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T Cells engagement after 1 st dosage
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Anti Tumor Efficacy for PBMCs+Bispecific CD3XCD28
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11..
2x10 o~ PBMCs+DPBS

waw PBMCs+CD3/RSV

11 .
1.5x10 < PBMCs+CD3/CD38

1x1011

5x1010+

Total Flux [p/s]

0 20 40 60 80 100
Days post treatment

Fig. 17B

BWC (Body Weight Change)%

-« PBMCs+DPBS
«i= PBMCs+CD3/RSV
<= PBMCs+CD3/CD3

100

BWCI%

Days post treatment

Fig. 17C

39/61
SUBSTITUTE SHEET (RULE 26)



WO 2021/003189

CD45+ In 25ulL Blood

120000
100000 -
80000~
60000~
40000
20000~

1600 ~
1200+
800~
400~ §/

OM‘«‘

{ LI § £ - i

A -SRI
PO &8
86 0 St e S 8‘\@

post treatment

Fig. 17D

CD3+% from CD45+ In 25ul Blood
120~

100
80
60
40 4

207

post treatment

Fig. 17E

40/61

PCT/US2020/040360

~m~ PBMCs+DPBS
@ PBMCs+CD3/RSV
~& PBMCs+CD3/CD3

-~ PBMCs+DPBS
-@~ PBMCs+CD3/RSV
~&~ PBMCs+CD3/CD38

SUBSTITUTE SHEET (RULE 26)



WO 2021/003189 PCT/US2020/040360

CD3+% from CDA45+ In 25ul Blood
100
~a PBMCs+DPBS
80 ~m~ PBMCs+CD3/RSV
_~&~ PBMCs+CD3/CD38

60 «
40
20 .
0 1 S | i 1 ¢ 3 i ) H
A O ) o (,‘b QQ) ,\”’
66‘\\ Sb{" 85{’; 85{‘) b@*u sg\ b’b\\ sb* b’g\ b’b
post treatment
Fig. 17F
CD3+% from CD45+ In 25ulL Blood
100 ..,
-% PBMUCs+DPBS
80 - PBMCs+CD3/RSV
~&~ PBMCs+CD3/CD38
60 -
40 - 3 &
20 o ﬁ,&
0”“‘”¥’ 1 s ¥

> P ({"c,'\' é’ ":
85‘ T O e 8&0

post treatment

Fig. 17G

41/61
SUBSTITUTE SHEET (RULE 26)



WO 2021/003189 PCT/US2020/040360

C CD3+% from CD45+ In 25ulL Blood

20000+ -» PBMCs+DPBS

-#~ PBMCs+CD3/RSV

15000+ E
~&- PBMCs+CD3/CD38

10000 «
5000 +

4000 ~ v

3000 ; 5

2000 PN
Fl S

1000 * * &,

s ™ i e
(1 S e Y }?% m

D ax Ay B 2 DA
S PP PNPRL S
SV P gV 8 B

post treatment

Fig. 17H
Survival
100 DPBS (Raji+PBMC)
_ 90- - )L
S s0s _CD3xRVS (Raji+PBMC)
S 704
S
5 60~ /
] i .
oo s0 /CDSXCD38 (Raji+PBMC)
c 40 4
U 304
a 20+
a  10- —
0 ¥ 3 £ £  § 3 3
10 20 30 40 50 60 70 80 90
Day
Fig. 171
42/61

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/040360

WO 2021/003189

JH-AJIS €QD

~ woud AND

(8utuoja 122 9|8uls

qysg 10} uasoy))
g yoeouddy
ENSEINIS
aulwelnn
Y Yoeouddy

ENSEIITY
aujweln|n

43/61

SUBSTITUTE SHEET (RULE 26)



WO 2021/003189 PCT/US2020/040360

A- A- B- B-
BZ1 BZ1S BZl1 BZ1S purified

¥
X &, 3 &,
sy sy ey e S e s Siamanay

1 23 4 5 67 8 910 11 12 13 14

BWCl%

_ N
It e
X \\\\\\\\\\\\W

\X\\\k;\\\\\\\\\\

R
.

RN R
. ) \\\\\§\ \ .
N X N H—_, T,

Fig. 18B

44/61
SUBSTITUTE SHEET (RULE 26)



WO 2021/003189 PCT/US2020/040360

Anti-hu Fc Western
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Ka Rmax Chi? CE-SDS
Samples | (1/Ms) | Kd(1/s) | KD@M) | (RU) | (RU® | Purity
BZ1P'Z°°” 1.97E+06 | 2.13E-03 | 1.08E-09 | 7457 | 0236 | 65%
BZ1P';°°'2 2.14E+06 | 1.94E-03 | 9.09E-10 | 84.63 | 0.677 | 76%
BF1/GV3/BZ1
o2 | 213606 | 2.05E-03 [ 9.60E10 | 91.00 | 0.651 96%

Fig. 22D
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