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The duration of exposure is presented in Tables 107 and 108; and tables 119 -121
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Table 110: Duration of exposure during Period II1

TableS:  Exposure to Study Medication During the CS8663-A-U301 Open-Label Period — All Patients Entering Peried 111
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Analysis of Adverse Events

All adverse events:
Tables 111 to 114 summarize the most common TEAEs and TEAEs (>3% in any
treatment group) TEAEs by system organ class and preferred term.

The system organ classes with the greatest number and percentage of TEAEs were
general disorders and administration site conditions (455 [23.5%] patients) followed by
nervous system disorders (239 [12.3%] patients), infections and infestations (181 [9.3%]
patients), musculoskeletal and connective tissue disorders (167 [8.6%] patients), and
gastrointestinal disorders (152 [7.8%)] patients) (Table 111a).

There were a number of differences among the treatment groups with regard to the
frequency of TEAESs reported by system organ class.

The frequency of edema (including the preferred terms of edema, edema peripheral,
pitting edema, generalized edema, and localized edema) was markedly greater in the
AML 10 mg group (36.8%) compared to the OM monotherapy groups (9.9% to 18.5%)
and the groups that used AML 10 mg as one of their treatment components (23.5% to
26.5%). There appeared to be a progressive decrease in the incidence of edema when the
amlodipine 10 mg was combined with olmesartan medoxomil 10 mg, 20 mg, and 40 mg.

For this study, investigators reported hypertension as an adverse event using 1 of the
following preferred terms: ‘hypertension,” ‘systolic hypertension,’ ‘diastolic
hypertension,” ‘accelerated hypertension,’ ‘blood pressure increased,” ‘blood pressure
diastolic increased,” or ‘blood pressure inadequately controlled.” The frequency of
hypertension (with all preferred terms combined) was greatest in the placebo group
(8.0%) and ranged from 0.0% to 5.0% among the active treatment groups, with the lowest
incidence rates in the combination dose groups.

The placebo group also had a greater incidence of headache compared with the active
treatment groups. The frequency of headache was 14.2% in the placebo group and

ranged from 2.5% to 8.7% among the active treatment groups without clear dose-
response. Across all treatment groups there was no apparent trend with regard to the
frequency of dizziness, which ranged from 1.8% to 6.2%. Vertigo was reported in 8
cases: 1 mild case in each of the groups of OM 10 mg, OM 40 mg, OM 10 mg + AML 10
mg, and OM 20 mg + AML 5 mg. Vertigo reported in 3 cases within the OM 40 mg +
AML 5 mg group was more severe (1 case of moderate severity, and 2 cases of severe
severity). In addition, 1 patient in the placebo group had vertigo of moderate severity (see
Post-text Table 14.3.1.5). Syncope occurred in one case each in the OM 10 mg arm and
the OM 20 mg + AML 10 mg arm.

A total of 9 (0.5%) patients experienced hypotension (including the preferred terms of
hypotension and orthostatic hypotension). Of these 9 patients, 1 (0.6%) was in the OM 10
mg group, 1 (0.6%) was in the AML 10 mg group, 1 (0.6%) was in the OM 40 mg +
AML 5 mg group, 2 (1.2%) were in the OM 10 mg + AML 10 mg group, 2 (1.3%) were
in the OM 20 mg + AML 10 mg group, and 2 (1.2%) were in the OM 40 mg + AML 10
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mg group. In addition, there was a low overall frequency of cough (1.4%). Across the
treatment groups, the frequency of cough ranged from 0.6% to 2.5%.

There were no apparent differences in the frequency of other TEAEs among the treatment
groups.

Table 111: Overview of frequency of adverse events by drug and severity - Safety population

Table 75 Overview of Adverse Events - Safaty Population
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Table 112: Overview of adverse events double blind period II - ITT
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Table 113: Overview of adverse events double blind period IT - ITT
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Table 114: Most frequent TEAE by system organ class (Incidence >3% in any treatment group
Period 11
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This 120-day safety update for CS-8663 covers the period of 14 July 2006 to 12 January
2007 for all studies with CS-8663. Additionally, adverse events occurring prior to 14 July
2006 that were not included in the original submission are also presented. This includes
all adverse events from studies conducted in Europe as well as newly reported adverse
events from studies in the US. This document contains narratives and listings of serious
adverse events (SAEs) and listings of those events which led to the discontinuation of a
patient that were reported during the specified time period.

During this period one study was completed (no final study report), and one is ongoing.
Bothe studies are not in the US IND. The studies are:

* Study CS8663-A-U301, “Results of the Open-Label Period — Week 8 to Week 52, A
Randomized, Double-Blind, Placebo-Controlled Factorial Study Evaluating the Efficacy
and Safety of Co-Administration of Olmesartan Medoxomil plus Amlodipine Compared
to Monotherapy in Patients with Mild to Severe Hypertension,” was completed and will
be included in this submission (the interim report for this study was included in the New
Drug Application, NDA 22-100, submitted 27 November 2006);

Study CS8663-A-E302, “Efficacy and Safety of Amlodipine Used as Add-On Therapy

in Moderately to Severely Hypertensive Patients Not Adequately Controlled by
Olmesartan Medoxomil 20 mg Monotherapy,” has been concluded (no final study

Best Possible Copy
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report). It was conducted in Europe and not under the US Investigational New Drug
Application’ (IND); and *

Study CS8663-A-E303, “Add-on Study of Olmesartan Medoxomil in Patients with
Moderate to Severe Hypertension not Achieving Target Blood Pressure on Amlodipine 5
mg Alone,” is ongoing. It is being conducted in Europe, not under the US IND.

During this time period, no preclinical study reports became available. Furthermore, there
are no publications that contain preclinical data.

Overall, the adverse event profile as reported in the NDA submission does not
fundamentally differ from the adverse event profile in this 120-day safety update.

7.1.1 Deaths

There were 2 deaths. One patient from the placebo group died during Period I and the
other died prior to randomization. None of the 2 deaths was related to the drug.
No deaths were reported for study CS8663-A-U301 during the reporting period.

Serious Adverse Events from CS8663-A-E302
Deaths : No deaths were reported for study CS8663-A-E302 during the reporting period.
Other Serious Adverse Events

During the reporting time period, SAEs were reported for 10 patients on OM 40 mg +
AML 5 mg, 6 patients on OM 40 mg + AML 10 mg, 3 patients on OM 40 mg + AML 10
mg +HCTZ 12.5 mg, and 11 patients on OM 40 mg + AML 10 mg + HCTZ 25 mg, and
1 patient on the non-standard dosing regimen of OM 20 mg + AML 5 mg. A total of 40
events were experienced by 31 patients, 23 events were severe in severity, 14 were
moderate in severity, and 3 were mild in severity. None of the events was considered by
the investigator to be related to study drug.

7.1.2 Other Serious Adverse Events

In the analysis of SAEs, there did not appear to be any event or trends in events that
signified a safety issue within any of the treatment groups. All of the reported events
were consistent with what would be expected in a hypertensive population of the age
recruited for this study. There were 2 deaths in the study, 1 prior to randomization and 1
during the active treatment period (placebo group). Neither of these deaths was
considered drug-related. (See Appendix)

During the study, SAEs were experienced by 2 patients on OM 20 mg monotherapy (1
patient was non-randomized and 1 patient was later randomized into the OM 20 mg +
AML 10 mg treatment group) and 1 patient on OM 20 mg + AML 5 mg. A total of 4
events were experienced by the 3 patients, all events were moderate in severity. None of
the events was considered by the investigator to be related to study medication.
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A review of the frequency of SAEs during the double blind and the open label treatment
periods, the specific types of events as well as assessment of potential relationships
between the events and study medication confirmed that there was no greater incidence
of SAEs associated with AZOR compared to the monotherapies. Three patients died
during the study and all deaths were considered unrelated to the drug.

120 day safety update

Double blind and 120 day safety update: From the 120 day safety update report, overall,
the adverse event profile as reported in the NDA submission does not fundamentally
differ from the adverse event profile in this 120-day safety update.

During the reporting time period, 11 patients were reported as discontinued due to
adverse events. Adverse event discontinuations were experienced by 3 patients on OM 40
mg + AML 5 mg, 2 patients on OM 40 mg + AML 10 mg, 4 patients on OM 40 mg +
AML 10 mg + HCTZ 12.5 mg, and 2 patients on OM 40 mg + AML 10 mg + HCTZ 25
mg. For a patient on the OM 40 mg + AML 10 mg treatment regimen (056-033), the
events of fatigue and rash on arms, legs, and ankles that led to discontinuation were
considered probably related to study medication. For a patient on the OM 40 mg + AML
10 mg + HCTZ 12.5 mg treatment regimen (059-024), the event of worsening edema was
considered possibly related to study medication. No other events were considered by the
investigator to be related to study medication. Section 12.4 includes listings of adverse
events that led to discontinuation for study CS8663-A-U301.

