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Uncontrolled diabetes mellitus as defined by HbA . >8%. Subjects with controlled Type
II diabetes were allowed, provided the disease had been stable at least three months prior
to study entry;

Any surgical or medical condition which might significantly alter the absorption,
distribution, metabolism, or excretion of any drug. The investigator looked for evidence
of any of the following: history of major gastrointestinal tract surgery (e.g. gastrectomy,
gastroenterostomy, or small bowel resection), gastritis, current active ulcers,
gastrointestinal, or rectal bleeding. Current active or recurrent irritable bowel syndrome
(IBS) or history of inflammatory bowel syndrome. Subjects with a past history of IBS
without symptoms for at least six months prior to the study start were allowed to enter the
study;

Any history of pancreatic injury or pancreatitis, or impaired pancreatic function/injury as
indicated by abnormal lipase or amylase;

Liver injury as indicated by serum transaminase levels [ALAT/SGPT] or [ASAT/SGOT]
>1.5 ULRR over the lead-in period. The ALAT and ASAT levels must have been <1.5 X
ULRR on at least two of the three evaluations between Visit 1 (Week -8/-6) and Visit 3
(Week -1) for the subject to be eligible for further study participation. If ALAT and/or
ASAT was >2 x ULRR at any time point between Visit 1 (Week -8/-6) and Visit 3
(Week -1), the subject was immediately excluded from further study participation;

Impaired renal function as indicated by serum creatinine levels >1.5 X ULRR at Visit 1
(Week -8/-6). However, if creatinine was between 1.5 and 2 X ULRR, one retest was
permitted at Visit 2 (Week -2), provided all other criteria were fulfilled. Only subjects
with serum creatinine of £1.5 X ULRR at the retest were eligible for further study
participation. If serum creatinine was >2 X ULRR at Visit 1 (Week -8/-6), the subject
was immediately excluded from further study participation;

Current obstruction of the urinary tract or difficulty in voiding due to mechanical as well
as inflammatory conditions, which was likely to require intervention during the course of
the study or was regarded as clinically meaningful by the investigator;

Serum CK >5 x ULRR. However, if at Visit 1 (Week-8/-6) serum CK was >5 x ULRR
without a clinical explanation, one re-test was allowed. If the repeat CK was >5 x ULRR
in the absence of conditions explaining the CK elevation the subject was immediately
excluded from further study participation;

Uncontrolled hypothyroidism defined as TSH >ULRR. Subjects with TSH >ULRR at
Visit 1 were permitted to have a retest at Visit 2 and if TSH was also >ULRR at Visit 2
the subject was excluded from the study;

Any severe acute illness or severe trauma in the last three months prior to Visit 1 (Week -
8/-6);

Major surgery, during the three months prior to Visit 1 (Week -8/-6);

Significant CVD prior to randomization, such as myocardial infarction, coronary or
peripheral artery angioplasty, bypass graft surgery or severe or unstable angina pectoris
within the last three months;
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Evidence of symptomatic heart failure NYHA class III or IV, gross cardiac enlargement
(cardiothoracic ratio >0.5); significant heart block or cardiac arrhythmias. History of
uncontrolled complex ventricular arrhythmias, uncontrolled atrial fibrillation/flutter or
uncontrolled supraventricular tachycardias with a ventricular response rate of >100 beats
per minute at rest. Subjects whose electrophysiological instability are controlled with a
pacemaker or implantable cardiac device were eligible;

Left ventricular (LV) ejection fraction <0.25;

History of symptomatic cerebrovascular disease including cerebrovascular hemorrhage or
ischemia, transient ischemic attack, or carotid endarterectomy within one month prior to
randomization;

Any other medical or surgical conditions at the discretion of the investigator which
placed the subject at higher risk derived from his/her participation in the study, could
confound the result of the study, or were likely to prevent the subject from complying
with the requirements of the study or completing the study period;

Known HIV infection;

Poorly controlled or uncontrolled hypertension. Only subjects with SBP <160 mm Hg
and DBP <90 mm Hg with or without antihypertensive therapy;

Prior or current known muscular or neuromuscular disease of any type;

Current active neoplastic disease or subjects who may require antineoplastic treatment
during the course of the study. History of prior malignancy except those subjects who
had been cancer free for >10 years. Subjects with prior history of basal cell carcinoma or
squamous cell carcinoma of the skin remained eligible if they had been cancer free for
>5 the past years;

Within the last two years, a history of drug abuse or continuous consumption of more
than 65 mL pure alcohol per day (e.g., more than 4 x 125-mL glasses of wine or
three glasses of spirits per day);

Exposure to any investigational new drug within 30 days of study entry (Visit 1/Week -
8/-6) or ingestion of any drug known to be toxic to a major organ system (such as those
producing blood dyscrasias, nephrotoxicity, hepatotoxicity or neurotoxicity) 12 weeks
prior to the study entry (Visit 1/Week -8/-6);

Current or recent (within four weeks of Visit 1/Week -8/-6) use of supplements known to
alter lipid metabolism e.g. soluble fibers (including >2 teaspoons Metamucil or psyllium
containing supplement per day), or other dietary fiber supplements, fish oils, or other
products at the discretion of the investigator;

History of hypersensitivity reactions to other HMG-CoA reductase inhibitors;
Any of the following concomitant medications:

1. All agents used for or under investigation for lowering or modifying plasma lipid
levels, including statins, fibric acid derivatives, bile acid sequestrants, cholesterol
absorption inhibitors (including ezetimibe), and nicotinic acid >500 mg per day.
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Subjects who, following randomization, discontinued prematurely from the study due to AEs, or
abnormalities in laboratory values should have continued to be evaluated by the investigator or
his/her designee until resolution of the condition/abnormality or up to 30 days after
discontinuation. Information on follow-ups after discontinuation should have been documented
in the subject’s medical records.

Treatment:

Treatment was administered according to a double-dummy design. Each subject dose consisted
of one small tablet, one large tablet, and one capsule taken orally once daily before bedtime with
approximately 200mL of water. Either one of the tablets or the capsule was the active dose. The
others were placebos.

Study Populations:

e The Safety Population was defined as all randomized subjects who received at least one
dose of the study drug.

e The Full Analysis Set was defined as all randomized subjects who received at least one
dose of study drug and who had at least one on-treatment lipid assessment. In this study, the
ITT population was referred to as the FAS.

e The Per Protocol Population was defined as all subjects in the FAS, who had no major
protocol violations, and who had an on-treatment lipid assessment at Week 12 (Visit 8).

e The Completers population was defined as all subjects, irrespective of protocol violations,
who had a Week 12 (last week of measurement) measurements, whether or not on drug.

The FAS was the primary population used for the efficacy analyses, and the PP and COM
populations were used for confirmation analysis of the efficacy endpoints.

Sample Size Justification

A sample size of 800 randomized subjects was planned, with 300 subjects in the pitavastatin 2

mg and pitavastatin 4 mg groups and 100 subjects in the atorvastatin 10 mg and atorvastatin 20
mg groups. Assuming a SD of 12 (for percent reduction from baseline LDL), a non-inferiority
limit of 6% for the treatment difference and a 1-tailed test at 2.5% significance level, this sample
size would provide 99% power to reject the null hypothesis that the mean percent decrease from
baseline LDL was at least 6% greater in the atorvastatin groups than in the pitavastatin groups
vs. the alternative that any advantage in the atorvastatin groups is less than the non-inferiority
limit.

