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Figure 13
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Figure 17

o-Amylase

GOT C) GLDH D) AP E)

B)

GPT

s‘?‘-}

Fad Bx/Bw gL IVININOA-ZOsaYINI
Fas By/buw 91 vINNOA-Z9EGVINI
Fas B3/6w g IVININOA-Z9EaVINI

Lajolyap

ad By/Bw gL IYININoA-ZosavINI
as B/buw 91 IVINNOA-Z9EaVINI
as Bx/bw g IvINNOA-ZoEav NI

Lajo1yan

ad By/Bw gL IYININoA-ZosavINI
as B/buw 91 IVINNOA-Z9EaVINI
as Bx/bw g IvINNoA-ZoEavINI

Lajo1yan

Fad Bx/Bw gL IVININOA-Z9aVINI
Fas By/bw 91 vINNOA-Z9EGVINI
Fas B3/Bw g IVININOA-Z9EaVINI

Lajo1yap

ad By/Bw gL IYININoA-ZosavINI
as B/buw 91 IVINNOA-Z9EaVINI
as Bx/bw 8 IvINNoA-ZoEavINI

S91Yap

‘I.ITl_.

S 8 8 °
o o @ o
N -
n
#Yeie
%%
n_.t.._oﬁ
fopie

E & & o
§ & &8 &
N

ot

a4

o -8

%

£% 8 % & °
N

) 8

Hé

o4

¥

S g8 8 8 8 °
n = o o
N

H

1%

&

)

S 8 8 8 ] °
N

Lipase J) Urea

)

LDH

H)

CK

Cholinesterase G)

F)

Fay Bx/Bw gL IVININOA-29EaVINI
Fas By/bw 91 IVINNOA-ZoEGYINI
Fas B3/Bw g IVININOA-ZoEaVINI

Lajo1yap

o o
©o <

p/bw

100
80

%1%
-3

l*l_o
——

o
#
0
Y

(=]

Fayd Bx/Bw gL IVININOA-29EaVINI
Fas By/bw 91 IVINNOA-ZoEGVYINI
Fas B3/Bw g IVININOA-ZoEaVINI

Lajo1yap

) )
=] 0
p=

2001
1501

n
w19
po—e|e——
e

(=]

Fayd Bx/Bw g1 IVININOA-29EaVINI
Fas By/bw 91 IVINNOA-ZoEGVYINI
Fas B3/Bw g IVININOA-ZoEaVINI

Lajo1yap

o oot au Hw/6w o1 IvNNor-ZoLAVII

as B/buw 91 IVINNOA-Z9EaVINI

as Bx/bw 8 IVININOA-2oEavINI

sHjforo1uen

o © © © © o o
S © © © o o
S ®» 6 ®» o ®
® N 8 = =
n
© © 9 9 © © © o
& 6 &6 6 6 6 ©
S ©6 6 6 © © o
~ © B ¥ ® & -
n

Bpie

ay Bx/bw gL IVININOA-Z9EaVINI
as By/buw g1 IvINNOA-ZoEaYINI
as B/bw g IVININOA-ZoEaVINI

3[o1Yap

Py
W
B

v

-3

Glucose L) Total protein M) Albumin

K)

ad Bx/Bw gL IVININOA-29EaVINI
as B/buw g1 IvVINNOA-ZoEGYINI
as By/bw g IVININOA-ZoEaVINI

Lajo1yap

(=]

ad Bx/Bw gL IVININOA-29EaVINI
as B/buw g1 IvVINNOA-ZoEGYINI
as By/bw g IVININOA-ZoEaVINI

Lalolyapn

0
20

(=]

ad By/Bw g1 IYININOA-ZoavINI
as B/buw 91 IVINNOA-Z9EaVINI
as Bx/Bw g IVINNOA-CoEavINI

