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1. INTRODUCTION

This document describes the rules and conventions to be used in the presentation and
analysis of patient-reported outcomes (PRO) data collected in the COR-001-02 study. It
describes the data to be summarized and analyzed, including specifics of the statistical
analyses to be performed. It is intended to ensure the credibility of the study PRO results by
pre-specifying the statistical approaches for the analysis of PRO data prior to database lock.

This statistical analysis plan (SAP) is based on protocol version amendment 5 dated 23
December 2019.

This plan may be revised during the study to accommodate protocol amendments and/or to
make changes to adapt to unexpected issues in study execution and/or data that affect
planned analyses. The final plan, if revised, will document all changes and be issued prior
to database lock.

Due to the impact of the Coronavirus Disease 2019 (COVID19) pandemic on the RESCUE
clinical trial, an immediate discontinuation of dosing was announced on March 18, 2020 to
ensure the safety of trial patients. The announcement required the early termination visit to
be scheduled as early as possible for ongoing patients followed by their entry into the safety
follow-up period.

At the time of discontinuation of the study, approximately 140 patients had completed the
24-week treatment period and more than 120 patients were non-completers of the treatment
period.

1.1. OBJECTIVES OF THE PRO ANALYSIS

The aim of PRO analysis is to assess the benefits of ziltivekimab compared to placebo on
disease-related symptoms, pain, and health related quality of life (HRQoL) in adult subjects
with Stage 3-5 Chronic Kidney Disease (CKD).

Key objectives of the PRO analyses are:

= To assess the impact of ziltivekimab vs. placebo on symptoms (collected in Corvidia
ePRO (CARES), Patient-Reported Outcomes Measurement Information System
(PROMIS®) Fatigue Short Form 13a and selected items from the PROMIS ltem
Bank) as measured by mean changes from baseline to Week 13 and Week 24.

Supportive objectives are:

« To assess the time to first clinically meaningful deterioration, as well as time to
definitive clinically meaningful deterioration, in symptoms as measured by CARES,
PROMIS Fatigue Short Form 13a and selected items from the PROMIS ltem Bank.

« To assess responder proportions at Week 13 and Week 24 in symptoms as
measured by CARES, PROMIS Fatigue Short Form 13a and selected items from the
PROMIS Item Bank.

« To examine the range of the responder definitions by looking into the Cumulative
Distribution Function (CDF) plots of ziltivekimab vs placebo.
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= To assess the impact of ziltivekimab vs. placebo on functioning and HRQoL as
measured by mean changes from baseline at Week 13 and Week 24 on physical
and mental component scores as collected in SF-36, as well as on overall HRQoL,
as measured by the EQ-5D-5L.

2. COR-001-02 STuDY OVERVIEW

2.1. StupY OBJECTIVES

2.1.1. PrimaRY OBJECTIVE

The primary objective of the RESCUE study is:

« To evaluate the effects of ziltivekimab compared to placebo on markers of
inflammation such as high-sensitivity C-reactive protein (hs-CRP).

2.1.2. SecoNDARY OBJECTIVES

The secondary objective is:

« To evaluate the effects of ziltivekimab compared to placebo on two markers of
inflammation and cardiovascular risk: serum amyloid A (SAA) and fibrinogen.

2.1.3. ExpLORATORY OBJECTIVES

Selected exploratory objectives related to PRO are:

e« To determine the pharmacokinetic, exploratory pharmacodynamics,
pharmacogenetics, and effect of ziltivekimab on inflammatory markers.

= To evaluate the efiects of three dose levels of ziltivekimab compared to placebo on
PRO: PROMIS Fatigue 13a short form, selected items from the PROMIS fatigue item
bank, the Optum SF-36 v2® HealthSurvey, CARES, the PROMIS interest in sexual
activity item, the patient global impression of change (PGIC), patient global
impression of severity (PGIS), and the EQ-5D-5L.

= To evaluate the psychometric properties of the CARES items, PROMIS Fatigue 13a
short form, and selected items from the PROMIS fatigue item bank, in CKD patients.

2.2. SAMPLE SIZE

The primary efficacy endpoint is percent change from baseline in hs-CRP (average of the
hs-CRP value prior to randomization and Day 1) to Week 13 between each active group and
placebo.

Based on the observed treatment difference in percent change from baseline in hs-CRP of
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60.74% between combined COR-001-01 active groups and placebo and the associated
pooled SD of 16.893% in hs-CRP at Week 4 from the final analysis of study COR-001-SC1,
a sample size of 54 per group yields more than 99% power with 2-sided alpha=0.05.

Taking into consideration the dropout rate of 10% by the end of the study, a sample size of
60 per group is planned for this study. Accordingly, approximately 240 patients will be
randomized 1:1:1:1 (60 per each treatment group) into the trial. Patient randomization will
be stratified by baseline hemoglobin (=11 or <11 g/dL) and CKD stage (3, 4 or 5).

2.3. STtuDpY DESIGN

The RESCUE study is a randomized, double-blind, placebo-controlled trial designed to
evaluate the efficacy, safety, and pharmacokinetics of ziltivekimab at three dose levels (7.5
mg, 15 mg or 30 mg) compared to placebo in patients with stage 3-5 CKD, not on dialysis,
who have evidence of inflammation with high cardiovascular risk.

The primary, secondary, and exploratory endpoints will be analysed at 13 weeks of dosing
and then followed for additional exploratory efficacy analyses through Week 24. Selected
efficacy endpoints and safety assessments will be evaluated in the Follow-up Period Week
25 though Week 32 (Figure 1).

Patients will undergo a Screening Period of up to 14-days during which inclusion and
exclusion criteria will be evaluated. Patients who meet all inclusion criteria and no exclusion
criteria will be randomized to one of three ziltivekimab dose levels (7.5 mg, 15mg, or 30 mg)
or placebo for a 24-week Treatment Period. Patient randomization will be stratified by
baseline haemoglobin (=11 or <11 g/dL) and CKD stage (3, 4, or 5).

The patient will be randomized on Day 1 and the first dose of study drug should be
administered after all assessments are conducted. Doses of study drug will be administered
every 28-days for a total of 6 treatments (Weeks 1, 5, 9, 13, 17, and 21).

The test product dose regimens to be examined in this study are:

« Dose #1: Ziltivekimab, 7.5 mg per injection, administered 6 times (every 28-days) on
Weeks 1, 5, 9, 13, 17, and 21, as a subcutaneous injection.

« Dose #2: Ziltivekimab, 15 mg per injection, administered 6 times (every 28-days) on
Weeks 1, 5, 9, 13, 17, and 21, as a subcutaneous injection.

« Dose #3: Ziltivekimab, 30 mg per injection, administered 6 times (every 28-days) on
Weeks 1, 5, 9, 13, 17, and 21, as a subcutaneous injection.

The reference dose regimens to be examined in this study are:

= Matched placebo injections administered subcutaneously 6 times (every 28 days) at
the same frequency as the active treatment in a given dose cohort, on Weeks 1, 5,
9 13,17, and 21.
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Figure 1: Study Flow Diagram

Ziltivekimab Dose Level 1, 2 or 3 (N=180); N=60 in each level

Placeho (N=60)
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2.4. PRO INSTRUMENTS

The following PRO instruments are collected in this study:
+ CARES
+ PROMIS Fatigue 13a short form
* Selected items from the PROMIS fatigue item bank
+ PROMIS interest in sexual activity item
« Optum SF-36 v2® Health Survey
= EQ-5D-5L
+ PGIS and PGIC.

2.41. CARES CoRrviDIA

The CARES Corvidia ePRO - henceforth CARES - is a new PRO instrument under
development. It consists of 19 symptom items, with a 24-hour recall, asking patients to report
their worst level of that symptom in the past 24 hours on a numeric rating scale from 0 (no
symptom) to 10 (symptom as bad as | can imagine).

The symptom items cover physiological (Short Breath, Swelling, Fatigue, Weakness, Light-
headedness, Decreased Appetite, Nausea), psychological (Depression, Concentration,
Forgetfulness), Pain (Bone / Joints, Nerves, Muscle Cramps) and sensorial (Hand
numbness/tingling, Uncomfortable legs, Itching, Dry skin, Dry mouth, Cold) symptoms.

The instrument can be found in Appendix A. CARES.
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2.4.2. PROMIS FaTiGue 134 SHORT FORM AND SELECTED ITEMS FROM PROMIS
FaTicue Bank, PROMIS INTEREST IN SExuaL AcTivITY [TEM

The PROMIS Fatigue 13a short form contains 13 items that assess symptoms and impacts
of fatigue. The recall period is 7 days. Each item is rated on a five-point Likert scale ranging
from 0 = “not at all” to 4 = “very much”. Higher scores in these items indicate worse fatigue,
except from items 7 (I have energy”) and 8 (“I am able to do my usual activities”) where
higher score indicates less fatigue.

In this study, three additional fatigue items were administered for further testing to account
for exhaustion, being physically drained, and impact on alertness, concepts that resonated
with patients during patient interviews but are not covered in the PROMIS Fatigue 13a short
form. Such combination is from now on referred to as PROMIS Fatigue.

A number of scales and subscales can be derived from the PROMIS Fatigue set:
= The original Fatigue 13a scale

= The fatigue scale using the whole PROMIS Fatigue item set (13 + 3 de novo 16-item
short form)

« Two subscales within the PROMIS Fatigue 13a scale: 1) symptoms of fatigue; and
2) impacts of fatigue

« Two subscales within the PROMIS Fatigue item set (13 + 3 de novo 16-item short
form): 1) symptoms of fatigue; and 2) impacts of fatigue.

The PROMIS Sexual Function and Satisfaction (PROMIS Sex FS) measure is a
customizable, self-reported set of measures that include 79 items covering 11 domains:
interest in sexual activity, lubrication, vaginal discomfort, erectile function, global satisfaction
with sex life, orgasm, anal discomfort, therapeutic aids, sexual activities, interfering factors,
and screener questions. The PROMIS Sex FS uses a 30-day recall period. In this study only
one item will be used: interest in sexual activity. This item is rated on a five-point Likert scale
ranging from 0 = “not at all” to 4 = “very much”. Higher scores in this item indicate more
interest in sexual activity.

These three instruments will be administered together as shown in Appendix B. PROMIS
Fatigue 13a Short Form, additional fatigue items, sexual activity.

2.4.3. SHORT FORM 36-TEM HEALTH SURVEY, VERSION 2 (SF-36v2)

SF-36v2 is a self-report survey of functional health and well-being with 4 weeks recall period
(QualityMetric, 2011). Responses to 35 of the 36 items are used to compute an 8-domain
profile of functional health and well-being scores.

The remaining item, referred to as the “Health Transition’ item, asks patients to rate how
their current state of health compared to their state of health 1 year ago, and is not used to
calculate domain scores.

The 8-domain profile consists of the following scales: Physical Functioning (PF), Role
Limitations due to Physical Health (RP), Bodily Pain (BP), General Health Perceptions (GH),
Vitality (VT), Social Functioning (SF), Role Limitations due to Emotional Problems (RE), and
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Mental Health (MH).

Psychometrically-based physical and mental health component summary scores (PCS and
MCS, respectively) are computed from subscale scores to give a broader metric of physical
and mental health status. The instrument can be found in Appendix C. SF-36.

2.4.4. EQ-5D-5L

The EuroQol EQ-5D-5L has been designed as an international, standardized, generic
instrument for describing and valuing health-related quality of life, available in over 100
language versions.

The EQ-5D-5L self-report questionnaire consists of 5 items, one per domain, with 5-point
scale and one visual analogue scale (VAS) to rate health state from worst (0) to best (100).

The EQ-5D-5L includes domains for each generic health status measure: Mobility, Self-care,
Usual Activities, Pain/discomfort and Anxiety/depression. For each question, there are 5
levels of response, corresponding to increasing levels of impairment (no problems, slight,
moderate, severe, and extreme problems, or unable to perform activity) and coded 1 to 5.

A higher index indicates better quality of life. The instrument can be found in Appendix D.
EQ-5D-5L.

2.4.5. PATIENT GLOBAL IMPRESSION OF SEVERITY (PGIS) AND CHANGE (PGIC)

The PGIS is a self-reported measure of patient-perceived overall symptom severity. The
PGIS is a 4-point recall scale (from no symptoms to severe symptoms). Patients are asked
to rate their overall severity of symptoms in the 7 days prior to a clinic visit.

The PGIC instrument captures the patient's overall evaluation of response to treatment. The
patient is asked to report the degree to which they have changed since entering the
treatment period using a 7-point scale (Very Much Better to No Changes to Very Much
Worse).

The PGIC and PGIS are the most commonly used anchor-based methods of assessing
clinically important change and severity in which the external judgment of meaningful
change is made by the patient. The instruments can be found in Appendix E. PGIC and
PGIS.

2.4.6. ASSESSMENT ScHEDULE FOR PRO INSTRUMENTS

Patient-reported outcomes will be assessed through a personal device supplied by Corvidia:
= At home daily on patient's personal device: CARES

= At the clinic prior to dosing on patient’s personal device: PROMIS Fatigue 13a Short
Form and selected items from PROMIS Fatigue item bank, PROMIS Interest in
Sexual Activity item, SF-36v2, EQ-3D-5L, PGIC, PGIS.

CARES data will be collected at home on patient's personal device or one provided by
Corvidia; the questionnaire will be answered daily for 7 days prior to treatment administration
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(Screening day -7 to day -1 prior to dose 1 (Visit 1), dose 2 (Visit 4), dose 4 (Visit 7), and for
the last 2 weeks after dose 6 (Visit 9), i.e. during weeks 23 and 24.

The SF-36v2 and PROMIS Fatigue items will be collected on patients’ device at the clinic
prior to treatment administration at Visit 1, Visit 4, Visit 7, Visit 10 and 11, or the early
termination visit (whichever occurs first).

The PROMIS interest in sexual activity item and EQ-5D-5L will be collected on patients’
device at the clinic prior to treatment administration at Visit 1, Visit 4, Visit 7 and Visit 11, or
the early termination visit (whichever occurs first).

The PGIC will be colected on patients’ device at the clinic prior to to treatment administration
at Visit 4, Visit 7, and Visit 11, or the early termination visit (whichever occurs first).

The PGIS will be collected at home on patients’ devices on the last day of CARES
assessment period, i.e. day prior to dose 1 (Visit 1), dose 2 (Visit 4), dose 4 (Visit 7), and at
Visit 11, or the early termination visit (whichever occurs first).

The schedule of assessment for all PRO instruments collected in different periods of the
study are shown in Table 1.

Table 1 PRO Instruments Assessment Schedule

Study Period | Screening Treatment Safety F/Up®
VisitMumber | 2 4 | 1 4 6 NA 7 8 9 10 AUET™ |12 A13ET
Visit Week 2 4 |1 5 9 12 13 17 2 23 24ET |28 32ET
DOSING X X X X
CARES X X X X X
E::?:ULS X X X X X
FROMIS Sex X X X X
SF-36v2 X X X X X
EQ-50-5L X X X X
PGIS X X X X
PGIC X X X
*Follow-Up.
"Early Temination.

3. ANALYSIS SETS

All PRO analyses described in this SAP will be performed on the intention-to-treat (ITT)
analysis population which includes all randomized patients.
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4. ANALYSIS VARIABLES

4.1. GENERAL VARIABLES AND DERIVATIONS

4.1.1. Stupy Day

Study day will be defined as in the clinical SAP dated 31MAR2020. Specifically, the study
day is calculated in reference to the date of the first dose of the study drug. Study day 1
corresponds to the date the patient received the first dose of study drug. The day
immediately before Day 1 will be Day -1. For assessments conducted on or after the date of
the first dose of study drug, treatment day will be calculated as (assessment date - date of
first dose of study drug) + 1.

4.1.2. BASELINE

The assessment completed on day 1 will be considered the baseline measurement, if taken
prior to first dose of study drug.

If more than one assessment were taken, the closest to enroliment day (Day 1) will be used.

For diary scores (CARES), baseline assessment corresponds to the 7 days prior to first dose
of study drug.

The post-baseline value is defined as a measurement taken after initial study drug
administration.

4.1.3. DErRIVED TIMEPOINTS

An “End of Treatment” (EOT) assessment will be derived as described in the clinical SAP.

For the purpose of the PRO analyses defined herein, a Week 24 assessment will be used in
the analyses. The Week 24 assessment is defined for each instrument in the correspoding
sections below.

4.1.4. Visit WinDow

Visit windows will be used as provided by the sponsor. According to the clinical SAP dated
JTMAR2020, scheduled visits will be assigned to analysis visits as recorded in the EDC
system. If a scheduled visit is not available, unscheduled and early termination visits will be
assigned to analysis visits using analysis visit windows based on the actual date the
assessment took place. The low analysis day of the analysis window will be calculated as
the midpoint between the scheduled assessment and previously scheduled assessment for
that parameter. The high analysis day of the analysis window will be calculated as the
midpoint between the scheduled assessment and the next scheduled assessment for that
parameter. Where multiple measurements for a particular parameter appear within an
analysis window, the scheduled visit will be used. If no scheduled visit appears in the
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analysis window, the result closest to the target day will be used. If equidistant and both are
unscheduled and/or early termination visits, the later result will be used for the summary
measure.

Table 2: Visit windows

Analysis Visit Target Day Low Analysis Day | High Analysis Day
Baseline 1 1
Week 2 8 2 14
Week 4 22 15 28
Week 5 35 29 42
Week 7 49 43 55
Week 9 63 o6 70
Week 13 85 71 99
Week 17 114 100 128
Week 21 141 129 153
Week 23 157 154 161
Week 24 165 162 168
End of Treatment 161 154 168
Week 28 190 169 21
Week 32 224 211 236

4.1.5. OTHER DERIVATIONS

No other derivations besides PRO endpoints will be described in this analysis plan.

To calculate time interval duration, a month is 30.4375 days and a year 365.25 days.

4.2. PRO VARIABLES

4.2.1. CARES CorviDiaA EPRO
For each item, weekly scores will be derived as the average of the 7 consecutive daily scores
as follows:

s+ Baseline = average of Day -7 to Day -1

= Week 5 (Visit 4) = average of Day 22 to Day 28

= Week 13 (Visit 7) = average of Day 78 to Day 84

= Week 24 (Visit 11) = average of Day 155 to Day 168

For Baseline, Week 5 and Week 13, if more than 3 daily scores out of the 7 days (>50%)
within the weekly period are missing, then the score is set to missing.

For Week 24, if more than 7 daily scores out of the 14 days (>50%) within the bi-weekly
period are missing, then the score is set to missing.
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Preliminary scoring of the CARES includes the calculation of a Total Symptom Score (TSS).
Alternative means of scoring the CARES will be explored in a separate psychometric
analysis plan (PAP) and if any derived, these will be included in this SAP for efficacy
analysis. Additional scales and subscales may be derived based on the results of the
psychometric analysis plan (PAP). A higher score for the TSS or other scales/subscales
represent more symptoms.

Change from baseline defined as post-baseline value minus baseline value will be
calculated for each assessment. At each post-baseline assessment, the change in score
from baseline will be calculated for each scalefitem.

Domain scores may result from the psychometric analyses described in a separate PAP. In
this PAP, clinically meaningful thresholds for these potential domains will also be derived.
Change from baseline in the TSS score, as well as the domain scores that may result from
the  psychometric analysis, wil be categorized at each |visit as
improvement/stable/deterioration using the clinically meaningful threshold value for change
scores derived in the psychometric analyses as follows:

« Improvement: a change from baseline < -threshold points;
= Deterioration: a change from baseline = threshold points

= No change: a change from baseline between (-threshold to threshold).

Sensitivity analyses may be performed if more than one threshold values are suggested by
the psychometric analyses.

In addition, patients who experience at least one deterioration during the study will be further
classified as follows:

= With definitive deterioration: if the deterioration of at least one-threshold point as
compared to the baseline score is also observed at all time points threreafter (e.g.,
after the first deterioration is observed) or if the patient dropped out after
deterioration, resulting in missing data.

+ With transient deterioration: otherwise.

4.2.2. PROMIS FaTiGue 134 SHORT FORM AND SELECTED ITEMS FROM PROMIS
Famicue Bank, PROMIS INTEREST IN SExuAL AcTiVITY [TEMS

The PROMIS Fatigue data is collected as a 7-day recall report from patients at Visit 1, 4, 7,
10, and 11.

The scoring manual for PROMIS Fatigue 13a short form can be found online (Patient-
Reported Outcomes Measurement Information System Fatigue scoring manual) (accessed
on 16" March 2020).

Each question from the PROMIS Fatigue 13a short form has five response options (1= Not
at all, 2=A little bit, 3=Somewhat, 4=Quite a bit, 5=Very much). To use the scoring tables
from the PROMIS fatigue scoring manual, a summed score is calculated. The lowest
possible summed score is 13 and the highest possible summed score is 65. All questions
must be answered in order to produce a valid score using the scoring tables. Once
calculated, the total summed raw score is translated to a T-score. The T-score re-scales the
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raw score into a standardized score with a mean of 50 and a standard deviation (SD) of 10.
The T-score and standard error are then used to calculate the 95% confidence interval (Cl)
around the observed score. The 95% Cl is calculated as T-Score +1.96*SE. The T-score
will not be calculated if a response is missing for one or more questions from the PROMIS
Fatigue 13a short form.

In addition, preliminary scoring of the PROMIS Fatigue 13a includes the calculation of two
subdomain scores:

= Symptom score (5 symptom items):
o | feel fatigued
o |feel weak all over
o | feel listless (“washed out™)
o | feel tired
o | have energy
= Impact score (8 impact items):
o | have trouble starting things because I'm tired
o | have trouble finishing things because I'm tired
o |am able to do my usual activities
o | need to sleep during the day
o |am too tired to eat
o | need help doing usual activities
o | am frustrated by being too tired to do the things | want to do
o | have to limit my social activity because | am tired.

The subdomains will be calculated as the sum of the items in the corresponding subdomain.
The subdomain score will be calculated only if all items are answered.

Alternative means of scoring, by including also the additional PROMIS Fatigue items from
the Item Bank, are described in the PAP and may be derived as follows:

= A total fatigue score summing the items for the PROMIS Fatigue short form 13a and
the additional three items from the PROMIS fatigue item bank (de novo 16-item short
form)

« Symptom score (8 symptom items):
o | feel fatigued
o |feel weak all over
o | feel listless (“washed out™)
o | feel tired
o | have energy
o FATEXP36: How exhausted were you on average?
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o FATEXP43: How physically drained were you on average?
o FATEXP52: To what degree did your fatigue make you feel less alert?

If psychometric analyses support the creation of the latter two domains, clinically meaningful
thresholds will also be derived for them, as well as the three standard fatigue scores from
the 13-item set.

Given PROMIS Fatigue items and PROMIS Interest in Sexual Activity item are collected at
Week 23 and at Week 24, an assessment will be derived for the hypothesized scores as the
mean value of the two assessments at Week 23 and Week 24, which will be labeled as
Week 24. In case only one assessment is available, this only assessment will be used as
Week 24 assessment.

Change from baseline defined as post-baseline value minus baseline value will be
calculated for each assessment. At each post-baseline assessment, the change in scores
from baseline will be calculated for each scalefitem.

Different domain scores may result from the psychometric analyses described in a separate
PAP. In this PAP, clinically meaningful thresholds for these potential domains, as well as the
standard one for PROMIS fatigue -13a short form will also be derived. Change from baseline
in the domain scores that may result from the psychometric analysis will be categorized at
each visit as improvement/stable/deterioration using the clinically meaningful threshold
value for change scores derived in the psychometric analyses as follows:

« Improvement: a change from baseline < -threshold points;
= Deterioration: a change from baseline = threshold points
= No change: a change from baseline between (-threshold to threshold).

Sensitivity analyses may be performed if more than one threshold values are suggested by
the psychometric analyses.

In addition, patients who experience at least one deterioration during the study will be further
classified as follows:

= With definitive deterioration: if the deterioration of at least one-threshold point as
compared to the baseline score is also observed at all time points threreafter (e.g.,
after the first deterioration is observed) or if the patient dropped out after
deterioration, resulting in missing data.

+ With transient deterioration: otherwise.

4.2.3. SHORT FORM 36-TEM HEALTH SURVEY, VERSION 2 (SF-36v2)

The scoring for SF-36 v2 instrument will be done according to the procedures described by
the developer and license owner in the instruction manual. Scores for the scales (HT, GH,
PF, RP, BP, MH, 5F, RE, VT) as well as the summary scores (PCS, MCS) will be derived.

Given SF-36 is collected at Week 23 and at Week 24, an assessment will be derived as the
mean value of the two assessments at Week 23 and Week 24, which will be labeled as
Week 24. In case only one assessment is available, this only assessment will be used as
Week 24 assessment.
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Change from baseline defined as post-baseline value minus baseline value will be
calculated for each assessment. At each post-baseline assessment, the change in score
from baseline will be calculated for each scale.

424. EQ-5D-5L

A unique EQ-5D-5L health state is defined by combining 1 level from each of the 5
dimensions: this defines a profile that is primarily reported as a 5-digit number, for instance
11221 A total of 3125 possible health states are defined in this way. For example, state
11111 indicates no problems on any of the 5 dimensions, while state 12345 indicates no
problems with mobility, slight problems with washing or dressing, moderate problems with
doing usual activities, severe pain or discomfort, and extreme anxiety or depression.

The instrument was specifically designed to provide an overall single number, called a
weighted index, for each of the health states resulting from the combination of item
responses (Dolan, 1997). The weighted index constitutes a measure of utility, an economics
term used to describe consumer preferences or in the present case patient preferences for
different HRQoL states. The weighted index can be only derived from patients who have
provided a complete 5-response profile. A higher index indicates better QolL.

(Devlin, 2018) published the value set for England (available on the EuroQol website
(http/iwww_euroqol.org/about-EQ-5D/valuation-of-EQ-5D/EQ-5D-51-value-sets_html).
However, in August 2018, the UK's National Institute of Health and Care Excellence (NICE)
has published a position statement (NICE position statement, awvailable at
hitps/iwww_nice org uk/Media/Default/ About/what-we-do/NICE-guidance/NICE-
technology-appraisal-guidance/eq5dSl_nice_position_statement pdf) advising companies,
academic groups, and others preparing evidence submissions to NICE not to use the
England validation set to derive utility values for their evidence submissions. In their position
statement, NICE recommends using the mapping function developed by (van Hout & al_,
2012) to be used (presented in Appendix D. EQ-5D-5L). This is the algorithm to be used in
this study.

Change from baseline defined as post-baseline value minus baseline value will be
calculated for each assessment for the EQ-5D-5L VAS and utility index scores as well as
for the individual domain items.

4.2.5. PATIENT GLOBAL IMPRESSION OF SEVERITY (PGIS) AND CHANGE (PGIC)

The PGIS and PGIC are single-item questionnaires. Change from baseline defined as post-
baseline value minus baseline value will be calculated for the PGIS assessment. At each
post-baseline assessment, the change from baseline will be calculated.

Post-baseline PGIS raw scores will be classified according to the following item response
categories:

= Worsening 3 points compared to baseline
= Worsening 2 points compared to baseline

= Worsening 1 point compared to baseline
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+ Stable
« Improved 1 point compared to baseline
« Improved 2 points compared to baseline

« Improved 3 points compared to baseline.

4.3. Time To PRO DETERIORATION

Time to clinically meaningful symptom worsening or HRQol deterioration (PRO
deterioration) will be analysed separately for each scale of the PRO instruments collected
in this study, as appropriate and as described in Section 5. For convenience, a generic term
“time to clinically meaningful deterioration” will be used both for symptom worsening and
HRQoL deterioration, with an understanding of a specific meaning depending on the scale
or subscale analysed. Two definitions will be used and described in the following sections:

» Time to first deterioration (TTFD)

+ Time to definitive deterioration (TTDD)

4.3.1. Time 1o FIRsT CLiniCALLY MEANINGFUL DETERIORATION (TTFD)

TTFD will be defined as the duration of time from the date of randomization to the date of
the first deterioration in PRO scores of at least one threshold-point (see section 4.2 for the
definition of deterioration) as compared to the baseline score.

For those patients who experienced a first clinically meaningful deterioration, TTFD will be
computed as follows and then converted to months:

TTFD = Date of assessment when first clinically meaningful deterioration of at
least one threshold unit was observed — Date of randomization + 1

Patients who did not experience clinically meaningful deterioration will be censored at the
date of the last available PRO assessment (i.e., date of the last non-missing value). Patients
with no baseline assessment or patients with no post-baseline assessments will be censored
at the date of randomization.

4.3.2. Time 1o DEFINMIVE CuNICALLY MEANINGFUL DETERIORATION (TTDD)

TTDD will be defined as the duration of time from the date of randomization to the date of
the first deterioration in PRO scores of at least one threshold-point (see section 4.2 for the
definition of deterioration) as compared to the baseline score if the deterioration is also
observed at all time points thereafter (e.g., after the first deterioration is observed) or if the
patient dropped out after deterioration, resulting in missing data.

For those patients who experienced a definitive meaningful deterioration, TTCD will be
computed as follows and then converted to months:

TTCD = Date of assessment when first definitive clinically meaningful deterioration
was observed — Date of randomization + 1
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Patients who did not experience definitive clinically meaningful deterioration will be censored
at the date of the last available PRO assessment (i.e_, date of the last non-missing value).
Patients with no baseline assessment or patients with no post-baseline assessments will be
censored at the date of randomization.
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5. STATISTICAL METHODOLOGY

5.1. GENERAL CONSIDERATIONS

Continuous data will be described by the number of observations (N), the number of missing
observations (Nmiss), mean, SD, median, minimum (min), and maximum (max). Categorical
data will be described by the number (n) and percentage (%) of patients in each category.
Missing and invalid observations will be tabulated as separate categories. The calculation
of proportions will not include the missing/invalid category.

Statistical comparisons will be made using two-sided tests at the a = 0.05 significance level
unless stated otherwise. Due to the exploratory nature of the analyses, adjustments for
multiple comparisons will not be made.

Unless otherwise specified, all summaries will be presented by treatment group.

5.2. PATIENT DISPOSITION

Patient disposition is included in the clinical SAP and will not be repeated herein.

5.3. PRO COMPLETION

Instrument completion rate at each timepoint will be reported for each instrument on the ITT
population. The following will be provided:

« The number of patients expected to complete a PRO assessment at each timepoint

« Unadjusted completion rate at each timepoint will be calculated as the number of
patients meeting at least the minimum requirements for scoring of the instrument
divided by the number of patients in the ITT population.

« Adjusted completion rate at each timepoint will be calculated as the number of
patients meeting at least the minimum requirements for scoring of the instrument
divided by the number of patients who are expected to have PRO assessments.

A patient is expected to complete the PRO instrument as long as the patient is still on
treatment and has not discontinued the study.

The minimum requirements for scoring the instruments is as follows:
* CARES: at least 50% of items are answered (e.g. 10 out of the 19 items)
+« PROMIS: all 16 items are answered
= SF-36: at least one domain can be calculated
 EQ-5D: at least one item is answered
+ PGIC and PGIS: item answered
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The completion rates by treatment group at each analysis visit will also be provided
graphically by means of a line graph.

5.4. DEMOGRAFHICS AND BASELINE CHARACTERISTICS

Demographics and baseline characteristics are included in the clinical SAP and will not be
repeated herein.

5.5. DESCRIPTIVE ANALYSES

5.51. ITem Lever

For all items from the following instruments :CARES, PROMIS Fatigue Short Form 13a and
selected items from the PROMIS ltem Bank and PROMIS interest in sexual activity item,
EQ-5D-5L, PGIS and PGIC, the following will be provided:

= A table with the distribution of response by treatment group for each analysis visit

For the PGIS, a table with the distribution of change in response categories (as defined in
section 4.2.5) by treatment group for each analysis visit.

In addition, the following graphical representations will be provided:

« A stacked column chart of the distribution of response by treatment group at each
analysis visit

= For the PGIS, a stacked column chart of the distribution of change in response
categories (as defined in section 4.2 5) by treatment group.

5.5.2. DomaIN AND OVERALL ScorE LEVEL

The following domain and overall scores will be analysed:

= CARES: TSS and all other potential subscales resulting from the psychometric
analysis

« PROMIS Fatigue: total, symptoms and impact domains from the 13-item set, as well
as other potential subscales resulting from the psychometric analysis

+ SF-36:
o Domains: PF, RP, BP, GH, VT, SF, RE and MH
o Summary scores: PCS and MCS
+ EQ-5D-5L: VAS and utility index
The following analyses will be presented on the ITT population:

= A table with descriptive statistics for the PRO scores and a line graph with mean
values and corresponding 95% CI will be presented by treatment group and each
PRO assessment
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= A table with descriptive statistics for the change from baseline in PRO scores will be
presented by treatment group and each post-baseline PRO assessment

« A table showing the proportion of patients achieving =0%, 10%, 20%, 30%, 40%,
50% and 60% percentage change from baseline during the study will be presented
by treatment group. Bar plots depicting the same proportions by treatment group will
be created separately for each time point during the study

= A CDF plot showing a continuous plot of the absolute change from baseline during
the study for the PRO scores on the X-axis and the cumulative percent of patients
experiencing that change on the Y-axis will be presented by treatment group and
each PRO assessment

5.6. LONGITUDINAL ANALYSIS OF CHANGE FROM BASELINE

Change from baseline to Week 13 and Week 24 in PRO scores will be analyzed using a
restricted maximum likelihood (REML)-based repeated measures approach (MMRM —
Mixed Model Repeated Measures) (Brown & Prescott, 2006) as described in the clinical
SAP.

The MMRM assumes that the missing observations are missing at random (MAR). That is,
MMRM assumes that, given the statistical model and given the observed values of the
outcome, missingness is independent of the unobserved values. A corollary is that MAR
assumes that a subject’s missing values can be estimated based on similar subjects who
remained in the study. This infers that withdrawals (who may not receive study medication)
have similar symptoms to some who continue to be treated. Given the expectation that PRO
scores could be lower (poorer quality of life and/or more disease-related symptoms) after
discontinuing the study medication, the MAR’s assumption of the similarity of withdrawals
and those who stay in the study may not be realistic for all subjects. To address the
possibility of the data being missing not at random (MNAR) (e.g., non-ignorable missing
data), a second analysis may be implemented using a PMM with sequential modelling with
multiple imputation using placebo-based imputation (O'Kelly & Ratitch, 2014), depending on
the amount of missing data at each visit. Further details on this exploration can be found in
Section 5.9.2. The PMM will be used to assess the robustness of the MMRM estimate with
regard to missing data when the MAR assumption is replaced by assumptions that are likely
to be relatively less favorable to the experimental treatment. Due to the impact of the
Coronavirus Disease 2019 (COVID19) pandemic on the RESCUE clinical trial, an immediate
discontinuation of dosing was announced on March 18, 2020 to ensure the safety of trial
patients. Therefore it is expected that a large number of patients will not have data at Week
24.

Analyses included in the clinical SAP will not be repeated here. The analyses will be
performed on the ITT population and for each of the following PRO scores:

« CARES: TSS and other potential subscales resulting from the psychometric analysis

« PROMIS Fatigue: total, symptoms and impact domain from the 13-item set, as well
as other potential subscales resulting from the psychometric analysis

* S5SF-36:
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o Domains: PF, RP, BP, GH, VT, SF, RE and MH
« EQ-5D-5L: VAS and utility index.

5.6.1. MMRM

All PRO assessments will be included for this analysis The analysis will be based on
observed data, i.e, data collected at each timepoint without carrying forward previous
values. Data from a limited number of PRO assessments may be used in case of substantial
dropout (i.e., analysis will be limited to timepoints at which at least 10% of patients have
non-missing data in both treatment groups).

The response variable will be the change from baseline to each PRO assessment. The
model will include the treatment arm (ziltivekimab vs._ placebo) and timepoint (Week 5, Week
13, and week 24) as fixed-effect categorical factors, the baseline PRO score and
stratification factors (baseline haemoglobin (=11 or <11 g/dL) and CKD stage (3, 4 or 5)), as
well as the baseline PRO score x time and treatment x time interactions. Both main effects
and the interaction terms will remain in the model, regardless of significance. The model will
present least squares (LS) mean estimates for each dose, least squares mean differences
of each study drug dose from placebo, standard errors, 95% Cls and p-values (where
applicable) for mean changes from baseline to each visit. A plot of the LS means
accompanied by the 95% CI will be produced.

In addition, an overall adjusted mean estimate will be derived that will estimate the average
change from baseline across all time points, giving each visit equal weight.

The standardized mean difference (SMD) including 95% CI (Hedges' g) will also be
provided.

The MMRM analysis will be conducted using PROC MIXED in SAS. The model will assume
unstructured covariance among the within-patient repeated measurements. If the algorithm
does not converge, a heterogeneous Toeplitz (the TOEPH option in SAS PROC MIXED) will
be tried first and then AR(1) as a covariance structure to achieve convergence. The
Kenward-Roger approximation will be used to estimate denominator degrees of freedom.

Variables listed as categorical in the list above will be included in the CLASS statement of
the procedure. The unique patient identifier will also be included as a class variable. A
REPEATED statement over the visits will be included with the unique patient identifier as
the SUBJECT variable in the REPEATED statement.

The normality and homoscedasticity of the residuals will be visually checked. Particularly,
the scatter plot of the residuals versus the predicted endpoint values, the histograms, and
the normal probability plots of the residuals will be reviewed. Transformation of the raw data
will be considered if needed.

5.6.2. PMM

Change from baseline in PRO domain and overall scores may be further analyzed using a
pattern-mixture model using sequential modelling with multiple imputation as described by
O'Kelly (O'Kelly & Ratitch, 2014), depending on exploration of the amount of missing data
at post-baseline assessments, as described in Section 5.9.2.
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The results from this analysis will be used to judge the validity of the MAR assumption.
Similar conclusions from MMRM and PMM would suggest that the results are not overly
dependent on the assumptions of the primary analysis with regard to the missing data.

The sensitivity analysis will consider dropout reasons while imputing missing values after
the discontinuation. Subjects who discontinued due to lack of efficacy or adverse events in
the active arms are assumed to have no treatment effect after the discontinuation. These
subjects are assumed to copy the profile in the placebo arm, and missing values are imputed
based on the distribution estimated from the placebo group under the missing not at random
(MNAR), using copy-reference approach. The rest of missing values in the placebo arm and
active arms will be imputed using the observed data in their respective group under the MAR
assumption. This includes the patients who were early terminated due to to the impact of
the Coronavirus Disease 2019 (COVID19) pandemic. The multiple imputation model will
include factors such as treatment arm, baseline hemoglobin category, and CKD stage, in
addition to the data outcomes at each visit.

The following steps will be performed:

Step 1 Intermittent (non-monotone) missing data will be imputed using the MCMC option of
SAS PROC MI (using seed=5414).

Step 2 For monotone missing data, the values for each pattern will be imputed via the
chained equation method with range restriction, using SAS PROC MI option MONOTONE
REG ().

Under step 2, missing values for subjects who discontinued due to lack of efficacy or adverse
events will be imputed under MNAR assumption using copy-reference approach, and
missing values for subjects who discontinued due to reasons other than lack of efficacy or
adverse events will be imputed under the MAR assumption.

These two steps will be carried out sequentially to construct 100 hypothetical complete data
sets.

An analysis of covariance (ANCOVA) model (not repeated measures, and with no random
effects) with the following covariates will be performed for each imputation using the SAS
Mixed procedure:

« HGB = Baseline Hemoglobin category (>=11 or <11g/dL)
« CKD = CKD Stage (3, or 4/5)

= TRT = Treatment group

= BASE = Baseline hemoglobin value

The SAS MIAnalyze procedure will be used to combine the results of these analyses for the
imputations. The overall least square means, standard errors, 95% Cl, and p-values will be
reported.

Reasons for subject discontinuation that are identified as lack of efficacy will be discussed
and finalized prior to database lock.
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5.7. RESPONDER ANALYSIS

The proportion of patients with improvement, who were stable, or who deteriorated (as
defined in section 4.2 using both the primary and the potential sensitivity thresholds if these
are suggested by the psychometric analysis) will be summarized at each PRO assessment
visit by treatment arms. The denominator in this descriptive analysis will be the number of
patients with non-missing data at the particular visit. The analysis will be performed on the
ITT population and include only subjects who have an assessment at baseline and at least
one post-baseline assessment.

The proportion of patients with definitive deterioration and transient deterioration during the
course of the study will be summarized by treatment arms. The denominator in this
descriptive analysis will be the number of patients with at least one deterioration during the
study.

The analysis will be performed on the ITT population and for each of the following PRO scale
scores:

« CARES: TSS and other potential subscales resulting from the psychometric analysis

« PROMIS Fatigue: total, symptoms and impact domain from the 13-item set, as well
as other potential subscales resulting from the psychometric analysis

5.8. TIME TO EVENT ANALYSIS

For all time to event analyses, the time to deterioration will be analysed in months and will be
presented by treatment group.

TTFD and TTCD will be defined as explained in Section 4.3. The non-parametric Kaplan-Meier
method will be used to estimate the survival curves for TTFD and TTCD for each PRO scale
score. The 50th percentile of Kaplan-Meier estimates will be used to estimate the median
duration of TTFD and TTCD. A two-sided 95% CI will be provided for these estimates. The
treatment difference in survival will be assessed by the stratified log-rank test (baseline
haemoglobin (=11 or <11 g/dL) and CKD stage (3, 4 or 5)). Separate log-rank tests will be
performed for each of the experimental arms vs. placebo. A Kaplan-Meier plot by treatment
group will be presented.

Kaplan-Meier analysis will be performed using PROC LIFETEST (SAS procedure).

A stratified Cox proportional hazard model with Efron’'s method of tie handling will be used to
assess the magnitude of the treatment difference (ie., the hazard ratio), using baseline
hemoglobin (=11 or <11 g/dL) and CKD stage (3, 4 or 5) as stratification factor. The hazard
ratio and its 95% CI from the stratified Cox model for each of the experimental arms vs.
placebo will be reported.

