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TECHNICAL SUMMARY REPORT (TSR)

Name of Sponsor/Company | Individual Study Table (For National Authority Use
Kowa Company Limited Referring to Part of the Only):

Dossier:

Volume:

Name of Finished Product: | Page:
K-877 (pemafibrate)

Name of Active Ingredient:
K-877 (pemafibrate)

Title Of Study: Pemafibrate to Reduce cardiovascular QutcoMes by reducing triglycerides IN
patiENts with diabeTes (PROMINENT)

Investigators:

Study Center(s): This study will be conducted at approximately 750 investigational centers in
20 to 25 countries (exact locations to be decided)

Studied period (years): Phase of development:
Estimated date first patient enrolled: Q2/2017 Phase 3

Estimated date last patient completed: Q2/2022

Objectives:

Primary:

The primary scientific aim of the PROMINENT study is to assess whether treatment with the
selective peroxisome proliferator activated receptor modulator alpha (SPPARM-a),
pemafibrate, will prevent myocardial infarction (MI), ischemic stroke, coronary
revascularization, and cardiovascular (CV) death in adults with type 2 diabetes (T2D) who
have elevated triglycerides (TG) and low high-density lipoprotein cholesterol (HDL-C) levels
and are at high risk for future CV events. Participants will be on moderate- to high-intensity
statin therapy (atorvastatin > 40 mg/day, rosuvastatin > 20 mg/day, simvastatin > 40 mg/day,
or pitavastatin 4 mg/day) or meet low density lipoprotein cholesterol (LDL-C) criteria (by
chart review) within 12 months prior to enrollment.

Specifically, the primary objective of the study is to determine whether pemafibrate
administered at a dose of 0.2 mg twice daily will delay the time to first occurrence of any
component of the clinical composite endpoint of:

« nonfatal MI;
« nonfatal ischemic stroke;
« coronary revascularization; or
« CV death.
At the time of the Screening/Enrollment Visit (Visit 1), participants must be either:
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1. Receiving treatment with a stable dose (ie, for at least 12 weeks) of a qualifying
moderate- to high-intensity statin (atorvastatin > 40 mg/day, rosuvastatin > 20 mg/day,
simvastatin > 40 mg/day®, or pitavastatin 4 mg/day), or

2. Have evidence of LDL-C < 70 mg/dL (1.81 mmol/L) by local laboratory determination
within the previous 12 months®, or

3. Statin intolerant® and have evidence of LDL-C < 100 mg/dL (2.59 mmol/L) by local
laboratory determination within the previous 12 months.

* Participants enrolled on simvastatin > 40 mg/day must have been taking and tolerating that
dose for at least 12 months.

®If untreated or on stable dosing (ie, for at least 12 weeks) of another lipid-lowering regimen
that may include a statin with or without ezetimibe and/or a proprotein convertase
subtilisin/kexin type 9 (PCSK9) inhibitor.

¢ Statin intolerance is defined as: the inability to tolerate at least 2 statins: 1 statin at the lowest
daily starting dose (defined as rosuvastatin 5 mg, atorvastatin 10 mg, simvastatin 10 mg,
lovastatin 20 mg, pravastatin 40 mg, fluvastatin 40 mg or pitavastatin 2 mg), AND another
statin at any dose, due to skeletal muscle-related symptoms, other than those due to strain or
trauma, such as pain, aches, weakness, or cramping, that begins or increases during statin
therapy and stops when statin therapy is discontinued. Participants not receiving a daily
regimen of a statin (eg, 1-3 times weekly) could also be considered “statin intolerant” if they
cannot tolerate a cumulative weekly statin dose of 7 times the lowest approved tablet size, and
the criteria outlined above are also met.

Methodology:

The PROMINENT study is a randomized, double-blind, placebo-controlled, international
study evaluating the ability of pemafibrate to prevent CV events among 10,000 male and
female adults with T2D and moderate hypertriglyceridemia with low HDL-C, and on
background moderate- to high-intensity statin therapy (atorvastatin > 40 mg/day, rosuvastatin
> 20 mg/day, simvastatin > 40 mg/day, or pitavastatin 4 mg/day) unless meeting LDL-C
criteria with or without statin intolerance. Fasting TG levels must be > 200 mg/dL

(2.26 mmol/L) and < 500 mg/dL (5.65 mmol/L) and HDL-C must be <40 mg/dL

(1.03 mmol/L). Two-thirds of the enrolled study population will have prior evidence of
systemic atherosclerosis (secondary prevention cohort) while one-third will not (primary
prevention cohort, age > 50 years [male] or > 55 years [female]). PROMINENT will be
conducted in 20-25 countries to ensure generalizability and allow for the enrollment and
follow-up period to complete in 5 years.

The primary endpoint will be the first occurrence of nonfatal MI, nonfatal ischemic stroke,
coronary revascularization, or CV death. The study is event-driven such that after 1,304 events
have been confirmed, with a minimum of 200 events accrued in women, and assuming a
conservative 1% annual loss to follow-up, there will be 90% power to detect clinically
meaningful relative reductions in the primary endpoint of at least 16.6% in the pemafibrate
group. In addition to spontaneous adverse event (AE) reporting, systematic surveillance for
liver disease and muscle AEs will occur.

This study will include the following: a Pre-Screening Visit (Visit 0), a Screening/Enrollment
Visit (Visit 1), a 21-day (maximum 35 day) Placebo Run-In Period, a Randomization Visit
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(Visit 2), a Treatment Period consisting of approximately 30 visits (post-randomization Visits
3 through 33, as applicable), a Common Study End Date (CSED) Visit, and a Post-Study
Safety Call.

During the Pre-Screening Visit (Visit 0; Week -6), participants will provide informed consent
to participate in the study and follow-up. After consent, the site will be asked to submit
medical records for a qualifying cardiovascular disease (CVD) event if applicable and entry
criteria including: documentation of diabetes; documentation of statin intolerance, if
applicable; and prior TG, HDL-C, and LDL-C levels, if available, within the last 12 months.
Screening lab values may be used if prior local laboratory documentation is unavailable. At
the Screening/Enrollment Visit (Visit 1; Week -3), participants will be queried regarding their
medical histories (including clinical and lifestyle CV risk factors and alcohol use) and
concomitant medication use, and will be screened against the inclusion/exclusion criteria. A
physical examination comprising a general review of body systems will be performed.
Additionally, fasting blood samples will be collected from all participants for eligibility
assessment, including a serum pregnancy test in women of child-bearing potential (WOCP).
Where local regulations permit, study participants may be asked to arrive fasting at the Pre-
Screening Visit (Visit 0) such that activities of the Screening/Enrollment Visit (Visit 1) can be
performed concurrently with the Pre-Screening Visit. For expediency, participants meeting all
applicable inclusion and exclusion criteria at the end of the Screening/Enrollment Visit

(Visit 1), other than screening TG, HDL-C, and other exclusionary lab testing, can be enrolled
into the Placebo Run-In Period while awaiting results of qualifying laboratory testing. Placebo
tablets will be dispensed to participants at Visit 1 along with administration instructions for the
Placebo Run-In Period, which is designed to select compliant individuals for long-term
follow-up and adherence. The placebo dosing card will contain sufficient placebo tablets for a
maximum duration of 35 days.

On a one-time basis, at the optional Retesting Visit (Visit 1.1), participants may undergo
retesting for borderline lipid values, specifically TG 175-199 mg/dL (1.98-2.25 mmol/L) or
500-650 mg/dL (5.65-7.34 mmol/L) and/or HDL-C 41-45 mg/dL (1.06-1.16 mmol/L).

Rescreening of participants for failure to meet other eligibility criteria (eg, hemoglobin Alc
[HbA1c] >9.5%, severe hypertension, or medical instability of concurrent clinical condition)
may occur once only. Prior to Randomization, serious adverse events (SAEs) and primary
endpoints will be recorded and adjudicated, respectively. Thereafter, all AEs and endpoints
will be assessed.

Participants who continue to be eligible, are compliant with medication during the Placebo
Run-In Period, and have completed submission of relevant medical records will return for the
Randomization Visit (Visit 2; Week 0) to be randomly allocated in a 1:1 ratio to receive either
pemafibrate at a dose of 0.2 mg twice daily or a matching placebo tablet to be taken twice
daily. A non-fasting sample for lipid testing will be collected, and the participant will
complete a quality of life questionnaire. Importantly, in addition to other eligibility criteria,
randomized participants must have the following:

» Medical record documentation of diabetes longer than 12 weeks duration

» Medical record documentation of a qualifying CV event (if secondary prevention cohort)
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« TG levels > 200 mg/dL (2.26 mmol/L) and < 500 mg/dL (5.65 mmol/L)
+ HDL-C <40 mg/dL (1.03 mmol/L)

« LDL-C <70 mg/dL (1.81 mmol/L) if not on qualifying statin regimen or < 100 mg/dL
(2.59 mmol/L) if documented statin intolerant

At 2-weeks post randomization (Visit 3), sites will perform a well-being telephone visit to
provide general support and to reinforce dosing instructions. Adverse events and endpoints
will also be collected. If a participant reports or is reported to have an efficacy endpoint, then
additional data about the nature and date of the event, and the treatment and care provided
during and after the event will be collected by the investigator.

Throughout the treatment period, beginning with Month 10 (Visit 8), telephone visits will
alternate with in-person visits occurring approximately every 2 months after Month 10. During
each telephone call and in-person visit, concomitant medication use will be reviewed, and the
participant will be queried for AEs and efficacy events. During the in-person visits, except for
the Month 2 visit, in addition, physical examinations will be performed and vital signs will be
measured, change in risk factors will be documented, and study drug compliance will be
determined by tablet count.

At the Months 2, 4, and 12 visits, at annual visits thereafter (ie, Months 24, 36, 48, and 60, as
applicable) and at the CSED Visit, fasting blood samples and urine samples (except no urine
samples at the Month 2 visit) will be collected for safety and efficacy assessments. Based on
Data Safety Monitoring Board (DSMB) review of blood safety data which took place on
November 11, 2019, effective from global protocol amendment 2, the frequency of safety
blood laboratory testing after Year 1 (Month 12) will be reduced to once annually, ie, the
chemistry panel testing at intervening in-person visits will be discontinued. In addition,
WOCP will undergo serum pregnancy testing. At the Month 6 visit an on-treatment, non-
fasting sample will be collected. Participants will complete a quality of life questionnaire
annually, at the first in-person visit after a potential primary or secondary endpoint occurs, and
at the CSED Visit.

Lipid parameters will be measured in all participants, including testing for TG, HDL-C,
LDL-C (direct and calculated), very low-density lipoprotein cholesterol (VLDL-C) and
non-HDL-C (both calculated), total cholesterol (TC), apolipoprotein B (ApoB), ApoE, directly
measured remnant cholesterol, ApoAl, ApoC3, LDL-C by beta-quantification (preparative
ultracentrifugation [PUC]), lipoprotein particles (nuclear magnetic resonance size,
concentrations, and subfractions), HDL-TG and LDL-TG by PUC, and directly measured
small dense LDL-C (sdLDL-C) and low-density lipoprotein associated triglycerides (LDL-
TG). Inflammatory and glycemic parameters will be measured in all participants and include
high-sensitivity C-reactive protein (hsCRP), fasting glucose, HbAlc, and fibroblast growth
factor-21 (FGF-21). A subcohort of participants in the United States (US) and Canada will
have additional blood testing for ApoAS5S, ApoB48, angiopoietin-like 3 (ANGPTL3),
ANGPTL4, PCSK9 mass, cytokeratin-18 (CK-18), and type IV collagen.

At Screening/Enrollment, Randomization, and Month 4 Visits, a blood sample will be
collected for archiving in countries and sites approved by the Institutional Review Board
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(IRB)/Independent Ethics Committee (IEC)/Research Ethics Committee (REC) and regulatory
authorities, as applicable.

Throughout the course of the study, several steps will be taken to minimize changes in LDL-C
lowering therapies including frequent monitoring of ApoB with guided institution of
additional lipid lowering therapy for evidence of persistent ApoB elevation when evident.

The CSED Visit will be scheduled within a 60-day window after the study termination is
announced, irrespective of the date that the participants were randomized. At the CSED Visit,
participants will undergo physical examinations, risk factors will be documented, and study
drug compliance will be determined by unused tablet count. Additionally, WOCP will undergo
a serum pregnancy test. Finally, fasting blood and urine samples will be collected from all
participants for safety and efficacy assessments. A Post Study Safety Call will follow 30 days
later to collect post study efficacy events and SAEs.

Participants will be followed for an average period of approximately 4 years after
randomization; estimated study duration is 5 years. The study will be completed when the
required number of adjudicated and confirmed primary endpoints have accrued. The aim is to
collect a complete set of data from all participants from the time of randomization to the end
of the study. Participants should be encouraged to continue taking their assigned study
medication during the entire treatment period, with as little change of background medication
as possible, even if they experience an AE or event which constitutes a study endpoint.
Participants who discontinue their medication for any reason and are not able to recommence
therapy should still continue to be followed for the collection of data and samples.

PROMINENT will be conducted to fulfill all international standards of Good Clinical Practice
(GCP) to ensure that a positive finding will lead to changes in the care of at-risk participants
globally and to a labeling indication for CV event reduction for pemafibrate by worldwide
regulatory authorities.

Number of Subjects (planned and analyzed):

Approximately 10,000 participants will be randomized in a 1:1 ratio to receive either
pemafibrate or matching placebo.

Diagnosis and Inclusion Criteria:
Participants must meet all of the following criteria for enrollment into the study:

1. Fasting TG > 200 mg/dL (2.26 mmol/L) and < 500 mg/dL (5.65 mmol/L) at Visit 1
(Screening/Enrollment Visit) or Visit 1.1 (Retest)

2. HDL-C <40 mg/dL (1.03 mmol/L) at Visit 1 (Screening/Enrollment Visit) or Visit 1.1
(Retest)

3. Type 2 diabetes of longer than 12 weeks duration documented in medical records, for
example: local laboratory evidence through medical record review of elevated HbAlc
(= 6.5% [48 mmol/mol]), elevated plasma glucose (fasting > 126 mg/dL [7.0 mmol/L],
2-hour > 200 mg/dL [11.1 mmol/L] during oral glucose tolerance testing, or random
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value > 200 mg/dL with classic symptoms, or currently taking medication for treatment
of diabetes; AND either

a) Age > 50 years if male or > 55 years if female (primary prevention cohort); OR

b) Age > 18 years and established systemic atherosclerosis (secondary prevention
cohort), defined as any 1 of the following:

i. Prior MI or ischemic (non-hemorrhagic) stroke

ii. Coronary angiographic lesion of > 60% stenosis in a major epicardial
vessel or > 50% left main stenosis

iii. Asymptomatic carotid disease with > 70% carotid artery stenosis
iv. Symptomatic carotid disease with > 50% carotid artery stenosis

v. Symptomatic lower extremity peripheral artery disease (PAD)
(ie, intermittent claudication, rest pain, lower extremity ischemic
ulceration, or major amputation with either ankle-brachial index < 0.9
or other diagnostic testing [eg, toe-brachial index, angiogram, or other
imaging study])

vi. Prior arterial revascularization procedure (including coronary, carotid,
or peripheral angioplasty/stenting, bypass, or
atherectomy/endarterectomy)

4. In addition, by Visit 1 (Screening/Enrollment Visit), participants must be either:

a) Receiving treatment with a stable dose (ie, for at least 12 weeks) of a qualifying
moderate- to high-intensity statin (atorvastatin > 40 mg/day, rosuvastatin
> 20 mg/day, simvastatin > 40 mg/day’, or pitavastatin 4 mg/day); or

b) Have evidence of LDL-C < 70 mg/dL (1.81 mmol/L) by local laboratory
determination within the previous 12 months®, or

¢) Statin intolerant” and have evidence of LDL-C < 100 mg/dL (2.59 mmol/L) by
local laboratory determination within the previous 12 months.

