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Study Title:

A phase lllb study to compare the efficacy andtyadé pitavastatin and atorvastatin:
a 12-week, randomized, multicenter, double-blirativa-controlled, non-inferiority
study in high risk hypercholesterolemic patients

Study Drug:

Product name: Pitavastatin (Livalo®) vs. AtorvastéLipitor®)
Unit dose: Pitavastatin (Livalo®) 2 mg; AtorvagtafLipitor®) 10 mg
Dosage formTablet encapsulated foral administration

Protocol No.: TATPITA20101005

Emergency Contact:

Ms. Yulun Liu, Clinical Research Associate and Mwanda Wu, Project Manager
Virginia Contract Research Organization Co., Ltd.

3F, No. 2, Lane 258, Ruiguang Rd., 114 Taipei, &aiw

Tel: +886-2-2657-5399 Fax: +886-2-2657-9678

Sponsor Information:

Tai Tien Pharmaceuticals Co., Ltd.
11F, No. 108, Sec. 5, Nanking E. Rd., 105 Taipain&n
Tel: +886-2-2756-8555 Fax: +886-2-2753-4789

Contract Research Organization (CRO) Information:

Virginia Contract Research Organization Co., Ltd.,
3F, No. 2, Lane 258, Ruiguang Rd., 114 Taipei, &aiw
Tel: +886-2-2657-5399 Fax: +886-2-2657-9678

Protocol Author(s):

Dr. Jenny Chang, Medical Writer
Virginia Contract Research Organization Co., Ltd.

Compliance of Guidance and/or Rules and Regulations

This protocol is designed as according to the fr@gonal conference on harmonization (ICH)
guidance and the current Taiwan health authoritiges and regulations. The study will be conducted
in accordance with the design and specific prowsiof this Department of Health (DOH) and
institutional review boards (IRBs) approved profpaoaccordance with the ethical principles that
have their origin in the Declaration of Helsinkindathat are consistent with Good Clinical Practice
(GCP) and the applicable regulatory requirement(s).

Confidentiality:

This document contains confidential informationeTkceiver(s) of this document understood and
agreed that this document is not to be disclosedhyounauthorized third party without written
agreement issued by the sponsor. The need to sksckrtain information contained in this document
for the purpose of obtaining informed consent figotential subjects or his/her legally acceptable
representative(s) of this study will be considesiedxceptions.
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I have understood the obligations as a clinical trial investigator and agreed to
perform and report the stady in compliance to the protocol and good clinical
practice (GCP) and the current rules and regulations set forth by the applicable
health authorities and international conference on harmonization (ICH).

L. Name of . .
Affiliation investigator Position Signature Date
Attending
Taipei Veterans Physician,
General Hospital, Jaw-Wen Chen Department of
Taipei, Taiwan Medicine,
Cardiology 2 5'2
B . T~ < U
Sponsor: Tai Tien Pharmaceuticals Co., Ltd. Page 3-1

Prepared by: Virginia Contract Research Organization Co., Ltd.



AN

CONFIDENTIAL Page 3-2 of 78
Project No. TATPITA20101005 20120213_05
Clinical Study Protocol for Pitavastatin (Livalo®) Final

Investigator’s Signature Page — 2

I have understood the obligations as a clinical trial investigator and agreed to
perform and report the study in compliance to the protocol and good clinical
practice (GCP) and the current rules and regulations set forth by the applicable
health authorities and international conference on harmonization (ICH).

Affiliation Name'of Position Signature Date
investigator

Attending _
Taipei Veterans Physician, .
General Hospital, Tao-Cheng Wu Department of 759’(/ A ;7! ($.2022
Taipei, Taiwan Medicine,

Cardiology
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perform and report the study in compliance to the protocol and good clinical
practice (GCP) and the current rules and regulations set forth by the applicable
health authorities and international conference on harmonization (ICH).

L. Name of . .
Affiliation investigator Position Signature Date
Attending
. Physician
Taipei Veterans D >
3 . . epartment of d 5
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aipel, Laiwan Endocrinology
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I have understood the obligations as a clinical trial investigator and agreed to
perform and report the study in compliance to the protocol and good clinical
practice (GCP) and the current rules and regulations set forth by the applicable
health authorities and international conference on harmonization (ICH).

Name of

Affiliation investigator Position Signature Date
Attending
Taipei Veterans . Physician,
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I have understood the obligations as a clinical trial investigator and agreed to
perform and report the study in compliance to the protocol and good clinical
practice (GCP) and the current rules and regulations set forth by the applicable
health authorities and international conference on harmonization (ICH).

L. Name of . .
Affiliation investigator Position Signature Date
Attending
Taipei Veterans Physician,
General Hospital, Wen-Chung Yu Department of

Taipei, Taiwan Ig:;};:gf:)zy ! ! Iy ;é ;; Z/ / Z [ é [é/ v}ﬂ/ 2
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I have understood the obligations as a clinical trial investigator and agreed to
perform and report the study in compliance to the protocol and good clinical
practice (GCP) and the current rules and regulations set forth by the applicable
health authorities and international conference on harmonization (ICH).

.. Name of e .
Affiliation investigator Position Signature Date
Attending
National Taiwan . Physician,
. . . Kuo-Liong ?
University Hospital . Department of W
Taipei, Taiwan Chien Medicine, / A 202>~
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1 have understood the obligations as a clinical trial investigator and agreed to
perform and report the study in compliance to the protocol and good clinical
practice (GCP) and the current rules and regulations set forth by the applicable
health authorities and international conference on harmonization (ICH).

Lo Name of . .
Affiliation investigator Position Signature Date
Attending
National Taiwan Physician, ‘
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Name of

Affiliation investigator

Position Signature Date

Attending

National Taiwan Physician,

. . Department of

University Hospital Ta-Chen Su . ;
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General .
Medicine
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I have understood the obligations as a clinical trial investigator and agreed to
perform and report the study in compliance to the protocol and good clinical
practice (GCP) and the current rules and regulations set forth by the applicable
health authorities and international conference on harmonization (ICH).

Affiliation Name.of Position Signature Date
investigator
Attending
National Taiwan Physician,
University Hospital Hung-Ju Lin Department of
Taipei, Taiwan Medicine, ) OL,Q >ol>. 2.0 4
Cardiology
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I have understood the obligations as a clinical trial investigator and agreed to
perform and report the study in compliance to the protocol and good clinical
practice (GCP) and the current rules and regulations set forth by the applicable
health authorities and international conference on harmeonization (ICH).
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Affiliation investigator Position Signature Date
Attending
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I have understood the obligations as a clinical trial investigator and agreed to
perform and report the study in compliance to the protocol and good clinical
practice (GCP) and the current rules and regulations set forth by the applicable
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. . Name of - .
Affiliation investigator Position Signature Date
Attending
Physician,
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practice (GCP) and the current rules and regulations set forth by the applicable
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Attending
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practice (GCP) and the current rules and regulations set forth by the applicable
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L. Name of " .
Affiliation investigator Position Signature Date
Attending
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I have understood the obligations as a clinical trial investigator and agreed to
perform and report the study in compliance to the protocol and good clinical
practice (GCP) and the current rules and regulations set forth by the applicable
health authorities and international conference on harmonization (1CH).

L. Name of " .
Affiliation investigator Position Signature Date
V Attending
Physician,
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I have understood the obligations as a clinical trial investigator and agreed to
perform and report the study in compliance to the protocol and good clinical
practice (GCP) and the current rules and regulations set forth by the applicable
health authorities and international conference on harmonization (ICH).

. Name of . ‘ .
Affiliation imvestigator Position Signature Date
Attending
National Cheng Kung Physician,
University Hospital, Ping-Yen Liu Department of bg"‘/ ) =3~ S/ :
Tainan, Taiwan Medicine, /hra” >0
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perform and report the study in compliance to the protocol and good clinical
practice (GCP) and the current rules and regulations set forth by the applicable
health authorities and international conference on harmonization (ICH).

.. Name of . .

Affihafmn investigator Position Signature Date
Attending

National Cheng Kung Physician,

University Hospital, Yi-Heng Li Department of ?) / %’ i/v‘ 20 / 2 5 JB

Tainan, Taiwan Medicine,
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perform and report the study in compliance to the protocol and good clinical
practice (GCP) and the current rules and regulations set forth by the applicable
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L. Name of .. .

Affiliation investigator Position Signature Date
Attending

National Cheng Kung Physician, - / /M )
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perform and report the study in compliance to the protocol and good clinical
practice (GCP) and the current rules and regulations set forth by the applicable
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. e Name of ‘s .

Affiliation investigator Position Signature Date
Attending

National Cheng Kung Physician,
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Tainan, Taiwan Medicine, ‘
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practice (GCP) and the current rules and regulations set forth by the applicable
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practice (GCP) and the current rules and regulations set forth by the applicable
health authorities and international conference on harmonization (ICH).
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perform and report the study in compliance to the protocol and good clinical
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Attending
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Attending
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L. Name of e .

Affiliation investigator Position Signature Date
Attending %

Changhua Christian P Physician, et ‘

Hospital, Chang-hua, IC—:I}slilZn Hsun, Department of o 2o(20)e 7

Taiwan Medicine, Loz
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Affiliation investigator Position Signature Date
Attending
Changhua Christian Physician, - - /%V -/ Z/
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Taiwan Medicine,
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Attending

Mackay Memorial o Physician,
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Affiliation . ame.of Position Signature Date
investigator
Attending
Mackay Memorial Physician,
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health authorities and international conference on harmonization (ICH).

L. Name of " .
Affiliation investigator Position Signature Date
Attending
Mackay Memorial k Physician, . . -
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Taiwan Medicine,
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perform and report the study in compliance to the protocol and good clinical
practice (GCP) and the current rules and regulations set forth by the applicable
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L. Name of e .
Affiliation investigator Position Signature Date
Attending
Mackay Memorial Cheng-Huang Physician,
Hospital, Taipei, Su Department of

Taiwan Medicine,
Cardiology W(F W WS” e/
/ /

Sponsor: Tai Tien Pharmaceuticals Co., Ltd. Page 3-31
Prepared by: Virginia Contract Research Organization Co., Ltd.



CONFIDENTIAL Page 3-32 of 78
Project No. TATPITA20101005 20120213_05
Clinical Study Protocol for Pitavastatin (Livalo®) ' Final

Investigator’s Signature Page — 32

I have understood the obligations as a clinical trial investigator and agreed to
perform and report the study in compliance to the protocol and good clinical
practice (GCP) and the current rules and regulations set forth by the applicable
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. L. Name of . .
Affiliation investigator Position Signature Date
Attending
Mackay Memorial s . Physician, P X '
Hospital, Taipei, Po-Ching Chi Department of O - OL\/V 20(2-03-03
Taiwan Medicine,
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Abbreviations and Definition of Terms

AE Adverse Event

ADA American Diabetes Association
ADMA Asymmetric Dimethylarginine
ADR Adverse Drug Reaction

ALT Alanine Aminotransferase

AST Aspartate Aminotransferase
BMI Body Mass Index

BUN Blood Urea Nitrogen

CHD Coronary Heart Disease

Cl Confidence Interval

CIOMS Council for International Organizations of Meal Sciences
CMH Cochran-Mantel-Haenszel

CK Creatinine Kinase

CRA Clinical Research Associate
CRC Contract Research Coordinator
CRF Case Report Form

DHA Docosahexaenoic Acid

DM Diabetes Mellitus

EAS Experimental and Applied Sciences
EC Ethics Committee

EKG Electrocardiogram

EPA Eicosapentaenoic Acid

FDA Food and Drug Administration
FPG Fasting Plasma Glucose

GCP Good Clinical Practice

Hb Hemoglobin

HbAlc Glycosylated Hemoglobin

Hct Hemotocrit

HDL High-Density Lipoprotein

HMG-CoA Hydroxy-Methylglutaryl Coenzyme-A

Sponsor: Tai Tien Pharmaceuticals Co., Ltd. Page 4
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LDL
LOCF
MedDRA
MHRA
NCEP ATP IlI
NPC1L1
NYHA
OHA
OPD

QD (q.d)
RBC

RDI

SAP
SSRIs
SUSAR
TC

TCAs

TG

UCL

UK

ULN
ULRR
VCRO
VCROIVRS
WBC
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Investigator Brochure

Investigational Product

Institutional Review Board

Interactive Voice Response
Low-Density Lipoprotein
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1. Protocol Synopsis

1.1 Synopsis

Study Title

A phase llIb study to compare the efficacy andtyadé
pitavastatin and atorvastatin: a 12-week, randothigaulticenter,
double-blind, active-controlled, non-inferiorityusty in high risk
hypercholesterolemic patients

Study Phase

b

Investigational Product

(IP)

Generic name: Pitavastatin
Product name: Livalo®

Unit dose: Pitavastatin (Livalo®) 2 mg
Atorvastatin (Lipitor®) 10 mg

Dosage formTablet encapsulated foral administration

Active Ingredient

Pitavastatin calcium

Route of Administration

Oral administration

Study Objective(s)

The primary study objective is to compare pitav@ista mg versus
atorvastatin 10 mg given once daily in the low-digrigpoprotein
cholesterol (LDL-C) lowering effect in patients tvit
hypercholesterolemia.

Diagnosis and Main
Patient Inclusion Criteria

1. Patient aged 20 years old and < 75 years old.

2. Patient who was eligible and able to participatthanstudy
and accepts to enter the study by signing writséormed
consent.

3. Patient with fasting LDL-C > 100 mg/dL. The conagatibn
of LDL-C is obtained from laboratory examination.

4. Patient with at least one of the following descapt(NCEP
ATP 1l guideline):

> Documented coronary heart disease (CHD)
> Type 2 diabetes mellitus (DM)

> If below 2+ risk factors (other than LDL) are prese
without CHD or CHD risk equivalent, assess 10-year
(short-term) CHD risk (see Framingham score) > 20%.

v' Female age 55 years old and male aget5 years
old.

v Fasting high-density lipoprotein cholesterol (HDI.-C
< 40mg/dL.

v Patient who has family history of premature CHD
(CHD in male first degree relative < 55 years; Cil
female first degree relative < 65 years).

Sponsor: Tai Tien Pharmaceuticals Co., Ltd. Page 9
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v" Hypertension (BP 140/90 mmHg or treated with
anti-hypertensive agents).

v' HDL-C > 60 mg/dL count as “negative” risk factor;
its presence removes one risk factor from the total
count.

5. Female patient with child-bearing potential mugeteeliable
contraception method(s) during the participatiothef study.

Patient Exclusion Criteria 1. Patient who has participated in other investigati@tudies
within 3 months before Visit 2.

2. Patient took medication and natural health foods (s
Appendix 13.3and13.4) known to alter blood lipid
profiles within 4 weeks of Visit 2.

3. Patient is taking any medication or food (S=xtion 8.2
that is prohibited by the study.

4. Patient taking Amiodarone will be excluded fronsthi
study (due to long half life of this medication).

5. Patient is diagnosed with type 1 DM or has beengusi
insulin/insulin analog medication.

6. Patient with a history of multiple drug allergiesvath a
known allergy to hydroxy-methylglutaryl coenzyme-A
(HMG-CoA) reductase inhibitors.

Patient with triglyceride (TG) > 400 mg/dL.

Excessive obesity defined as body mass index (BMI)
above 35 kg/h

9. Cerebral vascular disease (including cerebrovascula
hemorrhage or ischemia, transient ischemic attack)
diagnosed within 3 months before Visit 2.

10. Myocardial infarction, heart failure (NYHA clasd tr
IV), gross cardiac enlargement (cardiothoracioratD.5),
significant heart block or cardiac arrhythmias witB
months before Visit 2; history of uncontrolled cdep
ventricular arrhythmias, uncontrolled artrial
fibrillation/flutter or uncontrolled supraventrian
tachycardia, pacemaker or implantable cardiac dewire
not eligible for this study.

11. Patient with advanced renal disorder (Serum crieegin
levels> 2 mg/dL and blood urea nitrogen (BUNR5
mg/dL) at Visit 1.

12. Patient with advanced hepatic disorder (aspartate
aminotransferase (AST) or alanine aminotransfefAk€)
level> 100 IU/L).

13. Patient with creatine kinase (CK) level >&ULRR at

Sponsor: Tai Tien Pharmaceuticals Co., Ltd. Page 10
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14.

15.

16.

17.
18.

19.

any time point between Visit 1 and Visit 2.

Patient with poorly controlled diabetes mellitus@lc >
9.0%) or patient with severe hypertension (> 180Hgm
for systolic or > 120 mmHg in diastolic blood press).

Patient with hypothyroidism, hereditary muscular
disorders, family history of the above or histofy o
drug-induced myopathy.

