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DLL4 is an Important Prognostic Factor ===

AACR (D) ey EHEORIC

The future of cancer therapy
FINDING CURES TOGETHER"

* DLL4 expression is a negative prognostic factor in various cancer types
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ABL001 (CTX-009) is a Bispecific Antibody AACR () i @WEQRTC
Targeting both DLL4 and VEGF-A Gl

Dual blockade of VEGF and DLL4 overcomes ( ) ( N |
Clb @OncoMed abbvie

ABL001/CTX-009 OMP-305B83 ABT-165
@ @ (Navicixizumab)
Q}‘ ‘ ’0 « Vs » @ |3||?4 D4

Anti-VEGF MoAb

06 || e L
(Bevacizumab/Avastin) Anti-DLL4 MoAb :'3‘ JH\ ' -~-i". ]

VEGF resistance*

mesdicine for  better lfe

‘ ¢ ‘ \' L & 4 Y
VEGF/VEGF-R DLL4-Notch w
signaling Signaling N\ J g L J

Decreased tumor s Increased vessel
vessel formation; fonnat{on with poor . i )
Reduced tumor perfusion; Reduced D|ffere ntiation of ABLOO1 (CTXOOQ)
growth tumor growth
* Unique proprietary DLL4 binding epitope

N * Binds two each target compared to OMP-305B83

* Lower steric hindrance to bind targets compared to ABT-165
U Expectabetter targetengagementhan competitors

Dual blockade of VEGF and DLL4 results in
more potent anti-tumor activity**

Ex vivo tumor weight
(g)
orRrNWAUO

- VEGF: Vascular endothelial growth factor, DLL4: Delta-like ligand 4
L *Yin L. et al. Biochemical Pharmacology 2010, 80:690-701.
Control  DLL4 Inhibitor VEGF Inhibitor ~ DLL4 + VEGF **Kuhnert F. et al. Cancer Res. 2015 Oct 1;75(19):4086-96.
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* Comparison in in vitro assays

Comparison ABL001 _ Advantage

Kp (Human DLL4) 96 nM 10 nM Lower toxicity due to weaker binding to DLL4

Kp (Human VEGF) 0.65 nM 8.9nM

VEGF/VEGFR2 competition IC, = 0.24 NM IC., = 0.64 NM More potent a”giogenﬁffc:(r;zi:ition by stronger VEGF
VEGF-induced HUVEC proliferation EDs,=1.4 nM EDs, =161 nM

* Better in vivo efficacy in patient-derived xenograft (PDX) gastric cancer

1500~
_— -o- Vehicle control
E— -= ABL001 (CTX-009)
LT e SR ‘\'c e g -+ Bevacizumab
DLLA++ Notchl+++ E -¥- DLL4 monoclonal antibody
-
. . .. = b -- OMP-305B83
DLL4/Notch signaling-positive PDX —_
0 5 10 15 20 25 30

*NICD: Notch intracellular domain Days post administration
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Study Objective and Design e
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* Phase 1, multicenter, open label Dose Escalation — Dose Expansion
and first-in-human study (e
. Cohort 8 Cohort 8
* Dose escalation + Dose 15 mg/ke) g (5noo
expansion parts oort 7 :
* Primary objectives: [ =

Cohort 6

Cohort 6
(10 mg/kg) 4 (10 mg/kg)
to evaluate the safety and ( N=3

tolerability of ABLOO1 (CTX-009) ramgha . (e
and determine the MTD and Conort 8

(5 mg/kg)

RPZD Cohort 3 =
oy . (2.5 mg/kg)
* Traditional 3+3 design for dose 2
. Cohort 2
escalation (1mera)

Cohort 1

(0.3 mg/kg)
N=3

* Biweekly dosing

ClinicalTrials.gov: NCT03292783
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Key Eligibility Criteria Sl Nk et

Key Inclusion Criteria Key Exclusion Criteria

* 219 years * Chemotherapy or hormone therapy within

* Histologically or cytologically confirmed 4 weeks or 5 x half-life, anti-cancer
metastatic or unresectable advanced solid immunotherapy within 4 weeks
tumors  Cardiovascular diseases (ex, CHF,

* At least one measurable lesion according uncontrolled hypertension, MI, pulmonary
to the RECIST version 1.1 hypertension, uncontrolled arrhythmia)

