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Objectives

* Recognize significant studies in hypertension
management that have emerged since the
publication of the JNC VII guidelines

¢ State specific areas where the JNC VIII
guidelines might make changes or provide
clearer guidance in the clinical practice of
blood pressure management compared to the
previous JNC VII publication
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More Evidence, Please

¢ Significant Publications and Clinical Trials for
Hypertension (HTN)
— Reappraisal of European HTN Guidelines
— ACCORD
— ACCOMPLISH

— VALUE
—ASCOT
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What’s the hold-up?
* JNC-VII Express: 2003!
e Why delays in JNC-VIII?
— Additional personnel involved in writing?
— Greater emphasis on evidence-based
recommendations
— 2001 IOM Report3?

— ACC/AHA Guidelines 1984-20083
* Level C—48% of recommendations

1. Bakris GL, etal. Seventh Report of the Joint National Committee on Prevention, Detection, Evaluation and Treatment of
High Blood Pressure (JNC 7) Express. National Heart, Lung, and Blood Institute. JAMA. 2003;289:2560-2571.

2. Medscape Cardiology. Where Is NC 82 Plus: The Conundrums of Clinical Trials. Available at:
http:/lwww. medscape. comviewarticle/761508. Accessed March 8, 2013,

3. Family Practice News. Cardiovascular Disease. Critics dub JNC-8 as ‘JNC-Late'. Available at:

Iate/6460038db3c8a786e6131c89eee2081a.himl. Accessed March 8, 2013.

Reappraisal of European
HTN Guidelines

¢ Evidence lacking for starting treatment for
>140/90 mmHg

¢ Recommendation may have included patients
with BP higher than Stage 1

* Lack of evidence for recommendations in
elderly
— No trials with SBP <160 mmHg

Mancia G, Laurent S, Agabiti-Rosei E, Ambrosioni E, Burnier M, Caulfield MJ, et al.
isal of European guidelis ont i 1t: a European Society of

Hypertension Task Force document. J Hypertens. 2009;27:2121-2158.
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ACCORD

Design: RCT

e Patients: 4733 with Type 2 Diabetes Mellitus
(T2DM)

¢ Mean follow-up: 4.7 years

¢ |ntervention: Target SBP < 120 mmHg versus
Target SBP <140 mmHg

* Primary Outcome: Composite

— nonfatal MI, nonfatal stroke, or death from CV
causes

Cushman WC, Evan GW, Byington RP, Goff DC, Grimm RH, Cutler JA, et al. Effects of Intensive Blood-
Pressure Control in Type 2 Diabetes Mellitus. N Engl J Med 2010;362:1575-85,

ACCORD

¢ Results: Blood Pressure Achieved
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* Mean SBP after 1 year
— Intensive (Target <120 mmHg): 119.3 mmHg
— Standard (Target <140 mmHg): 133.5 mmHg

ACCORD

¢ Results — Adverse Effects
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Cushman WC, Evan GW, Byington RP, Goff DC, Grimm RH, Cutler JA, et al. Effects of Intensive Blood-

Pressure Control in Type 2 Diabetes Mellitus. N Engl J Med 2010;362:1575-85. E

ACCORD

¢ Implications
— New goal BP for patients with diabetes?

— ADA 2013 Standards of Care
* BP Goal <140/80 mmHg

Cushman WC, Evan GW, Byington RP, Goff DC, Grimm RH, Cutler JA, et al. Effects of Intensive Blood-
Pressure Control in Type 2 Diabetes Mellitus. N Engl J Med 2010;362:1575-85,

ACCORD

¢ Results — Primary and Secondary Outcomes

Table 3. Prisnary and Secondary Oulcomes.
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Cushman WC, Evan GW, Byington RP, Goff DC, Grimm RH, Cutler JA, et al. Effects of Intensive Blood-
Pressure Control in Type 2 Diabetes Mellitus. N Engl J Med 2010;362:1575-85.

