WO 2017/127664

4

CDR3

@
my

1

ey

4

v
da

TS
COR3

P
1/

LR
[P

25

s
R
S
e Do
By O
R

P
HEALA

px
i

wpprngnann
faes

PCT/US2017/014311

1/29

WA RGN
[ W
owe hAty
S B
B3 I
2 R
. (AN
N ™ O
L WL
N &
> 3
A
3l ' H
R N I
5 § B o
L3 o § I
&8 oot 3 R
PR N 3 i
RUE §N § by
[xg i ey ¢ H
N N i a8 !
Sy o OR =1
Wi ﬂ H oy
N oy
SV (&) N
PR ]
e oA Ly
A IR oW i
L I T N L2
[ 3
S S =
Rl = .
3 s i w0y =
N DO D &
5 L4
X Lo B
L i R
S BB
P eant
¥ " ALY
&y B &
- B
=8 = R
P 1 R
SRR =T
GRS &
=0 ]
Py WY
=
] Ry
S o3
ke w3

B i &3

- 0 g T
oA B N

P fa e 3
[ h
T T £ AR

v W F
v N Yo

S VR

& N N

N v

= [N

o R

k=4 Y S5 W Wy oWy
W . [N
Lo . R
e Ny o Y Fa
i3 3 ha Y g
N e [N o

(A

s

2
N 5 \‘»\‘; &
i <
o o
. i
o 3
R 3
D 0y £3
PN

WoRn W
S
R
g g LG
FECT
OO
o oW R
RS :
L& AL AR 3
O g [N
[ s
Pl oS
(L ¥
& P . Rw
N
FRCTIN SRR O
§ v s
e B
e N
= o 5
N fi
0 A
0
W o [
= -y w3
s WY
RS S
he f]
L3 B
5
=
L
AR ]
O
B
RG]
=3
o & &y
g 30 N
Y o
o Tt
R 8
P -
3
SUNEN
ol o
RO N
§3 8 I
N TN
Mo W
[
AN I
s -
fd Wi o4
A
)

N

N

oo

SUBSTITUTE SHEET (RULE 26)



WO 2017/127664 PCT/US2017/014311

2/29

| | %
i i S »
N %,
%
jedescannadianend S las é&
(R @
[l b ij
b,
%
AN
i“\:

¥ H ¥ v H H 1 N ¥ v
O 2 (] =¥ N e [ee) 883 =¥ O fen
o o R &3 S L) =

SUBSTITUTE SHEET (RULE 26)



PCT/US2017/014311

WO 2017/127664

3/29

e

Tl
—~

ay

]

Lt 2129

SEAO L Teud

AV Fo 12
et

P Fete st

P ¥ ]

[ T
ke R
Blr-idda
[ R E
Gioil-isa
A Y
O3l 143
EbdCl-tada
RO -L

1

SUBSTITUTE SHEET (RULE 26)



WO 2017/127664

¥ 403
LN
Grs e

f

5§
7

PCT/US2017/014311
4/29

qm.lt"n-miitlh R R S HEH

s

:.h:?H !!! R R R R R R EHEER

.:‘; ),
— . %

-------

gy R

b H v v ¥
L] W N 5 R W3
o - o

SUBSTITUTE SHEET (RULE 26)



PCT/US2017/014311

WO 2017/127664

5/29

g "ol

{slowy -

mmmmw mmww mmww mmmmw mmm mmm D 002 & Ol GO8L DO¥L D0ZF G001 009 008 O0F 07 0 OF
i i : s m : i i H ] ] m .
{ A

-y ARV B A =

f Y 4
(5 I | W % y Y
. - 1 -, NS TR O B RS
s e o e e e (3 ., oo - Fooe | 0
b - ST oY TS
", B S Sk & g N RS s ,.
s ! B Y.&Aﬁwﬁﬂ%« wav g ,‘me - {311 ,M xgww A3 /uu..._w\q.mw <& i
»..» i ﬂur&. .x\ A ﬁ...!w..vq Py x‘mﬂ . ...( 3 7
% E w o
Y 7

w..k e YL mw | - {1FL ’
pEEeLNg DLk = D O | ey wwm AR RS B gt ’
+ B2l L e + Eip iy

un ssuodssy

SUBSTITUTE SHEET (RULE 26)