* ECOG Performance Status < 2 within 5 years

- Adequate hematologic, hepatic and renal . :!eedlng disorders or digestive tract

isease

function
* Exposure to anti-DLL4 antibodies or anti-

DLL4/VEGF bispecific antibodies

—

* Failed to standard of care

o — ——

CHF, Congestive Heart Failure; MI, Myocardial Infarction
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Patient Demographics

AACR

American Association
for Cancer Research”

FINDING CURES TOGETHER"

NIH

INSTITUTE

The future of cancer therapy

<10 mg/kg
(N=20)

Median Age, years (range)
Race n (%)
Asian
Gender n (%)
Male
Female
Median Weight, kg (range)
ECOG Performance Status n (%)
0
1
Cancer types, n (%)
Gastric
Colorectal
Other solid tumors?
Prior Chemotherapy n (%)
1
2
3
4
25
Prior anti-PD-1/PD-L1
Prior VEGF inhibitor

60 (35, 81) 51 (25, 74)

20 (100.0%) 25 (100.0%)

12 (60.0%)
8 (40.0%)
59.7 (44.0, 85.9)

13 (52.0%)
12 (48.0%)
62.0 (35.6, 110.2)

3 (15.0%)
17 (85.0%)

3 (12.0%)
22 (88.0%)

6 (30.0%) 13 (52.0%)
10 (50.0%) 8(32.0%)
4 (20.0%) 4 (16.0%)
1(5.0%) 2 (8.0%)

1 (5.0%) 2 (8.0%)

0 5 (20.0%)

6 (30.0%) 8(32.0%)
12 (60.0%) 8 (32.0%)
6 (30.0%) 9 (36.0%)

13 (65.0%) 15 (60.0%)

53 (25, 81)
53 (100.0%)

25 (55.6%)
20 (44.4%)

60.2 (35.6, 110.2)

6 (13.3%)
39 (86.7%)

19 (42.2%)
18 (40.0%)
8(17.8%)

3 (6.7%)

3 (6.7%)
5(11.1%)
14 (31.1%)
20 (44.4%)
15 (33.3%)
28 (62.2%)
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Patient Demographics

. <10 mg/kg
Gastric Cancer (N=6)
Median Age, years (range) 60 (37, 67)

Gender n (%)

Male 6 (100.0%)
Female 0
Median Weight, kg (range) (51.0, 865296)
ECOG Performance Status n (%)

0 1(16.7%)
1 5 (83.3%)
Prior Chemotherapy n (%)

1 1(16.7%)
2 0
3 0
4 2 (33.3%)
25 3 (50.0%)
Prior anti-PD-1/PD-L1 3 (50.0%)
Prior VEGF inhibitor 4 (66.7%)

210 mg/kg
(N=13)

51 (33, 74)

7 (53.8%)
6 (46.2%)

56.1
(38.6, 88.1)

1(7.7%)
12 (92.3%)

2 (15.4%)
1(7.7%)
1(7.7%)

5 (38.5%)

4 (30.8%)

5 (38.5%)

7 (53.8%)

Total
(N=19)

54 (33, 74)

13 (68.4%)
6 (31.6%)

56.1
(38.6, 88.1)

2 (10.5%)
17 (89.5%)

3 (15.8%)
1(5.3%)
1(5.3%)

7 (36.8%)

7 (36.8%)

8 (42.1%)

11 (57.9%)

American Association
for Cancer Research’

Colorectal Cancer

Median Age, year (range)
Gender n (%)
Male

Female
Median Weight, kg (range)

ECOG Performance Status n (%)
0

1

Prior Chemotherapy n (%)

v b W N B

5
Prior anti-PD-1/PD-L1
Prior VEGF inhibitor

NATIONAL
CANCER
INSTITUTE

<10 mg/kg 210 mg/kg

(N=10) (N=8)
62 (43,81)  48(25,62)
5 (50.0%) 4 (50.0%)
5 (50.0%) 4 (50.0%)
59.65 62.65
(44.0,74.0)  (35.6,110.2)
1 (10.0%) 1(12.5%)
9 (90.0%) 7 (87.5%)
0 0

1 (10.0%) 1(12.5%)
0 3 (37.5%)