" Participants enrolled on simvastatin > 40 mg/day must have been taking and tolerating
that dose for at least 12 months.

#If untreated or on stable dosing (ie, for at least 12 weeks) of another lipid-lowering
regimen that may include a statin with or without ezetimibe and/or a PCSK9 inhibitor

" Statin intolerance is defined as: the inability to tolerate at least 2 statins: 1 statin at the
lowest daily starting dose (defined as rosuvastatin 5 mg, atorvastatin 10 mg, simvastatin
10 mg, lovastatin 20 mg, pravastatin 40 mg, fluvastatin 40 mg or pitavastatin 2 mg),
AND another statin at any dose, due to skeletal muscle-related symptoms, other than
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those due to strain or trauma, such as pain, aches, weakness, or cramping, that begins or
increases during statin therapy and stops when statin therapy is discontinued. Participants
not receiving a daily regimen of a statin (eg, 1-3 times weekly) could also be considered
“statin intolerant” if they cannot tolerate a cumulative weekly statin dose of 7 times the
lowest approved tablet size, and the criteria outlined above are also met.

5. Ability to understand and comply with study procedures and give written informed
consent.

Exclusion Criteria;

Presence of exclusionary criteria will be assessed at the Screening/Enrollment Visit (Visit 1),
which is then followed by a 21-day Placebo Run-In Period preceding randomization into the
study. Participants are excluded from participation if any of the following criteria apply:
1. Current or planned use of fibrates or agents with potent peroxisome proliferator
activated receptor (PPAR)-uo agonist activity (eg, saroglitazar) within 6 weeks
(42 days) of Visit 1 (Screening/Enrollment Visit). Note: PPAR-y agonists (eg,
glitazones such as pioglitazone and rosiglitazone) are allowed
2. Known sensitivity to PPAR-a agonists or tablet excipients
3. Initiation of, or change in, current TG-lowering therapy within 12 weeks of Visit 1 (if
applicable). Note: TG-lowering therapy is defined as niacin > 100 mg/day or dietary
supplements or prescription omega-3 fatty acids > 1 g/day
4. Type 1 diabetes mellitus
Uncontrolled diabetes mellitus as defined by a HbAlc > 9.5% [80 mmol/mol] at
Visit 1 (Screening/Enrollment Visit)
6. Untreated or inadequately treated hypothyroidism [thyroid stimulating hormone (TSH)
> 2.0 X the upper limit of normal (ULN) or free thyroxine (T4) < the lower limit of

normal] or hyperthyroidism; controlled thyroid disease (permitted) requires normal
TSH and stable therapy for at least 4 weeks

7. Recent CVD event (eg, MI or stroke) within 8 weeks of Visit 2 (Randomization Visit)

8. Recent or planned vascular intervention within 8 weeks of Visit 2 (Randomization
Visit)

9. New York Heart Association Class I'V heart failure (HF)

10. Known homozygous familial hypercholesterolemia (heterozygous is permitted) or
familial hypoalphalipoproteinemia

11. Documented previous occurrence of myositis/myopathy

12. Unexplained creatine kinase (CK) > 5 X ULN

13. Liver disease defined as cirrhosis or Child-Pugh class B and C, or alanine
aminotransferase (ALT) or aspartate aminotransferase (AST) >3 X ULN

14. Biliary obstruction or hyperbilirubinemia (ie, total bilirubin > 2 X ULN, except with a
documented diagnosis of Gilbert’s disease)

15. Chronic renal insufficiency, defined by an estimated glomerular filtration rate (¢eGFR)
< 30 mL/min/1.73 m? by the Chronic Kidney Disease Epidemiology Collaboration
(CKD-EPI) formula or kidney transplant, regardless of renal function
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16.
17.

18.

19.

20.

21.

22.

23.

24.

25.

Unexplained anemia (hematocrit < 30%)

Uncontrolled hypertension (seated systolic blood pressure > 160 mmHg and/or
diastolic blood pressure > 100 mmHg) at Visit 2 (Randomization Visit).

History of chronic active hepatitis B or hepatitis C, or known infection with human
immunodeficiency virus (HIV); participants with documented hepatitis C resolution
after treatment are permitted

Active malignancy, except non-melanoma skin cancer or carcinoma in situ of the
cervix, within the last 2 years.

Prior organ transplant or any condition likely to lead to organ transplantation in the
next 5 years

Current or anticipated chronic use of cyclosporine, rifampicin, or other inhibitors of
organic anion transporting polypeptides (OATP)1B1, or OATP1B3

History of alcoholism or unwillingness to limit alcohol intake to < 15 alcoholic
beverages (or units) per week or < 5 alcoholic beverages (or units) during a single
occasion for men and < 8 alcoholic beverages (or units) per week or <4 alcoholic
beverages (or units) during a single occasion for women during the study period. Note:
One alcoholic beverage (unit) is defined as 12 oz. (350 mL) of beer, 5 oz. (150 mL) of
wine, or 1.5 0z. (45 mL) of liquor

History of hereditary problems of galactose intolerance, Lapp lactase deficiency, or
glucose-galactose malabsorption

Women who are pregnant, lactating, planning to be pregnant or lactating during the
study period, or WOCP who are not using an acceptable method of contraception

WOCP are adult females who are sexually active with a non-sterilized male
partner unless she meets 1 of the following criteria as documented by the investigator:

e history of hysterectomy or tubal ligation prior to signing the informed consent form
(ICF); or

e menopause, defined as either a) age > 50 years old and > 1 year since last
menstrual period or documented follicle-stimulating hormone (FSH) level in the
post-menopausal range or b) for women < 50 years old, > 2 years since her last
menstrual period without an alternative medical cause, and documented FSH level
in the post-menopausal range

To be eligible, WOCP must have a negative pregnancy test at Visit 1
(Screening/Enrollment Visit) and agree to use an adequate method of contraception
during the study and for 1 additional menstrual cycle following the final study visit.
Adequate methods of contraception for WOCP include: oral, implanted or injectable
contraceptive hormones; mechanical products (eg, intrauterine device [IUD]); or
barrier methods (eg, diaphragm, condoms, cervical cap) with spermicide. Local
regulatory authorities or IRB/IEC/REC may impose additional restrictions on
acceptable contraceptive methods which must be applied by relevant sites and be
documented in the investigator study documents. The participant’s understanding of
the contraceptive requirements must be documented by the investigator.

A medical condition, other than vascular disease, with life expectancy < 3 years, which
might prevent the participant from completing the study
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26. Any factors likely to limit adherence to the study medications and procedures, such as
substance abuse, dementia, plans to move within the next 2 years, and/or history of
noncompliance with medication or scheduled appointments, and

27. Participation in another clinical study at the time of informed consent, or has received
an investigational drug within 90 days before signing the informed consent for this
study.

Participants with uncontrolled diabetes, uncontrolled hypertension, uncontrolled thyroid
disease, recent CVD event or revascularization procedure, or other medical instability due to
an intervening medical condition may be re-evaluated for re-screening at the investigator’s
discretion once remedies have been instituted and the participant is stable for at least 4 weeks
(28 days) at the time of the repeat Pre-Screening Visit (Visit 0). Re-screening may occur on a
one-time basis only and should occur after a discussion with the IQVIA Medical Monitor.

Investigational product, dosage and mode of administration:
Test Product: K-877 (pemafibrate), 0.2 mg
Dose: 1 tablet twice daily

Mode of Administration: Oral

Duration of treatment:

The total expected treatment duration is up to 5 years, with an expected average follow-up
period of approximately 4 years.

Reference product, dosage and mode of administration:
Reference Product: Matching placebo tablet (placebo)
Dose: 1 tablet twice daily

Mode of Administration: Oral

Criteria for evaluation:

Efficacy:

Primary Efficacy Endpoint:
The primary efficacy endpoint is the time from randomization to the first occurrence of any
component of the clinical composite endpoint of:

Nonfatal MI

1
2. Nonfatal ischemic stroke
3. Coronary revascularization
4. Cardiovascular death

Secondary Clinical Efficacy Endpoints:

e The group A (clinical) endpoints are time to first occurrence of:

o The 4-component composite endpoint of non-fatal MI, non-fatal ischemic stroke,
hospitalization for unstable angina requiring unplanned coronary revascularization
or cardiovascular death
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Tertiary Efficacy Endpoints:

o Any component of the 3-component composite endpoint of non-fatal MI, non-fatal
ischemic stroke, or cardiovascular death

o Any component of the primary endpoint or hospitalization for HF
o Any component of the primary endpoint or all-cause mortality

o Any new or worsening PAD, defined as incidence of lower extremity
revascularization, intermittent claudication, rest pain, lower extremity ischemic
ulceration, or major amputation with either ankle-brachial index < 0.9 or other
diagnostic testing (eg, toe-brachial index, angiogram, or other imaging study)

Time of first occurrence of individual endpoints and an analysis of total events
(evaluating time to occurrence of the first and all recurrent non-fatal M1, nonfatal
ischemic stroke, coronary revascularization, or cardiovascular death).

Additionally, as a prespecified secondary analysis, evidence of any genetic effect
modification that may relate to pemafibrate and incident cardiovascular events will be
evaluated. In particular, whether the effect of pemafibrate as compared with placebo on
cardiovascular events differs according to known genetic polymorphisms in the PPAR-a
gene (such as, but not limited to rs6008845), will be assessed.

The group B (lipid) endpoints are:

o The change from Screening/Enrollment Visit (Visit 1) to Month 4 Visit (Visit 5)
for the following lipid biomarkers: TC, TG, HDL-C, non-HDL-C (calculated),
VLDL-C (calculated), ApoAl, ApoC3, and ApoE; and

o The change from Randomization Visit (Visit 2) to Month 6 Visit (Visit 6) for non-
fasting remnant cholesterol

* VLDL-C will be calculated as TC minus HDL-C minus LDL-C, where LDL-C is
measured by a direct homogenous method.

Tertiary endpoints include microvascular endpoints (ie, diabetic retinopathy and diabetic
nephropathy as defined below) as well as exploratory mechanistic studies evaluating
differences in average achieved levels and change from baseline between pemafibrate and
placebo arms in:

Core lipid parameters (total cohort): TG, HDL-C, calculated and directly measured
LDL-C, calculated VLDL-C and non-HDL-C, TC, ApoB, ApoE, and directly
measured remnant cholesterol

Advanced lipid parameters (total cohort): ApoAl, ApoC3, LDL-C by
beta-quantification (PUC), lipoprotein particles (nuclear magnetic resonance [NMR]
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size, concentrations, and subfractions), HDL-TG and LDL-TG by PUC, and directly
measured sdLDL-C and LDL-TG

e Inflammatory and glycemic parameters (total cohort): hsCRP, fasting glucose,
HbAlc, and FGF-21

e Expanded exploratory lipid and non-lipid parameters (US/Canada subcohort):
ApoAS, ApoB48, ANGPTL3, ANGPTL4, PCSK9 mass, CK-18, and type IV collagen

Microvascular endpoints will also be examined. These will include diabetic retinopathy,
defined as use of retinal laser treatment, anti-vascular endothelial growth factor therapy, or
vitrectomy due to development of and/or deterioration in diabetic retinopathy and blindness;
and diabetic nephropathy, defined as an increase in microalbumin/creatinine ratio to

> 30 mg/g among those without microalbuminuria at baseline, or categorical change from
baseline albuminuria (normo-, micro-, or macroalbuminuria), doubling of creatinine from
baseline, creatinine level > 6.0 mg/dL, eGFR < 15 mL/min/1.73 m? or initiation of renal
replacement therapy (dialysis or transplant) among all participants.

Safety:

Safety will be evaluated through a comprehensive assessment of the extent of exposure to
study drug, the occurrence of AEs, clinical laboratory tests (chemistry, hematology, and
urinalysis), vital signs (blood pressure, heart rate, height, body weight, waist circumference,
body mass index [BMI]), and physical examinations comprising of a general review of body
systems.

Statistical methods:

Sample Size Justification:

Sample size and power have been estimated using an event-driven approach where all
participants are followed until a sufficient number of events have accrued. All estimates are
based on a 2-sided log-rank test comparing the time to occurrence between the 2 treatment
groups at the 0.05 significance level, incorporating interim analyses. These estimates use the
approach of Lachin and Foulkes under the assumption of a uniform hazard and allow for a 1%
annual attrition rate due to drop-outs.

In order to achieve 90% power to detect the anticipated 16.6% reduction in the rate of the
primary endpoint in the pemafibrate arm compared to placebo, at least 1,304 participants who
meet a component of the primary endpoint are required, with a minimum of 200 events
accrued in women. Given the study sample size of 10,000 participants, an expected enrollment
period of 30 months, and an anticipated annual event rate of 3.5 to 4.5 per 100 person-years in
the placebo group, the expected study duration is 5 years (with a 3.75-year average follow-up
with approximately uniform enrollment).

Primary Analyses:

The primary analysis of the study will use a likelihood ratio test based on a proportional
hazards model stratified sex, prior history of CVD (primary vs. secondary prevention cohorts),
and statin use at baseline (defined as those who are taking no statin at baseline or are statin
intolerant compared to all others) to test the null hypothesis of no association between
assignment to pemafibrate and the rate of the primary endpoint. The Intent-To-Treat (ITT)
population will serve as the primary analysis population and will include all randomized
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participants who received at least 1 dose of study treatment. Participants will be analyzed
according to their randomized treatment group, regardless of whether they adhere to their
assigned treatment. Statistical significance will be based on a 2-sided test with level 0.05. The
estimated relative hazard in the pemafibrate group compared to the placebo group with an
accompanying 95% confidence interval (CI) will quantify the treatment effect. If this relative
hazard is less than 1, then 100*(1-estimated relative hazard) will be defined as the percent
reduction in hazard associated with pemafibrate treatment. Rates of occurrence of the primary
endpoint will be defined as the total number of participants who have this event in a treatment
group per 100 person-years of follow-up, counting all time from randomization until the event,
death, end of trial, or withdrawal of consent, whichever comes first. Estimates of the
probability of the primary endpoint by time after randomization within treatment groups will
be based on the method of Kaplan and Meier. We will also use the proportional hazards model
to control for baseline factors that might influence the rate of the primary endpoint (eg, age,
race, sex, baseline comorbidities, and concomitant medications), as control for these variables
may yield more efficient estimates of relative treatment effects. If Kaplan-Meier (KM) plots of
event-free survival by study time, or related plots of log (-log) (survival), indicate violations of
the proportional hazards assumption, or a formal test of trend in the scaled Schoenfeld
residuals indicates such a violation, then weighted log-rank tests will be used according to
strategies described by Peckové and Fleming''. However, even in the presence of an apparent
violation of the proportional hazards assumption, the primary analysis described above gives a
valid (although perhaps not optimal) test of the main study hypothesis and will remain the
primary analytic strategy, with these weighted log-rank tests serving as sensitivity analyses.

