Aggressive Goals Are Within Reach
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GREAT BP REDUCTIONS FOR MORE AGGRESSIVE GOALS




In a clinical trial
BENICAR and BENICAR HCT helped a maijorit
*

= According to NHANES, only 31% of patients with hypertension are controlled

Nearly 7 out of 10 patients on BENICAR or BENICAR HCT reached
the aggressive goal of £130/85 mm Hg and more than
half of these patients did so on BENICAR monotherapy™”

73% reached the aggressive SBP goal of 130 mm Hg’

87% reached the aggressive DBP goal of =85 mm Hg’

Overall mean baseline: 161/97 mm Hg

s Patients were fitrated ot 4-week infervals until they reached the goal of
<130/85 mm Hg: BENICAR 20 mg. BENICAR 40 mg. BENICAR 40 mg + HCTZ 12.5 mng.
BENICAR 40 mg + HCTZ 25 mg’

USE IN PREGNANCY

When used in pregnancy during the second and third trimesters, drugs that act directly
on the renin-angiotensin system can cause injury and even death to the developing
fetus. ‘\WHen vegnancy |s detecied, BENICAR o BEMICAR HCT showld be discontinued a5
soon as positle, 5ee WARNINGS, Fetal/Neonatal Morbidity and Mortality in e
prescibing informafion




f patients reach aggressive goals
e e Y e e e ——

s NC 7 guidelines establish more o dgrn—u»e goals: freat most patients
to BP <140/90 mm Hg: treat patients with comorbidifies fo BP <130/80 mm Hg
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» Landmark studies show potients require 2 to nearly 4 different agents 1o reach BP goal™
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Majority of patients reached goal of £130/85 mm Hg :

on BENICAR or BENICAR HCT** z
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BENICAR and BENICAR HCT are Indicated for the treatment of hyperiension g
Tr ay may be used glone or in combination 'w T"' other antinypertensive agents g
BEMICAR HCT Is not Indicated for Inffial thera 8

v BENICAR and BENICAR HCT
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BENICAR monotherapy helg

vs Valsartan/Amlodipine

BENICAR starting doses:

aggressive goal attainment vs valsartan™

BP <140/90 mm Hg BP <130/85 mm Hg
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BENICAR walsarian BEMNICAR Vossoon

20 mg @D i 0 g S0 G
e s (n=136)

Mean ambulatory baselines {(mm Hg): BENICAR 152/94; valsartan 152/95

= In the same study, BENICAR 20 mg QD vs valsartan 80 mg QD
achieved the following DBP cuff reductions: -11.5 mm Hg for
BEMICAR vs -7.9 mm Hg for valsartan (P<0.0001)

— Mean cuff baselines (mm Hg): BENICAR 157/104;
valsartan 155/104

Please see boxed WARNING regarding use In Pregnancy I the prescribing info mation
for BENICAR and BENICAR HCT




catients reach oggressive goals

BENICAR fitrated doses: aggressive goal attainment vs valsartan

and losartan in patients with Sfage 2 Hyperiension:
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Mean cuft baselines (mm Hg): BENICAR
HENIC.M? 156/ 104; valsartan 154/ 103; losartan 155/ 104;
40 mg €D ;"”u; . placebe 154/103
(n=172) aina
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¥s Valsarfon/ Amlodipine

BENICAR Monotheropy/

BENICAR monotherapy help

BENICAR provides mean double-digit BP reductions’

Placebo 20 mg G0 40 mg @b
(=548 =263 {n= 195)
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Plamss see boxed WARNING regarding use In Pregnancy in the prescribing i fommation
for. BENICAR o BENICAR HCT
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tients reach agaressive goals

DBP reductions when low-dose HCTZ added to 3 other ARBs™

Losarian Valsartan Irbesartan
potassium
+HCTZ +HCTE +HCTZ
A 50 mg 25 mg BO0mg 12.5mg 180mg 125mg

im

& Maan DBP {mm Hg)

= Neagrly 2 out of 3 patients on BENICAR monotherapy

66% achieved the aggressive DBP goal of <85 mm Hg within
fo DBP goal 8 weeks in one titration or less in a clinical trial®
Maan baseline: 161/97 mim Hg

Benicar «BenicarHCT
(olmesartan medaxomil) (olmesartan medoxomil « hydrochiorothiazide)

GREAT BP REDUCTIONS FOR MORE AGGRESSIVE GOALS

Adousyjouow dvoiNIg

UOWDUNL DLLFLDH ¥YDINIE

12UL LOH /Alains fo1iodd Ned




Even more patients reach oggressive goc

BENICAR HCT provides significant mean double-digit

vs Valsartan/ Amlodipine

reductions of up to 27 mm Hg SBP™

!