The analysis will be performed on the ITT population and for each of the following PRO scale
scores:

e CARES: TSSE and other potential subscales resulting from the psychometric
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analysis

« PROMIS Fatigue: total, symptoms and impact domain from the 13-item set, as well
as other potential subscales resulting from the psychometric analysis

5.9. HANDLING OF MISSING DATA

5.9.1. MISSING ITEMS

In case of missing items, the scores will be calculated as indicated in the scoring manuals
for each of the PRO instruments.

5.9.2. MISSING FORMS

It is anticipated that the great majority of missing data in this study will have a monotone
pattern, meaning that once a patient has missing data at one visit, data will be missing at all
subsequent visits. There may be some small amount of intermittent (non-monotone) missing
data (when patient skips intermediate visits but return for evaluations at subsequent visits).
The number and percentage of patients for each of the missing data patterns (no missing
data, monotone missing data, and intermittent missing data) will be presented by treatment
group.

Tabular summaries for the percentage of patients by the reason for discontinuation of study
treatment, as well as for withdrawal from the study, are provided in the clinical SAP and will
not be repeated herein. A plot of the mean PRO score for selective scores (e.g., CARES
TSS and other potential subscales resulting from the psychometric analysis, PROMIS
Fatigue: total, symptoms and impact scales from the 13-item set, as well as other potential
subscales resulting from the psychometric analysis) over time by selected categories of
discontinuation (including completers) will be provided. The reasons of discontinuation will
be grouped as follows:

+ Death
« Adverse event
= Disease relapse, lack of efficacy, and progressive disease

« Other (lost to follow-up, non-compliance with study drug, pregnancy, protocol
deviation, recovery, site terminated by sponsor, technical problems, withdrawal by
parent/guardian, withdrawal by subject, other)

« COVID19 pandemic.

6. ANALYSIS SOFTWARE

All data processing, summarization, and analyses will be performed using SAS Version 9.4
(SAS Institute, North Carolina) or higher.
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8. APPENDICES

8.1. ApPPENDIX A. CARES

Symptom Inventory

Progress

symptoms during the past 24 hours

Flease click the Next bution below to continue

Symptom Inventory
o
Progress
During the past 24 hours
Rate your worst swelling
Selecied Value
oj1]2]3]a|5|6|7/8|9 10
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Symptom Inventory

220 ©
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During the past 24 hours
Rake your worst shoriness of breath
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Symptom Inventory
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Symptom Inventory
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During the past 24 hours
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Selected Value
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Symptom Inventory
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During the past 24 hours
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Symptom Inventory
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During the past 24 hours

Rate your worst light-headedness [ dizziness
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Symptom Inventory
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During the past 24 hours
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Symptom Inventory

Progress

During the past 24 hours
Rate your waorst feeling of depressed mood.

Selecied Value

lof1]2]3]a[se[7]|8]a][10]

[

L] Feeling of
feeling of depressed mood
depressed as bad as

mood | can imagine

Symptom Inventory
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Symptom Inventory
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Symptom Inventory Symptom Inventory
T & — e ®
Progress Progress

During the past 24 hours During the past 24 hours

Rate wour warst muscle cramps
Rate your worst nerve pain.

Selected Value Selecied Value
[0[1]2]3]a]5]6]7]8]3]10] [0][1]2]3]a]s[6[7]8]2]10)
: N Muscle
Mo Merve pain musche crampn
nerve pain as had as P s

I can imagine I can imagine

D &

Symptom Inventory Symptom Inventory
S ST— < ©
Progress Progress

During the past 24 hours During the past 24 hours
Rate the worst numbness ! tingling in your hands

Rate your waorst uncomfortable sensation in your
or feet

Selected Valu

legs

Selecied Values

o]1]2]3]a[s5]6|7]8[a]10]
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tingling In hands or hest uncomfortable sensation in legs
hands or feet as bad as sansation as bad as
1 can Imagine in legs I can imagine
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Symptom Inventory Symptom Inventory
i insnsssnnssnnass & &
Progress Progress

During the past 24 hours During the past 24 hours
Rate yaur worst i'.-:hirf-'_l Hale your warst dry skin
Selected Value: Selected Value
[o]1]2]3]a]s][6[7]8]a]10] [o]1]2]3]a[s]e]7[8]9]10]
] I 1
No Itching No Dry shin
itching as bad as diry skin as bad as
| can imagine | can imagine
Symptom Inventory symptom Inventory
S — - ——————————)
Progress Progress
During the past 24 hours During the past 24 hours
Rate wour worst feeling of dry mouth Rate your worst difficulty with tolerating cold

Selectad Valus: Selected Value

[o[1]2[3[a]s]e[7][8]9]10] [o]1]2]3]als]6[7][8]9]10]
I
Mo Feeling of h:u Dilfirullw with
feeling of diry mauth difficulny with tederating cold
dry mouth as bad as todarating cold as bad as
| can imagine 1 can imagine
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8.2. APPENDIX B. PROMIS FATIGUE 13A SHORT FORM, ADDITIONAL
FATIGUE ITEMS, SEXUAL ACTIVITY ITEM

PROMIS Items

During the PAst T dBYE. oot imcrianns e ssnss s smnsnn Motatall  Alitle bit Somewhat GQuite abit Very much
| t2el fabgued 1] 2] a[] 4] 8]
| feel waak al over 1] g1 a1 4] s[]
I fael lisass [washed eul’) 1 3] A M| i
I fael tirec 1 2] a[] 4] 5[]
PROMIS
Shart Form | havs trouble gtarting things bacauss | am tirsd 1 2] a1l | 5]
vi0 - | have trouble finisbing things because | am tired 1 2] a[] 4[] 5[]
=‘5!|l;i|v5 7 | hate anengy 1 2] a[] 4] 5[]
b | am abis to do my usual activities 1 2] a[] 4[] 5[]
| reed to sieep during ihe day 1] 2] a[] 4] 5]
| wm teo tred to eat 1 2] ]| 4] 5[]
| ] Bl doing My Lsual ackhities 1] 2] a[] 4] 8]
| &m frustrabed by bBeing too fined to do the tings | wantteda 4[] | a[] 4] s[]
I have fo limi my sacial activity becauss | am fired 11 il || 4] 8]
EROMIS J_ FATEXPIS: How exhawsied wene you on averacpe? i 21 ]| 4] ]|
- FATEXP43: How physically drained wens you on average? 1 21 ] 4] 8]
(Itam FATIMPS2: To what degree did your fatigus make you fasl O 2 aC]l o1 s
identifier g5s alen?
in bald) During the past 30 days. Notatall  Alittle blt  Somewhal Guiteabit Very much
SFINT101: How interesied have you been in sexusl activity? 1] 2] ] [ a1
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8.3. APPENDIX C. SF-36

Answer Answar Answer Answer Answer Answar
fiem Name | Question Fext Texti | Text2 | Textd | Textd | Tests | Tewt6
‘Your Health and Well-Being
This survey asks for your views about
your health.  This mformation wil help
weep track of how you feel and how
wel you are able to do your wsual
activities. Thank you for completing
i suvey
Foreach of the following questions,
please select the one response that
pe=xt describes your answer
SF36v2_GH1 5_9‘"“" weuld you =3y your heith Sxcellent | Very good Good Fair Poor
omewh
COmpared 1 one vear age. how bh:-:lfet Somewhat | About the wusem TMmLEE
SF38y2_HT | would you rate your haalth in general novar than better now Fame 3= now thzn now than
now? One year .'nar - Hne year one year one year
— ago fearags 3@ aje ago
Thee Tolowing questions are about
activifies you might do during a fypical
day. Does your heath now limit you in
mese actatiesT [ so, how much?
jmﬁ"m%‘:.ﬂ., . Yes, Yas, No. not
SF¥wZ_PFO1 AOorels STNTES. limited a imied a Irmited at
- ifting heavy cbjeds, paricipating in - littha Al
strenuous sports? |'5|:- how 'nu-:h?'
Does h
moderate grlrjlﬁ such as 'no.llnu a Yes, Yo, Mo, nant
SF3¥w2_PFOI | table, pushing a vacuum cleamer, limited a imited a irnited at
powling. or playing gelf? If so, how lot litthe: all
miuch?
Does your health now limd vou n ¥eo, s, Mo, ot
SF3¥Ew2_PFO2 | lifting or camying groceries? I so, how | limieda irmited a Irnited at
muh? lot litie all
ZE-De:pmu:J],u]ﬂ]_m_hr_Lﬁ_._ Yes, es, Mo, not
SF¥5w1_PFO4 | cdimbing severm| fights of stairs? iso, | limited a imited a irmited at
how much? ot litthe all
Coes your heafth now Timet you n Tes, Tes, Mo, ot
SF¥wI_FF0S | dimbing ooe fight of stars? I 2o, imited a irmited a lirmited at
how much? ot litthe all
Dioes your health now limit you n Yes, fes, Mo, ot
SF3¥gvl_PFOE | bending, kneeling or stooping? i so, imited a imited a Irnit=d at
how muah? ot litthe: all
3":-95 your health now limit woa in Yes fes. Mo, ot
SF¥w2_PFO7 | waking more than a mile? [ so, how imited a irmited a Irnited at
much? ot it all
Coes your health now limit you n Yes, s, Mo, not
SF3Ew?_PFDE | waking several hundred vamds? fso imited a imited a Frmited at
how much? ot litthe all
Zf'l:»esmur_eantum_ur_'l_ah n Yes, Tes, Mo, not
SF¥w2_PFO¢ | waking one hundred yards? i so, imited a imited a lirmited at
how much? ot litthe all
Dioes your health now limit you n Yes, fes, Mo, ot
SF¥w2I_FF10 | bathing or dressing yourself? It so, imited a Imned a Irnited at
how much® ot litthe: all
During the past 4 wesks, how much of
e time have you had any of the
foliowing probiems with your work o
ather regular daily actvites as a result
of your physical healh?
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. Bnswer Answer Answer Answer Answer Answer
fem Name | Guestion Text Text1 | Text2 Texi 3 Textd | Tewt5 | Text6

Dwiring the past 4 wesks, how much of
fhe tme have you cut down on e
SF3w2_RP1 | amount oftime you spent on work or

other activities 35 a resull of your
physical health?
LCwining the past 4 wesks, how much of

e tme have you accomplished 1855 | 4y fpe | Miostof | Someof | A#flesf | Monsof
= -

SFIWZ_RPZ | than you would ke 25 3 result of your fime the time the time the time the tme
physical health”

Dwiring the past 4 wesks, how much of
SFa82 RP3 the tme were you bmited n the kind of | ajorme | mostof Someof | Ambedt | Noneor
= - work or other activities 25 3 result of time the time the time the time the tme
your physcal health?

Dwring the past 4 wesks, how much of
fhe tme have you had difficulty

performing the work or other activities All of the Most of Some of A little of None of
as a resuli of your physical healh (for fime the time he tme e time the tme
example, t took extra effort)?

All of the Most of Some of A, fitle of None of
tme tha time the time tha time the tme

JFMe2_RP4

Dwring the past4 wesks. how much of
fhe tme have you had any of the
following problems with youwr work or
other regular daily actvities a5 3 resut
of any emotional protdems (swch as
feeling depresssd or anxious)?

Dunng the past 4 wesks, how much of
fhe tme have you cut down on he

o, |3Mmouiolimeyou spenton Work of | 4y oeu. | Mostof | Someof | AMtect | Noneof
SF3w2_RE1 | other activities xs a result of any e the e the tme the tirme the trne

emobonal problems isuch as fesling
depressed or anxiows )7

Dwring the past 4 wesks, how much of

the tme have you accomplished |ess
than you would Fke 25 3 result of any Al of the Most of Some of A little of None of
Emobonal probilems such as fesling Bme the time me tme me time the trme
depressed o anxiows |7

Dwring the past4 wesks, how much of

e lime have you done work o other

activies loss Carefly han USUBl 353 | gjofihe | Mostof | Someot | Aitlest | Monsof

3FMwI_RE3 | resul of any emolona ]
= fme the time he tme e time the tme
(such as feeling depressed or

anxious|T

SF38«2_RE2

During the pasi4 weehs, b what
extent has your physcal health or
emobenal problems Rterfered with

- your normal social adivities with
famidy, friends, neighbors, or groupa?

Mot at all Shghthy Moderately | Qe a bit | Extremely

How much bodly pan have you had
during the past 4 wesks?

During the past 4 weeks how much
did pain interfers with your normal
SF36v2_BP2 | work (including both work outsice the Notatall | Alile bt | Moderately | Custe a bit | Extremely
horme and housswo )7

Very

SF3tv2_BP1 Severe

None WVery mild Mild Maoderate Severe

Theesa question are about hew you
feal and how things have been with
vou during the past 4 wests. For
each question, pleass gve the one
answer that comes cioses! to the way
you have been feeling
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Answer Answer Answer Answer Answer Answer

fem Name | Question Text Text 1 Text 2 Text3 Text 4 Text 5 Text &

sE38 W1 | How much of the tme during the past All of the Most of Some of A latle of MNone of
- 4 weeks did you fesl full of life? tme the time the oime e time the time

How much of the me during the past Al of the Most of Some of A latle of MNone of
4 weeks hawe you been wery nenvous? tme the time the time e time the time

How much of the me during the past
4 weeks have you felt so down in the Al of the Most of Some of A litle of MNone of

dumps that nothing could cheer you e the time he Bime e time the time
up?

SF38w2_MH1

SF38v2_MH2

How much of the Sme during the past All of the

SF36u2 MH3 | £ wesks have you felt caim and Mostof | Someof | Altlecf | Moneof

peaceful? time the time the me the time the time
S8 VT2 How much of the fime during the past All of the Most of Some of A [itle of MNone of
=" "% | 4 weshks did you have a lot of energy? LM the time he Sme e time the time

How much of the fime during the past All of the

M 5 of A lintle of M of
SFA0WZ_MH4 | 4 wesks have you felt downhearted - ome e one

2nd d £ time the time the time the time the time
S8 VT3 | How much of the Sme during the past | All of the Most of Some of A btle of Mone of
= 4 weeks did you feel wom out? tme the time the ome e time the time
cEige Mus | How much of the Bme during the past | Al of the Most of Some of A latle of MNone of
= 4 weeks have you been happy? tme the time the me e time the time
SE38w2 VT4 How much of the me during the past All of the Most of Some of A Ftle of MNone of
= 4 weeks did you fesl tired? time the: time the time the time the time

During the past 4 weeks, how much of
the time has your physicl heaBh Of | ay ofphe | Mostof | Someof | Altiect | Noneof

SF38w2 SF2 | smotional problems interfered with
your social activites (like wisiting with
fnends, relatves eic.)?

fme the time the time e time the time

How TRUE or FALSE is each of the
followng statements for you?

e | seem to get sick a lithe easier than Definiely Mosty " Mosily Definitedy
SF3bv2_GH2 other people. e frue Don't know fake falea

Defintely Mostly Mostly Definitedy

- .
SF36w2_GH3 | | am as healthy as anybody | know. Don't know P, Fab
Defintely Mostly - Mostly Definitely
SF3Gw2_GH4 | | expect my health io get worse. Don't know fake P
. Defintsly | Mosty . Mostly | Definitely
SF38w2_GHS | My health is excellent Don't k
— Y = true frue e false false

SF-36wZ" Health Survey & 1002,
2000, 2000 Medical Outcomes Trust
and CualityMetric incorporated.

All rights reserved

SF-35" is a registered trademark of
Medical Quicomes Trust

(SF-38v2® Health Survey Standard,
United States (English])
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8.4. ArpPeENDIX D. EQ-5D-5L

( EQ-5D-5L

ECH-SD-EL FDA version

English [USA)
Health Gluestonnalre
English version for the USA

Caouniry (Language]

Health Questionnare
‘ersion (Tanget Language)

‘fersion (English)

On the Tolloweng screens please tap the siatement that best describes your health TODAY. Instruction
W owr mobility TODAY Mobility

hawe no problems walking MEB1

hawe shight problems walking MB2

hawe moderate protlems walking MB3

hawe severe problems walking MB4

m unable o walk MBS

‘four self-care TODAY Self-care

hawe no problems washing or dressing myself SC1

hawe shght problems washing or dressing myself 502

have moderate problerms washing or dressing mys=§if SC3

hawe severe problems washing or dressing rmyself S04

am unable to wash or dress myself SC5
Your usual activities TODAY [e.g. work, sudy, housework, family orleisure activifies) Usual Activities

hawe no problems doing my usual activities AT

have shight problems doing my usual actvities A2

hawe moderate problems doing my usud activities A3

hawe severe problems doing my usual acivities A4

am unable to do my usual activities RS

Your pain | discomfort TODAY
hawe no pain or discomion

Pain | Discomfort
PO

hawe shght pain or discomiort PD2

hawe moderate pain or discomfort PD3

hawe severe pain or discomfort PO

hawve cxtrems pain or discomfort PD5S
Your anwiety / depression TODAY PAmuiety [ Depression

am not anxous o depressed A

am slightly anxious or depressed AD2

am moderately arcicws or depressed AD3

am severely anxous of depressed AL

am exiremely anxious of depressed ADS
e would like to know how good or bad your health is TODAY. as Line 1
(O the next screen you wil see a scale numbered O to 100. as Line 2
100 means the best health you can imagine. Vas Line 3
0 means the worst health you can imagine Vas Line 4
Please tap on the scale to indicate how your health is TODAY. as Line 5§
The best heakh you can imagine Top Scale
The worst health you can imagine Bottom Scale
YOUR HEALTH TODAY Do Health

© EwroQo! Research Foundation. EQ-50™ I5 2 fade mavk of Me EuneGol Research Foundation

Disclsimer: T is a prewvew ofthe EQ-50 insument. I demonsrates Me fexd, questions and response opdons incoded in
iz version. Th preview doss mof represent Me fnal product and showd rof be ussd 25 an offcial EG-5D0 nsfumer.

Document: 'I.'kieedc—unasc{l1‘LSite"l.NLHOF‘I.IntF'rojects'l.Cunsuﬁng‘Lijects‘LCur‘uidia
Biostatistics\01_Documentatiom02 SAP\ Corvidia_RESCUE_PROSAP w20 _.

Author:

Tempiate No..
Effective Date:

Copyright © 2018

Version No:
Version Date:

v.20
21JUL2020

Reference: |

Il and it= subsidianes. Unauthorized use, distlosure or reproduction is sfrictly prohibited.

Approved on 22-Jul-2020 (Document ||::-_]

All rights rezenved. The contents of this document are confidential and proprietary to



Corvidia Therapeutics Inc.
PROTOCOL COR-001-02

PRO Statistical Analysis Plan - Page 42 of 44

Thi best haalth
¥Oou can imagine

100

 We would like to know how good or bad your health is TODAY.

+ This scale is numbersd from O to 100. 95

= 100 means the best health you can imagine, 80

0 means the worsl health you can imagine. 85

« Mark an X on the scale to indicate how your health is TODAY. 80

s Now, please write the number you marked on the scale in the box
below.

Fi-]

70

o0

YOUR HEALTH TODAY =

45

40

30

25

20

18

10

[43]

|IlIr|IIJI|IIII]IIIJ|IIIIJI"!'.IIllIIIIlI|IIII|JIIIIIlII|IIJI|IIIJ:IIE'|IIII1IHLIIllI|IIlI|JIII|JIII|

|IIII|IIII|IIII]III||IIII|I-|I||IIII|IIII|IJII|IIII|IIII|IIII|IIII|IIIr|IIII1I4I||IIII'IIII|IIII|IIII

The warst health
yOu Gan imagine

3

U FERgisR) O 2009 EuroQal Group EC-S0M™ js a frads mark of e Evvelal Gracs

SAS code to calculate the utility index (based on the algorithm published by van Hout 2012)
1s presented in Table 3.
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Table 3: SAS code for deriving utility index from EQ-5D-5L for UK

SAS symi@Ex crosswalk
values EQ-50-5L Unite
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8.5. APPENDIX E. PGIC anD PGIS

FiGE - Patient Gl impression of Sevariy PRI — Pamsnt Gomel Impe et of Cha

Patient Global Imp¥ressian of
Patient Giobal Impression of ik
Severity ISy

Frogras

Document: 'l.'kieedc—unascm‘;Site"-.NLHOF‘l.IntF'rojects'-.Consuﬁng‘;ijects‘LCor'u'idiazmm
Biostatistics\01_Documentatiom02 SAP\ Corvidia_RESCUE_PROSAP w20 _.

Author: I Version No: v.2.0
Version Date: 21JUL2020

Tempiate No- | Reference:

Effective Date:

Copyright & 2018 All rights rezenved. The contents of this document are confidential and proprietary to

Il and it= subsidianes. Unauthorized use, distlosure or reproduction is sfrictly prohibited.
Approved on 22-Jul-2020 (Document ||::-_]




Document Approval Sighature(s)

This document has been signed electronically in compliance with and
Companies' electronic signature policies and procedures. This iai;e Is a manifestation of the

electronic signatures, which may be confirmed within the and Companies’
source system in accordance with and Companies’ records retention policies.
MNote: the Title field in the signature block has been intentionally left blank.

Title:

Date:
Meaning: | Approve the Documen

Title:

Date:
Meaning: | Approve the Documen

Approved on 22-Jul-2020 (Document ID_]



Statistical Analysis Plan Addendum
Drug Name Ziltivekimab
Protocol Number COR-001-02
Edition Number 1.0

Date 29 Apnl 2020

A Phase 2, Randomized, Double-Blind, Placebo-Controlled Trial to
Evaluate REduction in Inflammation in PatientS with advanced Chronic
Renal Disease Utilizing Antibody MEdiated IL-6 inhibition (RESCUE)

Investigational Product: Ziltivekimab
Protocol Number: COR-001-02
Original Protocol Version 1.0: 05 November 2018
Protocol Amendment 1: 05 December 2018
Protocol Amendment 2: 24 January 2019
Protocol Amendment 3: 16 April 2019
Protocol Amendment 4: 25 June 2019
Protocol Amendment 5: 23 December 2019

SAP Version: 1.0
SAP Date: 31 March 2020

SAP Addendum Version: 1.0
SAP Addendum Date: 29 April 2020



Statistical Analys=is Plan Addendum
Protocol Number: COR-001-02
Edition Mumber: 1.0

Date: 29 Apml 2020

SAP ADDENDUM SIGNATURE PAGE

A Phase 2, Randomized, Double-Blind, Placebo-Controlled Trial to
Evaluate REduction in Inflammation in PatientS with advanced Chronic
Renal Disease Utilizing Antibody MEdiated IL-6 inhibition (RESCUE)

We, the understood, have understood and approved the SAP Addendum

Corvidia Therapeutics, Inc.



Statistical Analysis Plan Addendum
Protocol Number: COR-001-02
Edition Mumber: 1.0

Date: 29 Apml 2020

TABLE OF CONTENTS

T LE PAGE ettt m et e e 1
SIGINATURE PAGE .o e 2
1. INTRODUCTION ettt s e e e 4
2. DATA ANALYSIS CHANGES . e 4
2.1  Defimition of Baseline for Exploratory Efficacy Endpoints and Safety Endpoints .4
22 Lipid Parameters for Secondary Efficacy Analysis... ... 5
23  End of Treatment: CARES Corvidia ePRO and other PRO outcomes ... 5

3. DATA ANLAYSIS CLARTFICATION . 5



Statistical Analysis Plan Addendum
Protocol Number: COR-001-02
Edition Mumber: 1.0

Date: 29 Apml 2020

1. INTRODUCTION

The statistical analysis plan (SAP), version 1.0, for study with protocol number COR-001-02 was
finalized on March 31, 2020.

Due to the impact of the Coronavirus Disease 2019 (COVID19) pandemic on the RESCUE clinical
trial, an immediate discontinuation of dosing was announced on March 18, 2020 to ensure the
safety of trial patients. The announcement required the early termination visit to be scheduled as
early as possible for ongoing patients followed by their entry into the safety follow-up period. As
a result, changes in the planned analysis were documented i Section 5 (“Changes from Protocol-
specified Statistical Analyses™) of the SAP version 1.0.

The interim database lock for thus study 1s scheduled on 08 May, 2020. Further updates to the
planned analysis are documented mn this addendum.

Summary of changes:

e Updated definition to clanify baseline for exploratory efficacy endpoints and safety
endpoints.

¢ Inclusion of High-Density Lipoprotein (HDL) as an exploratory efficacy endpoint.

s End of Treatment (EOT) defimition for CARES Corvidia ePRO and other Patient
Reported Outcome (PRO) endpoints.

2. DATA ANALYSIS CHANGES
2.1 Definition of Baseline for Exploratory Efficacy Endpoints and Safety Endpoints

The SAP version 1.0 defines the baseline value for the primary efficacy endpoint hs-CRP,
secondary efficacy endpoint Serum Amyloid A, and exploratory efficacy endpomts Hemoglobin,
Serum Albumin, and NT-pro-BNP as the average of lab value at Day 1 and prior assessment(s).
For the CARES Corvidia ePRO endpoint, baseline 1s defined as the average of 7 consecutive
measurements (Day -7 to Day -1) prior to first dose iitiation

Sinularly, baseline for all exploratory efficacy endpoints will be defined as follows:

¢ For endpomts where lab assessments were collected at multiple visits prior to the
mitiation of study drug, baseline will be calculated as average of all values prior to the
first dose.

¢ For endpoints where lab assessments were collected at Day 1 only, baseline will be
defined as the Day 1 value.

For all safety endpoints, baseline will be defined as the Day 1 value. If missing, the last evaluation
prior to the imtiation of the study drug will be considered the baseline.
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2.2 Lipid Parameters for Secondary Efficacy Analysis

For lipid parameters, the SAP version 1.0 indicates difference in percent change m LDL-C,
Tnglycerides, ApoB, ApoAl, ApoB/ApoAl, and lipid profile by NMR spectroscopy from
Baseline to Week 13 and to the End of Treatment (Weeks 23 through 24) between each active
group and Placebo.

This SAP addendum further clarifies that HDL-C will also be included in this list of endpoints.
Descriptive summary by wisit as well as statistical analysis using mixed models and analysis of
covariance for HDL-C will also be performed along with the specified lipids.

2.3 End of Treatment: CARES Corvidia ePRO and other PRO outcomes

According to section 2.3 4 4 of the SAP version 1.0, a bi-weekly score (the End of Treatment) for
the CARES Corvidia ePRO will be denived as the average of Day 155 to Day 168. If = 8 daily
scores out of the 14 days (>50%) within the bi-weekly period are missing, then the score 1s set to
missing.

However, for patients who discontinued due to COVID19 after Week 13 and did not complete the
end of treatment visit or did not enter their data on their personal device, the end of treatment will
be assigned using the average of values from Visit 7 (Day 78 to Day 84). If >4 daily scores out of
the 7 days (>50%) within the weekly period are missing, then the score 15 set fo missing.

For PRO outcomes PROMIS Fatigue 13a Short Form and Optum SF-36 v2®Health Survey where
assessments are entered at Visit 1 (Baseline), Visit 4 (Week 5), Visit 7 (Week 13), Visit 10 (Week
23), and Visit 11 (Week 24), the end of treatment visit will be defined as the average of assessments
at Week 23 and Week 24

For PRO outcomes PROMIS Sexual Function and Satisfaction, EurQol-5D-5L, and Patient Global
Impression of Change where assessments are entered at Visit 1, Visit 4 (Week 5), Visit 7 (Week
13), and Visit 11 (Week 24), the end of treatment visit will be defined as the assessment at Week
24

For PRO outcome Patient Global Impression of Severity where assessments are entered at the end
of Week -1, end of Week 4, end of Week 12, and at Week 24, the end of treatment visit will be
defined as the assessment at Week 24.

For all PRO outcomes described above, for patients who discontinued due to COVID19 after Week
13, the end of treatment visit will be defined as the last assessment after Week 13_ If there are no
visits after Week 13, then Week 13 will be considered the End of Treatment visit.

3. DATA ANLAYSIS CLARIFICATION

The changes in analysis described in document were applied only to the lab parameters and PRO
endpoints described as exploratory efficacy endpoints. This change will not impact the results for

the pnimary endpoint as well as secondary endpoints.
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LIST OF ABBREVIATIONS

Abbreviation Definition

ASCVD Atherosclerotic Cardiovascular Disease
CARES Core assessment of renal disease symptoms
Cl Confidence interval

CKD Chronic kidney disease

ECDF Empirical Cumulative Density Function

EFA Exploratory factor analysis

EPDF Empirical Probability Density Function
EQ-5D-5L 5-Level EuroQol in 5 dimensions

FU Follow-up

HRQoL Health-related quality of life

hs-CRP high-sensitivity C-reactive protein

ICC Intraclass correlation coefficient

MCS Mental Component Score

ML Maximum likelihood

NDD-CKD Non-dialysis-dependent chronic kidney disease
PAP Psychometric analysis plan

PCS Physical Component Score

PGIC Patient Global Impression of Change
PGIS Patient Global Impression of Severity
PRO Patient-reported outcome

PROMIS Patient-Reported Outcomes Measurement Information System
SAA Serum amyloid A

SD Standard deviation

SEM Standard Error of Measurement

SF-36 v2 Short Form 36-item health survey version
TSS Total symptom score

ULS Unweighted least squares

Ziltivekimab Monoclonal antibody to IL-6
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1. INTRODUCTION

This document describes the rules and conventions to be used in the presentation and analysis
of patient-reported outcomes (PROs) data for the RESCUE study, Protocol Ziltivekimab-COR-
001-02. It describes the data to be summarized and analyzed, including specifics of the
psychometric analyses to be performed. The psychometric analysis plan (PAP) will be finalized
prior to database lock. Any deviations from the PAP after database lock will be documented in
the final psychometric analysis report.

This psychometric analysis plan (PAP) is based on protocol version 5.0 dated 23 December
2019 and Amendments 1 (dated 05 December 2018), 2 (dated 24 January 2019), 3 (dated 16
April 2019), 4 (dated 25 June 2019), and 5 (23 December 2019).

Due to the impact of the Coronavirus Disease 2019 (COVID19) pandemic on the RESCUE
clinical trial, an immediate discontinuation of dosing was announced on March 18, 2020 to
ensure the safety of trial patients. The announcement required the early termination visit to be
scheduled as early as possible for ongoing patients followed by their entry into the safety follow-
up period.

At the time of discontinuation of the study, approximately 140 patients had completed the 24-
week treatment period and more than 120 patients were non-completers of the treatment period.

2. RESCUE StuDY OVERVIEW

2.1. STuDY OBJECTIVES

2.1.1. PRIMARY OBJECTIVE

The primary objective of the RESCUE study is:

= To evaluate the effects of Ziltivekimab compared to placebo on markers of inflammation
such as high-sensitivity C-reactive protein (hs-CRP).

2.1.2. SECONDARY OBJECTIVES

The secondary objective is:

= To evaluate the effects of Ziltivekimab compared to placebo on two markers of
inflammation and cardiovascular risk: serum amyloid A (SAA) and fibrinogen.
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2.1.3. EXPLORATORY OBJECTIVES

Other objectives are:

* To determine the pharmacokinetic, exploratory pharmacodynamics, pharmacogenetics
and effect of Ziltivekimab on inflammatory markers.

« To evaluate the effects of three dose levels of Ziltivekimab compared to placebo on
patient reported outcomes (PRO): Patient-Reported Outcomes Measurement
Information System (PROMIS®) Fatigue 13a short form, selected items from the
PROMIS fatigue item bank, the Optum SF-36 v2B HealthSurvey, a Corvidia PRO, the
PROMIS interest in sexual activity item, the patient global impression of change (PGIC),
patient global impression of severity (PGIS), and the EQ-5D-5L.

= To evaluate the psychometric properties of the Corvidia electronic PRO (ePRO) items
(CARES), PROMIS Fatigue 13a short form, and selected items from the PROMIS
fatigue item bank, in Chronic Kidney Disease (CKD) patients.

2.2. SAMPLE SIZE

The primary efficacy endpoint is percent change from baseline in hs-CRP (average of the hs-
CRP value prior to randomization and Day 1) to Week 13 between each active group and
placebo.

Based on the observed treatment difference in percent change from baseline in hs-CRP of
60.74% between combined COR-001-01 active groups and placebo and the associated pooled
SD of 16.893% in hs-CRP at Week 4 from the final analysis of study COR-001-SC1, a sample
size of 54 per group yields more than 99% power with 2-sided alpha=0.05.

Taking into consideration the dropout rate of 10% by the end of the study, a sample size of 60
per group is planned for this study. Accordingly, approximately 240 patients will be randomized
1:1:1:1 (60 per each treatment group) into the trial. Patient randomization will be stratified by
baseline hemoglobin (211 or <11 g/dL) and CKD stage (3, 4 or 5).

2.3. STuDY DESIGN

The RESCUE study is a randomized, double-blind, placebo-controlled trial designed to evaluate
the efficacy, safety, and pharmacokinetics of Ziltivekimab at three dose levels (7.5 mg, 15 mg
or 30 mg) compared to placebo in patients with stage 3-5 CKD, not on dialysis, who have
evidence of inflammation with high cardiovascular risk.

The primary, secondary, and exploratory endpoints will be analysed at 13 weeks of dosing and
then followed for additional exploratory efficacy analyses through Week 24. Selected efficacy
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endpoints and safety assessments will be evaluated in the Follow-up Period Week 25 though
Week 32 (Figure 1).

Patients will undergo a Screening Period of up to 14-days during which inclusion and exclusion
criteria will be evaluated. Patients who meet all inclusion criteria and no exclusion criteria will
be randomized to one of three Ziltivekimab dose levels (7.5 mg, 15mg, or 30 mg) or placebo for
a 24-week Treatment Period. Patient randomization will be stratified by baseline haemoglobin
(211 or <11 g/dL) and CKD stage (3, 4, or 5).

The patient will be randomized on Day 1 and the first dose of study drug should be administered
after all assessments are conducted. Doses of study drug will be administered every 28-days
for a total of 6 treatments (Weeks 1, 5, 9, 13, 17, and 21).

Figure 1: RESCUE Study Flow

Ziltivekimalb Dose Level 1, 2 or 3 (N=180); N=60 in each level

Placebo (N=6i)

Screening Treatment Period Safety F/lUp
1'.15“ = -1 |12 3 4 5 0] 7 8 9 10 |11VET 12 13ET
Mumber
Visit Day 21 |9 113- | 141- | 155-| 162-

- - = 21 (29-35|43-49|57- 5 L 224
Window 14 7 |1| 8 9-35|43-49|57-63|85-91 119 | 147 | 161 | 168 190-196 | 2158-224
Visit
Window 2 |1142) 42
Visit 2 a ftl2 4| s | 7] 9 | 13|17 21|23 24E1| 28 | 32ET
Week

2.4. PATIENT-REPORTED OUTCOMES

2.4.1. PRO INSTRUMENTS

The following patient-reported outcomes (PRO) are collected in this study:
+ Corvidia ePRO (CARES)
+ Patient-Reported Outcomes Measurement Information System (PROMIS®) Fatigue 13a
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short form
« Selected items from the PROMIS fatigue item bank
* PROMIS interest in sexual activity item
* Optum SF-36 v2® Health Survey
« EQ-5D-5L
= Patient global impression of symptoms (PGIS) and Change (PGIC).

241.1. CARES Corvidia

The CARES Corvidia ePRO - henceforth CARES - is a new PRO instrument under development
(Appendix A). It consists of 19 symptom items, with a 24-hour recall, asking patients to report
their worst level of that symptom in the past 24 hours on a numeric rating scale from 0 (no
symptom) to 10 (symptom as bad as | can imagine).

The symptom items cover physiological (Short Breath, Swelling, Fatigue, Weakness, Light-
headedness, Decreased Appetite, MNausea), psychological (Depression, Concentration,
Forgetfulness), Pain (Bone [/ Joints, MNerves, Muscle Cramps) and sensorial (Hand
numbness/tingling, Uncomfortable legs, Itching, Dry skin, Dry mouth, Cold) symptoms.

The instrument can be found in Appendix A.

2412 Short Form PROMIS Fatigue 13a and selected items from PROMIS Fatigue
Bank, PROMIS Interest in Sexual Activity Items

The PROMIS Fatigue 13a short form contains 13 items that assess symptoms and impacts of
fatigue. The recall period is 7 days. Each item is rated on a five-point Likert scale ranging from
0 = "not at all" to 4 = "very much". Higher scores in these items indicate worst fatigue, except
for items 7 ("l have energy”) and 8 (“| am able to do my usual activities") where higher score
indicates less fatigue.

In this study, three additional fatigue items were administered for further testing to account for
exhaustion, being physically drained, and impact on alertness, concepts that resonated with
patients during patient interviews but are not covered in the PROMIS Fatigue 13a short form.
Such combination is from now on referred to as PROMIS Fatigue.

A number of scales and subscales can be derived from the PROMIS Fatigue set:

 The original PROMIS Fatigue 13a scale;

= The fatigue scale using the whole PROMIS Fatigue item set (de novo 16-item short
form);

= Two subscales within the PROMIS Fatigue 13a scale, e.g.: 1) symptoms of fatigue and
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2) impacts of fatigue;

* Two subscales within the PROMIS Fatigue set, e.g.: 1) symptoms of fatigue and 2)
impacts of fatigue.

The PROMIS Sexual Function and Satisfaction (PROMIS Sex FS) is a customizable, self-
reported set of measures that include 79 items covering 11 domains: interest in sexual activity,
lubrication, vaginal discomfort, erectile function, global satisfaction with sex life, orgasm, anal
discomfort, therapeutic aids, sexual activities, interfering factors, and screener questions. In this
study only one item will be used: interest in sexual activity. This item is rated on a five-point
Likert scale ranging from 0 = "not at all” to 4 = "very much”. Higher scores in this item indicate
more interest in sexual activity.

These three instruments will be administered together as shown in Appendix B.

2413, Short Form 36-item Health Survey, Version 2 (SF-36v2)

SF-36v2 is a self-report survey of functional health and well-being with 4 weeks recall period
[QualityMetric 2011]. Responses to 35 of the 36 items are used to compute an 8-domain profile
of functional health and well-being scores.

The remaining item, referred to as the 'Health Transition’ item, asks patients to rate how their
current state of health compared to their state of health 1 year ago, and is not used to calculate
domain scores.

The 8-domain profile consists of the following scales: Physical Functioning (PF), Role
Limitations due to Physical Health (RP), Bodily Pain (EP), General Health Perceptions (GH),
Vitality (VT), Social Functioning (SF), Role Limitations due to Emotional Problems (RE), and
Mental Health (MH).

Psychometrically-based physical and mental health component summary scores (PCS and
MCS, respectively) are computed from subscale scores to give a broader metric of physical and
mental health status. The instrument can be found in Appendix C.

2414, 5-Level EuroQol in 5 dimensions (EQ-5D-5L)

The EuroQol EQ-5D-5L has been designed as an international, standardized, generic
instrument for describing and valuing health-related quality of life, available in over 100
language versions.

The EQ-5D-5L self-report questionnaire consists of 5 items, one per domain, with a 5-point
scale and one visual analogue scale (EQ VAS) to rate health state from worst (0) to best (100).

The EQ-5D-5L includes domains for each generic health status measure: Mobility, Self-care,
Usual Activities, Pain/discomfort and Anxiety/depression. For each question, there are 5 levels
of response, corresponding to increasing levels of impairment (no problems, slight, moderate,
severe, and extreme problems or unable to perform activity) and coded 1 to 5.
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A higher index indicates better quality of life. The instrument can be found in Appendix D.

2415, Patient Global Impression of Symptoms (PGIS) and Change (PGIC)

The Patient Global Impression of Severity (PGIS) is a self-reported measure of patient-
perceived overall symptom severity. The PGIS is a 4-point recall scale (from no symptoms to
severe symptoms). Patients are asked to rate their overall severity of symptoms in the 7 days
prior a clinic visit.

The Patient Global Impression of Change (PGIC) instrument captures the patient's overall
evaluation of response to treatment. The patient is asked to report the degree to which they
have changed since entering the treatment period using a 7-point scale (Very Much Better to
MNo Changes to Very Much Worse).

The PGIC and PGIS are the most commonly used anchor-based methods of assessing clinically
important change and severity in which the external judgment of meaningful change is made by
the patient. The instruments can be found in Appendix E.

2.4.2. ASSESSMENT SCHEDULE FOR PRO INSTRUMENTS

Patient-reported outcomes will be assessed through a personal device supplied by Corvidia:
= At home daily on subject personal device: CARES;

= At the clinic prior to dosing on subject personal device: PROMIS Fatigue, PROMIS
Interest in Sexual Activity item, SF-36v2, EQ-5D-5L, PGIC, PGIS .

CARES data will be collected at home on subject's personal device or one provided by Corvidia;
the questionnaire will be answered daily for 7 days prior to dose (Screening Day -7 to Day -1
prior to Dose 1 (Visit 1), Dose 2 (Visit 4), Dose 4 (Visit 7), and the last 2 weeks after Dose 6
(Visit 9).

The SF-36v2 and PROMIS Fatigue items are to be collected on subjects’ devices at the clinic
prior to each dosing, e.qg., Visit 1, Visit 4, Visit 7, and at Visit 10 and Visit 11, except for PROMIS
Sex Iltem (Only Visit 11) or the early termination visit (whichever occurs first).

The EQ-5D-5L will be collected on patients’ device at the clinic prior to treatment administration
at Visit 1, Visit 4, Visit 7 and Visit 11.

The PGIC will be colected on patients’ device at the clinic prior to to treatment administration at
Visit 4, Visit 7, and Visit 11.The PGIS will be collected at home on subjects’ devices on the last
day of CARES assessment period.

The schedule of assessment for all PRO instruments collected in different periods of the study
are shown in Table 1.
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Table 1: Schedule of assessment for PRO instruments collected in the RESCUE study-
Randomization, treatment period, and follow-up

Study Period Screening Treatment Safety FlUp®
Visit Number -2 -1 i 2 3 4 5 & NA 7 B 9 10 1ET" | 12 13/ET
Visit Week -2 -1 i 2 4 5 T 9 12 13 17 21 23 24/ET 28 32ET
DOSING X X X X X

CARES X X X X

if;;ﬁis X X X X

::E::MIB Sex X ¥ ¥ X

SF-36v2 X X X X X

EQ-5D-5L X X X X

PGIS X X X X

PGIC X X X

“Follow-Up.

