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percentage of participants within each QTcF interval classes were reported together with the 
number and percentage of participants within QTcF increase classes at any time.

Study population
A total of 416 participants participated in the study between 31 August 2020 (date first 
participant enrolled) and 08 March 2022 (date of last participant last visit); 248 were 
randomised, and 247 treated. Overall, 38 (15.3%) participants discontinued study treatment, 
with a higher proportion in the cotadutide 600 g , and 
comparable discontinuations across the cotadutide 100 and 300 ug groups and placebo 
treatment groups, and 235 (94.8%) participants completed the study. Demographic and 
baseline characteristics were balanced across the treatment groups and representative of the 
target population.

Summary of efficacy results
In the analysis of the primary endpoint, geometric least squares (GeoLS) mean percent 
reductions in UACR after 14 weeks’ treatment with cotadutide were clinically relevant and 
statistically significantly greater with cotadutide 300 and 600 g compared with 
placebo: -43.88 (95% Confidence Interval [CI]: -54.65, -30.56; p = 0.001) and -49.91 (95% 
CI: -59.30, -38.35; p < 0.001), respectively. Results in the non-Japanese sub-population were 
similar to that of all participants, and consistent results were observed from sensitivity 
analysis of the primary endpoint and no significant treatment interactions were noted. 

Secondary endpoints: significant reductions in UACR were sustained after 26 weeks’ 
treatment with cotadutide 300 and 600 g compared with placebo; significant reductions in 
body weight were observed with cotadutide 300 and 600 g compared with placebo; and 
treatment with cotadutide compared with placebo resulted in significant glycaemic control as 
seen by reductions in HbA1c and glucose levels, and increased time spent within target 
glucose range, with the cotadutide 100 and 300 g doses being more effective at glucose 
lowering after 26 weeks’ treatment than the cotadutide 600 g dose. 
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Summary of safety results
The mean duration of actual exposure to IP was comparable across all treatment groups 
(range: 159.6 to 174.7 days) and the majority of participants in each treatment group had a 
cumulative actual exposure of 169 days. 

The proportion of participants who experienced at least one AE was higher in the cotadutide 
total than placebo treatment group  

. The same pattern was observed for AEs considered by 
investigator as possibly related to IP. Two deaths occurred in the study, both in 
cotadutide-treated participants, but were not considered by the investigator to be related to IP. 
Twenty-eight SAEs were reported by 24 participants, with the proportion of participants 
experiencing SAEs being balanced across the treatment groups. Three SAEs were assessed by 
investigator as possibly related to IP but occurred in the placebo  
groups, and four led to discontinuation of IP (two in cotadutide-treated participants). The most 
common AEs in the cotadutide total treatment group were hypoglycaemia (28.5%), nausea 
(17.9%), and diarrhoea (11.9%). The frequency of participants experiencing hypoglycaemia 
was comparable across the cotadutide and placebo treatment groups  

 the event rate of hypoglycaemia was highest in the placebo 
treatment group. Data from continuous glucose monitoring (CGM), conducted across 
26 weeks, showed no significant increase in time spent in hypoglycaemic or clinically 
significant hypoglycaemic ranges in cotadutide treatment groups. Most AEs were mild or 
moderate in intensity. Nausea and vomiting events were experienced by a higher percentage 
of participants in the cotadutide total versus placebo treatment group  

Nausea and vomiting events increased with increasing dose of cotadutide  
 

. Injection site reactions were experienced by a similar proportion 
of participants in the cotadutide total and placebo treatment groups;  

 All injection site reactions 
were mild and non-serious, though one (cotadutide 100 g group) led to discontinuation of IP. 
One AE of obstructive pancreatitis was reported in a cotadutide-treated participant but 
assessed by investigator as not related to IP. No cases meeting potential Hy’s Law or Hy’s 
Law criteria were reported during the study. After 14 and 26 weeks’ treatment, statistically 
significant reductions in systolic blood pressure (SBP), via ambulatory blood pressure 
monitoring (ABPM), were noted with cotadutide 600 g compared with placebo, and 
statistically significant increases in pulse rate were noted on ABPM and office-based 
measures with cotadutide compared with placebo, 

 
.

Overall, the safety profile of cotadutide was similar to that of marketed GLP-1 agonists.



Clinical Study Report Synopsis AstraZeneca
Cotadutide - D5676C00001 1.0, 22 November 2022

CONFIDENTIAL AND PROPRIETARY 8 of 8

Conclusion(s)
! The primary endpoint was met for the cotadutide 300 and 600 g dose levels, with 

significantly greater reductions in UACR from baseline being observed compared with 
placebo after 14 weeks’ treatment. Secondary endpoints were also met, with sustained 
reductions in UACR compared with placebo after 26 weeks’ treatment, significant 
reductions in body weight, and significant glycaemic control compared with placebo; the 
greater efficacy of the cotadutide 100 and 300 g doses compared with the 600 g dose in 
glucose lowering suggests increasing engagement of the glucagon receptor at the highest 
cotadutide dose.

! Overall, cotadutide administered SC once daily, titrated to doses of 100, 300, and 600 g 
was well-tolerated; the cotadutide 600 g dose level was less well tolerated than the 100 
and 300 g dose levels  Safety and tolerability data 
were consistent with previous cotadutide studies at 600 ug; cotadutide 100 and 300 ug 
doses were better tolerated in this study than in other cotadutide studies.

! Overall, efficacy and safety results for the cotadutide 300 and 600 g dose demonstrate a 
positive benefit/risk profile in patients with CKD with T2DM, with results suggesting the 
optimal dose level may reside between 300 and 600 g.