Serious Adverse Events from CS8663-A-E303
Deaths

One patient (505-28) died during the study from a probable acute cerebral hemorrhage;
the investigator considered this event unlikely related to study medication. Section 12.3.1
includes listings of deaths for study CS8663-A-E303. Narrative of the death during the
study is below. h(ﬁ)
Study-Center-Patient Number (Initials): 505-28 ,
Narrative: Patient: 49-year-old Caucasian male Treatment Regimen at Onset of Event:
OM 40 mg/AML 5 mg. 49-year-old Caucasian male, was screened for study CS8663-A-
E303 on 11-JAN-2006. At the onset of the event, the patient was in Period III of the
study receiving olmesartan 40 mg and amlodipine 5 mg. On Study Day

the patient developed a probable acute cerebral hemorrhage and died while walking
in the woods. Blood pressure values were 171/102 mmHg prior to the study, 164/96
mmHg during the study, 138/92 at the last visit, and 126/75 mmHg during exercise at the
last visit. The diagnosis of probable acute cerebral hemorrhage was based on the patient's
wife's report of the acute clinical symptoms. At the request of the patient’s wife, an
autopsy was not performed. Medical history included essential hypertension and
sterilization. No concomitant medications were taken during the event. The outcome was
recorded as death. The last dose of study drug was taken on Study Day

The investigator assessed the event as severe in severity and unlikely related to
study drug.

b(6)

b(6)
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Other Serious Adverse Events

During the study, SAEs were experienced by 4 patients on AML 5 mg monotherapy, 2
patients on AML 5 mg + Placebo, 2 patients on OM 10 mg + AML 5 mg, 2 patients on
OM 20 mg + AML 5 mg, 8 patients on OM 40 mg + AML 5 mg, 1 patient on OM 40 mg
+ AML 10 mg, 2 patients in the taper-off phase, and 2 patients reported after the Week 34
Visit. A total of 30 events were experienced by the 23 patients, 12 events were severe in
severity, 14 were moderate in severity, and 4 were mild in severity. None of the events
was considered by the investigator to be related to study medication. Section 12.3.2
includes listings of SAEs for study CS8663-A-E303. Section 11.3.2 includes narratives of
SAEs during the time period. -

7.1.3 Dropouts and other significant adverse events

e Study CS8663-A-U301,(Period II) Double blind Period week 1 -8 “A
Randomized, Double-Blind, Placebo-Controlled Factorial Study Evaluating the

Efficacy and Safety of Co-Administration of Olmesartan Medoxomil plus

Amlodipine Compared to Monotherapy in Patients with Mild to Severe
Hypertension.”

¢ Study CS8663-A-U301, “Results of the Open-Label Period — Week 8 to Week 52,
A Randomized, Double-Blind, Placebo-Controlled Factorial Study Evaluating the
Efficacy and Safety of Co-Administration of Olmesartan Medoxomil plus
Amlodipine Compared to Monotherapy in Patients with Mild to Severe
Hypertension,” was completed and will be included in this submission (the
interim report for this study was included in the New Drug Application, NDA 22-
100, submitted 27 November 2006);

o Study CS8663-A-E302, “Efficacy and Safety of Amlodipine Used as Add-On
Therapy in Moderately to Severely Hypertensive Patients Not Adequately _
Controlled by Olmesartan Medoxomil 20 mg Monotherapy,” has been concluded
(no final study report). It was conducted in Europe and not under the US
Investigational New Drug Application (IND);

e Study CS8663-A-E303, “Add-on Study of Olmesartan Medoxomil in Patients
with Moderate to Severe Hypertension not Achieving Target Blood Pressure on

Amlodipine 5 mg Alone,” is ongoing. It is being conducted in Europe, not under
the US IND.

Discontinuations during Double blind period-U301- Week 1 to 8

Prior to breaking the blind, lack of efficacy was defined as an adverse event of
“continued, increased, or inadequately controlled hypertension/blood pressure” or “lack
of efficacy” and this was the specific reason for discontinuation in 43 of the 114 cases of
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withdrawal due to an adverse event. A total of 74 (3.8%) patients were discontinued due
to drug-related adverse events, mainly hypertension (lack of efficacy) and edema.

A total of 114 (5.9%) patients were discontinued from the study due to an adverse event;
74 (3.8%) of these patients were discontinued due to drug related adverse events. The
placebo group had the greatest percentage of patients who were discontinued due to an
adverse event (13%). Most of the discontinued patients from the placebo group were due
to lack of efficacy to study drug treatment (Table 115).

Table 115: Patient disposition
Table 3: Patient Dispesition — All Randomized Patients Population
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Safety during open label extension period of Double blind treatment-U301 Week 8 - 52
Adverse events were experienced by 622 (37%) patients on OM40/AML5mg, 455
(40.5%) patients on OM40/AML10; 312( 42.4%) patients on OM40/AML10/HCTZ12.5
and 248 (56.4%) patients on OM40/AML10/HCTZ25. Drug related adverse events were
experienced by 221 (13.2%) patients on OM40/AML5mg, 195 (17.3%) patients on
OM40/AML10; 124(16.8%) patients on OM40/AML10/HCTZ12.5 and 89 (20.2%)
patients on OM40/AML10/HCTZ25.

One patient on OM40/AML10 died of a gunshot wound to the head. This was not thought
to be related to the drug. Serious adverse events were experienced by 31 (1.8%) patients
on OM40/AML5mg, 23 (2.0%) patients on OM40/AMLI10; 15 (2.0%) patients on
OM40/AML10/HCTZ12.5 and 18 (4.1%) patients on OM40/AML10/HCTZ25.

Discontinuation during open label period

A total of 77 (4.6%) patients were discontinued during the open label treatment period
due to an adverse event. Seventy (4.2%) patients were discontinued from the study for
adverse events. Adverse event discontinuations were experienced by 28 (1.7%)patients
on OM40/AML5mg, 17 (1.5%) patients on OM40/AML10; 11(1.5%) patients on
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OM40/AML10/HCTZ12.5 and 11 (2.5%) patients on OM40/AML10/HCTZ25. Thirty
five (2.1%) patients were discontinued due to drug related adverse events.

Edema was the most common drug-related adverse event and was experienced by a total
of 318 (18.9%) patients. Across the 4 standard treatment regimens, the frequency of drug
related edema ranged from 7% to 11.1%. This was followed by dizziness ranging from
1.4% to 2% as the next most common drug — related treatment emergent adverse event.
Shifts in peripheral edema severity were also evaluated. Throughout the open label period
there was an approximate doubling in the frequency of patients with shift towards
worsening peripheral edema grade with OM40/AML/10 treatment (12.2%) compared to
Om40/AMLS (7.2%). The worsening was associated with increasing dose of amlodipine
from Smg to 10 mg. This was attenuated by HCTZ when added to the dosing regimen.

Hypotension was experienced by 0.8% to 1.6% of patients on the 3 lowest doses of
treatment regimen and (0.7% ) on OM40/AML10/HCTZ 25.

The mean baseline pressure was 163.6/101.5mmHg. BP reductions were observed across
all combination treatments to week 52 with 66.7% of the study cohort achieving
treatment goals. The mean blood pressure for the total cohort at week 52 was
131.1/81.9mmHg. The greatest percentage of patients reaching BP goal was the cohort on
OM40/AMS that had no need for increase of amlodipine to 10mg and no need for
additional HCTZ. The cohorts requiring uptitration of amlodipine and addition of HCTZ
were more severe hypertensive and or more resistant to the antihypertensive effects of
treatment. This observation supports the reviewer’s recommendation that the
combination should be reserved for those with severe hypertension not responsive to
other anti-hypertensive agents.

Double blind and 120 day safety update

During the reporting time period, 11 patients were reported as discontinued due to
adverse events. Adverse event discontinuations were experienced by 3 patients on OM 40
mg + AML 5 mg, 2 patients on OM 40 mg + AML 10 mg, 4 patients on OM 40 mg +
AML 10 mg + HCTZ 12.5 mg, and 2 patients on OM 40 mg + AML 10 mg + HCTZ 25
mg. For a patient on the OM 40 mg + AML 10 mg treatment regimen (056-033), the
events of fatigue and rash on arms, legs, and ankles that led to discontinuation were
considered probably related to study medication. For a patient on the OM 40 mg + AML
10 mg + HCTZ 12.5 mg treatment regimen (059-024), the event of worsening edema was
considered possibly related to study medication. No other events were considered by the
investigator to be related to study medication.

Discontinuations Due to Adverse Events from CS8663-A-E302

A total of 11 patients were discontinued due to adverse events during the study. Adverse
event discontinuations were experienced by 6 patients on OM 20 mg monotherapy, 2
patients on OM 20 mg + Placebo, 1 patient on OM 20 mg + AML 5 mg, and 2 patients on
OM 20 mg + AML 10 mg. For 3 patients on OM 20 mg monotherapy (717-08, 901-29,
and 909-25) and 1 patient on OM 20 mg + AML 10 mg (202-22), the adverse events that
led to discontinuation were considered possibly related to study medication. For 1 patient
on OM 20 mg + AML 5 mg (717-05), the event that led to discontinuation was
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considered probably related to study medication. For 1 patient on OM 20 mg
monotherapy (615-20 [hypotension]) and 1 patient on OM 20 mg + AML 10 mg (902-06
fedema peripheral]) the adverse events that led to discontinuation were considered
definitely related to study medication. Section 12.5 includes listings of adverse events
that led to discontinuation for study CS8663-A-E302.

Discontinuations Due to Adverse Events from CS8663-A-E303

A total of 50 patients were discontinued due to adverse events during the study. Adverse
event discontinuations were experienced by 20 patients on AML 5 mg monotherapy, 3
patients on AML 5 mg + Placebo, 6 patient on OM 10 mg + AML 5 mg, 4 patients on
OM 20 mg + AML 5 mg, 13 patients on OM 40 mg + AML 5 mg, 1 patient on OM 40
mg + AML 10 mg, and 3 patients without a dose. For 4 patients on AML 5 mg (203-19
[headache}], 507-01 [flushing], 507-04 [flushing], and 912-52 [blood pressure diastolic
increased]), 1 patient on OM 10 mg + AML 5 mg (205-05 [dizziness and headache]), 4
patients on OM 40 mg + AML 5 mg (202-06 [dizziness], 205-07 [vertigo], 603-08
fhypotension], and 705-19 [cold sweat, asthenia, and dizziness]) and 1 patient without a
dose (407-38 [hypotension]), the adverse events that led to discontinuation were
considered definitely related to study medication. Section 12.6 includes listings of
adverse events that led to discontinuation for study CS8663-A-E303.

