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1 Introduction

The purpose of Statistical Analysis Plan (SAP) 1s to descrnibe the implementation of the
statistical analysis planned in the protocol. The analysis planned in the SAP will be conducted
on all participant data at the time the primary analysis happens and the result will be described
in the Chmcal Study Report (CSR). Analyses that will only be implemented at the end of the
study will be described in the Day 360 CSR.. Protocol version 01 has been referenced at the time
of finalization of the SAP.

1.1 Study design

This study will be a Phase II, placebo-controlled, double-blind, randomized trial in Japanese
participants with history of coronary artery disease (CAD) or participants categorized in ‘high
risk’ by JAS 2017 guideline (diabetes, chronic kidney disease (CKD), non-cardiogenic cerebral
infarction, peripheral artery disease (PAD) or combination of other nisk factors and categonzed
in ‘high risk’ assessed by Suita Score), or Japanese participants with HeFH and elevated LDL-C
despite maximum tolerated dose of statin(s) to evaluate the efficacy, safety. t-::-lerabilitj.-'H
of subcutaneous inclisiran injection(s). The study will be a Japanese multi-center study with
approximately 50 study sites. Informed consent will be obtained from participants before the
mitiation of any study-specific procedures.

Approximately 400 participants will be screened, and approximately 308 eligible participants
will be randomized into 4 treatment groups:

. 300 mg inclisiran sodium (equivalent to 284 mg inclisiran), n=100

200 mg mchsiran sodium (equivalent to 189 mg inclisiran), n=100

100 mg inclisiran sodimm (equivalent to 94.5 mg inclisiran), n=54

placebo, n=54

s k2

Randomization will be stratified by LDL-C at screening visit (=130 mg/dL or <130 mg/dL),
current use of statins or other lipid-modifying therapies (Yes or No).

otherwise the randomuzation ratio will be 2:2:1:1.

The expected duration of the participants’ involvement in the study will be approximately 374
days which includes screening (up to 14 days), Day 1 study drmg administration. two additional
ijections on Day 90 and Day 270, and the follow-up period to Day 360.

The primary analysis will be conducted after all participants have finished Day 180 visit
assessments or discontinned before Day 180 visit.
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After the primary analysis, double-blind treatment period i1s maintained to Day 360, although
sponsor members (except for blinded monitors) will be unblinded for the planned regulatory
submission in Japan.

Figure 1-1 Study design

-14~-1Day Day? Day 90 Day 180° Day 270 Day 360
L1 1 | 1 1 | | | | |
L1 1 I 11 | | | | |
L 14 30 60 104 120 150 | 210 H 300
- I :

] i .

[
Inclisiran sodium 300mg (n=100)

Inclisiran sodium 200mg (n=100)

Screening
Inclisiran sodium 100mg (n=54)
1 1
Placebo (n=54)

“Primary analysis is planned at Day 180

| Study treatment administration

Placebo volume will be matched to test product volume within each dose and injection. For
example. the placebo group for the 200 mg dose will receive 1.0 mL of placebo whereas the
placebo group for the 300 mg dose will receive 1.5 ml of placebo. Study treatment will be
administered by the unblinded investigator or nurse to blind the arm and dose strengths. Each
participant will recerve a total of three mjections of inchsiran or placebo (Table 1-1).

Table 1-1 Dosing regimens
Study Drug and Dose Number of randomized Volume (mL)
participants
Placebo for 100 mg 12 0.5
100 mg inclisiran sodium o4 0.5
Placebo for 200 mg 21 1.0
200 mg inclisiran sodium 100 1.0
Placebo for 300 mg 21 1.5
300 mg inclisiran sodium 100 1.5

After the first study drug admimistration, participants will be observed n the clinic for at least
4 hours to have vital signs completed before being discharged. Participants will receive a second
dose of study drug at the Day 90 visit and a third dose at Day 270. Participants will be observed
for 30 min after the second dose (Day 90) and the third dose (Day 270) to have vital signs
collected. Participants will also undergo the scheduled visit assessments as per the Assessment




Movartis For business use only Page 10
SAP KJXB839A11201
1.2 Study objectives and endpoints

This study 1s designed to evaluate the efficacy, safety, tolerabihity
of subcutaneous inclisiran injection(s icl

Table 1-2

Objectives and related endpoints

Objective(s)

Endpoint(s)

Primary objective(s)

Endpoint(s) for primary objective(s)

* To demonstrate superiority of inclisiran
treatment at different dose levels (100
mg, 200 mg, and 300 mg) to placebo on
LDL-C levels at Day 180

Percentage change in LDL-C from baseline to
Day 180

Secondary objective(s)

Endpoint(s) for secondary objective(s)

* To evaluate the effect of inclisiran until
Day 180 on the following:

¢ PCSK9 levels over time

o LDL-C levels over time

e (Other lipids, lipoproteins,
apolipoproteins (total cholesterol,
triglycerides, HDL-C, non-HDL-C,
VLDL-C, Apo-A1, Apo-B, and Lp(a))

Percentage change in PCSK9 levels from
baseline to Days 14, 30, 60, 90, 104, 120, 150,
and 180

Percentage change in LDL-C from baseline to
Days 14, 30, 60, 90, 104, 120, and 150

Absolute change in LDL-C from baseline to Day
180

Proportion of participants in each group with
LDL-C greater than 80% of the baseline value
at Day 180

Proportion of participants in each group with
greater or equal to 50% LDL-C reduction from
baseline at Days 14, 30, 60, 90, 104, 120, 150,
and 180

Percentage change in other lipids, lipoproteins,
apolipoproteins from baseline to Days 14, 30,
60, 90, 104, 120, 150, and 180
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Objective(s) Endpoint(s)

# Proportion of participants achieving ® Proportion of participants in each group who
lipid control target pre-specified by attain lipid control target pre-specified by JAS
JAS 2017 guidelines 2017 and 2022 guidelines for their level of

cardiovascular risk at Day 180

* Individual responsiveness to » |ndividual responsiveness defined as the

different doses number of participants reaching on treatment

LDL-C levels of <25 ma/dL, <50 mg/dL, <70
mg/dL, and <100 mg/dL at Days 14, 30, 60, 90,
104, 120, 150, and 180

* To evaluate the safety and tolerability * |ncidence, severity and relationship to study
profile of inclisiran drug of TEAEs and Serious Adverse Events
(SAEs); anti-drug antibodies (ADA)
measurement

e

1.3 Primary estimands

The primary clinical question of interest 1s: What is the effect of doses of 100 mg, 200 mg, and
300 mg of mchsiran versus placebo on percent change in LDL-C levels at Day 180 in
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participants with high cardiovascular risk and elevated LDL-C despite maximum tolerated dose
of statin, regardless of treatment discontinuarions for any reason and regardless of change in the
dose of allowed concomitant medication.