“Early Termination.

3. OBJECTIVES OF THE PSYCHOMETRIC ANALYSIS

The aim of the psychometric analysis is to assess the psychometric properties of the CARES
and of PROMIS Fatigue scales.

Specific objectives are as follows:
= To evaluate item response distributional characteristics;

= To investigate the underlying structure of these PROs and to develop scale and/or
subscale scores;

= To evaluate the reliability (internal consistency reliability and test-retest reliability) of
CARES and of PROMIS Fatigue scale and/or subscale scores;

* To evaluate the construct validity of CARES and of PROMIS Fatigue scale and/or
subscale scores;

= To evaluate that changes in the patient's status are reflected in changes in the
CARES/IPROMIS Fatigue scale and/or subscale scores (sensitivity to change);

= To estimate a threshold for clinically relevant change withing patients for the CARES
and of PROMIS Fatigue scale and/or subscale scores;

 To derive a definition for a symptomatic patient.
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4. ANALYSIS TIMING

The psychometric analysis will be performed at the same time as the primary analysis of the
study, e.g., once all subjects complete Visit 7 (Week 13). will perform the analysis using
blinded data and data will be collapsed across treatment groups for the purpose of the
psychometric analysis.

After the last subject completes the last visit, the final database will be cleaned and locked and
this data will be used to repeat the derivation of the clinically meaningful threshold (see section
7.3.8). However, due to the impact of the Coronavirus Disease 2019 (COVID19) pandemic on
the RESCUE clinical trial, this analysis will be performed only on the subset of patients with
week 24 data. There are no plans to repeat further psychometric analyses on the final database.

5. ANALYSIS POPULATION

All PRO analyses described in this PAP will be performed on the ITT analysis population which
includes all randomized patients.

6. ANALYSIS VARIABLES

6.1. PRO VARIABLES

The scoring for each PRO instrument will be done according to the procedures described by
each PRO developer and license owner in the respective instruction manuals.

6.1.1. VARIABLES GENERATED FROM CARES

For each item, weekly scores will be derived as the average of the 7 consecutive daily scores
as follows:

Baseline = average of Day -7 to Day -1

Week 5 (Visit 4) = average of Day 22 to Day 28
Week 13 (Visit 7) = average of Day 78 to Day 84
Week 24 (Visit 11) = average of Day 155 to Day 168

For Baseline, Week 5 and Week 13, if more than 3 daily scores out of the 7 days (>50%) within
the weekly period are missing, then the score is set to missing.

For Week 24, if more than 7 daily scores out of the 14 days (>50%) within the bi-weekly period
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are missing, then the score is set to missing.

Preliminary scoring of the CARES includes the calculation of a Total Symptom Score (TSS).
Alternative means of scoring the CARES that are derived from the factor analyses and
conceptual considerations may also be defined if supported by the data and if the research
team considers these to be plausible and clinically useful alternatives. The following conceptual
domains from CARES will be considered: physiological (Short Breath, Swelling, Fatigue,
Weakness, Light-headedness, Decreased Appetite, Nausea), psychological (Depression,
Concentration, Forgetfulness), pain (Bone / Joints, Nerves, Muscle Cramps), and sensorial
(Hand numbness/tingling, Uncomfortable legs, Itching, Dry skin, Dry mouth, Cold) symptoms.

In the preliminary scoring, the daily TSS will be calculated as the average of the 19 daily item
scores. A daily TSS score will be calculated if at least 10 out of the 19 items (> 50%) are non-
missing. The TSS weekly score will be calculated in the same fashion as the individual items.
Higher TSS indicate more symptoms/poorer outcomes.

6.1.2. VARIABLES GENERATED FROM PROMIS FATIGUE AND PROMIS SEXUAL FUNCTION
AND SATISFACTION

The PROMIS Fatigue data is collected as a 7-day recall report from patients at Visit 1, 4, 7, 10,
and 11. The scoring manual for PROMIS Fatigue 13a short form can be found
at:http://iwww_healthmeasures.netimages/PROMIS/manuals/PROMIS_Fatigue Scoring_Man

ual.pdf.

Each question from the PROMIS Fatigue 13a short form has five response options (1= Not at
all, 2=A little bit, 3=Somewhat, 4=Quite a bit, 5=Very much). To use the scoring tables from
the PROMIS fatigue scoring manual, a summed score is calculated. The lowest possible
summed score is 13 and the highest possible summed score is 65. All questions must be
answered in order to produce a valid score using the scoring tables. Once calculated, the total
summed raw score is translated to a T-score. The T-score re-scales the raw score into a
standardized score with a mean of 50 and a standard deviation (SD) of 10. The T-score and
standard error are then used to calculate the 95% confidence interval around the observed
score (as described in the scoring manual available at:
http://iwww.healthmeasures.net/images/PROMIS/manuals/PROMIS_Fatigue Scoring_Manual.
pdf). The 95% confidence interval is calculated as T-Score +1.96"SE. The T-score will not be
calculated if a response is missing for one or more question from the PROMIS Fatigue 13a
short form.

In addition, preliminary scoring of the PROMIS Fatigue 13a includes the calculation of two
subdomain scores:

« Symptom score (5 symptom items):

o | feel fatigued
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o | feel weak all over
o | feel listless ("washed out”)
o | feel tired
o | have energy
* Impact score (8 impact items):
o | have trouble starting things because I'm tired
o | have trouble finishing things because I'm tired
o | am able to do my usual activities
o | need to sleep during the day
o | am too tired to eat
o | need help doing usual activities
o | am frustrated by being too tired to do the things | want to do
o | have to limit my social activity because | am tired

The subdomains will be calculated as the sum of the items in the corresponding subdomain.
The subdomain score will be calculated only if all items are answered.

Alternative means of scoring, by including also the additional PROMIS Fatigue items from the
Item Bank, will be derived as follows:

= A total fatigue score using the items for the PROMIS Fatigues 13a and the additional
three items from the Item Bank (de novo 16 item short form)

* Symptom score (8 symptom items):
o | feel fatigued
o | feel weak all over
o | feel listless ("washed out”)
o | feel tired
o | have energy
o FATEXP36: How exhausted you are on average?
o FATEXP43: How physically drained were you on average?
o FATEXP52: To what degree did your fatigue make you feel less alert?

Alternative means of scoring can be derived from the factor analyses using the full set of
PROMIS Fatigue items (inclusive of items from the Item Bank) to identify plausible and clinically
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useful alternatives.

The PROMIS Interest in Sexual Activity item will not be included in any of the
domain/subdomain scores described above, and will be analysed separately.

Given PROMIS Fatigue is collected at Week 23 and at Week 24, an assessment will be derived
for the hypothesized scores as the mean value of the two assessments at Week 23 and Week
24, which will be labeled as Week 24. In case only one assessment is available, this will be
used as Week 24 assessment.

6.1.3. VARIABLES GENERATED FROM SF-36v2

The scoring for SF-36 v2 instrument will be done according to the procedures described by the
developer and license owner in the instruction manual. Scores for the scales (HT, GH, PF, RP,
BP, MH, SF, RE, VT) as well as the summary scores (PCS, MCS) will be derived. For the
psychometric analysis only the baseline scores will be used.

6.1.4. VARIABLES GENERATED FROM EQ-5D-5L

No derivation is required for the EQ-5D-5L. The scores for the 5 domains (Mobility, Self-care,
Usual Activities, Pain/discomfort and Anxiety/depression) and EQ-5D VAS will be as reported.
Missing data for individual items will not be imputed. For the psychometric analysis only the
baseline scores will be used.

6.1.5. VARIABLES GENERATED FROM PGIS anD PGIC
The PGIS and PGIC are single-item questionnaires. Therefore, they do not require any

manipulation to derive scores.

To be noted that PGIS is collected on the last day of CARES assessment period. To be in line
with the visit label used for CARES, we will label the PGIS assessment from Week 12 as Week
13 (Visit 7). For the psychometric analysis, the baseline scores (PGIS only), Week 13 and Week
24 will be used.

6.2. CLINICAL OUTCOME VARIABLES

Demographic and clinical data will be used to characterize the sample, as follows:
* Age (years)
» Sex
» Race
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= Baseline Hemoglobin (>=11 or <11 g/dL)
= CKD Stage (Stage 3, Stage 4, or Stage 5)

The clinical variable that will be used in the psychometric evaluation is the total plasma level for
the hs-CRP Protein.

6.3. GENERAL VARIABLES AND DEFINITIONS

6.3.1. BASELINE

The baseline for CARES will be defined as the weekly-average of the daily measurements over
the 7-day period immediately preceding randomization day (i.e., study days -7 through -1), e.g.,
the second week of the screening period.

For all other PRO instruments, except PGIC, the baseline is defined as the measurements carried
out at clinic prior to first dose of the study drug, scheduled for the 1% day of the Treatment Period.
There will be no baseline assessment for PGIC.

6.3.2. DERIVED TIMEPOINTS

Mo other timepoints are derived.

7. STATISTICAL METHODOLOGY

7.1. GENERAL CONSIDERATIONS

Summary statistics for continuous data will include the number of observations (N), mean,
standard deviation (SD), median, first and third quartiles, minimum (min), and maximum (max).
Categorical data will be described by the number (n) and percentage (%) of patients in each
category. Missing and invalid observations will be tabulated as separate categories. The
calculation of proportions will not include the missing/invalid category, unless specified
otherwise.

Statistical comparisons will be made using two-sided tests at the a = 0.05 significance level
unless stated otherwise. Due to the exploratory nature of these analyses, no adjustments for
multiplicity will be performed. For point estimates, 95% confidence intervals will be used.

The psychometric analysis will be performed on the pooled treatment arms.
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7.2. STUDY SUBJECTS

7.2.1. PRO COMPLETION

The completion rate for CARES will be defined as the total number of actual completed diary
entries divided by the expected number of diary entries in a given time period (total number of
days X number of patients expected to complete the instrument). Specifically, completion rate
will be evaluated for the baseline period (Day -7 to Day -1), in the weeks prior to each clinic visit
for administration of dosage (Day 22 to 28 [Week 5] and 78 to 84 [Week 13]), and Day 155 to
168 [Week 24].

For the PROMIS Fatigue, PROMIS Sexual Interest, PGIC and PGIS, completion rates will be
calculated as the total number of actual completed clinic visit entries divided by the expected
number of patients taking part in the scheduled clinic visit.

7.2.2. DEMOGRAPHICS AND BASELINE CHARACTERISTICS

The demographic and patient baseline characteristics are analyzed in the clinical SAP and will
not be repeated herein.

7.3. MEASUREMENT PROPERTIES ANALYSES

The analyses described below follow best practice guidelines for the psychometric analysis of
PRO measures according to the FDA guidance [FDA 2009, FDA 2019].

7.3.1. DESCRIPTIVE ANALYSES

Descriptive statistics for CARES, PROMIS Fatigue, PROMIS sexual function and satisfaction,
PGIC, and PGIS will be assessed by evaluating the following at baseline, Visit 4, and Visit 7:

= Counts and percentages for each response option per item, including a stacked column
chart of the distribution of responses

= Summary statistics for each item of CARES, PROMIS Fatigue, PROMIS sexual function
and satisfaction

= Summary statistics for each scale/domain and total score of CARES and PROMIS
Fatigue

ltem descriptive analyses will be examined for CARES and PROMIS Fatigue for item removal,
combined with qualitative evaluation. Specifically, items with floor or ceiling effect (e.g., tems
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that are disproportionately rated at either extreme of their rating scales by patients at baseline
and/or after treatment) will be considered as candidates for item reduction.

7.3.2. ITEM-TO-ITEM CORRELATIONS FOR CARES AND PROMIS FATIGUE ITEMS

The purpose of item-to-item correlation analyses is to evaluate inter-relationships among items
to determine the extent and degree of correspondence and discordance between items, and
whether those patterns are consistent with hypothesized expectations based on the item
content.

Spearman rank correlation coefficient will be calculated using baseline data to examine the
inter-relationships among items for CARES (ltems 1 to 19) and among PROMIS Fatigue ltems
(Fatigue 13a ltems 1 to 13, Fatigue Bank ltems FATEXP36, FATEXP43 and FATEXP52).

Caorrelations greater than 0.4 may provide support for combining items into a multi-item scale.
ltems with coefficients greater than 0.9 and/or less than 0.1 may be considered for item removal.

7.3.2.1. CARES

The CARES instrument is organized thematically in different sets of symptoms. ltems 1 to 7
describe a set of physiological symptoms (Short Breath, Swelling, Fatigue, Weakness, Light-
headedness, Decreased Appetite, Nausea). Items 8 to 10 cover psychological issues
(Depression, Concentration, Forgetfulness). Item 11 to 13 describe pain (Nerve, Bones/Joints,
Muscle Cramps).

The remainder of the items cover a variety of sensorial symptoms that can be loosely described
as a sensation of uncomfortableness, mostly associated with the skin and terminal nervous
system (Hand numbness/tingling, Uncomfortable legs, ltching, Dry skin, Dry mouth, Cold).
Caorrelations may vary accordingly in a non-predictable manner.

7.3.2.2. PROMIS Fatigue

The combined set of fatigue items is quite homogeneous with regards to the topics investigated.
Specifically, the fatigue Bank additional items may be reasonably perceived as 'general’ feelings
of fatigue/exhaustion and therefore be strongly correlated with the short form 13a ltems. It is
expected that these items will show strong correlations (above 0.50) across the items.

7.3.3. EXPLORATORY FACTOR ANALYSIS

An exploratory factor analysis (EFA) will be carried out for the items of CARES and PROMIS
Fatigue to test the measurement model. EFA is a model of the measurement of a latent
variable. This latent variable cannot be directly measured with a single variable. Instead, it is
seen through the relationships it causes in a set of variables. The relationships between the
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factor(s) and each variable are weighted, and factor analysis calculates the optimal weights.

The Kaiser-Meyer-Olkin measure of sampling adequacy will be used to evaluate the strength of
the linear association among the items in the correlation matrix. The KMO measure can range
between 0 and 1. The standard threshold value for sample adequacy is above 0.6, with 0.8 and
above being ideal [Pett et al. 2003].

Both the maximum likelihood (ML) and the unweighted least squares (ULS) extraction method
will be used in this study. ML is the most frequently used factor extraction methods. However,
it does require the assumption of multivariate normal distribution of the variables. If the
assumption of multivariate normality is severely violated (e.q., skewness < -1 or > 1), Fabrigar
et al. 1999 and Nunnally and Bernstein 1994 recommend using ULS.

The symptoms investigated in the two PROs under investigation are expected to be associated
which each other. We expect the underlying domains to be correlated. Accordingly, the EFA will
be executed using a PROMAX rotation. The number of factors will be determined using
established methods (Eigenvalues assessments, scree-plots).

The PROC FACTOR procedure in SAS will be used to perform the EFA.

A total summary scale or set of scales will be proposed in light of the factor loadings and clinical
and conceptual considerations. The score(s) developed as psychometrically sound will be used
to evaluate efficacy.

Data distributions and correlations with other PROs will then be carried out for the proposed
CARES and PROMIS Fatigue scales and/or subscales as described in sections 7.3.5and 7.3.6.

7.3.4. ITEM-TOTAL CORRELATIONS FOR CARES AND PROMIS FATIGUE

Correlations between items and scales derived using the preliminary algorithm and possible
alternative structures selected from the factor analysis will be assessed using baseline data.
The multitrait-multimethod approach will be applied to assess the association of items with their
hypothesized scales (item removed) and the association of items with other scales. Spearman
rank correlations will be estimated for this analysis. ltems are expected to have a correlation
coefficient >0.4 with their hypothesized scales (convergent validity) and to have a higher
correlation with their hypothesized scale than with any other scale (divergent validity).

ltem-total correlations will be considered adequate if the Spearman rank correlation coefficient
values are at least 0.40. Any low item-total correlations will be flagged, and item removal will be
considered, as it may indicate inadequate scale validity. Any large correlation coefficient (e.qg.,
= 0.90) might suggest redundancy, marking the item as a candidate for elimination or
modification.
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7.3.5. RELIABILITY

7.3.5.1. Test-Retest Reliability

Test-retest reliability (i.e., the stability of an instrument over time) will be assessed using intra-
class correlation coefficients (ICCs) between two time points (“test” and "retest”), employing
form 2.1 as described by Shrout and Fleiss 1979. For CARES, two sets of data will be examined:
for the 7 days prior to treatment on Day 1 for all patients and Visit 4 period for patients
considered to be in a stable condition, as described below. For PROMIS Fatigue only the
second set of data will be used, e.g., using patients considered to be in a stable condition.

Systematically selected days

The last 7 days before Day 1 will be considered to define the test and retest time points for
CARES collected via eDiary. Test and retest periods will be defined using two consecutive days
from the baseline period (Day -6 to Day 1). The following pairs of consecutive days will be
evaluated: Days -6 and -5; -5 and 4; -4 and -3; -3 and -2; -2 and -1; -1 and 1.. This analysis will
be performed for CARES only.

Stable condition defined using PGIC

Only those subjects reporting “no change” from baseline on the PGIC at Visit 4 will be included.
Period 1 (i.e., test) will defined as baseline and Period 2 (i.e., retest) will be defined as Visit 4.

Stable condition defined using PGIS

Only those patients reporting no change on the PGIS, i.e., those that report the same severity
level from baseline to Visit 4, will be included for test-retest investigation. Period 1 (i.e., test) will
be defined as baseline and period 2 (i.e., retest) will be defined as Visit 4.

Test-retest reliability will be tested for each multi-item scale/domain as defined by the review of
EFA results and total scores. ICC values of 0.40-0.75 will be considered to represent fair to
good reliability and values >0.75 represent excellent reliability.

7.3.5.2. Internal Consistency Reliability

Internal consistency reliability of each multi-item scale/domain score as identified by EFA results
will be estimated using Cronbach’s Alpha. Cronbach's Alpha, which ranges from 0 to 1, where
"1" equals perfect reliability, is based on the average inter-item correlation and the number of
items. Minimum values equal to or greater than 0.70 have been recommended for group level
comparisons. Internal consistency will be tested for each domain of the CARES and PROMIS
Fatigue, as well as for their total scores.

Internal consistency will also be assessed with the Cronbach Alpha statistics with Item Removal.
Alpha will be estimated for each item and compared with the same statistic for the full set of
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items. ltems that do exhibit a strong drop in the Alpha value compared to the full set value
should be selected for retention. Conversely items with alpha values for which there is small or
no change from the full set value should be considered for removal.

7.3.6. CONSTRUCT VALIDITY

Validity refers to the evidence that the CARES and PROMIS Fatigue measure what they are
designed to measure in the population for which it is intended. Construct validity is an
experimental demonstration that the CARES and PROMIS Fatigue measures the core
constructs of the symptoms of NDD-CKD patients at advanced stage. Three forms of construct
validity will be examined: convergent, divergent, and known group validity.

7.3.6.1. Convergent and Divergent Validity

The Spearman Rank correlation coefficient will be used to evaluate convergent and divergent
validity. Convergent validity refers to how well constructs that theoretically should be related to
each other are observed to be related. Divergent validity can be viewed as the counterpart to
convergent validity; it assumes that constructs theoretically unrelated to each other will be
observed to be unrelated and will have low correlations.

Correlations between the CARES scores (items, TSS and any other scale/domain score as
identified by EFA results) and PROMIS Fatigue scores (all scores identified in section 6.1.2)
with the SF 36V2, EQ-5D-5L, and PGIS will be examined at Baseline. It is expected that there
would be moderate to high correlations between domain and total scores of similar content
across the assessments, and low correlations for non-overlapping domains.

PROMIS Fatigue items 7 and 8 are keyed in the opposite direction of the remaining items and
of those in the other instruments. Accordingly, those items should, regardless of the magnitude,
show a negative correlation with other items and instruments.

Moderate Correlations
These are expected for CARES Tiredness (items 1, 2, 3, 4, 5) with the following domains:
« SF-36 v2: VT, GH, PF, RP, PCS5, BP, MH , SF, RE, MCS
« EQ-5D-5L: Mobility, Self-care, Usual activities, Pain, Anxiety/Depression
« PGIS
and for CARES ltems Gastrointestinal (6, 7) with the following domains:
« SF-36 v2: VT, GH, PF, RP, PCS, BP, MH , SF, RE, MCS
= EQ-5D-5L: Pain, Anxiety/Depression
« PGIS
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and for PROMIS Fatigue ltems 1 to 4 with:

= SF-36 v2: PF, RP, PCS, MH, RE, VT, MCS

= EQ-5D-5L: Mobility, Self-care, Usual activities, Anxiety/Depression
Low to Moderate Correlations

These are expected for CARES ltems Mental Health (8, 9, 10) and Pain (11 12, 13) with the
following domains:

« SF-36 v2: VT, GH, PF, RP, PCS, BP, MH , SF, RE, MCS
« EQ-5D-5L: Mobility, Self-care,Usual activities, Pain, Anxiety/Depression
« PGIS
and for PROMIS Fatigue ltems 5 to 16 with:
« SF-36 v2: PF, RP, PCS, BP, MH , SF, RE, MCS
« EQ-5D-5L: Self-care, Usual activities, Anxiety/Depression
Low Correlations
These are expected for CARES Items Discomfort (14 to 19) with the following domains:
« EQ-5D-5L: Mobility, Self-care,Usual activities,
and for PROMIS Fatigue scores with:
« SF-36 v2: VT, GH, BP
« EQ-5D-5L: Pain
« PGIS

7.3.6.2. Known-Groups Validity

The purpose of the known-groups validity is to assess the degree to which the measure can
distinguish among groups of subjects hypothesized to be different in concepts of interest. In the
case of the RESCUE trial there are several concepts of interests.

The known-group analysis will accordingly refer to the following three grouping criteria:
* Hemoglobin: High (211 g/dL) Vs. Low { <11 g/dL)
 CKD Stages: 3vs.4or5
= PGIS: groups will be defined at baseline by PGIS (None, Mild, Moderate, Severe)

For the PGIS classification, adjacent groups may be combined if the sample size of a particular
category is <10 patients.
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Known-group validity for the Hemoglobin and CKD Stage groups will be tested with a group
mean t-test with alpha = 0.05 level for the CARES and PROMIS Fatigue total and subscale
scores.

PGIS groups will serve as the independent variable in an analysis of variance (ANOVA) with
alpha = 0.05 level, and the CARES and PROMIS Fatigue total and subscale scores will serve
as dependent variables. Kruskal-Wallis test, a non-parametric alternative to ANOVA, will be
conducted if group data for any group criteria are not reasonably balanced.

Box-plots of the CARES and PROMIS Fatigue total and subscale scores for each group will be
also presented to highlight the degree of separation and heterogeneity between the scores’
distributions across groups.

7.3.7. SENSITIVITY TO CHANGE

Sensitivity to change is the ability of an instrument to measure change in a state regardless of
whether it is relevant or meaningful to the decision maker. Sensitivity to change will be examined
using one-way analysis of covariance (ANCOWVA). Subjects with baseline and Visit 7 data will
be included in the analysis.

The dependent variable will be the change from baseline to Visit 7 in the CARES and PROMIS
Fatigue total and subscale scores. The responder group will be formed using the PGIC and
PGIS scores. The model will include the “responder” factor as a fixed factor and the analysis
will be controlled for the baseline PRO scores. Separate models will be considered for each
CARES and PROMIS Fatigue total score and EFA-based scales.

Using the PGIC, the following three groups will be created using the PGIC score at Visit 7:

* 'Improved’ group will include those participants who answered "Very much better”,
"Moderately better’, and "A little better”.

= 'No change’ group will include those participants who answered ‘No change'.

* ‘Worsened' group will include those participants who answered "Very much worse”,
*"Moderately Worse", and "A little worse” .

Using the PGIS, the following three groups will be created using the PGIS score at Visit 7:

 Improved is defined as patients with an improvement on their PGIS of at least one level
from baseline to Visit 7

= Worsening is defined as patients with a worsening of at least one level from baseline to
Visit 7
= Unchanged is defined as patients with same PGIS score at Visit 7 and at baseline

The analysis will be performed on groups with 210 patients and adjacent groups may be
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combined if there are <10 patients. Separate models will be considered for each “responder”
group definition.

The model will present least squares (LS) mean estimates, standard errors, 95% confidence
intervals (Cls) and p-values. The analysis of variance will be conducted using the PROC GLM
procedure in SAS.

7.3.8. MEANINGFUL CHANGE

Individual-level thresholds of meaningful change will be explored. To identify patients who
experienced a significant improvement in their symptoms over the course of treatment, a
responder definition will be determined to characterize a meaningful change in the scores of the
CARES and PROMIS Fatigue measures. Anchor-based and distribution-based methods, as
well as graphical displays, will be used to support the interpretation of possible treatment
benefits as reflected in the CARES and PROMIS Fatigue scores. These approaches will help
characterize the amount of change important to patients on these dimensions (as recommended
in the FDA PRO guidance [FDA 2009; FDA 2019]).

Thresholds will be estimated for the CARES and PROMIS Fatigue total score and scales and/or
subscales obtained from the EFA.

7.3.8.1. Distribution-Based Approach

The following two distribution-based approaches will be applied to the baseline CARES and
PROMIS Fatigue total scores and EFA-based scales.

One-half standard deviation (SD):
SD of Baseline PRO scores will be computed and divided by 2

1 standard error of measurement (SEM):

SEM = SD,_;.. *1-1.,

where SDpaeaine = SD at Baseline and r,, = the reliability (internal consistency) of PRO scale
score at Baseline

7.3.8.2. Anchor-Based Approach

In the anchor-based approach, the PGIS and PGIC will be used. Specifically, subjects will be
classified in groups to provide a clearer difference between subjects who have and have not
experienced meaningful change according to the anchors. Meaningful change thresholds will
be derived using each level of the PGIS and PGIC. If the sample size within a response category
is too small, grouping of the response categories will also be considered as indicated in Table
2.
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Table 2 Categories for change in PGIS and PGIC

Instrument Category Definition
PGIS at Visit 7 Un-collapsed Categories
Improved 3 categories CFB =-3
Improved 2 categories CFB =-2
Improved 1 category CFB =-1
Mo Change CFB =0
Worsened 1 category CFB =+1
Worsened 2 categories CFB =+2
Worsened 3 categories CFB =+3
Collapsed Categories
Improvement CFE = -1 point
Mo Change CFB=0
Woarsening CFB =+1 point
PGIC at Visit 7 Un-collapsed Categories
Very much improved Rating “very much better”
Much improved Rating “moderately better”
Minimally improved Rating "a little better”
No change Rating “no change”
Minimally worse Rating “a little worse”
Much worse Rating “moderately worse”
Very much worse Rating “very much worse”
Collapsed Categories, 5 categories
Very much improved Rating “very much better”
Improvement Rating of "a litle better” and “moderately better”
No change Rating of "no change”
Worsening Rating of "a little worse" or “moderately worse”
Very much worse Rating “very much worse”
Collapsed Categories, 3 categories
Improvement Rating of “a little better”, “moderately better” or
“very much better”
No change Rating of "no change”
Worsening Rating of “a litle worse” or "moderately worse”
or "very much worse"

CFB=Change from baseline at Visit 7.

The change in the CARES total score and EFA based scales from baseline (average of Day -7
to Day -1) to the Visit 7 (average of daily measurements from day 78 to day 84) will be used in
the anchor-based analyses.
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The same procedure will be applied to the PROMIS Fatigue total score and EFA-based scales
using the matching 7-day recall measurement at baseline and Visit 7.

The adequacy of the anchors proposed above is explored with the Spearman correlations
between the change from baseline to Visit 7 in CARES and PROMIS Fatigue total score and
EFA-based scales. If the correlation coefficient >0.30, it will be emphasized in the interpretation
of the results.

The following descriptive analyses will be conducted:

= Descriptive statistics for changes in the CARES total score and EFA-based scales from
baseline (average of Day -7 to Day -1) to the Visit 7 (average of day 78 to 84).
Descriptive statistics will be conducted for all categories as described in Table 2
Categories for change in PGIS and PGIC

= . Descriptive statistics for changes in the PROMIS Fatigue total score and EFA-based
scales from baseline to the Visit 7. Descriptive statistics will be conducted for all
categories as described in Table 2 Categories for change in PGIS and PGIC

= Empirical cumulative distribution function plots (eCDF) and smooth Probability Density
Functions (PDF) will be presented for each CARES and PROMIS Fatigue total score
and EFA-based scales.These curves will be generated for all categories as described
in Table 2.

Furthermore, two descriptive tables will be generated to display change in the PRO scores from
baseline at Visit 7 by baseline PGIS. This will be conducted separately for patients who
achieved a 1-category and 2-category PGIS decrease at Visit 7 from baseline. Change scores
will be categorized by percentiles: 10th, 25th, median, 75th, and 90th. Three baseline PGIS
categories (i.e., mild, moderate, severe) will be used for the 1-category PGIS decrease analysis,
while two categories for baseline PGIS (i.e., moderate, severe) will be used for the 2-category
PGIS decrease analysis.

The various estimates from the different streams of evidence (distribution methods and anchor
methods,) will be tabulated and will be examined for convergence in an effort to triangulate onto
a single threshold value that represents meaningful within-patient worsening/improvement.
However, if this is not possible, a range of thresholds will be considered.

The results of the anchor-based analyses (original, un-collapsed PGIS categories) will be
considered primary when making decisions regarding the clinically meaningful worsening and
clinically meaningful improvement thresholds and will be supplemented with eCDF and PDF
curves. The primary anchor to establish the meaningfulness of deterioration or improvement in
patient scores over time is PGIS. Specifically, our a priori definition of clinically meaningful
deterioration threshold will be change from baseline of +1 points on the PGIS; and the a priori
definition of clinically meaningful improvement threshold will be change from baseline -1 points
on the PGIS. However, the results from other analyses will also be considered.
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The eCDF and ePDF plots will be visually examined to explore the data across a range of
thresholds to ensure there is separation in the curves between the anchor groups and to
examine the proportion of subjects experiencing up to that change at various thresholds. The
eCDF displays a continuous plot of the change from baseline on the horizontal axis and the
cumulative percent of patients experiencing up to that change on the vertical axis. The eCDFs
and PDFs are mathematically related, displaying a distribution of PRO change score in different
but complementary ways. eCDF plots optimally display the cumulative probabilities of change
across the entire distribution and provide insight into the percentiles (e.g., median) of the PRO
changes. PDF plots optimally display the moments of a distribution, such as the mean and
variability.

7.3.9. CLASSIFICATION BY PATIENT SYMPTOMATOLOGY

One of the objectives of the interim blinded PRO data analysis of RESCUE data is to
characterize patient symptomology, such that two classes of patients can be defined: low
symptom burden (or non-symptomatic) and high symptom burden (or symptomatic).

The investigation will rely on quantitative approaches and will be also reviewed on the basis of
qualitative considerations. This analysis will be exploratory in nature and iterative. Two methods
will be considered:

* Cluster analysis (see section 7.3.9.1)
* Anchor analysis (see section 7.3.9.2)

The two symptom classes resulting from the above methods will be investigated for differential
response patterns, by means of profile analysis (see section 7.3.9.3).

7.3.9.1. Cluster analysis

Cluster analysis will be performed to identify subgroups of patients who differ meaningfully on
symptoms at baseline. The items and/or scales to be used for cluster analysis will be determined
following an examination of the results of the descriptive analyses, item-to-item correlations,
and EFA. The analysis will be performed separately for CARES and PROMIS Fatigue.

Two Cluster Analysis methods may be used: hierarchical clustering and k-means (or k-medoids)
clustering. The initial cluster centres may be based on prototypical (clinically meaningful)
"symptomatic”, "non-symptomatic” etc. cluster centres. The algorithm from the k-means cluster
analysis establishes an initial set of cluster means then assigns each case (i.e., patient) to the
closest cluster mean. Alternative clustering algorithms may be used as appropriate given the
features of the response. A two-cluster solution will be specified to aid in interpretation.

7.3.9.2. Anchor analysis

An external anchor, specifically PGIS will be used to inform the definition of a sufficiently
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symptomatic patient. Specifically, the median baseline score for those who reported "mild”,
"moderate” or “severe” severity on the PGIS at screening will used as a threshold for significant
symptom burden. Patients will be further classified as “non-symptomatic” if their baseline score
is < threshold and as "symptomatic” if their baseline score is = threshold.

The analysis will be performed separately for each scale/subscale of CARES and PROMIS
Fatigue.

7.3.9.3. Profile analysis

The cluster analysis and the anchor analysis will identify patient profiles (symptom classes)
based on shared symptoms at baseline. Differential response patterns will be assessed.
Specifically, the following will be presented:

= A table with descriptive statistics for the PRO scores and a line graph with mean values
and corresponding 95% confidence intervals (Cl) by symptom classes and each visit
(e.qg., at baseline, Visit 4 and Visit 7).

= A table with descriptive statistics for the change from baseline in PRO scores by
symptom classes and each visit (e.g., at baseline, Visit 4 and Visit 7).

* A cumulative distribution plot showing a continuous plot of the absolute change from
baseline during the study for the PRO scores on the X-axis and the cumulative percent
of patients experiencing that change on the Y-axis will be presented by symptom classes
at Visit 7.

In addition, a mixed model for repeated measures (MMRM) will be used to evaluate change
from baseline to Visit 7. The model will include variables for baseline hemoglobin (>= 11 or <
11 g/dL), CKD Stage (3, 4 or 5), symptom class group, visit and treatment group-by-visit
interaction as categorical fixed effects, baseline value and baseline-by-visit interaction will be
included as covariates. The least squares means for each symptom class group, the least
squares mean differences between symptom class groups along with the associated 95%
confidence intervals (Cls) and p-values will be presented.

The analyses will be conducted using PROC MIXED in SAS. An unstructured covariance matrix
will be used to model the within-subject correlation. The Kenward-Roger approximation will be
used to adjust the denominator degrees of freedom. The analysis will be performed based on
all observed post-baseline scores without any imputation of missing data. In the case when the
MMRM fails to converge using an unstructured covariance matrix in any stage, a less stringent
covariance matrix (e.g., autoregressive 1) will be used.
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APPENDIX A: CorvIDIA EPRO (CARES)
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Symptom Inventory Symptom Inventory
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Symptom Inventory

T T— &

Progress

During the past 24 hours
Rate your worst feeling of depressed mood

Selected WValue
l0[1][2]3]a]5]6[7]8]9]10|

1
Mo Feeling of

feeling of depressad mood
depressed as bad as
maad I can imagine
et =¥

Symptom Inventory

FProgress

&

During the past 24 hours
Rate your forgetfulness

Selected Value:
lo1]2[3]a[s|e[7[8]9]10]

No Forgetfulness

forgetfulness as bad as
| can imagine

Symptom Inventory

10/20 =

Progress

During the past 24 hours
Rate your worst difficulty concentrating

=elecied Value

[o]1]2]3]als][6]7][8]9]10

Ne Difficulty
difficulty comentrating
concantrating as bad as

| can imagine

Symptom Inventory

—————— &

FProgress

During the past 24 hours

Rate the worst pain in your bones J joints
Selected Value

[o[1]2|3]a]s[6[7[8]9[10]

Nlu Piill'liﬂ
pain in banes [ joints
benes f as bad as
joints I can imaging
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Symptom Inventory Symptom Inventory
T & — s 4
Progress Progress

During the past 24 hours During the past 24 hours

i Rate your worst muscle cramps.
Fate your worst nerve pain

Selected YWalue:
Selected Value:
loj1]/2/3]a|s5|6|7|8]|9]10| |u|1|1|3]4|5|s|?|s|9|1|u|
[ Mo Muscle
Mo Nerve pain muscle cramps
nerve pain as bad as cramps as bad as
| can imagine | can imagine

&3

Symptom Inventory Symptom Inventory
S S T—— & 16/20 &
Frogress Progress
During the past 24 hours During the past 24 hours
Rate the worst numbnass /tingling in your hands Rate your worst uncomforiable sensabon in yaur
or feet lags

selected Value . |
Selected Walue

(o]a]2[3]a]s]6[7]a]s o) [0[2]2]3]a[s]6[7]8]o][10]
e Mumbness / | ]
numbness [ tingling in Ne Uncamfartable
tirghing In hands or Fest uncomfortable sensation in legs
hands or fest as bad as sensathon as bad as
| can imagine in legs | can imagine

s >
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Symptom Inventory Symptom Inventory
e @
Pragress Frogress
During the past 24 hours During the past 24 hours

Rate your waorst itching Feate your worst dry skin.

Selected Value Selected VWalue
lof1]2]3]a[s]6[7[8[9]10] 0l1]2]3]a[s[e[7]8]9]10]
h:n Itching h:a Dr\-lsl:in

itching as bad as dry skin as bad as

I can imaging | can imagine

=0

Symptom Inventory Symptom Inventory
(T T = ———— e
Progress Frograss

During the past 24 hours During the past 24 hours
Rate your warst feeling of dry mouth. Rate your worst difficulty with tolerating cold
Selected Value Selected Value
[o[1]2]3]a[s]6[7][8]9]10] [o[1[2[3[a[sT6[7[8]o]10]
] I ]

No Feeling of MI.; Diffleulty with
feeling of dry mouth difficulty with tolerating cold
dry moath as bad as tolerating cold as bad as

| can imagine I can imagine
Mext = Mext
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APPENDIX C: SHORT FORM 36-ITEM HEALTH SURVEY V2 (SF-36Vv2)

- Answer Answer Answer Answer Answer Answer
fem Name | Question Text Text1 | Text2 Text 3 Text4 | Texts | Text6
Your Health and Well-Being
This survey asks for your views about
your health. This mformation will help
keep track of how you feel and how
well you are able to do your wsual
acivities. Thank you for completing
this survey’
For each of the following questions,
please sebect the one response that
best describes your answer
SF36v2_GH1 is_“‘““" would you say your health | o gert | Verygood |  Goed Fair Paor
Much Somewhat | About the ol Much
Compared to one year 3o, how better beker niow f——— worse wWorse
SF30wZ_HT \-K.u!;ﬂ you rate your health in general now thar p one vear now than now than
now? one year : one year one r
—_ agr: yEar ago ago a;;ea agfa
The following questions are about
acivities you might do during a typical
day. Does your health now limit you in
these activities? I so, how much?
Dices your heglth now limit you in Yes Yes p—
SF3gv2_PFO1 | JE0rOus actiifles, such as running, limted z | limit=da | limitsd at
3 heavy objectz, particpating in lot litthe: al
strenuous sports? I so, how much?
Dees your health now limit you in
moderate activities, such as moving a Yes, Yes, No, not
SF38w2_PFO2 | table, pushing a vacuum cleaner, limited a limited a lirmited at
bowling. or playing golf? i so, how lot litthe: al
much?
Dices your health now limit you in Yes, ‘fes, Mo, ot
SF38w2_PF03 | Iifting or camying groceries? so, how | limited a limited a lirmited at
much? lot litth= al
Dces your heglth now limit you in Yes, Yes, No, not
SF3w2_PFO4 | dimbing several flights of stairs? If so, imited a limited a lirmited at
hom much? lot litthe al
Dices your health now limit you in Yes, ‘fes, Mo, ot
SF38w2_PF05 | dimbing one flight of stairs? f 5o, imited a limited a lirmited at
hom much? lot litthe al
Dices your health now limit you in Yes, ‘fes, Mo, ot
SF38w2_PF08 | bending, kneeling. or stooping? I so, imited a limited a lirmited at
hom much? lot litthe al
Dices your health now limit you in Yes, fes, Mo, not
SF3Ew2_PFO7 | walking more than a mile? K so, how imited a limited a lirmited at
much? lot litthe al
Dices your health now limit you in Yes, ‘fes, Mo, ot
SF3Ew2_PF08 | walking several hundred yards? If so imited a limited a lirmited at
hom much? lot litthe al
Dices your health now limit you in s, Yes, Mo, not
SF38w2_PF09 | walking one hundred yards? If so, imited a limited a lirmited at
hom much? lot litthe al
Dices your health now Timit you in Yes, fes, Mo, not
SF38w2_PF10 | bathing or dressing yoursef? | so, imited a limited a lirmited at
hom much? lot litthe al
Cwring the past 4 weeks, how much of
the time hawve you had any of the
folowing problems with your work or
other regular daily actvities as a result
of your physical health?
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Answer Answer Answer Answer Answer Answer

tem Name | Question Text Text1 Text 2 Text 3 Text 4 Text3 | Text6

Dwring fie past 4 wesks, how much of
the time hawe you cut down on the
SF2v2_RP1 | amountof time you spent on work or

All of the Mast of Some of A littie of None of

— me the time metime me tme the time
other adtivities 35 3 result of wour
physzical heakh?
Cwring fie past 4 weeks, how much of
U time have you sccomplished 955 | g gifhe | Mostof Someof | Alttleof | MNoneof
SF3W2_RP | than you would ik 25 2 result of your fime the time the time the tme the time

physical heakh?

Dwring e past 4 weeks, how much of
sFags mpa | 0mewers youlmited nthe knd of | giofhe | Mostof | Someof | Altteof | MNomeof
= - wark or Other Ctvies 35 3 resull of imne the time the time the tme the time
your physical heath?

Cwring fie past 4 weeks, how much of
e time have you had difficulty

performing the work or other activities | All of the Mast of Some of A littie of None of
3s a result of your physical healt for tme the time me time me tme e time
example, it ook extra efiort]?

SF3u2_RP4

Dwring fie past 4 weeks. how much of
the time hawe you had any of the
following problems with youwr work or
other regular daily activities as a result
of any emotienal profblems (such ac
feeling depressed or anxious)?