Secondary Analyses:

Secondary clinical endpoint analyses will follow the same outline as the primary analysis for
time to event data. Secondary lipid efficacy endpoints will use analysis of covariance with
adjustment for baseline measurements and imputation of missing values.

In addition to the above, an analysis of time to first occurrence of individual endpoints and an
analysis of total events (evaluating time to occurrence of the first and all recurrent non-fatal
MI, nonfatal ischemic stroke, coronary revascularization, or CV death) will be performed.

Additionally, as a prespecified secondary analysis, evidence of any genetic effect modification
that may relate to pemafibrate and incident CV events will be evaluated. In particular, whether
the effect of pemafibrate as compared with placebo on CV events differs according to known
genetic polymorphisms in the PPAR-a gene (such as, but not limited to rs6008845) will be
assessed.

Safety Analyses:

The safety population includes all participants who received at least 1 dose of study treatment.
Participants will be analyzed according to their randomized treatment group, unless a
participant inadvertently receives the incorrect drug during the entire study, in which case, the
participant will be grouped according to the treatment actually received. Safety analyses will
include comparisons of post-randomization laboratory values by treatment group and rates of
SAEs and AEs by treatment group, both overall and within system organ class (SOC).
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Planned Interim Analyses:

To preserve alpha and to minimize the likelihood of an inflated effect estimate associated with
early stopping, preplanned efficacy analyses will occur only upon accrual of approximately
50% and 75% of the planned study primary endpoints. The design of the study, including
evaluation of the implications of interim monitoring on study power, considered that stopping
boundaries will be based on the Haybittle-Peto method. Inefficacy will be assessed at 30%,
50%, and 75% of endpoints, based upon the Linear 10% Inefficacy Boundary approach
described by Freidlin, Korn, and Gray.
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1. LIST OF ABBREVIATIONS
Table 1: List of Abbreviations
Abbreviation Explanation
AE Adverse event
ALP Alkaline phosphatase
ALT Alanine aminotransferase
ANCOVA Analysis of covariance
ANGPTL Angiopoietin-like
Apo Apolipoprotein
AST Aspartate aminotransferase
ATC Anatomical Therapeutic Chemical Classification
BID Twice a Day
BLQ Below Limit of Quantitation
BMI Body Mass Index
BUN Blood urea nitrogen
CBC Complete blood count
CEC Clinical Endpoint Committee
CI Confidence interval
CK Creatine kinase
CKD-EPI Chronic Kidney Disease Epidemiology Collaboration
CK-18 Cytokeratin-18
Crnax Maximum plasma concentration
CSED Common Study End Date
Cv Cardiovascular
CVD Cardiovascular disease
CYP Cytochrome P450
DSMB Data Safety Monitoring Board
ECG Electrocardiogram
eCRF Electronic Case Report Form
eGFR Estimated glomerular filtration rate
EQ-5D-5L European Quality of Life—5 Dimensions 5 Level Questionnaire
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Abbreviation Explanation
FDA Food and Drug Administration
FGF-21 Fibroblast growth factor -21
FSH Follicle stimulating hormone
GCP Good Clinical Practice
GGT Gamma glutamyl transpeptidase
HbAlc Hemoglobin Alc
HDL-C High-density lipoprotein cholesterol
HF Heart failure
HIV Human immunodeficiency virus
HR Hazard ratio
hsCRP High-sensitivity C-reactive protein
ICF Informed Consent Form
ICH International Council for Harmonisation
IEC Independent Ethics Committee
IRB Institutional Review Board
ITT Intent-to-Treat
IUD Intrauterine device
KM Kaplan-Meier
LDH Lactate dehydrogenase
LDL-C Low-density lipoprotein cholesterol
LDL-TG Low-density lipoprotein associated triglycerides
MedDRA Medical Dictionary for Regulatory Activities
MHRA Medicines and Healthcare products Regulatory Agency
MI Myocardial infarction
MMRM Multilevel Modeling for Repeated Measures
NMR nuclear magnetic resonance
OATP Organic anion transporting polypeptides
PAD Peripheral artery disease
PCSK9 Proprotein convertase subtilisin/kexin type 9
PP Per Protocol
PPAR Peroxisome proliferator alpha receptor
PROMINENT Pemafibrate to Reduce cardiovascular OutcoMes by reducing triglycerides IN

patiENts with diabeTes
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Abbreviation Explanation
PT Preferred Term
PUC Preparative ultracentrifugation
RBC Red blood cell
REC Research Ethics Committee
SAE Serious adverse event
SAP Statistical Analysis Plan
sdLDL-C Small dense low=density lipoprotein cholesterol
SOC System organ class
SPPARM-a selective peroxisome proliferator alpha receptor modulator
TC Total cholesterol
TEAE Treatment Emergent Adverse Event
T2D Type 2 diabetes
T4 Thyroxin
TG Triglyceride(s)
TSH Thyroid stimulating hormone
ULN Upper limit of normal
ULQ Upper Limit of Quantitation
VLDL-C Very low-density lipoprotein cholesterol
WHO DD World Health Organization Drug Dictionary
WOCP Women of childbearing potential

23



Kowa Research Institute, Inc.
Statistical Analysis Plan — Protocol K-877-302 (PROMINENT) October 24, 2022

2. INTRODUCTION

The statistical analysis plan (SAP) is based on:
e Protocol No. K-877-302
e [CH guidelines E4 and E9 (Statistical Principles for Clinical Trials)

e Discussions with the Food and Drug Administration (FDA) and Medicines and
Healthcare products Regulatory Agency (MHRA)

The purpose of this document is to provide details on study populations and on how the variables
will be derived, how missing data will be handled as well as details on statistical methods to be
used to analyze the safety and efficacy data Study Protocol No. K-877-302.

The document may evolve over time, for example, to reflect the requirements of protocol
amendments or regulatory requests. However, the final SAP must be finalized, approved by the
Sponsor, and placed on file before database is locked. Deviations from the final approved plan
will be noted in the clinical study report.
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3. STUDY OBJECTIVES AND ENDPOINTS
3.1. Study Objectives

3.1.1. Primary Objective

The primary scientific aim of the PROMINENT study is to assess whether treatment with the
SPPARM-a, K-877 (pematfibrate), will prevent M1, ischemic stroke, coronary revascularization,
and CV death in participants with T2D who have elevated TGs and low HDL-C levels and are at
high risk for future CV events. Participants will be on moderate- to high-intensity statin therapy
(atorvastatin > 40 mg/day, rosuvastatin > 20 mg/day, simvastatin > 40 mg/day, or pitavastatin

4 mg/day) or meet LDL-C criteria (by chart review) within 12 months prior to enrollment.

Specifically, the primary objective of the study is to determine whether pemafibrate administered
at a dose of 0.2 mg twice daily will delay the time to first occurrence of any component of the
clinical composite endpoint of:

e nonfatal MI
¢ nonfatal ischemic stroke
e coronary revascularization, or
e (CV death
At the time of the Screening/Enrollment Visit (Visit 1), participants must be either:

1. Receiving treatment with a stable dose (ie, for at least 12 weeks) of a qualifying
moderate-to high intensity statin (atorvastatin > 40 mg/day, rosuvastatin > 20 mg/day,
simvastatin > 40 mg/day?, or pitavastatin 4 mg/day), or

2. Have evidence of LDL-C <70 mg/dL (1.81 mmol/L) by local laboratory determination
within the previous 12 months®, or

3. Statin intolerant® and have evidence of LDL-C < 100 mg/dL (2.59 mmol/L) by local
laboratory determination within the previous 12 months.

? Participants enrolled on simvastatin > 40 mg/day must have been taking and tolerating that dose
for at least 12 months.

®If untreated or on stable dosing (ie, for at least 12 weeks) of another lipid-lowering regimen that
may include a statin with or without ezetimibe and/or a proprotein convertase subtilisin/kexin
type 9 (PCSK9) inhibitor.

¢ Statin intolerance is defined as: the inability to tolerate at least 2 statins: 1 statin at the lowest
daily starting dose (defined as rosuvastatin 5 mg, atorvastatin 10 mg, simvastatin 10 mg,
lovastatin 20 mg, pravastatin 40 mg, fluvastatin 40 mg or pitavastatin 2 mg), AND another statin
at any dose, due to skeletal muscle-related symptoms, other than those due to strain or trauma,
such as pain, aches, weakness, or cramping, that begins or increases during statin therapy and
stops when statin therapy is discontinued. Participants not receiving a daily regimen of a statin
(eg, 1-3 times weekly) could also be considered “statin intolerant” if they cannot tolerate a
cumulative weekly statin dose of 7 times the lowest approved tablet size, and the criteria outlined
above are also met.

25



Kowa Research Institute, Inc.
Statistical Analysis Plan — Protocol K-877-302 (PROMINENT) October 24, 2022

3.1.2. Secondary Objectives

The secondary scientific aim of this study is to investigate 1) the efficacy (time to first
occurrence) of a number of secondary CV and diabetes-related vascular and nonvascular
endpoints in the study population, and 2) the efficacy (as measured by the percent change from
baseline) for a number of lipid measures.

3.1.3. Tertiary Objectives

The tertiary aim of this study is to investigate the effect of pemafibrate on various lipid factors,
inflammatory biomarkers, and other circulating biomarkers.

3.2. Study Endpoints

3.2.1. Primary Endpoint

The primary efficacy endpoint is the time from randomization to the first occurrence of any
component of the clinical composite endpoint of:

e Nonfatal MI
e Nonfatal ischemic stroke
e (Coronary revascularization

e Cardiovascular death
All events will be adjudicated following processes outlined in the Clinical Endpoint Committee
(CEC) charter.
3.2.2. Secondary Endpoints

3.2.2.1.  Group A: Clinical Endpoints
The Group A (clinical) endpoints are time to first occurrence of:

1. The 4-component composite endpoint of non-fatal MI, non-fatal ischemic stroke,
hospitalization for unstable angina requiring unplanned coronary revascularization or
cardiovascular death

2. Any component of the 3-component composite endpoint of non-fatal MI, non-fatal
ischemic stroke, or cardiovascular death

3. Any component of the primary endpoint or hospitalization for heart failure (HF)

4. Any component of the primary endpoint or all-cause mortality

5. Any new or worsening peripheral artery disease (PAD), defined as incidence of lower-
extremity revascularization, intermittent claudication, rest pain, lower-extremity ischemic
ulceration, or major amputation with either ankle-brachial index < 0.90 or other
diagnostic testing (eg, toe-brachial index, angiogram, or other imaging study)
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6. Time to first occurrence of individual endpoints and an analysis of total events
(evaluating time to occurrence of the first and all recurrent non-fatal M1, nonfatal
ischemic stroke, coronary revascularization, or cardiovascular death).

7. Additionally, as a prespecified secondary analysis, evidence of any genetic effect
modification that may relate to pemafibrate and incident cardiovascular events will be
evaluated. In particular, whether the effect of pemafibrate as compared with placebo on
cardiovascular events differs according to known genetic polymorphisms in the PPAR-a
gene (such as, but not limited to rs6008845) will be assessed.

3.2.2.2.  Group B: Lipid Endpoints
The Group B lipid efficacy endpoints are:
1. The percent change from Screening/Enrollment Visit (Visit 1) to Month 4 Visit (Visit 5)
for TG

2. The percent change from Screening/Enrollment Visit (Visit 1) to Month 4 Visit (Visit 5)
for VLDL-C (calculated). VLDL-C is calculated as TC minus HDL-C minus LDL-C,
where LDL-C is measured by a direct homogenous method.

3. The percent change from Screening/Enrollment Visit (Visit 1) to Month 4 Visit (Visit 5)
for ApoC3

4. The percent change from Screening/Enrollment Visit (Visit 1) to Month 4 Visit (Visit 5)
for ApoE

5. The percent change from Screening/Enrollment Visit (Visit 1) to Month 4 Visit (Visit 5)
for HDL-C

6. The percent change from Screening/Enrollment Visit (Visit 1) to Month 4 Visit (Visit 5)
for non-HDL-C (calculated)

7. The percent change from Randomization Visit (Visit 2) to Month 6 Visit (Visit 6) for
non-fasting remnant cholesterol

8. The percent change from Screening/Enrollment Visit (Visit 1) to Month 4 Visit (Visit 5)
for TC

9. The percent change from Screening/Enrollment Visit (Visit 1) to Month 4 Visit (Visit 5)
for ApoAl
3.2.3. Tertiary Endpoints

Tertiary endpoints include microvascular endpoints (ie, diabetic retinopathy and diabetic
nephropathy as defined below) as well as exploratory mechanistic studies evaluating differences
in average achieved levels and change from baseline between pemafibrate and placebo arms in:
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Core lipid parameters (total cohort): TG, HDL-C, calculated and directly measured
LDL-C, calculated VLDL-C and non-HDL-C, TC, ApoB, ApoE, and directly measured
remnant cholesterol

Advanced lipid parameters (total cohort): ApoAl, ApoC3, LDL-C by
beta-quantification (preparative ultracentrifugation [PUC]), lipoprotein particles (nuclear
magnetic resonance [NMR] size, concentrations, and subfractions), HDL-TG and
LDL-TG by PUC, and directly measured small dense low-density lipoprotein cholesterol
(sdLDL-C) and low-density lipoprotein associated TG (LDL-TG)

Inflammatory and glycemic parameters (total cohort): High-sensitivity C-reactive
protein (hsCRP), fasting glucose, hemoglobin Alc (HbAlc), and fibroblast growth
factor-21 (FGF-21)

Expanded exploratory lipid and non-lipid parameters (US/Canada subcohort):
ApoAS, ApoB48, angiopoietin-like 3 (ANGPTL3), ANGPTL4, PCSK9 mass,
cytokeratin-18 (CK-18), and type IV collagen

Microvascular endpoints will also be examined. These will include diabetic retinopathy, defined
as use of retinal laser treatment, anti-vascular endothelial growth factor therapy, or vitrectomy
due to development of and/or deterioration in diabetic retinopathy and blindness; and diabetic
nephropathy, defined as an increase in microalbumin/creatinine ratio to > 30 mg/g among those
without microalbuminuria at baseline, or categorical change from baseline albuminuria (normo-,
micro-, or macroalbuminuria), doubling of creatinine from baseline, creatinine level

> 6.0 mg/dL, estimated glomerular filtration rate (¢GFR) < 15 mL/min/1.73 m?, or initiation of
renal replacement therapy (dialysis or transplant) among all participants.
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4. STUDY DESIGN

4.1. Summary of Study Design

Hypertriglyceridemia is associated with increased CV risk, appears to play a causal role in
atherothrombosis, and can be effectively reduced with the novel SPPARM-a pemafibrate.
Importantly, more than 70% of high-risk patients with diabetes have TG levels above values
considered “optimal” by international prevention guidelines. To date, however, no definitive
study data have established that lowering TGs by treatment with any available agent can reduce
CV event rates.