Statistical Analysis of the Primary Efficacy Variable:
The percent change in LDL from baseline to ‘endpoint’ for the FAS and the percent change in

LDL from baseline to Week 12 (Visit 8) for the PP and COM Population were analyzed
ANCOVA including treatment and country as factors and the baseline LDL as a covariate.

A 2-sided 95% CI was constructed for the adjusted mean difference between treatment groups
(i.e., atorvastatin 10 mg minus pitavastatin 2 mg and atorvastatin 20 mg minus pitavastatin 4
mg). Pitavastatin was considered equivalent (non inferior) to atorvastatin at the doses tested if
the lowest bound on the 95% CI was greater than -6% for all comparisons tested.
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In order to test the assumptions of the ANCOVA, the different treatment covariate slopes were
compared by including the treatment X covariate term in the model. In addition, normality was
assessed.

The primary efficacy variable was also analyzed to compare treatment groups within the
following subgroups:
e Age (<65 years, 2 65 years);

e Sex (Male, Female);

e Race (Caucasian, Non-Caucasian);

e BMI (<25 kg/m?, 25 - <30 kg/m?, 230 kg/m?);

e Risk Category (Low, Moderate, High [as defined by NCEP Guidelines]);
e Baseline LDL (<160 mg/dL, 160-<190 mg/dL, 2190 mg/dL);

e Hypertension (Yes, No);

e Diabetes (Yes, No);

e Primary Diagnosis (Primary Hypercholesterolemia, Combined dyslipidemia,
Heterozygous familial hypercholesterolemia).

Treatment X subgroup interactions were tested within the ANCOVA for those subgroups where
all levels of the subgroup included > 5% of subjects. The analysis was also performed using
logistic regression, including treatment, country and risk categories as factors and baseline LDL
as a covariate, using the two models. If iterative calculations met the convergence criteria with
the linear probability model, the results of these analyses were to be presented.

Summary statistics of the percent change in LDL from baseline to endpoint were presented by
treatment for each level of each subgroup. The interaction of treatments and levels of the
subgroups was tested.

Statistical Analysis of the Secondary Efficacy Variable:

Secondary efficacy lipid variables were also evaluated using ANCOVA and 95% CI on the mean
differences between the pitavastatin groups and the corresponding atorvastatin groups in terms of
change from baseline values. Non-inferiority margins for secondary variables were not
explicitly defined.

The LDL targets were calculated using data collected prior to randomization, based on the NCEP
ATP III Guidelines. Target attainment, using the NCEP criteria was determined using the LDL
value from the last visit (“endpoint” for FAS or Week 12 for the PP population). The proportion
of subjects who reached their LDL target was analyzed using a linear probability model, which
assumes the identity link and binomial distribution including treatment, country, risk categories
(high, medium or low risk as defined in the NCEP guidelines), and baseline LDL (categorized as
defined in the NCEP guidelines), as factors in the model. Point estimates (and 95% CI) on the
differences between the pitavastatin groups and the corresponding atorvastatin groups are
presented.
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Subjects With LDL Target Attainment (FAS)

~ Pitavastatin Atorvastatin Pitavastatin  Atorvastatin
2mg QD 10 mg QD 4 mg QD 20 mg QD
(N=315) (N=102) (N=298) (N=102)
Target attained according to NCEP criteria (n, %)
Yes 179 (56.8) 67 (65.7) 232(77.9) 72 (70.6)
No 136 (43.2) 35 (34.3) 66 (22.1) 30 (29.4)
Difference’ 89 273
(95% CI) (-1.9; 19.6) (-17.3; 2.8)
P-value 0.105 0.155
Adjusted proportion achieving target’ 66.4% 73.8% 85.3% 81.3%
Adjusted Mean Difference 7.4 -4.0
(95% CI) (-2.8;17.5) (-14.2; 6.2)
P-value 0.156 0.438
Adjusted proportion achieving target’ 66.6% 71.2% 78.2% 76.4%
Adjusted Mean Difference 4.6 -1.7
(95% CI) (-4.8; 14.1) (-9.1;5.7)
P-value 0.336 0.648

LDL Sub-Group Analyses:

There were no subgroups with markedly different outcomes from the overall FAS analysis, and
no significant treatment by subgroup interactions, although some minor differences were noted.

With respect to age (<65, >65 years), there tended to be greater reductions in LDL among the
elderly. There were no apparent gender differences in the low-dose groups. However, the
reductions in LDL were greater in females in both high-dose groups. Caucasians tended to have
higher baseline LDL values and greater reductions in LDL than the non-Caucasians (primarily
Indians).

No effect was observed in the sub-group analyses by CHD risk category. There did seem to be
greater reductions in LDL in subjects with a diagnosis of primary hypercholesterolemia than in
subjects with combined dyslipidemia.

Secondary Efficacy Lipid Variable: Total cholesterol (TC):

The secondary efficacy lipid variable TC for the FAS is summarized in the following table:

Percent Change from Baseline in Total cholesterol (FAS)

Pitavastatin Atorvastatin Pitavastatin Atorvastatin
2mg QD 10 mg QD 4 mg QD 20 mg QD
(N=315) (N=102) (N=298) (N=102)
TC (mg/dL)
Baseline Mean (SD) 263.6 (22.70) 261.3 (22.62) 263.3 (22.18) 262.7 (22.56)
Mean % Change (SD) -27.68 (10.47) -28.08 (12.48) -32.42 (11.50) -32.69 (12.32)
Adjusted Mean Difference -0.52 -0.37
(95% CI) (-3.02; 1.98) (-2.88; 2.14)
P-value 0.684 0.773

Total cholesterol decreased 27.7% in the pitavastatin 2 mg group and 28.1% in the atorvastatin
10 mg group. In the high-dose groups, TC decreased 32.4% in pitavastatin 4 mg and 32.7% in
atorvastatin 20 mg. The adjusted mean differences were not statistically significant for the low
or high-dose group comparisons (P=0.684 and P=0.773, respectively).
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Percent Change from Baseline in Apolipoproteins (FAS)

Pitavastatin Atorvastatin Pitavastatin Atorvastatin
2mg QD 10 mg QD 4 mg QD 20 mg QD
(N=315) (N=102) (N=298) (N=102)
Apo-B (mg/dL)
Baseline Mean (SD) 164.1 (21.59) 161.3 (22.34) 162.3 (22.26) 162.9 (25.65)
Mean % Change (SD) -29.76 (13.76) -29.13 (17.56) -35.33 (14.96) -35.54 (14.52)
Adjusted Mean Difference 0.18 -0.08
(95% CI) (-2.98; 3.34) (-3.26; 3.10)
P-value 0.912 0.961
Apo-Al (mg/dL)
Baseline Mean (SD) 155.2 (26.10) 157.9 (25.64) 158.5 (26.48) 154.6 (26.38)
Mean % Change (SD) 6.48 (14.36) 6.37 (14.00) 5.59 (13.71) 4.51 (13.92)
Adjusted Mean Difference 0.20 -1.97
(95% CI) (-2.71; 3.11) (-4.90; 0.96)
P-value 0.894 0.188
Apo-B:Apo-Al Ratio
Baseline Mean (SD) 1.09 (0.23) 1.05 (0.23) 1.06 (0.243) 1.10 (0.28)
Mean Change (SD) -0.37 (0.22) -0.36 (0.22) -0.41 (0.22) -0.42 (0.22)
Adjusted Mean Difference -0.01 0.01
(95% CI) (-0.05; 0.03) (-0.03; 0.05)
P-value 0.648 0.551

