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Clinical Study Report Synopsis 

Drug Substance MEDI3506 /tozorakimab 

Study Code D9183C00001 

Edition Number 1.0 

Date 29 April 2024 

NCT Number NCT 04170543 

A Phase IIb Randomised, Double-blind, Placebo-Controlled, 

Study to Evaluate the Efficacy and Safety of MEDI3506 in 

Subjects with Diabetic Kidney Disease  

Study dates: First subject enrolled: 11 December 2019 

Last subject last visit: 16 May 2023 

Phase of development: Therapeutic exploratory (II) 

International Co-ordinating Investigator:  N/A 

Sponsor’s Responsible Medical Officer: 

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. 

PPD

Redacted for Public Disclosure
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Study centre(s) 

The Study (D9183C00001) was conducted in a total of 99 sites in 7 countries: Argentina, 

Canada, Chile, Peru, South Korea, Japan and US. Each site had its own Principal Investigator. 

There was no International Co-ordinating Investigator assigned for this study. 

Publications 

Please refer to (Hofherr et al 2024) in the aCSR reference list Section 15. 
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Following the signing of informed consent, participants were assessed for study eligibility 
during a screening period of up to 35 days (Day -37 to Day -3) followed by a 168-day (24 
week) treatment period and a 70-day (10 week) follow-up period. 

Statistical methods 
The primary efficacy analysis of change from baseline to Day 169 (Week 24) in UACR 
compared to placebo (on treatment with dapagliflozin as standard of care) was based on the 
Per Protocol Population. UACR was log-transformed and analysed using mixed model 
repeated measures (MMRM) method adjusting for fixed categorical effects of treatment, visit, 
and treatment-by-visit interaction, randomisation stratification factors, and the continuous 
covariates of baseline log UACR and baseline log UACR-by-visit interaction. 

The secondary efficacy analysis of change from baseline to Day 85 (Week 12) in UACR and 
change from Day 85 (Week 12) to Day 169 (Week 24) in UACR was analysed similarly to 
that of the primary efficacy analysis and was based on the Full Analysis Set and Per Protocol 
Population. For the proportions of subjects with > 30%, > 40%, and > 50% reduction in 
UACR was summarised based on the Full Analysis Set and the Per Protocol Population. 

Study population 
A total of 1575 patients were screened in 99 study centres. Of these, 599 were randomised in 
82 study centres across 7 countries: Argentina, Canada, Chile, Japan, Peru, South Korea and 
US. Following the Phase IIb CSP, 575 out of the 599 patients were randomised in a 
95:95:95:140:140 ratio to receive either tozorakimab 30, 60, 120, or 300 mg or placebo. 

A group of 41 participants were excluded from the summary statistics. This aCSR is based on 
the summary statistics of 558 participants from study Phase IIb only.  

The Phase IIb study was completed per protocol by a total of 427 participants. At the end of 
the study, all participants had either completed (N = 454) or discontinued (N = 104) the 
treatment; the most common reason for treatment discontinuation in the placebo and the total 
tozorakimab groups was “Other”. The number and reasons for discontinuations from 
treatment did not raise any concerns about the conduct of the study.  

The first participant was randomised into the study on 20 August 2020 and the last participant 
completed their last study visit on 16 May 2023. The majority of study participants were white 
male. The median age of participants was 68 years and median weight 85.25 kg. 

Summary of efficacy results 

· The study did not meet its primary objective. No statistically significant, or clinically 
meaningful difference from placebo was demonstrated for any of the tozorakimab 
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• The proportion of participants in the placebo group who reported TEAEs was highest 

in the SOC Infections and infestations. The proportion of participants in the 

tozorakimab total group who reported TEAEs was highest in the SOC Metabolism and 

nutrition disorders followed by the SOC Vascular disorders.  

• The most commonly reported (≥ 2% of participants in any treatment group) TEAESIs 

in the placebo and the tozorakimab total groups were of the PTs COVID-19 and 

oedema peripheral. Additionally, TEAESI of PT diarrhoea was reported by ≥ 2% of 

participants in the tozorakimab total group.   

• TEAEs resulting in death were low (~1%) and reported by a similar proportion of 

participants in the placebo and the tozorakimab total groups. 

• Highest proportion of participants in the placebo group and in the tozorakimab total 

group reported the majority of TESAEs in the SOC of Infections and infestations. The 

most common (≥ 2% of participants in any treatment group) TESAEs in tozorakimab 

treated participants were of the PTs atrial fibrillation and hyperkalaemia. 

• IP discontinuation due to at least one TEAE leading to discontinuation was low and 

similar across all treatment groups. 

• There were no Hy’s Law or potential Hy’s Law cases. 

• There were no clinically important trends over time from baseline in haematology or 

clinical chemistry parameters. 

• There were no meaningful trends in vital sign variables, ECGs, LVEF or BNP. 

Conclusion(s) 

• Treatment with tozorakimab alone or in combination with dapagliflozin from Day 85 

onwards, did not demonstrate a clinical benefit in patients with DKD compared with 

placebo. 

• Tozorakimab alone or in combination with dapagliflozin demonstrated an acceptable 

safety and tolerability profile. 

 




