Initial results from a phase la/b study of OMP-131R10, a first-in-class anti-RSPO3 antibody, in advanced
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Background

 The R-spondin (RSPO) pathway plays a crucial role in regulating stem cell maintenance
and renewal. RSPOs act to potentiate signaling by WNT ligands.
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No R-spondin
e RSPO translocations occur in CRC.

e OMP-131R10 is a novel IgG1 that targets RSPO3 ligand.

* Inhibition of RSPO3 binding to its receptor by OMP-131R10 demonstrates anti-tumor
effects in patient derived xenograft models as a single agent and with chemotherapy.

solid tumors and previously treated metastatic colorectal cancer (CRC)
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Baseline Characteristics

Stud Part /| Dose
- la b EERE

_ 2.5mg/kg 5 mg/kg 10 mg/kg 15 mg/kg 5 mg/kg

3 3 3 7 7 23
&) 66.7 (14.43) 55.7 (12.58) 62.0 (11.27) 61.9 (8.21) 51.7 (5.99) 58.6 (10.16)
75 54 56 59 52 55
25th 75th

50.0, 75.0 44.0,69.0 55.0,75.0 55.0,70.0 45.0,55.0 51.0,69.0
50, 75 44, 69 55, 75 51, 73 44, 61 44,75
1(33.3%) 2(66.7%) 2(66.7%) 4(57.1%) 7 (100%) 16 (69.6%)
2 (66.7%) 1(33.3%) 1(33.3%) 3 (42.9%) - 7 (30.4%)
Sex

1 (33.3%) - 3 (100%) 5 (71.4%) 3(42.9%) 12 (52.2%)
2 (66.7%) 3 (100%) 2 (28.6%) 4 (57.1%) 11 (47.8%)
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» Here we present initial results from the ongoing Ph l1a/b study of OMP-131R10.

Methods, Study Schema, and Objectives

Study Design:

* Open-label Phase 1la/b dose-escalation study to assess the safety, tolerability, and PK of
OMP-131R10 as a single agent for advanced solid tumors and in subjects with metastatic
colorectal cancer.

« OMP-131R10 will be administered day 1 of each 14-day cycle.

» Treatment until progressive disease or unacceptable toxicity.

* In Phase 1b OMP-131R10 will be given in combination with FOLFIRI (5-FU, irinotecan,
leucovorin).

« RECIST assessment every 8 weeks

« Data through October 11t, 2016 are presented. clinicaltrials.gov: NCT02482441

Dose Escalation (phase 1a)

Cohort Dose Level (mg/kg, q2w)

Dose Expansion

A5 20
Advanced A4 15
Solid A3 10 At MTD/MAD
Tumors A2 5
Al 2.5

Cohort Dose Escalation (phase 1b) Dose Exbansion
Dose Level (mg/kg, g2w with FOLFIRI) P
B4 20
2L+ Metastatic B3 15
Colorectal At MTD/MAD
Cancer B2 10
B1 5
Objectives

Primary

« Maximum tolerated dose (MTD) or maximum administered dose (MAD) of OMP-131R10 as
single agent and with FOLFIRI

« Recommended Phase 2 dose of OMP-131R10 as a single agent and with FOLFIRI
Secondary

*Pharmacokinetics (PK) and immunogenicity of OMP-131R10 as a single agent and in
combination with FOLFIRI

*Preliminary assessment of the efficacy of OMP-131R10 as a single agent and in combination

Disposition and DLTs

Phase 1b
Phase 1a Dose Escalation Dose
Escalation

5.0 mg/kg
25mg/kg 5.0mg/kg 10.0 mg/kg 15.0 mg/kg Q2w
Q2w Q2w Q2w Q2w with FOLFIRI  Overall
(N=3) (N=3) (N=3) (N=7) (N=7) (N=23)

reatment
Lost to Follow-Up
Withdrawal of Consent / Patient

Death - - - 1 (14.3%)
Adverse Event - -
Allergic Reaction

Disease Progression
Intercurrent lliness that Prevents

1 (4.3%)
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2 (66.7%) 2 (66.7%) 2(66.7%) 3 (42.9%) 3 (42.9%) 12 (52.2%)

