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2.1.1 Primary Objective 

2.1.2 Secondary Objectives 

2.1.3 Exploratory Objectives 

2.2.1 Overview 



2.2.2 Stratification 

2.2.3 Randomization and Blinding 



2.2.4 Screening Period (Up to 6 Weeks)



2.2.5 26-Week Double-blind Placebo-Controlled Treatment Period A 

2.2.6 26-Week Avacopan Treatment Period B



2.2.7 8-Week Off Treatment Follow-up Period 

2.3.1 Primary Efficacy Endpoint 

2.3.2 Secondary Efficacy Endpoints 

2.3.3 Other Efficacy Endpoints 

2.3.4 Efficacy Assessments 



C3G Histologic Index for Disease Activity 

C3G Histologic Index for Disease Chronicity 



eGFR



2.3.5 Pharmacokinetic Assessments 

2.3.6 Pharmacodynamic Assessments 



2.3.7 Safety Endpoints 







3.1.1 Study Day 

3.1.2 Analysis Visits for Efficacy 



3.1.3 Definition of Baseline

3.1.4 Handling of Missing Data 

3.1.5 Other Data Handling Approaches 

3.1.6 Summary Statistics 



3.1.7 Evaluation of Site Effect 

3.1.8 Adjustments for Potential Impact of COVID-19 

3.2.1 Randomized Population 

3.2.2 Intent-to-Treat Population 

3.2.3 Safety Population 



3.2.4 Per Protocol Population 



3.2.5 C5b-9 Patient Populations 



4.4.1 Non-Study Supplied Treatments for C3G 





**********************************************************************************
Note:  TRT01PN = Randomized Treatment Group (1 = Placebo, 2 = Avacopan) 
       PCHG = Percent Change from Baseline 



       BLIndex = Baseline C3G Histologic Index for disease activity 
**********************************************************************************

proc mixed data=C3GData; 
 class TRT01PN; 
 model PCHG= TRT01PN BLIndex / solution cl outp=resid ddfm=kr; 
 LSMEANS TRT01PN / cl diff alpha=0.05;  
 ODS output LSMeans=lsmean  
                  Diffs=lsmdiff; 
run;

5.2.1 Primary Analysis 



5.2.2 Secondary Analysis 



**********************************************************************************
Note:
      BL_W26 = Percent Change from Baseline to Week 26 in the C3G Histologic Index for 
                activity in the randomized placebo or avacopan group 
      W26_W52 = Percent Change from Week 26 to Week 52 in the C3G Histologic Index for 
                 activity in the randomized placebo or avacopan group 
      BLIndex = Baseline C3G Histologic Index for disease activity 
**********************************************************************************

proc ttest data=C3G_pair; 
 paired BL_W26 * WK26_W52; 
 ODS output Statistics=S_ttest ttests=T_ttest; 
run;

5.2.3 Sensitivity Analysis 



5.2.4 Completer Analysis 

5.2.5 Individual Components of C3G Histological Index Activity 

5.2.6 Per-Protocol Analyses 



5.3.1 Percent change from baseline in UPCR during the 26 Week placebo-controlled 
treatment period 

**********************************************************************************
Note:
TRT01AN = randomized treatment group (numeric): 1=Placebo, 2=Avacopan 
VISITN = Visit Number
LR2BASE = Ratio of Visit Value to Baseline Value (log-transformed)
LBASE = Baseline value of response (log transformed) 

proc mixed data=lablog;
class SUBJID VISITN TRT01AN(ref='1');
model LR2BASE = TRT01AN VISITN TRT01AN*VISITN LBASE/ 

solution cl ddfm=kr;
Repeated VISITN / TYPE=TOEP sub=SUBJID;

**use AR(1) if no convergence, then CS;
lsmeans VISITN*TRT01AN / alpha=0.05 cl pdiff slice=VISITN;
ods output LSMeans=LSM 



           Diffs=DiffLSM; 
run;



5.3.2 Change and Percent change from baseline in eGFR during the 26 Week placebo-
controlled treatment period 

5.3.3 Change from baseline in the C3G Histological Index for disease chronicity during the 
26 Week placebo-controlled treatment period 



5.3.4 Proportion of subjects who have a histological response 

**********************************************************************************
Note:  TRT01PN = Randomized Treatment Group (1 = Placebo, 2 = Avacopan) 
       RESPONSE = Histological Response (1=Yes, 0=No)

proc freq data=HISTRESP; 
   tables TRT01PN*RESPONSE/out=counts outpct cmh; 
   ods output CMH=pvalue; 
run;

**********************************************************************************



5.3.5 Change from baseline in urinary MCP-1:creatinine ratio during the 26 Week placebo-
controlled treatment period 

5.3.6 SF-36 v2 and EQ-5D-5L VAS and Index - Change from Baseline during the 26 Week 
placebo-controlled treatment period 



Percent Compliance = 100 × number of capsules taken / (6 × number of days in the specified 
period).