Apo-B decreased in the low-dose group (29.8% in the pitavastatin 2 mg group and 29.1% in the
atorvastatin 10 mg group) and in the high-dose group (35.3% in the pitavastatin 4 mg group and
35.5% in the atorvastatin 20 mg group). The adjusted mean differences were not statistically
significant (P=0.912 and P=0.961, respectively) in either comparison. Apo-Al increased 6.5%
from baseline in the pitavastatin 2 mg group, 6.37% in the atorvastatin 10 mg group, 5.6% in the
pitavastatin 4 mg group, and 4.5% in the atorvastatin 20 mg group. The adjusted mean
differences were not statistically significant for the comparisons of the low and high-dose groups
(P=0.894 and P=0.188, respectively). The Apo-B:Apo-Al ratio decreased from baseline for all
treatment groups: 0.37 in the pitavastatin 2 mg group, 0.36 in the atorvastatin 10 mg group, 0.41
in the pitavastatin 4 mg group, and 0.42 for the atorvastatin 20 mg group. The adjusted mean
differences were not statistically significant for the comparison of the low or high-dose groups
(P=0.648 and P=0.551, respectively).

Secondary Efﬁcacy Lipid Variables: hsCRP:
The secondary efficacy lipid variable hsCRP in the FAS is summarized in the following table:

Chhnge from Baseline in hsCRP (FAS)

Pitavastatin Atorvastatin Pitavastatin Atorvastatin
2 mg QD 10 mg QD 4 mg QD 20 mg QD
(N=315) (N=102) (N=298) (N=102)
hsCRP (mg/L)
Baseline Mean (SD) 3.47 (5.40) 3.95 (6.79) 3.04 (4.12) 3.14 (3.63)
Mean % Change (SD) -0.32 (7.92) -1.65 (6.74) 0.09 (5.41) -0.53 (3.52)
Adjusted Mean Difference -0.99 -0.57
(95% CI) (-2.24;0.26) (-1.82; 0.69)
P-value 0.0121 0.0377
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Mean hsCRP decreased from baseline in the low-dose group (0.32% in the pitavastatin 2 mg
group and 1.65% in the atorvastatin 10 mg group). In the high-dose group, a mean increase from
baseline was seen for pitavastatin 4 mg of 0.09%, and a mean decrease of 0.53% was seen for
atorvastatin 20 mg. The adjusted mean differences were not statistically significant (P=0.121
and P=0.377, respectively) for either comparison.

Efficacy Conclusions:

e For the percent change from baseline to endpoint in LDL, pitavastatin was non-inferior to
atorvastatin for both the low-dose (pitavastatin 2 mg vs. atorvastatin 10 mg) and high-dose
(pitavastatin 4 mg vs. atorvastatin 20 mg) comparisons in the FAS population. The analysis
of the percent change from baseline to Week 12 in the PP and COM populations supported
the findings in the FAS population as shown in the summary following table:

LDL (mg/dL) Week 12, Pitavastatin Atorvastatin * Pitavastatin Atorvastatin
(FAS) 2 mg QD 10 mg QD _4mgQD _20mg QD
n= 315 102 298 102
Baseline mean (SD) 183.6 (16.8) 179.8 (16.9) 182.0 (16.7) 181.9 (16.7)
Mean % change (SD) -37.9 (14.0) -37.8 (15.6) -44.6(15.0) 435 (16.2)
Adjusted Mean Difference -0.15 (-3.42;3.1) 0.96 (-2.32;4.2)

(95% CI) p-value 0.926 0.565

e LDL target attainment was achieved in a higher percentage of subjects at the higher doses of
pitavastatin and atorvastatin for the NCEP criteria.

e Using the NCEP criteria, the high-dose comparison showed an apparent advantage for
pitavastatin 4 mg; while the low-dose comparison seemed to show an advantage for
atorvastatin 10 mg; neither comparison was statistically significant.

¢ Pitavastatin 2 mg was comparable to atorvastatin 10 mg, and pitavastatin 4 mg was
comparable to atorvastatin 20 mg, for the comparisons of the secondary lipid measures. No
statistically significant differences in the adjusted means were observed.

e Decreases from baseline in TC, TG, non-HDL, TC:HDL ratio, Apo-B:Apo-Al ratio and non-
HDL:HDL ratio were comparable between the pitavastatin and atorvastatin low and high-
dose groups, with no significant differences observed. Similarly, increases from baseline for
Apo-A were comparable in the low and high-dose groups. Increases from baseline in HDL
were somewhat greater in the pitavastatin groups but the differences were not statistically
significant. Decreases from baseline in Apo-B were comparable within the low and high-
dose groups. Treatment group differences in mean changes from baseline in hsCRP were not
statistically significant.

e There were no subgroups with markedly different outcomes from the overall FAS analysis,
and no significant treatment by subgroup interactions, although some minor differences were
noted.

e In the analysis of change from baseline in LDL by subgroups, no statistically significant
treatment by subgroup interactions were observed.
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Study Design:
4~——Screening Period A ———— | ——12-Week Active Treatment Period B =
¢ - e Dict >
Wash-out! Dictary lead-in l
| " Pitavastatin 2 mg |
| Simvastatin 20 mg |
Pitavastatin 4 mg'
| Pitavastatin 2mg
_Simvastatin 0 mg® |
l _Simwvastatin 20,mg |
Week -8 -6 -2 -1 0 2 4 8 12
Visit 1 1 2 ki 4 s 6 7 8
? Randomization
T Up-titration'?

I: Patieats in the pitavastatin 4 mg group recoived pitavastatin 3 mg from Week © to Week 4, and 4 mg from Week 4 to 12.
2: Patients in the simvactatin 40 mg group received simvastatin 20 mag from Week 0 to Week 3. and 43 myg from Weok 400 12.
3: Lipid panel may have been repeated (Visit 347 | week after Visit 3 a5 required for qualification.

A dietary lead-in period of 6 weeks for subjects not taking lipid-lowering agents and eight weeks
for subjects on previous lipid-lowering therapy was included to ensure adequate washout of prior
therapy, and stable baseline lipid values. The treatment duration of 12 weeks was chosen based
on past clinical trial design.

Dose selection:
Simvastatin was chosen as the comparator since it is one of the most commonly used and well-
studied statins in clinical use.

At therapeutic doses of 5 to 80 mg once daily, simvastatin reduces mean LDL concentrations by
approximately 26-47%. The doses of simvastatin selected for this study are those recommended
by the manufacturers of the product and assessed in the Scandinavian Simvastatin Survival
Study, although simvastatin may be given at doses as low as Smg QD and as high as 80 mg QD.
Therefore, the 20 mg and 40 mg doses selected for use and compared to the pitavastatin 2 mg
and 4 mg in this study were reasonable.

