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1. ABBREVIATIONS

Abbreviation Definition

AE Adverse events

ATC Anatomucal Therapeutic Chenmcal

bad twice a day

BMI Body mass index

CFB Change From Bascline

CTCAE Common Termunology Cntena for Adverse Events
ECG Electrocardiogram

¢CRF Electromc case report form

EGF epidermal growth factor

eGFR Estimated glomerular filtration rate

FDA Food and Drug Admumstration

ICH International Conference on Harmomsation
IgAN IgA nephropathy

ITT Intent-to-treat

MCP-1 Monocyte chemoattractant protein-1
MedDRA Medical Dictionary for Regulatory Activities
miITT Modified intent-to-treat

PCR Unmnary protemn : creatmne raho

PD Pharmacodynamucs

PE Physical Examination

PK Pharmacoknetics

pP Per protocol

PT Preferred Term

SAE Senous adverse event

SAP Statistical analysis plan

S1 International System of Unats

SOC System Organ Class

TEAE Treatment-emergent adverse event

TESAE Treatment-emergent senous adverse event
WHODD World Health Organization Drug Dictionary
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2. REVISION HISTORY
Thas 1s version 0.2 of the SAP.

3. INTRODUCTION

Thus statistical analysis plan (SAP) 1s based on the climcal study protocol CLO05 168, Amendment 3.0,
dated 17 July 2015 and its associated electromc case report forms (eCRF).

This document descnibes the rules and conventions to be used n the analysis and presentation of efficacy
and safety data as planned for the chimcal protocol It descnbes, m detail, the data and vanables to be

This SAP does not cover the statistical methods for drug concentration, pharmacokinetic parameters (PK)
and pharmacokmnetic/pharmacodynamacs (PK/PD) analysis. These analyses will be descnibed 1n a separate
plan.

4. STUDY OBJECTIVES
4.1. Primary Objectives

The pnmary safety objective of this study 1s to evaluate the safety and tolerability of CCX168 mn subjects
with IgAN on background supportive therapy with 2 maximally tolerated dose of RAAS blockade.

The pnmary efficacy obyective 1s to evaluate the efficacy of CCX168 based on an improvement n

4.2. Secondary Objectives

Change mn albumnuna with CCX168 treatment;

Change mn renal function based on eGFR with CCX 168 treatment;

Change 1 hematuna with CCX 168 treatment;

Change 1n renal mflammatory activity based on urmary monocyte chemoattractant protemn-1

(MCP 1).creatimne raho and unnary epadermal growth factor (EGF):MCP-1 ratio with CCX 168

treatment;

Change mn serum IgA plasma C3 rato with CCX168 treatment;

6. Changes in pharmacodynamuc markers in plasma and unne with CCX168 treatment, e g, C3a,
C5a, properdin, and sC5b-9;

7. Evaluation of the pharmacokinetic profile of CCX 168 m subjects with IgAN.

bl bl

w
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5. STUDY DESIGN
5.1. General Description

Thus 1s an open-label, single arm study to test the safety, tolerability, and efficacy of CCX168 1n reducing
proteinuna in patients with IgAN and persistent protemnuna despite supportive therapy with a maximally
tolerated RAAS blocker.

The study includes a <14 days screemng penod, a <4 weeks of RAAS dose utranon penod, a <7 days
unnary PCR and ¢GFR ehgibility confirmation penod. an 8 weeks run-in penod, and a 12 weeks
treatment penod, followed by a 12 weeks of follow-up penod.

* biopsy-proven IgAN

* protemnuna > 1 g/g creatmne (by first mormung urmary PCR)
penod. Patients” RAAS blocker(s) dose will be titrated to a maximally tolerated dose (MTD) to achieve a
stable blood pressure target of <125/75 mmHg (SBP/DBP). Patients will be mamntained on the stable dose
of the RAAS blocker(s) for the mun-in, treatment and follow-up peniods. Dunng the run-in penod,
patients’ unnary protein: creatimne ratio will be collected and the slope over tume will be calculated to
form the baseline for the pnmary endpownt analysis. In the treatment penod. patients wall recerve CCX 168
bid The schedule of data collection 1s found m Study Dhagram and Time and Events Table mn the
sections below.

5.2 Study Treatment

CCX168, 30 mg. will be adoumistered b d dunng the treatment penod.

53. Randomization Methodology
There 1s only one treatment group mn the study. No randomazation will be performed.
54. Stopping Rules and Unblinding

To safeguard the subject’s well-being, the tnal stopping critena are set up as follows.

e If >25% of the patients (N>4) have developed CTCAE (v4.03) study drug-related Grade 3+
leukopema, neutropema, or lymphopema deemed possibly related to CCX168 use, the tnal will
be stopped.