100 × number of capsules taken / (2 × number of days in the specified period).













12.1.1 EQ-5D-5L

12.2.1 Incomplete Adverse Event Start Date: 

Missing day and month 



Missing day only 

Missing day, month, and year 

12.2.2 Incomplete AE Stop Date: 

Missing day and month 

Missing day only 



12.2.1 Incomplete Start/Stop Dates for Prior/Concomitant Medications/Procedures 



**********************************************************************************
Note:
      W26 = Week 26 continuous result 
      BL = Baseline continuous result 
      DISTYPE  = Disease Type (C3GN or DDD) 
      RENTRANS = Renal Transplant Status (Y/N)
      TRT01PN = Treatment Group (Placebo/Avacopan) 
**********************************************************************************

**********************************************************************************

**********************************************************************************

/* Imputation at Week 26 */ 
Proc MI Data= num_org Seed= Seedno nimpute= 100

minimum= . . . 0
maximum= . . . 100
Out= mum_mi26; 

     by TRT01PN; 
     class DISTYPE RENTRANS; 
     var DISTYPE RENTRANS BL W26; 
     monotone reg(W26/details) ;  
Run;

/* Note: In the code above, remove minimum and maximum when imputed value is out of 
range; replace percentage <0 to be 0 and replace percentage >100 to be 100 for imputed 
values */ 

proc sort data= mum_mi26; 
by _imputation_ TRT01PN; 

run;



/* Imputation at Week 52 */ 
Proc MI Data= mum_mi26 Seed= Seedno nimpute= 1

minimum= . . . . 0
maximum= . . . . 100
Out= mum_mi52; 

     by _imputation_ TRT01PN; 
     class DISTYPE RENTRANS; 
     var DISTYPE RENTRANS BL W26 W52; 
     monotone reg(W52/details) ;  
Run;

/* Note:  In the code above, if the model is not able to be fit, remove Renal 
Transplant Status (RENTRANS) */ 

**********************************************************************************

**********************************************************************************

/* Imputation at Week 26 */ 
Proc MI Data= cat_org Seed= Seedno nimpute=100

out= cat_mi26; 
    by TRT01PN;  

class DISTYPE RENTRANS BL; 
var DISTYPE RENTRANS BL; 
monotone logistic(W26= DISTYPE RENTRANS BL/ Details Likelihood=AUGMENT) ;

run;

proc sort data= cat_mi26; 
by _imputation_ TRT01PN; 

run;

/* Imputation at Week 52 */ 
Proc MI Data= cat_mi26 Seed= Seedno nimpute=1

out= cat_mi52; 
    by _imputation_ TRT01PN;  

class DISTYPE RENTRANS BL W26 W52; 
var DISTYPE RENTRANS BL W26 W52; 
monotone logistic(W52= DISTYPE RENTRANS BL W26/ Details Likelihood=AUGMENT) ;
fcs logistic(W52= DISTYPE RENTRANS BL W26/ Details Likelihood=AUGMENT) ;

run;

**********************************************************************************
If there are no patients randomized to Avacopan with missing data at Week 26 in 
observed dataset, 100 datasets will be created from observed dataset to combine with 
the 100 imputed datasets from the Placebo group; similarly, for no missing in Placebo 
group.
**********************************************************************************



**********************************************************************************
Note:
      EFFI = Imputed efficacy analysis dataset 
      AVAL = Variable analyzed
      Imputation = Imputed number 
      TRT01PN = Treatment Group (Placebo/Avacopan) 
**********************************************************************************

*** Proc Univariate to generate sample means and standard errors for the variables in 
each imputed data set 

Proc Univariate Data= EFFI; 
 By _Imputation_; 
 Class TRT01PN; 
 Var AVAL; 
 Output Out= SumStat_MI 
  Mean= AVAL 
  Stderr= SAVAL; 
Run;

Proc sort data= SumStat_MI; By TRT01PN; Run; 

*** Proc MIANALYZE; 
PROC MIANALYZE DATA = SumStatMI; 
 By TRT01PN; 
 Modeleffects AVAL; 
 Stderr SAVAL; 
 ODS Output 
  ParameterEstimates = SumStat_Mian; 
RUN;

Note: If variables not requested imputation, the above procedure won’t be appropriate. 
Using PROC MEANS to summary one single imputation to get summary statistics.