The justification for the primary estimand is that it will capture both the effect of the study dmg
and the effect of additional medications, muroring the conditions in clinical practice. Further
details can be found in Section 2.5.

The primary estimand is described by the following attributes:

1. Population: Japanese participants with history of coronary artery disease (CAD) or
participants categorized in 'high risk' by JAS 2017 guideline (diabetes, chronic Kidney
disease (CKD), non-cardiogenic cerebral infarction, peripheral artery disease (PAD) or
combination of other risk factors and categorized in "high risk’ assessed by Swita Score), or
Japanese participants with HeFH despite maximum tolerated dose of statin. Further details
about the population are provided in the protocol.

2. Endpoint: percentage change from baseline fo Day 180 in LDL-C levels

3. Treatment of interest: the randomized treatment (the investigational treatment of inclisiran
at different dose levels or the control treatment placebo) with the optimal SoC lipid-
lowering therapy. The type and dose of the concomitant lipid-lowering therapy must
remain stable until Day 180. Further details about the investigational treatment and control
treatment are provided m the protocol.

intercurrent events :

-

Treatment discontinuations for any reason: 1gnore (treatment policy strategy)

Unforeseen change in the dose of allowed concomitant medications: ignore (treatment
policy strategy)

The summary measure: difference between different Inclisiran dose groups and the placebo
group in percentage change in LDL-C levels from baseline to Day 180.

1.4 Secondary estimands

Secondary estimands corresponding to key secondary efficacy endpoints are defined simularly

to the primary estimand. These endpoints, and the corresponding snmmary measures, are listed

below. Population, treatment of inferest and infercurrent events are defined similarly as for the

primary estunand.

¢ Endpoint: Percentage change in PCSK9 from baseline to Day 180; the summary measure:
difference between different inclisiran dose groups and the placebo group in percentage
change in PCSK9 from baseline to Day 180

» Endpomt: Absolute change m LDL-C from baseline to Day 180; the summary measure:
difference between different inclisiran dose groups and the placebo group in absolute
change in LDL-C levels from baseline to Day 180
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2 Statistical methods
2.1 Data analysis general information

Data will be analyzed by Novartis according to the data analysis Section 12 of the study protocol
which is available in Appendix 16.1.1 of the CSR. Important information is given in the
following sections and details are provided, as applicable, n Appendix 16.1.9 of the CSE.

SAS will be used for generating study outputs used for clinical reports. The most recent version
of SAS available in the statistical programming environment of Novartis will be used for the
analysis.

Unless otherwise stated, summary tables/figures/listings will be on all participants included in
the study analysis set under consideration. Data will be summarized with respect to
demographic and baseline disease characteristics, efficacy, and safety assessments. Categornical
variables will be presented as frequencies and percentages. For continnous variables, n (non-
missing observations), mean, standard deviation, median, munimum, and maximum will be
presented. The analysis will be conducted on all participant data at the time of the primary
analysis and the end of the study trial.

The primary analysis will be conducted after all participants have fimished the Day 180 visit
assessments or discontinued before Day 180 visit. The primary analysis will be performed using
all data collected in the database up to the Day 180 visit date. All data with an assessment date
or event start date (e.g. start date of an adverse event) prior to or on the Day 180 visit date will
be included in the analysis. Any data collected beyond the Day 180 visit date will not be
imncluded in the analysis and will not be used for any derivations. All events with start date
before or on the Day 180 visit date and end date after the Day 180 visit date will be reported
as ‘ongoing’. The same rule will be applied to events starting before or on the Day 180 visit
date and not having a documented end date. This approach applies, in particular, to adverse
event and concomitant medication and significant non-drug therapies (surgical and medical
procedures) reports. For these events, the end date will not be imputed and therefore will not
appear i the listings.

At the end of the study (EOS), a final analysis of all data collected will be performed when all
participants have completed their last visit in the smdy.

The stratification factors LDL-C category at screening and current use of statins or other lipid-
modifying therapiesﬂwﬂl be included mm subgroup analysis

where appropriate.

Additional analysis may be conducted to evaluate the mmpact of COVID-19 pandemic on
participants fimshing or discontinuing the Day 180 wvisit assessments and completing or
discontinuing the End of Study visit..

211 General definitions
The screening period will be up to 14 days. The treatment period will be 360 days.

Study drug refers to the mvestigational drug mclisiran sodium and placebo.
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Date of first administration of study drug. or first date of study drug, refers to the date when the
first dose of assigned treatment i1s admimstered. Date of last administration of study
drug/treatment, or last date of study drug, refers to the date when the last dose of assigned
treatment is administered.

Study day 1s defined as: if after first date of study drug, then Study Day = Date — first date of
study drug + 1; 1f before first date of study drug, then Study Day = Date — first date of study

drug; Study Day 1 is defined as the first date of study drug: there is no Study Day 0.
The wisits 1n all analyses are based on the eCRF data.
Baseline 1s defined as the last non-missing result prior to the mitial treatment.

Both LDL-C and VLDL-C for the analysis will be based on the reflexive approach: the
calculated LDL-C based on the Friedewald formula will be used: however, if the calculated
LDL-C <40 mg/dL or Tniglyceride =400 mg/dL, then the non-missing LDL-C using the Beta
Quantification (BQ) method will be used mstead. Safety data until last visit (EOS) will be
summarized.

2.2 Analysis sets
The Screened Set (SCR) comprises all participants who provided study informed consent.

The Randomized Set (RAN) comprises all participants who receive a randomization number,
regardless of receiving double blind study medication or not.

The Full Analysis Set (FAS) compnses all participants to whom study freatment has been
assigned by randomization, with the exception of those mis-randomized participants who did
not receive study drug. Mis-randomized participants are defined as not qualified for
randomization and did not take any study treatment, but have been inadvertently randomized
wnto the study. According to the intent to treat principle, participants will be analyzed according
to the treatment they have been assigned to during the randomization procedure. The FAS will
be used in analyses for the primary, secondary, _ efficacy objectives.

The Safety Set mncludes all participants who received at least one dose of study treatment.
Participants will be analyzed according to the study treatment received. This will be the primary
population for the safety analyses.

221 Subgroup of interest

Subgroup analyses of primary efficacy endpoint and key secondary efficacy endpoints will be
performed on the FAS only.

For tables presenting results from statistical models, the treatment effects in the subgroup will
be derived using the appropriate interaction term in the model and additional covanate as a
fixed effect if necessary. For displaving the results of subgroup analyses, a forest plot will be
used.
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The subgroups are listed i Table 2.2.