The relative frequencies of drug-related TEAEs due to edema, hypertension, dizziness,
and cough were similar to the frequencies of reported TEAESs described above. The
numbers of patients experiencing hypotension were very small but slightly greater in the
combination treatment groups. A total of 7 patients experienced drug-related hypotension
(1 patient in the OM 10 mg group, 2 patients in the OM 10 mg + AML 10 mg group, 1
patient in the OM 20 mg + AML 10 mg group, 1 patient in the OM 40 mg + AML 5 mg °
group, and 2 patients in the OM 40 mg + AML 10 mg treatment group).

7.1.4 Other search strategies

For this submission, a comprehensive search of electronic medical literature databases
was conducted. Search terms included olmesartan medoxomil in combination with
hypertension, cardiovascular risk reduction, stroke, and myocardial infarction and
amlodipine besylate in combination with hypertension, cardiovascular risk reduction,
myocardial infarction, and stroke. The search period extended from 14 July 2006 (the
cutoff date for the NDA) through the final safety updated cutoff date of 12 January 2007.

Two publications were found that contained clinical data involving amlodipine. No
publications found contained information on olmesartan medoxomil.

RISK BENEFIT

Based on the additional safety information in the 120-day safety update, there is no
change in the risk benefit assessment of AZOR.
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7.1.5 Common adverse events

Some of the other more common adverse events leading to discontinuation included:

e Headache (12 patients): 3 patients on placebo, 1 patient on OM 10 mg, 1 patient
on OM 20 mg, 2 patients on OM 40 mg, 1 patient on AML 5 mg, 2 patients on
OM 10 mg + AML 10 mg, 1 patient on OM 20 mg + AML 5 mg, and 1 patient on
OM 40 mg + AML 5 mg.

e Dizziness (7 patients): 1 patient on placebo, 1 patient on OM 10 mg, 2 patients on
OM 20 mg, 1 patient on OM 10 mg + AML 10 mg, 1 patient on OM 40 mg +
AML 5 mg, and 1 patient on OM 40 mg + AML 10 mg.

e Fatigue (5 patients): 1 patient on placebo, 1 patient on OM 10 mg, 1 patient on
OM 40 mg, 1 patient on AML 5 mg, and 1 patient on AML 10 mg.

The most common adverse event leading to patient discontinuation was hypertension
(including preferred terms of hypertension, systolic hypertension, accelerated
hypertension, blood pressure increased, blood pressure diastolic increased, drug
ineffective, or blood pressure inadequately controlled). A total of 45 patients were
discontinued from the study due to hypertension. Thirty-nine of these patients were
discontinued from the study due exclusively to hypertension, including 14 patients in the
placebo group, 6 patients in the OM 10 mg group, 7 patients in the OM 20 mg group, 5
patients in the OM 40 mg group, 4 patients in the AML 5 mg group, 1 patient in the AML
10 mg group, and 2 patients in the OM 20 mg + AML 5 mg group. The remaining 6
patients were discontinued from the study due to hypertension in conjunction with other
adverse events, including 1 patient in each of the following groups: placebo, OM 10 mg,
OM 20 mg, OM 40 mg, AML 10 mg, and OM 40 mg + AML 5 mg.

The second most common adverse event leading to patient discontinuation was edema
(including preferred terms of edema, peripheral edema, pitting edema, generalized
edema, and localized edema). A total of 18 patients were discontinued from the study due
to edema. Twelve of these patients were discontinued from the study due exclusively to
edema, including 3 patients in the AML 10 mg group, 4 patients in the OM 10 mg +
AML 10 mg group, 1 patient in the OM 20 mg + AML 10 mg group, and 4 patients in the
OM 40 mg + AML 10 mg group. The remaining 6 patients were discontinued from the
study due to edema in conjunction with other adverse events, including 1 patient in the
OM 40 mg group, 2 patients in the AML 10 mg group, 2 patients in the OM 10 mg +
AML 10 mg group, and 1 patient in the OM 40 mg + AML 10 mg group.

7.1.6 Less common adverse events

No new safety concerns were identified during the course of this study. The frequencies
of adverse events reported in this study were consistent with the expected frequencies of
adverse events for an ARB and a dihydropyridine CCB. Outside of an interaction that
modified the frequency of peripheral edema (discussed below) there did not appear to be
any safety issues that were caused by the concomitant use of olmesartan medoxomil with
amlodipine.
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Other significant adverse events

None except that the frequency of headache, dizziness, and cough did not differ across
the different active treatment groups.

7.1.7 Laboratory findings

The following tables 116 — 118 show comparisons between high dose combination tablet
and monotherapy for 3 laboratory parameters, namely: ALT, AST and Platelets.

They show no statistically significant differences except for platelets. The reviewer
considered these findings in the overall assessment and in recommending approval of the
combination tablet even though there is an increase in the mean change from baseline to
week 8 in all 3 parameters- Platelets, ALT and AST. These have been discussed in
Section 1.3.3.

Table 116: ALT High doses vs. Monotherapy

Label - ;‘”Estimate”Standard Errbr“Pi‘ > |t|'|LVL0'WerV ||Upperl
20/10vs.20][-1.8081 J29642  |[0.5425]-7.6470|[4.0308]
20/10 vs. 10]]1.9646 |[2.9642 110.5081 ||-3.8742]/7.8035]
140/10 vs. 40][-0.2000 ||2.7980 [[0.9431][-5.7115]5.3115
[4or0vs. 10]32001 |27265 02403 ]-2.1614[8.5796)

Table 117: AST High Doses vs. Monotherapy
l Label ||Estimate |Standard Error IPr> ltl” Lower ”Upper]
20/10 vs. 20/(0.1717 |[1.8280 ||0.9252-3.4290](3.7723]
20/10 vs. 10]/1.3081 [[1.8280 ~l0.4749][-2.2927][4.9088
4010 vs. 40][-0.9600 17255 |[0.5785][-4.3588][2.4388
40/10 vs. 10[0.9036  ||1.6814 [ 0.5915|-2.4083]|4.2155]

Table 118: Platelets High doses vs. Monotherapy

 Label '”Estimate”Standard Er—ror”Pr > |t|” Lower ” Upper |
20/10 vs. 20][43.9444 |[20.4266- 110.0324 |[3.7087 |[84.1801]
120/10 vs. 10][36.8611.{[20.0399 0.0671 ||-2.6130 |[76.3352
40/10 vs. 40||-8.4589 |[19.5611 ||0.6658 ||-46.9898|[30.0719]
140/10 vs. 10][-1.9633 |[18.3669 ll0.9150 ||-38.1419][34.2153]
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7.1.8 Vital signs

There are minor significant statistically significant differences in the heart rates of
patients taking olmesartan 20 mg and amlodipine 5 mg from baseline to week 8 or early
termination. There are no changes in the heart rates of patients exposed to the

combination tablet (Table 119).
Table 119: Heart rates from baseline to week 8 - Period II - ITT
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7.1.9 Electrocardiograms , Best Possible Copy

There were no changes in physical examination or in the electrocardiographic findings
that were unexpected across the different treatment groups.

Table presents mean changes in 12 lead ECG parameters from baseline to week 8/ET.
There were no clinically relevant mean changes in any 12-lead ECG parameter for any
treatment group. Throughout the study, there were no differences among the treatment
groups based on individual 12-lead ECG results (Table 120).

Table 120: Mean changes in ECG from baseline to week8/early termination

Barameter {unit}/ ~Baseline { 2] - ~~feek §/EY--
Treatment i Mean Sh HMean 3B

PR Interval {msec}

Placebe 147 166.0 21.08 165.1 21,34 ~3.9 i1.88 0.36%4
OMLlG 151 185,2 25.29 164.0 25.65 -1.2 13.31 3.21%
oM28 148 1617 22.3% 160.8 22.3%5 ~-0.9 11.64 6.3215
OMad : 151 1867.9 25.82 165.7 28,67 ~2.2 11.23 g.0is8
BMLE 153 183.6 .27 163.1 21.21 -8.5 1.73 G.6028
R4L10 155 16248 19,15 162.1 20.3¢ -0, 5 12,28 G.6068
M1/ 2055 155 183.6 23,13 162.6 2:.5% ~1.9 10.87 §.2676
OMLE/ANLLY 147 183.¢ Z0.18 183.9 22.3% 6.9 12,01 3.3908
OM2G/2MLS B2 181.3 19,88 1807 19,48 ~G,5 12,41 £.594%
20721110 148 1641 20.91 184.2 21.92 8.0 13.3% G.9671
G-‘*E»‘:{E/Zﬂ‘} § 143 166.0 24.4¢ 184.2 25,35 ~1.% 9.4 G.0372

MAG/AMLLY 153 166.2 23.8% 167.2 23.60 1.0 13.22 £.3518

*Baseline is defined as the mean of the two measurements taken at day 1 and at the one measurement
taken at the screening

Two sided p-value is obtained from t test testmg whether change is equal to 0 within the treatment
group.
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7.1.10 Immunogenicity

Not relevant

7.1.11 Carcinogenicity

Both components are approved drugs and there is no evidence of carcinogenicity.

