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[Science. 2001;291(5502):319-22.]

PDL1 signalling
1 Activation

--------

9000066000080 00048
Cytoplasm

PD1 signalling
L TCR signalling

L Key TFs induced
by TCR-CD28

TTF BATF

| Proliferation

L Cytokine =
production

L Survival

!
@D

Nucleus

,,,,,,,
.........................................................

3

PYAP
: ! !
1 CD28 signalling B ATF

TIL-10 /]
Altered metabolism - APC

......‘...0........0......‘ ....' I.’.l..........‘.....‘."... 18000 1 00000000000000000009

e

mmmwmalm

TCR-CD28 signalling

T Key TFs for activation

(AP-1, NFAT, NF-xB)
- - T T cell activation

T Growth

T Proliferation

T Effector functions
- - - T Survival

[Nat Rev Immunol. 2018;18(3):153-167.]
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PD-1is an immune suppressive molecule
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Figure1 Okazaki et al. Nat Immunol. (2013)

PD-1 blockade inhibits metastasis
of melanoma (mouse model)
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Figure 2 Iwai et al. Int. Immunol. 0120050
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@  ¢cs/b/tsDMARDs DN R A+ 7 Moderate~Severe RA
e Peresolimab (31PD-1 agomst YLK, humanized IgG1l mAb)
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@ e Primary outcome : 12:8% D ADAS28-CRP (Peresolimab 700mg vs PBO)
Secondary outcome : 12:8% ®ACR20, ACR50, ACR70



Jals
e W5 cs/b/tsDMARD &IoA+%7RA (ACR 2010 criteriaii&g7= L = 185%)
« FEESEB)Y (moderate-severe): SIC>6(66), TIC>6 (68), F = 1R EREEH

HEZ : DMARDs, NSAIDs, GCOER % H A
Z v & It : Peresolimab 700mg, 300mg, Placebo (Z 2:1:1

/> Peresolimab 700mg, 300mg, Placebo%# 4BE SEk 5

Period 1 : 12:8 % T, —E 51/t B

Period 2 : Peresolimab%i’(MiD_@CDAl 100 LDADZERIEMEE L, 248 T
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Period 2%71%: 12BF OB RBE &% T 5

Primary endpoint : 1238 ® ADAS28-CRP (700mg & Placebo tL#)
« Secondary endpoint : 1238 DACR20, ACR50, ACR70
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* Peresolimab (700mg) 49
* Peresolimab (300mg) 25
* Placebo 24

« RERD DA (84%)

N1 51.77%
TSR HA ] 10.0=F

DAS28-CRP 5.9+0.8
(High disease activity)

b/tsDMARDE+ 42%

Characteristic

Female sex — no. (%)
Age —yr
Body-mass indexy
Race or ethnic group — no. (%) 1
American Indian or Alaska Mative
Black or African American
White
Seropositivity — no. (%)
For anti-CCP antibody or rheumatoid factor
For anti-CCP antibody

For rheumatoid factor
Use of glucocorticoids — no. (%)
Duration of rheumatoid arthritis — yr

DASZ8-CRPY

Placebo
(N=24)

19 (79)
55.8+11.1
28.2+4.8

7 (29)
0
17 (71)

20 (83)
19 (79)
18 (75)
14 (58)

10.9:+58.4

5.66+0.59

Peresolimab,

300 mg
(N=25)

20 (80)
50.1+15.8
28.2+3.7

10 (40)
0
15 (60)

22 (88)
22 (88)
19 (76)
15 (60)
0.5+8.9

5.91+0.98

Peresolimab,
700 mg
(N=49)

43 (88)
50.5+11.2
29.3:6.8

13 (27)
2 (4)
34 (69)

45 (92)
42 (36)
44 (90)
30 (61)
9.7:7.5

6.00+0.87



from Baseline

Least-Squares Mean Change

Primary outcome o

Peresolimab, Peresolimab,
(N=24) 300 mg (N=25) 700 mg (N=49)
Primary outcome
DAS28-CRP
Change from baseline -0.99+0.26 -1.88+0.25 -2.09+0.18
Difference in change vs. placebo (95% Cl) — -0.88 (-1.60t0 -0.16) -1.09 (-1.73 to-0.46)T
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300 mg
Placebo
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P<0.001 for comparison of 700 mg
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Secondary outcome

Placebo Peresolimab, Peresolimab,

Outcome (N=24) 300 mg (N=25) 700 mg (N=49)
Secondary outcomes
ACR20 response}

No. of patients (34) 10 (42) 11 (44) 35 (71)

| east-squares mean difference vs. placebo (95% Cl) — 2.3 (-25.4 to 30.0) 29.8 (6.3 to 53.2)
ACR50 response}

No. of patients (%) 5 (21) 5 (20) 19 (39)

| east-squares mean difference vs. placebo (95% Cl) — -0.8 (-23.4t021.7) 17.9 (-3.3 to 39.2)
ACR/0 response}

No. of patients (34) 4 (17) 1(4) 10 (20)

Least-squares mean difference vs. placebo (95% Cl) — -12.7 (-29.4 10 4.1) 3.7 -15.0tc 22.4)
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Any Adverse Event
Peresolimab Peresolimab
700 mg 300 mg

38

Placebo

Placebo
Event (N=24)
Adverse event during the treatment period
Owerall 9 (38)
According to severityt
Mild 6 (25)
Meoderate 3 (12)
Severe 0
Serious adverse event 0
Discontinuation of placebo or peresolimab because of 1(4)
adverse event
Infections and infestations 3 (12)
Masopharyngitis 1(4)
Coronavirus disease 2019 0
Vulvovaginal candidiasis 0
Gastroenteritis 0
Helicobacter infections 0
Herpes simplex 1(4)
Mastitis 0
Rhinitis 0
Sinusitis 0
Skin bacterial infection 0
Tooth abscess 1(4)
Upper respiratory tract infectiony 0
Upper respiratory tract infection bacterial¥ 0
Urinary tract infections 0
Meoplasma benign, malignant, and unspecified, including 1(4)
cysts and polyps: B-cell lymphomai
Skin and subcutaneous tissue disorders$ 2(8)
Pruritus 1(4)
Dermatitis atopic 0

Onycholysis 1(4)

Peresolimab,

300 mg
(N=25)

no. of patients (%)

8 (32)

5 (20)
3(12)
0
0
1{4)

6 (24)
2 (8)
1(4)

1(4)
1(4)

1(4)

L{4)
1(4)
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Peresolimab,
700 mg
(N=49)

14 (29)

9 (18)
5 (10)
0
1(2)

1(2)
1(2)
1(2)

2(4)
1(2)
1(2)



Discussion

e Peresolimab 700mg : Placebo & ) DAS28-CRP (12w) & B & (ZHDH,
ACR20@12w) (ZHp&EHERE 72 < L 7=, ACRE0/ACRT0IEE#EEH T .

 Peresolimab 300mg : ACR20/ACR50/ACRT0CHEMEA ~E .
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