ACCOMPLISH

¢ Design: RCT
e Patients: 11,506 with HTN and high CV risk
¢ Mean follow-up: 3 years

¢ Intervention: ACE + CCB (DHP) versus ACE +
thiazide

* Primary Outcome: Composite

— M, stroke, or death from CV causes,
hospitalization for angina, resuscitation, coronary
revascularization

Jamerson K, Weber MA, Bakris GL, Bahlof B, Pitt B, Shi V, Hester A, et al. Benazepril plus Amlodipine or
Hydrochlorothiazide for Hypertension in High-Risk Patients. N Engl J Med. 2008;359:2417-2428.
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ACCOMPLISH

¢ Results — Blood Pressure Achieved
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* Mean BP

— ACE + CCB: 131.6/73.3 mmHg
— ACE + Thiazide: 132.5/74.4 mmHg
* P<0.001

Hydrochlorothiazide for Hypertension in High-Risk Patients. N Engl J Med. 2008;359:2417-2428.
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ACCOMPLISH

¢ Results — Adverse Events
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Jamerson K, Weber MA, Bakris GL, Bahlof B, Pitt B, Shi V, Hester A, et al. Benazepril plus Amlodipine or
Hydrochlorothiazide for Hypertension in High-Risk Patients. N Engl J Med. 2008;359:2417-2428.

ACCOMPLISH

¢ Results — Primary and Secondary Outcomes
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Jamerson K, Weber MA, Bakris GL, Bahlof B, Pitt B, Shi V, Hester A, et al. Benazepril plus Amlodipine or
Hydrochlorothiazide for Hypertension in High-Risk Patients. N Engl J Med. 2008:359:2417-2428.

¢ Implications
— Will specific combinations be recommended for
HTN and high CV risk?

ACCOMPLISH

VALUE

¢ Design: RCT

* Mean follow-up: 4.2 years
¢ Intervention: ARB versus CCB (DHP) as ba

(Composite)

prevent Ml

e Patients: 15,245 with HTN and high CV risk

se agent

¢ Primary Outcome: Time to first cardiac event

— Sudden cardiac death, M, death d/t PCl or CABG, death
d/t HF, HF hospitalization, or emergency procedures to

Julius S, Kjeldsen SE, Weber M, Brunner HR, Ekman S, Hansson L, et al. Outcomes in hypertension patients
at high cardiovascular risk treated with regimens based on valsartan or amlodipine: the VALUE randomised
trial. Lancet. 2004;363(9426):2022-2031.

¢ Results — Blood Pressure Achieved
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Julius S, Kjeldsen SE, Weber M, Brunner HR, Ekman S, Hansson L, et al. Outcomes in hypertension patients
at high cardiovascular risk treated with regimens based on valsartan or amlodipine: the VALUE randomised

trial. Lancet. 2004;363(9426):2022-2031.
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VALUE

¢ Results — Adverse Events
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Additional commeon adverse events
Tharmoea® 670 [8-8%] 515 (68%)
Angina pacioris AE5 (6-3%)
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Table 5: Advarsa avants
Julius S, Kjeldsen SE, Weber M, Brunner HR, Ekman S, Hansson L, et al. Outcomes in hypertension patients
at high cardiovascular risk treated with regimens based on valsartan or amlodipine: the VALUE randomised

trial. Lancet. 2004;363(9426):2022-2031.

VALUE

¢ Results — Primary and Secondary Endpoints
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Julius S, Kjeldsen SE, Weber M, Brunner HR, Ekman S, Hansson L, et al. Outcomes in hypertension patients at high
cardiovascular risk treated with regimens based on valsartan or amlodipine: the VALUE randomised trial. Lancet.
2004;363(9426):2022-2031

VALUE

¢ Results — Primary and Secondary Endpoints
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Julius S, Kjeldsen SE, Weber M, Brunner HR, Ekman S, Hansson L, et al. Outcomes in hypertension patients at high
cardiovascular risk treated with regimens based on valsartan or amlodipine: the VALUE randomised trial. Lancet,

2004;363(9426):2022-2031. E I

VALUE

¢ Implications
— Should patients ARBs or CCBs (DHP) be preferred
over one another in HTN with high CV risk?
* CCB if higher Ml risk?
* ARB if higher DM risk?
— Is there a benefit to lowering BP more quickly?
¢ 0-3 months BP reduction with CCB

ASCOT-BPLA
¢ Design: RCT
e Patients: 19,257 with HTN and high CV risk
(3+ RFs)
¢ Median follow-up: 5.5 years

¢ Intervention: ACE + CCB (DHP) versus BB +
thiazide diuretic

¢ Primary Outcome: nonfatal Ml and fatal CHD

Dahlof B, Sever PS, Poulter NR, Wedel H, Beevers DG, Caulfield M, et al. Prevention of cardiovascular
events with an antihypertensive regimen of amlodipine adding perindopril as required versus atenolol adding
bendroflumethiazide as required, in the Anglo-Scandinavian Cardiac Outcomes Trial-Blood Pressure
Lowering Arm (ASCOT-BPLA): a multicentre randomised controlled trial. Lancet. 2005;366:895-906.