3 (30.0%) 3(37.5%)
6 (60.0%) 1(12.5%)
1 (10.0%) 2 (25.0%)
9(90.0%) 8 (100.0%)
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Total
(N=18)

57 (25, 81)

9 (50.0%)

9 (50.0%)
59.65

(35.6, 110.2)

2 (11.1%)
16 (88.9%)

0
2 (11.1%)
3 (16.7%)
6 (33.3%)
7 (38.9%)
3 (16.7%)

17 (94.4%)



ABLO001 (CTX-009) related Toxicity Profile

(2 2 subjects, any grade)
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* No dose limiting toxicities (DLTs) at any dose escalation cohorts

* ABLOO1 (CTX-009) was well tolerated.

Grade 1
Hypertension 1(2.2%)
Headache 5(11.1%)
Pulmonary hypertension 3(6.7%)
Proteinuria 2 (4.4%)
Anaemia 0
Fatigue 0
Nausea 2 (4.4%)
Pyrexia 0

Grade 2

9 (20.0%)
2 (4.4%)
1(2.2%)
1(2.2%)
2 (4.4%)
2 (4.4%)

0
2 (4.4%)

7 (15.6%)

O O o o o o

0

RTC

EHEO!
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Total
(N=45)
17 (37.8%)
7 (15.6%)
4 (8.9%)
3 (6.7%)
2 (4.4%)
2 (4.4%)
2 (4.4%)
2 (4.4%)

Note: Only treatment-emergent adverse events are summarized. For each preferred term, subjects are included only once, even if they experienced multiple events in that

preferred term.

"tumor perforation, Liver carcinoma ruptured, Gl perforation were reported from each one patient. Those were recovered after medical resuscitation.

AACR-NCI-EORTC VIRTUAL INTERNATIONAL CONFERENCE ON MOLECULAR TARGETS AND CANCER THERAPEUTICS



ABL001 (CTX-009) Efficacy Data (N=39)
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80
70
60
50
40
30
20
10
0
-10
-20
-30

Best Change from Baseline in Target Lesions(%)

-40
-50

] 7
Vi k

SARNANNNAAE GC, <10 mg/kg
LI CRC, <10 mg/kg

BN Others, <10 mg/kg

+ or- DLL4 expression

1

Efficacy
Population

PR (n)
SD (n)
PD (n)
ORR (%)
DCR (%)

<10 mg/kg
(N=17)

0 3 3

10 11 21

7 8 15

0 13.6% 7.7%
58.8% 63.6% 61.5%

FM@na o,

ADNAN

—— GC, >10 mg/kg

e CRC,>10 mg/kg

s Others, >10 mg/kg

10 15 20

oS+
Unconfirmed PR + 4+

25 30 35 40

PR, Partial Response; SD, Stable Disease; PD, progressive Disease; ORR, Objective Response Rate; DCR, Disease Control Rate

“QOthers: Cholangiocarcinoma, GIST, Medullar Thyroid cancer, Ovarian, HCC, NSCLC, Melanoma (in order from left to right)
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Durable Responses AACHR

American Association

with ABL001 (CTX-009) (N=39) SR

NATIONAL
CANCER
INSTITUTE

The future of cancer therapy

0.5
1.0
10.0
175
5.0
125
125
125
10.0
175
75
10.0
75
0.3
125
125
125
1.0
15.0
15.0
5.0

varian cancer

‘
o

25
10.0
15.0

2.5
125

@
%]
=

* 4@ Unconfirmed PR

* Medullary Thyroid Cancer

BN
[

[N
owo

Melanoma

15.0
0.3
10.0
0.3
125
125
0.3
125
125

Cholangiocarcinoma
NSCLC

50 100 150 200 250 300
“QOthers: HCGvarian,GISTMedullary Thyroid,Melanoma,Cholangiocarcinoma, NSCLC

e GC
s CRC

s Others

B Partial response
) Stable disease
@ Progressive disease
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American Association CANCER

Durable Responses AACR N T &EOQRTC
with ABL001 (CTX-009) (N=39) e NIV oty

0.3
0.3
0.3
0.3
1.0
1.0
1.0
2.5
2.5
2.5
5.0
5.0
5.0
5.0
75
7.5
75
10.0
10.0
10.0
10.0
10.0
125
125
125
125
125
125
125
125
125
125
125
15.0
15.0
15.0
15.0
175
17.5

