Randomized Phase 2 Trial of Seribantumab in Combination with Erlotinib in Patients
with EGFR Wild-type Non-Small Cell Lung Cancer
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(experimental arm) versus erlotinib alone (control arm) in three populations of patients with
advanced NSCLC.

Optimal dose & schedule for Phase 2 Phase 2
226 pts

l
l l l

Phase 1
33 pts

Eicr;::;P At Group B Group C
wt EGFR mutant EGFR TKI
EGFRNT_':;:a"’e EGFR TKI naive resistant

Stratification Factors
ECOG performance status (0-1 vs. 2)
number of prior therapies (1-2 vs. 23)

|
Randomization
l

Erlotinib 100 mg/day +

Seribantumab 40 mg/kg IV
loading, then 20 mg/kg

QoW

Treatment until discontinuation or progression

Statistical Considerations
Primary end point : PFS

# of events for analysis:102
90% power

HR <0.5; PFS =2.5m vs. 5m

Erlotinib 150 mg/day

Figure 1. Study Design
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1-sided significance level of 0.025

Table 1: Phase 2 Patient Demographics and Baseline Characteristics by Dose Level — Group A,

Safety Population

Retrospective Biomarker Analyses for HRG

* 69/132 (54%) patients had tissue available and successful biomarker for HRG data

obtained

» Positive HRG mRNA ISH (score 21) was correlated with improved PFS for
seribantumab arm compared to control (HR < 1)

* There was no statistical difference between groups with RNA-ISH 1-2 and >2

N=32
(46%)

N=17
(25%)

N=20
(29%)

Figure 2: Local Progression Free Survival Hazard Ratio by HRG RNA-ISH

Score in Pre-Treatment Biopsy Samples in Group A (EGFR wild-type)

 The most common TEAES of any grade were diarrhea, rash, decreased appetite,

fatigue, and nausea in both arms

« There were generally slightly higher incidences of low-grade toxicities in the
experimental treatment arm compared to control

« Overall, there was no meaningful difference in the types TEAEs Grade 3 or higher of
toxicities experienced between the two arms, except diarrhea, which was more
frequently observed in the experimental arm vs. control arm

Experimental Arm Control Arm
seribantumab 20 mg/kg QW + erlotinib
Preferred Term erlotinib 100 mg QD 150 mg QD
N=85 N=44
n (%) n (%)
All Grade Grade 2 3 All Grade Grade 2 3
At least 1 TEAE 85 (100) 49 (57.6) 44 (100) 25 (56.8)
Diarrhea 59 (69.4) 7 (8.2) 27 (61.4) 2 (4.5)
Rash 46 (54.1) 3 (3.5) 21 (47.7) 3 (6.8)
Decreased appetite 37 (43.5) 1(3.3) 16 (36.4) 0 (0)
Fatigue 31 (36.5) 1(1.2) 13 (29.5) 0 (0)
Nausea 29 (34.1) 1(1.2) 14 (31.8) 0 (0)
Dry skin 28 (32.9) 1(1.2) 11 (25.0) 0 (0)
Weight decreased 27 (31.8) 0 (0) 11 (25.0) 0 (0)
Dyspnea 22 (25.9) 9 (10.6) 9 (20.5) 6 (13.6)
Vomiting 19 (22.4) 2 (2.4) 11 (25.0) 1(2.3)
Dermatitis 14 (16.5) 0 (0) 12 (27.3) 1(2.3)
acneiform
Stomatitis 20 (23.5) 0 (0) 5(11.4) 0 (0)
Cough 16 (18.8) 0 (0) 6 (13.6) 0 (0)
Pruritis 10 (11.8) 1(1.2) 10 (22.7) 1 (2.3)
Back pain 15 (17.6) 2(2.4) 4 (9.1) 0 (0)
Dizziness 11 (12.9) 1(1.2) 8 (18.2) 0 (0)
Constipation 10 (11.8) 0 (0) 7 (15.9) 0 (0)
Hypokalemia 14 (16.5) 4 (4.7) 3 (6.8) 0 (0)
Dysgeusia 14 (16.5) 0 (0) 1(2.3) 0 (0)

Table 3: Treatment Emergent Adverse Events (215%) in the Phase 2 Safety
Population of Group A by Preferred Term

A PASSION FOR OUTTHINKING CANCER

Conclusions

* Our data support the hypothesis that addition of seribantumab to standard therapy might
provide clinical benefit to patients with HRG+ EGFR wild-type NSCLC

* Based on these data, a prospective, randomized, open-label, international, multicenter
Phase 2 study of seribantumab, in combination with docetaxel, is underway in patients
with HRG-positive advanced NSCLC adenocarcinoma (NCT02387216)
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