Table 2.2 Subgroup analysis and categories

Number | Subgroup Categories

1 Sex Female, Male

2 Age <63, 265

3 BMI <235, 225

4 Baseline (Day 1) statin use Yes or No

5 Baseline Lipid modifyving therapy | Any statin or Other LMT but no statin or
None

6 Baseline LDL-C < or > baseline median

7 Baseline PCSK9 < or > baseline median

8 eGFR <60, =60

9 CAD history Yes or No

10 HelFH Yes or No

11 DM history Yes or No

12 Hypertension history Yes or No

13 Current smoker Yes or No

Subgroup analysis of all freatment emergent adverse events (TEAE) will also be performed by
treatment, SOC and PT on Safety set. The number (and percentage) of participants with TEAEs
will be provided for each categories of subgroups which is the same as Table 2.2.

2.3 Disposition, demographics and other baseline characteristics

The number of screened participants who completed screening and the number of screened

participants who discontinued prior to screening phase completion will be given in the SCR.

The number and percentage of participants in the RAN who are completed/discontinued before

the Day 180 visit, and the reason for discontinmation will be presented by treatment group. The

duration (days) of the participants’ involvement in the study before Day 180 wisit will be

summarized in the RAN. For the final analysis at the end of the smdy, the number and

percentage of participants in the RAN who completed/discontinued before the Day 360 visit,

and the reason for discontinuation will also be presented by treatment group. The duration (davs)
of the participants” involvement in the study before Day 360 visit will be summarized in the

FAN. Patient disposition will be listed, mcluding the reasons for discontinuation.

The number of participants with protocol deviations will be tabulated by category (e.g.,
selection criteria not met, participants not withdrawn as per protocol, treatment deviation,
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prolubited concomitant medication, other) for the FAS set. Protocol deviation will be listed for
the SCR.
231 Demographics and other baseline characteristics

Demographic and other baseline data mmcluding disease characteristics will be summanzed
descriptively by treatment group for the FAS set.

Categorical data of the following variables will be presented as frequencies and percentages.
e Sex: Female or Male

» Race: Asian, Subcategory (Asian):Japanese

¢ Smoking status: No or Yes, Subcategory (Yes):Usage of Tobacco: Current or Former

For the following continuous variables, n (non-missing observations), mean, standard deviation,
median, minimum, and maximum will be presented. For selected parameters, 25th and 75th

percentiles will also be presented.
s Age

o Apge group: <65 years or =65 years

e« Height
e  Weight
« BMI

e«  BMI group: <25 kg/m? or =25 kg/m?

e Baseline lipid parameters (LDL-C, PCSK9, TC, TG, HDL-C, non-HDL-C, VLDL-C, Apo-
Al. Apo-B. and Lp(a))

e Screening LDL-C
¢ Baseline vital (SBP. DBP, Pulse)
e Baseline eGFR

In addition, the following categorizations of continuous variables will be done as frequencies
and percentages.

e Screening LDL-C group: <130 mg/dL or =130 mg/dL

¢ Baseline eGFR group: <60 mL/min/1.73m? or =60 mL/min/1.73m?
e LDL-C target by JAS 2017: <70 mg/dL, <100 mg/dL. <120 mg/dL
Note: The categories of LDL-C target by JAS 2017 are as follows.

<70 mg/dL: Participant with history of CAD with additional risk factors such as HeFH, ACS
or diabetes complicated by other risk factors.

<100 mg/dL: Participant with history of CAD without additional risk factors or HeFH
participant without CAD history.
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<120 mg/dL: Participant categorized in high risk.

And the following hypercholesterolemia related medical histories and current medical
conditions at baseline and other medical histories and current conditions will be summanized.

e Heterozygons familial hypercholesterolemia, Coronary artery disease, Diabetes mellitus,
Arterial hypertension, Family history of Coronary artery disease,

Dryslipidemma/Hyperlipidemia/Hypercholesterolemia (Non-famihial hypercholesterolenua):
Yes or No

¢ Background lipid-lowering therapy at Screening/Day 1: Yes or No
» Background statin at Day 1: Yes or No

e  Statin intolerance (partial or complete): Yes or No

2.4 Treatments (study treatment, rescue medication, concomitant
therapies, compliance)

The Safety Set will be used for the analyses below.

241 Study treatment / compliance

The number of participants dosed at each dosing visit, number of participants by number of
injections, duration of exposure will be summarized by treatment group using the safety set.
Listing will be provided.

Duration of exposure will be calculated as : minumum of (Date of last dose of treatment — Date
of first dose of treatment + 180, Date of last known visit — Date of first dose of treatment). For
primary analysis, duration of exposure will be truncated at data cut-off date.

Patient-year of exposure will be calculated as the sum of the durations of exposure for all
subjects in each treatment group divided by 365.25..

The participants who will discontnue the treatment prematurely before discontinuing the
treatment period will be summarized by treatment group, including the reason for treatment
discontinuation. Listing will also be provided.

242 Prior, concomitant and post therapies

Prior medications are defined as treatments taken and stopped prior to first dose of study
treatment. Any medication given at least once between the day of first dose of randomized study
treatment and the date of the last study visit will be a concomitant medication, including those
which were started pre-baseline and continued into the period where study treatment is
administered.

Lipid-modifying therapy use and the baselinz/Randomization visit (Day 1) will be summarnized
by treatment group. The categories of lipid-modifying therapy nse are as follows.

o LMT and No LMT
« Statins (Yes, No)
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e Fzetimibe (Yes, No)
e Statins only and no other LMT, other LMT, other LMT only (No statin).

For Statin (Yes), it is further sub-categorized by the intensity (high, moderate, low) defined in
the table below.

Table 2-4 High/Moderate/Low intensity statin therapy
High intensity Moderate intensity Low intensity
Statin name and Atorvastatin 40 mg Atorvastatin 210 and < Atorvastatin < 10 mg
dose/day Rosuvastatin 20 mg 40 mg Rosuvastatin <5 mg

Rosuvastatin 25 and < Sjmyastatin < 10 mg

20 mg Pravastatin £ 20 mg

Simvastatin 20 mg Fluvastatin < 60 mg
Pitavastatin 1-4 mg

Respecting reference 2018 AHA/ACA classification but taking into account the eventuality that some
study subjects may be on doses falling between the consensus categories,

New or changed lipid-modifying therapy after baseline nsing the same categories as above will
be summarized by treatment group.

Prior medications and other concomitant medications will be summarized by treatment group
according to the Anatomical Therapeutic Chemical (ATC) classification system. Significant
non-dmg therapies (surgical and medical procedures) will be summarized by treatment group,
according to the SOC and PT in the MedDRA dictionary.

2.5 Analysis of the primary objective

The analysis for the primary objective will be performed when all participants completed the
Day 150 visit.

