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1. Statistical Analysis Plan:

IMF-MC-RHCH: A Multicenter, Randomized, Double-Blind and
Placebo-Controlled 16-Week Study Followed by Long-Term
Evaluation of Efficacy and Safety of Ixekizumab (LY2439821) in
Chinese Patients with Radiographic Axial Spondyloarthritis

Confidential Information

The information contained in this document iz confidential and the information contained
within it may not be reproduced or otherwise disseminated without the approval of Eli Lilly
and Company or its subsidiaries.

Mote to Regulatory Authorities: This document may contain protected personal data
andfor commercially confidential information exempt from public disclosure. Eli Lilly and
Company requests consultation regarding releasefredaction prior to any public releazse. In
the United States, this document is subject to Freedom of Information Act (FOIA)
Exemption 4 and may not be reproduced or otherwise disseminated without the written
approval of Eli Lilly and Company or its subsidiaries.

Ixekizumab (LY2439821)

Study MF-MC-RHCH iz a Phase 3, multicenter, randomized, double-blind, placebo-
controlled, parallel-group, outpatient study to evaluate the efficacy and safety of ixekizumab
(LY 2439821) versus placebo at 16 weeks in Chinese patients with radicgraphic axial
spondyloarthritis {r-axSpA) patients. Patients will be randomized to subcutaneous (SC)
placebo, or ixekizumab. This study will alzo evaluate long-term efficacy and safety of
ixekizumab during an Extended Treatment Period (36 weeks). All patients entering into the
Extended Treatment Pericd from the placebo treatment group will receive ixekizumab 80
mg C4W .

Eli Lilly and Company
Indianapolis, Indiana USA 46285

Approval Date: 28-Apr-2021 GMT
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3. Revision History

This 1s the first version.
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4. Study Objectives

Objectives

Endpoints

Primary

The primary objective is to compare ixekizumab
regimen 80 mg every 4 weeks (Q4W) versus placebo
in bDMARD-naive patients with active r-axSpA at
Week 16

Proportion of patients achieving an Assessment of
Spondyloarthritis International Society 40
{ASAS40) response

Secondary

The major secondary objective is:

* To compare ixekizumab regimen 30 mg Q4W to
placebo in overall study population at Week 16

Other secondary objectives are:

* To compare ixekiziimab regimen 30 mg Q4W to
placebo in overall study population during the 16-
week placebo controlled period (Period 2)

Ly2439821
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Proportion of patients achieving an ASAS40
response

Proportion of patients achieving an ASAS20
response

Change from baseline in Ankylosing Spondylitis
Disease Activity Score (ASDAS)

Change from baseline in Bath Ankylosing
Spondylitis Disease Activity Index (BASDAI)
Change from baseline in Bath Ankylosing
Spondylitis Functional Index (BASFT)
Proportion of patients achieving ASDAS <21
Change from baseline in magnetic resonance
imaging (MRI) of the spine (Spondyloarthritis
Research Consortium of Canada [SPARCC] score)
Change from baseline in Short Form 36 (SF-36)
physical component score (PCS)

Proportion of patients who achieve ASAS20,
ASAS40, ASASS/6, and partial remission by
ASAS criteria
Change from baseline in the individual
components of the ASAS criteria
Change from baseline in BASDAT
Proportion of patients reaching BASDATS0
Change from baseline in ASDAS
Proportion of patients who experience clinically-
important improvement (change of ASDAS from
baseline >1.1). major improvement (change of
ASDAS from baseline =2.0 or achievement of the
lowest possible score), inactive disease (ASDAS
score <1.3) and ASDAS<21
Change from baseline in the measure of high
sensitivity C-reactive protein (CRF)
Change from baseline in BASFI
Change from baseline in mobility

o Bath Ankylosing Spondylitis Metrology

Index (BASMI) (linear) and individual
components
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Objectives

Endpoints

+ To determine if the effect of ixekizumab is
maintained through Week 52

+ To measure ixekizumab exposure and assess the

o Chest expansion
o Change from baseline in occiput to wall
distance

* Change from baseline in MRI of the SIT
(Spondyloarthritis Research Consortinm of Canada
Score [SPARCC])

* Change from baseline in Maastricht Ankylosing
Spondylitis Enthesitis Score (MASES)
Incidence rate of anterior uveitis or uveitis flares
Change from baseline in the following health
outcomes measures. Functional Assessment of
Chronic Iliness Therapy (FACIT) Fatigue Scale,
Work Productivity Activity Impairment—
Spondyloarthritis (WPATI-SpA) scores, SF-36
{both PCS and mental component scores [MCST])
and Quick Inventory of Depressive
Symptomatology—Self Report 16 items (QIDS-
SR16) score.

All endpoints assessed at Week 16 (above) and during

the 16-week placebo-controlled period (above) will

continue to be assessed throngh Week 52.

In addition, the following endpoint is added:
+ NSAID intake (ASAS-NSAID score and % of
patients taking NSATDs)

Serum trough concentrations of ixekizumab

¢ To evaluate time to first response

* To compare ixelkizumab regimen 80 mg Q4'W to
placebo during the 16-week placebo-controlled
period (Period 2)

+ To evaluate the incidence of anfi-ixekizumab
antibodies and their relationship to efficacy of
ixekizumab

relationship between exposure and Ixekirimab serum trough concentrations
immumogenicity associated with ADA titer sub groups
Exploratory

*  Onset of action and treatment response (ASAS20,
ASAS40, ASDAS) during the placebo-controlled

period

* Change from baseline in SPARCC 5IJ Structural
Score (S55)
* Change from baseline in ASAS HI score

+ FEfficacy response rates listed below at Weeks 16
and 52 by treatment-emergent anti-drug antibody
(TE-ADA) status and by neutralizing anfi-dmg
antibody (NAb) status

o Proportion of patients achieving ASAS40

o Proportion of patients achieving ASAS20

o Proportion of patients achieving ASDAS
inactive disease

Ly2439821
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5. Study Design

Thus section contains the summary of study design, the method of treatment assignment, and the
sample size determination from the protocol for Study I1F-MC-RHCH.

9.1. Summary of Study Design

Study I1F-MC-RHCH (RHCH) 1s a Phase 3, multicenter, randonuzed, double-blind, placebo-
controlled, parallel-group, outpatient study to evaluate the efficacy and safety of ixekizumab 80
mg Q4W SC, as compared to placebo SC 1n patients with r-axSpA_ during a 16-week Blinded
Treatment Dosing Period.

Study RHCH will also evaluate long-term efficacy and safety of mekizumab duning the Extended
Treatment Period (Period 3) for a total treatment duration of 1 year (52 weeks).

Figure RHCH 5. 1 1illustrates the study design.

Screeming Blinded Trestment Dozing Period Extended Trestment Period Post-Trestmvest Follow-up Pericd
(Period 1} {Period 2) (Period X {Period 4)°
180 mg sarting dose N
B=T0
i AuPatiens L .
B=T 160 mg viarting dase -
Vi l";:: ¥a Vi VE Vi v :-'-I.'J: ¥ VIO VII  VER V13 Vié VES  Yid %I‘E \?;ﬂ:l VEI
Upbadidmz W Wl w2 W4 WE O WIT WL wWIp Wld WIS Wi WIE Wb Wad WS war LY 4 Lis1aW
Basellse Friman
Handnmusatiza Endpsinl Study Werks
Abbreviations: LV = last wisit; LY = melizumab; n = number; Q4W = every 4 weeks; SC = subcutaneous; V = study visit; W=
study week

a Al patients will receive 2 injections at baseline, as detailed in Protocol Section 7.1. Patients randomized to the ixekiznmab
regimen will receive a 160 mg starting dose.

b All patients will receive 2 injections at Week 16, as detailed in Protocol Section 7.1. Patients randomized to placebo at Week
0 will begin xeliznmab 80 mg Q4W at Week 16 with a 160 mg starting dose, and patients randomized to ixelizumab at
Week 0 will receive 1 ixeliznmab 80 mg injection and 1 placebo injection at Week 16 to maintain the blinding (Protocol
Section 7.1).

¢ Patients who discontinme from stody treatment for any reason and who have received at least 1 dose of investigational product
will continne to the early termination visit (ETV) before entering the Post-Treatment Follow-Up Period. VB01 and V202 are

required for all patients (Protocol Section 9.4.10).
Figure RHCH.5. 1 lllustration of study design for Clinical Protocol MF-MC-RHCH.
9.2. Method of Assignment to Treatment
Patients who meet all criteria for enrollment will be randomized to double-blind treatment at

Week 0 (Visit 2). Assignment to treatment groups will be determined by a computer-generated
random sequence using an mnteractive web-response system (IWRS). The IWRS will be used to

Ly2439821
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assign double-blind investigational product to each patient. Site personnel will confirm that they
have located the correct assigned investigational product package by entering a confirmation
number found on the package into the IWRS._

To achieve between-group comparability, the randomization will be stratified by baseline CRP
(non-elevated or elevated) and TNF inhibitors expenienced or naive. The study will enroll
approximately 60% of patients with baseline CRP elevated (>5.00 mg/L) and approximately
40% of patients with non-elevated baseline CRP. At least 61 bDMARD-naive patients will be
enrolled per arm.

Once a specific stratum 1s fully enrolled, the sponsor may stop further enrollment of patients
fitting the criteria of that stratum

9.3. Determination of Sample Size
Approximately 140 patients will be randomized at a 1:1 ratio in the Blinded Treatment Dosing
Period (Period 2) to xekizumab 80 mg Q4W with a starting dose 160 mg and placebo.

For 90% power to test the superionty of ixekizumab Q4W to placebo for ASAS40 at Week 16 mn
bDMARD-naive patients, at least 61 patients per treatment group would be needed. The
following assumptions were used for the power calculations for ASAS40 response rates: 44%
for ekizumab 80 mg Q4W treatment group and 16% for the placebo group m bDMARD naive
patients.

For the key secondary efficacy endpoint ASAS40 response at Week 16 compared to placebo
group 1 overall study population, the power would be >90%. The assumptions are 42% response
rate for meluzumab 80 mg Q4W treatment group and 15% for the placebo group in overall study
population.

These assumptions are based on the review of listorical climical studies in AS (etanercept,
adalimumab, infliximab, certolizumab, and golimumab [Davis et al. 2003; van der Heyjde et al.
2005, 2006; Inman et al. 2008, Landewé et al. 2014]) and recent secukinumab trials including
both TNF mhibitor experienced patients and naive patients (Baeten et al 2014b; Sieper et al.
2014).

A 2-sided Fisher’s exact test at the 0.05 level 1s assumed. Sample size and power estimates were
obtained from nQuery® Advisor 7.0.

Ly2439821
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6. A Priori Statistical Methods

6.1. General Considerations
Statistical analysis of this study will be the responsibility of Eli Lilly and Company (hereafter
Lilly). The statistical analyses will be performed using SAS® Version 9.4 or higher.

Continuous data will be summarized in terms of the number of observations, mean, standard
deviation (SD), minimum, median, and maximum  The mimimum and maximum will be
reported to the same number of decimal places as the raw data recorded in the database. The
mean and median will be reported to 1 more decimal place than the raw data recorded in the
database. The SD will be reported to 2 more decimal places than the raw data recorded m the
database. In general, the maximum number of decimal places reported shall be 4 for any
summary statistic.

Categorical data will be summanzed mn terms of the number of patients in the analysis
population, the number of patients providing data at the relevant time pomt, frequency counts,
and the percentages corresponding to the appropriate method. Percentages will be presented to
1 decimal place. Percentages will not be presented for zero counts.

For continuous data, at visits of interest, change from baseline will be calculated as the observed
value - the baseline value. Percent change (or percent improvement) is calculated as 100 x

EBaseline value — Observed value - - ..
_ If the baseline value or observed value 1s missing, the change

Baseline value
from baseline and percent change (or percent improvement) from baseline will be missing_
All confidence mtervals (CIs) and statistical tests will be 2-sided unless otherwise specified. P-
values which are greater than or equal to 0.001, and less than or equal to 0.999, will be presented
to 3 decimal places. All other p-values which are less than 0.001 will be presented as <0.001,

while p-values greater than 0.999 will be presented as =0.999. Confidence intervals will be
presented to 1 more decimal place than the raw data.

Age, sex, and race will be reported on all by-patient listings unless otherwise specified. Sex will
be abbreviated as follows: female (F) and male (M). Race will be abbreviated as follows: Asian
(AS).

Not all displays described 1n this SAP will necessarily be included in the clinical study report
(CSR). Not all displays will necessarily be created as a “static” display. Some may be

incorporated into interactive display tools such as Spotfire instead of, or mn addition to, a static
display. Any display described in this SAP and not included mn the CSR would be available upon

request.

6.1.1. General Considerations for Analyses during the Blinded

Treatment Dosing Period (Period 2)
Comparisons between xekizumab regimen 80 mg Q4W and placebo will be performed for all
analyses in Period 2.

Ly2439821
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Period 2 starts at the first injection of study treatment at Week 0 (Visit 2) and ends prior to the
first injection of study treatment at Week 16 (Visit 8) or the ETV (between Weeks 0 and 16). If a
patient has Visit 8 but does not receive mjection at Week 16 (Visit 8), the last recorded time for
Visit 8 1s used as the end time for Period 2.

Baseline will be defined as the last available value before the first injection for efficacy, health
outcome, and safety analyses. In most cases, this will be the measure recorded at Week 0

(Visit 2). For efficacy measures, if the patient does not take any injection, the last available
value on or prior to randonuzation date will be used. Change from baseline will be calculated as
the visit value of interest mmus the baseline value. For safety analyses using a baseline period,
the baseline period 1s defined as the time from Visit 1 to the date/time of the first mjection.

The randonmuzation to treatment groups 1s stratified by baseline CRP status (nonelevated versus
elevated) and TNF ihibitors experience (experienced or naive) as described in Section 5.2.
Unless otherwise specified, the statistical analysis models will adjust for baseline CRP status,
and prior TNF mhibitors experience(if applicable).

The primary analysis method for treatment comparisons of categornical efficacy and health
outcomes variables at specific time poimnts will be made using a logistic regression analysis with
treatment, baseline CRP status, and TNF mhibitors experience (1if applicable) in the model. The
proportions, odds ratio and 95% confidence intervals (CIs) will be reported; treatment difference
and 95% CIs will also be reported. Secondary analysis will be conducted using a Fisher’s exact
test. In the case when logistic regression model does not produce statistical results due to sparse
data, Fisher’s exact test will be used.

As a secondary analysis for the primary and major secondary categorical efficacy measures, a
categorical, pseudo-likelihood based mixed-effects model of repeated measures (categorical
MMRM) estimating the percentage of patients achieving response across postbaseline visits will
be used. The model will include treatment, baseline CRP status, TNF mhibitors expenience (if
applicable), visit, and treatment-by-visit as fixed factors. The binomual distribution and the logit
link will be used. The restricted maximum likelihood (REML) will be used. An unstructured
covariance matrix will be used to model the within-patient variance-covanance errors. The
Kenward-Roger approximation will be used to estimate the denominator degrees of freedom
The Newton-Raphson with ridging optimization technique will be used to aid with convergence.
The probability of response, the corresponding 2-sided 95% CI, and the p-value for treatment
comparisons at Week 16 (Visit 8) and all other postbaselme visits will be reported.

If the unstructured covariance matrix results in a lack of convergence, the heterogeneous
Toeplitz covanance structure, followed by the heterogeneous autoregressive covariance
structure, followed by the compound symmetry will be used. Thus order is specified according to
a decreasing number of covanance parameters in the structure. The sandwich estimator (Diggle
et al 1994) for the covanance estimation will be used by specifying the EMPIRICAL option m
SAS PROC MIXED. When sandwich estimation 1s used, the Kenward-Roger approximation for
denominator degrees of freedom cannot be used. Instead, DDFM= BETWITHIN option will be
used to estimate denominator degrees of freedom.

Ly2439821
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The primary analyses for continuous efficacy and health outcome vaniables will be made using
Mixed Model for Repeated Measures (MMRM). The primary analyses for MRI endpoints will
be made using analysis of covariance (ANCOVA). A secondary analysis for selected continuous
efficacy and health outcome variables will also be made using analysis of covariance
(ANCOVA).

When the MMRM 1is used, the model will include treatment, baseline CRP status, TNF mhibitors
experience, baseline value, baseline value-by-visit, visit, and treatment-by-visit interaction as
fixed factors (except for the analysis of CRP, see paragraph below). The covariance structure to
model the within-patient errors will be unstructured. If the unstructured covariance matrix
results in a lack of convergence, the heterogeneous Toeplitz covariance structure, followed by
the heterogeneous autoregressive covariance structure, followed by the compound symmetry,
will be used. Ths order 1s specified according to a decreasing number of covanance parameters
in the structure. The Kenward-Roger method will be used to estimate the denominator degrees
of freedom The restricted maximum likelihood (REML) will be used. Type III tests for the
least-squares (LS) means will be used for the statistical comparison; the 95% CI will also be
reported. Treatment group comparison with placebo at Week 16 (Visit 8) and all other visits will
be reported.

For the analysis of CRP, the MMRM model will mclude treatment, baseline CRP status, TNF
mhibitors expenience, visit, and treatment-by-visit interaction as fixed factors.

When the ANCOVA 1s used, the model will include treatment, baseline CRP status, TNF
mhibitors expenience, and baseline value. Type ITI sums of squares for the LS means will be
used for the statistical comparison; the 95% CI will also be reported.

For vanables that are not collected at each postbaseline visit, data may exust at visits where the
variable was not scheduled to be collected, due to early discontmuation wvisits. In these
situations, data from the early discontinuation visit that do not correspond to the planned
collection schedule will be excluded from the MMRM analyses (Andersen and Millen 2013).
However, the data will still be used in other analyses, including shift analyses, or modified
baseline observation carried forward (mBOCF) endpomt analyses, and other categorical
analyses.

For selective efficacy measures, percent improvement will be calculated as 100 x (baseline score
— observed scores)/baseline score, unless specified otherwise. If a patient has experienced an
improvement, this measure will be positive. If a patient has experienced a worseming, this
measure will be negative.

Figures showing the proportion of patients achieving a categorical clinical response at each
scheduled visit within each treatment group may be provided.

Time to first clinical response (for example, ASAS40) will be assessed based on the mtent-to-
treat (ITT) Population in Period 2. Unless specified otherwise, time to first clinical response (for
example, ASAS40) 1s defined as:

Ly2439821
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Time to first clinical response (days) = Date of first clinical response during Period 2 — Date of
randomization + 1

If a patient has not met the critenia for response by completion or early discontmuation of Period
2, the patient will be censored at the date of their last visit during Period 2.

The number of patients at risk and experiencing a response by each scheduled visit during Period
2 will be presented by treatment group. The Kaplan-Meier estimate of the proportion of patients
achieving the clinical response will be presented for each visit. Treatment group comparisons
will be performed using the log-rank test and the log-rank test stratified by baseline CRP status
and TNF mhibitors expenienced or naive. A Kaplan-Meier plot of the time to first climical
response by treatment group will also be provided.

Fisher’s exact test will be used for all adverse event (AE), baseline, discontinuation, and other
categorical safety data. Contmuous vital sign and laboratory values will be analyzed by an
ANCOVA with treatment and baseline value in the model.

6.1.2. General Considerations for Analyses during the Extended

Treatment Period (Period 3)
Unless otherwise specified, Period 3 starts at the first injection of study treatment at Week 16
(Visit 8) and ends on the date of Week 52 (Visit 17) or the ETV (between Weeks 16 and 52) For
the efficacy and health outcome analyses, baseline 1s defined as the last available value before
the first injection in Period 2 and, in most cases, this will be the value recorded at Week 0 (Visit
2).

Unless otherwise specified, for the safety analyses durning Period 3, baseline 1s defined as the last
available value before first injection of ixekizumab in Period 3. In most cases, this will be the
measure recorded at Week 16 (Visit 8). For treatment-emergent adverse events (TEAES),
baseline 15 the events ongoing just prior to the first injection of the study drug injection at Week
16 (for placebo and xekizumab patients).

The number and percentage of patients having categorical efficacy response (for example,
ASAS40) will be summanzed for all scheduled visits (Nonresponder Imputation, NRI),
mcluding Week 52 (Visit 17) during Period 3.

In addition, the number and percentage of patients achieving response on ASAS20 for those who
did not achieve response at Week 16, and the number and percentage of patients mamtaiming
response for those who achieved response at Week 16, will be summarized for all scheduled
visits (NRI), including Week 52 (Visit 17) during Period 3. Simular summary will be provided
for ASAS40.

Each continuous efficacy and health outcome score and change from baseline (or percent
improvement) will be summarized at all scheduled visits, including Week 52 (Visit 17) using
descriptive statistics (n, mean, SD, median, minimum and maximum). Missing data will be
imputed using mBOCF method (Section 6.3.2).

Ly2439821
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The categorical safety measures will be summarized with incidence rates. The mean change of
the continuous safety measures will be summarized at all scheduled wvisits.

6.1.3. General Considerations for Analyses during Combined Blinded
Treatment Dosing Period and Extended Treatment Period

(Combined Periods 2 and 3)
Selective efficacy and health outcome analyses will be performed for Combined Periods 2 and 3
for ITT Population who are randomized to xekizumab at Week 0 (Visit 2). These analyses
included the pnimary endpoint, all major secondary endpoints, as well as ASDAS<1 3, ASDAS
clinically important improvement and major improvement, and MRI SIJ SPARCC score.

Unless otherwise specified, Combined Periods 2 and 3 starts at the first mjection of study
treatment at Week 0 (Visit 2) and ends on the date of Week 52 (Visit 17) or the ETV (between
Weeks 0 and 52).

For the efficacy and health outcome analyses, baseline 1s defined as the last available value
before the first injection in Period 2 and, in most cases, this will be the value recorded at Week 0
(Visit 2). For efficacy measures, if the patient does not take any injection, the last available
value on or prior to randonmuization date will be used.

The number and percentage of patients achieving a categorical response (for example ASAS40)
will be summanzed by treatment group for all scheduled visits (NRI), including Week 52
(Visit 17).

Continuous measure and change from baseline will be summarized by treatment group at all
scheduled visits, including Week 52 (Visit 17) using descriptive statistics (n, mean, SD, median,
mimmum and maximum). Missing data will be imputed using mBOCF method (Section 6.3.2).

Selective safety analyses will be performed for Combined Periods 2 and 3 for the Safety
Population who are randomized to mxekizumab at Week 0 (Visit 2).

For above safety analyses, baseline will be defined as the last available value before the first
mjection at Week 0. In most cases, this will be the measure recorded at Week 0 (Visit 2). For
TEAEsS, baseline 1s defined as the time from Visit 1 to the date/time of the first mnjection.