* The Sponsor will consider stopping the study if at least one subject develops severe liver injury
believed to be caused by CCX168 Severe hiver mmury 15 based on Hy's law (elevated
amunotransferase of >3 x upper hinut of normal [ULN], alkaline phosphatase <2 x ULN, and
associated with an mcrease n total bilwubin >2 x ULN). If any subject who receives CCX168
develops hepatic amunotransferase or total bilirubin elevations of >3 x ULN, CCX168 use will be
stopped mn thus subject .
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55. Study Schema

Treatment Penod Follow-up Pened

N RAAS meration Elynbnlaty confirmation - CCX168 3omg bad phus Stuble dove of
—l and rum-n peniod (urmary PCR and «GFR) stable dose of RAAS blocker RAAS blocker
N = up 1o 20 wubyects
Upwo 12 weeks
. On sable maxmmally toleyated [T
Durstion <14 drn - o < Tdaw davs 54 da
for & weeks
Sy vyun RAAS blocker Twro vinsts in the Day -7 Visite: Do 1.8, 15 Vietw: Daws 113,
dowe tlvanon penod -2 wmndow fior U-PCR and 29,43, 57,70, and 85 141, and 168
Up 1o 4 weeky, +GFR maawwementy
Once on MTD of
RAAS blocker v
on Day -83 and
on Day -5 for U-PCR
and fGFR meavurements
5.6. Study Procedures
The schedule of events, as outlined n the study protocol, 1s provided below.
9 Confidential
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SCHEDULE OF EVENTS

Study Dav'

Screening” | Titration Run-in Treatment Follow-up

<lddays | <218days | 63 | -35] -Tto-2 1 B |15 20| 43|57 8 | 113 | 141

Informed consent

Demographucs, medical lustory, pnor
medications

Physical examunation

E] B ] o

Blood pﬂrmlt'

RAAS blocker dose titration X

RAAS blocker stable dosing at MTD X— | — —

Other wital signs”

e B
»| |
»| |
HHl
S B B
w4 |
HHl
S B B
»| |

Serum pregnancy test for women of
childbeanng potenhal

HIV, HBV, HCV testing

E ] ] Ko

e
-
-
s
-
-
s
s

Serum chmsu'y'. hematology

Serum creattmne (not full chemmstry) X X X

U‘.l’ll:l.'l.l)l'l!sm

£kl ik
e o
|
e o
| o

Unne protemn and creatimne assays X X

E]
-
-

Renal blnpﬂ“

g’
e
-

Unne albumin, MCP-1, EGF, and X X X
mucroscopic RBC count

b B b Ead

]
]

Serum IgA and plasma C3 samples

CCX168 dispensing

T4

CCX168 dosing W0 mgbad

w| e

CCX168 accountability

PD plasma sample collection

PD unne sample collechon

PK plasma sample collection’ X

Concomutant medications X X X X XX X

P P O

X
X
X
X
X
X
X
X
X

gicle e le

| | e ] [ ] | [

| | e ] o] | [
!

S i B B B X A

X
X
X
X

E ol I B

Adverse event assessment X X X XX X

L¥]

" Visit Days 1, 8, and 15 must occur on the scheduled study days. Visat Days 29, 43, 57, and 85 may occur withm a +/-
113, 141, and 169 may occur within a +/- 4-day window of the scheduled visat
! Screening must occur within a peniod not to exceed 14 days

-day window of the scheduled visit Visat

w4 |

10 Confidenhal
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smqumccxlﬂ
wmmmmmmmmmhm:m
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¢ Mmmu&hhmﬂmﬂ:mm:ﬂﬂlmdﬂ
" Four-week dose titration period only needed for patients who are not on 3 maximum tolerated dose of 2 RAAS blocker, or stable dose of two RAAS blockers.
! Assessment of heart rate and body temperature
* Serum chemustry including creatimine measurements
¥ Subjects will be asked 1o void their bladders completely. and a representative clean catch. nudstream urine sample will be collected Unmalysis ncludes pH. specific
!'Renal biopsy 1s an optional procedure for this study, except if necessary for eligibility assessment.
“Blood samples will be put in wet ice immediately after collection, centrifuged in a refrigerated centrifuge and plasma put at -70 °C.
YPK blood sample (4 mL) will be collected prior to the moming dose on Day 1 and at 0.5, 1, 2, 3, 4, and 6 hours following dosing.

