WO 2016/057667

1/59

PCT/US2015/054490

FIGURE 1

9B12VH mutant variants pairing with humanized VL

VH mutation position Remowr]g ISIelquence

liabilities

Clone D [VH mutant (nick name) [ 27D [39K|47Y|48M|71R[78Y|91F| NG RYDYDG
OX40mAb1 |  9B12 chimera D|K|Y|M|R[Y[F|(CDR2H) | (CDR3H)
OX40mAb2 [ 9B12 mouse VH DIK|[Y|M|R]Y]F
0X40mAb5 hu GIQ|WLI|JP[F[Y] NG RYDYDG
(0X40mAbS8 hukR GIK|W[I|R[F[Y
0X40mAb10 m1 DIQ(W]I|P]F]Y
0X40mAb11 m2 GIK|Y[M]|P[F[Y
0X40mAb12 m3 GIQIW[I|R[Y[F
0X40mAb13 KR-DYMYF DIK|[Y|M]JR|Y]F
0X40mAb14 KR-DYIYF DIK|[Y]I|R]Y]F
0X40mAb15 KR-DYIFF DIK|[Y]I|R|F]F
0X40mAb16 KR-DYIYY DIK|Y[I|R]Y]Y
OX40mAb17 KR-DYIFY DIK|Y[I|JR]F]Y
OX40mAb18 KYYF GIK|Y[I|R[Y[F
0X40mAb19 KYRYF GIKIY]I|RJYIF
0X40mAb20 KYRY GIK[Y[IJRIY]Y] NG RYDYDG
0X40mAh21 KYY GIKIY[I|R[Y]Y
0X40mAb22 55A,96K-A GIKIY [T JRIY[Y][ NA KYDYDG
0X40mAb23 55A GIK]Y[I|[RIY[Y[ NA RYDYDG
0X40mAb24 96K GIK|IY I |R[Y[Y] NG KYDYDG
0X40mAh25 543 GIK]Y[I|[RIY[Y] SG RYDYDG
0X40mAb25a 54S 96K GIK]Y[I|[RIY[Y]|] SG KYDYDG
OX40mAb26 [  mouseVH-55A DIK|[Y|IM|R|IY|F] NA RYDYDG
0X40mAb27 55A,96K GIKIY[IJRIY[Y[ NA KYDYDG
0X40mAb28 hulgG4P GIKIY[I|R[Y[Y] NG KYDYDG
0X40mAb29 hulgG1T™ GIK|IY I |R[Y[Y] NG KYDYDG
0X40mAb30 migG1 GIK[Y[I|R[Y]Y] NG KYDYDG
0X40mAb31 hulgG4P GIKIY[I|JRIY[Y[ NA KYDYDG
0X40mAb32 hulgG1T™ GIK[Y[I|JR]Y]Y[ NA KYDYDG
0X40mAb37 migG1 GIKIY[ITJRIY[Y|] NA KYDYDG

SUBSTITUTE SHEET (RULE 26)




WO 2016/057667 PCT/US2015/054490

2/59
A
Experiment 1
Primary Human CD4+ T cells
800
-e- Donor 324
== Donor 524
600 -+ Donor 548
MFl 400
200-
c L) L) L L
1031021071010 10-° 10 107
0X40mAb24 concentration (M)
B
Experimeant 2
Primary Human D4+ T galis
1568
-~ Donor 411
= Donor 484
10064 = Donor 486
MFi
5084
8

048724074079 139 10 107
OX40mAb24 concentration (M)

SUBSTITUTE SHEET (RULE 26)



WO 2016/057667 PCT/US2015/054490

3/59

(FIGURE 2A-D, con't.)
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FIGURE 3A-F
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(FIGURE 3A-F, con't)
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(FIGURE 4A-B, con't)
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FIGURE bA-B

Binding Specificity of 0X40mAb24 CDRs OX40
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FIGURE 6
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(FIGURE 8A-E, con't)
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FIGURE S9A-E
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(FIGURE BA-E, con't)
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FIGURE 10
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FIGURE 12C-D
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FIGURE 23A-B
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FIGURE 25
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FIGURE 26A-B
& 1250+ - Untreated
A € 1000- -- Negative Control (2.5 mg/kg)
E -+ 0X86 migG2a (2.5mglkg)
% 750 - ~=- 0X86 migG2a (1.0 mg/kg)
S 500 - -- OX86 mlgG2a (0.25 mg/kg)
z -+ 0X86 migG2a (0.10 mglkg)
5 250- g 10 mgikg
cAN ) San 1
7 10 13 16 19 22 25
Time [Day]
B |
Negative Control 0X86 mlaG2a
& Untreated & (2.5 mglkg) «T (2.5 mg/kg)
E 2500
o £ < 2000+
£ E 1500+
9 g 1000+
b e s 500+
§ 0 § 0 § 01—
— 10 20 30 40 50 10 20 30 40 50 +~ 10 20 30 40 50
Time [Day] Time [Day] Time [Day]
OX86 mlgG2a 0X86 mlgG2a OX86 mlgG2a
_ (1.0 mg/kg) _ (0.25mgkg) (0.1 mg/kg)
(2p) o (2]
E 2500- E 2500+ E 2500-
‘< 2000+ ‘< 2000+ ‘< 2000+
g 1500+ E, 1500+ £ 15001
< 1000+ < 10001 S 1000+
5 5001 5 5001 5 500+
= ey — E IS —  E
= 010 20 30 40 50 ~ 010 20 30 40 50 ~ 010 20 30 40 50
Time [Day] Time [Day] Time [Day]

SUBSTITUTE SHEET (RULE 26)



WO 2016/057667

FIGURE 27A-B
A —
& 1500-
£ - Untreated
3 - 0X86 migG2a (3 mg/kg)
T - 0X86 migG2a (1 mg/kg)
g 5007 |~ OX86migG2a (0.3 mghkg)
= 0 =~ 0X86 migG2a (0.1 mg/kg)
101214161820222426
Time [Day]
B
OX86 mlgG2a 0X86 mlgG2a
& Untreated = (10 mg/kg) o  (3mgkg)
£ 2000- £ 20004 £ 2000-
© 1500 2 1500- 2 1500-
§ 1000- § 1000- §1ooo-
s 500 = 5004 500
g 0 L R L L g 0' g 0 T LI L
= 7{0203040508070 & 10203040506070  F 10203040506070
Time [Day] Time [Day] Time [Day]
OX86 mlgG2a OX86 migG2a 0X86 mlgG2a
(1 mg/kg) (0.3 mg/kg) (0.1 mg/kg)
E 2000- Ezooo cgzooo-
= 1500 *=15001 <1500
5 1000 51000- 51000-
= 5001 = 500- = 500-
(o] (o] (@]
= 0- e 0 e 0
S 1020304056070 5 0203040506070 S 1020304506070
Time [Day] Time [Day] Time [Day]

34/59

SUBSTITUTE SHEET (RULE 26)

PCT/US2015/054490




WO 2016/057667 PCT/US2015/054490

35/59

FIGURE 28A-B
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FIGURE 29A-B
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FIGURE 34A-B
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FIGURE 35A-D
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FIGURE 36A-B
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FIGURE 43A-B
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FIGURE 44A-D
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