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>F107 10G1(heavy)>EVNLVESGGGVVKPGASLKLSCEASGFTFSI
A RFIISRENAKNTLYLQMSSLKSEDTALFYCARG. ~

SWVRQTSDKRLEWVASISGC
QGSSVTVSS (SEQ ID:47, 77-79,

>F107.10G1(kappa)>VIVMTQSH KFMSTSVGDRVSITC

GGGTKLEI'K(SEQID NO:38, NO: 98-100 :

2] FGGGTKLEIK (SEQID NO:42, 110-112, and

DYWGQGTALTVSS (SEQ:75, 113-115, 1

RASSS) WYQQKSGASPKLWIY;
::'-'FGSGTKLEVK (SEQ ID NO:76, NO: 116-118, .
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>NRC-sdAb006
QVKLEESGGGLVOQAGASLRLSCVASESIFGI
NLOMNNLKPEDTAVYYCRAWGIITS: (WGQGTQVTVSS (SEQ ID NO:124, NO: 142-144

FTISRDNAKNTV

>NRC-sdAb007
QVKLEESGGGLVOQAGGSLRL
YLOMNSLKPEDTAVYYCAIIA

>NRC-sdAb008
QVKLEESGGGLVQAGGSLRLSCAASGSSGMI
TVYLOMNSLKPEDTAVYYCA

FIG. 8



WO 2019/051586 PCT/CA2018/051108

9/19

Antibody Binding Capacity (AXL)

400000

300000

200000 -

Receptors /cell

100000




ISB3Iq

WO 2019/051586 PCT/CA2018/051108
Class 1 Class 2 Class 3
NCI-H292 NCIH292 1000 NCI-H292
1000 1000+
500 ] 8004 ' L
50047 \ Y J s w004 2
[ ] -
E oof E 5 W0
200 2004 200
0 . ; : — 0 ‘ ’ " e 0 y v . —
I A 40 0 8 10 AN 40 0 B 100 ] 0 4 6 8 100
200 Concentration(nh) 20- Concentration(nM) 0 Concentration(ni)
MDA-MB-231 uciferase MDA-MB-231 luciferase MDA-MB-231 luciferase
3000 3000 300
] . i
2000 v N 2000 —F anjp "
£ 1000 £ 10004 : 1000
0 T T T T L] 0 T T T T * ] r X
T 20 40 60 0 100 0 10 60 L] 100 20 0 50 50 100
Concentration(ni) Concentratian(nM) Cancentration{nh)
SKOV3 SKOV3 8KOV3
000 mj 2000
. . !
- i
| ]
1000 . s - 1000 _ 1000 4
gf= :
0 . ’ r — 0 1 ‘ ‘ — 0 ,
W 4 60 8 100 T DN 0 W00 ‘|' o 40 & B m
Cancentratian(im) Concentration(ni) Concentation(nM)
+h[g‘-F107-1061, + v d*non-speciﬁc =& nFc-F107.7H5, -sdAb00Band Kmonspecific b hfg-F111-569, <dsdAbO0G and K-non-specific

FIG. 10

UEITEA



WO 2019/051586 PCT/CA2018/051108
11/19
Class 1 Class 2 Class 3
e Hee2 g 1 H22 g W i
] ¢ B
T m T o 1
é E ' !;
4 £ .
E 50 E 4 E 50
: ; ;
# ! 2 ; # o
42 0 2 4 2 0 2 420 2
log conc {nk) log canc (nM) log cone (n)
MDA-MB-231 lugf MB- |
. uelerase s MDA-MB-231 lu¢iforase Y MDA-MB-231 luclfarase
[+ [ [
H § §
. ' : : .
10 1ng 1004
! : !
g g g
J LB | 50+ | 4
: : :
) ") [
A I I
4 2 D 2 4 2 0 2 4 2 ) 2
log conc (M log conc (k) log conc (k)
. ® SKOV3 s $Kova - Skovs
-] [ %
100. 100 10
£ E !
: : i
E 504 E 50+ 3
Fl ] ﬁ
L] 3]
£ . # 0
4 2 0 2 4 2 0 2 4 2 0 2
log conc fuM) log conc {nM) log conc nh}

=#= hFc-F107-1061-DM1,

== stAb0O1
== non-specific

== hFc-F107-7H5-DM1
== 5tAb008

=% non-specific

== hFc-F107-8D12-DM1

FIG. 11

sesalq

ueilieAo

=#= hFc-F111-5E9-DML

== sdAb006
== non-specific

8= hFCFLLL-SE9-MVAE

= sdAb00S



%surviving fraction(5d)

% surviving fraction(5d)

WO 2019/051586

12/19
hlgG-F111-5E9-DM1

1504

0 1 1 1 L}
-4 -2 0 2
log conc (nMV])
hlgG-F107-10G1-DMA1
150

4 '2 0 2
log conc (nM)