11 Confidenhal
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6. DEFINITIONS

Table 1. Terminology and Definition

Terminology Definition

Age Age 15 calculated as the number of full years since date of barth at the time of
signing the Informed Consent Form (ICF).

Study Drug CCX168

Study Day The number of days relative to the very first day when the subject recerves a
dose of the study drug For wvisits prior to the first dose of the study drug,
Study Day 1s calculated as Visat Date manus the first dose date. For vasits after
the first dose, Study Day 1s calculated as Visit Date munus the first dose
date plus 1.

Screened Subject who has signed informed consent.

Enrolled Subject who has entered the RAAS dose titration/run-1n penod

Treated Subject who has received a dose of the study drug.

Treatment Penod From the first dose to the last dose, inclusave, of the study dmug

Follow-up Penod After the last dose, exclusive, of the study drug

Completer for the Subject who has completed the 12 weeks of the treatment penod with Day 85

treatment assessment.

Completer for the study

Subject who has completed the 12 weeks of the treatment penod and follow-
up penod.

Baseline Generally, baseline 1s defined as the non-mussing value collected most recent
to and before the time of the very first dose of the study drug unless specified
otherwise. For unnary PCR,, baseline will be the geometric mean of the two
measurements made 1 the Day -7 to -2 window plus the Day 1 (pre-dose)
value. For the eGFR, urmary ACR, MCP-1 creatmmne ratio, EGF-MCP-1
ratio, and mucroscopic RBC count, baseline will be the geometnc mean of the
one measurement made 1 the Day -7 to 2 window plus the Day 1 (pre-dose)
value.

Pre-treatment Adverse | Adverse event starting/worsemng pnior to the ttme of the first dose of the

Event study drug adoumistration.

Treatment Emergent Adverse event staring/worsenung between the first and last dose of the study

Adverse Event drug admunistration.

Post-treatment Adverse | Adverse event staring/worsemung after the last dose of the study drug.

Event

Prnior Medication Medication on the Pnor/Conconutant Medication CRF with start date pnor to
Study Day 1.

Concomutant Medication collected on the Pnor/Concomutant Medicathon CRF with end date

Medication on/after Study Day 1, including mussing end date or medication ongomg

12 Confidenhal
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7. EFFICACY AND SAFETY VARIABLES

7.1. Primary Efficacy Endpoint
#* Change n slope of first mormung unnary PCR (protein creatinine ratio) from the 8-week RAAS
blocker run-1n penod to the 12-week treatment penod.

7.2. Other Efficacy Endpoints

1. Propornion of subjects aclueving renal response, defined as an improvement n proteinuna
based on a decrease from baseline to Day 85 n proteinuna to a level <300 mg/g creatinine
and mamntaming estimated glomerular filtration rate (eGFR) within 15% of baseline

2. Proporton of subjects achueving a partial renal response, defined as an improvement n
protemnuna based on a decrease from baseline to Day 85 in proteinuna to a level <1 g/g
creatimine and mamtaining eGFR within 15% of baseline

3. Change mn slope from the run-in peniod to the treatment penod for

a unnary ACR,

b. eGFR,

c unnary MCP-1 creatmine ratio,

d unnary EGF:MCP-1 ratio, and

3 unnary mucroscopic RBC counts
4. Percent change from baseline to Day 85 in

a unnary PCR and

b. unnary ACR

5. Change from baseline (CFB) to Day 85 m ¢GFR
In patients with hematuna at baseline, the percent change from baseline 1n unnary RBC
count

7. Percent change from baselne to Day 85 1 unnary MCP-1 :creatinine rato

8 Percent change from baselmne to Day 85 m serum IgA plasma C3 ratio

9. Percent change from baselme to Day 85 in unnary EGF:MCP-1 ratio

10. Percent change from baseline in plasma and unnary biomarkers, e g . C3a, C5a, properdin,
and sC5b-9; if performed, results from these analyses will be presented 1n a separate report

7.3. Safety Variables
The pnmary safety endpoint 1s the subject incidence of adverse events.
Other safety endpownts include:

* Changes from baselmne n all safety laboratory parameters;

* Changes from baselme n vital signs.

8. ANALYSIS POPULATIONS
= Safety Population includes of all subyects who have received at least one dose of study drug.

13 Confidenhal



Protocol CLOOS5-168 3 October 2016

* Modified Intent-to-Treatment (mITT) Population includes all subjects who have received at
least one dose of study drug. and have at least one post baseline unnary PCR assessment.