Patient has significant alcohol consumption (> @5pure
alcohol) within 48 hours before Visit 2.

Any major surgery within 3 months prior to Visit 2.

Female patient who is lactating, being pregnamiamns to
become pregnant.

Patient with conditions judged by the investigasr
unsuitable for the study.
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Study Structure

Study design and plan:

This is a randomized, double-blind, active-conad]lnon-inferiority
study carrying in a multi-center setting. The stiglgesigned for
evaluating lipid lowering effects of Pitavastatmanew HMG-CoA
reductase inhibitor drug.

Patients will be recruited for at least a totalldfi evaluable cases.
The total randomized patient number in this stedgstimate of
about 226 cases.

At Visit 1, patiens will require completing designed assessments
examinations, including physical examinations, dgraphics,
medical history, medication history, vital sign&& and clinical
laboratory tests to evaluate and recruit the ptessidndidates. The
Visit 1 may involve up to 14 days before Visit atiénts are base on
Visit 1 examinations to justify their eligibilityotenroll in the study.
All the laboratory test results obtained from Visivill be used for
baseline calculation. On Visit 2, recruited patsewill be asked to
complete required assessments. No additional pesaioce for
laboratory tests is needed in Visit 2. However, whwestigator has
any concern about the patient’s condition, an gx&rdormance to
withdraw blood for required laboratory tests ioaled. Additional
examinations obtained from Visit 2 will be usedsagety purposes.
This is an optional re-check point for investigatty assure patient’s
eligibility and safety for this study. Furthermorithe patient has
undergone an additional laboratory test on Visth2,test results
obtained from the Visit 2 will be used as the biasetalculation,
combining with other laboratory tests obtained fidisit 1. Study
medications will be dispensed to the randomizeckpts at Visit 2,
Visit 3 and Visit 4 by a 4-weekly basis. Visit 3dawisit 4 will be
carried on week 4 (285 days) and week 8 (5615 Jd#ygatients
have an additional laboratory tests at Visit 2dgtmedications will
be dispensed after rechecking the laboratory ésstitris acceptable
for eligibility (approximate 1 week after Visit 2Jhe laboratory test
for safety and efficacy evaluation will be perfoinan Visit 3 (week
4, 28+5 days). There is no necessary to carry anddboratory tests
on Visit 4 (week 8, 565 days)nless an additional concern has t
made by the investigator. The Visit 5 will be oneke 2 (845 days)
The concomitant medications, dispense study dalgpratory
exams, the collection of unused treatment medicafiand adverse
event will be performed/recorded according to chiflow chart
(Seel.2.1 Clinical Flow Chart for detailed information).

Study Structure
(continuous)

There will be no change in study drug doses adfesgntire study
duration. The study drug is dispensed accordirtedreatment
schedule in the study protocol, by a 4-weekly bd3adients are
dosed once daily in the evening after dinner.
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Duration of study Patients will undergo screening procedures at \listtr determining

eligibility within 14 days prior to randomizing thmatients (Visit 2).
Patients will be dispensed of study medicationsfout patient
department/clinic (OPD) by the investigators staytirom Visit 2
(Day 0) until Visit 5. Patients are required to @back for Visit 3
and Visit 4 on week-4 and week-8, and trial clazeshe Visit 5,
which is on week-12. During this 12 weeks studyigoais may be
withdrawn from the study when meeting at least ainthe
withdrawal criteria.
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Center

North Taiwan:

National Taiwan University Hospital, Taipei, Taiwan
Taipei Veterans General Hospital, Taipei, Taiwan
Tri-Service General Hospital, Taipei, Taiwan

Mackay Memorial Hospital, Taipei, Taiwan

Central Taiwan:

Changhua Christian Hospital, Changhua, Taiwan
Southern Taiwan:

National Cheng Kung University Hospital, Tainanjwan

Blinding

Double

Study Arm

Pitavastatin 2 mg, tablet encapsulated
Atorvastatin 10 mg, tablet encapsulated

Stratification

A marked deterioration of glycemic control has besported in
some patients treated with atorvastatin. Theretbrg stratification
of DM and non-DM groups is use to compare the &ffet
pitavastatin with atrorvastatin on glycemic control

Type 2 DM with at least one of the following degption: fasting
glucose > 126 mg/dL, taking OHA, HbA%26.5%, and

random plasma glucose200 mg/dL twice in a row according to
ADA criteria.

Group that did not include any mentioned-abovesgatwill be
stratified to non-DM group.

Randomization

Yes

Patient Sample Size

Approximate 226 patients will be randomized to achkiat least 144
evaluable patients

Study Assignment

Patients who meet all eligible requirements foremtto the study
will be randomized into 1 of the 2 treatment groupé:1 ratio as
shown below:

1. Pitavastatin 2 mg / capsule, given once daily aftener in the
evening

2. Atorvastatin 10 mg / capsule, given once dailyradianer in the
evening

Primary Endpoints

The mean percentage change of the week-12 (Vigiv&uation
compared with the baseline on the LDL-C blood Is\w#lthe patients
between pitavastatin and atorvastatin.

Secondary Endpoints

Efficacy
Lipid efficacy
1. To estimate the proportion of patients achievind_-t®blood
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level to < 100 mg/dL at the week-12 (Visit 5).

2. The mean percentage change of LDL-C blood levelpaoing
baseline to week-4 (Visit 3).

3. The mean percentage changes of HDhi&@bd level comparin
baseline to week-4 (Visit 3) and week-12 (Visit 5).

4. The mean percentage changes of TG blood level cangpa
baseline to week-4 (Visit 3) and week-12 (Visit 5).

5. The mean percentage changes of non-HDL-C blood leve
comparing baseline to week-4 (Visit 3) and week\igit 5)
(non-HDL-C = Total Cholesterol — HDL-C).

6. To evaluate the net changes of Apolipoprotein ApqA1)
and Apolipoprotein B (Apo B) comparing baselindghe
week-12 (Visit 5).

Non-lipid efficacy

1. To evaluate the net changes of fasting plasma gaufrom the
baseline to the week-4 (Visit 3) and week-12 (Vigit

2. To evaluate the net changes of fasting insulinlleen the
baseline to the week-12 (Visit 5).

3. To evaluate the baseline and week-12 (Visit 5)lingesistance
by the homeostasis model assessment method (HONIAAIR
equation of:

HOMA-IR = fasting insulin level (uU/ml) x fastindasma glucose (mg/dL)
405 (mmol/L)

4. To evaluate the net change of HbAlc comparing #selne to
the week-12 (Visit 5).

5. To evaluate the net change of free fatty acid comgdhe
baseline to the week-12 (Visit 5).

6. To evaluate the net change of asymmetric dimetbiylare
(ADMA) from the baseline to the week-12 (Visit 5).

Note: all efficacy endpoints, including primary @adht, will be
statistically analyzed on DM and non-DM groupspesgively, as
well as pool data.

Safety

Clinical safety

1. To evaluate the changes in physical examinatioultses

2. To evaluate the changes in vital signs (pulsep$igsand
diastolic blood pressures).

3. To evaluate the changes in urinalysis, including @hithrocyte,
leukocyte, glucose, and protein (qualitatively).

4. To evaluate the change of EKG results (including @RS, QT,
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QTc, RR intervals).
Laboratory safety

To evaluate the net change of safety profile frasdiine to each
visit according to the flow chart (S&e2.1 Clinical Flow Chart) by
the follow laboratory tests:

- White blood cell (WBC) with differential count
- Red blood cell (RBC)
- Hemoglobin (Hb)
- Hematocrit (Hct)
- Platelet (PLT)
- C-reactive protein (CRP)
- Creatinine kinase (CK)
- Aspartate aminotransferase (AST)
- Alanine aminotransferase (ALT)
- y-Glutamyl transpeptidase (GGT)
- Total bilirubin
- BUN
- Serum creatinine
- Lactate dehydrogenase (LDH)
Adverse event (AE)
To evaluate AEs incidences.

Schedule of Visit

A total of 5 visits will be performed for this stydncluding Visit
1 (< 14 days prior to Visit 2), Visit 2 on day 0, Vi§iton day
28t5, Visit 4 on day 565, and Visit 5 on day 8%.

Statistical Analysis

Populations for analysis:

Patients will be categorized into the following ptadions to meet
various study purposes.

Intention-to-treat (ITT) population: the ITT poptian will
comprise all patients who ever received the triatication.

Per-protocol (PP) population: the PP populatioa ssibset of ITT
who satisfy the following conditions.

1. Fulfilling all inclusion and exclusion criteria

2. Dosed with at least 75% of total study medicatiGné3
capsules)

3. With primary efficacy measurement
Not taking any prohibited medications

Sponsor: Tai Tien Pharmaceuticals Co., Ltd. Page 16
Prepared by: Virginia Contract Research Organipafio., Ltd.



CONFIDENTIAL Page 17 of 78
Project No. TATPITA20101005 20120213 _05
Clinical Study Protocol for Pitavastatin (Liv&lo Final

Safety evaluations will be performed on ITT popiiatwhile
efficacy analysis will be performed on ITT and Ripplations. The
conclusion of efficacy of the study will be madeacling to the
results of ITT analysis.

Statistical analysis:

Summary statistics will be provided for all effigasafety, and
baseline/demographic variables by treatment, cemerDM status
(2 categories only: diabetic and non-diabetic). ¢aiegorical
variables, frequency tables including percentagése presented.
For continuous variables, descriptive statistiacshsas number of
available observations, mean, median, standarctlewi(SD),
inter-quartile range (IQR), minimum, and maximunil \ve
tabulated.

All statistical tests will be two-tailed with=0.05.

Mean percentage change of LDL-C, HDL-C, TG and ki@1--C
will be analyzed by using ANCOVA incorporating theeent, DM
status and risk factors defined in inclusion crdter (if appropriate,
including condition of existing CHD and other riictors to be
determined in statistical analysis plan (SAP))addrs and the
baseline value as covariate. The proportion ofepétiachieving a
target of lowering LDL-C will be analyzed by usiMH
(Cochran-Mantel-Haenszel) test incorporating DMustas
stratifications.

The hypothesis on primary endpoint will be
Ho: M1 - M2 < o)
Hi: M1 - M2 > 0, 0= -8.0%

M1 andp, denotes mean % change of Pitavastatin 2 mg QD and
Atorvastatin 10 mg QD, respectively, from baselmeveek 12
(Visit 5). Treatment group will be declared nonenbrity if the
lower limit of the 95% two-sided confidence intdreéthe adjust
means between treatment difference is greater-81apo.

Changes in Apo Al, Apo B, free plasma glucose,lindevel,
HOMA-IR, HbAlc, free fatty acid, ADMA will be anaked by
using ANCOVA incorporating treatment and DM staginsl risk
factors defined in inclusion criteria 4 (if appr@te, to be
determined in SAP) as factors and the baselinesvaducovariate.

Subgroup analysis of all efficacy endpoints willddso performed
on DM and non-DM groups, respectively.

Changes in vital signs, EKG (including PR, QRS, QT¢, RR
intervals), CBC tests, biochemistry tests will Ipalgzed by using
ANCOVA incorporating treatment and DM status asdesand the
baseline value as covariate. Urinalysis will bespreed with
descriptive statistics to demonstrate the trenchahge.
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Number of patients with physical exam abnormalitgach
scheduled visit will be tabulated by body systeiiGEexamination
results will be displayed in descriptive statistiagh number of
patients with abnormal findings tabulated for eachedule visit.

Adverse event incidents will be summarized deseapt by systen
organ class and preferred term using the MedDRAbgrideatment
group. The severity grade, relationship, actiorte&nd outcome
will also be analyzed.

Demography and baseline characteristics includerglgr, age,
height, weight and BMI will be listed by treatmembup and
analyzed between treatments to ensure comparatmyitssing
appropriate statistical methods of either ANOV Aotier
non-parametric tests incorporating treatment anddbdfus as
factors for continuous variables or using apprapr&atistical
methods of CMH (Cochran-Mantel-Haenszel) test ipooating
DM status as stratifications for categorical valeab

Sample Size Determination:

Statistical justification for sample size is priniabased on the
study results obtained from Phase Ill NK-104-3QMgt(see
Reference 18, Study of pitavastatin 2 mg vs. agiatan 10 mg and
pitavastatin 4 mg vs. atorvastatin 20 mg (followupgtitration) in
patients with primary hypercholesterolemia or camelli
dyslipidemia (protocol No.: NK-104-301). The pringandpoint
utilized for this cited study is the same as the osed in this
proposed study, namely, the mean percentage cludrtige 12"
week evaluation compared to the baseline on the-Clilood
levels of the patient. The following contents dre main statistical
basis for estimating sample size for this propatady:

The mean percentage change of th& wek evaluation compared
to the baseline on the LDL-C blood levels of thagyds.

1. Mean percentage change of th& i&ek evaluation compared
to the baseline on the LDL-C blood levels of follog/2 arms
based on NK-104-301 study:

v' Pitavastatin 2 mg QD
v/ Atorvastatin 10 mg QD
2. Null and alternate hypotheses:
Ho: M1-HM2< 0
Hi: Yy - H2 >0, 6= -8.0%

M1 andp, denotes mean % change of Pitavastatin 2 mg QD and
Atorvastatin 10 mg QD, respectively, from baselmeveek 12,
estimated as 37.9% (SD=13.97%) and 37.8% (SD=15.60%
the NK-104-301 study.
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3. Type | error rate: 0.05
4. Statistical power: 90%

5. Population for primary analysis in NK-104-3Q@ady: FAS (full
analysis population) population, defined as albd@mized
patients who receive at least one dose of study ana who
had at least one on-treatment lipid assessmentFARe
population is the same as ITT defined in this stizalythe
primary endpoint.

7. Statistical method used to calculate the sasip&e two group

Satterthwaite t-test of equal means (unequal veesiby using
nQuery Advisor 7.0.

Interim analysis: None

. Treatment group ratio: 1 to 1 for pitavastatim@ QD versus
atorvastatin 10 mg QD

Sample size derived from the above mentioned stati€onditions
is 72 for each group. The evaluable patients veltlbtermined as
ITT patients with at least 1 post-treatment LDL-@asurement.
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1.2 Flow Chart

1.2.1 Clinical Flow Chart

Visit 1 2 3 4 5
Week <-2 0 4 8 12
Day <-14 0 28t5 | 565 84+5
|Informed consent signed and given v 6.1.1
[Inclusion and exclusion criteria v V4 6.1.2
[Height v 6.1.3
[Demographic information v 6.1.4
Medical History (including smoking v 6.1.5
history)
Urine pregnancy test for applicable v v v v v 6.1.7
patients$
ital signs and body weight v v v v v 6.1.8
[Concurrent diseases/ status v v v v v 6.1.6
[Framingham risk score v 6.1.9
[Physical examinations v v Vv 6.1.10
[EKG examinations NE Vv 6.1.19
Randomization number assigned by v 6.1.15
IVRS
Hematology V3 V 6.1.11
a. White blood cells with
differential counts
b. Red blood cells
¢. Hemoglobin
d. Hematocrit
e. Platelet
Safety evaluations V3 v v v v 6.1.11
a. CRP
b. CK
c. AST
d. ALT
e. GGT
Safety evaluations V3 V 6.1.11
a. Total bilirubin
b. BUN
c. Serum creatinine
d. LDH
Urinalysis V3 v v 6.1.11
a.pH
b.RBC
c.WBC
d.Glucose
e. protein
Fasting insulin level V3 V 6.1.11
[Fasting plasma glucose NE N Vv V4 Vv 6.1.11
[HOMA-IR V3 Vv 6.1.12
[HbA, NE N 6.1.11
Fasting plasma lipids Ve v v VA Vv 6.1.11
a. Total cholesterol (TC)
b. Triglycerides (TG)
c. LDL-cholesterol (LDL-C)
d. HDL-cholesterol (HDL-C)
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lApo A1 and Apo B V3 v 6.1.11
liatty acid Ve Vv 6.1.11
DMA

[Dispense study drug NE v V 6.1.17
Unused treatment medication v v v 6.1.17
collection

[Record concomitant medications v v v v v 6.1.16
[Record adverse event (AE) v v Vv Vv 6.1.18
[Complete exit form Vv 6.1.20
[Dismiss patient Vv 6.1.20

! The applicable patients for urine pregnancy testdsfor female patient with childbearing

potential.

% Test results within 30 days before Visit 1 are ataele.
% All the laboratory test results obtained from Visiwill be used for baseline calculation. If the
patient has undergone an additional laboratoryatiesfisit 2, the test results obtained from

Visit 2 will be used as the baseline calculatiammbining with other laboratory tests obtained

from Visit 1.

withdraw blood for required laboratory tests iDaled.