Cwring fie past 4 weeks, how much of

the time have you cut down on the

amount of fime you spent on work or - =
. All of the Most of Some of A littie of Hone of
SFX¥wZ_RE1 | other adivities a5 a resull ol any & the ti the time the fme the time

emotional problems (such as feeing
depressed or anxous )T

Curing fie past 4 weeks, how much of
the time have you accomplished less

than you would ke as a result of any All of the Mast of Some of A littie of None of
emaotinral problems (such as fesing fime tie timne fhe time fhe fme the time
depressed or anxiows |7

SF3w2_REZ

Cwring fie past 4 weeks, how much of
the time hawve you done work or cther
acivities less carefully than usualas 3 - : of
SFonz_RES | il o sy sstensletiens | A0 | JRRE | STR | BORT | TEEE
(such as feelng depressed or
angious)?

Dunng fe past 4 weeks, towhat
exient has your physical health or
emotional problems interfered with
wour nomal socia activities with
famiy, friends, neighbors, or groups?

SF3iw2_SF1 Not at all Shightiy Moderately | Quitea bit | Extremealy

How much bedily pain have you had
dunng the past 4 weeks?

Very

-
SF36u2_BP1 seyere

Maona Wary mild Kiild Maoderate Severs

Diuring fie past 4 wesks, how much
did pain interfere with your normal

SF36w2_BP2 | work (including both werk cutside the Hot at all A lithe bit | Moderately | Quitea bit | Extremaly
home and housework)?

These questions are about how you
feel anc how things have been wih
you durng the past 4 weeks. For
each question, please gue he one
answer that comes closest o the way
you have been fizeling
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i Answer Answer Answer Answer Answer Answer
Rem Name | Question Text Text1 | Text2 Text 3 Textd | Texts | Texts

SFadv2_VT1 How much of the time during the past | All of the Most of Some of A little of Mone of

4 wesks did you feel full of life? ome the: time the time the time the time
SF36v2 MH1 How much of the time during the past All of the Most of Some of A little of None of
- 4 wesks have you been very nervous? tme the time the time the time the time
How much of the time during the past
SEIED MH2 4 weeks have you felt so down in the All of the Mot of Some of A little of Mone of
= =" | dumps that nothing could cheer you ome the: time the time the time the time
up?
How much of the time during the past i
i All of the Most of Some of A little of Mone of
SFIO2_MH3 | 4 weeks you et calm and time the time the time the time the time
peaceful?
araay? VT2 How much of the time during the past All of the Most of Some of A little of None of
- 4 wesks did you have a lot of energy? e the time the time the time the time

How much of the time during the past

SF30v2_MH4 | 4 weeks have you felt downhearted All of the oy - Some of e of None of

ume the time the time the time the time

and depressed?
SFIM2 VT3 How much of the time during the past All of the Most of Some of A lttle of MNone of
= 4 weehks did you feel wom out? tme the time the time the time the time
SF36y2 MH5 How much of the time during the past All of the Most of Some of A little of None of
=T | 4 wesks have you been happy? e the time the time the time the time

SEIMD VT4 How much of the tme during the past All of the Most of Some of A little of None of
- 4 weeks did you fesl tired? Eme the time the time the time the time

Du‘if\gﬂ'lem-i-mhs how much of
fe e has your physical health or - | oy e | Mostof | Someof | Almlect | Neneof

SF36w2_SF2 | emobonal problems interfiered with \ . ; . ;
your social actvtes (like visting wih fime the time the time the time the time
friends, relatives, eic.)?

How TRUE or FALSE is each of the
following statements for you?

| seem to get sick a Itthe easier than Cefintely Maostly Don't know Mostly Definitely

o 3 ¥
TANL 2 | e people true rue false false

Mostly Definitely

SF36w2_GH3 | | am as healthy as anybody | know ] - Don't know £ fadee
Definitely Mostly . Mostly Definitely
SF38w2_GH4 | | expect my health to get worse. - Don't know fa faise
- Defintely Maostly = Mostly Definitely
F
SF36w2_GHS | My heailth s excellent - Don't know ta .

SF-36w2” Health Survey © 1092,
2000, 2000 Medical Quicomes Trust
and QualityMetric incorporated.

All rights reserved.

SF-36" is 3 registered rademark of
Medical Cutcomes Trust

(SF-38w2® Health Survey Standard,
United States (English])
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APPENDIX D: PGIC AND PGIS

[ PiSiE - Patient Global Inpression of Sesriy - RGI — Patent Gl Impressan of Change -
rj'i-ll'll'l' Glabhal Impression of
Patient Global Impression of Lhange
Severity |
——— i e B
Al
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APPENDIX D: EQ-5D-5L

EQED-5 PDA version
English [USA) Country (Language)
Health Guestionnaire Health Questionnare
English version for the USA Viersion (Target Language)
\Version (English)

SCTRENS =0 CRSCribes your AT Instruction
Your mobdlity TODAY Mobility
I hawe no problems walking ME1
| hawe shght problems walking MB2
I hawe moderate problems walking ME2
| hawe severe problems walkng MEL
| am unable 1o walk MES
Your seff-care TOOAY Seli-care
I hawe no problems washing or dressng myself SC1
| have shght probiems washing of dressing myself§ SC2
| hawe moderate problems washing or dressing myself SC3
| hawve severe problems washing o dressing rmysell SC4
| am unable to wash or dress mysef S5
Your usual activities TODAY (e.g work, sudy, housework, famify or lesure activibes) Usual Activities
I hawe no problems doing my wsual actviies AT
I hawe slight problems doing my usual activities A2
| hawe moderate problems dosng my usual actvibes LAS
I hawe severe problems doing my usual activities A4
| am unable to do my usual actvities UAS
Your pain | discomfort TODAY Pain | Discomfiort
| hanve no pain or descomion PD1
I hawe shght pain or discomfiort PO2
| hanve moderate pain or discomfort PD3
| hawe severe pain or discomion PO
| hanee eciresms pasin or discomfort PDS
Your anucety | depression TODAY Anmiety | Depression
| am not amdous or depressed AD
| am slightly anxous or depressed ADZ
| am moderately anxious or depressed AL
| am seversly amoous or depressed Al
| am gxtremely anoous or depressed ADS
We would ke o know how good o bad your health i TODAY. Vas Line 1
On the next screen you will se€ 3 scale numbered 0 o 100 Vas Line 2
100 means the best health you can magine, Vas Line 3
0 means the worst health you can imagine Was Line 4
Plexse tap on the scale to indicate how your health is TODAY Vas Line 5
[ The best health you can magne Top Scale
The worst health you can imagne Bomom Scale
YOUR HEALTH TODAY Box Health

© Ewrp Qo Bepearch Foungation, EC-ED™ i Fage mam of M EureCod Reseamh Foungaoen

Digclmimr; TR M 3 preview of S EQ-60 MErumern. ©OEMOSDmIeT Mo R QUEIDnnT I reIpon e cOmons inciaded m
mils werzion. THIE freview Joet Aol repre s e Bnal produc ! a5d Showld Mol be wied 25 a0 oficial EQ-60 mstumest
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APPENDIX D: PROMIS FATIGUE 13A, FATIGUE, SEX INTEREST

PROMIS Items

During the past 7 days. oo e Naot atall  ANtte bit  Somewhal Guite a bit  Very much
| fonl fatiguad 11 | ] 4[] all
| feel weak all cver 1] 2] ] a1 s
| feel listless [*washed out™) 1 2] 1| a1 5[]
I feel fired 1] H{ .| 3] 4[] s
STDMIS | have frouble $larting things because | am tired A 2] s a] s
ort Form
w1.0— | hawe trouble finishing things because | am tired 1] C| 3] 4[] 8]
Fatigue | | have snergy i1 | | 4] s[ 1
123 | arn abie to do my usual achivities 1] | 3] 4[] s
| nead to sleep during the day 1] | 3] 4] 5[]
1 amn too tired 1o eat 1 2] E1| 4] 5[]
| need help doing my usual activities 11 2] 2] al] 8[|
| arm frustrated by baing too tired fo do the things | wanttade 1] 2] a[] a1 s
| |have tolimit my soclal activity because | am tired 1] 2] a[] 4[] 5[]
FATEXP36: How exhausted were you on average? 1] 2] 3] 4[] ]
PF;S::S FATEXP43: How physically drained were you on average? 1] 2] 3] [ 5[]
R N e
in boid) DUFINg the Past 30 88YS................cooreerssersssseeennr | NOtatall  Alittle bt Somewhat  Quite a bit Very much

SFINT101: How interested have you been in sexual activity? 11 21 al | a1l 5[

Document fU%Dmpbﬂx (Corvidia Tx)/Corvidia Tx Team Folder/Assets/COR-
: 001/Clirca E (COR-001-02)Manuals & Plans/PRO

PAP/Corvidia_ RESCUE_PAP_Finalv2.0_24APR2020.docx

Author: _ Version No: V2.0

Version Date: 24APR2020
Tempiate No.: [ Reterence [
Effective Date: 01Dec2018

Copyright ® 2018 Al rights reserved. The contents of this document are confidential and proprietary to ||| GG
and its subsidiaries. Unauthorized use, disclosure or reproduction is strictly prohibited.

Approved on 28-Apr-2020 (Document ID_



Document Approval Sighature(s)

This document has been signed electronically in compliance with and
Companies' electronic signature policies and procedures. This iai;e Is a manifestation of the

electronic signatures, which may be confirmed within the and Companies’
source system in accordance with and Companies’ records retention policies.
MNote: the Title field in the signature block has been intentionally left blank.

Title:

Date:
Meaning: | Approve the Documen

Title:

Date:
Meaning: | Approve the Documen

Approved on 28-Apr-2020 (Document ID_



Corvidia Therapeutics Inc.
PROTOCOL COR-001-02

PRO Statistical Analysis Plan - Page 1 of 43

Patient-Reported Outcomes Statistical Analysis
Plan

A Phase 2, Randomized, Double-Blind, Placebo-Controlled
Trial to Evaluate REduction in Inflammation in PatientS with
advanced Chronic Renal Disease Utilizing Antibody MEdiated
IL-6 inhibition (RESCUE)

PROTOCOL NUMBER: COR-001-02

Study Sponsor:

Corvidia Therapeutics Inc.

35 Gatehouse Drive
Waltham MA 02451, USA

Version Number and Date: V1.0, 22APR2020

Document: ‘L'kieed::-vnascm'kS'rte"LNLHOF'LIrIthjects'kGonsulting'l.ijects‘L Cowidiaw
Biostatistics\01. Documentation\02 SAP\Corvidia_ RESCUE_PROSAP_v1.0_.
Author: _ Version No: v.10
Version Date: 22APR2020

Tempiate No- [ Reterence: [
Effective Date:

Ciryrighl =] 21]18‘1- All rights reserved. The contents of this document are confidential and proprietary tD_
a

nd its subsidianes. Unauthorized use, disclosure or reproduction is strictly prohibited.
Approved on 24-Apr-2020 (Document ID_



Corvidia Therapeutics Inc.

PROTOCOL COR-001-02
PRO Statistical Analysis Plan - Page 2 of 43
Table of Contents

PRO Statistical Analysis Plan Signature Page...........cccveeeeeeemmmmsmmmmmmmmesssssees e e e s smnnsnnnns 5
MOAIfICAtION HISTOMY ..o ree e e e s rnn s s e s ses s s snnn s mmenmmmmmmmmm s nes s e e s mnnannnnsnns nes -]
LI e =T e S 7
B I 1 1 =T Lo o S 9
1.1. Objectives of the PRO @nalySis ..o veeeeeee s cvvvsess s seesmmmms s e s smmnnn s 9
2. COR-001-02 StUdY OVEIVIEW. .ccoeeeeeeeeerrreersssnnssssssssssmmsnssnsssssssssmmmmnnmnnssnssessennssnnnssss 10
2.1, StUAY ODJECLIVES ..o e e s snsnasss s s s s saaanannn s sessmmnnmnnn s mmmnnnn s e e s nnnannnns 10
2.1.1. Ly T T o 10
2.1.2. Secondary ODBJECHIVES .....coovveeceeeeeeersssssssannn s ssssseee e e s nns s e e s snnnasnn s assananannnnn 10
2.1.3. EXploratory ODJeCHIVES ... e ersesnassssss s ssasannn s sssssens s nnn s nns e e e s mmnnannnnas 10
2.2, SAMPIE SIZB.....ccceeeeeeeeeecrerrrr e e e s nnnass s s s s aaanannn s naasmnnnnnnnannnnnnrrnrnnnansna o 10
- - {1« | = [ o 1
24, PROINSITUMENTS ....ooeceeeeeee e e e s snnnassssssssassannnsssssssssmmmnsnnnmnnnmnnssn e s mnnasnnssnns 12
2.4.1. L T T - 12

242, PROMIS Fatigue 13a Short Form and selected items from PROMIS Fatigue
Bank, PROMIS Interest in Sexual ActiVity ITem ... e 13
2.4.3. Short Form 36-item Health Survey, Version 2 [SF-36V2)......ccovveeeemmennnnnannnns 13
244, I 14
2.4.5. Patient Global Impression of Severity (PGIS) and Change (PGIC])............. 14
2.4.6. Assessment Schedule for PRO INSIIUMENTS .....cooovvvevveeere e e e s eeessssssssssssannnans 14
T 1 g = L T 15
L X 4 = L L T = 1 xS 16
4.1. General Variables and Derivations........cccceeiirseeeenmnnsssssseeee e snes e e s snnnsssns 16
4.1.1. =3 1 L T 16
4.1.2. =T T [ S 16
4.1.3. Derived TIMEPOINTS. ... eeeeesssssss s smsmannn s sssssrrs e e s nns e s e e s snnnasnsssssaannannnnn 16
4.1.4. VISIE WINHOW ... s sessssss s smnnmnnn s s s s e s s r s s mnn s s e e s mmm s s s nn s annnannnnn 16
4.1.5. Ly LT o T T T 3 17
L e 0 T T =« S 17
4.2.1. CARES Corvidia @PRO ... cceesanmnnsssssssseses s r s nsn e e e s mmnnssn s nnssmannannnnn 17

422, PROMIS Fatigue 13a Short Form and selected items from PROMIS Fatigue
Bank, PROMIS Interest in Sexual ActiVity HEMS ... veeee e e 18

Document: Weedc-vnascm'kS'rte"LNLHOF'LIrIthjects"LGonsutLing'l.ijects‘L Corvidiaw
Biostatistics\01. Documentation\02 SAP\Corvidia_ RESCUE_PROSAP_v1.0_.
Author: _ Version No: v.10
Version Date: 22APR2020

Tempiate No- [ Reterence: [
Effective Date:

Ciryrighl =] 21]18‘1- All rights reserved. The contents of this document are confidential and proprietary t_
a

nd its subsidianes. Unauthorized use, disclosure or reproduction is strictly prohibited.
Approved on 24-Apr-2020 (Document ID_



Corvidia Therapeutics Inc.

PROTOCOL COR-001-02
PRO Statistical Analysis Plan - Page 3 of 43

4.2.3. Short Form 36-item Health Survey, Version 2 [SF-36V2).......cccoevermnnicinnnnn 20
424, L T 20
425, Patient Global Impression of Severity (PGIS) and Change (PGIC)............. 21
4.3. Time to PRO deterioration ... sssssssssss snssssssnsss snsssssnnnes 21
4.3.1. Time to First Clinically Meaningful Deterioration (TTFD)......cccoaaermmscinnnnnns 22
4.3.2. Time to First Confirmed Clinically Meaningful Deterioration (TTCD)......... 22
5. Statistical Methodology ... s s as s msrsanan s 23
5.1. General ConSIderations ... ecceee e csrsarc s rresmas s s s e s s snnmemnsas s nmmsmnnn e 23
5.2. Patient DISPOSIION ..o s s s s s s s s s 23
5.3. PRO COMPIELION oot e s s s s s s s s s s s 23
54. Demographics and Baseline Characteristics ......cooccveceeeecerresemesccrac e rcceeencenas 23
5.5. Descriptive ANAlIYSes. ... eerceeeceerecreecersseeaseras e s smnsasesssnssaeserssnse s snnennenss 24
5.5.1. L =T 1 T 24
5.5.2. Domain and Overall Score Level ... s svnssscns s s s s s s sennnnes 24
5.6. Longitudinal Analysis of Change from Baseline...........cccccoveeeerceceecerrceceeneanns 25
5.6.1. T 26
5.6.2. L 26
5.7. ResSpPONder ANAIYSIS ... eicecaceercrreescrrsseesasssesmeesssssesserssssesasssssmessesnsessersnns 27
5.8. Time to EVENT ANAIYSIS . s srrsssss s rssasss s rsns s s s n s nnnnaaannnns 28
5.9. Handling of MiSSING Qata ......ccouimeuiuummmmiriiiannerrsesrsssnssrr s essasns s sssssnssssessssanses 239
5.9.1. LT T T =T 239
5.9.2, LT T I o 1 239
B.  ANAIYSIS SOTIWANE.....coiueeeiiiieeiusnnnerseessssnssr s srssaansrr s eesasansss s esssannsss srsssssnnnss srnnsssnnnns 29
7. = =] = T = 30
= TR Y T« =T 4 o T 31
8.1, AppendiX A. CARES ... et rssssaan s esssaan s rssaansar s ranannnp e e s anaannnns 31
8.2. Appendix B. PROMIS Fatigue 13a Short Form, additional fatigue items,

=T = T e LT 4 = 1 36
= T Y o7 T L L = e 37
8.4. AppendiX D. EQ-5D-5L ..o ieeiiiee s seessasn s ssssssans s nssanns s snssannns s snanannn 40
8.5. AppendiX E. PGIC and PGIS ... sseessassns s sssssssn s s nssssnnsss s nnssnnnnes 43

Document: Weedc-vnascm'kS'rte"LNLHOF'LIrIthjects"LGonsutLing'l.ijects‘L Corvidiaw
Biostatistics\01. Documentation\02 SAP\Corvidia_ RESCUE_PROSAP_v1.0_.
Author: _ Version No: v.10
Version Date: 22APR2020

Tempiate No- [ Reterence: [
Effective Date:

Ciryrighl =] 21]18‘1-. All rights reserved. The contents of this document are confidential and proprietary tD_
a

nd its subsidianes. Unauthorized use, disclosure or reproduction is strictly prohibited.
Approved on 24-Apr-2020 (Document ID_



Corvidia Therapeutics Inc.
PROTOCOL COR-001-02

PRO Statistical Analysis Plan - Page 4 of 43

LIST OF FIGURES
Figure1: Study FlowDiagram .12

LIST OF TABLES

Table 1 PRO Instruments Assessment Schedule ... i 1D
Table 2 Vst WindoWs e T
Table 3: SAS code for deriving utility index from EQ-5D-5L for UK ... .42

Document: ‘L'kieed::-vnascm'kS'rte"LNLHOF'LIrIthjects'kGonsulting'l.ijects‘L Cowidiaw
Biostatistics\01. Documentation\02 SAP\Corvidia_ RESCUE_PROSAP_v1.0_.
Author: _ Version No: v.10
Version Date: 22APR2020

Tempiate No- [ Reterence: [
Effective Date:

Ciyrighl =] 21]18‘1-. All rights reserved. The contents of this document are confidential and proprietary tD_
a

nd its subsidianes. Unauthorized use, disclosure or reproduction is strictly prohibited.

Approved on 24-Apr-2020 (Document ID_



Corvidia Therapeutics Inc.
PROTOCOL COR-001-02

PRO Statistical Analysis Plan - Page 5 of 43

PRO STATISTICAL ANALYSIS PLAN SIGNATURE PAGE

Statistical Analysis Plan V1.0 (Dated 18MAR2020) for Protocol COR-001-02.

Name Signature Date

Author: I scc aprended electronic signature page

company: |

Upon review of this document, the undersigned approves this version of the PRO Statistical
Analysis Plan, including the table and figure shells, authorizing that the content is acceptable
for the reporting of this study.

Name Signature Date

Approved By: e See appended electronic signature page

roston:
company: [

e Y w—
]

Position:

Company:  Corvidia

Document: ‘L'kieed::-vnascm'kS'rte"LNLHOF'LIrIthjects'kGonsulting'l.ijects‘L Cowidiaw
Biostatistics\01. Documentation\02 SAP\Corvidia_ RESCUE_PROSAP_v1.0_.
Author: _ Version No: v.10
Version Date: 22APR2020

Tempiate No- [ Reterence: [
Effective Date:

Ciyrighl =] 21]18‘1- All rights reserved. The contents of this document are confidential and proprietary tD_
a

nd its subsidianes. Unauthorized use, disclosure or reproduction is strictly prohibited.
Approved on 24-Apr-2020 (Document ID_



Corvidia Therapeutics Inc.
PROTOCOL COR-001-02

PRO Statistical Analysis Plan - Page 6 of 43

MoDIFICATION HISTORY

Unique Date of the Significant Changes from Previous Authorized
Identifier for Document Version

this Version Version

1.0 22APR2020 Mot Applicable — First Version

Document: ‘L'kieed::-vnascm'kS'rte"LNLHOF'LIrIthjects'kGonsulting'l.ijects‘L Cowidiaw
Biostatistics\01. Documentation\02 SAP\Corvidia_ RESCUE_PROSAP_v1.0_.
Author: _ Version No: v.10
Version Date: 22APR2020

Tempiate No- [ Reterence: [
Effective Date:

Copyright & 21]18‘1-. All rights reserved. The contents of this document are confidential and proprietary tD_
Inc. and its subsidianes. Unauthorized use, disclosure or reproduction is strictly prohibited.

Approved on 24-Apr-2020 (Document ID_



Corvidia Therapeutics Inc.
PROTOCOL COR-001-02

PRO Statistical Analysis Plan Page ¥ of 43
LiST OF ABBREVIATIONS

Abbreviation Definition

ANCOVA Analysis of Covariance

BP Bodily Pain

CARES Corvidia ePRO

CDF Cumulative Distribution Function

Cl Confidence Interval

CKD Chronic Kidney Disease

EDC Electronic Data Capture

EOT End of Treatment

ePRO Electronic Patient-Reported Outcomes

GH General Health Perceptions

HRQoL Health-Related Quality of Life

hs-CRP High-Sensitivity C-Reactive Protein

ITT Intention-To-Treat

LS Least Squares

MAR Missing at Random

MCS Mental Component Summary

MH Mental Health

MMREM Mixed Model Repeated Measures

MNAR Missing Not at Random

PAP Psychometric Analysis Plan

PCS Physical Component Summary

PDF Probability Density Function

PF Physical Functioning

PGIC Patient Global Impression of Change

PGIS Patient Global Impression of Severity

PRO Patient-Report Outcomes

PROMIS Sex FS PROMIS Sexual Function and Satisfaction

RE Role Limitations Due to Emotional Problems

REML Restricted Maximum Likelihood

RP Role Limitations Due to Physical Health

SAA Serum Amyloid A

SAP Statistical Analysis Plan

sSD Standard Deviation

SF Social Functioning

SMD Standardized Mean Difference

TSS Total Symptom Score

TTCD Time to First Confirmed Deterioration

Document: ‘L'kieed::-vnascm'kS'rte"LNLHOF'LIrIthjects'kGonsulting'l.ijects‘L Corvidi
Biostatistics\01. Documentation\02. SAP\Corvidia_RESCUE_PROSAP_v
Version No: v.1.0

22APR2020

Author:

Tempiate No- [
Effective Date:

1 !_Eﬂ!

Version Date:

reterence: [N

Ciyrighl =] 21]18‘1-. All rights reserved. The contents of this document are confidential and proprietary tD_
a

nd its subsidianes. Unauthorized use, disclosure or reproduction is strictly prohibited.

Approved on 24-Apr-2020 (Document ID_




Corvidia Therapeutics Inc.
PROTOCOL COR-001-02

PRO Statistical Analysis Plan - Page 8 of 43

Abbreviation Definition

TTFD Time to First Deterioration
VAS Visual Analogue Scale
VT Vitality

Document: ‘L'kieed::-vnascm'kS'rte"LNLHOF'LIrIthjects'kGonsulting'l.ijects‘L Cowidiaw
Biostatistics\01. Documentation\02 SAP\Corvidia_ RESCUE_PROSAP_v1.0_.
Author: _ Version No: v.10
Version Date: 22APR2020

Tempiate No- [ Reterence: [
Effective Date:

Ciryrighl =] 21]18‘1- All rights reserved. The contents of this document are confidential and proprietary tD_
a

nd its subsidianes. Unauthorized use, disclosure or reproduction is strictly prohibited.
Approved on 24-Apr-2020 (Document ID_



Corvidia Therapeutics Inc.
PROTOCOL COR-001-02

PRO Statistical Analysis Plan - Page 9 of 43

1. INTRODUCTION

This document describes the rules and conventions to be used in the presentation and
analysis of patient-reported outcomes (PRO) data collected in the COR-D01-02 study. It
describes the data to be summarized and analyzed, including specifics of the statistical
analyses to be performed. It is intended to ensure the credibility of the study PRO results by
pre-specifying the statistical approaches for the analysis of PRO data prior to database lock.

This statistical analysis plan (SAP) is based on protocol version amendment 5 dated 23
December 2019.

This plan may be revised during the study to accommodate protocol amendments and/or to
make changes to adapt to unexpected issues in study execution and/or data that affect
planned analyses. The final plan, if revised, will document all changes and be issued prior
to database lock.

Due to the impact of the Coronavirus Disease 2019 (COVID19) pandemic on the RESCUE
clinical trial, an immediate discontinuation of dosing was announced on March 18, 2020 to
ensure the safety of trial patients. The announcement required the early termination visit to
be scheduled as early as possible for ongoing patients followed by their entry into the safety
follow-up period.

At the time of discontinuation of the study, approximately 140 patients had completed the
24-week treatment period and more than 120 patients were non-completers of the treatment
period.

1.1. OBJECTIVES OF THE PRO ANALYSIS

The aim of PRO analysis is to assess the benefits of ziltivekimab compared to placebo on
disease-related symptoms, pain, and health related quality of life (HRQoL) in adult subjects
with Stage 3-5 Chronic Kidney Disease (CKD).

Key objectives of the PRO analyses are:

= To assess the impact of ziltivekimab vs. placebo on symptoms (collected in Corvidia
ePRO (CARES), Patient-Reported Outcomes Measurement Information System
(PROMIS®) Fatigue Short Form 13a and selected items from the PROMIS Item
Bank) as measured by mean changes from baseline to Week 13 and Week 24.

Supportive objectives are:

= To assess the time to first clinically meaningful deterioration, as well as time to first
confirmed clinically meaningful deterioration, in symptoms as measured by CARES,
PROMIS Fatigue Short Form 13a and selected items from the PROMIS ltem Bank.

« To assess responder proportions at Week 13 and Week 24 in symptoms as
measured by CARES, PROMIS Fatigue Short Form 13a and selected items from the
PROMIS Item Bank.

= To examine the range of the responder definitions by looking into the Cumulative
Distribution Function (CDF) and Probability Density Function (PDF) plots of
ziltivekimab vs placebo.
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s+ To assess the impact of ziltivekimab vs. placebo on functioning and HRQoL as
measured by mean changes from baseline at Week 13 and Week 24 on physical
and mental component scores as collected in SF-36, as well as on overall HRQoL,
as measured by the EQ-5D-5L.

2. COR-001-02 STuDY OVERVIEW

2.1. StupY OBJECTIVES

2.1.1. PRIMARY OBJECTIVE

The primary objective of the RESCUE study is:

» To evaluate the effects of ziltivekimab compared to placebo on markers of
inflammation such as high-sensitivity C-reactive protein (hs-CRP).

2.1.2. SECONDARY OBJECTIVES

The secondary objective is:

» To evaluate the effects of ziltivekimab compared to placebo on two markers of
inflammation and cardiovascular risk: serum amyloid A (SAA) and fibrinogen.

2.1.3. EXPLORATORY OBJECTIVES

Selected exploratory objectives related to PRO are:

e« To determine the pharmacokinetic, exploratory pharmacodynamics,
pharmacogenetics, and effect of ziltivekimab on inflammatory markers.

= To evaluate the effects of three dose levels of ziltivekimab compared to placebo on
PRO: PROMIS Fatigue 13a short form, selected items from the PROMIS fatigue item
bank, the Optum SF-36 v2® HealthSurvey, CARES, the PROMIS interest in sexual
activity item, the patient global impression of change (PGIC), patient global
impression of severity (PGIS), and the EQ-5D-5L.

= To evaluate the psychometric properties of the CARES items, PROMIS Fatigue 13a
short form, and selected items from the PROMIS fatigue item bank, in CKD patients.

2.2. SAMPLE SIZE

The primary efficacy endpoint is percent change from baseline in hs-CRP (average of the
hs-CRP value prior to randomization and Day 1) to Week 13 between each active group and
placebo.

Based on the observed treatment difference in percent change from baseline in hs-CRP of
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60.74% between combined COR-001-01 active groups and placebo and the associated
pooled SD of 16.893% in hs-CRP at Week 4 from the final analysis of study COR-001-SCA1,
a sample size of 54 per group yields more than 99% power with 2-sided alpha=0.05.

Taking into consideration the dropout rate of 10% by the end of the study, a sample size of
60 per group is planned for this study. Accordingly, approximately 240 patients will be
randomized 1:1:1:1 (60 per each treatment group) into the trial. Patient randomization will
be stratified by baseline hemoglobin (211 or <11 g/dL) and CKD stage (3, 4 or 5).

2.3. StuDpY DESIGN

The RESCUE study is a randomized, double-blind, placebo-controlled trial designed to
evaluate the efficacy, safety, and pharmacokinetics of ziltivekimab at three dose levels (7.5
mg, 15 mg or 30 mg) compared to placebo in patients with stage 3-5 CKD, not on dialysis,
who have evidence of inflammation with high cardiovascular risk.

The primary, secondary, and exploratory endpoints will be analysed at 13 weeks of dosing
and then followed for additional exploratory efficacy analyses through Week 24. Selected
efficacy endpoints and safety assessments will be evaluated in the Follow-up Period Week
25 though Week 32 (Figure 1).

Patients will undergo a Screening Period of up to 14-days during which inclusion and
exclusion criteria will be evaluated. Patients who meet all inclusion criteria and no exclusion
criteria will be randomized to one of three ziltivekimab dose levels (7.5 mg, 15mg, or 30 mg)
or placebo for a 24-week Treatment Period. Patient randomization will be stratified by
baseline haemoglobin (211 or <11 g/dL) and CKD stage (3, 4, or 5).

The patient will be randomized on Day 1 and the first dose of study drug should be
administered after all assessments are conducted. Doses of study drug will be administered
every 28-days for a total of 6 treatments (Weeks 1, 5, 9, 13, 17, and 21).

The test product dose regimens to be examined in this study are:

» Dose #1: Ziltivekimab, 7.5 mg per injection, administered 6 times (every 28-days) on
Weeks 1, 5, 9, 13, 17, and 21, as a subcutaneous injection.

» Dose #2: Ziltivekimab, 15 mg per injection, administered 6 times (every 28-days) on
Weeks 1, 5,9, 13, 17, and 21, as a subcutaneous injection.

» Dose #3: Ziltivekimab, 30 mg per injection, administered 6 times (every 28-days) on
Weeks 1, 5,9, 13, 17, and 21, as a subcutaneous injection.

The reference dose regimens to be examined in this study are:

= Matched placebo injections administered subcutaneously 6 times (every 28 days) at
the same frequency as the active treatment in a given dose cohort, on Weeks 1, 5,
9,13, 17, and 21.
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Figure 1: Study Flow Diagram
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2.4. PRO INSTRUMENTS

The following PRO instruments are collected in this study:
+ CARES
+ PROMIS Fatigue 13a short form
* Selected items from the PROMIS fatigue item bank
+ PROMIS interest in sexual activity item
« Optum SF-36 v2® Health Survey
= EQ-5D-5L
+« PGIS and PGIC.

2.4.1. CARES CoORVIDIA

The CARES Corvidia ePRO - henceforth CARES - is a new PRO instrument under
development. It consists of 19 symptom items, with a 24-hour recall, asking patients to report
their worst level of that symptom in the past 24 hours on a numeric rating scale from 0 (no
symptom) to 10 (symptom as bad as | can imagine).

The symptom items cover physiological (Short Breath, Swelling, Fatigue, Weakness, Light-
headedness, Decreased Appetite, Nausea), psychological (Depression, Concentration,
Forgetfulness), Pain (Bone / Joints, Nerves, Muscle Cramps) and sensorial (Hand
numbness/tingling, Uncomfortable legs, Itching, Dry skin, Dry mouth, Cold) symptoms.

The instrument can be found in Appendix A. CARES.
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2.4.2. PROMIS FATIGUE 13A SHORT FORM AND SELECTED ITEMS FROM PROMIS
FATIGUE BANK, PROMIS INTEREST IN SEXUAL ACTIVITY ITEM

The PROMIS Fatigue 13a short form contains 13 items that assess symptoms and impacts
of fatigue. The recall period is 7 days. Each item is rated on a five-point Likert scale ranging
from 0 = “not at all” to 4 = “very much”. Higher scores in these items indicate worse fatigue,
except from items 7 (I have energy”) and 8 (“I am able to do my usual activities”) where
higher score indicates less fatigue.

In this study, three additional fatigue items were administered for further testing to account
for exhaustion, being physically drained, and impact on alertness, concepts that resonated
with patients during patient interviews but are not covered in the PROMIS Fatigue 13a short
form. Such combination is from now on referred to as PROMIS Fatigue.

A number of scales and subscales can be derived from the PROMIS Fatigue set:
= The original Fatigue 13a scale

= The fatigue scale using the whole PROMIS Fatigue item set (13 + 3 de novo 16-item
short form)

= Two subscales within the PROMIS Fatigue 13a scale: 1) symptoms of fatigue; and
2) impacts of fatigue

« Two subscales within the PROMIS Fatigue item set (13 + 3 de novo 16-item short
form): 1) symptoms of fatigue; and 2) impacts of fatigue.

The PROMIS Sexual Function and Satisfaction (PROMIS Sex FS) measure is a
customizable, self-reported set of measures that include 79 items covering 11 domains:
interest in sexual activity, lubrication, vaginal discomfort, erectile function, global satisfaction
with sex life, orgasm, anal discomfort, therapeutic aids, sexual activities, interfering factors,
and screener questions. The PROMIS Sex FS uses a 30-day recall period. In this study only
one item will be used: interest in sexual activity. This item is rated on a five-point Likert scale
ranging from 0 = “not at all” to 4 = “very much”. Higher scores in this item indicate more
interest in sexual activity.

These three instruments will be administered together as shown in Appendix B. PROMIS
Fatigue 13a Short Form, additional fatigue items, sexual activity.

2.4.3. SHORT FORM 36-ITEM HEALTH SURVEY, VERSION 2 (SF-36Vv2)

SF-36v2 is a self-report survey of functional health and well-being with 4 weeks recall period
(QualityMetric, 2011). Responses to 35 of the 36 items are used to compute an 8-domain
profile of functional health and well-being scores.

The remaining item, referred to as the ‘Health Transition’ item, asks patients to rate how
their current state of health compared to their state of health 1 year ago, and is not used to
calculate domain scores.

The 8-domain profile consists of the following scales: Physical Functioning (PF), Role
Limitations due to Physical Health (RP), Bodily Pain (BP), General Health Perceptions (GH),
Vitality (VT), Social Functioning (SF), Role Limitations due to Emotional Problems (RE), and
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Mental Health (MH).

Psychometrically-based physical and mental health component summary scores (PCS and
MCS, respectively) are computed from subscale scores to give a broader metric of physical
and mental health status. The instrument can be found in Appendix C. SF-36.

2.4.4. EQ-5D-5L

The EuroQol EQ-5D-5L has been designed as an intemnational, standardized, generic
instrument for describing and valuing health-related quality of life, available in over 100
language versions.

The EQ-5D-5L self-report questionnaire consists of 5 items, one per domain, with 5-point
scale and one visual analogue scale (VAS) to rate health state from worst (0) to best (100).

The EQ-5D-5L includes domains for each generic health status measure: Mobility, Self-care,
Usual Activities, Pain/discomfort and Anxiety/depression. For each question, there are 5
levels of response, corresponding to increasing levels of impairment (no problems, slight,
moderate, severe, and extreme problems, or unable to perform activity) and coded 1 to 5.

A higher index indicates better quality of life. The instrument can be found in Appendix D.
EQ-5D-5L.

2.4.5. PATIENT GLOBAL IMPRESSION OF SEVERITY (PGIS) AND CHANGE (PGIC)

The PGIS is a self-reported measure of patient-perceived overall symptom severity. The
PGIS is a 4-point recall scale (from no symptoms to severe symptoms). Patients are asked
to rate their overall severity of symptoms in the 7 days prior to a clinic visit.

The PGIC instrument captures the patient's overall evaluation of response to treatment. The
patient is asked to report the degree to which they have changed since entering the
treatment period using a 7-point scale (Very Much Better to No Changes to Very Much
Worse).

The PGIC and PGIS are the most commonly used anchor-based methods of assessing
clinically important change and severity in which the external judgment of meaningful
change is made by the patient. The instruments can be found in Appendix E. PGIC and
PGIS.

2.4.6. ASSESSMENT SCHEDULE FOR PRO INSTRUMENTS

Patient-reported outcomes will be assessed through a personal device supplied by Corvidia:
= At home daily on patient's personal device: CARES

= At the clinic prior to dosing on patient’s personal device: PROMIS Fatigue 13a Short
Fomm and selected items from PROMIS Fatigue item bank, PROMIS Interest in
Sexual Activity itemn, SF-36v2, EQ-5D-5L, PGIC, PGIS.

CARES data will be collected at home on patient's personal device or one provided by
Corvidia; the questionnaire will be answered daily for 7 days prior to treatment administration
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(Screening day -7 to day -1 prior to dose 1 (Visit 1), dose 2 (Visit 4), dose 4 (Visit 7), and for
the last 2 weeks after dose 6 (Visit 9), i.e. during weeks 23 and 24.

The SF-36v2 and PROMIS Fatigue items will be collected on patients’ device at the clinic
prior to treatment administration at Visit 1, Visit 4, Visit 7, Visit 10 and 11, or the early
termination visit (whichever occurs first).

The PROMIS interest in sexual activity item and EQ-3D-5L will be collected on patients’
device at the clinic prior to treatment administration at Visit 1, Visit 4, Visit 7 and Visit 11, or
the early termination visit (whichever occurs first).

The PGIC will be colected on patients’ device at the clinic prior to to treatment administration
at Visit 4, Visit 7, and Visit 11, or the early termination visit (whichever occurs first).

The PGIS will be collected at home on patients’ devices on the last day of CARES
assessment period, i.e. day prior to dose 1 (Visit 1), dose 2 (Visit 4), dose 4 (Visit 7), and at
Visit 11, or the early termination visit (whichever occurs first).

The schedule of assessment for all PRO instruments collected in different periods of the
study are shown in Table 1.

Table 1 PRO Instruments Assessment Schedule

Study Period Screening Treatment Safety FlUp®
Visit Number -2 -1 1 2 3 4 5 [ NiA T ] ] 10 11ETY 12 13/ET
Visit Week -2 -1 1 2 4 5 T ] 12 13 17 23 24/ET 28 I2ET
DOSING X X X X X X

CARES X X X

PFH;]HIS X X x X

Fatigue

::::HIS Sex % x %

5F-36v2 X X X X X

EQ@-5D-5L X X x X

PGIS X X X X

PGIC X X X

Follow-Up.

®E arly Termination.

3. ANALYSIS SETS

All PRO analyses described in this SAP will be performed on the intention-to-treat (ITT)
analysis population which includes all randomized patients.
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4. ANALYSIS VARIABLES

4.1. GENERAL VARIABLES AND DERIVATIONS

4.1.1. STuDY DAY

Study day will be defined as in the clinical SAP dated 31MAR2020. Specifically, the study
day is calculated in reference to the date of the first dose of the study drug. Study day 1
corresponds to the date the patient received the first dose of study drug. The day
immediately before Day 1 will be Day -1. For assessments conducted on or after the date of
the first dose of study drug, treatment day will be calculated as (assessment date - date of
first dose of study drug) + 1.

4.1.2. BASELINE

The assessment completed on day 1 will be considered the baseline measurement, if taken
prior to first dose of study drug.

If more than one assessment were taken, the closest to enroliment day (Day 1) will be used.

For diary scores (CARES), baseline assessment corresponds to the 7 days prior to first dose
of study drug.

The post-baseline value is defined as a measurement taken after initial study drug
administration.

4.1.3. DERIVED TIMEPOINTS

An “End of Treatment” (EOT) assessment will be derived as described in the clinical SAP.

For the purpose of the PRO analyses defined herein, a Week 24 assessment will be used in
the analyses. The Week 24 assessment is defined for each instrument in the correspoding
sections below.

4.1.4. VisiT WINDOW

Visit windows will be used as provided by the sponsor. According to the clinical SAP dated
31TMAR2020, scheduled visits will be assigned to analysis visits as recorded in the EDC
system. If a scheduled visit is not available, unscheduled and early termination visits will be
assigned to analysis visits using analysis visit windows based on the actual date the
assessment took place. The low analysis day of the analysis window will be calculated as
the midpoint between the scheduled assessment and previously scheduled assessment for
that parameter. The high analysis day of the analysis window will be calculated as the
midpoint between the scheduled assessment and the next scheduled assessment for that
parameter. Where multiple measurements for a particular parameter appear within an
analysis window, the scheduled visit will be used. If no scheduled visit appears in the
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analysis window, the result closest to the target day will be used. If equidistant and both are
unscheduled and/or early termination visits, the later result will be used for the summary
measure.

Table 2: Visit windows

Analysis Visit Target Day Low Analysis Day | High Analysis Day
Baseline 1 1
Week 2 8 2 14
Week 4 22 15 28
Week 5 35 29 42
Week 7 49 43 55
Week 9 63 56 70
Week 13 85 71 99
Week 17 114 100 128
Week 21 141 129 153
Week 23 157 154 161
Week 24 165 162 168
End of Treatment 161 154 168
Week 28 190 169 211
Week 32 224 211 236

4.1.5. OTHER DERIVATIONS

No other derivations besides PRO endpoints will be described in this analysis plan.

To calculate time interval duration, a month is 30.4375 days and a year 365.25 days.