* Per-Protocol (pP) Population includes all MITT subjects who have complied with the protocol
prolubated concomutant medications.
The Safety populatton will be used for the summanes of disposihon, demographics, baselne

9. DATA REVIEW AND PRESENTATION

9.1. Data Screening

In addition to the routine data review for ndividual subjects, all eCRF data will be penodically reviewed
for consistency and accuracy across subjects. The penodic data review may mvolve ad hoc programmung
to generate edit checks When available, tables, figures, and histings (TFL) may be used to identify data
1ssues prior to the database lock.

9.1. Protocol Deviations
All protocol deviations will be classified as major or munor based on the followmg gudelines:

* Mayor protocol deviations are those that violate Good Clhimcal Practice (GCP) guidehines (ICH
E6) and mmpact the abality to analyze the data collected Examples may include but are not
hmated to: failure to admumster the informed consent prnior to muhating study procedures; non-
comphance with taking study medication (less than 75% of medication taken based on study
records or low plasma CCX168 concentratons mndicatng non-comphance), wiolahons of
wnclusion and/or exclusion cntena that could affect the efficacy results.

e Mimor deviatons may imnclude but are not hmuted to: out-of-window wisits; scheduled
assessments omutted or performed 1n improper sequence.

Protocol deviatons will be categonzed for data summary purpose.
9.3. Data Presentation
The following rules descnbe reporting conventions for the study.

= Report output will be provaded as Rich Text Format (RTF) or Portable Document Format (PDF)
documents generated using SAS.

e Font — Couner New or SAS font with mummum of 9 pomnt font size for tables and 7 pount for
listings

* Margins - Mmmum of 3/4” bound edge margin and 3/8” other margins on 8 5"x11" paper as
per the FDA guidance for e-submassion.

e Continuous data will be summanzed using n (number of subjects with non-mussing
observations), mean, median, standard deviation (STD), mummum value, and maximum value.
PCR, ACR. RBC count, MCP-1:creatimne, EGFMCP-1 rato, EGF:MCP-1 ratho, and serum
IgA plasma C3 ratwo. Confidence intervals will also be provided for efficacy parameters.

14 Confidenhal
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* Categoncal data will be summanzed using the frequency count and percentage (n. %) of subjects
i each category. Confidence mnterval for the percentage will be calculated for the efficacy
vanables

= Number of subjects with non-mussing values or number of subjects with mussing values (eg. Not
Done) will be presented. where appropnate. Subyjects with nussing values will not contnbute to
the denomunator of percentage calculations.
= Counts of zeto 1 any category will be presented without percentage.
= Precision of summary statistics:
o Sample size (n. N) and number of mussing responses (if displayed) — Integer.
o Mean, confidence mterval — One additonal decimal place than reported/collected.
o Standard deviation - Two additional decimal places than reported/collected
o Medan, other percentle, mmmum maximum — Same number of decimal places as
reported/collected.
o Ratios — two decumal places.
o Percentages — one decimal place generally, or two decimal places for <0.1%.
day. These will be sorted m the order of subject ID, assessment date/time and assessment (mn the

= Dates will be presented in the ISO-8601 format YYYY-MM-DD. Tumes will be displayed in 24-
hour clock format.

e Numbenng for tables, figures and histings will follow ICH E3 Guidelnes.

10. STATISTICAL METHODS

10.1. Sample Size Justification

The sample size for the study 1s based on the slope of the unnary ACR observed 1n a study in patents
with ANCA-associated vasculitis while recerving CCX168. The mean slope was -1.32, with a standard
devianon of 1.67 over 12 weeks, and 4 .62, with a standard deviation of 4.77 over the mnal 4 weeks of
the treatment with CCX168 in ANCA-associated vasculiis. Assumuing a mean difference mn pre-
treatment and on-treatment slopes of 4.6, a sample size of 15 subjects will provade approximately 80%
power and 20 subjects approximately 90% power to detect a difference 1n slopes.

10.2. General Statistical Methods and Data Handling

10.2.1. General Methods

Unless specified otherwase, all summary tables will be presented by visit from baseline to end of study
(Day 169).

Summary statistics will be presented, as well as 2-saded 95% confidence intervals on selected
parameters, as descnbed in the sections below. All data will be included 1n the subject data histing.

15 Confidenhal
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1022 Computing Environment

All stanstical summanes and analyses will be performed using SAS software v9.4 or later, unless
otherwise noted. Adverse events will be coded using MedDRA version 17.1. Concomutant medications
will be coded using World Health Orgamization Drug Dictionary (WHODD) version March2012.

1023 Grouping of Subjects
Thas 1s a single arm study. All subjects will be presented and summanzed in the same treatment group.

