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Figure 1

Protein Engineering to Modulate IL2-R Selectivity
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Figure 2
IgG.IL2R67A.H1 has extended half-life compared to Proleukin® (IL-2)
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Figure 3A

IgG.IL2R67A.H1/IL-2Fc 100ug (~1nmol of IL-2 equivalent) 4.3mg per kg in 1 dose given on day 1
Proleukin 3.41 ug (1nmol of IL.-2) 0.14mg per kg in 5 consecutive daily doses/week
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Figure 3B

IgG.IL2R67A.H1/IL-2Fc 100ug (~1nmol of IL-2 equivalent) 4.3mg per kg in 1 dose given on day 1
Proleukin 3.41 ug (1nmol of IL.-2) 0.14mg per kg in 5 consecutive daily doses/week
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Figure 3C

IgG.IL2R67A.H1/IL-2Fc¢ 100ug (~1nmol of 1L-2 equivalent) 4.3mg per kg in 1 dose given on day 1
Proleukin 3.41 ug (1nmol of IL-2) 0.14mg per kg in 5 consecutive daily doses/week
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Figure 3D

IgG.IL2R67A.H1/IL-2Fc 500ug (Snmol) 21.7mg per kg in 1 dose given on day 1 Proleukin 17.04
ug (5nmol) 0.74mg per kg in 5 consecutive daily doses/week
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Figure 3E

IgG.IL2R67A.H1/IL-2Fc 500ug (Snmol) 21.7mg per kg in 1 dose given on day 1 Proleukin 17.04
ug (5nmol) 0.74mg per kg in 5 consecutive daily doses/week
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Figure 3F

IgG.IL2R67A.H1/IL-2Fc 500ug (5nmol) 21.7mg per kg in 1 dose given on day 1 Proleukin 17.04

ug (5nmol) 0.74mg per kg in 5 consecutive daily doses/week
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Figure 4A

IgG.IL2R67A.H1 selectively expands CD8 Tesr , better tolerated than Proleukin® in NOD Mice
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Figure 4B
IgG.IL2R67A.H1 selectively expands CD8 Tesr , better tolerated than Proleukin® in NOD Mice
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Figure S
IgG.IL2R67A.H1 shows single-agent efficacy in CT26 model

CT26 syngeneic tumor model

E 14007 W no treat

[72}

H 1200- % 1gG.IL2.R67A.H1 12.5 ug

o = 1gG.IL2.R67A.H1 25 ug

E 10004 N IgG.UL2.R67A.H1 50 ug

- @ 19G.IL2.R67A.H1 100 ug

£ 800

2

< 600-

S

£ 400+

P

[ood 200"

(3¢} S e

s S S S

2 0 — g 4 L 4
0 2 4 8 10 12 14 16 18 20

6
$ $ 4 4

Treatment (Days)



WO 2018/215936 PCT/1B2018/053623
12/14

Figure 6
IgG.IL2R67A.H1 +/- TA99 shows efficacy in B16 model

Efficacy in B8 tumor model
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Figure 7
Activity of IL-2 Grafts in Human Cells
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Figure 8
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