4.2. PRO VARIABLES

4.2.1. CARES CORVIDIAEPRO

For each item, weekly scores will be derived as the average of the 7 consecutive daily scores
as follows:

= Baseline = average of Day -7 to Day -1

» Week 5 (Visit 4) = average of Day 22 to Day 28

« Week 13 (Visit 7) = average of Day 78 to Day 84

« Week 24 (Visit 11) = average of Day 155 to Day 168

For Baseline, Week 5 and Week 13, if more than 3 daily scores out of the 7 days (>50%)
within the weekly period are missing, then the score is set to missing.

For Week 24, if more than 7 daily scores out of the 14 days (>=50%) within the bi-weekly
period are missing, then the score is set to missing.
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Preliminary scoring of the CARES includes the calculation of a Total Symptom Score (TSS).
Alternative means of scoring the CARES will be explored in a separate psychometric
analysis plan (PAP) and if any derived, these will be included in this SAP for efficacy
analysis. Additional scales and subscales may be derived based on the results of the
psychometric analysis plan (PAP).

Change from baseline defined as post-baseline value minus baseline value will be
calculated for each assessment. At each post-baseline assessment, the change in score
from baseline will be calculated for each scalefitem.

Domain scores may result from the psychometric analyses described in a separate PAP._ In
this PAP, clinically meaningful thresholds for these potential domains will also be derived.
Change from baseline in the TSS score, as well as the domain scores that may result from
the  psychometric analysis, wil be categorized at each visit as
improvement/stable/deterioration using the clinically meaningful threshold value for change
scores derived in the psychometric analyses. Sensitivity analyses may be performed if more
than one threshold values are suggested by the psychometric analyses.

In addition, patients who experience at least one deterioration during the study will be further
classified as follows:

= With definitive deterioration: if the deterioration of at least one-threshold point as
compared to the baseline score is also observed at all time points threreafter (e.g.,
after the first deterioration is observed) or if the patient dropped out after
deterioration, resulting in missing data.

+ With transient deterioration: otherwise.

4.2.2. PROMIS FATIGUE 13A SHORT FORM AND SELECTED ITEMS FROM PROMIS
FATIGUE BANK, PROMIS INTEREST IN SEXUAL ACTIVITY ITEMS

The PROMIS Fatigue data is collected as a 7-day recall report from patients at Visit 1,4, 7,
10, and 11.

The scoring manual for PROMIS Fatigue 13a short form can be found online (Patient-
Reported Outcomes Measurement Information System Fatigue scoring manual) (accessed
on 16™ March 2020).

Each question from the PROMIS Fatigue 13a short form has five response options (1= Not
at all, 2=A little bit, 3=Somewhat, 4=Quite a bit, 5=Very much). To use the scoring tables
from the PROMIS fatigue scoring manual, a summed score is calculated. The lowest
possible summed score is 13 and the highest possible summed score is 65. All questions
must be answered in order to produce a valid score using the scoring tables. Once
calculated, the total summed raw score is translated to a T-score. The T-score re-scales the
raw score into a standardized score with a mean of 50 and a standard deviation (SD) of 10.
The T-score and standard error are then used to calculate the 95% confidence interval (Cl)
around the observed score. The 95% Cl is calculated as T-Score +1.96*SE. The T-score
will not be calculated if a response is missing for one or more questions from the PROMIS
Fatigue 13a short form.

In addition, preliminary scoring of the PROMIS Fatigue 13a includes the calculation of two
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subdomain scores:

= Symptom score (5 symptom items):
o | feel fatigued
o |feel weak all over
o | feel listless ("washed out™)
o | feel tired
o | have energy

= Impact score (8 impact items):
o | have trouble starting things because I'm tired
o | have trouble finishing things because I'm tired
o |am able to do my usual activities
o | need to sleep during the day
o |am too tired to eat
o | need help doing usual activities
o | am frustrated by being too tired to do the things | want to do
o | have to limit my social activity because | am tired.

The subdomains will be calculated as the sum of the items in the corresponding subdomain.
The subdomain score will be calculated only if all items are answered.

Alternative means of scoring, by including also the additional PROMIS Fatigue items from
the Item Bank, are described in the PAP and may be derived as follows:

= A total fatigue score summing the items for the PROMIS Fatigue short form 13a and
the additional three items from the PROMIS fatigue item bank (de novo 16-item short
form)

= Symptom score (8 symptom items):
o | feel fatigued
o |feel weak all over
o | feel listless ("washed out™)
o | feeltired
o | have energy
o FATEXP36: How exhausted were you on average?
o FATEXP43: How physically drained were you on average?
o FATEXP52: To what degree did your fatigue make you feel less alert?

If psychometric analyses support the creation of the latter two domains, clinically meaningful
thresholds will also be derived for them, as well as the three standard fatigue scores from
the 13-item set.
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Given PROMIS Fatigue items and PROMIS Interest in Sexual Activity itemn are collected at
Week 23 and at Week 24, an assessment will be derived for the hypothesized scores as the
mean value of the two assessments at Week 23 and Week 24, which will be labeled as
Week 24. In case only one assessment is available, this only assessment will be used as
Week 24 assessment.

Change from baseline defined as post-baseline value minus baseline value will be
calculated for each assessment. At each post-baseline assessment, the change in scores
from baseline will be calculated for each scalefitem.

Different domain scores may result from the psychometric analyses described in a separate
PAP. In this PAP, clinically meaningful thresholds for these potential domains, as well as the
standard one for PROMIS fatigue -13a short form will also be derived. Change from baseline
in the domain scores that may result from the psychometric analysis will be categorized at
each visit as improvement/stable/deterioration using the clinically meaningful threshold
value for change scores derived in the psychometric analyses. Sensitivity analyses may be
performed if more than one threshold values are suggested by the psychometric analyses.

In addition, patients who experience at least one deterioration during the study will be further
classified as follows:

= With definitive deterioration: if the deterioration of at least one-threshold point as
compared to the baseline score is also observed at all time points threreafter (e.g.,
after the first deterioration is observed) or if the patient dropped out after
deterioration, resulting in missing data.

+ With transient deterioration: otherwise.

4.2.3. SHORT FORM 36-ITEM HEALTH SURVEY, VERSION 2 (SF-36Vv2)

The scoring for SF-36 v2 instrument will be done according to the procedures described by
the developer and license owner in the instruction manual. Scores for the scales (HT, GH,
PF, RP, BP, MH, SF, RE, VT) as well as the summary scores (PCS, MCS) will be derived.

Given SF-36 is collected at Week 23 and at Week 24, an assessment will be derived as the
mean value of the two assessments at Week 23 and Week 24, which will be labeled as
Week 24. In case only one assessment is available, this only assessment will be used as
Week 24 assessment.

Change from baseline defined as post-baseline value minus baseline value will be
calculated for each assessment. At each post-baseline assessment, the change in score
from baseline will be calculated for each scale.

42.4. EQ-5D-5L

A unique EQ-5D-5L health state is defined by combining 1 level from each of the 5
dimensions: this defines a profile that is primarily reported as a 5-digit number, for instance
11221 A total of 3125 possible health states are defined in this way. For example, state
11111 indicates no problems on any of the 5 dimensions, while state 12345 indicates no
problems with mobility, slight problems with washing or dressing, moderate problems with
doing usual activities, severe pain or discomfort, and extreme anxiety or depression.
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The instrument was specifically designed to provide an overall single number, called a
weighted index, for each of the health states resulting from the combination of item
responses (Dolan, 1997). The weighted index constitutes a measure of utility, an economics
term used to describe consumer preferences or in the present case patient preferences for
different HRQoL states. The weighted index can be only derived from patients who have
provided a complete 5-response profile. A higher index indicates better QoL.

(Devlin, 2018) published the value set for England (available on the EuroQol website
(hitp//'www_euroqol.org/about-EQ-5D/valuation-of-EQ-5D/EQ-5D-5l-value-sets.html).
However, in August 2018, the UK's National Institute of Health and Care Excellence (NICE)
has published a position statement (NICE position statement, available at
hitps-/f/www_nice org uk/Media/Default/About/what-we-do/NICE-guidance/NICE-
technology-appraisal-guidance/eq5d5l_nice_position_statement.pdf) advising companies,
academic groups, and others preparing evidence submissions to NICE not to use the
England validation set to derive utility values for their evidence submissions. In their position
statement, NICE recommends using the mapping function developed by (van Hout & al.,
2012) to be used (presented in Appendix D. EQ-5D-5L). This is the algorithm to be used in
this study.

Change from baseline defined as post-baseline value minus baseline value will be
calculated for each assessment for the EQ-5D-5L VAS and utility index scores as well as
for the individual domain items.

4.2.5. PATIENT GLOBAL IMPRESSION OF SEVERITY (PGIS) AND CHANGE (PGIC)

The PGIS and PGIC are single-item questionnaires. Change from baseline defined as post-
baseline value minus baseline value will be calculated for the PGIS assessment. At each
post-baseline assessment, the change from baseline will be calculated.

Post-baseline PGIS raw scores will be classified according to the following item response
categories:

= Worsening 3 points compared to baseline
= Worsening 2 points compared to baseline
= Worsening 1 point compared to baseline
+ Stable

« Improved 1 point compared to baseline

« Improved 2 points compared to baseline

= Improved 3 points compared to baseline.

4.3. Time To PRO DETERIORATION

Time to clinically meaningful symptom worsening or HRQoL deterioration (PRO
deterioration) will be analysed separately for each scale of the PRO instruments collected
in this study, as appropriate and as described in Section 5. For convenience, a generic term
“time to clinically meaningful deterioration” will be used both for symptom worsening and
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HRQoL deterioration, with an understanding of a specific meaning depending on the scale
or subscale analysed. Two definitions will be used and described in the following sections:

» Time to first deterioration (TTFD)

= Time to first confirmed deterioration (TTCD)

4.3.1. TIME TO FIRST CLINICALLY MEANINGFUL DETERIORATION (TTFD)

TTFD will be defined as the duration of time from the date of randomization to the date of
the first deterioration in PRO scores of at least one threshold-point (see section 4.2 for the
definition of deterioration) as compared to the baseline score.

For those patients who experienced a first clinically meaningful deterioration, TTFD will be
computed as follows and then converted to months:

TTFD = Date of assessment when first clinically meaningful deterioration of at
least one threshold unit was observed — Date of randomization + 1

Patients who did not experience clinically meaningful deterioration will be censored at the
date of the last available PRO assessment (i.e_, date of the last non-missing value). Patients
with no baseline assessment or patients with no post-baseline assessments will be censored
at the date of randomization.

4.3.2. TIME TO FIRST CONFIRMED CLINICALLY MEANINGFUL DETERIORATION (TTCD)

TTCD will be defined as the duration of time from the date of randomization to the date of
the first deterioration in PRO scores of at least one threshold-point (see section 4.2 for the
definition of deterioration) as compared to the baseline score if the deterioration is also
observed at all time points thereafter (e.g., after the first deterioration is observed) or if the
patient dropped out after deterioration, resulting in missing data.

For those patients who experienced a definitive meaningful deterioration, TTCD will be
computed as follows and then converted to months:

TTCD = Date of assessment when definitive clinically meaningful deterioration was
observed — Date of randomization + 1

Patients who did not experience confirmed clinically meaningful deterioration will be
censored at the date of the last available PRO assessment (i.e., date of the last non-missing
value). Patients with no baseline assessment or patients with no post-baseline assessments
will be censored at the date of randomization.
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5. STATISTICAL METHODOLOGY

5.1. GENERAL CONSIDERATIONS

Continuous data will be described by the number of observations (N), the number of missing
observations (Nmiss), mean, SD, median, minimum (min), and maximum (max). Categorical
data will be described by the number (n) and percentage (%) of patients in each category.
Missing and invalid observations will be tabulated as separate categories. The calculation
of proportions will not include the missing/invalid category.

Statistical comparisons will be made using two-sided tests at the a = 0.05 significance level
unless stated otherwise. Due to the exploratory nature of the analyses, adjustments for
multiple comparisons will not be made.

Unless otherwise specified, all summaries will be presented by treatment group.

5.2. PATIENT DISPOSITION

Patient disposition is included in the clinical SAP and will not be repeated herein.

5.3. PRO COMPLETION

Instrument completion rate at each timepoint will be reported for each instrument on the ITT
population. The following will be provided:

= The number of patients expected to complete a PRO assessment at each timepoint

» Unadjusted completion rate at each timepoint will be calculated as the number of
patients meeting at least the minimum requirements for scoring of the instrument
divided by the number of patients in the ITT population.

» Adjusted completion rate at each timepoint will be calculated as the number of
patients meeting at least the minimum requirements for scoring of the instrument
divided by the number of patients who are expected to have PRO assessments.

The completion rates by treatment group at each analysis visit will also be provided
graphically by means of a line graph.

5.4. DEMOGRAPHICS AND BASELINE CHARACTERISTICS

Demographics and baseline characteristics are included in the clinical SAP and will not be
repeated herein.
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5.5. DESCRIPTIVE ANALYSES

5.5.1. ITEM LEVEL

For all items from the following instruments (CARES, PROMIS Fatigue Short Form 13a and
selected items from the PROMIS Item Bank and PROMIS interest in sexual activity item,
EQ-5D-5L, PGIS and PGIC), the following will be provided:

= A table with the distribution of response by treatment group for each analysis visit

= A table with the distribution of change in response by treatment group for each
analysis visit

In addition, the following graphical representations will be provided:

= A stacked column chart of the distribution of response by treatment group at each
analysis visit

= For the PGIS, a stacked column chart of the distribution of change in response
categories (as defined in section 4.2 5) by treatment group.

5.5.2. DOMAIN AND OVERALL SCORE LEVEL

The following domain and overall scores will be analysed:

= CARES: TSS and all other potential subscales resulting from the psychometric
analysis

» PROMIS Fatigue: total, symptoms and impact domains from the 13-item set, as well
as other potential subscales resulting from the psychometric analysis

* SF-36:
o Domains: PF, RP, BP, GH, VT, SF, RE and MH
o Summary scores: PCS and MCS
« FEQ-5D-5L: VAS and utility index
The following analyses will be presented on the ITT population:

= A table with descriptive statistics for the PRO scores and a line graph with mean
values and corresponding 95% CI will be presented by treatment group and each
PRO assessment

= A table with descriptive statistics for the change from baseline in PRO scores will be
presented by treatment group and each post-baseline PRO assessment

* A table showing the proportion of patients achieving 20%, 10%, 20%, 30%, 40%,
50% and 60% percentage change from baseline during the study will be presented
by treatment group. Bar plots depicting the same proportions by treatment group will
be created separately for each time point during the study

= A CDF plot showing a continuous plot of the absolute change from baseline during
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the study for the PRO scores on the X-axis and the cumulative percent of patients
experiencing that change on the Y-axis will be presented by treatment group and
each PRO assessment

= A PDF plot showing a continuous plot of the absolute change from baseline during
the study for the PRO scores on the X-axis and the probability density function of
that change on the Y-axis will be presented by treatment group and each PRO
assessment

5.6. LONGITUDINAL ANALYSIS OF CHANGE FROM BASELINE

Change from baseline to Week 13 and Week 24 in PRO scores will be analyzed using a
restricted maximum likelihood (REML)-based repeated measures approach (MMRM —
Mixed Model Repeated Measures) (Brown & Prescott, 2006) as described in the clinical
SAP.

The MMRM assumes that the missing observations are missing at random (MAR). That is,
MMRM assumes that, given the statistical model and given the observed values of the
outcome, missingness is independent of the unobserved values. A corollary is that MAR
assumes that a subject’s missing values can be estimated based on similar subjects who
remained in the study. This infers that withdrawals (who may not receive study medication)
have similar symptoms to some who continue to be treated. Given the expectation that PRO
scores could be lower (poorer quality of life and/or more disease-related symptoms) after
discontinuing the study medication, the MAR’s assumption of the similarity of withdrawals
and those who stay in the study may not be realistic for all subjects. To address the
possibility of the data being missing not at random (MNAR) (e.g., non-ignorable missing
data), a second analysis may be implemented using a PMM with sequential modelling with
multiple imputation using placebo-based imputation (O'Kelly & Ratitch, 2014), depending on
the amount of missing data at each visit. Further details on this exploration can be found in
Section 5.9.2. The PMM will be used to assess the robustness of the MMRM estimate with
regard to missing data when the MAR assumption is replaced by assumptions that are likely
to be relatively less favorable to the experimental treatment. Due to the impact of the
Coronavirus Disease 2019 (COVID19) pandemic on the RESCUE clinical trial, an immediate
discontinuation of dosing was announced on March 18, 2020 to ensure the safety of trial
patients. Therefore it is expected that a large number of patients will not have data at Week
24.

Analyses included in the clinical SAP will not be repeated here. The analyses will be
performed on the ITT population and for each of the following PRO scores:

= CARES: TSS and other potential subscales resulting from the psychometric analysis

» PROMIS Fatigue: total, symptoms and impact domain from the 13-item set, as well
as other potential subscales resulting from the psychometric analysis

» SF-36:
o Domains: PF, RP, BP, GH, VT, SF, RE and MH
« [EQ-5D-5L: VAS and utility index.
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5.6.1. MMRM

All PRO assessments will be included for this analysis The analysis will be based on
observed data, i.e, data collected at each timepoint without carrying forward previous
values. Data from a limited number of PRO assessments may be used in case of substantial
dropout (i.e., analysis will be limited to timepoints at which at least 10% of patients have
non-missing data in both treatment groups).

The response variable will be the change from baseline to each PRO assessment. The
model will include the treatment arm (ziltivekimab vs_ placebo) and timepoint (Week 5, Week
13, and week 24) as fixed-effect categorical factors, the baseline PRO score and
stratification factors (baseline haemoglobin (211 or <11 g/dL) and CKD stage (3, 4 or 5)), as
well as the baseline PRO score x time and treatment x time interactions. Both main effects
and the interaction terms will remain in the model, regardless of significance. The model will
present least squares (LS) mean estimates for each dose, least squares mean differences
of each study drug dose from placebo, standard errors, 95% Cls and p-values (where
applicable) for mean changes from baseline to each visit. A plot of the LS means
accompanied by the 95% CI will be produced.

In addition, an overall adjusted mean estimate will be derived that will estimate the average
change from baseline across all time points, giving each visit equal weight.

The standardized mean difference (SMD) including 95% CI (Hedges' g) will also be
provided.

The MMRM analysis will be conducted using PROC MIXED in SAS. The model will assume
unstructured covariance among the within-patient repeated measurements. If the algorithm
does not converge, a heterogeneous Toeplitz (the TOEPH option in SAS PROC MIXED) will
be tried first and then AR(1) as a covariance structure to achieve convergence. The
Kenward-Roger approximation will be used to estimate denominator degrees of freedom.

Variables listed as categorical in the list above will be included in the CLASS statement of
the procedure. The unique patient identifier will also be included as a class variable. A
REPEATED statement over the visits will be included with the unigue patient identifier as
the SUBJECT variable in the REPEATED statement.

The normality and homoscedasticity of the residuals will be visually checked. Particularly,
the scatter plot of the residuals versus the predicted endpoint values, the histograms, and
the normal probability plots of the residuals will be reviewed. Transformation of the raw data
will be considered if needed.

5.6.2. PMM

Change from baseline in PRO domain and overall scores may be further analyzed using a
pattern-mixture model using sequential modelling with multiple imputation as described by
O’'Kelly (O'Kelly & Ratitch, 2014), depending on exploration of the amount of missing data
at post-baseline assessments, as described in Section 5.9.2.

The results from this analysis will be used to judge the validity of the MAR assumption.
Similar conclusions from MMRM and PMM would suggest that the results are not overly
dependent on the assumptions of the primary analysis with regard to the missing data.
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The sensitivity analysis will consider dropout reasons while imputing missing values after
the discontinuation. Subjects who discontinued due to lack of efficacy or adverse events in
the active arms are assumed to have no treatment effect after the discontinuation. These
subjects are assumed to copy the profile in the placebo arm, and missing values are imputed
based on the distribution estimated from the placebo group under the missing not at random
(MNAR), using copy-reference approach. The rest of missing values in the placebo arm and
active arms will be imputed using the observed data in their respective group under the MAR
assumption. This includes the patients who were early terminated due to to the impact of
the Coronavirus Disease 2019 (COVID19) pandemic. The multiple imputation model will
include factors such as treatment arm, baseline hemoglobin category, and CKD stage, in
addition to the data outcomes at each visit.

The following steps will be performed:

Step 1 Intermittent (non-monotone) missing data will be imputed using the MCMC option of
SAS PROC MI (using seed=5414).

Step 2 For monotone missing data, the values for each pattemn will be imputed via the
chained equation method with range restriction, using SAS PROC MI option MONOTONE
REG ().

Under step 2, missing values for subjects who discontinued due to lack of efficacy or adverse
events will be imputed under MNAR assumption using copy-reference approach, and
missing values for subjects who discontinued due to reasons other than lack of efficacy or
adverse events will be imputed under the MAR assumption.

These two steps will be carried out sequentially to construct 100 hypothetical complete data
sets.

An analysis of covariance (ANCOVA) model (not repeated measures, and with no random
effects) with the following covariates will be performed for each imputation using the SAS
Mixed procedure:

« HGB = Baseline Hemoglobin category (>=11 or <11g/dL)
« CKD = CKD Stage (3, or 4/5)

= TRT = Treatment group

= BASE = Baseline hemoglobin value

The SAS MIAnalyze procedure will be used to combine the results of these analyses for the
imputations. The overall least square means, standard errors, 95% CI, and p-values will be
reported.

Reasons for subject discontinuation that are identified as lack of efficacy will be discussed
and finalized prior to database lock.

5.7. RESPONDER ANALYSIS

The proportion of patients with improvement, who were stable, or who deteriorated (as
defined in section 4.2 using both the primary and the potential sensitivity thresholds if these
are suggested by the psychometric analysis) will be summarized at each PRO assessment
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visit by treatment arms. The denominator in this descriptive analysis will be the number of
patients with non-missing data at the particular visit. The analysis will be performed on the
ITT population and include only subjects who have an assessment at baseline and at least
one post-baseline assessment.

The proportion of patients with confirmed deterioration and transient deterioration during the
course of the study will be summarized by treatment arms. The denominator in this
descriptive analysis will be the number of patients with at least one deterioration during the
study.

The analysis will be performed on the ITT population and for each of the following PRO scale
scores:

= CARES: TSS and other potential subscales resulting from the psychometric analysis

= PROMIS Fatigue: total, symptoms and impact domain from the 13-item set, as well
as other potential subscales resulting from the psychometric analysis

5.8. TiME TO EVENT ANALYSIS

For all time to event analyses, the time to deterioration will be analysed in months and will be
presented by treatment group.

TTFD and TTCD will be defined as explained in Section 4 3. The non-parametric Kaplan-Meier
method will be used to estimate the survival curves for TTFD and TTCD for each PRO scale
score. The 50th percentile of Kaplan-Meier estimates will be used to estimate the median
duration of TTFD and TTCD. A two-sided 95% CI will be provided for these estimates. The
treatment difference in survival will be assessed by the stratified log-rank test (baseline
haemoglobin (211 or <11 g/dL) and CKD stage (3, 4 or 5)). Separate log-rank tests will be
performed for each of the experimental arms vs. placebo. A Kaplan-Meier plot by treatment
group will be presented.

Kaplan-Meier analysis will be performed using PROC LIFETEST (SAS procedure).

A stratified Cox proportional hazard model with Efron’s method of tie handling will be used to
assess the magnitude of the treatment difference (ie., the hazard ratio), using baseline
hemoglobin (211 or <11 g/dL) and CKD stage (3, 4 or 5) as stratification factor. The hazard
ratio and its 95% CI from the stratified Cox model with a single treatment covariate will be
reported.

The analysis will be performed on the ITT population and for each of the following PRO scale
scores:

= CARES: TSSE and other potential subscales resulting from the psychometric
analysis

» PROMIS Fatigue: total, symptoms and impact domain from the 13-item set, as well
as other potential subscales resulting from the psychometric analysis
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5.9. HANDLING OF MISSING DATA

5.9.1. MISSING ITEMS

In case of missing items, the scores will be calculated as indicated in the scoring manuals
for each of the PRO instruments.

5.9.2. MISSING FORMS

It is anticipated that the great majority of missing data in this study will have a monotone
pattern, meaning that once a patient has missing data at one visit, data will be missing at all
subsequent visits. There may be some small amount of intermittent (non-monotone) missing
data (when patient skips intermediate visits but return for evaluations at subsequent visits).
The number and percentage of patients for each of the missing data pattemns (no missing
data, monotone missing data, and intermittent missing data) will be presented by treatment
group.

Tabular summaries for the percentage of patients by the reason for discontinuation of study
treatment, as well as for withdrawal from the study, are provided in the clinical SAP and will
not be repeated herein. A plot of the mean PRO score for selective scores (e.g., CARES
TSS and other potential subscales resulting from the psychometric analysis, PROMIS
Fatigue: total, symptoms and impact scales from the 13-item set, as well as other potential
subscales resulting from the psychometric analysis) over time by selected categories of
discontinuation (including completers) will be provided. The reasons of discontinuation will
be grouped as follows:

+ [Death
= Adverse event
» Disease relapse, lack of efficacy, and progressive disease

= Other (lost to follow-up, non-compliance with study drug, pregnancy, protocol
deviation, recovery, site terminated by sponsor, technical problems, withdrawal by
parent/quardian, withdrawal by subject, other)

« COVID19 pandemic.

6. ANALYSIS SOFTWARE

All data processing, summarization, and analyses will be performed using SAS Version 9.4
(SAS Institute, North Carolina) or higher.
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8. APPENDICES

8.1.

APPENDIX A. CARES

Symptom Inventory

Frogress

Symptom Inventory
| 3/20 |

Progress

During the past 24 hours

rale Yyour worst sweiling

Symptom Inventory

= G/

Frogress

During the past 24 hours

ot

tate your worst shortness of breath

Mo
shortness
~antinue of breath

o[1]2[3]a[s][6]7]8]a]10
1 ]

Shartrss
of breath
as bad as

| cam imagine

Symptom Inventory

= XEN

E

Progress

During the past 24 hours

Rate your

-.l.q.[1:12:1'3[415161?1519.10]

worst fatigue (weariness, 1

regness

[o[a[2[3]a[s[e[7]s[s}i0

1 Mo fatigue Fatigus
Ne Swelling {wearineis, {woearipss,
swelling a5 bad s tiredness) tiredness)
N s b e
fcan imagine I can imagine
Document:

‘L".ieed::-vnascﬂﬂsrte"l.NLHDF‘u ntProjects\Consufing\Projects! anidiam

Biostatistics\01.Documentation\02 SAP\Corvidia_ RESCUE_PROSAP_v1.0_

Author:

Version No:
Version Date:

Tempiate No- [
Effective Date:

. All rights reserved. The contents of this document are confidential and proprietary tD_

Copyright & 2018
i’:lnd its subsidianes. Unauthorized use, disclosure or reproduction is strictly prohibited.

Approved on 24-Apr-2020 (Document ID_

v.1.0
22APR2020

reterence: [N



Corvidia Therapeutics Inc.

PROTOCOL COR-001-02

PRO Statistical Analysis Plan Page 32 of 43
Symptom Inventory Symptom Inventory
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Symptom Inventory Symptom Inventory
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Symptom Inventory Symptom Inventory
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Symptom Inventory Symptom Inventory
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8.2. APPENDIX B. PROMIS FATIGUE 13A SHORT FORM, ADDITIONAL
FATIGUE ITEMS, SEXUAL ACTIVITY ITEM

PROMIS Items

e ’
| feel fatigued 1] 2] 3] 4] 5[]
| feel weak all over 11 2] 3] 4] ]|
I fual lisbass (washed sul’) 1O 2] 3] M| s
I feel tired 1] 2] a[] a] s[]
FROMIS
Short Form | have trouble starting things becausa | am tired 1O 2] 3 ] 5]
vi0 = | have troutde finishing things because | am Sred 1O 2] 3] 4] 5[]
Fatigue | | have enangy 1] 2[] a[] 4[] 5[]
134 | am able to do my usual activities 1 2] 1| a1 ]|
| need b0 slesp during the day 11 z[] ] al] 5[]
I am foo tired to aat 1 2] 3] 4] 5[]
| e Rielp daing my usual activities 1] 2] 3] 4] 5[]
| am frustrated by being too lired 1o do the things | wantto de 1] 2] 3] 4[] s[]
I have  limit my sacial activity because | am fird 11 | 3] 4] L[|
PROMIS T FATEXP34: How exhausted were you on average’ | | 3] 4] ]|
lems FATEXP43: Haw physically drainad ware you on average? 1 2] s ] a1 s
{ltem FATIMP52: To what gdagres did your fabgue make you feel 1O 2] 3] 4 s
identifier ass alart?
in bold) During the past 30 days

SFINT101: How interested have you been in sexual activity? 1] 2] 3] a] 5[]
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8.3. APPENDIX C. SF-36

Answer Answar Answer Answar Answer Answaor
fiem Name | Question Tex: Text1 | Temt2 | Temtd | Temtd | Texts | Tew6
Your Health and Well-Seing
This suney asks for your views about
your ealth. This nfomation will helg
keep track of how you feel ard how
well you are able to de your usua
activities. Thank you for completing
mis surrey!
Foreach of the folowing questions,
please sebect the one response that
be=l describes your amswer.
SF36vZ_GHI ;_9‘""‘"- would you sy your healts | o ocsere | Veygood | Goos Fair Fuoor
c how m;’: Somewhat | About the SD:‘T mi';
SF38y2_HT wolld you rate your huhh n genaral nowy than b;ﬂer o 5'3:“? 3 now than now than
ow? one year . one year onE year one year
now ye year ago ago
ago ago ago

The Tollowing questions are abou
activities you might do during a typical

day. Does yg health now limit you in
mese actviles? I 50, Row much?

DDE&JSlI.IIJ].EHELLiII:Llu.‘[LLﬂLII'I Yes, Yes Mo, mot
SF30wz_Prov | HiDorous adiviies. such as nnning. fimited & | limiteda | lienited at
- [fting heavy chjects, participating in bk liktha all
strenuous spots? I so, how much? 5
Does your bealth now limd yo in
moderde activties, such as mosing 3 Yes Yes Mi. mot
SF3wl_PFO2 | mble, pushing a vacuum cleaner, Timited a limited a lirrited at
bowding. or playing gof? i so, how lot litthe all
miuch?
Dines. waur b nood linn in Yes. Yag M. not
SF3Ewl_PFO3 | Fiing or camying groceries? fso, how | limited 3 limited a lirrited at
miuch? lon e all
Doe= your beaith now limid you in e, s, Mo, not
SF3Ewl_PFO4 | dimbing several flights of stars? [fso. | limited 3 limited a lirrited at
how much? lot itthe all
Does your hiealth now limd you in Tes, Tes Mo, not
SF¥wl_FFOS | dimbing one fight of stairs? If e, Imited & lirnited & lirmib=d at
how much? lot itthe all
Does your heath now limi you in Yes, Yes Mo, not
SF3¥wl_PrOg | bendng, kneeing. or stooping? if so, Imited a limited a lirrited at
how much? loz itthe all
Dines. waur hieatth now limi woas in Yz, Yies No. not
SF3EwI_PFO7 | walking more than a mile? so, how Iimited a limited a lirrited at
much? lot itthe all
Does your heaith now limit you in e, s, Mo, not
SF3Ew]_PF08 | walking seversl hundred yars? If so limited a limited 3 lirrited at
how much? lot itthe all
Does your hegith now limd wo in fes, Fes Mo, not
SF¥EwI_PF08 | walking one hundred vards? i =o, limited a limnited & lirmited at
how much? lot itthe all
Does your heath now limd you in Yes, Yes Mo, not
SF3WI_FF10 | bathing or dressing yourssf? If so, Imited a limited a lirrited at
haow much? loe itthe all

Durng he past 4 weeks, how much of

fhe time hawe you had any of the

folliowing peoblems Wil your mor of

other regular daily actvitics 35 a result
i 7
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- Answer Answer Answer Answer Answer Answer
fem Name | Question Text Text1 | Text2 Text 3 Textd | Text5 | Text6

Cwring the past 4 wesks, how much of
he tme have you cut down on he
3F382_RP1 | amount oftime you spent on work or
other activities

a5 3 resulf of your
Erml health?
nng the past4 weeks, how much of

Me tme have you accomplished 1255 | o) e | Miostof | Someof | Aftleof | Moneof
SEMERRE | Manyou wouldike =asultdfyour | gme | thetime | thetme | thefme | thetme
physical health

Cwring the past 4 wesks, how much of
A — the tme were you mited n the kind of | ayotme | Mostof Someot | Amgeor | Moneor

i weork or other activities &5 3 resylt of time the time the time the time the trme
yourphyscal health?

Cwering the past4 weeks, how much of
the tme hawve you had difficulty

performing the work or other activities All of the Muost of Some of A fittle of None of
as aresuli of your physical health (for Gme the time he time the time the tme
example, t took extra effort)?

Al of the Most of Some of A ittle of None of
tma tha time the time tha time the trme

FFM2_RP4

Dwring the past4 weeks, how much of
the tme hawve you had any of the
following problems with youwr work or
other regular daily activities a5 3 resut

of any emotional protdems (such as
eling depressad or anxious)?

Cunng the past £ weeks, how much of

he tme hawve you cut down on he

o, |mouptofimeyou spentonwerkor |y oes | Mgstof | Someof | ARdect | Noneof

3F38w2_RE1 | other activities as a result of any e e B the fme the firme the frme

emobonal problems (such as feeling
depressed or anxiows |7

Curing the past 4 weeks, how much of

me tme hawve you accomplished less
than you would Fke 25 a result of any All of the Muost of Some of A little of None of
Emotonal problems (such as fesling ume the time me tme me time the tme
depressed or anxiows |7

5F38.2_RE2

Cwring the past4 weeks, how much of
e e have you done work of other
activites less carefully than usualasa [

SF30uZ_RE3 | resul of any emabonal prablers "‘"tl"_::‘* ﬂ,"::ﬂn?; ﬁ:’:"ﬁ’_n”: ';1:;“1'].?_“? t';‘_l'{e'“t'f_n'::
(such as feeling depressed or

anxious)?

During the past4 we=ks, o what
extent has yourphysical health or
emotional problems nterfered with
your normal social activities with
famiy, friends, neighbors, or groups?

Mot at all Shghthy Moderately | Qwite a bit | Extremely

How much bodiy pain have you had
during the past4 weeks?

Curing the past 4 weeks, how much
did pain interfers with your nomal
SF36w2_BP2 | work {including both work outsice the Motatall | Alitle bt | Modemtely | Qwite a bit | Extremely
home and housewori)?

Very

SF26e2_BP1 savers

Maone Wery mild Mild Maoderate Severe

Thiese questions are about how you
feel and how things have been with
you during the past 4 wests. Fer
each guestion, pleass give the one
answer that comes cliosest to the way
you have been fseling.
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Answer Anzwer Answer Answer Answer Answer

femMame | Queshon Teut Text 1 Text 2 Text 3 Text 4 TextS Text &

SF3By2_VT1 How much of the fime during the past All of the Most of Some of A ttle of None of

4 wesks did you fesl full of life? tirne the time the time e time the time
SEI82 MH1 How much of the Bme during the past | All of the Most of Some of A little of MNone of
= 4 weaks have you been wery neryous? bme the tme he time e time the time
How much of the Sme during the past
SEIE MMD 4 weeks hawe you felt so down in the All of the Most of Some of A ltle of Mone of
= dumps that nothing could cheer you time the time he time e time the time
up?

How much of the fime during the past

SFIBVZ_MH3 | & have you felt caim and All of the Most of Some of A little of MNone of

peacehul? time the time the tine the time the time
SE382 VT2 How musch of the Sme duning the past | All of the Most of Some of A lntle of MNone of
- 4 weeks did you hawe a kot of energy? time the time the ime e time the time

How muwch of the tme dunng the past

SF36v2 M4 | £ howe: you feit he All of the Mus_l of Some of A ltle of None of

and depressed? time the: Gme the fime the time the: time

sE3ey2 yT3 | Howmuch of the Sme during the past | All of the Most of Someof | Alittleof | MNoneof
- 4 wesks did you feel wom out? time the ume the time e time the time
SF36v2_MHS How much of the Bme during the past | Allofthe | Mostof Someof | Afttleof | Moneof

4 weeks hawe you been happy? tirme the time the time he time the time

SEIM VT4 How much of the Bme duning the past | All of the Most of Some of A ltle of MNone of
= 4 weeks did you fesl tired? tme the tme he time e time the time

During the past 4 weeks, how much of
the time has your physical health or Allofthe | Mostof | Someof | ARtleot | Moneof

SFagw2_S5F2 | emotional problems interfered with ; )
your social activibes {like wisting with i e e jha Sma e time the time
fends, relatives, eic.)?

How TRUE or FALSE is sach of the
following statements for you?

SFag2_GH2 ﬁ";ﬂ::m 3lfe easierthan | Delntely | Mo | Dontinow | Mo | DeToel
SF36v2_GH3 | 1am as healthy as anybody | know Df:"““*? Mﬂﬂ;“? Dont know '-::i? Dﬁﬁ;fr
SF38w2_GH4 | | expect my health in get worse Deﬁt::w M,,;T D't know ":':‘:I’ Defﬁ;fh'
SFI6V2_GHS | My health is excellent Defintely | Mosty | Dontunow | Mooty | Deftely

SF-38vZ" Health Survey © 1862,
2000, 2008 Medical Dutcomes Trust
and QualityMetric incorporated

All rights reserved.

SF-38" is a registered rademark of
Medical Outcomes Trust

(SF-38w2® Health Survey Standard,
Linited States (Englsh))
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8.4. AppenDIX D. EQ-5D-5L
(- %
ECQH-E0-5L PDA version
English [USA) Couniry (Language)
Health Gluestonnaire Health Cuestionnar:
English version for the USA ersion (Tanget Language)
Version (English)

wing screens please tap the sEtement it describes your LY Instruction
Wour mobility TODAY Mobility
| hawve no problems walking ME1
| hawe shght problems walking MB2
| hawe moderate protlems walking MB3
| hawe severs problems walking MBS
I am unable to walk MBS
‘Your self-care TODAY Self-care
| hawve no problems washing or dressing myself SC1
| hawve shght problems washing or dressing myself 502
I have moderte problers washing or dressing myseif SC3
| hawve severe probéems washing or dressing myself S04
| am unable to wash or dress myself SC5
Your usual activities TODAY (e.g. work, sudy, howsework, family orleisure activifies) Usual Activities
I hawve no problems doing my wsual activities AT
| have shight problems doing my usual actvities A2
| have moderate problems doing my usud activities A3
| hawve severe probéems doing my usual activities A4
| am unable to do my usual activities IJAS
Your pain | discomfort TODAY Pain | Discomfort
| hawve no pain or discomfion PD1
| hawe shght pain or discomiort PD2
I have moderate pain or discomfort PD3
| hawve severe pain or discoefort POk
| have extreme pain or discomfort PDS
Your anwiety | depression TODAY PAmuiety [ Depression
| am not ankous o depressed AL
| am slightly anxious or depressed AD2
| am moderately arxious or depressed A3
| am severely anous or depressed AL
| am exiremely anous of depressed ADS
We would like to know how good or bad your health is TODAY. Was Line 1
O the next screen you wil see 3 scale numbered O to 100. Vas Line 2
100 rmeans the best health you can imagine. Vas Line 3
0 means the worst health you can imagine. Was Line 4
Please tap on the scale to indicate how your health is TODAY. Was Line 5
The best heakh you can magine Top Scale
The worst health you can imagine Bottom Scale
YOUR HEALTH TODAY o Health

% Euro Qo Research Foundation. E0-50™ o 3 dnde mavk of e EurcGol Research Foundadon

Discisimer: TS is a prewew ofthe EQ-50 insument. ¥ demonsiaes Me fexd, questions and response oodons incoded in
Mis version. Th preview doss mof represent Me fnal prodvct and showd rof be ys=d 25 an ofMcial EG-5D0 Insrumen.
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The best healll

+ We would like to know how good or bad your health is TODAY

+ This scale is numbered from 0 to 100 85

+ 100 means the best health you can imagine
0 means the worst health you can imagine 88

« Mark an X on the scale to indicate how your health is TODAY

« Now, please write the number you marked on the scale in the box
below

73

70

65

5]

QUR HEALTH TODAY =

43

|||||||II|||1 ||r r1||1r|||||||||||||||||||||||1||||1|:[ ||||||r[r||||||||||||||||||||||1 LERRE LA |
2

) X |||||I||||||| Ll I.J|IJI.I|IIII|IIII|IIII|IIII|IIII|IIII| JI|IIII|IIII|IIII|IIII|IIII|IIIJ poalpns | =}

SAS code to calculate the utility index (based on the algonithm published by van Hout 2012)
1s presented in Table 3.
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Table 3: SAS code for deriving utility index from EQ-5D-5L for UK

SAS syntax crosswalk
values EQ-50-5L Unite
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8.5. APPENDIX E. PGIC anD PGIS

i -

Patient Global Impression of
Severity

Crogrees

Patient Global Impression of
Change

Frogyess
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LIST OF ABBREVIATIONS

Abbreviation Definition

ASCVD Atherosclerotic Cardiovascular Disease
CARES Core assessment of renal disease symptoms
Cl Confidence interval

CKD Chronic kidney disease

ECDF Empirical Cumulative Density Function

EFA Exploratory factor analysis

EOT End of treatment

EPDF Empirical Probability Density Function
EQ-5D-5L 5-Level EuroQol in 5 dimensions

FU Follow-up

HRCloL Health-related quality of life

hs-CRP high-sensitivity C-reactive protein

ICC Intraclass correlation coefficient

MCS Mental Component Score

ML Maximum likelihood

NDD-CKD Mon-dialysis-dependent chronic kidney disease
PAP Psychometric analysis plan

PCS Physical Component Score

PGIC Patient Global Impression of Change
PGIS Patient Global Impression of Severity
PRO Patient-reported outcome

PROMIS Patient-Reported Outcomes Measurement Information System
SAA Serum amyloid A

SD Standard deviation

SEM Standard Error of Measurement

SF-36 v2 Short Form 36-item health survey version
TS5 Total symptom score

ULS Unweighted least squares

Ziltivekimab Monoclonal antibody to IL-6
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1. INTRODUCTION

This document describes the rules and conventions to be used in the presentation and analysis
of patient-reported outcomes (PROs) data for the RESCUE study, Protocol Ziltivekimab-COR-
001-02. It describes the data to be summarzed and analyzed, including specifics of the
psychometric analyses to be performed. The psychometric analysis plan (FAP) will be finalized
prior to database lock. Any deviations from the PAP after database lock will be documented in
the final psychometric analysis report.