1024 Defition of Bascline

For all analyses, baseline will be defined as the most recent measurement pnior to the date and tume of the
first adoumistraton of CCX168. Baseline can be on the same day as the first dose of study medication,

but pnior to admumstration of study drug (typacally the Day 1 pre-dose value). For unnary PCR, baseline
will be the geometric mean (GM) of the two measurements made mn the Day -7 to -2 window plus the
Day 1 (pre-dose) value. For the eGFR, unnary ACR, MCP-1:creatimine ratio, EGF:-MCP-1 ratio, and
macroscopic RBC count, baseline will be the geometnic mean of the one measurement made i the Day -
7 to -2 window plus the Day 1 (pre-dose) value.

10.25. Methods of Poolng Data

No pooling of data with other studies 1s planned.

1026. Adustments for Covanates

Not applicable.

1027. Muluple Compansons Muluplicity

Not applicable.

1028 Subpopulations

Note applicable.

10.29. Withdrawals_ Dropouts, Loss to Follow-up

Subjects who withdrew from the study will be included n the data hsting and summary tables where
apphcable.

10210 Mussing Unused and Spunous Data

No mmputation will be carned out for mussing data pomts.

102.11.  Visit Windows

No visit window will be used All data wall be summanzed by the evaluation visit recorded on the eCRF.
In data hstings, all dates will be presented along with the study day relative to the day of the first dose of
the study drug

10.3. Interim Analyses

Thas 1s an unblinded single arm study  No formal intenm analysis wall be performed.

10.4. Subject Disposition

The number of subjects who have signed the mformed consent, who entered the titration penod, who
entered the run-in penod, who received study drug, who completed the 12-week treatment penod of the
study, who discontinued the 12-week penod early (with reasons for discontinuaton), who completed the

16 Confidenhal
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12-week follow-up penod, who discontinued the 12-week follow-up penod early (with reasons for
withdrawal, if apphcable, will be presented. If discontinuation 1s due to an AE, the AE will be specified.
Mayor and munor protocol deviatons will be included in the subject data histing Subjects with major
10.5. Demographic and Baseline Characteristics

Demographics (age, sex, race, and ethmeity) as well as height (cm), weight (kg), and BMI at baselme
will be summanzed for the safety population using descniptive statistics. All demographic data will be
provided 1n a data hsting.

IgAN disease duranon, calculated from tnme of first renal biopsy diagnosis to Study Day 1, wall be
10.6. Titration and Run-In Periods

The following data collected durmg the titration (if apphcable) and run-in penods will be hsted by
subject and summanzed:

* Blood pressure measurements (supine, after at least 3 nunutes of rest),
* RAAS blocke1(s) type and dose titraton detaul,
*  Serum creatnmne and eGFR measurements,
* Unnary PCR and ACR measurements;
* Unnary MCP-1:creatimne ratwo, EGF-MCP-1 rato, and unnary mucroscopic RBC count data;
* Changes mn concomutant medications, with particular attention to the dose(s) of RAAS
blocker(s), and
* Any pre-treatment adverse events reported.
10.7. Efficacy Evaluation

10.7.1.

Slnp'mh:::kuhtdfunchnlb)m“;hmm:lfdh'i

Time Window for | Tume Pomts Used for Slope Calculation Conesponding Tune  Value
Slope Calculation Used for

Werks 8 10 -5 Day -63 and Day -35 63 and 35

Werks 4 10 -1 Day -35, Day -7 to 02, and Day | -35.-5.and 0

Weeks 810 -1 Day -63, Day -35. Day -7 to 02, and Day | 63, -35.-5.and 0

Weeks 1 10 4 Day 1, Day 8. Day 15, and Day 29 0,7.14, 28

Werks 1 1o 12 Day 1, Day 8. Day 15, Day 29, Day 57. and Day 85 0,7, 14, 28, 56, and 85

* For Tume Pomt Day -7 to -2, tume value of -5 will be used For Study Day on/after the first dose, one day 15
subtracted to refurn the value to continmous scale such that Day 0 1s day of first dose

For the pnmary efficacy endpomnt analysis, the slope of the unnary PCR dunng the 8-week run-in penod,
during the mihal 4-week treatment penod, as well as the full 12-week treatment period will be calculated
for each subject. The mean slope for the 8-week run-in penod will be compared to the mean slope for the
mtial 4-week, as well as the full 12-week treatment penod to evaluate the treatment effect of CCX168.