The Pemafibrate to Reduce cardiovascular OutcoMes by reducing triglycerides IN patiENts with
diabeTes (PROMINENT) study is a randomized, double-blind, placebo-controlled, international
study evaluating the ability of pemafibrate to prevent CV events among 10,000 male and female
adults with T2D and moderate hypertriglyceridemia with low HDL-C, and on background
moderate- to high-intensity statin therapy (atorvastatin > 40 mg/day, rosuvastatin > 20 mg/day,
simvastatin > 40 mg/day, or pitavastatin 4 mg/day) unless meeting LDL-C criteria with or
without statin intolerance. Fasting TG levels must be > 200 mg/dL (2.26 mmol/L) but

<500 mg/dL (5.65 mmol/L) and HDL-C must be < 40 mg/dL (1.03 mmol/L). Two-thirds of the
enrolled study population will have prior evidence of systemic atherosclerosis (secondary
prevention cohort) while one-third will not (primary prevention cohort, age > 50 years [male] or
> 55 years [female]). PROMINENT will be conducted in 20-25 countries to ensure
generalizability and allow for the enrollment and follow-up period to complete in 5 years.

The primary endpoint will be the first occurrence of nonfatal MI, nonfatal ischemic stroke,
coronary revascularization, or CV death. The study is event-driven such that after 1,304 events
have been confirmed, with a minimum of 200 events accrued in women, and assuming a
conservative 1% annual loss to follow-up, there will be 90% power to detect clinically
meaningful relative reductions in the primary endpoint of at least 16.6% in the pemafibrate
group. In addition to spontaneous adverse event (AE) reporting, systematic surveillance for liver
disease and muscle AEs will occur.

This study will include the following: a Pre-Screening Visit (Visit 0), a Screening/Enrollment
Visit (Visit 1), a 21-day (maximum 35 day) Placebo Run-In Period, a Randomization Visit
(Visit 2), a Treatment Period consisting of approximately 30 visits (post-randomization Visits 3
through 33, as applicable), a Common Study End Date (CSED) Visit, and a Post-Study Safety
Call.

During the Pre-Screening Visit (Visit 0; Week -6), participants will provide informed consent to
participate in the study and follow-up. After consent, the site will be asked to submit medical
records for a qualifying CVD event if applicable and entry criteria including: documentation of
diabetes; documentation of statin intolerance, if applicable; and prior TG, HDL-C, and LDL-C
levels, if available, within the last 12 months. Screening lab values may be used if prior local
laboratory documentation is unavailable. At the Screening/Enrollment Visit (Visit 1; Week -3),
participants will be queried regarding their medical histories (including clinical and lifestyle CV
risk factors and alcohol use) and concomitant medication use, and will be screened against the
inclusion/exclusion criteria. A physical examination comprising a general review of body
systems will be performed. Additionally, fasting blood samples will be collected from all
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participants for eligibility assessment, including a serum pregnancy test in women of child-
bearing potential (WOCP). Where local regulations permit, study participants may be asked to
arrive fasting at the Pre-Screening Visit (Visit 0) such that activities of the Screening/Enrollment
Visit (Visit 1) can be performed concurrently with the Pre-Screening Visit. For expediency,
participants meeting all applicable inclusion and exclusion criteria at the end of the
Screening/Enrollment Visit (Visit 1), other than screening TG, HDL-C, and other exclusionary
lab testing, can be enrolled into the Placebo Run-In Period while awaiting results of qualifying
laboratory testing. Placebo tablets will be dispensed to participants at Visit 1 along with
administration instructions for the Placebo Run-In Period, which is designed to select compliant
individuals for long-term follow-up and adherence. The placebo dosing card will contain
sufficient placebo tablets for a maximum duration of 35 days.

On a one-time basis, at the optional Retesting Visit (Visit 1.1), participants may undergo
retesting for borderline lipid values, specifically TG 175-199 mg/dL (1.98-2.25 mmol/L) or
500-650 mg/dL (5.65-7.34 mmol/L) and/or HDL-C 41-45 mg/dL (HDL-C 1.06-1.16 mmol/L).

Rescreening of participants for failure to meet other eligibility criteria (eg, HbAlc > 9.5%,
severe hypertension, or medical instability of concurrent clinical condition) may occur once only.
Prior to Randomization, serious adverse events (SAEs) and primary endpoints will be recorded
and adjudicated, respectively. Thereafter, all AEs and endpoints will be assessed.

Participants who continue to be eligible, are compliant with medication during the Placebo
Run-In Period, and have completed submission of relevant medical records will return for the
Randomization Visit (Visit 2; Week 0) to be randomly allocated in a 1:1 ratio to receive either
pemafibrate at a dose of 0.2 mg twice daily or a matching placebo tablet to be taken twice daily.
A non-fasting sample for lipid testing will be collected, and the participant will complete a
quality of life questionnaire. Importantly, in addition to other eligibility criteria, randomized
participants must have the following:

e Medical record documentation of diabetes longer than 12 weeks duration

e Medical record documentation of a qualifying CV event (if secondary prevention cohort)
e TG levels > 200 mg/dL (2.26 mmol/L) and <500 mg/dL (5.65 mmol/L)

e HDL-C <40 mg/dL (1.03 mmol/L)

e LDL-C <70 mg/dL (1.81 mmol/L) if not on qualifying statin regimen or < 100 mg/dL
(2.59 mmol/L) if documented statin intolerant

At 2-weeks post randomization (Visit 3), sites will perform a well-being telephone visit to
provide general support and to reinforce dosing instructions. Adverse events and endpoints will
also be collected. If a participant reports or is reported to have an efficacy endpoint, then
additional data about the nature and date of the event, and the treatment and care provided during
and after the event will be collected by the investigator.

Throughout the treatment period, beginning with Month 10 (Visit 8), telephone visits will
alternate with in-person visits occurring approximately every 2 months after Month 10. During
each telephone call and in-person visit, concomitant medication use will be reviewed, and the
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participant will be queried for AEs and efficacy events. During the in-person visits, except for
the Month 2 visit, in addition, physical examinations will be performed and vital signs will be
measured, change in risk factors will be documented, and study drug compliance will be
determined by tablet count.

At the Months 2, 4, and 12 visits, at annual visits thereafter (ie, Months 24, 36, 48, and 60, as
applicable) and at the CSED Visit, fasting blood samples and urine samples (except no urine
samples at the Month 2 visit) will be collected for safety and efficacy assessments. Based on
Data Safety Monitoring Board (DSMB) review of blood safety data which took place on
November 11, 2019, effective from global protocol amendment 2, the frequency of safety blood
laboratory testing after Year 1 (Month 12) will be reduced to once annually, ie, the chemistry
panel testing at intervening in-person visits will be discontinued. In addition, WOCP will
undergo serum pregnancy testing. At the Month 6 visit an on-treatment, non-fasting sample will
be collected. Participants will complete a quality of life questionnaire annually, at the first in-
person visit after a potential primary or secondary endpoint occurs, and at the CSED Visit.

Lipid parameters, as outlined in the protocol Section 11.3, will be measured in all participants.

At Screening/Enrollment, Randomization, and Month 4 Visits, a blood sample will be collected
for archiving in countries and sites approved by the Institutional Review Board
(IRB)/Independent Ethics Committee (IEC)/Research Ethics Committee (REC) and regulatory
authorities, as applicable.

Throughout the course of the study, several steps will be taken to minimize changes in
LDL-lowering therapies including frequent monitoring of ApoB with guided institution of
additional lipid lowering therapy for evidence of persistent ApoB elevation when evident.
Details of managing LDL-lipid lowering therapy during the study are outlined in the protocol
Section 8.2.2.

The CSED Visit will be scheduled within a 60-day window after the study termination is
announced, irrespective of the date that the participants were randomized. At the CSED Visit,
participants will undergo physical examinations, risk factors will be documented, and study drug
compliance will be determined by unused tablet count. Additionally, WOCP will undergo a
serum pregnancy test. Finally, fasting blood and urine samples will be collected from all
participants for safety and efficacy assessments (per Appendix A in the protocol Section 21.1). A
Post Study Safety Call will follow 30 days later to collect any post study efficacy events and
SAEs. The end of study is defined as the last in-person visit of the last participant.

Participants will be followed for an average period of approximately 4 years after randomization
(estimated study duration: 5 years). The study will be completed when the required number of
adjudicated and confirmed primary endpoints have accrued. The aim is to collect a complete set
of data from all participants from the time of randomization to the end of the study. Participants
should be encouraged to continue taking their assigned study medication during the entire
treatment period, with as little change to background medication as possible, even if they
experience an adverse event or event which constitutes a study endpoint. Participants who
discontinue their medication for any reason and are not able to recommence therapy should still
continue to be followed for the collection of data and samples.

PROMINENT will be conducted to fulfill all international standards of Good Clinical Practice
(GCP) to ensure that a positive finding will lead to changes in the care of at-risk participants
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globally and to a labeling indication for CV event reduction for pemafibrate by worldwide
regulatory authorities.

4.2. Definition of Study Drugs

Product Name: Pemafibrate Placebo
Dosage Form: Tablet Tablet
Unit Dose 0.2 mg 0 mg
Daily Intake BID BID
Route of Administration Oral Oral
Physical Description 7.1 mm round, white film- 7.1 mm round, white film-
coated tablets coated tablets
Sponsor Kowa Research Institute Kowa Research Institute
Packager Catalent CTS, LLC Catalent CTS, LLC
4.3. Sample Size Considerations
4.3.1. Sample Size Justifications

The study was designed using an event-driven approach where all participants are followed until
a sufficient number of events have accrued. Regardless of the rate of major CV events in the
placebo group, the study must accrue 1,304 adjudicated and confirmed major CV events (with a
minimum of 200 events accrued in women) in order to have 90% power to detect a 16.6%
reduction in the rate with pemafibrate, based on a 2-sided test with alpha=0.05. The sample size
has been increased by 1.9% to maintain 90% power in the presence of interim monitoring.
Consequently, we stipulate that the study will require accrual of 1,304 total primary events.

Using the approach of Lachin and Foulkes' under the assumption of a uniform hazard we can
estimate the duration of the study. We will use the following assumptions:

1. The recruitment will be uniform over a 30-month period. Each randomized participant
will be asked to continue blinded treatment until the study completion (when sufficient
endpoints have been accrued).

2. Unless otherwise specified, power is set at 90% to detect the specified effect.

3. As these participants have strong affiliations with their treatment centers and will have
been tested in a Placebo Run-In Period, low rates of loss to follow-up are anticipated.
Power calculations assume a 1% loss to follow-up.
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4. Sample size is assumed to be 10,000 randomized participants (5000 receiving
pemafibrate and 5000 receiving placebo).

Based on previous studies, it is anticipated that annual event rates will be between 3.5 and 4.5
per 100 person-years in the placebo group. We expect a higher event rate in the secondary
prevention cohort (~2/3 with prior CVD) than the primary prevention cohort (~1/3 with no prior
CVD). For example, a total annual event rate in the placebo group of 4.5 per 100 person years
could be achieved via an event rate of 5.2 per 100 person years in the secondary prevention
group and 3 per 100 person years in the primary prevention group.

Under these assumptions, Lachin and Foulkes show that the power of the study with N total
randomized participants in the pemafibrate and placebo groups combined is:

Power = @-1(N e = el — Zef/ ¥ D@ +Q21) |
JZH’(&E) + 2¥(4,)

where @ is the standard normal distribution function, and () is defined as follows:

1) = 22 y) [e(-(Tf-Tr)(ﬂ+Jl) - e(-'r;(nu)] -1
Y1) = 1-—
@ {(nﬂ)[ T.(n+ A) }
[exp(—(Tf - Tr) A+ ??)) —exp (—Tf(.l + n))]
_A(A+n)/(1— AT

Ae 1s the incidence rate in the pemafibrate group,
Qe is the proportion of the total participants in the pemafibrate group,
Ac 1s the incidence rate in the placebo group,
QOc is the proportion of the total participants in the placebo group,
7 is the loss to follow up rate,
T; is the recruitment duration,
Tt is the follow-up duration (also equal to the length of the study),
Z, is the standard normal deviate at level a, and
A= Qele + QA = .54, + .54,

These power calculations are based on the Intent-to-Treat (ITT) population analyses. As such,
they incorporate the effects of noncompliance. We estimate, based on experience observed in
other studies that in addition to those who drop out, 10% of the pemafibrate group will
discontinue active therapy, but that none of the placebo group will initiate pemafibrate therapy
(drop-in). The impact of noncompliance on power can be evaluated from interpolation using
Table 2. For example, if the true rate of major CV events in persons meeting eligibility criteria
but not on pemafibrate is 3.5 per 100-person years, and fully compliant pemafibrate reduces this
rate by 20%, we estimate a rate of the primary endpoint of 3.8 per 100 person-years in the
pemafibrate group and 4.5 per 100 person-years in the placebo group. This would correspond to
an observed 16.6% reduction in the active treatment group relative to placebo with the above
noncompliance and drop-in rates. The proposed study would thus require 5 years of follow-up to
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have power above 90% to detect the anticipated effect on observed event rates and ITT analyses,
as summarized in Table 2.

With respect to the above assumptions on accrual and drop out, and the range of event rates in
the placebo group shown in Table 2, the proposed study with 10,000 randomized participants
would be expected to require approximately 5 years of follow-up (approximate placebo event
rate=4.5/100 person-years) under the assumption of a 16.6% reduction in hazard associated with
pemafibrate.

Table 2: Number of Events and Estimated Study Duration in Years to Achieve 90%
Power with 10,000 Randomized Participants

Relative Rate Events Rate of Major Cardiovascular Events in the Placebo Group
(adjusted for (per 100 person-years)
Monitoring) 3.5 4.0 4.5
0.85 1626 7.6 years 6.7 years 6.0 years
0.834 1304 6.1 years 5.4 years 4.9 years
0.82 1092 5.2 years 4.7 years 4.3 years
0.80 865 4.3 years 3.9 years 3.6 years
4.3.2. Sample Size Re-estimation

Sample size re-estimation is not currently anticipated. The change to the primary endpoint led to
the re-estimation of the number of events required but not to the re-estimation of the sample size
(Appendix 1, Amendment 2).

4.4. Randomization

Participants willing and eligible to be randomized will be stratified by the following: sex, prior
history of CVD (primary vs. secondary prevention cohorts), and statin use at baseline, defined as
those who are taking no statin at baseline or are statin intolerant compared to all others. Within
each strata, participants will be randomized with equal probability to active K-877 or placebo.