7.1.12 Special safety studies

Comparisons between patients receiving high dose combination tablets versus
monotherapy were carried out. Despite the increase in mean change from baseline to
week 8 of the liver enzymes, there was no statistically significant difference between the
high dose and monotherapy (Tables 116-117).

One recent article relating to amlodipine is cited below. It is similar to what has been
reported with phenytoin sodium.

Lafzi A, Farahani RM, Shoja MA. Amlodipine-induced gingival hyperplasia. Med Oral
Patol Oral Cir Bucal 2006;11:E480-E482.

7.1.13 Withdrawal phenomena and/or Abuse potential

No information available.

7.1.14 Human Reproduction and Pregnancy data

See Section 9

7.1.15 Assessments of effect on growth

No information available.

7.1.16 Overdose experience

There is no information on overdosage with AZOR in humans as it has not been
marketed.

Amlodipine: Overdosage might be expected to cause excessive peripheral vasodilation
with marked hypotension and possibly a reflex tachycardia. In humans, experience with
intentional overdosage of amlodipine is limited.

If massive overdose should occur, active cardiac and respiratory monitoring should be
instituted. Frequent blood pressure measurements are essential. Should hypotension
occur, cardiovascular support including elevation of the extremities and the judicious
administration of fluids should be initiated. If hypotension remains unresponsive to these
conservative measures, administration of vasopressors (such as phenylephrine) should be
considered with attention to circulating volume and urine output. Intravenous calcium
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gluconate may help to reverse the effects of calcium entry blockade. As amlodipine is
highly protein bound, hemodialysis is not likely to be of benefit.

Recently two cases of fatal amlodipine overdose have been reported in the literature:
Shlerov JH, Levine B, Ingwersen KM, Aronica-Pollack PA, Fowler D. Twe cases of
fatal amlodipine overdose. J Anal Toxicol 2006:30:346-51.

Olmesartan Overdosage: -
Limited data are available relating to olmesartan overdosage in humans. The most likely
manifestations of overdosage would be hypotension and tachycardia; bradycardia could
be encountered if parasympathetic (vagal) stimulation occurs. If symptomatic
hypotension should occur, supportive treatment should be initiated. The dialyzability of

olmesartan is unknown.

7.1.17 Post marketing experience

There is none as this is a new product.

7.2 Adequacy of patient exposure and safety assessments

For this class of drugs the duration of exposure is considered adequate for safety
assessments (Section 7) and tables showing adequate exposure to drug during other
clinical studies including those not in the US IND (Tables 121 — 124).

Table 121: Duration of Exposure during open label extension period

Table 5: Exposure to Study Medication During the CS8663-A-U361 Open-Label Period — All Patients Entering Period I1I
OMa0/ OMdl/

OM4Y/ OM40/ AMLIO/ AMLIY/

AMLS AMLID HCTZi25 HCTZ25 Total'
Extent of Exposure (Days)’
N 1679 1124 736 440 1684
Mean 5D 107.5£122.09 101.4 1 100.60 113.6+83.50 181.1 4 69.20 278.6476.73
Number (%)° in Specified Exposure Ranges
1 Day to <2 Weeks T340 B4 2230 7(1.6) 23414
>2 Weeks tos4 Weeks 310{18.5) 99.(8.83 BGR) 2(0.3) 25{L5)
>4 Weeks to <10 Weeks 163091 221(19.7) 298 (40.5} 45(10.2) 43{2.6)
>10 Weeks to<18 Weeks 10546.3) 18105 - 144 {19.6) 8H{1AD $5{3.3)
>18 Weeks 1020 Weeks 73{4.3) H00{8.9) 78{10.6) 82(i8.6) 4627
>26 Weeks to 34 Weeks 41{24) 567 89 (9.4 147 (33.4) 4627
334 Weeks to <44 Weeks 268{16.0} 173(15.6) 95(12.9) 03 (21.6) 922 {54.8)
>44 Weeks 148 (8.8) 5{04) 2(0.3) 1{0.2) 240311
*Extent of Exposure to Study Medications (Days) = Start Date of New Dose - Start Date of Current Dose. For the final dosing regimen, Extent of Exposure i calotilated s Last
Dose Date of Open-labef study medication - Start Date of Final Dosing Regimen + 1. In cases of back-titeation, Extent of Exposure i caleulated by summing all time intervals for
the givenstudy medication,
% Percentage is caleutated using the number of patients exposed to each dosing regimen a5 the devominator:
~Other reginiens not included except in Totaf column. Total column represents mean number of days of exposure to study treaiment, independent of dose regimens.
AML = amlodipine, HCTZ = hydrochlorothiazide, OM = olmesarian medoxomil,
Soorce: CSR 8663-A-U301 Post-text Table 14.1.8

Appears This Way

On Original
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Table 122: Duration of Exposure during open label period- Protocol CS8663 — A-E302
Table 6: Exposure to Study Medication in Périod I (Monetherapy) and Period
I {Double-Blind Treatment) — Safety Set 1 and Safety Set 2
Extent of Exposure oMze/ OM20/ OM20/
{Days) [1} OM20 Placebo AMLS AMLIO Overail
Period § (Monotherapy) ~ Safeiy Set {
N2 722
Mean (SD) 36.5(891)
Period II (Double-Blind Treatment) - Safeiy Set 2
N2y {79 182 177 538
Mean (SD) 56.8 (544) | 56.3(5.86). 1 53.8(7.23} | 56.3{622)
L. For Period I extent of exposure to-study medication = (date of last monotherapy dose - date of
first monotherapy dose) +1. For Period II: extent of exposure to study medication = (date of last
double-blind dose — date of first double-blind dose) + 1.
2. N isthe number of patients whose extent of 'exposure 1o study medication could be calculated.
AML = amlodipine; OM = olmesartan medoxomil; SI = standard deviation,
Sources: C88663-A-E302 Stutly Database Tables D22.1 and D22.2
Table 123: Protocol CS8663 — A-E303
Table 7: Duration of Treatment —Period 1 (Monotherapy) and Period 11
{Double-Blind Treatment) — Safety Set I and Safety Set 2
Esxtent of Exposure AMLS/ - UMY/ OM29/ OMd4/
{Days) |1} AMLS Placebo AMLS AMLI0 AMLS
Period 1 {Monotherapy) — Safety Set 1
N 2] 1012
Mean (SD) 56.0 {10.40)
Period 11 (Double-Blind Treatment) — Safety Set 2
NI[2] 188 191 188 186
Mean (SD} 55.2 (10.08) | 34.5(10.27) | 56.0(7.70) 56.2 (8.15)
¥ For Period I: Duration of Treatment {Days}= Date of Last Monotherapy. Dose ~ Date-of First Monotherapy
Dose + 1. For Period II: Extent of Exposure to Study Medication {Days) = Last Dose Date of dotible-biind
study medication — First Dose Date of double-blind study medication + 1.
N is the number of patients whose extent of exposure to study medication could be calculated,
AML = amlodipine; OM'= olmesartan medoxomil; SD = standard deviation.
Sowrces; CS8663-A-E303 Suidy Databage Tables D39.1 and D39.2
Table 124: Duration of exposure Period III Double blind up titration-Protocol CS8663 — A-E303
Table 8: Duration of Treatment - Period HI (Double-Blind Up-Titration)
AMLS/Placebo OMIH/AMLS OM20/AMLS OMAAMLS
Extent of Exposure to t0 1o 0
(Dam) {1 AML3Plucebo | OMIOAMLS | OMIVAMES | OMIO/AMLS | OM2O/AMLS [ OMJOAMLS | OMAMAMLS | OM4DAMLID
Period 1H {Double-blind Up-titration)
N{2] 68 107 97 2 18 58 11 1
Mean (SD) 5144813 564(3.12 $6.9(3.03) ST2{6.13) 364 (6.00) 382 (457 36.3 (R.65) 354 (477}
" For Period HI: Duratipn of Treatment (Days) = Lis| Dose Dale of double-blind stilby medication - First Dose Dale of double-blind stady medication + 1.
* N fs the sunder of pationis whose extent of exposare to study medicztion eoutd be ealenluted.
AML= ambodipine; OM = ol doxomil; SD = standard destation.
Sources: CS8663-A-E303 Study Database Table D39.3

7.3 Summary of selected Drug-related adverse events

Possible drug-related adverse reactions during the double-blind period occurring in the
patients treated with AZOR at about the same or greater incidence than patients receiving
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placebo included hypotension, orthostatic hypotension, rash, pruritus, palpitation, urinary
frequency, and nocturia. (Table 125)

Table 125: Drug related adverse events by system organ class > 1%.