Cholangiocarcinoma

Melanoma

Ovarian Cancer

a}
7]
=

——— GC

CRC
Others

# Medullary Thyroid Cancer

NSCLC

B Partial response
@ Stable disease
[ ] Progressive disease
* * EOT by AE, subject withdrawal, physician decision, sponsor decision

50 100 150 200 250 300 (days)
“QOthers: HCGvarian,GISTMedullary Thyroid,Melanoma,Cholangiocarcinoma, NSCLC

* 4@  Unconfirmed PR

*

I
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o
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ABLO001 (CTX-009) in Prior VEGF Inhibitor AACR N SEORTC
Exposure

80
N

X 60 § PR (n) 3 0 3
< % SD (n) 12 9 21
Re; 50 % na PD (n) 9 6 15
o § ORR (%) 12.5% 0% 13.3%
= 40 § DCR (%) 62.5% 60.0% 61.5%
: \
c oo e T B N .
a 20 §
= 10 §
& X +na o+ o+ -+ CRC GC CRC
@ 0 RN
S 0
©
S -20
et
0 -30
[an]

-40 WY Y, <10 mg/kg Y, >10 mg/kg + or- DLL4 expression

s N, <10 mg/kg N, >10 mg/kg A KRAS mutation in CRC N
-50
1 5 10 15 20 25 30 35 40
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ABLO001 (CTX-009) Efficacy about DLL4  AACR () sz @EORIC

: e e il
Exp re s s I o n e — The future of cancer therapy
DLL4 expression Positive Negative_
—. - AL N=22 N=7 N=29
ij C ¥ MEE o S PR (n) 3 0 3
- e e SD (n) 12 5 17
NN PD (n) 7 2 9
ORR (%) 13.6% 0% 10.3%
DCR (%) 68.2% 71.4% 69.0%
GC N=12 N=1 N=13
PR (n) 1 0 1
SD (n) 7 0 7
PD (n) 4 1 5
ORR (%) 8.3% 0% 7.7%
DCR (%) 66.7% 0% 61.5%
CRC N=8 N=2 N=10
PR (n) 2 0 2
SD (n) 4 2 6
PD (n) 2 0 2
ORR (%) 25.0% 0% 20.0%
DCR (%) 75.0% 100.0% 80.0%
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Confirmed Partial Response
in a Gastric Cancer

* 43-yr-old Asian female patient with gastric

cancer, MSS, HER2 negative

* 4 prior lines of systemic therapy

- 15t line: CAPEOX (BR:SD)

- 2" |ine: Ramucirumab, Paclitaxel (BR:PD)

- 3" |ine: Irinotecan (BR:SD)
- 4t [ine: FOLFOX (BR:SD)

* Assigned in 12.5 mg/kg dose

* Confirmed PR after 4 cycles of treatment

- 40% decreased in the target lesion

* Duration of response: 12 weeks

American Association CANCER European Organisation for Rese
for Cancer Research’ INSTITUTE

and Treatment of Cancer

AAC_R m) NATIONAL “EORTC
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Baseline:

After 4 cycles:
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in a Colorectal Cancer

* 41-yr-old Asian female patient with colorectal
cancer (KRAS wildtype)
* 4 prior lines of systemic therapy
- 15t line: FOLFIRI, Cetuximab (PR)
- 2" Jine: FOLFOX, bevacizumab (SD)
- 3 |ine: Regorafenib (PR)
- 4th |ine: Capecitabine (PD)

* Assigned in 10 mg/kg dose

* Confirmed PR after 4 cycles of treatment
- 41% decreased in the target lesion

- Disease progression after 7 cycles of treatment  |HEE—t RN
*Dueion of jesasnse: 1R wesls
1112 mm, L2 11 mm
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The future of cancer therapy

* There were no DLTs at dose escalation cohorts

* All pulmonary hypertension cases were grade 1 & 2

* In all, ORR of monotherapy is 7.7% and DCR 61.5%

* At >= 10 mg/kg, ORR was 13.6% and DCR 63.6%

* Recommend phase 2 doses (RP2Ds) were determined to be 10 mg/kg and 12.5
mg/kg

DLT, Dose Limiting Toxicity; ORR, objective Response Rate; DCR: Disease Control Rate
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