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1 Recommendations/Risk Benefit Assessment

1.1 Recommendation on Regulatory Action

I recommend approval of olmesartan (OM) for the treatment of hypertension in the pediatric
population at ages between 1 to 16 years old. In the provide clinical studies, a statistically and
clinically meaningful OM dose response was observed for both systolic and diastolic blood
pressure reductions in children at the ages from 6 to 17 years old. In addition, in the double-blind
and randomized withdraw study, there is also a statistically significant difference of systolic and
diastolic blood pressure reductions between OM and placebo at this age group.

In the children at the ages between 1 and 5 years old, a 0.3 mg/kg/day OM treatment decreased
systolic blood pressure by 13.3 mm Hg and decreased mean diastolic pressure by 10.4 mm Hg
compared to baseline. In the randomized withdraw study, subjects who continued on their OM
regimen had numerically smaller mean increases in BP than subjects who switched to placebo.
However, the difference in this small cohort was not statistically significant. In the long-term (46
weeks) open label study with OM treatment, both systolic blood pressure and diastolic blood
pressure were reduced relative to study baseline at all visits. Considering the small sample size,
the similar trend, frequency and magnitude of the reduction of blood pressure in this age group
compared to the older children group, and the long-term open label study data, I suggest that OM
should also be approved for the treatment of hypertension in this age group although there was
not statistically significant for the reduction of blood pressures in this group in the phase of
randomized withdraw study.

Regarding the difference of black and non-black population, overall, Non-Blacks appeared to
have a greater response to OM treatment than Blacks in children at the ages between 6 to 16
years old based on above studies.

In the safety data analysis, headache was the predominant treatment emergent adverse event
(TEAE). The incidence of headache was higher in subjects taking the high OM dose. There were
no difference of other TEAEs between the low dose and high dose, between and treatment and
placebo groups. There was one SAE, a relapse in SLE, is considering to be drug related. Overall,
the safety data suggest that olmesartan in children exhibits the same adverse effects as seen in
adults, including decreases in hemoglobin, hematocrit and increases in potassium and creatinine.

The sponsor’s proposed dosing recommendation is as outlined below and appears acceptable.

e For pediatric patients who weigh >20 kg, the usual recommended starting dose of Benicar is 10
mg (body weight <35 kg) or 20 mg (body weight >35 kg) once daily.

e For patients requiring further reduction in blood pressure after 2 weeks of therapy, the dose of
Benicar may be increased to 20 mg (body weight <35 kg) or 40 mg (body weight >35 kg) once
daily.
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1.2 Risk Benefit Assessment

In this whole study program, transient minor to moderate headache was the major adverse event
with this product in pediatric population. Other than that, there does not appear to be any other
unexpected adverse events in children compared to adults. Based on review of the submitted
clinical studies and the post-marketing data available regarding the olmesartan use in adult and
pediatric populations, olmesartan appears to have a favorable risk-benefit profile considering the
long-term outcome of hypertension in adults. However, there were no data available for the long-
term outcome of hypertension in pediatric population.

1.3 Recommendations for Postmarket Risk Evaluation and Mitigation
Strategies

Since this product has been approved for many years and has a clear safety profile in adult, the
submitted post-marketing data in children from sponsor and my own literature search did not
indicate any new safety concerns, I don’t have any recommendations for postmarket risk
evaluation and mitigation strategies.

1.4 Recommendations for Postmarket Requirements and Commitments

I don’t have any recommendations for post market requirements and commitments.

2 Introduction and Regulatory Background

2.1 Product Information

Olmesartan medoxomil (OM, marketed as Benicar® in the US) is an orally active selective AT1
subtype angiotensin receptor blocker (ARB). It has been approved for the treatment of
hypertension in adults in 2002. For adults, the usual recommended starting dose is 20 mg once
daily when used as monotherapy in patients who are not volume-contracted. For patients
requiring further reduction in blood pressure after 2 weeks of therapy, the dose may be increased
to 40 mg. This supplement reports pharmacokinetic (PK) and clinical safety and efficacy studies
in hypertensive children in response to a pediatric written request.

2.2 Tables of Currently Available Treatments for Proposed Indications
Treatment of hypertension in children has been more elusive than treatment of hypertension in

adults. While most older children may have essential hypertension like their adult counterparts,
younger children frequently have secondary hypertension, most commonly related to renal

10



Clinical Review

Shen Xiao MD., Ph.D.

NDA 21-286/SN018 Pediatric Studies

Benicar (Olmesartan Medoxomil) tablets

disease. Prior to the Food and Drug Administration Modernization Act (FDAMA) of 1997, most
available anti-hypertensives were use in treating children but none were specifically approved for
use in children. Since FDAMA, calcium channel blockers, beta blockers, ACE inhibitors, ARBs,
and aldosterone receptor blocker have been studied in hypertensive children. However, some of
these drugs have been tested to be ineffective in children. The currently approved treatments for
hypertension in children were summarized in the following table 1. Please also refer to the
NHLBI fourth report on the Diagnosis, Evaluation, and Treatment of High Blood Pressure in
Children and Adolescents for additional details.

Table 1: Approved anti-hypertensive drugs for treatment of hypertension in pediatric population
(by the end of 2008)

Drug name Drug category Dose
Amlodipine | Calcium channel blocker | 2.5 mg to 5 mg once daily for ages 6-17 years.
Fenoldopam | dopamine D1-like 1.v. use, 0.2 pg/kg/min up to 0.3 to 0.5 pg/kg/min
receptor agonist every 20 to 30 minutes.

Benazepril ACEI 0.2 mg/kg to 0.6 mg/kg once daily (or up to 40mg
daily) for ages 6-17 years.

Enalapril ACEI 0.08mg/kg up to 0.6mg/kg once daily for age > 6
years old

Fosinopril ACEI 5 to 10 mg once daily for children weighting more
than 50kg

Lisinopril ACEI 0.07 mg/kg up to 5 mg total once daily for age > 6
years old

Losartan ARB 0.7 mg/kg once daily (up to 50 mg total)

Valsartan ARB 1.3-2.7 mg/kg once daily (up to 40-160 mg total)

2.3 Availability of Proposed Active Ingredient in the United States

OM has been marketed in US in 2002 and the combination product of OM with
hydrochlorothiazide has been marketed in US in 2003 for the treatment of hypertension in adult
patients.

2.4 Important Safety Issues with Consideration to Related Drugs

OM, like other ACEI and ARBs, may cause hypotension in patients with an activated renin-
angiotensin aldosterone system, such as volume- and/or salt-depleted patients (e.g., those being
treated with high doses of diuretics), changes in renal function susceptible individuals. In
addition, as a consequence of inhibiting the renin-angiotensin-aldosterone system, OM may also
raise the serum level of potassium, especially in patients with renal insufficiency.

2.5 Summary of Presubmission Regulatory Activity Related to Submission

e On March 6, 2001, the Division issued a formal written request for pediatric studies to the
Sponsor.

11
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e On November 25, 2002, the Division issued a revised Written Request to the sponsor for
conducting pediatric studies.

e On September 20, 2004, a new protocol for Study CS0866-A-U301 “Dose-Ranging Study to
Evaluate the Safety and Efficacy of Olmesartan Medoxomil in Children and Adolescents with
Hypertension” is submitted. The Division had the meeting with Sponsor to discuss the Study
CS0866-A-U301 on March 4, 2005.

e On August 19, 2005, a new protocol for Study CS0866-A-U102 “An Open-Label Study of the
Single-Dose Pharmacokinetics of Olmesartan Medoxomil in Pediatric Patients with
Hypertension” is submitted.

e On May 24, 2007, the Division had meeting with Sponsor on the status of the pediatric
program.

e On March 31, 2009, the Division had pre-NDA meeting with Sponsor. The Division agreed
that CS0866-A-U301 is sufficient to fulfill the final written request and also agreed the
proposal the Sponsor proposed for safety evaluation of olmesartan in pediatric population. The
safety proposal will include conducting a review of the internal safety database, including post-
marketing reports of adverse events in children, and a comprehensive literature search, in addition to the
safety analysis based on the clinical studies conducted in response to the Written Request..

e On May 19, 2009, the Division issued a final written request based on the Section 505A of the
Federal Food, Drug, and Cosmetic Act, as amended by the Food and Drug Administration
Amendments Act of 2007. In this final written request, the Division highlighted the following
issues:

Submitted studies should include pharmacokinetic sampling in patients, a dose-response trial of

effectiveness in hypertensive pediatric patients; and safety data derived from a 1-year study including a

controlled phase assessing effectiveness and safety, followed by an open treatment phase, and a summary

of all available information on the safety of the drug in hypertensive pediatric patients. The safety
evaluation in children must include a summary of the published literature and formal analyses of
published and unpublished data.

For pharmacokinetic study, data must be obtained over the range of doses and ages studied for
effectiveness. Patient must have grossly normal metabolic function. Data must be collected with respect
to olmesartan and any metabolites that make substantial contribution to its efficacy or toxicity. For the
parent and each metabolite followed, the data collected must provide estimates of the exposure (AUC),
half-life, oral apparent clearance, volume of distribution, Cmax, and Tmax in pediatric subjects of the
various age groups.

For the dose-ranging trial, the trial must be performed in patients of both sexes. If adolescents are
included, at least one additional age group must be included, and 50% of the patients in the trial
must be 12 years old. They must not be recruited if other interventions known to affect blood
pressure (e.g., repair of arterial anomalies) are likely to occur during the expected course of the
trial or if their blood pressures are so high as to need immediate treatment. The dose-ranging
study must be double-blind in design and it must evaluate at least two dose levels of olmesartan.
Based on the evaluation of the pharmacokinetic data, you must obtain agreement from the
Division on the doses to be incorporated into this study. The duration of the parallel portion of
the study must be at least 2 weeks after titration to target doses is completed.

The primary end point must be either absolute or percentage change in systolic or diastolic
pressure. The primary analysis must include all patients with data on randomized treatment. If

12
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the pharmacokinetics of the drug in children, derived from the pharmacokinetic trial described
above, differs substantially from the reported pharmacokinetics in adults, such that the serum
half-life is appreciably altered, the trial must include an assessment of the effect of varying
dosing interval on trough antihypertensive effect. This must include measurement of the effects
of the drug at peak and trough.

For blood pressure measurement, both systolic pressure and diastolic pressure must be measured
in all patients. Systolic and/or diastolic blood pressure should be used as the primary end point.
For the trial designs other than randomized withdrawal from active drug (see above), the primary
efficacy measurement must be the change in blood pressure from baseline to the time of the last
dose plus the inter-dosing interval. For randomized withdrawal trial designs, the primary efficacy
measurement must be the change in blood pressure at the inter dosing interval from the last on-
treatment visit to the end of the withdrawal period, or to the time at which an acceptable blood
pressure is exceeded.

For drug information, an age-appropriate formulation must be used in the studies described
above. If an age-appropriate formulation is not currently available, the Sponsor must develop and
test one, and, if it is found safe and effective in the studied pediatric populations, the Sponsor
must seek marketing approval for that age-appropriate formulation. If the Sponsor demonstrated
that reasonable attempts to develop a commercially marketable formulation have failed, the
Sponsor must develop and test an age-appropriate formulation that can be compounded by a
licensed pharmacist, in a licensed pharmacy, from commercially available ingredients. Under
these circumstances, you must provide the Agency with documentation of your attempts to
develop such a formulation and the reasons such attempts failed. If the Agency agrees that the
Sponsor has valid reasons for not developing a commercially marketable, age-appropriate
formulation, then the Sponsor must submit instructions for compounding an age-appropriate
formulation from commercially available ingredients that are acceptable to the Agency. If the
Sponsor conduct the requested studies using a compounded formulation, the following
information must be provided and will appear in the product labeling upon approval: active
ingredients, diluents, suspending and sweetening agents; detailed step-by-step compounding
instructions; packaging and storage requirements; and formulation stability information. In
addition, bioavailability of any formulation used in the studies must be characterized.

For statistical considerations, the trial must be designed to detect a treatment effect of
conventional (p<0.05) statistical significance. If the “Trial A” design is chosen, the study must
be powered to be able to detect a "clinically meaningful" treatment benefit on the primary end
point. This requires the study to show that if the true treatment effect for one of the treatment
groups were minimally "clinically meaningful", the pre-planned analysis would have at least
90% power to infer that at least one dose or the high dose is significantly different from placebo,
under the “Trial A” design.

For labeling, under section 505A(j) of the Act, regardless of whether the studies demonstrate that
olmesartan is safe and effective, or whether such study results are inconclusive in the studied
pediatric population, the Sponsor must submit labeling to include information about the results of
the studies.
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Regarding the data reporting and timeframe for reports, the Sponsor must submit full study
reports (which have not been previously submitted to the Agency) that address the issues
outlined in this request, with full analysis, assessment, and interpretation. In addition, the reports
must include information on the representation of pediatric patients of ethnic and racial
minorities. Under section 505A(d)(2)(B) of the Act, when submitting the study reports, the
Sponsor must submit all postmarketing adverse event reports regarding this drug that are
available at that time. Reports of the above studies must be submitted to the Agency on or before
September 30, 2009.

2.6 Other Relevant Background Information

I am not aware of any other relevant background information.

3 Ethics and Good Clinical Practices

3.1 Submission Quality and Integrity

I have requested Division of Scientific Investigations (DSI) to audit two clinical site (Study Sites
601 and 631) based on the large number of patient enrollment and large treatment effect size. In
the preliminary report from DSI, there were no significant regulatory deviations.

I reviewed case report forms and the data sets using JMP software to verify that source
documents were consistent with the reports and tabulations. However, the table to describe the
changes of creatine phosphokinase (CPK) in the safety summary is inconsistent with the same
table in the study report. I have checked the dataset and confirmed that the table in the safety
summary is correct. In addition, the sponsor reported that the protocol deviations in some study
sites were not finalized before they submitted this supplement. They are conducting a full quality
control process now and will provide a new amendment in the middle of December.

3.2 Compliance with Good Clinical Practices

The clinical overview states that the studies were conducted in compliance with ethical
principles that have their origin in the Declarations of Helsinki and in accordance with the
International Conference on Harmonisation (ICH) E6 Guideline for Good Clinical Practice
(GCP). The studies in the pediatric population were also conducted in compliance with the
Guidelines for the Ethical Conduct of Studies to Evaluate Drugs in Pediatric Populations.

3.3 Financial Disclosures

There are three clinical studies for this supplemental NDA. The sponsor claimed that all of the
investigators did not enter into any financial arrangements with Daiichi Sankyo whereby the
value of compensation to the investigators could be affected by the outcome of the studies. The
investigators were required to disclose to Daiichi Sankyo whether they have a proprietary
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interest in the product or a significant equity in Daiichi Sankyo and they did not disclose any
such interests. The investigators were not recipients of significant payments of other sorts.

4 Significant Efficacy/Safety Issues Related to Other Review
Disciplines

4.1 Chemistry Manufacturing and Controls

The sponsor proposed using Benicar® Tablets 20 mg as Benicar” Tablets, for Oral Suspension.
Oral Suspension is an extemporaneously-prepared formulation for oral administration for
pediatric use. The suspension is prepared at the pharmacy site using Benicar” 20 mg tablets and
commercially-available suspension compounding vehicles Ora-Sweet” and Ora-Plus”® supplied
by the pharmacy. Concentration of the suspension is 2 mg/ml in a total volume of 200 ml.
Benicar® Tablets with the active ingredient of olmesartan medoxomil is fully described in Type
II Drug Master File 14953. Please see Dr. Bartholomew Ho’s chemistry review for details.

4.2 Clinical Microbiology

The submission does not include microbiology data.

4.3 Preclinical Pharmacology/Toxicology

The submission does not include new animal pharmacology or toxicology data.

4.4 Clinical Pharmacology

441 Mechanism of Action

Olmesartan medoxomil, a prodrug, is hydrolyzed to olmesartan during absorption from the
gastrointestinal tract. Olmesartan is a selective AT subtype angiotensin II receptor antagonist.
Olmesartan blocks the vasoconstrictor effects of angiotensin II by selectively blocking the
binding of angiotensin II to the AT receptor in vascular smooth muscle.

Blockade of the angiotensin II receptor inhibits the negative regulatory feedback of angiotensin

II on renin secretion, but the resulting increased plasma renin activity and circulating angiotensin
II levels do not overcome the effect of olmesartan on blood pressure.

4.4.2 Pharmacodynamics

The submission does not include studies of pharmacodynamic parameters other than the effects
on blood pressure discussed in the efficacy below.
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4.4.3 Pharmacokinetics

The PK data in pediatric population were analyzed in two studies including an open-label study
of a single-dose pharmacokinetics of olmesartan medoxomil in pediatric patients with
hypertension (Study CS0866-A-U102) and multiple-dose, safety, efficacy, and population PK
study (Study CS0866-A-U301). The following is the sponsor’s summary of the most pertinent
findings: Plasma half lives and Tmax were similar across all of the age groups in the pediatric
studies. Total body clearance and volume of distribution are proportional to subject body weight.
Unadjusted for covariate status, typical clearance in the adult dataset was 44% higher than
pediatric subjects. When pediatric subjects’ clearances were weight normalized to 73 kg based
on to the clearance-weight relationship, the adult/pediatric ratio for clearance was 0.95 [0.92,
0.97], well within the bioequivalence range of 80% to 125%.

Within the “low dose” arm, subjects were randomized to 2.5 mg and 5 mg based on a weight cut
point of 35kg. Similarly, within the “high dose” arm, subjects were randomized to 20 mg and 40
mg based on a weight cut point of 35 kg. Within both arms, AUC and Cmax were similar
between the high and low weight subjects confirming the validity of the dose-adjustment by
weight and appropriateness of the 35 kg as the cut-point weight for dose adjustment. When
exposures were normalized to weight of 73 kg, estimated AUC and Cmax showed near dose
proportional increase at dose ranges of 2.5 mg to 40 mg further supporting body weight being the
influential factor for the pharmacokinetics of olmesartan in pediatric populations. Overall, the
plasma PK parameters for the 6-16 year old subjects of this study were similar to those estimated
in prior studies in adults, whose body weights were within the body weights range of adults in
previous studies. Please see Dr. Divya Menon-Andersen’s clinical pharmacology review for a
detailed review of the PK studies.

