





—STITCH, an algorithm that employs FDC
as initial-therapy for HTN, is
implementable

—Implementation of the STITCH algorithm
in a family practice setting results in
better blood pressure control rates

Feldman RD, 61 al Hypertension 2000;53:0 40-053
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ACCOMPLISH Hypothesis

“We hypothesized that treatment with the
combination of an ACE inhibitor and a
DHP calcium-channel blocker would be

more effective in reducing the rate of CV

events than treatment with an ACE
inhibitor plus a thiazide diuretic.”

Jamerson K, et al, N Engl ) Med 2008;359:2417-28

ACCOMPLISH: Design

N=11,506 highCV-risk hypertensives, age 255 years, SBP 2160
mm Hg or on antihypertensiveRx, 60% diabetic, 23% post M|,
36% post coronary revascularization,13% post stroke

No history of symptomatic HF or evidence of LVEF<40%

Multicenter,randomized, double-blind, controiled trial
comparing initialantihypertensiveefficacy of two fixed-dose
antihypertensivecombinations:

— HCTZ/benazepril (12.525/40 mg [ ACEl force-titrated])

- amlodipine/benazepril(5-10/40 mg [ACEI force-titrated])
Primary endpoint: CV mortality & morbidity

— Morbidity: Ml, stroke, hospitalizedunstable angina,
resuscitated sudden cardiac death, coronary
revascularization

— Mortality: sudden cardiac death, MI, stroke, coronary
intervention,heart failure, other CV causes

HCTZ=hyd rochlorothiazide

Jamerson K, et al. N Engl J Med 2008;359.2417-28




ACCOMPLISH: Design

Free add-on
antihypertensive
agents*

Benarepril 40 mg + |
Amlodipine 10 - .

BenazepllsOmg+ [ ]

[ Amlodipine 5 mg. [~
5 zepril — =

| 6| Bena 120mg + [ =
Screening \g  Amlodipine 5 mg —
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Benazepril 20 mg

or more 5 HCTZ12.5 mg I }

antihypertensives
| Benazepril 40 mg +
HCTZ12.5mg =

Benazepril40mg+ | __
Titrated to achieve BP<146/90 mmHg; HCYZ25 mg

<130/80 m mHg In patients with

S i—— |

diabotes or renal Insufficiency par-bs S
agents®
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*Beta blockers; alpha blockers; clonidine; (loop diuretics).

Jamerson K, et al. N Engl ] Med 2008;359:2417-28

Baseline Demographics

ACEI/ HCTZ ACEl/CCB
N=5741 (%) N=5721 (%)
Gender
Male 3515(60.0) 3448 (81.0)
Famale 2246(39.0) 2296 (40.0)
Race*
Caucasian 4795(83.2) 4817 (83.9)
Black 719 (12.5) 6987 (12.1)
Hlspanic 323(5.8) 300(5.2)
Other 247 (4.3) 230 (4.0)
Age
Mean (years) 68.3 68.4
2 65 3827 (66.4) 3813 (66.4)
270 2340 (40.8) 2363 (41.1)
Region
Nordic countries™ 1676(29.2) 1677 (20.3)
United States 4086 (70.9) 4067 (70.8)
* Solf reported

“"Denmark, Finland, Norway or Sweden
Adapted from Table 1 Jamerson K, et al, N Engl ) Med 2008;359:2417-28

ACCOMPLISH: Fixed-Dose Combination Therapy As
Initial Therapy

Unprecedented BP Control Rates

Visit Rame;ilzsed | C:n!rol Rat;o'
ESE“,“?%, _ 1488 | 4316 | 376 [
Monins | 10800 | 7903 | 732

Month12 | 10,390 | 7597 | 73.1
Month18 | 9971 7531 | 755 |
Month 24 9406 7066 | 751

(Monin30 | 580 | 4e62 | 803

“Control rate = <140/50 mm Hg
Data from ACCOMPLISH trial ae of July 2. 2007

Systolic/Diastolic Blood Pressure Over Time

The SBP and DBP mean BP difference - ACEI/ HCTZ
¥ were 0.9 and 1.1 mm Hg lower in the N=5762
\ amlodipine/benazepril group* -« CCB/ACE!
\\ N=5744
o
T
E \
)
e 132.5/74.4 mmHg
\"_.
p<0.001 for both systolic and diastolic 131.6/73.3 mmHg
Month
pationts 5757 5408 5222 5033 4825 4299 2529 1042
5740 5517 5178 5010 4866 4298 2804 1074

Jamerson K, et al., N Engl J Med 2008 ,359:2417-28
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* In October 2007, after a mean of 30
months of Rx, the pre-specified efficacy
boundary was crossed with 60% of the
originally projected primary endpoints
realized which exceeded the
prespecified stopping rule

« Executive Committee accepted the
recommendation to stop the trial early

« Last patient last visit was Jan 24, 2008

(Intent-to-treat population)

Rlsk Ratio
(95%)

Com posite CV m artality/morbidlty <> 0.80 (0.72-0.90)
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- 66094