Dose Delay Greater Than 14 days
Phase la)

Dose Delay Greater Than 28 days
Phase 1b)

Use of Non-Protocol Anti-cancer
herapy

Investigator Decision Based on

Protocol Non-Compliance
Other: CLINICAL PROGRESSION
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1(33.3%) 1(33.3%) 1(33.3%) 3 (13.0%)

with FOLFIRI

Treatment Exposure

1 PnhaselaDoseEscalation || Phaseib Dose Escalation |
10.0 15.0
2.5 mg/kg 5.0 mg/kg mg/kg mg/kg 5.0 mg/kg Q2W
Q2w Q2w Q2w Q2w with FOLFIRI Overall
(N=3)  (N=3) (N=3) (N=7) (N=7) (N=23)
otal Number of Infusions Irinotecan 5-FU 5-FU Leucovorin
Administered per Patient OMP-131R10 Bolus  Infusion
H 3 3 7 7 7 7 7 7 23
Mean (SD) 7.0 (2.65) 9.0 (9.54) 7.3 (6.66) 2.9 (1.07) 6.4 (5.32) 6.0 (5.00) 5.7 (4.92) 6.4 (5.32) 5.9(4.81) 5.9
(5.07)
8.0 4.0 4.0 2.0 4.0 4.0 4.0 4.0 4.0 4.0
per Patient
Mean (SD) 13443 3196.7 6361.7 3179.7  2293.0 1813.3 3854.7 25983.1 4036.0 3087.7
_ (438.06) (3470.02) (5663.01) (1852.53) (1951.27) (1468.36) (3288.73) (21380.05 (3198.33) (2843.1
) 0)
1413.0 1340.0 3656.0 2160.0  1480.0 1352.0 3008.0 18048.0 3008.0 2110.0
85.0 112.3 89.0 29.4 83.1 75.0 70.1 83.1 73.0(68.75) 71.6
(37.04) (132.40) (93.79) (16.18)  (79.71) (71.22) (68.92) (79.71) (72.27)
99.0 43.0 42.0 22.0 44.0 44.0 44.0 44.0 44.0 43.0

AEs Considered Related to OMP-131R10

Occurring in > 10% of Pts

Phase 1b
Phase 1la Dose Escalation Dose
Escalation
10.0 mg/kg 15.0 mg/kg 5.0 mg/kg Q2W
2.5 mglkg Q2W 5.0 mg/kg Q2W Q2w Q2w with FOLFIRI Overall
(N=3) (N=3) (N=3) (N=7) (N=7) (N=23)
_ Number of Number of Number of Number of Number of Number of Number of Number of Number of Number of Number of Number of
Preferred Term Patients [l Events Patients[ Events Patients Events Patientsl Events Patients® Events Patientst Events
1 (33.3%) 1 2 (66.7%) 2 - - 3 (42.9%) 3 1 (14.3%) 2 7 (30.4%) 8
1 (33.3%) 1 2 (66.7%) 2 1 (33.3%) 1 2 (28.6%) 3 6 (26.1%) 7
We|ght decreased - - 1 (33.3%) 1 1 (14.3%) 1 1 (14.3%) 1 3 (13.0%) 3
Decreased appetite 2 (66.7%) 2 1 (14.3%) 1 3 (13.0%) 3

Grade 3 or higher AEs

Phase 1b
Escalation
10.0 mg/kg 15.0 mg/kg 5.0 mg/kg Q2W
2.5 mg/kg Q2W 5.0 mg/kg Q2W Q2w Q2w with FOLFIRI Overall
(N=3) (N=3) (N=3) (N=7) (N=7) (N=23)
Number of Number of Number of Number of Number of Number of Number of Number of Number of Number of Number of Number of
Patients [ Events Patients[!l Events Patients[!l Events Patients[!l Events Patients! Events Patients [t Events
- - 1(333%) 1 2(286%) 2  1(143%) 1  4(17.4%) 4
YEET ey 1 26m0 2
w1 1w 1
T G e
1@ 1 - - .- iam 1
L@asn) 1 : - 1@3w 1
L@asn) 2 1(43%) 2
LEms) 4 : : : : : - 13w 1
L@4sn) 4 : - 13w 4
sy 1 - - 1em) 1
LE33%) 1 : : : : : : : - 1@3w 1
L@a3%) 2 1(43%) 2
a1 1w 1
Failure to thrive in 1(14.3%) 1 - - 1 (4.3%)

