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FIG. 1

Dose-escalation Phase
Immunotherapy-naive Subjects

Dose(s) that could be used in expansion:

1. MTD or highest protocol-defined dose for each
agent in the absence of exceeding the MTD and/or

2. Intermediate dosing based on modified
zone-based design

Dose-expansion Phase Dose-escalation Phase
Immunotherapy-naive Immunotherapy-pretreated
Cohort Cohort

Dose(s) that could be used in expansion:

1. MTD or highest protocol-defined dose for each
agent in the absence of exceeding the MTD and/or
2. Intermediate dosing based on modified
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- G 3 Cohort 1a
) Tremelimumab 1 mg/kg
MEDI4736 3 mg/kg
| Cohort 0
22DLT's 7?7 YES H Tremelimumab 1 mg/kg
| MEDI4736 1 mg/kg
NO
I
Cohort 2a
Tremelimumab 1 mg/kg
MEDI4736 10 mg/kg
| Go back to Cohort 1a
2 2DLT's ?? YESH  and evaluate for
[ MTD
NO
Cohort 3a Cohort 3b
Tremelimumab 1 mg/kg Tremelimumab 3 mg/kg
MEDI4736 15 mg/kg MEDI4736 10 mg/kg
> 's 97 > 's 79
YES > 2DLT's 77 Both Cohorts > 2DLT's 77 YES
must be cleared
prior to
escalation to
Cohort 4a
If 22 DLT's only in If 22 DLT's only in
Cohort 3a then stop Cohort 3b then stop
further escalation to NO further escalation to
Cohort 4a and then | Cohort 4a and then
go to Cohort 3b and Cohort 42 go to Cohort 3a and
evaluate for MTD Tremelimumab 3 mg/kg evaluate for MTD
MEDI4736 15 mg/kg
| Go back to Cohort
> 2DLT's ?? YES 3a and 3b and
.@M evaluate for MTD
Tremelimumab 10 mg/kg J_I
MEDI4736 15 mglkg NO
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FIG. 4

MEDI4736 PK Profile (Q4W dosing)

1000
100

LLOQ (<0.05pg/mL)

MEDI4736
Serum Concentrations (pg/mL)

0 7 14 21 28
Time (Day)

& 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) | (ng/mL)
1 (3 mg/kg) 67.36 625.3 8.85
(N=3) (7.085) (47.98) 1.80
2 (10 mg/kg)| 266.7 2860 35.65
(N=2) (72.15) (286.2) (4.65)
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FIG. 5

Tremelimumab PK Profile (Q4W dosing)
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LLOQ (<0.156 pg/mL)

o
-
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Tremelimumab Serum Concentration

Time (Day)

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

Tremelimumab PK Parameters

Cmax AUCT Ctrough
Cohort .
(ng/ml) | (ng/ml*day) | (pg/ml)
1(1mgkg) | 27.07 262.2 4.21
(N=3) (3.669) (9.347) (1.05)
2 (1Img/kg) | 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)
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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

100

Tremelimumab Serum Concentration
(ng/mL)
S

Time (Day)

: gggggggggg T Cohort 1 [3 mg/kg (MEDI4736)
g
e 2000062006 Cohort 2 [10 mg/kg (MEDI4736)
-8 2000062007 | *+1 mg/kg (Treme)]

SUBSTITUTE SHEET (RULE 26)



10/41

‘8|qeidecoe si paineds SaweBLWI) Y} Ul JSUUBW S} Ul pabeuew STy Jo uonjosay “(seiyyedouusopus 10j Adeiay) Jusiuaoe|dal suowIoy JO/pUB) SUORBIIPaL
aAissaiddnsounwiwi Jo uonensiuiwpe ainbal Aew s3yui Jo Juswabeuely , ‘feuwlou Jo jiwif Jaddn = NN JusAs 8SI8APE Pajejal-suNWIWI = JyII JUBAS 8SIADE = Iy

QeWNUISWaI) PUE 9¢ /I3 SNUNUOSSI ‘SKEp 0g
UILJIM JND00 JOU SSOP | SPRIS) S 0) UON|OSBI }|
| 8pelo) s Q) uonnjosal |jun qewnuwigwal pue 9¢/HI Q34N PIOH -
SIVITTE 104

qeLnwIjaWal) PUe 9¢/pIaIN enunuodsip

_ qewnLuiawal)
sAep Qg UIYIIM INDD0 JOU S0P | SPEIS) S 0} UONN|0S3) J]

