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** REGULATORY ALERT **

FDA WARNING/REGULATORY ALERT

Note from the National Guideline Clearinghouse: This guideline references a drug(s) for which important revised regulatory and/or warning information has been released.

· July 1, 2009 - Chantix or Champix (Varenicline) and Zyban or Wellbutrin (bupropion or amfebutamone): The U.S. Food and Drug Administration (FDA) notified healthcare professionals and patients that it has required the manufacturers of the smoking cessation aids varenicline (Chantix) and bupropion (Zyban and generics) to add new Boxed Warnings and develop patient Medication Guides highlighting the risk of serious neuropsychiatric symptoms in patients using these products. These symptoms include changes in behavior, hostility, agitation, depressed mood, suicidal thoughts and behavior, and attempted suicide.

COMPLETE SUMMARY CONTENT

 ** REGULATORY ALERT ** 
 SCOPE 
 METHODOLOGY - including Rating Scheme and Cost Analysis 
 RECOMMENDATIONS 
 EVIDENCE SUPPORTING THE RECOMMENDATIONS 
 BENEFITS/HARMS OF IMPLEMENTING THE GUIDELINE RECOMMENDATIONS 
 CONTRAINDICATIONS 
 QUALIFYING STATEMENTS 
 IMPLEMENTATION OF THE GUIDELINE 
 INSTITUTE OF MEDICINE (IOM) NATIONAL HEALTHCARE QUALITY REPORT CATEGORIES 
 IDENTIFYING INFORMATION AND AVAILABILITY 
 DISCLAIMER 

SCOPE

DISEASE/CONDITION(S)

Hypertension

GUIDELINE CATEGORY

Diagnosis
Evaluation
Management
Risk Assessment
Treatment

CLINICAL SPECIALTY

Cardiology
Family Practice
Internal Medicine

INTENDED USERS

Physicians

GUIDELINE OBJECTIVE(S)

To provide recommendations for the management of hypertension

TARGET POPULATION

Australian adults with hypertension

INTERVENTIONS AND PRACTICES CONSIDERED

Diagnosis/Evaluation
1. Measurement of blood pressure

2. Diagnosis and classification of blood pressure

3. Evaluation of patients with confirmed hypertension 

· Clinical assessment

· Cardiovascular risk factors and assessment of absolute cardiovascular risk

· Causes of secondary hypertension and need for specialist referral

Management/Treatment
1. Lifestyle modification 

· Regular physical activity

· Smoking cessation

· Dietary modification

· Weight reduction

· Limiting alcohol

· Supporting long-term lifestyle changes

2. Drug treatment 

· When to initiate drug treatment

· Treatment targets for different patient groups and how to achieve target

· First line treatment

· Combination therapy

· Managing inadequate response to treatment

3. Stabilisation, maintenance and follow-up after initiation of hypertensive therapy

4. Treatment considerations in patients with other cardiovascular conditions

5. Long term management

MAJOR OUTCOMES CONSIDERED

· Associated clinical conditions and end-organ disease

· Blood pressure 

· Mortality

METHODOLOGY

METHODS USED TO COLLECT/SELECT EVIDENCE

Searches of Electronic Databases

DESCRIPTION OF METHODS USED TO COLLECT/SELECT THE EVIDENCE

The committee conducted literature searches in key topic areas to identify relevant clinical studies published since 2003.

NUMBER OF SOURCE DOCUMENTS

Not stated

METHODS USED TO ASSESS THE QUALITY AND STRENGTH OF THE EVIDENCE

Expert Consensus (Committee)

RATING SCHEME FOR THE STRENGTH OF THE EVIDENCE

Not applicable

METHODS USED TO ANALYZE THE EVIDENCE

Review of Published Meta-Analyses
Systematic Review

DESCRIPTION OF THE METHODS USED TO ANALYZE THE EVIDENCE

Not stated

METHODS USED TO FORMULATE THE RECOMMENDATIONS

Expert Consensus

DESCRIPTION OF METHODS USED TO FORMULATE THE RECOMMENDATIONS

The Heart Foundation convened an expert committee in 2006 to review the 2004 edition of Hypertension management guide for doctors and other current international guidelines for the management of hypertension, including those published by the US Joint National Committee on Prevention, Detection, Evaluation and Treatment of High Blood Pressure, the UK National Institute of Clinical Excellence, and the European Society of Hypertension/European Society of Cardiology. The committee met regularly between late 2006 and mid-2007 to analyse the literature and reach consensus recommendations. These guidelines were developed in accordance with the principles and aims of the National Strategy for Quality Use of Medicines.