“When investigator has any concern about the patieondition, an optional performance to

" If patients have an additional laboratory testgisit 2, study medications will be dispensed

after rechecking the laboratory test result is ptadae for eligibility (approximate 1 week

after Visit 2).
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Clinical Schematic Diagram

Visit 1 Visit 2 Visit 3 Visit 4 Visit 5
<-14 days 0 day 28 day 56 day 84 day
Visit Window 5 days 5 days 15 days
Livalo® 2mg
Baselin
Randomization Lipitor® 10 mg
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2. Introduction

2.1 Disease Background

Atherosclerosis and its complications are the legdause of mortality amongst men
and women worldwide. The prevalence in developmuyntries is increasing as they

adopt the eating, smoking and more sedentary hiabit®dern life styles in Northern
American, European and Asia societies [1].

The pathogenesis of atherosclerosis is a chroaie sf dyslipoproteinaemia and
inflammation, which encourages cholesterol plagumétion within arterial vessel
walls, exacerbated by hypertension, tobacco uselahetes. The process is mediated
through a variety of lipoprotein subclasses inadgdow density lipoprotein (LDL)
and very low density lipoprotein (VLDL), which trgport cholesterol and
triglycerides to peripheral tissues and are resptfor the formation of the
lipid-rich, unstable atheromatous plaques thatteeasis of atherosclerosis. High
density lipoprotein (HDL) is involved in transpargy cholesterol from cholesterol
replete peripheral tissues back to the liver anadvsrsely linked to cardiovascular
risk through its anti-inflammatory, antioxidativadaantithrombotic effect on
vasculature [2]. Studies have confirmed that lomgetiDL, VLDL and VLDL
remnants significantly improves the risks for cavdiscular disease and have
demonstrated the protective benefits of HDL.

The National Cholesterol Education Program Adutaiment Panel Il (NCEP ATP
[Il) recommendations provide guidance on the ititiiaof treatment aimed at
lowering lipid levels based on individual patiehcacteristics [3]. Three levels of
risk have been established, with the highest ngkviduals being those with coronary
heart disease (CHD), diabetes, clinical atherostitedisease in other vascular beds,
or multiple risk factors, resulting in a 10-yeakriof developing CHD of more than
20 percent [2, 4]. LDL-cholesterol (LDL-C) levelseandications for the initiation of
treatment and represent therapeutic targets, baettargets are achieved by only
one-third of all patients, and even fewer of thash established CHD. LDL-C levels
are the primary target of treatment, with LDL-C dridlyceride levels forming
secondary goals in these guidelines [5]. For irthligls with elevated triglycerides,
the primary goal remains achieving the appropiife-C target. The ATP

[l recommendations do not specify a target for L-Dlincrement due to insufficient
evidence regarding the proper level.

Medications available for lipid-lowering therapyMeavarious mechanisms of action
and pharmacokinetic properties. The most widelggnibed are the
3-hydroxy-3-methylglutaryl coenzyme A (HMG-CoA) rettase inhibitors, known as
statins [6]. These agents reduce the productiamolesterol in the liver by binding
with the enzyme responsible for its productioncamtrast, fibrates do not influence
lipid synthesis but rather reduce the levels di/fatids in the blood. Ezetimibe is an
agent that inhibits intestinal absorption by actimgthe sterol transporter NPC1L1 [7].
Niacin (nicotinic acid) reduces LDL-C and increaBi3L-cholesterol (HDL-C) via a
mechanism yet to be fully elucidated, althougls suspected to be involved in the
synthesis and metabolism of apolipoproteins. Biid aequestrants (BAS) bind bile
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acids in the bowel, thereby preventing reabsorptidoile from the intestine.
Omega-3 fatty acids have been postulated to lowstppandial triglycerides and have
antithrombotic and blood-pressure-reducing effgsits

2.2 Investigational Product

After diet and life-style changes, statins (HMG-C@8luctase inhibitors), introduced in
the late 1980s, are widely used as first-line agfmtlipid lowering in individuals with or
are ‘at risk’ of cardiovascular disease includingse with familial hypercholesterolaemia.
Statins inhibit the rate-limiting enzyme in cholsl production and, hence, up-regulate
hepatic LDL receptors increasing the removal ofippprotein B-containing lipoproteins
from plasma [8]. HMG-CoA reductase inhibitors afteim administered for the treatment
of hypercholesterolemia in patients with type Ddtas. Subgroup analysis of the 4S,
CARE, LIPID, and HPS studies has indicated thatiadiration of pravastatin or
simvastatin decreases the development of coroniany alisease, the mortality from
heart disease, and the overall mortality in patiarith type 2 diabetes mellitus [9]. More
recently, revisions to the guidelines have estabtisa new and lower target for LDL
cholesterol than was previously considered necgssdh the aim of reducing the
cardiovascular disease risk.

Atorvastatin, a lipophilic HMG-CoA reductase intidoi has potent LDL-C-lowering
activity and is frequently administered for theatreent of hypercholesterolemia
associated with type 2 diabetes mellitus [3, 9fhearecent CARDS study, atorvastatin
was shown to inhibit the development of cardiovisaevents in DM patients. However,
ASPEN study did not find any significant benefi@éflect of atorvastatin in such patients.
Thus, disagreement persists as to which statindégbe used for the treatment of
dyslipidemia in diabetics. It has been a matteeoént concern whether or not
atorvastatin causes a deterioration of glycemitrobrbasaket al. have

comprehensively reviewed the adverse effect ahstan glucose metabolism. There are
only a few relevant clinical trials. High-dose atstatin therapy was associated with
worsening of glycemic control in one trial. In Japthere have been a few case reports
and some clinical trials that have indicated am@aitadverse effect of atorvastatin,
although these studies were small in size and lsadr follow-up period. In safety issue,
most common treatment-associated adverse evergasasintestinal symptom, mainly
to a greater incidence in diarrhea. Serious adesrets were rare and seldom led to
withdrawal. Persistent elevations in hepatic tramsases to > 3 times the upper limit of
normal (ULN) were experienced by 0.5% of atorvastaeated patients [10]. A
persistent elevation in creatine phosphokinase ¥10N) was observed in even less
percentage of population. The incidence of treatrassociated myalgia was low (1.9%)
in atorvastatin treatment population in generahlitlomyolysis incidence in Grahamn

al. study [11] showed 0.44% for monotherapy with astatin. In overall incidence of
treatment-associated adverse events observedtamttastatin did not increase in the 10-
to 80-mg dose range, and was similar to that obdesith placebo and in patients treated
with other statins. Musculoskeletal and hepaticasky events showed that these occurred
infrequently and rarely resulted in treatment digication [7, 10].

Pitavastatin is an HMG-CoA reductae inhibitor isatommonly used in Japan and has a
powerful lipid-lowering effect [12]. It was disconezl in Japan by Nissan Chemical
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Industries, Ltd, and jointly developed further witbwa Company, Ltd, Tokyo, and has
been available in Japan since 2003. Pitavastasr@zently approved for use in the
United States by the FDA on Marcti 8009 under the trade name Livalo. Pitavastatin
has been also approved by the Medicines and Hasdtipcoducts Regulatory Agency
(MHRA) in UK on August 17 2010. It is known to metabolize minimally by human
cytochrome P450 (CYP), which may lead to the pdigibf less drug interactions. The
reduction of LDL-C by pitavastatin is comparablétat achieved with atorvastatin,
while pitavastatin also raises the level of HDLA@,[14]. From previous clinical studies,
such as NK-104-301, NK-104-305, pitavastatin wasared with atorvastatin in
primary hyperlipidemia or dyslipidemia/ diabetedlitues patients, pitavastatin had
shown non-inferior to atorvastatin in lowering L[{1,-total cholesterol (TC), TG and
apolipoprotein B (Apo B) as well increasing HDL-2gma level in 12-week study trial
[15, 16]. The safety and tolerability on the othand is well tolerated in
hypercholesterolemic patients according to the-pasketing LIVES study [17]. Most
common adverse events were increased in blood SGK, ALT and GGT. No clinical
significant abnormalities were associated withyaitaatin in laboratory abnormalities.
From LIVES study, myalgia was uncommon (1.08 %) @0@5 % incidence developed
rhabdomyolysis with creatine phosphokinase at teastimes the upper limit of normal.
In addition, pitavastatin was relatively safe te urselderly and no need to adjust the
dosage [17].

2.3 Study Rationale

Pitavastatin (Livalo®) is a new highly effectivash observed in nowadays. The
ideal statin can introduce maximum up-regulatiohi receptors, has a prolonged
period of action, has low potential for drug intgran, and is minimally exposed to
peripheral tissue. Further comparative studiedtafzastatin and other HMG-CoA
reductase in different patient/race group is neaxgsgor such reasons, we plan to
conduct this phase llIb trial of pitavastatin tdetenine its non-inferiority to
atorvastatin and to evaluate the efficacy and gafetigh risk hypercholesterolemic
patients in Taiwanese population. The investigatignoduct will be orally
administered 2 mg QD for a study period of 12 we@kss trial is prepared for future
pre-license marketing applications in Taiwan.
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3. Study Obijectives and Endpoints

3.1 Study Objectives

3.1.1 Primary Study Objective

The primary study objective is to compare pitav@ista mg versus atorvastatin 10 mg
given once daily in the LDL-C lowering effect intpants with hypercholesterolemia.

3.1.2 Secondary Study Objectives

The secondary objectives of this study are asvaio

1. To compare the other lipid and lipoprotein efficayitavastatin 2 mg versus
atorvastatin 10 mg given once daily in LDL-C, HDL -GG, non-HDL-C, Apo
Al, and Apo B lowering effects in patients with lkypholesterolemia.

2. To compare the non-lipid efficacy of pitavastatimg versus atorvastatin 10 mg
given once daily in fasting plasma glucose, fastirsgilin level, HbAlc, free fatty
acid, ADMA, and HOMA-IR lowering effects in patiemivith
hypercholesterolemia.

3. To compare the safety and tolerability of pitavasta mg versus atorvastatin 10
mg given once daily by clinical and laboratorisdults and adverse events.

Note: a marked deterioration of glycemic contrad baen reported in some
patients treated with atorvastatin. Therefore, shiatification of DM and
non-DM groups is use to compare the effects ovpgtatin with atrorvastatin on
glycemic control. All efficacy endpoints, includipgimary endpoint, will be
statistically analyzed on DM and non-DM groupspesdively, as well as pooled
data.

3.2 Endpoints
3.2.1 Primary Endpoints

The mean percentage change of the week-12 (Vigivalation compared with the
baseline on the LDL-C blood levels of the patidrgsveen pitavastatin and
atorvastatin

3.2.2 Secondary Endpoints

Efficacy
Lipid efficacy

1. To estimate the proportion of patients achieving @ blood level to < 100
mg/dL at the week-12 (Visit 5).

2. The mean percentage change of LDL-C blood levelpaoing baseline to week-4
(Visit 3).
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3. The mean percentage changes of HDL-C blood lewvabening baseline to
week-4 (Visit 3) and week-12 (Visit 5).

4. The mean percentage changes of TG blood level congpaaseline to week-4
(Visit 3) and week-12 (Visit 5).

5. The mean percentage changes of non-HDL-C blood ¢t&reparing baseline to
week-4 (Visit 3) and week-12 (Visit 5) (hon-HDL-CTE — HDL-C).

6. To evaluate the net changes of Apo Al and Apo Bpaoing baseline to the
week-12 (Visit 5).
Non-lipid efficacy

1. To evaluate the net changes of fasting plasma giifrom the baseline to the
week-4 (Visit 3) and week-12 (Visit 5).

2. To evaluate the net changes of fasting insulinllreen the baseline to the
week-12 (Visit 5).

3. To evaluate the baseline and week-12 (Visit 5)lingesistance by the
homeostasis model assessment method (HOMA-IRjjuat®n of:

HOMA-IR = fasting insulin level (uU/ml) x fastindgsma glucose (mg/dL)
405 (mmol/L)

4. To evaluate the net change of HbAlc comparing #selne to the week-12
(Visit 5).

5. To evaluate the net change of free fatty acid coamgadhe baseline to the
week-12 (Visit 5).

6. To evaluate the net change of asymmetric dimetgylare (ADMA) from the
baseline to the week-12 (Visit 5).

Note: all efficacy endpoints, including primary @atht, will be statistically analyzed
on DM and non-DM groups, respectively, as well asled data.

Safety
Clinical safety

5. To evaluate the changes in physical examinatiounlitses

6. To evaluate the changes in vital signs (pulse pfigsind diastolic blood
pressures).

7. To evaluate the changes in urinalysis, including @hithrocyte, leukocyte,
glucose, and protein (qualitatively).

8. To evaluate the change of EKG results (including @RS, QT, QTc, RR
intervals).

Laboratory safety

To evaluate the net change of safety profile frasdiine to each visit according to
the flow chart (Seé.2.1 Clinical Flow Chart) by the follow laboratory tests:
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- White blood cell (WBC) with differential cowst
- Red blood cell (RBC)

- Hemoglobin (Hb)

- Hematocrit (Hct)

- Platelet (PLT)

- C-reactive protein (CRP)

- Creatinine kinase (CK)

- Aspartate aminotransferase (AST)
- Alanine aminotransferase (ALT)

- y-Glutamyl transpeptidase (GGT)
- Total bilirubin

- BUN

- Serum creatinine

- Lactate dehydrogenase (LDH)

Adverse event (AE)
To evaluate AEs incidences
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4. Study Design

4.1 Type and Design

This is a randomized, double-blind, active-con&d}Iinon-inferiority study carrying
in a multi-center setting. The study is designedefaluating lipid lowering effects of
Pitavastatin as a new HMG-CoA reductase inhibitagd

The study will be a 12-week treatment period st®&tudy medication dose will be
given in Pitavastatin (Livalo®) 2 mg QD and Atortatsn (Lipitor®) 10 mg QD.

At Visit 1, patients will require completing desgphassessments and examinations,
including physical examinations, demographics, rmeddiistory, medication history,
vital signs, EKG, and clinical laboratory testst@luate and recruit the possible
candidates. The Visit 1 may involve up to 14 dagfte Visit 2. Patients are base on
Visit 1 examinations to justify their eligibilityotenroll in the study. All the laboratory
test results obtained from Visit 1 will be used lhaseline calculation. On Visit 2,
recruited patients will be asked to complete rezfimssessments. No additional
performance for laboratory tests is needed in VAskowever, when investigator has
any concern about the patient’'s condition, an egérformance to withdraw blood for
required laboratory tests is allowed. Additionahemxnations obtained from Visit 2
will be used as safety purposes. This is an optti@eheck point for investigators to
assure patient’s eligibility and safety for thisdt. Furthermore, if the patient has
undergone an additional laboratory test on Visth2,test results obtained from the
Visit 2 will be used as the baseline calculatiammbining with other laboratory tests
obtained from Visit 1. Study medications will bespensed to the randomized patients
at Visit 2, Visit 3 and Visit 4 by a 4-weekly basipatients have an additional
laboratory tests at Visit 2, study medications Wwel dispensed after rechecking the
laboratory test result is acceptable for eligipi{@pproximate 1 week after Visit 2).
Visit 3 and Visit 4will be carried on week 4 (28+5 days) and week@tfbdays). The
laboratory tests for safety and efficacy evaluatidihbe performed on Visit 3 (week
4, 2815 days). There is no necessary to carry andéboratory tests on Visit 4 (week
8, 5615 days), unless an additional concern has begle by the investigator. The
Visit 5 will be on week 12 (8445 days). The conctant medications, dispense study
drug, laboratory exams, the collection of unusedttnent medications, and adverse
event will be performed/recorded according to cliflow chart (Seé.2.1 Clinical
Flow Chart for detailed information).

There will be no change in study drug doses adfesgntire study duration. The
study drug is dispensed according to the treatsamdule in the study protocol, by a
4-weekly basis. Patients are dosed once dailydretiening after dinner.

4.1.1 Sample Size

Patients will be recruited for at least a totalldfl evaluable cases. The total
randomized patient number in this study is estimé@bout 226 cases.

4.1.2 Choice of Control
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Atorvastatin was chosen as the comparator becdutsenoost commonly used and
well-studied statin in clinical use among Europd &BISA. Atorvastatin doses of 10 to
80 mg once daily was commonly used and given pldgntareduction in satisfy
response. The initial EMEA and FDA approval for tlee of atorvastatin was granted
to treat hypercholesterolemia and mixed dyslipidern additional, we would like to
demonstrate the efficacy and safety of 2 mg ofvpstatin versus 10 mg of
atorvastatin.