Additional categorical safety analyses will be conducted in the All Ixekizumab Exposures Safety
Population (defined in Section 6.1.5.), for each patient, only periods in which 1xekizumab 1s
admimistrated are included. Exposure-adjusted incidence rates of AE during Week 0-52 wnll be
provided. For these safety analyses, baseline 1s defined as below:

e If ixekizumab 1s dispensed at Week 0, baseline will be defined as the last available value
before the first injection at Week 0. In most cases, this will be the measure recorded at
Week 0 (Visit 2). For TEAEs, baseline 1s defined as the fime from Visit 1 to the
date/time of the first mjection.

e If placebo 1s dispensed at Week 0, then the baseline 1s the last non-missing value up to the
visit (V8) that the patient first receives an mjection of 1xekizumab.
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6.1.4. General Considerations for Analyses during the Post-

Treatment Follow-Up Period (Period 4)

For the safety analyses during Period 4, baseline 15 defined as the last non-missing assessment on
or prior to entering Period 4, that 1s, on or prior to Week 52 (Visit 17), or ETV.

Safety data collected will be summarized using descriptive statistics.

6.1.5. Analysis Populations
The following major analysis populations will be used (additional analysis populations for
specific analysis will be defined in the corresponding analysis section):

Intent-to-Treat Population (ITT Population): Unless otherwise specified, efficacy and health
outcomes analyses for Period 2 will be conducted on the ITT Population, defined as all
randonuzed patients, even 1if the patient does not take the assigned treatment, does not recerve the
correct treatment, or otherwise does not follow the protocol. Patients will be analyzed according
to the treatment to which they were assigned.

Per-Protocol Set (PPS): In addition, the prnimary efficacy analysis will be repeated using the
PPS, which 1s defined as all randomuized patients who are compliant with therapy, who do not
have a subset of important protocol deviations that impact the primary efficacy endpoint

(Section 6.13), and whose investigator site does not have significant good clinical practice (GCP)
1ssues that require a report to the regulatory agencies prior to Week 16 (Visit 8). Compliance
with therapy 1s defined to be missing no more than 20% of expected doses, not mussing 2
consecutive doses (all mjections at an injection week are counted as 1 dose), and not have any
occurrence of over-dosing (that 1s, took more injections at the same time point than specified in
the protocol) during Period 2. Patients will be analyzed according to the treatment to which they
were assigned.

Safety Population: Safety analyses for Period 2 will be conducted on the Safety Population,
defined as all randomuzed patients who received at least 1 dose of study treatment. Patients will
be analyzed according to the treatment to which they were assigned in that period.

Extended Treatment Period Population: Efficacy, health outcomes, and safety analyses for
Period 3 will be conducted on the Extended Treatment Period Population, defined as all patients
who received at least 1 dose of ekizumab treatment during Period 3.

All Ixekizumab Exposures Safety Population: Safety analyses for combined Blinded
Treatment Dosing Period and Extended Treatment Period will be conducted on the All
Izxekizumab Exposures Safety Population, defined as all patients who received at least one dose
of xekizumab during the study. For each patient, only periods in which ixekizumab 1s
admunistrated are mcluded.

Follow-Up Population: Safety analyses for Period 4 will be conducted on the Follow-Up
Population, defined as all randomized patients who received at least 1 dose of study treatment
and have entered the Period 4. Patients will be analyzed according to the treatment they received
before entering the Follow-up Peniod.
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Table RHCH 6.1 summarizes the major analysis purposes mntended for each analysis population.

Table RHCH 6.2 describes the treatment groups and the comparnsons for each study period and
analysis population.
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Table RHCH.6.1.

Major Analysis Purposes Intended for Each Analysis Population

Page 20

ITT Population Whe | All
Extended are Initially Ixekizumab
Per- Treatment | Randomized to Exposures
Protocol Safety Period Ixekizumab at Week 0 | Safety Follow-Up
ITT Population | Set Population | Population Population | Population
Disposition For Period 2 For Period 3 For Period
4
Baseline Charactenistics 2 | For baseline For baseline
Treatment Compliance For Period 2 | For Period 3
Concomitant Medication | For Period 2 For Period 3
Protocol Deviation For Period 2 For Period 3
Exposure For Period 2 | For Period 3 For Periods
2and 3, on
xekizumab
treatment
only
Efficacy and Health For Period 2 For For Period 3 | For primary and major
Outcome Analyses ASAS40, secondary objectives,
ASAS20 in and selective measures
Period 2 in Combined Periods 2
and 3
Safety Analyses For Period 2 | For Period 3 For Periods | For Period
2and3.on |4
xekizumab
treatment
only
Subgroup Analyses on For Period 2
Efficacy

Abbreviations: ASAS = Assessment of Spondyloarthntis International Society; ITT = intent-to-treat; TEAFE = treatment-emergent adverse event.
a  including patient demographics and other baseline characteristics, historical illness, preexisting conditions, prespecified medical history, previous therapy.
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Table RHCH.6.2.

Page 21

Treatment Groups and Comparisons for Each Study Period and Analysis Population

b

Study Period Analysis Population Treatment Group Abbreviation Comparison *
Blinded Intent-to-Treat Population; Placebo PBO XERDQ4W vs. PBO
Treatment Ixekizumab 80 mg Q4W IES0Q4W
Dosing Period Per Protocol Set; Total Total
(Period 2)

Safety Population
Extended Extended Treatment Period Placebo/Txekizumab 80 mg Q4W PBO/TXESOQ4W No Between-Group
Treatment Population Ixekizumab 80 mg KESDQ4W /TXES0Q4W Comparison
Period (Period 3) Q4W Ixekizumab 80 mg Q4W Total

Total

Combined Intent-to-Treat Population Ixekizumab 80 mg Q4W ESOQ4W Not applicable
Periods 2 and 3 Who are Initially Randomized

to Ixekizumab;

Safety Population Who are

Initially Randomized to

Ixekizumab
Combined All Ixeldirumab Exposures Placebo/Txekizumab 80 mg Q4W PBO/TXESOQ4W No Between-Group
Periods 2 and 3 Safety Population « Ixekizumab 80 mg KESDQ4W /TXES0Q4W Comparison
(on Ixeldzumab Q4W/ Ixekizumab 80 mg Q4W Total
treatment only) Total
Post-Treatment | Follow-Up Population Placebo PBO No Between-Group
Follow-up Ixekizumab 80 mg Q4W ESOQ4W Comparison
Period (Period 4) Total Total

Abbreviations: DES0Q4W = mekirumab 80 mg every 4 weeks; PBO = placebo; Q4W = every 4 weeks.

a  The between-group comparison will be conducted for concomitant therapy, compliance, disposition, safety and efficacy.

b Treatment group refers to the treatment regimen that the patient received prior to entering Period 4.
¢ defined as all patients who received at least one dose of ixekizumab during the study
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6.2. Adjustments for Covariates

Unless otherwise specified, the statistical analysis models will adjust for baseline CRP status
(nonelevated or elevated, elevated defined as >5.00mg/L) and TNF mhibitors experience.

In general, when an MMRM 1s to be used for analyses, baseline value and baseline-by-visit
mteractions will be included as covanates; when an ANCOVA 1s to be used for analyses,
baseline value will be included as a covanate.

6.3. Handling of Dropouts or Missing Data

In accordance with precedent set with other Phase 3 axSpA trials (van der Heyjde et al. 2006;
Inman et al. 2008), the following methods for imputation of nussing data will be used.

6.3.1. Nonresponder Imputation

Analysis of categorical efficacy and health outcome variables will be assessed using a NRI
method. Patients will be considered nonresponders for the NRI analysis if they do not meet the
clinical response criteria or have missing clinical response data at the primary analysis time
pomt. All nonresponders at Week 16 (Visit 8), as well as all patients who discontinue study
treatment at any time prior to Week 16 for any reason, will be defined as nonresponders for the
NRI analysis at Week 16. Randonuzed patients without at least 1 postbaseline observation will
also be defined as nonresponders for the NRI analysis.

The NRI may be applied at any time point specified for analysis.

6.3.2. Modified Baseline Observation Carried Forward

An mBOCF analysis will be performed on continuous efficacy and health outcome variables in
the major and other secondary objectives. For patients discontinuing study drug due to an AE,
the baseline observation will be carried forward to the corresponding time point for evaluation.
For patients discontimung study drug for any other reason, the last nonmissing observation
before discontinuation will be carried forward to the corresponding time point for evaluation
Randomized patients without at least 1 postbaseline observation will not be included for
evaluation with the exception of patients discontimung study treatment because of an AE.

6.3.3. Multiple Imputation

Multiple imputations (MIs) are used to replace missing outcomes. m imputed complete datasets
will be created. For each completed dataset, use the model as would have been applied had the

data been completed. The final inference on treatment difference 1s conducted from the multiple
datasets using Rubin’s combimning rules, as implemented in SAS® PROC MI ANALYZE.

6.4. Multiple Comparisons/Multiplicity
The following 1s a list of primary and major secondary outcomes to be tested at Week 16:

Primary - proportion of patients achieving an ASAS40 response in bDMARD-naive
patients [ASAS40 naive]
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Secondary 1 - proportion of patients achieving an ASAS40 response in overall
population [ASAS40 overall]

Secondary 2 - proportion of patients achieving an ASAS20 response in overall
population [ASAS20]

Secondary 3 - change from baseline in ASDAS score in overall population [ASDAS
CFB]

Secondary 4 - change from baseline in BASDAT 1n overall population [BASDAT CFB]
Secondary 5 - change from baseline in BASFI in overall population [BASFI CFB]
Secondary 6 - proportion of patients achieving ASDAS<2.1 in overall population
[ASDAS<2.1]

Secondary 7 - change from baseline in MRI of the spine in overall population [MRI
spine CFB]

Secondary 8 - change from baseline in SF-36 PCS score i overall population [SF-36
PCS CFB].

A graphical multiple testing procedure (Bretz et al. 2011) will be used to control the fammly-wise
type I error rate at a 2-sided a level of 0.05. The graphical approach is a closed testing
procedure; hence, 1t strongly controls the fanuly-wise error rate (Alosh et al. 2014). Each
hypothesis 1s represented as a node 1 a graph. Directed arrows between the nodes with
associated weights represent how alpha 1s passed from 1ts initial allocation to other nodes. The
testing scheme will be fully specified by the graph (including nodes, arrows and weights) along
with the initial alpha allocation. Figure RHCH.6. 1 shows the graphical testing scheme with
mitial a allocation and weights. Unless otherwise specified, there will be no adjustment for

multiple comparisons for any other analyses..

Figure RHCH.6. 1 lllustration of graphical multiple testing procedure with initial a
allocation and weights.
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6.5. Patient Disposition

The number and percentage (where applicable) of patients randomized at Week 0 (Visit 2),
completing Week 16 (Visit 8), completing the study at Week 52 (Visit 17), and completing
Follow-Up Visits 801, 802, will be summanzed by the imtial randomized treatment group
(Analysis population: ITT).

For Period 2 (ITT Population), Period 3 (Extended Treatment period Population), and Period 4
(Follow-Up Population), the number and percentage of patients completing each period and the
number and percentage of patients discontinmng from each period will be summarnized by
treatment group (Period 2 only) and primary reason for discontmuation. Fisher’s exact test will
be used to test for difference between treatment groups i Period 2.

A by-patient histing will also be provided to imnclude the following information:

e Patient disposition during each period, including the date of randomuzation at Visit 2, the date
of first and last dose durmg treatment periods, the date of completion or discontmuation of
each period, and the primary reason for discontinuation if applicable. The number of days in
Period 2 will also be calculated as defined above and presented in the histing (Analysis

population: ITT).
6.6. Patient Characteristics

6.6.1. Demographics and Baseline Characteristics

Patient demographic variables and baseline characteristics will be summarized for ITT
Population in Period 2 and Extended Treatment Period Population in Period 3. The continuous
variables will be summarized using descriptive statistics (number of patients, mean, SD,
mimmum, median and maximum), categorical vanables will be summanzed using frequency
counts and percentages. Treatment group comparisons in Period 2 will be conducted using
Fisher’s exact test for categorical data and an analysis of vaniance (ANOVA) with treatment as a
factor for continuous data. Table RHCH. 6.1. shows the details of patient characteristics
variables that will be summarized.

By-patient listings of demographic and baseline characteristics for the ITT population will be
provided.

Table RHCH. 6.1. Patient Characteristics (and Variables for Subgroup Analysis)
Efficacy
Subgroup
Variable Summary Analysis
For
Categories
Demographics and baseline characteristics
quantitative summary (in years)
Age? =40 years, =40 years Yes
=50 years, =50 years Yes
=65 years, =65 years
Sex male, female Yes
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Race Asian
Height quantitative summary (in cm)
quantitative summary (in kg)
Weight <70kg, =70 kg Yes
</0 kg =70kgand =90 kg =00 kg
quantitative summary (in kg/m”)
BMI® unﬂegweight ({1_18.5 kg/m”), normal (=18.5 and <25
kg/m”), overweight (=25 and < 30 kg/m?). obese (=30 and | Yes
< 40 kg/m?), extreme obese (=40 kg/m?®)
Age at axSpA onset quantitative summary (in years)
Duration of symptoms since axSpA ;ﬂ }rcarsi =10 years Yes
onset © <3 years, =5 years Yes
=3 years, =3 years Yes
m‘:‘;?sﬂf disease since axSpA quantitative summary (in years)
HLA-B27 positivity Ves, no Yes
History of inflammatory back pain Ves, no Yes
History of anterior uveitis Ves, no Yes
History of psoriasis Ves, no Yes
History of IBD Ves, no Yes
History of dactylitis Ves, no Yes
History of arthritis Ves, no Yes
History of enthesitis Ves, no Yes
Baseline C-Reactive Protein (CRP) level
quantitative summary (mg/L)
=3.00 mg/L, =3.00 mg/L Yes
Baseline CRP =5.00 mg/L, =5.00 mg/L Yes
=10.00 mg/L, =10 mg/L. Yes
=15.00 mg/L, =15.00 mg/L Yes

Baseline disease activity level, pain, fimction, and mobility

quantitative summary
- Inactive disease (<1.3), Low disease activity (=13, <2.1),
Baseline ASDAS High disease activity (=2.1, <3.5), Very high disease
activity (=3.5)
; quantitative summary
Baseline BASDAT =4 >4 and <626
Baseline Patient global assessment of titative s
disease activity NES 1 ¥
Baseline Inflammation (mean of titative s
questions 5 and 6 of BASDAT) 1 ¥
Baseline Spinal pain (BASDAI o
question 2) quantitative summary
Baseline spinal pain at night due to AS o
(Pain NRS) quantitative summary
Base;mﬂ spinal pain due fo AS (Pain titative s
Baseline BASFI quantitative summary
Baseline BASMI Linear quantitative summary
Baseline Chest expansion quantitative summary (in cm)
Baseline Occiput-to-wall measurement | quantitative summary (in cm)
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Baseline enthesitis
Baseline MASES quantitative summary
={), =0
Baseline heel enthesitis =), =0
Baseline health oufcome measures
quantitative summary
Baseline ASAS HI =3, =3
=5,=5
Baseline FACIT-F score quantitative summary
Baseline EQ-5D-51L quantitative summary
Baseline WPAI-SpA quantitative summary
Baseline SF36 PCS quantitative summary
Baseline SF36 MCS quantitative summary
] quantitative summary of total score
Baseline QIDS-SE16
aseline Q Ttem12- 0.1, 2, 3
Baseline concomitant therapy use
Baseline cDMARDSs use * Ves, no Yes
Baseline meth N— quantitative summary
Ves, 1o
Baseli lazine use quantitative summary
Ves, 1o
titati
Baseline hydroxychlorogquine use quanrae ey
Ves, 1o
Baseline oral corticosteroid use ® Ves, no
Previous therapy: axial spondyloarthritis
Previous non-biologic systemic agent
for r-axSpA yes. no
Previous non-biologic non-systemic < 10
agent for r-axSpA Yes.
Previous TNF inhibitor for r-axSpA Ves, no Yes
Habit
Tobacco use never, current, former Yes
Cigarette use =10 per day, = 10 per day
Alcohol consumption never, current, former
Caffeine/xanthine ingestion never, current, former
Baseling NSAID (including COX-2 inhitors) use
Baseline ASAS-NSATID score quantitative summary
Baseline NSATDs use ® Ves, no
Baseline Imaging of Sacroiliac Joints and Spine
Baseline SPARCC SIJ MRI quantiative Summary
<2, =2 Yes
Baseline SPARCC SIJ 555 MRI for fat titative s
metaplasis 1 )
Baseline SPARCC SIJ 555 MRI for titative s
€r0sion 1 )
Baseline SPARCC SIJ 555 MRI for o
quantitative summary

backfill
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Baseline SPARCC SIJ 5SS MRI for fitative
anklyosis quan Sunmary
] ] quantitative summary
Baseline SPARCC spine MRI == Yo

Abbreviations: BMI= body mass index; HL.A-B27= Human leukocyte antigen B27; IBD= inflammatory bowel
disease; CRP= C-Reative Protein; ASDAS=Ankylosing Spondylitis Disease Activity Score; BASDAT= Bath
Ankylosing Spondylitis Disease Activity Index; BASFI= Bath Ankylosing Spondylitis Functional Index;
BASMI= Bath Ankylosing Spondylitis Metrology Index; MASES= Maastricht Ankylosing Spondylitis Enthesitis
Score; SPARCC= Spondyloarthritis Research Consortium of Canada; ASAS HI= ASAS Health Index; EQ-5D-
5L= European Quality of Life-5 Dimensions-5 Level, WPAI-SpA=Work Productivity and Activity Impairment
Questionnaire-Spondyloarthritis; SF36 = Short Forms (36 items) Health Survey; PCS= Physical Component
Summary Score; MCS= Mental Component Summary Score; QIDS-SR. 16= Quick Inventory of Depressive
Symptomatology—Self-Report 16 items.

* Age will be calculated as: Age = floor((intck({"month’, brthdte, rfstdtc) — (day(rfstdtc) < day(brthdtc)))'12). Here

brthdte = Imputed date of birth (July 1% in the year of birth collected in the eCRF), and rfstdic = subject reference

start date (that is, the date when pafient is first exposed to study treatment).

® BMI will be calculated as BMI (kg/m?®) = Weight (kg) / (Height (m))*.

¢ Duration of symptoms since axSpA onset = (date of mformed consent — date of axial spondylitis onset)/365 .25,

where the date of axial spondylitis onset is recorded on the Prespecified Medical History — Axial Spondyloarthritis

eCRF page.

4 Duration of disease since axSpA diagnosis = (date of informed consent — date of axial spondylitis

diagnosis)/365.25, where the date of axial spondylitis diagnosis is recorded on the Prespecified Medical History —

Axial Spondyloarthritis eCRF page.

® Definition of DMARDSs, Oral Corticosteroids, NSAIDS (including COX-2) are in Appendix 3.

6.6.2. Historical lliness and Preexisting Conditions

Historical 1llnesses and preexisting conditions will be classified using the latest version of the
Medical Dictionary for Regulatory Activities (MedDRA).

Historical 1llness/condition 15 defined as the condition/event recorded on the Pre-Existing
Conditions and Medical History eCRF page or on the Prespecified Medical History eCRF page
with an end date prior to the date of informed consent.

Preexisting condition for Period 2 1s defined as the condition/event recorded on the Pre-Existing
Conditions and Medical History eCRF page or on the Prespecified Medical History eCRF page
with a start date prior to the date of informed consent, and no end date (that 1s, the event 15
ongoing) or an end date on or after the date of informed consent. Pre-existing condition for
subsequent treatment period 1s defined as those pre-existing conditions and AEs which are
ongoing at the treatment period baseline. Notice if a preexusting condition worsens in severity on
or after the date of informed consent, 1t will be recorded as an AE on 4dverse Events eCRF page
from the date of worsening onwards.

The following summaries will be provided for Period 2 (ITT Population) and/or Period 3
(Extended Treatment Period Population):

e The number and percentage of patients with historical illnesses by treatment group and
overall, by System Organ Class (SOC) and preferred term (ITT Population in Period 2
only).
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e The number and percentage of patients with preexisting conditions and adverse events
prior to first dose by treatment group and overall, by SOC and preferred term (ITT
Population in Period 2 only).

e The number and percentage of patients with preexisting conditions and adverse events
prior to first dose of extended period, by SOC and preferred term (Extended Treatment
Period Population in Period 3 only).

e The number and percentage of patients with prespecified medical history (hypertension;
diabetes mellitus, Type I, diabetes mellitus, Type II insulin dependent; diabetes mellitus,
Type II non-insulin dependent; coronary artery disease; history of stroke; dyslipidenma;
psonatic arthritis) by treatment group and overall

For condition/event that 1s gender-specific (as defined by MedDRA), the denominator and
computation of the percentage will include only patients from the given gender.

6.7. Treatment Compliance
By-patient listings of randonuzation schedule for the ITT Population and study drug dispensed
(include the CT Lot number) for the Safety Population will be provided.

Throughout treatment periods, randonuzed patients will record information in a Study Drug
Admimistration Log (captured in the Exposure as Collected eCRF page), including the date, time,
and anatomical location of adnuinistration of investigational product, syringe number, who
admimstered the mvestigational product, and the reason 1if the investigational product was not
fully admimistered.

Treatment compliance for each patient per period will be calculated as:

) Total number of injections administered
Treatment compliance (%) = 100 x

Total number of injections expected

e For patients who complete Period 2, the number of injections expected duning Period 2
will be equal to 5 (2 mjections at Week 0 and 1 injection every 4 weeks from Week 4 to
Week 12).

e For patients who complete Period 3, the number of injections expected during Period 3
will be equal to 10 (2 injections at Week 16 and 1 mjection every 4 weeks from Week 20
to Week 48)_

e For patients who discontinue during the treatment period, the number of injections
expected during that period can be denived by considening the IWRS study drug dispense
dataset and the treatment disposition date.

e The total number of injections administered will be denived using the response to the
question “Was dose admimistered?” on the Exposure as Collected eCRF page.

A patient will be considered overall compliant with study treatment within each treatment period
if he/she misses no more than 20% of the expected doses, does not miss 2 consecutive doses (all

mjections at an mjection week are counted as 1 dose), and does not over-dose (that 1s, take more

mnjections at the same time point than specified in the protocol).
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Patient treatment compliance by treatment week and overall will be summarized for the Safety
Population for Period 2 and for the Extended Treatment Period Population for Period 3.

6.8. Previous and Concomitant Therapy
Medication/therapy will be classified into anatomical therapeutic chenucal (ATC) drug classes
using the latest version of the World Health Orgamzation (WHO) drug dictionary.

6.8.1. Previous Therapy

Previous therapy 1s defined as the therapy that starts and ends prior to the date of first dose of
study treatment in Period 2. If therapy start and/or end dates are nussing or partial, the dates will
be compared as far as possible with the date of first dose of study treatment in Period 2. If there
15 clear evidence to suggest that the therapy stopped prior to the first dose of study treatment in
Period 2, the therapy will be assumed to be previous only.

The following summaries will be provided for the ITT population:

e Previous spondyloarthritis therapy captured in the Prior Therapy: Axial
Spondyloarthritis eCRF page to be summarized according to type (non-biologic systemic
agent, non-biologic non-systemic agent, TNF inhibitor) and therapy.

e The number and percentage of patients with each reason for discontinuation of previous
spondyloarthritis therapy to be summarized by type and therapy.

