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cotadutide compared with placebo, given once daily (qd) as a subcutaneous (SC) injection 
administered via a multidose pen, in adults with non-cirrhotic non-alcoholic steatohepatitis 
(NASH) with fibrosis stage F2 or F3. All efficacy endpoints were exploratory and included 
whether treatment with cotadutide resulted in a significant improvement compared to placebo 
in the proportion of participants with resolution of NASH without worsening of liver fibrosis 
at Week 48.  

Participants who were eligible according to the inclusion/exclusion criteria were randomized 
in a 2:1:2:1 ratio to receive cotadutide 300 µg, placebo matching cotadutide 300 µg, 
cotadutide 600 µg, or placebo matching cotadutide 600 µg. Participants underwent dose 
titration steps every 4 weeks to reach the target dose of 300 μg or 600 μg qd.  

An independent Data Monitoring Committee was established to monitor data on an ongoing 
basis to ensure safety of participants enrolled in this study and to ensure the integrity of the 
study. 

Target Population and Sample Size 
Eligible participants were ≥ 18 to ≤ 75 years of age (inclusive) with biopsy-proven NASH 
(historical biopsy performed ≤ 180 days from randomization or on-study biopsy) 
demonstrating a non-alcoholic fatty liver disease activity score (NAS) ≥ 4 (with a score of at 
least 1 for each component: steatosis, lobular inflammation, and ballooning) and liver fibrosis 
stage F2 or F3. At randomization, participants were stratified by the presence/absence of 
type 2 diabetes mellitus (T2DM) and by fibrosis stage. All liver biopsies were read by a 
central pathology review committee. 

Approximately 7440 participants were originally planned to be screened/enrolled to achieve 
1860 randomly assigned to study intervention, including 300 in Part A and 1560 in Part B. 
However, this study has prematurely stopped randomization as the cotadutide program was 
discontinued.  

Investigational Product and Comparator(s): Dosage, Mode of Administration, and Batch 
Numbers 
Participants received cotadutide 300 µg, placebo matching cotadutide 300 µg, cotadutide 
600 µg, or placebo matching cotadutide 600 µg, delivered subcutaneously via a multidose 
prefilled pen device. The batch numbers were 30324.10/1 / L019485, 30324.11/1 / L020118, 
30324.12/1 / L020141, 30324.19/1 / L021263, 30324.20/1 / L021446, 30324.3/1 / L019009, 
30324.4/1 / L019008, 30324.5/1 / L019173, 30324.6/1 / L019172, 30324.7/1 / L019300, 
30324.8/1 / L019301, and 30324.9/1 / L019484.  

Duration of Treatment 
The treatment period was 48 weeks.   
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Statistical Methods 
The primary analysis was of safety. No formal hypothesis testing was performed. Treatments 
were compared in tables using descriptive statistics. 

Exploratory efficacy analyses used nominal 2-sided 5% significance levels (equivalent to 
nominal 1-sided 2.5% significance levels) unless otherwise stated. The binary endpoints were 
analyzed using a Cochran-Mantel-Haenszel test with stratification by T2DM presence and 
F2/F3 fibrosis stages. For the exploratory analysis of binary histological endpoints using the 
full analysis set (FAS), participants missing histology data due to any reason were imputed as 
non-responders. 

The primary estimand of interest for the histological endpoints used the treatment policy 
strategy. The treatment policy approach applies to intercurrent events of treatment 
discontinuation, deviations from the protocol titration schedule, changes in background 
medication, liver events, or use of prohibited medication or other protocol deviations. The 
treatment policy strategy was also used to handle the intercurrent events for continuous 
endpoints at Week 48. 

For efficacy analyses, participants were analyzed according to their randomized 
investigational product (IP) assignment and dose, irrespective of the treatment they actually 
received.  

Study Population 
The study was discontinued prematurely and recruitment was terminated due to a strategic 
decision to stop the cotadutide development program in NASH. The participant disposition 
was similar across the treatment groups. In total, 586 patients were enrolled, 54 participants 
were randomized, 36 (66.7%) participants were assessed for post-baseline biopsy, and 41 
(75.9%) participants completed the study. Demographics, baseline participant characteristics, 
and use of concomitant medications were generally similar across treatment groups.   

Summary of Efficacy Results 
In the FAS, the proportion of participants with resolution of NASH without worsening of liver 
fibrosis was 35.3%, 44.4%, and 26.3%, in the cotadutide 300 μg, cotadutide 600 μg, and 
placebo groups, respectively. Treatment with cotadutide 600 μg was associated with a 
response difference of 18.1% (95% confidence interval [CI] -13.0, 46.4, p = 0.257) compared 
to the placebo group. A lower response difference of 9.0% was observed in the cotadutide 
300 μg group. 

The proportion of participants in the FAS with improvement in liver fibrosis by at least one 
stage without worsening of NASH was 5.9%, 61.1%, and 21.1%, in the cotadutide 300 μg, 
cotadutide 600 μg, and placebo groups, respectively. Treatment with cotadutide 600 μg was 
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associated with a response difference of 40.1% (95% CI 8.1, 64.8, p = 0.022) compared to the 
placebo group. The response for this outcome measure in the cotadutide 300 μg group was not 
higher than in placebo.  

Summary of Safety Results 

The safety set comprised 54 participants who received at least one dose of IP. Mean duration 
of exposure was similar across the treatment groups.   

The proportion of participants who experienced at least 1 adverse event (AE) was numerically 
greater in the cotadutide total group than in the placebo group: cotadutide total (94.3%) and 
placebo (68.4%). The 3 most common AEs reported by participants in the cotadutide total 
group were nausea (40.0%), vomiting (31.4%), and decreased appetite (20.0%).  

Serious AEs were reported in 1 participant (cotadutide 300 μg group). There were no deaths 
reported. AEs possibly related to study medication, as judged by the investigator, were more 
frequent in the cotadutide total group than in the placebo group: cotadutide total (71.4%) and 
placebo (31.6%). The majority of AEs were mild or moderate in intensity. 

AEs leading to discontinuation of study medication were more frequent in the cotadutide total 
group than in the placebo group: cotadutide total (14.3%) and placebo (5.3%). Only 
3 participants (2 in the cotadutide 600 μg group and 1 in the placebo group) experienced an 
AE leading to withdrawal from the study.  

The frequency of the AE of special interest (AESI) nausea and vomiting was greater in the 
cotadutide total treatment group than in the placebo treatment group, while the frequency of 
injection site reactions was less in the cotadutide total treatment groups than in placebo. 
Greater increases in mean change in heart rate from baseline over 48 weeks were seen with 
both doses of cotadutide compared with placebo. 

There were no cases meeting potential Hy's Law or Hy's Law criteria in the study, and there 
were no new clinically relevant trends in clinical laboratory evaluations or ECGs. 

Conclusion(s) 

• Due to a strategic decision to stop the cotadutide development program in NASH, 
enrollment into the study was stopped early, resulting in a limited sample size 
(54 randomized participants) and only 36 participants (66.7%) with a post-baseline 
biopsy.  

• Safety and tolerability of cotadutide 300 and 600 µg administered SC once daily in adults 
with non-cirrhotic NASH with fibrosis were generally consistent with the known safety 
profile for cotadutide. 

• Cotadutide treatment at both doses demonstrated numerical improvements in resolution of 
NASH without worsening of liver fibrosis. 
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• A higher proportion of participants in the cotadutide 600 μg treatment group than the 
placebo group showed improvement of liver fibrosis by at least one stage without 
worsening of NASH.  

 