4.2 Avoid/Minimize Bias

This is a two-arm study, randomized, double-blimdleation at 6 hospital centers to
examine the effect of 12-week treatment with pisi&in versus atorvastatin in
hypercholesterolemic patients. A total of 226 ranted patients were planned, with
ratio of 1:1, giving 100 patients in either pitatads 2 mg QD or atorvastatin 10 mg
QD treatment groups.

Both study medications are manufactured in taBleth of them will be encapsulated
(with the same color, texture, odor and size ofilg@latin capsule) for masking to
minimize any possible bias from appearance judgsdifite study procedures are
well-specified such that any anticipated irregtiesi in trial conduct that might

impair a satisfactory analysis, including protogallations, withdrawals and missing
values can be minimized. The protocol also considetys to reduce the frequency of
irregularities, and also to handle the problems ihight occur in data analysis.

4.3 Dose Rationale

The majority clinical efficacy of pitavastatin imuman study is based in Japan. Phase
Il and phase Il trials had also been studied eWts and Europe. Studies on patients
with primary hypercholesterolaemia and combinedehlypdemia at doses of 1, 2, 4,
and 8 mg of pitavastatin were well tolerated, vedtisfying reduction in TC, LDL-C,
TG and increase of HDL-C [11]. Two mg pitavastatias shown to safely lower lipid
profile and was well tolerated at this dose, af@varable risk benefit ratio was
expected in this study. The dose rationale chogenmy pitavastatin and 10 mg
atorvastatin design was based on previous clitizds (NK-104 study), most of the
comparison dose was set at oral dose of 2 to 4itaggstatin once daily for effective
treatment result.

4.4 Rationale of Food Intake Related to IP Administratbn

In general, the ingestion of food, concurrent veiindy drug administration, has a
variable effect on the degree of absorption ofrstaPlasma levels of atorvastatin are
decreased when the drug is taken with food. Howdoed does not affect the plasma
LDL-C lowering efficacy of atorvastatin. Neitheretlabsorption nor the

bioavailability of pitavastatin is affected by fadd this study trial, both pitavastatin
and atorvastatin are set to be administered ievleaing after dinner for patients.
Some natural health foods have been discoveretaféere/modifying with

cholesterol and lipid profile. For example, red ste@ce, eicosapentaenoic acid (EPA),
docosahexaenoic acid (DHA), allicin, oatmeal arabpene. These natural health
foods listed inAppendix 13.4are recommended to avoid for at least 4 weeks Hs we
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under recommended daily intake (RDI).
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5. Study Population

5.1 Number of Patients

A total of 226 randomized patients were plannedh watio of 1:1, giving 100 patients
in either pitavastatin 2 mg QD or atorvastatin 19 @D treatment groups. The
evaluable cases are estimated in around of 14dmnsti

5.2 Eliqibility Criteria

5.2.1 Inclusion Criteria

To be eligible for inclusion, each patient mustifiull of the following criteria:
1. Patient agea 20 years old and < 75 years old.

2. Patient who was eligible and able to participatthenstudy and accepts to
enter the study by signing written informed consent

3. Patient with fasting LDL-C > 100 mg/dL. The conagation of LDL-C is
obtained from laboratory examination.

4. Patient with at least one of the following descapt(NCEP ATP Il
guideline):
> Documented coronary heart disease (CHD)
> Type 2 diabetes mellitus (DM)

> If below 2+ risk factors (other than LDL) are preseithout CHD or CHD
risk equivalent, assess 10-year (short-term) CKHk (see Framingham
score) > 20%.

v' Female age 55 years old and male aget5 years old.
v Fasting high-density lipoprotein cholesterol (HD)L<40mg/dL.

v' Patient who has family history of premature CHD ({@TiH male first
degree relative < 55 years; CHD in female firstrdegelative < 65
years).

v" Hypertension (BP 140/90 mmHg or treated with anti-hypertensive
agents).

v' HDL-C > 60 mg/dL count as “negative” risk factor; its prese
removes one risk factor from the total count.

5. Female patient with child-bearing potential muketeeliable contraception
method(s) during the participation of the study.
5.2.2 Exclusion Criteria
1. Patient who has patrticipated in other investigai@tudies within 3 months
before Visit 2.

2. Patient took medication and natural health foodeAppendix 13.3and
13.4 known to alter blood lipid profiles within 4 wekf Visit 2.

3. Patient is taking any medication or food (Ssetion 8.2 that is prohibited
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by the study.

4. Patient taking Amiodarone will be excluded fronstbtudy (due to long
half life of this medication).

5. Patient is diagnosed with type 1 DM or has beengusisulin/insulin analog
medication.

6. Patient with a history of multiple drug allergiesvath a known allergy to
hydroxy-methylglutaryl coenzyme-A (HMG-CoA) redusgainhibitors.

Patient with triglyceride (TG) > 400 mg/dL.
Excessive obesity defined as body mass index (Bidyve 35 kg/h

Cerebral vascular disease (including cerebrovasbelaorrhage or
ischemia, transient ischemic attack) diagnosedimBmonths before Visit
2.

10. Cerebral vascular disease (including cerebrovasbel@orrhage or
ischemia, transient ischemic attack) diagnosedimBhmonths before Visit
2.

11. Patient with advanced renal disorder (Serum crigegtilevels> 2 mg/dL and
blood urea nitrogen (BUN} 25 mg/dL) at Visit 1.

12. Patient with advanced hepatic disorder (aspartaiearansferase (AST) or
alanine aminotransferase (ALT) lewellOO IU/L).

13. Patient with creatine kinase (CK) level >&ULRR at any time point
between Visit 1 and Visit 2.

14. Patient with poorly controlled diabetes mellitusd@dc > 9.0%) or patient
with severe hypertension (> 180 mmHg for systotic d20 mmHg in
diastolic blood pressure).

15. Patient with hypothyroidism, hereditary musculasodders, family history
of the above or history of drug-induced myopathy.

16. Patient has significant alcohol consumption (> @5puare alcohol) within
48 hours before Visit 2.

17. Any major surgery within 3 months prior to Visit 2.

18. Female patient who is lactating, being pregnamians to become
pregnant.

19. Patient with conditions judged by the investigatsmunsuitable for the
study.
5.2.3 Withdrawal Criteria
The patients should be withdrawn from the studyny of the conditions set below
has occurred:
1. Patient decides to withdraw his/her informed coh$amn.
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Patient lost follow-up.

Investigator considers that the patient is no lomipysically and/or
psychologically feasible to remain in the study.

4. Patient has developed the condition that prohildied(s)/treatment(s)
become inevitable to be taken by the patient.

5. Patient has developed any suspected clinical dondi{e.g., muscle pain,
muscle soreness, and fatigue, etc) judged by iigast as well as CK level >
10 x ULRR or AST or ALT > 3x ULRR at any time point during study.

6. Patient develops adverse effects that the invastigansiders a permanent
cessation of the study treatment is necessary.

Patients who, after Visit 2, discontinued premdjui®m the study were not replaced.
All patients who discontinued early were encouragecomplete all efficacy and
safety evaluations corresponding to week 12 (\isds soon as possible after
discontinuation from study treatment.

The study completion CRF page must have been coedpler all patients who
entered the active treatment period of the stugln éf the patient refused to return
for a final visit (Visit 5).
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6. Study Assessment and Procedures

6.1 Study Assessment

6.1.1 Informed Consent

The investigator must explain to each patient gene of the study, its purpose, the
procedures involved, the expected duration, thergi@ risks and benefits involved
and any predicted discomforts. Each patient wamnméd that participation in the
study was voluntary and that he/she can withdraiv fharticipation at any time.

All patients must provide signed and dated inforroedsent at screen visit prior to
any study-related procedures. Only the institutioeaew board (IRB) and the
applicable health authorities approved informedsemn form can be used.

6.1.2 Eligibility

Eligibility should be thoroughly checked by the @stigators at Visit 1 and Visit 2.
However, when the investigator has any concern tabeupatient’s condition, an

extra performance to withdraw blood for requirddoliaatory tests is allowed.
Additional examinations obtained from Visit 2 wilé used as safety purposes. This is
an optional re-check point for investigators tauasgatient’s eligibility and safety for
this study. Se&ection 5.2 Eligibility Criteria for detailed eligibility criteria.

6.1.3 Height

Height is to be measured for the patient not weeshoes at Visit 1. The measure of
height will be rounded to the nearest centimeter.

6.1.4 Demographics

Demographic data including age, date of birth, gen@8MI, primary diagnosis and
duration of current disease information will beabed at Visit 1.

6.1.5 Medical History

The general medical history up to 3 months of stewlyy (Visit 1) should be
recorded at Visit 1. The medical history shouldude procedural and surgical history
within 1 year time.

6.1.6 Concurrent disease/status
Full details of concurrent disease/status shouldberded at each visit.
6.1.7 Urine Pregnancy Test

Patient with childbearing potential must be conédhof not being pregnant at each
visit and being well-informed that effective cordeptive method must be used from
Visit 1 to Visit 5 and also during 6 months aft&itieg from the study.
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6.1.8 Vital Signs and body weight

Patient will be measured of vital signs includingda pressures, pulse rate,
respiratory rate and body temperature at all vigiusight will be measured at each
visit.

6.1.9 Framingham projection

Patients will be estimated his/her cardiovascutkr at Visit 1 by assessing
Framingham risk score, including age, sex, TC, HDQLsmoking status and blood
pressure (Se&ppendix 13.2. The 10-year risk of a cardiovascular event can b
calculated with approximately 75% accuracy.

6.1.10 Physical Examinations

Patient will be examined at Visit 1, Visit 2 andNi5 by standard physical
examination items including general appearance, gkies, ear/nose/throat (ENT),
head and neck, heart, chest and lungs, abdomeaneties, lymph nodes,
musculoskeletal, neurological, and other body systé applicable for describing the
status of the patient’s health.

6.1.11 Laboratory Tests

The blood laboratory tests are collected at indigldstudy site and analyzed in the
qualified central laboratory, Union Clinical Labtoey (UCL) in Taipei, Taiwan.
Examination tests including RBC, WBC with differhtcounts, platelet count,
hemoglobin, hematocrit, LDL-C, TG, HDL-C, Apo AlpA B, fasting glucose,
fasting insulin level, HbAlc, fatty acid, CRP, CKST, ALT, GGT, total bilirubin,
BUN, serum creatinine, LDH and ADMA will be takeg bcheduled visits (Refer to
Clinical flow chart orSection 1.2.). The urinalysis including pH, erythrocyte,
leukocyte, glucose and protein will be conducteWisit 1 and Visit 5.

Asymmetric dimethylarginine (ADMA) is involved imé pathogenesis of
hypertension and atherosclerosis through its itibibof the formation of the
endogenous vasculoprotective molecule, nitric oxii®@). NO has also been
described as an endogenous anti-atherosclerotiecoel Determination of ADMA
can help to predict both the likelihood of develgptardiovascular disease and its
prognosis. It has been suggest that even smalbelsan ADMA concentration can
significantly alter vascular NO production, vascutzne and systemic vascular
resistance. The ADMA marker will be evaluated byeistigators for exploratory
purposes. The evaluation will be made at Visit d ¥isit 5.

No additional performance for laboratory testsaeded in Visit 2. However, when
investigator has any concern about the patientslition, an extra performance to
withdraw blood for required laboratory tests iDaled. After the test results are
revealed, the investigators should judge at thisgrdtion whether patients are still
eligible to stay at the study, especially for thpatients whose test results slightly
deviate from entry criteria. Such allowance to gri$ to continue study should not be
considered as wrong entry. Hence then the labgrétsts perform in Visit 2 is an
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optional re-check point for the investigators tewas patient’s eligibility and safety
for this study. Furthermore, if the patient hasengdne an additional laboratory test
on Visit 2, the test results obtained from Visiwll be used as the baseline
calculation, combining with other laboratory teskdained from Visit 1.

In Visit 3 and Visit 4, the laboratory tests fofetgt and efficacy evaluation will be
performed on week 4 (2815 days). There is no necgss carry another laboratory
evaluations on week 8 (56£5 days), unless an aahditiconcern has been made by
investigator.

6.1.12 HOMA-IR

Subjeccts will record fasting insulin and glucosedl to obtain Homeostasis model
assessment method (HOMA-IR) at Visit 1 and Visiinsg¢quation of:

HOMA-IR = fasting insulin level (LU/ml) x fastinglasma glucose (mg/dL)
405 (mmol/L)

This is a method used to quantify insulin resistaaicd beta-cell function.
6.1.13 Primary efficacy endpoint

The mean percentage change of LDL-C blood levehfbaseline to endpoint (Visit 5,
week-12) are evaluate of pitavastatin and atortiast@atment groups. Blood
samples must have been obtained fasting (at I@dsvdrs without food). If the
patient had not fasted, the laboratory samplingighbave been re-scheduled within
the following 2- to 3-days and explanatory comnranst been provided.

Investigators, their staff, patients and the spo(except some designated people
involved in data validation and programming) widdp in blind to the lipid level
results obtained at visits until the study is costpland the database locked and
unblended. Only the results from the UCL are cagrsiglid for qualification.

6.1.14 Secondary efficacy endpoint

The secondary efficacy endpoints including the propn of patients achieving
LDL-C blood level, the percentage change from baseh LDL-C, HDL-C, TG,
non-HDL-C are collect at all scheduled visits. Ajdband Apo B are obtaining at
Visit 1 and Visit 5.

Baseline for LDL-C, HDL-C, TG and non-HDL-C are callated as the mean of the
lipid measurements from Visit 1 (week-2) or Visit 2 (if the patient has re-checking
test results from Visit 2). Baseline for Apo Al alydo B are base on the result at
Visit 1 (week< -2) as well.

The NCEP Adult Treatment Panel Il Guidelines asedito scoring each patient
based on their cardiovascular risk factors. Detaisoutlined in théppendix 13.2

Non-lipid efficacy endpoints, including the net alga of fasting plasma glucose from
baseline to week-4 (Visit 3) and week-12 (Visitfasting insulin level, HbAlc, free
fatty acid and ADMA are evaluate the net changabeh baseline and the week-12
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(Visit 5). HOMA-IR evaluation is comparing the bése and Visit 5 (week-12).
6.1.15 Patient Identifier

Patient enrolled at Visit 1 will be assigned amitfecation number, namely, patient
identifier. The patient identifier contains thesfid digit of “center number”, the
middle 3 digits of screening number and the lagdigiis of randomization number
which assigned when the eligibility is confirmedoath visit 1 and visit 2 before the
administration of study treatment. The screeningiper and randomization number
of eligible subjects are centralized assigned seiiplly from 001 via an Interactive
Voice Response (IVR) system (Example: for subjéstady site 1, the second
screened subject and the first eligible subjectiastudy sites will be assigned patient
identifier as 1-002-001). Patient screened buttgible will be identified by “X”

and “sequential number (non-centralized, startsfk®1 for each site)” for the last 3
digits of the patient identifier (Example: firstreened but not eligible: 1-001-X01).

After screening, if patient is eligible to partiaie in this trial, the investigator will
receive a randomization number and a corresporghogage number via IVRS at
Visit 2. The clinical trial pharmacist/investigatdesignated personnel prepares and
administers the blindly packaged investigationaldoict, which is indistinguishable in
all aspects.

6.1.16 Previous and Concomitant Medications

Previous medications should be recorded up to &svieefore study entry at Visit 1.
All concomitant medications starting from enrollmenfpatients should be recorded.

6.1.17 Investigational Drug

Eligible patients will be dispensed IP at Visitv2sit 3 and Visit 4.

At Visit 2, IP will be dispensed in encapsulatethido maintain the blind in this
study. The dosage of pitavastatin (Livalo®) is 2 wegsus atorvastatin (Lipitor®) 10
mg. After clinical and criteria evaluations, invgsator will give the IP to patients for
home to use.

During Visit 3 (week 4) and Visit 4 (week 8), patis will be asked to return all
unused IP prescribed from previous visit until Vis(week 12).

Drug accountability and inventory will be recordadhe CRFs and the relevant study
log.
6.1.18 Adverse Event (AE)

Patients will be asked to report AE voluntarily @ahd investigators will also examine
the patients to identify AE for all visits sincesiti2. SeesSection 9 Adverse Events
(AE) and Serious Adverse Events (SABpr AE in more details.
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6.1.19 EKG

EKG examinations will be performed at Visit 1 angiv/5. The evaluation items will
include PR, QRS, QT, QTc, and RR intervals. EKG riesults within 30 days before
Visit 1 are acceptable.