6.8.2. Concomitant Therapy

Concomutant therapy for each treatment period 1s defined as the therapy that starts before, on, or
after the first day of study treatment in the defined treatment period and before the last visit date
in the treatment period, and continues into the treatment period, that 1s, either no end date (the
therapy 1s ongoing) or an end date on or after the first day of study treatment i treatment period.
Note concomitant therapy will belong to a treatment period if the therapy starts and ends on the
exact same day as the first day of study treatment of the treatment period.

The following summaries will be provided for Period 2 (ITT Population) and Period 3 (Extended
Treatment Period Population):

¢ General concomitant therapy by WHO ATC Level 4 and WHO preferred term.
e Conconutant DMARDSs, systemic corticosteroids, NSAID (including COX-2 mhibitors)
and opioids. The definmition of above medications 1s provided mn Appendix 3.

6.9. Efficacy Analyses

Table RHCH 6.3 includes the description and denivation of the pnmary and secondary efficacy
outcomes.

Sections 6.9.1, 6.9.2, 693, and 6.9 4 summarize the analyses for pnmary and secondary efficacy
measures.

Table RHCH.6.4 provides the detailed analyses including analysis type, method and imputation,
population, time point, and treatment comparisons for major secondary outcomes.
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Table RHCH.6.3.

Description and Derivation of Primary and Secondary Efficacy Outcomes

Page 30

Imputation Approach if

patient 15 asked to respond to the following
2 questions (on average, last week):

This question is used to derive response for ASAS40,
ASAS20, ASASS/6 and ASAS partial remission.

with Missing
Measure / Description Yariable Derivation / Comment Components
Assessment of Spondyloarthritis International | ASAS40 The ASAS40 is defined as a =40% improvement and See Appendix 1 for
Society 40 (ASAS40), ASAS20, ASAS Partial | Primary Outcome | an absolute improvement from baseline of =2 units derivation of observed
Remission, ASAS5/6: (range 0—10) in =3 of the following 4 domains (Patient | response.
ASAS40, ASAS20, ASAS Partial Remission and Global, Spinal Pain, Function, and Inflammation)
ASASS5/6 are clinical responses derived based on without any worsening in the remaining domain.
the following ASAS domains (Sieper et al. 2009, | ASAS20 An ASAS20 response is defined as a =20%
ASAS Handbook): major secondary | improvement and an absolute improvement from
1) Patient Global outcome baseline of =1 unifs (range (—10) m =3 of the following
2) Spinal Pain 4 domains (Patient Global, Spinal Pain, Function, and
3) Function Inflammation) and no worsening of 20% and =1 unit
4) Inflammation (mean of BASDAI Q5 and Q6) {range 0-10) in the remaining domain.
5) CRP ASAS Partial ASAS partial remission is defined as a value not above
6) Spinal mobility (lateral spinal flexion) Remission 2 units (range 0-10, NRS) in each of the following 4
domains: Patient Global, Spinal Pain, Function, and
Inflammation.
ASASS5/6 ASASS5/6 includes assessment of all 6 individual ASAS
domains (Patient Global, Spinal Pain, Function,
Inflammation, CRP, Spinal mobility) and represents
improvement of =20% in at least 5 domains.
Patient Global (Assessment of Disease Patient Global, Range: 0 to 10 Single item, missing if
Activity): NRS “07 (not active) and “10” (very active). missing
From the ASAS handbook (Sieper et al. 2009),
the patient is asked to respond to the following
question: “How active was your spondylitis on
average during the last week?”
Spinal Pain: Spinal Pain NES | Range: 0 to 10 Single item_ missing if
From the ASAS handbook (Sieper et al. 2009), the “0” (no pain) and “10™ (most severe pain). missing
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Imputation Approach if

with Missing
Measure / Description Yariable Derivation / Comment Components
1. “How much pain of your spine due to | Spinal Pain at Range: 0 to 10 Single item_ missing if
ankylosing spondylitis do you have?” night, NES “07 (no pain) and “10” (most severe pain). missing
2. “How much pain of your spine due to
ankvylosing spondylitis do you have at night?”
Bath Ankylosing Spondylitis Disease Activity | Inflammation Calculated as: (Q5+Q6)/2 Missing if both ()5 and
Index (BASDAT): Range: 0 to 10 Q6 are missing; If Q6 is
The BASDAIT is an instrument consisting of 6 Q35: “07” (none) and “10” (very severe). missing, then use )5 as
questions that relate to 5 major symptoms Q6: “0” (0 hours) and “107 (=2 hours). inflammation score.
relevant to r-axSpA (Garrett et al. 1994; Sieper et | BASDAT score BASDAT = (Q1+02+Q3+Q4+inflammation)/5 If only Q6 is missing,
al 2009): Range: 0 to 10 BASDALI is average of
1)} Fatigue BASDAI change “07 (none) and “107 (very severe). the other 5 questions;
2) Spinal pain from baseline — missing BASDAT if more
3) Peripheral arthritis major secondary missing than just QG.
4) Enthesitis outcome
5) Intensity of morning stiffness BASDAIS0 BASDAI50 represents an improvement of =50% of the | Missing if observed value
6) Duration of moming stiffness. BASDALI score from baseline, ie, if the value of % is missing (note: baseline
Patients need to score each item with a score improvement from baseline is =50, BASDAIS0 is met. | BASDALI is part of
from 0 to 10 (NRS). inclusion criteria
therefore should not be
missing)
Bath Ankylosing Spondylitis Functional Index | BASFI score BASFI score is the mean of the 10 item scores Missing if =20% scores
(BASFI): completed on a NRS (ie. =2 of the 10 item
The BASFT establishes a patient’s functional BASFI change Range: 0 to 10 SCOTEs) are missing
baseline and subsequent response to treatment from baseline — “07 (easy) and “10™ (impossible).
{Calin et al. 1995). To complete the BASFL. a major secondary
patient will be asked to rate the difficulty outcome
associated with 10 individual basic functional
activifies. Patients respond to each question
using a NES (range 0 to 10), with a higher score
indicating worse functioning.
| High Sensitivity C-Reactive Protein (CRP): CEP value Lab values obtained from central lab Missing if missing
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Measure / Description

Yariable

Derivation / Comment

Imputation Approach if
with Missing
Components

High sensitivity CRP will be the measure of
acute phase reactant. It will be measured with a
high sensifivity assay at the central laboratory to
help assess the effect of ixekizumab on disease
activity.
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Imputation Approach if
with Missing
Measure / Description Yariable Derivation / Comment Components
Bath Ankylosing Spondylitis Metrology BASMI Linear The BASMI includes these 5 measurements which are | Missing 1f =20%
Index—Spinal Mobility (BASMI) each scaled to a score of (-10 depending on the result measurements (ie =1 of
BASMI is a combined index comprising the of the assessment (BASMI linear function). The the 5 clinical
following 5 clinical measurements of spinal average score of the 5 assessments gives the BASMI measurements) are
mobility in patients with AS (Jenkinson et al. linear result (van der Heijde et al. 2008; Sieper et al. missing.
1994). 2009). Ifonly 1 of 5
* Laferal Spinal Flexion measurements missing,
* Tragus-to-wall distance Function For then averaging the other
¢ Lumbar Flexion (modified Schober) 5=(21.1cm- A)/2.1cm | Lateral Lumbar 4 nonmiissing ones.
» Maximal intermalleclar distance flexion (mean In some individual
¢ Cervical rotation right/left) component (eg, lateral
S =(A-8cm) / 3cm Tragus to wall lumbar flexion) with left
distance and right measurements,
S =(7.4cm —A)/0.7 cm Lumbar flexion if one side (either left or
(modified Schober) right) is missing, the
S=(1245cm—A) /10cm | Maximal other nonmissing side
intermalleolar will be used as the mean
distance
S=(89.3"-A)8.5" Cervical rotation
angle (mean
right/left)
The average score of the five assessments gives the
BASMI linear result The additional condition 0 < 5§
=10 is always applied. A is the result of an assessment.
When 2 readings are taken for each of above measures,
the better of the two will be used (for tragus, the
smaller number is better; for the other 4 measurements,
the bigger number is better).
Chest Expansion: Chest Expansion One score measured in cenfimeter (cm). Single item_ missing if
While patients have their hands resting on or sCoTE When 2 readings are taken, the better of the two missing
behind the head, the assessor will measure the numbers (bigger one) will be used.
chest encircled length by centimeter (cm) at the
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Imputation Approach if

2) Patient global

3) Peripheral pain/swelling (BASDAI Q3)

4) Duration of moming stiffness (BASDAI Q6)
5) CRP in mg/L

with Missing

Measure / Description Yariable Derivation / Comment Components
fourth intercostal level anteriorly. The maximal
inspiration and expiration in cm will be recorded.
Two tries will be recorded in the source
documents and will be entered into case report
form (CRF).
Occiput to Wall Distance: Occiput to Wall One score measured in cenfimeter (cm). Single item missing if
The patient is to make a maximum effort to Distance score When 2 readings are taken, the better of the 2 mumbers | missing
touch the head against the wall when standing {smaller one) will be used.
with heels and back against the wall Then the
distance from occiput to wall is measured. The
better (smaller) measurement of two tries in cm
{eg, 10.2 cm) 15 reported.
Ankylosing Spondylitis Disease Activity Score | ASDAS., ASDAS, ., (Sieper et al. 2009): 0.121  total back pain | Missing if any of the
{ASDAS): +0.110 = patient global + 0.073 = penipheral components is missing.
The ASDAS is a composite index to assess ASDAS_change | pain/swelling + 0.058 * duration of morning stiffness + | If CRP <2 mg/L or below
disease activity in AS (Machado et al. 2011a, from baseline - 0.579 x Ln(CRP+1) (Machado et al. 2015). the limit of detection,
2011b; Zochling 2011). The parameters used for | major secondary | C-reactive protein is in mg/liter, the range of other then use 2 mg/L in the
the ASDAS (with CRP as acute phase reactant): | outcome variables is from 0 to 10; Ln represents the natural calculation (Machado et
1) Total back pain (BASDAI Q2) logarithm. al. 2015).
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Imputation Approach if

Score (MASES):

The MASES is an index used fo measure the
severity of enthesitis (Heuft-Dorenbosch et al.
2003). The MASES assesses 13 sites for
enthesitis using a score of “0” for no activity, or
“17 for activity. Sites assessed include:
costochondral 1 (nght/left), costochondral 7
{right/left), spinal iliaca anterior superior
(right/left), crista iliaca (right/left), spinal iliaca
posterior (right/left), processus spinosus L5, and
Achilles tendon proximal insertion (right/left).

with Missing
Measure / Description Yariable Derivation / Comment Components
ASDAS Disease Four (4) disease activity states have been defined by Set the disease activity
Activity States ASAS consensus (Machado et al. 2011c, Machado state to worst state (ie,
2018): very high) if observed
s ASDAS <13 defines mactive disease ASDAS score is missing
s 13=ASDAS <21 defines low disease
activity
s 21=ASDAS =35 defines high disease
activity
s  ASDAS =35 defines very high disease
activity.
ASDAS=21 Defined as ASDAS =2.1 (low or inactive disease
activity)
Clinical important | Defined as at least 1.1 unit change in ASDAS from Missing if baseline or
improvement baseline observed ASDAS score is
Major Defined as at least 2.0 unit change in ASDAS from missing
improvement baseline or reached the minimmm of ASDAS score
{0.6361) at postbaseline visit
Maasiricht Ankylosing Spondylitis Enthesitis | MASES The MASES is the sum of all site scores. Missing 1f =20% (ie, =3)

Range: 0 to 13, higher scores indicate more severe
enthesifis

0 = no activity and not evaliable

1 = activity

sites are missing.

If =20% missing, then
imputed sum = sum of
scores from nonmissing
sites X 13/ no. of
NONMmIissing sites

MASES score=0 | MASES score = 0 refers to complete resolution in Missing if observed value
enthesitis. 15 missing
Analysis of MASES score = 0 only applies to patients
with baseline enthesitis (MASES =0).
Heel Enthesitis Heel Enthesitis score = 0 refers to Achilles tendon Missing if observed value
score =0 proximal insertion (right/left) = 0. 15 missing

Analysis of Heel Enthesitis score = 0 only applies to
patients with baseline Heel Enthesitis score ={.
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Imputation Approach if

Score):

Both left and right SIT are scored for bone
marrow edema. Each side has 6 slices and each
slice has 6 scorning units, and each scoring unit
has a score of 0 or 1. Total SIJ SPARCC scores

with Missing
Measure / Description Yariable Derivation / Comment Components
Non-5Steroidal Anti-Inflammatory Drug Proportion of Proportion of patients taking NSATD (including COX- | NA
(INSAID) Intake: patients taking 2 inhibitors) at specified visit
Information regarding NSAIDs (including COX- | NSAID
2 inhibitors) intake will be collected in the eCRF | ASAS -NSAID See Section 6.9 4.1 and Appendix 2 for details of IEfNSAID dose is
and the ASAS-NSAID score will be calculated sCore deriving ASAS-NSATD score. missing, the maximum
{Dougados et al. 2011). ASAS-NSAID =0 if no NSAID use efficacy dose (Appendix
ASAS-NSAIDSO 100 X Baseline ASAS-NoAID — Ubserved AcAs - NoAlD | 2) is assumed.
) ) Bas:eliue ASAS-NSAID If frequency is missing.
Proportion of patients with at least 50% decrease from “every day’ intake is
baseline in ASAS-NSATID score. Derivation only assumed.
applies to patients whose ASAS-NSATD is not equal to
0 at baseline.
ASAS-NSAID 10 | Proportion of patients with ASAS-NSATD score <10
ASAS-NSAID 0 Proportion of patients with ASAS-NSATD score=10
SPARCC MRI score for Spine: SPARCC Spine The SPARCC spine score 15 a sum of 414 scoring vnits | see “MRI Data
All 23 disco-vertebral units (DVU) of the spine Score over 23 DVUs; the sum ranges from 0 to 414. Programming Guidance
(from C2 to 51) are scored for bone marrow for AxSpA Studies’ for
edema. A single DVU has 18 scoring units, and | SPARCC spine missing rule and
each has score of 0 or 1, bringing the maximmm | score change from imputation method.
total score to 414, with higher scores reflecting baseline — major
worse disease (Maksymowych et al. 2005). secondary
Scoring will be performed by a central reader. outcome
MFRI Sacroiliac Joint (S1J) (Spondyloarthritis | SPARCC SIJ The SPARCC 517 Score is sum of 72 scoring units; the | see “MRI Data
Research Consortium of Canada [SPARCC] Score sum ranges from 0 to 72; Programming Guidance

for AxSpA Studies” for
missmng mle and
imputation method
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Imputation Approach if

Structural lesions in MRIs of the SIT are assessed
using the SPARCC S5S method for both left and
right side. Each side has 5 slices. For fat
metaplasia and bone erosion, each slice has 1
scoring unit in each of the 4 quadrants; for
backfill and ankyloses, each slice has 1 scoring
unit in each of the upper and lower half Fach
scoring unit has score of 0 or 1. (Maksymowych
etal 2015). Scornng will be performed by central
readers.

with Missing
Measure / Description Yariable Derivation / Comment Components
can range from 0 to 72 with higher scores
reflecting worse disease Scoring will be
performed by a central reader.
Spondyloarihritis Research Consortium of SPARCC SIT 555 | For each feature, sum all corresponding scoring units. see ‘MRI Data
Canada — 5IJ Structure Score (S55): Score The sum ranges are fat metaplasia (0 to 40), erosions (0 | Programming Guidance

to 40), backfill (0 to 20), and ankylosis (0 to 20).

for AxSpA Studies” for
missmng mle and
imputation method

Abbreviations: CRP = C-reactive protein; no. = mumber; NES = numeric rating scale; () = question; r-axSpA = radiographic axial spondyloarthritis; V = visit.
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Analysis Method Population
Measure Variable {Sections 6.1, 6.3) {Section 6.1.5) Comparison/Time Point Analysis Type
ASAS40 ASAS40 - Logistic regression ITT Population | IXES80Q4W vs. placebo at Primary analysis is logistic regression
Primary analysis with NRI; in bDMARD- Week 16 analysis with NRI for ITT Population in
Fisher's exact test with naive patients bDMARD-naive patients comparing
NET; DERIQAW vs. placebo at Week 16
Categorical MMBEM (Section 6.9.1).
Other analyses are additional analyses
of primary outcome (Section 6.9.3)
Logistic regression ITT Population | IXEB0Q4W vs. placebo at Major secondary efficacy analysis is
analysis with NRI; Week 16 and all other logistic regression analysis with NRI for
Fisher's exact test with postbaseline visits in Period 2 ITT Population comparing IXES0Q4W
NET; vs. placebo at Week 16 (Section 6.9 2);
Categorical MMBEM
Other analyses are additional analyses
of primary outcome (Section 6.9.3)
Logistic regression Per Protocol Set | IXE80Q4'W vs. placebo at Additional analyses of primary outcome
analysis with NRI; in bDMARD Week 16 (Section 6.9.3).
Fisher's exact test with nafve patients;
NRI Per Protocol Set
EM analysis of time to ITT Population | IXE30Q4W vs. placebo during | Additional analyses of primary outcome
first ASAS40 Response Period 2 (Section 6.9.3).
Subgroup analyses ITT Population | IXES80Q4W vs. placebo at Subgroup Analysis (Section 6.12.1)
Week 16
Descriptive stafistics of Extended No comparison during period 3 | Other secondary efficacy analyses for
ASAS40 response rate Treatment primary outcome (Section 6.9 4)
Period This summary includes Extended
Population Treatment Period Population overall
and by ASAS40 response status
(responder vs nonresponder) at Week 16
(Visit ) (NRT)
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Analysis Method Population
Measure Variable (Sections 6.1. 6.3) {Section 6.1.5) Comparison/Time Point Analvsis Tvpe
Descriptive stafistics of ITT Population | No comparison during Other secondary efficacy analyses for
ASAS40 response rate Who are Initially | Combined Periods 2 and 3 primary outcome (Section 6.9 4)
Randomized to
Ixekizumab
ASAS20 ASAS20 - Logistic regression ITT Population; | IXES80Q4W vs. placebo at Major secondary efficacy analysis is
Major analysis with NRI; Week 16 and all other logistic regression analysis with NRI for
Secondary Fisher's exact test with postbaseline visits in Period 2 ITT Population comparing TXES0Q4W
NET; vs. placebo at Week 16 (Section 6.9.2).
Categorical MMEM
Other secondary efficacy analyses
(Section 6.9.4).
Logistic regression ITT Population | IXES80Q4W vs. placebo at Other secondary efficacy analyses
analysis with NRI; in bDMARD- Week 16 and all other (Section 6.9 4).
Fisher's exact test with naive patients; postbaseline visits in Period 2
NEI Per Protocol Set;
Per Protocol Set
in bDMARD-
naive patients
EM analysis of time to ITT Population | IXE30Q4W vs. placebo during | Other secondary efficacy analyses
first ASAS20 Response Period 2 (Section 6.9.4).
Subgroup analyses ITT Population | IXES80Q4W vs. placebo at Subgroup Analysis (Section 6.12.1)
Week 16
Descriptive stafistics of Extended No comparison during Period 3 | Other secondary efficacy analyses
ASAS20 response rate Treatment {Section 6.9.4).
Period This summary includes Extended
Population Treatment Period Population overall
and by ASAS20 response status
(responder vs nonresponder) at Week 16
(Visit ) (NRT)
Descriptive stafistics of ITT Population | Mo comparison during Other secondary efficacy analyses
ASAS20 response rate Who are Initially | Combined Periods 2 and 3 (Section 6.9 4)
Randomized to
Ixekizumab
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Analysis Method Population
Measure Variable (Sections 6.1. 6.3) {Section 6.1.5) Comparison/Time Point Analvsis Tvpe
ASDAS ASDAS MMRM ITT Population; | IXER0Q4W vs. placebo at Major secondary efficacy analysis is
change from ITT Population | Week 16 and all other MMRBM analysis for ITT Population
baseline in bDMARD- postbaseline visits in Period 2 comparing IXES0Q4W vs. placebo at
(Major naive patients; Week 16 (Section 6.9.2).
Secondary) Per Protocol Set;
Per Protocol Set Other secondary efficacy analyses
in bDMARD- (Section 6.9 4).
naive patients
ANCOVA with mBOCF ITT Population | IXES80Q4W vs. placebo at Other secondary efficacy analyses
Week 16 and all other (Section 6.9 4).
postbaseline visits in Period 2
Descriptive stafistics of Extended No comparison durning Period 3 | Other secondary efficacy analyses
change from baseline Treatment {Section 6.9.4).
Period
Population
Descriptive stafistics of ITT Population | No comparison during Other secondary efficacy analyses
change from baseline Who are Initially | Combined Periods 2 and 3 {Section 6.9.4).
Randomized to
Ixekizumab
ASDAS ASDAS Logistic regression ITT Population; | IXES80Q4W vs. placebo at Other secondary efficacy analyses
Inactive analysis with NRI; ITT Population | Week 16 and all other {Section 6.9.4).
Disease Fisher's exact test with in bDMARD- postbaseline visits in Period 2
NEI naive patients;
Per Protocol Set;
Per Protocol Set
in bDMARD-
naive patients
EM analysis of time to ITT Population | IXE30Q4W vs. placebo during | Other secondary efficacy analyses
first ASDAS inactive Period 2 (Section 6.9 4).
disease response
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Analysis Method Population
Measure Variable (Sections 6.1. 6.3) {Section 6.1.5) Comparison/Time Point Analvsis Tvpe
Descriptive stafistics of Extended No comparison during Period 3 | Other secondary efficacy analyses
ASDAS inactive disease Treatment {Section 6.9.4).
response rate Period
Population
Descriptive stafistics of ITT Population | Mo comparison during Other secondary efficacy analyses
ASDAS inactive disease Who are Initially | Combined Periods 2 and 3 (Section 6.9.4)
response rate Randomized to
Ixekizumab
ASDAS <21 — | Logistic regression ITT Population; | IXES80Q4W vs. placebo at Major secondary efficacy analysis is
Major analysis with NRI; Week 16 and all other logistic regression analysis with NRI for
Secondary Fisher's exact test with postbaseline visits in Period 2 ITT Population comparing TXES0Q4W
NET; vs. placebo at Week 16 (Section 6.9.2).
Categorical MMEM
Other secondary efficacy analyses
(Section 6.9.4)
Logistic regression ITT Population | IXES80Q4W vs. placebo at Other secondary efficacy analyses
analysis with NRI; in bDMARD- Week 16 and all other (Section 6.9.4)
Fisher's exact test with naive patients; postbaseline visits in Period 2
NEI Per Protocol Set;
Per Protocol Set
in bDMARD-
naive patients
EM analysis of time to ITT Population | IXE30Q4W vs. placebo during | Other secondary efficacy analyses
first ASDAS < 2.1 Period 2 {Section 6.9.4).
Descriptive stafistics of Extended No comparison during Period 3 | Other secondary efficacy analyses
ASDAS <2 1 response rate | Treatment (Section 6.9.4)
Period
Population
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Analysis Method Population
Measure Variable (Sections 6.1. 6.3) {Section 6.1.5) Comparison/Time Point Analvsis Tvpe
Descriptive stafistics of ITT Population | Mo comparison during Other secondary efficacy analyses
ASDAS <2 1 response rate | Who are Initially | Combined Periods 2 and 3 (Section 6.9.4)
Randomized to
Ixekizumab
ASDAS Logistic regression ITT Population; | IXES80Q4W vs. placebo at Other secondary efficacy analyses
clinical analysis with NRI; ITT Population | Week 16 and all other {Section 6.9.4).
important Fisher's exact test with in bDMARD- postbaseline visits in Period 2
improvement; | NRI naive patients;
major Per Protocol Set;
improvement Per Protocol Set
in bDMARD-
naive patients
Descriptive stafistics of Extended No comparison during Period 3 | Other secondary efficacy analyses
response rate Treatment {Section 6.9.4).
Period
Population
Descriptive stafistics of ITT Population | Mo comparison during Other secondary efficacy analyses
response rate Who are Initially | Combined Periods 2 and 3 {Section 6.9.4).
Randomized to
Ixekizumab
BASDAI BASDATS0 Logistic regression ITT Population | IXES80Q4W vs. placebo at Major secondary efficacy analysis is
analysis with NRI; Week 16 and all other logistic regression analysis with NRI for
Fisher's exact test with postbaseline visits in Period 2 ITT Population comparing TXES0Q4W
NEI vs. placebo at Week 16 (Section 6.9.2).
Other secondary efficacy analyses
(Section 6.9 4).
Descriptive stafistics of Extended No comparison during Period 3 | Other secondary efficacy analyses
BASDATS0 response rate | Treatment {Section 6.9.4).
Period
Population
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Analysis Method Population
Measure Variable (Sections 6.1. 6.3) {Section 6.1.5) Comparison/Time Point Analvsis Tvpe
Descriptive stafistics of ITT Population | Mo comparison during Other secondary efficacy analyses
BASDATS0 response rate | Who are Initially | Combined Periods 2 and 3 (Section 6.9.4)
Randomized to
Ixekizumab
BASDAI BASDAI MMREM ITT Population; | IXES80Q4W vs. placebo at Other secondary efficacy analyses
change and % ITT Population | Week 16 and all other {Section 6.9.4).
improvement in bDMARD- postbaseline visits in Period 2
from baseline naive patients;
(incha. Per Protocol Set;
Inflammation) Per Protocol Set
in bDMARD-
BASDAI naive patients
change from ANCOVA with mBOCF ITT Population | IXES80Q4W vs. placebo at Other secondary efficacy analyses
baseline — Week 16 and all other (Section 6.9 4).
Major postbaseline visits in Period 2
Secondary Descriptive stafistics of Extended No comparison dunng Period 3 | Other secondary efficacy analyses
change from baseline Treatment {Section 6.9.4).
Period
Population
BASFI BASFI change | MMEM ITT Population; | IXES80Q4W vs. placebo at Major secondary efficacy analysis is
from baseline ITT Population | Week 16 and all other MMEM mean change analysis for ITT
(Major in bDMARD- postbaseline visits in Period 2 Population comparing IES0Q4W vs.
Secondary) naive patients; placebo at Week 16 (Section 6.9.2).
and % Per Protocol Set;
improvement Per Protocol Set Other secondary efficacy analyses
from baseline in bDMARD- (Section 6.9 4).
naive patients
ANCOVA with mBOCF ITT Population | IXES80Q4W vs. placebo at Other secondary efficacy analyses
Week 16 and all other (Section 6.9 4).