5 Sources of Clinical Data

5.1 Tables of Studies/Clinical Trials
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Table 2: Summary of clinical studies of olmesartan medoxomil in pediatric program (Sponsor’s

table)
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5.2 Review Strategy

I initially verified that the sponsor’s reports of the studies were consistent with the final revised
WR. I discussed with the statistician to confirm whether the sponsor’s efficacy analyses were
appropriate. I check the data sets using JMP software to analyze the adverse events, vital signs
and laboratory test data for safety signals.

5.3 Discussion of Individual Studies/Clinical Trials

Three studies were conducted with olmesartan medoxomil (OM) suspension and tablets to
determine suitability for a hypertensive pediatric population, aged 1 to 16 years.

Study CS0866-A-U101 was a randomized, open-label, single-dose, two-arm crossover,
pharmacokinetic (PK), bioequivalence/bioavailability study in healthy adult volunteers at ages of
18 to 45 years old. The objective of the study was to determine if the compounded suspension
formulation of OM (4 mg/ml x 10 mL, for a total dose of 40 mg) was bioequivalent to the
marketed formulation of a 40-mg Benicar tablet. Analysis of the data was also completed to
determine the appropriate dosage strengths of the suspension formulation for the further
development of olmesartan in pediatric hypertensive patients.

Study CS0866-A-U102 was a single-dose study in hypertensive subjects 1 to 16 years of age, the
objective of which was to determine the PK profile of OM in the pediatric population. The
purpose of this study was to determine the pharmacokinetic behavior of OM in pediatric
hypertension patients in the age range of 1-16 years. Subjects aged 1 to 5 years received a single
0.3 oral mg/kg dose. Subjects aged 6 to 16 years, weighing < 35 kg received a single oral 20-mg
dose. Subjects aged 6 to 16 years, weighing > 35 kg received a single oral 40-mg dose. The
pharmacokinetic samples were taken before dosing and at 1, 2, 4, 8, 12, 24, and 48 hours
postdose.

Study CS0866-A-U301 was to evaluate the blood pressure-lowering effect and safety of OM in
pediatric subjects. Specifically, the effects of OM, at high-dose and low-dose regimens, on
seated systolic blood pressure (SeSBP) and seated diastolic blood pressure (SeDBP) were studied
in subjects 1 to 16 years of age, inclusive, with hypertension. The long-term clinical efficacy and
safety of OM in this population was assessed in a 46-week, open-label extension period. In
addition, PK sampling was completed in a subset of subjects of this study. Study CS0866-A [
U301 evaluated three cohorts of subjects with hypertension. Cohort A consisted of subjects 6 to
16 years old, approximately 15% of whom were black. Cohort B consisted of subjects 6 to 16
years old, all of whom were black. Cohort C consisted of subjects aged 1 to 5 years from any
race.

All studies were consistent with the final Written Request. The clinical pharmacology reviewer
discusses the two PK studies CS0866-A-U101 and CS0866-A-U102 in detail as well as the
population PK analysis combining the data from CS0866-A-301. I discuss primarily the efficacy
and the safety study CS0866-A-U301.
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6 Review of Efficacy

Efficacy Summary

In this study, hypertensive pediatric subjects were enrolled in three cohorts: Cohort A, 6
to 16 years of age regardless of race; Cohort B, Black subjects, 6 to 16 years of age; and
Cohort C, 1 to 5 years of age regardless of race.

In study with Cohorts A and B, both low and high doses of OM were effective in reducing seated
systolic blood pressure (SeSBP) and seated diastolic blood pressure (SeDBP) in pediatric
subjects 6 to 16 years old, regardless of race. A statistically significant OM dose response was
observed for SeSBP and SeDBP in Cohort A and Cohort B with and without adjustment of
baseline body weight. Both Black and Non-black subjects demonstrated a dose response.
However, mean reductions in SeSBP and SeDBP were numerically greater in Non-black subjects
compared with Black subjects.

In Period II1, pediatric subjects in Cohort A and Cohort B either continued on their Period

IT OM treatment or took placebo in a double-blind fashion for up to two weeks. Results showed a
statistically significant difference between OM and placebo in Cohort A and Cohort A + Cohort
B. The difference in LS means between OM and placebo was -3.6 mm Hg (p = 0.0093) in Cohort
A and -3.2 mm Hg (p = 0.0029) in Cohort A +Cohort B. However, there was no statistically
significant difference in Cohort B.

In Period IV, pediatric subjects in Cohort A and Cohort B took open-label OM (10, 20, or

40 mg per day with up and down titrations allowed) for up to 46 weeks. Compared with study
baseline, mean SeSBP and mean SeDBP were reduced at all visits for Cohorts A, B, and A + B.
Numerically, at almost all visits, the magnitude of BP reduction was greater for Cohort A than
Cohort B.

Regarding the difference of black and non-black population, overall, Non-Blacks appeared to
have a greater response to OM treatment than Blacks in the children at the ages between 6 to 16
years old based on above studies.

For Cohort C (pediatric subjects 1 to 5 years of age), results showed that 0.3 mg/kg/day OM
treatment decreased SeSBP by 13.3 mm Hg and decreased mean SeDBP by 10.4 mm Hg.
Subjects who continued on their OM regimen in Period I had numerically smaller mean
increases in BP during Period III than subjects who switched to placebo. However, the difference
in this small cohort was not statistically significant. This may be due to the small sample size.
Over 46 weeks of open-label OM treatment (0.3 to 0.6 mg/kg/day with up and down titrations
allowed) in Period IV, mean SeSBP and mean SeDBP were reduced relative to study baseline at
all visits. Mean SeSBP reduction from study baseline ranged from 13.6 to 16.4 mm Hg and mean
SeDBP reduction from study baseline ranged from 11.0 to 14.0 mm Hg. Overall, the trend,
frequency and magnitude of the reduction of blood pressure in this group is similar to the older
age group.
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6.1 Indication

The targeted indication is the treatment of hypertension in children.

6.1.1 Methods

This submission provides one pivotal efficacy study, Study CS0866-A-U301. This was a
randomized, multicenter, double-blind, parallel-group, prospective dose ranging study in subjects
1 to 16 years of age with primary or secondary hypertension. The efficacy objectives are the
changes of seated systolic blood pressure (SeSBP) and seated diastolic pressure (SeDBP). This
study trial design was based on the options described in the Written Request (WR). The primary
efficacy endpoints were the changes from baseline in trough SeSBP and SeDBP to the end of
Period II ( a period of dose-response study: low dose group vs high dose group) in children at the
ages between 6 to 16 years old. The sponsor picked the dosages to cover the range from lower
than the approved adult starting dose to the approved adult maximum dosage.

Subjects were enrolled into one of three cohorts based on age and race. Subjects 6 to 16 years of
age were enrolled into Cohort A. In Cohort A, subjects were stratified by age with approximately
half aged 6 to 12 years and the remainder aged 13 to 16 years. Black subjects only, 6 to 16 years
of age, were enrolled into Cohort B. Subjects 1 to 5 years of age were enrolled into Cohort C
regardless of race. The BP entry criterion was SeSBP > 95th percentile but <2 standard
deviations (SDs) above the 99 percentile for gender and height-for-age or SeSBP > 90th
percentile for subjects who had type 1 or 2 diabetes mellitus, glomerular kidney disease, or a
family history of hypertension. The blood pressures representing these percentiles were defined
by the National High Blood Pressure Education Program Working Group on Hypertension
Control in Children and Adolescents.

The study comprised four periods. Period I was a wash-out period from Week -1 to
randomization. Subjects were randomized to treatment sequences carried through the remainder
of the study. Period II was a three-week, double-blind, dose-ranging period. In Cohorts A and B,
subjects received either low-dose or high-dose OM once daily. In Cohort C, all subjects received
0.3 mg/kg OM per day. Period III was a placebo-controlled withdrawal period beginning at
Week 4 and ending after 1 or 2 weeks, depending on SeBP measurement at each weekly study
visit. Subjects either continued their Period I1 OM regimen or switched to placebo based on the
initial randomization scheme. Period IV was a 46-week open-label extension period. The study
design including treatment sequences is illustrated in Figure 1 and Figure 2. OM doses were
given once daily.
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Figure 1: Study Design for Cohort A and Cohort B (Subjects 6 to 16 Years Old)
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a: Half of the subjects in both weight categories took low-dose OM and half took high-dose OM. For subjects weighing > 20 kg
and < 35 kg, low-dose OM was 2.5 mg qd and high-dose OM was 20 mg qd. For subjects weighing > 35 kg, low-dose OM was
5.0 mg qd and high-dose OM was 40 mg qd.

b: In Period III, subjects either continued their OM dose or were switched to placebo.

c: In Period IV, subjects weighing > 20 kg and < 35 kg began at the 10 mg dose of OM. After 2 weeks, if hypertension was not
controlled (SeSBP > 95th percentile for gender and height-for-age, or > 90th percentile for subjects with diabetes, glomerular
kidney disease or family history of hypertension), the dose was doubled to 20 mg. Subjects weighing > 35 kg began at the 20 mg
dose of OM. After 2 weeks if hypertension was not controlled, the dose was doubled to 40 mg. Subjects had the option in Period
IV of taking their dosage in tablets, instead of suspension. If BP still exceeded the indicated level, additional hypertension
medication other than an angiotensin receptor blocker or angiotensin converting enzyme inhibitor was allowed. Back titration of
OM was also permitted.

Figure 2: Study Design for Cohort C (Subjects 1 to 5 Years Old)
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CCB = calcium channel blocker; a: In Period IV, subjects started at the 0.3 mg/kg qd dose of OM. After 2 weeks, if hypertension
was not controlled (SeSBP > 95th percentile for gender and height-for-age, or > 90th percentile for subjects with diabetes,
glomerular kidney disease or family history of hypertension), the dose was doubled to 0.6 mg/kg qd. If BP still exceeded the
indicated level, additional antihypertensive medication other than an angiotensin receptor blocker or angiotensin converting
enzyme inhibitor was allowed. Back titration was also permitted.

Concomitant antihypertensive agents that are part of the patient’s regimen at screening will be
discontinued for the duration of the washout (Period I), the dose-response (Period II) and
randomized withdrawal (Period III). During the 46-week open label period (Period 1V),
antihypertensive agents except for other angiotensin II receptor blockers and ACE inhibitors,
may be used as needed to reach blood pressure goals. Note that Cohort C may use CCB and or

21



Clinical Review

Shen Xiao MD., Ph.D.

NDA 21-286/SN018 Pediatric Studies

Benicar (Olmesartan Medoxomil) tablets

diureticsduring the cour se of the study. One or both of these drugs may be optionally
discontinued to meet study entry criteria.

6.1.2 Demographics

Demographic and baseline characteristics for the randomized subject population are summarized
by cohort in the following table 3. As shown in the following table, overall, mean age was
appropriate for the defined age range per cohort. In Cohort A, 47.4% of subjects were < 12 years
old and 52.6% were > 12 years old. In Cohort B, 41.1% of subjects were < 12 years old and
58.9% were > 12 years old. Mean age and age distribution were similar in the low OM and high
OM dose groups for both cohorts. The various races were equally represented in the high and
low OM dose groups in Cohort A. In Cohort A there were more males than females (64.2%
versus 35.8%). In Cohort B, there was an approximately equal distribution of males and females
(50.9% and 49.1%, respectively). Distribution of males and females was comparable in the low
and high OM dose groups in Cohort A. In Cohort B, there were more males than females in the
low dose OM group (64.3% versus 35.7%), while there were more females than males in the
high dose OM group (62.5% versus 37.5%). Mean SBP was comparable in Cohorts A and B at
baseline (129.3 and 131.2 mm Hg, respectively) as was mean DBP (77.2 and 79.3 mm Hg,
respectively). A greater percentage of subjects in Cohort B had primary hypertension and a
family history of hypertension (86.6% and 67.9%, respectively) compared with Cohort A (67.4%
and 58.9%, respectively). Mean weight at baseline was only slightly greater in Cohort A
compared with Cohort B (73.4 kg versus 67.2 kg). White (45.0%) and Asian (35.0%) were the
primary races in Cohort C, and there were more males (56.7%) than females (43.3%). In contrast
to Cohorts A and B, approximately two thirds of subjects in Cohort C did not have primary
hypertension, and the majority (71.7%) did not have a family history of hypertension.

Table 3: Demographic and Baseline Characteristics — All Randomized Subjects — Period I
(Screening, sponsor’s table)
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Cohort A
(N=190)

Cohort B
(N=112)

Cohort A+ B
(N=302)

Cohort C
(N=60)

Aoe (years)

Mean (51)

12.2(297)

12.5(2.604)

12.3 (2.85)

J.401.45)

Median (Min — Max)

13.0 (6.0-17.00

13.0 (6.0-16.00

13.0 (6.0-17.00

A0 1.0-5.00

Height (cm)

Mean (51D)

1542 (18.76)

155.2 (16.08)

L1546 (17.79)

9.3 (12927

Median (Min — Max)

1590
(111.0-187.0)

156.0
(1 10.0-190.0)

158.0
(1 10 0-190.0)

a8.0
(73.0-120.00

Weight (kg)

Mean (85D)

T3.4(38.51)

67.2 (33.25)

T1.1 (36.72)

16.9 (6.617°

Median (Min — Max ) 728 o0 1 66,2 15.5
(18.0-200.0) (20.0-232.9) [(18.0-232.9) (8.0-44.0)
n (%) n (%) Y n (%)

Race”

White 118 (62.1) 1 (099" 119 (394 27 (5.0

Black/African heritage 35 (184 112 {10000 147 (48.7) T(11.7)

Asian 19 (100 0 (0.0 19 (6.3) 21 (35.0)

Hawaiian 1 (0.5) 0 (0.0 1 (0.3) 0 (0.0

Orther 25 (13.2) L (097" 26 (8.6) 5 (8.3)
Gender

Male 122 (64.2) 5T (50.9) 179 (5% .3) 34 (56.7)

Female 68 (35.8) S5 (49.1) 123 (407 26 (43.3)
Primary hypertension

Yes 128 (67.4) 97 (B6.6) 225(74.5) 20 (33.3)

MNo 62 (32.6) 15 (13.4) T7(25.5) 40 (66.7)
Family hypertension

Yes 112 (58.9) To (6799 188 (623) 17 (28.3)

No TE(41.1) 36 (321 114(37. 7 43 (71.7)
Baseline SeSBP (mm
Hg) 1293 (8.70) 131 .2 (9.40) 13000 (9.00) 1152 (8.74)

Mean (SD)

Baseline SeDBP (mm
Hg)
Mean (SD)

TT.2(8.16)

TO3 (B.09)

TEO(B.18)

T2.7(B.T4H

OM = olmesartan medoxomil; SD = standard deviation; SeDBP = seated diastolic blood pressure; SeSBP = seated systolic blood
pressure

a: n=59

b: More than one race could have been checked.

c: All subjects in this cohort were black; however, two were of mixed race and more than a single race could be checked.

In Cohort A, 88.4% of all randomized subjects had previous or concurrent medical conditions at
screening. The most frequently reported system organ class was cardiovascular disorders
(41.1%) which primarily reflected hypertension. The next most frequently reported disorders
were endocrine/metabolic disorders (36.8%) and eyes, ears nose, and throat disorders (35.3%). In
Cohort B, 65.2% of all randomized subjects had previous or concurrent medical conditions at
screening. After cardiovascular disorders (34.8%), the most frequently observed disorders were
in the respiratory (20.5%) system organ class. In Cohort C, 88.1% of all randomized subjects had
previous or concurrent medical conditions at screening. Genitourinary abnormalities were the
most prevalent, and were reported in 59.3% of subjects. Cardiovascular was the second highest
system organ class with reported history in Cohort C (30.5%). Data were summarized in the
following tables. (A: number of patients with abnormality, B: number of patients with either
“normal” or “abnormal’ response).
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Table 4: Medical history abnormalities in Cohort A (all randomized patients, Sponsor’s table).

LOW DOSE HIGH DOSE OVERALL
(N = 85) (N = 85) (N = 180

MEDICAL HISTORY A B (%3011 A B (%3011 A B (%) [1]

PATIENTS WITH ABNORMALITIES 85 85 (83 .7%) 76 65 (B3 .2%) 168 180 (BE.4%)
EYES, EARS, NOSE AND THROAT a5 65 (a7 .9%) a1 85 (32 .6%) &7 180 (35.3%)
RESPIRATORY 26 85 (30.5%) 23 85 (24.2%) 52 180 (27 .4%)
CARDIOVAS CULAR 40 95 (42.1%) 38 95 (40.08%) 7B 190 (41.1%)
GASTROINTEST INAL 16 85 (16.8%) 14 85 (14.7%) 30 180 (15 .8%)
MUSCULOSKELETAL i3 85 (13.7%) B8 95 (18.9%) 31 180 (16.3%)
NEUROLOGICAL iz 85 (12.6%) 15 95 (15.8%) 27 190 (14.2%)
ENDOGRINE /METABOLIG 36 95 (37.9%) 34 95 (35.8%) 70 190 (36.8%)
HEMATOPOIETIC/ LYMPHATIC 5 95 (5.3%) 6 95 (6.3%) 11 190 (5. B%)
DERMATOLOGIC 30 95 (31.6%) 2z 95 (23.2%) 52 190 (27 .4%)
PSYCHOLOGI GAL 12 85 (12.6%) 13 85 (13.7%) 25 180 (13.2%)
GENITOURINARY 27 85 (28.4%) 30 85 (31.6%) 57 180 (30.0%)
SURGICAL 30 85 (31.6%) az g5 (33.7%) 62 180 (32.6%)
ALLERGY 18 95 (18.9%) 25 85 (26.3%) 43 180 (22.6%)
OTHER 33 85 (34.7%) s 95 (34.7%) 66 190 (34.7%)

Table 5: Medical history abnormalities in Cohort B (all randomized patients, Sponsor’s table)