17 Confidenhal
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If the slope for the farst 4 weeks of the run-in penod 1s steeper than the slope of the last 4 weeks of the
run-mn penod. mndicating that steady state has not been aclueved over the first 4 weeks, the slope of the
last 4 weeks of the run-in peniod will be used as the basehne slope, instead of the slope over the 8 weeks
of the run-1n penod. This companson will be performed by the paired t-test. The 95% confidence mterval
for the difference 1n the mean slopes wall be presented.

ln_T_I_ "ll‘r'l q-; O '] _r“.‘q; n._.‘_'.-.- L=t [ SO

Renal response 1s defined as (1) a decrease m protemnuna from baseline to Day 85 to a level of <300
mg/g creatmne and (2) mamtammng the Day 85 estimated glomerular filtraton rate (¢GFR) wathmn 15%
Subjects who discontinued prior to Week 12 will be counted as non-responders.

10.7.3.

Partial renal response 1s defined as (1) a decrease in proteinuna from baseline to Day 85 to a level of <1
#/g creattmne and (2) mammtaming the estmated glomerular filtraton rate (eGFR) within 15% of
baseline. The number (%:) of subjects aclhueving partial renal response will be calculated and presented.
Subjects who discontmued prior to Week 12 will be counted as non-responders.

10.7 4.

unnary ACR,

eGFR,

unnary MCP-1: creatimne,
unnary EGF:MCP-1, and
10.7.5. Percent change from basehne to Day 85 1n

" aen ow

a unnary PCR and

b. unnary ACR
Unnary PCR and ACR will be summanzed with geometric mean, median, mummum, and maximum at
each visit. Percent change from baseline wall be based on the geometnic mean ratios of Visit Baseline.
The 95% confidence mterval for the geometne mean ratios will be presented.

1076.  Change from baschne to Day 85 1 ¢GFR

devianon, SEM, median, mummum, and maximum at each visit. The 95% confidence mterval for the
change will be presented.

10.7.7. n patients wi

For the purpose of analysis, unnary RBC count will be recoded as follows. None =01, Occ=05,1-2
=1,3-5=3,6-9=6,10-15=10,16-29=16,30-49=30,50-75=50,>75=175.
The method of summary descnbed 1n Section 10.6.5 applies here.
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10.7.8. Percent change from basehne to Day 85 m unnary MCP-1 creatimne ratio;

Tom Dasehne 1o Lay & N SCTum A plasims Aali0

The method of summary descnbed in Section 10.6.5 applies here.
10.79. Shuft i Unmary PCR.ACR, and hematuna

Shaft tables will be created for unnary parameters, such as unnary PCR, ACR. and red blood cells, from
baseline to each visit. The categones of nterest are <300 mg/g. 301-1000 mg/g. >1000 mg/g for PCR

If conducted, the results will be presented 1n a separate report.

10.8. Safety Analyses
10.8.1. Drug Exposure

Study drug compliance will be calculated for each patient by divading the total number of capsules taken
(number dispensed — number retumed) by the total number prescnbed. Duration of subject on CCX168
will be calculated as the tume interval (weeks) between first and last dose of the study drug. inclusive.
The total number of capsules prescnbed 1s calculated as 6 capsules/day x number of days in the duration.
The % compliance and duration of exposure will be summanzed with descniptive statistics.

1082 Adverse Events

Adverse events will be coded using MedDRA and displayed n tables using MedDRA SOC and PT.

Treatment emergent adverse event (TEAE) will be summanzed using a subject mcidence table. In the
category (eg. PT). A subject reporting multiple events of the same category will be counted only once for
the category. For summary purpose, AE relahonshap to the study drug will be grouped mnto “possibly
related” or “probably not related”. For subjects with more than one event coded to the same PT, the
subjects will be counted for the categones with the strongest relationship and the greatest seventy. On-

be presented, where appropnate.

e Treatment-emergent AE (TEAE)

* Possibly related TEAE

« TEAE leading to study drug discontinuation
e CTCAE Grade 3+ TEAE

* Treatment-emergent senious AE (TESAE)
e Related TESAE

« TEAEs with outcome of death

Additionally, the following subject incidence tables will be presented.
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= TEAEs by PT sorted by the decreasing order of subject incidence

« TEAEs by SOC and PT sorted by the alphabetic order of the SOC and PT

e TEAEs by SOC and PT, grouped by relationshap to study drug (possibly related or probably not

related)

e TEAEs by SOC and PT, grouped by CTCAE grade
Data histings will be provided for subjects who died on study, expenenced SAEs, or had AEs leading to
A subject data histing will be provided for all adverse events. Included in the listing are the reported term,
PT, SOC, TEAE flag, study day and study penod (pre-treatment, on-treatment, and post-treatment) when
1083 Laboratory Data
All laboratory reporting unats will be converted to International System of Unats (SI) umits before any
calculations The actual value and change from baseline to scheduled post baseline wvisit will be
classification (with respect to the normal range) to the post-basehne classificaton will be presented as a
outside of normal limat (L and H) will be applied in the histings.
1084 Vital Signs

provided.