Table 77: Drug-Related Treatment-Emergent Adverse Events by System Organ Class and Preferred Term (Incidence
Z1% in Any Treatment Group) — Safety Population

OMI0Z | ooMaer | oM | oM | oMz | ozdne
i M9 oM OMMD | AMLS | AMLIG | OAMLS | AMIE | AMLS | AMLIO | AMLID | AMLIS
N=162) | Nw 16D | (N-161) | (N-362) | N= K60 | (N=163) | (N 163) | (N=161) | N<162) | (N=162) | (N- 1801 | (N= 162)
System Organ Class
Proferred Term 1 (Vad n{%;} W (%) 1 (Y% 1 {%) 11 (V%) 1% n{%) 2 (%5} 1 (%) n{%) »{%)
f"‘h:;f":;‘r';‘:; f‘s‘i;“’_"fndi o AT M | 25| Boan | ORS| s5Ere ] Tuem | Mo | 3008s) | 3eier] sas® | 2800
dermt corabined frms! 1368 1 18¢11) BiK6Y | (23| WDy | 95Qréy T 2SUSH T a3 wead | atamey ] wasn | waen
Pitigue 5030 745 M| 208 U 203 1008 3069 712.3) 248 $13.03 102
Asthenia D05 00 110,03 wing; 0iE | 0100 oitih 0 {6 {1y D{0.0) 213 00
Chest pain pEs - B 000 0 {03 3893 B0y i) B0 2160 D180 D003 D¢
0105 Q041 0460y 0 6.0} 0{0.0} 3{0.0} G065 B0 an 0 (1 243y 0400
et disorders BEL T eR T HEN TN T 0 6.5y IGH EEE) B0 TTI06.2) EE K M T YT T R 74
Hendache 1163 T3 6637 91563 637 LI 204D 4(2.3) 428 51303 6418 442.8)
Dizzistess 6037 3019 71431 637 10157 201 1¢0.6) $(3.5 839 3019 283 s(3n
Hypoesthesi 105 1(0.0) ) (816 {0 0100 000 il 900y 060 20312 0{6.0) 0{0.9)
Vol derders 556y T 3 1 (567 01l Vg6 Gioh 11669 T{0.6) T3 EAT T MY (R
Hypersansion combined tomms® 9(5.6) 338 51343 30193 106} 6(0,0) 106 110.0) 1 {063 1{6.6) 1{66) 006
Hypotension combined s’ Q081 16 G0 9{083 5{9.0) 0{6.0) 1{0.0) $(6.0) 11063 2{1.2) {063 2{12)
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isordirs).

Adverse events by severity
The number and percentage of patients with clinical TEAEs by maximum severity are
summarized in Post-text Table 14.3.1.5. Throughout the study, 590 (30.4%) patients
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experienced mild TEAEs, 375 (19.3%) patients experienced moderate TEAEs, and 55
(2.8%) patients experienced severe TEAEs. The distribution of patients with mild,
moderate, and severe TEAEs was similar in all treatment groups. There was a slightly
lower incidence of severe TEAEs within the olmesartan medoxomil monotherapy groups,
each of which had a frequency of severe TEAEs <2%. None of the treatment groups had
an incidence of severe TEAEs >5%.

For all treatment groups, the majority of edema (including the preferred terms of edema,
edema peripheral, pitting edema, generalized edema, and localized edema) was of mild
severity. The frequency of moderate edema was 9.2% in the AML 10 mg group
compared with 9.3% in the OM 10 mg + AML 10 mg group, 3.8% in the OM 20 mg +
AML 10 mg group, and 6.2% in the OM 40 mg + AML 10 mg group. For the remaining
treatment groups, the frequency of moderate edema ranged from 1.2% to 6.8%. Severe
~edema was experienced by a total of 5 (0.3%) patients: 1 (0.6%) patient in the AML 5 mg
group, 2 (1.2%) patients in the AML 10 mg group, 1 (0.6%) patient in the OM 10 mg +
AML 10 mg group, and 1 (0.6%) patient in the OM 40 mg + AML 10 mg group. See
.Tables in Section 9.3.1 under Risk management activity.

Hypertension (including the preferred terms of hypertension, systolic hypertension,
diastolic hypertension, accelerated hypertension, blood pressure increased, blood pressure
diastolic increased, or blood pressure inadequately controlled) was mild in 16 (0.8%)
patients, moderate in 25 (1.3%) patients, and severe in 7 (0.4%) patients. The frequency
of moderate hypertension was 4.9% in the placebo group and ranged from 0.0% to 3.1%
in the remaining treatment groups. Severe hypertension was experienced by 1 (0.6%)
patient in the placebo group, 1 (0.6%) patient in.the OM 20 mg group, 2 (1.2%) patients
in the OM 40 mg group, 1 (0.6%) patient in the AML 5 mg group, and 2 (1.2%) patients
in the OM 40 mg + AML 5 mg group (see Post-text Data Listing 16.2.7.1).

There were no other treatment-related trends with respect to the frequency of specific
‘"TEAEs by maximum severity.

The number and percentage of patients with clinical drug-related TEAEs by maximum
severity is summarized in Post-text Table 14.3.1.7.

Overall, most of the clinical drug-related TEAEs experienced by patients were considered
to be mild in severity.

Edema

Edema is an important impediment to compliance with CCBs, and since a potential
benefit of the combination product is attenuation of CCB-related edema, Sankyo decided
to better profile the edema response during the conduct of the factorial design trial. On
the basis of known experience with the combination of benazepril and amlodipine, it was
anticipated that co-administration of olmesartan medoxomil would potentially reduce or
eliminate the incidence of amlodipine-induced edema.

Specifically, the results demonstrate the benefits of CS-8663, while at the same time the
relatively aggressive harvesting of edema reveals a considerably higher incidence of
edema in all groups, especially in placebo-treated patients (Table 126).
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Table 126: Patients with peripheral edema
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7.4 General methodology Best Possib le Copy

Described in Sections 1, 6, and 7.

Regulatory
Several changes were made to Version 1 of the final study protocol (7 January 2005)
including additional accepted methods of antihypertensive medication withdrawal,
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changes in visit dates for the pharmacokinetic substudy evaluations, adjustments to the
description of blood pressure measurements during the pharmacokinetic substudy,
additional safety assessments of peripheral edema and body weight, and changes to the
requirements for removal of patients from the study. These changes were incorporated
into Version 2 of the study protocol (30 June 2005). In addition, a response letter from
the FDA (23 February 2005 noted below), specified changes to the statistical analysis
plan in Version 1 of the protocol. The statistical methods were revised within Version 2
of the protocol to reflect these FDA-specified changes.

8 ADDITIONAL CLINICAL ISSUES

Additional clinical study: E-302:

(CS 8663 — A-E302) Protocol Title : Efficacy and Safety of amlodipine used as Add-
on therapy in moderately severely hypertensive patients not adequately controlled
by Olmesartan Medoxomil 20 mg monotherapy. Not under the US IND.

A review of this study is not essential for the approval for this NDA. Although it is not
under the US IND, the data from the completed study contributed to the safety data on
the monotherapy components of the combination tablet.

The study demonstrated the significant add on effect of Amlodipine on 20 mg
olmesartan medoxomil (Table 126).

Efficacy: The primary efficacy endpoint was the mean change from baseline (Week 8) to
Week 16 (end of double-blind treatment period) using last observation carried forward
(LOCEF) in trough sitting DBP.

Methodology: This was a multi-centre, multi-national, randomized, double-blind,
parallel-group trial consisting of a 1- to 2-week taper-off phase (applicable to eligible
patients being treated with antihypertensive medication other than OM 20 mg or OM 40
mg at the time of screening for the trial) and 2 treatment periods (Period I and Period II).
Period I (Visit 2 and Visit 3; Day 1 to Week 8) was an 8-week open-label period during
which all patients received monotherapy with OM 20 mg. At the end of Period I (Visit
4/Week 8 [randomization visit]), only non-responders were eligible to be randomized
(see Diagnosis and Main Criteria for Inclusion) and enter Period II. Patients whose BP
was controlled on OM 20 mg at Week 8 were discontinued from the study. Period 11
(Visit 4, Visit 5, and Visit 6; Week 8 to Week 16) was an 8-week double-blind period
during which patients non-responsive to OM 20 mg treatment during Period I were
assigned randomly in a 1:1:1 ratio to 1 of 3 treatment groups:

* OM 20 mg + placebo, * OM 20 mg + AML 5 mg, or * OM 20 mg + AML 10 mg.

Patients recruited to participate in the trial had a history of moderate to severe
hypertension or were patients with newly diagnosed moderate to severe hypertension.
Patients with a history of hypertension were further classified by type of prior
antihypertensive treatment (i.e., treated with OM therapy [20 mg or 40 mg] or treated
with antihypertensive medications other than OM).
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Sphygmomanometers were used for conventional BP measurements throughout the trial.
After a 10-minute rest period, 3 separate sitting BP measurements were taken at least 1
minute apart. The 3 results were averaged and rounded to a whole integer. In addition,
24-hour ABPM was performed 3 times during the study (1 day prior to Visits 2, 4, and 6).

Duration of Treatment: 16 weeks (8 weeks of open-label monotherapy and 8 weeks of
double-blind treatment)

Planned: 429 randomized patients Screened: 1519 patients Entered Monotherapy (Period

I): 722 patients Randomized: 538 patients Discontinued: 13 patients Completed: 525
patients

Summary:

Efficacy Results: The primary efficacy analysis demonstrated that 8 weeks of double-
blind treatment with the combination of OM + AML (OM 20 mg + AML 5 mg and OM
20 mg + AML 10 mg) reduced mean sitting DBP to a significantly greater extent than
treatment with OM 20 mg + placebo. The table below presents the results for mean
change and adjusted mean change in sitting DBP from baseline (Week 8) to Week 16
with LOCF for the Full Analysis Set. Treatment with OM + AML combination therapy
resulted in statistically significant reductions in adjusted mean sitting DBP when
compared with OM 20 mg + placebo therapy: -2.7 mmHg for OM 20 mg + AML 5 mg
(p=0.0006) and -3.2 mmHg for OM 20 mg + AML 10 mg (P<0.0001) (Table 128).
Safety in Section 7.

