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Study dates: First subject enrolled: 13 September 2019 

Date of early study termination: 17 February 2022 
The analyses presented in this report are based on a clinical data 
lock date of 19 May 2023 

Phase of development: Clinical pharmacology (I)/Therapeutic exploratory (II) 

International Co-ordinating Investigator:  ,  
, Medical Oncology Department 

 
, UVic-UCC 

UVH) 
 

-129, 08035 Barcelona, Spain 
 ,  

 

AstraZeneca 
Phone:  

 
 
This study was performed in compliance with Good Clinical Practice, including the archiving of essential 
documents.   
 
This submission /document contains trade secrets and confidential commercial information, disclosure of which 
is prohibited without providing advance notice to AstraZeneca and opportunity to object. 
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Rationale for submitting an abbreviated clinical study report 
Study D910CC00001 was designed to determine if novel oncology therapies plus standard of 
care (FOLFOX [folinic acid (leucovorin), 5-fluorouracil, oxaliplatin] plus bevacizumab) 
would demonstrate superior antitumor efficacy to standard of care alone in subjects with 
first-line (1L) metastatic microsatellite-stable (MSS) colorectal cancer (CRC).

 
 

 
 

Study centers 
Participants were screened and enrolled for this study at 20 sites globally: US (10), Canada 
(1), Spain (4), France (2), and Australia (3). 

Publications 
None at the time of writing this report. 
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Duration of treatment 
In both study parts, study treatment was to be administered until disease progression or any 
discontinuation criteria were met.  

 

Statistical methods 
See Section 4.8 of the CSP in Appendix 16.1.1 of the abbreviated CSR and the Statistical 
Analysis Plan in Appendix 16.1.9 of the abbreviated CSR. 

Study population 
The first subject was enrolled onto the study on 13 September 2019 and the last subject last 
visit was on 10 October 2022. The results presented in this abbreviated CSR are based on a 
clinical data lock date of 19 May 2023. 

Across all parts of the study, a total of 83 subjects were screened (ie, informed consent was 
signed). There were 22 screen failures, of which 16 subjects did not meet inclusion and/or met 
exclusion criteria, 3 subjects withdrew consent, and 3 subjects failed for other reasons. 

Seven subjects were assigned and received treatment in Part 1. The most common reason for 
treatment discontinuation during the study was progressive disease for all treatments except 
oxaliplatin, for which all discontinuations were due to adverse events (AEs). At the time of 
final analysis (data cutoff [DCO] 19 May 2023), 4 (57.1%) subjects had died during Part 1 of 
the study (3 [42.9%] due to disease under investigation and 1 [14.3%] due to other cause) and 
the remaining 3 (42.8%) subjects discontinued from the study due to sponsor decision. 

Fifty-four subjects were randomized in Part 2 (27 subjects were assigned to the control [C1] 
arm and 27 subjects were assigned to the experimental [E1] arm) and 26 subjects received 
treatment in each study arm. In both study arms, the most common reason for discontinuation 
was progressive disease for all treatments with the exception of oxaliplatin, for which AEs 
were the most common reason for discontinuation. At the DCO, 21 (40.4%) treated subjects 
had died during Part 2 of the study (18 [34.6%] due to disease under investigation and 3 
[5.8%] due to other causes). Adverse events contributing to deaths were COVID-19, intestinal 
perforation, peritonitis, and sepsis (1 [1.9%] subject, each). 

Overall, 6 (10.2%) subjects decided to withdraw from the study, 2 (3.4%) subjects were lost to 
follow-up, and the remaining 26 (44.1%) subjects discontinued from the study due to other 
reasons (mostly due to sponsor decision). 

Summary of efficacy results 
The primary efficacy endpoint for Part 2 is objective response (OR) per Response Evaluation 
Criteria for Solid Tumors version 1.1. Objective response rate (ORR) is defined as the 
proportion of subjects with a confirmed complete response or partial response. The secondary 
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endpoints for Part 2 include antitumor response (best overall response [BOR], duration of 
response [DoR], and disease control [DC]) and survival (progression-free survival [PFS], PFS 
at 12 months [PFS-12], and overall survival [OS]).

 The confirmed ORR was 61.5% (95% confidence interval [CI], 40.6%-79.8%) in Arm E1 
(N = 26) compared with 46.2% (95% CI, 26.6%-66.6%) in Arm C1 (N = 26). 