LOW DOSE HIGH DOSE OVERALL
(N = 58) (N = 58) (N = 112)
MEDICAL HISTORY A B ()] A B (%) [1] A B (%)[1]
PATIENTS WITH ABNORMALITIES 36 56 (B4, 3%) a7 5B (B6.1%) 73 112 (B5.2%)
EYES, EARS, NOSE AND THROAT B 56 {14.3%) 11 5B {19.6%) 19 112 (17 .08%)
RESPIRATORY 15 5B (26.6%) B 56 (14.3%) 2z 112 (20.5%)
GARDIOVASCULAR 18 5B (32.1%) 21 5B (37.5%) 39 112 (34.8%)
GASTROINTESTINAL 4 5B (7.1%) i BB (1.8%) 5 112 (4.5%)
MUSCULOSKELETAL a4 BB (7.1%) 5 BB (B.5%) 5 11z (B .0%)
MEUROLOGIGAL 13 5B (23.2%) 6 56 {10.7%) 19 112 (17 .0%)
ENDOGRINE /METABOLIC 5 &6 {B.9%) 7 BB {12.5%) 1z 11z (10.7%)
HEMATOPOIETIC /LYMPHATIC 2 5B (3.6%) 2 5B (3.6%) 4 112 (3.6%)
DERMATOLOGIC g9 56 (16.1%) g9 56 (16.1%) 8 112 (16.1%)
PSYCHOLOGICAL 5 BB { B 5% 2 BB (3.6%) 7 11z (6 .3%)
GENI TOURTNARY 7 5B {12.5%) 6 56 {10.7%) 13 112 (11.6%)
SURGICAL 11 5B {19.6%) B 5B {14.3%) 19 11z (17 .08%)
ALLERGY 9 5B (16.1%) 11 5B (19.6%) 20 112 (17 .9%)
OTHER 12 56 (21.4%) 13 56 (23.2%) 25 112 (22.3%)

Table 6: Medical history abnormalities in Cohort C (all randomized patients, Sponsor’s table)

COHDRT O

(M = GOo)
MEDIGAL HISTORY A B (=3[ 1]
PATIENTS WITH ABMORMALITIES 5z 5 (BB, 1%
EVES, EARS, NOSE AND THROAT 12 5 (20, 3%
R ESFE TRATORY 11 5o (18.6%)
CARD TOWVASCU AR 18 5 (2O .55
GASTROTNTES TT ML 5 5o B 5Es)
MUSCUL OS KEL ETAL = 5 (3. A%
MEUROLOG IO L = s @ ans)
ENDOGRINE/METABOLI G e 5 (11 .95
HEMATOPOIET IC S L YMPHATI C = s (B 5%
D ERMAT OL OGI G = 5 0. a%s)
P SWYCHO LOGIC AL 1 s 01 .75
GENI TOUR ITHRARY as 55 (SS. 3%
SURG TCAL 13 5 PE=F=p e
ALLERGY = 55 (13.6%)
OTHE R 15 5 (26 .a%)
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6.1.3  Subject Disposition

A total of 502 subjects were screened for the study. There were 65 centers located in the

US (25 [20 of the 25 sites actively screened subjects and 18 sites randomized subjects into the
study]), Africa (17 [15 of the 17 sites actively screened subjects and 12 sites randomized subjects
into the study]), Latin America/South America (14 [all 14 sites actively screened and 13 sites
randomized subjects into the study]), and India (9 [all 9 sites actively screened and 6 sites
randomized subjects into the study]). Among the 502 subjects screened, 362 (72%) were
randomized into the three cohorts (Cohort A: 190, Cohort B: 112, Cohort C: 60). The disposition
of subjects in Cohorts A, B, and C during Periods I through IV of the study are summarized in
the following tables.

Table 7: Data analysis sets (sponsor’s table)

Cohort A Cohort B Cohort A +B Cohort C
n (%) n (%) n (%) n (%)
Screened® 282 140 422 B0
Randomized 190 112 302 &0
Safety population® 190 {10000 112 { 1000 302 { 100.0% 59 (98.3)
ITT populaliond 188 (99.0) 112 ( 100.0) 300 (99 3 59 (98.3)
Per Protocol population 152 (80.0) TS5 (67.0) 227 (75.2) 54 (90.0)

: Percentage is based on the number of subjects randomized to each group.
: Subjects who completed at least one screening procedure.

: Subjects who took at least one dose of study medication.

: Subjects who took at least one dose of study medication, had a baseline and at least one post
aseline efficacy assessment.

a
b
C
d
b
For each cohort, the percentage of subjects completing each study period is calculated using the
number of subjects that entered that study period as the denominator. All randomized subjects in
Cohorts A and B entered Period II. One subject in Cohort C did not receive any study drug and
did not enter Period II. Most subjects who entered Period II completed all 3 weeks, Cohort A:
95.8%, Cohort B: 95.5%, Cohort C: 96.7%. A total of 14 subjects withdrew (Cohort A, n = §;
Cohort B, n =5; Cohort C, n = 1) during Period II and did not continue into Period III. Most
subjects who entered Period III continued to Period IV, Cohort A: 98.4%, Cohort B: 97.2%,
Cohort C: 98.3%. A total of seven subjects withdrew from Period III (Cohort A, n = 3; Cohort B,
n = 3; Cohort C, n =1) and did not continue into Period IV, the 46-week open-label extension
period. Among the subjects who continued into Period IV, 83.2% and 79.8% completed from
Cohort A and Cohort B, respectively, and 100.0% completed from Cohort C.

Eight subjects in Cohort A discontinued in Period II. In the low dose OM group, four subjects
withdrew due to a protocol violation, and two due to an AE. Of the two subjects who withdrew

in the high dose OM group, one withdrew due to an AE and the other for unknown reasons.

Three subjects in Cohort A withdrew during Period III. All subjects were in the placebo group
and there was one withdrawal each for AE, protocol violation, and reason unknown. A total of
30 (16.8%) of the 179 subjects in Period IV withdrew. More than half (n = 17) were lost to
follow-up. Most of the subjects who withdrew from Period IV were lost to follow-up (n = 17) or
non-compliant (n = 4). One subject discontinued due to a SeSBP or SeDBP > 99" percentile.
Five subjects in Cohort B discontinued in Period II. In the low dose OM group, one subject each
withdrew due to SeSBP/SeDBP criteria failure, lost to follow-up, and other (unspecified). Of the
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two subjects who withdrew in the high dose OM group, one was at the discretion of the
investigator and the other was due to non-compliance. Three subjects withdrew during Period III.
These were one incidence each: SeSBP/SeDBP criteria failure in the low dose OM group,
subject request in the high dose OM group and other (unspecified) in the placebo group. A total
of 21 (20.2%) of the 104 subjects in Period IV withdrew. Most subject who withdrew during
Period IV were lost to follow-up (n = 6) or non-compliant (n = 4). One subject discontinued due
to a SeSBP or SeDBP > 99" percentile. One subject in Cohort C discontinued in Period II, due to
SeSBP or SeDBP > 99" percentile. One subject withdrew during Period III; reason unknown and
there were no discontinuations during Period IV.

Table 8: Subject Completion/Withdrawal Cohort A - Periods II, II, and IV (Sponsor’s table)

Randomized Population
. . Period
Period 11 Period 111 e
I'v
Low OM High OM . . -
a a FNotal (N Iotal (M Placebo Iotal (M
dose dose . B _ .
~ ~ (™N=190) (™N=53 ) (™N=H9 ) (™N=1T9 )
(N=95) (N= 95) 0y wy wiy 0y
n () 0 (%) n (%o n (%o n { %o n (%o
(f()[l)p]eted}’ HY(Q3.7) Q3 (97.9) IR2 (95 %) Q3 Hi 149 (83.2)
1O O (96.6)
Early termination G (6H.3) 2(2.1) H (4.2 O (o) 3 (3.4) 30 (16.8)
Reasons for
termination
Subject request O (o0 O (o0 O (000 O (0.0 0 o0y 5(2.8)
Subject had a mean O (OO O (O O (o) O () 0 {ou0) I (i)
SeSBP and/or
SeDBP = 99th
percentile for
subject’s
gender/age/height
Lost to follow-up O 00 O (OO O (0 O () O (0.0 17 (9.5)
_\’()nfc:(k)[np]jance. or O (00 O (O O Qo) O ) O () 4(2.2)
lack of cooperation
Adverse event 2i2.1) I (1.1} 3 1.6} O 00 1 (1.1} 1 (6]
Protocol violation 4 (4.2) O (0.0 4 (2.1) O (o 0 1 (1.1} 1 (0.6
Other O (OO O (OO O (OO O (O ) 1 (1.1} 1 (6
Missing” W] 1 (1.1} 1 (.5 O ) 0 (0] O o)
a: Low dose: 2.5 mg (> 20 < 35 kg) or 5.0 mg (] 35 kg); high dose: 20.0 mg (> 20 < 35 kg) or 40.0 mg
(=35 kg)

b: Percentage of randomized subjects
c¢: No reason was provided.
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Table 9: Subject Completion/Withdrawal Cohort B - Periods 11, 11, and IV (Sponsor’s table)

Randomized Population
. . Period
Period 11 Period 111 L”,_U(
I'v
Low OM | High OM | 0001 OM | Total OM | Placebo | Total OM
dose dose i ) i i
(N=56) (N=56) (~N=1 -]2} [_\—5-3] [.\—5-4] [_\—]l-l-'ﬂ
n (%) n (%) n (") n (%) n (%) n (%)
(f()[l)p]eted}’ 53 (94.06) 54 (96.4) 107 (95.5) 51 (96.2) 53 H3I (T9.H]1)
(98.1)
Early termination 354 2(3.6) 50(4.5) 2(3.8) 1 {1.%) 21 (20.2)
Reasons for
termination
Subject request O () O (0. O (0 1 {1.9) 0 (0.0 2(1.9)
Subject had a mean 1 (1.8) O (0o 1 (0.9 1{1.9) O (D) 1 (1.
Se5BP and/or
SeDBP = 99th
percentile for
subject’s
vender/age’height
!ﬂ\"e“tjgﬂtnr O (00 1 (1.8) 1 (0.9) O (0. O (D) 2(1.9)
Judgment
Lost to follow-up 1 (1.8) O (0. 1 (0.9) 0 (0.0 0 (0.0 6 (5.8)
NU“‘“}“’P“““CEE or O (o 1 (1.8) 1 (0.9) O (0. O (D) 4(3.8)
lack of cooperation
Adverse event 0 (0.0 0 (0. O (0. 0 (0. 0 (0.0 2(1.%)
Other 1 (1.8) 0 (0. 1 (0.9 0 (0.0 1 (1.9 329
Missing® O (0. 0 (0. O (0 O (0.0 0 (000 1 (1.0

a: Low dose: 2.5 mg (> 20 < 35 kg) or 5.0 mg (] 35 kg); high dose: 20.0 mg (> 20 < 35 kg) or 40.0 mg
(=35kg)

b: Percentage is of randomized subjects.

c¢: No reason was provided.

Table 10: Subject Completion/Withdrawal Cohort C - Periods II, III, and IV (Sponsor’s table)

Randomired Population

Period 11 Period 111 Period IV
oM oM Placeb Total OM
03 me.ke 0.3 meiks aceho otat £3-
J - (N=29) (N=ST)
(N=10}) (N=29) . .
. . m (o) m (")
m (") m (o)
Completed® SE (9.7 20 1O Oy 2 (9660 ST 1O iy
Early termination 2(3.3)" O () 1 (3.4) O ()
Reasons for termination
Subject had a mean 1 (1.7 RN O (O O (O
SeSBP and/or SeDBP
= 99th percentile for
subject’s
sender/age/height
_'vliﬂﬂir‘lgd 1 {(1.7) O (0 0 1 (3.4) O (O 0

a: Percentage of randomized subjects.

b: One of these subjects was discontinued for failure to meet protocol criteria prior to receiving study
drug

c: This subject was discontinued prior to receiving study drug for failure to meet the per protocol BP
criteria

d: No reason was provided.
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6.1.4 Analysis of Primary Endpoint(s)

The primary analysis was to assess the dose response in SeSBP or in SeDBP for subjects 6 to 16
years of age at the end of Period II in Cohort A, Cohort B, and Cohort A + B (all of the patients).
All comparisons were performed at 2-sided 5% significance level. For handling missing data at
Week 3 in Period II and Week 5 in Period 111, the LOCF method was used in the analyses of
efficacy variables.

In Period II, low and high doses of OM were effective in reducing SeSBP and SeDBP in
pediatric subjects 6 to 16 years old overall. Change from baseline for all of these cohorts in
Period II is shown in the following tables. The mean changes in SeSBP from the study baseline
to the end of Period II with the last observation carried forward (LOCF) were -7.76 mmHg and [
12.58 mmHg for low and high OM doses, respectively, in Cohort A and -4.73 mmHg and —
10.68 mmHg for low and high OM doses, respectively, in Cohort B. The mean changes in
SeDBP from the study baseline to the end of Period II with the LOCF were -5.52 mmHg and [
9.50 mmHg for low and high OM doses, respectively, in Cohort A, and -3.49 mmHg and -7.58
mmHg for low and high doses, respectively, in Cohort B.

Table 11: Mean Change From Baseline in SeSBP (mm Hg) for Cohorts A, B and A + B (ITT
population, Sponsor’s table)

Cohort A Cohort B Cohort A +B
Change Change
Basaline fronn Baseline from Baseline Change
BP baseline BP haseline BP from
OM dose M ean Mhlean M ean M ean Mean haseline
Wisit [Eageihe] N {5 (5D N {50 (5D N {50 Mean (SD)
Week | (Period IT) Low dose a1 129.4 -6.93 55 131.6 -6.46 146 130.3 -6.75
9.00) (7.858) (9. 18) 9.937) (9107 (B.669)
High dose a4 129.1 -10.59 54 130.8 -9.949 148 129.7 -10.37
{B.35) {10,503 (9,457 (B.R55) (B.77) {9,907
Week 2 (Period IT) Low dase 89 129.5 -7.69 53 131.1 -7.16 142 1230.1 -7.49
2.07) (B.662) (B.96) .57 (2037 (B985
High dose a4 129.1 -11.89 55 131.2 -8.73 140 1209 -10.72
{B.35) {10000 {987 (11364 {897 {10.597)
Wesek 3 (Period IT) Low dase 89 129.5 -7.48 53 131.1 -4.38 142 130.1 -6.33
{9.07) {9.233) (B.96) (11187 {9.03) (10,081
High dose a3 129.3 -12.57 54 130.8 -10.68 147 129.8 -1 1.BR
1B.24) (10.212) (9.45) @431 {8,707 (9.942)
End of Periad 11 Low dase a4 129.7 -7.76 6 131.7 -4.73 150 1304 -65.63
with LOCF 9.03) (9. 1800 (9.12) (114873 (9.09) (10170
High dose a4 129.1 -12.58 56 131.0 -10.68 150 129.8 -11.87
(B.35) (10,157 {9.93) (9.250 (B.98) (9.843)
LOMCF = last olservation cammed forward; S0 — standsrd devistion; SeSHEP — sested systolic blood pressune
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Table 12: Mean Change From Baseline in SeDBP (mm Hg) for Cohorts A, B and A + B (ITT
population, Sponsor’s table)

Cohort A Cohort B Cohort A ~ B
Bazeline Change Baseline Chmge Baszeline Change
BP from BP from BP from
O dose Mean bhazeline Mem haseline Mean baseline
Wisit gToup M (500 Mean (510 M (510 Mean (512 M (51 Mean (512
Week 1 {Penod 1) Lovar diose a1 TR2Z -4 64 55 .6 -5.32 1 46 TR.T -4 59
{7.95) (B.003) {2.05) 045 (E.38) (E.3ET)
High dose a4 T6.3 -§23 54 ™0 -T.81 148 -EOE
E.13) (9.163) (f.84) (B.128) (E.773)
Week 2 (Penod I1) Lovar diose LAY TE.1 -5492 53 =514 142 =563
{7.99) (7.417) (B.951) (E.001)
High dose a4 T76.3 =930 55 -fH493 144 -E43
{8.13) [9.483) (7524 (E.986)
Week 3 (Penod 1) Lovar diose 9 THE.1 =540 53 =364 142 -4.75
(7.9 {7.925) (B.990) (8.3153)
High dose 93 Th4 -9.54 54 =741 147 -R.ad
(E.15) (9.803) (B0 (2.219
End of Period 11 Lovar diose a4 TH.1 -552 6 =344 150 -4.76
with LOCF £21) (E.O5H) {2.05) (H.EH (B389
High dose a4 T6.3 =950 S ™2 -T.58 150 -B.7E
{£.13) {9.757) {6.87) (8.172) (9.216)

LOCF = lasi abservaton camied forwand; 510 = standand deviation; SeI0VBP = seaied dizsiolio blood pressuns

A statistically significant OM dose response for both SeSBP and SeDBP with and without
baseline body weight adjustment was observed in all cohorts shown in the following tables and

figures.

