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FIGURE 3

Sensitivy to c-Kit ADC by indication

5 Cell Line Sensitivity to 9P3-
200 W MCC-DM1

450
400 *
350 A

250

cKit Receptor #, x1000 {(FACS)

5 10 15 20 25 30 35 40 45 50 55 &0 ¥5

IPI-MCC-DEM GISD (ndY)




WO 2014/150937 4/53 PCT/US2014/024597

FIGURE 4

c-Kit ADC activity on GIST T1 cells

ADC Activity on GIST-T1
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FIGURE 5

c-Kit ADC activity on GIST 430 cells
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c-Kit ADC activity on NCI-H526 cells (small cell lung cancer (SCLC))

6/53

FIGURE 6
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FIGURE 7

c-Kit ADC activity on NCI-H1048 cells

ADC Activity on NCI-H1048 Cells
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FIGURE 8

c-Kit ADC activity on CMK-11-5 cells

ADC Activity on CMK-11-8
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FIGURE 9

c-Kit ADC activity on Uke-1 cells
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FIGURE 15

PCT/US2014/024597

Activity of NEGO085. NEG024, 20376 in Proliferation Assays In SCF-Dependent Cell Line Mo7e
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FIGURE 16

Activity of NEGOS85 in Proliferation Assays in Cell Line Mo7e. treated with GM-CSF

Ab and ADC effect on GM-CSF -dependent proliferation on Ma7e cells
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FIGURE 17

NEGO085 and 20376 do not mediate in vitro ADCC

NK3.3 vs Uke-1
1h at 20:1
a0.0 -
500
; e G376

& G
= 488 ——— NEGORS
S e EHONANSOUS Teleass
5 308
§ e S8 Bl CEIAPET

200

10.0

QU e s . :

£.000 0.004 o010 0400 1.080 16,600 100,000

degg conc. {gimtd




WO 2014/150937 18/53 PCT/US2014/024597

FIGURE 18

¢KIT antibodies do not lead to apoptosis of human primary mast cells
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FIGURE 19

NEGO085 and 20376 do not mediate mast cell degranulation on ex vivo primary human mast

cells
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FIGURE 20A
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Day 7
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FIGURE 22

Mitotic arrest and apoptosis induction 8 days post single dose of cKIT ADC

Single 2.5 mg/kg IV dose of NEG027-MCC-DM1
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FIGURE 23

(A) Dose response efficacy in GIST T1 mouse xenograft
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FIGURE 24

(A) anti-DM1 ELISA after dosing in a GIST T1 xenograft model
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FIGURE 26A

NEG027-MMC-DM1 dose response efficacy in GIST T1

Group 4 pooled tumors

FIGURE 26B

NEG027-MMC-DM1 dose response efficacy in GIST T1

Group 5 pooled tumors
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FIGURE 27

(A) Efficacy with 0.625mg/ke in a GIST T1 xenograft mouse model
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FIGURE 28

Day 41 after administration of single dose of anti-cKIT ADC to a GIST T1 xenograft mouse
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FIGURE 35

(A) Efficacy of 20376 and NEG024 in NCI-H526 (SCLC) xenograft mouse model
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(B) Antibody serum concentration after dosing
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(C) IHC for ¢-Kit shows expression of ¢cKIT levels on H526 tumor
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FIGURE 37

Efficacy in an AML xenograft model (Kasumi-1)

1500+ 3 Vehicle IV, 1X dose
. 9 1gG-DM4 10mg/kg, IV, 1 dose
‘g = 9P3-DM1 10mg/kg, iv, 1 dose
£ 1000 4 9P3-DM4 5mg/kg, iv, 1 dose
o @ 9P3-DM4 1mgl/kg, iv, 1 dose
g
0 * Dose
O .
>7F
) 500-
E
=
=
} kkkk
0 T
0 * 5 10 15

Days post treatment

Control vs Treatment groups: Significant differences were measured using
one-way ANOVA, posttest Tukey multiple comparison test, (****p<0.0001)
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FIGURE 38

Efficacy in a HMC-1 mastocytosis xenograft mouse model

Tumor Volume + SEM
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Control vs Treatment groups: Significant differences were measured using
one-way ANOVA, posttest Tukey multiple comparison test, (*p<0.05)
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FIGURE 39

Efficacy of mouse cross reactive 20376-MCC-DM1 in GIST T1 xenograft mouse model

A- Dosage and tumor volume

< Vehicle
-4 IgG1-MCC-DM1 10 mg/kg

1500+ -¥* NEGO085-MCC-DM1 0.625 mg/kg

-5~ 20376-MCC-DM1 0.625 mg/kg

-8~ 20376-MCC-DM1 2.5 mg/kg*
- 20376-MCC-DM1 5 mg/kg*

& 20376-MCC-DM1 10 mg/kg*

1000+

500+

Tumor Volume (mm3) mean + SEM

A
Dosed
Days Post-Implant

B- Change in body weight over course of treatment

20w

1.
i

- Wehicls

A

S N
b & B -k 19G-MOC-DM 10 mgikg
%g - T e NESURSMCC-DM1 0,625 moikg
gs: ) e ZOITE-MCC-DMI D BIBE mukg
S & 20XTEMCC-DM 2.5 mglkg
€8 -~ 20376-MCC-DM1 5 myikg
% A0 M Z03TE-MOCDMT 1D mukg
Ko
i <2 T T T ¥ U

103 A6 B ke 54 &0

Dwys Poast-implard



WO 2014/150937

40/53 PCT/US2014/024597

FIGURE 40

(A) Efficacy of mouse cross reactive 20376-MCC-DM1 in GIST T1 xenograft mouse model -PK
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FIGURE 42

(A) Efficacy in GIST T1 xenograft mouse model (no efficacy with unconjugated)
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(A) Bffi

FIGURE 44

cacy in a GIST 430 xenograft model comparing SPDB-DM4 and MCC-DM 1
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FIGURE 47

Mitotic arrest (p—histone H3) 10 days post single dose
of c—Kit ADC NEG085-MCC—-DM1
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FIGURE 48A

IHC for cKIT Shows expression of cKIT levels on GIST T1 tumor

FIGURE 48B
NEGOB5-MCC—DM1 dose response in GIST T1 xenograft model
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FIGURE 48C
NEGOB5-MCC-DM1 change in body weight over course of treatment
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FIGURE 49A

IHC for cKIT Shows expression of cKIT levels on GIST430 tumor
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FIGURE 49C
NEGOB5-MCC-DM1 change in body weight over course of treatment
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FIGURE 50A

IHC for c—KIT shows expression of cKIT levels on NCI-H526 tumor
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FIGURE 50C
NEGOB5-MCC-DM1 change in body weight over course of treatment
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FIGURE 51

(A) anti-human IgG1 ELISA after dosing in a NCI-H526 xenograft model
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