ASCOT-BPLA
¢ Results — Blood Pressure Achieved
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Figure 2 Blood pressure oves time by grovp.

Dahlof B, Sever PS, Poulter NR, Wedel H, Beevers DG, Caulfield M, et al. Prevention of cardiovascular events with an
antihypertensive regimen of amlodipine adding perindopril as required versus atenolol adding bendrofumethiazide as required, in the
Anglo-Scandinavian Cardiac Outcomes Trial-Blood Pressure Lowering Arm (ASCOT-BPLA): a multicentre randomised controlled trial.
Lancet. 2005;366:895-906.
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ASCOT-BPLA

¢ Results — Adverse Events
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Dahlof B, Sever PS, Poulter NR, Wedel H, Beevers DG, Caulfield M, et al. Prevention of cardiovascular events with an
antihypertensive regimen of amlodipine adding perindopril as required versus atenolol adding bendrofumethiazide as required, in the
Anglo-Scandinavian Cardiac Outcomes Trial-Blood Pressure Lowering Arm (ASCOT-BPLA): a multicentre randomised controlled trial.
Lancet. 2005;366:895-906.

ASCOT-BPLA

¢ Results — Primary and Secondary Outcomes
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ASCOT-BPLA

¢ Implications
— Is CCB (plus ACE) based regimen favorable to a BB
(plus thiazide) based regimen in HTN with high CV
risk?
— Should a BB be considered as initial first line
therapy in high CV risk?
Dahlof B, Sever PS, Poulter NR, Wedel H, Beevers DG, Caulfield M, et al. Prevention of cardiovascular events with an
antihypertensive regimen of amlodipine adding perindopril as required versus atenolol adding bendroflumethiazide as required, in the

Anglo-Scandinavian Cardiac Outcomes Trial-Blood Pressure Lowering Arm (ASCOT-BPLA): a multicentre randomised controlled trial.
Lancet. 2005;366:895-906.
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Areas for change?

¢ Goal BP for patients with DM still <130/80
mmHg?
— ACCORD

¢ Are specific agents or combinations preferred
in high CV risk?
— ACCOMPLISH
— VALUE
— ASCOT-BPLA

antihypertensive regimen of amlodipine adding perindopril as required versus atenolol adding bendroflumethiazide as required, in the
Anglo-Scandinavian Cardiac Outcomes Trial-Blood Pressure Lowering Arm (ASCOT-BPLA): a multicentre randomised controlled trial

Dahlof B, Sever PS, Poulter NR, Wedel H, Beevers DG, Caulfield M, et al. Prevention of cardiovascular events with an
Lancet. 2005;366:895-006.

Areas for change?

¢ Should >140/90 mmHg still be standard for
initial pharmacological treatment?
— Reappraisal of European HTN Guidelines

¢ Should elderly patients have different BP goals?
— Reappraisal of European HTN Guidelines
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Post-Test Questions




Which of the following trials may influence the JNC-
VIII recommendations for the blood pressure goal for
patients with diabetes?

A. ALLHAT
B. ACCOMPLISH
C. ASCOT-BPLA
D. ACCORD
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Which of the following studies demonstrated the combination of
an ACE and CCB may be favorable to a BB and thiazide diuretic
for treatment of hypertension in patients with high risk for
cardiovascular disease?

A. ALLHAT
B. ACCOMPLISH
C. ASCOT-BPLA

D. VALUE

Based on the reappraisal of the European guidelines for the
management of hypertension, which recommendation did the
authors note there was little evidence to support?

¢ a. Treating systolic blood
pressure >160 mmHg in
elderly patients

* b. Treating blood pressure
>140/90 mmHg with
pharmacologic therapy

¢ c. Treating blood pressure
in patients with a history of
myocardial infarction

¢ d. Treating blood pressure
in patients with a history of
high CV risk
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Questions?