Table 13: Effect of Olmesartan Medoxomil on Change from Baseline in SeSBP (mm Hg) at
Week 3 with and without LOCF (ITT population, Sponsor’s table)

Cohort A Cohort B Cohort A + B

Estiimate Estiinate Estiimale

Wisit Effect (SE) p-valus (SE) p-value (SE) p-valus

Week 3 Intercept -6 76 = 0000 -3.48 00356 -5.53 = 000
chaerved (1.1RD (1635 {0967

wvalues Dase 073 00005 =050 Nzl =179 < 00001
{Slope) {0206 {0.286) (0. 168)

End of Intercept =707 =< 0000 -1EE 00172 -5.BE < L0001
Period 11 (11509 {1605 (09417

With Dase LG9 00008 LB 0032 075 = 000
LOCF {Slope) (0202 (0282 (0. 165)

LEHCF = lamst ohaervation carred forwand; SE = standarnd error; SeSBP = seated sysinlic blood pressune

Regression madel: Cheange from baselins in SeSHEP or ScDEP = a + hDose + o, where & s the mtercept, “H is the
dope. and “e™ is the rendom ernor.
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Table 14: Effect of Olmesartan Medoxomil (Baseline Weight adjusted) on Change from Baseline
in SeSBP (mmHg) at Week 3 with and without LOCF (ITT population, Sponsor’s table)

Cohort A Cohort B Cohort A + B
Estimate E stitnat Estimat

Wisil Effect (SE) p-value = (SE) p-value & (SE) p-value
Week 3 Intercept 65 < OL000 L -4. 79 O002E -5.94
observed (1045 (1.561) (0.B77) LR AL
values Dhorse 036 = OL0O0 D -7.59 L0209 -=.77

[ Slope) [ 2.096) (3.235) {1780} LREAL)
End of Intercept -6.93 < 00001 =512 LULI R B -6.24 =
Period 11 {1.004% {1.525) (0BS54 LRI
With Daose -Bo7 < QLW D =717 002605 +£.36
LOCF { Slope) [2.054) (3. 15407 {17500 00001

LAWCF = last ohservation carried forwarnd; SE = stendsrd ernor; SeSHBP = sested syatolic blood pressone
Regression model: Change from baseline in ScSHP or SclBP = a + hDoss + o, where “a™ i the intercept, “B is
the shope, amd “&™ is the remdom ernoer

Table 15: Effect of Olmesartan Medoxomil on Change from Baseline in SeDBP (mm Hg) at
Week 3 with and without LOCF (ITT population, Sponsor’s table)

Cohort A Cohort B Cohort A+ B

Estimate E stimate Estimate

Wisit Effoct {SE) p-value (SE) p-value (SE) p-value

Week 3 Intercept -4E1 < (0] -3.03 T -4, 15 <2 (0]
ohserved {1 4% {1.353) (LES])

values Dhose =059 Azl .61 01z =060 <2 (0]
(Slape) (L 1EW (0.236) {0 14

End of Intercept 445 <= {0 -2.91 DZEG -4, 1% <2 (0]
Period 1T {1.0463) {1.31M {0E2E)

With Dhome -057 DG 158 0ilzs =057 <2 (0]
L{M"F (Slape) (L1EG) (0,23 {0 145)

LIHCF = last ahservation carried forwand: SF = standard amor: SeDBP = seatwd dissinlie hload T SR
Regresdon model: Changs from baseine in S25BP or S«DBP —a + Dose + e, where “2™ i the intercept, “h™
1% the shope, and “e™ & the remddem ernoer

Table 16: Effect of Olmesartan Medoxomil (Baseline Weight adjusted) on Change from Baseline
in SeDBP (mmHg) at Week 3 with and without LOCF (ITT population, Sponsor’s table)

Cohort A Cohort B Cohort A + B
Estimate Estimate E st ate
Wisit E ffect (5E) p-value (SE) p-value {5E) p-value
Week 3 Intercept -444 = ] -3.31 LR R =<} (D == ]
observed {0.253) [1.24661) (762
values [Dhose -EA0 < (0] . B2 LRGN i -T.87 <= M
(Slope) {1.911) (26240 {1.547)
End of Intercept -4.57 = ] -3.07 134 -3.9% == ]
Period Il {0.933) {12200 (0. 743)
With LOCF | Dose -B15 < (0] . RS i -7.71 <= M
(Skope) {1890 {2.551) {1.522)

L{CF = lest observation carried forwand; SE = stendsrd ernor; SeDPBP — sested disstolic Bood pressone
R egressdon model: Changs from baseline in SeSHBP or SelB P = a + hDose + o, whene “2™ & the intercept, “h™ is
ihas |.;|:||._-_ amdl “e™ i ithe random ermor
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Figure 3: Linear Regression Analysis on Weight-adjusted Dose for Change from Baseline in
SeSBP in Cohort A + B at End of Period II with LOCF (ITT population, Sponsor’s figure)

an

CHANGE FROMBASELME M S8R [mmHg)
LS

WEINGHT ADJUSTED DOSE (mgikg)
Figure 4: Linear Regression Analysis on Weight-adjusted Dose for Change from Baseline in
SeDBP in Cohort A + B at End of Period II with LOCF (ITT population, Sponsor figure)

504

=1
=
=
£ =
="
= x
= 'H‘:
L Fol
. =

z » —_—
i el g M -

- u = =
% ¥ s LN Wy W F ]
=, = ’—1—”,;&“'1__“__"-1;_..» o

| x L] —
= | = jha.x = SH . = S
e |
C o t:' wE o * * !
b | =
= ' A
& el

WEIGHT ADJUSTE0 DOSE (mofig)

6.1.5 Analysis of Secondary Endpoints(s)

The secondary endpoints were to examine the BP changes from the Period III baseline to the end
of Period III. Data were summarized in the following tables. During Period III, analyses of
Cohort A and the combined Cohort A+B showed that subjects continuing on OM (low dose or
high dose) maintained the lower mean SeSBP and SeDBP values achieved at the end of Period II
whereas subjects switched to placebo did not. For Cohort A and Cohort A+B, there were no
clinically relevant or statistically significant changes in mean SeSBP and SeDBP during Period
IIT in the OM group. In contrast, mean SeSBP increased by 4.93 mm Hg and 4.50 mm Hg for
placebo withdrawal subjects in Cohort A and Cohort A+B, respectively. Mean SeDBP increased
by 4.43 mm Hg and 3.99 mm Hg for placebo withdrawal subjects in Cohort A and Cohort A+B,
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respectively. The difference of LS mean in both SeSBP and SeDBP between OM and placebo
was statistically significant in both Cohort A and Cohort A+B.

During Period III, the treatment effect of OM was not maintained for Cohort B. Increases in
mean SeSBP and SeDBP values were noted in subjects continuing OM (SeSBP/SeDBP:
1.37/1.94 mm Hg) and those on placebo withdrawal (SeSBP/SeDBP: 3.79/3.25 mm Hg); the
difference of LS mean in both SeSBP and SeDBP between OM and placebo was not statistically
significant.

Table 17: Treatment Comparison for Change in SeSBP and SeDBP (mmHg) in Period III for
Cohorts A, B and A + B (ITT population, Sponsor’s table)

A ha e | .5 Mle | L5 Mleam | I¥i FPe remoe im | 5% O For | P-
inm B LR I e el .S Mleams ¥ flere ma & ol e
Cohort A
S B | .33 | 3.92 | -3.58 [ 27, <0.BT | ]
DEP | .14 | 3463 | N | i-552, 105 | oumens2
Cobhort 1B
SBEP I 1 30 | ENET | -2.57 I (=593, .79 | IENEET
B | 123 | 3.32 | -1.38 | 27, 1500 | 03aaz
Cohort A+ B
SEP I ] | 312 | N I (—5.24, -1 ra) [ O
DEP | [THr] | 2. R4 | -2 By | (- .65, LS5 | a2

Analysis was based on the ANCOVA model with treatment and country as factors and end of dose ranging BP value as
covariate.

Table 18: Mean Change From Start of Period III in SeSBP (mm Hg) by Visit and Treatment
Group During Period III for Cohorts A, B, and A + B (ITT population, Sponsor’s table)

Cohort A Cohort B Cohort A = B
Change from Change from Change from
BP at start | start of Period BP at start start of Period BP at start start of
Dose of Period 11T I of Period 111 i of Period 11 Period 111
Wisit group” M Mean (30 Mean (50 M Mlean (51 Mean (S0 M Mlean (50 Mean (51N
Week 4 On T 1149.1 -1.56 (K.6E4) 20 II7.7(935) | -1L11({%.361) 106 1187 =166 (K.536)
ohserved [12.61) (11.7%
values placeho | 62 1158 2.59(10.230) L) 12149 =102 (9904 ) 117.6 L49{10.:213)
(12.83) (12.36) (12.93)
Week 5 oM 91 12004 043 (9459 51 1232 1.34 (9.5490) 144 121.4 0,75 (9.482)
observed (1244 {12E7) {1245)
values placcho | Hb 117.7 4495 (9442 53 1218 179 (10.002) 139 120.0 4.53 (9641
{13.2) {11.51) (13.00
End of O 91 1204 043 (9.459) 52 1234 LAT (9. 49K) 145 121.5 077 (9.451)
Penod 111 (12.4% {12.86) [12.66)
with LOCF placeho | HE 1180 4.93 (9.620) 53 1238 .79 (10.002) 141 120.2 450 (9.745)
{131.25) {11.81) {13.00)

LOCE = st ofservation camied forward; OM = almesarian medoxoml;, 53D = standard devistion; S380F = seated Slood pressure

=% dass was contimied from Period 11 or switched o placeho based an the mitiz] randomistion scheme.

MOTE: The Week 5 visitincluded all patients whao comaleled Periad 11 seatment, mohkling patients who comaleted Periad 1 afier 1 week of meatment due 1o BF
measirements exceeding pre-specified percentiles fior gender and height-for-age, as per protom]
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Table 19: Mean Change From Start of Period III in SeDBP (mm Hg) by Visit and Treatment
Group During Period III for Cohorts A, B, and A + B (ITT population, Sponsor’s table)

Cohort A Cohort B Cohort A - B
Change from Change from Change from
BPFat start of | start of Period BP at start | start of Period BP at start of | startof Period
Daovae Penod M1 i of Period LI I Penod I I
Visit group” ul Mean (50 Mean (80D) M Mean (5D Mean (50D) M Mean (8D) Mean (50
Week 4 oM 7 698 -l53(7559) | W 1.7 L18 (E.7049) 106 0.3 -1.06 (7 .885)
ohserved {9.EE) (807 9AL)
values placeho 62 it 1.35 (9.000) 7 T15 019 (7.209) 4] 698 100 (8.473)
{10.32) {11.03) (1064
Week 5 oM 91 T0.1 0,24 (8.122) 51 Ti2 190 (7.163) 144 T1.2 082 (7.811)
ohserved (10.34) (7.9 965)
values placeho B 6E.T 4,77 (9.980) 53 Ti7 125(K.741) 139 T0L6 4.19(9.523)
{9.95) {10.18) {10,249
End of oM 91 T0.1 024 (E.122) 52 Ti4 1494 (7.101) 145 71.3 085 (7.7490)
Period [11 (10.34) (8.0 {9.70)
with LOCF | placebo 4 6491 4A3(10.146) | 53 Ti7 1.25(8.741) 141 TOLE 399 (9.627)
{10.23) {10.18) {10.42)
BF = blood prssure; LOCT = last ohservation camiad fonward, OM = olmesatan medoxomil; 5D = standard deviation; SeDVAP = seatad diastalic blood pressure

* 000 dese was comtimed from Period 1 or switched 1o plceho hased on the initial randomization scheme.
MNOTE: The Week 5 visil mchided all mtienis who comaleted Period 11 tireatment, inchiding patiems who completed Period 111 afier 1 week of tz=atment due o BP

measurements excesling pre-speci fied percemtiles for gender and haght-forage, as per protocal

6.1.6 Other Endpoints

6.1.6.1. Period IV results for Cohort A and B: mean changes from study baseline in SeSBP and
SeDBP were analyzed for Period IV. At all Period 1V visits, for all cohorts, mean SeSBP and
mean SeDBP were reduced relative to study baseline. The mean reduction from study baseline in
SeSBP for Period IV in Cohort A and Cohort A + B was consistently > 10 mm Hg at all visits
during the 46-week treatment period, and ranged from 11.1 to 12.7 mm Hg for Cohort A and
from 10.2 to 12.9 mm Hg for Cohort A + B. In Cohort B, the mean reduction from study baseline
ranged from 7.5 mm Hg to 13.1 mm Hg. The mean reduction from study baseline in SeDBP in
Cohort A was similar to that observed for Cohort A + B in Period IV. At Period IV visits, Cohort
A mean reductions in SeDBP ranged from 7.3 mm Hg to 9.8 mm Hg and in the combined Cohort
A + B, mean reductions in SeDBP were between 6.6 mm Hg and 9.2 mm Hg. As noted for
SeSBP, the magnitude of mean reductions from study baseline was smaller in Cohort B (5.2 mm
Hg to 8.2 mm Hg) compared with either Cohort A or Cohort A + B. Data were summarized in
the following tables.
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Table 20: Mean Change from Study Baseline in SeSBP (mm Hg) by Visit and Treatment Group
during Period IV for Cohorts A, B, and A + B (ITT population, Sponsor table)

Cohort A Cohort B Cohort A — B
Study Change
Baseline from Study Change from Study Change from
BF haseline Baszeline BF haseline Baseline BF haseline
Wizt M Mean (SD) | Mean (50 M Melean (S11) Mean (S0 M Mean (50 Mean (510
Week 2 177 1291 =120 1z 121.040%11) -B.S (D9E) T 120 8 {8.72) 10T (9 8D
EA43) {9,507
Woeek 4 175 1291 =126 kL] 121.00%.12) ST.5 (%) 273 120 8 (8.75) -10VE (9.61)
[EAT) {9.23)
Week 12 167 12849 -11.5 as 121.1 (906 -E.1 {1 1.82) 262 1297 (ETE) | -10.3(10.73)
(E.54) {9,590
Woek 20 162 1288 -11.1 a0 1212 (%000 S1LT (10T 252 1207 (B.82) =1 1.3 (9,94
(E63) [EXEND]
Woek 28 156 12849 -12.7 EE 121.6({E.71) -13 1 {10E2) 244 1209 {8.76) -12.494{9.33)
(E6T) (EA41)
Week 36 151 1288 -123 54 1215 (E.74) 11401137 235 IZ0E (B50) | -12.0010.12)
(E.54) {9.37)
Woeek 46 1449 1286 -11.3 L] 1216 (E.62) -E3(13.44) 232 120 7T{EEI) | -10Z(11.14)
(E.ED) {9.50)
End of Study 178 1291 =108 103 13005 (905 -T.T{12T1) 281 120 8 (8.69) ST (1.00)
EA41) {9.75)

BP = hlaad pressure; LOCTF = st ofservation camied forward; OM = almesartan medoxomil; 0= standard deviation; 5S0F = seated systalic Slood pressure

Table 21: Mean Change From Study Baseline in SeDBP (mm Hg) by Visit and Treatment Group
during Period IV for Cohorts A, B, and A + B (ITT population, Sponsor table)

Cohort A Cohort B Cohort A+B
Study Change
Baseline Change from Study from Study Change from

BF baseline Baseline BFP baseline Baseline BP baseline
Wisit M Mean (5D | Mean (S0) M Mean (500 Mean (S0 M Mean (S0)) Mean (50
Week 2 177 [ 7T60(7.93) | -E6(ET6) 102 TO.0 (7.95) -6.2 (911} 279 TTT(7.99) -T.7(8.95)
Woeek 4 175 [ 760(797) | -B9{%24) 98 TE.B (8.00) -SE (1039 | 273 TT.6(8.02) ST (9.T6)
Week 12 167 [ 77.0(7.90) | -E4{10.10) 95 TE.E (B.06) -5.4(9.92) 262 TIT(7.98) | -T.3(10.12)
Woeek 20 162 [ 77.L{7.79 | -BES5{%E4) W) TR (7.97) -BO(ET1) 252 TT6(7.87) R )
Woeek 28 156 [ TTO(T.86) | -9.8({9.37) HH TE.G (B.04) -B.2(B.TY) 244 TT6(7.95) -9.2 (9.18)
Week 36 151 [ 760 (TE5) | -E2(971) L2 TH.5(B.12) =T (EOT) 15 TTA(7.97) -TE (D 16)
Woek 46 149 [ 769 (780 | -7.3{%.21) 83 TE.3(7.89) -5.2(9.38) 232 TT4(7.54) -6.6 (9.30)
End of Study ITE [ 760 (7.93) | -T4({931) 103 TO.1(7.93) -5.1{9.45) 281 TT7(7.98) -66 (941

BP = hlood pressure; LOCT = bstoservation camied firwand, OM = almesarn medoxamil; 31D = standard deviation; SeDBP = sexed diasialic hlood pressure

6.1.6.2. Period II and III results for Cohort C

Mean changes from study baseline in SeSBP and SeDBP in Cohort C during Period II and Period
III are shown in the following tables. In this open-label period II study, the mean reduction from
study baseline Cohort C at the end of Period II with the last observation carried forward was [
13.31 mmHg for SeSBP and - 10.42 mmHg for SeDBP. Like the results in Cohorts A and B. The
antihypertensive effect was largely manifest within one week and reached the peak levels after 2
weeks.

In this withdrawal Period III study, mean increases in SeSBP were noted for subjects continuing
on OM (1.36 mm Hg) and subjects on placebo (4.95 mm Hg). The mean increase in SeSBP was
numerically larger for the placebo withdrawal subjects compared with the subjects continuing on
OM. However, the differences in the LS means were not statistically significant. This could be
due to the small sample size. Similar results were observed for SeDBP. Mean SeDBP values
increased for both subjects continuing on OM (0.31 mm Hg) and subjects on placebo (3.77 mm
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Hg). The mean increase in SeDBP was numerically larger for the placebo withdrawal subjects
compared with the subjects continuing on OM but not statistically significant.

Table 22: Mean Change from Study Baseline in SeSBP and SeDBP (mm Hg) by Visit During
Period II for Cohort C (ITT population, Sponsor table)

SeSBPF SeDBP
Sty Change from Study Change from
Il Bazeline BF baseline I Baseline BF haseline

Wit helean {500 Mean (S0 Mlean (S0 Mlean {500
Week 1 S8 1148 {7250 -10aR (9120 S8 T2 (7T SR 100y
Week 2 SH 1148 (7250 - 12,68 (10007 58 T2.1 (7. T -] TR
Week 3 58 1148 {725 13321 1.03) 58 T2.1 (7. T -10L65 (9N
End of S 1154 (8.62) 1331 (1009 SO T2.6 (RAD) ~10A2 (SR
Period 11
w ith LOCF

B = hlood pressure; LONCTF = last observaton camied forward;, 510 = standard dewintiom; SeS5BF = seated sy=talic
nlond pressure; S20ATP = zeated diastalic hlood pressore

Table 23: Change from Period III Baseline in SeSBP and SeDBP (mmHg) by Visit and
Treatment Group for Cohort C (ITT population, Sponsor table)

SesSHP SelDBEP
Change from Change from
B F at start of start of B P at start of start of
[Do=e Fenod III FPernod LI FPenod LI FPenod III
gronap ) Ivlean (51 Mvloan {50 Mvloam (51 Mvlcan {512
Woock < L. 25 Lz 4D 6l.3 -2.45
abserved 1100 {223} = A
waloes Flacebo e L. 7 LEpe b 342
LR E)] {U.18) {7.50
ook 5 L. 20 14Kl .8 b 31
obhserved {11LET LRSI Y] {B.56)
walues Placebo TR 1irl. - als 3TT
1S {560 {7200
Emnd of A 24 1l .8 ol Y 31
Period ILI {1187 DEEN ] {H.56)
warith LOWCF Placebo 28 10r1.4 1.9 3.7
{ 1 rdn LE T Y] {7200

B = hlood pressure; LIMCF = =i abservaton cammied formeand; 510 = standard dewintiom; SeS5BP = seated sy=talic
blood pressume; SeDDAP = seated diasialic hlood presswure

6.1.6.3. Period IV results for Cohort C: Mean changes from study baseline in SeSBP and SeDBP
in Cohort C were analyzed for Period IV and the data are shown in the following table. At all
visits, mean BP values were reduced relative to study baseline. The mean reduction from study
baseline in SeSBP in Cohort C ranged between 13.6 and 16.4 mm Hg. The mean reduction from
study baseline in SeDBP in Cohort C ranged between 11.0 and 14.0 mm Hg.
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Table 24: Mean Change From Study Baseline in SeSBP and SeDBP (mm Hg) by Visit During
Period IV for Cohort C (ITT population, Sponsor table)

SeSBP SeDE P
Study Change from Study Change fiom
Baszeline BF haselime Baszeline BF haselime

Wisit Il bdean (502) helean {510 bl ean (512) bl ean { 512)
Week 2 57 1147 (7. 240 -13.6 (1017 T2 (7.7 1L 0T T
Week 4 57 11477240 -15.1 (B.59% T2{T. 7% -13. 0BT
Week 12 57 L1AT {7245 -1 3 {10237 T2{T.TH = 1A 1A
Week 20 57 1147 (7240 S) oo N e T2{T.TH 13311500
Week 28 57 1147 (7240 -14.3 {11800 T2 (7. 7% LT LTy
Week 36 57 11477240 L ERLER R T2{T. 7% =14 L 1BR)
Week 44 57 14T {7245 -15.7 (983) T2 {T. T -133 (1118}
End of Stwdy 57 1147 (7240 15T {(ERI T2 (T F) 1331118

B = hlood pressure; L{IONTF = lh=t observaton cammied forward;, S0 = standarnd deviatiom; SeSBF = seated sy=talic

Bl pressure; SeT0RAP = seated diastalic hlood pressure

6.1.7 Subpopulations

The difference of black and non-black population were analyzed. In the Period II study, the mean
reductions for both SeSBP and SeDBP were consistently greater in the high-dose OM group than
in the low-dose OM group for both subgroups. Non-Blacks appeared to have a greater response

to OM treatment than Blacks. Data were summarized in the following tables.