34



33

X X X X X X X X X X X X SUOL)EIIPIW JUB}TUIOUO))
25N TudOo_m m.ﬁm m.ﬂopu.m,w
X X X X X X X X X 3ySU Ie[noseAOIpIe])
vﬁ uﬁ vﬂ VA Goﬁwﬂ—oumu__aommﬁ_o:h
Juorssruqns
X
X X SPI0J2I [eDIPAN
AIOJSTH [eoIpa]N
J : .
X X X pue eje( srgderdowa]
X JUSSU0D pauLIojuy
JUISSISSY
X X X pISIA JuOddd L
X » X » X X X X X X X X X X MSIA UOSIdJ-uf
>A0€ @09 MTT MIT MIF MIF | MTF | MTF | MTT | ATF | AEFT | TA woxy TA 0A woxy TA 0} | AOpUIA) JISIA APMIS
LU LT u MS oy M9 01 dn Joud
A 0 ME MIT M9
0 dp LLUTETRYY
JeD | SIA | (091D €EA | (OSIN) TEA | (Z9IN) pEA | ZIN | 8 9N YN TN | M2 0 ME- A9 | (W) wuoy 10
L3388 | @ASD | ‘BYIND) LTA | (TSI 6TA | ‘(8SIN) TEA (ML) H9amy
Apms “OEN) 1A | ‘PPN STA | “(PSIN) OEA
1504 ‘WTIN) STA | “ovIN) £2A | “(0SIND) 8TA
“(ZEWD 61A | ‘(OFIN) 9ZA
BTN LIA | ‘(TN vTA
0TI €1A | ‘(BEND TZA
OIID TTIA | ‘(PE) 0ZA
‘(0ED) ST1A
‘(9TIN) 91A
“(TTN) PIA
‘(8T TIA
‘(PIIND) O1A
(0TS A 6 L 9 S v € 4 I'I I 0 MSIA
uonezi- | 353y | JudwjoIUy [[EEFET
poLIa g JUauUNBAL ], wopuey r{ ILIEENGTN =ug
«POLIdJ U=uny oq3de[d
:SMO[[O] S SI SJUIUISSISSE [BIIUI[D JO [NPAYDSs Y[,
SJUDUISSASSY [BIIUI) Sy
120T ‘€0 Areniqaq (LNANINOYd) TOE-LL8- 1090101d — Ue[{ SISA[eUY [eo1selS

U] “9INNSU] [OIBISIY BMOY




9¢

X X X X X ordwres auLin)
X X X X X X X yodures pooiq Sunse,
P1dwes
X X poo[q Supsej-uoN
(BAIOIR
X X X Ioj a[dures poog
X X X X X X X X 3§09y souerdwo)
X X X X X X X 3nip Aprys asuadsiq
;mnm_w [BMA
X X X X X X X X X Juexs [edsAyd
goITeUuOnSang)
X X X X X 1$-ds-Od
JUDWSSISSY
X X X pMSIA duoyddp L
X > X 2 X X X X X X X X X X MSIA UO0SIdJ-uf
»a0E 1ao9 MIF MIF MIF MIF | MTF | MTF | ATF | MTF | aeF | 1A woy IA 0A woxy TA 0} | MOpUIA) MSIA APMIS
unmIA u MS woly M9 01 dn Joud
I 0 ME MT M9
o3 dn upIm
JieD | PISIA | (09I €€A | (OSIAD TEA | (Z9IN) ¥E€EA | ZTIIN | 8 9N PN I MT 0 ME- M9 | (W) yyuopy 10
Lages | @dSD | BFIND) LIA | (ZSIWD) 6ZA | “(8SWD) TEA (A M99
Apms ‘OEN) TTA | ‘(PPN STA | “(PSIN) OEA
-)soq ‘BT STA | P €A | “(0SIN) 8TA
(ZEWD 6TA | “(9FIN) 9TA
BIND LIA | ‘(TP ¥IA
0TI £1IA | “(8EW) TZA
OIN) TTA | ‘GEID 0ZA
“(0EID 8IA
‘9T 9TA
TN 1A
‘(8TIN) TIA
“(PIIND) OTA
“(0TINDSA 6 L 9 5 ¥ € 4 I'T I 0 NSIA
uonezi- | sy | juswoIuy [[EEFETY
poLIag JUdUIIBILY, mopuey i iLEERATN =a1gd
«POMIRJ UI-Uny 0qade|J
120T ‘€0 Areniqa (LNANINOY) T0E-LL]-3 [090101d — UB[{ SISA[eUY [eonsnels

U] “9INNSU] [OIBISIY BMOY




LE

"Pa199[[09 34 [[IM SIUIAS AoeopjJa Apmys jsod pue STV Ul YITyMm SuLmp “UsIA IS 23 Jayje sAep ¢ Ararewnxoidde maso i [[es L1ajes Apmg-1sod oyl ,
‘paeZEY Psealoul JO a0uapIAd 1oJ paddo)s st Apms a1} sso[un ASLA (IS 2} YSnoay) suonesipat Apn)s anupuod

[ siuedionge  -paziwopuel alam sjuedionaed oy jey) ojep oy JO 0A0adSaLI ‘POOUNOUNE ST UONBUINLID) APT)S J0JB MOPULM ABP=09 B UILILM PA[NPayas aq [[1s NSIA (HSD YL 4
"(1 M1STA) HISTA JUSWI[OIUF/SUIULIIS oY) Je suISoq (sAep G§ WNIWIXewW) polag ul-umy oqese[d £ep-I7V

renuajod SuLeaq-plIys JO USWOM (dDOM NooM=A\ DUIX0IAY) =p ] ‘ououLioy Fune[nuns pro1Ay)
=HSL {(s)epusaA[Sim=n ], {[oIe1sa[oyd urajordodi] AISUap=mo[ asuap [[eWS =)=~T([IPS ‘JUIAD ISIFAPE SNOLIOS = Y'S ‘D9NTUIO)) SN Y2Ieasay] =)y ‘uoneSnjuuasenn
aaneredard ;10 J ‘eseasip Arape [ereyduad (v ‘eoueuosar onouTe Jeajonu =y N ‘PUO=]Y [o1soyoy2 majordod] Aisuap-mo] =)~ ‘2seusfoIpAyap a1e)oe]
=HQ'T ‘Preog MITASY [EUONNMINSU] =y ‘99NIUNIO.) ST [euonmusu] =] ‘Joisisepoyo uimordodip Asusp-ysig =)-T1aH ‘wdonopeuod sruoroys wewny =0 ‘urjord
0ANIRII-) KIANISUSS-YSTY = DSY -oan[Ief ey =JH 9]V uqo[Soursy =5[yqH -esepndodsuen [furepn|d eunued =[O0 1¢ — 1098] amo0I3 1s2[q0IqY =[Z-1D “2jel uonenyy
IB[IOWOTS PIEWISa =Y {00 ‘aIreuuonsang) [2Aa ¢ SUOISUSWI $—aJI Jo Anfen() ueadoing =T5-qS-0H Aep=(] 2SeosIpP IB[NISEAOIPIEd =(A)) ‘TB[NISBAOIPIED =A D) ‘21
puy Apmg uowrmo)) =S ‘g I-UneIsioiko =g [~ ‘eseun] suneaid =) Junod poojq ae[dwos =) usSoniu eain poolq =N Xopul ssemwr £poq =[Ng ‘eSeIdjsuenounue
arepedse =1 gy foyi-unatodo1due =T JONV ‘9seIa)suenourtue autue[e =] Ty aseeydsoyd surfeye =TV 1usAd asIaApe =gV ‘wiajordodijode —ody :suonerraiqqy

X X X X X X X X X X X X X oSIU3AS AoeolpyE
X X X X X X X X X X X X X uSIUSAS SSIAPY
adDOM
X X X X X X X X ur 159} Aoueudalg
JUDWSSISSY
X X oX pMSIA duoyddp L
X > X » X X X X X X X X X X MSIA UO0SIdJ-uf
M]3 409 MTF MIF MIF MIF | MTF | MTF | ATF | MTF | aeF | 1A woy TA 0A woyy TA 0} | MOpUIA) MSIA APMIS
unmIA u MS woly M9 01 dn Joud
TP 0 AAE MT M9
03dn urqHAA
JieD | PISIA | (09I €€A | (OSIAD TEA | (Z9IN) ¥E€EA | ZTIIN | 8 9N YN (A7 MT 0 ME- M9 | (1) yuoy 10
Lages | @ASD | BN LTA | (TSI 6IA | ‘(BSI) TEA (A M99
Apms (9EN) TZA | “PPIND STA | “(PSTV) OEA
-)soq ‘TN) STA | (0PI €2A | “(0SID 8ZA
(ZEWD) 6TA | “(OFIA) 9TA
“BIND LIA | ‘(TN vIA
0TI £1IA | “(8EWD) TZA
OIN) TTA | ‘GEID 0ZA
“(0EID 8IA
‘(9TIN) 9TA
“TTN) YIA
‘(8TIN) TIA
‘(PIIND 0TA
“01INDSA 6 L 9 S v € 7 [§ I 0 WSIA
uonezi- | sy | juswoIuy [[EEFETY
poLIag JUdUIIBILY, wopuey i iLEERATN =a.1d
«POLIDJ UI-UNY 0¢IE[J
120T ‘€0 Areniqaq (LNANINOYA) TOE-LL]-S 1090301d — UB[{ SISA[eUY [BONSHEIS

U] “9INNSU] [OIBISIY BMOY




8¢

*(S1UQAS K0BO1JJO JO SUOIIULIOP J0J T'[ ] UOI09S Pue ]°]] Uonodg [090301d 99s) Qv d pue ‘Ayredorydou onoqerp ‘Ayjedounar
J1JOQRIP ‘O[OS JIWAYOSI-UOU ‘,JH 10 uonezijendsoy ‘A}[elou [€}0}) “Yiedp AD UONBZLIB[NOSBADI ATBUOIOD ‘OONS OTWAYDSI ‘TN :OPNJOUl SJUSAD AJBOIJJO ATRpU0OdS pue AIRWLI] ,
*101JBAIO) PAJOJ[09 SHY SNOLIIS-UOU PUB SNOLIIS M JISIA UOTRZIWIOpUEY dY Surpn[our pue 0} dn pajod[[od aq [[IM SHYS
"SJUOWISSASse A103eI0qe] JoY10 10J Sunsey are sjuedronted
uoym sjutod dwn Je pajod[od are sudwrdads nq Jursey 9q jou padu Sursa], ‘syurod swmn payroads (e 18 (DDH-.IRq) Funsd) wnids Aq pautofrod oq [[im 3unsoy Aoueu3ald
*SJUOWISSISSe A10jeI0qR] 1930 10J Sunsey are syuedronred uoym syurod swr je pajos[[oo
aIe Jnq 3umsey 9q J0u padu safdures duLl) ‘BIEp AJ9JES POO[q JO MIIAI gINSC Uodn paseq AJfenuue 99U0 01 POONPII 9] [[IM SJUIWAINSLIW A}oJes POO[q [RUONIPPE S JO
Kouanbaiy ‘7 juowpuowe [000301d [8q0[3 woly 0ANoeHH ‘(sqedridde se €€ A /09 YIUOIN Pue ‘£ Z NSIA /St PUOIN 17 NSIA/9E YIUOIA SGT NSIA/HT YIUOIA ‘O1) S)SIA uosiod-ul [enuue
Je SJUSLUSSISSE JUIUIBAIO/UIINg[e pue sa[yoid pidi] 10§ pue JUSWISSISSE A10JRIOqR] AJ9Jes 10§ PAJOS[[00 dq [[IM sd[dures suLin pue poo[q Sunse; ‘(Z[ YIUON) 183K ISIJ U} oYY
‘uade[[0d A] 2d£1 pue ‘@1-3[D ‘ssewt 6SOd ‘Y ILIONY ‘€ TLIONYV ‘8ygody ‘syody :(3oyooqns epeue)/S)) sioiowered pidij-uou pue pidi] A1ojerodxs popuedxqg e
"12-4Dd PUe ‘QADSY 1 VqH ‘@s0on[S Surse] :(310709 [8103) siojowreted oMUooA[3 pue Alojewiwue[ju] e
DL-1AT Pue D-TA'TPS pamsedur Apo1ip pue DN d £q
DI-1d7 pue HIL-TJH ‘(SUOBORIQNS PUE ‘SUONBNUIOU0D AZIS YIAN) so1onted urojordod] {(DNd) uoneoynuenb e1oq Aq D-TT {[0I2ISO[OYO JUBUWIAI PIINSLIW A[JO0IIP
‘Jody ‘¢pody ‘1vody ‘gody ‘D1 ‘D-TAH-Uou pue D-TATA Pare[nofes ‘(paje[nofes pue 1001p) D-1AT D-TAH ‘DL :(310yoo [ej03) s1oowered prdi] paoueApe pue 310) e
"1 99 pue ‘HS L, ‘(Jenudiafip yim DgD) A30[0reway pue (NNF “dADS pare[no[ed ‘duruieao
‘proe oum ‘H'T ‘ureroid [e101 }D ‘UIqnuI[Iq 1031IP ‘UIGNIIq [€10) ‘I TV ‘1DD LTV LSV [IO ‘BN ] se1k[onoaje Suipnjour) [sued Ansiwoyoolq :s1se) K1ojeioqe| K1ojes o
((s[re1ap 10§ [°1Z uondag [od0joxd ur y xipuaddy 93G) sjuswussasse K0ed1YJa pue A19§es 10§ Pajos[[0d aq [[1m sa[dwes poolq
"(3unse) onoua3 03 Ajjeuonippe juasuod oym sjuedionied Ajuo) Suryse) oneuas pue (syuedronted Juruasuod [[e) SAIpMS IAIBWOIG 21NNy
103 [endsoy s,uswiopy pue weysLg Y} je Jueqolq e ur parojs aq [[im sapdwes ‘opqeorjdde se ‘senuoyne Aroyendar pue YI/DAL/GII o £q paaoidde aroym pue suonendar
[e00] £q pamo][e 19UM SALNUNOD ur sA)Is Je syuedionted Sunuasuod woij pajds[[od 3q [[Im [eAIydIe 10 sojdwes poojq (g 1ISIA ) Sunsej-uou pue (G JISIA pue [ JSIA) Sunseq
‘JuSWUSISSe JUSwean)
119y} 03 Jurp109oe 0qedeld 10 geiquewad 1oy)10 9A199a1 [[IM sjuedionted poaziwopuel S)ISIA POJEDIPUL I9Y0 Y} JY "POLIdJ UJ-UMY 0qaoe[J 9} 10 SUOONILSUI UOT)BLSIUIWIPE
im Suofe {(sAep G¢ wNWIXew) poLdd uf-uny 0qede[d y3 1oy syuedronaed pajjoIud [[e 03 pasuadsip aq [[Im s}o[qe) 0qade[d AJuo ‘(JISIA JUSW[[OIUH/SUIUAIOS) | NISIA IV
‘uonisod pajess B U sINUI G 10] Sunsa1 usaq sey juedioned sy 1018 pa1ds[[09 9q pInoys SuSts [BIA NSIA qISD
oU} pue | JSIA Je PaInsesw 9q A[Uo [[Im JYSIOH "Pare[no[ed 4 [[IM [IAF QU} ‘90udIJunoio Isrem pue Wsiom Apoq ‘(AJuo 3SIA qaSD Pue | NSIA) WSy ‘ojer 1reay pue aanssaid
poOJq apnour SUSIS [BIIA (*019 ‘SFun| pue JSSYD NOSu pue pesy ‘douereddde [eIousF ‘3d) SWISAS Apoq JO UOHBUIEXS SUNNOI J9LIq & pasudwiod uoneurwexs [eoisAyd ayy,
WUSIA
ddSD 2y) e pue ‘sindd0 jutodpus Apms € 193y HSIA uosiad-ul 3s11j Ay} 18 ‘A[[enuue JISIA uoneziuopuey ayj je pajo[dwod oq [[1m areuuonsanb 9177 Jo Aren) paidisiuwupe-J[os s
‘uoneuawnNoop 9qeydosse pue 99USPIAS pasmbal
uo s[rejop 10j [°(] uonoag [000301d 294 *(91qeorjdde J1) oourIiojojul uneIs JO UOHBIUAWNIOP pue {(Aep/Sw § uneiseaeyrd 10 ‘Aep/Fu () < uneIseAwIs ‘Aep/3w () < UNBISBANSOL
‘Aep/Sui (f < uneIseAlole) uness Ajsuui-ysiy o3 -ajerapouwr Jurkyienb uo jou J1 syjuow g1 urgum (J/ow [8°1) Ip/Sw 0L > D-1(T 10 JUBIS[OIUI UNRIS PAIUSWNIOP
Jusypuow g urgna (7/jow 6$°g) Ip/SW 001 > D-TATJO 9OUIPIAS JU0Ad (JAD SutkJifenb ‘sisouSerp sajeqerp g odA) Sutkpijenb (/0w 91 1) Tp/SW G S ST [9A9]
D-TAH 1 s8] 38 pue ("J/[owt 69°[) Tp/3w OS[ < SI [9AS] D, [ ISed] & Jurkji[enb :sopn[our UOISSIUQNS PIOOAI [BIIPIU/AI0ISIY [BIIPIIA JISIA uoneziwopuey o} dn modo Ae|y
‘PaPI0921 2q [[Im (0 910u300) 99s) syutodpus Koeoryjo pue sgVS ‘[[ed duoydaroy
s1yy Suumn(g “Sursop aoojural pue uoddns juedionred apiaoid 03 1ISIA uonEZILIOPUERY 9y} 1Y€ (SABP €F) T YOI 18 PIonpuod [[ed suoydo(a) Sutog-[jom e aq [[Im ¢ USIA ,
"uon9I9[[0d
POO[q Sunsey-uou 10§ JISIA U0SISd-UL UE ST JISIA 9 YIUOIA Y} (] YUOJA Joye Syjuow  A13A9 A[jewrxordde JuLunaoo sysia uosiad-ur yim djeuisjfe [[1m spsia suoydad ], |

