WO 2017/149538

Survival Probability

1.0

0.8

0.6

04

4.2

0.0

1/28

PCT/IL2017/050256

f

High expression

! { f ! !
20 40 80 80 100

Time in Month

FIGURE 1A

120



WO 2017/149538

Survival Probabifity

1.0

0B

06

0.4

0.2

0.0

2/28

PCT/IL2017/050256

20

f

High expression

Low expression

]
43

Time in Month

FIGURE 1B

T
60



Survival probability

WO 2017/149538

PCT/IL2017/050256

3/28

NN

64

R

2y

Low expression

e

Sfieing &

f

High expression

T

Time in month

FIGURE 1C



PCT/IL2017/050256

WO 2017/149538

[eusis
YOI

|eusis
UDIBAIDY

1i-Qd

1-ad

¢ H4NDIH

119D Jown}

119D

C-UiBISN HAd

+l

TINVYNG 1011

aunwwyj

103d9294-54



PCT/IL2017/050256

WO 2017/149538

d¢ H4NOIH

H-¥14
T T T« A

24-1I911
\ 0g
YA NUY+94-1IDIL -0y
~
y q¢ Fd4NDI4
H-714
oL o0 00 0 0
0
6 o
/ 6l
=
24-11911 \ ez~
- 18

YAd IUY+24-119IL

D¢ HANODIH
H114
R
e
o
34-1I19I11 he m
Le ™
Lb
HAd NUY+24-11D]1
V¢ ANODIH
H-¥14 |
o o 0 o O
| . g
_ 6
7 In=
| 2
\ hd ./ I 3
\ \ i ¥

34-119I1L
YAd IUY+24-119IL



s w8 & 2 = °

Bupnl oyioeds



WO 2017/149538 PCT/IL2017/050256

7/28

70 - $ ok o o

Specific Killing
LA
Lo

No anti-PVR 4E5  anti-PVR Erkitux {P.C)
4e5higGl

FIGURE 5



PCT/IL2017/050256

WO 2017/149538

d9 H4NOIH

H-¥+14 Uo_.wwwme
Ol oL o1 oL ]
¥ € < L G
| o L O 0L 0L 0l
, 0
\ mww me
¥Ad Uy ve pd / ze™
oy YAd huy
¢-UdaN huy 44
Z-UnIaN Nuy
N
N\
% g9 F4NOI4 V9 NDIH
H-1t14
H-+1d
oL oL 0L ot Ot 'L 0L 0L 0L Ol

C-UIYaN Uy

YAd Uy C-URISN huy YAd Uy



PCT/IL2017/050256

WO 2017/149538

9/28

dAd UV

H9 HINOIH

Z-UIBN Uy



PCT/IL2017/050256

WO 2017/149538

H9 H4NDIH

H-+1d
oL 0L

oL

dAd RUY Z-UI1I9N nuy
~
S 19 TINOIL
™ 09 FANOIA
H-+14
H-t"14
oL 0oL _oL oL oL LOb 0oL 0L 0oL Ol
0 O
y ya
k74 _‘m
Le \

M 8c UAd 1Y
YAd Uy ¢-UnilooN Uy

C-UIYaN Uy



PCT/IL2017/050256

WO 2017/149538

11/28

19 H4NOIH

i o Hvrd .
,L0L 0L oL Ot oL
o
9
ot vm
¥Ad BUY N\ s
N\
Z-undaN nuy
9 HINOIH
H-t1d
¢O L mO i NO L wG L QQ L
O
L
L
e
N Zi
¥Ad Uy

C-UIYaN Uy

LOL

e

—YNN

A9 HINOIH

H-+1d
oL Ot

oL

dAd UV

N

¢-UndaN nuy
19 H4NDIH
H-v1d
oL 0L oL

C-UIYaN Uy



PCT/IL2017/050256

WO 2017/149538

12/28

oL

09 HINDOIH

H-+"1d
-0t

Ot

oL

l\l;il”l““l

dAd Uy
N9 HINOIH
H-v"1d
oL 01 -0l LOL

dAd UV

C-Undap nuy

C-UIYaN Uy

»;

