NADb

1/26

A I
|
_ 1
60 I
I A
| A
| A
1
|
40 | A
|
A 1 A
|
| R
|
20 : A A
1 A
| A £
i JAN
N { A
2 T\ A b
______ é —————-o—?ﬁ)-a—m—g"é——o——-é.a_
0 890 O@W o
! 6b o ® co0 o©°©° :
i I 1 H t T
5 10 20 50 100 200
ATI

FIG. 1

NADb_positive
o FALSE
A TRUE




NAb

2/26

|
A
|
- |
60 |
' a
| A
| A
|
|
40 I a
5 | 21 NAb_positive
4 I a o FALSE
' 3
: A TRUE
20 : A A
[ A8
| A A
{ A
N i 4
e e e e s oo o e e s oo o 4“__73__6#?__%_9.___
0] 3@@% o o & g °
! 0 o @ ?@cg ®o & : 6
T I 1 ¥ T T
5 10 20 50 100 200
ATI

FIG. 2




3/26

1.0
0.8
0.6 -

ddl

0.4

0.2

1.0

0.8

0.6

04

0.2

0.0

FPR

FIG. 3



¥ ‘Olid
ggpexsivy

wniag Juaied % Ho : lx....—_

G0 ST0 STO Si0 ST S}
p ’IIN

uogezeneu Aq
: >
b
1
GRWIXIYL TU/BT O

Pamo]|0} uonIppe Pqe
(pajenossiplaewxiyy Jw/bio A

(pajerossplgewixiyy; Tuybrige o

| | v.nmE_x__.E_ ..
aa1) 819dwooINO
0} sjdwes ojui payids
G 1LV

14-Xdl 331d %

4/26

UCHEIS0SSIP PISY
yum uogeaqiinby

XdI-14 Jo (wnuss %001 X4l
uf w/bn g'gL) bu ¥y

wnseg




S 'Old

ABojopoylatu Je|ius SMOJ0} X 4| JO Uooals(.

oSt 00 oloaly
aAIND pJepUB]S WO
: . Atou:o Hv uonejodsajul LG pouiuLIS}Op SUOHERIIUAIUOD UMOUMUL).
G/.'9 86°0
oom loajuo0d Huipeoj ggyexaly
FAALS ] 0L 0 aon ay} pue ggp-X I punogqun uay)} pue saxs|dwos Jajjews

Aq pamojjos “1say 93nje saxaidwon 1) v/eeb-Xl abe.

A.._ wy Dv _”.._ wy m—._“_ J3jaweled WNJ9s 9,Z Ul UWNjOd
1LV X4l uosn|oxa azis uo pajosful (38X dI)-qewxiu] pajeqe)
Auassaion|i yum pajesqjinba (Sumounun o spiepue)s)
1LV JO suonesuddsuod snouea Bujurejuoo sajdwieg.

5/26

{uiw) swyy uonnia
8t 9L ¥ ZL 0L 8 $ 4
1 1 1 1 °

ATV L
P T

xajdwo)
88P-Xdl/LLY

n

88v-X41 -0k
-2l

OF 60 ¢ [0 0 %0 YO €0 to 10 00
PUP IO PISNE tigiofaly

8ef-exaly




6/26

9 '9Iid
(sutw) awn)
9l i [4% 0L 8 9 14
L i 1 1 1 P 00 >mmw< Hh._—.—m
70 Ainqow
o O1dH
— i D ZE—
wneg v sted soxorduon c wu opg="%y
887 XdIfCEG-INL — s9r-XA1zes-aNL F90 ‘wu g16="2Y
88r-Xdl -
CEGdANL - N M«K

SHN — 88¥-Xdi °al]

+ X4l ﬁ + _._.<x




7126

wnJeg g jusped
88Y-X41/CEG-INL
88P-Xd!