This psychometric analysis plan (PAP) is based on protocol version 5.0 dated 23 December
2019 and Amendments 1, 05 December 2018, 2, 24 January 2019, 3 16 Apnl 2019, 4, 25 June
2019, and 5, 23 December 2019.

2. RESCUE StuDY OVERVIEW

2.1. STuDY OBJECTIVES

2.1.1. PRIMARY OBJECTIVE

The primary objective of the RESCUE study is:

* To evaluate the effects of Ziltivekimab compared to placebo on markers of inflammation
such as high-sensitivity C-reactive protein (hs-CRP).

2.1.2. SECONDARY OBJECTIVES

The secondary objective is:

* To evaluate the effects of Ziltivekimab compared to placebo on two markers of
inflammation and cardiovascular risk: serum amyloid A (SAA) and fibrinogen.

2.1.3. EXPLORATORY OBJECTIVES

Other objectives are:

* To determine the pharmacokinetic, exploratory pharmacodynamics, pharmacogenetics
and effect of Ziltivekimab on inflammatory markers.

* To evaluate the effects of three dose levels of Ziltivekimab compared to placebo on
patient reported outcomes (PRO). Patient-Reported Outcomes Measurement
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Information System (PROMIS®) Fatigue 13a short form, selected items from the
PROMIS fatigue item bank, the Optum SF-36 v2® HealthSurvey, a Corvidia PRO, the
PROMIS interest in sexual activity item, the patient global impression of change (PGIC),
patient global impression of severity (PGIS), and the EQ-5D-5L.

= To evaluate the psychometric properties of the Corvidia electronic PRO (ePRO) items
(CARES), PROMIS Fatigue 13a short form, and selected items from the PROMIS
fatigue item bank, in Chronic Kidney Disease (CKD) patients.

2.2. SAMPLE SIZE

The primary efficacy endpoint is percent change from baseline in hs-CRP (average of the hs-
CRP value prior to randomization and Day 1) to Week 13 between each active group and
placebo.

Based on the observed treatment difference in percent change from baseline in hs-CRP of
60.74% between combined COR-001-01 active groups and placebo and the associated pooled
5D of 16.893% in hs-CRP at Week 4 from the final analysis of study COR-001-5SC1, a sample
size of 54 per group yields more than 99% power with 2-sided alpha=0.05.

Taking into consideration the dropout rate of 10% by the end of the study, a sample size of 60
per group is planned for this study. Accordingly, approximately 240 patients will be randomized
1:1:1:1 (60 per each treatment group) into the trial. Patient randomization will be stratified by
baseline hemoglobin (211 or <11 g/dL) and CKD stage (3, 4 or 5).

2.3. STuDY DESIGN

The RESCUE study is a randomized, double-blind, placebo-controlled trial designed to evaluate
the efficacy, safety, and pharmacokinetics of Ziltivekimab at three dose levels (7.5 mg, 15 mg
or 30 mg) compared to placebo in patients with stage 3-5 CKD, not on dialysis, who have
evidence of inflammation with high cardiovascular risk.

The primary, secondary, and exploratory endpoints will be analysed at 13 weeks of dosing and
then followed for additional exploratory efficacy analyses through Week 24. Selected efficacy
endpoints and safety assessments will be evaluated in the Follow-up Period Week 25 though
Week 32 (Figure 1).

Patients will undergo a Screening Period of up to 14-days during which inclusion and exclusion
criteria will be evaluated. Patients who meet all inclusion criteria and no exclusion criteria will
be randomized to one of three Ziltivekimab dose levels (7.5 mg, 15mg, or 30 mg) or placebo for
a 24-week Treatment Period. Patient randomization will be stratified by baseline haemoglobin
(211 or <11 g/dL) and CKD stage (3, 4, or 5).
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The patient will be randomized on Day 1 and the first dose of study drug should be administered
after all assessments are conducted. Doses of study drug will be administered every 28-days
for a total of 6 treatments (Weeks 1, 5, 9, 13, 17, and 21).

Figure 1: RESCUE Study Flow

Ziltvekimalb Dose Level 1, 2 or 3 (N=180); N=60 in each level

FPlacebo (N=6i)

Screening Treatment Period Safety F'Up
‘.mt = -1 |12 3 4 5 0] 7 8 9 10 |11VET 12 13ET
MNumber
Visit Day vy |a 113- | 141- | 155-| 162-

- - = 21 (29-35|43-49|57- 5 L 224
Window 14 7 |1| 8 9-35|43-49|57-63|85-91 119 | 147 | 161 | 168 190-196 | 218-224
Visit
Window 2 |1142] 42
Visit 2 ftl2 4| s | 7] 9 | 13|17 21|23 24E1| 28 | 32ET
Week

2.4. PATIENT-REPORTED OUTCOMES

2.4.1. PRO INSTRUMENTS

The following patient-reported outcomes (PRO) are collected in this study:
+ Corvidia ePRO (CARES)

+ Patient-Reported Outcomes Measurement Information System (FROMIS®) Fatigue 13a
short form

* Selected items from the PROMIS fatigue item bank
* PROMIS interest in sexual activity item

* Optum SF-36 v2® Health Survey

= EQ-5D-5L
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= Patient global impression of symptoms (PGIS) and Change (PGIC).

2411. CARES Corvidia

The CARES Corvidia ePRO - henceforth CARES - is a new PRO instrument under development
(Appendix A). It consists of 19 symptom items, with a 24-hour recall, asking patients to report
their worst level of that symptom in the past 24 hours on a numeric rating scale from 0 (no
symptom) to 10 (symptom as bad as | can imagine).

The symptom items cover physiological (Short Breath, Swelling, Fatigue, Weakness, Light-
headedness, Decreased Appetite, MNausea), psychological (Depression, Concentration,
Forgetfulness), Pain (Bone /[ Joints, MNerves, Muscle Cramps) and sensonal (Hand
numbness/tingling, Uncomfortable legs, ltching, Dry skin, Dry mouth, Cold) symptoms.

The instrument can be found in Appendix A.

2412  Short Form PROMIS Fatigue 13a and selected items from PROMIS Fatigue
Bank, PROMIS Interest in Sexual Activity ltems

The PROMIS Fatigue 13a short form contains 13 items that assess symptoms and impacts of
fatigue. The recall period is 7 days. Each item is rated on a five-point Likert scale ranging from
0 = “not at all” to 4 = “very much”. Higher scores in these items indicate worst fatigue, except
for items 7 (“l have energy”) and 8 (| am able to do my usual activities”) where higher score
indicates less fatigue.

In this study, three additional fatigue items were administered for further testing to account for
exhaustion, being physically drained, and impact on alertness, concepts that resonated with
patients during patient interviews but are not covered in the PROMIS Fatigue 13a short form.
Such combination is from now on referred to as PROMIS Fatigue.

A number of scales and subscales can be derived from the PROMIS Fatigue set:
* The original PROMIS Fatigue 13a scale;

= The fatigue scale using the whole PROMIS Fatigue item set (de novo 16-item short
form);

* Two subscales within the PROMIS Fatigue 13a scale, e.g.: 1) symptoms of fatigue and
2) impacts of fatigue;

= Two subscales within the PROMIS Fafigue set, e.g.: 1) symptoms of fatigue and 2)
impacts of fatigue.

The PROMIS Sexual Function and Satisfaction (PROMIS Sex FS) is a customizable, self-
reported set of measures that include 79 items covering 11 domains: interest in sexual activity,
lubrication, vaginal discomfort, erectile function, global satisfaction with sex life, orgasm, anal
discomfort, therapeutic aids, sexual activities, interfering factors, and screener questions. In this

Document.  MAConsulting\Projects\Corvidia
Biostatistics\01.Documentationi02. SAP\PAP\FinahCorvidia_RESCUE_PAP_FinalVv1.0_31Mar2020.

docx
Author: [ ] Yersion No: V1.0
Yersion Date: I1Mar2020
Template No.: | Reference: |G

Effective Date: 01Dec2018

Copyright © 2015 g Al right= reserved. The contents of this document are confidential and proprietary to
and its subsidiaries. Unauthorized use, disclosure or reproduction is strictly prohibited.

Approved on 02-Apr-2020 (Document ID_



Corvidia Therapeutics Inc.
PROTOCOL COR-001-02

Psychometric Analysis Plan Page 11 of 47

study only one item will be used: interest in sexual activity.

These three instruments will be administered together as shown in Appendix B.

2413, Short Form 36-item Health Survey, Version 2 (SF-36v2)

SF-36v2 is a self-report survey of functional health and well-being with 4 weeks recall period
[ClualityMetric 2011]. Responses to 35 of the 36 items are used to compute an 8-domain profile
of functional health and well-being scores.

The remaining item, referred to as the ‘Health Transition’ item, asks patients to rate how their
current state of health compared to their state of health 1 year ago, and is not used to calculate
domain scores.

The B-domain profile consists of the following scales: Physical Functioning (PF), Role
Limitations due to Physical Health (RF), Bodily Pain (BP), General Health Perceptions (GH),
Vitality (VT), Social Functioning (SF), Role Limitations due to Emotional Problems (RE), and
Mental Health (MH).

Psychometrically-based physical and mental health component summary scores (PCS and
MCS5, respectively) are computed from subscale scores to give a broader metric of physical and
mental health status. The instrument can be found in Appendix C.

2414 5-level EuroCol in 5 dimensions (EQ-5D-5L)

The EuroQol EQ-5D-5L has been designed as an international, standardized, generic
instrument for describing and valuing health-related quality of life, available in over 100
language versions.

The EQ-5D-5L self-report questionnaire consists of 5 items, one per domain, with a 5-point
scale and one visual analogue scale (EQ VAS) to rate health state from worst (0) to best (100).

The EQ-5D-5L includes domains for each generic health status measure: Mobility, Seli-care,
Usual Activities, Pain/discomfort and Anxiety/depression. For each question, there are 5 levels
of response, cormresponding to increasing levels of impairment (no problems, slight, moderate,
severe, and extreme problems or unable to perform activity) and coded 1 to 5.

A higher index indicates better quality of life. The instrument can be found in Appendix D.

2415 Patient Global Impression of Symptoms (PGIS) and Change (PGIC)

The Patient Global Impression of Severity (PGIS) is a self-reported measure of patient-
perceived overall symptom severity. The PGIS is a 5-point recall scale (from no symptoms to
very severe symptoms). Patients are asked to rate their overall severnity of symptoms in the 7
days prior a clinic visit.

The Patient Global Impression of Change (PGIC) instrument captures the patient's overall
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evaluation of response to treatment. The patient is asked to report the degree to which they
have changed since entering the treatment period using a 7-point scale (Very Much Improved
to No Changes to Very Much Worse).

The PGIC and PGIS are the most commonly used anchor-based methods of assessing clinically
important change and severity in which the external judgment of meaningful change is made by
the patient. The instruments can be found in Appendix E.

2.4.2. ASSESSMENT SCHEDULE FOR PRO INSTRUMENTS

Patient-reported outcomes will be assessed through a personal device supplied by Corvidia:
= At home daily on subject personal device: CARES;

= At the clinic PRIOR to dosing on subject personal device: PROMIS Fatigue, PROMIS
Interest in Sexual Activity item, SF-36v2, EQ-5D-5L, PGIC, PGIS .

CARES data will be collected at home on subject's personal device or one provided by Corvidia;
the questionnaire will be answered daily for 7 days prior to dose (Screening Day -7 to Day -1
prior to Dose 1 (Visit 1), Dose 2 (Visit 4), Dose 4 (Visit 7), and the last 2 weeks after Dose 6
(Visit 9).

The 5F-36v2, EQ-5D-5L and PGIC are to be collected on subjects’ devices at the clinic prior to
each dosing, e.g., Visit 1, Visit 4, Visit 7, and the last 2 weeks after Visit 9, except for PROMIS
Sex ltem (Only Week 24).

The PGIS will be collected at home on subjects’ devices on the last day of CARES assessment
period.

The schedule of assessment for all PRO instruments collected in different periods of the study
are shown in Table 1.

Table 1: Schedule of assessment for PRO instruments collected in the RESCUE study-
Randomization, treatment period, and follow-up

Study Period Screening Treatment Safety FiUp®
Visit Number -2 - 1 2 3 4 5 6 HNA T 8 9 10 1UET" | 12 13ET
Visit Week -2 - 1 2 4 5 T 9 12 13 17 21 23 24/ET 28 IZET
DOSING X X X X X X

CARES X X X X X

PROMIS X X X X X

Fatigue

::t‘:lrili:hlls Sex X X

SF-36v2 X X X X X
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EQ-5D-5L X X X X
PGIS X X X X
PGIC X X X
EFollow-Up.

“Early Termination.

3. OBJECTIVES OF THE PSYCHOMETRIC ANALYSIS

The aim of the psychometric analysis is to assess the psychometric properties of the CARES
and of PROMIS Fatigue scales.

Specific objectives are as follows:
* To evaluate item response distributional characteristics;

= To investigate the underlying structure of these PROs and to develop scale and/or
subscale scores;

= To evaluate the reliability (intemmal consistency reliability and test-retest reliability) of
CARES and of PROMIS Fatigue scale and/or subscale scores;

= To evaluate the construct validity of CARES and of PROMIS Fafigue scale and/or
subscale scores;

* To evaluate that changes in the patient's status are reflected in changes in the
CARESIPROMIS Fatigue scale and/or subscale scores (sensitivity to change);

= To estimate a threshold for clinically relevant change withing patients for the CARES
and of PROMIS Fatigue scale and/or subscale scores;

* To derive a definition for a symptomatic patient.

4. ANALYSIS TIMING

The psychometric analysis will be performed at the same time as the primary analysis of the
study, e g., once all subjects complete Visit 7 (Week 13). JJjjjij will perform the analysis using
blinded data and data will be collapsed across treatment groups for the purpose of the
psychometric analysis.

After the last subject completes the last visit, the final database will be cleaned and locked and
this data will be used to repeat the denvation of the clinically meaningful threshold (see section
7.3.4). There are no plans to repeat further psychometric analyses on the final database.
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5. ANALYSIS POPULATION

All PRO analyses described in this PAP will be performed on the ITT analysis population which
includes all randomized patients.

6. ANALYSIS VARIABLES

6.1. PRO VARIABLES

The scoring for each PRO instrument will be done according to the procedures described by
each PRO developer and license owner in the respective instruction manuals.

6.1.1. VARIABLES GENERATED FROM CARES

For each item, weekly scores will be derived as the average of the 7 consecutive daily scores
as follows:

Baseline = average of Day -7 to Day -1
Week 5 (Visit 4) = average of Day 22 to Day 28
Week 13 (Visit 7) = average of Day 78 to Day 84

If more than 3 daily scores out of the 7 days (=50%) within the weekly period are missing, then
the score is set to missing.

A bi-weekly score (the End of Treatment [EOT]; Week 24) will also be derived as the average
of Day 155 to Day 168. If more than 7 or more daily scores out of the 14 days (=50%) within the
bi-weekly period are non-missing, then the score is set to missing.

Preliminary scoring of the CARES includes the calculation of a Total Symptom Score (TSS).
Alternative means of scoring the CARES that are derived from the factor analyses and
conceptual considerations may also be defined if supported by the data and if the research
team considers these to be plausible and clinically useful altematives. The following conceptual
domains from CARES will be considered: physiological (Short Breath, Swelling, Fatigue,
Weakness, Light-headedness, Decreased Appetite, Nausea), psychological (Depression,
Concentration, Forgetfulness), pain (Bone / Joints, Nerves, Muscle Cramps), and sensorial
(Hand numbnessitingling, Uncomfortable legs, Itching, Dry skin, Dry mouth, Cold) symptoms.

In the preliminary scoring, the daily TSS will be calculated as the average of the 19 daily item
scores. A daily TSS score will be calculated if at least 10 out of the 19 items (= 50%) are non-
missing. The TSS weekly score will be calculated in the same fashion as the individual items.
Higher TSS indicate more symptoms/poorer outcomes.
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6.1.2. VARIABLES GENERATED FROM PROMIS FATIGUE AND PROMIS SEXUAL FUNCTION
AND SATISFACTION

The PROMIS Fatigue data is collected as a 7-day recall report from patients at Visit 1, 4, 7, 10,
and 11. The scoring manual for PROMIS Fatigue 13a short form can be found
at:http://www_healthmeasures.netimages/PROMIS/manuals/PROMIS_Fatigue_Scoring_Man
ual.pdf.

Each question from the PROMIS Fatigue 13a short form has five response options (1= Not at
all, 2=A little bit, 3=Somewhat, 4=Cuite a bit, 5=Very much). To use the scoring tables from the
PROMIS fatigue scoring manual, a summed score is calculated. The lowest possible summed
score is 13 and the highest possible summed score is 65. All questions must be answered in
order to produce a valid score using the scoring tables. Once calculated, the total summed raw
score is translated to a T-score. The T-score re-scales the raw score into a standardized score
with a mean of 50 and a standard deviation (5D) of 10. The T-score and standard error are then
used to calculate the 95% confidence interval around the observed score. The 95% confidence
interval is calculated as T-Score £1.96"5E. The T-score will not be calculated if a response is
missing for one or more question from the PROMIS Fatigue 13a short form.

In addition, preliminary scoring of the PROMIS Fatigue 13a includes the calculation of two
subdomain scores:

* Symptom score (5 symptom items):
o | feel fatigued
o | feel weak all over
o |feel listless (*washed out”)
o | feel tired
o | have energy
* Impact score (8 impact items):
o | have trouble starting things because I'm tired
o | have trouble finishing things because I'm tired
o lam able to do my usual activities
o | need to sleep during the day
o | am too tired to eat
o | need help doing usual activities

o | am frustrated by being too tired to do the things | want to do
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o | have to limit my social activity because | am tired

The subdomains will be calculated as the sum of the items in the corresponding subdomain.
The subdomain score will be calculated only if all items are answered.

Alternative means of scoring, by including also the additional PROMIS Fatigue items from the
ltem Bank, will be derived as follows:

= A total fatigue score using the items for the PROMIS Fatigues 13a and the additional
three items form the ltem Bank (de novo 16 item short form)

* Symptom score (8 symptom items):
o | feel fatigued
o | feel weak all over
o |feel listless (*washed out”)
o | feel tired
o | have energy
o FATEXP36: How exhausted you are on average?
o FATEXP43: How physically drained were you on average?
o  FATEXP52: To what degree did your fatigue make you feel less alert?

Alternative means of scoring can be derived from the factor analyses using the full set of
PROMIS Fafigue items (inclusive of items from the Item Bank) to identify plausible and clinically
useful alternatives.

An EOT assessment (Weeks 23 through 24) will be derived for the hypothesized scores as the
mean value of the two assessments at Week 23 and Week 24. In case only one assessment is
available, this will be used as the EOT assessment.

6.1.3. VARIABLES GENERATED FROM SF-36v2

The scoring for SF-36 v2 instrument will be done according to the procedures described by the
developer and license owner in the instruction manual. Scores for the scales (HT, GH, PF, RP,
BP, MH, SF, RE, VT) as well as the summary scores (PCS5, MCS5S) will be denived. For the
psychometric analysis only the baseline scores will be used.

6.1.4. VARIABLES GENERATED FROM EQ-5D-5L

No derivation is required for the EQ-5D-5L. The scores for the 5 domains (Mobility, Self-care,
Usual Activities, Pain/discomfort and Anxiety/depression) and EQ-5D VAS will be as reported.
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Missing data for individual items will not be imputed. For the psychometric analysis only the
baseline scores will be used.

6.1.5. VARIABLES GENERATED FROM PGIS AND PGIC
The PGIS and PGIC are single-item questionnaires. Therefore, they do not require any

manipulation to derive scores.

To be noted that PGIS is collected on the last day of CARES assessment period. To be in line
with the visit label used for CARES, we will label the PGIS assessment as Week 13 (Visit 7) as
well.

6.2. CLINICAL OUTCOME VARIABLES

Demographic and clinical data will be used to characterize the sample, as follows:
= Age (years)
» Sex
» Race
* Baseline Hemoglobin (>=11 or <11 g/dL)
= CKD Stage (Stage 3, Stage 4, or Stage 5)

The clinical variable that will be used in the psychometric evaluation is the total plasma level for
the hs-CRP Protein.

6.3. GENERAL VARIABLES AND DEFINITIONS

6.3.1. BASELINE

The baseline for CARES will be defined as the weekly-average of the daily measurements over
the 7-day period immediately preceding randomization day (i.e., study days -7 through -1), e.g.,
the second week of the screening period.

For all other PRO instruments, except PGIC, the baseline is defined as the measurements camed
out at clinic prior to first dose of the study drug, scheduled for the 1= day of the Treatment Period.
There will be no baseline assessment for PGIC.
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6.3.2. DERIVED TIMEPOINTS

The EOT assessment for CARES will be defined as the bi-weekly average of the daily
measurements over the 14-day period leading to the end of the treatment period (i.e., study days
155 through 168).

For the PROMIS Fatigue items, the EOT assessment will be calculated by average of the data
collected at Visit 10 and Visit 11 (Weeks 23 and 24). In case only one assessment is available,
this will be used.

For the PGIC and PGIS instruments, the EOT assessment will be represented by the
measurements carried out at clinic visit in the last week of the treatment period (Week 24).

7. STATISTICAL METHODOLOGY

7.1. GENERAL CONSIDERATIONS

Summary statistics for continuous data will include the number of observations (N), mean,
standard deviation (SD), median, first and third quartiles, minimum (min), and maximum (max).
Categorical data will be described by the number (n) and percentage (%) of patients in each
category. Missing and invalid observations will be tabulated as separate categories. The
calculation of proportions will not include the missingfinvalid category, unless specified
otherwise.

Statistical comparisons will be made using two-sided tests at the a = 0.05 significance level
unless stated otherwise. Due to the exploratory nature of these analyses, no adjustments for
multiplicity will be performed. For point estimates, 95% confidence intervals will be used.

The psychometric analysis will be performed on the pooled treatment arms.
7.2. STUDY SUBJECTS

7.2.1. PRO COMPLETION

The completion rate for CARES will be defined as the total number of actual completed diary
entries divided by the expected number of diary entries in a given time period (total number of
days X number of patients expected to complete the instrument). Specifically, completion rate
will be evaluated for the baseline period (Day -7 to Day -1), in the weeks prior to each clinic visit
for administration of dosage (Day 22 to 28 [Week 5] and 78 to 84 [Week 13]).
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For the PROMIS Fatigue, PROMIS Sexual Interest, PGIC and PGIS, completion rates will be
calculated as the total number of actual completed clinic visit entries divided by the expected
number of patients taking part in the scheduled clinic visit.

7.2.2. DEMOGRAPHICS AND BASELINE CHARACTERISTICS

The demographic and patient baseline characteristics are analyzed in the clinical SAP and will
not be repeated herein.

7.3. MEASUREMENT PROPERTIES ANALYSES

The analyses described below follow best practice guidelines for the psychometric analysis of
PRO measures according to the FDA guidance [FDA 2009, FDA 2019].

7.3.1. DESCRIPTIVE ANALYSES

Descriptive statistics for CARES, PROMIS Fatigue, PROMIS sexual function and satisfaction,
PGIC, and PGIS will be assessed by evaluating the following at baseline, Visit 4, and Visit 7:

= Counts and percentages for each response option per item, including a stacked column
chart of the distribution of responses

* Summary statistics for each item of CARES, PROMIS Fatigue, PROMIS sexual function
and satisfaction

= Summary statistics for each scale/domain and total score of CARES and PROMIS
Fatigue

ltem descriptive analyses will be examined for CARES and PROMIS Fatigue for item removal,
combined with qualitative evaluation. Specifically, items with floor or ceiling effect (e.qg., tems
that are disproportionately rated at either extreme of their rating scales by patients at baseline
and/or after treatment) will be considered as candidates for item reduction. ltem-to-ltem
Carrelations for CARES and Promis Fatigue ltems

The purpose of item-to-item correlation analyses is to evaluate inter-relationships among items
to determine the extent and degree of correspondence and discordance between items, and
whether those patterns are consistent with hypothesized expectations based on the item
content.

Spearman rank correlation coefficient will be calculated using baseline data to examine the
inter-relationships among items for CARES (ltems 1 to 19) and among PROMIS Fatigue ltems
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(Fatigue 13a ltems 1 to 13, Fatigue Bank ltems FATEXP36, FATEXP43 and FATEXP52).

Caorrelations greater than 0.4 may provide support for combining items into a multi-item scale.
ltems with coefficients greater than 0.9 and/or less than 0.1 may be considered for item removal.

7311, CARES

The CARES instrument is organized thematically in different sets of symptoms. ltems 1to 7
describe a set of physiological symptoms (Short Breath, Swelling, Fatigue, Weakness, Light-
headedness, Decreased Appetite, Nausea). ltems 8 to 10 cover psychological issues
(Depression, Concentration, Forgetfulness). ltem 11 to 13 describe pain (Nerve, Bones/Joints,
Muscle Cramps).

The remainder of the items cover a variety of sensorial symptoms that can be loosely described
as a sensation of uncomfortableness, mostly associated with the skin and terminal nervous
system (Hand numbnessftingling, Uncomfortable legs, ltching, Dry skin, Dry mouth, Caold).
Caorrelations may vary accordingly in a non-predictable manner.

7.3.1.2. PROMIS Fatigue

The combined set of fatigue items is quite homogeneous with regards to the topics investigated.
Specifically, the fatigue Bank additional items may be reasonably perceived as ‘general feelings
of fatigue/exhaustion and therefore be strongly correlated with the short form 13a ltems. It is
expected that these items will show strong correlations (above 0.50) across the items.

7.3.2. EXPLORATORY FACTOR ANALYSIS

An exploratory factor analysis (EFA) will be carried out for the items of CARES and PROMIS
Fatigue to test the measurement model. EFA is a model of the measurement of a latent
variable. This latent variable cannot be directly measured with a single vanable. Instead, it is
seen through the relationships it causes in a set of variables. The relationships between the
factor(s) and each variable are weighted, and factor analysis calculates the optimal weights.

The Kaiser-Meyer-Olkin measure of sampling adequacy will be used to evaluate the strength of
the linear association among the items in the correlation matrix. The KMO measure can range
between 0 and 1. The standard threshold value for sample adequacy is above 0.6, with 0.8 and
above being ideal [Pett et al. 2003].

Both the maximum likelihood (ML) and the unweighted least squares (ULS) extraction method
will be used in this study. ML is the most frequently used factor extraction methods. However,
it does require the assumption of multivariate normal distribution of the variables. If the
assumption of multivanate normality is severely violated (e.g., skewness < -1 or = 1), Fabrigar
et al. 1999 and Nunnally and Bernstein 1994 recommend using ULS.

The symptoms investigated in the two PROs under investigation are expected to be associated
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which each other. We expect the underlying domains to be comrelated. Accordingly, the EFA will
be executed using a PROMAX rotation. The number of factors will be determined using
established methods (Eigenvalues assessments, scree-plots).

The PROC FACTOR procedure in SAS will be used to perform the EFA.

A total summary scale or set of scales will be proposed in light of the factor loadings and clinical
and conceptual considerations. The score(s) developed as psychometrically sound will be used
to evaluate efficacy.

Data distributions and correlations with other PROs will then be carried out for the proposed
CARES and PROMIS Fatigue scales and/or subscales as described in sections 7.3.1and 7.3.2.

7.3.3. ITEM-TOTAL CORRELATIONS FOR CARES AND PROMIS FATIGUE

Caorrelations between items and scales derived using the preliminary algorithm and possible
alternative structures selected from the factor analysis will be assessed using baseline data.
The multitrait-multimethod approach will be applied to assess the association of items with their
hypothesized scales (item removed) and the association of items with other scales. Spearman
rank correlations will be estimated for this analysis. ltems are expected to have a correlation
coefficient =04 with their hypothesized scales (convergent validity) and to have a higher
cormrelation with their hypothesized scale than with any other scale (divergent validity).

ltem-total comrelations will be considered adequate if the Spearman rank correlation coefficient
values are at least 0.40. Any low item-total correlations will be flagged, and item removal will be
considered, as it may indicate inadequate scale validity. Any large correlation coefficient (e.qg.,
= 0.90) might suggest redundancy, marking the item as a candidate for elimination or
modification.

7.3.1. RELIABILITY

7.3.1.1. Test-Retest Reliability

Test-retest reliability (i.e., the stability of an instrument over time) will be assessed using intra-
class correlation coefficients (ICCs) between two time points (“test” and “retest”), employing
form 2.1 as described by Shrout and Fleiss 1979 For CARES, two sets of data will be examined:
for the 7 days prior to treatment on Day 1 for all patients and Visit 4 period for patients
considered to be in a stable condition, as descrnbed below. For PROMIS Fatigue only the
second set of data will be used, e.g., using patients considered to be in a stable condition.

Systematically selected days

The last 7 days before Day 1 will be considered to define the test and retest time points for
CARES collected via eDiary. Test and retest periods will be defined using two consecutive days
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from the baseline period (Day -6 to Day 1). The following pairs of consecutive days will be
evaluated: Days -6 and -5; -5 and 4; -4 and -3; -3 and -2; -2 and -1; -1 and 1.. This analysis will
be performed for CARES only.

Stable condition defined using PGIC

Only those subjects reporting “no change” from baseline on the PGIC at Visit 4 will be included.
Period 1 (i.e., test) will defined as baseline and Period 2 (i.e., retest) will be defined as Visit 4.

Stable condition defined using PGIS

Only those patients reporting no change on the PGIS, i.e_, those that report the same severity
level from baseline to Visit 4, will be included for test-retest investigation. Period 1 (i.e., test) will
be defined as baseline and period 2 (i.e., retest) will be defined as Visit 4.

Test-retest reliability will be tested for each multi-item scale/domain as defined by the review of
EFA results and total scores. ICC values of 0.40-0.75 will be considered to represent fair to
good reliability and values =0.75 represent excellent reliability.

7.3.1.2. Internal Consistency Reliability

Internal consistency reliability of each multi-item scale/domain score as identified by EFA results
will be estimated using Cronbach’s Alpha. Cronbach’s Alpha, which ranges from 0 to 1, where
“1" equals perfect reliability, is based on the average inter-item correlation and the number of
items. Minimum values equal to or greater than 0.70 have been recommended for group level
comparisons.Error! Bookmark not defined. Internal consistency will be tested for each d
omain of the CARES and PROMIS Fatigue, as well as for their total scores.

Internal consistency will also be assessed with the Cronbach Alpha statistics with Item Removal.
Alpha will be estimated for each item and compared with the same statistic for the full set of
items. ltems that do exhibit a strong drop in the Alpha value compared to the full set value
should be selected for retention. Conversely items with alpha values for which there is small or
no change from the full set value should be considered for removal.

7.3.2. CONSTRUCT VALIDITY

Validity refers to the evidence that the CARES and PROMIS Fatigue measure what they are
designed to measure in the population for which it is intended. Construct validity is an
experimental demonstration that the CARES and PROMIS Fatigue measures the core
constructs of the symptoms of NDD-CKD patients at advanced stage. Three forms of construct
validity will be examined: convergent, divergent, and known group validity.
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7.3.21. Convergent and Divergent Validity

The Spearman Rank correlation coefficient will be used to evaluate convergent and divergent
validity. Convergent validity refers to how well constructs that theoretically should be related to
each other are observed to be related. Divergent validity can be viewed as the counterpart to
convergent validity; it assumes that constructs theoretically unrelated to each other will be
observed to be unrelated and will have low correlations.

Caorrelations between the CARES and PROMIS Fatigue with the SF 36V2, EQ-5D-5L, and PGIS
will be examined at Baseline. It is expected that there would be moderate to high correlations
between domain and total scores of similar content across the assessments, and low
cormrelations for non-overlapping domains.

PROMIS Fatigue items 7 and 8 are keyed in the opposite direction of the remaining items and
of those in the other instruments. Accordingly, those items should, regardless of the magnitude,
show a negative correlation with other items and instruments.

7.3.22. Moderate Correlations
These are expected for CARES Tiredness (1, 2, 3, 4, 5) with the following domains:
= SF-36 v2: HT, GT, PF, RP, PCS, BP, MH , SF, RE, MCS
= EQ-5D-5L: Mobility, Selfcare, Activity, Pain, MH
= PGIS
and for CARES ltems Gastrointestinal (6, 7) with the following domains:
= SF-36 v2: HT, GT, PF, RP, PCS, BP, MH , SF, RE, MCS
= EQ-5D-5L: Pain, MH
= PGIS
and for PROMIS Fatigue Items 1 to 4 with:
= SF-36 v2: PF, RP, PCS, MH, RE, VT, MCS
= EQ-5D-5L: Mobility, Selfcare, Activity, Mental Health

7.3.2.3. Lowto Moderate Correlations

These are expected for CARES ltems Mental Health (8, 9, 10) and Pain (11 12, 13) with the
following domains:

« S5SF-36 v2: HT, GT, PF, RP, PCS, BP, MH , SF, RE, MCS
= EQ-5D-5L: Mobility, Selfcare, Activity, Pain, Mental Health
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= PGIS

and for PROMIS Fafigue Items 5 to 16 with:
= SF-36 v2: PF, RP, PCS, BP, MH , SF, RE, MCS
« EQ-5D-5L: Selfcare, Activity, Mental Health

7.3.24  Low Correlations
These are expected for CARES ltems Discomfort (14 to 19) with the following domains:
= EQ-5D-5L: Mobility, Selfcare, Activity
and for PROMIS Fatigue Items 1 to 16 with:
= SF-36 v2: HT, GH, BP
« EQ-5D-5L: Pain
= PGIS

7.3.25 Known-Groups Validity

The purpose of the known-groups validity is to assess the degree to which the measure can
distinguish among groups of subjects hypothesized to be different in concepts of interest. In the
case of the RESCUE tnal there are several concepts of interests.

The known-group analysis will accordingly refer to the following three grouping crteria:
* Hemoglobin: High (=11 g/dL) Vs. Low { <11 g/dL)
 CKD Stages: 3vs.4orb

= PGIS: groups will be defined at baseline by PGIS (None, Mild, Moderate, Severe, Very
Severe)

For the PGIS classification, adjacent groups may be combined if the sample size of a particular
category is <10 patients.

Known-group validity for the Hemoglobin and CKD Stage groups will be tested with a group
mean t-test with alpha = 0.05 level for the CARES and PROMIS Fatigue total and subscale
scores.

PGIS groups will serve as the independent varnable in an analysis of vanance (ANOVA) with
alpha = 0.05 level, and the CARES and PROMIS Fatigue total and subscale scores will serve
as dependent varables. Kruskal-Wallis test, a non-parametric alternative to ANOVA, will be
conducted if group data for any group criteria are not reasonably balanced.

Box-plots of the CARES and PROMIS Fatigue total and subscale scores for each group will be
also presented to highlight the degree of separation and heterogeneity between the scores’
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distributions across groups.

7.3.3. SENSITIVITY TO CHANGE

Sensitivity to change is the ability of an instrument to measure change in a state regardless of
whether it is relevant or meaningful to the decision maker. Sensitivity to change will be examined
using one-way analysis of covariance (ANCOWVA). Subjects with baseline and Visit 7 data will
be included in the analysis.

The dependent variable will be the change from baseline to Visit 7 in the CARES and PROMIS
Fatigue total and subscale scores. The responder group will be formed using the PGIC and
PGIS scores. The model will include the “responder” factor as a fixed factor and the analysis
will be controlled for the baseline PRO scores. Separate models will be considered for each
CARES and PROMIS Fatigue total score and EFA-based scales.

Using the PGIC, the following three groups will be created using the PGIC score at Visit 7:

= ‘Improved’ group will include those participants who answered “Very much better”,
“Moderately better”, and “A little better”.

= 'No change’ group will include those participants who answered ‘0= No change’.

= ‘Worsened' group will include those participants who answered “Very much worse”,
“Moderately Worse”, and “A little worse” .

Using the PGIS, the following three groups will be created using the PGIS score at Visit

* Improved is defined as patients with an improvement on their PGIS of at least one level
from baseline to Visit 7

« Worsening is defined as patients with a worsening of at least one level from baseline to
Visit 7
= Unchanged is defined as patients with same PGIS score at Visit 7 and at baseline

The analysis will be performed on groups with =10 patients and adjacent groups may be
combined if there are <10 patients. Separate models will be considered for each “responder”
group definition.

The model will present least squares (LS) mean estimates, standard errors, 95% confidence
intervals (Cls) and p-values. The analysis of variance will be conducted using the PROC GLM
procedure in SAS.

7.3.4. MEANINGFUL CHANGE

Individual-level thresholds of meaningful change will be explored. To identify patients who
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experienced a significant improvement in their symptoms over the course of treatment, a
responder definition will be determined to characterize a meaningful change in the scores of the
CARES and PROMIS Fatigue measures. Anchor-based and distribution-based methods, as

well as graphical displays, will be used to support the interpretation of possible treatment
benefits as reflected in the CARES and PROMIS Fatigue scores. These approaches will help

characterize the amount of change important to patients on these dimensions (as recommended
in the FDA PRO guidance [FDA 2009; FDA 2019]).

Thresholds will be estimated for the CARES and PROMIS Fatigue total score and scales and/or
subscales obtained from the EFA.

7.3.4.1. Distribution-Based Approach

The following two distribution-based approaches will be applied to the baseline CARES and
PROMIS Fatigue total scores and EFA-based scales.

One-half standard deviation (SD):
5D of Baseline PRO scores will be computed and divided by 2

1 standard error of measurement (SEM):

SEM = SD,_ 0. *1-1,

where SDpasaine = SD at Baseline and r = the reliability (internal consistency) of PRO scale
score at Baseline

7.342  Anchor-Based Approach

In the anchor-based approach, the PGIS and PGIC will be used. Specifically, subjects will be
classified in groups to provide a clearer difference between subjects who have and have not
experienced meaningful change according to the anchors. Meaningful change thresholds will
be derived using each level of the PGIS and PGIC. If the sample size within a response category
is too small, grouping of the response categories will also be considered as indicated in Table .

Table 2 Categories for change in PGIS and PGIC

Instrument Category Definition
PGIS at Visit 7 Un-collapsed Categories
Improved 4 categories CFB =4
Improved 3 categories CFB =3
Improved 2 categories CFB =2
Improved 1 categories CFB =1
Mo Change CFB =0
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Instrument Category Definition
Worsened 1 category CFB =+1
Worsened 2 categories CFB =+2
Worsened 3 categories CFB =+3
Worsened 4 categories CFB =+4
Collapsed Categories
Improvement CFB < -1 point
Mo Change CFB=0
Worsening CFB =+1 point

PGIC at Visit 7 Un-collapsed Categories

Very much improved

Rating “very much better”

Much improved Rating “moderately better”
Minimally improved Rating “a little better”

No change Rating “no change”
Minimally worse Rating “a little worse”
Much worse Rating “moderately worse”
Very much worse Rating “very much worse”

Collapsed Categories, 5 categories

Very much improved

Rating “very much better’

Improvement Rating of “a little better” and “moderately better”
No change Rating of “no change”

Worsening Rating of "a little worse” or “moderately worse”
Very much worse Rating “very much worse”

Collapsed Categories, 3 categories

Improvement Rating of “a little better”, “moderately better” or
“very much better”

No change Rating of “no change”

Worsening Rating of “a little worse” or “moderately worse”

or “very much worse”

CFB=Change from baseline at Visit 7.

The change in the CARES total score and EFA based scales from baseline (average of Day -7
to Day -1) to the Visit 7 (average of daily measurements from day 78 to day 84) will be used in
the anchor-based analyses.

The same procedure will be applied to the PROMIS Fatigue total score and EFA-based scales
using the matching 7-day recall measurement at baseline and Visit 7.

The adequacy of the anchors proposed above is explored with the Spearman correlations
between the change from baseline to Visit 7 in CARES and PROMIS Fatigue total score and
EFA-based scales. If the correlation coefficient =0.30, it will be emphasized in the interpretation
of the results.
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The following descriptive analyses will be conducted:

* Descriptive statistics for changes in the CARES total score and EFA-based scales from
baseline (average of Day -7 to Day -1) to the Visit 7 (average of day 78 to 84).
Descriptive statistics will be conducted for all categories as described in Table .

= Descriptive statistics for changes in the PROMIS Fatigue total score and EFA-based
scales from baseline to the Visit 7. Descriptive statistics will be conducted for all
categories as described in Table .

* Empirical cumulative distribution function plots (eCDF) and smooth Probability Density
Functions (PDF) will be presented for each CARES and PROMIS Fatigue total score
and EFA-based scales.These curves will be generated for all categories as described
in Table .

Furthermore, two descriptive tables will be generated to display change in the PRO scores from
baseline at Visit 7 by baseline PGIS. This will be conducted separately for patients who
achieved a 1-category and 2-category PGIS decrease at Visit 7 from baseline. Change scores
will be categorized by percentiles: 10th, 25th, median, 75th, and 90th. Four baseline PGIS
categories (i.e., mild, moderate, severe, very severe) will be used for the 1-category PGIS
decrease analysis, while three categories for baseline PGIS (i.e., moderate, severe, very
severe) will be used for the 2-category PGIS decrease analysis.

The various estimates from the different streams of evidence (distribution methods and anchor
methods,) will be tabulated and will be examined for convergence in an effort to triangulate onto
a single threshold value that represents meaningful within-patient worsening/improvement.
However, if this is not possible, a range of thresholds will be considered.