251 Primary endpoint
The analysis set used for the primary efficacy analysis will be the FAS.

The primary estimand is defined in Section 1.3. The corresponding endpoint, i.e. primary
analysis variable, is the percentage change in LDL-C from baseline to Day 180. The treatment
effect (summary measure) of the primary estimand 1s the difference in mean percentage change
from baseline to Day 180 between different mclisiran sodium dose groups and the placebo

group.
252 Statistical hypothesis, model, and method of analysis

The primary objective of this study is to evaluate the effect of inclisiran compared to placebo
in terms of percentage change from baseline in LDL-C to Day 180. The global statistical

hypotheses that will be tested are as follows.
o  HO: pu-p0 =0 for 1=1.2.3 versus Ha: pu-p0 <0 for at least 1=1.2,3
Where p0 is the mean percentage change in LDL-C from baseline to Day 180 in placebo group,

and p1, p2, pu3 are the mean percentage changes in LDL-C from baseline to Day 180 in inclisiran
sodium 100mg, 200mg and 300mg group respectively.
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An MMRM (Mixed-effect Model with Repeated Measurement) will be used as the primary
analysis model, with treatment group. visits, interaction between visits and treatment groups
and current use of statins or other lipid-modifying therapies as fixed effects and baseline LDL-C
as a continuous covariate. Further details can be found in Section 5.4.1.

The significance level of the hypothesis test 15 0.0235 using one-sided test. To control the overall
type-one error rate, Dunnett's test (one step) will be used on the above statistical model to
provide adjusted p-values. In addition, point estimate and 95% confidence interval will be
presented for the difference between mclisran and placebo groups. Also the p-value (before
and after multiplicity adjustment) will also be provided.

The primary objective will be achieved if the null hypothesis is rejected.

253 Handling of missing values/censoring/discontinuations

The MMBEM model mmplicitly mmputes mussing data under a missing at random (MAR)
assumption and results are valid under this MAR assumption. Patients who have at least one
post-baseline are included in the MMRM analysis. This includes not only the patients who have
completed Day 180 visit, but also those who discontinue from study treatment early (although
only able to contribute to a partial time profile). This is under the assumption that dropouts
would follow the similar data pattern like other patients who complete the treatment period
the same treatment group, as if they had not discontinued from the study treatment.

Patients who discontinue from study treatment early will remain in the study and follow the
procedures described in protocol Section 9.1. All collected data after discontinuation from study
treatment will be used in the analysis based on the treatment policy strategy in Section 1.3

The other potential intercurrent events could be death, which considering its expected small
number of occurrences with the short follow-up period planned and being consistent with the
approach in the other phase IT and TIT studies. will be treated the same way as for the other
missing data.

254  Supportive/Sensitivity analyses

The following sensitivity analysis will be performed for the primary estimand, to assess the

robustness of the estimation in the presence of deviations from the assumptions specified in the
primary analysis:

e MMRM analysis with multiple imputation using a control-based pattern mixture model
(PMM)

The control-based pattern mixture model (PMM) will be used to explore the possibility of
missing data being missing not at random. This approach will utilize placebo data for monotone
missing mclisiran treatment data. The details are described m Section 5.4.2.

2.6 Analysis of the key secondary objective

26.1 Key secondary endpoint

The key secondary efficacy endpoints of this study are the following:
* Percentage change i PCSK9 from baseline to Day 180
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e Absolute change in LDL-C from baseline to Day 180

26.2 Statistical hypothesis, model, and method of analysis

The kev secondary efficacy endpoints will be analvzed using the same methods as for the
primary efficacy endpoint.

Descriptive statistics on percentage change from baseline in LDL-C and PCSK9 and absolute
change from baseline m LDL-C will include number of participants (n), mean, standard
deviation, median and interquartile range [first and third quartiles], minimmm and maximum.

The two-sided 95% confidence interval for difference will be provided for continuous variables,
Nominal p-values will be provided when applicable.

For displaying the results, figures of LDL-C and PCSK9 (absolute mean by wisit, percentage
change from baseline by visit, absolute mean change from baseline by visit) and waterfall plot
of LDL-C (percentage change and absolute change from Baseline to Day 180) will be used.

263 Handling of missing values/censoring/discontinuations

Same approach as for primary analysis will be applied.
2.7 Analysis of other secondary efficacy objective(s)

271 Secondary endpoints

The other secondary efficacy objectives of thus study are to evaluate the effect of inclisiran on
the following:

* Percentage change in PCSK9 levels from baseline to Days 14, 30, 60, 90, 104, 120, and
150

¢ Percentage change in LDL-C from baseline to Days 14, 30, 60, 90, 104, 120, and 150

e Proportion of participants in each group with LDL-C greater than 80% of the baseline

value at Day 180 (Appendix 5.5)

» Percentage change m other lipids, lipoproteins, apolipoproteins from baseline to Days 14,
30, 60, 90, 104, 120, 150. and 180

» Proportion of participants in each group with greater or equal to 50% LDL-C reduction
from baseline at Days 14, 30, 60, 90, 104, 120, 150, and 180

¢ Individual responsiveness defined as the number of participants reaching LDL-C levels of
<25 mg/dL, <50 mg/dL, <70 mg/dL, and <100 mg/dL at Days 14, 30, 60, 90, 104, 120,
150, and 180

* Proportion of participants in each group who attain Japanese lipid modification targets

specified by JAS-2017 and JAS-2022 guidelines (Appendix 5.5) for their level of
cardiovascular nisk at Day 180

272 Statistical hypothesis, model, and method of analysis

e For other secondary endpoints, only the descriptive statistics by treatment group will be

presented. The two-sided 95% confidence interval for the proportion will be provided
nsing the exact method of Clopper and Pearson.
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273 Handling of missing values/censoring/discontinuations

Missing values for other parameters will not be imputed. Discontinuations are treated the same
as for the primary analysis.

2.8 Safety analyses

The safety objectives of this study are to evaliate the safety and tolerability profile of inclisiran.

For all safety analyses, the safety set will be used. All listings and tables will be presented by
treatment group.

Safety summaries (tables, figures) include only treatment-emergent events (events started after
the first dose of study medication or events present prior to start of double-blind treatment but
increased in severity based on preferred term) with the exception of baseline data which will
also be summarized where appropriate (e.g. change from baseline summaries). In addition, a
separate summary for death mcluding on treatment and post treatment deaths will be provided.
In particular, summary tables for AEs will summarize only treatment emergent AEs.

The primary analysis after all participants discontinued before Day 180 visit or have finished
Day 180 visit assessments will be condueted.

281 Adverse events (AEs)
All mformation obtained on adverse events will be displaved by treatment group and participant.

The MedDRA dictionary will be used for coding AEs. An AE (classified as preferred term)
occurring during the double-blind treatment period will be counted as a TEAE either if if is not

present at baseline or if it 1s present at baseline but increased in severity during the treatment
period.