Table 128: Add-on effect of amlodipine- Monotherapy versus placebo with baseline at 8 weeks from

Period 11
(IRSTRUTIEE S S

Week 16 LOCF OMFlaceba OMIVAMLS OMI0AMLID
Analysts Variable N=179 =18 H=11
it 178 182 177
Baseline mean {30 2] 07.2 (4.8 015434} 211428
Week 18 LOCE mean (5D} 13 804854 RE.0 730 86,0 7.38)
Mean changs (30) TR (785) -18.8{7.20 -1L1{841)
Adjnsted mesn chanze (5E) [4] 18055 -18.4{0.55) -10.9{058

Treatment comparison with OM20/Placebo
Adjasted mean chanze (SE} [4] . -27(0.75) -1.2{0.76)
5% confideace interval 4] 44,-11 48 -13
Beyalus [4] _ Q005 =0.0001

1. N =the mumber of parients with values 21 both ime points.

2. Baseline=Wesk §,

3. Wesk 16 LOCF was defined 2 the last svallable messarement daring the doubie-blind testment paried.

4. Siafistics were hased on an Analysis of Covarlance model, including treatment, pooled rentre, and Sasedine valoe as 2 covariate. Al
comparisons ara with OM20Placebe asing Durmett’s test to adjust for pultiple festing.

AML = amiodipine; LOCF = last obzarvation carvied formard, OM = olmesaman medozomil, 5D = standard deviation; SE = standard srror,

Sources: Post-bemt Tables 1923, 1424 and 323 '




A .Olufemi Williams M.D. . 158
Medical Reviewer (AZOR)
Amlodipine besylate and Olmesartan Medoxomil NDA22- lOO

8.1 Dosing Regimen and Administration

The recommended starting dose of AZOR is 5/20 mg once daily. Dosage should be
guided by clinical response. The dose of AZOR may be increased after 2 weeks in
patients requiring further reduction in blood pressure to goal, to a maximum dose of
10/40 mg once daily.”

In principle, the starting dose of AZOR should be selected based on the dose of the
component already in use. The dose of AZOR may be increased after 2 weeks in patients
requiring further reduction in blood pressure to goal, to a maximum dose of 10/40 mg
once daily orally. There are three formulated strenigths 5/20, 5/40, and 10/20. The 10 mg
olmesartan has not been approved in the US although it has been approved in Europe and
the sponsor carried out studies with 10 mg Olmesartan. The reason for including the
10mg olmesartan dose in this study is to allow the sponsor obtain approval for this
combination outside of the United States.

DOSAGE FORMS AND STRENGTHS
AZOR tablets are formulated for oral administration in the following strength
combinations:

5/20 5/40 10/20
amlodipine
equivalent 5 5 10
(mg)
olmesartan
medoxomi 20 40 20
1 (mg)
*\\tf %
et

This reviewer does not agree with the above proposal because there are no safety data or
risk-benefit analysis to support use of AZOR as initial therapy in patients that physicians
consider unlikely to reach their blood pressure goal with one agent.

In the amlodipine 5 mg and 10 mg combination treatment groups, increasing the dose of
olmesartan medoxomil from 10 mg to 20 mg and then to 40 mg resulted in approximately
1 to 2 mmHg greater lowering of mean SeDBP for each doubling of the dose. The risk of
doubling the dose for the clinical benefit will have to be further evaluated particularly
with the relatively higher frequency of thrombocytosis, hypotension and edema in
patients receiving the higher dose.
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8.2 Drug-Drug Interactions

See Section 1.3.5 and Section5

8.3Special populations

See Section 6

8.4 Pediatrics

No studies have been carried out on children.

8.5 Advisory Committee Meeting

Not recommended unless the sponsor wishes to contest the claim that the combined
should be approved for initial therapy.

8.6 Literature review

Advantages and Disadvantages of Monotherapy
Monotherapy with antihypertensive agents achieves target blood pressure in only a

proportion of patients treated. In a trial conducted by the Department of Veterans A ffairs
Cooperative Study Groups on Antihypertensive Agents, monotherapy with any of 6
different study drugs was found to reduce blood pressure to target levels (diastolic blood
pressure <90 mmHg and systolic blood pressure <140 mmHg) in only about 50% of
unselected patients with mild to moderate hypertension.2 Similar results were found in
the Hydrochlorothiazide, Atenolol, Nitrendipine, Enalapril (HANE) study and the
Treatment of Mild Hypertension Study (TOMHS).3,4 The results of clinical trials with
olmesartan medoxomil monotherapy reflect this general experience. In placebo-
controlled studies with olmesartan medoxomil monotherapy, the proportion of patients
achieving target diastolic blood pressure (<90 mmHg) over the dosage range of 10 mg-80
mg was found to be about 50%-60%.6, 7 Responder rate (defined as the percentage of
patients with a decrease in diastolic blood pressure to =90 mmHg or a décrease from
baseline of =10 mmHg) was higher at about 70%-80%. Similar results have been‘ reported
for other angiotensin II antagonists. Control of systolic blood pressure with monotherapy

is even more difficult than control of diastolic blood pressure.

The inability of any single agent to reduce blood pressure to target levels in all patients

treated is not surprising, given the polygenic and multifactorial nature of the pathogenesis
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of hypertension.11 Even with modern potent antihypertensive agents, combination
therapy is likely to be required to achieve target blood pressure in many patients. The
need for combination therapy has been demonstrated in recent large-scale clinical studies.
In the Hypertension Optimal Treatment (HOT) trial, 77% of the patients allocated to a
target diastolic blood pressure of >=90 mmHg remained on calcium channel blocker
(CCB) baseline therapy at the end of the study, but usually together with an angiotensin—
converting enzyme (ACE) inhibitor (35%) or a beta-blocker (25%).12 Similarly, in the
Reduction of Endpoints in NIDDM with the Angiotensin Il Antagonist Losartan
(RENAAL) study, 78% of patients randomized to Losartan received add-on therapy with
a CCB.13 In the Losartan Intervention for Endpoint Reduction in Hypertension (LIFE)
study, only 11% of patients randomized to Losartan remained on monotherapy at the end
of the study.14 In the Antihypertensive and Lipid-Lowering Treatment to Prevent Heart
Attack Trial (ALLHAT), the mean number of antihypertensive medications taken was 1.4
to 1.5 after the first year and 1.8 to 2.0 by year 5.15

The different mechanisms of action of the differant antiltypertensive agents can
augment the owverall blood pressure-lowering effects of the combination regimen.
Furthermore, the actions of one agent can ameliorate the adverse effects of another
agent being used concomitantly. For instance, dilrydropyridine CCBs activate the
sympathetic nervous system and rentz-angiotensin-aldosterone axis to VATYINng
extents. These effects may be minimized by the co-adminisiration of an ACE
inhibitor or an angiotensin receptor blocker (ARB). In addition, C©CBs are
intrinsically natciuretic and induce 2 state of negative sodivm balance, which further
seinforces the antihypertensive effects of drugs acting on the renin-angiotensin
system. Peripheral odema is ome of the most common adverse effects of
dihydropyridine CCBs and probably results from wasodilatation and reduction in
pre-capillary resistance. This effect can be ameliorated during concomitant use with
ACE inhibitors or ARBs, which lower post-capillary resistance and hence tend to
normalize intracapillary pressure and reduce fluid exudation 1517

These efficacy and safety data illustrate the importance of combination therapy when
monctherapy fails to achieve blood pressure: targets. In addition, fixed combination
formulations can coniribute significantly to improwved compliance  with
antthypertensive therapy. Without adequnate compliance, blood pressure targets are
logically less likely to he met, and hence, the reduction in cardiovascular risk may be
less than could be achieved with regular medication intake.

The European Society of Hypertension/Fwropean Society of Cardiology (ESH/ESC)

guidelines en the clinical management of hypertension published in 2003 recognize
ARB/CCB combination treatment as an effective and well-tolerated therapeutic
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On Original
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option.”® As described above, the INC7 guidelines also secommend the use of
combination therapy in appropriate circumstances.

Based on these internationally recognized puidelines and the need to facilitate
enhanced compliance and blood pressure control, a tablet comaining 2 combination of
olmesartan medoxomil and amlodipine is being developed for the treatment of mild to
severe hypertension. Data on the clinical development of both olmesartan medoxomil
and amlodipine can be found highlighted in the Investigator’s Brochure!® and in the
respective package inserts ™!

Olmesartan medoxomil {the prodmag form of active olmesartan) is an orally active
angiotensin I antagonist intended for use in treating hypertension. The dmg was
granted marketing approval by the Food and Drug Administration (FDAY on 235 April
2002, and is available in the US as 5, 20, and 40 mg Benicar” tablets. The experience
derived from the clinical trials conducted with olmesartan medoxomil i3 accounted
for by the most recent version of the US package insent (July 2005).° In addition,
olmesarfan medoxomil is approved in Japan, Furope, and some Latin American
countries.

The antihypertensive effect of olmesartan medoxomil was demonstrated in 7 placebo-
controlled studies at doses ranging from 2.5 mg to 80 mg for 6 to 12 weeks. The
response in terms of reductions in peak and trough blood pressure was dose related;
however, pimesartan medoxomil doses greater than 46 mg had litfle additional effect.
The onset of the antihypertensive effect occurmred within 1 week and was largely
manifest after 2weeks, with effects on blood pressure maintained threughout a
24-howr perod.

The antihypertensive effect of olmesartan medoxomil is similar in men and women,
and in patients older and younger than 65 years. The effect is smaller in Black
patients, who are usually a low-renin population, ds has been seen with other ACE
inhibitors and ARBsz.