The results of the anchor-based analyses (original, un-collapsed PGIS categories) will be
considered primary when making decisions regarding the clinically meaningful worsening and
clinically meaningful improvement thresholds and will be supplemented with eCDF and PDF
curves. The primary anchor to establish the meaningfulness of deterioration or improvement in
patient scores over time is PGIS. Specifically, our a priori definition of clinically meaningful
deterioration threshold will be change from baseline of +1 points on the PGIS; and the a priori
definition of clinically meaningful improvement threshold will be change from baseline -1 points
on the PGIS. However, the results from other analyses will also be considered.

The eCDF and ePDF plots will be visually examined to explore the data across a range of
thresholds to ensure there is separation in the curves between the anchor groups and to
examine the proportion of subjects experiencing up to that change at various thresholds. The
eCDF displays a continuous plot of the change from baseline on the horizontal axis and the
cumulative percent of patients expeniencing up to that change on the vertical axis. The eCDFs
and PDFs are mathematically related, displaying a distribution of PRO change score in different
but complementary ways. eCDF plots optimally display the cumulative probabilities of change
across the entire distribution and provide insight into the percentiles (e.g., median) of the PRO
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changes. PDF plots optimally display the moments of a distribution, such as the mean and
variability.

7.3.5. CLASSIFICATION BY PATIENT SYMPTOMATOLOGY

One of the objectives of the interim blinded PRO data analysis of RESCUE data is to
characterize patient symptomology, such that two classes of patients can be defined: low
symptom burden (or non-symptomatic) and high symptom burden (or symptomatic).

The investigation will rely on quantitative approaches and will be also reviewed on the basis of
qualitative considerations. This analysis will be exploratory in nature and iterative. Two methods
will be considered:

* Cluster analysis (see section 7.3.5.1)
= Anchor analysis (see section 7.3.5.2)

The two symptom classes resulting from the above methods will be investigated for differential
response patterns, by means of profile analysis (see section 7.3.5.3).

7.3.5.1. Cluster analysis

Cluster analysis will be performed to identify subgroups of patients who differ meaningfully on
symptoms at baseline. The items and/or scales to be used for cluster analysis will be determined
following an examination of the results of the descriptive analyses, item-to-item correlations,
and EFA. The analysis will be performed separately for CARES and PROMIS Fatigue.

Two Cluster Analysis methods may be used: hierarchical clustering and k-means (or k-medoids)
clustering. The initial cluster centres may be based on prototypical (clinically meaningful)
“symptomatic”, “non-symptomatic” etc. cluster centres. The algorithm from the k-means cluster
analysis establishes an initial set of cluster means then assigns each case (i.e., patient) to the
closest cluster mean. Altemnative clustering algorithms may be used as appropriate given the
features of the response. A two-cluster solution will be specified to aid in interpretation.

7.3.52. Anchor analysis

An external anchor, specifically PGIS will be used to inform the definition of a sufficiently
symptomatic patient. Specifically, the median baseline score for those who reported “mild”,
“moderate” or “severe” severity on the PGIS at screening will used as a threshold for significant
symptom burden. Patients will be further classified as “non-symptomatic” if their baseline score
is < threshold and as “symptomatic” if their baseline score is = threshold.

The analysis will be performed separately for each scale/subscale of CARES and PROMIS
Fatigue.
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7.3.53. Profile analysis

The cluster analysis and the anchor analysis will identify patient profiles (symptom classes)
based on shared symptoms at baseline. Differential response patterns will be assessed.
Specifically, the following will be presented:

= A table with descriptive statistics for the PRO scores and a line graph with mean values
and corresponding 95% confidence intervals (Cl) by symptom classes and each visit
(e.q., at baseline, Visit 4 and Visit 7).

= A table with descriptive statistics for the change from baseline in PRO scores by
symptom classes and each visit (e_g., at baseline, Visit 4 and Visit 7).

* A cumulative distribution plot showing a continuous plot of the absolute change from
baseline during the study for the PRO scores on the X-axis and the cumulative percent
of patients experiencing that change on the Y-axis will be presented by symptom classes
at Visit 7.

In addition, a mixed model for repeated measures (MMRM) will be used to evaluate change
from baseline to Visit 7. The model will include variables for baseline hemoglobin (== 11 or <
11 g/dL), CKD Stage (3, 4 or 5), symptom class group, visit and treatment group-by-visit
interaction as categorical fixed effects, baseline value and baseline-by-visit interaction will be
included as covariates. The least squares means for each symptom class group, the least
squares mean differences between symptom class groups along with the associated 95%
confidence intervals (Cls) and p-values will be presented.

The analyses will be conducted using PROC MIXED in SAS. An unstructured covariance matrix
will be used to model the within-subject correlation. The Kenward-Roger approximation will be
used to adjust the denominator degrees of freedom. The analysis will be performed based on
all observed post-baseline scores without any imputation of missing data. In the case when the
MMRM fails to converge using an unstructured covariance matrix in any stage, a less stringent
covariance matnx (e.g., autoregressive 1) will be used.
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APPENDIX A: CorvIDIA EPRO (CAREYS)

Symptom Inventory Symptom Inventory
n =
11 & = —
Progress A
During the past 24 hours
nstructions

Rate your worsi shortness of breatt
Pleaze tell us about your chronic kidney diseaze

symptoms duning the past 24 hours Selerted Value

[o]1]2[3]a]s]6]7]a]9 10|
1

L Shorineis
shortness of breath
Please click the Mext button below o continue of breath s badd as
| can imagine
Symptom Inventory Symptom Inventory
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= Progress

Progress

During the past 24 hours
During the past 24 hours
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Symptom Inventory Symptom Inventory
| 5/a0 | & [ TEUR— &
Progre=s Frogress
During the past 24 hours During the past 24 hours
Rate your worst weakness Rate your worst light-headedness [ dizziness
Selected Value selecia )
[o[1]2[3]a]s]e[7[8[o]10] ola[alalslslely]slolm
Mo light- Light-headedmess
Ho Weakness headedmess / dizziness
wieakness as bad as dizziress as bad as
| can imagine | can bmagine
Symptom Inventory Symptom Inventory
S = T &

Frogress Progress

During the past 24 hours During the past 24 hours

Rate your derreased appette

Rate your worst nausea
5 ted Walus

lol1/2]3]4/5]/6|7]|8]9]10
] ]

Selected Value

o/1|2[3]a|s]|6]7/8][9]10
I

No Decreased
decreased appetite Mo Nausea
appetite as bad as nauses a8 bad as
1 can Imagine | can imagine
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Symptom Inventory

T T— &

Progress
During the past 24 hours
Rate your worst feeling of depressed mood

Selected WValue
l0[1][2]3]a]5]6[7]8]9]10|

1
Mo Feeling of

feeling of depressad mood
depressed as bad as
maad I can imagine
et =¥

Symptom Inventory

Progress

£

During the past 24 hours
Rate your forgetfulness.

Selected Value
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No Forgetfulness
forgetfulness a5 bead as
| can imagine

Symptom Inventory
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Progress

During the past 24 hours
Rate your worst difficulty concentrating
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Ne Difficulty
difficulty comentrating
concantrating as bad as

| can imagine

Symptom Inventory
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Progress

During the past 24 hours

Rate the waorst pain in your bones £ joints

Selected Value
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Symptom Inventory

—— e ®

Progress

During the past 24 hours
Hate your worst nerve pain

Selected Value

(0]1]2[3]a[s[6]7]8]9]10]
I

o Merve pain
nerve pain s bad as
1 can imagine

Symptom Inventory

Progress

During the past 24 hours

Rate the worst numbness / tingling in your hands
or feet

Selected Value

lol1]2]3]a[5]6[7]8|9]10
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No Numbness /
numbness [ tingling in

tingling bn hands or fest
hands or fest as bad as

Mext =»

Symptom Inventory

——————————— &

Progress

During the past 24 hours
Rate your warst muscle cramps

Selected Yalue

lo[1]2[3]a[5]6]7[8]9]10]
]

Mo Mlusiche
musele cramps
cramps as bad as

| can imagine

=

Symptom Inventory

16120

Progress

During the past 24 hours

Rate your worst uncomfortable sensabon in yaur

legs
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Symptom Inventory

17120 E
Progress

During the past 24 hours
Rate your worst itching
Selected Value
lof1]2[3]a[s[6]7[8]9]10]
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Itching as bad as
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Symptom Inventory
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Progress

During the past 24 hours
Hate your worst feeling of dry mouth

Selected Value
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Symptom Inventory

1820 =

FProgress

During the past 24 hours
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Mo Dy skin
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Symptom Inventory

Progress

During the past 24 hours
Rate your worst difficulty with tolerating cold

Selected Walue
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Mo Feeling of L] Difficulty with
feeling of dry mouth difficuliy with tolerating cold
dry mauth as had as tolerating cold as bad as

| can imagine | ean imagine
Mext =»

Document.  MAConsulting\Projects\Corvidia
Biostatistics\01.Documentationi02. SAP\PAP\FinahCorvidia_RESCUE_PAP_FinalVv1.0_31Mar2020.
docx
Author: [ ] Version Mo: V1.0

IMMar2020
Reference: |

Yersion Date:

Template No.: |
Effective Date: 01Dec2018

Copyright © 2015 g Al right= reserved. The contents of this document are confidential and proprietary to
and its subsidiaries. Unauthorized use, disclosure or reproduction is strictly prohibited.

Approved on 02-Apr-2020 (Document ID_



Corvidia Therapeutics Inc.
PROTOCOL COR-001-02

Psychometric Analysis Plan Page 37 of 47

APPENDIX C: SHORT FORM 36-ITEM HEALTH SURVEY V2 (SF-36Vv2)

vour Healtl 1 W' ell-Beir n general, would you say your health is

ompared to one year ago, how woald you
sbe your health in general pow
10 Iry ek O Yo W IEW bt T
ey ! ! ) Excellent
health. This information will help keep track of
Miuich betiar mow than one yesr sgo
e wall yau are able 1o
T sl activifies hank you for Yiery good
mpleting this surey Somewhat befter now than one year ago
Aol 1 same &% one year 3o
r each of the fo uest ai
vz one res at best descri Somewhat worsa now Tan Goe y9ar 8go
r SrSwWer

Much worse now than cne year ago
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I i i — i o5 your health T it g ir et your health now limil T
i Juing cald 1 i h as moving a table, pushing
bjects, participating ir I b wyilF
a, | ¥ ¥ 1
0 L It i Bt woid
I ) R Yes, imibed a lot Yo hmited a bl
Yes, Brrited a liflle Yeou levabed a ke

Ha, rad mited al al Mo, ot mated at al

¢ Back Mext » € Back Mext >
Does your bealth oo limid vow in lifting ar Cioeea yiour health now limit you in climbing Cioeea yiour health now limit you in climbing
carTying groceries? I so, how much? several flights of stairs? If o, how much? pe flight of stairs? If 20, how much?

¥es, limied a ot ¥es, limied a ot ¥es, limied a ot

Y, limibed o linthe Y, limibed o linthe Y, limibed o linthe

Mo, not limied at al

Mo, not limied at al Mo, not limied at al

Document.  MAConsulting\Projects\Corvidia
Biostatistics\01.Documentationi02. SAP\PAP\FinahCorvidia_RESCUE_PAP_FinalVv1.0_31Mar2020.

docx

Author: [ ] Yersion No: V1.0

Yersion Date: I1Mar2020

Template No.: | Reference: |G
Effective Date: 01Dec2018

Copyright © 2015 g Al right= reserved. The contents of this document are confidential and proprietary to
and its subsidiaries. Unauthorized use, disclosure or reproduction is strictly prohibited.

Approved on 02-Apr-2020 (Document ID_



Corvidia Therapeutics Inc.
PROTOCOL COR-001-02

Psychometric Analysis Plan Page 39 of 47
Dioea wour health nosy limit ygu in bending, Daoes your hiealth now limedt you in walking Droes your health nov linedt you in walking
kneeling, or stoaping? If s, how much? nore than & mile? IF o, how mosch? eyveral hundred yaeds? If so, how much?

¥es, limied a ot

Y, limibed o linthe

Mo, not limied at al

¥es, limied a ot

Y, limibed o linthe

Mo, not limied at al

¥es, limied a ot

Y, limibed o linthe

Mo, not limied at al

galth now Emit v

walking e

¥es, limied a ot
Y, limibed o linthe

Mo, not limied at al

Doees your healih now limit vou in bathing o

¥es, limied a ot

Y, limibed o linthe

Mo, not limied at al
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timie have vou oot dowr

SpE nl an work ar ather activities as a

result of your physics

A o the timse
AN o e Time AN o e Time
Mot of the 1ime
Mast ol the lime Mast ol the lime
Some of the lime
Some of the time Some of the time
& little of the time

A Inthe of the time A Inthe of the time

Hone af the time

Mo al the lime Mo al the lime

Protaems W h WOuUr 'wor
B5 @5 i pEsUl

efartT? problems (such a5 feeling depressed ar fasling depressed

armious)?

A o T Time A o T Time
Mast of the time Mast of the time
Some of the time Some of the time
A lithe ol thie tirme A lithe ol thie tirme
Hore af the lime Hore af the lime
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such a5 Tesling depressed or

anxious)?

A0 o e T

Mast of the time

Same of the fime

A lithe ol thie tirme

Hore af the lime

fully than usus
«meianal problems (such as |

CEQressed or andesus | ’

A0 o e T

Mast of the time

Same of the fime

A lithe ol thie tirme

Hore af the lime

e past 4 weeks 1o what extent has

with Tamily, friends, neighbors, or groups?

Mot &t all

Slightly

Moderatehy

Quite a bt

Extiermely

How much podily pain have you had during

the past 4 weeks?

Mone
Wiery mikd
Mikd
Moderate

Sevene

Wary pevans

g the past 4 weeks how much did pain

interfere with wour Tial work (incledin

both work autside the hame and hausework)?

Mot at all

A litte Bt

Moderately

Quite a bat

Extremely

These questions are abouwt how yau feel and

vou have baen feeling
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How much of the time during the past 4 How much of the time during the past 4 How much of the time during the past 4
weess od you Fesl ful of life? JAVE | heen e 27 wepks have you felt 2o down in the dumps
hat nathing could cheer you up?

AN of the fime

st of the tirme

Same of the lime

A litthe of the time

Nore af the time

AN of the fime

st of the tirme

Same of the lime

A litthe of the time

Nore af the time

AN of th Tims

Mot of the 1ime

Some of the lime

A litle of the time

Hone af the time

How much of the time during the past 4

AN of the fime

st of the tirme

Same of the lime

A litthe of the time

Nore af the time

weeks did you have a lot of energy?

AN of the fime

st of the tirme

Same of the lime

A litthe of the time

Nore af the time

How much of the time during the past 4

wapks have you felt downhearted ant

depressed?

AN of th Tims

Mot of the 1ime

Some of the lime

A litle of the time

Hone af the time
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How much of the time during the past 4 How much of the time during the past 4 How much of the time during the past 4
weeks did you feel worn oul? weeks have you been happy? ppaks did you fee tired?

AN of the fime

st of the tirme

Same of the lime

A litthe of the time

Nore af the time

AN of the fime

st of the tirme

Same of the lime

A litthe of the time

Nore af the time

AN of the fime

st of the tirme

Same of the lime

A litthe of the time

Nore af the time

Darineg thee pEat 4 wesks, howi much of the
time has wour phvsical health or emotional
protdems inerferad with your sacial activibe

like wisiting with Mriends, relatives, eic.)?

AN o e Time

Mast ol the lime

Somee of the ime

A Inthe of the time

Mo af the lime

Definitely true

Masthy true

Dot K

Kiosthy false

Defininly false
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M as healthy as anybody | know expect my health to get worse Iy health is excallent
Deefinitely bru= Deefinitely bru= Deefinitely bru=
Miasthy trus Miasthy trus Miasthy trus
Dot ke Dot ke Dot ke

Mosily Falos

Definitely false

Mosily Falos

Definitely false

Mosily Falos

Definitely false
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APPENDIX D: PGIC AND PGIS

FOI - PaEi CIChN] WaTESton of Bestriy - [FoE=Tatai e Tngeasias ol Chos

_ .. ‘- N -
Patent Global Impression of
Patient Global Impression of il
Severity = |
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APPENDIX D: EQ-5D-5L
EG-E0-5L PDA verson
English [USA) Country (Language)
Health Guestionnaire Health Questionnare
English version for the USA Version (Target Language)
\Version (English)

WG SCTEENS ST CSCrbes your AY Instruction
Your mobility TODAY Mobility
I hawe no problems walking ME1
| hawe shght problems walking MB2
I hawe moderate problems walking ME2
| hawe severe problems walkng ME2
| am unable 1o walk MES
Your self-care TODAY Seli-care
| hawe no problems washing or dressng myself SC1
| have shght problems washing or dressing myself sSC2
| hawe moderate problems washing or dressing mysef SC3
| havve severe problems washing o dressing rmysell SC4
| am unable to wash or dress mysef S5
Your usual activities TODAY (e.g work, sfudy, housework, famify or lesure activibes) Uswual Activities
| hawe no problems doing my wsual actvities AT
I hawe slight problems doing my usual activities A2
| hiawe moderate problems dosng my usual actvibes UAS
I hawe severe problems doing my usual activities A4
| am unable to do my usual actvites UAS
Your pain | discomfort TODAY Pain | Discomfiort
| hawve no pain or descomion PO
| hawe shght pain or discomfiort PO2
| hanve moderate pain o discomfort PD3
| hawe severe pain or discomion PO
| hanve extreme pain or discomifiort PDS
Your anociety | depression TODAY Anmiety | Depression
| am not amdous or depressed A
| am slightly anmous or depressed A2
| am moderately anxious or depressed AD3
| am seversly amoous or depressed AD<
| am gxtremely anoous or depressed ADS
We would ke o know how good o bad your health is TODAY. Vas Line 1
On the next screen you will se& 3 scale numbered 0 o 100 Vas Line 2
100 means the best health you can imagine, Vas Line 3
0 means the worst health you can magine Vas Line 4
Plexse tap on the scale to indicate how your health is TODAY Vas Line 5
[ The best health you can magne Top Scale
The worst health you can imagne Bomom Scale
YOUR HEALTH TODAY Box Health
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APPENDIX D: PROMIS FATIGUE 13A, FATIGUE, SEX INTEREST

PROMIS Items

During the past 7 ayS. ... Not atall ANt bit  Somewhal Guite a bit  Very much
| teal fatigused 1] - | al] 4[] al ]
| Fl weaak &l over 1] 2] ] | s
| feel listless [“washed out™) 1 2] 3] a1 5[]
I fenl tired i1 H{ .| 3] 4[] al]
ETDMIS | have frouble slarting things because | am tired A ) s a] s
ort Form
1.0 — | hawe trouble finishing things becawse | am tired 1] 2] 3] 4] 5]
Fatigue | | have snergy i1 | | 4] s[ 1]
134 | arm abie to do my usual achivities 1] | 3] 4[] s
| nead to sleep during the day 11 | 3] 4[] 5[]
1 am foo tired 1o eat 1] H | 3] 4] 51
| need help doing my usual activities 11 2] 21 al] 8[|
| arm frustrated by baing too tired fo do the things | wanttade 1] 2] a[] a1 ]|
| Ihave tolimit my soclal activity because | am tired 1] 2] 3] 4[] 5[]
FATEXP36: How exhausted were you on average? 1] 2] 3] 4[] ]
PF;SFEILIS FATEXP43: How physically drained were you on average? 1] 2] 3] [ 5[]
T = S
in boid) During the past 30 d&YS......v.rmssenssssssmenmsnnene | Notatall  Alittle bt Somewhat Quiteabit Very much

SFINT101: How interested have you been in sexual activity? 11 21 al | a1l 5[]
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TIBC Total Iron Binding Capacity
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1 INTRODUCTION

The purpose of this Statistical Analysis Plan (SAP) is to provide a description of the statistical
methods to be implemented for the analysis of data from the study with protocol number COR-
001-02. The SAP will be finalized prior to database lock. Any deviations from the SAP after
database lock will be documented in the final Clinical Study Report (CSR).

2 STUDY OVERVIEW
2.1 Study Objectives

Patients with non-dialysis-dependent chronic kidney disease (NDD-CKD), who have evidence
of systemic inflammation with increased cardiovascular risk, will be enrolled into this tnal. The
purpose of this tnal is to determine a dose to select for a potential cardiovascular outcome trial
with Ziltivekimab.

2.1.1 Primary Objective

The primary objective is to evaluate the effects of Ziltivekimab compared to placebo on a
marker of inflammation: high-sensitivity C-reactive protein (hs-CRP).

2.1.2 Secondary Objectives
The secondary objectives of the study are as follows:

= To evaluate the effects of Ziltivekimab compared to placebo on a markers of
inflammation and cardiovascular risk: serum amyloid A (SAA) and fibrinogen .

2.1.3 Safety Objectives
* To evaluate the safety of three dose levels of Ziltivekimab compared to placebo.
2.1.4 Pharmacokinetic Objectives

* To evaluate the pharmacokinetics (PK) and PK-pharmacodynamic (PK-PD) modeling of
Ziltivekimab following multiple doses at three different dose levels.

2.1.5 Exploratory Objectives
The exploratory objectives of the study are as follows:
* To evaluate the effects of Ziltivekimab compared to placebo on markers of anemia

(hemoglobin).

* To evaluate the effects of Ziltivekimab compared to placebo on markers of inflammation-
malnutrtion (albumin).

* To evaluate the effects of Ziltivekimab compared to placebo on markers of
cardiovascular risk (i.e. N-terminal prohormone-B-type natriuretic peptide [NT-pro-BNFP]).

* To evaluate the effects of Ziltivekimab compared to placebo on additional markers of
cardiovascular risk (Suppression of Tumorigenicity 2 [ST2]).
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* To evaluate the effects of Ziltivekimab compared to placebo on markers of
atherosclerosis risk: LDL-C, triglycerides, ApoB, ApoA1, ApoB/ApoA1, Nuclear Magnetic
Resonance (NMR) lipoprotein profile, and Lp (a).

* To evaluate the effects of Ziltivekimab compared to placebo on markers of kidney
function: cystatin C, estimated Glomerular Filtration Rate (eGFR) and kidney damage:
urine albumin-to-creatinine ratio (UACR).

* To determine Ziltivekemab trough drug levels following multiple Ziltivekimab doses at
three different dose levels.

* To evaluate the effects of three dose levels of Ziltivekimab compared to placebo on
Patient Reported Outcomes (PRO): Patient-Reported Outcomes Measurement
Information System (PROMIS®) Fatigue 13a short form, selected items from the
PROMIS fatigue item bank, the Optum 36-ltem Short Form Survey (SF-36) v2® Health
Survey, a Corvidia PRO, the PROMIS interest in sexual activity item, the Patient Global
Impression of Change (PGIC), Patient Global Impression of Severity (PGIS), and the
EuroQol-5D-5L (EQ-5D-5L).

* To evaluate the psychometric properties of the PROMIS Fatigue 13a short form and
selected items from the PROMIS fatigue item bank, and the Corvidia electronic PRO
(ePRO) items in CKD patients.

* To evaluate the effects of Ziltivekimab on systemic iron availability: transferrin saturation
(TSAT), reticulocyte hemoglobin content (CHr), total iron binding capacity (TIBC),
systemic iron stores (serum ferritin), serum iron, and systemic iron regulation (serum
hepcidin).

* To evaluate the effects of Ziltivekimab compared to placebo on markers of
cardiovascular risk (NT-pro-BNFP) in patients with baseline NT-pro-BNP > 250 pg/mL.

* To evaluate the effects of Ziltivekimab compared to placebo on markers of anemia in
patients with baseline hemoglobin < 11 g/dL.

* To evaluate the effects of Ziltivekimab compared to placebo on markers of inflammation
malnutrition (i.e. albumin) in patients with baseline albumin < 4.0 g/dL.

2.2 Study Design

2.2.1 Overview

This is a Phase 2, randomized, double-blind, placebo-controlled trial designed to evaluate the
efficacy, safety, and pharmacokinetics of Ziltivekimab at three dose levels (7.5 mg, 15 mg or 30
mg) compared to placebo in patients with stage 3-5 CKD, not on dialysis, who have evidence of
inflammation with high cardiovascular risk.
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The study consists of three periods: Screening Period [Days -14 to -1], Treatment Period [Day 1
through Week 24], and Safety Follow-Up Penod [Weeks 25 through 32].

Patients will undergo a Screening Period of up to 14-days during which inclusion and exclusion
criteria will be evaluated. All inclusion/exclusion criteria must be met for enroliment.

Approximately 240 patients will be randomized 1:1:1:1 (60-per dose group) to one of three
Ziltivekimab dose levels (7.5 mg, 15 mg or 30 mg) or Placebo in the trial. Patient randomization
will be stratified by baseline hemoglobin (= 11 or < 11 g/dL) and CKD stage (3, 4 or 5). After
the Screening Period, randomized patients will be dosed every 28 days out to Week 21. The
primary, secondary, and exploratory endpoints will be analyzed after 13 weeks of treatment
and then followed for additional efficacy analyses through Week 24. Selected efficacy
endpoints and safety assessments will be evaluated in the Follow-up Period Week 25 through
Week 32.

Patients will be randomized on Day 1 and the first dose of study drug will be administered after
all assessments are conducted. Subsequent doses of study drug will be administered every
28-days for a total of 6 treatments (Weeks 1, 5, 9, 13, 17, and 21). Study visits will follow the
schedule of procedures.

The schedule of procedures can be found in Table 1 below:

Table 1 SCHEDULE OF PROCEDURES

Screen| Treatment Period Safety
ng! FiUp
Visit Number 2[a1]2[3 a5 6 NA[ 7] 8 | 8 | 10 [TUET 12 haEl
— : 29-|43-| 57-| 78-| 85-| 113-| 141-| 155-] 162- | 190- | 218-
Visit Day Window 14| -7 [1]| 8| 22| '35 | 49| 63| 84| 91| 119 | 147 | 161 | 168 | 196 | 224

Visit Window 2

Visit Week 2]-1]1
ICF signed X
Medical History/Update X
Randomization
Study drug
administered (post- X X X
Aassessments)
IConcomitant and Prior
Medications

Wital Signs?

BMI

Hematology?® X
Lipids (fasting 8 hours)*
Chemistry® X
Spot urine protein-
creatinine ratio
Urinalysis (including
albumin)®

fron Indices” X X
Serum Hepcidin X

TMPRSSE Genotype
test

rflE] o |r
I+
)

4|1 5| 7|9 [12]13) 17 | 21 | 23 |24/ET|] 28 [32/ET|

x|

>
>
>

>

>

AR EI BRI
Hl=| == |=x] =

=] =

P P P

>

A AT B P o e ) o

| >
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Table 1

SCHEDULE OF PROCEDURES

Screeni

nal

Treatment Period

Safety
FlUp

Visit Number

=21 -1

N/A

7

10 [11/ET] 13/ET]

Visit Day Window

-14

57-
63

78-
84

85-
9

113-
119

141-
147

155-
161

162-
168

190-
196

218-
224

Visit Window

rflE| o |

=21 -1

9

12

13

17

21

23 |24/ET| 2B B2/ET|

Eisit Week
ECTHouUs LNsease

Screen®

Special RBCs”

L6

hs-CRP ™

x| x|

| x|

| ]
> | =

182erum Pregnancy, FSH

Zilivekimab trough
PK'

>
>
>

ADAT

>

12-lead ECG ™

ICKD Biomarkers™®

NT-pro-BNP

|

|p{a), ApoB, ApoA1*

Lipid Profile by NMR
spectroscopy (fasting 8
hours)*

> XX =] =

> | =]=
L b e o

ICardiac Risk
Biomarker1?

P A P o A P

Storage samples for
Exploratory Biomarkers
and RNA Testing?®

DNA Testing (Stored
Blood Samples)

Limited Physical
Examination'

INRZD

Wdverse Events

PROMIS?® 13a and
Fatigue ltems?!

PROMIS® Sexual
Interest ltems?!

> | > x|

O S P

O I P

ICARES (Corvidia
ePRO)*

PGIS#

PGIC?

Optum SF-36 v2@>

X

EQ-5D-5L2°

X

P o b

P ot

I (=] 2| x| ] X

ET = Early Termination; F/Up = Follow-up.

1. If a Screening laboratory (excluding hematology) result is outside inclusion criteria parameters screening
may be extended up fo one week to allow for retesting of lab test(s) that did not meet inclusion critenia.

2. Vital signs include temperature, respiratory rate, heart rate, and blood pressure (patients may be re-
evaluated within 2 weeks, at the discretion of the Pl if anti-hypertensive therapy has been started or
increased as a result of iniial screening blood pressure). Whenever possible, vital signs will be obtained
after at least 5 minutes resting in the supine position or, when necessary, in a semi-recumbent position. Vital
signs will be done prior to ECG recordings.
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3

=

10.
11.

12.
13.
14.
15.
16.
7.
18.

19.

o]
—

222

Hematology: hemoglobin, hematocrit, reficulocyte count, red blood count (RBC) indices (e.g., mean
corpuscular volume (MCV), red cell distribution width (RDW), platelets, white blood count (WBC), WBC
differential.

Lipids and subfractions (fasting 8 hours): total cholesteral, low density lipoprotein (LDL) cholesterol, high
density lipoprotein (HDL), and tnglycendes; Lp{a), ApoB, ApoAl.
Chemistry: sodium, potassium, chlonde, bicarbonate (or CO2), calcium, phosphate, alanine
aminotransferase (ALT), aspartate aminotransferase (AST), blood urea nitrogen (BUMN) creatinine, total
bilirubin, direct bilirubin, alkaline phosphatase, albumin, glucese and eGFR calculated by CKD-EPI
Creatinine Equation (https-//www _kidney_org/content/ckd-epi-creatinine-equation-2009).
At Weeks 1 and 24, a portion of urine will be stored frozen for future analysis.

Iron Indices: TSAT, ferritin, total iron binding capacity (TIBC).

Infectious Disease Screen: HIV 1 and 2, Hepatitis B surface antigen, Hepatitis B surface antibody, Hepatitis
C antibody, mycobacterium tuberculosis test (e.g., QuantiFERON) is preferred, but a purified protein
derivative (PPD) skin test read within 48-72 hours by a qualified healthcare professional may also be
performed (https://www_cdc.gov/tb/publications/factsheets/testing/skintesting .htm).
Special RBC: reticulocyte hemoglobin content (CHr).

IL-6: Interleukin-6. Pre-dose sampling.

hs-CRP: high-sensitivity C-reactive protein. Not using an average for indusion, therefore test can be
repeated as needed prior to randomization visit. Results after screening will be blinded.

Pregnancy: B-hCG; FSH: Follicle Stimulating Hormone.
On dosing Weeks 1,5, 9, 13, 17, and 21, trough PK samples to be collected within -0.5 h pre-dose. Single
PK blood samples will also be collected on'Weeks 2, 4, 7, 23, 24/ET, 28, and 32/ET around the same time
as the pre-dose samples were collected on previous dosing visits.
On dosing weeks 1,5, 9, 13, 17, and 21, ADA: Anti-drug antibodies specimens to be collected within 0.5 h
pre-dose.
Standard 12-ead ECG will be recorded in the supine position (or with the patient as flat as possible) after
vital signs assessments. The ECG will be locally read by the Investigator.
Chronic Kidney Disease (CKD) Biomarkers: cystatin C and UACR.
Cardiac Risk marker: SSA, fibrinogen, and ST2
Exploratory storage samples will be two 5-ml tubes of plasma, two 5-ml tubes of serum, and two 5-mL tubes
of whole blood (PBMC testing at Screening, Week 13 and Week 24).
Limited physical exam to include skin, oropharynx, lungs, heart, abdomen, extremities (including feet), and
any areas suggested by symptoms, with parficular attenfion to signs of infection. May be performed by a
physician-investigator or mid-level provider. Record abnormal findings in the source documents.

. INR. performed by a local laboratory on Warfann patients only.
. PROMIS, to be done on subjects’ device at the dinic PRIOR to dosing.

CARES Corvidia ePRO, 7 day at home assessment on subject's personal device; the questionnaire will be
answered daily for 7 days prior to dose (Screening Day -7 to Day -1 prior to Dose 1 (Visit 1), Dose 2 (Visit 4),
Dose 4 (Visit 7), and the last 2 weeks after Dose 6 (Visit 23-24).

CARES: Daily recall

(starts with Visit-1)= baseline average of the 7 consecutive assessments (Day -7 to Day -1) prior fo

Dose 1

(starts with Visit 3)= end of month of Dose 1

no visit = end of month of Dose 3

starts with Visit 10 and Visit 11 = starts 2 weeks after Dose &

23. PGIS, to be done on subjects’ device on the last day of CARES assessment
24
25
26

PGIC, to be done on subjects’ device at the clinic PRIOR to dosing.

. Optum SF-36 v2® Health Survey to be done on subjects’ device at the clinic PRIOR to dosing.
. EQ-50-5L, to be done on subjects’ device at the clinic PRIOR to dosing.

Randomization and Blinding

2.2.2.1 Randomization

Patients who meet all inclusion criteria and no exclusion criteria will be randomized to one of
three dose levels of Ziltivekimab (7.5 mg, 15 mg or 30 mg) or placebo for a 24 Week Treatment
Period. Treatments will be assigned to randomized patients via an Interactive Web-Response
System (IWRS). 240 patients will be randomized in a 1:1:1:1 ratio (60 per group) to Ziltivekimab
7.5 mg, Ziltivekimab 15 mg, Ziltivekimab 30 mg, or matching Placebo. Patients will be stratified
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by baseline hemoglobin (= 11 or < 11 g/dL) and CKD stage (3, 4 or 5). Note that CKD stage is
stratified into two categories: (1) stage 3 and (2) stages 4 and 5.

2.2.2.2 Blinding

This study is double-blind. The patients, investigators, site personnel, site monitors and Sponsor
and the Contract Research Organization (CRO) clinical operational personnel will be blinded to
the treatment assignment. Ziltivekimab and matching placebo will be provided as a liquid for
subcutaneous injection.

The randomization list will be generated by a CRO statistician not otherwise involved in the study.

2.2.2.3 Unblinding

In case of a medical emergency or medical situation in which the treatment assignment is
necessary for proper patient management, the Investigator may obtain the treatment assignment
from the IWRS. The Investigator should make every reasonable attempt to contact the Medical
Monitor before unblinding a patient. In all cases, the Investigator must submit a written report,
including all pertinent details, to the Medical Monitor within 24 hours of the unblinding.

2.2.3 Study Drug
The study drug regimens and the matching placebo regimen to be examined in this study are:

« Dose #1: Ziltivekimab, 7.5 mg per injection, administered 6 times (every 28-days) on
Weeks 1,5, 9, 13, 17, and 21 as a subcutaneous injection.

* Dose #2: Ziltivekimab, 15 mg per injection, administered 6 times (every 28-days) on
Weeks 1,5, 9, 13, 17, and 21 as a subcutaneous injection.

« Dose #3: Ziltivekimab, 30 mg per injection, administered 6 times (every 28-days) on
Weeks 1,5, 9, 13, 17, and 21 as a subcutaneous injection.

= Matched placebo injections administered subcutaneously 6 times (every 28 days) at the
same frequency as the active treatment on Weeks 1,5, 9, 13, 17, and 21.

Patients should receive 6 injections of their assigned dose during the trial. The total cumulative
dosage will be 45 mg for those patients randomized to 7.5 mg per injection, 90 mg for those
patients randomized to 15 mg per injection, and 180 mg for those patients randomized to 30 mg
per injection.

2.2.4 Sample Size Determination
Approximately 240 patients (60 per group) will be randomized.

The primary efficacy endpoint is percent change from baseline in hs-CRF (average of the hs-
CRP value prior to randomization and Day 1) to Week 13 between each active group and
placebo. Based on the observed treatment difference in percent change from baseline in hs-
CRP of -60.74% between combined COR-001-01 active groups and placebo and the associated
pooled SD of 16.893% in hs-CRP at Week 4 from the final analysis of study COR-001-5C1, a
sample size of 54 per group yields more than 99% power with 2-sided alpha=0.05. Taking into
consideration the dropout rate of 10% by the end of the study, a sample size of 60 per group is
planned for this study.
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2.3 Study Endpoints
2.3.1 Primary Endpoint

The primary endpoint of this study is the difference in percent change in hs-CRP levels from
Baseline (average of the hs-CRP value prior to randomization and Day 1) to Week 13 between
each active group and placebo.

2.3.2 Secondary Endpoints
The secondary endpoints are as follows:

* Difference in change in SAA from Baseline to Week 13 between each active group and
placebo.

+ Difference in percent change in fibrinogen from Baseline to Week 13 between each
active group and placebo.

2.3.3 Exploratory Efficacy Endpoints
The exploratory efficacy endpoints are listed below:

+ Difference in percent change in hs-CRP levels from baseline to End of Treatment (weeks
23 through 24) between each active group and placebo.

+ Difference in percent change in serum NT-pro-BNP from Baseline (average of NT-pro-
ENP value prior to randomization and Day 1) to Week 13 and to End of Treatment
(Weeks 23 through 24) between each active group and placebo.

* Difference in change in SAA from Baseline to End of Treatment (Weeks 23 through 24)
between each active group and placebo.

+ Difference in percent change in fibrinogen from Baseline to End of Treatment (Week 24)
between each active group and placebo.

+ Difference in change in hemoglobin from Baseline (average of the two most recent
hemoglobin values prior to randomization and Day 1) to Week 13 and to End of
Treatment (Weeks 23 through 24) between each active group and placebo.

* Difference in change in serum albumin from Baseline (average of the two most recent
serum albumin values prior to randomization and Day 1) to Week 13 and to End of
Treatment (Weeks 23 through 24) between each active group and placebo.

* Proportion of patients achieving hs-CRP response at Week 13 and to End of Treatment
(Weeks 23 through 24), defined as hs-CRP <2.0 mg/L in each active group and placebo.

+ Difference in change in ST2 from Baseline to Week 13 to End of Treatment (Week 24)
between each active group and placebo.

+ Difference in percent change in Lp (a) from Baseline to Week 13 and to End of
Treatment (Weeks 23 through 24) between each active group and placebo.

+ Difference in percent change in LDL-C, triglycerides, ApoB, ApoA1, ApoB/ApoA1, and
lipid profile by NMR spectroscopy from Baseline to Week 13 and to the End of Treatment
(Weeks 23 through 24) between each active group and placebo.
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+ Difference in change of creatinine based eGFR and cystatin C-based eGFR from
Baseline to Week 13 and to the End of Treatment (Weeks 23 through 24) between active
group and placebo.

* Difference in change of UACR from Baseline to Week 13 and to the End of Treatment
(Weeks 23 through 24) between active group and placebo.

+ Difference in change of the total fatigue score (FROMIS Fatigue 13a short form and
selected items from the PROMIS fatigue item bank) from Baseline to Week 13 and to
End of Treatment (Weeks 23 through 24) between each active group and placebo.

* Difference in change of the PROMIS interest in sexual activity item from Baseline to
Week 13 and to End of Treatment (Week 24) between each active group and placebo.

* Difference in change of the Corvidia ePRO items from Baseline to Week 12 and to End
of Treatment (Weeks 23 through 24) between each active group and placebo.

* Difference in change of the PGIS index from Baseline to Week 12 and to End of
Treatment (Week 24) between each active group and placebo.

* Descriptive analyses of the PGIC index at Weeks 5, 13, and End of Treatment (Week
24) in each active group and placebo.

« Difference in change of the Optum SF-36 v2® Health Survey physical component
summary (PCS), mental component summary (MCS) and domain scores from Baseline
to Week 13 and to End of Treatment (Weeks 23 through 24) between each active group
and placebo.

+ [Difference in change of the EQ-5D-5L index from Baseline to Week 12 and to End of
Treatment (Week 24) between each active group and placebo.

* Evaluation of the psychometric properties of the PROMIS Fatigue 13a short form and
selected items from the PROMIS Fatigue item band and the Corvidia ePRO items in
CKD patients — to be described in a PRO psychometric analysis plan (PAP).

* Descriptive analyses by dose and treatment may be conducted on samples stored for
analysis of exploratory biomarkers, genomic and transcriptomic analysis.

* Difference in change in TSAT from Baseline to peak level, Week 13, and the End of
Treatment (Weeks 23 through 24), between each active group and placebo.

+ Difference in change in CHr from Baseline to peak level, Week 13, and to End of
Treatment (Week 24) between each active group and placebo.

+ Difference in change in TIBC from Baseline to Week 13 and to End of Treatment (Weeks
23 through 24) between each active group and placebo.

* Difference in change in serum ferritin from Baseline to Week 13 and to End of Treatment
(Weeks 23 through 24) between each active group and placebo.

* Difference in change in serum iron from Baseline to Week 13 and to End of Treatment
(Weeks 23 through 24) between each active group and placebo.
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* Difference in change in serum hepcidin from Baseline to Weeks 13 and to End of
Treatment (Week 24) between each active group and placebo.

+ Difference in percent change in serum NT-pro-BNP from Baseline to Week 13 and to
End of Treatment (Weeks 23 through 24) between each active group and placebo in
patients with baseline NT-pro-BNP = 250 pg/mL.

+ Difference in change in hemoglobin from Baseline (average of the two most recent
hemoglobin values prior to randomization and Day 1) to Week 13 and to End of
Treatment (Weeks 23 through 24) between each active group and placebo in patients
with baseline hemoglobin < 11 g/dL.

+ Difference in change in serum albumin from Baseline (average of the two most recent
serum albumin values prior to randomization and Day 1) to Week 13 and to End of

Treatment (Weeks 23 through 24) between each active group and placebo in patients
with baseline albumin < 4.0 g/dL.

2.3.4 Calculation/Derivation of Endpoint Variables
2341 PROMIS Fatigue 13a Short Form

The PROMIS Fatigue 13a short form contains 13 items that assess symptoms and impacts of
fatigue. The PROMIS Fatigue 13a short form will be scored using item-level analysis according
to the scoring manual. The PROMIS fatigue 13a short form and selected PROMIS items can
be found in Appendix B of the protocol. The scoring manual for PROMIS Fatigue can be found
at-http://’www _healthmeasures.netimages/PROMIS/manuals/PROMIS Fatigue Sconng Manua
Lpdf.

