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Introduction

e OzoralizumablZx, 22 dhumanized anti-human TNF VHH antibodies &,
12 dhumanized anti-human serum albumin (HSA) VHH antibodyh & 75 %
3EERDNANOBODYEEER, XXX Danti-TNFHLAE.

o VHHITKRIX, 20207 7 XBEYHBERICELET 55k heavy-
chain antibody [variable domain heavy chain of heavy chain antibody, VHH].

e Ozoralizumabl®, b FTNFICBEHEFEZ/RL, Alb&HENIZHERT 5 2 & T,
TNFOERZDICHML, FERAEZERT 5.
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Patient and method

[Design]
« HTNF, Z{HNANOBODY, ozoralizumab®RAEE IZH 1T B EI/IIMEGER
 multicenter, randomized, placebo-controlled, parallel-group confirmatory trial

« Period A : 24:B £ TE#1L (2018/9~2020/3)
30mg, 80mg, PBO% 2:2:1 TEI Y {17, 4BEsq, MTXHFHA(6-16mg)
16:8(Zearly escapeEHE(KEN20%KE 4 S HEuUp)

Period B : Z D, 28BDIEE®I(30mg, 80mg#% 1:1TE Y {F1F)

« HAEWNDT8MEK




Patient and method

|Patient]

> Inclusion Criteria
MTX-IRODACR/EULAR 2010 RADFEEEA /-3 20~T75m D H AN & IF R,

« Active RA (TJC68X a7 =6, SIC66X 7 =6, hsCRP= 0.6 mg/dl or ESR= 28 mm/H)
« RNR—=—XT7AVZROI2ZBERICMTXGEZXIT TS
e M CELBEEEICMTXEEBG~16 mg/@) IZZAL A

> Exclusion Criteria

FIEEXIR CRMEEE, RBAE, MEUERAZ TRTI2EZZEMEDLNH 2



Patient and method

|Outcomes]

> TEHMIE R
D16 DACR20 response rate, @248 DSHS(Sharp/van der Heijde score) DZ 14t (A SHS)

RNR—=X 74 vEBLU24BE ITXIR % =2

B0 A EEEEZE JSN)IE, SR S N7-28 OBETHRE AN A Ao ¢ 5.

B 1T DO S IE A SHS &ALy, 34T (A SHS=0), =2 (ASHS= 0.5), ASHSHE/NEH
algen &1k (SDC).

AHERTIE, 2438EDSDCIE1.0.

> BIRFHMIE B
ACR50/70 response rate, DAS28-CRP, PtGA, pain VAS, SDAI, BooleanZ&f#Z, HAQ7x &



Patient and method

[ 22214 o 5 |
BEER, KE, A ZILYA >, BERBEEE .

SEIRMEDOFMTIE, FRERSE, 8BEB, 24EB (Z#10zoralizumabinics L O
Ozoralizumab 131k % 8 FE.



Patient and method
[Statistics]

H 7P A4 X (30mg, 80mg :n=148, PBO :n=74)l%, FHIMEHBROERICHE > TEH.

30mgEE, 80mgEf, PBOEEfMDACR20 response rate(primary outcome) I Z L F1N66%, 66%,
40% & HETE.

30mg®%, 80mgkt, PBOREDEfTLLEIF2 :2: 1, WMAIEEKE25%, BHD 0%, FEX$H L
OBAEXIZ10% & HETE.

ACR20 response rate (1638) |, TNFiEREZERIMLIEF & L TCochran-Mantel-Haenszelt& .
ASHS 24BB) 3RXN—X 74 VES L OTNFifERREEHEZE & L 72080

closed testing procedurez W T EHEDRAEEITo 7.



Result

Patient flow

Screened
MN=587

Randomized N=395/
Treated N=381

Placebo + MTX
N=75

Ozoralizumab 30 mg + MTX

Ozoralizumab 80 mg + MTX

N=21

Early Escape® at Week 20
due to lack of efficacy

N=152 N=154
N=9 N=11
Early Escape* at Week 20 Early Escape* at Week 20
due to lack of efficacy due to lack of efficacy

FHARE R

Placebo + MTX
N=46

« Other reason

N=8 MN=11 N=10

Withdrawn for other reasons Withdrawn for other reasons Withdrawn for other reasons
« Progressive disease n=1 « Adverse event n=5 = Protocol viclation

+ Withdrawal by subject n=6 + Withdrawal by subject n=3 + Adverse event

+ Other reason n=1 + Lost to follow-up n=1 + Withdrawal by subject

n=2
n=6
n=2

Ozoralizumab 30 mg + MTX
N=132

Ozoralizumab 80 mg + MTX
N=133

PBO 214
30mgEE 93
80mg#EE 1143

BB IR ASN DIREH % R 1E 294

2B B X TOEEOMIBIER 92.4%



Result

Table 1. Demographic characteristics and disease status of the patients at baseline assigned to receive MTX and
either placebo, ozoralizumab 30 mg, or ozoralizumab 80 mg (full analysis set)*