3[91Ya

17/26



WO 2016/166122

PCT/EP2016/058056

-~
J
A) B)
Vehicle IMAB362
20007 iy 2000+ Start End
E eo0 l °E 15001
51500 51500
Q Q
£ £
2 1000 2 1000
[ [
> >
o o
E 500+ E 5004
3 3
- -
0 20 40 60 80 100 120 140 160 180 200 0 20 40 60 80 100 120 140 160 180 200
Day Day
<) D) E)
IMAB362-DM4 3.8 mg/kg IMAB362-DM4 7.6 mg/kg IMAB362-DM4 15.2 mg/kg
20007 iv. 20007 iy, 20007 iy,
E el E el E el l
51500 51500 51500
Q Q Q
£ £ £
2 10004 2 10004 2 10004
[ [ [
> > >
5 5 5
E 5004 E 5004 E 5004
=1 =1 =1
~ ~ ~
B Nemsesastytagyttesgpentesgeaes, P9 il e T A e S od
0 20 40 60 80 100 120 140 160 180 200 0 20 40 60 80 100 120 140 160 180 200 0 20 40 60 80 100 120 140 160 180 200
Day Day Day
F) G) H)
IMAB362-vcMMAE 4 mg/kg IMAB362-vcMMAE 8 mg’kg IMAB362-vcMMAE 16 mg’kg
20007 i.v. 2000 jy. 20007 i.v.
E el l E el E el l
51500 51500 51500
Q Q Q
£ £ £
2 1000 2 1000 2 1000
[ [ [
> > >
S S S
E 5004 E 5004 E 5004
=1 =1 =1
~ ~ ~
— T T T TS ety famtotintng 04
0 20 40 60 80 100 120 140 160 180 200 0 20 40 60 80 100 120 140 160 180 200 0 20 40 60 80 100 120 140 160 180 200
Day Day Day
) J)
500~ IMAB362-DM4 .
Vehicle Vehicle
- IMAB362
& - IMAB362
£ 400 - IMAB362-DM4 3.8 mg/kg . IMAB362-DM4 3.8 mghkg
£ - IMAB362-DM4 7.6 mg/kg = - IMABI52-DMA 7.6 motk
° IMAB362-DM4 152 mghkg & -6 mg/kg
g 3001 3 IMAB362-DM4 15.2 mg/kg
= >
o S
> 2001 5
] o
£
2 100
[\
0
Day
K) L)
500- IMAB362-vcMMAE .
Vehicle 1 2 Vehicle
— - IMAB362 . IMAB362
g 4007 e 5 MKy 801 - IMAB362-veMMAE 4 mgjkg
£ : -vel mgkg
Y IMAB362-veMMAE 16 mgkg . + IMAB362-veMMAE 8 mgkg
g 3001 —_— IMAB362-vcMMAE 16 mg/kg
2 2
S 2001 2 0]
o o
£
2 100 204
ol
[ 0

18/26




PCT/EP2016/058056

WO 2016/166122

Aeq
oS} 00} 0S 0
_ _ e 0
By/bw 91 IYININOA-E9ETYINI -8
BRIYBA
[e] F0¢C
. -0F
09
O 08
L llllllﬂ C
00}

({@]

orlk  0¢k 001 08 09 ot 114 0
L L \ 1‘.:.0

009

F000}

F00S |1

-000¢
By/6w 9| IVWINOA-Z9EaVINI

[%] 1eaining

[(ww] swnjoA Jown)

3}

Aeq
00} 0S 0

a3

ovlL och

By/bw z'gL ,q_\,_o-mwmmz_\,__ e
BPIYBA O]

001 08 09 ov 0c 0

do—sagrt 0
00S
000}

ﬁ F00S 1

-000¢

By/Bw 251 FINa-29eaVINI

[%] lenining

3

[(ww] swnjoA Jown}

o

Aeq
14 0¢ Sl o} S
) et
5 g
@ ,,,,, ﬁ
By/bw z's1 YING-29EavINI -v-
Byy/Bw 91 IYNINOA-29eaYINI -
SoIYSA O
Aeq