The 6% non-inferiority margin was chosen because this has precedent in a number of published
statin non-inferiority studies.

Selection of Study Population:
Subjects to be included in this study were male and female subjects (aged 18-75 years) with

primary hypercholesterolemia or combined dyslipidemia.

Inclusion Criteria: _
e Males and non-pregnant, non-lactating females (age 18-75 years).
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e Women of child bearing potential were allowed to enter the study only if they used
sustained contraceptive preparations (e.g., implants or IM injections) or complied with an
approved mechanical contraceptive method. A woman was considered to be of
childbearing potential unless she was post-hysterectomy or at least one year post-
menopausal or post-tubal ligation. All women of child bearing potential had a negative
pregnancy test at the beginning of the dietary lead-in period (Visit 1/Week -8/-6), and
before initiating active treatment (Visit 4/Week 0);

e Subjects who were eligible and able to participate in the study and who had given
informed consent after the purpose and nature of the investigation had been explained to
them; -

e In order to qualify for randomization, subjects must have been following a fat and
cholesterol restrictive diet as advised by the EAS during the dietary stabilization lead-in
period (i.e., for at least eight weeks for those subjects previously taking lipid-lowering
medication and at least six weeks for those not previously taking lipid-lowering
medication). Subjects also had to agree not to eat grapefruit or drink grapefruit juice for
the duration of the study;

e In order to qualify for randomization at Visit 4 (Week 0), subjects presented with primary
hypercholesterolemia or combined dyslipidemia, as defined by elevated plasma LDL
[mean LDL 2160 mg/dL and €220 mg/dL with the lower qualifying value being within
15% of the higher qualifying measurement] despite dietary therapy and TG levels of
<400 mg/dL at both consecutive visits (Visits 2 and 3 or Visits 3 and 3A as applicable)
during the dietary lead-in period. When required, Visit 3A was scheduled one week after
Visit 3, for collecting the additional lipid sample to enable the subject to qualify for
randomization; and

e Subjects who agreed to be available for every clinic visit, which occurred in the morning.

Exclusion criteria:

e Homozygous familial hypercholesterolemia (heterozygous component of familial
hypercholesterolemia was acceptable for inclusion) or familial
hypoalphalipoproteinemia;

e Any conditions which may cause secondary dyslipidemia. This included, but was not
restricted to, alcoholism, auto-immune disease, nephrotic syndrome, uremia, any viral or
non viral hepatitis clinically active within 12 months from study entry, obstructive
hepatic or biliary disease, dys- or macroglobulinemia, multiple myeloma, glycogen
storage disease, chronic pancreatitis, porphyria, and uncontrolled hypothyroidism or
hyperthyroidism (controlled hypo- or hyperthyroidism, [i.e., condition presenting with
normal baseline serum TSH and treatment stable during at least the last two months prior
to study entry] were permitted);

e Uncontrolled diabetes mellitus as defined by HbA . >8%. Subjects with controlled Type
[T diabetes were allowed, provided the disease had been stable during at least the last
three months prior to study entry;

¢ Any surgical or medical condition which might significantly alter the absorption,
distribution, metabolism or excretion of any drug. The investigator was guided by the
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e BMI (<25 kg/m?, 25 - <30 kg/m?, > 30 kg/m?);

e NCEP Risk Category (Low, Moderate, High);

e Baseline LDL (< 160 mg/dL, 160 - < 190 mg/dL, > 190 mg/dL);
e Hypertension (Yes, No);

e Diabetes (Yes, No);

e Primary Diagnosis (Primary hypercholesterolemia, Combined dyslipidemia,
Heterozygous familial hypercholesterolemia).

For those subgroups where each level of the subgroup included >5% of subjects, treatment X
subgroup interactions were tested by including them in the original ANCOVA model.

Summary statistics of the percent change in LDL from baseline to endpoint were presented by
treatment for each level of each subgroup.

Statistical analysis of the secondary efficacy variable:

Secondary efficacy lipid variables were also evaluated using ANCOVA and 95% CIs on the
mean differences between the pitavastatin groups and the corresponding simvastatin groups.
Non-inferiority margins for secondary variables were not explicitly defined.

The LDL targets were calculated for each subject using data collected prior to randomization,
based on the NCEP ATP III Guidelines. Target attainment, using the NCEP criteria was
determined using the LDL value from the last visit (‘endpoint’ for FAS or Week 12 for the PP
population). The proportion of subjects who reached their LDL target was analyzed using a
linear probability model, which assumes the identity link and binomial distribution, including
treatment, country, risk categories (high, medium or low risk as defined in the NCEP guidelines)
and baseline LDL (categorized as defined in the NCEP guidelines), as factors. Point estimates
(and 95% ClIs) of the differences between the pitavastatin groups and the corresponding
simvastatin groups were presented.

Protocol Amendment:
There was one amendment to Protocol NK-104-302.

Amendment | was generated to address the potential gap between the core study and the follow-
up study, the potential effect of glitazones, and additional proteinuria evaluation. The resultant
changes were:

k Provided guidance on the procedure to be followed during the gap between the
core study and the follow-up study.

2. Excluded glitazones/thiazolidinediones (pioglitazone, rosiglitazone) as
concomitant medications.

3. Additional urine protein assessments were to be performed at baseline (Visit 4,

Week 0) and at end of treatment (Visit 8, Week 12) to investigate if statin
treatment may cause proteinuria.

4. Addition of notification/clarification changes.
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Treatment Compliance:
Compliance was generally good and comparable across treatment groups, with median

compliance close to 100% in all four treatment groups. However, approximately 4% of subjects
in all four groups were poorly compliant (<80% or >120%) and were excluded from the PP
population for this reason.

Treatment Compliance (Safety Population)

Pitavastatin Simvastatin Pitavastatin Simvastatin
2 mg QD 20 mg QD 4 mg QD 40 mg QD
(N=311) (N=107) (N=320) (N=110)
Overall % Compliance
N 307 106 318 109
Median 100.0 100.0 100.0 98.9
Mean (SD) 98.2 (4.94) 97.2 (6.92) 974 (7.58) . 98.4 (3.17)
Range 47 - 108 53-102 6-105 82 - 106

Analysis of efficacy:

The percent change in LDL from baseline to endpoint (Week 12 or the last treatment assessment)
for the FAS, is presented in the following table:

Change from Baseline to Endpoint or Week 12 in LDL (mg/dL) in the FAS population.

Pitavastatin Simvastatin Pitavastatin Simvastatin
) 2 mg QD 20 mg QD 4 mg QD 40 mg QD
"N 307 107 319 110

Baseline LDL :

Mean (SD) 183.6 (16.98) 184.1 (17.15) 184.1 (16.45) 184.0 (15.66)
Endpoint LDL

Mean (SD) 111.9 (28.44) 119.1 (27.65) 103.0 (27.58) 104.6 (27.49)
Percent Change from Baseline

Mean (SD) -38.99 (14.57) -34.97 (15.53) -43.97 (14.49) -42.84 (15.77)
Adjusted Mean Difference 4.08 1.08
(95% CI) (0.82; 7.34) (-2.13; 4.29)
P-value 0.014 0.509

The table above shows that the mean percent decrease in LDL values from baseline to endpoint
was approximately 4% greater in the low-dose pitavastatin group (39%) compared with the low-
dose simvastatin group (35%).

