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Activity of Tarextumab with Chemotherapy 
in Patient-Derived SCLC Xenografts  

Baseline Characteristics (n=20)* 
OMP-59R5 Dose Level (mg/kg) 

 

Maximum Change in Radiographic Target 
Lesions (n=16 evaluable)* 

Preferred Term 

 

* Data cutoff as of August 29, 2014 

Study Schema and Objectives 

* Data cutoff as of August 29, 2014 

* Data cutoff as of August 29,2014 

Treatment Exposure (n=20)* 
OMP-59R5 Dose Level (mg/kg) 

 

AEs Occurring in >25 % of Pts (n=20)* 
All Grades Regardless of Relationship 

Preferred Term 

 

Pharmacokinetics and Immunogenicity 
Preferred Term 

 

AEs Considered Related to Tarextumab 
Occurring in ≥ 10% of Pts (n=20)* 

Preferred Term 

 

Grade ≥ 3 AEs Occurring in ≥ 10 of Pts 
Regardless of Relationship (n=20)* 

Preferred Term 

 

* Data cutoff as August 29, 2014 

Copies of this poster obtained through QR (Quick Response) code are for personal  
use only and may not be reproduced without written permission of the authors 

Legend: OMP-LU87  (A) or OMP-LU68 (B) were injected into Nod-Scid mice and allowed to grow 
until they had reached an approximate tumor volume of 180 mm3. Tumor bearing mice were 
randomized into two groups (n= 9 -10 mice per group) and treated with either chemotherapy plus 
control antibody or chemotherapy plus tarextumab. Following three weeks of combination treatment 
(induction phase), the chemotherapy was discontinued and the antibody treatments were 
maintained. In the control groups, the tumor growth recurred after cessation of the chemotherapy, 
whereas in the tarextumab groups, tumor recurrence was delayed. (C) Summary table of tarextumab 
activity in patient-derived SCLC xenografts. This summary is based on multiple experiments 
including those using combination treatment followed antibody maintenance and other experiments 
where tarextumab and chemo agents were dosed continuously.  A “+” indicates a reduction in tumor 
growth in combination with chemotherapy relative to the chemotherapy control group (p < 0.05). 
Seven out of nine models tested were sensitive to tarextumab.  

TRXT treatment significantly delayed tumor recurrence when it is combined with 
chemotherapy compared to chemotherapy with placebo. 
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* Data cutoff as August 29, 2014 

• No AE is clearly dose dependent except for the incidence of diarrhea 
• The incidence of diarrhea was less than expected based on single agent data. Co-

administration of chemotherapy with TRXT may lessen GI tract goblet cell hyperplasia 
and thus allow for higher doses of TRXT 

• Diarrhea was mostly grade 1 or 2, managed with supportive care.  One pt at 10 mg/kg 
had Grade 3 diarrhea lasted 24 hours, managed with Imodium; the event was considered 
not related to TRXT, but related to EP. 

• Grade ≥ 3 Adverse events were mostly considered related to underlying disease and 
chemotherapy-related toxicities  
 

• Consistent with what has been reported in first-in-man study: diarrhea, fatigue, nausea 
and decreased appetite were commonly reported events that were considered related to 
tarextumab.  However, the incidence of diarrhea was less than expected in contrast to 
single agent data 

• Additionally, anemia was also commonly reported event that was considered related to 
tarextumab.  However, incidence and severity of anemia was not TRXT dose dependent 

Gray lines: expected range (5th, 50th, 95th percentiles) of concentration-time profiles based on single agent population PK analysis from first in man study 
Symbols: observed individual data in this study  

* Data cutoff as of August 29, 2014 

Subject Time on Study (N=20)* 

Preferred Term 

 

• Observed individual data in the combo setting was compared to the single agent expected range of concentration-time profile 
• Presence of EP did not significantly alter the PK of TRXT 
• TRXT has nonlinear PK in patients with an apparent terminal half life of 1.5-2.0 days 
• Anti-drug antibody analysis is on-going 

• TRXT in combination with EP was well tolerated up to 15 mg/kg 
every 21 days.  

• One DLT of Grade 3 nausea was observed in one pt in 10 mg/kg 
dose cohort.  