PUB 9¢/ H|IN SNUNUOCOSIP ‘BSIMIBLIQ "9SOP PSINPBYIS JX8U JB UONEBSIUILPE

uljgseq Jo | speiy gewnwijewal) pue 9¢/ 13N swnsal (SpioJe)sooilod Buipnjour) 8ieo
S 0} uonnjosai [jun qewnwiswas pue 9ELyIAIIN PIOH < | sapioddns jewixew jo uoneniu ayy Jo SABP € UILIIM SINJ00 |, 8PRIS) S 0) UONN|0Sa Jj
S3vI8UO Il | 9PBID S 0} UORN|OSI [JUN GEWNLUISLUBI) PUE 9S/PIATIN PIOH
sosop juanbasqns 0 Joud uoneoipswsid J8PISUCY)  » spiuownaud 104
Jojebnsaaul ay} Jo 9S0p qewnuwijaLal pue 98/ #1a3aN POy Jou og

UoNaIasIp 8} 1B pIepuB)S jeuonnyisul Jad palsisiulupe

sy 216ojojewlsp 104
aq Aew saulWEISIYNUR JO/pUB usydouiwe)ady

qewnwijswal) pue 9¢LyIaaN

JueAs 8yj Jo uonnjosal oWINsal ‘pajjonuod st Aygedouuoopus usypy,
[nun paydnusiul Ajuelodway 1o %06 Aq pesesiosp aq
Aew gewnwiawal 1o 98 /¢IQ3N 10 8181 UOISNJUI BY | » qewnuwijswah pue 9/ y|d4N PIOH -

TSUONOEs] Paje[BI-UoISTjuT J04 ¢ 3pel

palinbai s1jusuwisnipe asop ou :S3Jy Jayio |je 104

sasop Juenbasgns 03 Joud uoneoipaweld J8pISUo) .

JojebnseAul ay; jo

UORBIOSIP 8Y) 1B pIepue)s [euonmuisul Jad pals)siuiupe
aq Aew saulWESIYUL Jo/pue usydoulwe)ady .

JUBA® 8 JO uolNjos8l

iun paydnusiul Ajueiodwa) 10 %0GAq paseasnap og
Aew qewnwjawaly J0 98/ ¥|QJIN J0 8Bl UoISNJUI BY |«

"SUCNOES] POIE[RI-UOISTIUl 10 SUON | epel9

SUBSTITUTE SHEET (RULE 26)

SjusAg ;U0 IV p SV Aansg

VOl ©ld




11/41

-9|qeydecoe si payioads SeluBIBLII} BY) Ul JBUUBW SIY) Ul pabeuew sy Jo uonnjosay ‘(seiyjedounoopus Joj Adeisay) Jusiuaoe|dal suoWIOY JO/pue) SUoedIpaLl
aAissaiddnsounwiw Jo uonessiulwpe aiinbas Aew s3yii Jo Juswabeuely , “[euou Jo jiuwlf Jaddn = N |JUBAS 8SIBADE PAJB|RI-BUNWWII = JyII JUSAS 8SIAPE = JY

gewnuiIjawaL pue 9g/¥IIN anunuoosiq

qewnwijawa.) pue 9¢/IaJW Snupuoosiq

v 9peig

gewnwijpwas
pue 9e/yIQ3IN 2nuUOISIp ‘asImIByI "9S0p PaINpayds
1X8U Je UOBSIUIWPE ewnwijawa pue 98/ ¢1a3n
awnsal ‘sAep 4|, UIYIM BUI[8SEq IO | 9pRIS) S 0] BA|0S8)
10 sAep J UIyIMm Z apeisy s 0) apeiBumop Jey) sy 404

auljeseq Jo | epeio

S 0] UOIN|OS3! JUN GBUINLIBWR.) PUE 9¢/ ¥I3IN PIOH
:$3y Jay1o ||e Jo4

gewnuIjsLal) pUe 9¢/ 413N 8nuuoosiq

qeLnuUIeweL PUB 9g/ pigN Bnuucosiq
TSIV BUI0 B 104
Gewnwijawa.) pue 9¢/yIGIW aNURU0OSIp ‘NN x G < UIGNAIq [B10} Uj SUOeARIS 104«
ewNWI[BWAaL) PUB 98/ vl 8NUIUOISIP ‘8SIMIBYI() "9S0p PajnNpayos Jxsu
18 UOIBSIUILUPE GBLNWI[BWS.) PUB 98/ FIQIN BWNSal ‘SABP 4| UIYIM 8UIIaSE] 0 | 8peID) S

0] 90881 40 shep 2 uyim (NN x £>) ZopeIo s
0} apeJBumop SUCEASIS J "8UII9SB] 10 | SpeI9 S