(CV dentsy, non-fatal MI, non-fatal strcke) 040,(0.68-0,84)

90 (0.75-1.08
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Jamerson K, et al. N Engl ) Med 2008,;359:2417-28




« ACCOMPLISH provides compelling evidence for initial
combination therapy with ACEI/CCB
= CV morbidity/mortality was reduced by 20% (p=0.0002)
= Hard CV Endpoint (CV death, stroke and MI) was reduced by 20%
(p=0.007)
+ ACCOMPLISH achieved exceptional BP control with
ACEI based combination therapy
= Overall BP control rates increased from 37% 10 80%
= Mean SBP decreased from 145 to <130 mmHg
* 50% of participants required only one fixed-dose combination tablet

* The Results of ACCOMPLISH challenge current diuretic
based guideline s and question if HCTZ at 25 mg
improves outcome as does 25 mg chlorthafidone used in
SHEP and ALLHAT

Telmisartan Alone and in Combination With Ramipril
Global Endpoint Trial (ONTARGET)

N=25,620; patients aged 255 years with CHD, PAD, CVD, or DM with end-organ
damage
* Patients with coronary, peripheral, or cerebrovascular disease
or dlabetes with end-organ damage
RI?'r:domized. double-blind, placebo-controlied trial with patients receiving
either:
— Telmisartan 80 mg once dally or
~ Ramipril 10 mg once daily or
— Talmisartan 80 mg + ramipril 10 mg ence daily
Follow-up visits occurred at 6 weeks, and every 6 months thereafter

« Endpoints
—~ Primary: C ite of death from cardi lar causes, myocardial infarction,
stroke, or hospitalization for heart failure
— Secondary:

* Death from cardiovascular causes, myocardial infarction,
or stroke (Hope Trial Endpoint)

* Heart fallure, diabetes mellitus, atrial fibrillation, dementia,
or cognitive decline, nephropathy, an: ization pi

ONTARGET Inveatigator 8. NEJM . 20083581547 -59.

Key Baseline Characteristics
Ramipril Telmisartan Combination

N 8576 8542 8502
Age 66.4 664 665
% females 27.2 26.3 26.5
% CAD 74.4 74.5 74.7
% Stroke/TIA 21.0 206 - 209
% Diabetes 36.7 38.0 37.9
BP 141.8/82.1 141.7/82.1 141.9/82.1
Statins 61.0 62.0 61.8
Antiplatelet 80.5 81.1 81.1
B-blocker 56.5 56.9 57.4

ONTARGET Investigator v, NEJM . 2008:358:1547 -59.

Change in BP (mmHg)

Ramipril  Telmisartan Combination

Systolic -6.0 -6.9 -8.4
Diastolic -4.6 -5.2 -6.0

ONTARGET investigators. NEJM 2008;358:1547 -59.

ONTARGET: Telmisartan, Ramipril, or Both
in Patients at High Risk for Vascular Events

Prospective. randomized, double-biind

trial in 31,546 high-nsk patients with

HTN® P=ns
- Ramipal
- Telmisartan
- Ramipnl with telmisartan

Telmisartan vs ramipril:

- Cough 1.1% vs 4.2%
(P<0.001)

- Angioedema 0.1% vs 0.3%
(P=0.01)

Combination vs ramipril*
- Hypotension: 4.8% vs 1.7%
(P<0.001)
- Renal dysfunction: 13.5% vs
10.2% (P<0.001)
“The composite primary outcome was death from cardiovascular causes
myocarchal infarction, stroke, or hospitalization for hear( falure

ONTARGET vestgator N Engl J Med 2008.358 1547-1550

Conclusions:

» The oldest of the old (w ith systolic BP > 160 mm Hg)
should be treated with pharmacologic Rx under the
adage “first do no harm”. Whether reduction of BP to <
140 mm Hg is beneficial in the v ery elderly remains
unclear but is still the recommended goal.

» To achieve recommended BP goals, most patients
require 2 or more antihy pertensive agents, which can
be delivered in a fixed-dose combination often started
as initial therapy. Which fixed-dose combination is
best remains unclear.
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Conclusions:

« An ACE inhibitor and an ARB appear equivalent in
patients with underlying vascular disease or in those
with diabetes that are at high-risk. The ARB is
associated with fewer side effects.

Using an ACE inhibitor and ARB together in this same
patient population does not reduce BP much, does not
improve outcome over either agent alone, and is
associated with more side effects.

OBJECTIVES:

Understand the Scc?)e of the Hypertension
problem, Evidence for BP control, Goals for BP
control, and Improving BP control rates.

Understand the reasoning for supporting self
monitored Home BP measurement.

Understand the Barriers toward more effective BP
control including those that involve the Health
Care Provider, Patient, and Payer (Health Care
System) with special emphasis on the role of the
provider and the importance of Clinical Inertia.

Understand the newer BP trials since JNC 7 and
their clinical implications on the treatment of
hypertension.

“"You want the

' truth? You can't
. : handle the
L truth
.,-av-u"‘&;’L

' Jack Nicholson
“"A Few Good
— Men” 1992
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