CEG-INL

SHN

?EEV auny

w

L 94

m 14

D-4N1

3l

269-dNL 3243

0'0

Kessy Jiys

- Aiqon
- 91dH
soos | m—
8syxavzea-aNLl o0 ‘wiu gL6="2y

881Xl 8314

-8'0

-0}

A A




8/26

8 '9Id

W 051< 860> | | Bk AON
Tw/nN osi< 86°0> z iea [udy W/ 0SL< 86°0> 1 iBaA RO
W/n 051 < 960> | zieoauer 1021 860> | 1 1eap AInp
[TwBd] ejeq ["uyBri] ejeq
[winl 1Ly Xdl | uopoejion [wnl v Xd1 | uopoeyion
(sutw) awi}
¢l cl LL oL 6 8 YA 9
N ._mm> __LQ< i ] ] 1 1 g [ Q.c
Zles\ uep —
| JBSA AON — ¢ 0
Jea —
l A 100 10
| Jeap Anp —
88Y-Xdl/2eG-ANL — 90
ww.VIXH_ _ - saxajdwo)n
26G-4ANL — 881-XdI/Z€S-ANL =30
SHN === cinieons  ssvxai oo




9/26

paje|nojes

4N.L 834} JO 9% usy}

pue sajdwes |e jo esle
4N1 9914 woJj pejoeigns

x8|dwoo g8y XI/ZEGANL
Jo eale yead

6 Oid

qW/n oSk< 860> | zieap judy
/N oSL< 86°0> Z lea ) uep
W/ 0Sk< 86°0> | 1 1eoA AON
TWN 0Sh< 860> | 1 I1eaAPO
0z 96°0> | LiesAdinp
[TuyBri] apeq

[1uwn] ity Xdl | uoyosjion

S
: 0 & &
%..0 /.%@ . v@@ 00A eﬁ‘nv
-0¢C
-0V
-09
-08
-001

yead N1 9314 J0 %

pazijewsoN



10/26

0i "OId

Butpuig 4N Aue Buguaaaid ‘x4 0} Bulpulq |1y SWODISAC JOUUEBD

xa|dwod e} JO jans]

ﬁ' + @ + €——————sjan3| X4 YBiy ‘(ajdwies z sesx judy) Buiziennau Aja1a|dwos Jsow|e sawoaaq |1y SY

b

X4l lw/Bn 0z +z 1eeA|udy
X4 jw/bn Qg +z 1espuep
Xd| [w/Bn Qg +1 1esAAON

88Y-X41/2€6-INL
88y-XdI
2€S-4ANL

SHN

o}yead ZeG-4NL Ul 8sea108p |fews SMOUS ‘(z tesAuer) gy Buiziennasu-uou/qeN paxipy
sead
Z2ES-4N1 Ui 35B2103p Smoys pue x| u-payids o} spuig(| jessAoN) qy Buiziennau-uop

(suiw) s

€ <k 1L 0l 6 8 L 9
i 1 ] 1 1 1 ] °.°

{umoys |udy pue .90
AON Ajup) soxeidwon

-— 88Y-XITEG-ANL
2€G-dNL @314 88P-Xdi 934 L0'L

b



11/26

paje|noleo

dN.L 88} JO 9% usy)

pue ssjduwes |e Jo eale
4N 88l4 wol psjoengns

xa[dwoo 88+ Xd1/ZESANL
JO eale yeoad

qw/N oGL< 86°0> | zleoa ludy
w/NoSk< 860> | Zilespuer
w/n oSl < 86°0> | 1 1eSA AON

[uybr] ajeq
[winl 1Ly Xd1 | uopsafiod

LE O

yead 4N 89814 J0 9%

pazijeuwloN



ZL 9O

[04JU0D qVY
Buizijennau-uop :°4 '©6( uewny-nuy Nqgqey

(sunw) sy

12/26

2 tB| UewnH-juy Nqqey — coronucd c
88%-Xd1/2€G-4NL — el 190
88y-Xdl — :
26G-4ANL — c N xaionis 80
WIZ == ZeS-:INL 0844




13/26

wnilag 'sod |1y —
88Y-XdI/CEG-INL —
88Y-Xdl —
CEG-ANL —

SHN ---

£ o

(sutw) awn

|01u0D QY
Buizijesynou-uoN/geN PexIN (Wnies ‘sod |1V

:

88F-Xd| 8844

2e8-4N1 ead

saxajdwon
88r-XJITES-INL




viL '9oid

geN Ajuuyle Isyeam Jo Sso| Ul s)nsal
WInIag 8AISOd |1V Wolj |1 JO uoeayund

(sutw) awiny

S : ! : . : . Lo'o
s
ILV paynd — a
88Y-XdI/2EG-ANL = SO YAIEOINL
88-Xdl — c
2eG-ANL — S -8°0
SHN ---

2e6-3NL Id




15/26

peje|nojes

AN 8844 JO 9%, us}

pue ss|dwes |je Jo eale
4N1 9914 wouj pajoengns

xa]dwoo g8y X4I/ZES4ANL
1O edle yead

GOl

1 1 1 le

| 1
o O
§ 5

|
o
yeed 4N 0014 O 9

T J T T
o O O O
W O < N

-001

pezijew.JoN



16/26

PSlEINOIED 4NL
934} Jo 9%, usy) pue sajdwes
{le wouy pasesgns xajdwod

88YXdI/CESANL JO ESIE HESd

0G-22 SYHOOAA 2oueUBIUIBIA
$1-1 SHOIAA UONINPUY

9L '9id

9L 0b wL o¢ acLLol
zLst 60°LL 4 €110l
1441 9z'6l 14} geLiol
60°LL vi'9g yi VELLOL
[1wnl [pwyBrd] ai
1LV X4l #)93M | ajdweg

_IOOF

Jeed 4AN.L 8814 J0 %

pezijew.IoN



17/26

pajenoled 4N 994} O % uay}
pue so|dwes ||e Jo eale 4N L
2314 woJj pajorsgns xa|dwoo

88V XdI/ZEGANL JO ESJE Heed

05-2Z SYe9M 8aueUBiUIE|
y1-1 SHOOMN :UCHONPU|

LL "OIl4

09-

i g2 ve i 0 060501
SLob £9'G gv 86050
il uz e V60501
ruyn] (6] al
v X4l #)eom | aidweg

|°.vl
IQNI

0c
-0

-08
001

jedd ANL 891430 %

pazijeuwlIoN



18/26

pelenNoes 4N 8814 JO %, usyl
pue sgjdwies |[e JO eale N1
9914 WwoJj paoeligns xajdwos

881 X4I/ZEGINL JO Bale Xesd

0G-ZZ SYO8AA :eouBUUIBN
f1-1 SYIOAN :uoIONpU|

8L "9

¥ovs 801 ¥l 20€01
8LLL $6°0Z 08 €061
99Tk Ll vi S0GLL
85l o8 oF Lol
[uynl [rwyBr] ai
v Xt #)eom | ojdweg

Q Y
4 &Av
o0 &
K- //e N,
001 o.w.z nvzz zoz %o& A.fv ov.v/V
S & H W S & P
Il ! | f f 1 1 le
Ic.v_l
IQNI

-0
B oz
-0
-09
-08
-001

yead N1 821430 %

pazijeuwlloN



19/26

8

10 12
Time (mins)

14

FIG. 19

16

NHS

TNF-532

IFX-488

TNF-532/IFX-488

Mouse Anti-Human IgG4 F.




20/26

Cross-reactive ADA Cross-reactive ADA

100 <00 150

\& \ \&
" " "

IFX ADL IFX

Bindingsite of ADA (100} mimics binding
site of TNF (150) , can therefore bind to
multiple anti-TNF drugs

FIG. 20




21/26
Patient Study #1 — UC Patient

1.0+

0.8
0.8
o |
-
0.4
024

Thrm {mine)

10
08
3 o8
044
024

Tm Imhl)

—er NHS

— INF532

— IFx488

— TNE-S32IFX-488
— GRDO1251FX

71% of
free TNF

—_ TN: 632

— ADL-488

e TNF-532/ADL-488
— GRD0125 ADL

21% of
free TNF

Patient Study #2 — CD Patient

354 — NHS
204 — TN-532
25 — IFX488
— TNF-53%IFX-488
3 ::' — PL_CLO19%6.7
10 69% of
05 free TNF
00 frr——————rpery—my
t 7 6 3 ® H 7 N0
Tima {mine)
121 — NS
10 — TNF532
oad — ADL4BS
— TNFS32/ADL488
3 os4 — PL_CLO1956.7 ADL
841 21% of
02 free TNF
co v T Y u T T J
6 7 1 ” @