postbaseline visits in Period 2
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Analysis Method Population
Measure Variable (Sections 6.1. 6.3) {Section 6.1.5) Comparison/Time Point Analvsis Tvpe
Descriptive stafistics of Extended No comparison during Period 3 | Other secondary efficacy analyses
change from baseline Treatment {Section 6.9.4).
Period
Population
Descriptive stafistics of ITT Population | Mo comparison during Other secondary efficacy analyses
change from baseline Who are Initially | Combined Periods 2 and 3 {Section 6.9.4).
Randomized to
Ixekizumab
SPARCC SPARCC- ANCOVA with observed | ITT Population; | IXE80Q4W vs. placebo at Major secondary efficacy analysis is
Spine Spine change case analysis ITT Population | Week 16 ANCOVA with observed case analysis
Score from baseline - in bDMARD- for ITT Population comparing
Major naive patients; DERIQAW vs. placebo at Week 16
Secondary Per Protocol Set; {Section 6.9.2).
Per Protocol Set
in bDMARD-
naive patients
ANCOVA with mBOCF ITT Population | IXES0Q4W vs. placebo at Other secondary efficacy analyses
Week 16 {Section 6.9.4).
Descriptive stafistics of Extended No comparison at Week 52 Other secondary efficacy analyses
change from baseline Treatment {Section 6.9.4).
Period
Population
Descriptive stafistics of ITT Population | Mo comparisons at Weeks 16 Other secondary efficacy analyses
change from baseline Who are Initially | and 52 {Section 6.9.4).
Randomized to
Ixekizumab
SPARCC SPARCC sII ANCOVA with observed | ITT Population | IXE80Q4W vs. placebo at Other secondary efficacy analyses
SIJ Score score change case analysis; Week 16 {Section 6.9.4).
from baseline ANCOVA with mBOCF
Descriptive stafistics of Extended No comparison at Week 52 Other secondary efficacy analyses
change from baseline Treatment {Section 6.9.4).
Period
Population
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Analysis Method Population
Measure Variable (Sections 6.1. 6.3) {Section 6.1.5) Comparison/Time Point Analvsis Tvpe
SPARCC SPARCC sII ANCOVA with observed | ITT Population | IXE80Q4W vs. placebo at Other secondary efficacy analyses
s 5SS score case analysis; Week 16 (Section 6.9 4).
Structural | change from ANCOVA with mBOCF
Score baseline for Descriptive statistics of Extended No comparisons at Week 52 Other secondary efficacy analyses
(S55) each of the 4 change from baseline Treatment (Section 6.9 4).
features: fat Period
metaplasia, Population
bone erosion,
backfill and
ankylosis.
ASAS ASAS5/6 and Logistic regression ITT Population | IXES80Q4W vs. placebo at Other secondary efficacy analyses
ASAS partial analysis with NRI; Week 16 and all other (Section 6.9 4).
Temission Fisher's exact test with postbaseline visits in Period 2
NRI
Descriptive stafistics of Extended No comparison during Period 3 | Other secondary efficacy analyses
ASASS5/6 response rate Treatment {Section 6.9.4).
and ASAS partial Period
Temission Population
Patient Patient Global | MMEM ITT Population | IXES80Q4W vs. placebo at Other secondary efficacy analyses
Global change and % Week 16 and all other (Section 6.9 4).
improvement postbaseline visits in Period 2
from baseline Descriptive stafistics of Extended No comparison during Period 3 | Other secondary efficacy analyses
change from baseline Treatment {Section 6.9.4).
Period
Population
Spinal Pain | Spinal Pain and | MMREM ITT Population | IXES80Q4W vs. placebo at Other secondary efficacy analyses
Spinal Pain at Week 16 and all other (Section 6.9 4).
night change postbaseline visits in Period 2
and % Descriptive stafistics of Extended No comparison dunng Period 3 | Other secondary efficacy analyses
improvement change from baseline Treatment (Section 6.9.4).
from baseline Period
Population
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Analysis Method Population
Measure Variable (Sections 6.1. 6.3) {Section 6.1.5) Comparison/Time Point Analvsis Tvpe
CRP CRP change MMREM ITT Population; | IXES80Q4W vs. placebo at Other secondary efficacy analyses
from baseline ITT Population | Week 16 and all other {Section 6.9.4).
in bDMARD- postbaseline visits in Period 2
naive patients;
Per Protocol Set;
Per Protocol Set
in bDMARD-
naive patients
Descriptive stafistics of Extended No comparison during Period 3 | Other secondary efficacy analyses
change from baseline Treatment {Section 6.9.4).
Period
Population
Mobility BASMI linear | MMEM ITT Population | IXES80Q4W vs. placebo at Other secondary efficacy analyses
related (incl 5 Week 16 and all other (Section 6.9 4).
measures components); postbaseline visits in Period 2
chest Descriptive stafistics of Extended No companson dunng Period 3 | Other secondary efficacy analyses
expansion, change from baseline Treatment {Section 6.9.4).
occiput to wall Period
distance Population
change from
baseline
Enthesitis | MASES change | MMEM ITT Population | IXES80Q4W vs. placebo at Other secondary efficacy analyses
Scores from baseline with Baseline Week 16 and all other {Section 6.9.4).
MASES =0 postbaseline visits in Period 2
Descriptive stafistics of Extended No treatment group Other secondary efficacy analyses
change from baseline Treatment comparisons duning Period 3 {Section 6.9.4).
Period
Population with
Baseline
MASES =0
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Analysis Method Population
Measure Variable (Sections 6.1. 6.3) {Section 6.1.5) Comparison/Time Point Analvsis Tvpe
MASES score | Logistic regression ITT Population | IXES80Q4W vs. placebo at Other secondary efficacy analyses
= analysis with NRI; with Baseline Week 16 and all other {Section 6.9.4).
Fisher's exact test with MASES =0 postbaseline visits in Period 2
NRI
Descriptive stafistics of Extended No comparison during Period 3 | Other secondary efficacy analyses
MASES=10 Treatment (Section 6.9 4).
Period
Population with
Baseline
MASES =0
Heel Enthesitis | Logistic regression ITT Population | IXES80Q4W vs. placebo at Other secondary efficacy analyses
Score=0 analysis with NRI; with Baseline Week 16 and all other (Section 6.9 4).
Fisher's exact test with Heel Enthesitis | postbaseline visits in Period 2
NEI Score =0
Descriptive stafistics of Extended No comparison during Period 3 | Other secondary efficacy analyses
MASES=10 Treatment (Section 6.9 4).
Period
Population with
Baseline Heel
Enthesitis Score
=()
NSAID Proportion of Descriptive statistics Extended At Weeks 16, 20, 24, 28 3236, | Analyses on NSATID intake
(including | patients taking Treatment 44 52 (Section 6.9.4.1)
COxX-2 NSATID Period
inhibitors) | (including Population
Intake COxX-2
inhibitors)
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Analysis Method Population
Measure Variable (Sections 6.1. 6.3) {Section 6.1.5) Comparison/Time Point Analvsis Tvpe

Change from Descriptive statistics Extended At Weeks 16, 20, 24, 28 3236, | Analyses on NSATID intake
baseline in Treatment 44 52. (Section 6.9.4.1)
ASAS-NSAID Period

Population who

have NSAID

(including COX-

2 inhibitor)

intake at

baseline
ASAS- Descriptive statistics Extended At Weeks 16, 20, 24, 28,32, 36, | Analyses on NSAID intake
NSAIDA0; Treatment 44 52. (Section 6.9.4.1)
ASAS-NSAID Period
10; Population who
ASAS-NSAID have NSAID
0 (including COX-

2 inhibitor)

intake at

baseline

Abbreviations: ANCOVA = analysis of covariance; ASAS = Assessment of Spondyloarthritis International Society; ASDAS = Ankylosing Spondylitis Disease
Activity Score; BASDAI = Bath Ankylosing Spondylitis Disease Activity Index: BASFI = Bath Ankylosing Spondylitis Functional Index; BASMI = Bath
Ankylosing Spondylitis Metrology Index; CRP = C-reactive protein; ITT = intent-to-treat; INES0Q4W = ixekizumab 80 mg every 4 weeks; KM = Kaplan-
Meier; MASES = Maastricht Ankylosing Spondylitis Enthesitis Score; mBOCF = modified baseline observation camried forward; MMEM = mixed-effects
model of repeated measures; NRI = nonresponder imputation; NSAID = nonsteroidal anti-inflammatory drag.
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6.9.1. Primary Outcome and Methodology

The primary outcome 1s the proportion of patients achieving ASAS40 at Week 16 (Visit 8) m
bDMARD-naive patients. The primary outcome related to improvement in symptomatic feature
of AxSpA are assessed at Week 16 (Visit 8) prior to placebo patients bemng switched to
ixekizumab during Period 3 (Extended Treatment Period).

The primary analysis will be based on the ITT Population m bDMARD-naive patients for the
Blinded Treatment Dosing Period (Period 2) companng the ixekizumab treatment group and
placebo at Week 16 (Visit 8). The primary analysis 1s a logistic regression analysis with
treatment and baseline CRP status in the model (Section 6.1.1).

Table RHCH.6.4 provides the detailed analyses including analysis type, method and imputation,
population, time point, and treatment comparisons for primary outcome.

6.9.2. Major Secondary Efficacy Analyses
The major secondary outcomes at Week 16 (Visit 8) are:

e Proportion of patients achieving an ASAS40 response 1 overall population
Proportion of patients achieving an ASAS?0 response in overall population
Change from baseline m ASDAS 1n overall population
Change from baseline in BASDALI in overall population
Change from baseline in BASFT in overall population
Proportion of patients achieving ASDAS < 2.1 m overall population
Change from baseline in MRI SPARCC spine score in overall population
Change from baseline n SF-36 PCS in overall population*

* Detailed descriptions and analyses on SF-36 PCS are described in Table RHCH 6.5 and Table RHCH.6.6.
The major secondary analysis will be based on the ITT Population for Period 2 companng the
ixekizumab treatment group and placebo at Week 16 (Visit 8).

The primary analysis for categorical major secondary outcomes 1s a logistic regression analysis
with treatment, baseline CRP status and TNF inhibitor experience in the model (only in overall
population, Section 6.1.1). Missing data will be imputed using the NRI method (Section 6.3.1).

The primary analysis for confinuous major secondary outcomes (except MRI SPARCC spine
score) 15 an MMRM analysis with treatment, baseline CRP status, TNF inhibitor experience,
baseline value, visit, baseline value-by-visit, and treatment-by-visit interaction as fixed factors
(Section 6.1.1).

The primary analysis for change from baseline in MRI SPARCC spine score 1s an observed case
analysis using ANCOVA with treatment, baseline CRP status, TNF inhubitor experience, and
baseline value in the model (Section 6.1.1). Only patients with both baseline and Week 16
SPARCC spine score will be mcluded in the analysis.

These major secondary comparisons will be tested based on the graphical multiple testing
procedure detailed in Section 6.4.
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Table RHCH.6.4 provides the detailed analyses including analysis type, method and imputation,
population, time point, and treatment comparisons for major secondary outcomes.

6.9.3. Additional Analyses of the Primary Outcome
There will be no adjustment for multiple comparisons for additional analyses of the primary
outcome, ASAS40.

To support the primary outcome analysis, ASAS40 will be analyzed based on the PPS
Population in bDMARD-naive and overall patients for Period 2 at Week 16 (Visit 8) using a
logistic regression analysis with treatment, baseline CRP status, and TNF inhibitor experienced
or naive (only i overall patients) in the model (Section 6.1.1). Missing data will be imputed
using the NRI method (Section 6.3.1).

Figures showing the proportion of patients achieving an ASAS40 response at each scheduled
visit during Period 2 within each treatment group will be provided.

Time to first ASAS40 response will be assessed based on the ITT Population during Period 2 as
described in Section 6.1.1.

Please see Table RHCH 6.4 for details of the additional analyses on primary outcome.

6.9.4. Other Secondary Efficacy Analyses
There will be no adjustment for multiple comparisons for other secondary efficacy analyses.

The other secondary efficacy variables for secondary objectives will be done on:

e ASAS40, ASAS20, ASAS5/6 and partial remmssion, BASDATS0

e ASDAS mactive disease, ASDAS<?2 1, cinically important improvement and major
improvement

e Change from baseline in:

o mdividual components of the ASAS cnteria (patient global, spinal pain, function,
inflammation, CRP, and spinal mobulity [lateral spinal flexion])
o BASDATI and mflammation (mean of Q5 and Q6 on BASDAI)

ASDAS, BASFL, CRP

o mobility (BASMI linear and individual components, chest expansion, occiput to
wall distance)

o MRI SPARCC spine score; MRI SPARCC SIJ structural score (SSS) for each of
the 4 features: fat metaplasia, bone erosion, backfill and ankyloses; MRI
SPARCC SIJ score; enthesitis score (MASES)

o ASAS-NSAID score (apply to Period 3 analysis only, Section 6.9.4.1)

o

Treatment comparisons of ixekizumab treatment group and placebo at Week 16 (Visit 8) and all
other postbaseline visits duning Period 2 will be provided.

Descriptive statistics (that 1s, no inferential testing) will be provided during Period 3, or
Combined Periods 2 and 3, as applicable.
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Table RHCH.6.4 provides the detailed analyses including analysis type, method and imputation,
population, time pomnt, and treatment comparisons for other secondary outcomes.

6.9.4.1. Analyses on NSAID Intake

ASAS-NSAID score 15 used to present the NSAID (including COX-2 mhibitor) mtake by
considering the type of NSAID, the total daily dose, and the number of days on which NSAID
has been taken during a period of interest (Dougados et al. 2011). Appendix 2 provides the
equivalent dose of each NSAID compared to 150 mg diclofenac (Dougados et al. 2011),
additional equivalent scores are listed below:

For the NSAID equivalent scoring system, 0 = no mtake, 100 = 150 mg diclofenac, 1000 mg
naproxen, 200 mg aceclofenac, 400 mg celecoxib, 600 mg etodolac, 90 mg etoricoxib, 200 mg
flurbiprofen, 2400 mg ibuprofen, 150 mg mdometacin, 200 mg ketoprofen, 15 mg meloxicam,
200 mg mmesulide, 400 mg phenylbutazone, 20 mg piroxicam, 20 mg tenoxicam (Dougados et
al 2011). Additionally, 100 = 180 mg acemetacin, 3600 mg acetylsalicylic acid, 3600 mg
salicylic acid, 32 mg lornoxicam, 360 mg loxoprofen, 1000 mg mefenanmic acid, 2000 mg
nabumetone, 1000 mg miflunue acid, 600 mg tiaprofenic acid, 90 mg pelubiprofen, 240 mg
zaltoprofen, 120 mg ketorolac tromethanune (if used mtranmscularly [IM] or intravenous [IV]),
40 mg ketorolac tromethammne (if used orally), 120 mg ketorolac (1f used intramuscularly [IM]
or intravenous [IV]), 40 mg ketorolac (1f used orally), 400 mg sulindac, 1200 mg dexibuprofen,
75 mg dexketoprofen, 1110 mg talmflumate. For Vimovo, esomeprazole strontium w/naproxen,
esomeprazole w/naproxen and naproxen w/omeprazole, use the score for naproxen; for caffeme
with ibuprofen, CAROL-F, and famotidine w/ibuprofen, use the score for ibuprofen; for
Dioxaflex Protec and Arthrotec, use the score for diclofenac; for anacin/00141001/, use the score
for acetylsalicylic acid; for paynocil, use the score for salicylic acid.

The general formula for calculatmg ASAS-NSAID score 15:

(equivalent NSAID score)x (days of intake during period of interest) x (days per week)/(period of
interest in days).

A score 15 assigned depending on the frequency of NSAID use per week (Dougados et al. 2011):
7/7: everyday use; 6/7: >5 days/week; 4/7: >3 to <b days/week; 2/7: >1 to <3 days/week;
0.5/7: <1 day/week; 0: no mntake.

For example (Dougados et al. 2011), 1if during a period of mterest (between two visits) of

6 months, if the patient has taken proxicam 20 mg duning the first 4 months on 3-5 days per
week and has used 10 mg piroxicam during the remaiming 2 months on 2 days a week, the
ASAS-NSAID score for the first 4 months 1s:

100 (20 mg piroxicam score) * 120 (4 months) * 4/7 (3—5 days/ week)/180 (6 months) = 38.1

the ASAS-NSATD score for the remaming 2 months 1s:
50 (10 mg piroxicam score) *60 (2 months) » 2/7 (2-3 days/week)/180 (6 months) = 4.8

The total score for the 6 month period 15 42 9 (38.1 plus 4.8).
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ASAS-NSATD score will be summarized for the following endpoints at baseline Week 0 (when
applicable) and each scheduled visit of mterest, which includes the timeframe after the date of
previous visit to the date of current visit:

e Change from baseline in ASAS-NSAID
s  ASAS-NSAIDS50, ASAS-NSAID 10, ASAS-NSAID 0.

In addition, proportion of patients taking NSAID at specified visit will be summanized.
6.9.5. Sensitivity Analyses

6.9.5.1. Multiple Imputation

The primary and key categorical secondary endpoints at Week 16 (Visit 8) may be analyzed
based on the ITT Population and ITT Population in bDMARD-naive patients using the nmltiple
imputation (MI) method, as descnibed in Section 6.3_3. Analyses for categorical endpoints will
be based on the logistic regression analysis with include treatment, baseline CRP status and TNF
mhibitors experience in the model (Section 6.1.1).

6.9.6. Additional Exploratory Analyses

Exploratory analyses like including additional covanates (e_g. pooled sites) m the logistic
regression, MMRM or categorical MMRM analysis may be explored. Potential protocol
dewiations that mght have impact on treatment effect including but not limited to the ones m IPD
list may also be considered for further excluding from PPS for sensitivity analysis.

6.9.7. Health Outcomes/Quality-of-Life Analyses
The health outcomes and quality of life (QOL) measures are ASAS-HI, SF-36, FACIT-Fatigue,
WPAI-SpA and EQ-5D-5L.

The analyses of health outcomes and QOL measures for Period 2 will be based on the ITT
Population Descriptive statistics will be provided for Period 3 based on the Extended Treatment
Period Population.

Table RHCH.6.5 includes the description and derivation of the health outcomes and QOL
measures.

Table RHCH.6.6 provides the detailed analyses including analysis type, method and imputation,
population, time point, and treatment group comparisons for health outcomes and QOL analyses.
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interventions for SpA. including axSpA. The 17 item
instrument has scores ranging from () (good Health) to 17
(poor Health) (Kiltz et al 2013). Each item consists of 1
question that the patient needs to respond to with either “1
agree” (score 1) or “I do not agree (score 0).” A score of
“17 is given where the item is affirmed. indicating adverse
health.

Note, items # 7 and #8 may not be
applicable for some patients. For those
patients who ticked the response “not
applicable”, the sum score is analyzed
based on n=16 or n=15, respectively.

Imputation Approach if
Measure / Description Variable Derivation / Comment with Missing Components
ASAS Health Index: ASAS-HI All item scores are summed to give a If = 4 items (>=20%) have
total score or index. missing response, then
The ASAS-Health Index (ASAS-HI) is a disease specific Range: 0 to 17 ASAS-HI is missing.
health-index instrument designed to assess the impact of 0 (good health) and 17 (poor health) If <4 items (<20%)

missing, then imputed sum
= sum of scores from
nonmissing items X n/ (0 -
no. of missing items),
where n 15 the total number
of applicable items e g 15,
16, or 17.

designed to be a short, multipurpose assessment of health
in the areas of physical fanctioning, role — physical role —
emotional, bodily pain, vitality, social fimctioning, mental
health, and general health The 2 overarching domains of
mental well-being and physical well-being are captured by
the Mental Component Summary and Physical Co

mponent Summary scores. The summary scores range
from 0 to 100; higher scores indicate better levels of

function and/or better health. Items are answered on Likert
scales of varying lengths. The SF-36 version 2 (acute
version) will be used, which utilizes a 1-week recall period
(Ware [2000]).