RATING SCHEME FOR THE STRENGTH OF THE RECOMMENDATIONS

Not applicable

COST ANALYSIS

A formal cost analysis was not performed and published cost analyses were not reviewed.

METHOD OF GUIDELINE VALIDATION

Peer Review

DESCRIPTION OF METHOD OF GUIDELINE VALIDATION

Not stated

RECOMMENDATIONS

MAJOR RECOMMENDATIONS

Measuring Blood Pressure (BP)
Use the recommended technique at every BP reading to ensure accurate measurements and avoid common errors. Pay particular attention to the following:

· Measure BP with a regularly serviced mercury sphygmomanometer, or regularly validate your instrument against a mercury sphygmomanometer.

· At the patient's first BP assessment, measure BP on both arms. Thereafter, use the arm with the higher reading.

· In patients who may have orthostatic hypotension (e.g., the elderly, those with diabetes), measure BP in sitting position, and repeat after the patient has been standing for at least 2 minutes.

If possible, obtain BP measurements outside the clinic (by ambulatory BP monitoring or self-measurement), particularly for patients with any of the following:

· Unusual variation between BP readings in the clinic

· Suspected 'white coat hypertension' (e.g., clinic hypertension in a person without known cardiovascular risk factors)

· Hypertension that is resistant to drug treatment

· Suspected hypotensive episodes (e.g., in those who are elderly or have diabetes)

Interpret ambulatory BP profiles using standard reference values for daytime (awake), nighttime (asleep) and 24-hour means.

Diagnosis and Classification of Hypertension
· The diagnosis of hypertension should be based on multiple BP measurements taken on separate occasions.

· Recheck BP regularly, at intervals determined by both BP category and absolute cardiovascular risk.

Evaluation in Patients with Confirmed Hypertension
In all patients with hypertension, perform a clinical assessment (including a careful history, physical examination, initial investigations and further investigations as required) in order to:

· Identify all cardiovascular risk factors

· Detect end-organ damage and related or comorbid clinical conditions

· Identify causes of secondary hypertension

If secondary hypertension is suspected, consider specialist referral.

Assess absolute cardiovascular risk in all patients with hypertension in order to determine the optimal management plan.

Available absolute risk calculators may significantly underestimate cardiovascular risk in Aboriginal, Torres Strait Islander, Maori, and Pacific Islander peoples.

When to Intervene in Patients with Confirmed Hypertension
The decision to intervene and the development of a comprehensive management plan (including lifestyle advice and drug treatment) should be based on a thorough clinical investigation to identify associated clinical conditions and/or end-organ damage and assessment of absolute cardiovascular risk.

Advise lifestyle risk reduction for all patients, especially those with high-normal BP or hypertension.

Lifestyle Modification
Manage identified lifestyle risk factors in all patients, whether or not BP is elevated.

Advise patients to aim for healthy targets:

· At least 30 minutes of moderate-intensity physical activity on most, if not all, days of the week (daily total can be accumulated e.g., three 10-minute sessions). Advise patients of all ages to become more active.

· Smoking cessation. Refer patients to Quitline. Consider recommending nicotine replacement therapy and/or prescribing oral therapy (bupropion or varenicline) in patients who smoke more than 10 cigarettes per day and have no contraindications.

· Waist measurement <94 cm for men and <80 cm for women, body mass index <25 kg/m2. When recommending weight loss, advise patients on reducing kilojoule intake as well as increasing physical activity.

· Dietary salt restriction: ≤4 g/day (65 mmol/day sodium). Recommend low-salt and reduced-salt foods as part of a healthy eating pattern.

· Limited alcohol intake: ≤2 standard drinks per day for men or ≤1 standard drink per day for women.

When to Initiate Drug Treatment
Initiate antihypertensive drug treatment immediately in adults with any of the following:

· Grade 3 hypertension or isolated systolic hypertension with widened pulse pressure (systolic blood pressure ≥160 mmHg and diastolic blood pressure ≤70 mmHg)

· Associated conditions or evidence of end-organ damage (regardless of BP)

· Patients aged 75 years and older

· High absolute cardiovascular risk, as estimated using a risk calculator

Also consider drug therapy for:

· Patients with moderate risk of cardiovascular disease as estimated using a risk calculator

· Aboriginal and Torres Strait Islander adults

Explain the health implications of current risk and the potential benefits of the recommended treatment.

Initiating Drug Therapy
For patients with uncomplicated hypertension, begin antihypertensive monotherapy with any of these agents:

· Angiotensin-converting enzyme (ACE) inhibitors (or angiotensin II receptor antagonists)

· Calcium channel blockers

· Thiazide diuretics (consider for patients 65 years or older only)

For patients with comorbid or associated conditions, consider:

· The benefits, contraindications and cautions associated with specific agents (see Table 7 in the original guideline document)

· Potential drug–drug interactions

Begin antihypertensive therapy with the lowest recommended dose.

