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Figure 2
a
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Figure 3
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Figure 4
a interfacing residues on BTLA
A5G, G54, D52, P53, £83, D84, RAS, 0885,
E103, F104, Vi05, L1066, P10O7, N1OB, D135
BTLA

2.8.6 Fab

HVEM
binding site

2.8.6
epitope



PCT/GB2021/051452

WO 2021/250419

5/16

G N3

4B 187 B8 2 GE0R 4718507

Y 5¥E Mm SLEL #YS 49 vi% g MMN
ERWI) YILE
% 150 6851 4 48 XoR¥. aBIEES
Z 1
4867 ney .A Possss 499 4872% m M\M
/ m (HUD2SOODRGOSOWEN Y
; v118 BEN0KW
4% % :
pegE L 4 <6 GE0E i <% 19551
=8 9LL ALY 8t 48 51% <8 8%

(S929B10RN00D5N3Y

Y1ig usling



PCT/GB2021/051452

WO 2021/250419

6/16

1 1 1 ST

#|
=24

=

VERUTIG

S
VEMEI 88160

Wi

{jouox sdfzoss o3 pasgeuuiou}
RIES AR PSRRI

S|[[a2 pasiuewny Jo uonesYjoId aonpal B0 410 J0UDD

V1184 isuteBe sopoquue 1soby

VOB YIRS



WO 2021/250419 PCT/GB2021/051452

7/16

Figure 7
Inhibition of CD4 T cell proliferation in a mixed lymphocyte reaction
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Figure 8
a Relative body weights after
induction of T cell colitis
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Figure 9
a Graft vs Host Disease Survival
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Figure 10

a in vivo agonist effect of 1151 1s

dependent on FcR binding

2 "%‘,
o -l

Humanised:WT ratic
{normalised to isotype control)
¥

(»

In vitro agonist effect of 11.5.11s
dependent on FeR binding

B

By

]

&

-
-
5

g

hl’"

Normalised rafio hwmanised o
WT divided CDds

an
0.8+ . s
N p = D05} '
0»? { 4 ;
F O *
%«
RN



PCT/GB2021/051452

11/16

WO 2021/250419

71 dan3iy

R

YA IR, R e
s S ¥ ;
s = 5
7 % 3
% 5 £
7 %
Z % - F3
% b o ¥
% z 2’8 %
% b gy z
z 3 Ry 3
- e A u
P L ok "
W pres b2ve] % 2
% Z Z
. »ﬁ ¥

38e Vel {ZoLITYS) {0403
g2aonue 3dA108]

11 d.n31y

5008 K e § B IR e VX

z z
% 7z
5 7
(3 p
2 .
.10 P 7

98¢ VS {Z9112v8) joRuod
0zQoyue adAyos)



PCT/GB2021/051452

WO 2021/250419

12/16

unsaty Apagy
$ 2 & o B 4

SURAEE ADITK ROLIRIS RUGG

SHOD 20 JOQUSHIL WIS

€1 dan3y

5 B

wipsy eiiac,

S87 § BURS

p bR

£

URPRE AR
DX IQCPANTE IRMDVYRF

£

2qAD

L SL%7

S{f93 g a9yl

b, 01 4%

b, O155

30 IDTPUNT SVNOEEGY

UDBRES B 1s¢

bt

S g

bt



WO 2021/250419 PCT/GB2021/051452

13/16
Figure 14
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Figure 15

a

Effect of different 2.8.6 isotypes on
inhibition of NFkB signal in reporter assay
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Figure 16

NFkB signaling (GFP Geo Mean)

Figure 17

CD4 proliferation
(% normalised to isotype control)
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Inhibitory effect of different humanised antibodies
on NFkB signal in human BTLA T cell reporter assay
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Figure 18

Effect of BTLA agonists on IL-10 production by
ODN2006 activated human primary B cells
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Figure 19
Mouse weights following PBMC transfer in xenoGVHD model
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