» Bodily Pain,

» General Health,

» Vitality,

+ Social Functioning,
» Role Emotional,

s Mental Health

2 component Scores:
s+  MCS Score
s PCS5 Score

PCS change from baseline
— Major Secondary

data quality-controls, the SF-36
software will re-calibrate the item-
level responses for calculation of the
domain and component scores. These
raw scores will be transformed into the
domain scores (t-scores) using the 1-
week recall period. The summary
scores range from 0 to 100.

[ASAS Health Index User
Mamual (WWW)].
Medical Outcomes Study 36-item Short-Form Health 8 associated domain Per copyright owner, the Quality If an item is missing, there
Survey: SCOTes: Metric Health Outcomes™ Scoring will be imputation
* Physical Functioning, Software will be used to derive SF-36 | conducted by the Scoring
The SF-36 is a 36-1tem patient-administered measure * Role Physical, domain and component scores. After Software.
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Imputation Approach if

Measure / Description Variable Derivation / Comment with Missing Components
Functional Assessment of Clinical Illness Therapy FACIT-Fatigue total score | The FACIT-Fatigue uses 0 (“not at Missing items are
Fatigue (FACIT-Fatizue) Scale: all™) to 4 (“very much™) mumeric acceptable as long as more
rating scales to assess fatigue and its than 50% of the items are

The FACIT-Fatigue scale (Cella and Webster 1997) is a
13-item symptom-specific questionnaire that assesses the

impact in the past 7 days. Scores
range from 0 to 52 with higher scores

answered (1.e , a minimum
of 7 out of 13 items), the

self-reported severity of fatigue and its impact upon daily indicating less fatigne. The FACIT- sum of available items will
activifies and fiinctioning. Fatigue Scoring Guidelines (Version be divided by the mumber
4) will be used to calculate the Total of items answered to obtain
Score. Feversals are needed for all the total score.
items except An5 and An7,_ as If less than 7 items are
described in scorng manual answered, the FACIT-
http-/fararw _ser.es/wp- Fatigue total score will be
contentuploads/2015/03/FACIT- set to missing.
F_INDICE pdf
Work Productivity and Activity Impairment percentage of absenteeism | % work time missed due to problem: if Q2 or (4 is missing, then
Questionnaire—Spondyloarthritis: (Q240Q2 + Q4N*100 missing
percentage of % impairment while working due to if (95 1s missing, then
The Work Productivity and Activity Impairment— presenteeism problem: (()5/10Y*100 missing

Spondyloarthritis (WPAI-SpA) consists of 6 questions to
determine employment status, hours missed from work
because of spondyloarthritis, hours missed from work for
other reasons, hours actually worked, the degree to which
spondyloarthritis affected work productivity while at work,
and the degree to which spondyloarthritis affected
activities outside of work. The WPAI-SpA has been
validated in the AS patient population (Reilly et al. 2010).
Four scores are derived: percentage of absenteeism,
percentage of presenteeism (reduced productivity while at
work), an overall work impairment score that combines
absenteeism and presenteeism, and percentage of
impairment in activities performed outside of work.
Greater scores indicate greater impairment.

overall work impairment
score

% overall work impairment due to
problem: (Q2/Q2+ Q4) + [(1-
Q2/(Q2+Q4))*(Q510)])*100

ifanyof Q2. Q4, or Q3 is
missing. then missing

percentage of impairment

% activity impairment due to problem-

(Q6/10)*100

if (6 1s missing, then
missing
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components: a descriptive system of the respondent’s
health and a rating of his'her current health state using a 0-
to 100-mm VAS. The descriptive system comprises the
following 5 dimensions:

item 1: mobility

item 2: self-care

item 3: usual activities

item 4: pain/discomfort

item 5: anxiety/depression
The respondent 15 asked to indicate his/her health state by
ticking (or placing a cross) in the box associated with the
most appropriate statement in each of the 5 dimensions.

The VAS records the respondent’s self-rated health on a
vertical VAS where the endpoints are labeled 100 = “best
imaginable health state™ and 0 = “worst imaginable health
state™.

4 = severe problems

5 = extreme problems
It should be noted that the numerals 1
to 5 have no arithmetic properties and
should not be used as a primary score

Imputation Approach if
Measure / Description Variable Derivation / Comment with Missing Components
European Quality of Life — 5 Dimensions 5 Level: EQ-5D mobility Five health profile dimensions, each Each dimension is a single
EQ-5D self-care dimension has 5 levels: item, missing if missing
EQ-5D-5L: is a standardized measure of health status used | EQ-5D usual activities 1 =no problems
to provide a simple. generic measure of health for clinical | EQ-5D pain/discomfort 2 = slight problems
and economic appraisal. The EQ-5D-5L consists of 2 EQ-5D amxiety/depression 3 = moderate problems

EQ-5D-5L UK Population
based index score

Derive EQ-5D-5L UK Population-
based index score according to the link
by using the UK algonithm (Szende et
al 2007) to produce a patient-level
index score between -0.59 and 1.0
{continuous variable):

hitps://enroqol org/wp-
content/uploads/2018/02/EQ-5D-

5L Crosswalk Value Sets xls

If any of the items is
missing, the index score is
missing

EQ-5D-5L Chinese
Population based index
score

Denve EQ-5D-5L Chinese Population-
based index score (Luo et al. 2017) to
produce a patient-level index score
between 0 and 1:

https//ars els-

cdn com/content/image/1-s2 0-
51098301516341250-mmc] xls

If any of the items is
missing, the index score is
missing

EQ-5D VAS

Range from ( = “worst imaginable
health state™ to 100 = “best imaginable
health state™ Note: higher value
indicates better health state.

Single item, missing if
missing

Abbreviations: ASAS = Assessment of Spondyloarthnitis International Society; MCS = mental component summary; NES = mumeric rating scale; PCS =

physical component summary.
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Table RHCH.6.6. Description of Health Outcomes and Quality-of-Life Analyses
Analysis Method
(Sections 6.1 and Population
Measure Variable 6.3) {Section 6.1.5) Comparison/Time Point Analysis Type
36 item Short PCS change from baseline | MMEM; ITT Population IERDQ4W vs. placebo at | Major secondary analysis is
Form Health Major Secondary ANCOVA with Week 16 and all other MMRM analysis for ITT
Survey (SF-36) mBOCF postbaseline visits in Population comparing IXES0Q4W
Period 2 vs. placebo at Week 16 (Section
6.9.2).
Health Outcomes/QOL analyses
(Section 6.9.7).
Descriptive Extended No comparnison during Health Outcomes/QOL analyses
statistics of change | Treatment Period | Period 3 (Section 6.9.7).
from baseline Population
Descriptive ITT Population No comparnison during Health Outcomes/QOL analyses
statistics of change | Who are Inifially | Combined Periods 2 and 3 | (Section 6.9.7).
from baseline Randomized to
Ixelazumab
MCS and domain scores MMEM ITT Population ESDQ4W vs. placebo at | Health Outcomes/QOL analyses
change from baseline Week 16 and all other (Section 6.9.7).
postbaseline visits in
Period 2
Descriptive Extended No comparnison during Health Outcomes/QOL analyses
statistics of change | Treatment Period | Period 3 (Section 6.9.7).
from baseline Population
ASAS Health change from baseline MMEM ITT Population ESDQ4W vs. placebo at | Health Outcomes/QOL analyses
Index (ASAS- Week 16 and all other (Section 6.9.7).
HI) postbaseline visits in
Period 2
Descriptive Extended No comparison during Health Outcomes/QOL analyses
statistics of change | Treatment Period | Period 3 (Section 6.9.7).
from baseline Population
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Analysis Method
(Sections 6.1 and Population
Measure Yariable 6.3) {Section 6.1.5) Comparison/Time Point Analvsis Tvpe
Functional change from baseline MMEM ITT Population ESDQ4W vs. placebo at | Health Outcomes/QOL analyses
Assessment of Week 16 and all other (Section 6.9.7).
Chronic Tliness postbaseline visits in
Therapy Period 2
(FACIT) Fatigue Descriptive Extended No comparison during Health Outcomes/QOL analyses
Scale statistics Treatment Period | Period 3 (Section 6.9.7).
Population
Work Change from baseline in: | ANCOVA with ITT Population ESDQ4W vs. placebo at | Health Outcomes/QOL analyses
Productivity and |  percentage of mBOCF Week 16 in Period 2 (Section 6.9.7).
Activity absenteeism Descriptive Extended No comparnison during Health Outcomes/QOL analyses
Impairment * percentage of statistics of change | Treatment Period | Period 3 (Section 6.9.7).
Questionnaire— presenteeism from baseline Population
Spondyloarthritis | » overall work
impairment score
* percentage of
impairment

Furopean EQ-3D mobility, For category “no ITT Population ER0Q4W vs. placebo at | Health Outcomes/QOL analyses
Quality of Life — | EQ-5D self-care, problem™: Week 16 in Period 2 (Section 6.9.7).
5 Dimensions 5 | EQ-3D usual activities, Logistic regression
Level (EQ-3D- EQ-5D pam/discomfort, with NRI;
5L) EQ-5D anxiety/depression | Fisher's exact test

with NRI

Descriptive Extended No comparison during Health Outcomes/QOL analyses

statistics of each Treatment Period | Period 3 (Section 6.9.7).

category and Population

proportion of

patients with “no

problems™
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Analysis Method
(Sections 6.1 and Population
Measure Yariable 6.3) {Section 6.1.5) Comparison/Time Point Analvsis Tvpe
Change from baseline in ANCOVA with ITT Population IXES0Q4W vs._ placebo at | Health Outcomes/QOL analyses
EQ-5D-5L UK mBOCF Week 16 in Period 2 (Section 6.9.7).
EQ-5D-5L Chinese index
Population-based index
SCOTEs, Descriptive Extended No comparision during Health Outcomes/QOL analyses
EQ-5D VAS statistics of change | Treatment Period | Period 3 (Section 6.9.7).
from baseline Population

Abbreviations: ANCOVA = analysis of covariance; ASAS = Assessment of Spondyloarthritis International Society; IXESOQ4W = ixelazumab 80 mg every 4
weeks; ITT = intent-to-treat; mBOCF = modified baseline observation carried forward; MCS = mental component summary; MMBEM = mixed-effects model
of repeated measures; NEI = nonresponder imputation; PCS = physical component summary, QOL = quality of life.
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6.10. Pharmacokinetic/Pharmacodynamic Methods
Details of pharmacokinetic/pharmacodynamics (PK/PD) analyses can be found in a separate
PK/PD analysis plan.

6.11. Safety Analyses
Safety will be assessed by summanzing and analyzing AEs, laboratory analytes, vital signs,
QIDS-SR16, and C-SSRS. The duration of treatment exposure will also be summanzed.

Safety analyses will be conducted for each period separately, including Period 4 (Follow-up
Period). In addition, safety data on xekizumab will be summarized for All Ixekizumab
Exposures Safety Population who had at least 1 dose of xekizumab.

For safety analyses, the following baselines will be used:

e Treatment-emergent adverse events (TEAEs): baseline will be all results recorded during
the baseline period (see Section 6.1 for defimtions of the baseline perniod).

¢ Change from baseline to last observation and each scheduled postbaseline visit for
laboratory and vital signs: baseline will be last non-missing assessment recorded during
the baseline period (see Section 6.1 for defimtions of the baseline perniod).

e Treatment-emergent abnormal laboratory and vital signs: baseline will be all results
recorded during the baseline period (see Section 6.1 for defimitions of the baseline
period).

¢ Change from baseline to mimimum or maximum: baseline will be all results recorded
during the baseline period (see Section 6.1 for defimtions of the baseline period).

6.11.1. Extent of Exposure

Duration of exposure to study drug will be summarized by treatment group for Safety Population
during Period 2 and Extension Period Population for Period 3 using descriptive statistics.
Exposure for All Ixekizumab Exposures Safety Population during Combined Periods 2 and 3
will be provided.

The duration of exposure will be calculated as:

Duration of exposure (days)
= Date of last visit (scheduled or unscheduled) in Treatment Period
— Date of first dose in Treatment Period + 1

The number and percentage of patients in each of the following categories will be mncluded in the
Summaries:
e =0, =7 days, =14 days, =30 days, =60 days, =90 days, =120 days (for Period 3, add
=150 days, =183 days, =210 days, and =273 days; for Combined Periods 2 and 3, add
=150 days, =183 days, =365 days). Note that patients may be included in more than 1
category.
e = to <7 days, =7 to <14 days, =14 to <30 days, =30 to <60 days, =60 to <90 days, =90 to
<120 days, =120 days (for Period 3, change =120 days to =120 to <150 days, add =150 to
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<183 days, >183 to <210 days, >210 to <273 days, and >273 days; for Combined
Periods 2 and 3, change >120 days to >120 to <150 days, add >150 to <183 days, >183
to <365 days, >365 days).

The summaries will also mclude the following information:
e Total exposure in patient years, calculated as:

Total exposure in patient years
Sum of duration of exposures for all patients in treatment group

B 365.25

e Mean and median total dose. Total dose (in mg) 1s calculated by the number of active
mjections taken during the treatment period multiplied by dose. For those randomized to
ixekizumab 80 mg Q4W, the total dose (in mg) taken during Period 2 or 3 will be
calculated as follows:

Total Period 2 or 3 dose for patients on ixekizumab 80 mg Q4W

= Total number of active injections (including loading doses, if any) received in Period 2 or 3
» 80

e Total number of mjections recerved will be derived using the response to the question
“Was dose administered?” on the Exposure as Collected eCRF page and the actual dose
description from IWRS study drug dispense dataset.

6.11.2. Adverse Events

Adverse events (AEs) will be classified based upon the latest version of the MedDRA. Adverse
events will be recorded at every study visit. Any condition starting on or after the date of
informed consent will be considered an AE. Any preexisting condition which worsens in
severity on or after the date of informed consent will be considered and recorded as an AE on the
Adverse Event (AE) eCRF page from the date of worseming onwards.

A treatment-emergent adverse event (TEAE) 1s defined as an event that first occurred or
worsened in severity after baseline and on or prior to the date of the last visit within the defined
treatment period. Both the date/time of the event and the date/time of the dose (that 1s, injection)
are considered when determuming TEAEs. Treatment-emergent AEs will be assigned to the study
period to which 1t’s considered treatment-emergent:

e The MedDRA lowest level term (LLT) will be used when classifying AEs as treatment-
emergent.

e The maximum severity recorded for each LLT prior to the first dose date/time in the
treatment Period will be used as the pre-treatment severity for that LLT. If an event
during the baseline period has missing seventy, and the event persists during the
treatment period, then 1t will be considered as treatment-emergent, regardless of the
postbaseline level of sevenity. Events with a missing severnity during the treatment period
will be considered treatment-emergent.
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e AFEs with a particular LLT will be classified as treatment-emergent 1f they first start on or
after the first dose date/time in the treatment period (1e, a patient has no preexisting
conditions with that lowest level term), or if the sevenity 1s greater than the pre-treatment
severity for that lowest level term. If a partial AE start date/time 1s present, the date/time
will be compared as far as possible to the treatment start date/time 1n order to deternune
whether the event 1s treatment-emergent or not. If there 1s any doubt, the event will be
flagged as treatment-emergent.

A follow-up emergent adverse event (FEAE) 1s defined as an event that first occurred or
worsened in seventy after the date of Visit 17 (that 15, Week 52) or the ETV:

¢ The MedDRA LLT will be used when classifying AEs as follow-up emergent.

e For AEs that are ongoing at the date of Visit 17 or ETV, the maximum severnity recorded
for each LLT on or prior to the date of Visit 17 or ETV will be used as the follow-up
baseline sevenity for that LLT.

Adverse events and TEAEs will be summarized for the following study periods and analysis
populations:
e Period 2 (Safety Population)
e Period 3 (Extended Treatment Period Population)
e Combined Periods 2 and 3 on xekizumab treatment only (All Ixekizumab Exposures
Safety Population)
The following summaries/analyses will be performed for all the populations above:

e Anp overall summary of AEs mcluding the number and percentage of patients who
experienced TEAE, TEAE by maximum severity, death, SAE, TEAE possibly related to
study treatment, discontinuations from the treatment due to an AE, and TEAEs of special
mterest.

The following summaries will be provided for selective populations above:

e TEAE by system organ class (SOC) and preferred term (PT).
e TEAEbyPT.
¢ TEAE by maximum severity, SOC, and PT.

Follow-up emergent adverse events will be summanzed for the Follow-Up Population for
Period 4:

e FEAE by PT.

In general, for all AE-related summaries, the number and percentage of patients experiencing the
events will be presented by treatment group. In general, events will be ordered by decreasing
frequency n the xekizumab Q4W, and then in placebo (when applicable) group, within SOC
and/or PT for sorting. For events that are gender-specific (as defined by MedDRA), the
denominator and computation of the percentage will mclude only patients from the given gender.

A by-patient histing of all AEs for safety population will be provided.
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6.11.2.1. Common Adverse Events
Common TEAEs are those TEAEs that occurred 1n =1% before rounding of total ixekizumab
treated patients.

The following summaries will be provided for common TEAES based on the Safety Population
for Period 2:

e Common TEAEs by PT

6.11.3. Deaths, Other Serious Adverse Events, and Other Notable

Adverse Events
By-patient listings of deaths, SAEs, and AEs leading to discontmuation will be provided,
respectively.

All deaths will be mcluded, regardless of the investigator’s or the sponsor’s judgment about
causality, including:

e any deaths occurnng during participation in the study in the database for which data are
being presented
e any deaths occurnng after a patient leaves (1s discontinued from or completed) the study
in the database for which data are being presented if the death 1s:
o the result of a process mitiated during the study, regardless of when 1t actually

occurred, or
o occurs durmng the Period 4 after discontinuation of study drug.

An SAE 1s any AE that results in one of the following outcomes: death, life-threatemng, mitial
or prolonged hospitalization, disability or permanent damage, congenital anomaly or birth defect,
or any other serious/important medical events.

The following summary tables will be provided for the Safety Population for Period 2, and for
the Extended Treatment Period Population for Period 3, as well as Combined Periods 2 and 3 for
All Txekizumab Exposures Safety Population:

e SAEsbyPT
e AFEs that lead to treatment discontinuation (including death) by PT.

A follow-up emergent serious adverse event (FESAE) 1s defined as an SAE that first occurred or
worsened in severity after the date of Visit 17 (that 15, Week 52) or the ETV. The following
summary tables will be provided for the Follow-Up Population for Period 4:

» FESAE by PT

6.11.3.1. Special Safety Topics including Adverse Events of Special Interest
Safety information on special topics including AEs of special interest (AESI) will be presented
by treatment group and by study period. Table RHCH.6.7 provides the defimtions/derivations
and analyses methods (including analyses, summaries and by-patient listings) of special safety
topics including AESIs.
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Potential AESIs will be identified by a standardized MedDRA query (SMQ) or a Lilly-defined
MedDRA PT listing. Preferred terms within an SMQ will be classified as broad and narrow. In
the Lilly-defined MedDRA PT listings, Lilly has provided the broad and narrow classification.
The Lilly-defined broad terms are for a more sensitive search of potential events of mterest and
the Lilly-defined narrow terms are for a more specific search. Therefore, the summaries will
include the classifications of broad term (same as pooling narrow and broad terms together) and
narrow term.

In the event that the listing of terms or analysis changes for a special safety topic, it will be
documented in the program safety analysis plan (PSAP) which will supersede this document; 1t
will not warrant an amendment to the individual study SAP. For final analysis, the most current
version of PSAP will be used, including PSAP released after SAP finalization but before
database lock.

For Period 3, summaries will be provided for the Extended Treatment Period Population. In
addition, for Combined Periods 2 and 3 on ixekizumab treatment only, selective summaries will
be provided for the All Ixekizumab Exposures Safety Population.

In general, AEST summary will not be provided for Follow-Up Population during Period 4
except hepatic laboratory tests.
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Definitions and Analyses of Special Safety Topics including Adverse Events of Special Interest

Special Safety
Topic Definition / Derivation Analysis / Summary / Listing
Hepatic Hepatic AE analysis will include events that are potentially drug-related hepatic disorders by using the | Period 2 (Fisher’s exact test),

Medical Dictionary for Regulatory Activities (MedDRA) PTs contained in any of the following
standardized MedDRA query (SMQ) or sub-SMQ as defined in MedDEA-

* Broad and narrow terms in the Liver related investigations, signs and symptoms (20000008) {Summary):
¢ Broad and narrow terms in the Cholestasis and jaundice of hepatic origin (20000009) TEAE by PT within SM() or sub-
* Broad and narrow terms in the Hepatitis, non-infectious (20000010) SMQ.
¢ Broad and narrow terms in the Hepatic failure, fibrosis and cirthosis and other liver damage Listing:
(20000013) TEAE (included in the same listing
+ Narrow terms in the Liver-related coagulation and bleeding disturbances (20000015) with cytopenia, depression and
interstitial lung disease AESIs)

Period 3 (Summary),
Combined Periods 2 and 3

Elevations in hepatic laboratory tests (ALT. AST. ALP, total bilirubin) using Performing Lab

Reference Ranges are defined as:

* Include scheduled visits, unscheduled visits, and repeat measurements.

*  Alanine aminotransferase (ALT) or aspartate aminotransferase (AST): maximum postbaseline
measurement =3 times (3x), 5 times (5x), 10 times (10x), and 20 fimes (20x) the Performing Lab
upper limit of normal (ULN) for all patients with a postbaseline value.

o The analysis of 3x ULN will contain 4 subsets: patients whose non-missing maximum
baseline value is <1x ULN, =1x ULN to <3x ULN, =3x ULN, or missing.

o The analysis of 5* ULN will contain 5 subsets: patients whose non-missing maximum
baseline value 15 <1x ULN, =1 ULN to =<3x ULN, =3% ULN to <5% ULN, =5x ULN, or

o The analysis of 10= ULN will contain 6§ subsets: patients whose non-missing maximum
baseline value is <1x ULN, =1xULN to <3x ULN, =3x ULN to <5x ULN, =5x ULN to <10x
ULN, =10= ULN, or missing.

o The analysis of 20= ULN will contain 7 subsets: patients whose non-missing maximum
baseline value 15 <1*ULN, =1*%ULN to <3x ULN, =3 ULN to <5% ULN, =5= ULN to <<10=
ULN, =10= ULN to <20= ULN, =20« ULN, or missing.