0} UON|OSAI [HUN GRWINULIOWAI) PUE 9¢/HIATN PIOY ‘NN x G S UIGNJIIG [210) Ul SUOBASIR J04
TG Tefo] UT SUOeRsfs 107
qelnwIjBWa) pue 9g /13N enuiuoosIp ‘NN x § < SSSBUILBSUR Ul SUCIBASIS J04  «
gewnwijswasn
PUB g€/ %I SNUIUOISIP ‘BSIMIBYIQ) "8SOP PBINPaYS 1X8U 1B UONRLSIUIWPE qelunluljaws.)
PUB g€/ I3 Swinsal ‘sAep | UIYJIM BUI|8SEQ IO | BPRIS) S 0] 8A|0S8. 10 SABP / UIYIM Z 8pRID S
0} 5peIBUMOP SUOIJRASIS J] "BUI[8SE( IO | 9pRID S
0} UOIIN|OS8. [JUN GeLNWiBLWS. pue 9¢/vIAIN PIOY ‘NN x 8 S SBSBUILBSUBY Ul SUCIBASIS 04 »
SSSEU[IWESUET] UT SUOREAS[S 104
gewnuwisway)
pUB 9¢ /%I BNUIUOISIP ‘SABP OF UIYIIM OO0 JOU S80P BUI[9SE] JO |, 8pBIS) S 0} UOIIN|0Sal Jj
9UI|9SBq JO | 8pRID) S 0] UORN|0SA [JUN GRWNWIBWS.] PUB 98/ ¥IATIN PIOH  »
ST OID0[0TBWIBp 104

9s0p pajnpayos
1X8U 1B UONB.ASIUILUPE (BWNUI[BWSS) PUB 98/ I Slinsal ‘pajjonucd | Ayjedourioopus usyp
gewnuwijpway pue 9¢/yIG3N PIOH  «

€ 9pes9

SUBSTITUTE SHEET (RULE 26)

SJusAg Byi0 I

VTS

dol 9l1d



12/41

suoiesyipow Yim |} 1S193y Buisn syeam g Alans eusiuo asuodsal Arewld °| BLIBJIY) asuodsay
¥oam | AioAT :z|-1 ok ¢
syoom z-| AieAg :g-z 8ok 7
syeem 7 10} Apjesp 11 8john °L sjuswIssassy Ajojes
AdNid ‘fAosusbounwwi ‘Aiaoe Jownyjuy Aiepuodss -z
ajjoid Aiajes ayy pue LN ey} Buipesoxa jo aoussqe
ay} ul jusbe yoes 1o} asop paulap-ooojoid 1saybiy Jo gL Aewud | 9A09[q0
SHOY0Y) pajeal | -aid pue aaleN Adessyjounwiw] 'z
Aojoeley/pasdejay BYTOSN 2leISela|y Jo 8|qejoasalun paoueApy AjesoT 'L
‘uoisuedx3
anieN Adessyjounwiw] 'z
Aiojoeley/pasdeisy BYTOSN lEISEIS| J0 8|gejoasalun paoueApy AjjesoT 'L
uope|eosy Anaiby3 Aoy
eLsu) Apnig Asy
0l Gl g
€ Gl 24
€ 0l qg
| Gl eg
| 0l |74
| € Bl
$8S0p € X MZLD pue
$8S0p 9X MPD qewnuijgwiai] $9S0p ¢ X 9€.¥I03IN Hoyo)

L1 Ol

SUBSTITUTE SHEET (RULE 26)



13/41

syeam ¢ Alans = MHD

Juswjjoiug
8¢C/Y 10 YoM 8¢/Y 10 YoM pauue|d
Hoyo) IXeN
(Woyoo (1oyo9
Joud ul 3y auo oy | Joud Ul 3y 8uo 0} (shep)
skep gz anp papuaxa) oG | anp pepusixa) 9¢ 8¢ oG ous P
(joo004d) g7 (joo0j01d) g7 polied 11d
¥19849¢ vlgedpl pluer/y E€LAON/O pajjoiu Ajjny Woyoo
¢ € 4 0 Jusuwieal; uo syoalgng
(06/L) 4493 SVl
bs-UON-¢ ‘bs-UON-Z ‘bS-| bs-UON-¢ ‘bs-UON-Z *bS-] Jown|
€T g6y e'e'y Al S5UIT JO ON
Y182 J0 %e8 M ¢ € ¢ € pajjolus sjoslgng
MPO MPO MPO MPO MPO
(L) By/bw ¢ (1) By/6w ¢ (L) By/bw | (L) Bx/6w | (L) Byy/Bus |
(W) ByBwgy | (W) ByBwor | (W)BybwgL | (W)ByBwol | (W) Bybwe
Bf qg eg |74 el
Joyod

1§0-1n0 %10 ‘€7 udy
MPOD BDTOSN Ul (1) qewnwijswal ] pue () 9¢/#1a3N

¢l Old

SUBSTITUTE SHEET (RULE 26)



