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FIG. 1
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FIG. 4

MEDI4736 PK Profile (Q4W dosing)
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Time (Day)

o Cohort 1 [3 mg/kg (MEDI4736) +1 mg/kg (Treme)]
v Cohort 2 [10 mg/kg (MEDI4736) +1 mg/kg (Treme)]

MEDI4736 PK Parameters

Cmax AUCT Ctrough
Cohort .
(ng/mL) | (ng/ml*day) | (ug/mL)

1(3mglhkg) | 67.36 625.3 8.85
(N=3) | (7.085) | (47.98) 1.80

2 (10 mgkg)| 2667 2860 35.65
(N=2) | (7215) | (286.2) (4.65)
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FIG. 5

Tremelimumab PK Profile (Q4W dosing)
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Tremelimumab PK Parameters

Cmax AUCT Ctrough
Cohort .
(ng/mL) | (ug/ml*day) | (png/mb)
1(1mgkg) | 27.07 262.2 4.21
(N=3) | (3.669) (9.347) (1.05)
2 (Imglkg) | 30.40 338.8 5.33
(N=2) | (0.6557) | (27.20) (0.75)
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FIG. 6

Soluble PDL 1 profiles (Absolute)

300+

[

Lo

Lo
Illll

100

sPDL1 Concentrations (pg/mL)

__________________ 2 1100 (<15.60 pg/ml)

0 EOl 7 14 21 28
Time (Day)

& 2000062001 T Cohort 1 [3 mglkg (MEDI4736)
A 2000062003 | *1 Mok (Treme)]

< 2000060004 T
& 2000062006 Cohort 2 [10 mg/kg (MEDI4736)
-8 2000062007 | +3 mglkg (Treme)]

SUBSTITUTE SHEET (RULE 26)



WO 2015/173267 PCT/EP2015/060523

7141

FIG. 7

Soluble PDL1 profiles (% of baseline)
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FIG. 8

MEDI4736 Individual PK Profiles
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FIG. 9

Tremelimumab Individual PK Profiles
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Tumor Size Change from Baseline
(First Four Cohorts)
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n-in = 5/11

e One additional subject in Cohort 3b with 38% reduction
at week 7
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FIG. 16

Individual sPD-L1 Profiles in Combination

400 Total # of subjects = 69

10 mglkg Q4W MEDI4736
15 mglkg Q4W MEDIA736

15 mg/kg Q4W MEDI4736

sPDL1 Concentrations (pg/mL)

|
BLQ (<67.1 pg/mL)

OI 28 56 84 112 140 168 196 224 252 280 308 336 364 392
EO Time (Day)

O Complete sPD-L1 suppression at doses > 15 mg/kg Q4W MEDI4736

O 1 subject each at 10 mg/kg Q4W and 15 mg/kg Q4W showed partial
sPD-L1 suppression at some visits followed by complete suppression
after repeated dosing

o 1 subject following 15 mg/kg Q4W was not suppressed at Day 29
(limited data available)

o Complete suppression observed with single-agent MEDI4736

(Study 1108) at doses > 3 mg/kg Q2W
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FIG. 18

CD4 Ki67+ and CD8_Ki67 proliferating cells: All MEDI4736 doses
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combined
CD4_Ki67
—*= CP1108 MEDI4736
—¢— MEDI4736, Treme 1 mg/kg
—*~ MEDI4736, Treme 3 mg/kg
~*= MEDI4736, Treme 10 mg/kg

1750
1500 1
— 1250 -

Percent Change from Baseline
(Mean£SEM
-~ o
S 38

CD8_Ki67

--- CP1108 MEDI4736

—e— MEDI4736, Treme 1 mg/kg
—e— MEDI4736, Treme 3 mg/kg
--o--- MEDI4736, Treme 10 mg/kg

o Monotonic increase in peak CD4+Ki67+ cells with increasing treme dose

o Increase greater than observed with MEDI4736 alone
o CD8+ proliferative response is greater with combinations than that observed

with MEDI4736 alone

SEM only provided for time points with n >3
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FIG. 19

CD4+ICOS+ cells and CD4+HLADR+ cells: All MEDI4736 doses
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o Minimal change was observed with MEDI4736 alone
o All tested combination doses have a pattern distinguishable from MEDI4736

o Maximal increase observed with 10mg Treme
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FIG. 20

CD4+T effector cells: All MEDI4736 doses combined

CD4_T effector memory
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o Increase in CD4+ effector memory cells is greater with combination doses than that

observed with MEDI4736 alone
SEM only provided for time points with n >3
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FIG. 21

Treg cells: All MEDI4736 doses combined
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o Treme dose-dependent increase in Treg cells”
*CD25hi CD1271o phenotype may also include some activated T cells
o T Increase greater than observed with MEDI4736 alone

SEM only provided for time points with n=3
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