* Total bilirubin: maximum postbaseline measurement =1.5 times (1.5%), and =2 times (2x) the
Performing Lab ULN for all patients with a postbaseline value

o The analysis of 1.5% ULN will contain 4 subsets: patients whose non-missing maximum
baseline value is <1x ULN, =1x ULN to <1.5%x ULN_>1.5% ULN, or missing.

Period 2 (Fisher’s exact test),
and Period 3 (Summary):
Elevations in hepatic laboratory
tests: maximum baseline category
to abnormal maximum
postbaseline category
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Special Safety
Topic Definition / Derivation Analysis / Summary / Listing |

o The analysis of 2x ULN will contain 5 subsets: patients whose non-missing maximum baseline
value is =1x% ULN, =1x ULN to <1 5% ULN, =1 5% ULN to <2x ULN, =2x ULN, or missing.
¢  Alkaline phosphatase (ALP): maximum postbaseline measurement =15 times (1.5x) the
Performing Lab ULN for all patients with a postbaseline value, and divided into 4 subsets: patients
whose non-missing maximum baseline value is <1x ULN, =1% ULN to =1.5x ULN, =1.5x ULN,
Of missing.

Shift for ALT, AST, ALP and total bilirubin from maxinmum baseline to maximum postbaseline will be
produced with the requirements using Performing [.ab Reference Ranges:
* Include scheduled visits, unscheduled visits, and repeat measurements.
¢  Use the maximum non-missing value in the baseline period.
¢  Use the maximum non-missing postbaseline value within each study period.
* (Categories are:
o ALT: 1% ULN, =1 to <3% ULN, =3 to <5% ULN, =5 to <10% ULN, =10 to <20= ULN, and
=20= ULN
o AST: =1x ULN, =1 to <3x ULN, =3 to <5% ULN., =5 to <10x ULN, =10 to <20x ULN and
=20= ULN
o Total bilimbin: <1x ULN, =1 to <1.5% ULN, =1.5 to <2x ULN, =2x ULN
o ALP: =1xULN, =1 to=15x ULN, =1 5% ULN
« With additional categories:
o Decreased: postbaseline category < baseline category
o Increased: postbaseline category > baseline category
o Same: postbaseline category = baseline category

Period 2, Period 3 (Summary) -
Shifts fiom maximum baseline to
maximum postbaseline category

Elevated hepatic criteria: maximum ALT =3x ULN and maximum total bilimubin =2 TULN using

Performing Lab Reference Ranges.

Listing of patients who meet any of the following criteria-

* FElevated hepatic criteria: defined as maximum ALT =3x ULN and maximum total bilirabin =2x
ULN

* AnALT or AST =3x ULN

*  An alkaline phosphatase (ALP) =15 ULN

* A total bilirubin =2x ULN

The listing will inclode: patient demographics, concomitant medications, AL T/AST/AT Pftotal

bilimubin/GGT by visit, treatment start and stop dates, and reason for treatment discontinuation.

Period 2 (Fisher’s exact test),
Period 3, and Period 4
{Summary):

Elevated hepatic criteria

Listing:
Elevations in hepatic laboratory
tests
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Special Safety
Topic Definition / Derivation Analysis / Summary / Listing |
Evaluation of Dmg-Induced Serious Hepatotoxicity (eDISH) plot: use maxinmm AT measurement Period 2: eDISH plot (to be
and maxinmm total bilirabin measurement with patients having at least one postbaseline AL T and total | prepared in Spotfire)
bilimibin, which contributes one point to the plot. The measurements do not need to be taken at the
same blood draw.
Cytopenias Cytopenias are defined using the PTs from the following 2 sub-SMQ)s of the Haematopoietic cytopenias | Period 2 (Fisher's exact test) and
SMQ (20000027) as specified in MedDEA- Period 3 (Summary):
* Broad and namrow terms in the Haematopoietic leukopenia (20000030) Combined Periods 2 and 3
¢ Broad and narrow terms in the Haematopoietic thrombocytopenia (20000031) {Summary):
TEAE by PT within sub-SMQ
Listing:
TEAE (included in the same listing
with hepatic, depression and
interstitial lung disease AESIs)
Infections Infections are events including all infections (defined using all the MedDRA PTs from the Infections Period 2 (Fisher’s exact test),

and infestations SOC), senious infections, potential opportunistic infections, and infections resulting in
anfi-infective medication administration (i.e. antibacterial, antivirals, antifungals, antiparasitic
treatments).

Period 3 (Summary), Combined
Periods 2 and 3 (Summary):
SAE by PT

Anti-infective medications are defined m LY2439821 PSAP v8 Appendix 5 (or most current version)
incliding antibiotics, antifungals_ antivirals, or antiprotozoals.

Listing of patients experiencing a TEAF of infections will be provided including the following
additional information: anti-infective medications use (if treated) with medication start/end dates,
indication for use, and route; minimum postbaseline value within treatment Period 2 for leukocytes,
platelets, lymphocytes, and absolute neutrophils.

Listing:
TEAE with anti-infective
medications.
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Special Safety
Topic Definition / Derivation Analysis / Summary / Listing |
The list of MedDEA terms used to identify infections that are predefined as potential Ols are found in Period 2 (Fisher's exact test) ,
the LY2430821 PSAP v8 Appendix 10 (or most current version). This list contains PTs as contained Period 3 and Combined Periods
within categories (narrow or broad) from the Infections and infestations SOC and the Investigations 2 and 3 (Summary):
SOC which can assist in identifying potential Ols. The narrow terms are considered OIs unless medical | TEAE of Ols by maximum
review determines that the reported term is not consistent with the patient’s clinical severty by PT
history/presentation/course. Medical review of broad terms is needed for final determination of patients
meeting the program definition of Ols. Listing:
Listing of patients experiencing a TEAFE of OIs will be provided including the following additional TEAE of Ols
information: type of infection. causative pathogen(s) identified through laboratory testing (Yes/Na).
The duration of each common (1% of total ixekizumab) TEAE PT of Infections, and duration of Period 2 (Summary):
narrow terms for Opportunistic infections are defined as: Duration of Common TEAFE —
Duration of treatment-emergent AF Infections (in weeks) = (End date of AE — Start date of AE + 1)/ 7. | Infections
Only TEAEs of infections beginning during treatment Period 2 or Period 3 will be inchided in the
summary. If an AF has not ended by the date of completion of the treatment periods 2or 3, or date of
early discontimmation, it will be censored as of that date (last visit within the treatment period 2 or
treatment period 3, or date of early discontinmation). If a patient has mmltiple episodes of the same
TEAE, the episode with the greatest severity will be used for the duration of event calculation If a
patient has nmitiple episodes of the same TEAFE with the same severity, the episode with the longest
duration will be used for the duration of event calculation.
Allergic Allergic reactions/hypersensitivity events will be categorized as either anaphylaxis or non-anaphylaxis | Period 2 (Fisher’s exact test),
Reactions/Hy- | events (these will refer to events that are not localized to the site of injection) and summarized and Period 3 (Summary):
persensitivities | separately. TEAE by maxinmm severity by PT
Allerpic Reactions/Hypersensitivity Events. Anaphylaxis: Anaphylaxis has been broadly defined as “a | within Category,
serious allergic reaction that is rapid in onset and may cause death™ (Sampson et al. 2006). SAF by PT within Category,
Identification of cases of potential anaphylaxis from the clinical frial data involves two criteria: Combined Periods 2 and 3
1) designed to specifically identify cases (following Criterion 1) based on narrow terms from the {Summary):
MedDRA SMQ for anaphylactic reaction (20000021). Criterion 1 for anaphylaxis is defined by the | TEAE by maximmm severity by PT
presence of a TEAFE based on the following MedDRA PTs from the anaphylactic reaction SMQ): within Category

*  Anaphylactic reaction
*  Anaphylactic shock

*  Anaphylactoid reaction
»  Anaphylactoid shock
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Special Safety
Topic Definition / Derivation Analysis / Summary / Listing |

* Kounis Syndrome

+ Type 1 hypersensitivity
2) to identify possible cases, following Criterion 2 as defined by Sampson et al. (2006). Criterion 2

for anaphylaxis requires having TEAFs from two or more of four categories of AFs as described

by Sampson et al (2006). Occurrence of these events should be nearly coincident; based on

recording of events on CRFs. All qualifying event must be within 1 day of study dmg injection.
The 4 categories to be considered in Criterion 2 are:

¢ (Category A: Involvement of the skin-mucosal tissue

+ (CategoryB: Respiratory compromise

¢ (Category C: Reduced blood pressure or associated symptoms

¢ (CategoryD: Persistent gastrointestinal symptoms

The specific MedDRA PTs covered by each of these Criterion 2 categories are shown in

the LY2439821 PSAP v8 Appendix 6 (or most current version).
Summanes of Criterion 2 anaphylactic TEAEs will be provided by the specific combination of
categories as follows:

« AR: events based on meeting Category A and Category B (but no other category)

« AC: events based on meeting Category A and Category C (but no other category)

« AD: events based on meeting Category A and Category D (but no other category)

« BC: events based on meefing Category B and Category C (but no other category)

« BD: events based on meeting Category B and Category D (but no other category)

¢« (CD: events based on meeting Category C and Category D (but no other category)

« ABC: events based on meeting Category A, Category B and Category C (but no other

category)
« ABD: events based on meeting Category A, Category B and Category D (but no other

category)
« ACD: events based on meeting Category A, Category C and Category D (but no other

category)
« BCD: events based on meeting Category B, Category C and Category D (but no other

category)
* ABCD: events based on meeting each of the 4 Criterion 2 categories.
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Special Safety
Topic

Definition / Derivation

Analysis / Summary / Listing

Summaries of treatment-emergent anaphylactic AFs will be provided for patients meeting each of the 2
criteria and for patients who meet either criteria overall. Severity of treatment-emergent Criterion 2
anaphylactic AFs will be based on the maxinmm severity of the specific events met by the patient.
Maximmm severity of an (or overall) treatment-emergent anaphylactic AE will be based on the
maxinmm severity within Criterion 1 and/or Criterion 2.

Allergic Reactions/Hypersensitivity Fvents Non-Anaphvlaxis: TEAFs of allergic
reaction/hypersensitivity categorized as non-anaphylaxis events are defined by the nammow terms within
Hypersensitivity SMQ (20000214) excluding the PTs noted in the LY2439821 PSAP v8 Appendix 7
{or most current version) and excluding the anaphylactic events as defined above.

A by-patient listing will be provided for all patients experiencing TEAF of allergic
reactions/hypersensitivities at any time, including status/criterion of anaphylaxis or non-anaphylaxis,
and the associated information collected on Hypersensitivity and Anaphylactic Reaction eCRF page if
identified by the investigator.

Listing:

TEAE including information
collected on Hypersensitivity and
Anaphylactic Reaction eCRF page

Injection Site
Reactions

Injection site reaction 15 defined using the PTs from the MedDRA HLT of injection site reactions as
specified by MedDRA excluding the following 10 PTs:

1) Embolia cutis medicamentosa

2) Inmjection site joint discomfort

3) Injection site joint effusion

4) Injection site joint erythema

5) Injection site joint infection

6) Injection site joint inflammation

7) Injection site joint movement impairment

8) Injection site joint pain

9) Injection site joint swelling

10} Injection site joint warmth.

The Injection Site Reaction eCRF page captures the injection site reactions identified by the

investigator. These TEAFs will be summanzed within the MedDREA HIL.T by maximum severity or {Summary):

category. If more than one TEAF of injection site reaction occurs, the event with the worst value TEAE by maxinmm severity by PT
{within the individual categories: redness swelling and pain) will be used. within HL.T

Redness (Scored 0-4) SAF by PT within HLT

+ [0] Subject’s normal skin color, no increased redness

# [1] Noticeable, but very mild redness

¢ [2] Clearly red Listing:

Period 2 (Fisher's exact test) and
Period 3 (Summary):

TEAE by maxinmm severity by PT
within HLT,

SAF by PT within HLT,

TEAE identified by the
investigator PT within HL.T:

by maximum severity,

by maximum redness category,

by maxinum swelling category,
by maximum pain category

Combined Periods 2 and 3
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confirmed event {(meeting the event definition with all necessary documentation), a non-event (does not
meet the event definition and likely represents an alternative or nonevent diagnosis), or lacks sufficient
documentation for confirmation of an event. All events which qualify for CEC adjudication will be
used for the analysis of cerebro-cardiovascular events. The categories and subcategories of adjudicated
events used for the analysis will include the following:
* Cardiovascular
Death (Cardiovascular)
Cardiac Ischemic Event: Myocardial Infarction and Hospitalization for Unstable Angina
Serious Arrhythmia
Hospitalization for Heart Failure
Hospitalization for Hypertension
Resuscitated Sudden Death
Cardiogenic Shock
Coronary Revascularization
+ Neurologic

o Cerebrovascular Event: Transient Ischemic Attack or Stroke (Hemorrhagic, Ischemic and

Undetermined)

oo 0o 00 00

Special Safety
Topic Definition / Derivation Analysis / Summary / Listing |
* [3] Bright red TEAE including information
¢  [4] Dark with some scar formation collected on Injection Site Reaction
Swelling (Scored 0-4 after mnning a finger over injected area) eCRF page
+« [0] No bump
+ [1] Barely noticeable
¢ [2] Clear bump but very thin
¢  [3] Clear bump 1 mm thick
¢ [4] Clear bump 2 mm thick or more
Pain (including burning) (Scored 0-3)
+« [0] None
 [1]Mild
+ [2] Moderate
* [3] Severe
Cerebro- Cerebro-cardiovascular events will be externally adjudicated by the Central Events Committee (CEC) Period 2 (Fisher’s exact test),
cardiovascular | at the Cleveland Clinic, as outlined in the Manual of Operations. The CEC will adjudicate investigator- | Period 3 and Combined Periods
Events reported events selected for adjudication and render an assessment as to whether the event representsa | 2 and 3 (Summary):

TEAE by PT within Subcategory

Listing:
TEAE
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Special Safety
Topic

Definition / Derivation

Analysis / Summary / Listing

* Penpheral Vascular Events

o Penpheral Arterial Event

o  Peripheral Revasculanization
Events will be analyzed using MedDRA PT nested within the CEC assessment (confirmed event, no
event, or insufficient documentation for event defermination) and the subcategory. Subtypes of stroke
(Hemorrhagic Stroke, Ischemic Stroke. and Undetermined Stroke Type) will be displayed in the
analyses nested within Cerebrovascular Event. Subtypes of Serious Arhythmia (Atrial Amhythmia,
Ventricular Arthythmia Heart Block, Other. Unknown) will be displayed nested within Serious
Arrhythmia.

Major Adverse
Cerebro-
Cardiovascular
Events

(MACE)

MACE (requiring adjudication as defined above) is defined as:

¢  Vascular Death (including cardiovascular and cerebro-vascular causes excluding hemorrhagic
deaths outside of the cenfral nervous system)

+ Non-fatal myocardial infarction

+ Non-fatal stroke (subtypes: hemorrhagic stroke, ischemic stroke, undetermined stroke type)

Where,

*  Vascular death should be captured as an Event on Adjudication - Death eCRF page with
Adjudication Death Type = *Cardiovascular’.

+ Non-fatal myocardial infarction should be captured as an Event on Adjudication - Cardiac
Ischemic Event eCRF page with Type of Ischemic Event = “Myocardial Infarction™ and the Event
15 NOT on Adjudication - Death eCEF page.

+ Non-fatal strokes (ischemic, hemorrhagic) should be captured as an Event on Adjudication -
Cerebrovascular Event eCEF page with Stroke Cerebrovascular Event Subtype in one of the
following categories: hemorrhagic stroke, ischemic stroke, undetermined stroke type, and the
Event is NOT on Adjudication - Death eCRF page. Subcategories of non-fatal stroke (Hemorrhagic
Stroke, Ischemic Stroke. and Undetermined Stroke Type) will be displayed nested within non-fatal
stroke category.

Period 2 (Fisher’s exact test),
Period 3 and Combined Periods
2 and 3 (Summary):

TEAE by maxinmm severity by PT
within category

Listing:
TEAE

Malignancies

Malignancy is defined using PTs from the Malignant or unspecified tumors SM(Q) as specified in

MedDRA (SMQ: 20000091, which includes the sub-SMQs:

« 20000194 [Malignant tumours], inchiding sub-SMQs of 20000227 [Haematological malignant
tumours] and 20000228 [Non-haematological malignant tumonrs]

« 20000195 [Tumours of unspecified malignancy], including sub-SMQs of 20000229
[Haematological tumours of unspecified malipnancy] and 20000230 [Non-haematological tumours
of unspecified malignancy]

Period 2 (Fishers exact test),
Period 3 and Combined Periods
2 and 3 (Summary):

TEAE by PT within category

Listing:
TEAE
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Special Safety
Topic Definition / Derivation Analysis / Summary / Listing |
Events will be summarnize by the followng categories:
+ Nonmelanoma Skin Cancer (NMSC)
o Basal Cell Carcinoma, PTs include:
= Basal cell carcinoma
= Basosquamous carcinoma
=  Basosquamous carcinoma of skin
o Squamous Cell Carcinoma, PTs include:
= Squamous cell carcinoma of skin
= Bowen’s disease
=  Lip squamous cell carcinoma
= Skin squamous cell carcinoma metastatic
»  Keratoacanthoma
+ Malignancies excluding NMSC: all PTs in the Malignant or unspecified tumors SMQ) excluding
the 8§ defined NMSC PTs.
Depressions Depression is defined using the PTs from the Depression and suicide/self-injury SMQ) as specified in Period 2 (Fisher’s exact test),
MedDRA (SMQ: 20000035, which includes the sub-SMQs: 20000037 [Suicide/self-injury] and Period 3 and Combined Periods
20000167 [Depression (excl suicide and self-injury)]). 2 and 3 (Summary):
TEAE by PT within SMQ and sub-
SMQ
Listing:
TEAE (included in the same listing
with hepatic, cytopenia and
interstitial lung disease AESIs)
Inflammatory | IBD will be idenfified using the following subcategory and MedDRA PTs. The narrow terms are Period 2 (Fisher’s exact test),
Bowel Disease | considered IBD Period 3 and Combined Periods
{IBD) IBD (Narrow terms) 2 and 3 (Summary):

+ Inflammatory Bowel Disease: Inflammatory bowel disease

¢ Crohn’s Disease: Crohn’s disease

¢  Ulcerative Colitis: Acute haemorrhagic ulcerative colitis; Colitis ulcerative; Proctitis ulcerative
Non-Specific Terms (Events That Can Occur with IBD (Broad Terms)): The PTs in this category are
listed in the LY2439821 PSAP v8 Appendix 11 (or most current version)

TEAE by PT within subcategory
Listing:
TEAE
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o Pulmonary vasculitis (Namrow)

Special Safety
Topic Definition / Derivation Analysis / Summary / Listing |
Interstitial IID is defined using the following terms: Listing:
Lung Disease | ¢ Broad and narrow terms in the Interstitial lung disease SMQ) (20000042) TEAE (included in the same listing
(ILD) *  Additional 6 PTs from Eosinophilic pneumonia SMQ (20000157): with hepatic, depression and

o Angiolymphoid hyperplasia with eosinophilia (Narrow) interstitial lung disease AESIs)

o Fosinophilic bronchitis (Narrow)

o  Hypereosinophilic syndrome (Narrow)

o Loeffler's syndrome (Narrow)

o Pulmonary eosinophilia (Narrow)

Abbreviations: AFE = adverse event; AESI = adverse event of special interest; eCRF = electronic case report form; HL.T = high-level term; OI =opporiunistic

infection; PT = preferred term; SAFE = serious adverse event, TEAF = treatment emergent adverse event.
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6.11.3.2. Anterior Uveitis
At each study visit, study health care providers will evaluate the patient for any symptoms of
anterior uvettis. The incidence of anterior uveitis 1s identified using the preferred term
‘mridocyelitis’. The mcidence rate of anterior uveitis will be summarized for patients with or
without prior anterior uveitis separately, for the following study periods and analysis
populations:

+ Period 2 (Safety Population)

- Period 3 (Extended Treatment Period Population)

6.11.4. Clinical Laboratory Evaluation

Climical laboratory assessments include hematology, serum chenustry, urmalysis, and safety-
related immune markers such as neutrophil counts. All laboratory tests will be presented using
the mternational system of unit (SI) when applicable.

Continuous laboratory tests will be summanized as changes from baseline to last observation for
patients who have both baseline and at least one postbaseline result for Period 2 and 3,
respectively:

¢ The scheduled visits/measurements will be included. The unscheduled visits and the
repeat measurements will be excluded.

e For the Safety Population for Period 2, the comparisons between treatment groups will be
conducted using an ANCOVA with treatment group and baseline value in the model.

e Data will be analyzed based on original scale.

Laboratory test observed values at each visit (starting at baseline) and change from baseline to
each scheduled visit, respectively, will be displayed mn box plots for patients who have both a
baseline and at least one postbaseline result. These box plots will be used to evaluate trends over
time and to assess a potential impact of outliers on central tendency summaries.

¢ The scheduled visits/measurements will be included. The unscheduled visits and the
repeat measurements will be excluded.

¢ The following summary statistics will be included as a table below the box plot: number
of patients with a baseline and at least one postbaseline result, mean, standard dewviation,
mimmum, Q1, median, Q3, and maximum.

e Data will be summanzed based on original scale.

e On the box plots of the laboratory test observed values, the lines of the reference
ranges/limits (by using the performing laboratory reference ranges) will be added. In
cases where linmts vary across age and gender, the lowest of the hugh limits and the
highest of the low himuts will be used.

The number and percentage of patients with a treatment-emergent or follow-up emergent
abnormal high, or low for laboratory tests will be summanzed by treatment group for each study
period (Period 2 or 3 or 4). The comparisons between treatment groups will be conducted using
Fisher’s exact test for the Safety Population for Period 2.
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All scheduled, unscheduled and repeated measurements will be imncluded.

Performing laboratory will be used to defined the low and high linmts reference ranges
except for leukocyte, neutrophil, lymphocyte and platelet counts, where Lilly defined
lower limit of normal will be used for these 4 labs.

Alamine aminotransferase (ALT), aspartate amunotransferase (AST), total bilirubin,
alkaline phosphatase (ALP), neutrophils, leukocytes, platelets, and lymphocytes will not
be included in the treatment-emergent abnormal, high or low summary as a separate
analysis addressing the risk of liver injury 1s described 1 Section 6.11.3.1 and a separate
analysis addressing Leukocytes (WBC) and Platelets 1s described m Section 6.11.4.1.
Note that the ranges are defined by a lower limit of normal (LLN) and an upper limit of
normal (ULN). A result that 1s greater than or equal to the LLN and less than or equal to

the ULN 1s considered to be within the normal ranges.
e For categorical laboratory tests:

.

.

Treatment-emergent abnormal value 1s defined as a change from normal at all
baseline visits to abnormal at any time postbaseline during the treatment period.
Follow-up emergent abnormal result 1s defined as a change from normal at
baseline to abnormal at any time during the follow-up period.

e For continuous laboratory tests:

o

Treatment-emergent high value 1s defined as a change from a value less than or
equal to the ULN at all baseline visits to a value greater than the ULN at any time
postbaseline during the treatment period.