Table 25: Black and Non-Black Mean Change from Baseline in SeSBP (mm Hg) for Cohort A +

B (ITT population, Sponsor table)

Black Mon-Black
Change from Change from

O dose Baseline BP baseline Bascline BP baseline
Visit frisup ™ Mean (51N Mean (510) M Mean (510) Mean (510
Week 1 {Peniod ) Lonar dose 72 1309 (E.498) =60 901 5) 74 129.6 (9.23) =T (E365)

High dase 69 1295 {9.28) =0 TO (B0 ™ 129.9 (£.36) S10ET(HLT41)
Week 2 {Penod ) Lovw daose 69 130.7 (E.79) STA1(11 T 73 129.5(927) =ThhG (H.924)

High dose 0 1299 {9.66) -9.35 (10.567) ™ 129.9 (£36) -11.95(10.539)
Week 3 {Penod ) Lovw dose 69 130.7 {E.79) =503 (10.575) 73 129.5{(927) TS5 (9.178)

High dose [iE ] 1295 (% 14) -1035 (9.922) T 129.9 (£36) =13 1% (9E31)
End of Period I with Low dose 76 1312 {E.93) -5.51 (10.572) 74 129.6 (9.23) =T 78 (9.327)
LOCF High dose 71 1257 {.69) -1039(%.713) T 1299 (E.36) =13, 1% (9 E31)
LOCF = last abservation camied frwarnd, 531 = standard deviatiom; 32581 = seated systalic blood pressure

Table 26: Black and Non-black Mean Change from Baseline in SeDBP (mm Hg) for Cohort A +

B (ITT population, Sponsor table)

Black Maon-Black
Change from Change from
Baseline BP baseline Baseline BP baseline

Visit M dose group ™ Nlean (5100 Mlean (51 ™ Mean (510 Mlean (510
Week 1 (Period II) | Low dose 72 201 (B9 -S.5E(EETY) 74 TT4(7.61) -4 23 (T.EE])
High doze &9 TT.7(7.36) -698 (£.576) 79 TTO(E 14 S [EEE

Week 2 (Period II) | Low dose &9 BT (9.05) -5 T0(9.183) 73 T7.3(7.61) -5.55(6.762)
High dosze EL!] T4 -6.92 (E362) 79 TTOE 14 =976 (9.355)

Week 3 (Period IT) | Low dose &9 201 (9.05) -4 1T (TS5 73 T7.3(7.61) -5. 297977
High dosze [t -HAT (AT 79 TTO(E 14 1065 (ET45)

End of Period I Lo dose T =417 (EEDE) 74 747610 -5.37(7.951)
with LOCF High dosze 71 =671 (934 Lk TTAO(E 14 L0 A5 (B T745)

LOCT = lasit aservatxm camied frwarnd, 510 = standard deviatiom; S0P = seated diasialic blood mressure
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Regarding the Period III study, in Cohort A, there were total 181 patients at the end of Phase III
study. The race distribution was 62% white, 18% black, 10% Asia, and 14% other races (subject
could check more than one race). In Cohort A+B, there were total 286 patients. The race
distribution was changed to 39% white, 48% black, 6% Asia, and 9% other races. In both Cohort
A and Cohort A+B study, the differences of LS mean in both SeSBP and SeDBP between OM
and placebo were statistically significant. However, the difference was not statistically
significant in black people only in Cohort B. Please see details in 6.1.5 secondary endpoint
discussion.

6.1.8 Analysis of Clinical Information Relevant to Dosing Recommendations

As weight is the only covariate that influences the PK characteristics of OM, it is reasonable
using weight as the cut-off for defining the dose.

The highest dose approved in adults is 40 mg qd. At this dose, the BP lowering effect is close to
the maximal. In the population pharmacokinetic analysis of the pooled dataset, clearance of OM
in pediatric subjects weighing 35 kg is approximately 57% of the clearance of a 70 kg individual
(the reference adult weight) and approximately 49% of the clearance of an adult weighing 86 kg.
A simulation based on the population PK model, using the individual post hoc clearances from
the pediatric data set supported 35 kg as an appropriate body weight cutoff to achieve similar
olmesartan exposure in children as with a 20 mg dose in adults. Data were shown in the
following figure.

Figure 5: Relationship between Individual Post-hoc Clearances and Weight in Pediatric
Population Pharmacokinetic Model

Clearanca [L/H]

T L T T T T T T
[n} 20 =0 [=]n° a0 100 120 140

Weight [kgl
Based on all of the data to date, including the PK/PD modeling and simulation, the Sponsor
provided the following dose recommendation:
e Body weight between 5 and 20 kg (above 1 year of age): OM 0.3mg/kg/day, to be increased to
OM 0.6 mg/kg/day if there is an insufficient effect on BP when 0.3 mg/kg/day is given.
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¢ Body weight between 20 and 35 kg: OM 10 mg/day, to be increased to OM 20 mg if there is an
insufficient effect on BP when 10 mg/day is given.

¢ Body weight > 35 kg: OM 20 mg/day, to be increased to OM 40 mg if there is an insufficient
effect on BP when 20 mg/day is given.

6.1.9 Discussion of Persistence of Efficacy and/or Tolerance Effects

In Cohort A and Cohort A+B in Period III, analyses showed that subjects continuing on OM
maintained the lower mean SeSBP and SeDBP values achieved at the end of Period II whereas
subjects switched to placebo did not. In Cohort B, however, there was only a numeric reduction
of SeSBP and SeDBP in OM maintained compared to placebo without statistical difference.

There was no indication of a tolerance effect during the study. During the 46-week open-label
OM period of the study, BP was consistently lower than study baseline with no clear reduction in

the magnitude of BP lowering over time. However, since this is an open label study and there are
patients dropouts, it is hard to make the final conclusion based on these data.

6.1.10 Additional Efficacy Issues/Analyses

N/A

7 Review of Safety

Safety Summary

There were no deaths in the study. One SAE, a relapse in SLE, was considered to be drug

related. The majority of TEAEs were mild or moderate. Headache was the predominant

TEAE for Cohorts A and B. The incidence of headache was higher in subjects taking the high
OM dose. Otherwise, the incidence of Period II (dose-response period) TEAEs was similar for
the high and low dose OM groups within Cohort A and within Cohort B. During Period III
(randomized withdrawal study), the incidence rate of TEAEs for subjects on the low OM dose
was similar to that for subjects taking placebo for Cohorts A and B. For Cohort C, Period 11
TEAE incidence rate was similar to that observed for Cohort B in Period II, and in Period III, the
placebo group had a higher incidence of TEAEs compared with subjects continuing OM.

During Period IV (46-week long-term open label study), the TEAE incidence was highest in
Cohort C (80.7%) compared with Cohort A (71.9%) and Cohort B (54.4%). The higher incidence
rate of Period IV TEAEs observed in Cohort C is considering the pre-existing co-morbidities in
Cohort C subjects. Infections and infestations was the dominant system organ class for TEAEs in
all cohorts in Period IV; however, headache remained the most frequently reported TEAE for
Cohorts A and B. Reports of syncope were limited to one TEAE in one subject, and hypotension
was one time each for four subjects. No subjects discontinued from the study for syncope or
hypotension.
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Hematological laboratory values for hemoglobin and hematocrit shifted from normal at study
start to low at the end of the study. This was not unexpected, as this is seen in the adult
population as well. Also like the findings in the adult, there were shifts in potassium from normal
at study baseline to high at the end of the study. TEAEs of hyperkalemia were reported 5 times
for 4 subjects in Cohort A and a total of four reports of pseudo-hyperkalemia in four subjects
(Cohort A, n = 3; Cohort C, n = 1) occurred. The increase in potassium for the subjects with
hyperkalemia and those with pseudo-hyperkalemia were similar (0.4 — 1.1mmol/L and 0.1 — 1.0
mmol/L above the normal range of 5.0 mmol/L, respectively). There were no AEs of increased
potassium in Cohort B and no specific trend or dose relationship was seen. Laboratory values for
some serum chemistry parameters such as CPK and ALT were elevated during the study for
some subjects. In the majority of cases, these values were high at study entry and were not
considered clinically relevant. No causative factor was readily identifiable for either the CPK or
ALT abnormalities. Increased BUN and creatinine were also seen but there were no clinically
relevant changes from baseline as some subjects had increased serum concentrations for BUN
and creatinine at study entry and/or these changes were minor. One patient had significant
change of serum level of creatinine. However, this patient had recurrent urinary tract infections,
vesicoureteral reflux, ureterocele, and ongoing moderate chronic renal insufficiency, and
therefore, was not considered as a drug-related change.

7.1 Methods

7.1.1 Studies/Clinical Trials Used to Evaluate Safety

There are three studies including Study CS0866-A-U101, U102, and U301 with OM suspension
and tablets to determine suitability for a hypertensive pediatric population, 1 to 16 years of age.
Studies in which safety was assessed are provided in the following table. As discussed in the
section 5.3, Study CS0866-A-U301 is the pivotal study for both efficacy and safety analysis.

7.1.2 Categorization of Adverse Events

Adverse events reported during each of the studies were classified using the Medical Dictionary
for Regulatory Activities (MedDRA). For study C S0866-A-U101 MedDRA version 7.1 was
used. For studies CS0866-A-U102 and CS0866-A-U301, MedDRA version 8.1 was used.

7.1.3 Pooling of Data across Studies/Clinical Trials to Estimate and Compare
Incidence

Since the designs of the three studies were different, the incidence of adverse events is not

pooled and compared across the studies. The safety data were listed and described by individual
study.
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7.2 Adequacy of Safety Assessments

7.2.1  Overall Exposure at Appropriate Doses/Durations and Demographics of
Target Populations

Three studies were evaluated for safety in children. In the Study CS0866-A-U101, the 24
subjects who completed both arms of the study received a single oral 40-mg OM tablet and a
single oral 40-mg OM dose in suspension for a total of 80 mg over the entire study period. Two
subjects received only one treatment (tablet) of the crossover study. In Study CS0866-A-U102,
all enrolled subjects received a single dose of OM based on age and weight. Subjects < 6 years of
age (n =4) received a single 0.3 mg/kg OM dose. One subject in the 6 to 12 year-old age group
weighed 33.0 kg received a single 20-mg OM dose. All (n = 19) other subjects that were 6 to 16
years old weighed > 35 kg received a single 40-mg OM dose.

In the pivotal Study CS0866-A-U301, a total of 361 subjects were included in the safety
population, defined as subject who took at least one dose of study drug. The number of subjects
in each cohort and received treatments are shown by period in the following tables. All subjects
received OM and a total of 194 subjects also received placebo during the 2-week placebo-
withdrawal period of the study.

Table 27: Number of Subjects in Study CS0866-A-U301 (Sponsor’s table)

Band ized Safety Completed Completed Completed
andomiz
pepulation Period IT Period III Period IV
N
N (%" N ()" N (%)" N (%)
Cobort A 140 190 {1000 182 {95.79) 179 (9421} 148 [(TE.42)
Cobort B 112 112 (100 107 {95.54) 104 (92 B6) B3 (7T4.11)
Cobort C i 39 (DE33) 58 (26.6T) 5T (95.00 3T (5.00)
percent is calcnlated using the nmober of patients assimmed to each cobort as denominzator.

Table 28: Treatments Administered in Study CS0866-A-U301 (Sponsor’s table)

Cohort A and Cohort B
Period IT Period IIT Period IV™
Dwouble-blind FPlacebo—withdrawal Open-label
Weight Period IT Dosing Eegimen
OM
Assignment
Loy dose 1.3 2.5 mg 0L or placeho 1% or 20 me
20 ks bur < 35 k= 18 E.”u ‘-"“JG,_ T onl,
Hish dose . oo dail poo. daily
P — 5. 5.0 mz OM or placebo e —
353 kg B b po. dﬂJ;. - B 'Cl:--:. =
= E il doss ].; : ;.;.u-i:f-- ar placebo, poo., daily
Cohort C
Period IT Period I Period IV
Dpen-label FPlacebo-withdrawal Open-label
All q:'_'.._"_'E:['} Dosing Regimen
0.3 mam ke O 0.3 g kg OM or . 3 or Q.8
= TE placebo nz'ks
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a: Subjects could titrate to double the initial dose, provided they were not intolerant and had not reachedthe SeSBP goal after 2
weeks. Additional antihypertensives (except another ARB or an ACE inhibitor) could be added to reach BP goals as assessed by
and at the discretion of the investigator. Back titration of OM also could be performed.

b : During Period IV, the 10 mg dose could be administered as 2 x 5 mg tablets and the 20 mg dose could be administered as a 20
mg tablet. The 40 mg dose could be administered as 2 x 20 mg tablets.

Overall, the extent of exposure was consistent with the Written Request. In Cohort A and Cohort
B, mean extents of exposure to the low and high OM doses were similar in Period III. During
Period IV, mean extents of exposure to OM 10 mg, 20mg, and 40 mg, once a day, were 254.2,
202.6, and 234.8 days, respectively for Cohort A and mean extents of exposure to OM 10mg,
20mg, and 40mg, once a day were 212.5, 176.3, and 280.9 days, respectively for cohort B. In
Cohort C, mean extents of exposure of OM 0.3 mg/kg were comparable to that of placebo during
Period III. Mean exposures to OM 0.3 mg/kg and 0.6mg/kg were similar in Period IV. Data
were summarized in the following table.

Table 29: CS0866-A-U301: Extent of Exposure (days) — Safety Population (Sponsor’s table)

Cohort A
Period IT Period ITL Period IV
it Mleam (S0} '] Mleam (S i) Siemm (SN
OAL Doze Befim - Mlax hfin - Mlax Bfin - Bl
OhI 2.5 mg 15 189.6(3.77) - 126 (113} - .
- £-24 13-14 3
O 5 me — 21.0 (2.03) - ER-TEREY]
- 2-32 - 5-36
ORI 10 mgz - o o . &
OLI 20 m= 15 311 (146 ; 11.7 4830 133
: 18 - 24 . 1
OO0 40 mz —a 22370427 - 130 (531) —,
- 12 -53 +3 = -42 -
placebo - . - 12.4(3.73) - .
Cobore B
Period IT Period IIL Period IV
it Mieam (5D '] Mieam (SN} i) Siemn (STN)
OA Doze Bofim - Mlax Bfin - Miax Ifin - Bvlas
OhI 25 mag - 212 (285 - 115 (3.79 N .
§ 18 - 26 . 7-14 -
O 5 mag - 206 (3.36) - 11.1 (458 .
- ! 6 - 28 -+ 4 -2 :
O 10 mgz “ _- 2125 (13721
i N . o 14-320
O 20 gz 10 212 (3 26 & 12.3(3.27) 53 1763 (142.02)
- 5-28 T-16 - T - 348
O 40 gz = 214267 - 11.0 (44 - - 2B 2 (TE.55)
- 17 - 31 " 5-18 s 10 - 338
placeba - IR - 11.0 443 ‘ _
0 i 4- 20 -
Cohort O
Period IT Period ITL Period IV
Y] hieam (D) ] hieam (5D ™ hieam (SO
OAL Dase > Befin - Miax Ifin - Wlax
OLI0.3 moks . . 15 = (2 &) SN BTN N
- - T-1% - 14- 336
O 0.6 me'ks o . a . 1o 251.1
Placabo o . g 12.5 (4013 - .
- - 4-21 -

Subject demographics and other characteristics at study baseline are provided by study in the
following tables. For studies CS0866-A-U101 and CS0866-A-U102 demographics were
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summarized for all enrolled subjects and for study CS0866-A-U301 the demographics were
summarized for all randomized subjects.

In Study CS0866-A-U101, the majority of healthy adult subjects in this study were male (22/26,
84.6%) and White (19/26, 73.1%). In Study CS0866-A-U102, the mean age of all subjects in the
study was 11.2 years, with a range of 4 to 16 years. Exactly 50% of the subjects in the 6 to12
(Group 3,n=10) and 13 to 16 (Group 4, n = 10) year age groups were male and half were
female. In the 2 to 5 (Group 2, n = 4) year age group, there were three females and one male. The
majority of subjects (66.7%) were Black. No subjects were enrolled in the 12 to 23 month
(Group 1) age group. In Groups 3 and 4, all subjects except one weighed > 35 kg. Six subjects in
the 13 to 16 year age group and four in the 6 to 12 year age group weighed over 80 kg.