PCT/US2017/014311
6/29

WO 2017/127664

G "£3) Y5 O R 503 8 SOFG T OCOED § &%) | P 1 SEL | 41D | 2060 | 9lon Y
g5} 1l 453 fik i G551 A 157 il 2011 71 995 BEL 18g {argea} By
GEB3 V050 | 8107 § %euu o} DESh §ovEes b oSbmy b gz ez oawer Foomn |ooo 2 {5 a3} 8%y
Bl 1gy | BLE 270 B 3 B R AN B N BT 3hb 15L | 5¥R L1y 54y B0y
oz, N 805 G ooz 07 A A 20t i 504 0L (v} 1 0073 084
BAE L EOGT 1 BYRL P TH0L | BAGL | 77l | 598 | vhet | ©8LL § LaB | weE | e g Vel BRI O
OO0% 1 U0OZ | 0005 P C0O% | UOBS | G005 | OODG | OUUS | GO0% § Oen | DOUS | GhOG © DUOS 1 (i onEmmisit
VOL | ChADE | DPdOL | fedidl | Gt | pdol T B {0y wE 8ie i LE 7oy RUICHS
DR F -RMMT f -LMNT | M3 | i3 |o-ruyg bl bl | oormm | etaus | ooau | s | ey

I e
(5] sy Qo 9% 09 6100 Oov G0F 097 GGy 5 dnic L2 ]
— L0 i
e D il
y Bt WA
T 05 /i 3 m..
T L A wilie
Podl-bues MOGE B3] -iaingy M
00y GOE 90T 90V 0 O0L O0F 0O O0Z 00RO 00LT OO OOF OOZ 0L § 40 ww O0F DOT O07 0Dt O OOk
¥ rnﬁW! N 2, 5 u . i1 2 E i m -
; m ; ,mw Pt amw - i,.w
i 5 R i
o =" 1R 3
g B . 1 i 3
TR REYE e SRS AL Ghefil i 08 B M @m m
JBP OOE GOZ G0y 0 G0 00K OOE 00T U0V 0 0D 0OV 00C 007 00 @ ok m
o
& . — ”@ ; —— o i T
R -l NN ey mmm =
A i3
! fr\\ U
Sl aue 0L FEE- g V0L
e 00F 0L D02 COL 0 00h  Ohb 00F 02 O0F G 0Dl
um.u £} 1] 2 Ll rumf.{ £ 1 3 k3 3 QNI
= " .
Gl ma
74 ;m\m
o L T b
& . s
AR RROE R B0-1Hyg e Loty U

SUBSTITUTE SHEET (RULE 26)



WO 2017/127664

7/29

oy ofr

PCT/US2017/014311

g

Lt

i NN

e

Ry

R
o
o

e
e

SRS AR i

T A A A e S L YTy
fe o) [ f & o fons
O3 W N pa o W2

vapr

s \\\

R S

o
o
Tl
e

N

L AR
=

IR S\N
R .
R o
-
o] aane
[ L 1 T T T . . N
o e S ey ey &5 o T -
: ‘ N o L Y o
L2 o« (O] Ond L3 Q&2 e
-~ o~
e
T
: o
® (A ¢
i cady :

vy
o
T e

Tegelisy

.
4
[

Ly
—

)
Lee]

P

o

SUBSTITUTE SHEET (RULE 26)

D

®
D S
\\k\

oy

0
NN
BN



PCT/US2017/014311
8/29

WO 2017/127664

Fi

X
i
&
<t
L}
&

R 215
AL 351234
(AN S
ehdOi- el

fedl- L
VETHIY O

72t v iy - P,
3y ‘“\ i Iy iy v s U '
% » &3 't we A ’
(e d fiy Ll 24y 12 AT Y
1 " Z
H 1] I I3 H A Pl
: H H 7 : ! H
J ; H 4 H 1 ’