[ = antibody + Gas6
O = Antibody — Gas6
X = non-specific +Gas 6
A = non-specific — Gas 6

FIG. 12

PCT/CA2018/051108



% surviving fraction(5d)

% surviving fraction{5d)

WO 2019/051586 PCT/CA2018/051108

13/19
SKOV3 cells + Strop combination 008R/005E
1504

SKOV3 cells + Strop combination 008R/006E
1504

A

% surviving fraction(5d)

log conc (nM) log conc (nM)

SKOV3 cells + Strop combination 001R/005E SKOVS cells + Strop combination 001R/006E

150 3 150
C z D
2
100 3 100
[rey
o
£
50+ 2 50-
—
== <
G H H 0 T 1 1 T T
6 -4 "2 0 2 b -4 -2 0 2
log conc (nM) log conc (nM)

—@= sdAb001-DM1,
-~ sdAb005-DM1
— sdAb006-DM1
== sdAb00S-DM1
-¥%— biparatopic 001/005
=} biparatopic 001/006
—k— biparatopic 008/005
=O= biparatopic 008/006

FIG. 13




WO 2019/051586

%)

Tumour Volume (m m

14/ 19

(2]

2500

(2]

(2]

bttt

2000 ]

1500

1000 -]

5009

PCT/CA2018/051108

roup 1a
roup 2a

roup 3a
roup 4a
roup S5a
roup 6a

roup 7a

(Saline)
(hF107-10G1-DM 1)
(hF111-5E9-DM 1)

(h107-7H5-DM 1)
(h107-8D12-DM 1)
(mF149-4G4-DM 1)

(mF155-3C7-DM 1)

4— ] 1a

— ] 72
«— | 4a
:\\ 6a
\Za 5a
3a
0 T T T T
[1] 10 20 30 40

Days Post Treatment Initiation

FIG. 14



WO 2019/051586

)

Tumour Volume (mm

15/19

2500

AR ERERN

PCT/CA2018/051108

Group 1b (Saline)

Group 2b (hlgG-F111-5E9-DM 1)
Group 3b (hIgG-F107-7H5-DM 1)
Group 4b (F107-10G1-DM 1)
Group 6b (sdAb0OO1-DM 1)
Group 7b (sdAb006-DM 1)
Group 8b (sdAb008-DM 1)

Group 9b (MIgG-F149-4G4-DM 1)

8b

7b

< 6b

9b

2b

4b

3b

Days Post Treatm ent Initiation

FIG. 15

40



WO 2019/051586

& Blood samples

Tumor cells
implantation

PCT/CA2018/051108

16 /19

Dosing

(Days 1 and 4)
Euthanasia
(Day 22)

4

:
H
.
[

Collect tumor of
control animals

Tumor volume measurements

Post 2nd dose
No.of  |Pre 27
Groups|animaks/Time| dose | 1h | 2h | &k | 6h | 24h | 4Bh | 96h | 120h | 163K | 2i6h | 264N | 336h
Point”
i % i n b
] 3 it " 5
1 3 3 ¥ %
i ¥ ¥ 3
1 % ® %
2103 _ ¥ ¥ %
i < % ®
i 3 ¥ ®
i ¥ ¥ ¥
1 ¥ % %
i ¥ X x
1 ® X ¥




% of initial BW

PCT/CA2018/051108

Days Post Treatment Initiation

FIG. 17

WO 2019/051586
120
=@ ADC buffer
=d= hF111-5E9-DM1
110
=
100
90 T T T T T T T T T T
4 8 12 16 20 22 26 29 33 37



WO 2019/051586
500 -
8- ADC buffer
=~ hF111-5E9-DM1
400 ]
£ 300 -]
3
@
13
3
-]
>
=
-]
E 2004
=
-
100 ]

18/19

PCT/CA2018/051108

Days Post Treatment Initiation

FIG. 18

21

28



Papp (10°% cm/min)

WO 2019/051586

19/19

PCT/CA2018/051108

L=
-
N
[ )
o S e
-

AOLT-90 P

FCShFe1X0

(=N -
N e
=
L w N |
R R

NRC-sdAbO1-
hlg61

o =
P
- e
=
o
= e

_
=3

(-
stAb002-

higG 1

sdAb003

=t ==

< -
e e
= =S .
o Lo B )
s - e

NR

£y

- | NRC-
sdAb004-
hlgG

hig61

400290

- = =
=
- cu o
L= o
L3 <
g, L

NRC:dABOOS-
hlg6

FIG. 19

e
= =
— e o
L « SOl «
s B A
R TR A N

NRC-sdAbO0G-
hig6

T

I
G EEE
Lo
R e

NRC-sdABOOS-
hlg6.

BOT1-00 L

TWIN2OO-
higs