The adjusted mean difference was 4.1% (95% CI [0.82; 7.34]) P=0.014. The analysis of this
endpoint in the COM population (39.3% decrease from baseline for pitavastatin 2 mg and 35.6%
decrease for simvastatin 20 mg; P=0.025) and the PP population (40% decrease from baseline for
pitavastatin 2 mg and 36.1% decrease for simvastatin 20 mg; P=0.023) were comparable and
supported the findings in the FAS population.

For the high-dose groups, the mean percent decreases in LDL values from baseline to endpoint
were slightly higher for pitavastatin 4 mg (44%) compared to simvastatin 40 mg (43%) and the
non-inferiority of pitavastatin was confirmed. In this comparison the difference was not
statistically significant: the adjusted mean difference was 1.08% (95% CI [-2.13; 4.29]) P=0.509.
The analysis of this endpoint in the COM and PP populations were comparable and supported
the findings in the FAS population.
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In summary, for the change from baseline to endpoint in LDL, pitavastatin was non-inferior to
simvastatin for both the low-dose groups (pitavastatin 2 mg vs. simvastatin 20 mg) and high-
dose groups (pitavastatin 4 mg vs. simvastatin 40 mg) comparisons in the FAS, PP, and COM
populations. Furthermore, pitavastatin 2 mg was statistically significantly superior to
simvastatin 20 mg (P<0.025) in all three populations.

Reductions in LDL for both the low and high-dose groups occurred within eight weeks following
initiation of treatment. For the low-dose groups, the LDL levels decreased within 2 to 4 weeks,
while in the high-dose groups, LDL reductions continued until Week 8 and then tended to remain
stable.

Secondary Efficacy Vari:

LDL Target Attainment
Using the NCEP criteria, the proportion of subjects who attained target LDL in the pitavastatin
vs. simvastatin low-dose groups was 70% vs. 65%, respectively, and 80% vs. 78%, respectively,
for the high-dose groups. The differences were not statistically significant for the low-dose (-
5.5; P=0.297) or the high-dose (-1.4; P=0.762) comparisons.

\

A summary of the number of subjects who attained the LDL target is provided in the following
table:

Subjects With LDL Target Attainment (FAS):

Simvastatin

Pitavastatin Simvastatin Pitavastatin
2 mg QD 20 mg QD 4 mg QD 40 mg QD
v (N=307) (N=107) (N=319) (N=110)
__Target attained according to NCEP criteria (n,%)
Yes 215(70.0%) | 69 (64.5%) 253(79.6%) | 86 (78.2%)
Difference -5.5 -1.4
(95% CI) (-16.0; 4.9) (-10.3; 7.5)
P-value ) 0.297 0.762 )
Adjusted proportion achieving target 78.4% | 73.2% 87.2% | 86.0%
Adjusted Mean Difference -5.2 ' -1.2
(95% CI) (-15.3;5.0) (-10.0; 7.6)
P-value 0.316 ) 0.788
Adjusted proportion achieving target 69.3% | 65.3% 73.6% | 72.7%
Adjusted Mean Difference -4.0 ' -1.0
(95% CI) (-14.7;6.7) (-10.0; 8.1)
P-value 0.461 0.836

LDL Sub-Group Analysis by Baseline Characteristics:

The mean percent decrease in LDL did not appear to be influenced by baseline LDL, nor by BMI

category, presence/absence of hypertension or diabetes. No apparent effect of CHD risk
category on LDL reduction in the pitavastatin dose groups was observed.

Total cholesterol:

The secondary efficacy lipid variable TC for the FAS is summarized in the following table:
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Mean Percent Change from Baseline to Endpoint in Total cholesterol (FAS)
Pitavastatin Simvastatin Pitavastatin Simvastatin
2 mg QD 20 mg OD 4 mg QD 40 mg QD

N 307 107 319 110
Baseline Mean (SD) 267.7 (22.13) 268.4 (22.67) 268.0 (20.76) 267.0 (20.31)
Endpoint Mean (SD) ' 192.9 (33.28) 199.7 (31.46) 183.4 (31.88) 185.1(33.13)
Percent Change (SD) -27.90 (11.21) -25.37 (11.52) -31.50 (10.92) -30.53 (12.35)

Adjusted Mean Difference 2.59 0.88

(95% CI) (0.10; 5.07) (-1.56; 3.33)

P-value ) 0.041 0.479

Total cholesterol decreased 27.9% from baseline in the pitavastatin 2 mg group and 25.3% in the
simvastatin 20 mg group. The adjusted mean difference, 2.6% was statistically significant
(P=0.041). In the pitavastatin 4 mg and simvastatin 40 mg treatment groups the decreases were
31.5% and 30.5%, respectively and were not significantly different.

HDL.:

The secondary efficacy lipid variable HDL for the FAS is summarized in the following table:

Mean Percent Change from Baseline to Endpoint in HDL (FAS) -
' Pitavastatin Simvastatin ~ Pitavastatin Simvastatin
2 mg QD 20 mg QD 4 mg QD 40 mg QD
N 307 107 319 110
Baseline Mean (SD) 51.3 (12.81) 51.0 (11.83) 52.8 (12.91) 52.3 (10.69)
_Endpoint Mean (SD) ] 54.0 (14.09) 53.2 (12.51) 55.5(13.33) 55.5 (11.38)
Percent Change (SD) 5.98 (16.1) 5.54 (18.09) 6.16 (14.67) 6.83 (12.85)
Adjusted Mean Difference ) -0.46 0.44 '
(95%CI) (-3.74; 2.81) (-2.79; 3.67)
P-value 0.782 0.791

HDL increased 6% from baseline in the pitavastatin 2 mg group and 5.5% in the simvastatin 20
mg group. In the pitavastatin 4 mg and simvastatin 40 mg groups the increases were 6.2% and
6.8%, respectively. The adjusted mean differences were not statistically significant for either

comparison.
The secondary efficacy lipid variable Non-HDL cholesterol for the FAS is summarized in the
following table:
Mean Percent Change from Baseline to Endpoint in Non-HDL cholesterol (FAS)
Pitavastatin Simvastatin Pitavastatin Simvastatin
2 mg QD 20 mg QD 4 mg QD 40 mg QD
N 307 107 319 110
_Baseline Mean (SD) 216.4 (21.29) 217.4 (21.93) 215.1 (19.94) 214.3 (18.84)
Endpoint Mean (SD) 138.9 (32.69) 146.5 (31.01) 127.9 (30.64) 129.7 (32.57)
Percent Change (SD) -35.81 (13.73) -32.26 (14.63) -40.53 (13.26) -39.44 (15.29)
Adjusted Mean Difference 3.60 1.04
(95% CI) (0.54; 6.66) (-1.98; 4.05)
P-value 0.021 0.499
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Mean Change from Baseline to Endpoint in Non-HDL:HDL Ratio (FAS)
Pitavastatin Simvastatin Pitavastatin Simvastatin
2 mg QD 20 mg QD 4 mg QD 40 mg QD

N 307 107 319 110
Baseline Mean (SD) 4.52 (1.29) 4.511(1.16) 4.346 (1.20) 4.288 (0.94)
Endpoint Mean (SD) 2.78 (1.10) 2.924 (0.98) 2.446 (0.86) 2.446 (0.84)
Mean Change (SD) -1.74 (0.93) -1.587 (1.10) -1.902 (0.91) -1.843 (0.92)

Adjusted Mean Difference 0.145 0.031

(95% CI) (-0.018; 0.309) (-0.131; 0.192)

P-value 0.082 0.710

The non-HDL:HDL values decreased 1.73 from baseline in the pitavastatin 2 mg group, 1.59 in
the simvastatin 20 mg group, 1.90 in the pitavastatin 4 mg group, and 1.84 in the simvastatin 40
mg group. The adjusted mean differences were not statistically significant.