—

o

R ICKREREIL L

Placebo (n=75)

Ozoralizumab

30mg(n=152)

80 mg (n=154)

Total (n = 381)

Sex, female, no. (%) 57 (76.0) 105 (69.1) 123 (79.9) 285 (74.8)
Age, years 543 +121 548+ 11.2 555+ 109 550+11.2
Age <65 years, no. (%) 56 (74.7) 119 (78.3) 116 (75.3) 291 (76.4)
Weight, kg 584 +135 600+ 128 576+ 116 5871125
Disease duration, years 76+74 6.8+64 78+75 74+77

MTX dosage, mg/week 102+30 10.0+29 101 +£27 101+ 2.8
Glucocorticoid use, no. (%) 37(49.3) 62 (40.8) 64 (41.6) 163 (42.8)
DAS28-CRP 51+10 52+1.1 51+09 51+1.0

DAS28-ESR 58+1.0 59+10 58+09 58+10

TICB8 155+96 16.6 + 8.8 156+ 89 16.0+9.0
S|C66 13.2+85 13.8+7.2 128+64 133+7.2
SHS 32.2+50.2 250+ 309 2761374 275+ 380
Erosion score 17.86+280 142+164 152+ 188 153+ 201
|5N score 145+ 231 107+ 155 124+194 121+ 1838
hs-CRP level, mg/dl 13+£1.7 16+20 13+18 14+19

ESR, mm/hour 364 +173 4031223 386+ 206 38.8 £ 20.7
Seropositive RA, no. (%)T 64 (85.3) 140 (92.1) 136 (B8.3) 340 (89.2)

TR 7.4
DAS28-CRP 5.13
WEIISHS R a7 27.46

seropositive 89.2%
PSLEAZR 42.8%

'




FEIHIFEE : ACR20 response rate |[ZPBOEEICEE N,

Result

(1658 ]

100 - p<0.001 » Placebo + MTX

(2458 ]

» Placebo + MTX

ozoralizumabZE TEEIZE L (30mg, 95% Cl 28.7-53.7; P< 0.001).

& ACR20TPBOEEA
37.3% TS

& 30mg&80mgT
R ILFFE

OzoralizumabZEDACR 201(Z,

LEE»o&IGLTHEY, 48H

p<0.001 = Ozoralizumab 30mg + MTX ’0’00*1 = Ozoralizumab 30mg + MTX
%0 » Ozoralizumab 80mg + MTX ea T p<0.001 ™ Ozoralizumab 80mg + MTX
79.6 796 79,
80 753 e 80 £<0.001
70 + p<0.001 70 p<0.001;
g 60 g 60 |- p<0.001
& 50 fg 50 |
s 3
o 40 o 40 |
30 30
20 ¢ 20 F
LU 10 |
0 0
ACR20 ACRS0 ACR70 ACR20 ACRS50 ACR70
C D
= Placebo + MTX 100 # Placebo + MTX
100 = Ozoralizumab 30mg + MTX = Ozoralizumab 30mg + MTX
% = Ozoralizumab 80mg + MTX g5 90 w Ozoralizumab 80mg + MTX
80 i _ 80
£ § (7; I
o g
i £
8 Jdo| |- S 40 RN _
: i THEIEWIZR S
i e 7&% WIZE 5.
10 10 B
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FTEIHMIBER : 24B D ASHSTIL, Ozoralizumab®fiLstructural
Result non progressionDEE A% L (56% vs 73%, P=0.010)

[2458] [2458]

A B
p=0.117 Placebo + MTX % - F"|ECE|:|.0 + MTX
10 p=0.359 u Ozoralizumab 30mg + MTX B Ozoral!zumab 30mg + MTX
& & | : = Ozoralizumab 80mg + MTX = QOzoralizumab 80mg + MTX
5 08 20 +
8 08 |
g [ =0.102
g 06 i P03 |
& 06 I
= - p=0.488 |:I=C?_.34I 3
s - 0.4 0.4 0.4 10 p=0.008
S 04 } _ P ]
3 03 ; p=0010 | 73.4% s
@ 03 W 5 L. — L]
- ozt 56.0% | 73.0% ,;
01 b 0 =
0.0 0.2 04 0.6 0.8 1
' SHS JSN Erasion 5 Cumulative probability

SHSOR—XZ A »h 5DZE{LE (LSM change) &, PBOZf 0.8, 30mg#f 0.6, 80mg&f 0.4
30mgEE TIEPBOEEICERZ L EN DI ULMER( P=0.359, BEZE7% L).

