WO 2021/163298 PCT/US2021/017620

1713

—o— |L2+CD3/CD28 Beads+Rapamycin
—a— 2t2+CD3/CD28 Beads+Rapamycin

@ 200
[0,
@)
+ ]
w180
o
x
(@)
LL
~— 100+
(0]
2]
©
o
O 50+
£
ke
(@)
LL 0

| | | |
g S 10 15 20 25

Days in Culture

FIG. 1

SUBSTITUTE SHEET (RULE 26)



WO 2021/163298 PCT/US2021/017620

Helios%+

213
e |2+CD3/CD28 Beads+Rapamycin
= 22+CD3/CD28 Beads+Rapamycin
o 80 55 %
o Y £ 5 .o
ol T 2 [P Bs] 2 s &
o [L] [1] ©2 To =] T )
4 —— L K 65 -
FIG. 2A FIG. 2B FIG. 2C FIG. 2D
00 o= - 3 18 05
80 . - 16 04 .
'{'é, == T + ° e
2 00 o e T i T
54 =% 2o [F] 4 e T
2 10 . EREE
8 | G 8 I S.@ T
FIG. 2E FIG. 2F FIG. 2G FIG. 2H
8
% 6
2 4 =
=)
0
FIG. 2I

SUBSTITUTE SHEET (RULE 26)



WO 2021/163298 PCT/US2021/017620

313
Glycolysis Glycolytic Capactly
15— 25
£
5
E
e
?:-:5
Lig
[ [
Media 12 Vit Media L2 22
+CD3/CD28 +C03ICD28 +CD3C028 +CD3ICD28
Beads Beads Beads Beads
+Rapamycin +Rapamycin +Rapamycin +Rapamycin
FIG. 3A FIG. 3B
Glycoltic Reserve Non Glycolytic Acidification
15
= =
X
£
o
z{j
LLR
[ I
Media L2 yits Media L2 yiv)
+CD3C028 +CD3/IC028 +CD3/CD28 +(D3ICD28
Beads Beads Heads Heads
+Rapamycin +Rapamycin +Rapamycin +Rapamycin
FIG. 3C FIG. 3D

SUBSTITUTE SHEET (RULE 26)



WO 2021/163298 PCT/US2021/017620

4/13

—e— |L.2+CD3/CD28 Beads+Rapamycin
—a— 2t2+CD3/CD28 Beads+Rapamycin

100
c
O
h
o
Qo
o B0
o
5
@p)]
X
60 T | T T
51 2.1 11 0.5
FIG. 4

SUBSTITUTE SHEET (RULE 26)



WO 2021/163298

10000 4

1000 -

IL-10 (pg/ml
2
|

b
<
|

PCT/US2021/017620

513

— |L-2+CD3/CD28 Beads + Rapamycin
— IL-2+CD3/CD28 Beads + Rapamycin
mm 2t2+CD3/CD28 Beads + Rapamycin (
2t2+CD3/CD28 Beads + Rapamycin (

(1:1
(5:1
1:1)
5:1)

)

1)

SUBSTITUTE SHEET (RULE 26)




WO 2021/163298 PCT/US2021/017620

6/13

RTRTR™H™ SllShI
\\\\\\\\w IL-15Mut
Tissue Factor
FIG. 6A
Mutant ‘

N

FIG. 6B
SUBSTITUTE SHEET (RULE 26)



WO 2021/163298

PCT/US2021/017620

713
— UV 1_280
-—- Cond

mAU —- Conc B
———— e — -
250 : :
: |
| U :
200 : l
i |
' |
150 ' :
d |
| |
100 - : |
' |
' |
| |
57\52 : !
1.A.3D o O

_____ P ‘\~_,__Ej§_§0n
0 e e e ' mi
40 &80 a0 100 120 140 160

FIG. 7

SUBSTITUTE SHEET (RULE 26)



WO 2021/163298 PCT/US2021/017620

8/13
injection Name: 5817 3213 Run Time {min}: 15.00
Vial Number: RBZ Injection Volume: 5000
injection Type: Unknown Channel, UV VIS 1
Calibration Method: Wavelength: 280
instrument Method:  Agilent AdvanceBioSEC 4.6 x 300 with Guard  Bandwidth: n.a.
Processing Method:  HOWS218 SEC Processing Method Dilution Factor: 1.0000
injection Dale/Time:  01/0ct20 19:14 Sample Weight: 1.0000
Chromatogram
—  PD-2020-047 010CT2020 #10 [manually integrated, !

00 4 peak(s) manually assigned] UV_VIS_1 V1280 nm
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Infegrafiion Results

No. [PeakName [Retention Time|  Area Height | Relative Area |Refative Height | Amount

min mAU'min | mAU % % n.a.
1 [1177kDa 4.633 1.587 2.681 22.89 28.14 na.
2 |785kDa 5017 1312 2.201 1892 2310 na.
3 [408kDa 5638 1207 1985 15.96 20.84 na.
4 |133kDa 6.698 2.528 2.661 42.23 2792 na.
Total: 6.934 9.529 100.00 100.00
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