adult, volume overload,
sirs, metastatic colon
cancer

No Grade 3 or higher AEs were considered related to OMP-131R10

Study Part / Dose / Dose Cohort

1a 1b
2.5 mg/kg 5 mg/kg 10 mg/kg 15 mg/kg 5 mg/kg
Param A1 A2 A3 Ad B1
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» Orange bars represent substantial changes from baseline (doubling or more for B-CTX, halving or
more for P1NP)

» Markers of bone metabolism were monitored throughout the study and revealed dose-dependent
changes

« Based on target modulation shown by changes in bone markers, 15 mg/kg Q2W was chosen as the
top dose for Phase 1a and selected for the dose expansion cohort

Best Objective Responses

(n=15 Evaluable)

Phase 1a Dose Escalation Dose
Escalation
_ o
2.5 mg/kg 5.0mg/kg 10.0 mg/kg 15.0 mg/kg Q2w
Q2W Q2W Q2w Q2W  with FOLFIRI  Overall
(N=3) (N=3) (N=3) (N=7) (N=7) (N=23)
0 : : : : :
2 (66.7%) 2 (66.7%) 1 (33.3%) - 3(42.9%) 8 (34.8%)
1(33.3%) 1(33.3%) 1(33.3%) 3(42.9%) 1(14.3%) 7 (30.4%)
- - 1(33.3%) 4(57.1%) 3(42.9%) 8 (34.8%)
Overall Response Rate (CR or PR) [2 - - - - - -
linical Benefit Rate (CR or PR or 2 (66.7%) 2(66.7%) 1 (33.3%) - 3(42.9%) 8 (34.8%)
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All subjects with post-baseline assessment and measurable disease
PD: progressive disease; SD: stable disease; CRC: colorectal ca; GIST: gastrointestinal stromal tumor; SCC: squamous cell carcinoma;

Pharmacokinetics

131R10 PK in Patients -- Group Mean & Model Fit

« OMP-131R10 exhibits regular

Mab PK in patients 15 mg/kg q2w
* Linear PK with slow clearance = 10 mg/kg q2w
« Half-life preliminarily estimated to >-0ma/kg q2w
=, 2.5 ma/kg g2w
be 13 days ; model fit
« Primarily distributed within the c
blood space with modest ©

extravasation

Time (day)
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personal use only and may not be reproduced without permission from the
meeting organizers and the author of this poster

RSPO3 Gene expression and Best
Objective Response (Phla only)
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NE: not evaluable; PD: progressive disease; SD: stable disease

RSPO3 high

SOS and DKK1 regulated by OMP-131R10
(Phla only)
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Study Dose

Part Cohort Dose

Peritoneal (high)
CRC (low)

I Small Bowel (high)
I CRC (high)

A1 2.5 mg/kg

A2 5 mg/kg Ovarian (high)
I Breast (low)
N GIST (low)
1a A3 10mokg I CRC (low)
I CRC (low)
I ACC (low)

I CRC (unknown)
I SCC (unknown)
I CRC (high)
I CRC (low)
I CRC (high)

Exp 15 mg/kg [ CRC (high)

Ad 15 mg/kg

CRC (low)
% CRC (low)
CRC (low)

1b B1 5 mg/kg CRC (high)

CRC (low)
CRC (low)
CRC (pending)
0 20 40 60 80 100 120 140 160 180 200 220 240 260 280 300
Time on study (days)

* This subject had small bowel obstruction on study day 1 and was withdrawn from study

e This is the first-in-human study of an anti-RSPQO3 inhibitor

« The MTD has not been reached, but the maximum administered dose based on
target engagement was 15 mg/kg Q2W

« OMP131-R10 was well tolerated

* There were signs of target engagement with evidence of changes in serum bone
markers

e 3 subjects in the phase l1a portion have had prolonged stable disease (>112 days)
as best objective response

e The study continues to enroll




	Slide Number 1

