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1.  Introduction 

On 21 October 2022, the MAH submitted an abbreviated report of the results of Study CL011_168:  a 
randomized, double blind, placebo-controlled Phase 2 Study to evaluate the safety and efficacy of 
avacopan (CCX168) in patients with C3 Glomerulopathy (ACCOLADE, EudraCT#: 2017-001821-42, 
NCT03301467), which includes a results summary and associated safety and efficacy data tables for 
the double-blind period, in accordance with Article 46 of Regulation (EC) No1901/2006, as amended. 

The final Clinical Study Report for this study which will be submitted to EMA upon finalisation. 

A short critical expert overview has also been provided.  

2.  Scientific discussion 

2.1.  Information on the development program 

The MAH is providing an abbreviated report of the results of Study CL011_168 which includes a results 
summary and associated safety and efficacy data tables for the double-blind period. This report is 
being submitted to the European Medicines Agency (EMA) as well as the relevant competent 
authorities of the Member States in which the clinical trial was conducted. These results have been 
submitted to the US ClinicalTrials.gov site (NCT03301467) and will be submitted to the EU Clinical 
Trials Register. In addition, the final Clinical Study Report for this study which will be submitted to EMA 
and relevant Member States upon finalization.  

The MAH does not plan to submit the results of Study CL011_168 as a subject of a Variation to the 
Summary of Product Characteristics for TAVNEOS at this time. 

As per the cover letter, the study enrolled 2 paediatric subjects, both of whom were randomized to 
receive placebo in the initial double-blind period followed by avacopan in the open-label treatment 
period. 

2.2.  Information on the pharmaceutical formulation used in the study 

Not applicable; avacopan 30 mg BID was administered in the study. 

2.3.  Clinical aspects 

2.3.1.  Introduction 

The MAH is providing an abbreviated report of the results of Study CL011_168: A randomized, double 
blind, placebo-controlled Phase 2 Study to evaluate the safety and efficacy of avacopan (CCX168) in 
patients with C3 Glomerulopathy (ACCOLADE, EudraCT#: 2017-001821-42, NCT03301467), which 
includes a results summary and associated safety and efficacy data tables for the double-blind period. 

2.3.2.  Clinical study 

A randomized, double blind, placebo-controlled Phase 2 Study to evaluate the safety and efficacy of 
avacopan (CCX168) in patients with C3 Glomerulopathy (ACCOLADE) 

Description 

The Phase 2 Study CL011_168 was conducted to evaluate the safety and efficacy of avacopan 30 mg 
BID as compared to placebo on renal disease activity in patients with C3 glomerulopathy (C3G). 



 
  
EMA/CHMP/64582/2023  Page 4/11 
 

Methods 

Study participants 

Patients with biopsy-proven C3 glomerulopathy. 

Treatments 

The 52-week, randomied, double-blind, placebo-controlled, 2-period, Phase 2 study, included a 26-
week, double-blind treatment period (Period 1), followed by a 26-week, open-label, active-treatment 
period (Period 2), and an 8-week off-treatment Period.  

Study participants were stratified by baseline C5b-9 level (>244 ng/mL, ≤244 ng/mL) and randomized 
1:1 to avacopan 30 mg BID or placebo for an initial 26-week double-blind treatment period (Period 1). 
At Week 26, study participants initially randomized to avacopan 30 mg BID remained on this regimen 
and participants initially randomized placebo were switched to avacopan 30 mg BID for a 26-week 
active treatment period through Week 52 (Period 2) (Figure 1). 

Immunosuppressants, including mycophenolate mofetil (MMF) and calcineurin inhibitors, and renin-
angiotensin-aldosterone inhibitors were allowed but not required as concomitant therapy. Eculizumab 
(and other anti-C5 antibodies) and plasma exchange/infusion were prohibited.  

 

Objective(s) 

Please refer to above heading “Description”. 

Outcomes/endpoints 

The primary efficacy endpoint was change in C3G histologic index of disease activity. Secondary 
endpoints included change in C3G histologic index of disease chronicity, change in spot UPCR, and 
change in eGFR. 
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Sample size 

A total of 57 subjects were randomized of which only two were children. 