In Study CS0866-A-U301, overall, mean age was appropriate for the protocol-specified age
ranges in Cohorts A and B. Mean age and age distribution were similar for subjects receiving
low and high OM doses. Race distribution met the Written Request specifications for Cohorts A
and B. The various races were equally represented in subjects receiving low and high OM doses
in Cohort A. In Cohort A, there were more males than females; whereas in Cohort B, there was
an approximately equal distribution of males and females. Distribution of males and females was
comparable in subjects receiving low and high OM doses within each cohort. Mean BP was
comparable in Cohorts A and B at baseline. A greater percentage of subjects in Cohort B had
primary hypertension and a family history of hypertension compared with Cohort A. White
(45.0%) and Asian (35.0%) were the primary races in Cohort C (1 to 5 years old), and there were
more males than females. Most subjects in Cohort C did not have primary hypertension and did
not have a family history of hypertension. Unlike Cohort A or Cohort B, comorbid kidney
abnormalities such as nephrotic syndrome were present in 59.3% of subjects.
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Table 30: CS0866-A-U101 and CS0866-A-U102 - Key Demographic and Baseline
Characteristics (Sponsor’s table)

CE0866-A4-1T101 CS08466-A-T102
Healthy adualis 2-16 vears old
W = 214) (N =24)

Agze (years)
Nean (S0
Median
(Wlin — Miax)

Height {cm)
Mlean (50N
Miedian
(Win — Dlax)

Weight (kg)

Nean (50

22 {34.5
Female 4 (154
Primary hypertension
Tas A
Ho A
Famiilial hypertension
ez MA A
Mo MIA A

a: Subjects were allowed to check more than one race.

Table 31: CS0866-A-U301 - Key Demographic and Baseline Characteristics (Sponsor’s table)

Cobort A Cobort B Colort O
G-16 vears old G-1& years old 1-5 vears old
(B = 19400 (N = 112%

Ags {vears

: n=59
: Subjects were allowed to check more than one race.
c: All subjects in this cohort were black; however, two were of mixed race and more than one race could be checked.

o ®
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Subject completion information by study period is summarized in the following tables for the
study Cohorts A, B, and C. Most subjects who entered Period II completed all 3 weeks, Cohort
A: 95.8%, Cohort B: 95.5%, Cohort C: 96.7%. A total of 14 subjects withdrew (Cohort A, n = 8;
Cohort B, n =5; Cohort C, n = 1) during Period II and did not continue into Period III. Most
subjects who entered Period III continued to Period IV, Cohort A: 98.4%, Cohort B: 97.2%,
Cohort C: 98.3%. A total of seven subjects withdrew from Period III (Cohort A, n = 3; Cohort B,
n = 3; Cohort C, n =1) and did not continue into Period IV, the 46-week open-label extension
period. Among the subjects who continued into Period IV, 83.2% and 79.8% completed from
Cohort A and Cohort B, respectively, and 100.0% completed from Cohort C.

Table 32: CS0866-A-U301: Subject Completion/Withdrawal Cohort A in Periods I, III, and IV
(Sponsor’s table)

Randomized Populatiomn
Period IT Period III Feriod
L‘::;_E?'I Hi::ﬁ;-_ai Total OM | Total ON Placebo Total ONE
o . _ (=190 (=23 =80 ) (=179
(T=0S) = 95) :
SO (B35.7T) 93 (07.9) 182 (3.5 o3 (100,00 86 (D6.5) 140 (53.7)
s 0E. 2 2L 1) 2 (== 3 O 0. 0% S 3.2 S0 1S5 8BS
O Ol O Lo D 0D o0 O L0 O S (25
L -03 Lol o B [ R o o [ e 1 0
o -03 O 0 O OO O O 0.0 [ e ) 17 (O 5%
OO0 L s O 00 (s (LR =Ny =4 (22>
T (2.1 1 (E.1 R - O .03 1 {L.1% 1 O S
o e O O =4 = O OO 1 4£T.17 1 OO S
Lol [l ) O OO O [ ] 1 4£T.17 1 o0 S
Mlissins | o 0003 | 1 (1.1] EWEY O Co0y O {003 O 0000
a: Low dose: 2.5 mg (> 20 but < 35 kg) or 5.0 mg (=35 kg); high dose: 20.0 mg (> 20 but < 35 kg) or 40.0 mg (= 35 kg)

b: Percentage of subjects at the start of each period
c¢: No reason was provided.
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Table 33: CS0866-A-U301 - Subject Completion/Withdrawal Cohort B - Periods 11, III, and IV
(Sponsor’s table)

Randomized Population

Period

Period IT Period ITT ™

Low OM | High OM | o000 OA1 | Total OML Placebao Taotal QN

dose” daose™ _ o " ~
=56) N=56) (M=112) (=53] (N=54) (=104
o (%u) n (%) m {%E) o (%) m %) o (%)
Completad 53 (24.4) 52 (2G4 107 (L2553 51 (26T 53 {0E.1) B3 (79 E)
Early rermuinatiom 3 (5.4} 2 (F.8 ] 2 (3.8) 1(L.9 21 (202

Feasons for
TeTination

Subject regquess 0 0003 O (0.0 SR )] 1{1.99 O (0.0 ]

Subject had 2 mean

SeZBP and'or

SeDEBF -~ 99h B - S e .

percentile for Lil.2) o 1 (080 1L{le O (0.0 1 (100

smlpject’s

gendar’ aze heighs

Invastigator - - T P - R
judsTnent Lo 1.2 1 (00 0 {00} 0 (0.0 T (180

Lozt to follow-up 1 (1.5} o (0. 1 (0.6% 0000y [ e 8 (5.8

complisnce or P - T P - PR

lack of cooperation 00003 1t.2 10020 0000l U 40552

Advarse gvens 0 (0.0} (0. [ E] 0000y [EEER ) 20180

Crther 1 (1.5} O (0 1 | 0000 1(L.9 3 (280

Mliszingz 0 J0.0% O (0.0 R e ] 0 (0.0 O 0D 1 (1.0

a: Low dose: 2.5 mg (> 20 but < 35 kg) or 5.0 mg (L35 kg); high dose: 20.0 mg (> 20 but < 35 kg) or 40.0 mg (= 35 kg)
b: Percentage of subjects at the start of each period
c¢: No reason was provided.

Table 34: CS0866-A-U301 - Subject Completion/Withdrawal Cohort C -Periods II, 111, and IV
(Sponsor’s table)

Randomized Population

Period IT Period ITT Period I'V
Ot ml_ Flacebo Total O”I
0.3 melg 0.2 mg'l= - . =
<o) oxm29) cem | e
o (%u) m (%) )
Complerad 58 {96.7) 20 {1000} I8 (.5 ST (10000
Early rermination 2 (3.3 ey L (3.4} 0 0.0

Feazons fior termiisarion
Subject bkad 3 mean 1017 O (0o 0 000 0 {0.0
Se5BEF and'or SeDEF

ooth percentils for

subject’s

gender’aga haight

hlissing 1 1. D (ool Li(3.4) 0 (0.0
a: Percentage of randomized subjects.

b: One subject was discontinued for failure to meet protocol criteria prior to receiving study drug.

c¢: No reason was provided.
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7.2.2 Explorations for Dose Response

Dose-response study was conducted in Study CS0866-A-U301. Overall, there was no clear
relationship between the dose and adverse events other than the headache which showed a high
incidence rate in high dose group.

In the dose-ranging period of study (period II), the percentages of subjects with treatment
emergent adverse event (TEAEs) were similar for the low- and high-dose OM groups. There
were more subjects with TEAEs in Cohort A (43.2 % OM low dose and 47.4% OM high dose)
than in Cohort B (33.9% and 28.6%, respectively). There were three subjects with SAEs (low
OM dose [n = 1], high OM dose [n = 2]) from Cohort A, and there were no SAEs in Period II in
Cohort B. Two subjects discontinued due to TEAEs in the low OM dose group of Cohort A no
discontinuations due to TEAEs in Cohort B. Data were summarized in the following table.

Table 35: Overview of TEAEs for Cohorts A and B during Period II — All Randomized Subjects
(Sponsor’s table)

Period Il treatment
n i %) of subjects®
Cohort A Cohort B
Lo OM High OM Lo OM High M
Catesory dose® dose” dnsut_' dusut_'
=0 MN=03 MN=03 M=356 M=30
MNumber of subjects (%) with at least 41 (43.16) | 45 (4737 19 (33.93) 16 (28.57)
one TEAE
Drug-related” TEAEs 3(3.16) E(8.42) 0 (000 1 {1.79)
TEAEs by maximum | Mild 3303474y | 30 (31.58) 15 (26.79) 11 (19.64)
intensity Moderate E(EA42) 14 (14.74) 4(7.14) 5(H.93)
Severe 0 (000 1 (1.05) 0 (000 0 (000
Deaths 0 (0.00) O (000 0 (000 0 (0000
SAEs All 1 {1.0%) 202110 0 (0.00) 0 (0.00)
Drug-related” 0 (0,007 0 {0007 0 (0,00} 0 (0,000
Discontinuations due | All 2211 O (0000 0 (000 0 (000
to TEAEs Drug-related” 1{1.03) 0 (0007 0 (0,00} 0 (0,000

a: Pérééntagé is based on the number of éﬁlajects in each OM treatment gr&lf). '
b: Low dose OM is 2.5 mg qd for subjects weighing > 20 kg and < 35 kg and 5.0 mg qd for subjects weighing > 35 kg.
c: High dose OM is 20 mg qd for subjects weighing > 20 kg and < 35 kg and 40 mg qd for subjects weighing > 35 kg

During the withdrawal study of Period III in Cohort A, the incidence of TEAEs was greater for
subjects taking the high OM dose compared with either subjects taking the low OM dose or
placebo. Within Cohort B, the incidence of TEAEs was slightly greater for subjects taking the
high OM dose compared with subjects taking the low OM dose and slightly greater or the same
compared with subjects taking placebo. The majority of TEAEs in both cohorts were mild or
moderate. Data were summarized in the following table. There was one SAE (pyelonephritis) in
the high OM dose group in Cohort B which resolved with treatment.
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Table 36: Overview of TEAEs for Cohorts A and B During Period III — All Randomized
Subjects (Sponsor’s table)

Period 111 treatment
n (%) of subject®
Cohort A Cohort B
Low dose” High dose” Low dase” High dose”
Category OM Placeho® OM® Placebo® OM® Placebo® OM® Placebo®
N=43 N=44 N=48§ N=45 N=27 N=26 N=16 N=28§
Number of. subjects (%) with at least 14 13 19 14 3 4 4 4
one TEAE (31.11) (29.55) (39.58) (3111 (11.11) (15.38) (15.38) (14.29)
Drugrelated® TEAEs 1222 [ 0000y [ 217 20@@44 | 00000 | 0000 | 1385 ] 000.00)
TEAEs by Mild 11 8 16 9 2 3 3 3(10.71)
maximum intensity (24 .44) (1E 18) (33.33) (20.00) (7.41) (11.534) (11.54)
Moderate 367 | 3(1036) [ 20417y | 30667y | L{370) | 1{385) [ 1{385 [ 1{3.37)
Severe 00000 | 0000y 10000y 1222y 10000y | 0000y [ 00000 [ 0g0.00)
Deaths 0000 | 00000 | 00000 | 0000 | 00000y | 00000 | 00000 [ 000.00)
SAEs All 0000 | 00000y | 000y | 0000 0000y | 0000y [ 1{385) [ 000.00)
Dirug related® | 00003 | o@om [omwon | oo [ooony | ooon [owon | ooy
Discontimuations All 0000y [ 00000y | 00000y (222 100000y [ 00000 | 00000y [ 00000
due to TEAEs Drug-related” [ 0(0.00) | oom [oony | 1222 JTowooy ] oo [owon | o000

a: Percentage is based on the number of subjects in each OM or placebo treatment group.

b: This reflects the treatment received during Period II (low or high dose OM).

c¢: During Period III, subjects were randomized to continue on the Period II dose of OM (low or high dose) or to begin placebo
treatment. Low dose OM is 2.5 mg qd for subjects weighing > 20 kg and < 35 kg and 5.0 mg qd for subjects weighing > 35 kg.
High dose OM is 20 mg qd for subjects weighing > 20 kg and < 35 kg and 40 mg qd for subjects weighing > 35 kg.

d: Drug-related events were those considered to be possibly, probably, or definitely related to study medication.

7.2.3 Special Animal and/or In Vitro Testing

Neither special animal nor in vitro testing was done.

7.2.4 Routine Clinical Testing

The routine clinical testing including adverse event data collection in both short-term and long-
term studies, monitoring laboratory parameters, vital signs, and physical examinations are
adequate. In addition, the specific tests for children including the height, weight and
developmental assessments were considered adequate according to the Written Request Protocol.

7.2.5 Metabolic, Clearance, and Interaction Workup

The pharmacokinetic workup in children appears adequate. Please see the FDA clinical
pharmacology review for a detailed discussion.

7.2.6 Evaluation for Potential Adverse Events for Similar Drugs in Drug Class
Several ACEI/ARB products such as Enalapril, Fosinopril, Quinapril, losartan, and Irbesartan

have been evaluated in children. Adverse events are similar to the adults. No new additional
adverse events were discovered.
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7.3 Major Safety Results

7.3.1

Deaths

There were no deaths in the studies.

7.3.2 Nonfatal Serious Adverse Events

There were no SAEs in either study CS0866-A-U101 or study CS0866-A-U102. In Study C
S0866-A-U301, Cohort A, 12 subjects had a total of 23 SAEs. In Cohort B, four subjects had a
total of eight SAEs. One of these SAEs, relapse of systemic lupus erythematosus (SLE) was
severe, considered possibly related to study drug, and resulted in the subject discontinuing study
drug. The SAE was ongoing at the time of discontinuation. In a post study follow-up 33 months
after the subject discontinued (February 2009), SLE was in remission but still required treatment.
In Cohort C, five subjects had a total of six SAEs. SAEs are shown by cohort in the following

table.

Table 37: CS0866-A-U301 - Serious Treatment Emergent Adverse Events during the Study for

All Cohorts - Safety Population (Sponsor’s table)

Severity!
. N . Chatcome at
Subject MMedDVE A Relationship
_ Treatment™ the last study
No. FPreferred Term (Study Day at Onset of isit i
¥ 3
Cohor
Wiomiting dersta Tlrelated (2207 Fecovered
Sdmmsins derarte T related (2507 o e
i WWonidtng derarte T related (2507 Heacoivered
11115 ORI 40 me Dphithalmoplazia evers Unrelatad (TES) Fecovered
Sdmmsids evere Unralaved {256 Secpovered
Systemiic Iapas P . e L
ervibematosEs Severs UTnrelatad {2E7) UTnk o
1200 ORI LD ms rearic s Enosis Mloderste T nrelated (1327 Facovered
OB 20 me ~EpeT _ai.]:u__al:ﬂn mracr Iioderare Unrelarad {1 3) Fieconered
11167 imfaciion
- ST L0 mas Apasarcs Iloderare Unrelarad (543 Flecovered
et Hoyvpoproteinemnia Ivlild Tonrelated (B3] Fecovered
10398 o3I 20 me L aparcscopy XIld Tiarelated {1 76) Fecovered
0T 40 me Bronchopnennaoiris IIoderare Unrelarad L7 Fecoivered
10185 OB 20 miE Bronchirs Severe Unralarad (1 Flacoivered
OB 40 miE Bronchoprienn oIl Eloderare Tinrelated (201 Flacoivered
1i1e=s OnI 20 mz Flstabolic dizorder Semwere Unrelated (33) RE:C"_-ETE':E s
seguelas
log=o ORI 20 mg -lancranen oz s Mloderate Tnlikely (3117 Fecovered
. T wevere Unhikely (29 H
1115 ORI 20 me —evera Tlhikely (2G) B
11182 b 5 mE B
11205 ORI 40 mes M Iental disorder B
Agthiralzia Severe Unrelared (2063 RE::‘
10151 I 40 mes - Toc
Arthralzia
= 5
10124 3 L0 ms Bronchopnennyoiils B

Cohort B

O 30 e

Pyvelonephritis

Mloderare Unrelarad (340

ORI 10 me

Severa Poszdble (517}

.
i
[al
(%]
v ]
|0
imn
&

Mloderare Unrelared (T80 i
hloderare Tinlikely (35) Continuing
20109 ORI 20 me Tevera Tnlikely (510 Conrinuing
Severe Unrelated (2637 Secpovered
2D1ET O 40 ms Mloderare Tlirelated (2 Secpovered
ANDSEE OB 20 me Severe Unralated (212 Fieconered
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Cobhort O
o oI 0.5 Bron: hopmenrmomis hloderare Tnrelated (235} Fecovered
1

3015= - e — P =

mz'ks Mephrotic syndronae Nioderate Tinrelared (24217 Feconered
30154 oI 0.5 . . L P era re T Ty R - N

meke Bronchopmenrmomis Mlodersre Tnrelated (235) Fecovered
30132 onl o3 - e - . -

meke Prnennuonia hloderare Trnrelared (185) Fecovered
30138 ?:j }':_l; Eve hemorrhaze hloderate Tnrelated (245} ontirinE
3O 10E onI o3 .. R N -

meke Crrariam coyst Mioderate Tinlikely (3000 Flecovered

a: Dose assigned at the time the SAE occurred

b: Follow-up showed improvement; not resolved at the time of the last follow-up.

c: Investigations into the systemic lupus erythematosis relapse were ongoing at the time of the last follow-up.

d: Follow-up on 12 February 2009 shows subject in remission but still requiring treatment.

e: Follow-up on 12 February 2009 shows subject in remission but still requiring treatment.

f: At the last follow-up during the study the SAE was improving, however subsequent follow-up showed remnant lesion:
blindness.

7.3.3 Dropouts and/or Discontinuations

No subjects discontinued due to TEAEs in either study CS0866-A-U101 or study CS0866-A! ]
U102. In stud y C S0866-A-U301, four subjects discontinued due to TEAEs in Cohort A (2 on
OM 5 mg qd during Period II, 1 on placebo during Period III, and 1 on OM 20 mg qd during
Period IV) and one subject discontinued due to a TEAE in Cohort B (OM 10 mg qd during
Period IV). There were no discontinuations due to TEAEs in Cohort C. For two of the subjects,
the events leading to discontinuation were also SAEs. In Cohort A, one subject was hospitalized
for laparoscopic band placement surgery due to a metabolic disorder. In Cohort B, one subject
had a SLE relapse. The following table lists all subjects who discontinued due to an AE by study
cohort.