Q< N
D

N9 HINDIA

O

dAd UV

H-+"1d
-0l

N\
C-UIYaN Uy



PCT/IL2017/050256

WO 2017/149538

13/28

dL 94nNOId
H-t+"1d
+L cOF 0L JOL ok
. O
L
NNm
<€
A
YAd 1UE JUBIBHIP €
d. 4NOI4
H-¥1d
0 (01 01 0L 0

[

T
24-119IL HAd Uy

=]

DL HINDIH

ot

H-+1d
0l

C-UIYaN Uy

VL H4NDIH

H-v1d
LOL

Ol

N\

ol

¥ N O

N

dAd UV

-UNJaN Uy

0



WO 2017/149538 PCT/IL2017/050256

14/28

5B9

FL4-H
FIGURE 8A




WO 2017/149538 PCT/IL2017/050256

15/28

FIGURE 8B




PCT/IL2017/050256

WO 2017/149538

16/28

D8 HINDIH




WO 2017/149538 PCT/IL2017/050256

17/28

Anti hPVR mABs

hTIGIT -Fc

Om’-’Mq Bt |
10° 10’ 10° 10° 10"
Fl.4-H

FIGURE 9



WO 2017/149538 PCT/IL2017/050256

18/28

FL4-H

FL4-H
FIGURE 10B



WO 2017/149538 PCT/IL2017/050256

19/28

3.75ug/ml
\ 15pg/ml  7.5pug/ml

'{/ 30pg/ml

5
0 ‘
10° 10’ 10° 10° 10"
FL4-H
FIGURE 10C

10 10 10° 10° 10"
FL4-H
FIGURE 10D



WO 2017/149538 PCT/IL2017/050256

20/28

2.8 1
256 A

24

H

2.2

Proliferation
3

Fold Induction

oo
i

""" 18
16
14
1.2
NE N B

No mAb migG  PVR-4E5 PVR- 589 PD-1 CTLA-4 4EShlgGl

FIGURE 11



PCT/IL2017/050256

WO 2017/149538

21/28

H H 13 L] 1 1 T T ¥ 13 ¥ 1
N0 D ST N 60 0T N
on ™o N R I e T oo SR oo |

uoizesajjosd uoinpul pjo4

FIGURE 12



Fold induction proliferation

WO 2017/149538

4.5

3.75

2.25

1.5

22/28

PCT/IL2017/050256

0.75

FIGURE 13




WO 2017/149538 PCT/IL2017/050256

CD8/CD4 ratio

1.6

0.8

0.4

23/28

2 O N b3 ‘Qf:« Q I N \ ~
& Q«O@ (jx q\f@» g \\Q» q \f{j 6(\\\‘33 q@,@ &&\Gj
<0
& @
< Q ]

FIGURE 14



Fold induction degranulation

WO 2017/149538 PCT/IL2017/050256

24/28

3.8 1

3.55 A

w
W
3

305 4

g
00
3

™~

WA

w
i

s
[*8
1

208 A

=
o
1

1.58 A

ey
[753
I

1.05

A

ﬁi"' 1

NomAb PVR4ES  PYR5BY  PVR 7d4 PYR PVR PVR
4F5higGI 589Gl 7ddhigGl

o
o e

FIGURE 15



WO 2017/149538 PCT/IL2017/050256

25/28

7D4

* o

* &

(» )] ¥ L
<t - <
LN " NS
< w -
& >
- <
o &

-

£

L

<

E

o

!2

i I I I
A T S S
i Q o o

[EAIAINS 3A1lE]DY



PCT/IL2017/050256

WO 2017/149538

26/28

d91 H4NOIH

SIrW oW  gyw ON

1

eLEN

1

t

1

¥

0
0
90
80

'l
V1

JBAIAINS DAIIE|OY



PCT/IL2017/050256

WO 2017/149538

27/28

D91 HANDIH

G Ipud wm:,c n_qsoz

9T110H

%

i

0
A"
90
80

[

[BAIAINS DAIIR|DY



PCT/IL2017/050256

WO 2017/149538

28/28

yas

A9l H4NOIH

64954 S3pud

odjw  gqyw ON

* %k

vZ9-I°IN

% 3

A
7o
90
80

1
71

[EAIAING DAIIE|DY