Treatment-emergent low value 15 defined as a change from a value greater than or
equal to the LLN at all baseline visits to a value less than the LLN at any tume
postbaseline during the treatment period.

Follow-up emergent high value 1s defined as a change from a value less than or
equal to the ULN at baseline to a value greater than the ULN at any tume
postbaseline during the follow-up period.

Follow-up emergent low value 1s defined as a change from a value greater than or
equal to the LLN at baseline to a value less than the LLN at any fime postbaseline
during the follow-up period.

By-patient listing of abnormal laboratory test results (critenia defined in the shaft
tables excluding the normal category) for parameters of special interest (hepatic,
leukocytes and platelets) will be provided.

6.11.4.1. Leukocytes (WBC) and Platelets
Further analyses will be conducted for total leukocytes, neutrophils, platelets, lymphocytes,

monocytes, eosinophils, and basophils. Unless otherwise specified, neutrophils will be
summarized as absolute neutrophuls (denived by adding segmented neutrophils and band
neutrophils).

Shift table will be produced showimg the number and percentage of patients shufting from

baseline to a mimimmm postbaseline result in each relevant category by treatment groups for
study Periods 2 and 3, respectively:
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Scheduled visits, unscheduled visits, and repeat measurements will be mcluded.
Baseline 15 defined as the minimum result during the defined baseline period or baseline.
Use the mumimum non-missing postbaseline value within each study period.
The parameters and categones are:
o Leukocytes: >1x LLN (Normal), < LLN to >3.0x 10*9/L (Grade 1), <3.0x
1079/L to >2.0x 10"9/L (Grade 2), <2.0x 10"9/L to >1.0x 10"9/L (Grade 3), and
<1.0x 1079/L (Grade 4).
o Neutrophils: >1x LLN (Normal), < LLN to >1.5% 10"9/L (Grade 1), <1.5%
10°9/L to >1.0x 109/L (Grade 2), <1.0x 10°9/L to >0.5x 10~9/L (Grade 3), and
<0.5x 10"9/L (Grade 4)
o Platelets: >1 x LLN (Normal), < LLN to >75.0 x 10°9/L (Grade 1), <75.0 x
1079/L to >50.0 x 10°9/L (Grade 2), <50.0 x 10°9/L to >25.0 x 109/L (Grade
3), and <25.0 x 10°9/L (Grade 4).
o Lymphocytes: >1x LLN (Normal), < LLN to >0.8% 10*9/L (Grade 1), <0.8x
1079/L to >0.5% 10"9/L (Grade 2), <0.5% 10°9/L to >0.2x 10°9/L (Grade 3), and
<0.2x 1079/L (Grade 4).
¢ The above LLNs are defined as:
o Leukocytes: LLN =4.0x 10*9/L
o Neutrophils: LLN =2.0x 10*9/L
o Platelets: LLN = 150x 10°9/L
o Lymphocytes: LLN =1.1x 10°9/L
e With additional categories:
o Decreased; postbaseline category < baseline category
o Increased; postbaseline category > baseline category
o Same; postbaseline category = baseline category.

The change from minimum baselme to nunimum postbaseline result for each of these leukocytes
and platelets will be summarized graphically using a box plot for Periods 2 and 3, respectively.

6.11.4.2. Neutrophil Follow-Up

Neutrophil counts will be followed throughout the study. The neutrophil follow-up analysis will
be conducted on the Neutrophil Follow-Up Population defined as patients who have an absolute
neutrophil count <1500 cells/uL (ST umts: <1.5x 10*9/L) at the last scheduled wisit or early
termunation visit prior to entering Period 4 and less than the patient’s baseline absolute neutrophl
count (that 1s, prior to first injection at Week 0).

Neutrophil clinical recovery 1s defined as an absolute neutrophil count =1500 cells/pL (SI umits:
=1.5% 10"9/L) or greater than or equal to a patient’s nunimum absolute neutrophil count prior to
first study drug injection at Week 0. If a patient’s neutrophil count has not recovered within 12
weeks after entering the follow-up period (Visit 802), the investigator will determine the
appropriate management of the patient and the appropriate timing of additional contact(s).

The number and percentage of patients achieving neutrophil clinical recovery will be presented
by treatment groups and week interval for the Neutrophil Follow-Up Population for Period 4.
The number and percentage of patients with an absolute neutrophil cell count that 1s at least 25%,
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50%, 75%, or 100% of the patient’s baseline absolute neutrophil count (that 1s, prior to first
mjection at Week 0), irrespective of absolute neutrophil minimum, will be mcluded in the
SUMmMary.

6.11.5. Vital Signs and Other Physical Findings
Analyses will be conducted on vital signs and physical characteristics including systolic blood
pressure (mmHg), diastolic blood pressure (mmHg), pulse (bpm), weight (kg), BMI (kg/m?2).

Change from baseline to last observation for vital signs and physical characteristics will be
summarized for patients who have both baseline and at least one postbaseline result, for Periods
2, and 3, respectively:

¢ The scheduled visits/measurements will be included. The unscheduled visits and the
repeat measurements will be excluded.

e For the Safety Population for Period 2, the comparisons between treatment groups will be
conducted using an ANCOVA with treatment groups and baseline value in the model.

e Data will be analyzed based on original scale.

For vital signs and physical characteristics, the observed values at each visit (starting at baseline)
and change from baselme to each scheduled visit, respectively, will be displayed in box plots for
patients who have both a baseline and at least one postbaseline result. These box plots will be
used to evaluate trends over time and to assess a potential impact of outliers on central tendency
summaries.
¢ The scheduled visits/measurements will be included. The unscheduled visits and the
repeat measurements will be excluded.
¢ The following summary statistics will be included as a table below the box plot: number
of patients with a baseline and at least one postbaseline result, mean, standard dewviation,
mimmum, Q1, median, Q3, and maximum.
e Data will be summanzed based on original scale.

To assess the effect of admimistration of study drug on vital signs (blood pressures and pulse
rate) among patients, at weeks 0, and 16, vital signs will be measured before the first injection
and 1 hour after the injection. The box plots will be produced for pre-dose and post-dose vital
signs at Week 0 (Visit 2), and Week 16 (Visit 8) ).

The number and percentage of patients with treatment-emergent or follow-up emergent high or
low vital sign and weight at any time for Periods 2, 3, and 4 (for vital signs only m Period 4),
respectively, will be summanzed. The companisons between and among treatment groups will
be conducted using Fisher’s exact test for the Safety Population for Period 2.

e Table RHCH 6.8 defines the high and low baseline values as well as the limits that are
specified as treatment-emergent and follow-up emergent. Note that weight does not have
an abnormal baseline; therefore, the treatment-emergent and follow-up emergent values
are determined by change from baseline.

e All postbaseline scheduled, unscheduled and repeated measurements will be mcluded.
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e To assess increases, change from the maximum value during the baseline period or
baseline to the maximum value during each study period will be used.

e To assess decreases, change from the mimimum value during the baseline period or
baseline to the minimum value during each study period will be used.

e For treatment-emergent high and low:

o A treatment-emergent high result 1s defined as a change from a value less than or
equal to the high linmt at baseline to a value greater than the high linut at any time
that meets the specified change criteria during the treatment period.

o A treatment-emergent low result 1s defined as a change from a value greater than
or equal to the low linut at baseline to a value less than the low linut at any time
that meets the specified change criteria during the treatment period.

e For follow-up emergent high and low:

o A follow-up emergent high result 1s defined as a change from a value less than or
equal to the high linmt at baseline to a value greater than the high linut at any time
that meets the specified change cniteria during the follow-up peniod.

o A follow-up emergent low result 1s defined as a change from a value greater than
or equal to the low linut at baseline to a value less than the low linut at any time
that meets the specified change cniteria during the follow-up peniod.

Table RHCH.6.8. Categorical Criteria for Abnormal Treatment-Emergent Blood
Pressures and Pulse Measurement, and Categorical Criteria for
Weight Changes for Adults

Parameter Low High

Systolic BP (mm Hg) = =20 and decrease from baseline =20 | =140 and increase from baseline =20
{supine or sitting — forearm at

heart level)

Diastolic BP (mm Hg) 2 =50 and decrease from baseline =10 | =00 and increase from baseline =10
{supine or sitting — forearm at

heart level)

Pulse (bpm) 2 =50 and decrease from baseline =15 | =100 and increase from baseline =15
{supine or sitting)

Weight (kg) (Loss) decrease from baseline =7% {Gain) increase from baseline =7%

Abbreviations: BP = blood pressure; bpm = beats per minute; kg = kilogram: mm Hg = millimeters of mercury.
a2 Baseline abnormal values are defined by the value presented.

6.11.6. Quick Inventory of Depressive Symptomatology-Self Report 16

Items (QIDS-SR16)

The QIDS-SR16 1s a self-administered 16-tem mstrument intended to assess the existence and
severity of symptoms of depression as listed in the Amernican Psychiatric Association’s (APA’s)
Diagnostic and Statistical Manual of Mental Disorders, 4th Edition (DSM-IV) (APA 1994). The
QIDS-SR16 scale 1s used to assess the potential impact of treatment on new onset or changes in
depression, thoughts of death, and/or smicidal ideation sevenity. A patient 1s asked to consider
each statement as 1t relates to the way they have felt for the past 7 days. There 15 a 4-pomnt scale
for each item ranging from 0 to 3. The 16 items corresponding to 9 depression domains are
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summed to give a single score ranging from 0 to 27, with higher scores denoting greater
symptom severity. Additional information and the QIDS-SR16 questions may be found at the
University of Pittsburgh IDS/QIDS resource page ((http://www 1ds-qids.org/).

The 9 domains assessed by the mstrument are defined as:

1) Sleep disturbance (1mtial, nuddle, and late insommnia or hypersomma): the highest
score recorded for the four sleep items: #1 (falling asleep), #2 (sleep during the
night), #3 (waking up too early) and #4 (sleeping too much). Domain 1s nussing
if all stems are nussing

2) Sad mood: Item #5 (feeling sad). Domain 1s nussing 1if the item 15 missing.

3) Decrease/increase in appetite/weight: the highest score recorded for the
appetite/weight items: #6 (decreased appetite), #7 (increased appetite), #8
(decreased weight within the last two weeks), and #9 (increased weight within the
last two weeks). Domain 1s missing if all items are nussing or not applicable.

4) Concentration: Item #10 (concentration / decision making). Domain 1s nissing if
the item 15 missing.

5) Self-criticism: Item #11 (view of myself). Domain 15 missing if the item 1s
MIssing.

6) Suicidal ideation: Item #12 (thoughts of death or suicide). Domain 1s nussing if
the item 15 missing.

7) Interest: Item #13 (general interest). Domain 1s missing 1f the item 15 nussing.

8) Energy/fatigue: Item #14 (energy level). Domamn 1s mussing if the item 1s
MIssing.

9) Psychomotor agitation/retardation: the highest score recorded for the two
psychomotor items: #15 (feeling slowed down) and #16 (feeling restless).

Domain 1s missing 1f all items are missing.
The QIDS-SR.16 total score 1s the sum of the above domain scores. The total score will be
missing 1f any domain score 1s missing. The QIDS-SR16 total scores are categorized as: None
(no depression) (0 — 5), Mild (6 — 10), Moderate (11 —15), Severe (16 —20) and Very severe
(21 -27).
For both Peniod 2 and 3 QIDS-SR16 analyses, baseline 1s defined as the last non-missing

assessment recorded on or prior to the date of first injection of study treatment at Week 0 (Visit
2), as for QoL measures. In most cases, this will be the measure recorded at Week 0 (Visit 2).

Summaries will be done by treatment groups for Safety Population in Period 2 and Extended
Treatment Period Population in Period 3, respectively.

The following summaries will be produced for QIDS-SR16 total score category:

¢ The number and percentage of patients falling into each QIDS-SR16 total score category
at each scheduled visit.
e Shift from maximum baseline to each postbaseline visit in QIDS-SR16 total score

category.
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e The number and percentage of patients falling mto the following categories based upon
the maximum postbaseline QIDS-SR16 total score:
o Improved; maximum postbaseline category < maximum baseline category.
o Worsened; maximum postbaseline category > maximum baseline category.
o Same; maximum postbaseline category = maximum baseline category.

In addition, the number and percentage of patients falling into the following groups based upon
the maximum postbaseline QIDS-SR16 item 12 (Thoughts of Death or Suicide) score will be
summarized:

¢ Improved, maximum postbaseline item 12 score < maximum baseline ifem 12 score.

e  Worsened; maximum postbaseline item 12 score > maximum baseline item 12 score.

e Same; maximum postbaseline item 12 score = maximum basele item 12 score.

6.11.7. Columbia-Suicide Severity Rating Scale (C-SSRS)
The C-SSRS 1s an assessment tool that evaluates sucidal 1deation and behavior. Information on
the C-SSRS scale can be found through the following link: http://www cssrs.columbia edu.

Specifically, the following outcomes are C-SSRS categories and have binary responses (yes/no).
Category 1 — Wish to be Dead
Category 2 — Non-specific Active Suicidal Thoughts
Category 3 — Active Smcidal Ideation with Any Methods (Not Plan) without Intent to Act
Category 4 — Active Smcidal Ideation with Some Intent to Act, without Specific Plan
Category 5 — Active Smcidal Ideation with Specific Plan and Intent
Category 6 — Preparatory Acts or Behavior
Category 7 — Aborted Attempt
Category 8 — Interrupted Attempt
Category 9 — Actual Attempt (non-fatal)
Category 10 — Completed Suicide.

Self-injurious behavior without suicidal intent 15 also a C-SSRS outcome (although not suicide-
related) and has a binary response (yes/no).

Composite endpoints based on the above categories are defined below.
¢ Suicidal ideation: answered “yes’ to any one of Categories 1-5 questions.
¢  Suicidal behavior: answered “yes’ to any one of Categories 6-10 questions.
¢ Suicidal ideation or behavior: answered “yes’ to any one of Categories 1-10 questions.

C-SSRS will be listed by patient and visit using Spotfire. Only patients that show smcidal
1deation/behavior or self-injurious behavior without smcidal mtent will be displayed. However,
if a patient reported any suicidal ideation/ behavior or self-mjurious behavior without suicidal
mtent at any time point then all their ideation and behavior will be displayed, even 1f not
positive. Note, missing data should not be imputed.

The Self-Harm Supplement Form 1s a one-question form that 1s completed, at any visit, including
baseline visit, that asks for the number of smcidal behaviors, possible smcidal behaviors or
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nonswicidal self-injurious behaviors the patient has expenienced since the last assessment. For
each umique event identified, a questionnaire (Self-Harm Follow-up Form) which collects
supplemental information on the self-injurious behavior 1s to be completed. The Self-Harm data
will be listed by patient and visit if number of events on Self-Harm Supplement Form 1s not zero
in the CRF “Self Harm Questionnaire Supplement.’

6.11.8. Inmunogenicity

6.11.8.1. Definitions and Terms
The following sample- and patient-related defimtions and parameters will be used to describe the
immunogenicity data.

6.11.8.1.1. Sample Category Definitions
Samples are classified into the following categories:

¢ Unevaluable sample: Sample could not be tested for ADA due to sample loss,
mishandling, or errors i collection, processing, storage, and so on.

e Anti-drug antibody (ADA) Positive sample: The presences of ADA 1s detected
and confirmed. The samples are reported as positive. If the sample 1s positive, a
titer value 1s reported.

¢ Neutralizing anti-drug antibody (NAb) Positive sample: NADb are reported as
detected.

* ADA Negative sample: The presence of ADA i1s not detected and the assay drug
tolerance level 1s not exceeded.

e NAD Negative sample: The presence of NADb 15 not detected and the assay drug
tolerance level 1s not exceeded.

e  ADA/NAD Inconclusive sample: when ADA/NAD 1s not detected in a sample
but drug 1s present in the same sample at a level that can cause interference in the
ADA/NAD detection method, then the negative ADA/NAD result cannot be
confirmed and the sample should be considered mconclusive.

o Confirmation of a negative ADA or NAD result was based on 1xekizuomab
concentrations.

6.11.8.1.2. Patient Category Definitions
The following categories are applied to patients based on the classification of their samples:

e Unevaluable patient: a) a patient with no evaluable baseline sample and/or no
evaluable postbaseline samples; b) a patient with an evaluable baseline sample but
no evaluable postbaseline sample; c) a patient with no evaluable baseline sample,
but whose evaluable postbaseline values are all ADA positive or a mux of positive
and negative. (Note: If all postbaseline samples are negative, the patient 1s
considered ‘evaluable’ and will be classified as ADA-negative )
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Evaluable patient: a) Patient with an evaluable baseline sample and at least 1
evaluable postbaseline sample (that 1s, sample after admumistration of study drug);
b) patient with no evaluable baseline sample whose evaluable postbaseline
samples are all ADA negative.

6.11.8.1.3. Definitions for Clinical Interpretation of Assay Results

Baseline: For immunogenicity analyses during Period 2, baseline 1s the last nonmissing
observation on, or prior to, the date of the first injection of study treatment (Week 0).
Unless otherwise specified, the baseline for Period 3 1s defined as the last non-missing
observation on, or prior to, the date of first injection of ixekizumab. For patients
orgmally randomized to ixekizumab during Period 2, baseline 1s the last non-missing
observation on, or prior to, the date of the first injection of study treatment for Period 2
(Week 0). For patients who are not originally randomized to xekizumab in Period 2,
baseline 15 the last non-missing observation on, or prior to, the date of the first injection
of ekizumab. See Table RHCH.6.9 for further details.

Table RHCH.6.9. Baseline Definition for Immunogenicity Analyses for Extended
Treatment Period
Treatment Assigcnment for Treatment Assigcnment for
Blinded Treatment Dosing Period Extended Treatment Period Baseline for Extended
{Period 2) {Period 3) Treatment Period Analysis®
Ixelkizumab Ixelkizumab Week 0
Placebo Ixelkizumab Week 16

a  Last non-missing observation on, or prior to, the date of the first injection of study treatment at the defined week.

Baseline ADA positive (preexisting antibody) patient: ADA detected in a
sample collected at baseline.

Baseline ADA-negative patient: ADA 1s not detected in a sample collected at
baseline.

TE-ADA positive patient: a) a patient with a >4-fold increase over a positive
baseline antibody titer (Tier 3); or b) for a negative baseline titer, a patient with an
mcrease from the baseline to a level of =1:10.

TE-ADA inconclusive patient: A patient without a TE-ADA positive sample
and with at least one sample for which drug levels may interfere with the ADA
assay.

TE-ADA negative patient: A patient who 1s evaluable for TE-ADA and 1s not either
TE-ADA posttive or TE-ADA mconclusive.

Incidence of TE-ADA: Patients with TE-ADA as a proportion of the evaluable
patient population during the treatment period. This excludes unevaluable
patients.

All ADA positive samples will be evaluated for NAb. Definitions for NAb patient status will be
defined as follows:
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e NAb-positive patient: A patient where a NAb positive result 1s detected for
=1 TE-ADA positive samples.

e NAb-inconclusive patient: A patient without a NAb positive sample and with at
least one sample for which drug levels may mterfere with the NAb assay.

e NAb-negative patient: A patient who 1s evaluable for NAb and 1s not either
NAD positive sample or NAb mnconclusive.

Please see the LY2439821 PSAP v8 section 5.6.4.1.3 (or most current version) for details on the
defimtions for climical interpretation of assay results.

6.11.8.2. Immunogenicity Analyses

Immunogenicity evaluable patients will be identified as TE-ADA positive, TE-ADA negative, or
TE-ADA mconclusive, according to the defimtions provided in Section 6.11.8.1.2 and further
grouped mto TE-ADA status groups and time-varying TE-ADA status groups:

TE-ADA Status Groups:

e TE-ADA status (positive, negative, or inconclusive);
e NAD status (positive, negative, or inconclusive) for TE-ADA positive patients; and
e TE-ADA titer groups for TE-ADA positive patients:

o Low Titer: TE-ADA fiter value (LOCF) <1:160;

o Moderate Titer: TE-ADA titer value (LOCF) =1:160 and <1:1,280; and

o High Titer: TE-ADA titer value (LOCF) =1:1,280.

Time-Varving TE-ADA Status Groups:

Individual ADA samples will be ascribed into 3 different dichotomous vanables as explamned in
Table RHCH.6.10. Each variable has possible values of a “greater-TE-ADA status™ or a “lesser-
TE-ADA status,” in the sense that the level of TE-ADA detected in the greater-TE-ADA
category 15 lhigher than in the lesser-TE-ADA category.

Table RHCH.6.10. TE-ADA Status Dichotomous Variables for AE Analysis

TE-ADA Status Dichotomous

Variable Greater-TE-ADA Status Lesser-TE-ADA Status

TE-ADA positive TE-ADA posifive not TE-ADA positive

TE-ADA moderate-to-high TE-ADA positive with not TE-ADA positive, or TE-ADA positive
moderate titer or high fiter with low titer

TE-ADA high status TE-ADA positive with high not TE-ADA positive, or TE-ADA positive
titer with low or moderate titer

Abbreviations: AE = adverse event; TE-ADA = treatment-emergent anfi-drug antibody.

Note: For purpose of this analysis, TE-ADA Inconchusive is taken to be “not TE-ADA positive.™

Note: A TE-ADA low is defined as a TE-ADA posifive with a titer value <1:160; a TE-ADA moderate is defined as
a TE-ADA positive with a fiter value =1:160 and <1:1,280; and a TE-ADA high is defined as a TE-ADA positive
with a fiter value =1:1.280.

For each TE-ADA status dichotomous vanable, a time-varying TE-ADA status will be
computed. At time £, the TE-ADA status 1s taken to be the highest of the TE-ADA values
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bracketing time f. More formally, the TE-ADA status at time ¢ 15 given by the greater of (a) the
TE-ADA status at the most-recent postbaseline measurement prior to ¢, and (b) the TE-ADA
status at the first TE-ADA postbaseline measurement at or after time . In tlus computation,
“greater” 1s given by the greater-TE-ADA status of Table RHCH 6.10. If there 1s no value
satisfying criterion (a), then the value (b) 1s used. Simularly, if there 1s no value (b), then the
value (a) 1s used.

For each TE-ADA status dichotomous vanable, patients will be categorized according to
whether they were (1) always in lesser-TE-ADA status postbaseline or (11) at some pomt
postbaseline, were in preater-TE-ADA status.

6.11.8.2.1. Analyses of Characteristics of ADA Immune Response

The analyses of ADA effects will be conducted on all evaluable patients within the defined
Safety Population for Blinded Treatment Dosing Period (Period 2), and Combined Blinded
Treatment Dosing and Extended Treatment Periods (Combined Periods 2 and 3).

Baseline definition for immunogemicity analyses for the Combined Treatment Period 1s the same
as Table RHCH.6.9.

The overall frequency and percentage (incidence) of patients will be summanized for the TE-
ADA status groups and the time-varying TE-ADA status groups. Scheduled visits, unscheduled
visits, and repeat measurements will be mcluded.