Each question from the PROMIS Fatigue 13a short form has five response options (1= Not at
all, 2=A little bit, 3=Somewhat, 4=Cuite a bit, 5=Very much). To use the scoring tables from the
PROMIS fatigue scoring manual, a summed score is calculated. The lowest possible summed
scaore is 13 and the highest possible summed score is 65. All questions must be answered in
order to produce a valid score using the scoring tables. Once calculated, the total summed raw
score is translated to a T-score. The T-score rescales the raw score into a standardized score
with a mean of 50 and a standard deviation (SD) of 10. The T-score and standard error are then
used to calculate the 95% confidence interval around the observed score. The 95% confidence
interval is calculated as T-Score +1.96*SE. The T-score will not be calculated if a response is
missing for one or more question from the PROMIS Fatigue 13a short form.

A higher PROMIS T-score represents more fatigue.

2342 PROMIS Sexual Function and Satisfaction (PROMIS SexF5)

The PROMIS SexF5S is a customizable self-reported set of measures that includes 79 items in
11 domains. For the purpose of this protocol, only one item will be used: interest in sexual
activity. This item has five response options (1= Not at all, 2=A little bit, 3=Somewhat, 4=Cluite a
bit, 5=Very much). The PROMIS evaluations will be done on a subject's device at the clinic
PRIOR to dosing.

2343 Optum 5F-36 v2® Health Survey

The Optum 5F-36 v2® Health Survey is perhaps the most widely used health-related quality of
life (HRQoL) survey instrument in the world today. It is comprised of 36 items that assess eight
health concepts: physical functioning, role limitations caused by physical health problems, role
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limitations caused by emotional problems, social functioning, emotional well-being,
energy/fatigue, pain, and general health perceptions (see Appendix C of the protocol). Physical
and mental health summary scores are also derived from the eight Optum SD-36 scales. The
Optum evaluations will be done on a subject’s device at the clinic PRIOR to dosing. Optum’s
PRO CoRE sotware version 1.5 will be used to score SF-36 data.

2.3.44 CARES Corvidia ePRO

The CARES Corvidia ePRO is a new PRO instrument under development (see Appendix D of
the protocol). It consists of 19 symptom items, with a 24-hour recall, asking patients to report
their worst level of that symptom in the past 24 hours on a numeric rating scale from 0 (no
symptom) to 10 (symptom as bad as | can imagine).

Data will be collected at home on subject's personal device or one provided by Corvidia; the
questionnaire will be answered daily for 7 days prior to dose (Screening prior to Dose 1 (Visit 1),
Dose 2 (Visit 4), Dose 4 (Visit 7), and the last 2 weeks after Dose 6 (Visit 23-24). For each item,
weekly scores will be derived as the average of the 7 consecutive daily scores as follows

Baseline = average of Day -7 to Day -1
Visit 4= average of Day 22 to Day 28
Visit 7 = average of Day 78 to Day 84.

If more than 4 daily scores out of the 7 days (=50%) within the weekly period are missing, then
the score is set to missing.

A bi-weekly score (the End of Treatment) will also be derived as the average of Day 155 to Day
168. If more than 8 daily scores out of the 14 days (=50%) within the bi-weekly period are
missing, then the score is set to missing.

2345 PGICand PGIS scales

The Patients' Global Impression of Change (PGIC) scale and the Patients’ Global Impression of
Severity (PGIS) scale represent clinically relevant tools to assess perceived impact of disease
management. The PGIC evaluates overall health status as perceived by the patient in a seven-
point, single-item scale including ‘very much better’, ‘moderately better’, “a little better’, 'no
change’, ‘a little worse’, ‘'moderately worse’, and ‘very much worse’. The PGIS includes 4
severity scales (none, mild, moderate, and severe) and patients are asked to rate their overall
severity of symptoms in the present (e.g., at each visit). The PGIC and PGIS are the most
commonly used anchor based method of assessing clinically important change and severity in
which the external judgment of meaningful change is made by the patient (see Appendix E of
the protocol). The PGIC and PGIS evaluations will be done on subjects’ device at the clinic
PRIOR to dosing.

2346 EQ-5D-5L

The EurQol-5D-5L (EQ-5D-5L) is a standardized measure of health status developed by the
EuroQol Group in order to provide a simple, generic measure of health for clinical and economic
appraisal (see Appendix F of the protocol). The EQ-5D-5L is to be done on a subject’s device at
the clinic PRIOR to dosing. EQ-5D-5L consists of two parts:

« EQ-5D-5L descriptive system
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= Visual Analog Scale (VAS) with instant recall of “how you feel today”; scale goes from 0-
100, where 100 means the best health you can imagine and 0, the worst one.

The EQ-5D-5L descriptive system includes the basic domains common to each generic health
status measure: mobility, self-care, usual activities, pain/discomfort and anxiety/depression. The
instrument includes one single question per domain. For each question, there are 5 levels of
responses, commesponding to increasing levels of impairment (no problems, slight problems,
moderate problems, severe problems, and extreme problems), and coded 1to 5

2.3.5 Safety Endpoints

= Proportion of patients with AEs, serious AEs (SAEs), severe hematologic AEs, severe non-
hematologic AEs, and AEs leading to discontinuation.

= Proportion of subjects with thrombaolysis in myocardial infarction (TIMI) major bleeding event.

= Description and frequency of events of special interest by

Serious infections.

Severe injection-related reactions.

Gastrointestinal perforations.

Hypersensitivity reaction during study drug administration.

Anaphylaxis occurring at any time, even if considered unrelated to the study drug.
Neutrophil < 500/mm? (severe) or neutrophil < 1000/mm? (severe) with evidence of
concurrent infection. These events will be separately summarized by treatment group

and dose.

o  Thrombocytopenia (platelet count < 50,000/mm? [severe]) or platelet count <
75,000/mm? (moderate) with evidence of concurrent TIMI major bleeding. These events
will be separately summarized by treatment group and dose.

oo o o 0 o

o Malignancies

= Description of additional safety assessments by treatment group and dose: vital signs, ECG,
clinical laboratory, and anti-drug antibodies (binding and neutralizing).

3 STATISTICAL METHODOLOGY

3.1 General Considerations

3.1.1 Analysis Day

Analysis day will be calculated from the date of first dose of study drug. The day of the first dose
of study drug will be Day 1, and the day immediately before Day 1 will be Day -1. There will be
no Day 0.

3.1.2 Analysis Visits

Scheduled visits will be assigned to analysis visits as recorded in the electronic data capture
(EDC) system. If a scheduled visit is not available, unscheduled and early termination visits will
be assigned to analysis visits using analysis visit windows based on the actual date the
assessment took place. The low analysis day of the analysis window will be calculated as the
midpoint between the scheduled assessment and previously scheduled assessment for that
parameter. The high analysis day of the analysis window will be calculated as the midpoint
between the scheduled assessment and the next scheduled assessment for that parameter.
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Where multiple measurements for a particular parameter appear within an analysis window, the
scheduled visit will be used. If no scheduled visit appears in the analysis window, the result
closest to the target day will be used. If equidistant and both are unscheduled and/or early
termination visits, the later result will be used for the summary measure. For applicable efficacy
parameters, “End of Treatment” visit will be derived where the average of assessments at Week
23 and Week 24/ET visits from the EDC will be calculated. Otherwise Week 24/ET visit will be
used as the derived “End of Treatment” visit.

Analysis Visit Target Day Low High
Analysis | Analysis
Day Day
Baseline 1 1
Week 2 8 2 14
Week 4 22 15 28
Week 5 35 29 42
Week 7 49 43 55
Week 9 63 56 70
Week 13 85 71 99
Week 17 114 100 128
Week 21 141 129 153
Week 23 157 154 161
Week 24 165 162 168
End of Treatment | 161 154 168
Week 28 190 169 211
Week 32 224 211 236

The observational period for the study will start from informed consent and end with study
completion. Any event occurring after the defined observational period, even if collected on the
case report form (CRF), may not be included in the planned statistical analyses. However, all
data, including that reported after the defined observational period, will be included in the patient
data listings.

3.1.3 Definition of Baseline

For the primary endpoint hs-CRP, baseline will be the average of the hs-CRP value prior to
randomization and Day 1. For SAA, baseline will be calculated as the average of the values at
Visit Week -1 and Day 1. For laboratory parameters hemoglobin and serum albumin, baseline
will be calculated as the average of two most recent lab values prior to randomization and Day
1. For NT-pro-BNF, baseline will be calculated as the average NT-pro-BENP value prior to
randomization and Day 1. For the CARES Corvidia ePRO items, baseline will be the average of
T consecutive measurements (Day -7 to Day -1) prior to first dose initiation. For all other
evaluations that are collected at multiple occasions prior to initiation of Study Drug, the latest
evaluation will be considered the baseline evaluation for analysis, unless otherwise specified.
Similarly, end of treatment values will be calculated by taking the average of assessments taken
at Week 23 and Week 24.
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3.1.4 Summary Statistics

All study-collected data will be summarized by treatment group for the appropriate analysis
population, using descriptive statistics, graphs, and/or raw data listings. Descriptive statistics for
continuous variables will include number of patients (n), mean, standard deviation (SD), median,
quartiles (Q1 and Q3), minimum (min) and maximum (max) values. Analysis of categorical
variables will include frequency and percentage.

3.1.5 Handling of Dropouts and Missing Data

Missing data will be imputed only in the context of sensitivity analysis as described in section
341

3.2 Analysis Populations

3.2.1 Intent-to-Treat (ITT) Analysis Population

The ITT analysis population includes all randomized patients and will be the primary population
for analyses of disposition, baseline, and efficacy data.

3.2.2 Per-Protocol (PP) Analysis Population

The PP analysis population will be the secondary population for analyses of disposition,
baseline data, and efficacy data. For PP analysis population, treatment classification will be
based on the randomized treatment. PP analysis population is defined as all randomized
patients who completed the study and did not incur a significant protocol violation. Significant
protocol violations may include but are not limited to:

* Failed to meet eligibility criteria

* Took the wrong study drug (i.e., did not take the randomized study drug)
* Had study drug compliance <80%

» Took a restricted concomitant medication

* Failed to complete the primary efficacy assessment

A list of subjects with significant protocol violations leading to exclusion from PP analysis
population will be finalized prior to unblinding the randomized treatment assignments.

3.2.3 Safety Analysis Population

The Safety analysis population is defined as all randomized patients who received at least one
dose of study drug. All safety data will be analyzed using the Safety analysis population. For the
Safety analysis population, treatment classification will be based on the actual treatment
received.

3.2.4 Pharmacokinetics (PK) Analysis Population

The PK analysis population is defined as all randomized patients who received at least one
dose of study drug and had at least one post-dose PK blood sample. For the PK analysis
population, treatment classification will be based on the actual treatment received.
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3.3 Subject Data and Study Conduct
3.3.1 Subject Disposition

Counts and percentages of subjects who were randomized, discontinued early from the study,
and completed the study will be summarized by treatment and in total based on all randomized
subjects (ITT analysis population). Reasons for early discontinuation will also be summarnzed.

3.3.2 Protocol Violations

Protocol deviations are defined in the Protocol Deviation Plan and classified as CSR reportable
or non-C5R reportable. All protocol deviations will be listed.

3.3.3 Demographic and Baseline Characteristics
The following demographic and baseline characteristics will be summarized:

= Age (years)

s Sex
+« Race
= Ethnicity

* Height (cm)

« Weight (kg)

» Body mass index (BMI) (kg/m?)

* Baseline Hemoglobin (>=11 or <11 g/dL)
= CKD Stage (Stage 3, Stage 4 or Stage 5)

Demographic and baseline characteristics will be summarized with descriptive statistics or
counts and percentages of subjects as approprate by treatment and in total for the ITT, per-
protocol, and safety analysis populations.

3.3.4 Medical History

Medical history will be coded to system organ class and preferred term using the Medical
Dictionary for Regulatory Activities (MedDRA) Version 21.0. Counts and percentages of
subjects with medical history by system organ class and preferred term will be summarized by
treatment and in total based on the ITT analysis populations.

3.3.5 Prior and Concomitant Medications

Prior and concomitant medications will be coded to anatomical therapeutic chemical (ATC)
class and preferred term using the World Health Organization (WHO) Drug Dictionary. For
summary purposes, medications will be considered prior medications if they were given before
the first dose of study drug and concomitant medications if they were taken before and were
continuing after the first dose of study drug or initiated after the first dose of study drug.

If a medication has incomplete start or stop dates, dates will be imputed to determine whether a
medication should be considered prior or concomitant. If a medication start date is incomplete,
the first day of the month will be imputed for missing day and January will be imputed for
missing month. If a medication stop date is incomplete, the last day of the month will be
imputed for missing day and December will be imputed for missing month. Incomplete start and
stop dates will be listed as collected without imputation.
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Counts and percentages of subjects taking prior and concomitant medications by Anatomical
therapeutic class (ATC) and preferred term will be summarized by treatment and in total based
on the Safety analysis population. Patients will be counted only once by medication class or
name.

3.3.6 Study Drug Exposure

Weeks of exposure to study drug will be calculated as: (date of last dose of study drug — date of
first dose of study drug + 1)/7. Note that the exposure calculation is intended to describe the
length of time a subject was exposed to study drug and therefore does not take study drug
interruptions into account. Weeks of exposure to study drug will be summarnized by treatment
based on the Safety analysis population with descriptive statistics.

Study drug is planned to be administered every 28 days for a total of 6 treatments on Weeks 1,
5,9,13,17,and 21.

Counts and percentages of number of injections received (1 to 6) along with summary statistics
will be summarized by treatment based on the Safety analysis population.

3.4 Efficacy Assessment

For all efficacy vanables, the number of patients (n), mean, standard deviation (SD), median,
quartiles (Q1 and Q3), minimum {min) and maximum (max) values for the observed value, change
from baseline, and percent change from baseline (as applicable) will be reported. The difference
(Ziltivekimab - Placebo) in changes or percent changes (as applicable) will be presented.

A mixed model for repeated measures (MMRM) will be used to evaluate change (or percent
change) from baseline. The model will include vanables for baseline hemoglobin (>= 11 or < 11
g/dL), CKD Stage (3, 4 or 5), treatment group, visit and treatment group-by-visit interaction as
categorical fixed effects, baseline value and baseline-by-visit interaction will be included as
covariates. The least squares means for each dose, the least squares mean differences from
placebo along with the associated 95% confidence intervals (Cls) and p-values will be
presented. If the normality assumption is not met, a nonparameteric test will be selected for
efficacy analysis.

An unstructured covanance matrix will be used to model the within-subject correlation. The
Kenward-Roger approximation will be used to adjust the denominator degrees of freedom. The
analysis will be performed based on all observed post-baseline scores without any imputation of
missing data. In the case when the MMRM fails to converge using an unstructured covariance
matrix in any stage, a less stringent covariance matrix (e.g., autoregressive 1) will be used

Sensitivity analyses will be conducted to explore the robustness of the result for pnmary efficacy
endpoint based on MMRM. Efficacy data will be summarized by randomized treatment group
based on the ITT and PP analysis populations.

The differences in proportions and 95% Cls will be based on the normal approximation to
binomials.

Missing data will be imputed only in the context of sensitivity analysis as described in section
341

The pharmacodynamic efficacy of three Ziltivekimab doses compared to placebo will be
assessed by evaluating the following:
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3.4.1 Primary Efficacy Endpoint

Primary Analysis

The primary analysis varable is the difference in percent change in hs-CRP levels from baseline
(average of the hs-CRP value prior to randomization and Day 1) to the Week 13 between each
active group and placebo.

The primary efficacy analysis will be carried out using a mixed model for repeated measures
(MMRM) to evaluate percent change in hs-CRP levels from baseline in the ITT populations. The
MMRM model will include percent change in hs-CRP from baseline as the dependent or
response variable, vanables for baseline hemoglobin (>= 11 or < 11 g/dL), CKD Stage (3, 4 or
5), treatment group, visit and treatment group-by-visit interaction as categorical fixed effects,
baseline value and baseline-by-visit interaction will be included as covariates. Restricted
Maximum Likelihood (REML) method will be used.

The sample SAS code can be found below:

FhEkd b Ed b EdrbEd b Ed b Ed b Ed b Ed b A b A bbb bbb d b Ed b ddbddbddhbhddhbdhbhkdhidhikdk

*Wote: PCHG = Percent change in hs—-CRP from baseline

* HGBE = Baseline Hemoglobin category (>=11 or <llg/dL)
* CED = CED Stage (3, or 4/3)

* TRT = Treatment group

* VISIT = Znalysis wisit

* TRT*VISIT = Treatment group by wisit interaction

* BASE = Baseline wvalue

* BASE*VISIT = Baseline by wisit interaction

* USUBJID = Unique subject identifier

*i-l-*i-l-*i-l-*i-l-*i-l-*i-l-*i-l-*i-l-*i-l-*i-l-*i-l-*i-l-*i-l-*i-l-*i-i*ii*ii*ii*il—*ii*il—*il—*i'._
proc mixed data=efficacy method=reml covtest;

class HGB CED TRT VISIT;

model PCHG = HGB CED TRT VISIT TRT*VISIT BASE BASE*VISIT/

DDFM=EENWARDROGER ;

repeated / type=un subject=USUBJID;

005 QUTPUT LSMeans=lsmeantable Diffs=L3Diffs;
rnmn;
The treatment difference in terms of mean percent change from baseline will be estimated and
tested in this MMRM model. The least squares means for each dose, the least squares mean
differences from placebo along with the 95% confidence intervals (Cls) and p-values will be
presented from the above results.

MNormality assessment for the primary efficacy varable will be performed using the Shapiro-Wilk
test. Normality test will be performed on the model residuals. If substantial deviation from
assumption of normality is encountered (Shapiro-Wilk p-value < 0.01), a nonparametric analysis
will be performed. Median and quartiles will be presented for hs-CRP values at baseline, Week
13, and percent change in hs-CRP from baseline to Week 13. The Hodges-Lehmann estimator
of the location shift between each treatment arm and placebo will be presented. The asymptotic
95% confidence limits for the location shift and p-value from the Wilcoxon test will also be
presented. The nonparametric analysis will account for the covanates baseline hemoglobin (==
11 or = 11 g/dL) and CKD Stage (3, 4 or 5) by aligning responses within each stratum defined
by the covariates prior to analysis.

The SAS code for Hodges-Lehmann estimates is listed below:
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proc nparlway hl alpha=.05 align=strata(hl);
class TRT;
strata HGBE CED;
var PCHG;
ods ocutput wilcoxontest=WILT hodgeslehmann=HLI1;
run;

Sensitivity Analyses

Sensitivity analyses will be performed on the PP analysis population with the same method
used to analyze the primary efficacy endpoint. In addition, a sensitivity analysis will be
performed on the ITT analysis population using a pattern-mixture model using sequential
modeling with multiple imputation to assess the robustness of the pnmary MMRM results to the
possible violation of the missing-at-random (MAR) assumption. The sensitivity analysis will
consider dropout reasons while imputing missing values after the discontinuation. Subjects who
discontinued due to lack of efficacy or adverse events in the active arms are assumed to have
no treatment effect after the discontinuation. These subjects are assumed to copy the profile of
placebo arm and missing values are imputed based on the distnbution estimated from the
placebo group under the missing not at random (MNAR.) using copy-reference approach. The
rest of missing values in the placebo arm and active arms will be imputed using the observed
data in their respective group under the MAR assumption. The multiple imputation model will
include factos such as treatment arm, baseline hemoglobin category and CKD stage in addition
to the data outcomes at each visit.

The following steps will be performed:

Step 1 Intermittent (non-monotone) missing data will be imputed using the MCMC option of SAS
PROC MI (using seed=5414).

Step 2 For monotone missing data, the values for each pattem will be imputed via the chained
equation method with range restriction, using SAS PROC MI option MONOTOMNE REG ().

Under step 2, missing values for subjects who discontinued due to lack of efficacy or adverse
events will be imputed under MNAR assumption using copy-reference approach, and missing
values for subjects who discontinued due to reasons other than lack of efficacy or adverse
events will be imputed under the MAR assumption.

These two steps will be camed out sequentially to construct 100 hypothetical complete data
sets.

An ANCOVA model (not repeated measures, and with no random effects) with the following
covariates will be performed for each imputation using the SAS Mixed procedure:

* HGB = Baseline Hemoglobin category (>=11 or <11g/dL)

« CKD = CKD Stage (3, or 4/5)

* TRT = Treatment group

= BASE = Baseline hemoglobin value

The SAS MIAnalyze procedure will be used to combine the results of these analyses for the
imputations. The overall least square means, standard errors, 95% confidence intervals, and p-
values will be reported.
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Reasons for subject discontinuation that are identified as lack of efficacy will be discussed and
finalized prior to database lock.

3.4.2 Secondary Efficacy Endpoints

The secondary analysis variables will be summarized and analyzed in the same manner as the
primary analysis variable (Section 3.4.1). Each MMRM model will use change or percent
change from baseline variable as applicable as the dependent or response variable.

The following secondary variables will be analyzed:

+ Difference in percent change in SAA from Baseline to Week 13 between each active
group and placebo.

+ Difference in percent change in fibrinogen from baseline to Week 13 between each
active group and placebo.

3.4.3 Exploratory Efficacy Endpoints

The following exploratory analysis variables will be summarized in the same manner as the
primary analysis of the primary efficacy endpoint for the continuous efficacy endpaints.

For binary endpoints (proportions), differences in proportions and 95% Cls will be based on the
normal approximation to binomials.

The sample SAS code for normal approximation for binary endpoints can be found below:

hhkdkhkkdhkkdhkdkdhdkdrbdtdrbddrbddrbddrbddrbdbdrbddrbddrbdd b ddbdd b dd b bt b bt bbb dbbdbbdbddbddbiddd .
r

*Wote: ACHIEVE = status of patients achiewing endpoint (1 if ¥es, 2 if No)

* TRT = Treatment Group
FhEkd bk EdrbEdrbEd b Ed b Ed b Ed b Ed b Ed b Ed b A b A b A bbb b A b Ed b dd bbbt bddbddhbddhbhbdhbhbdhbhkdhhkda
r

proc freq data=endpoint;

by TRT;

tables RACHIEVE / binomial (Wald exact);

ods ocutput BinomialCLs=CL BinomialProp=Proportion;
run;

The following exploratory endpoints will be analyzed:

+ Difference in percent change in hs-CRP levels from baseline to End of Treatment (weeks
23 through 24) between each active group and placebo.

* Difference in percent change in serum NT-pro-BNP from Baseline (average of NT-pro-
ENP value prior to randomization and Day 1) to Week 13 and to End of Treatment
(Weeks 23 through 24) between each active group and placebo.

* Difference in change in SAA from Baseline to End of Treatment (Weeks 23 through 24)
between each active group and placebo.

+ Difference in percent change in fibrinogen from Baseline to End of Treatment (Week 24)
between each active group and placebo.

+ Difference in change in hemoglobin from Baseline (average of the two most recent
hemoglobin values prior to randomization and Day 1) to Week 13 and to End of
Treatment (Weeks 23 through 24) between each active group and placebo.
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* Difference in change in serum albumin from Baseline (average of the two most recent
serum albumin values prior to randomization and Day 1) to Week 13 and to End of
Treatment (Weeks 23 through 24) between each active group and placebo.

* Proportion of patients achieving hs-CRP response at Week 13 and to End of Treatment
(Weeks 23 through 24), defined as hs-CRP <2.0 mg/L in each active group and placebo.

+ Difference in change in ST2 from Baseline to Week 13 to End of Treatment (Week 24)
between each active group and placebo.

+ Difference in percent change in Lp (a) from Baseline to Week 13 and to End of
Treatment (Weeks 23 through 24) between each active group and placebo.

+ Difference in percent change in LDL-C, triglycerides, ApoB, ApoA1, ApoB/ApoA1, and
lipid profile by NMR spectroscopy from Baseline to Week 13 and to the End of Treatment
(Weeks 23 through 24) between each active group and placebo.

* Difference in change of creatinine based eGFR and cystatin C-based eGFR from
Baseline to Week 13 and to the End of Treatment (Weeks 23 through 24) between active
group and placebo.

* Difference in change of UACR from Baseline to Week 13 and to the End of Treatment
(Weeks 23 through 24) between active group and placebo.

+ Difference in change of the total fatigue score (FROMIS Fatigue 13a short form and
selected items from the PROMIS fatigue item bank) from Baseline to Week 13 and to
End of Treatment (Weeks 23 through 24) between each active group and placebo.

* Difference in change of the PROMIS interest in sexual activity item from Baseline to
Week 13 and to End of Treatment (Week 24) between each active group and placebo.

* Difference in change of the Corvidia ePRO items from Baseline to Week 12 and to End
of Treatment (Weeks 23 through 24) between each active group and placebo.

* Difference in change of the PGIS index from Baseline to Week 12 and to End of
Treatment (Week 24) between each active group and placebo.

* Descriptive analyses of the PGIC index at Weeks 5, 13, and End of Treatment (Week
24) in each active group and placebo.

« Difference in change of the Optum SF-36 v2® Health Survey physical component
summary (PCS), mental component summary (MCS) and domain scores from Baseline
to Week 13 and to End of Treatment (Weeks 23 through 24) between each active group
and placebo.

+ Difference in change of the EQ-5D-5L index from Baseline to Week 12 and to End of
Treatment (Week 24) between each active group and placebo.

* Evaluation of the psychometric properties of the PROMIS Fatigue 13a short form and
selected items from the PROMIS Fatigue item band and the Corvidia ePRO items in
CKD patients — to be described in a PRO psychometric analysis plan.

* Descriptive analyses by dose and treatment may be conducted on samples stored for
analysis of exploratory biomarkers, genomic and transcriptomic analysis.

* Difference in change in TSAT from Baseline to peak level, Week 13, and the End of
Treatment (Weeks 23 through 24), between each active group and placebo.
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+ Difference in change in CHr from Baseline to peak level, Week 13, and to End of
Treatment (Week 24) between each active group and placebo.

+ Difference in change in TIBC from Baseline to Week 13 and to End of Treatment (Weeks
23 through 24) between each active group and placebo.

* Difference in change in serum ferritin from Baseline to Week 13 and to End of Treatment
(Weeks 23 through 24) between each active group and placebo.

* Difference in change in serum iron from Baseline to Week 13 and to End of Treatment
(Weeks 23 through 24) between each active group and placebo.

* Difference in change in serum hepcidin from Baseline to Weeks 13 and to End of
Treatment (Week 24) between each active group and placebo.

+ Difference in percent change in serum NT-pro-BNP from Baseline to Week 13 and to
End of Treatment (Weeks 23 through 24) between each active group and placebo in
patients with baseline NT-pro-BNP = 250 pg/mL.

+ Difference in change in hemoglobin from Baseline (average of the two most recent
hemoglobin values prior to randomization and Day 1) to Week 13 and to End of
Treatment (Weeks 23 through 24) between each active group and placebo in patients
with baseline hemoglobin < 11 g/dL.

* Difference in change in serum albumin from Baseline (average of the two most recent
serum albumin values prior to randomization and Day 1) to Week 13 and tos End of
Treatment (Weeks 23 through 24) between each active group and placebo in patients
with baseline albumin < 4.0 g/dL.

For the above efficacy vanables, the observed values, changes from baseline, and percent
changes from baseline (as applicable) will be summarized by treatment group using descriptive
statistics using ITT.

For PROMIS fatigue 13a short form, the observed value and change from baseline in total
fatigue score will be summarized by treatment at each visit.

For PROMIS SexFS5, the observed value and the change from baseline will be summarized by
treatment at each visit..

The PCS, MCS, and domain scores from the Optum SF-36 v2® Health Survey will only be
analyzed descriptively. The observed value and change from baseline in total Optum SF-36
v2® Health Survey score will be summarized by treatment at each visit.

Psychometric analyses will be conducted using the trial data to assess the psychometric
properties of the CARES Corvidia ePRO instrument. The structural validity of CARES Corvidia
ePRO instrument will be evaluated by means of exploratory factor analysis. A total summary
scale or set of scales will be proposed in light of the factor loadings as well as clinical and
conceptual considerations. Additional details will be described in the PAP. The score(s)
developed as psychometrically sound will be used to evaluate efficacy.

Descriptive analyses of the EQ-5D-5L results will be presented. Number and percentage of
patients with each of five levels (no problems, slight problems, moderate problems, severe
problems, and extreme problems) of response in each domain will be presented by treatment
and visit. The observed value and change from baseline on the EQ-5D-5L VAS score will be
summarized by treatment at each analysis visit.
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Additional exploratory analyses including descriptive summaries and inferential statistics for the
following will be described in a separate PRO Statistical Analysis Plan (FRO SAP). CARES
Corvidia ePRO, 5F-36 v2 Health Survey and denved scores, EQ-5D-5L, PROMIS 13a and
Fatigue ltems, PROMIS interest in sexual activity, PGIS, and PGIC.

3.4.4 Multiple Comparisons Procedures

The overall familywise error rate (FWER) will be controlled at a = 0.05 using the sequential testing
procedure for the primary efficacy endpoint comparing between the three dose levels of
Ziltivekimab vs. placebo. The high dose (30 mg) will be compared with placebo at the beginning.
If significant then the middle dose (15 mg) will be compared with placebo. If the middle dose is
significant, then the low dose (7.5 mg) will be compared with placebo. The procedure stops
whenever a nonsignificant test occurs.

3.4.5 Data Plots

Graphical data display for the efficacy parameters will be employed to present observed data
and changes from baseline. The Ziltivekimab 7.5 mg, Ziltivekimab 15 mg, and Ziltivekimab 30
mg active dose groups as well the placebo group will be supernmposed for visual comparison.

3.5 Pharmacokinetic Analysis

Pharmacokinetic analysis will be described in a separate pharmacokinetic analysis plan.

3.6 Pharmacokinetic/Pharmacodynamic Assessment
PK-PD analysis will be described in a separate PK-PD analysis plan.

3.7 Safety Assessment

Safety data will be summarized by actual treatment received (and in total for selected analyses)
based on the Safety analysis population.

3.7.1 Adverse Events [AEs)

AEs will be captured from the date of informed consent through study completion. All AEs will
be coded to system organ class and preferred term using MedDRA version 21.0.

Treatment-emergent adverse events (TEAEs) are defined as AEs that initiated or worsened on
or after the date of first dose of study drug up to the end of safety-follow-up. For AEs occurring
on the first dosing day, if the start time cannot be ascertained, the event will be counted as
treatment-emergent. These events will be identified in the data by coded terms.

Adverse events of special interest (Section 2.3.4) will be summarized by dose group and
treatment assignment.

An overview of AEs will be provided including counts and percentages of subjects with the
following:

= Any TEAEs (overall and by maximum severity)
* Any study drug related TEAEs (overall and by maximum severity)
= Any TEAEs of special interest (overall and by maximum severity)

= Any serious AEs (SAEs)
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= Any treatment-emergent serious AEs (TESAEs)

= Any TEAEs leading to discontinuation of study drug
= Any TEAEs leading to discontinuation of study

= Any AEs leading to death

* Any severe hematologic AEs

* Any severe non-hematologic AEs

The number and percentage of patients reporting TEAEs and SAEs for each preferred term will
be tabulated by system organ class, by system organ class and severity, and by system organ
class and relationship to Study Drug. If more than one event occurred with the same preferred
term for the same patient, the patient will be counted only once for that preferred term using the
most severe or related occurrence for the summary by severity, or relationship to study drug,
respectively.

Listings will be presented specifically for SAEs and TEAEs leading to discontinuation of study
drug.

3.7.2 (Clinical Laboratory Tests

Blood and urine samples for clinical laboratory tests will be collected and processed by a central
laboratory.

Values and changes from baseline for lab parameters (excluding efficacy lab parameters) will
be presented at each scheduled visit and baseline by laboratory test. The incidence of
abnormalities (as defined by normal ranges) prior to the first dose of study drug and after the
first dose of study drug will be summarized with counts and percentages of subjects.

All laboratory measurements will be listed.

3.7.3 Vital Signs

Vital signs and change from baseline in vital signs will be summarized descriptively at each visit
by treatment group. The number and percentage of patients with exceeding pre-defined
absolute and relative threshold values will be summarized. These threshold values are
presented in Table 2.

When calculating the percentages for the criterion related to a threshold, the numerator will be
the number of subjects with normal baseline with respect to the specific criterion and at least 1

post-baseline outlier value within the analysis period; and the denominator will be the number of
subjects with a baseline and at least 1 post-baseline assessment within the analysis period.

Table 2 Pre-defined Threshold Value for Vital Signs
Parameter Criteria
Systolic Blood Pressure (SBP) =25 mmHg increased or decreased from baseline
SBP =160 mmHg
SBP =90 mmHg
Heart Rate (HR) =100 beats per minute
HR <50 beats per minute
Respiration Rate >24 breaths per minute
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BMI =10% increased from baseline
BMI =10% decreased from baseline

All vital signs measurements will be listed.
3.7.4 FElectrocardiograms

ECG interpretation (normal vs. abnormal) will be summarized using frequency and percentage
at each visit by treatment group. ECG intervals (PR, QT, HR, and QTcF) will be summarized
descriptively at each visit. The number and percentage of patients with exceeding pre-defined
absolute and relative threshold values will be summarized. These threshold values are
presented in Table 3.

When calculating the percentages for the criterion related to a threshold, the numerator will be
the number of subjects with normal baseline with respect to the specific cnterion and at least 1
post-baseline outlier value within the analysis period; and the denominator will be the number of
subjects with a baseline and at least 1 post-baseline assessment within the analysis period.

Table 3 FPre-defined Threshold Value for ECG

Parameter Criteria

FR Interval =200 msec

QTcF =450 msec

QTcF =480 msec

QTcF =500 msec

QTcF Increase from baseline=30 msec
QTcF Increase from baseline=60 msec

3.7.5 Physical Examinations

Physical examination clinically significant new or worsening findings will be reported as adverse
events and will therefore be summarized as described for adverse events.

3.7.6 Antibodies to Ziltivekimab

The immunogenic potential of Ziltivekimab will be assessed by summarizing the number and
percentage of patients who develop detectable anti-drug antibodies (ADA). Anti-drug antibody
fiters will be summarnized descriptively for ADA positive samples and the impact of ADA on PK
will be assessed if data allows.

3.7.7 Bleeding Events

Bleeding events will be classified using the Thrombolysis In Myocardial Infarction (TIMI)
Bleeding Classification

Table 4 TIMI Bleeding Classification
Parameter Criteria
Major Intracranial hemorrhage or a >=5 g/dL decrease in the hemoglobin concentration
or a >=15% absolute decrease in the hematocrit
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Minor Observed blood loss: >=3 g/dL decrease in the hemoglobin concentration or

=>=10% decrease in the hematocrit. No observed blood loss: ==4 g/dL decrease in
the hemoglobin concentration or >=12% decrease in the hematocrit

Minimal Any dlinically overt sign of hemorrhage (including imaging) that is associated with a
<3 g/dL decrease in the hemoglobin concentration or <9% decrease in the
hematocrit

All TIMI definitions take into account blood transfusions, so that hemoglobin and hematocrit values
are adjusted by 1 g/dL or 3%, respectively, for each unit of blood transfused. Therefore, the true
change in hemoglobin or hematocrit if there has been an intervening transfusion between two blood
measurements is calculated as follows: A Hemoglobin = [baseline Hgb — post-transfusion Hgb] +
[number of transfused units]; A Hematocrit = [baseline Hct — post-transfusion Hct] + [number of
transfused units x 3].

Tables will be generated for each of the TIMI Bleeding Classification parameters by treatment
and in total. Bleeding events will also be listed.

3.7.8 Exploratory Analyses of Efficacy and Safety Endpoints Based on Baseline Hemoglobin
(>=11o0r<11g/dl)

Exploratory analyses may be performed for the primary and secondary efficacy endpoints with a
stratified analysis by baseline hemoglobin (>=11 g/dL or <11g/dL) and CKD stage (3, 4 or 5).

4 ANALYSIS TIMING
4.1 Blinding and Database Lock

All investigators and patients will remain blinded throughout the study. Additionally, members of
the study team including operations team, data management, and statistical team will also
remain blinded until the final database lock.

Once all subjects complete Visit 7 (Week 13), the database will be cleaned and locked for the
purpose of analyzing the efficacy and safety data for primary analysis. An independent,
unblinded statistician will perform this analysis and provide results to a team at Corvidia that will
use this information to plan future studies. No subject-level data will be provided to Corvidia or
any members of the project team so that the treatment assignments of all subjects remains
blinded until completion of the entire study. A formal Blinding Plan will be approved for
implementation in the study, prior to the Visit 7 (Week 13) lock and statistical analysis.

After the last subject completes the last visit, the final database will be cleaned, locked and
analysis will be performed. At this time, members of the study team will become unblinded to
the subject treatment assignments.

Prior to the each database lock, the blinded team may perform a blinded data review using
tables, figures, and listings.

4.2 Interim Analysis

Interim analysis will not be performed for this study,
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4.3 Pre-Final Analysis

After the final database is locked and exclusions from analysis populations have been finalized,
the randomized treatment assignments will be unblinded and the pre-final analysis will be
generated. Pre-final TFLs will be provided approximately 4 weeks after final database lock.

4.4 Final Analysis

After all comments on the pre-final analysis have been resolved and the study database is
declared final, the final analysis will be generated. Final TFLs will be provided approximately 1
week after the study database is declared final. If there were no changes to the pre-final
analysis or the study database, the pre-final TFLs may be considered final. In addition to TFLs,
Study Data Tabulation Model (SDTM) data and Analysis Data Model (ADaM) data along with
associated files will be provided. Associated files may include: annotated CRFs, SDTM
specifications, SDTM programs, ADaM specifications, ADaM programs, TFL programs, and
Clinical Data Interchange Standards Consortium (CDISC) Define packages for both SDTM and
ADaM data.

5> CHANGES FROM PROTOCOL-SPECIFIED STATISTICAL ANALYSES

The schedule of procedures defined in the protocol is listed as Table 1 in this SAP. The
schedule of precedures states that cardiac risk markers (SAA, fibrinogen, and ST2) will be
assessed at Visit Weeks 1, 13, and 23/ET resepectively. The SAP clanfies that SAA will be
analyzed for percentage change from baseline where the baseline for SAA will be evaluated as
the average of values at Visit Week -1 and Day 1, and the End of Treatment will be evaluated
as the average of values at Visit Week 23 and Week 24/ET.

Due to the impact of the Coronavirus Disease 2019 (COVID19) pandemic on the RESCUE
clinical trial, an immediate discontinuation of dosing was announced on March 18, 2020 to
ensure the safety of trial patients. The announcement required the early termination visit to be
scheduled as early as possible for ongoing patients followed by their entry into the safety follow-
up period.

At the time of discontinuation of the study, approximately 140 patients had completed the 24-
week treatment period and more than 120 patients were non-completers of the treatment
perod. As a result, the methods for primary, secondary, or exploratory endpoints that required
analysis of change or percent change from baseline to end of treatment were reconsidered as
follows:

* For patients who were early terminated from the RESCUE trial due to COVID19 and had
completed Week 13 efficacy assessments, the End of Treatment visit will be derived as
the average of their last 2 visits after Week 13 including Week 13. The End of Treatment
value for such patients will be defined as the average of assessments at Week 13 and
Week 17 or Week 17 and Week 21, or Week 21 and Week 23 depending upon the last
two completed visits for each patient. The rationale behind taking the average of the last
2 visits as End of Treatment visit is that Ziltivekimab remains effective in the same
manner after three months of dosing which is equivalent to the Week 13 endpoint.

MMRM analysis performed for baseline to End of Treatment is based on (1) the assumption of
missing at random with small amount of missing data and (2) End of Treatment (the average of
Week 23 and Week 24) with the same time window for all patients. Given (1) the missing data
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for a large number of early terminated patients due to COVID19 and (2) the time window for End
of Treatment visit (the average of the last 2 visits including and after Week 13) varying from
patient to patient, MMRM results may not be appropriate to analyze change or percentage
change from baseline to End of Treatment. Therefore, analysis for change or percentage
change from baseline to End of Treatment will be performed using an analysis of covarance
model (ANCOWVA), where the percent change or change from baseline to End of Treatment
described above will be used as the outcome variable. The ANCOWVA model will also include
baseline hemoglobin (>=11 or <11 mg/dL), CKD Stage (3, 4 or 5), and treatment group as
factors; baseline hs-CRP and the baseline value (for efficacy parameters other than hs-CRF) as
covarates.

The sample SAS code for ANCOVA analysis is provided below:

FhEkd b Ed b EdrbEd b Ed b Ed b Ed b Ed b EE b AL b E A bbb Ed b Ed b Ed bbbt bbbt hbddhbhddhbhkdhidhikd

*Note: PCHG = Percent change from baseline for efficacy paramster
* HGBE = Baseline Hemoglobin category (>=11 or <llg/dL)

* CED = CED Stage (3, or 4/3)

* TRT = Treatment group

* CRP = Baseline hs—CRP wvalue

* BASE = Baseline walue for efficacy parameter

FhEkd bbb EdrbEdrbEd b Ed b Ed b A S b Ed b EE b A A b A E b A E b AL A A A A b A bbb Ed b EdbEdbddd .
r

proc mixed data=efficacy ;
class HGB CKD TRT;
model pchg=HGB CKD TRT BASE CRP;
Ismeans TRT/ pdifi=control('0") d ;
ods output diffs=Diff;
run;

Analysis of change or percent change from baseline to Week 13 for the primary, secondary, and
exploratory endpoints will be carried out using MMRM analysis as originally planned and will
include scheduled post-baseline visits up to and including Week 13. Details of MMRM analysis
can be found in section 3.4.1 of this SAP.

& PROGRAMMING SPECIFICATIONS

Analyses will be performed using SAS® version 9.3 or higher. All available data will be
presented in subject data listings which will be sorted by subject and visit date as applicable.
Detailed Programming Specifications will be provided in a separate document.
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