Placebo 40 mg/12.5 mg 40 mg/25 mg
(n=42) (=42} (r=39)

Dap 3BF e SBF DEP SBP

mim Hg

Mean change from boseline measusd of frough

Mean basslines (mm Hg): Placebo 152/103; BENICAR + HCTZ 152-154/103-104

Plagse s8e boxed WARNING regarding use in Pregnancy In the prescriting Information
for BENICAR and BEMICAR HCT




when HCTZ is added to BENICAR monotherapy

Titrating with BENICAR and BENICAR HCT got more patients
to the aggressive BP goal of S130/85 mm Hg**
20 mg 40 mg 40125 mg 40/25 mg
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Overall mean baseline: 161/97 mm Hg (n=179, nearly 70% were Stage 2 patients)
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More than half of the patients who reached goal of
£130/85 mm Hg on BENICAR or BENICAR HCT were
confrolled on BENICAR monotherapy®’

<Benicar «BenicarHCT
(olmesartan medoxomil) (olmesartan medoxomil - hydrochiorothiazide)
GREAT BP REDUCTIONS FOR MORE AGGRESSIVE GOALS
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Reaching aggressive BP goal '

BENICAR blockade of BP-raising effect of angiotensin Il at 24 hours vs other ARBs’

ARE Pharmacodynamies ertaringe nhibitaon bored o

Pressor nhinificn (24 nours)

aasarian Loswrlon polossium*  Yalegrion
} (mg] (mal

= BENICAR 40 mg inhibited 74% of the BP-raising effect of angiotensin Il at 24 hours®

ARB pharmacokinetic parameters'

= | ARE Haltlite firme fo Maximum PAS0 Elimination
{Hours) BP Effect’ (Weaks) Metabolism (Approxdmations)

BENICAR 2 ) 35%-50% renal |
50%65% |

hepatobiliary

Irbesarian 1115 2 Yas 20% renal
(CYP 2C%) BO% hepatobiliary
Losartan [ & Yes 35% ranal
potassium (CYP 2C¥ 40% hepatobiliary
and 3Ad4)
Valsartan & 4 Unknown 13% renal

B3% hepatobliiony

Baged on curant pockage Irsars, Yo clinicol fiok

1 Clinical significance of pharmacodynarnic ond pharmacokinetic data is unknown,

Flease see bored WARNING regarding use in Pregnancy |n the prescribing Information
for BENICAR and BENICAR HCT,
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GREAT BP REDUCTIONS FOR MORE AGGRESSIVE GOALS
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with BENICAR

The Hypertension Optimal Treatment (HOT) trial confirms:
reaching BP goails is essential™

Lower diastolic blood pressure associated with fewer Mis*
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The great efficacy of BENICAR and BENICAR HCT—
combined with favorable safety and tolerability

In clinical trials:
» The withdrawal rates due fo adverse events (AES) were similar with BENICAR and
BENICAR HCT to placebo:; BENICAR (2.4% vs 2.7%): BENICAR HCT (2.0% vs 2.0%)

= The incidence of AEs with BENICAR and BENICAR HCT was similiar to placebo
— The only AE that cecurred in >1% of patients freated with BENICAR and more
frequently than plocebo was diziness (3% vs 19%)

— Aks reported In >2% of patients taking BENICAR HCT and more frequentiy
han placebo included nausea (3%), hyperuricemia (4%), dizziness (%%). and
upper respiratory tract Infection (7%)

* Ne Initial dosage adjustments necessary with BENICAR in elderly or in moderate to
marked renal impairment' /hepatic dysfunction
— In patients with possible depletion of intravascular volume ( eg. palientis on
diuretics, particularly with Impaired renal function). BENICAR should be
Initicted under close medical supervision and consideration ghven to use
of a lower starting dose

=faatnire clecrance <40 il

= BENICAR HCT i not recommended in patients with severe renal impairment and is
contraindicated In patients with anuria or hypearsens tivity to other sulfonamide-
derived drugs
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Aggressive Goals Are Within Reach

In a clinical trial
More patients on BENICAR and BENICAR HCT
reached aggressive goals

69% of patients on BENICAR or fitrated up fo he maximum dose
of BENICAR HCT reached the aggressive goal of <130/85 mm Hg*

—89% of Stage 1 patients reached goal
—54% of Stage 2 patients reached goal

More than half the patients who reached the i
aggressive goal of <130/85 mm Hg on BENICAR or I' R T §
BENICAR HCT were controlled on BENICAR monotherapy® / \Kﬂ
Oz e,
Other frials demonstrate excellent L,

monotherapy goal attainment vs other
antihypertensives*™*

Even more patients reached aggressive goals
when HCTZ was added to BENICAR monofherapy

BENICAR—available fo more than 93% of HMO/PBM lives®

<Benicar <BenicarHCT
(olmesartan medoxomil) (olmesartan medoxomil - hydrochlorothiazide)

GREAT BP REDUCTIONS FOR MORE AGGRESSIVE GOALS

Plecse see boxed WARNING regarding use in Pregnancy i the prescribing information
for BENICAR and BENICAR HCT.