H}
.
T

S S

H H
v
i
s S
% 7
‘4 1
Y4
5
SO T S
K ’
P
t 7
'
9.5
o
W
7
% £ L
£ -t e
% LY A

SUBSTITUTE SHEET (RULE 26)



WO 2017/127664 PCT/US2017/014311
9/29

0 o0
b ~ [ 33 Q 3 3
H e St [ae £ o3 Wy
o O [N W o2 ™
' i N ;
{

ERRL-TOP4D

&
- %
o
e
S
§ e
2 3 o

FEE s ATy
aies ATV
scinh :’4"-.. F

AL

N fitag
& B

a2

I}
Lane B nRORLECDHS
Lang 4: nRORECDHIS

Lane 1. KEGZ-hRO
2K

Lan

SUBSTITUTE SHEET (RULE 26)



PCT/US2017/014311

WO 2017/127664

10/29

GELEDD

e stiings A
O o A
EYUOLNYY e
S0 eeE e
A Y T
SOE- LT e
POE-LHEE e

0SS e
AV ¥ 25 Qo
Lo LHNE e
COFLHng -
ple-ividg %
BE-iEdd -m
VOE-LuHE e

0L "9id

uyfiul uoRIUEOUGT

o Bunpon

-G

Leiiyy Hugron

-1

{1 OBY) BOURGIOSGY

(U 0gY) enuemineny

SUBSTITUTE SHEET (RULE 26)



PCT/US2017/014311

WO 2017/127664

11/29

JIVIE

MO-NG3-MNG

peopied oMoy =

ey pasiEniuos
Ayyemisenads-ay

FATUSR ¥ BEELIOY

{4 10 ¢ Ajgeangaart T < u)
wnEBLpow apndesd
SUEDALE LA WEROG

Yila
&
Appiyun padiey
D04 K] Ay RIS

& £y

% Fou

»\,.Wma 5 Hrenn,

m.,wwmw« LI RTINS B 10 )

SUBSTITUTE SHEET (RULE 26)



PCT/US2017/014311
12/29

WO 2017/127664

2 "oild

Lg0v8 (NG S00107
990, | (NGEOCR0eHua L065E NSO L0y
E0vl NS0 Z0P- 18X TR | OGSO ving LN
5 16%E ARASD 3 Y EvE PGSO
35841 NNESS2vE £ 4oy NHESETYE
{jusbu} ary Y LHOE (i Usry ST LHOR-INER
Yl DS ey P s Ty
glb yOL pOb 2OL 0L 0L .8 gok p0b gL 200 0B 0L 0
{s-addoe) & {3redAos) [0y o : Lk
Csatmsl) DNg-0LoY o oy = VA0S (DL . o
FNG-SEEH0 - L AT - OV FING S0 EpH0 L HYE - w N g0
PN GEr S0V LHEY B E NAGEZLE ﬂ/mf@w .
ANASZIY OV HdGHTYT £ % g
NHNdSO-292 o ¢ z e 0L E
- ) - .
i DI

&

{1} Apgen yeg

SUBSTITUTE SHEET (RULE 26)



PCT/US2017/014311

WO 2017/127664

13/29

2L "5id
g4 Shr-LHEK
LT Zi
vEaY bia
e (4:14
i ) e
0% o3 LR R

WS RO DTy
I 1 <t U T

-8

(M 2020 L uEd 8-
NNaS-7LY -G
NNd-SO-Lbe -1
PN SE-2Ye -0

468

g
01X
5 D1XZ

OB

GO

{11} Auicesa ey

SUBSTITUTE SHEET (RULE 26)



