Hemophagocytic Lymphohistiocytosis/Macrophage
Activation Syndrome

Table 3: Dosage Adjustment Criteria

Treatment GAMIFANT Dose Adjustments
Day Dose
Day 1 Initial dose of | If unsatisfactory improvement in clinical condition, as assessed by a

6 mg/kg healthcare provider, the dose of GAMIFANT may be increased to:
Day 4 to 16 3 mg/kg every * a maximum cumulatlve.dose of 10 mg/kg over 3 days

AND the frequency may be increased to:
3 days for 5 )
doses * every 2 days or once daily
. After the patient’s clinical condition has improved, consider decreasing

From Day 19 | 3 mg/kg twice | the dose to the previous level and assess whether clinical response is
onwards per week (i.e., | maintained.

every 3 to 4 If the clinical condition is not stabilized while receiving the maximum

days) dosage, consider discontinuing GAMIFANT.

2.7 Instructions for Preparation and Administration

Preparation

GAMIFANT vials are for single dose only.
Do not mix GAMIFANT 5 mg/mL and 25 mg/mL vials together.
Prepare the solution for infusion as follows:
¢ Calculate the dose (mg/kg), total volume (mL) of GAMIFANT required and the number of
GAMIFANT vials needed based on patient actual body weight /see Dosage and Administration (2.1)].
* Parenteral drug products should be inspected visually for particulate matter and discoloration prior to

administration, whenever solution and container permit.

GAMIFANT is a clear to slightly opalescent, colorless to slightly yellow liquid. Do not administer if

discolored or foreign particulate matter is present.

* Withdraw the necessary amount of GAMIFANT solution and dilute with 0.9% Sodium Chloride
Injection, USP.
O For GAMIFANT 5 mg/mL vials:

* Dilute to a maximum concentration of 2.5 mg/mL. Do not dilute product to less than 0.25 mg/mL.

* The diluted solution can be placed in either a syringe or an infusion bag, depending on the volume

needed.

* When using a syringe, use a gamma irradiated or ethylene oxide sterilized latex-free, polyvinyl

chloride (PVC)-free syringe.

* When using an infusion bag, use a non-PVC polyolefin infusion bag.
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O For GAMIFANT 25 mg/mL vials:
* Dilute to a maximum concentration of 12.5 mg/mL. Do not dilute product to less than 1.25 mg/mL.
* Use a non-PVC polyolefin infusion bag made from either polyethylene or ethylene/propylene
copolymer.
¢ Discard any unused portion left in the vial(s).
Administration

¢ Administer GAMIFANT diluted solution intravenously over 1 hour through a central or peripheral
intravenous line containing a sterile, non-pyrogenic, low-protein binding 0.2 micron in-line filter.

* Do not infuse GAMIFANT concomitantly with other agents and do not add any other product to the
infusion bag or syringe.

* Do not store any unused portion of the infusion solution for reuse. Any unused product or waste
material should be disposed of in accordance with local requirements.

Storage of Diluted Solution
This product does not contain a preservative.
If not administered immediately:

* Store the diluted solution of GAMIFANT under refrigeration at 2°C to 8°C (36°F to 46°F) for no more
than 4 hours from the time of dilution. If refrigerated, allow the diluted solution to come to room
temperature, typically 20°C to 25°C (68°F to 77°F), prior to administration.

* Do not freeze. Do not shake.
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

There are no available data on GAMIFANT use in pregnant women to inform a drug-associated risk of
adverse developmental outcomes. In an animal reproduction study, a murine surrogate anti-mouse [FNy
antibody administered to pregnant mice throughout gestation crossed the placental barrier, and no fetal
harm was observed (see Data).

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 to 4% and 15 to 20%, respectively.

Data

Animal Data

In a mouse embryo-fetal development study, a murine surrogate anti-mouse IFNy antibody was
administered every 3-4 days throughout organogenesis and late gestation at doses of 0, 30, 75 or 150
mg/kg/occasion. The surrogate antibody was detected in the plasma of all treated pregnant mice and their
corresponding fetuses. No maternal toxicity occurred and there was no evidence of teratogenicity or effects
on embryo-fetal survival or growth.

8.2 Lactation

Risk Summary

There is no information regarding the presence of emapalumab-Izsg in human milk, the effects on the
breastfed child, or the effects on milk production. Published data suggest that only limited amounts of
therapeutic antibodies are found in breast milk and they do not enter the neonatal and infant circulations
in substantial amounts.

The developmental and health benefits of breastfeeding should be considered along with the mother’s
clinical need for GAMIFANT and any potential adverse effects on the breastfed child from GAMIFANT
or from the underlying maternal condition.
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8 USE IN SPECIFIC POPULATIONS
8.4 Pediatric Use

Safety and effectiveness of GAMIFANT have been established in pediatric patients with primary HLH
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that is reactivated or refractory to conventional therapies and with HLH/MAS in Still’s Disease (including
sJIA) with an inadequate response to glucocorticoids [see Clinical Studies (14)]. Use of GAMIFANT is
supported by 3 single-arm trials which included 57 pediatric patients: 27 with primary HLH and 30 with
HLH/MAS in Still’s disease. These studies included pediatric patients in the following age groups: 5
patients newborn to 6 months, 13 patients 6 months to 2 years, 27 patients from 2 years to <12 years, and
12 patients from 12 years to <17 years.
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