For detailing purposes only. Mot to be left with physician.

Plaase visit our Web site ot: www.benicar.com - FOREST
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More BENICAR patients achieved aggressive
BP goals than patients on amlodipine®

Chrysant Study*®
5B <130 mm Hg D8P <45 mm Hg
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Mean ambulatory baselines (mm Hg): BENICAR 154/96; amiodipine besyiate 154/95;
placebo 154/96

= BENICAR, af the starting dose of 20 mg QD. provides mean
double-digit BP reductions vs baseline similar fo amlodipine at
the starting dose”

— 10.3/10.8 mm Hg reductions with BENICAR
— 10.3/10.1 mm Hg reductions with amilodipine

— Mean cuff baselines (mm Hg): BENICAR 155/104,
amiodipine 155/104, placebo 154/103

A second study vs the CCB felodipine yielded similar resuifs in
mean BP reductions.’




Relerences:

1. Hafjor |, Knfchan TA, Tends In prevaience, awareness, teaiment, ond confral of hyparfsnsion in e United
Stotes, 1988-2000. JAMA. 2000200 MG, 23 199-206. 2. Mautel JM, Smith DHE. Wabear MA, Wiang AC. Masonson HN
Uss of an olmesartan madosomi-bossd freatment aigorithm for hypertension confrel J Clin Hyparfens

2004:4: 166-174. 3. Dot on file, Sonkyo Pharmna ine., Farsppony, b, 4. The Seventh Fapart of the Jolnf Mationol
Cammittas on Pravention. Detection. Svaluafion, ond Treatment of High Slood Pressure. Bethesda, Md:
Netfional Institutes of Healn: Notional Heart, Lung, ond Biood Insiihute: Notlonal High Blood Prassure Educafion
Progrom; May 2003, NiH publicotion 03-5233. 5. Cushmaon WO, Ford CE, Cufier JA, et al, Succass and precictons
of blood prassure control in dhwerse North Amencon seffings: The anttyperfarsive ond lpidHowering treatrment
o prevent heort offook fridl (GALLHATY. J Clin Hypartans. 2002;4(4).393-404, &, Bakrs GL, Willarms M, Dworkin L,
ef ol. Presarving renal function in oduim with rypenension and diobetes: o consenius opprooch. National
Kigney Foundation Hypertension and Diobetes Executive Committass Working Sroup, Am J Kidngy D&
2000:38(3):444-4 1, 7. Opari 5. Williarmis B, Cheviant 5G. Morbury TC, Neufel J. Comparative effcocy

of onestrian, lostran, valarian, and rbesarfan in fhe control of sssenfiol ypartension. S Cin Hypeartens,
2001:53:263-291 8. Chrysant 55, Marbury TS, Robinson TD: Anthypertenshe sficocy and safely of

olmasortan madoxkomil compared with amicdipine for mils-fo-modenate hypertansion. J Hum Hypetsns

2003 17:425-432. 9, Stumpe KD, Luchwig M. Artitvpertensve efcccy of olmesanan compared with ofnar
antirypertensive drugs. J Hum Hypartans 2002 faisunnl 125:524-528: 10, Coniin PR, Spence JO, Willoms 8, et al.
Angiatansin I antaganists for ypertension: ore thers diferences In eflcocy? Am J Hyperfens 2000:13:418-434
11. (M5 Haolth, Notiono! Prescription Audit, Januan-Decemet 2003 12 Chrysant 3G, Waber MA, Wang AL,
Hinman 0. Bealudfion of antiryparensha therooy with the combination of cimesaman mecoxomi and
hydechiorothiczide, Am J Hypertans. 2004:17:252-259. 13, Hondson L, Zoncheftl A, Comuthers 56, af al Efects
of Intensive Dlood-pressurs lowsring and ow-dosa gspinn in patients with ypertension: principo resuits of the
Hypertension Optimal Treatment (HOT) mndomisad tial. Lonoet. 1998;361:1755-1742. 14, M5 Hedtth. Natianal
Prazcription Audf, March 2004 v December 2003