The mmmber (and percentage) of participants with TEAEs (events started after the first dose of
study medication or events present prior to start of double-blind treatment but increased in
severity based on preferred term) will be summarnized in the following ways:

e Dby treatment, primary system organ class and preferred term.
s by treatment, primary system organ class, preferred term and maximum severity

e by treatment, primary system organ class and preferred term for treatment emergent AEs
leading to study drug discontinuation

e by treatment, primary system organ class and preferred term for treatment emergent AEs
related to study diug.

Separate summaries will be provided for death and serious adverse events (SAEs). The
overview summary table (TEAEs, Severe AEs, SAFEs Fatal SAEs, AEs leading to
discontinuation and respective treatment-related) will be provided.

A participant with multiple adverse events within a primary system organ class 1s only counted
once towards the total of the primary system organ class.

Listings will also be generated for deaths, SAEs, TEAEs and AEs leading to discontinuation.
AE reporting for CT.gov
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For the legal requirement of ClinicalTrials.gov, two required tables on TEAEs which are not
serious adverse events with an incidence greater than 5% (5% was selected prior to database
lock) and on serious TEAEs will be provided by system organ class and preferred term on the
safefy set population.

It for a same patient, several consecutive AEs (irrespective of study treatment causality,
seriousness and severity) occurred with the same SOC and PT:

* asmgle occurrence will be counted if there is < 1 day gap between the end date of the
preceding AE and the start date of the consecutive AE

¢ more than one occurrence will be counted if there is = 1 day gap between the end date
of the preceding AE and the start date of the consecutive AE

The mmmber of deaths resulting from SAEs irrespective of study treatment relationship will be
provided by SOC and PT.

These summaries will be provided only after full study completion.

2811 Adverse events of special interest / grouping of AEs

In order to support the additional assessment of adverse events, adverse events of special
interest and other safety topics will be summarized by treatment group, imncluding the number
(and proportion) of participants. In addition, the adverse events of special interest will also be
summarized by seriousness and severity, and other safety topics will be summarized by
seriousness. Adverse events of special interest and other safety topics used 1n this analysis are
specified as follows. The search criteria inchiding subcategoires will be defined in detail in an
external file according to the latest version of eCRS at the DBL. This includes MedDRA version
and Novartis MedDRA Query (NMQ) dictionary date. However, for major cardiovascular
events (MACE), the outcome data (fatal/'non-fatal) will also be used, the details is provided in

Appendix 5.2.
Adverse events of Special Interest

e Injection Site Reaction

¢  Hepatotoxicity Hepatic events

e New onset diabetes or worsening of diabetes mellitus
Other safety topics

e Renal events

*  Hypersensitivity reactions

¢ Neurological events

e Neurocognitive disorders

Ophthalmological events

¢ Major cardiovascular events (MACE)
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The eCRS safety definitions used to 1dentify AEs of special mterest and other safety topics will
be provided as a listing.

The number and percentage of participants who had injection site reactions (sign and symptom)
will be summarized and listed.

Listing of participants with adverse event of special interest and other safety topics will be
provided.

2.8.2 Deaths

Overall deaths will be summarized and listed.

283 Laboratory data

Laboratory values will be summarized by treatment group, including changes from baseline at
each time pomnt. Frequency table of results for categorical laboratory parameters will be
presented by visit and time point.

Shift tables using the low, normal, or high classification (except for eGFR and HbAlc) will be
used to compare baseline to the worst on-treatment value by freatment group. All data collected
after first dose of double-blind treatment, from scheduled, unscheduled and premature
discontinuation visits will be used.

The followng ranges will be used for eGFR and HbAlc

»  For eGFR, the categories will be Severe = <30 mL/min/1.73m2; Moderate = = 30 to <60
mL/min/1.73m2; Mild = = 60 to <90 mL/min/1.73m2; and Normal = =90 mL/min/1.73m2.

*+  For HbAlc, the categones will be <5.7%, =5.7% to <6.5%, and >6.5%.

The shift table dealing with the fasting glucose parameter will require the lab sample to be taken
while fasting. Samples taken while the participant was not fasting will not be analyzed.

For selected laboratory tests, the number and percentage of patients meeting the climically
notable criteria at any time, considering all data collected after first dose of double-blind
treatment, from scheduled, unscheduled and premature discontinuation visits, will be
summarized by laboratory parameter and treatment group. Notable criteria are defined in
Appendix 5.3. Clinically notable criteria and notable liver criteria will be considered to be met
when both of the following occur:

*  Post-baseline values meet the thresholds listed in Appendix 5.3

« Baseline values or any prior post-baseline values do not meet the thresholds listed in
Appendix 5.3

Furthermore, the number and percentage of participants meeting notable criteria in liver

function test (LFT) will be swmmarized by treatment group considering on-treatment data from

scheduled, unscheduled and premature discontinuation wvisits. LEFT critena are defined m

Appendix 5.3.

All laboratory data will be listed by treatment group, participant, and visit/time and 1f normal
ranges are available abnormalities will be flagged.
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284 Diabetes assessment
Diabetes will be assessed by the analysis of:
« TEAEs
« change in glucose-related laboratory values over time
«  Shifts from baseline in glucose control category and,
« Incidence of post-baseline new onset of diabetes.

Note that diabetes related tables dealing with the fasting glucose parameter will require the lab
sample to be taken while fasting. Samples taken while the participant was not fasting will not
be analyzed.

Diabetes TEAE

New onset/worsening of diabetes will be identified by the search criteria specified in Appendix
5.2. The analysis will be performed for all participants and then by baseline diabetes status. A
participant will be identified as being diabetic at baseline if the targeted medical history notes
that the participant is diabetic or the baseline HbAlc value is = 6.5%. This summary will be
provided by treatment group.

Change in Glucose-related Laboratory Values over Time

This analysis only utilizes laboratory data (fasting glucose and HbAlc). The change from
baseline to the last on-treatment observation and the worst on-treatment observation will be
summarnized by treatment group, separately for fasting glucose and HbAlc¢ for all participants
and then by baseline glucose control status. Baseline glucose control status will be identified
separately for fasting glucose and HbAlc using the values provided in the table below (note
that medical history will not be taken into account for this analysis).

Parameter Baseline Glucose Control Status | Baseline Laboratory Values
Normal <100 mg/dL

Fasting Glucose* Impaired =100 to <126 mg/dL
Diabetes =126 mg/dL
Normal <5.7%

HbAlc** Tmpaired >5.7 to <6.5%
Diabetes 26.5%

* Average of Screening and Day 1 fasting glucose values will be considered as baseline. If one
fasting glucose value 1s missing (Screening or Day 1), the assessment will be based on the
available data.

**Day 1 assessment will be considered as baseline. If missing, then the baseline will be based
on assessment at screemng visit.