PCT/US2017/014311
14/29

WO 2017/127664

LI R i s “OUGG TR
Gasy AN I, TR P, TR TRRY R TR
L TR A : : : g
.MBW Oina7 | UEunZnEe
= G ] o, @
5 5y | LHOME oo S
&y =
2 169 &
(b GAEN 20y 18BN 8- W M
NS ZLE - TR e
NG GEEYE B =

fNdGErsRlL ~O- O

71| ZopiuEy 3 ‘
s TRIGT Ty
o 21y i .
¢Ob 0L gl 20 B p0b 0
“\“ Falt .mww%.mw B 3 z @
< R Bl -t T
M.w freniing) i o
5 g b -olibal =
g e B
(MR Z0P- L HEY -2 57 =
D - i e, 0
MNE50-z1e o SR =
MM SErIvE & -

| Md-gErsRL -0 WRS:
4 ZunsEy

SUBSTITUTE SHEET (RULE 26)



PCT/US2017/014311

WO 2017/127664

15/29

41 94

BOR DERSLE- L e B
Qo pRIERI-EYETY ]
B DEPGNRRL L

§1 Aep

&.

s .
[143
: =
8 = m
= U
S =
E =
2 S 4
S0 SU JUSIBID JBUT 00 DEIESE U 50T IO UOIRBUSONOD RISSE
uoipedus oy shep
GE i 74 174
H ] ) 7
m m W
: !
Beeeee g
L
-
Ly -9
L S))...JM\,. w.:m
S i

(s
SR TTY JBG DSIBULIDGEID W RAMNG SEN0N

{juisBr) au02 Wwinies

JE80d

¢

BAAINS

ofiny

SUBSTITUTE SHEET (RULE 26)



WO 2017/127664

91 "5l

PCT/US2017/014311

N

14
i)
I
2, b
%,
b,
oyl
7l
‘\\

RO

)
Y
%
%%
£ 3
it -]
iy 5
e rrrrrrererirece 2 =)
: “ % % % P
{ %% (2]
1 ey
i «\w«\\ 7
Y \m
7

7
Y Yo 7

v
o)
O

Y

s
oot

- ha
tgs B b Lok oned

- Gond ok
3
&,
5
- 030 O
R £ Mw
S
S
—

reeey

",
%
y
%
3
h
1 PR
& v 1
& s
% f)
1 el
: foud
1 =5
; &
4
"
.m. Iy ,.\ﬁ
, - Qm\ LRt~
% " <
Po...... P ;s P -
.1..\\\\.:.\\\ei.\\\\.:.\\?.m“\vﬁ\\‘w\m Ypif
(k)
Y
“ra ~

\

¢
S

&

¥

SUBSTITUTE SHEET (RULE 26)



WO 2017/127664

17/29

o
1

.""
i

&
M

R

3

/Ir%

R

1 ? !
Wy ] =2
o foa)
— —
x w0
o A

{

SUBSTITUTE SHEET (RULE 26)

T} AgeIA 180

P
ot

o

4
l
7

PCT/US2017/014311

P
:

&
e
&8
T

R

N
e



WO 2017/127664

N H
s ot

18/29

H
i
N
;
;
;
;
i
i
i

H

brwvravees

il

JReeereset

et

%,

i,

iy
Gk

N

BN

e
s

-
N

%
7
’,

N

.
et

pte)

Ay

N

PCT/US2017/014311

Fiz. 18

<o

3
4]

£
o

Y

©$3

o B O P B oy T e B
A 1

e

- "

7
s
5

SUBSTITUTE SHEET (RULE 26)

\}\ ¥ - &
& W
R A
\@&E N
LY E\
%
8
Eww SUIN0A JoWN | ol %LUHEOA JGLUE‘E_L



PCT/US2017/014311

WO 2017/127664

19/29

61 "ol

(ol ) NG SSr PO LS B
{30 MG SEr D iug, -8 -

(o] ) NN SEr T L MEY
() OGS Z0p- LY -8 -

7l ;
PSS NS g _— W\
20
@. aaaaaaaaaaaaaaaaaaaaaaaaaaa m
= LI SO
&
2
_ = “

’ &ﬁéﬁw £y3

{jui/Brl) wnisg Ul Uoljeusuo

(JuiyBrl) wnieg i uoljeRuaIue?)