6.1.20 Exit of Study

The patient will be dismissed from the study att\as
6.2 Randomization & Blinding Process Management

The randomization method will be “Permuted bloakd@amization” stratified by DM
status, centralized randomization will be appligdon the monitor’s request to
generate a randomization list, a statistician veNiew the parameters and write up a
Statistical Analysis System (SAS) program. The blsize is determined by the QA
manager as appropriate to the study design. Thdonaization list is generated by the
QA associate and reviewed by the QA department bead the validated program
prepared by statistician with randomization seetsesl by the QA associate. The
statistician can not have access to the randoroizést.

The randomization list (or individual treatment epébr the blind study should be
made into five copies and placed in 5 sealed epesloOne for VCRO system
administrator, one for QA associate, third oneorsdrug packaging purpose and will
be destroyed afterwards. The fourth one is to béenato individually sealed
envelopes and placed in a large envelope for éselise. The last one is to be made
into individually sealed envelopes and placed liarge envelope for Kowa Company
Ltd., the marketing company for pitavastatin inalap

After screening, if a patient is finally judgedhe eligible to participate in this trial
(Visit 2, week 0), the investigator will receiveandomization number and a
corresponding package number via an Interactivee/&esponse (IVR) system. The
clinical trial pharmacist/investigator designatetgonnel prepares and administers
the blindly packaged investigational product, whikmdistinguishable in all aspects.

In case of any emergency and the information axtttent assignment is needed in
order to protect the patient, the investigator @gen the double blind code saved in
individually sealed envelope for the relevant patienly. Investigator should
promptly notify VCRO, preferably before de-codedaacord the date and time of
unblinding, as well as detailed reasons for unliatigen the patinet's chart, CRF, and
the opened envelope.

6.2.1 Visit 1

(Within 14 days before Visit 2)

> Explain the nature of the study and have patientead and sign an Informed
Consent Form

» Screen patients for inclusion/exclusion criteria
» Obtain height

Sponsor: Tai Tien Pharmaceuticals Co., Ltd. Page 39
Prepared by: Virginia Contract Research Organinafio., Ltd.



CONFIDENTIAL Page 40 of 78
Project No. TATPITA20101005 20120213 _05
Clinical Study Protocol for Pitavastatin (Liv&o Final

»  Obtain demographic characteristics
- Age

Date of birth

Gender

- BMI

- Primary diagnosis

- Duration of current disease information
Obtain general medical history (including smokingtdry)
Perform urine pregnancy test for applicable pasiemiy
Obtain vital signs and body weight
Obtain concurrent diseases/ status
Cardiovascular risk factor assessment (Framinghskrscore)

VvV V V V V V

Perform physical examinations
- General appearance
- Skin
- Eyes

Ears, nose, throat

Head and neck

Chest and lungs
Abdomen

Extremities

Lymph nodes
Musculoskeletal

Neurological
- Other system
» Perform EKG examinations
» Perform blood lab tests:
Hematology
- White blood cells with differential counts
- Red blood cells
- Hemoglobin
Hematocrit

Platelet
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Safety evaluation
- CRP
- CK
- AST
- ALT
- GGT
Safety evaluation
- Total bilirubin
- BUN
- Serum creatinine
- LDH
Fasting plasma lipids
- Total cholesterol
- LDL-C
-TG
- HDL-C
Urinalysis
- pH
- RBC
-WBC
- Glucose
- Protein
Fasting insulin level
Fasting plasma glucose
HOMA-IR calculation
HbAlc
Apo Al and Apo B
Fatty acid
ADMA

Record concomitant medications
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6.2.2 Visit 2

(Week 0, Day 0)

» Screen patients for inclusion/exclusion criteridglfout laboratory tests).

» Perform urine pregnancy test for applicable pasiemiy

» Obtain vital signs and body weight

» Obtain concurrent diseases/ status

» Perform physical examinations

» Assign patient randomization number to eligiblegras by IVRS

» Perform laboratory (biochemistry) tests (optionfahe investigator considers it
necessary)

- CRP
- CK
- AST
- ALT
- GGT

» Urinalysis (optional: if the investigator considersit necessary)

» Perform fasting plasma glucose (optional: if theestigator considers it
necessary)

» Perform fasting plasma lipid (TC, TG, LDL-C, HDL-@jofile (optional: if the
investigator considers it necessary)

» Dispense investigational product (If patients hameadditional laboratory tests
at Visit 2, study medications will be dispense@iafechecking the laboratory
test result is acceptable).

» Record concomitant medications

» Record AE
Note: Laboratory tests performed in this visit aneoptional re-check point for
investigators to assure patient’s eligibility ardesy for this trial.

6.2.3 Visit 3

(Week 4, 28t 5 days)

» Perform urine pregnancy test for applicable pasiemiy

»  Obtain vital signs and body weight

» Obtain concurrent diseases/ status
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Perform laboratory (biochemistry) tests

- CRP

- CK

- AST

- ALT

- GGT
Perform fasting plasma glucose
Perform fasting plasma lipid (TC, TG, LDL-C, and BZ) profile
Dispense investigational product
Retrieve unused investigational product
Record concomitant medications
Record AE

6.2.4 Visit4

(Week 8, 56t 5 days)

>

>
>
>

Y

YV V VYV V

Perform urine pregnancy test for applicable pasiemiy
Obtain vital signs and body weight
Obtain concurrent diseases/ status

Perform laboratory (biochemistry) tests (optionfahe investigator considers it
necessary)

- CRP
- CK
- AST
- ALT
- GGT

Perform fasting plasma glucose (optional: if theesstigator considers it
necessary)

Perform fasting plasma lipid (TC, TG, LDL-C, and B{Q) profile (optional: if
the investigator considers it necessary)

Dispense investigational product
Retrieve unused investigational product
Record concomitant medications
Record AE
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6.2.5 Visit 5

(Week 12, 84t 5 days)

Perform urine pregnancy test for applicable pasiemiy
Obtain vital signs and body weight

Obtain concurrent diseases/ status

Perform physical examinations

Perform EKG examinations

V V V V V V

Perform blood lab tests:

Hematology
- White blood cells with differential counts
- Red blood cells
- Hemoglobin

Hematocrit

- Platelet

Safety evaluation
- CRP
- CK
- AST
- ALT
- GGT

Safety evaluation
- Total bilirubin
- BUN
- Serum creatinine
- LDH

Fasting plasma lipids
- Total cholesterol
- LDL-C
-TG
- HDL-C

» Perform Urinalysis
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- pH
- RBC
-WBC
- Glucose
- Protein
Fasting insulin level
Fasting plasma glucose
HOMA-IR calculation
HbAlc
Apo Al and Apo B
Fatty acid
ADMA
Retrieve unused investigational product
Record concomitant medications
Record AE
Complete exit form

YV VV V V V VYV V V V V V

Dismiss patient
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7. Investigational Product
7.1 Description of Investigational Product and the Comprator Drug

Pitavastatin 2 mg for this study will be suppligdTai Tien Pharmaceuticals Co., Ltd.
Livalo® is a registered trademark of the Kowa Compé.td.

1. Generic Name: Pitavastatin

2 Chemical Structure: £§gH4sCaRN>Og
3. Molecule weight: 880.98 kDa
4

Method of storage: Room temperature betweet Hnd 30C (59°F to 86F ).
Protect from light.

5. Directions: Slightly light-colored yellow-red scar&élm-coated tablet ground
and encapsulated for this study. Pitavastatinasmenended to take after
dinner.

The comparator, atorvastatin 10 mg will be purctased supplied by Tai Tien
Pharmaceuticals Co., Ltd. It is manufactured byd®finc.

1. Generic Name: Atorvastatin

2. Chemical Structure: (§gH34FN205),Ca3H,0
3. Molecule weight: 1209.42 kDa
4

. Method of storage: Room temperature betwe€@ 20d 25C (68F to77°F).
Protect from light.

5. Directions: Elliptical white film-coated tablet grod and encapsulated for this
study. Atorvastatin can be taken at any time ofdéne with or without food.

The physicochemical properties and the pharmaadgpecifications of both IP for
this study are provided in the Investigator's Bnaeh(IB). The capsule is made of
hard gelatin in the length of 20 mm (size 0 caps@eth pitavastatin and atorvastatin
tablets are encapsulated individually in the saype tapsule with identical
appearance. The excipient was made of lactose.

The sponsor is responsible to ship the pitavastaithatorvastatin drug to study site
and strict inventory control for the drug accouiitgbwill be implemented.

7.2 Dosage and Administration

The dosage of pitavastatin and atorvastatin uséasrstudy are 2 mg and 10 mg,
respectively. Each patient will be instructed tketd encapsulated pitavastatin or
comparator drug, encapsulated atorvastatin, ovatly about 250 ml water in the
evening after dinner in each day. No dose modibogplan is anticipated for this
study. Any unexpected adverse event should be edradicording to th8ection
5.2.3andSection 9
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7.3 Dose Rationale

The study aim is to investigate the efficacy arfétygorofiles of pitavastatin versus
atorvastatin in patients with high risk of hyperldsterolemia. Based on literatures
and the clinical study results listed in the IPsgréing information, pitavastatin
appeared to be of good effectiveness and is safedrease lipid profile for patients
with hypercholesterolemia.

The dose range for pitavastatin is 1 to 4 mg oratlge daily. The recommended
starting dose is 2 mg and the maximum dose is finges of pitavastatin greater
than 4 mg once daily were associated with an iseeaisk for severe myopathy in
premarketing clinical studies.

The comparator drug, atorvastatin, has dose range I0 to 80 mg orally once daily.
The recommended starting dose is 10mg once daily.

The dose rationale chose in 2 mg pitavastatin &nehd atorvastatin design was
based on previous clinical trials (NK-104 studypsnof the comparison dose was set
at oral dose of 2 to 4 mg pitavastatin once dahgfffective treatment result. In
additional, we would like to demonstrate the efficand safety of 2 mg of
pitavastatin versus 10 mg of atorvastatin.

7.4 Treatment Assignment

Patients becoming eligible at Visit 2 will be asgd a random number and each
random number corresponds to a treatment group tfeatment groups are equally
distributed in two-arm study design, atorvastagnsus pitavastatin in 1:1 proportion.
The random codes will be generated based on pednbidek randomization method
and stratified by DM status.

Note: Type 2 DM with at least one of the followidgscription: fasting glucose > 126
mg/dL, taking OHA, HbAle 6.5%, and random plasma gluces200 mg/dL twice
in a row according to ADA criteria. Group that didt include any mentioned-above
criteria will be stratified to non-DM group.

7.5 Packaging and Labeling

Both of the pitavastatin and atorvastatin will laekaged as encapsulated for oral
administration.

Capsules will be placed in a bottle for each dispéon at Visit 2, Visit 3 and Visit 4.
All bottles will be labeled for study number, canmtember, patient identifier (patient
No. and patient initials), batch number (lot num)bprescription instructions,
investigator’s name, storage conditions, manufaogueind expiry dates, sponsor
name and address, and the warning clauses of t@litrials use only” and “Keep the
reach out of children”. The label on the bottlelwg made in duplicate with a
perforated line to separate the two duplicates. dupticate is detachable and is to be
removed from the bottle at the time of drug dispgins to the patient. This removed
label should be placed on the appropriate pageRdéi. C

The quantity of capsules packaged in the bottle¥ift 2 is 1 pack of 33 capsules,
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for Visit 3 and Visit 4, 1 pack of 38 capsules viiél prepared for dispensing.

The packaging of the study medication will be diéf& if system like VCRO
interactive Voice Response System (VCROIVRS) wereet employed, where each
individual bottle will be labeled with a pre-asseghnumber randomly generated by
the computer. A set of assigned numbers correspgridithe number of bottles
required for that patient will be given to the itgce the eligibility of the patient has
been confirmed. The clinical trial pharmacist whlén pick up bottles with assigned
numbers for Contract Research Coordinator (CR@ytinister the study medicine
to the patient.

7.6 Handling and Storage

The IP should be stored at a dry place at temperand keep away from direct light
exposure and excessive humidity. The IP will b@péd to the study site by Tai Tien
Pharmaceuticals Co., Ltd. through express deliweatly stable temperature service
provided all the way.

The study investigator and/or the designated pheaisnaill be in charge of the
management and dispensation of the IP.

7.7 Product Accountability

The investigational product must not be used ferghrposes other than this trial, and
the clinical trial pharmacist must record the qutsirgupplied by the company, the
amount used & backlog, and turn-in quantity onltiesheet for drug inventory and
drug accountability purposes.

The quantity of investigational products givenhe site will be recorded in the CRF
and the drug accountability log. The used and whusgestigated products will be
counted at site and these records will be recoiéie CRF.

The investigator must retain all unused or exppertiuct and accounts of any
product accidentally or deliberately destroyedIuhg study monitor has confirmed
accountability data. At the completion of the stuttgre will be a final reconciliation
of drug shipped, drug consumed, and drug remaifihgg. reconciliation will be
logged on the drug reconciliation form, signed dated. Any discrepancies noted
will be investigated, resolved, and documentedrgdaeturn or destruction of unused
study drug.

7.8 Assessment of Compliance

Patient’s treatment compliance will be assessetthéyollowing formula:
For each visit, the compliance will be calculated:

[(Capsules actually useet)(number of days patients exposed toxiFplanned
number of capsules per day)]

The number of days patients exposed to IP is catiedlas:
[Day of last dose— Day of first dose + 1]
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7.9 Treatment for Investigational Product Overdose

Overdose of either pitavastatin or atorvastatimepatvill be treated by supportive
treatment. According to up to dated clinical stgdidere is no known specific
treatment in the event of overdose of pitavastatiatorvastatin. In the event of
overdose, the patient should be treated symptoaligtend supportive measures
instituted as required. Hemodialysis is unlikelyowof benefit due to high protein
binding ratio of pitavastatin as well atorvastatin.

Patient or the person caring for the patient shoalttact the investigator by phone to
determine if there is any immediate medical treatnmeeded. Regardless the
decision of the need for immediate hospital medieaé for the overdose event, the
patient should be arranged to come back to thedmsoon as possible for
evaluation before continuing any further study mation treatment. This
post-overdose visit can be an additional visit cegular study visit. The sponsor’s
appointed study monitor should be contacted byrthestigator of any over-dose
report as soon as he/she is aware of the event.

The investigator should consider the following et to take for the post-overdose
Visit:
1. Ask the patient to come back to the clinic and oleséhe overdosed lesions to see

if there is any further medical treatment neededdeolving the complications
induced by the overdose of study medication.

2. To determine if the patient is suitable to contitiue study treatment and when the
patient should resume his/her dose of study meditat

3. To determine whether or not the patient be witharénom the study due to
reasons listed i&ection 5.2.3

4. Perform all study procedures required for Visit 5.

Any unfavorable effects caused by the overdosetewest be reported as an AE or
SAE.
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8. Concomitant Treatments

8.1 Permitted Treatments

The investigators should try to minimize the contant treatments for the patient
during the study. If the concomitant treatmentsda®med necessary, the
investigators should try to maintain stable dosétherapy type during the study to
minimize possible interference to the study endpassessments.

Any use of concomitant treatment must be recordethe CRF.

8.2 Prohibited Treatments

The following medications were identified as havihg potential to interfere with the
evaluation and interpretation of the results ofshely and were therefore excluded.

Patients receiving medications listed below willdxeluded from the study:

1.

10.

All agents for lowering/modifying plasma lipid Idgeincluding statins, fibric
acid derivatives, bile acid sequestrants, cholektdysorption inhibitors (i.e.,
ezetimibe), and nicotinic acid > 500 mg/day. Pas#em these medications could
participate in the study, provided treatment wasrmpted at least 4 weeks prior
to Visit 1.

Oral contraceptive or any systemic steroid hormdeas, estrogens, progestins,
androgens or glucocorticoids) for any conditiongept for continuous
administration of estrogen/progesterone replacemhenapy which must have
been constant for at least the last 3 months pristudy Visit 1. Patients on
systemic steroidal treatment could be includedhis $study trial if the treatment
was discontinued at least 4 weeks prior to Vistteroid hormones
administered topically or as inhalers were permitte

Anticoagulants (i.e., warfarin) and antiplateletigl, excluded aspirin,
ticlopidine and clopidogrel in stable doses.

Antiarrhythmics (e.g., adenosine, amiodarone, litety disopyramide,
disopyramide, and flecainide, etc)

HIV protease inhibitors (e.g., saquinavir, ritomamndinavir, nelfnavir, and
amprenavir, etc)

Immunosuppressants (e.g., azathioprine, cyclosponitycophenolate mofetil,
sirolimus, and sodium mycophenolate, etc).

Macrolide (e.g., erythromycin, clarithromycin, telomycin and josamycin).
Brief systemic or topical courses of these macedlitbr sporadic
infections/iliness may be allowed to carry the gttrehl.