ovL  oct

001 08 09 ov 0c

3dIYaA

61 9inbi4

T
(=3
o
-

o
o
N
w] awnjoA Jownj

F00€

009

F000}

0051

[(ww] swnjoA Jown}

-000¢

<

19/26



3
Figure 20
A) B)
25007 iv. Vehicle 2500 IMAB362
weekly iv./ip.
—
£ 2000 l = 2000
E E
@ @
£ 1500 £ 1500
S S
° °
> 1000: > 1000:
] 5
; :
2 5o 2 500
0 0
0 20 40 60 80 100 120 140 160 180 0 20 40 60 80 100 120 140 160 180
Day Day
c) D) E)
25007 iv. IMAB362-DM4 3.8 mgrkg 25007 iv. IMAB362-DM4 7.6 mg/kg 25007 iv. IMAB362-DM4 15.2 mg/kg
""Ezouu l ‘?2000 l ""Ezouu l
£ £ £
@ @ @
£ 1500 £ 1500 £ 1500
3 E 3
° ° °
> 1000; > 1000 > 1000;
] ] ]
; ; ;
2 500 g 500 5 =0
0 0 0
0 20 40 60 80 100 120 140 160 180 0 20 40 60 80 100 120 140 160 180 0 20 40 60 80 100 120 140 160 180
Day Day Day
F) G) H)
25007 iv. IMAB362-veMMAE 4 mg/kg 25007 iv. IMAB362-veMMAE 8 mg/kg 25007 iv. IMAB362-veMMAE 16 mg/kg
£ 2000 l £ 2000 £ 2000 l
E E E
@ @ @
g 1500 £ 1500 £ 1500
S S S
° ° °
> 1000; > 1000; > 1000;
] ] ]
; ; ;
2 500 g 500 5 =0
0 0 0
0 20 40 60 80 100 120 140 160 180 0 20 40 60 80 100 120 140 160 180 0 20 40 60 80 100 120 140 160 180
Day Day Day
1) J)
1000- IMAB362-DM4 IMAB362-DM4
= % Vehicle % Vehicle
&= & -2 IMAB362 «2« IMAB362
E 800 & |IMAB362-DM4 3.8 mgkg -»- IMAB362-DM4 3.8 mgkg
L -4+ IMAB362-DM4 7.6 mgkg g -A- IMAB362-DM4 7.6 mgkg
2 e00 | =+ IMAB362-DM4 15.2 mgkg = = IMAB362-DM4 15.2 mgkg
% iv. -2
2 400 g
] l @
5
2 20
o ]
0 10 50 [ 50 100 150 200
Day
K) L)
IMAB362-veMMAE
1000 -& Vehicle 2 Vehicle
-&< IMAB362
& ~& IMAB362
£ 800 '@ IMAB362-veMMAE 4 mg/kg - IMAB362-veMMAE 4 mgkg
E -&- IMAB362-vcMMAE 8 mg/kg = & IMAB362-vaMMAE 8 mak.
m = IMAB362-vcMMAE 16 mgkg &%, kg
£ 600 = = |IMAB362-vcMMAE 16 mg/kg
3 Z
2 400 g
] @
5
2 200
0
50 200

20/26




PCT/EP2016/058056

WO 2016/166122

Aeq Aeq [sAep] yeis 1sod awil
o<l 001 0g 0 11518 001 0g 0 o€ 0c ol 0
g ; Al 0 7 _ Rl 0 !
Byy/Buwi 91 IVININOA-Z9EEVINI &+ By/Bw 2'g1 ¥ING-29EAVINI -o-
SPIYBA - 1 SjoIBA O
: Loz : Loz & ooz m_
: 9 ¢ * 0 * ﬁ g
2 booeeee t o™ 2 * W 5
= ' = Looy &
1] [} 1]

B tog —  TTTTTer ¢ 09— 3
X : X . —_
- -¢ - Lo Loog 3
08 ! -08 By/bw Z'S 1 FINQ-29EavINI - - ws
o Bybuw 91 IYINNOA-2oEdYINI - =

ool beeeteemo-dool SPMOA O | 0g

o 4 (3 (a
Keqa Keq feq
ovlL ocl 0ol 08 09 or 0c 0 ovlL ocl 001 08 09 oY 174 0 ovlL ocl 00l 08 09 or 0c 0
; v A s o v ok X A s 0 ; ; X ; ; 4 A o
- - -
c c c
3 3 3
oos 2 oos 9 oos 2
< < <
S S S
c c c
3 3 3
-ooowh .ooowh -ooowh
3 3 3
- - -
B63/Bw 91 IVININOA-ZIETVINI ~00g1 ( B63/Bw 2’51 YING-Z9ETVINI -00st ( apIYaA ~00g1 (
9 g \"