10.8.5. Physical examunation

All physical examunation findings will be presented 1n a data hsting.

10.8.6. Concomutant Medications

Pnior or concomutant medications will be coded using the WHODD. Subject incidences of the pnor and
concomutant medications will be tabulated by Anatomac Therapeutic Chemucal classification (ATC3) and
PT.

The use of concomitant medications will be included 1n a by-subject data listing.

The total daily dose of RAAS blockers at start of CCX 168 dosing will be summanzed by the Preferred
Term.

11 CHANGES TO PLANNED ANALYSES
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APPENDIX A
List of Tables, Listings, and Figures

NUMBER | TITLE

b

Tables

141.1.1

Dhsposihon

141.1.2

Dhsposihon

14121

Subject Demographucs

14122

Subject Demographucs

1413

Basehne IgA Nephropathy Duration

14141

Study Drug Exposure

14142

Study Drug Exposure

1415

Pnor Medicanons by WHODD Anatomuc Therapeutic Chenucal Classificaton
and Preferred Term

1416

Concomtant Medicatons by WHODD Anatormc Therapeutic Chenucal
Classificaton and Preferred Term

14211

Change from Baseline in Slope of Urmnary Protem to Creattmne Raho (PCR)

142.1.2

Change from Baseline in Slope of Unmnary Protem to Creattmne Raho (PCR)

14221

Subjects Achueving Renal Response

14222

Subjects Achueving Renal Response

1423

Change from Baseline in Slope of Urnmnary Alburmun to Creatimne Ration
(ACR)

1424

Change from Baselne in Slope of Urmnary Estimated Glomerular Filtration
Rate (eGFR)

1425

Change from Baseline in Slope of Urmary MCP-1 to Creattmne Ratio

1426

Change from Baseline mn Slope of Unmary Epadermal Growth Factor (EGF) to
MCP-1 Rano

1427

Change from Baseline 1n Slope of Urmary Microscopic Red Blood Cell (RBC)
Counts

1428

Percent Change from Basehne in Unnary Protem to Creattmne Rano

1429

Percent Change from Basehne m Unnary Albumun Creatimne Raho

14210

Percent Change from Basehne m Unnary RBC Count

14211

Change from Baseline in eGFR

142.12

Percent Change from Basehne m Unnary MCP-1 to Creattmine Rato

14213

Percent Change from Basehne m Serum IgA to Plasma C3 Raho

14214

Percent Change from Basehne m Unnary EGF to MCP-1 Rato

142.15

Shuft in Unnary PCR. from Baselme to Visit

14216

Shuft in Unnary ACR. from Basehne to Visit

142.17

Shuft in Unnary RBC from Basehne to Visit

143111

Overall Summary of Treatment-Emerpent Adverse Events

143.1.12

Overall Summary of Treatment-Emerpent and Post Treatment Adverse Events

143121

Treatment-Emergent Adverse Events by MedDRA Preferred Term i the Order
of Decreasing Frequencies (Safety Populahon)

143.1.22

Treatment-Emergent and Post Treatment Adverse Events by MedDRA
Preferred Term n the Order of Decreasing Frequencies (Safety Population)

143131

Treatment-Emergent Adverse Events by MedDRA System Organ Class and
Preferred Term in the Alphabetical Order (Safety Population)

143132

Treatment-Emergent and Post Treatment Adverse Events by MedDRA System
Organ Class and Preferred Term m the Alphabetical Order (Safety Population)