8.7 Post Marketing Risk Management Plan

See Section 1.2.1

8.8 Other relevant materials

9 OVERALL ASSESSMENTS

161

The combination of olmesartan medoxomil and amlodipine reduced both mean SeDBP

and mean SeSBP to a significantly greater extent compared to the component

monotherapies that made up each combination. The combination of OM 40 mg + AML

10 mg resulted in the greatest mean reductions in both SeDBP and SeSBP. Although
there were minor differences in some of the subgroups, similar reductions in blood

pressure were observed in all of the subgroups analyzed.
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For approval, the primary efficacy endpoint has to demonstrate that co-administration of
olmesartan medoxomil (OM) and amlodipine (AML) is more efficacious for lowering
seated diastolic blood pressure (SeDBP) compared to each of the corresponding
monotherapy components. This regulatory requirement was satisfied by the data from
the pivotal study. '

The double blind treatment period of study which randomized 1940 patients out of 4234
patients screened , referred to as Period II, demonstrated that Olmesartan medoxomil 10
mg20mg and 40 mg given together with Amlodipine 5Smg and 10 mg reduced
significantly both diastolic and systolic blood pressure to a greater degree than its
constituent components. The combination of 40 mg Olmesartan and 10 mg Amlodipine
produced the greatest mean reduction in SeDBP and SeSBP.

This reviewer is unable to recommend this for initial therapy based on the fact that there
are 1) no studies to show a “stepped care” approach as advocated by the Advisory
committee on Avalide (See minutes of AC on April 18 2007).

2) There is no evidence to show that the improved response rate on the combination is
improved with corresponding reduction of adverse event ;

3) That the arbitrariness of BP reduction -in the indication sought has
not been validated for cardiovascular risks and other clinical outcomes

4) There is a temporal factor of 8 weeks (Period II) that militates against optimal safety
evaluation :

5) there is a need for enrichment of patient subsets including age (>70 or 75 years)
(N=384 for > 65) and race for adequate safety evaluation; the numbers of randomized
patients with co-morbid conditions such as kidney disease, congestive heart failure,
coronary artery disease and diabetes mellitus are inadequate for safety evaluation. For
example, of the total number of subjects in the double-blind clinical study of AZOR, 20%
(384/1940) were 65 years of age or older and 3% (62/1940) were 75 years or older. With
these shortcomings, there is a lack of data for a quantitative and qualitative risk-benefit
assessment for initial therapy.

9.1 CONCLUSIONS

AZOR tablets are formulated in four strengths for oral administration with a combination
of amlodipine besylate , equivalent to 5Smg and 10 mg of amlodipine free-base, with 20
mg, or 40 mg of olmesartan providing for the following available combinations: 5/20,
10/20, 5/40, and 10/40 mg.

¢ The combination of olmesartan medoxomil and amlodipine reduced both mean
SeDBP and mean SeSBP to a significantly greater extent compared to the
component monotherapies that made up each combination.

* The drug effect for combination therapy was defined on the basis of exposures to
both compounds, and it was greater than either of the monotherapy components
alone.

“b(4)
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The magnitude of the placebo-subtracted reduction of both the diastolic and
systolic blood pressure by the combined tablet in all sub groups analyzed is
relatively great; thus making it a potentially effective antihypertensive for patients
who are not responding adequately to monotherapy. It is however noteworthy that
2 patients on the combination tablet withdrew from the study for lack of efficacy.

The combination of OM 40 mg + AML 10 mg resulted in the greatest mean

reductions in both SeDBP and SeSBP.

Although there were minor differences in some of the subgroups, similar
reductions in blood pressure were observed in all of the subgroups analyzed.

The combination treatments, particularly the higher dose combination treatments,
did result in abnormal laboratory parameters compared to their component
monotherapies.

Edema, which is commonly associated with amlodipine 10 mg therapy, reduced
in frequency when it was given in combination with increasing dose of olmesartan
medoxomil. '

A positive benefit-risk assessment was confirmed for patients with blood pressure
>160/100 mmHg who received the combination tablet compared to the lower
doses of monotherapy, particularly, Olmesartan 10 and 20 mg and Amlodipine 5
mg. The magnitude of such risk-benefit by all the combination doses however
was not that great compared to amlodipine 10 mg monotherapy.

A review of the safety profile based on frequency and specific types of events, as
well as an assessment of potential relationships between the events and study
medication, suggest that there was no greater incidence of SAEs or adverse event
discontinuations due to the combination of olmesartan medoxomil and amlodipine
than with the monotherapies.

However the reviewer notes that the safety evaluation of the combination tablet at
high doses reveals adverse events that include elevated liver enzymes, abnormal
laboratory parameters, hypotension and edema, albeit modulated by increasing
doses of olmesartan medoxomil. This is perhaps not surprising as one of the
components has dose related adverse events.

Generally, the response to all therapy groups, monotherapy and combination, was
found to be greater in the non-Black population, except for the AML 10 mg
monotherapy. There was no age or gender differences.

There was a higher frequency of edema in patients given the combined tablet
compared to those given Olmesartan alone.
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The review of the efficacy results and safety profile of the combination tablet supports
the recommendation for approval for treatment of hypertension subject to the usual post-
marketing surveillance for all new drugs.

9.2 RECOMMENDATIONS ON REGULATORY ACTION

AZOR is an immediate release, fixed-dose combination film-coated drug product for oral
use. Daiichi-Sankyo submitted this 505(b)(2) application electronically for AZOR
(amlodipine besylate and olmesartan medoxomil) Tablets for the following proposed
indications:

-AZOR is indicated either alone or in combination with other antihypertensive agents for
the treatment of hypertension .
-AZOR is indicated for initial therapy in selected patients with hypertension requiring a
blood pressure reduction of greater than or equal to 20/10 mmHg.

This reviewer recommends that the combination tablet of amlodipine and olmesartan be
approved for the treatment of mild to severe essential hypertension having demonstrated
statistically significant lowering of seated diastolic and systolic blood pressure compared
to the corresponding monotherapy components, hence in compliance with regulatory -
criteria.

This reviewer however does not recommend that AZOR can be used for initial therapy in
selected patients with hypertension requiring a blood pressure reduction of greater than or
equal to 20/10 mmHg (See Section 9.1).

9.3 RECOMMENDATIONS ON POSTMARKETING ACTIONS

9.3.1 Risk management Activity

The laboratory abnormalities that appeared to be changed as a result of treatment
will need to be monitored as part of the post marketing surveillance particularly
the elevated liver enzymes and the increased platelets. The mean platelet counts
did increase in all active treatment groups with the least change observed in the
olmesartan medoxomil monotherapy treatment groups. The greatest increases
occurred with amlodipine 10 mg and in the combination treatment groups that
contained amlodipine 10 mg. None of these laboratory abnormalities are
considered to be clinically meaningful by the sponsor but this reviewer
recommends that these abnormalities be monitored during the post marketing
period.

There are no other specific risk management activities recommended other than
those in place for the individual component drugs particularly peripheral edema.
The following two tables illustrate the importance of edema in the patients
exposed to the combination tablet
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Table 129: Frequency of Edema in the safety population during the double blind period
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Figure 13: Placebo-subtracted incidence of Edema in safety population during the double
blind period-ITT
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9.3.2 Required Phase 4 Commitments

None recommended. However, the sponsor may consider carrying out a larger
study in the future if the need for an indication for initial therapy is pursued. The
sponsor may benefit from the guidelines to be suggested by the Cardiorenal
Advisory Committee on Avalide (Irbesartan/HCTZ).

9.3.2 Required phase 4 commitments

There are no phase 4 requirements recommended

9.3.30ther Phase 4 requests

There are no other phase 4 requirements recommended

9.4 LABELING REVIEW

This will Be done with the other division reviewers. The clinical areas of the label that
will probably need some fine tuning include the paragraphs reproduced below and
underlined/boldened and the areas of indication sought and safety. The comments of the
reviewer on the proposed label will be discussed during the Division’s meeting.
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Title of Trial: Efficacy and Safety of Amlodipine Used as Add-On Therapy in Moderately to
Severely Hypertensive Patients Not Adequately Controlled by Olmesartan Medoxomil 20 mg
Monotherapy (CS8663-A-E302)

Investigators: Peter Brommer, M}, FhD, et al.
Trial Centres: 47 mvestigative sites in Burope
Publicafion {reference): none

Trial Period: 60 weeks Phase of Development:
Initiation date: 28 October 2005
Completion date: 22 December 20086

Initiation date: 28 October 2005 Completion date: 22 December 2006
Trial Objectives:

Primary Objective: The primary objective was to demonstrate the additional
antihypertensive efficacy in lowering trough sitting diastolic blood pressure (DBP)
gained by adding amlodipine (AML) 5 mg or 10 mg to the treatment regimen in patients
with hypertension not adequately controlled on olmesartan medoxomil (OM) 20 mg
alone as assessed by conventional blood pressure (BP) measurements after 8 weeks of
double-blind treatment.

Secondary Objectiveé: Secondary objectives were:

* To evaluate after 4 weeks and 8 weeks of double-blind treatment, the additional
antihypertensive efficacy in trough sitting systolic blood pressure (SBP) lowering of the
combinations of OM and AML compared to monotherapy with OM 20 mg using
conventional BP measurements;

* To evaluate after 4 weeks of double-blind treatment, the additional antihypertensive
efficacy in trough sitting DBP lowering of the combinations of OM and AML compared
to monotherapy with OM 20 mg using conventional BP measurements;

* To evaluate the additional antihypertensive efficacy in DBP and SBP lowering using
24-hour ambulatory blood pressure monitoring (ABPM) after 8 weeks of double-blind
treatment;

* To evaluate the number and percentage of patients in each treatment group achieving
BP goal (defined as BP <140/90 mmHg, <130/80 mmHg for diabetic patients) as
assessed by conventional BP measurements after 4 weeks and after 8 weeks of double-
blind treatment; and
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* To evaluate the safety and tolerability of the co-administration of OM and AML versus
monotherapy with OM 20 mg after 8 weeks of double-blind treatment.

