PCT/IB2016/057018

WO 2017/093845

1/78

1010 unejsuny

A

IASATOVY

\

P

‘B OSROG A EN
al "9l
LOLO UBBISUNY )
A A
I sz/_\o
HN
™=\ IJ/ O H 0O




WO 2017/093845 PCT/IB2016/057018
2/78

FIG. 2A
T(kK183+290)-vc0101

4 5, 6. 7. 8. 9. 10. 1, 12, 13,
Minutes

FIG. 2B
T(K334C+K392C)-vc0101

vvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvv

Minutes



WO 2017/093845 PCT/IB2016/057018
3/78

FIG. 2C
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FIG. 7E
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FIG. 8A
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FIG. 8C
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FIG. 9A
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FIG. 9C
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FIG. 11A
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FIG. 11C

T(N297Q+K222R)-AcLysvc0101

2000-
1750+
¢ 1500 <+ Vehicle
€ Neg-N297Q-K222R-
E 1250 AcLys-vc0101 3 mpk
€ 1000] o 0.3 mpk
1
g 750 *+ 1 mpk
= 500. 7 3 mpk
250
obbddd i s .
0 25 50 75 100
Days post-randomization
T-vc0101
1600- -
-+ Vehicle -
__ 1250{ © Neg-8-8-vc0101 '
[\e)
£
€ 4000/ O 0-75 mpk
Tg <+ 1.5 mpk
& " & 3mpk
€
500/ fnjun}
= lﬁ‘/ 2\
T .
250 g wfﬁtf R V. s
r\"'zf);‘;AA AA‘
0 yid “A“AAA“A‘
0 20 40 60 80 100

Days post-randomization



WO 2017/093845 PCT/IB2016/057018
27/78

FIG. 11E
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FIG. 12A
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Cyno Profiles

PCT/IB2016/057018

- Conventional ADC

5/6 mg/kg A LCQO5 ADC
4= 183+290 ADC
- 334+392 ADC
. -l 290+334 ADC
210X R ... ¥ 200+392 ADC
D - L) 163+392 ADC
2 | T v‘.....'.'.'.'.'.'.’.:.’.’.:.’.ffffffff:::r:::::r@
g 10_: "..,_"’..l“.‘::" ....... 0 .................
o E '.'.‘.".:: .........................
U N "'::' ................ 0
1 T A
1 « T n
: I 1 1
0 100 200 300
Time, hr
FIG. 25B
Cyno Profiles -9~ Conventional total Ab
5/6 mg/kg -@- Conventional ADC
-&- 183+290 total Ab
T 1004 & 183+290 ADC
E
o 1 o TTBTT
2 1 0. 66— TTV™
o .............
e 103 0. T T
o ..........
c 1  Trtoa.
1
1 1 I
0 200 400

Time, hr



PCT/IB2016/057018

WO 2017/093845

56/78

19y uesyy

vl

X4 z 6L gl L 91 St

S

::w;:“111:1:W:.;,omN¥+0mwF¥¥L.:

. [oevmirozeexl) .
L _omvvx,,Omwc_v_M_ o - e o N
® P |
ME=
e e
L IE \‘<E51 I
| . |
h m M _ [0 mmxémmvxi._
I \ e N e — . N e
m _ M M ,
| “ w E
e R I S U | L

~1009

-1 008

i

‘10001

r00Z4

R {11}

r 0091

r008i

r000C

10022

-1 00¥Z

=1 009¢Z

8807 / (A¥)(9£¢-0)0NY 18 Y

9¢ 9ld



WO 2017/093845 PCT/IB2016/057018
57/78

FIG. 27
© Vehicle
* T(kK183C+K290C)-vc0101,9 mg/kg
10. # T-vc0101, 5 mg/kg
-
=
(32
Q
e
g
2
(/2]
o]
<
:'é
Q.
o
= 0.1
O
2
0.01 - " -
0 7 14 21

Days post-dosing



PCT/IB2016/057018

WO 2017/093845

58/78

piy-Lpe -g uieyo
vyy-8EC ‘v Uleyo

S3JIS U10q 1B paispiosip si peojAed-iayui]

} 0} payoene uedA|b pue ZHD 0 SUO Ul 1IapJIosIp J0 aa1bsp ybiy

ZHD J0 90B1-0)

\ g uieyd v uieyo

AJIsSuap U0J}08[8 SNSUBSUOD PIaIA 0] WNS JoU Sa0p

|opow [euly Buiynsay Bulisness Ael-xX 0S SUOIBUWIOUOD Juslayip sidope ZHD duo

V8¢ "Old



PCT/IB2016/057018

WO 2017/093845

59/78

@ DZ6EM

"N /Wo
HN
. . . . . /Fm a " \\\ o :'/
H3 HI HI H H N %
o o o So W o " /z\/ H &r\ " " 5
C/ ‘ — " " * -- -"
L] L] a ) ] H
" i " “ry /-ﬂ w3’ ot ‘e $ ;
" . L
tha ua ) s TH g kS Y
kL] ~. %

vyy-LyE -g ueyo
vyv-8E¢ -V ueyo

‘lopow jeuy buninsay

1 01 payoene uedA|b pue zHD JO dU0 Ul 1BPIOSIP Jo aaibap ybiy

ZHD JO 9deI1-0)

d uteyo v uieyo

KIsuap uo23I3 SNSUISUOD POtk 01 WINS JOU S0P
Buueneoss Kes-x os suosod uasayip sidope zH) suo

d8¢Z 'Ol



PCT/IB2016/057018

WO 2017/093845

60/78

/_/ suomisod Juenea -sk9

282 Ol



PCT/IB2016/057018

WO 2017/093845

61/78

6S

sAeQq

6Z 'Old

8
00
(Eww) sawnjop Jowng

TOT02A-2067 ——

TOTO9A-DC6E =—=O—

S
S

TOTOIA-DLYE ——be—
TOTO2A-28BE e
TOTOPA-DPEE ==mmm
TOTOOA-DEGT mmectmmme
TOT02A-DEYY —i—
00CT JOUOD) BPIYSA =< =



WO 2017/093845

FIG. 30

000}

L3

iaauﬂﬁc

------

jagevea

PCT/IB2016/057018

62/78
r‘-—i : 8
L3 N 5
=
S
’ f Q
¥ i
j-o ' .
4
r. =d
) QO
M)
- CcO g
".‘
(0
3 2
. " Q. -
™M Xy
A4
JRARABISC JRERAT RS
L
* o
* Ho
. &
(4
Q
O < N i
LN i 3
o o
jESAGEGRS jaassen:




WO 2017/093845
B B
-3
g@
-
)
ko)
3 i
=0
E
g Q
3 FQ .
© m
™
L5 WELRE
L

AN

347C

3taana:u-v“

388C .
J/fk.?

63/78

421C

LR

PCT/IB2016/057018

e e g
2
Lo
[ 41
9
u N
= R om
— . g
" &
8 Q
Q Q <l
o g
N e
TR R 38698
 { T E
s ,
be Ly
| :9 g3
©co e
r 13 =d
‘-a::::::iJ é% "
Le g be
O '
on g
q. Lo % L~
Fﬂ' O
© ¥ o
RN LKL



WO 2017/093845

PCT/IB2016/057018
64/78

FIG. 31

Stability of select ADCs in mouse plasma
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FIG. 34D
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FIG. 34E
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