 One (3.8%) subject achieved a complete response in Arm C1. 

 There was no improvement in PFS or PFS-12 in Arm E1 compared with Arm C1. 
 
Summary of safety results 

Part 1 

 The median duration of exposure in subjects was around 44 weeks for durvalumab, 
oleclumab, and bevacizumab, around 56 weeks for folinic acid and 5-fluorouracil, and 
25 weeks for oxaliplatin.

 All subjects had treatment-emergent adverse events (TEAEs). 

 3 TEAEs occurred in 6 (85.7%) subjects. 

The most common TEAEs were diarrhoea, fatigue, paraesthesia, and peripheral 
sensory neuropathy (5 [71.4%] subjects each), neutrophil count decreased 
(4 [57.1%] subjects), constipation and stomatitis (3 [42.9%] subjects each), and 
nausea, rectal haemorrhage, pyrexia, aspartate aminotransferase increased, weight 
decreased, weight increased, dehydration, dysgeusia, and proteinuria 
(2 [28.6%] subjects each). 

 There were no fatal TEAEs in Part 1.

 One (14.3%) subject experienced serious adverse events (SAEs) (colitis and large 
intestine perforation). The SAE of colitis was judged by the investigator to be causally 
related to durvalumab and oleclumab.

 The most common treatment-related AE for durvalumab and oleclumab was pyrexia 
(2 [28.6%] subjects for both treatments).  

 The most common treatment-related AEs for the standard-of-care therapies were 
neutrophil count decreased, fatigue, diarrhoea, stomatitis, peripheral sensory neuropathy, 
and paraesthesia. 

 
Part 2 

 The median duration of exposure in subjects was similar for both study arms, and for all 
study treatments (medians range, 31.3-36.8 weeks) except for oxaliplatin with 22.0-23.2 
weeks. 

 All subjects had TEAEs. 

 3 TEAEs occurred in 65.4% of subjects in Arm E1 and in 80.8% of subjects 
in Arm C1. 
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The most common TEAEs were diarrhoea (53.8% in Arm E1 vs 46.2% in Arm C1), 
nausea (46.2% vs 50.0%), constipation (46.2% vs 34.6%), stomatitis (30.8% vs 
19.2%), fatigue (42.3% vs 38.5%), decreased appetite (30.8% vs 19.2%), dysgeusia 
(15.4% vs 30.8 %), paraesthesia (19.2% vs 26.9%), and peripheral sensory 
neuropathy (38.5% vs 42.3%). 

 Fatal TEAEs, all unrelated to the study treatments, were observed in 3 subjects in Arm E1 
(sepsis, peritonitis, and intestinal perforation) and one subject in the Arm C1 
(COVID-19). 

 Overall, 19 (36.5%) subjects experienced SAEs (46.2% in Arm E1 and 26.9% in 
Arm C1). 

One (1.9%) subject had a durvalumab-related SAE (pyrexia).

Two (3.8%) subjects had oleclumab-related SAEs (pyrexia and pulmonary 
embolism). 

Two (3.8%) subjects had 5-fluorouracil-related SAEs (ventricular tachycardia, 
bursitis, and epistaxis). 

Four (7.7%) subjects had bevacizumab-related SAEs (large intestine perforation, 
peritonitis, bursitis, epistaxis, and pulmonary embolism).  

 The most common treatment related AEs for durvalumab were fatigue 
(6 [23.1%] subjects), nausea (5 [19.2%] subjects), diarrhoea (4 [15.4%] subjects), and 
lipase increased (3 [11.5%] subjects). The most common treatment-related AEs for 
oleclumab were fatigue (6 [23.1%] subjects), diarrhoea (4 [15.4%] subjects), and nausea 
and rash (3 [11.5%] subjects each). 

 The most common treatment related AEs for the standard-of-care therapies were nausea, 
diarrhoea, fatigue, dysgeusia, peripheral sensory neuropathy, stomatitis, vomiting, 
neutrophil count decreased, platelet count decreased, decreased appetite, paraesthesia, 
temperature intolerance, neuropathy peripheral, and epistaxis. 

 
Conclusion 

Observed efficacy did not favor further investigation of the novel study drug combination. 
There are no plans to move forward with the specific drug combination used in this study. 
 

 