Table 38: CS0866-A-U301 - Subjects Who Discontinued Due to Treatment Emergent Adverse
Events by Cohort - Safety Population (Sponsor’s table)

Sahiect MedDEA Sewerity Datecome at
H Treatment Period Preferred . e the laszt stwdy
N, T Relationship  a
ernn WISETT
Cobhort A
1 IGO0 5 mgz I Hypertenzion _L'_iili::[_e Facoverad
11103 OWI 5 mz= T Hypoaesthwesia _:-'zf_]f_l'l:]-: Feaconverad
oI Bl.:_hc-c; prassre Savera Facorerad
10139 Placebe incyeszed =
oI [CMrminess Fecoverad
—_ Body mrass Severa Fecoverad
11173 OTT 0 e o mdes mcrsasad Tlnaelated wrth sequelas
ST . = —_ Iletakbolic Severa Fecoverad
o dizoxder Tnarelated wrth sequelas
Cohort B
[ I [y N -
20108 Ol 10 maz I i f;c_n;l‘_;‘l*; _:“;;,_'jtﬁe Comtimring

a: lﬂ:o-llog-ap on 1-2-Fe-l-)rua-1r§ 2009 shows sul;ject in remission but still_réq{liriné treatment.
7.3.4 Significant Adverse Events
There were no significant AEs other than discussed above. However, as expected, minor reduced

hemoglobin and hematocrit, increased serum levels of potassium, blood urea nitrogen and
creatinine in some subjects were observed. In addition, increased CPK (creatine phosphokinase)
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and liver enzymes were found in some subjects. These changes were not considered clinically
meaningful changes. Please see the detailed discussion in the section of 7.4.2 laboratory findings.

Increased CPK was reported in one subject in study CS0866-A-U101. The subject had a CPK at
screening of 282 U/L (normal range, 0 to 215 U/L). At the post-study assessment, the CPK had
increased to 1,059 U/L. During follow-up approximately 2.5 months later, the CPK was reached
to 13,647 U/L without any other clinical manifestations. The patient claimed that he had moved
heavy furniture the previous day. The CPK was 230 U/L at the subsequent follow-up after 3
months post-study.

7.3.5 Submission Specific Primary Safety Concerns

There were no primary safety concerns from this particular study.

7.4 Supportive Safety Results

7.4.1 Common Adverse Events

In studies of CS0866-A-101 and 102, all TEAEs were considered mild in intensity and all
subjects recovered from all events. In Study CS0866-A-101, one of 24 subjects reported fatigue
after taking the OM suspension and one of 26 subjects reported fatigue after taking the OM
tablet. Asthenia and dizziness occurred after taking the OM tablet and headache occurred after
taking the OM suspension. Nausea and joint sprain occurred each. In Study CS0866-A-102, four
(16.7%) of the 24 subjects experienced six TEAEs. One subject in the 2 to 5 year age group
experienced headache and fatigue. In the 6 to 12 year age group, TEAEs were somnolence and
diarrhea (one subject) and abdominal pain (one subject). In the 13 to 16 year age group one
subject had a high white blood cell count (WBC) in the urine (12/high power field at the end-ofT |
study laboratory assessment). Data were summarized in the following tables.

Table 39: CS0866-A-U101 - Treatment Emergent Adverse Events

40 mg ONM
MedDRA system organ class Healthy Adults
Preferred term ™N=125"
MNo. of subjects (%) with at least one TEAE" 4 (15.4)
n (%) of subjects
CGastrointestinal disorders 1 (3.8)
MNausea 1 (3.8}
General disorders and administration site conditions 2(7.7)
Asthema 1 (3.8)

[l L 1 e R
=
1
A=) feaE | W ea] = s
-.......-da...\_r-..

Fatigue
Injury, poisoning, and procedural complications
Jomnt sprain
Mervous system disorders
Dhzziness
Headachs
a: This study was a crossover design with a total N of 26 subjects. All 26 received the tablet
formulation and 24 received the suspension.
b: Subjects could have more than one TEAE.

- ..;_\ -

LFR] L¥N] L
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Table 40: CS0866-A-U102 - Treatment Emergent Adverse Events

C50866-A-TU102
. 6—12 vearseld | 13-16 years old
2.5 years old k t A
MedDRA system organ class 0.3 mg/kg OM _m:;lﬁ ?DH lﬂ‘?_gl'[;]}l{
i N=4 T T
Preferred term
No. of subjects (%) with at least one "
TEAE® 12500 220007 1(10.0)
n (%) of subjects
Castrointestinal disorders 0 (0.0) 220,00 0 (0.0
Abdomnal pain 0 (0.0 1(10.0) 0 (0.09
Dharrhea 0 (0.0 L (100 0 00.0)
(eneral disorders and administration "
site conditions 1(25.0) 0(0.0) 0(0.0)
Fatizue 1023.0) (0. (0.0
Investigations 0 (0.0% 0 (0.0) 1(10.0)
Urine analysis abnormal 0 (0.0 0 (0.0 1(10.0)
Nervous system disorders 102500 1(10.0) 0 (0.0y
Headache 1023.0) 0. 0000
Sommelence 0 (0.0) 1100 1(5.00

a: Subjects in this study were given 20 mg or 40 mg OM based on body weight. One of the subjects was given the 20-mg dose
and did not report any TEAEs. All other subjects in this group received the 40 mg dose.

In Study CS0866-A-U301, during the dose-ranging period of the study (Period II), the incidence
of TEAEs was greater in Cohort A (45.3%) than in Cohort B (31.3%), but comparable for
subjects taking low and high OM doses within each of these cohorts. During the placebo
withdrawal period of the study (Period III), the incidence of TEAEs was also greater in Cohort A
(33.0%) than in Cohort B (14.0%) and greatest in subjects taking the high OM dose within each
cohort. The incidence of TEAESs in subjects taking the low OM dose was not different from that
for subjects taking placebo in either cohort. In Cohort C, the incidence rates of TEAEs was
28.6% in placebo and 17.2% in OM treated group, respectively.

Overall during the study in all cohorts, the majority of TEAEs was mild or moderate in intensity.
Headache was the most frequently reported TEAE in Cohorts A and B and the incidence of
headache was higher in subjects taking the high OM dose. Dizziness was a commonly reported
TEAE. There were reports of dizziness in 23 subjects during the entire study in Cohort A (Period
I, n = 11; Period III, n = 2; Period IV, n = 10). In Cohort B there were three reports of dizziness
overall in three subjects. There was one report of dizziness in Cohort C during Period III for a
subject taking placebo. One subject in Cohort A discontinued the study due to dizziness while
taking placebo in Period III. Reports of syncope were limited to one TEAE in one subject in
Cohort A during Period IV while taking 20 mg OM. Hypotension was reported one time each for
four subjects, one subject in Cohort A in Period IV (40 mg OM) and three subjects in Cohort B,
one in Period IIT (20 mg OM) and two in Period IV (20 mg and 40 mg OM). No reports of
syncope or hypotension were reported for Cohort C. No subjects discontinued from the study due
to syncope or hypotension in any cohort. Data were summarized in the following table.
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Table 41: CS0866-A-U301 - Treatment Emergent Adverse Events Reported by> 2% of Subjects

in Cohorts A, B, or C During Period II-Safety Population (sponsor’s table)

Period Il treatment
n (%) of subjects
MedDRA svstem organ class 'E’;F'Enﬂ;:?‘ (Eqnh_ni'TlF Cf:hfr:gc
Preferred term - T aEs e
}TEHT]_E]H of subjects (%) with at least one 86 (45.26) 35 (31.25) 18 (30.51)
Gastrointestinal disorders 21 (11.05) O (8.04) 3 (5.08)
Abdominal pain upper 2421 1 (0,859 00
Toathache 0 0. 32.68) 141.69
YV omiting L0211 1 {0.8%) 0 (0.
i?:ldz:iﬂ:niimrders and administration site 16 (8.42) 4(3.57) 3 (5.08)
Fatigue 3(1.58) 3(2.68) 00
Pyrexia 8421 1 (0,859 3508
Infections and infestations 27 (14.21) 14 (12.50) @ (15.25])
Mazopharmmaitis 5(2.63) 3(2.68) 141.69)
Pharvmmts §03.16) 0 {0.00 00.m
Upper respiratory tract infection 11 (3.79) 2179 1(1.69)
g::::;:?:kﬂﬂﬁl and connective tissue 9 (4.74) 3 (2.68) 1 (1.69)
Back pamn L4211 1(0.8%) 00
Nervous system disorders 32 (16.84) 8(7.14) 1{1.6%)
Dhzziness 11 (3.7: 1 {0.8%) 0
Headachs 21 {11.035) 2({7.14 1¢1.69
Sommnolence 40211 0 (0.0 0
ljii;]:lli::':i::r}', thoracic and mediastinal 17 (3.95) 6 (5.36) 5 (8.47)
Pharvnzolaryngeal pain EEERE 0 (0.0) 0 (0.0
Cough 0 (0.0 1 (0,889 3508
BElhimitis allergic 0 (0.0 0 (0.0} 2(3.39
Fhinorrhea 3(2.63) 1 (0.89 0

7.4.2 Laboratory Findings

In Study CS0866-A-101, increased creatine phosphokinase (CPK) was reported in one subject.
The subject had a CPK at screening of 282 U/L (normal range, 0 to 215 U/L). At the post-study
assessment, the CPK had increased to 1,059 U/L. During follow-up approximately 2.5 months
later, the CPK was 13,647 U/L reportedly due to moving heavy furniture the previous day. This
issue was resolved at the subsequent follow-up, 3 months post-study, at which time the CPK was
230 U/L. In Study CS0866-A-102, increased was reported in one subject. The subject had
increased WBCs in the urine (n = 12/high power field [hpf], normal range, 0 — 5/hpf) at the end!
of-study laboratory assessment. No laboratory assessment was done at screening; therefore, there
is no comparison with baseline.

Like the studies conducted in adults, in the pivotal study of Study CS0866-A-301, 7.1% subjects
in Cohort A and 8.4% in Cohort B had shifts from normal at the beginning of the study to low at
the end of the study in hemoglobin, and 7.1% subjects in Cohort A and 7.5% in Cohort B had
shifts from normal at the beginning of the study to low at the end of the study in hematocrit. Four
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patients in Cohort A and 2 patients in Cohort B had more than 10% hemoglobin reductions from
baseline with the lowest level of 9.1g/dl (normal low range was 11.5g/dl). Three patients in
Cohort A and 2 patients in Cohort B are below the normal range. No patients had hemoglobin
reductions more than 30% compared to baseline. The frequency and magnitude of these changes
are similar to the adult studies. No hematological shifts were seen in Cohort C. Data were
summarized in the following tables. Overall these changes are not considered, clinically
meaningful change.

Table 42: Changes of Hemoglobin, Hematocrit, and Red Blood Cells in Cohort A (Sponsor’s
table)

EiD OF STLDW

LAEORATORY WARELAELE EASEIL IRE Lo [Pt T HEEH TOTAL

ISR S Gl 1L s [ = (43 = R IR LS [ O 10 [ L
POFEBAL 13 s L 143 (TT- TR -3 (SIS Y] 158 55 9%
HEEH =] [0 10 (5. 4% & [N 18 - LN
TOTAL 1 01 o4%) 1S5 {54 3%) & (4 3%) 154

HEEATOCRIT | &) L T FE-E ] & IR LY [ [N @ [ -8
ROFERLAL 13 R L 141 (TELSR) 3 R LY 158 (54 S5y
HEEH =] L 12 LN T [E-CN LE-RIE [ S8
TOTAL =T T 8 1S5 (S4_ 3R] @ NS 154

RED B0 CELLS(E 10 1EJL) [ 4 (B2 = R IR LS [ O ] [
PORRLAL 10 [ L 15E (S5 9%) & [ I-CN LR LN
HIEH ] LN = (BT 3 (RIS LY T -8
TOTAL 14 -t S5 {SG TR = B TR 154

s L L ] P ] & IR LY [ [N E] (4 3%
POFBAL 1 L A3 (TSR] T [ -t 14T TS
HEEH =] Lo = PEE FE (1E_SR) 1555
TOTAL T -t 147 TE.9%) =S Y 154

W PR ) L 1 [ z (- 1%) [ [N = [ -2
PORRLAL @ LN 150 (@T_SR) 1 (O _Es) 151 G A%y
HIEH ] [0 0] ] [N [ {00 ] L
TOTAL 1 LN 152 (SS9 1 (O _Es) 154

[AF0MLY PATIENTS HAVIMNG BOTH BASS [MNE ARD FOST BASOL IMNE EEASILRCHONTS ARE [MCLILDED AT EACH TIHE FOIMNT -

Table 43: Changes of Hemoglobin, Hematocrit, and Red Blood Cells in Cohort B (Sponsor’s
table)

LaEorATORs WaARDAEL £ EASEL [MNE [N=_] PEOFE L HIGH ToOTaL

HISSCC e D G (=) T [E_E%) & 4 Tl [=] [L=e_ ] E R b ]
POFE LA = CE_ 4% Sl (TSN 1 (=T ] S0 (S %)
HEGH =] (== )] & fE %) =z £ 5% = 04T
TOTAL & (15 O%) E=E (S FS) = E_S%) 107

HEEATOCRET (S [ T [E_ S5 & 4 TR [=] (L= L - b -]
POFE R = [ ] & (TE N [=] (== S5 (S0 A%
HEGH o (== ] = L= ) ] = EE_S%) = [ i
TOTAL 15 (14 _O%) S (S FS) = E_S%) 107

FiED BALOOD CELLS(E 1012 L) (=) = 4 _Toj 1 (== [=] [L=e_ ] = [ i ]
POFE LA T [E_ S5 S (S OS] [=] (L= = (WSS
HEGH (=] (== )] = [ ] [=] (L=l = [ i ]
TOTAL 1z {11 _-Z%R) S5 (EE ES) [=] [L=e_ ] 107

[ = | [ = [E_E%) 1 (== [=] (L= e E_TR
POFsA i (=T TE (TOod%) = g4 T =2 | TE TR
HEGH (=] (== ] L L=l (- ] - ) EFE (DO
TOTAL 4 CE_To) S (S0 A4S 1T (15 _SS) 107

EH PG [T 1 (=) ] 1 (== [=] (== = [ i ]
POFEA [=] (== 104 (ST_2m) 1 0 135 SR
HEGH (=] (== )] [=] [f=e_ )] [=] (== [=] (== ]
TOTAL 1 (= ] p L= N L] 1 (L=l ] 107

[T FATIEMTS HAYVIMG EBOTH BASE [ME AMD FOST BASELIME HEASIL RECEMINTS ARE [MNCLLDED AT EACH TIHE FOINT -
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Table 44: CS0866-A-U301: Patients with more than 10% Reduction of Hemoglobin from
Baseline for All Cohorts and All Periods (Reviewer’s table)

Subject No. Visit Dosage Hemoglobin (g/L) | Normal low value of Hemoglobin (g/L)

Cohort A

11187 1.0 N/A 124 120
2.3 40 mg 112 120
4.7 20 mg 101 120

10158 1.0 N/A 138 120
2.3 5 mg 134 120
4.7 40 mg 118 120

11205 1.0 N/A 133 120
2.3 40 mg 128 120
4.7 40 mg 110 120

10119 1.0 N/A 136 115
2.3 20 mg 122 115
4.7 20 mg 113 115

Cohort B

20136 1.0 N/A 137 115
2.3 5 mg 135 115
4.7 40 mg 109 115

20176 1.0 N/A 113 115
2.3 5 mg 119 115
4.7 40 mg 91 115

As expected, there were shifts in serum potassium from normal at study baseline to high at the
end of the study in Cohort A (5.0%), Cohort B (7.9%), and Cohort C (8.9%). TEAEs of
hyperkalemia were reported five times for four subjects in Cohort A. There were a total of four
reports of pseudohyperkalemia in four subjects (Cohort A, n = 3; Cohort C, n = 1). The increase
in potassium for the subjects with hyperkalemia and those with pseudohyperkalemia was similar
(0.4 — 1.1 mmol/L and 0.1 — 1.0 mmol/L above the upper limit of the normal range of 5.0
mmol/L, respectively). There were no TEAEs of increased potassium in Cohort B. No specific
trends or dose relationship was seen. Data were summarized in the following table.
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Table 45: Hyperkalemia reported as TEAEs for all Cohorts and All Periods (Sponsor’s table)

Serum potassium
Subject No. TEAE Visit Dosage mmol/L
{mormal ramee:
A5 5.0 mmaol/L)
Cohort A
- 1.0 /A 4.8
11120 Hyperkalemia 2.3 On 40 mg 6.1
-- 4.7 OM 20 mp --
-- 1.0 M 4.7
Pseudohvperkalemia 2.3 M 40 mg .0
11187 Hyvperkalemia LS O 20 mg unk
Hyvperkalemia LIS OM 20 mg unk
-- 4.7 OM 20 me 5.2
- 1.0 MiA 4.8
11193 Pseundohyperkalemia 2.3 M 5 mpe 5.7
) Hyvperkalemia LISW On 40 mg unk
-- 4.7 O 40 mp 4.4
- 1.0 MNiA 4.5
10158 - 2.3 OM 5 mp 44
Hyperkalemia 23.1 On 40 mg 5.4
-- 4.7 Ok 40 mg 4.4
-- 1.0 /A 4.0
10175 Psendohyperkalemia 2.3 OM 2.5 mg 5.1
-- 4.7 OM 10 mp 54
Cohort C
- 1.0 MNA 5.0
i34 Pseudohyvperkalenua 2.3 OM 05 mepke 3.6
- 4.7 OM 0.3 me'kg 4.1

N/A = not applicable; USV = unscheduled visit; unk = unknown
a: Dosage at the time of laboratory testing

Laboratory values for some serum chemistry parameters such as CPK and alanine
aminotransferase (ALT) were elevated during the study for some subjects. In the majority of
cases, these values were high at study entry and were not considered clinically relevant. No
causative factor was readily identifiable for either the CPK or ALT abnormalities. The changes
of CPK may be related to normal growth or physical activity in this pediatric population.
Laboratory (CPK and ALT) abnormalities are shown in the following tables for all study cohorts.
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Table 46: CS0866-U-301 - Abnormalities in CPK for All Cohorts and All Periods (Sponsor’s
table)

. . _ S ) a Serum CPE Normal Range
Subject ™No. WVisit Dosage UL U/
Cohort A
1.0 ™A 126.0
11161 2.3 OM 5 mg S8.0 30 - 180
4.7 OM 20 mg 772.0
1.0 ™A 87.0
11109 23 OM 5 mg 88.0 30 - 180
4.7 OM 40 mg 726.0
1.0 NAA 177.0
11148 23 OM 5 mg 122.0 20-120
4.7 OM 20 mg 263.0
3 1.0 ™A 1440 -
11137 ET OM 5 me 753.0 30-180
1.0 ™A 51.0
11167 1.01 NS 47.0
23 OM 20 me 430 30 -180
ET OM 10 mg 753.0
1.0 NAA 378.0
11123 1.01 ™NAA 406.0 30 - 180
2.3 OM 40 mg 378.0
Cohort B
1.0 ™NAA 253.0
2.3 OM 40 mg 373.0
20171 231 OM 40 mg 97.0 30 - 180
4.7 OM 40 mg 138.0
1.0 ™NAA 135.0
2.3 OM 40 mg 540.0
20174 231 OM 40 mg 274.0 30 - 180
4.7 OM 20 mg 215.0
1.0 NAA 321.0
20163 23 OM 5 mg 373.0 30 - 180
4.7 OM 20 mg 506.0
1.0 ™NAA 158.0
20118 2.3 OM 5 mg 206.0 30 - 180
4.7 OM 40 mg 948.0
1.0 ™A 225.0
- 2.3 OM 40 mg 338.0
20162 ET OM 20 mg FO8.0 20 - 120
ET.01 OM 20 mg 795.0
1.0 ™N/A 609.0
20198 2.3 OM 40 mg 412.0 30 - 180
4.7 OM 40 mg 480.0
1.0 ™N/A 101.0
20149 23 OM 40 mg 105.0 20-120
4.7 OM 20 mg 309.0
1.0 NAA 125.0
1.01 ™NAA 180.0
20105 23 OM 5 mg 209.0 20-120
231 OM 5 mg 213.0
ET OM 20 mg 340.0

a: Dosage at the time of laboratory testing

b: Normal range is 20 to 120 IU/L for females 6 to 17 years of age and 30 to 180 IU/L for males 6 to 17 years of
age.