Shifts from Baseline in Glucose Control Category
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Shifts from baseline in glucose control category will be summarized by treatment group in two
different ways. The change from baseline to the worst-on-treatment and the last-on-treatment
laboratory values (up to mun (last visit, last dose +180 day)) will be used to classify the on-
treatment glucose control category. Medical history will not be taken into account for this

analysis.
Shift Category* Baseline Category** Post-baseline Category***
Normal to Normal (no  [Fasting glucose <100 mg/dL Fasting glucose <100 mg/dL on
change) AND two consecutive occasions
HbAlc <5.7% AND
HbAlc <5.7%
Normal to Impaired Fasting glucose <100 mg/dL Fasting glucose =100 and <126
AND mg/dL. on two consecutive
HbAlC {5.?“:%) I0CCaAsS10oNs
OR
HbAlc =5.7 and <6.5%
Normal to Diabetes Fasting glucose <100 mg/dL Fasting glucose >126 mg/dL on
AND two consecutive occasions
HbAlc <5.7% OR
HbAlc =6.5%
Impaired to Normal Fasting glucose =100 and <126 Fasting glucose <100 mg/dL on
mg/dL two consecutive occasions
OR AND
HbAlc =5.7 and <6.5% HbAlc <5.7%
Impaired to Impaired Fasting glucose =100 and <126 Fasting glucose =100 and <126
(no change) mg/dL mg/dL on two consecutive
OR occasions
HbAlc >5.7 and <6.5% OR
HbAlc =5.7 and <6.5%
Impaired to Diabetes Fasting glucose =100 and <126 Fasting glucose =126 mg/dL on
mg/dL two consecutive occasions
OR OR
HbAlc >5.7 and <6.5% HbAlc >6.5%
Dhabetes to Normal Fasting glucose =126 mg/dL Fasting glucose <100 mg/dL on
OR two consecutive occasions
HbAlc 26.5% AND
HbAlc <5.7%




Movartis For business use only Page 26

SAP KJXB839A11201
Diabetes to Impaired Fasting glucose =126 mg/dL Fasting glucose =100 and <126
OR mg/dL on two consecutive
HbAlc >6.5% oceasions
OR
HbAlc =5.7 and <6.5%
Diabetes to Diabetes Fasting glucose =126 mg/dL Fasting glucose =126 mg/dL
(no change) OR two consecutive occasions
HbAlc =6.5% OR

HbAlc 26.5%

*No change (Normal to Normal, Impaired to Impaired, and Diabetes to Diabetes), worsened

(Normal to Impaired, Normal to Diabetes, and Impaired to Diabetes), and Improved (Impaired

to Normal, Diabetes to Impaired, and Diabetes to Normal) categories will also be summarized.
** Baseline of fasting glucose is defined as average of Screening and Day 1 assessment. If one
fasting glucose value is missing (Screening or Day 1), the baseline will be based on the available
data. For HbAlc, Day | assessment will be considered as baseline.

***For post-baseline categonies, if the post-baseline two consecutive fasting glucose
measurements fall m separate categories, or if only one post-baseline fasting glucose
measurement is available, then the post-baseline glucose control category will be defined
based on the HbA 1¢ measurement only. If HbA I¢ value is missing and two consecutive fasting
glncose measurements fall in separate categories, the lower category will be used to determine
the post-baseline category.

Incidence of Post-baseline New-Onset of Diabetes

The number of participants who shift from no diabetes at baseline to post-baseline new onset
of diabetes will be summarized.

The participant with no diabetes at baseline are those who had no medical lustory of diabetes
in the targeted medical history CRF, had HbAlc <6.5%, and had fasting glucose <126 mg/dL
prior to the study treatment (the baseline fasting glucose is defined as the average of fasting
glucose values at Screenmg and Day 1. If one of the baseline fasting glucose values 1s missing,
the assessment will be based on the available data).

A 4-component analysis will be utilized to detect the post-baseline new onset of diabetes. The
4 components are provided below.

1. Diabetic TEAES identified by the SMQ) search (see Appendix 5.2), or

2. Post-baseline fasting glucose =126 mg/dL on two consecutive occasions, or
3. Initiation of anti-diabetic medication at any time post-baseline, or

4. At least one post-baseline HbAlc >6.5%.

The number of participants who have any of the 4 components will be summarized (post-
baseline new-onset of diabetes) by treatment group.
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This analysis will be performed separately for participants who had normal and impaired
glucose control categories at baseline.

The time to new-onset diabetes will also be summanzed by treatment group. The number and
percentage of participants meeting the 4 week interval category (=4 weeks, 4 to <8 weeks, 8
to <12 weeks, 12 to <16 weeks, ==16 weeks) will also be summanzed. Only participants
without diabetes at baseline will be included in the analysis. The time (weeks) to new-onset
diabetes will be calculated from the date of the first admimistration of study drug.

285 ECG and cardiac imaging data

All ECG data will be summarnized by visit and treatment group. A listing will be provided.

286 Vital signs

Change from baseline m wital signs will be summanzed descniptively at each scheduled time
point by treatment group. For SBP and DBP, average of 3 readings will be used for analysis
while all 3 readings in addition to the average will be provided in listing. Abnormalities will be
flagged. The number and percentage of participants meeting clinical notable vital signs as
defined below at any time (considering all data collected after first dose of double-blind
treatment from scheduled, unscheduled, and premature discontinuation wvisit) will also be
summarized.

Table 2.8 Clinically notable vital signs

Vital sign Notable abnormalities (at any
visit)

Pulse (beats/min) either 2120 & increase 225"
or =130
either =50 + decrease =30" or
< 40

BP (mmHg) systolic either =180 & increase=30"
or = 200
either =90 & decreasez30" or <
75

diastolic either =105 & increase=20*

or=115
either =50 & decreasez20" or <
40

*Refers to post-BL value as compared to BL value
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2.10 Immunogenicity

ADA evaluations, mncluding treatment-emergent ADA findings and titers, will be summarized
by visit and treatment group and hsted. Additional analyses may be performed to describe the
relationship between ADA and other study.

M

212 Interim analysis

There 1s no mterim analysis planned.



Movartis For business use only Page 29
SAP KJXB839A11201

3 Sample size calculation

Approximately 308 participants will be randommzed by the IRT system: 100 participants for
mclisiran sodium dose groups 200 mg and 300 mg; plus 54 participants in the placebo group

and inchisiran sodium dose group 100 mg. Randomization will be stratified by current use of
statins or other hpid-modifying therapies, LDL-C category at screening, _
The sample size assumption was based on the observed results from a previously completed
Phase II Dose Fmdimg Study (ORION-1). The difference i mean percentage change from

baseline between the active dose groups and the placebo group for LDL-C at Day 180 is
expected to be >30% with a standard deviation of approximately 20%.