Systemic azole antifungal agents (e.qg., itracormaaoketoconazole)

Selective serotonin reuptake inhibitors (SSRIslofiram, escitalopram,
fluoxetine, fluvoxamine, paroxetine, and sertraliete)

Tricyclic antidepressant (TCAs: amitriptyline, clgoramine, doxepin,

Sponsor: Tai Tien Pharmaceuticals Co., Ltd. Page 50
Prepared by: Virginia Contract Research Organinafio., Ltd.



CONFIDENTIAL Page 51 of 78
Project No. TATPITA20101005 20120213 _05
Clinical Study Protocol for Pitavastatin (Liv&o Final

imipramine, maprotiline, and nefazodone, etc)
11. Antidepressant (i.e., nefazodone)
12. Gonadotropin inhibitor (i.e., danazol)
13. Insulin or insulin analog medications
14. Other inducers of cytochrome P450 3A4 (e.q., rifem@nd efavirenz)
15. Digoxin > 0.5 mg/day
16. Others: rosiglitazone, diazepam, cimetidine andpramole

17. Natural health foods that may interfere/modify wétiolesterol and lipid profile.
For example, red yeast rice, EPA/DHA, allicin, oatthand lycopene.

More drugs/articles are possible to be incorporatetis list as prohibited materials.
There are more drugs with their elimination haé-lknd natural health foods that may
interfere lipid profile listed ilAppendices 13.3and13.4 Please refer to the
Appendices for the detailed information. All proitdal medications will be listed in
the patient card for any emergency use.
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9. Adverse Events (AE) and Serious Adverse Events (SAE
9.1 Definition of an AE

An AE is any untoward medical occurrence in a patiiring the participation of a
study, regardless the relationship of the occuedadhe treatment of the IP. An AE
can be any unfavorable signs or symptoms or diaaghnsw diseases or deterioration
of existing chronic or intermittent diseases, digantly unexpected deteriorated
condition of the study indication, which is asstethto the use of the IP. Abnormal
can be considered as aforementioned signs andecaonisidered as an AE. However,
hospital admissions and/or surgical operationsgheduled prior to the participation
in this study for a pre-existed illness or diseaske performed during the
participation of this study are not to be consideas an AE.

The investigators are responsible for the detectigporting, and documentation of
AE.

9.2 Definition of an SAE

A serious adverse event is an AE that leads taétiye following medical
occurrence:

e Results in death
e Is life-threatening, meaning the patient is at ngkleath at the time of event.

e Requires hospitalization or prolongation of exigtitospitalization. Emergency
room visits that do not result in admission to llespital should not be considered
as a serious adverse event of requiring hospitalizar prolongation of existing
hospitalization, and such emergency room visitaighbe evaluated for one of
the other serious outcomes instead.

e Results in disability/incapacity.
e Is a congenital anomaly/birth defect.

e Events requiring medical and/or surgical intervemtio prevent one of the other
outcomes listed in the definition above or, basednedical and/or scientific
judgment of investigator, are important and shdxdatonsidered serious.

9.3 Disease-Related Events

The disease-related event is defined as an evaintdn be explained by the study
indication. The disease-related events and comditéwe usually recorded according
to the protocol and should not be considered asEarfor those events that the
investigator considers to be more severe than ¢éageshould be reported as AEs or
SAEs as appropriate. Considering the nature ostilngy patients to be late stage
cancer patients, the nature course of the diseasinly to death or life-threatening
conditions are considered as AEs or SAEs with itigatr’s opinion to distinguish
whether or not the event is a consequence or psigre of the pre-existing
disease(s).

For all events that result in death or are lifeetltening, must be reported SAEs.
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9.4 Lack of Efficacy

Lack of efficacy is not to be considered as an Afe signs and symptoms or clinical
sequelae resulting from lack of efficacy will b@oeted if they fulfill the definitions
the AE or SAE.

9.5 Clinical Laboratory Abnormalities

Abnormal laboratory findings and/or assessmentsaiejudged by the investigator
as clinically significant will be reported as AESSAES if they meet the definitions
set forth. For the conditions that the abnormabtatory and/or assessment findings
are considered as the underlying disease relateldar@ not unexpectedly worsened
during the study, no AE or SAE should be reported.

9.6 Reporting and Recording of AE and SAE

All AEs and SAEs should be documented in the sodomeiments and the relevant
CRF and SAE form when applicable. The investigatay be asked to provide
photocopies of the medical records for completheyAE or SAE report. The medical
records submitted to the relevant parties will becealed of the patients’ names. It is
the responsibility of the investigator to reportA& SAEs by diagnosis
terminologies, if possible. When the diagnosisasgible for the reported AE or SAE,
no signs and symptoms used to establish that pkatidiagnosis should be reported.

The investigator will be asked to determine theesigy and causality of each AE and
SAE based on the investigator’s clinical judgmé&maverse event reporting begins
from date of consent and ended at the last dostid¥ drug. The intensity of the AEs
was graded as follows:

Mild: The AE was easily tolerated and did not ifeee with normal daily
activities.

Moderate: The AE caused some interference witly dativities.
Severe: The AE caused all normal daily activiteebé completely halted.

The investigator made a judgment regarding whetheot the AE was related to
study drug, using the definitions below. The inigedbr was to evaluate any changes
in laboratory values and made a determination agh&gther or not the change was
clinically important and whether or not the changrese related to study drug.
However, even if the investigator felt there wag@ationship to the study drug, the
AE or clinically significant laboratory abnormalitgust still have been recorded in
the CRF along with the investigator's assessmerglafionship as follows:

None: The AE must definitely have been caused bypttient’s clinical state,
or the study procedure/conditions (i.e. it had ssoaiation with the
study drug)

Improbable: The temporal association between thedethe study drug was such
that the study drug was not likely to have any @eable association
with AE.

Possible:  The AE followed a reasonable temporaleece from the time of drug
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administration, but could have been produced by#ignt’s clinical
state or the study procedures/conditions.

Probable: The AE followed a reasonable temporalsece from the time of study
drug administration, abated upon discontinuatiothefstudy drug and
could not be reasonably explained by the knownasftaristics of the
patient’s clinical state.

Definite:  The AE followed a reasonable temporalusatce from the time of study
drug administration, abated upon discontinuatiothefstudy drug and
reappeared when the study drug is introduced.

It is usually important for the investigators tkeanformation of underlying diseases,
concomitant drugs, temporal relationship of theeb$ the event to the time of
dosing the IP, and re-challenging outcomes, intmaist when making a causal
relation decision.

It is the investigators’ responsibility to followgactively the outcome of each
AE/SAE until resolution or stabilization of the abition or lost of follow-up.

Serious, alarming and/or unusual adverse eventslmugported to one of the
following individuals within 24 hours of the invégator's knowledge of the event:

AFFILIA | TELEPHONE FAX
POSITION NAME -TION NUMBER NUMBER
Mr. Spike Lo
SAE Ms. Amanda Wu VCRO 886-2- 886-2-
Contact or 2657-5399 | 2657-9678
Ms. Yulun Liu

An Adverse Event Form should be completed foreatiogais adverse events and
forwarded to the sponsor within 24 hours. When sgwificant information is
obtained as well as when outcome of an event isvhknthe investigator should
inform the sponsor. In applicable cases, sponsgrreiguest a letter from the
investigator summarizing events related to the.dasestigator should follow
patients as far as possible until an outcome t@weats is known.

When a SAE is defined as a Suspected UnexpectealSé&dverse Reaction
(SUSAR), the nature and severity of which is notsistent with the applicable
product information (e.g., investigator’s brochtmean unapproved investigational
medicinal product or package insert for an apprawedicinal product). The
investigator is responsible to communicate detdilsiedical emergencies in trial
patients to the Institutional Review Board (IRB).dase of a SUSAR results in death
or a life-threatening event, the investigator sdmatify IRB at the assigned
institution via a written document as soon as fmssvithin 7 days of the initial
recognition (followed by completed report withird8ys) and the other SUSARs
within 15 days. Sponsor is responsible to inforeékients to the regulatory
authorities with the same time frame.

Under safety information exchange agreement betwaehien Pharmaceuticals Co.,
Ltd and Kowa Company, Ltd, any reportable SAE amibsis adverse drug reaction
(ADR) will have to report back to the Tai Tien Pimaceuticals Co. according to
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severity of the AEs in the following timeline upogceipt of the information by
VCRO: 2 days for fatal or life-threatening SAEs aedious ADRs and 4 days for
SAEs and serious ADRs which are not fatal/life-#teaing. Tai Tien Pharmaceuticals
Co. will have to reporting back to Kowa Company.Ldd the following day
according to the severity of the SAEs and the regioeline mentioned above. ADR
is defined as the adverse event occurred was ddiatihe study drug from
improbable to definite causality. The SAEs andaesiADRs will be following

Council for International Organizations of Medi&tdiences-1 (CIOMS-I) reporting
form for standardized international reporting adiindual cases of serious,
unexpected adverse drug reactions. As for nons&A&, including ADR and
non-ADR, should be presented in the line-listinghe final clinical study report.

In addition, line-listing report form, as well cadl subject list, is consists of
discontinued subject list, protocol deviation, dgnmaphic data, laboratory evaluations,
physical examinations and other safety evaluatiadgerse event listings,
investigational drug administration and visit dadesl comments, etc.
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10. Statistical Considerations and Statistical Analysis
10.1Sample Size Calculation

The study population consisted of male and fematepts (aged 20 to 74 years) with
high risk hypercholesterolemia.

Statistical justification for sample size is prinfabased on the study results obtained
from Phase Il NK-104-301 study (see ReferenceSt8dy of Pitavastatin 2 mg vs.
Atorvastatin 10 mg and Pitavastatin 4 mg vs. Atetain 20 mg (following
up-titration) in Patients with Primary Hypercholrstiemia or Combined
Dyslipidemia (Protocol No.: NK-104-301). The primandpoint utilized for this

cited study is the same as the one used in thgoped study, namely, the mean
percentage change of the"\@eek evaluation compared to the baseline on the
LDL-C blood levels of the patient. The followingrdents are the main statistical
basis for estimating sample size for this propatady:

The mean percentage change of th8 wgek evaluation compared to the baseline on
the LDL-C blood levels of the patients

1. Mean percentage change of th& aek evaluation compared to the baseline on
the LDL-C blood levels of following 2 arms basedNii-104-301 study:

v/ Pitavastatin 2 mg QD
v' Atorvastatin 10 mg QD
2. Null and alternate hypotheses:
Ho: M1 -H2<d
Hi: M1 - M2 > 0, 0= -8.0%
M1 andp, denotes mean % change of Pitavastatin 2 mg QDAtgastatin 10

mg QD, respectively, from baseline to week 12 nested as 37.9% (SD=13.97%)
and 37.8% (SD=15.60%) in the NK-104-301 study.

3. Type | error rate: 0.05

Statistical power: 90%

5. Population for primary analysis in NK-104-3Q@ady: FAS (full analysis
population) population, defined as all randomizatigmts who receive at least
one dose of study drug and who had at least orteeatment lipid assessment.
The FAS population is the same as ITT defined is $tudy for the primary
endpoint.

7. Statistical method used to calculate the sasipée Two group Satterthwaite
t-test of equal means (unequal variances) by usuery Advisor 7.0.

8. Interim analysis: None

9. Treatment group ratio: 1 to 1 for pitavastatim@ QD versus atorvastatin 10 mg
QD

Sample size derived from the above mentioned staticonditions is 72 for each

group. The evaluable patients will be determinetlfaspatients with at least 1
post-treatment LDL-C measurement.

»
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10.2Population to be Analyzed

Patients will be categorized into the following pégiions to meet various study
purposes.

Intention-to-treat (ITT) population: the ITT poptian will comprise all patients who
ever received the trial medication.

Per-protocol (PP) population: the PP populatice $sibset of ITT who satisfy the
following conditions.

1. Fulfilling all inclusion and exclusion criteria

2. Dosed with at least 75% of total study medicatiGné3 capsules)
3. With primary efficacy measurement

4. Not taking any prohibited medications

Safety evaluations will be performed on ITT popigiatwhile efficacy analysis will
be performed on ITT and PP populations. The cortusf efficacy of the study
will be made according to the results of ITT anelys

Summary statistics will be provided for all effigasafety, and baseline/demographic
variables by treatment, center and DM status (@guates only: diabetic and
non-diabetic). For categorical variables, frequetaty}es including percentages will
be presented. For continuous variables, descriptaestics such as number of
available observations, mean, median, standardtewi(SD), inter-quartile range
(IQR), minimum, and maximum will be tabulated.

All statistical tests will be two-tailed with=0.05.
10.3Background and Demographic Characteristics

Demography and baseline characteristics includerglgr, age, height, weight and
BMI will be listed by treatment group and analyzedween treatments to ensure
comparability by using appropriate statistical noekh of either ANOVA or other
non-parametric tests incorporating treatment anddbdfus as factors for continuous
variables or using appropriate statistical methefdSMH (Cochran-Mantel-Haenszel)
test incorporating DM status as stratificationsdategorical variables.

10.4Efficacy Parameters

10.4.1 Primary Endpoint

Mean percentage change of LDL-C will be analyzedisipgg ANCOVA
incorporating treatment, DM status and risk factteBned in inclusion criteria 4 (if
appropriate, including condition of existing CHDdamther risk factors to be
determined in statistical analysis plan (SAP))addrs and the baseline value as
covariate. The proportion of patients achievingrgét of lowering LDL-C will be
analyzed by using CMH (Cochran-Mantel-Haenszet)itenrporating DM status as
stratifications.

The hypothesis on primary endpoint will be
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Ho: 1 - H2< 0
Hi: M1 - M2 > 0, 0= -8.0%

M1 andp, denotes mean % change of Pitavastatin 2 mg QDAtorglastatin 10 mg
QD, respectively, from baseline to week 12. Treatngeoup will be declared
non-inferiority if the lower limit of the 95% twokged confidence interval of the
adjust means between treatment difference is greéen -8.0%.

Subgroup analysis of primary endpoints will be gilsdformed on DM and non-DM
groups, respectively.
10.4.2 Secondary Endpoints

Efficacy

The secondary efficacy endpoints will be:
Lipid efficacy

1. To estimate the proportion of patients achievind_-t®blood level to < 100
mg/dL at Visit 5.

2. The mean percentage change of LDL-C blood levelparing baseline to
week-4 (Visit 3).

3. The mean percentage changes of HDL-C blood levepening baseline to
week-4 (Visit 3) and week-12 (Visit 5).

4. The mean percentage changes of TG blood level cangpaaseline to
week-4 (Visit 3) and week-12 (Visit 5).

5. The mean percentage changes of non-HDL choledikrod level comparing
baseline to week-4 (Visit 3) and week-12 (Visit(®yn-HDL-C = TC —
HDL-C).

6. To evaluate the net changes of Apolipoprotein Ad Apolipoprotein B
comparing baseline to Visit 5.

Non-lipid efficacy

1. To evaluate the net changes of fasting plasma giuftom the baseline to the
week-4 (Visit 3) and week-12 (Visit 5).

2. To evaluate the net changes of fasting insulinll&een the baseline to the
week-12 (Visit 5).

3. To evaluate the baseline and Visit 5 insulin resisé by the homeostasis
model assessment method (HOMA-IR), in equation of:

HOMA-IR = fasting insulin level (uU/ml) x fastindgsma glucose (mg/dL)
405 (mmol/L)

4. To evaluate the net change of HbAlc comparing #selne to the week-12
(Visit 5).
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5. To evaluate the net change of free fatty acid comgadhe baseline to the
week-12 (Visit 5).

6. To evaluate the net change of asymmetric dimetbylare (ADMA) from the
baseline to the week-12 (Visit 5).

Mean percentage change of LDL-C, HDL-C, TG and ki@1--C will be analyzed by
using ANCOVA incorporating treatment, DM status aus#t factors defined in
inclusion criteria 4 (if appropriate, including abition of existing CHD and other risk
factors to be determined in SAP) as factors andbéseline value as covariate. The
proportion of patients achieving a target of lowmgrLDL-C will be analyzed by using
CMH (Cochran-Mantel-Haenszel) test incorporating Bisitus as stratifications.

Changes in Apo Al, Apo B, free plasma glucose,lingevel, HOMA-IR, HbAlc,
free fatty acid, ADMA will be analyzed by using ANDVA incorporating treatment,
DM status and risk factors defined in inclusioriania 4 (if appropriate, to be
determined in SAP) as factors and the baselinesvaducovariate.

Subgroup analysis of all efficacy endpoints willdiso performed on DM and
non-DM groups, respectively.