Methodology: This was a multi-centre, multi-national, randomized, double-blind,
parallel-group trial consisting of a 1- to 2-week taper-off phase (applicable to eligible
patients being treated with antihypertensive medication other than OM 20 mg or OM 40
mg at the time of screening for the trial) and 2 treatment periods (Period I and Period I).
Period I (Visit 2 and Visit 3; Day 1 to Week 8) was an 8-week open-label period during
which all patients received monotherapy with OM 20 mg. At the end of Period I (Visit
4/Week 8 [randomization visit]), only non-responders were eligible to be randomized
(see Diagnosis and Main Criteria for Inclusion) and enter Period II. Patients whose BP
was controlled on OM 20 mg at Week 8 were discontinued from the study. Period II
(Visit 4, Visit 5, and Visit 6; Week 8 to Week 16) was an 8-week double-blind period
during which patients non-responsive to OM 20 mg treatment during Period I were
assigned randomly in a 1:1:1 ratio to 1 of 3 treatment groups:

* OM 20 mg + placebo, * OM 20 mg + AML 5 mg, or  OM 20 mg + AML 10 mg.

Patients recruited to participate in the trial had a history of moderate to severe
hypertension or were patients with newly diagnosed moderate to severe hypertension.
Patients with a history of hypertension were further classified by type of prior
antihypertensive treatment (i.e., treated with OM therapy [20 mg or 40 mg] or treated
with antihypertensive medications other than OM). See below for trial inclusion criteria
regarding BP.

Sphygmomanometers were used for conventional BP measurements throughout the trial.
After a 10-minute rest period, 3 separate sitting BP measurements were taken at least 1
minute apart. The 3 results were averaged and rounded to a whole integer. In addition,
24-hour ABPM was performed 3 times during the study (1 day prior to Visits 2, 4, and 6).

Duration of Treatment: 16 weeks (8 weeks of open-label monotherapy and 8 weeks of
double-blind treatment)

Number of Patients:

Planned: 429 randomized patients Screened: 1519 patients Entered Monotherapy (Period
I): 722 patients Randomized: 538 patients Discontinued: 13 patients Completed: 525
patients

Sample Size: The sample size was calculated based on the following assumptions for
Period II: a treatment effect of OM + AML combination therapy versus OM monotherapy
in DBP of=3 mmHg at the end of 8 weeks of double-blind treatment, a common standard
deviation of 7.5 mmHg, 80% power, and an overall Type I error of 0.05. Thus, 121
patients per treatment group were required to complete the study. Assuming a dropout
rate of 15%, at least 143 patients were to have been randomized to each treatment group,
for a total of 429 patients randomized into the study.
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Diagnosis and Main Criteria for Inclusion: Patients enrolled in this study included males
and females =18 years of age, with a history of moderate to severe hypertension (SBP
=160 mmHg and DBP =100 mmHg). At the screening visit, newly diagnosed
hypertensive patients were required to have a mean sitting BP of =160/100 mmHg. There
were no specific BP requirements at this visit for patients who were required to taper-off
their antihypertensive medication (other than OM 20 or 40 mg). Patients being treated
with either OM 20 mg or OM 40 mg had to have a previous diagnosis of moderate to
severe hypertension and were required to have a mean sitting BP of =140/90 mmHg.

The BP requirements for entering the open-label monotherapy treatment period at Visit 2
included a mean sitting BP of =160/100 mmHg, a mean 24-hour DBP of =84 mmHg, and
at least 30% of daytime DBP readings >90 mmHg. Patients treated with either OM 20 mg
or OM 40 mg at the beginning of the trial had to have a mean sitting BP of =140/90
mmHg, a mean 24-hour DBP of =80 mmHg, and at least 30% of daytime DBP readings
>85 mmHg. '

To enter the double-blind treatment period at Visit 4, patients needed to be non-
responders to OM 20 mg. A non-responder was defined as mean trough sitting DBP =90
mmHg; mean trough sitting SBP =140 mmHg; and mean 24-hour DBP =80 mmHg with
at least 30% of daytime DBP readings >85 mmHg. In addition to the BP requirements,
patients should have met all other entry qualifications based on medical history, physical.
examination, electrocardiogram (ECG), and Jaboratory tests.

At any time during the course of the trial, a patient was withdrawn immediately for any
of the following reasons: ‘

* Major protocol violations (e.g., pregnancy) if there was a safety risk associated with
continuation of the trial; » Any change in the patient’s condition which in the
Investigator’s opinion, for reasons of safety or ethics, precluded further participation in
the trial; » Mean sitting DBP >115 mmHg; « Mean sitting SBP >200 mmHg; « Mean 24-
hour DBP as assessed by 24-hour ABPM >104 mmHg; or « Bradycardia (<50 beats/min
at rest).

Investigational Product and Comparator Information: Investigational Product: OM 20 mg
tablets (Daiichi Sankyo Batch No. 2004 337572 01) AML 5 mg tablets (Daiichi Sankyo
Batch No. 3998V04011; Pfizer Lot No. 410 203 830) AML 10 mg tablets (Daiichi
Sankyo Batch No. 3998V04014; Pfizer Lot No. 410 241530) Comparator: AML 5 mg
placebo tablets (Daiichi Sankyo Batch No. 3998V05002) AML 10 mg placebo tablets
(Daiichi Sankyo Batch No. 3998V 05003) '

Criteria for Evaluation:
Efficacy: The primary efficacy endpoint was the mean change from baseline (Week 8) to

Week 16 (end of double-blind treatment period) using last observation carried forward
(LOCF) in trough sitting DBP.
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The other efficacy variables included the following: -

* Mean change from baseline (Week 8) to Week 12 and Week 16 (end of double-blind
treatment period) without LOCF in trough sitting DBP;

* Mean change from baseline (Week 8) to Week 12 and Week 16 (end of double-blind
treatment period) without LOCF and Week 16 with LOCF in trough sitting SBP;

* Mean change from baseline (Week 8) to Week 16 (end of double-blind treatment ,
period) in daytime, nighttime, and 24-hour DBP and SBP as assessed by 24-hour ABPM;
and

* Comparison of the number and percentage of patients who achieved BP goal (DBP <90
mmHg and SBP <140 mmHg for non-diabetic patients; DBP <80 mmHg and SBP <130
mmHg for diabetic patients) after 4 weeks (Week 12) and 8 weeks (Week 16) of double-
blind treatment.

Safety: Safety assessments included adverse events, clinical laboratory measurements
(hematology, biochemistry, and urinalysis), vital signs, physical examinations, and 12-
lead ECG assessments. The primary safety variable was the adverse event profile of the
combinations of OM and AML versus OM 20 mg + placebo.

Statistical Methods: The statistical analysis of the primary efficacy parameter was
performed on the Full Analysis Set (Intent-to-Treat approach) using the LOCF approach
for missing data. The primary analysis was repeated for the Full Analysis Set using the
observed case (OC) approach and for the Per-Protocol Set (using OC). Analysis of the
primary efficacy parameter was performed using an Analysis of Covariance (ANCOVA)
model with treatment and pooled centre as effects and baseline DBP as a covariate.
Comparisons of the combination therapies (OM 20 mg + AML 5 mg and OM 20 mg +
AML 10 mg) versus monotherapy (OM 20 mg + placebo) were made using Dunnett’s
test to ensure an overall Type I error of 5%.

Analyses for the secondary efficacy parameters were conducted using the statistical
model as described above on the Full Analysis Set (LOCF), with supportive analyses
utilizing the Full Analysis Set (OC) and the Per-Protocol Set. The secondary efficacy
parameters concerning the 24-hour ABPM and the conventional BP measurements were
analyzed using the same ANCOVA model as used for the confirmatory analysis.
Analysis of the number and percentage of patients reaching BP goal after 4 and 8 weeks
of double-blind treatment was accomplished by means of the Cochran-Mantel-Haenszel
test stratified by trial centre. Pooling was applied to small centers randomizing a small
number of patients (i.e., <10 patients). v

The incidence of treatment-emergent adverse events (TEAEs) is provided for both the
monotherapy treatment period (Period I) and the double-blind treatment period (Period
II). For both treatment periods, TEAEs are summarized by system organ class (SOC) and
preferred term. Further, for the double-blind treatment period, summaries are provided by
treatment group and in total. Adverse event summaries are similarly provided for
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treatment-related TEAEs, TEAEs by maximum severity, treatment-emergent serious
adverse events (SAEs), and adverse events leading to discontinuation from the trial.

Summary:

Efficacy Results:

The primary efficacy analysis demonstrated that 8 weeks of double-blind treatment with
the combination of OM + AML (OM 20 mg + AML 5 mg and OM 20 mg + AML 10 mg)
reduced mean sitting DBP to a significantly greater extent than treatment with OM 20 mg
+ placebo. The table below presents the results for mean change and adjusted mean
change in sitting DBP from baseline (Week 8) to Week 16 with LOCF for the Full
Analysis Set. Treatment with OM + AML combination therapy resulted in statistically
significant reductions in adjusted mean sitting DBP when compared with OM 20 mg +
placebo therapy: -2.7 mmHg for OM 20 mg + AML 5 mg (p=0.0006) and -3.2 mmHg for
OM 20 mg + AML 10 mg (P<0.0001)
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