The sample s1ze of 308 will provide more than 90% power to detect a 30% reduction of LDL-
C levels in at least one inclisiran sodium dose group compared to the placebo. Dunnett's test is
used 1n order to control the family-wise type I error rate at a significance level of alpha=0.025
(one-sided test).

4 Change to protocol specified analyses

The following change to protocol specified analyses was made:

+ Proportion of participants in each group who attain lipid control target pre-specified by JAS
2022 was added because JAS 2017 was updated in July, 2022.

5 Appendix

5.1 Imputation rules

5.1.1 AE date imputation

The following table explains the notation used in the logic matrix. Please note that missing
start dates will not be imputed.

Day Month Year

Partial Adverse Event Start Date Mot used MON YYYY

Treatment Start Date Mot used TRTM TRTY

The following matrix explains the logic behind the imputation.
MON MON < TRTM MON = TRTM MON > TRTM
MISSING

YYYY (1) (1) (1) (1)

MISSING No convention No convention Mo convention No convention
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YYYY < TRTY (2.a) (2b) (2b) (2b)
Before Treatment Before Treatment Before Treatment Before Treatment
Start Start Start Start
YYYY = TRTY (da) {4b) {de) (de)
Lincertain Before Treatment Lincarain After Treatment Start
Start
YYYY = TRTY (3.a) (3b) (3b) {3b)
After Treatment Sn;rt After Treatment Start Alter Treatment Start After Treatment Sn&

Before imputing AE start date, find the AE start reference date.

1.

If the (imputed) AE end date is compleie and the (imputed) AE end date < treatment start
date then AE start reference date = mun{mformed consent date, earliest visit date).

2. Else AFE start reference date = treatment start date

Impute AE start date -
1. Ifthe AE start date vear value 15 missing, the date uncertainty 1s too high to impute a rational
date. Therefore, 1f the AE vear value 1s missing, the imputed AE start date 1s set to NULL.
2. Ifthe AE start date year value is less than the treatment start date year value, the AE started
before treatment. Therefore:
a. If AE month 1s missing, the mmputed AE start date 1s set to the mud-year point
(01JulYYYY).
b. Else if AE month is not missing, the imputed AE start date 1s set to the mid-month
point (ISMONYYYY).
3. If the AE start date yvear value is greater than the treatment start date year value, the AE
started after treatment. Therefore:
a. If the AE month 1s missing, the imputed AE start date 1s set to the year start point
(01JanYYYY).
b. Else if the AE month is not missing, the imputed AE start date is set to the later of
(month start pomnt (01MONYYYY), AE start reference date + 1 day).
4. If the AE start date year value is equal to the treatment start date vear value:

a. And the AE month 1s missing the imputed AE start date is set to the AE reference
start date + 1 day.

b. Else if the AE month is less than the treatment start month, the imputed AE start
date 1s set to the mid-month point (1SMONYYYY).

¢. Else if the AE month 1s equal to the treatment start date month or greater than the
treatment start date month, the imputed AE start date is set to the later of (month
start point (0IMONYYYY), AE start reference date + 1 day).

If complete (imputed) AE end date 1s available and the imputed AE start date 15 greater than the
(imputed) AE end date, then imputed AE start date should be set to the (imputed) AE end date.
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e Ifthe AE end date month is missing, the imputed end date should be set to the earliest
of the (follow up period date, 31DECYYYY . date of death).
¢ [fthe AE end date day is missing, the imputed end date should be set to the earliest of
the (follow up period date, last day of the month. date of death).
¢ If AE vear is missing or AE is ongoing, the end date will not be imputed.
5.1.2 Concomitant medication date imputation

The following table explains the notation used in the logic matrix. Please note that missing
start dates will not be imputed.

Day Month Year
Partial CMD Start Date Mot used [ ']} Y'Y
Treatment Start Date Mot used TRTM TETY

The following matrix explains the logic behind the imputation,

MON MOHN < TRTM MON = TRTM MOMN = TRTM
MISSING
YYYY (1) (1) (1) (1)
MISSING Uncertain Lincertain Lncertain Uncertain
YYYY < TRTY (2.a)) (2.B)) {2.b)) (2.b))
Bafore Traatment Start Bafora Treatment Start Before Treatmeant Start Bafore Traatment Start

YYYY = TRTY (4.a)) {4.b)) (4.a)) (4.c))

Uncertain Before Treatment Start Lincertain After Treatment Start
YYYY = TRTY (3.a)) (3.b)) {3.b)) [{3.b))

After Treatment Start After Treatment Start After Treatment Start After Treatment Start

Tk

If the CM start date vear value 15 mussing, the mmputed CM start date 1s set to one day
prior to treatment start date.

It the CM start date vear value is less than the treatment start date year value, the CM
started before treatment. Therefore:

a) If the CM month is missing, the imputed CM start date is set to the mid-vear
pomt (01JulYYYY).

b) Else if the CM month 1s not missing, the mmputed CM start date 1s set to the mid-
month point (1S MONYYYY).

It the CM start date year value is greater than the treatment start date year value, the CM
started after treatment. Therefore:

a) If the CM meonth is missing, the imputed CM start date is sef to the year start
pomt (01JanYYYY).
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b) Else if the CM month i1s not missing, the imputed CM start date 1s set to the
month start point (0 IMONYYYY).

4. If the CM start date year value 1s equal to the treatment start date year value:

a) And the CM month 1s nussing or the CM month 1s equal to the treatment start
date month, then the imputed CM start date is set to one day prior treatment start
date.

b) Else if the CM month 1s less than the treatment start date month, the imputed
CM start date is set to the immd-month point (1S MONYYYY).

¢) Else if the CM month is greater than the treatment start date month, the imputed
CM start date is set to the month start point (0IMONYYYY).

If complete (imputed) CM end date is available and the imputed CM start date is greater than
the (imputed) CM end date, then imputed CM start date should be set to the (imputed) CM end
date.

s [fCM end day i1s nussing and CM month/vear are non-missimg then impute CM day as
the minimum of disposition date and the last day of the month.

o [fCM end day/month are missing and CM vyear 1s non-missing then impute CM day as
the minimum of disposition date and the end of the vear (3IDECYYYY).

* Ounly include 1f ongoing records will not be imputed.
e If imputed CM end date is less than the CM start date, use the CM start date as the
imputed CM end date.

Above rules apply to concomitant surgical and medical procedures as well.

5.1.2.1 Prior therapies date imputation

Same imputation rules as for concomitant medication date imputation.

5.1.2.2 Other imputations
Not applicable.

5.2 AEs coding/grading
Coding of AE will be done per MedDRA dictionary.

5.2.1 Search criteria for other safety topics:MACE
The search criteria of MACE will be based on the eCRS and the following outcome data

(fatal'mon-fatal).