Apolipoprotein B:
The secondary efficacy lipid variable Apo-B for the FAS is summarized in the following table:

Mean Percent Change from Baseline to Endpoint in Apolipoprotein B (FAS)
Pitavastatin Simvastatin Pitavastatin Simvastatin
2 mg QD 20 mg QD 4 mg QD 40 mg QD
N ) 305 107 316 110
Baseline Mean (SD) ~161.2 (22.46) 163.4 (21.06) 160.3 (20.27) 161.9 (18.33)
Endpoint Mean (SD) ~112.9(24.84) 117.7 (22.71) - 104.6 (23.35) 105.9 (25.39)
Percent Change (SD) -29.81 (13.70) -27.06 (15.27) -34.59 (13.31) -34.24 (15.67)
| Adjusted Mean Difference 2.99 0.52
(95% CI) : (-0.07; 6.04) (-2.47;3.51)
P-value 0.055 0.732

Apo-B decreased 29.8% in the pitavastatin 2 mg group and 27.1% in the simvastatin 20 mg
group. The difference was marginally statistically significant (P=0.055). The Apo-B reduction
was 34.6% in the pitavastatin 4 mg group and 34.2% in the simvastatin 40 mg group. The
difference between groups was not statistically significant.

Apolipoprotein Al:
The secondary efficacy lipid variable Apo-Al for the FAS is summarized in the following table:

Mean Percent Change from Baseline to Endpoint in Apolipoprotein Al (FAS)
' Pitavastatin | Simvastatin Pitavastatin Simvastatin
2 mg QD 20 mg QD 4 mg QD 40 mg QD
N 305 107 316 110
Baseline Mean (SD) 161.8 (25.65) 162.7 (27.32) 163.3 (26.45) 164.1 (20.36) _
Endpoint Mean (SD) 171.9 (28.67) 172.0 (26.13) 173.0 (26.77) 174.4 (23.55)
% change from baseline to Week 12
Mean (SD) 6.73 (13.52) [ 7.38 (16.95) 6.82(13.42) [ 6.92 (13.33)
Adjusted Mean Difference 0.76 0.29
(95%CD) (-2.08; 3.60) (-2.49; 3.07)
P-value 0.598 0.838

Apo-Al increased 6.7% from baseline in the pitavastatin 2 mg group, 7.4% in the simvastatin 20
mg group, 6.8% in the pitavastatin 4 mg group, and 6.9% in the simvastatin 40 mg group. The
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adjusted mean differences were not statistically significant for the comparison of the low
(P=0.598) or high (P=0.838) dose comparison.

Apo-A:Apo-B Ratio:

The secondary efficacy lipid variable Apo-A:Apo-B ratio for the FAS is summarized in the

following table:
 Mean Change from Baseline to Endpoint in Apo-B:Apo-A1l Ratio (FAS
Pitavastatin Simvastatin Pitavastatin Simvastatin
2 mg QD 20 mg QD 4 mg QD 40 mg QD
N 305 107 316 110
Baseline Mean (SD) 1.02 (0.22) 1.04 (0.22) 1.01 (0.22) 1.00 (0.16)
Endpoint Mean (SD) 0.67 (0.20) 0.70 (0.19) ~0.62 (0.17) 0.62 (0.17)
Mean (SD) -0.35 (0.18) -0.34 (0.21) ~-0.39 (0.19) -0.38 (0.19)
Adjusted Mean Difference 0.02 0.00
(95% CI) ~ (-0.01; 0.05) (-0.03; 0.03)
P-value 0.250 0.954

The Apo-B:Apo-Al ratio decreased from baseline for all treatment groups: 0.35 in the
pitavastatin 2 mg group, 0.34 in the simvastatin 20 mg group, 0.39 in the pitavastatin 4 mg
group, and 0.38 for the simvastatin 40 mg group. The adjusted mean differences were not

statistically significant.

hsCRP:
The secondary efficacy lipid variable hsCRP for the FAS is summarized in the following table:
Mean Change from Baseline to Endpoint in hsCRP (mg/L) (FAS)
Pitavastatin Simvastatin Pitavastatin Simvastatin
2 mg QD 20 mg QD 4 mg QD 40 mg QD
N ) 307 107 316 ' 110
Baseline Mean (SD) 3.33 (8.47) 3.33(4.04) 2.57 (3.38) 3.16 (4.24)
__Endpoint Mean (SD) 2.39 2.91) 3.46 (6.81) ~2.80 (4.36) 2.33 (3.20)
_Mean (SD) -0.94 (8.54) ~0.09 (6.92) 0.23 (4.45) -0.83 (4.37)
Adjusted Mean Difference 1.06 ’ - -0.57
(95% CI) (0.15; 1.97) (-1.46; 0.33)
P-value 0.0022 0.0213

Values for hsCRP decreased from baseline for the pitavastatin 2 mg dose group (0.94) and
increased for the simvastatin 20 mg (0.09) group. The adjusted mean difference for the
comparison of the low-dose groups (1.06) was statistically significant (P=0.022). For the
pitavastatin 4 mg dose, an increase from baseline of 0.23 was observed, and a decrease was
observed for simvastatin 40 mg (0.83). The adjusted mean difference for the comparison of the
high-dose groups (-0.57) was not statistically significant (P=0.213).

Efficacy Conclusions:

e Pitavastatin was non-inferior to simvastatin for both the low (pitavastatin 2 mg vs.
simvastatin 20 mg) and high (pitavastatin 4 mg vs. simvastatin 40 mg) dose group
comparisons of the percent change from baseline to endpoint or Week 12 for LDL in the
FAS population, as well as in the PP, and COM populations.
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Study Design
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Dose selection:

Simvastatin was chosen as the comparator since it is one of the most commonly used and well-
studied statins in clinical use in Europe. At therapeutic doses of 5 to 80 mg QD, simvastatin
reduces mean LDL concentrations by approximately 26-47%. The doses of simvastatin selected
for this study are those recommended by the manufacturers of the product and assessed in the
Scandinavian Simvastatin Survival Study, although simvastatin may be given at doses as low as
5mg QD and as high as 80 mg QD.

The 6% non-inferiority margin for the percent change in LDL from baseline to endpoint was
chosen because this has precedent in a number of published statin non-inferiority studies.

Selection of study population:

Subjects included in this study were males or females with primary hypercholesterolemia or
combined dyslipidemia with two or more risk factors for coronary heart disease and elevated
plasma LDL (2130 mg/dL and <220 mg/dL). This study randomized 355 subjects at 43 centers
in Spain, Sweden, Denmark, The Netherlands and the UK in order to assure 300 completers.