120T ‘€0 Areniqaq (INANINOY) TOE-LLS-S [000101] — UR[{ SISAJeUY [BONSTIRIS
OUJ ‘Q)MIIISU YOIBASAY BMOY



Kowa Research Institute, Inc.
Statistical Analysis Plan — Protocol K-877-302 (PROMINENT) February 03, 2021

S. PLANNED ANALYSES

5.1. Data and Safety Monitoring Board (DSMB)

The details regarding the DSMB processes and procedures will be outlined in the DSMB
Charter. The DSMB Charter will specify the analyses to be included in the regular reviews of
cumulative safety data. The DSMB will also be responsible for assessing whether results from
the interim analyses justify stopping the trial early for futility. The analyses planned will be a
subset of the analyses described in this SAP for the final analyses.

5.2. Interim Analyses

Three interim analyses will take place for this study. The analysis methodology for the interim
analyses will be consistent with the final analysis described in the main body of this SAP. The
one difference is that censoring at the interim analysis will utilize the interim analysis data cut-
off date instead of the end of study date. The list of outputs provided with the full set of output
templates (planned for the final analysis) will highlight which of these outputs will also be
provided for the interim analyses.

To preserve alpha and to minimize the likelihood of an inflated effect estimate associated with
early stopping, preplanned efficacy analyses will occur at accrual of approximately 50% and
75% of the planned study primary endpoints. The design of the study, including evaluation of the
implications of interim monitoring on study power, considered that stopping boundaries would
be based on the Haybittle-Peto method. Under this approach, the Z-values for the boundary at the
50% and 75% information times would be +3.29, corresponding to 2-sided p-values of 0.001.
Additionally, the DSMB will also consider the direction of effect for each of the components of
the primary endpoint as well as the sensitivity analysis for loss-to-follow-up, ensuring that the
point estimate for each is consistent with the composite result and there is no concern for safety.
The DSMB will also consider the direction of the effect in women, again ensuring consistency
with the overall result and no concern for safety. Specifically, in order for the study to be stopped
early, the estimated HR for the pemafibrate group compared to placebo must be < 1 for each
component of the primary endpoint as well as for the subgroup of women. Further, the HR of
1.36 seen in ACCORD must not be in the 95% CI for the primary endpoint in the subgroup of
women.

As a guideline for considering a recommendation to stop the study early because of convincing
evidence of inefficacy (futility), preplanned inefficacy bounds will also be considered at accrual
of approximately 30%, 50%, and 75% of planned study endpoints. Based upon the Linear 10%
Inefficacy Boundary approach described by Freidlin, Korn, and Gray?, the inefficacy boundary
will be crossed if the observed relative hazard of the primary endpoint associated with
pemafibrate assignment is greater than 1.000 at the first interim futility analysis, greater than
0.996 at the second interim futility analysis, or greater than 0.988 at the third interim futility
analysis and the 95% CI excludes the expected effect. Simulations performed by Freidlin et al
indicate that their Linear 10% Inefficacy Boundary approach is associated with a less than 1%
loss of power due to inefficacy monitoring. Further, their approach is more conservative than a
10% or 30% conditional power approach in later follow-up (ie, after 70% of information is
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accrued). However, the Linear 10% Inefficacy Boundary approach is more aggressive than a
10% (or even a 20%) conditional power rule at earlier information accrual points, so a more
conservative boundary may be preferred at the first interim futility analysis.

5.3. Final Analyses

This trial is endpoint driven. When the appropriate number of major cardiovascular events have
occurred, a close out procedure will be initiated. The close out procedure will end at the date of
the last visit of the last patient, which will be the analysis cutoff date. Information will continue
to be collected after the final visits, including endpoint adjudication, and follow-up of patients
who withdrew consent or did not attend their final visit. Database lock will occur after data
cleaning and adjudication of all endpoints.

All final, planned analyses identified in this SAP will be performed by IQVIA Biostatistics
following sponsor authorization of this statistical analysis plan, database lock, and unblinding of
treatment.
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6. GENERAL CONSIDERATIONS FOR DATA ANALYSES AND
HANDLING

6.1. General Summary Table and Individual Subject Data Listing
Considerations

In general, summary tables will be organized with respect to treatment group (K-877 followed by
placebo). When deemed appropriate, tables will display sub-group differences by treatment

group.
Summary tables for medications, medical conditions, and adverse events are coded according to
standard dictionaries including the WHO Drug standard dictionary and the MedDRA dictionary.

Supportive individual Subject Data Listings, as a minimum, are sorted and presented by
treatment group (group) and investigational site (center). Listings will also include subject
number, visit number, visit date, and days relative to the initiation of double-blind treatment, if
applicable.

6.2. Software Version

Derived data sets will be analyzed and summary data tables generated using SAS version 9.4 or
higher.

6.3. Data Presentation Conventions

Continuous variables (eg, age) will be summarized using descriptive statistics (the number of
subjects with available data, the mean, standard deviation (SD), median, and minimum and
maximum). Categorical variables (eg, race) will be summarized using counts and percentages.
Percentages will be calculated using the total subjects per treatment group.

The following conventions are applied to all data presentations and summaries.

e For continuous variables, all mean and median values will be formatted to one more
decimal place than the measured value. Standard deviation values will be formatted to
two more decimal places than the measured value. Minimum and maximum values will
be presented with the same number of decimal places as the measured value.

e For categorical variables, the number and percentage of responses will be presented in the
form XX (XX.X%) where the percentage is in the parentheses.

e Date variables will be formatted as DDMMMYYYY for presentation. Time is formatted
in military time as HH:MM for presentation.

e Wherever possible, data will be decimal aligned.

e P-values, if applicable, will be presented to 3 decimal places. If the p-value is less than
0.001 then it will be presented as <0.001. If the rounded result is a value of 1.000, it will
be displayed as >0.999.

e Unless otherwise stated, any statistical tests performed will use 2-sided tests at the 5%
significance level.
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6.4. Analysis Populations and Overall Study Period

6.4.1. Screen Failures

Subjects are considered a screen failure if they are not found to be eligible for randomization
under the eligibility criteria specified in the protocol. Once they are randomized and receive
study drug (even if mis-randomized) they are included in one or more analysis sets below.

6.4.2. Safety Population

The safety population includes all subjects who received at least one dose of study treatment.
Subjects will be analyzed according to their randomized treatment group, unless a subject
inadvertently receives the incorrect drug during the entire study, in which case, the subject will
be grouped according to the treatment actually received.

6.4.3. Intent-To-Treat (ITT) Population

The Intention-To-Treat population will serve as the primary analysis population and will include
all randomized subjects who received at least one dose of study treatment. Subjects will be
analyzed according to their randomized treatment group regardless of whether they adhere to
their assigned treatment.

6.4.4. Per-Protocol (PP) Population

The Per-Protocol population will include all subjects in the ITT analysis set who have been
identified by having efficacy affected through violations on the CTMS log or compliance. The
reason for exclusion was identified with CTMS external data source and an external compliance
data source. Subjects will be analyzed according to their randomized treatment group regardless
of whether they adhere to their assigned treatment.

6.4.5. Overall Study Period

Overall Study Period is defined as the time from the date of first study treatment to the Common
Study End Date (CSED).

6.5. Baseline Definition

Unless otherwise specified, baseline is defined as the last non-missing measurement taken prior
to first dose of study treatment (including unscheduled assessments). In the case where the last
non-missing measurement and the first dose date coincide, that measurement will be considered
pre-baseline, but Adverse Events (AEs) and medications commencing on the first dose date will
be considered post-baseline.

6.6. Derived and Transformed Data

6.6.1. Baseline Age

Subjects’ age in years will be calculated based on date of informed consent date using the
following formula:

Age (year) = FLOOR((date of informed consent — date of birth)/365.25)
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where FLOOR( ) function returns the integer part of the result. If any component of the date of
birth is unknown, the subject’s baseline age will be taken directly from the eCRF.

6.6.2. Study Day

If the date of interest (i.e., event date, assessment date, etc.) occurs on or after the date of first
dose of study treatment then study day will be calculated as (date of interest — date of first dose)
+ 1. If the date of interest occurs prior to the date of first dose of study treatment then study day
will be calculated as (date of interest — date of first dose). There is no study day 0.

6.6.3. Change from Baseline
Change from baseline is calculated as (post-baseline result — baseline result).
Percent change from baseline is calculated as ((change from baseline/baseline result) * 100).

If either the baseline or the post-baseline result is missing, the change from baseline and/or
percentage change from baseline is set to missing as well.

6.6.4. Visit Windows

No visit windowing will be applied to this study. For by-visit summaries, data recorded at the
nominal visit will be presented. If multiple assessments occur within a visit, the result closest to
the protocol defined visit will be used for the by-visit summaries.

Unscheduled measurements will not be included in by-visit summaries, but would be included in
time to event analyses.

6.7. Handling of Missing Data

Every effort will be made to minimize missing data throughout the trial, from the design phase
through follow-up.

Right censoring will apply for any time to event analyses.

For select continuous measures, missing data will be addressed using Mixed-Effect Model
Repeated Measure (MMRM) methods.

6.7.1. Missing Endpoint Dates

For time to event analyses, only observed events will be used and censoring will be assumed to
be non-informative for the main analyses. Partially missing endpoint event dates will be imputed
using the start date and end date of the Overall Study Period after due diligence to obtain
accurate information has failed. A conservative imputation approach will be implemented such
that more events will be included in the analyses. If the known components of the endpoint date
indicate the event occurred in the same month as the start of the Overall Study period, the event
day will be imputed using the Overall Study period start day. If the known components show the
event occurred in the same year as the start of the Overall Study period, the event month and day
will be imputed using the Overall Study period start day and month. Similarly, if the known
components of the endpoint date indicate the event occurred in the same month as the end of the
Overall Study period, the event day will be imputed using the Overall Study period end day. If
the known components show the event occurred in the same year as the end of the Overall Study
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period, the event month and day will be imputed using the Overall Study period end day and
month. For missing date components falling outside the assumptions outlined previously, a
conservative imputation approach will be implemented in regards to time to event. If only the
year is known, the event day and month will be assigned to January 1%, If the month and year are
known, the event day will be assigned to the first day of the month.

6.7.2. Missing Start and Stop Dates for Prior and Concomitant Medication

Imputation of partially missing dates would follow the conservative imputation approach as
defined in section 6.7.1. When needed for summary tables of analysis, imputation for missing
prior and concomitant medication use would be done using the rules below.

Start Date Stop Date Prior Concomitant
Missing Missing Yes Yes

Missing Before First Dose Yes No

Before First Dose Missing Yes Yes

Missing After First Dose Yes Yes

After First Dose Missing No Yes

6.7.3. Missing Start and Stop Dates for Adverse Events

Completely missing or partially missing AE onset dates will be imputed as follows after due
diligence to obtain accurate AE information has failed. If the event date is completely missing
and could have occurred after the start of therapy, the date will be set to the start date of therapy.
Partially missing event dates will be imputed using the start date and end date of the Overall
Study Period. A conservative imputation approach will be implemented such that more events
will be considered treatment emergent.
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7. STUDY POPULATION
7.1. Subjects Disposition

The number of patients in each population will be presented overall and by region and site for
all randomized subjects.

Subject disposition and withdrawals will be presented by treatment group and overall. This
summary includes total number of subjects completing the study and total number of subjects
discontinuing from the study and reasons for discontinuation. Patients who withdrew from the
study will be presented in a listing.

Descriptive statistics of the number of days in trial will also be summarized. Number of days on
trial will be calculated as: date of end of participation (from EOS form) — date of randomization
+1.

Additional replicate tables may also be generated presenting the same accounting and disposition
data for important sub-sets of the study, including by region or country. Graphical summaries
including Kaplan-Meier plots of the dropout patterns will also be provided so that it can be
clearly seen if there is a differential dropout pattern between the treatment groups. The number
and percent of subjects who completed follow-up will be summarized by treatment group. A
subject will be counted as ‘completed follow-up’ if the subject is known to be dead or has
completed an assessment visit at the end of the study. Otherwise, a subject will be counted as
‘incomplete follow-up’.

7.2. Screen Failures

The demographic profile of subjects who terminate the trial as screen failures will be
summarized and presented in a listing or a submitted dataset.

7.3. Protocol Deviations

Deviations from the protocol which, based on clinical input, may have an impact on the efficacy
analyses will be presented. These are related to study inclusion or exclusion criteria, conduct of
the trial, subject management or subject assessment. The number of patients with ITT population
and protocol deviation type will be presented. Protocol deviations identified by type will also be
presented in a listing.