In addition, the overall frequency and percentage (incidence) of patients will be summarized for
the patients who are baseline ADA positive by TE-ADA status groups. For those patients who
are TE-ADA positive, a summary of titer values and the proportion of patients who are NAb
positive will also be provided.

The time to the development of TE-ADAs (TE-ADA positive, low titer, moderate titer, ugh titer,
and NAD positive) will be calculated as follows:

Time to development of TE-ADAs/NAD (in weeks) = (Date of development of TE-ADAs/NAb —
Date of first injection of study treatment + 1) /7.

If a patient has not developed TE-ADAs/NAbs, they will be censored at the date of the last
immunogenicity assessment.

Descriptive statistics, including 25th percentile, 50th percentile (median), 75th percentile, and
corresponding 95% CIs as well as proportion of TE-ADA/NAD positive by endpoint summanzed
by treatment group, will also be provided if sufficient data 1s present. A Kaplan-Meier plot of
the time to development of treatment-emergent ADA/NAD will be presented by treatment group,
also 1f sufficient data 1s present.

For each TE-ADA status dichotomous vanable (as defined in Table RHCH.6.10), summaries
will be provided of the total postbaseline time in the greater-TE-ADA status for patients who
were at some point postbaseline in the greater-TE-ADA status group. Postbaseline time in
greater-TE-ADA status for each patient will be aggregated.
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A by-patient histing to include treatment, visit date, visit, ADA result, TE-ADA result, NAb
result, ADA titer value, ixekizumab concentration, ADA and NAb inconclusive results will also
be provided, for patients with any one sample of ADA (or NAD) positive or inconclusive.

6.11.8.2.2. Analyses of ADA Effects on Efficacy
Efficacy analyses for Period 2 and Period 3 will be conducted on all evaluable patients within the
ITT Population and Extended Treatment Perniod Population.

The ASAS40, ASAS20, ASDAS 1nactive disease and ASDAS < 2.1 at week 16 with NRI will be
summarized by the TE-ADA status groups as described 1n Section 6.11.8.2

A logistic regression model with treatment group, TE-ADA status group (excluding patients in
the TE-ADA inconclusive category for TE-ADA, excluding TE-ADA positive and co-occurring
NAD inconclusive subgroups for NAb), and the interaction of treatment group-by-TE-ADA
status group included as factors will be used to test the interaction of treatment group-by-TE-
ADA status group for ITT Population during Period 2. The p-value associated with the
mteraction term will be used to assess if the treatment groups effect 1s consistent across the TE-
ADA status group. When the interaction term 1s statistically sigmificant, the association between
responder status and treatment depends, in some manner, on the TE-ADA status group. The
mteraction will be tested at the 10% sigmficance level Treatment differences will be evaluated
within each subgroup using Fisher’s exact test regardless of whether the interaction 1s
statistically sigmificant.

Response rates for ASAS40, ASAS20, ASDAS mactive disease and ASDAS < 2.1 at Week 16
will be provided and compared among the TE-ADA status (and TE-ADA tiers) and NAD status
groups for the ITT Population who were treated with xekizumab.

Descriptive statistics for ASAS40 and ASAS20 at Week 52 based on the TE-ADA status (and
TE-ADA tiers) and NAD status group will be provided for the Extended Treatment Period
Population. No inferential statistics will performed.

6.11.8.2.3. Analyses of Treatment-Emergent ADA on Specific Adverse Events

The analyses of TE-ADA effects on safety will be conducted on all evaluable patients within the
defined Safety Population for Blinded Treatment Dosing Period (Period 2) and Combined
Blinded Treatment Dosing and Extended Treatment Periods (Combined Periods 2 and 3).

Baseline definition for immunogemicity analyses for the Combined Treatment Period 1s the same
as Table RHCH.6.9.

AESIs of allergic reaction/hypersensitivity (anaphylaxis and non-anaphylaxis) and of injection-
site reactions will be included in an assessment of AE to TE-ADA over time. Timing of an AE
will be taken to be the reported AE start date.

For each TE-ADA status dichotomous varnable (as defined in Table RHCH 6.10), patients will
be categorized according to whether they were (1) always in lesser-TE-ADA status postbaseline
or (11) at some pomt postbaseline, were in greater-TE-ADA status. For each AESI, within the
time-varying TE-ADA status groups, a summary will be provided of the number of patients who
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had no event, events only while in lesser-TE-ADA status for group (1), or — for group (11) — at
least one event wiile in greater-TE-ADA status.

Additionally, summaries will be provided of the total number of AESI events (with unique start
dates) by time-varying TE-ADA status groups at the event date. The summaries will aggregate
time respectively in greater-TE-ADA status and in lesser-TE-ADA status, along with the event

rates (rates per 100 patient-years) relative to those agpregate times.

By-patient listings will be provided of patients with TE-ADA who experience a treatment-
emergent allergic reaction/hypersensitivity reaction or an injection site reaction.

6.12. Subgroup Analyses

6.12.1. Efficacy Subgroup Analyses

Subgroup analysis will be conducted for the pnmary endpoint of proportion of patients achieving
an ASAS40 response at Week 16 (NRI) using the ITT Population for the Period 2. The major
secondary efficacy endpoint, the proportion of patients achieving ASAS20 (NRI) at Week 16,
will also be conducted. Subgroup analysis using the ITT Population in bDMARD-naive patients
may be explored.

For categorical response variables (ASAS20, ASAS40), a logistic regression analysis with
treatment, subgroup, and treatment-by-subgroup interaction as factors will be used. The
treatment-by-subgroup interaction will be tested at the 10% sigmificance level Treatment group
differences will be evaluated within each subgroup using the Fisher’s exact test, regardless of
whether the interaction 1s statistically sigmificant. If any group within the subgroup (for example,
yes, no) 15 <10% of the total population, only descriptive statistics will be provided for that
subgroup (that 1s, no inferential testing).

Forest plots may be created to illustrate the treatment differences with 95% CIs between each of
the xekizumab treatment groups and placebo group, by each subgroup category.

Please see Table RHCH. 6.1. for subgroups of baseline characteristics that will be analyzed.

Additional subgroup analyses on efficacy may be performed as deemed appropnate and
necessary.

6.13. Protocol Deviations

Protocol deviations will be identified throughout the study. Important protocol deviations are
defined as those violations from the protocol likely to have a sigmficant impact on the
completeness, accuracy, and/or reliability of the study data or that may sigmficantly affect a
subject’s rights, safety, or well-being.

A separate document (known as the trial 1ssue management plan) will be used to define the
categories and subcategornies of important protocol deviations, whether or not these deviations
will result m the exclusion of patients from PPS, and the source of identification for the
deviations.
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The number and percentage of patients having important protocol dewviations (s) will be
summarized within category and subcategory of deviations by treatment group for:

e Period 2 (ITT Population);
e Peniod 3 (Extended Treatment Period Population).

A by-patient histing of important protocol deviations will be provided. A lhisting of protocol
dewviation due to COVID-19 will also be provided.

6.14. Interim Analyses

An mterim database lock and unblinding will occur, and interim analyses will be performed at
the time (that 1s, a cutoff date) the last patient completes Visit 8 (Blinded Dosing Treatment
Period [Period 2], Week 16) or ETV. Thus interim database lock will include all data collected
by the cutoff date including the data from the Extended Treatment Period (Period 3) and follow-
up data from patients that have begun the Post-Treatment Follow-Up Period (Period 4). The
analyses from the Week 16 lock will be treated as a primary analysis because all primary and
major secondary study objectives will be assessed at this time.

Additional analyses and snapshots of study data may be performed during the Period 3 or after
completion of Period 4 to fulfill the need for regulatory mteractions or publication purposes.

Please see a separate blinding and unblinding plan document for the details.

6.15. Clinical Trial Registry Analyses
Additional analyses will be performed for the purpose of fulfilling the Clinical Trial Registry
(CTR) requirements.

Analyses provided for the CTR requirements mclude summary of AEs, provided as a dataset
which will be converted to an XML file. Both Serious Adverse Events and “Other’ Adverse
Events are summanzed: by treatment group, by MedDRA preferred term.

* An AE i1s considered *Serious’ whether or not 1t 1s a TEAE.

e An AE i1s considered in the “Other’ category 1f 1t 1s both a TEAE and 1s not
serious. For each Serious AE and ‘Other’ AE, for each term and treatment group,
the following are provided:

o the number of participants at nsk of an event
o the number of participants who experienced each event term
o the number of events experienced.

¢ Consistent with www Clinical Trials gov requirements, ‘Other’ AEs that occur in
fewer than 5% of patients/subjects in every treatment group may not be mcluded
if a 5% threshold 1s chosen (5% 15 the minimum threshold).

e AF reporting 1s consistent with other document disclosures such as the CSR.
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7. Unblinding Plan

Refer to a separate biinding and unblinding plan.
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Appendix 1.

Algorithm for Determining ASAS Response

The following ASAS domains are used to determine ASAS40, ASAS20, ASAS partial
renussion, and ASAS5/6 (Sieper et al. 2009, ASAS Handbook), detailed definmitions of ASAS40,
ASAS20, ASAS partial remission, and ASAS5/6 are provided in Table RHCH.6.3:

Function

CRP and

Patient Global
Spinal Pain

Inflammation

Spinal mobility (lateral spinal flexion).

The following variables will be derived for above domains as applicable:

Imputation
Approach with
Variables Derivation / Comments Missing Component
V1: Percent Calculated as: Missing if baseline
improvement from Percent improvement from baseline = or observed value is
baseline Baseline score — Observed score missing
100 = -
Baseline score
If a patient has expenienced an improvement, this measure will be
positive. If a patient has experienced a worsening in the
condifion, this measure will be negative.
V2: Absolute Calculated as: Baseline score — Observed Score Missing if baseline
improvement If a patient has expenienced an improvement, this measure will be | or observed value is
positive. If a patient has experienced a worsening in the missing
condifion, this measure will be negative.
V3: Anyworsening | Yes if V2 “absolute improvement” is negative Missing if V2 is
missing

V4: Worsening of
=20% and =1 unit

Yes if V1=-20% and V2 =-1

Missing if V1 or V2
15 missing

Algorithm to calculate the observed ASAS40 response at a visit:

e Step 1: among the above 4 domains (patient global spinal pain, function, and
inflammation), if at least 3 of them are =40 on vanable ‘percent improvement [V1] )’
AND =2 on vanable “absolute improvement [V2]" AND variable ‘absolute improvement
[V2] 1s =0 for the remaining domain, assign ASAS40 response as responder;

e Step 2: else, among the 4 domains, 1f any of them are “YES’ on vanable “‘any worsening
[V3T, or at least 2 of them have nonmissing ‘percent improvement [V1] *<40
or nonmissing ‘absolute improvement [V2]'<2, assign ASAS40 response as
nonresponder;

e Step 3: For all other situations, assign ASAS40 response as missing.
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Algorithm to calculate the observed ASAS?0 response at a visit:

Step 1: among the above 4 domains (patient global spinal pain, function, and
inflammation), if at least 3 of them are =20 on variable ‘percent improvement [V1])’
AND =1 on vanable “absolute improvement [V2]” AND vanable ‘Worsening of =20%
and =1 umt [V4]" 1s “NO’ for the remaiming domain, assign ASAS20 response as
responder;

Step 2: else, among the 4 domains, if any of them are “YES’ on varniable “Worsening of
=>20% and =1 umt [V4]’, or at least 2 of them have nonmissing ‘percent improvement
[V1]" <20 or nonmussing “absolute improvement [V2] <1, assign ASAS20 response as
nonresponder;

Step 3: For all other situations, assign ASAS20 response as missing.

Algorithm to calculate the observed ASAS partial remission response at a visit:

Step 1: among the above 4 domains (patient global spinal pain, function, and
inflammation), if the value for all of them are not nissing and <2, then assign ASAS
partial remission response as responder;

Step 2: else, if at least one of the 4 domams have a value =2, assipn ASAS partial
remission response as nonresponder;

Step 3: for all other situations, assign ASAS partial remission response as missing.

Algorithm to calculate the observed ASASS5/6 response at a visit:

Step 1: among the 6 domains (Patient Global, Spinal Pain, Function, Inflammation,
CRP, Spinal mobility), 1f at least 5 of them are =20 on vanable ‘percent improvement
[V1], then assign ASASS5/6 response as responder;

Step 2: else, if any 2 or more domains have non-missing variable ‘percent improvement
[V1] <20, then assign ASASS5/6 response as nonresponder;

Step 3: for all other situations, assign ASAS5/6 response as missing.

Ly2439821



IMF-MC-RHCH Statistical Analysis Plan Page 96
Appendix 2. ASAS-NSAID Equivalent Score
Dose comparable to Maximum dose used in
NSAID 150 mg of diclofenac AS Consensus
Diclofenac ! n=60* 150
150 (150-200)
Naproxen =57 n=59 =47/50%
1000 (10001000} 1000 (10001500} 1000
Aceclofenac =15 n=14 n=20/29
200 (200-200) 200 (200-200) 200
Celecoxib =01 n=50 o=47/50
400 (300—400) 400 (400—-400) 400
Etodolac =15 n=13 n=17/20
600 (400-800) 600 (600-600) 600
Etoricoxib =36 n=37 =42/46
90 (20-90) 120 (90-120) 20
Flurbiprofen =13 n=13 =15/18
200 (200-300) 300 (200-300) 200
Tbuprofen =54 n=54 =39/45
2400 (1600-2400) 2400 (2400-2400) 2400
Indometacin =57 n=58 =42/47
150 (100-150) 150 (150-200) 150
Eetoprofen =26 n=25 =21/23
200 (200-200) 200 (200-300) 200
Meloxicam =58 n=>55 =42/48
15 (15-15) 15 (15-22.5) 15
Nimesulide n=8 n=0 =16/16
200 (200-200) 200 (200-200) 200
Phenylbutazone =28 n=28 =25/28
400 (200-500) 400 (250-600) 400
Piroxicam =51 n=50 =46/46
20 (20-20) 20 (2040 20
Tenoxicam =17 n=16 o=18/18
20 (20-20) 25 (2040) 20

Results of the survey evaluating the opinmion of ASAS members about the comparable efficacy of each NSATD with

150 mg of diclofenac.
Values given are:

*first row, n=number of ASAS members giving an answer to the question; second row, median dose in mg

(tertiles).

# first row, p=number of ASAS members who have voted in favor of such a dose/the total mumber of ASAS

members who have voted; second row, agreed dose.

AS. ankylosing spondylitis; ASAS, Assessment of Spondyloarthritis International Society; NSAID, non-steroidal
anfi-inflammatory drug. Source: Dougados 2011,
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Appendix 3. Definition of DMARDs, Oral Corticosteroids,
NSAIDs (including COX-2), and Opioids

DMARDSs

The following ATC codes and WHO preferred terms are provided by Lilly Medical to select the
possible DMARDs.

ATC codes: containing MO1C, AO7EC, LO1BA, L04, LO1BB, JO4BA, PO1BA, and
Preferred Terms: listed below, which were used to identify the specified DMARDs.

Medication WHO Preferred Term
Methotrexate METHOTREXATE,

METHOTREXATE SODIUM
Sulfasalazine SULFASALAZINE
Hydroxychloroquine HYDROXYCHLOROQUINE SULFATE,

HYDROXYCHLOROQUINE,
HYDROXYCHLOROOQUINE PHOSPHATE

I MESALAZINE (A07EC) 1s used for Pnmary Study Condition, then it 1s regarded as DMARD,
otherwise 1t 1s not a DMARD.
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Oral Corticosteroids

The following preferred terms are provided by Lilly Medical to select the possible
corticosteroids use with route of Oral (CMROUTE="ORAL").

In analyses, corticosteroid doses need to be converted to prednisone equivalent doses. If
additional WHO preferred terms and conversion factors are identified, they will be added to the
SAP prior to database lock.

The following table should be used for converting oral corticosteroids to prednisone equuivalent:

Multiply the dose of the corticosteroid taken by the patient (in nulligrams) i Column 1 by the
conversion factor in Column 2 to get the equivalent dose of predmisone (in nmulhigrams).

Example: Patient is taking 25 mg of cortisone orally daily. To convert to prednisone: 25 mg
cortisone x 0.2 = 5 mg prednisone. 25 mg cortisone taken orally daily is equivalent to 5 mg of
prednisone taken orally daily.

Column 1 Column 2

Conversion factor for converting to an

Corticosteroid Preferred Term e e

CORTISONE 0.2

| CORTISONE ACETATE | 0.25 |
HYDROCORTISONE 0.25

| HYDROCORTISONE ACETATE | 0.25 |
HYDROCORTISONE SODIUM SUCCINATE 0.25

| DEFLAZACORT | 0.8333 |
CORTIVAZOL 16.67

| PREDNISONE | 1 |
PREDNISONE ACETATE 1

| PREDNISOLONE | 1 |
PREDNISOLONE ACETATE 1

| PREDNISOLONE SODIUM PHOSPHATE | 1 |
FLUOCORTOLONE 1

| METHYLPREDNISOLONE | 1.25 |
METHYLPREDNISOLONE ACETATE 1.25

| METHYLPREDNISOLONE SODIUM SUCCINATE | 1.25 |
TRIAMCINOLONE 1.25

ITHIAMCINDLDNE ACETONIDE | 1.25 |
TRIAMCINOLONE HEXACETONIDE 1.25

| DEPO-MEDROL MED LIDOKAIN | 1.25 |
MEPREDNISONE 1.25

| PARAMETHASONE | 2.5 |
BETAMETHASONE 8.34

| BETAMETHASONE ACETATE | 8.34 |
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Column 1

Conversion factor for converting to an

Corticosteroid Preferred Term

Column 2

equivalent prednisone dose

BETAMETHASONE DIPROPIONATE 8.34
| BETAMETHASONE SODIUM PHOSPHATE | 8.34
DEXAMETHASONE 6.67
| DEXAMETHASONE ACETATE | 6.67
DEXAMETHASONE PHOSPHATE 6.67
| DEXAMETHASONE SODIUM PHOSPHATE | 6.67
CELESTONA BIFAS 8.34
| DiPROSPAN /00582101/ | 8.34

Systemic Corticosteroids:

defined as ATC code = HO2AB, route in (INTRAMUSCULAR, INTRADERMAL,
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INTREAVENOUS, INTRAVENOUS CENTEAL VEIN, INTRAVENOUS PERIPHERAL
VEIN, ORAL, SUBCUTANEOUS, SUBLINGUAL, PERIARTICULAR, TRANSDERMAL).

NSAIDs/COX-2 Inhibitors

The following ATC codes are provided by Lilly Medical to select the possible NSATDs and

COX-2 mmhibitors.

ATC codes: containing MO1A, M01B, N0O2BA, M01AH (already included in MO1A), but

excluding the following preferred terms:

Preferred Term

BENZYDAMINE HYDROCHLORIDE

CHONDROITIN W/GLUCOSAMINE A2118501/

GLUCOSAMINE HYDROCHLORIDE

GLUCOSAMINE SULFATE NOW

METHYLSULFONYLMETHANE

BENZYDAMINE HYDROCHLORIDE

SULFASALAZINE

HYDROXYCHLOROQUINE

GLUCOSAMINE WMETHYLSULFONYLMETHANE

GLUCOSAMINE SULFATE POTASSIUM CHLORIDE

CHONDROITIN SULFATE SODIUM

CHONDROITIN SULFATE

CURCUMIN

GLUCOSAMINE

HYDROXYCHLOROQUINE SULFATE

GLUCOSAMINE CHONDROITIN COMPLEX
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Preferred Term
SHAKUYAKUKANZOTO
CURCUMA LONGA

GLUCOSAMINE CHONDROITIN COMPLEX /06278301/
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Opioids
The following WHO preferred terms are provided by Lilly Medical to select the possible opioids
use.

In analysis, opioid doses need to be converted to morphine equivalent doses. If additional
preferred terms and conversion factors are identified, they will be added to the SAP prior to
database lock.

The following table should be used for converting opioids to morphine equivalent:

If an opio1d was taken with an oral or sublingual route: multiply the dose of the opioids taken by
the patient (in mulligrams) mn Column 1 by the conversion factor in Colummn 2 to get the
equivalent dose of morphine (1n milligrams).

If an opioid was taken with an intravenous, intravenous central vein, inframuscular, transdermal,

or nasal route: mmltiply the dose of opioids m Column 1 by the conversion factor in Column 3 to
get the equivalent dose of morphine Example: Patient is taking 15 mg of codeine orally daily.

To convert to morphine: 15 mg codeine x 0.15 = 2.25 mg morphine. 15 mg codeine taken orally

daily is equivalent to 2.25 mg of morphine taken orally daily.

Column 1 Column 2 Column 3
Conversion Conversion
factor PO factor IV
Preferred Term (based on mg) | (based on mg) |
ANCOUGLIN 0.15 0.23
BUPERENORPHINE 75 33.34
BUPRENORPHINE HYDROCHLORIDE 75 33.34
CHERACOL /00693301/ 0.15 0.23
CO-DAFALGAN 0.15 0.23
CODATEN 0.15 0.23
CODEINE 0.15 0.23
CODEINE CONTIN 0.15 0.23
CODEINE PHOSPHATE 0.15 0.23
CODEINE PHOSPHATE HEMIHYDEATE 0.15 0.23
CODEINE W/GUAIFENESIN /08428801/ 0.15 0.23
CODENAL 00467701/ 0.15 0.23
CODEPINE 01488001/ 0.15 0.23
FENTANYL NA 300
FENTANYL CITRATE NA 300
FENTANYL HYDROCHLORIDE NA 300
FENTANYL W/CLONIDINE NA 300
HYDROCODONE 1 NA
HYDROCODONE BITARTEATE 1 NA
HYDROCODONE COMPOUND 01224801/ 1 NA
HYDROCODONE CP 1 NA
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Column 1 Column 2 Column 3
Conversion Conversion
factor PO factor IV
Preferred Term (based on mg) | (based on mg) |
HYDROCODONE HYDROCHLORIDE 1 NA
HYDROMORPHONE 4 20
HYDROMORPHONE HYDROCHLORIDE 4 20
LENOLTEC WITH CODEINE NO 1 0.15 0.23
MORPHINE 1 1
MORPHINE HYDROCHLORIDE 1 1
MORPHINE SULFATE 1 1
MYPRODOL 0.15 0.23
OXYCOCET 1.5 4
OXYCODONE 1.5 4
OXYCODONE HYDROCHLORIDE 1.5 4
PANADEINE CO 0.15 0.23
PARACETAMOL W/TEAMADOL 0.1 0.3
PARAMOL-118 0.15 0.23
PERCOCET-5 1.5 4
PETHIDINE 0.1 03
PIRTTRAMIDE 0.7 0.7
PROCET /015542017 1 NA
PROMETHAZINE W/CODEINE 0.15 0.23
TAPENTADOL 0.3 NA
TARGIN 1.5 4
TRAMADOL 0.1 0.3
TRAMADOL HYDROCHLORIDE 0.1 0.3
TRIMEPERIDINE 0.5 0.5
ULTRACET 0.1 0.3
VICODIN 1 NA
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