Inclusion Criteria:

e Males and females (age range 18-75 years);

e Non-pregnant, non-lactating females. Women of child bearing potential were allowed to
enter the study only if they use sustained contraceptive preparations (e.g., implants or
intramuscular injections) or complied with an approved mechanical contraceptive method.
A woman was considered to be of childbearing potential unless she was post-hysterectomy
or at least one year post-menopausal or post-tubal ligation. All women of child bearing
potential were required to have a negative pregnancy test at the beginning of the dietary
lead-in period (Visit 1 [Week -8/-6]), and before initiating active treatment (Visit 4
[Week 0]);

e Presence of at least two of the following CVD risk factors:

- Cigarette smoking;
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- Hypertension (blood pressure 2140/90 mmHg or on antihypertensive medication);
- Low HDL (<40 mg/dL);

- Family history of premature CHD (CHD in male first-degree relative <55 years of age
or CHD in female first-degree relative <65 years of age).

- Age (men 245 years, women 255 years);

If HDL was >60 mg/dL at Visit 3 (Week -1) or Visit 3A (if applicable), the number of risk
factors was reduced by one;

Subjects who were eligible and able to participate in the study and who gave informed
consent after the purpose and nature of the investigation was explained to them;

To qualify for randomization at Visit 4 (Week 0), subjects were required to follow a fat and
cholesterol restrictive diet in accordance with EAS guidelines during the dietary stabilization
lead-in period (i.e., for at least 8 weeks for those subjects previously taking lipid-lowering
medication and at least 6 weeks for those not previously taking lipid-lowering medication).
subjects also agreed not to eat grapefruit or drink grapefruit juice for the duration of the
study;

To qualify for randomization at Visit 4 (Week 0), subjects presented with primary
hypercholesterolemia or combined dyslipidemia, as defined by elevated plasma LDL (LDL
2130 mg/dL and <220 mg/dL) despite dietary therapy and TG levels of <400 mg/dL at two
visits during the dietary lead-in period. Ifthese criteria were not satisfied at both Visit 2
(Week -2) and Visit 3 (Week -1), or if the LDL concentration of the lower qualifying
specimen differed by 215% from the higher qualifying specimen, one additional lipid
sample was permitted for both variables one week after Visit 3 (Visit 3A) to enable the
subject to qualify for randomization; and

Subjects who agreed to be available for every clinic visit, which occurred in the morning.

Exclusion Criteria:

Homozygous familial hypercholesterolemia (heterozygous component of familial
hypercholesterolemia was acceptable for inclusion);

Any conditions that could have caused secondary dyslipidemia. This included, but was not
restricted to, alcoholism, auto-immune disease, nephrotic syndrome, uremia, any viral or

non viral hepatitis clinically active within 12 months from study entry, obstructive hepatic or
biliary disease, dys- or macroglobulinemia, multiple myeloma, glycogen storage disease,
chronic pancreatitis, porphyria, and uncontrolled hypothyroidism or hyperthyroidism
(controlled hypo- or hyperthyroidism [i.e., condition presenting with normal baseline serum
TSH and treatment stable for at least the last two months prior to study entry] were
permitted);

Any surgical or medical condition that might have significantly altered the absorption,
distribution, metabolism, or excretion of any drug. The investigator was guided by the
evidence of any of the following: history of major gastrointestinal tract surgery (e.g.,
gastrectomy, gastroenterostomy, or small bowel resection), gastritis requiring active -
treatment, current active ulcers, gastrointestinal or rectal bleeding. Current active or
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Diabetes was present in 6.4% of subjects in the pitavastatin 4 mg group and 6.7% of subjects in
the simvastatin 40 mg group. The prevalence of hypertension was 52.8% and 58.8% in the
pitavastatin 4 mg and simvastatin 40 mg groups, respectively.

There were no significant differences between the groups in height, weight, and BMIL.

In summary, there were no apparent treatment group differences in baseline demographic
characteristics.

Risk Factor Demographics for Coronary Heart Disease:
The prevalence of risk factors for coronary heart disease in the study population are summarized

in the following table:

Risk Factors for Coronary Heart Disease (Safety Population)
CHD Risk Factor Pitavastatin Simvastatin
4 mg QD 40 mg QD
=233 N=119
CHD or CHD risk equivalents at screening; n (%)
Clinical CHD 16 (6.9%) 11 (9.2%)
Symptomatic carotid artery disease 1 (0.4%) 0 (0.0%)
Peripheral arterial disease 5(2.1%) 2 (1.7%)
Abdominal aortic aneurysm 0 (0.0%) 1 (0.8%)
Diabetes 15 (6.4%) 8 (6.7%)
Major cardiovascular risk factors at Week 0; n (%) ]
Hypertension - treated 108 (46.4%) 64 (53.8%)
Hypertension - untreated 15 (6.4%) 6 (5.0%)
Family history of premature CHD 104 (44.6%) 52 (43.7%)
Smoking status; n (%) i
Smoker 106 (45.5%) 52 (43.7%)
Non-smoker 127 (54.5%) 67 (56.3%)
TC at baseline; n (%) i
<160 mg/dL 0 (0.0%) 0 (0.0%)
160 - <200 mg/dL 5(2.1%) 4 (3.4%)
200 - <240 mg/dL 95 (40.8%) 53 (44.5%)
240 - <280 mg/dL 110 (47.2%) 43 (36.1%)
2280 mg/dL. 23 (9.9%) 19 (16.0%)
HDL at baseline; n (%)
260 mg/dL 29 (12.4%) 6 (5.0%)
50 - <60 mg/dL 54 (23.2%) 29 (24.4%)
40 - <50 mg/dL 87 37.3%) 53 (44.5%)
<40 mg/dL 63 (27.0%) 31 (26.1%)
LDL at baseline; n (%)
<160 mg/dL 97 (41.6%) 50 (42.0%)
160 - <190 mg/dL 102 (43.8%) 48 (40.3%)
2190 mg/dL 34 (14.6%) 21 (17.6%)
Systolic blood pressure at Week 0; n (%) I
<120 mmHg 53 (22.7%) 22 (18.5%)
120 - 129 mmHg 63 (27.0%) 27 (22.7%)
130 - 139 mmHg 80 (34.3%) 51 (42.9%)
140 - 159 mmHg 37 (15.9%) 19 (16.0%)
2160 mmHg 0(0.0%) 0 (0.0%)

The two treatment groups were balanced with respect to CHD risk factors, although the
proportion of subjects in the pitavastatin 4 mg group with treated hypertension was slightly lower
compared with the simvastatin 40 mg group (46.4% vs. 53.8%, respectively).
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LDL by NCEP CHD Risk Category:
The mean percent change from baseline to endpoint in LDL for the FAS is presented by NCEP
CHD risk category in the following table:

Mean (SD) Percent Change from Baseline to Endpoint in LDL (mg/dL) by NCEP
CHD Risk Category Subgroup (FAS)

Pitavastatin Simvastatin
4 mg QD 40 mg QD
N=233 N=118
Low risk .
N 9 5
Baseline 163.1 173.7
% change to endpoint -39.81 (22.1) -37.05 (23.6)
Moderate risk
N 165 78
Baseline 165.9 163.7
% change to endpoint -44.5 (12.5) -43.22 (14.8)
High risk
N 59 35
Baseline 167.0 172.9
% change to endpoint — 7 -43.1 (11.9) -46.0 (11.8)

Subjects in the low risk category of both treatment groups had slightly lower reductions from
baseline in LDL compared with the moderate and high risk categories. However only 14 of the
351 subjects in the FAS were in the low risk category and so this observation should be
interpreted with caution. The p-value for the interaction between treatment and risk category
was P=0.673.