Prior to database lock and unblinding, subjects and the protocol deviation type will be given to
bios to present the reason.

7.4. Demographic and Baseline Characteristics

Demographic data and other baseline characteristics will be presented for the ITT population.
Statistical testing will be carried out for baseline characteristics for descriptive purposes only.
Chi-square tests will be performed on categorical results and Wilcoxon rank-sum tests will be
performed on continuous and ordinal results.

The following demographic and other baseline characteristics will be reported for this study:
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Demographics

Age (years)

Age categorized (<55, >=55)
Sex

Race

Ethnicity

Region

Baseline Characteristics

Height (cm)
Weight (kg)
BMI (kg/m?)
o BMI (kg/ m?) = weight (kg)/ height (m)?
BMI categorized (<30, >=30 kg/m?)

Waist circumference (cm)

Cardiovascular Diseases and Risk factors

Smoking Status (Current Smoker, Past Smoker, Never Smoked)

February 03, 2021

Statin Use (defined hierarchically by the following categories: 1) moderate/high intensity

statin, 2) Statin intolerance, 3) LDL-C <70 mg/dL (1.81 mmol/L))

Congestive Heart Failure (Yes/No)
Prior MI (Yes/No)

Prior Coronary Revascularization (Yes/No)
Peripheral Artery Disease (Yes/No)
HbA ¢ (% and mmol/mol)

HbA ¢ categorized (<8.5%; >8.5%)
Systolic Blood Pressure (mmHg)
Diastolic Blood Pressure (mmHg)
Pulse (beats/min)

HDL-C (mg/dL)

LDL-C (mg/dL)

Apo B
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e Remnant-C (mg/dL)

e Apo C-III (mg/dL)

e Fasting TG (mg/dL)

e Non-fasting TG (mg/dL)

e Diabetes duration (years)

e Hypertension (Yes/No)

e ¢GFR

e ¢GFR categorized (<53 mL/min/1.73m?; >53 mL/min/1.73m?)

7.5. Listing of Subject Inclusion and Exclusion Criteria

Although compliance with subject selection criteria is not routinely summarized in table format,
these data will be listed on an individual subject basis as needed for all randomized subjects.

7.6. Medical History and Medical Conditions Present at Entry

Past medical history and medical conditions present at entry will be described separately for the
ITT population. A medical condition will be considered present at entry if the stop date is
unknown or the condition is reported as ongoing at the time the medical history was obtained.

Conditions will be coded according to MedDRA dictionaries where information is available and
summarized by System Organ Class (SOC) and Preferred Term (PT).

7.7. Prior Medication History

Prior medication history will be described separately for the ITT population. A medication will
be considered prior medication history if the medication start and stop dates are prior to first dose
of study treatment. Missing dates will be imputed according to the method outlined in section
6.7.2.

All medications will be coded using the WHO dictionary and summarized by preferred term and
drug classes (level 3 — therapeutic class). Anatomic-Therapeutic Class (ATC) coding will be
used to define diagnosis-related drugs.

7.7.1. Non-Diagnosis Related Prior Medication History

This supportive listing, limited to non-diagnosis related medications, will include the unique data
associated with medication start and stop dates, dose, frequency of administration, route of
administration, trade name, generic name, and why it was prescribed.Non-Diagnosis related
medications will be identified as drugs used in diabetes and not related as in section 7.7.2
Diagnosis related prior medication history.
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7.7.2. Diagnosis Related Prior Medication History

Similar listings as described in Section 7.7.1 will be provided for diagnosis related prior
medications. Diagnosis related medications will be identified by ATC coding level 2 equal to
“DRUGS USED IN DIABETES”.
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8. EFFICACY
8.1. General Considerations

The following will be applied to all efficacy analyses where applicable.

The ITT population will be used in the analysis of efficacy endpoints. Endpoints will be
summarized by treatment group unless otherwise stated. Results will be presented by region and
center where appropriate. Extreme results by region or center will be noted.

The summary statistics for the efficacy endpoints and their individual components will be
provided. These statistics include the number of first events (i.e. the number of subjects with the
event), the total exposure to first event or censoring time, the annualized event rate, and the
Kaplan Meier estimates, when applicable. The annualized event rate will be calculated as the
number of subject with events divided by the total time at risk (years) to the subjects’ first event
or censoring time. The hazard ratio of the exposure group versus placebo with 95% Cls will be
provided using the Cox proportional hazards model including treatment. The model will be
stratified by the three stratification variables, sex, prior history of CVD, and baseline statin use,
under the assumption of differing baseline hazards.

8.2. Statement of the Null and Alternate Hypotheses
The primary statistical null and alternative hypotheses are:

Ho: The hazard rate of first occurrence of any component of the clinical composite endpoint of
nonfatal myocardial infarction, nonfatal ischemic stroke, coronary revascularization, or
cardiovascular death in the K-877 treatment group is equal to the hazard rate in the placebo

group

Hi: The hazard rate of first occurrence of any component of the clinical composite endpoint of
nonfatal myocardial infarction, nonfatal ischemic stroke, coronary revascularization, or
cardiovascular death in the K-877 treatment group is not equal to the hazard rate in the placebo

group

8.3. Subgroup Analyses

Subgroup analyses will be conducted for the primary endpoint and each individual component as
well as other endpoints as needed. Where applicable, each subgroup will be analyzed using a
Cox proportional hazard model including treatment and the two stratification variables: sex and
prior history of CVD. Due to the low level of statin intolerance at baseline, primary subgroup
analyses will not stratify on statin use at baseline. The descriptive summaries and the two sided
95% ClIs for the hazard ratio will be provided. Likelihood tests for treatment by subgroup
interaction comparing models with and without interaction terms between treatment and
categories will also be assessed. While a formal test for heterogeneity of treatment effect by
country or center has not been prespecified, center level deviations will be monitored across
multiple operational quality measures such as rate of discontinuation of study drug to ensure
there are no systematic differences introduced during the study.
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The subgroups may be based on characteristics including but not limited to the list below.

Variable Categories
Baseline Subgroups
Sex Men, Women

Established Cardiovascular Disease

Yes, No

Statin Use

Defined as those who are taking no statin at
baseline or are statin intolerant compared to
all others.

Region

Africa,

Asia (comprising Japan, Israel and India),
Eastern Europe,

Latin America,

US/Canada,

Western Europe

Age

<65

>=65

2

BMI (kg/m?)

<30,
30-34,
>=35

Race

Asian,
Black or African American,
White,

Other (including, Other, Multiracial and Not
Reported)

Ethnicity

Hispanic or Latino,
Not Hispanic or Latino,

Unknown/Not Reported

Duration of Diabetes

<10 years,
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>=10 years
Hypertension Yes, No
HDL Above/below median at baseline (screening

value)

LDL Above/below median at baseline (screening
value)
Fasting TG Above/below median at baseline (screening

value)

Non-Fasting TG

Above/below median at baseline
(randomization value)

Non-HDL Cholesterol

Above/below median at baseline (screening
value)

ApoB

Above/below median at baseline (screening
value)

Non-fasting Remnant Cholesterol

Above/below median at baseline
(randomization visit)

HbAlc Above/below median at baseline (screening
value)

hsCRP Above/below median at baseline (screening
value)

CYP3A4 or CYP2CS Inhibitor Use Yes, No

Ezetimibe Use Yes, No

PPAR-a rs6008845 genotype TT variant,
TC variant,
CC variant

On-Treatment Subgroups

On-Treatment Fasting TG

Above/below the median of the on-treatment
values in the pemafibrate group at a fasting 4
Month visit.
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On-Treatment Non-Fasting TG Above/below the median of the on-treatment
values in the pemafibrate group at a non-
fasting 6 Month visit.

On-Treatment Non-HDL Cholesterol Above/below the median of the on-treatment
values in the pemafibrate group at 4 Month
visit.

On-Treatment ApoB Above/below the median of the on-treatment
values in the pemafibrate group at 4 Month
visit.

On-Treatment Non-Fasting Remnant Above/below the median of the on-treatment
Cholesterol values in the pemafibrate group at 6 Month
visit.

On-Treatment hsCRP Above/below the median of the on-treatment
values in the pemafibrate group at 4 Month
Visit.

Subgroup analyses may also be added to safety presentations as needed.

Forest plots will be generated for the subgroup analyses.
8.4. Analysis of the Primary Efficacy Endpoint

8.4.1. Primary Efficacy Analysis

The primary endpoint of the trial is the time from randomization to the first occurrence of any
component of the clinical composite endpoint of nonfatal myocardial infarction, nonfatal
ischemic stroke, cardiovascular death, and coronary revascularization.

Patients who do not have an event will be censored at withdrawal of consent, end of study, or
death. The censor date will be the date of withdrawal of consent for follow-up, CSED or the
subject’s last assessment, or death, whichever comes first. The time to event/censoring in days
will be derived as (Date of First Occurrence of Event/Censoring — Date of First Dose) +1.

The primary analysis of the trial will use a likelihood ratio test based on a proportional hazards
model stratified on sex, prior history of CVD, and statin use at baseline to test the null hypothesis
of no association between assignment to active K-877 and the rate of the primary endpoint. All
analyses will classify patients according to their randomized treatment assignment, i.e. according
to the intention to treat principle, and will base evaluation of statistical significance on a two-
sided test with level 0.05. The estimated relative hazard in the K-877 group compared to the
placebo group with an accompanying 95% confidence interval will quantify the treatment
effect’. If this relative hazard is less than 1, then 100*(1-estimated relative hazard) will be
defined as the percent reduction in hazard associated with K-877 treatment. Rates of occurrence
of the primary endpoint will be defined as the total number of subjects who have this event in a
treatment group per 100 person-years of follow-up. Estimates of the probability of the primary
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endpoint by time after randomization within treatment groups will be based on the method of
Kaplan and Meier.

Analysis will be implemented using the SAS® procedure PHREG as follows:

PROC PHREG DATA = ..;
CLASS TREATMENT (ref='2");
MODEL AVAL*CNSR (1) = TREATMENT;
STRATA SEX CVD STATIN;
HAZARDRATIO TREATMENT / ALPHA=0.05;
RUN;

where AVAL = time to event

TREATMENT Randomized treatment group (pemafibrate and placebo)
CNSR = Censoring variable — 0 = Event, 1 = Censored

SEX = sex

CVD = prior history of CVD

STATIN = statin use at baseline

Additional analyses will separately evaluate whether the relative effects of K-877 versus placebo
is uniform over the follow-up period. These evaluations will be based on the tests for significant
interactions between study time and treatments proposed by Cox as well as consideration of
trends in scaled Schoenfeld residuals in the proportional hazards model. Specifically, residuals
will be plotted and a significant rank correlation of residuals with time will be indicative of a
changing effect. In the presence of significant correlation, separate effects by time period will be
reported. However, even with a significant correlation of residuals with time, the best overall
estimate of the effect of treatment will be the estimate obtained from the proportional hazards
model without the interaction.

8.4.2. Sensitivity Analyses of the Primary Efficacy Results

Two main types of sensitivity analyses will be done for the primary efficacy results. One
sensitivity analysis will be to repeat the primary analysis on the Per-Protocol population. The
other includes post-randomization changes in other lipid-lowering therapies.

Sensitivity of the results to post-randomization changes in other lipid-lowering therapies will be
assessed using a combination of strategies. As noted in the subgroup analyses, the results will be
stratified by baseline statin use. Additionally, an inverse probability treatment weighted approach
as developed by Robins and Hernan® will be used to account for time varying changes in lipid-
lowering therapy and to obtain an adjusted treatment effect estimate.

Additional analysis to clearly explore the efficacy over time will be performed as follows:

Primary endpoint as well as every component of the primary endpoint will be summarized by
treatment and by within year from randomization (first year from randomization, second year
from randomization, third year from randomization, fourth year from randomization, and greater
than 4 years from randomization).
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Secondary endpoints will also by summarized similar to the primary endpoint by within year
from randomization.

8.5. Analysis of the Secondary and Tertiary Efficacy Endpoints

In addition to the primary comparisons of K-877 treatment with placebo, prespecified secondary
efficacy endpoints will also be compared between treatment groups.

A sequential gate-keeping procedure will be used for the secondary endpoint testing to control
for the overall type I error at the 0.05 significance level. The primary endpoint will be tested first
at the 0.05 significance level, secondary endpoints will only be evaluated if primary endpoint is
positive. The total secondary endpoint alpha of 0.05 will be allocated between the two secondary
endpoints groups. Group A will be allocated an alpha of 0.049 and Group B will be allocated
0.001. Within each secondary endpoint group, a hierarchical testing structure will be followed, if
the testing is found to be statistically significant then proceed to the next endpoint testing at the
significance level of the group, otherwise stop testing. The hierarchical testing will be based on
the order of endpoints defined in Sections 3.2.2.1 and 3.2.2.2.

The order of Group A secondary endpoints is as follows:
1. The 4-component composite endpoint of non-fatal MI, non-fatal ischemic stroke,

hospitalization for unstable angina requiring unplanned coronary revascularization or
cardiovascular death

2. Any component of the 3-component composite endpoint of non-fatal MI, non-fatal
ischemic stroke, or cardiovascular death

3. Any component of the primary endpoint or hospitalization HF

4. Any component of the primary endpoint or all-cause mortality

5. Any new or worsening PAD

6. Individual endpoints and an analysis of total events (first and all recurrent non-fatal MI,
nonfatal ischemic stroke, coronary revascularization, or cardiovascular death)

7. Heterogeneity of effect by PPAR-a genetic polymorphisms, in particular but not limited
to rs6008845.

Analysis of time to event Group A secondary endpoints 1-5 and individual endpoints analysis
(first part of endpoint 6) will mirror the primary analysis. Specifically, analyses of these
secondary endpoints will use a likelihood ratio test based on a proportional hazards model
stratified on sex, prior history of CVD, and statin use at baseline to test the null hypothesis of no
association between assignment to active K-877 and the rate of a specific secondary endpoint.

The total events analysis (second part of endpoint 6) will use negative binomial regression, with
outcome being the total number of such events, a log link function, and a subject’s total follow-
up time as an offset. The independent variable will be randomized treatment assignment, and the
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model will consider the following variables as fixed effects: sex, prior history of CVD, and statin
use at baseline.

The analysis of heterogeneity of treatment effect by PPAR-a genetic polymorphisms will use a
Cox proportional hazards model including two stratification variables: sex and prior history of
CVD. This is due to both the low level of statin intolerance at baseline and concern that some of
the genetic subgroups may be sparse.

In addition to the separate analyses of each component of the primary endpoint, possible
heterogeneity in their effects across components will be evaluated. Analyses will use methods of
competing risks survival analysis and compare the relative effects of randomized treatments on
the different components of the composite outcome® °. The approach of Fine and Gray provides
a readily accessible implementation of a classical approach to competing risk analysis developed
by Kalbfleisch and Prentice®.

In addition to the individual components of the composite primary endpoint, other CVD
endpoints will be evaluated for treatment effect, including time to all-cause mortality, time to
first M1, time to first stroke, time to first ischemic stroke, and time to first hemorrhagic stroke.
Analyses will consider both fatal and non-fatal events where appropriate.