143141

Treatment-Emergent Adverse Events by MedDRA System Organ Class and
Preferred Term, Grouped by Relationship to Study Drug
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143142 Treatment-Emergent and Post Treatment Adverse Events by MedDRA System | Safety
Organ Class and Preferred Term. Grouped by Relationship to Study Drug
143151 Treatment-Emergent Adverse Events by MedDRA System Organ Class and Safety
Preferred Term, Grouped by the Worst Seventy
143152 Treatment-Emergent and Post Treatment Adverse Events by MedDRA System | Safety
Organ Class and Preferred Term, Grouped by the Worst Seventy
1432 1a Shuft in Hematology Test Results from Baseline to Day 8 Safety
14321b Shuft in Hematology Test Results from Baseline to Day 15 Safety
1432 1c Shuft in Hematology Test Results from Baseline to Day 29 Safety
143214 Shuft in Hematology Test Results from Baseline to Day 43 Safety
1432 le Shuft in Hematology Test Results from Baseline to Day 57 Safety
143211 Shuft in Hematology Test Results from Baseline to Day 85 Safety
1432 1g Shuft in Hematology Test Results from Baseline to Day 113 Safety
1432 1h Shuft in Hematology Test Results from Baseline to Day 141 Safety
1432 1h Shuft in Hematology Test Results from Baseline to Day 169 Safety
1432 2a Shuft in Serum Chemustry Test Results from Baseline to Day 8 Safety
14322 Shuft in Serum Chemustry Test Results from Baseline to Day 15 Safety
1432 2c Shaft in Serum Chemustry Test Results from Basehine to Day 29 Safety
143224 Shuft in Serum Chemustry Test Results from Baseline to Day 43 Safety
14322 Shift in Serum Chemustry Test Results from Basehne to Day 57 Safety
14322 Shuft in Serum Chemustry Test Results from Baseline to Day 85 Safety
14322g Shuft in Serum Chemustry Test Results from Baseline to Day 113 Safety
1432 2h Shuft in Serum Chemustry Test Results from Baseline to Day 141 Safety
14321 Shuft in Serum Chemustry Test Results from Baseline to Day 169 Safety
1432 3a Shuft in Unnalysis Test Results from Baseline to Day 8 Safety
1432 3b Shuft in Unnalysis Test Results from Baseline to Day 15 Safety
1432 3c Shuft in Unnalysis Test Results from Baseline to Day 29 Safety
143234 Shuft in Unnalysis Test Results from Baseline to Day 43 Safety
1432 3e Shuft in Unnalysis Test Results from Baseline to Day 57 Safety
143231 Shuft in Unnalysis Test Results from Baseline to Day 85 Safety
1432 3g Shuft in Unnalysis Test Results from Baseline to Day 113 Safety
1432 3h Shuft in Unnalysis Test Results from Baseline to Day 141 Safety
1432 % Shuft in Unnalysis Test Results from Baseline to Day 169 Safety
1432 4a Shuft in Unne Chenustry Test Results from Baseline to Day 8 Safety
1432 4b Shuft in Unne Chenustry Test Results from Baseline to Day 15 Safety
1432 4c Shift in Unne Chenustry Test Results from Baseline to Day 29 Safety
143244 Shuft in Unne Chenustry Test Results from Baseline to Day 43 Safety
1432 4e Shift in Unne Chenustry Test Results from Baseline to Day 57 Safety
143241 Shift in Unne Chenustry Test Results from Baseline to Day 85 Safety
14324g Shuft in Unne Chenustry Test Results from Baseline to Day 113 Safety
1432 4h Shift in Unne Chenustry Test Results from Baseline to Day 141 Safety
14324 Shuft in Unne Chemustry Test Results from Baseline to Day 169 Safety
14325 Summary of Hematology Test Results Safety
14326 Summary of Serum Chemustry Test Results Safety
14327 Summary of Unnalysis Test Results Safety
14328 Summary of Unne Chenustry Test Results Safety
1433 Summary of Vital Signs Safety
Listngs
1621.1 Subject Disposihion Safety
16212 Subject Demographucs Safety
16213 Screening Renal Biopsy Safety
16214 Medical History Safety
C
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16215 Pnor and Concomutant Medicathons Safety
16216 Study Drug Exposure Safety
16221 Unne Chemustry Safety
16222 Slope of Unnary Protem Creatmuine Raho Safety
162213 Efficacy Parameters at Day 84 Compared to Baseline Safety
16224 Slope of Unnary Albumun Creatimine Ratio Safety
16225 Slope of eGFR Safety
16226 Slope of Unnary MCP-1 :Creatimne Ratio Safety
16227 Slope of Unnary EGF:MCP-1 Rato Safety
16228 Slope of Unnary Microscopic RBC Counts Safety
1623.1 All Adverse Events Safety
162321 Laboratory Results: Hematology Safety
162322 Laboratory Results: Serum Chemmustry Safety
162323 Laboratory Results: Unnalysis Safety
16233 Vital Signs Safety
16234 Physical Exammnatons Safety
Figures

1la Spaghett Plot of uPCR over Time Supenmposed with Mean uPCR MITT
1.1b Spaghetti Plot of uPCR over Time Supenmposed with Mean uPCR PP
12a Plot of uPCR over Time Supenmposed with Regression Lines MITT
1.2b Spaghett Plot of uPCR over Time Supenimposed with Regression Lines PP
21a Bar Chart of Slopes Dunng Week 8to-5. 4to-1. 104, and1 10 12 MITT
21b Bar Chart of Slopes Dunng Week -8to-5. 4to-1. 1104, and1 10 12 PP
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