Safety

Clinical safety

1. To evaluate the changes in physical examinatiounltses

2. To evaluate the changes in vital signs (Pulsepgsind diastolic blood
pressures).

3. To evaluate the changes in urinalysis, including @hithrocyte, leukocyte,
glucose, and protein. (Qualitatively)

4. To evaluate the change of EKG results (including ®RS, QT, QTc, RR
intervals)

Laboratory safety

1. To evaluate the net change of safety profile frasetine to each visit by the
follow laboratory tests:

- White blood cell (WBC) with differential counts
- Red blood cell (RBC)

- Hemoglobin (Hb)

- Hematocrit (Hct)

- Platelet (PLT)

- C-reactive protein (CRP)

- Creatinine kinase (CK)

- Aspartate Aminotransferase (AST)
- Alanine Aminotransferase (ALT)

- y-glutamyl transpeptidase (GGT)

- Total bilirubin

- BUN
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- Serum creatinine
- Lactate dehydrogenase (LDH)

2. To evaluate adverse events incidences.

Changes in vital signs, EKG (including PR, QRS, QT¢, RR intervals), CBC tests,
biochemistry tests will be analyzed by using ANCOM&orporating treatment and
DM status as factors and the baseline value agied@aUrinalysis will be presented
with descriptive statistics to demonstrate thedrehchange.

Number of patients with physical exam abnormalitgach scheduled visit will be
tabulated by body system. EKG examination resuilidoe displayed in descriptive
statistics with number of patients with abnormatiings tabulated for each schedule
Visit.

Adverse event incidents will be summarized desegpt by system organ class and
preferred term using the MedDRA and by treatmeotigr The severity grade,
relationship, action taken and outcome will als@balyzed.

10.5Concomitant Therapy and Medical History

General medical history will be presented in inoicketable by system, center, DM
status and treatment listed for each pat@nigoing medical conditions will be
presented separately from the cured diseases.

The incidences of using the medications will be pated by center, DM status and
treatment.

10.5.1 Compliance/Extend of Exposure

Patients’ compliance will be calculated accordinghte formula described Bection
7.8 Assessment of Compliance

The compliance will be presented descriptively. ®alpatients exposing to the
study medication will be calculated from the dayha first treatment to the day of
last dose. Summary statistics will be providedtfa days of exposure.

10.5.2 Multi-Center Study

This study will be conducted in 6 centers over Imocentral and southern Taiwan. By
center descriptive statistics will be presented.

10.5.3 Missing Values

Last observation carry forward (LOCF) will be ugedestimation of missing primary
endpoint, no missing value estimation techniqué bélutilized for other variables.

10.5.4 Interim Analysis
Interim analysis will not be performed during thedy.
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11 Study Administrative Structure
11.1 Informed Consent and Institutional Review

All patients in this research study should be catghy informed about the purpose,
duration and important procedural details of thelgt Informed Consent must be
obtained using a written form which has been apgildwy the appropriate
Independent Ethics Committee (IEC) or InstitutioRalview Board (IRB).

The Informed Consent Form will be understood agdesi by each patient prior to
enrollment into the study. The investigator wilkekethe original signed copies of all
consent forms in his/her files and will providewpticate copy to the patient. A copy
of the letter indicating IEC or IRB approval must firovided to the study sponsor
prior to the study initiations.

11.2 Confidentiality/Publication of the Study

Any information the study sponsor shares with yegarding this study, including this
protocol, is considered proprietary information ahould be kept confidential. Each
investigator will be required to sign the signatpage which affirms he/she has
read/understood the obligations of Investigatorscéthe study has begun, the
investigator will comply with the protocol as wett except in instances where are
with medical urgency. The sponsor and the IEC/IR8utd be notified of these cases
as soon as possible. Any other changes on theqmiataust be approved by both the
sponsor and the IEC/IRB prior to commencement.

The information provided by the study sponsor is firotocol and the associated
Clinical Investigator's Brochure (CIB) and the dgémerated by this clinical study are
to be considered as confidential property of thegsponsor. The data and
information associated with this study may be usgthe study sponsor now and in
the future for the purposes of presentation, pahbo at discretion of the study
sponsor or for submission to regulatory agencreaddition, relative to the release of
any proprietary information, the study sponsor mesethe right of prior review of

any publication or presentation of data from thislyg.

In signing this protocol, the investigator agree#hie release of the data from this
study and acknowledges the above publication policy

11.3 Record Keeping
11.3.1 Data Collection

The clinical investigator must maintain detailedals on all study patients. Data for
this study will be recorded on Case Report ForniBHSE) provided by the sponsor. All
data should be recorded completely, promptly, agibly on the CRFs. Corrections
should be made in a manner that does not obscui@ranate the original error, by
striking through the original data with one thindj and all corrections on the CRF
should be initialed and dated and reason of coomecioted if possible. Each original
CRF page should be made available to the sponsemn wtmpleted. The investigator
should maintain a copy of all completed CRFs ingtugly files.
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11.3.2 Drug Accountability

The principal investigator is to keep a currenprdoof the inventory and dispensing
of all test drugs. This record will be made avd#aio the sponsor monitor for the
purpose of drug accountability checks. Any sigaifitdiscrepancy and/or deficiency
should be recorded, with an explanation. All sugptio be sent to the investigator
must be accounted for and the test material mudtenased in any unauthorized
situation.

The principal investigator, upon receipt of thenal supplies, will conduct drug
inventory records. The drug inventory record shdaddeturned to the sponsor and be
maintained for the investigator's records.

The principal investigator's responsibility shotddlurn all unused supplies to the
sponsor at the completion of the study.

11.3.3 Record Retention

All records relating to the conduct of this studg & be held by the investigator until
advised by the study sponsor that the records reaebtroyed.

The investigator will allow representatives of spoir's monitoring members (and of
the applicable regulatory authorities) to inspédicstady records, CRFs, and
corresponding portions of the study patient's efad/or hospital medical records at
regular intervals across the study. These inspestoe for the purpose of verifying
the adherence to the protocol, the completenesa@ndacy of the data being filled
in the CRF, and compliance with applicable regaladi

Sponsor and the investigator agree that the statigrm medical records will be
maintained in a confidential manner. Study repalitnvot identify any patient by
name. These reports may be submitted to the Depattofi Health of Republic of
China and any other applicable health authoritiethb sponsor.
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Appendices

13.1Declaration of Helsinki

World Medical Association Declaration of Helsinki:

Recommendations Guiding Physicians in Biomedical Rearch

Involving Human Subjects

Adopted by the 18World Medical Association (WMA) General Assemttelsinki,
Finland, 1964 and amended by the WMA General Asgembkyo, Japan in 1975,
Venice, Italy in 1983, Hong Kong in 1989, Somehskeist, Republic of South Africa,
1996, Edinburgh, Scotland in 2000, added with Ndt€larification on paragraph 29
by the WMA General Assembly, Washington in 2002jextiwith Note of
Clarification on paragraph 30 by the WMA Generasémbly, Tokyo 2004, and
amended by the WMA General Assembly, Seoul, 2008.

A. Introduction

1.

The World Medical Association (WMA) has developdgk tDeclaration of
Helsinki as a statement of ethical principles foedncal research involving
human subjects, including research on identifigolman material and data.

The Declaration is intended to be read as a whateeach of its constituent
paragraphs should not be applied without consiaeraif all other relevant
paragraphs.

Although the Declaration is addressed primarilyptoysicians, the WMA
encourages other participants in medical reseanabhviing human subjects to
adopt these principles.

It is the duty of the physician to promote and gated the health of subjects,
including those who are involved in medical reskbarthe physician's
knowledge and conscience are dedicated to thénheifit of this duty.

The Declaration of Geneva of the WMA binds the ptige with the words,
“The health of my subject will be my first considgon,” and the
International Code of Medical Ethics declares thatphysician shall act in
the subject's best interest when providing mediagg.”

Medical progress is based on research that ultlgpnaeist include studies
involving human subjects. Populations that are tnegeesented in medical
research should be provided appropriate accesarticipation in research.

In medical research involving human subjects, tk#-teing of the individual
research subject must take precedence over all iotieeests.

The primary purpose of medical research involvingnhn subjects is to

understand the causes, development and effectsseastts and improve
preventive, diagnostic and therapeutic interverstimethods, procedures and
treatments). Even the best current interventionstrna evaluated continually
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through research for their safety, effectivene$sciency, accessibility and
quality.

8. In medical practice and in medical research, mutstrventions involve risks
and burdens.

9. Medical research is subject to ethical standards pnomote respect for all
human subjects and protect their health and riggise research populations
are particularly vulnerable and need special ptmtec These include those
who cannot give or refuse consent for themselves tanse who may be
vulnerable to coercion or undue influence.

10. Physicians should consider the ethical, legal aegulatory norms and
standards for research involving human subjecteeir own countries as well
as applicable international norms and standardsn&mnal or international
ethical, legal or regulatory requirement shouldudor eliminate any of the
protections for research subjects set forth inEraslaration.

B. PRINCIPLES FOR ALL MEDICAL RESEARCH

11. It is the duty of physicians who participate in noadl research to protect the
life, health, dignity, integrity, right to self-d=mination, privacy, and
confidentiality of personal information of reseastibjects.

12. Medical research involving human subjects must @onf to generally
accepted scientific principles, be based on a tigitoknowledge of the
scientific literature, other relevant sources ofoimation, and adequate
laboratory and, as appropriate, animal experimematThe welfare of
animals used for research must be respected.

13.  Appropriate caution must be exercised in the condfimedical research that
may harm the environment.

14.  The design and performance of each research stwdwing human subjects
must be clearly described in a research protodw. grotocol should contain a
statement of the ethical considerations involved simould indicate how the
principles in this Declaration have been addresddte protocol should
include information regarding funding, sponsorsstitational affiliations,
other potential conflicts of interest, incentives subjects and provisions for
treating and/or compensating subjects who are hhrasea consequence of
participation in the research study. The prototwlud describe arrangements
for post-study access by study subjects to intéives identified as beneficial
in the study or access to other appropriate cabeoefits.

15. The research protocol must be submitted for corsi®, comment,
guidance and approval to a research ethics conarbeéore the study begins.
This committee must be independent of the resegrtihe sponsor and any
other undue influence. It must take into considenathe laws and regulations
of the country or countries in which the reseasctobibe performed as well as
applicable international norms and standards begehmust not be allowed to
reduce or eliminate any of the protections for aesle subjects set forth in this
Declaration. The committee must have the right t;mitor ongoing studies.
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The researcher must provide monitoring informatimn the committee,
especially information about any serious adversentsv No change to the
protocol may be made without consideration and @a@rby the committee.

16. Medical research involving human subjects must badacted only by
individuals with the appropriate scientific traigiand qualifications. Research
on subjects or healthy volunteers requires thersigien of a competent and
appropriately qualified physician or other healthrec professional. The
responsibility for the protection of research satgenust always rest with the
physician or other health care professional ancenéve research subjects,
even though they have given consent.

17. Medical research involving a disadvantaged or wable population or
community is only justified if the research is respive to the health needs
and priorities of this population or community aifidhere is a reasonable
likelihood that this population or community staridsenefit from the results
of the research.

18.  Every medical research study involving human subjeaust be preceded by
careful assessment of predictable risks and burtiertbe individuals and
communities involved in the research in compariaith foreseeable benefits
to them and to other individuals or communitieseetiéd by the condition
under investigation.

19. Every clinical trial must be registered in a pulyliaccessible database before
recruitment of the first subject.

20. Physicians may not participate in a research stodylving human subjects
unless they are confident that the risks involvadenbeen adequately assessed
and can be satisfactorily managed. Physicians musediately stop a study
when the risks are found to outweigh the poterd@iefits or when there is
conclusive proof of positive and beneficial results

21. Medical research involving human subjects may dmdyconducted if the
importance of the objective outweighs the inhemsits and burdens to the
research subjects.

22.  Participation by competent individuals as subjattsiedical research must be
voluntary. Although it may be appropriate to comsfamily members or
community leaders, no competent individual may helked in a research
study unless he or she freely agrees.

23.  Every precaution must be taken to protect the pyiv research subjects and
the confidentiality of their personal informationdato minimize the impact of
the study on their physical, mental and socialgntg.

24. In medical research involving competent human sibjeeach potential
subject must be adequately informed of the aimshaoaks, sources of funding,
any possible conflicts of interest, institution#ilations of the researcher, the
anticipated benefits and potential risks of thelgtand the discomfort it may
entail, and any other relevant aspects of the stlilg potential subject must
be informed of the right to refuse to participatethe study or to withdraw
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consent to participate at any time without repri§gecial attention should be
given to the specific information needs of indivadlpotential subjects as well
as to the methods used to deliver the informatisiter ensuring that the
potential subject has understood the informatitwe, physician or another
appropriately qualified individual must then sedte tpotential subject’s
freely-given informed consent, preferably in writinf the consent cannot be
expressed in writing, the non-written consent maestformally documented
and witnessed.

For medical research using identifiable human medt@r data, physicians

must normally seek consent for the collection, wsia) storage and/or reuse.
There may be situations where consent would be $siple or impractical to

obtain for such research or would pose a thre#ttgovalidity of the research.

In such situations the research may be done onbr &bnsideration and

approval of a research ethics committee.

When seeking informed consent for participationainresearch study the
physician should be particularly cautious if thetgodial subject is in a
dependent relationship with the physician or magsent under duress. In
such situations the informed consent should be t#obyg an appropriately
qualified individual who is completely independenthis relationship.

For a potential research subject who is incompetbet physician must seek
informed consent from the legally authorized repn¢ative. These individuals
must not be included in a research study that balskealihood of benefit for
them unless it is intended to promote the healtthefpopulation represented
by the potential subject, the research cannot adstee performed with
competent persons, and the research entails omiymali risk and minimal
burden.

When a potential research subject who is deemaeamiripetent is able to give
assent to decisions about participation in resednehphysician must seek that
assent in addition to the consent of the legaliyhauzed representative. The
potential subject’s dissent should be respected.

Research involving subjects who are physically antally incapable of
giving consent, for example, unconscious subjeoiy be done only if the
physical or mental condition that prevents givingormed consent is a
necessary characteristic of the research populdtiosuch circumstances the
physician should seek informed consent from theallggauthorized
representative. If no such representative is dvigiland if the research cannot
be delayed, the study may proceed without inforemtsent provided that the
specific reasons for involving subjects with a dtind that renders them
unable to give informed consent have been statéloeimesearch protocol and
the study has been approved by a research ethiosnitiee. Consent to
remain in the research should be obtained as sopossible from the subject
or a legally authorized representative.

Authors, editors and publishers all have ethicdigabtions with regard to the
publication of the results of research. Authorsehavduty to make publicly
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available the results of their research on humadnjests and are accountable
for the completeness and accuracy of their repdiey should adhere to
accepted guidelines for ethical reporting. Negaéimd inconclusive as well as
positive results should be published or otherwissdenpublicly available.
Sources of funding, institutional affiliations andnflicts of interest should be
declared in the publication. Reports of researchimaaccordance with the
principles of this Declaration should not be acedgdbr publication.

C. ADDITIONAL PRINCIPLES FOR MEDICAL RESEARCH COMBI NED
WITH

MEDICAL CARE

31. The physician may combine medical research withicaédare only to the
extent that the research is justified by its po&mireventive, diagnostic or
therapeutic value and if the physician has goodsamato believe that
participation in the research study will not adetysaffect the health of the
subjects who serve as research subjects.

32. The benefits, risks, burdens and effectiveness éwa intervention must be
tested against those of the best current provesrviemtion, except in the
following circumstances:

» The use of placebo, or no treatment, is acceptabdtudies where no current
proven intervention exists; or

* Where for compelling and scientifically sound heological reasons the
use of placebo is necessary to determine the efficar safety of an
intervention and the subjects who receive placetooctreatment will not be
subject to any risk of serious or irreversible haExtreme care must be taken
to avoid abuse of this option.

33. At the conclusion of the study, subjects enteré¢al ihe study are entitled to be
informed about the outcome of the study and toeshay benefits that result
from it, for example, access to interventions ideatt as beneficial in the
study or to other appropriate care or benefits.

34. The physician must fully inform the subject whichpacts of the care are
related to the research. The refusal of a subgepatticipate in a study or the
subject’s decision to withdraw from the study mnosver interfere with the
subject-physician relationship.