Secondary Group B lipid efficacy endpoints will be analyzed using analysis of covariance
(ANCOVA) with a retrieved dropout based pattern mixture model. Subjects with missing data
will be imputed using the distribution of retrieved dropouts for each arm, where retrieved
dropouts are defined as participants who are no longer taking study drug but have agreed to
continue to be followed. Imputed data will be analyzed using an ANCOV A model with baseline
measurement as a covariate and the treatment arm and randomization strata as fixed effects.

Analysis using an ANCOVA model will be implemented using the SAS® procedure MIXED as
follows:

PROC MIXED DATA = ..;
CLASS TREATMENT SEX CVD STATIN;
MODEL PCHG = BASELINE TREATMENT SEX CVD STATIN;
LSMEANS TREATMENT / DIFF CL;

RUN;

where PCHG = percent change from baseline

TREATMENT = Randomized treatment group (pemafibrate and placebo)
BASELINE = baseline value

SEX = sex

CVD = prior history of CVD

STATIN = statin use at baseline

The time to event microvascular tertiary endpoints will be analyzed as outlined for the primary
analysis. The other tertiary endpoints will be analyzed using MMRM method. Each model will
include the endpoint result change from baseline at each study visit as the response variable and
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study visit, randomization strata, baseline endpoint result, baseline result-by-study visit
interaction, treatment, and treatment-by-study visit interaction.

Analysis using MMRM method will be implemented using the SAS® procedure MIXED as
follows:

PROC MIXED DATA = ..;
CLASS VISIT SEX CVD STATIN TREATMENT SUBJID;
MODEL CHG = VISIT SEX CVD STATIN BASELINE BASELINE*VISIT
TREATMENT TREATMENT*VISIT / DDFM=KR;
REPEATED VISIT / SUBJECT = SUBJID TYPE=UN;
LSMEANS TREATMENT*VISIT / DIFF CL;
RUN;

where CHG = change from baseline at each study visit

TREATMENT = randomized treatment group (pemafibrate and placebo)
BASELINE = baseline value

SEX = sex

CVD prior history of CVD

STATIN = statin use at baseline

VISIT = study visit

SUBJID = subject ID

If the MMRM model using an unstructured covariance matrix fails to converge with the default
Newton-Raphson algorithm, the Fisher scoring algorithm will be used to provide initial values of
the covariance parameters. In the rare event that none of the above methods yields convergence,
a structured covariance, such as heterogeneous Toeplitz and Toeplitz structures, will be used to
model the correlation among repeated measurements. In this case, the empirical option will be
used because the sandwich variance-covariance estimator is asymptotically consistent.

8.6. Summary of Reasons for Efficacy Non-Evaluability/Exclusion from
Efficacy Analyses

Any subjects excluded from the per-protocol population (PP) will be summarized by treatment
group and supported by an individual subject data listing providing the reason each subject was
made unevaluable.

56



Kowa Research Institute, Inc.

Statistical Analysis Plan — Protocol K-877-302 (PROMINENT) February 03, 2021

9. QUALITY OF LIFE ANALYSES

9.1. Summary of European Quality of Life—5 Dimensions 5 Level
Questionnaire

For assessment of health related quality of life, the EQ-5D-5L will be used to generate summary
indices. These will be analyzed using an MMRM that will include the EQ-5D-5L VAS Score
change from baseline at each study visit as the response variable and study visit, randomization
strata, baseline result, baseline result-by-study visit interaction, treatment, and treatment-by-
study visit interaction..

The same SAS® procedure MIXED as stated in Section 8.5 for the analysis of the tertiary lipid
endpoints will be used.
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10. SAFETY AND TOLERABILITY

The safety analyses will be summarized for all subjects included in the Safety population by
treatment group.

10.1. Overall Summary of Adverse Events

Any AE that occurs during the study is a study AE. Treatment emergent adverse events (TEAEs)
are defined as AEs that started or worsened in severity on or after the first dose of study
medication and prior to the last date of study medication + 30 days (inclusive). The overall
incidence summary of all AEs will include the following:

e Number and percent of subjects with at least one TEAE;

e Number and percent of subjects with at least one TESAE;

e Number and percent of subjects with at least one severe TEAE;

e Number and percent of subjects with at least one drug related TEAE;

e Number and percent of subjects with at least one drug related TESAE;

e Number and percent of subjects with at least one TEAE leading to death;

e Number and percent of subjects with at least one TEAE leading to study drug
interruption/discontinuation;

The information presented in this table is derived from the adverse event record and these results
may differ from summaries that use the end of study record as the data source (e.g., subject
accounting and disposition). This can occur when counting the number of discontinuations due
to AE using data in the end of study record compared to the outcome in the AE record.

10.2. Adverse Event Preferred Term and Body/Organ System Summary
Tables

Adverse Events (AEs) will be coded using Medical Dictionary for Regulatory Activities
(MedDRA) central coding dictionary, Version 23.0 or higher.
10.2.1. Summaries of Adverse Event Incidence Rates for All Subjects

Incidence of TEAEs will be presented by SOC and PT. Subjects will be counted only once at the
SOC level and will be counted once for each applicable PT; multiple occurrences of the same
preferred term for a subject will be counted only once. Subjects who experience more than one
event within the same SOC are counted once at each preferred term level.

Supplementary tables will summarize the events with respect to the maximum severity observed
for each preferred term and relationship to study medication.
10.2.2. Summaries of Adverse Incidence Rates for Serious Adverse Events (SAE),

Adverse Event Dropouts, and Death

Adverse event incidence rates, by SOC and PT, will be summarized for subjects who report a
non-fatal serious adverse event, discontinue treatment prematurely due to an adverse event, and
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deaths. A listing will also be generated of premature discontinuations due to all causality.
Individual data listings will support these tables in two forms:

1. Sorted by subject and all events at the preferred term level.

2. Sorted by preferred term and listing all subjects.

10.3. Total Duration of Therapy, Average Daily Dose, Maximum Daily
Dose, Final Daily Dose of Study Medication, Compliance, and Study
Drug Exposure

The duration of treatment will be summarized as a continuous measure and in a frequency
distribution. The average daily dose, maximum daily dose attained at any time during the study,
the final daily dose taken just prior to study termination, and compliance will also be
summarized.

Subject months of drug exposure will be presented as cumulative summary statistics. The total
number of days of treatment will be determined for each subject and then summed over all
subjects. This total is divided by 30 days to estimate the months.

10.4. Concomitant and Other Medications

Concomitant medications, prescribed and over the counter, that the subject takes or continues to
take after baseline will be summarized. Medications with missing dates will be imputed
according to section 6.7.2. The same summary format applies here as it was described for the
medication history in section 7.7 with respect to major drug class, minor drug class, and generic
name. The same subject counting procedures will also apply (eg, major class frequencies will
represent subjects only once even though the same subject can be counted for multiple minor
sub-classes and generic names).

10.5. Routine Laboratory Data

Results from the central laboratory will be included in the reporting of this study for
Hematology, Blood Chemistry and Urinalysis. Presentations will use SI units. Tryglicerides and
Glucose will be split by fasting status. An additional by visit Lipid table will be presented using
conventional units along with the reference ranges and change from baseline.

Quantitative laboratory measurements reported as “< X”, 1.e. below the lower limit of
quantification (BLQ), or “> X”, i.e. above the upper limit of quantification (ULQ), will be
converted to X for the purpose of quantitative summaries.

Actual and change from baseline by visit will be summarized for quantitative measurements. The
within-group p-value from the paired t-test on the mean change from baseline and the 95%
confidence interval limits for the mean change from baseline are also included with the change
descriptive statistics. For select quantitative laboratory data, assessments will also be presented
graphically to show the change from baseline as a function of the baseline value.

Shift tables (in categories of low, normal, and high) from baseline to each post-baseline
scheduled visit will be provided by treatment group for selected laboratory parameters. Also, the
number and percentage of subjects with clinically relevant abnormal laboratory values will be
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calculated for each treatment group for selected laboratory parameters. Percentages for these
summaries will be based on the available data, rather than the total number of subjects.

10.6. Vital Signs

Actual and change from baseline vital signs will be summarized by visit for systolic and diastolic
blood pressures (mmHg), heart rate (bpm), waist circumference (cm), weight (kg) and BMI
(kg/m?). The organization of the results is the same as described for the laboratory data.

The incidence rates of significant vital sign changes, including the criteria for clinically notable,
will be summarized. Clinically notable will be identified as the following criteria:

e Systolic BP
o <=90 Low
o 90-160 Normal
o >=160 High

¢ Diastolic BP
o <=60 Low
o 60-100 Normal
o >=100 High

e Heart Rate (HR)
o <55Low
o Greater than or equal to 55 and less than or equal to 130 Normal
o >130 High

60



Kowa Research Institute, Inc.
Statistical Analysis Plan — Protocol K-877-302 (PROMINENT) February 03, 2021

11. REFERENCES

1. Lachin JM, Foulkes MA. Evaluation of sample size and power for analyses of survival with
allowance for nonuniform patient entry, losses to follow-up, noncompliance, and
stratification. Biometrics. 1986:507-5192.

2. Reboussin DM, DeMets DL, Kim K, Lan KG. Computations for group sequential boundaries
using the Lan-Demets spending function method. Controlled clinical trials. 2000;21:190-207

3. Freidlin B, Korn EL, Gray R. A general inefficacy interim monitoring rule for randomized
clinical trials. Clinical Trials. 2010;7:197-208

4. Lunn M, McNeil D. Applying Cox regression to competing risks. Biometrics. 1995;51:524-
532

5. Glynn RJ, Rosner B. Comparison of risk factors for the competing risks of coronary heart
disease, stroke, and venous thromboembolism. Am J Epidemiol. 2005;162:975-982

6. Kalbfleisch J, Prentice R. The statistical analysis of failure time data. New York: John Wiley
and Sons; 1980.

7. Rotnitzky A, Farall A, Bergesio A, Scharfstein D. Analysis of failure time data under
competing censoring mechanisms. Journal of the Royal Statistical Society: Series B
(Statistical Methodology). 2007;69:307-327

8. Hernan MA, Brumback B, Robins JM. Marginal structural models to estimate the causal
effect of zidovudine on the survival of HIV-positive men. Epidemiology. 2000;11:561-570

9. Cox D. Regression models and life tables (with discussion). J Roy Statist Soc Ser B.
1972;34:187-220.

10. Lipkovich, I, Ratitch, B., and O'Kelly, M. (2016) Sensitivity to censored-at-random
assumption in the analysis of time-to-event endpoints. Pharmaceut. Statist., 15: 216—229. doi:
10.1002/pst.1738.

11. Peckova M, Fleming TR. Adaptive test for testing the difference in survival distributions.
Lifetime Data Anal. 2003;9:223-38.

12. Carpenter JR, Roger JH, Kenward MG. Analysis of longitudinal trials with protocol
deviation: a framework for relevant, accessible assumptions and inference via multiple
imputation. Journal of Biopharmaceutical Statistics 2013; 23(6):1352—-1371

61



Kowa Research Institute, Inc.

Statistical Analysis Plan — Protocol K-877-302 (PROMINENT) February 03, 2021
APPENDIX 1: SUMMARY OF CHANGES TO THE CLINICAL TRIAL
PROTOCOL

Amendment 1. On March 27, 2017, the clinical trial protocol was amended to incorporate the
following changes:

1. The telephone visit at Month 2 was converted to an in-person visit with fasting blood
samples for safety laboratory assessment and pregnancy testing.

2. A second criterion was added to Section 8.2.3 (Rescue Therapy for Persistently Elevated
TG During the Study). Specifically, an alert to Investigators was added when fasting TG
levels exceed 650 mg/dL (7.34 mmol/L) with a concurrent 60% increase from fasting
baseline value. This was added to clarify alerts for both fasting and non-fasting TG values.

3. Clarification was made that study drug compliance would be assessed at in-person
dispensing visits.

4.  Clarification was made that unblinded participants must continue to be followed for study
visits.

5. Urine sample collection was removed from the Screening and Enrollment Visit.
6. A typographical error in the Lachin and Foulkes power formula was corrected.
7.  Alpha allocation was specified for Group A and Group B secondary endpoints.

8. A sentence indicating that while a formal test for heterogeneity of treatment effect by
country or center is not pre-specified, center level deviations across multiple operational
quality measures will be monitored.

9. Other minor changes including a) typographical error pertaining to free T4 levels, Section
7.2 exclusion criterion 6, b) insertion of ‘low’ prior to HDL-C levels, Section 5.1, and ¢)
removal of ‘time to first occurrence of” for Group B lipid endpoints, section 5.2.2.

Amendment 2. On March 18, 2020, the clinical trial protocol was amended to incorporate the
following changes:

1. The primary endpoint was modified. “Hospitalization for unstable angina requiring
unplanned coronary revascularization” was replace with “coronary revascularization.

2. The change in detectable risk reduction was changed from 18% to 16.6%.

3. It was clarified that the study must accrue 1279 (previously mentioned as 1071) adjudicated
and confirmed events in order to achieve 90% power for the 16.6% risk reduction and that
this number was increased by 1.9% to account for interim monitoring, bringing the final
targeted number of events to 1304.
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4.  The target number of events was changed throughout the document from 1092 to 1304.

5. Associated tables and entries which describe event rates (Table 2 in this document) were
updated accordingly to reflect the new risk reduction, target number of events adjusted for
interim analyses, and placebo event rates.

6.  The secondary endpoints (Group A Clinical) were updated to reflect the corresponding
changes in the primary endpoints. Specifically, the original primary endpoint was made the
first Group A endpoint.

7.  Time to event analyses of individual endpoints and total events were added as part of the
secondary analysis.

8. An additional secondary analysis was added to investigate evidence of any genetic effect
modification that may relate to pemafibrate and incident cardiovascular events. In
particular, the investigation of the effect of pemafibrate as compared to placebo on
cardiovascular events according to known genetic polymorphisms in the PPAR-a gene,
(such as, but not limited to rs6008845) is now pre-specified.

9.  Text was added to clarify the difference between study drug discontinuation (temporary)
and permanent discontinuation (through written withdrawal of consent from the study).

10. A statement was added to clarify that for subjects who withdraw from the study but do not
revoke consent, contact methods in the original consent form may be used to ascertain
health status.

11. A definition of coronary revascularization was added to support the update to the primary
endpoint.

12.  To enhance compliance among subjects who have discontinued study medication, an
option to restart study medication at once daily dosing has been added with a goal to
achieve targeted twice daily dosing.

13. The frequency of safety laboratory tests was decreased to annual after month 12 to limit
unnecessary blood draws.

14. Other minor changes include clarification regarding timing of the Quality of Life
questionnaire, deletion of mention of thyroid studies from month 2, 4, and 6 visits to align
with the protocol text and lab schedule, and administrative changes (e.g. Quintiles changed
to IQVIA throughout).

15. All countries where subjects are participating in the trial were sent Protocol Amendment 2
for consideration. The only country that objected to the proposed changes was India. The
Subject Expert Committee (SEC) representing the Indian Regulatory Authority (DCGI)
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denied acceptance of the changes. Submission of study data to the Indian Regulatory
Authority will be addressed at the end of the trial based upon future discussions with India.
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