14/21

9/ %y 3V

| 0 sl 0 DIy
0 0 <) 0 )
¥9IED
) | N 0 e
v
l € Z ) palE[a
) 0 l ) S EV
l ! < ! avs
v
‘ ‘ + 0 ¥9/e9 Auy
(N)
Z ¢ ¢ ¢ v Koy
( 82 d03m papess)
e=N e=N €=N €=N £=N
(L) By/bw ¢ (L) By/bw ¢ (L) By/Bw | (L) By/Bw | (L) By/Bw |
() By/bw G| () By/Bui g (W) Bx/bw G| (W) BB o (W) Bx/Bw ¢
ey qe Bg Bz el

Hoyoo

1§0-1N0 1,02 ‘e udy

S, 3V Pejelsy

MPO (L) qewnuwijswal] pue (W) 9¢.vIQaN

€l Old

SUBSTITUTE SHEET (RULE 26)



15/41

Tumor Size Change from Baseline
(First Four Cohorts)

100 -
s
@ 50-
=
3
£ 0 s——i:l
=
S -50- \\,
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&)

-100 - T T T | | I

i
4 6 8 10 12 14 16
Time (weeks)

—e— 1 MG/KG TREME + 3 MG/KG MEDI4736

—e— 1 MG/KG TREME + 10 MG/KG MEDI4736
—o— 1 MG/KG TREME + 15 MG/KG MEDI4736
—o— 3 MG/KG TREME + 10 MG/KG MEDI4736

n-In = 5/11

T T 1
18 20 22 24

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 MEDI4736

4

/" 15 mglkg Q4W MEDI4736

sPDL1 Concentrations (pg/mL)

BLQ (<67.1 pg/mL)

0| 28 56 84 112 140168 196 224 252 280 308 336 364 392
EOI 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 mglkg Q2W
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CD4 Ki67+ and CD8_Ki67 proliferating cells: All MEDI4736 doses
combined
2000 CD4_Ki67
© —¢= CP1108 MEDI4736
2 1750+ —*— MEDI4736, Treme 1 mg/kg
3 15001 &} —*— MEDI4736, Treme 3 mglkg
o i ~®= MEDI4736, Treme 10 mg/kg
S 1250 /|
@ i
S, F 10001 %
5= 7507
g 5001/ A\
D H
o 2501}
0
CD8_Ki67
1750 1
@ . -®- CP1108 MEDI4736
= 1500 1 —e— MEDI4736, Treme 1 mg/kg
S —e— MEDI4736, Treme 3 mg/kg
Dg = 1250 1 ---e--- MEDI4736, Treme 10 mg/kg
O L ]
g(’g' 1000
& 8 7501
S=
)= 500 1
S
L 250 1

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

3007
250
200+

combined

CD4_ICOS
—*— CP1108 MEDI4736
—*— MEDI4736, Treme 1 mg/kg
~® - MEDI4736, Treme 3 mg/kg
= MEDI4736, Treme 10 mg/kg

450~
400+

[F%] [F8)
i
[a»)
i

(Mean+SEM)
) )
= 88

150+
100
501

Percent Change from Baseline

CD4_HLADR

—e— CP1108 MEDI4736

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

--&-- MEDI4736, Treme 10 mg/kg

-50

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

(Mean+SEM)

Percent Change from Baseline

500 -
450 -
4004 %
301 |\
00/ \
2504 [\
200 /
(R [ S BN
w0/ 1 N 4 = .
504 A § g T T~
e e —E
50 -
10 20 30 40 50 6 70 80 90
Day

—*— CP1108 MEDI4736
—*— MEDI4736, Treme 1 mg/kg
- % MEDI4736, Treme 3 mg/kg

== MEDI4736, Treme 10 mg/kg
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

T reg
1757
150 1
1251

(meantSEM)

Percent Change from Baseline

—*— CP1108 MEDI4736

—*— MEDI4736, Treme 1 mg/kg
~®- MEDI4736, Treme 3 mg/kg
—®-= MEDI4736, Treme 10 mg/kg

o Treme dose-dependent increase in Treg cells*
*CD25hi CD127l0 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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FIG. 35

Best Change in Tumor Size from Baseline

BN

M3 Q4W/T1

2 M10 Q4W/T1
N M15 Q4W/T1
M M10 Q4W/T3

M20 Q4W/T1
B M15Q4W/T3
B M15Q4WIT10

M20 Q4WIT3
8 M10 Q2WIT1
B M10 Q2W/T3

z

39/41

IRy
Z

100 4 g

|
o
T

(o) auljeseg wol abuey? 1sag

SUBSTITUTE SHEET (RULE 26)

-100



FIG. 36

Best Change in Tumor size from Baseline
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FIG. 37

Duration of Follow-up
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