Randomisation and blinding (masking) 

The study was randomized and double-blind (see above). No details on the randomization or blinding 
procedures were provided in this submission. 

Statistical Methods 

No details on the statistical methods were provided in this submission. 

Results 

Participant flow 

Please see below table on subject disposition. 
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Table 1: Subject Disposition Double Blind Treatment Period 

 

Recruitment 

First Subject Randomized: 07 December 2017. Last Subject Last Visit: 27 October 2021. 
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Baseline data 

Please see below table on baseline data. Two children aged 12-17 years were included; both of 
whom were randomized to receive placebo in the initial double-blind period. 

 

 

 

According to the Applicant, baseline demographics and disease characteristics were generally 
comparable between the placebo and avacopan 30 mg BID groups. In the avacopan 30 mg BID and 
placebo groups, baseline mean eGFR was 79 and 72 ml/min/1.73m2, geometric mean UPCR was 4.11 
and 2.80 g/g, and percentage of study participants with UPCR > 1 g/g was 79% and 72%, 
respectively. 

Number analysed 

Please refer to table under heading “Participant flow”. 

Efficacy results 

The primary efficacy endpoint (Histologic Activity Score) was not met, see below table. 

The outcome of the key secondary objectives was also presented in tabulated form. 
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Table 2: Change from Baseline to Week 26 in the C3G Histologic Index for Disease Activity - Subjects 
With Elevated C5b-9 

 

 

As stated above only two children were included in the study; both of whom were 
randomized to receive placebo in the initial double-blind period. 
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Safety results 

Please see below tables for overview of Treatment-Emergent Adverse Events (TEAE) and Serious TEAE. 

Table 3: Overview of Treatment-Emergent Adverse Events (TEAE) in the Double-Blind Treatment 
Period 
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Table 4: Summary of Serious Treatment-Emergent Adverse Events for the Safety Population in the 
Double-Blind Treatment Period 

 

 

As stated above only two children were included in the study; both of whom were 
randomized to receive placebo in the initial double-blind period. 

2.3.3.  Discussion on clinical aspects 

The MAH has submitted an abbreviated report of the results of Study CL011_168:  a randomized, 
double blind, placebo-controlled Phase 2 Study to evaluate the safety and efficacy of avacopan 
(CCX168) in patients with C3 Glomerulopathy, which includes a results summary and associated safety 
and efficacy data tables for the double-blind period, in accordance with Article 46 of Regulation (EC) 
No1901/2006. The final Clinical Study Report for this study which will be submitted to EMA upon 
finalization. 

The primary efficacy endpoint of the study was not met, and the MAH does not plan to submit the 
results of Study CL011_168 as a subject of a Variation to the Summary of Product Characteristics for 
TAVNEOS. 

The study enrolled 2 paediatric subjects (aged 12-17 years). However, both these subjects 
were randomized to receive placebo in the initial double-blind period (followed by avacopan in 
the open-label treatment period). Thus, the current submission (that only includes data from 
the double-blind period) does not include any data on paediatric subjects exposed to 
avacopan i.e., information that would be of relevance for the focus of the present procedure. 

For the future submission that will include the Clinical Study Report (expected to provide data also 
from the open label treatment period), the Applicant is encouraged to provide a separate presentation 
of the data retrieved from paediatric subjects exposed to avacopan. 
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3.  CHMP’s overall conclusion and recommendation 

The MAH has submitted an abbreviated report of the results of Study CL011_168 which only includes 
data tables for the double-blind period, in which no paediatric subjects were exposed to avacopan. 
Thus, no new information of relevance for the focus of the present procedure has been 
provided. 

The final Clinical Study Report will be submitted to EMA upon finalization. In this 
submission, the Applicant is encouraged to provide a separate presentation of the data 
retrieved from the 2 paediatric subjects exposed to avacopan in the second part of the study. 

  Fulfilled: 

No regulatory action required 
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