SHSX a7 DZ4r, (ASHS)IZ, 248 E £ Tdstructural non progression® &5 1%, PBOZEE 56.0%,
30mgEt 73.0%, 80mgEf 713.4% ¢ EBE==H ) (P=0.010)



Result

&Il FHiIE B

DAS28-CRPxpatient global assessment+ozoralizumabZ THE I
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AEFRAEZK (L, PBOEE 62.7%, 30mg#f 76.3%, 80mgst 72.1% (BB THEEERL).
Result  girmizmes o bemacs smism 2.7%).

et

Table 2. Summary of safety through week 24 in patients receiving methotrexate and either placebo, ozoralizumab . . L
50 mg, or ozoralzumab 80 g SERIERAELS B DB VRER.

Qzoralizumab

Placebo(n=75)  30mg(n=152)  80mg(n = 154) SET (3 0zoralizumab 80mg THREE LG D 141,

AE 47 (62.7) 116 (76.3) 111 (72.1) A N AV
Adverse drug reactions 14 (18.7) 42 (27.6) 39(25.3) E/% 7Ld~ l/:l\'fﬁJ__l—.lE—,
AE leading to death 0(0) 0(0) 1(0.6)
Other serious AE except death 227 4(2.6) 4(2.6) Nt | > > . ~ |
AE leading to discontinuation 1(1.3) 5(3.3) 61(3.9) 7'1_ / / ) AN 7 30mg%$‘( Lj: 415_'
AE leading to suspension or a dose 2(2.7) 3(5.3) 11(7.1) o . " " o "
" reducion it susy g (2.6%, BB, HERE ME REMES)
ntensity
Mild 42 (56.0) 101 (66.4) 101 (65.6) . — N N v
Moderate 8(10.7) 35 (23.0) 29(18.8) 37 VRTT 80mg%$’6 (3443
Severe 227 3(2.00 5(3.2) o s R ,
AEs of special interest 0 N B L =N = VAR \X
nfections and infestations 28(37.3) 64 (42.1) 62 (40.3) <2 ) 6 A ! QD%E/% = J::’ = H)E%’ '] HI_I 'I:Ij ml’ | L D>
Serious infection other than tuberculosis 227 7(4.6) 3(1.9)
Tuberculosis 0 (0) 0 1{0.6)
HZ 0 (0) 2(13) 3(1.9)
Malignant tumors 0(0) 1{0.7) 1{0.6)
LD 0 (0) 2(1.3) 1(0.6)
njection site reaction 1(1.3) 3(2.0) 2(1.3)

ARG MEIE, 30mgRE 261 (1.3%), 80mg#* 441 (2.6%)



Discussion

« PBOZEf & OzoralizumabBfDACR responseDZE 1%, EFEEDOMTX (6~8mg) T
FEHINT-HARAAZTERE L7-1BEOTNFiIEEE (GO FORTH, J-RAPID) & [E
FU ORI B NT-.

. ARBRIZZHEA D, FEM(HAQ, PtGAZL &), ERFRHI(DAS28-CRP, SDAIZ:
), £ (CRP, ESRA )N HEL . BEICKIG L7=D I, VHHIED 2
FEaMNMEL, EEAOEEENBE N &, RATIZAIDAYKIEHREBICEET
ZEDBAIEEREEEDEHENES L T3,

e SHS scoredRN—=XZ A »HhuDOZAAH, OzoralizumabEt& PBOEETCHEEE
B o= S, BDOTNFiEER & b L TPBOBED AL A D i h - 7.
L H L, structural non progression (A SHS=0)DE|&H0zoralizumabiE T
BETHY, FEEBEOETIG R 7.



Discussion

o DEIZHATNFREFAZREDICHR -7l ENTH Y, OzoralizumabH

NRERLTHEY ZOFHENBHBEDNTE L TWHAIEEDH S

e Ozoralizumab#u{&1£30mgEE T28.3%, 80mgEt T26.6%T3I0MgD A A =L
hY, 16 DACR20 response rateld30mgaE81.4%, 80mgEfT67.5%7 D

THAEDNEE Z RIT T rIae 1t (ZBRER.

s R CTHESINRZ2EOERLGRFEDCHEEIX, BEAALE
ETN, ADA, GLM7x & DMDTNFIi& —24.
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Discussion

> Limitation
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P : active RA without MTX(4 2L FDBERE - E5EEETH Y, CRP=0.4)

| : Ozoralizumab 30mg

C : Ozoralizumab 80mg
O : 248 E52BDACR 20/50/70, DAS28-CRP7: &
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INEFTOMTXIEFBDOTNFREIOHFIT L Y B ¥
PEL
frozoralizumab¥Li&RE £ IL, 30mgEt & 80mg#Esf
TENENERABRIAEZ 8 L 440 (46.8%),

18 (39.1%) CHEIZ.

mAILIAIE, 30mgBEClE e REEEE L T
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Ozoralizumab DN E AR L 7= (ADA & [RIE).