• Following the data cutoff point, one additional pt was treated at 
TRXT 15 mg/kg dose with etoposide and cisplatin.  No DLTs were 
observed in any of the 6 pts treated at this dose cohort.  Dose 
escalation has stopped at TRXT 15 mg/kg. The study has 
proceeded with enrolling subjects into TRXT at 15 mg/kg dose level 
in combination with etoposide and carboplatin. 

• Diarrhea, fatigue, decreased appetite and nausea were the most 
common TRXT treatment-related toxicities, and the events were 
mostly Grade 1 or 2, and easily managed with supportive care.  

• Incidences of cytopenias do not seem to be TRXT dose-dependent. 
• Encouraging signs of anti-tumor activity was seen in pts in Phase 1 

portion of the study. 
• Concomitant chemotherapy did not appear to influence the 

pharmacokinetics of TRXT. 
• A randomized placebo-controlled Phase 2 portion of the study will 

commence in 2014.  The primary endpoint is PFS, which will be 
evaluated in the Notch 3 high expression patients (predictive 
biomarker) as well as in all pts. 

• The Notch pathway plays a central role in embryonic development, the 
regulation of stem and progenitor cells, and is implicated centrally in 
many human cancers, including small cell lung cancer (SCLC).  

• Tarextumab(TRXT) is a fully human IgG2 that inhibits the signaling of 
both Notch2 and Notch3 receptors.   

• TRXT has anti-cancer stem cell (CSC) and anti-pericyte activity in 
tumor vasculature. 

• CSCs, the sub-population of cells with increased tumorigenicity, 
mediate tumor recurrence, metastasis, and resistance to many 
conventional therapies.   

• In the first-in-human Phase 1 study in patients (pts) with refractory 
solid tumors: 

• The maximum tolerated doses (MTD) were: 2.5 mg/kg weekly, 7.5 mg/kg 
every other week and 7.5 mg/kg every three weeks 

• Grade 3 diarrhea was the most common dose limiting toxicity (DLT), which 
was consistent with preclinical findings of diarrhea from goblet cell 
hyperplasia.  Diarrhea occurred in 81% of pts.  The other commonly 
reported events that were considered related to TRXT treatment were 
fatigue, nausea and decreased appetite 

• TRXT is currently being evaluated in the PINNACLE study: a Phase 
1b/2 trial of OMP-59R5 (tarextumab) in combination with etoposide 
and platinum therapy (EP)  in pts with untreated extensive stage small 
cell lung cancer (ED-SCLC).  Here we report the results of Phase 1b 
portion of the study. 

TRXT Dose Level (mg/kg) 
with Etoposide and Cisplatin 

5 (n=3) 7.5 (n=3) 10 (n=6) 12.5 (n=3) 15 (n=5) Total  (n=20), n (%) 
 

Pts with DLT -- -- 1a -- -- 1(5.0) 

Completed 6 cycles of EP, n 
(%) 3  2  2  1 -- 8 (40.0) 

Pts active on treatment -- 1 1 1 4 7 (35.0) 

# of cycles, 
median (min, 

max) 

EP 6(6, 6) 6 (4, 6) 2.5 (1, 6) 4 (3, 6) 2 (1, 5) 4 (1, 6) 

TRXT 8 (6, 8) 6 (4, 14) 2.5 (1, 11) 4 (3, 6) 2 (1, 5) 4 (1, 14) 

Reason for tarextumab treatment termination 

     Adverse Event -- -- 1c -- 1d 2 (15.3) 

    Progressive Disease 2 1 2 1 -- 6 (46.2) 

Death -- -- -- 1e -- 1 (7.7) 

Withdrawal of consent 1 -- -- 1 (7.7) 

Physician’s decision 1b 1b 1b -- -- 3 (23.1) 

* Data cutoff as of August 29, 2014 

a. Pt with Grade 3 nausea that lasted more than 48 hours despite the maximum supportive care 
b. Pts came off the study with poor health condition that required hospice care 
c. Pt failed to thrive 
d. Pt with G3 hypercreatinemia 
e. Pt died of acute respiratory failure from pneumonia 
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