Major cardiovascular events (MACE)
Cardiac death
= Fatal SAEs in Cardiac disorders SOC
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* Fatal SAEs in General disorder SOC: PTs ‘Death’, *Sudden cardiac death’,
‘Cardiac death’, *Apparent death’

Cardhac arrest
= PT *Cardiac arrest’

Non-fatal MT
*  Myocardial infarction (SM(, broad and narrow), nonfatal events only

Stroke
*  Central Nervous System hemorrhages and cerebrovascular accidents (HLT),
non-fatal events

5.3 Laboratory parameters derivations

Notable laboratory values are defined as follows.

Table 5.3-1 Clinically notable laboratory abnormalities for selected tests

Parameters Criteria

Hematology

Hemoglobin =10 g/dL

Hematocrit =08 x LLN

WBC (total) 228 x103 /7 uL, =2 16 =103/ L

Platelet count =75 =108/ pL, = 700 =103/ pL

HbA1c = 6.5% and =0.5% change from baseline

Clinically chemistry

Creatinine = 2 mgldL

CK >1and =3 = ULN
CK >3and =5 = ULN
CK >5and =10 = ULN
CK =10 = ULN

ALT >1and =3 = ULN
ALT >3and =5 = ULN
ALT >5and =10 x ULN
ALT > 10 = ULN

AST >1and =3 = ULN
AST >3and =5 = ULN
AST >5and =10 x ULN

AST

=10 = ULN
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Parameters Criteria
Total bilirubin >2x LULN

ALP > 2= ULN
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Table 5.3-2 Notable liver function test values

Criterion

ALT = 3 x the upper limit of normal range (ULN])
ALT > 5 x ULN

ALT =8 x ULN

ALT =10 x ULN

ALT > 20 x ULN

AST >3 x ULN
AST = 5x ULN
AST > 8 x ULN
AST > 10 x ULN
AST > 20 x ULN

ALT or AST > 3 x ULN
ALT or AST = 5 x ULN
ALT or AST > 8 x ULN
ALT or AST > 10 x ULN
ALT or AST = 20 x ULN

Total bilirubin > 1 x ULN
Total bilirubin > 1.5 x ULN
Total bilirubin = 2 x ULN
Total bilirubin > 3 x ULN

TBL =2xULN & DBL =ULN
TBL =2xULN & DBL =1.5xULN
TBL =2xULN & DBEL =2xULN

ALP > 1.5 x ULN
ALP =2 x ULN
ALP = 3 x ULN
ALP > 5 x ULN

ALT or AST = 3 x ULN and total bilirubin > 1.5 x ULN
ALT or AST = 3 x ULN and total bilirukin > 2 x ULN
ALT or AST = 5§ x ULN and total bilirubin = 2 x ULN
ALT or AST = 8 x ULN and total bilirukin > 2 x ULN
ALT or AST = 10 x ULN and total bilirubin = 2 x ULN
ALT or AST = 20 x ULN and total bilirubin = 2 x ULN

ALP = 3 x ULN and total bilirubin > 2 x ULN
ALP = 5 x ULN and total bilirubin > 2 x ULN

ALT or AST > 3 x ULN and Total Bilirubin > 2 x ULN and ALP < 2 x ULN {Hy's law)

ALT = alanine aminotransferase, AST = aspartate aminotransferase, ALP = alkaline phosphatase,

DEL = Direct bilirubin
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5.4 Statistical models

U |
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5.4.3 Key secondary analysis

Same analysis will be applied on the key secondary endpoints.
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2.5 Responder definition

The following table explains Japanese lipid modification targets according to participant's
backeground risk categornes as per the JAS 2017 suideline.

2017 puideline

Participant's background risk categories as per the JAS

LDL-C targets

by other nisk factors

Participant with history of CAD with additional risk
factors such as HeFH, ACS or diabetes complicated

Sermm LDL-C <70 mg/dL

Participant with history of CAD without additional
risk factors or HeFH participant without CAD history

Serum LDL-C <100 mg/dL

Participant categorized in 'high risk’

Serum LDL-C <120 mg/dL

The following table explains Japanese lipid modification targets according to participant's
background risk categones as per the JAS 2022 guideline.

Participant's background risk
categonies as per the JAS
2022 puideline

Additional background categories as per
the JAS 2022 guideline

LDL-C targets

Participants with a medical
history (MH) of cerebral
Infarction (Occurrence=Yes)
excluding lacunar infarction

MH of CAD, FH, DM
CAT: Coronary artery disease (Ocourrence=Yes)
FH: Heterozygous familial hvpercholesterolenma
(Oneoing=Yes)
DM Diabetes mallius (Occmrence=Yas)

Serum LDL-C <70
mg/dL

above and were classified as
target value Serum LDL-C

Except for the above, Serum LDL-C <100
mg/dL
Participants other than the MH of DM Serum LDL-C <70

mg/dL

>100 mg/dL at baseline
and Except for the above, Serum LDL-C <100
Participants with MH of CAD mg/dL

Participants other than the
above and were classified as
target value Serum LDL-C
=70 mg/dL at baseline

Serum LDL-C <70
mg/dL

HeFH (MH of HeFH)
participants other than the
above

No MH of cerebral Infarction excluding
lacunar infarction or

No MH of CAD

Serum LDL-C <100
mg/dL
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other than the above [Programming note] mg/dL
cumrent smoking status catepory=Current

or
Retmopathy (ongoing)
[Propramming note]
PT= Diabetic retinopathy & Ongoing=Yes
or
Nephropathy (ongoing):
[Programone note]
PT=Disbetic nephropathy & Ongoing=Yes
PT=Nephroti: syndrome & Ongoing=Yes
or
Neuropathy (ongoing):
[Propramming note]
PT=Dnabetc nevropathy &Ongomg=Yes
PT=peripherzl neuropathy & Ongoing=Yes
or
PAD (ongoing):

PT=Peripheral arterial occulusive disease & Ongoing=Yes

PT = penipheral artery occlusion & Ongoing=7Yes

DM (MH of DM) participants | Smoking (Current) Serum LDL-C <100

above mg/dL

Participants other than the Serum LDL-C <120

Day 180
1. Threshold=80% * (LDL-C at Baseline - LDL-C at Day180) + LDL-C at Day180.

2. If the subject’s LDL-C value is greater than the threshold specified above, or the subject’s
LDL-C value 1s greater than or equal to the LDL-C at Baseline, the subject 1s considered to
have =80% of baseline.

The folluwmi calculations are defined to determine whether a subject has =80% of baseline at

5.6 Rule of exclusion criteria of analysis sets

The protocol deviations (PD) and other criteria leading to complete exclusion from analyses
sets will be included in this section and will be finalized before study DBL.

6 Reference