**********************************************************************************
Note:
      EFFI = Imputed efficacy analysis dataset 
      Response = CHG/PCHG
      CHG = Change from baseline in C3G Disease Activity or Chronicity 
      PCHG = Percent change from baseline in C3G Disease Activity or Chronicity
      Base = Baseline value 
      TRT01PN = Treatment Group (Placebo/Avacopan) 
**********************************************************************************

***  Perform ANCOVA; 
PROC MIXED DATA= EFFI; 
 By _Imputation_; 
 Class TRT01AN(ref='1');
 Model Response = TRT01AN Base / solution cl ddfm = KR     
      residual OUTP = ano_res ; * studentized residual ; 
 Lsmeans TRT01AN / Alpha=0.05 cl diff ; 
 ODS Output LSMEANS = ano_lsm 
      Diffs = ano_diff; 
RUN;

*** Combine result; 
PROC MIANALYZE DATA = ano_lsm; 
 By TRT01AN; 
 Modeleffects Estimate; 
 Stderr; 
 ODS Output 
  ParameterEstimates = miana_lsm; 
RUN;

PROC MIANALYZE DATA = ano_diff; 
 By TRT01AN; 
 Modeleffects Estimate; 
 Stderr; 
 ODS Output 
  ParameterEstimates = miana_diff; 
RUN;

*** Normality Test; 
PROC UNIVARIATE DATA = ano_res Normaltest; 
 Class _Imputation_; 
 Var StudentResid; 
 ODS Output 
  TestsForNormality = res_SW (Where=(Test="Shapiro-Wilk"));
Run;

*** Select the minimum P-value from Shapiro-Wilk test among all imputation; 



**********************************************************************************
Note:
       EFFI = Efficacy Analysis Dataset with multiple imputation
       Response = categorical variable of interest in analysis
       DISTYPE  = Disease Type (C3GN or DDD) 
       RENTRANS = Renal Transplant Status (Y/N)
       TRT01PN = Treatment Group (Placebo/Avacopan) 

**********************************************************************************

*** Van Elteren's Test by each Imputation; 
Proc Freq Data= EFFI; 
 By _Imputation_; 
 Table DISTYPE*RENTRANS*TRT01PN*Response / CMH Scores= modridit; 
 Ods Output 
  CMH= cmh_RMS (Where=(AltHypothesis="Row Mean Scores Differ")); 
Run;

*** Apply Wilson-Hilferty transformation to the CMH statistic and standardize the 
resulting normal variable; 
DATA cmh_wh; 
 SET cmh_RMS; 

 cmh_value_wh = ((VALUE/DF)**(1/3) - (1-2/(9*DF)))/SQRT(2/(9*DF)); 
 cmh_sterr_wh = 1.0; 

RUN;

*** Proc MIANALYZE; 
PROC MIANALYZE DATA = cmh_wh; 
 Modeleffects cmh_value_wh; 
 Stderr cmh_sterr_wh; 
 ODS Output 
  ParameterEstimates = cmh_miana; 
RUN;



**********************************************************************************
Note:
      W26 = Week 26 result 
      BL = Baseline result 
      DISTYPE  = Disease Type (C3GN or DDD) 
      RENTRANS = Renal Transplant Status (Y/N)
      TRT01PN = Treatment Group (Placebo/Avacopan) 
**********************************************************************************

**********************************************************************************

**********************************************************************************
*** Imputation at Week 26, Continuous variable; 
Proc MI Data= ERT (Where=(PARAMCD=" ")) Seed= ##### Nimpute= 100
 Minimum= . . . 0  
 Maximum= . . . 100 
 OUT= PMMnum_IM26; 
     Class TRT01PN DISTYPE RENTRANS; 
 Var DISTYPE RENTRANS BL W26; 
     Monotone Reg(W26/Details) ;  
 MNAR Model(W26/ modelobs=(TRT01PN='1')) ; 
 Run; 

**********************************************************************************

**********************************************************************************

*** Week 26, Classification variable; 
Proc MI Data= ERT (Where=(PARAMCD=" ")) Seed= ##### Nimpute= 100
 OUT= PMMcat_IM26; 
     Class DISTYPE RENTRANS TRT01PN BL W26; 
 Var DISTYPE RENTRANS TRT01PN BL W26; 
     Monotone Logistic(W26= DISTYPE RENTRANS TRT01AN BL / Details 
likelihood=AUGMENT);
 MNAR Model(W26/ modelobs=(TRT01PN='1')) ; 
 Run;