SUBSTITUTE SHEET (RULE 26)



WO 2017/127664 PCT/US2017/014311
20/29

e RLY
o™
4
e 00
o
e 03
- S
B o
- LY w
H o5 = e
2 g A
IR
g & bl
L&) TS S
=0 G P
o [T
& o9
A A
e o o
.......... m m m
< EL
3 e B
3
&
E
E
FIATT TR I I R R ~
& = = &

{jwiBu) wnusg Ul uotegUBOUDD

SUBSTITUTE SHEET (RULE 26)



WO 2017/127664 PCT/US2017/014311
21/29

RO
7

LBy AXD

2071 B8

bP5 d¥d

g8 J¥d

Fliz, 27

gL odXd

it

Z-HUNSEY

SUBSTITUTE SHEET (RULE 26)



PCT/US2017/014311

WO 2017/127664

22/29

UOREZILDURS 18R sAB0
354 e

UDERZALODUE e w@ﬁ
Vg S {7

A

Byt )
(RS By o
HIEEA -

oG i

Q

g

31@\%%:@»@: Tty Jﬁﬂﬁw\

@.\ﬁ\ \s&\ \
e \

\m (T}
mmw‘m%\mﬁwmx o

ZLih d¥dd

- %@a&w\
- 006

- (0
- 5L
-~ (002
- (052

fow
SWNIOA Jow

i

L say

f
i

- G

- DL

1

o]
BLINJOA Joun | 'Sy

¢o 2id

mw

e
e

A9 T o 00

{43
- {33

H
L
o3

{2

-

¥ o 0007

- (i

\m

[gu.sm
THOA I S0y

J&\q
&

a8l

UEHBZIUORURS JBYE BARYT
i &

smrsgw\ mm ;_ Sy

HBUBA —a- . (7

LOHEZRUG IR iR Shen
g Ha 74

&
/ \@\ . A B
/g gy o
& oLz e
255G 4%

-~ {135

- 000t
-G 22
- 07

- THIGE,

RN
SWNEA ;owﬁ 1 say

SUBSTITUTE SHEET (RULE 26)



WO 2017/127664 PCT/US2017/014311
23/29

o

v

B mbls
7

e
e
5
¥
3
(XN
hay
r
5 o
o] [N
PRSI
&) S
R N
ey Sa
N (o]

[

PR3

<.

K
CEl

¥

L

FR3

£

COR2

FiG. 23

w2

o o
.
R
v R
pes)
By &
AR
g
@ 35
Ay =
.
o w4
g ey
N
wl
o
. N S Y
o R L he
"y e ot &
£ &3
e w3 ey
[ &y ]
= s 3
N = fad
A 4 L W
N
et aed
o~ g
wR N
- e

SUBSTITUTE SHEET (RULE 26)



PCT/US2017/014311

WO 2017/127664

24/29

v g% 501 659 008 52 205 A
ot w2 i 5136 508 SR ATATT
e e 96 518 youg L TOrL g
5E PEE bid G1ig 0zig HEOv-LaEKY
vz 8% a2t 5078 0214 B2t HEK
£t 5% 64 598 909 20
Vs %G 45 oE e L 209X
v 154 9t 59 w0 L, 20X
oD 03

IS 71,

RIS (T

SUBSTITUTE SHEET (RULE 26)



PCT/US2017/014311

WO 2017/127664

25/29

G2 "4

(ifed-GEr-sRIL

(bl STr90-20- LT
EPA-TTr BT LT
Fibed G 2 | -Z0- L MY
FNe GEr G LBl L HEH Y
(N S S ER RNy
DG T2 E iy
TRt e ¥ g