1LZ 8inbid

21/26



Figure 22

WO 2016/166122

3

22/26

PCT/EP2016/058056




Figure 23

WO 2016/166122

PCT/EP2016/058056

5
>
<
X
D
c
<a
O
IVININOA-29eaVINI
YINQ-29¢aVvINI
E 29eavInNI
pajealun
X X XX xR
(o] (o] o (o] o
9 (o) (Te] < AN

)

0 s||99 |e10} jJo abeluadiad

IVININIA-T9EEV NI

YWA-79cdvINI

C9cdvVINI

paiesliun

600
500
400 ]
300
200
1001

= [ %] po1€8IIUN 01 paiedwod AyAnide asedse)

23/26



PCT/EP2016/058056

WO 2016/166122

({@]

Aeq
oclL ool 08 09 ot oc 0
: ; A A : A 0
BY/bw 91 IYNINOA-29EaVINI
O JPIYBA O
" 02
i ?
9 Loy
0
: Fog
08
00l
Aeq
oclL ool 08 09 ot 114 0
0
F00S
F000 1
ﬁ ﬁ F00S |
-0002

N N
By/Bw 91 IVININRA-Z9EQVINI

(%) lemning

[cww] swnjop town |

@)

Aeq
oclL ool 08 09 ot oc 0 ool 0
: ; A A A A 0 . 0
_H BY/OW 2 G YIN-29EaVINI -o-
Lo---o e BPIYBA
i : Loz
_* Faaa A.v
' H w -
: ‘o [, & 006
1 <,
-® <
H )
] F09 .
! h/w F0001
L}
-
! 08 Byy/Bw 2'Sl YINa-Z9EAVINI o=
i Byy/Bw 91 IYNINOA-29EaYINI -+
I MU 1YY SPIUSA ©-Lggg,
E|
Aeq Aeq
ocl 00l 08 09 ot oc 0 ocl 00l 08 09 ot oc 0
0 . ) A A A A 0
—
o
F00S 3 F00S
°
<
=]
F000L = F0001
3
]
oot 2 I
ﬂ ﬂ 00S1 3 ﬂ ﬂ 00S1
o
Al ‘A 10002 Al ‘A1 0002
By/bw g'61 bING-29EAVINI (g 9dIYaA

[ww] swnjop jown}

a

[ww] swnjop jown

<

vZ 94nbi4

24/26



PCT/EP2016/058056

WO 2016/166122

({@]

[fw/Bu] uoljesjusosuon

Ziouoq

AVWNIA-ZOEGY NI ==
PNQ-29€dV NI =@=
c9cdviNI -

0¢-

001

[%] sisA| oyioadg

¢'8INAT1O

- OF

unoYH

-9

- 08

- 00T

[fw/Bu] uonesjussuon
50l s0L 201 00l
]

AYWNOA-Z9EGY NI ==
YNd-29€dVINI —o—
c9cdvVNNI -O-

L Jouoq

0¢-

08

001

(9

[%] sisA| oiy100dg

(v

Gg ainbi4

25/26



PCT/EP2016/058056

WO 2016/166122

({@]

¢’'8LINAT1O

-0
- 0
NN )
Q
c
Loz 3
-
I o8
|- oot
[w/Bu] uoneisjuasuon
SO0k v Ol cOl 201
L . 1 1 oz-
....................................... Lo
Loe
Loy
oo
Losg
IYWWOA-ZIETY NI 3=
YNQ-29ETY I —=
zocav il -O-
ool

oL#lLsled ecrios 6724901 #-09ODNN

[%] sisA| oyioeds

¢'8INQATO
o
Q
c
=]
-
|- oot
[fw/Bu] uolleipuasuon
5Ok s Ok cOl 20

IVYINNWOA-C9EGY NI =W
tINQ-29€9VY NI —o—
c9eav il -

cz#lsled Wpe 21#dQ 494 IFOLV M

oc-

o8

001}

(9

[%] sisA| oiy10edsg

(v

9z ainbi4

26/26