35. In the treatment of a subject, where proven inteiiees do not exist or have
been ineffective, the physician, after seeking expévice, with informed
consent from the subject or a legally authorizeategentative, may use an
unproven intervention if in the physician's judgerni¢ offers hope of saving
life, re-establishing health or alleviating suffegi Where possible, this
intervention should be made the object of reseateBigned to evaluate its
safety and efficacy. In all cases, new informatsfrould be recorded and,
where appropriate, made publicly available.
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13.2ATP Ill Guidelines

ATP 1ll Guidelines At-A-Glance
Quick Desk Reference

Determine lipoprotein levels—obtain complete lipoprotein profile after
9- to 12-hour fast.

ATP il Classification of LDL, Total, and HDL Cholesterol (mg/dL)
]

LDL Cholesterol - Primary Target of Therapy

<100 Optimal
100-129 Near optimal/above optimal
130-159 Borderline high
160-189 High
=190 Very high
Total Cholesterol
<200 Desirable
200-239 Borderline high
=240 High
HDL Cholesterol
<40 Low
=60 High

Identify presence of clinical atherosclerotic disease that confers high risk
for coronary heart disease (CHD) events (CHD risk equivalent):

= Clinical CHD

= Symptomatic carotid artery disease
= Peripheral arterial disease

= Abdominal aortic aneurysm.

Determine presence of major risk factors (other than LDL):

Major Risk Factors (Exclusive of LDL Cholesterol) That Modify LDL Goals
L]

Cigarette smoking
Hypertension (BP =140/90 mmHg or on antihypertensive medication)
Low HDL cholesterol (<40 mg/dL)*

Family history of premature CHD (CHD in male first degree relative <55 years;
CHD in female first degree relative <65 years)

Age (men =45 years; women =55 years)

* HDL cholesterol =60 mg/dL counts as a "negative” risk factor; its presence removes one
risk factor from the total count.

s Note: in ATP III, diabetes is regarded as a CHD risk equivalent.

Sponsor: Tai Tien Pharmaceuticals Co., Ltd.
Prepared by: Virginia Contract Research Organinafio., Ltd.

Page 70 of 78
20120213 05
Final

Page 70



CONFIDENTIAL Page 71 of 78
Project No. TATPITA20101005 20120213 _05
Clinical Study Protocol for Pitavastatin (Liv&lo Final

If 2+ risk factors (other than LDL) are present without CHD or CHD risk equivalent, assess
10-year (short-term) CHD risk (see Framingham tables).
Three levels of 10-year risk:

s >20% — CHD risk equivalent
n 10-20%
= <10%

Determine risk category:

s Establish LDL goal of therapy
= Determine need for therapeutic lifestyle changes (TLC)
m Determine level for drug consideration

LDL Cholesterol Goals and Cutpoints for Therapeutic Lifestyle Changes (TLC) and Drug Therapy in Different
Risk Categories.

]
LDL Level at Which
to Initiate Therapeutic ~ LDL Level at Which to

Risk Category LDL Goal Lifestyle Changes (TLC) Consider Drug Therapy

CHD or CHD Risk Equivalents <100 mg/dL 2100 mg/dL 2130 mg/dL

(10-year risk >20%) (100-129 mg/dL: drug optional)*
10-year risk 10-20%:

2+ Risk Factors <130 mg/dL 2130 mgrdL 2130 mg/dL

(10-year risk <20%) 10-year risk <10%:
>160 mg/dL

0-1 Risk Factor' <160 mg/dL 2160 mg/dL >190 mg/dL

(160-189 mg/dL: LDL-lowering
drug optional)

* Some authorities recommend use of LDL-lowering drugs in this category if an LDL cholesterol <100 mg/dL cannot be achieved by
therapeutic lifestyle changes. Others prefer use of drugs that primarily medify triglycerides and HDL, e.g.. nicotinic acid or fibrate.
Clinical judgment also may call for deferring drug therapy in this subcategory.

T Almost all people with 0-1 risk factor have a 10-year risk <10%, thus 10-year risk assessment in people with 0-1 risk factor is
not necessary.

Initiate therapeutic lifestyle changes (TLC) if LDL is above goal.

TLC Features
_________________________________________________________________________________________|

m TLC Diet:
— Saturated fat <7% of calories, cholesterol <200 mg/day
— Consider increased viscous (soluble) fiber (10-25 g/day) and plant stanols/sterols
(2g/day) as therapeutic aptions to enhance LDL lowering
m  Weight management
m Increased physical activity.
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Consider adding drug therapy if LDL exceeds levels shown in Step 5 table:

m Consider drug simultaneously with TLC for CHD and CHD equivalents
m Consider adding drug to TLC after 3 months for other risk categories.

Drugs Affecting Lipoprotein Metabolism

Drug Class Agents and Lipid/Lipoprotein Side Effects Contraindications
Daily Doses Effects
HMG CoA reductase  |ovastatin (20-80 mg) LDL 118:55% Myopathy Absolute:
inhibitors (statins) Pravastatin (20-40 mg) HDL T5.15% Increased liver + Active or chronic
Simvastatin (2080 mg) TG 1730% enzymes lver disedse
Relative:

Bile acid sequestrants

Nicotinic acid

Fibric acids

Fluvastatin (20-80 mg)
Atorvastatin (1080 mg)
Cerivastatin (0.4-0.8 mg)

Cholestyramine (4-16 g)
Colestipol {5-20 g)
Colesevelam (2.6-3.8 g)

Immediate release
[crystalling) nicatinic acid
(1.5-3 gm), extended
release nicotinic acid
(Niaspan®) (1-2 g).
sustained release
nicotinic acid (1-2 g)

Gemfibrozil
(600 mg BID)

Fenofibrate (200 mg)

Clofibrate
(1000 mg BID)

LDL 11530%

HOL  T35%

1G Mo change
or increase

DL 15-25%

HDL 115.35%
1G 12050%

(DL 1520%
(may be increased in
patients with high TG)

HoL  T1020%
1G 120:50%

Gastrointestinal
distress

Constipation

Decreased absorp-
tion of other drugs

Flushing
Hyperglycemia

Hyperuricemia
(or gout)

Upper Gl distress
Hepatotoxicity

Dyspepsia
Gallstones
Myopathy

+ Concomitant use of
certain drugs*

Absolute:

+ dysbeta-
lipoproteinemia

+ 1G >400 mg/dL

Relative:

+ 1G 200 mg/dl

Absolute:

« Chronic liver disease
+ Severe gout
Relative:

+ Diabetes

+ Hyperuricemia

+ Peplic ulcer disease

Absolute:
+ Severe renal disease

+ Severe hepalic
disease

* Cyclosparine, macrolide antibiotics, various anti-fungal agents, and cytochrome P-450 inhibitors (fibrates and niacin should be used with

appropriate caution).
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Identify metabolic syndrome and treat, if present, after 3 months of TLC.

Clinical Identification of the Metabolic Syndrome - Any 3 of the Following:
I

Risk Factor Defining Level
Abdominal obesity* Waist circumference!
Men =102 em (>40 in)
Women =88 cm (>35in)
Triglycerides 2150 mg/dL
HDL cholesterol
Men <40 mg/dL
Wamen <50 mg/dL
Blood pressure >130/>85 mmHg
Fasting glucose >110 mg/dL

#

Overweight and obesity are associated with insulin resistance and the metabalic syndrome.
However, the presence of abdominal obesity is more highly correlated with the metabolic risk
factors than is an elevated body mass index (BMI). Therefore, the simple measure of waist cir-
cumference is recommended to identify the body weight component of the metabolic syndrome.
Some male patients can develop multiple metabolic risk factors when the waist circumference is
only marginally increased, e.g., 94-102 cm (37-39 in). Such patients may have a strong genetic
contribution to insulin resistance. They should benefit from changes in life habits, similarly to
men with categorical increases in waist circumference.

—

Treatment of the metabolic syndrome
]

n Treat underlying causes (overweight/obesity and physical inactivity):
- Intensify weight management
- Increase physical activity.

u Treat lipid and non-lipid risk factors if they persist despite these lifestyle therapies:
- Treat hypertension
- Use aspirin for CHD patients to reduce prothrombotic state
- Treat elevated triglycerides and/or low HDL (as shown in Step 9).
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Treat elevated triglycerides.

ATP Il Classification of Serum Triglycerides (mg/dL)

<150 Normal
150-199 Borderline high
200-499 High

=500 Very high

Treatment of elevated triglycerides (=150 mg/dL)

Primary aim of therapy is to reach LDL goal

Intensify weight management

Increase physical activity

If triglycerides are >200 mg/dL after LDL goal is reached, set
secondary goal for non-HDL cholesterol (total - HDL)

30 mg/dL higher than LDL goal.

Comparison of LDL Cholesterol and Non-HDL Cholesterol Goals for Three Risk Categories
L]

Risk Category LDL Goal (mg/dL) Non-HDL Goal (mg/dL)
CHD and CHD Risk Equivalent <100 <130

(10-year risk for CHD »20%)

Multiple (2+) Risk Factors and <130 <160

10-year risk <20%

0-1 Risk Factor <160 <190

If triglycerides 200-499 mg/dL after LDL goal is reached, consider adding drug if needed to
reach non-HDL goal:

+ intensify therapy with LDL-lowering drug, or
« add nicotinic acid or fibrate to further lower VLDL.
If triglycerides >500 mg/dL, first lower triglycerides to prevent pancreatitis:

« very low-fat diet (<15% of calories from fat)

+ weight management and physical activity

» fibrate or nicotinic acid

+ when triglycerides <500 mg/dL, turn to LDL-lowering therapy.

Treatment of low HDL cholesterol (<40 mg/dL)

First reach LDL goal, then:

Intensify weight management and increase physical activity

If triglycerides 200-499 mg/dL, achieve non-HDL goal

If triglycerides <200 mg/dL (isolated low HDL) in CHD or CHD equivalent
consider nicotinic acid or fibrate.
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(Framingham Point Scores) [Framingham Paint Scores)
Age Points Age Points
20-34 -9 20-34 -1
35-39 -4 35-39 -3
40-44 0 40-44 0
45-49 o 45-49 3
50-54 6 50-54 6
55-59 8 55-59 8
60-64 10 60-64 10
65-69 1 65-69 12
70-74 12 70-74 14
75-719 13 75-719 16
Total Points Total Points
Cl
Cholesterol | Age2030  Aged0ds  AgeS0S9  Age60ss  AgeToTs ‘ I Age 2039 Aged049  Age50-50  Age60-69  Age70-79
<160 0 0 0 0 0 <160 0 0 0 0 0
160-199 4 3 2 1 0 160-199 4 3 2 1 1
200-239 i 5 3 1 0 200-239 8 6 4 2 i
240-279 6 4 2 1 240-279 1 8 o 3 2
>280 ik 8 5 3 1 >280 13 10 7 4 2
Points Points
‘AQHNS Age 4049 Age50-50  Age60-69  Age70-79 : ! Age20-30  Age40-49  Age50-50  Age60-69  Age70-19 '
Nonsmoker 0 0 0 0 0 Nonsmoker 0 0 0 0 0
Smoker 8 5 3 1 1 Smoker ¢l 7 4 2 1
HDL (mg/dL) Points HDL (mg/dL) Points
260 -1 260 -1
50-59 0 50-59 0
40-49 1 40-49 1
<40 2 <40 2
Systolic BP (mmHg) If Untreated If Treated Systolic BP (mmHg) If Untreated If Treated
<120 0 0 <120 0 0
120-129 1 120-129 1 3
130-138 1 2 130-139 2 4
140-159 1 2 140-159 3 5
2160 2 3 >160 4 6
Point Total 10-Year Risk % Point Total 10-Year Risk %
<0 Ca| <9 <1
0 1 9 1
1 1 10 1
2 1 11 1
3 1 12 1
g ; 13 2
6 5 14 2
15 3
1 3
16 4
8 4
17 5
9 5
18 6
10 i}
19 8
11 8
1 12 21 14
14 16 22 1
15 20 23 22
16 25 10-Year risk % 24 27 10-Year risk %
=17 >30 225 230
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Most of the drugs listed below are havipgl0 (days) elimination period within 4
weeks, except Amiodarone. Therefore the wash audghevas defined as 4-week

before Visit 2.

Drug | t1/2 (hours) | t1/2x10 (hours) | t1/2x10 (days)
Statins
Atorvastatin 20~ 30 200 ~ 300 8.33 ~12.50
Fluvastatin 2~3 20~ 30 0.83~1.25
Pravastatin 1.1~17 11~ 17 0.46 ~0.71
Rosuvastatin 1.5~20 15~ 17 0.63~0.71
Simvastatin 19 190 7.92
Fibrates
Clofibrate 12 ~35 120 ~ 350 5.00 ~ 14.58
Fenofibrate 20 200 8.33
Gemfribrozil 1.3~15 13~15 0.54 ~0.63
Cholesterol absorption inhibitor
Ezetimibe 22 220 9.17
Niacins
Nicotinic acid 0.75 7.5 0.31
Niceritnol 8 80 3.33
Steroid hormones
Dexamethasone 4 40 1.67
Fludrocortisone 3.5 35 1.46
Hydrocortisone 15~2 15~ 20 0.63 ~ 0.83
Methylprednisolone 3.5 35 1.46
Prednisolone 3.5 35 1.46
Triamcinolone 2~5 20 ~ 50 0.83 ~2.08
Estrogen 4~18.5 40 ~ 185 167~7.71
Progesterone 35~55 350 ~ 550 15~23
Testosterone 2~4 20 ~ 40 0.83 ~ 1.67
Anticoagulant
Warfarin 05~3 5~30 0.21 ~1.25
Antiarrhythmics
Adenosine 10 seconds 100 seconds 1.67 minute
Amiodarone 2.5~ 10 days 25~100days 0.83 ~®R@3ths
Bretylium tosylate 4~17 40 ~ 170 1.67 ~7.08
Disopyramide 4~10 40 ~ 100 1.67 ~4.17
Flecainide acetate 7~ 22 70 ~ 220 2.92~9.17%
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Drug | t1/2 (hours) | t1/2x10 (hours) |  t1/2x10 (days)
Immunosuppressants
Azathioprine 3 30 1.25
Cyclosporine 19 ~ 27 190 ~ 270 7.92 ~11.25
Daclizumab 20 200 8.33
Mycophenolate Mofetil 11 110 4.58
Sirolimus 62 620 7.71
Sodium mycophenolate 11.7 ~ 15.7 117 ~ 157 4854 6
Macrolides
Erythromycin 1~2 10-20 0.42 ~0.83
Clarithromycin 7 70 2.9
Telithromycin 10 100 4.2
Josamycin 1.13 11.3 0.47
SSRIs
Citalopram HBr 36 360 15.00
Escitalopram 25 250 10.42
Fluoxetine 2 ~ 3 days 20 ~ 30 days 0.67 ~ 1.00 hsnt
Fluvoxamine Maleate 15 150 6.25
Paroxetine HCI 16 ~ 24 160 ~ 240 6.67 ~ 10.0C
Sertraline HCI 26 260 10.83
TCAs
Amitriptyline 20 ~ 40 200 ~ 400 8.33 ~ 16.67
Clomipramine 20~ 30 200 ~ 300 8.33 ~ 12.50
Doxepin HCI 6~8 60 ~ 80 2.50 ~ 3.33
Imipramine 8~16 80 ~ 160 3.33 ~ 6.67
Maprotiline HCI 51 510 21.25
Antidepressant
Nefazodone \ 3.5 \ 35 1.46
Gonadotropin inhibitor
Danazol | 45 | 45 1.88
Others
Azole antifungals 30 300 12.50
Rosiglitazone 3~7 30~70 1.25~2.92
Rifampin 3 30 1.25
Efavirenz 52 ~76 520 ~ 760 21.67 ~ 31.67
Digoxin 34 ~44 340 ~ 440 14.17 ~ 18.33
Diazepam 20 ~ 50 200 ~ 500 8.33 ~ 20.83
Cimetidine 2 20 0.83
Omeprazole 05~15 5~15 0.21 ~0.63
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13.4Natural Health Food Products May Interfere with IP

Natural health food/ingredients may interfere wigind profile.

Component that may reduce lipid profile

Recommendedaily Intake (RDI)

EPA+DHA 500 mg
Monacolin K 9.6 ~15mg
Allicin 5000 ~ 600Qug
Immunoglobulin G N.A.

B-glucan 3~69¢g
Chitosan N.A.

Vitamin P In ratio of Vitamin C : Vitamin P = 51
Oleic acid- Linoleic acid- a-Linoleic acid [30~45¢
Tomato juice (lycopene) 30 ~ 35 m|
Sugar Cane Policosanol 5~10mg
Soy protein 259
Catechin 1.8¢

Inulin NA
Medium-chain triglyceride 15~20¢g
L-arginine 15¢g
Water-solubility diet fiber 20 mg
Phytosterol 2~3¢g
EPA+DHA 500 mg
Monacolin K 9.6 ~15mg
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