125 M 5E-GRUNTRIAR |
556 Pl BEr 9T Z0F LY EX
ar FINBE6 20t LMY
504 PRS- £5 2L HEXMY
3904 P ST SRS
79 P55 8200 LTS
F96 (555200 LR TR
FiLE (i GEZ0b-L
g BB DY

FERELEOS

RTINS Ty
mnmw i

BP0 Y 4568

o092

0L

gl

A RO

() A

SUBSTITUTE SHEET (RULE 26)



WO 2017/127664 PCT/US2017/014311
26/29

o~
&
S,
TX,
] <
and o s

Fig, 26

@2 hen)
O Lo
e o]
o o

N
s
N =y )
da N
- N
i
ey >
& o N
o & N
; o

i SIS

] H N H ¥
OB & &3
b

o o
o3 >
Nt =
o O
= o -
& & =
)
G
o]
o
i
o L
& B
&3 §

KEG2IRORA

¥ 3 H 3
o o e e e
o9 o8 3 e o~
e

bRy
fEe]
w3
e
. e
3 4“\%. a® A
] & &
3 e
d = -~
& o
o w3
3y
Al oy
e h\};
[
Y
. H L3
ey 3 :
B i
NN S
LY S
A St °
o S e § Y ? H ¥
S QN [5] <& ~ o o o~ -
oW s oy SR oy O oy o3
T i 2 &3 Lo = o8
N & =

RO ERsY (%) 154 ayadg

B\

RUeAg

SUBSTITUTE SHEET (RULE 26)



PCT/US2017/014311

WO 2017/127664
27129

Fic. 27

ﬁﬁ

7
¥

1-A2-CAR "sh

1

XBR

W
Hpovener

{
N
{
K
X 0§
\\
AN
Ay
LY
kY
\\
) ¥ ¥ ¥
feae] b P oy Ly
22 LS -y Tl

CFSE

) 3 !
oW ]
F & N

.
SjeAT ’ o
(%) siA| oyiosds

SUBSTITUTE SHEET (RULE 26)



PCT/US2017/014311

WO 2017/127664

28/29

BRI
aaiEed pug aapebau
v Buoge sy Bupuy
izt g0 Auiryg

53515 Danpsiing
DEIRDEA,

S TANIIE

I

BHYy Buipuig
AsBuiisig

8
®

RPRY

SO
B8

N
N

FRRTEREBEDD:
S

Zrtotassetaias s

BT G Sl

it

SIS SIIBBBRRS

BHO CBT MIH
ug pesseudus supposd sussqisws e

Buiposus SYROD UBNY 900 1o Aviny

O

p-Euehy paBel gz
L~ ey il o7

SUBSTITUTE SHEET (RULE 26)



WO 2017/127664

8 g

e &0 &
o N >
s X i
Y X £y
e b o' &
mO W Q
8§ § &
- iy
feaniy O \&E\\w
Fo
a
©
&
oy}
S Y
W X
8 a8
oS
SNHEN
N
W
W
&
AN
R
K\\\\§
R
,t\\\~
Ry
Ny
RNy "
[ S
=, w,‘®
o0k X
s N W o i o
£ R P
SR Wt
N s
i o
. N N >

SN
N o

§ :
LS

i

S
;N
IR
f&:\\\f
o
=
-
;:{\\-
“
N
g
R
&
N ET
—~y o
5
% 8
\\\& %3
Ml R
&9
S

Haria3
FLGRIE
./,é/ﬁﬁ//////ﬂ. F ﬁ % ﬁzﬁ-‘

s

g
&
s
i
N

¥
o

£

7

¥
3
&
8
wp:_g"

oo
7
@
S
8
=
W
8
5
&
o

A
&
oy
&
Ko

£
&

B

secondary antibody alone

- LR

tar

j

el F L2 A,

2 ygfml. rifuximab bioshn

SUBSTITUTE SHEET (RULE 26)

PCT/US2017/014311

e e s o
S e, Al
NSRS