LDL by Baseline LDL Category:

The mean percent change from baseline to endpoint in LDL for the FAS is presented by
categorized baseline LDL in the following table:

Mean (SD) Percent Change from Baseline to Endpoint in LDL (mg/dL) by Baseline
LDL Category Subgroup (FAS)

Pitavastatin Simvastatin
4 mg QD 40 mg QD
N=233 N=118
<160 mg/dL
N 97 49
Baseline 146.2 144.7
% change to endpoint -42.71 (13.7) -42.8 (16.)
160-<190 mg/dL
N 102 48
Baseline 174.4 173.3
% change to endpoint -44.39 (12.8) -43.90 (13.9)
2190 mg/dL
N 34 21
Baseline 197.9 203.8
% change to endpoint -46.2 (9.1) -45.8 (10.5)

The mean percent decrease from baseline in LDL was similar in the two treatment groups within
each baseline LDL category. However, there were somewhat greater mean percent decreases in
LDL with increasing baseline LDL levels on both treatment groups. The p-value for the
interaction between treatment and baseline LDL was P=0.792.
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or at least one year post-menopausal or post-tubal ligation. All women of childbearing
potential had a negative pregnancy test at the beginning of the dietary lead-in period
(Visit 1/Week -8/-6), and before initiating active treatment (Visit 4/Week 0);

Subjects who were eligible and able to participate in the study and gave informed consent
after the purpose and nature of the investigation had been explained to them;

In order to qualify for randomization at Visit 4 (Week 0), subjects must have been following
a fat and cholesterol restrictive diet as advised by the EAS during the dietary stabilization
lead-in period (i.e., for at least 8 weeks for those subjects previously taking lipid-lowering
medication and at least 6 weeks for those not previously taking lipid-lowering medication).
Subjects also agreed not to eat grapeftuit or to drink grapefruit juice for the duration of the
study;

In order to qualify for randomization at Visit 4 (Week 0), subjects presented with combined
dyslipidemia, as defined by elevated plasma LDL (LDL 2100 mg/dL and <220 mg/dL)
despite dietary therapy and elevated TG levels of 2150 mg/dL at two consecutive visits
during the dietary lead-in period (the mean of the two consecutive visits was used). If these
criteria were not satisfied at Visit 2 (Week -2) and Visit 3 (Week -1), or if the LDL
concentration of the lower qualifying specimen differed by 215% from the higher qualifying
specimen, one additional lipid sample was permitted for both variables one week after

Visit 3 (Visit 3A) to enable the subject to qualify for randomization; and

Subjects who agreed to be available for every clinic visit, which occurred in the morning.

Exclusion Criteria:

Homozygous familial hypercholesterolemia (heterozygous component of familial
hypercholesterolemia was acceptable for inclusion);

Any conditions that may have caused secondary dyslipidemia. This included, but was not
restricted to, alcoholism, auto-immune disease, nephrotic syndrome, uremia, any viral, or
non viral hepatitis clinically active within 12 months from study entry, obstructive hepatic or
biliary disease, dys- or macroglobulinemia, multiple myeloma, glycogen storage discase,
chronic pancreatitis, porphyria, and uncontrolled hypothyroidism or hyperthyroidism
(controlled hypo- or hyperthyroidism [i.e., condition presenting with normal baseline serum
TSH and treatment stable during at least the last two months prior to study entry] was
permitted);

Uncontrolled diabetes mellitus as defined by glycosylated hemoglobin (HbAc) >7.5%;

Any surgical or medical condition that might have significantly altered the absorption,
distribution, metabolism, or excretion of any drug. The investigator was guided by the
evidence of any of the following: history of major gastrointestinal tract surgery (e.g.,
gastrectomy, gastroenterostomy, or small bowel resection, gastritis, current active ulcers,
gastrointestinal or rectal bleeding);

Current active or recurrent irritable bowel syndrome (IBS) or history of inflammatory bowel
syndrome. Subjects with a past history of IBS without symptoms for at least the last six
months prior to the study start were allowed to enter the study;

Any history of pancreatic injury or pancreatitis, or impaired pancreatic function/injury as
indicated by abnormal lipase or amylase;
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at Week 0 (Visit 4) was included in the calculation of baseline as it was the last measurement
before study treatment commenced.

The baseline values for Apo-B, Apo-Al, Apo-B:Apo-Al ratio, hsCRP, adiponectin, small-dense-
LDL, and RLP-C were the results at Week 0 (Visit 4), as this was the only time at which these

parameters were measured prior to receiving study treatment.

es in the Planned Analysis: Cavariates for Analysis of Lipid Parameters

The primary and secondary efficacy endpoints of change in lipid parameters from baseline to
Week 12 was to be analyzed using ANCOVA including treatment and centre as factors, and
baseline lipid values as a covariate. However, as the number of subjects in each centre was
expected to be small, centers were grouped by country, and country was used in the model in
place of center.

The protocol stated that the TC: HDL ratio, "non-HDL:HDL ratio and Apo-B:Apo-Al ratio,
hsCRP, adiponectin, small-dense-LDL, and RLP-C would be analyzed as percent change from
baseline. However, a simple change from baseline was considered more appropriate.

In addition to the secondary lipid variables listed in the protocol, Non-HDL cholesterol was
evaluated. It was calculated programmatically as TC minus HDL.

The prxmary efficacy variable was also analyzed to compare treatments by age, sex, race, BMI,
risk category, baseline LDL, presence of hypertension and presence of diabetes. Where the
subgroup included a minimum of 5% of the subjects per level, the treatment by subgroup
interactions were tested by inclusion in the original ANCOVA model, 1 sub-group at a time.
Summary statistics of the percent change in LDL from baseline were presented by treatment for
each level of each subgroup.

In addition, the primary efficacy variable was analyzed to compare treatments by baseline HbA ¢
levels, baseline HDL level, and baseline TG level. Also, changes in HDL and TG were analyzed
to compare treatments by baseline HbA ¢ levels, baseline HDL level, and baseline TG level.

Protocol Violations and Deviations:
In summary, major protocol violations were defined as follows:

e Subjects who took less than 80% or more than 120% of required study drug throughout the
total treatment duration (overall compliance <80% or >120%) or who took less than 70 days
or more than 98 days (84 * 14 days) of study medication;

e Subjects who failed the second inclusion criterion (i.e., subjects whose Type Il DM was
treated with oral anti-diabetic medication such as sulfonylurea, metformin or combination
therapy, or insulin, but excluding glitazones);

e  Subjects who failed the third inclusion criterion (i.e., HbA ¢ £7.5 % at Visit 1);

e  Subjects who failed the eighth inclusion criterion (i.e., subjects who did not follow a fat and
cholesterol restrictive diet during the lead-in period);
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