Time [mine)

FIG. 21

Colect-on
Cate

EX
RSN

Atnn

Patient will
likely not
respond to
adalimumab

Patient will
likely not
respond to
adalimumab




22/26

Binding (non-NAB) Antibody

N
ADA Jw

Neutralizing Antibody (NAB)

qu- ym-l- . —

FIG. 22

TNFa

+




€2 O

Bel x41-Buv ngqey (sunu) swi]

ool (] k14 (/13 s 14 € Zi 142 oL 6 8 L 9 <

4 g8YXJI/CESANL — ¢ . 1 1 1 L L 1 00
©

o T B avm 88yXdl - S0
& @ SHN Lot
oe P9l — .
ot m e — Bl
). 4 H 2 gLt — saxaldwos |1/ -o.u
k4 o gl — zesaNLUssyxdl 57
08 PiL — ZESEX9lY o€
06 2 — —ANL } Fa'e
oot poslg @ pun — ggyexely oY

CESANL — -Xdl

m



24/26

gewnuwijepe
0} puodsal
Jou Ajayi]
[lIMm Juslled

qw/n s8°LL 860>

[ws/8r}

L£S080901S

[tw/nhiLy X4

21e( ORI

¥Z "oid

{sunw) au g
H_Zl_.. <l cl L 1] 5] 8 9
i I 1 L L 1 O-Q
ovl} ~ 50
J0 %19 o
- .F
££5080907S — Loz =
8OYIAV/ZESANL — oz
88y1ay — o'e
ZEGANL — ]
SHN — e
Lot
(sunwu) awiy
H_Z .._r €1 f4 9 L 0L 6 9
1 ] 1 5 L -Q.Q
99ll N 50
10 %6/ s
Lt
1£6080901S — oz
88Y-X41ZEG-ANL =
88Xl — 52
TeG-ANL — -0
SHN — o'g

n1



25/26

SZ '9id

(suiw) suny
JNL & @ ®n o & 8 1 9
i ] A 1 L 1 1 °.°
o0l g0
guinuwiijepe .
G =P JO %9¢€ o
= .F
O} puodsal B0LLL0TS — o =
88¥1AV/ZESANL — )
6T
Jou Al g
ZEGANL ~— ]
[IIM Juslled SHN — e
L0y
(sunw) awyy
.I._Z |_| € [43 118 [1]9 6 8 A 9
L L [l 1 L 1 i O-O
o944 N -5°0
10 %8/ -0
/N SE LYt 86°0> 600TPTLONS 800LYLL018 — S
/3] 88Y-X1/ZES-ANL — [0
[1w/nl iy X4l | @ieq vonasjod Q8p-X4| — ST
Ze6-dINL — 043
SHN — =13

m



9Z "OId

0 se pajoid UM €1 6> SAdWEs |LY KoL BV
0 se pagod N IO §nsel igm serkues X4 [ Ry
‘@oN

(sxeapm) awr)
& & F & > o

0t !
0z // ..................................... [ 001w .
* og: T 3 x
ov s =2
g 2\ N 3§
03 e
g 0s kooy 5 m
09 =
061
003 L0001
% GYN LY =
© tun] uy - €4 Juaned
N [w/6e] Xl =
S -
©
o 0 se pajold Jwmn €1°¢> sadwes (1Y (8oL iy
0 se panoid Juyn £1°¢> SAAWES 1LV (€101 Y 0 se pagold WN 0 ynsas upm seidwes X v
0 se panoid wN 3O JrS3U Yum SIAES XA IV ON
FoN
(sheq) auwny
(sheq) ounp
4 N FFLEITEe 0 4 1 o
& & & o ) ° [ S T PN Py I S | -
i ’ T 8011 Xt
— DOTTILY
M 303 -
.m = 5 S5 yoang H
2 x =9 =
= iy Es
= = -m
< e iz 3
K] 3 L 00l 2
E} it 'm ~
e
{AnAnIe a1-s80J2 RALINY OUu}
3ARISad qQUN LY 0004
o
% GVYN Y -=

(W) LY fejer -
(quyBny x| - 2# uened Qum) Ly ot —= L# jusned
(Tw/Bn) X41 ~e-