Note: Visits beginning with 1 are visits during screening, (Period I). Visits beginning with 2 are visits during Period
II. Visit 4.7 = the last visit of the study during Period IV.
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Table 47: CS0866-A-U301 - Abnormalities in ALT for All Cohorts and All Periods (Sponsor’s
table)

Serum AT T
Subject ™No. Wisit T L.
{(mormal ramge:
S — 25 ILT/L)
1.0 32
11147 >3 51
4.7 A2
1.0 A1
11113 2.3 51
AT >3
1.0 562
11154 1.0 G2
4.7 SO
1.0 T
- 2= 5o
=
111=s 2 3.1 &7
4.7 110
1.0 =
S 1.1 45
10391 >3 5
4.7 15
1.0 15
— 1.2 1=
-
111a7 23 >1
ET 57
1.0 25
11125 >3 21
AT GO
1.0 >3
11191 P =2
AT 57
1.0 >3
20153 >3 22
4.7 O 20 e 55
Cohort
1 . NS 2
3012= 2.3 O D2 meskse 5=
4.7 OhI 0.3 msike 1

Twelve patients had elevated BUN and creatinine concentrations from baseline and higher than
normal values. Five of twelve patients had normal values of serum creatinine at baseline with 3
patients in Cohort A and 2 patients in Cohort C. Seven of twelve patients had abnormal high
values of serum creatinine at baseline with 6 patients in Cohort A and 1 patient in Cohort C. All
of these increases from baseline were minor except the patients 10119 who had significant
increase of serum level of creatinine. This patient had recurrent urinary tract infections,
vesicoureteral reflux, ureterocele, and ongoing moderate chronic renal insufficiency. Data were
shown in the following table. Changes of BUN were similar to the creatinine.
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Table 48: CS0866-A-U301 - Abnormalities in Serum Creatinine for All Cohorts and All Periods

(Reviewer’s table

Subject No. | Visit Dosage Serum Creatinine Normal high value of Serum
(umol/L) creatinine (pmol/L)
Cohort A
10394 1.0 N/A 150 80
2.3 20 mg 177 80
2.31 20 mg 159 80
4.7 20 mg 168 80
10395 1.0 N/A 133 106
2.3 5 mg 124 106
4.7 20 mg 159 106
11203 1.0 N/A 159 106
2.3 40 mg 141 106
2.31 40 mg 133 106
4.7 40 mg 194 106
11161 1.0 N/A 106 106
2.3 5 mg 115 106
4.7 20 mg 124 106
10174 1.0 N/A 88 80
2.3 20 mg 88 80
4.7 20 mg 97 80
10184 1.0 N/A 124 80
2.3 40 mg 124 80
4.7 40 mg 141 80
11193 1.0 N/A 106 106
2.3 Smg 115 106
4.7 20 mg 115 106
11205 1.0 N/A 88 106
2.3 40 mg 115 106
4.7 40 mg 115 106
10119 1.0 N/A 186 80
2.3 20 mg 230 80
2.31 20 mg 239 80
4.7 20 mg 283 80
Cohort C
30137 1.0 N/A 44 62
2.3 0.3 mg/kg 44 62
4.7 0.3 mg/kg 80 62
30164 1.0 N/A 53 62
2.3 0.3 mg/kg 53 62
4.7 0.3 mg/kg 71 62
30106 1.0 N/A 168 62
2.3 0.3 mg/kg 203 62
2.31 0.3 mg/kg 186 62
2.32 0.3 mg/kg 230 62
4.7 0.3 mg/kg 186 62
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7.4.3 Vital Signs

Changes of blood pressure have been discussed in the efficacy section. There were no consistent
differences in heart rate in these clinical studies for the different groups and phases. Physical
examination findings that were clinically relevant changes from baseline were reported as
TEAE:s.

7.4.4 Electrocardiograms (ECGs)

Electrocardiograms were not done routinely in these pediatric studies.

7.4.5 Special Safety Studies/Clinical Trials

The WR specified that the long term safety study include assessments of growth (change in head
circumference, weight, and length or height), and development (milestones, school performance,
or neurocognitive testing) assessed at baseline and at one year. The sponsor measure height and
weight and did neurocognitive testing in a sub study. Please see the section of 7.6.3: pediatric
and assessment of effect on growth.

7.4.6 Immunogenicity

The sponsor did not evaluate immunogenicity nor is there any theoretical or empirical evidence
suggesting that it should be studied.

7.5 Other Safety Explorations

7.5.1 Dose Dependency for Adverse Events

In the pivotal study, headache was the predominant TEAE during Period II in both Cohort A and
Cohort B. The incidence of headache was greater in the high OM dose groups than in the low
OM dose groups (14.7% and 7.4%, respectively for Cohort A) and (9.0 % and 5.4%,
respectively). Headache occurred in one subject only (1.7%) in Cohort C during Period II.
During the Period III, headache was also the predominant TEAE for subjects treated with OM
and occurred in more than 5% of OM-treated subjects in both Cohort A and Cohort B with the
highest incidence rates for subjects taking the high OM dose.

7.5.2 Time Dependency for Adverse Events

There is no clear relationship between the time of dose administration and the adverse events.

7.5.3 Drug-Demographic Interactions

There is no clear relationship between the safety signals and the demographic factors.
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7.5.4 Drug-Disease Interactions

Drug-disease interactions are not analyzed.

7.5.5 Drug-Drug Interactions

Drug-drug interactions were not studied in this submission. Sponsor claimed that no significant
drug interactions were reported in studies in which OM was co-administered with digoxin or
warfarin in healthy adult volunteers.

7.6 Additional Safety Evaluations

7.6.1 Human Carcinogenicity

The exposure in children is too limited to evaluate human carcinogenicity.

7.6.2 Human Reproduction and Pregnancy Data

Subjects in the pediatric clinical trials were excluded if they were pregnant or lactating or not
taking appropriate birth control if female and of child-bearing potential.

7.6.3 Pediatrics and Assessment of Effects on Growth

The height, weight, and developmental assessments were conducted in the pivotal study.

Height was measured at the beginning of the study (Screening) and at every visit during Period
IV. Subjects in Cohort A and Cohort B were similar in overall baseline and end-of-study heights.
Heights were similar in subjects receiving low dose OM and high dose OM regardless of cohort.
Subjects in Cohort A grew slightly more than those in Cohort B. The subjects in Cohort C had
the greatest mean increase in height (7.4 cm) when compared with Cohort A (4.1 and 4.0 cm for
the low and high OM doses respectively) and Cohort B (3.4 and 2.8 cm for the low and high OM
doses, respectively). This is expected given the young age of the pediatric subjects in Cohort C
compared with Cohorts A and B. There did not appear to be any effect of 1 year of OM treatment
on height in any cohort. Data were summarized in the following table.

Note: reduced height at the end of study compared to the baseline has been observed in 4 patients
(2 in Cohort A with low and high dose each and 2 in Cohort B with low dose). The maximal
reduction was <2 cm. These could be due to the measurement errors. Data were show in the
following table 50.
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Table 49: CS0866-A-U301 - Height Assessments (cm) at Baseline and End of Study-All Cohorts

(Sponsor’s table)
Cohort A
Low Dose OM High Dose OM
. Period 4 Change from . Period 4 Change from
Baseline End of Study Baseline Baseline End of Study Baseline
N=905 A . N=03 . - N
N=T73 N=73 N=T6 N=T6
Mean (SIN . - .
lean (SD) 155.1 (19.12) 158.2 (17.79) 4.1(3.32) 1533 (18.46) 155.2(1675) 0y
Min - Max 111.0-187.0 116.7- 1875 -1.2-120 118.0-186.0 118.0-186.1 -2.0-100
Cohort B
Low Dose OM High Dose OM
. Period 4 Change from . Period 4 Change from
B\?S:I:;E End of Study Baseline B:!s:l:;e End of Study Baseline
T N=43 N=43 oo N=38 N =18
Mean (SD) . . i i
AR 156.1(14.21) 158.9(13.17) 3.4(3.02) 154.2(17.83) 1612 (14.16) 2.8(2.48)
Min - Max 114.0 - 186.0 119.0 - 191.0 -1.0-98.0 110.0-190.0 115.5-189.7 0.0-10.0
Cohort C
. Period 4 . .
B:_ls:l;:;e End of Study Changeil Enil?Basehne
s N =37 nTe
Mean (SD) e
fean (SD) 98.3 (12.92) 105.6 (13.06) 7.4(2.76)
Min - Max 73.0-120.00 82.0-129.0 0.3-15.0

Table 50: Patients with Reduction of Height at End of Study Compared to Baseline (Reviewer’s

table)
Subject No. | Visit Dosage Group Height (cm)
Cohort A
11116 Baseline N/A 157
End of Study High dose 155
11168 Baseline N/A 169.3
End of Study Low dose 168.5
Cohort B
20170 Baseline N/A 154
End of Study Low dose 152
20183 Baseline N/A 158
End of Study Low dose 156

Weight was measured at the beginning of the study (Screening) and at every visit during Period
IV. subjects receiving low dose OM in Cohort A had a higher mean weight (78.9 kg) than
subjects receiving high dose OM in Cohort A (68.0 kg) or those in either group in Cohort B (68.1
and 66.2 kg, respectively) at study start. Changes from baseline at the end of the study were
similar across all treatment groups for Cohorts A and B. The subjects in Cohort C had the lowest
mean increase in weight (2.6 kg) when compared with Cohort A (5.4 and 5.5 kg for the low and
high OM doses respectively) and Cohort B (5.9 and 4.8 kg for the low and high OM doses,
respectively). According to CDC growth charts, children in the age range between 2 and 6 years
usually gain approximately 2 kg of weight per year, while children in the age range between 10
and 16 usually gain approximately 5 kg of weight per year. There did not appear to be any effect
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of 1 year of OM treatment on weight in any cohort. Data were summarized in the following

table.
Table 51: CS0866-A-U301 - Weight Assessments (kg) at Baseline End of Study — All Cohorts
(Sponsor’s table)
Cohort A
Low Dose OM High Dose OM
. Period 4 Change from s Period 4 Change from
Baseline End of Study Baseline Bascline End of Study Baseline
; ) N=T2 N=T2 i ) N=T76 N=T6
Mean (5D) 78.9 (41.35) 79.7 (41.58) 5.4(4.74) 68.0(34.22) 63.2(27.31) 5.5 (4.43)
Min - Max 18.0-200.0 21.0-1899 -4.3-200 2001838 21.0-136.0 45-183
Cohort B
Low Dose OM Hizgh Dose OM
. Period 4 Change from . Period 4 Change from
B\:_ts:h;;e End of Study Baseline B-.?S:l_-l.:;e End of Study Baseline
o N=43 N=43 T N=40 N=40
Mean (5D) 68.1 (34.36) 70.6 (28.83) 5.9 (3.86) 66.2 (32.39) 78.3 (33.33) 48(3.32)
Min - Max 20.5-2329 218-1302 7.7-2146 20.0-1408 20.1-150.2 -11.3-223
Cohort C
Baseline Pe"m.i 4 Change from Baseline
. = End of Study =
N=359 c_Em N=57
N=57
Mean (5D 16.9(6.61) 19.5 (7.68) 26(1.69
Min - Max 80440 9.0-31.0 0.6-7.0

Assessments of development in pediatric subjects were completed at the beginning of the study
and at the end of the long-term safety extension or upon early withdrawal. For Cohorts A and B,
the questionnaire was based on school performance. For Cohort C, the questionnaire was based
on developmental milestones for age and region. Results were consistent for Cohorts A, B, and
A+B. The majority of subjects in all three cohorts were rated at the end of study as doing equally
well or better than at baseline. The majority of subjects in each cohort showed no shifts from
baseline when compared with their peers at the end of the study. Subjects in Cohorts A and B
primarily stayed at their same level when compared with their peers or improved, with few going
from better than peers at baseline to worse (Cohort A, n =1 [0.5%]) or from equal to their peers
at baseline to worse (Cohort A, n =6 [3.2%] or Cohort B, n =3 [2.7%]). In Cohort C, no subjects
scored less advanced than their peers. Overall, it appears that there is no negative effect from 1
year of treatment with OM on either development or school performance. Data were summarized
in the following tables.
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Table 52: Study CS0866-A-U301 - Developmental Assessments for All Cohorts: End of Study
Compared With Study Baseline — All Randomized Subjects (sponsor’s table)

Achievement at End of Study | Cohort A CohortB | Cohort A+ B | Cohort C

Relative to Baseline N=1%0 N=112 N=2302 N =460
n (%) n (%) n (%) n(%)

Better 23(12.1) 25(22.3) 48 (1599

Equally well 113 (39.5) | 60(33.4) 173 (57.3)

Worse 16 (8.4) 980 25 (8.3) --

More than expected - -- -- 10(16.7)

According to expectations - -- - 30 (50.0)

Less than expectad - - -- 0(0.0)

* Only subjects with both baseline and end of stmdy assessments were included.

Table 53: Study CS0866-A-U301 - Comparison with Peers at End of Study All Randomized
Subjects (Sponsor’s table)

End of Study
Cohort A (N =190)

Better Equal Worse Missing
Baseline n (%) n (%) n (%) n (%)
Bertter 3z(184 14 (7.4 1(0.53) 42.1)
Equal 947 77 {40.3) G6{3.0) 23(12.1)
Worse 0{0.M 421 11058 2(1.1)
Missing 0. Qo 1{0.5) 314

Cohort B(N=112)

Better 7(6.3) 12107 0{0.0 4{3.68)
Equal 10 (8.9 41 (36.8) 32N 13(11.6)
Worse 0{0.M 7(6.3) 0{8. 0{0.0
Missing 0 (0.0 2015 1 (0.9 327

Cohort C (N =60)

More advanced Equal Less Advanced | Missing

n (%) n (%) n (%) n (%)

More advanced 1{(1.7) 2(3.3) 0{0.0% 3(5.00
Equal 4(6.7) 32 (533 0{0.0 Ti1L.T

Less advanced 0 0.0 0 0.0 0{0.0 00.0)
Missing 000.0) 0 (0.0 0§00 11{18.3)

7.6.4 Overdose, Drug Abuse Potential, Withdrawal and Rebound
There were no overdoses reported in the pediatric studies. This submission does not provide data
regarding abuse potential nor is there any theoretical or empirical evidence that suggests an

abuse potential. During the randomized withdrawal there was no evidence of withdrawal
rebound or unusual AEs.

7.7 Additional Submissions / Safety Issues

There are no additional submissions/safety issues.
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8 Postmarket Experience

With December 31, 2008 as the cut-off date, the Sponsor’s global safety database was searched
for post-marketing cases involving OM (including olmesartan, olmesartan/hydrochlorothiazide,
and olmesartan/amlodipine) in patients < 18 years of age. A total of six (6) post-marketing cases
were identified; three of these cases reported accidental exposure with no adverse events, and the
other three cases reported nonserious adverse events. A summary of each report of exposure in
the pediatric population is given in the following table. There were no additional unknown safety
findings of OM.

Table 54: Post-marketing Adverse Events Reported with OM Usage in the Pediatric Population

Adverse Events Patient Info Additional information
Report TD:# OM dose Event
Therapy Duration QOutcome

Accidental Exposure
Accidental exposure;

The child alzo ingested a 5 mg

No adverse events 18-month-old bov tabilet of escitalopram. The child NA (no
10 mg was hospitalized for 1 night and no adverse

DSL-2009-00020 1 doze . = B events]

) : adverse events were cbserved.

[Germany]

Accidental diug
Upto 120 mg Possible ingestion. adverse

SU-2006-004969 1 dose

[USA]

Accidental exposure;

Mo adverse events 2-vear-old boy NA (no
10 mg Possible mngestion. adverse

DEM-2009-00033 1 doze Events)

[Germany]

Approved Use

Muscle spasms.

vperhidrosis 18-year-old male .
- 20 mg daily Indication = hypertension Reau:-l':.'ea
. - = - 7P after d'c
SU-2003-002972 3 weeks

[USA]
Unapproved Use

This 15 a literature report.”
Asthenia . . Indicaticn = pulmonary valve
F-wvear-old boy ) . .
- - incompetence cardiac failure; Resolved

e 1 daily . . . z
DSI-2007-04232 mg AL Co-suspect dmug = carvedilel 2. after d'c

=
& days - . N
[Japan] - mg daily (3 months of treatment at
time of event].
Vomiting S-vear-old boy Indicaticn = tics due to setzure;
i - . . .. -
) =, . Olmezartan 20 mg Co-suspect dmg = lamotrigine 125
Decreased lamotnigzine . .= . - =
level hydrochlerothiazide | mg twice daily
o 125 mg Experienced adverse events with Unknewn
DS 2008.01403 Approximately 1 lamotrigine: breakthrough seizures,
ST month anger. social withdrawal. suicidal

[USA] wleation, decreased interest.
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9 Appendices

9.1 Literature Review/References

I searched Pubmed and found 517 references to olmesartan. However, “olmesartan and
pediatric” and * olmesartan and children” yielded no references.

9.2 Labeling Recommendations

Labeling recommendations will be discussed separately.

9.3 Advisory Committee Meeting
N/A
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