Treatment Targets
People with proteinuria >1g/day:
< 125/75

People with associated condition/s or end organ damage (coronary heart disease, proteinuria [>300 mg/day], stroke/TIA):
< 130/80

People with none of the following: Coronary heart disease, diabetes, chronic kidney disease, proteinuria (>300 mg/day), stroke/TIA:
< 140/90 or lower if tolerated

Attaining Targets
For all patients, arrange regular follow-up to reassess drug treatment and adjust the management plan to achieve targets for BP and other modifiable risk factors.

If the initial agent is not tolerated, change to a drug of a different class.

If target BP is not achieved, add a second low-dose agent from a different pharmacological class (see recommended combinations, page 23 in the original guideline document) before increasing doses. If target is not achieved and both drugs are well tolerated, increase dose/s.

Use up to four antihypertensive drugs in combination, if necessary to achieve target.

Avoid these combinations:

· Angiotensin-converting enzyme (ACE) inhibitor (or angiotensin II receptor antagonist) plus potassium-sparing diuretic

· Beta-blocker plus verapamil

Trial each regimen change for at least 6 weeks.

Non-responsive Hypertension
If BP remains elevated despite maximal doses of at least two appropriate agents, reassess for:

· Non-adherence

· Undiagnosed secondary hypertension

· Hypertensive effects of other drugs

· Treatment resistance due to sleep apnoea

· Undisclosed use of alcohol or recreational drugs

· Unrecognised high salt intake (particularly in patients taking ACE inhibitors or angiotensin II receptor antagonists)

· 'White coat' hypertension

· Technical factors affecting measurement

· Volume overload, especially with chronic kidney disease

CLINICAL ALGORITHM(S)

Clinical algorithms are provided in the original guideline document for:

· When to initiate blood pressure-lowering drug treatment

· Initiating drug treatment for newly diagnosed hypertension

· Stabilization, maintenance and follow-up after initiation of antihypertensive drug therapy

EVIDENCE SUPPORTING THE RECOMMENDATIONS

TYPE OF EVIDENCE SUPPORTING THE RECOMMENDATIONS

The type of evidence supporting the recommendations is not specifically stated for each recommendation.

BENEFITS/HARMS OF IMPLEMENTING THE GUIDELINE RECOMMENDATIONS

POTENTIAL BENEFITS

Observational studies show that the lower the blood pressure (BP), the lower the risk of stroke, coronary heart disease, chronic kidney disease, heart failure and death.

Optimal BP control has been shown to:

· Prevent or delay the development of end-stage kidney failure

· Prevent the development of chronic heart failure (CHF) and help manage symptoms of existing CHF

· Prevent strokes and their recurrence

POTENTIAL HARMS

· Thiazide diuretics have been associated with increased risk of new-onset diabetes and should be used with caution in patients with glucose intolerance and/or metabolic syndrome. The use of thiazide diuretics as first-line therapy should be limited to older patients, in whom the benefits of managing isolated systolic hypertension and preventing stroke with these agents are likely to outweigh the risk of diabetes onset.

· Beta-blockers are no longer recommended as first-line therapy in uncomplicated hypertension because of the increased risk of developing diabetes and the recently described trend towards worse outcomes in patients treated with beta-blockers (mainly atenolol) compared with those treated with other classes of antihypertensive drugs.

See Table 7 in the original guideline document for potentially harmful drugs in patients with comorbid and associated conditions.

Caution
· Calcium channel blockers (on initiation or withdrawal) should be used with caution in patients with comorbid angina.

· Cardioselective beta-blockers (e.g., atenolol, metoprolol controlled release) should be used cautiously in mild/moderate asthma/chronic obstructive pulmonary disease (COPD) only.

· Beta-blockers, clonidine, methyldopa, and moxonidine should be used with caution in patients with comorbid depression.

· Thiazide diuretics should be used cautiously in patients with gout.

· Calcium channel blockers (especially verapamil, diltiazem) should be used cautiously in patients with heart failure.

· ACE inhibitors, angiotensin II receptor antagonists should be used cautiously in patients with tight bilateral renal artery stenosis (unilateral in patients with solitary kidney).

· Beta-blockers, thiazide diuretics should be used cautiously in patients with in type 1 or type 2 diabetes with proteinuria or microalbuminuria.

The potential adverse effects of angiotensin converting enzyme inhibitors, angiotensin II receptor antagonists, calcium channel blockers, thiazide diuretics, and beta-blockers are stated in Table 10 in the original guideline document.

CONTRAINDICATIONS

CONTRAINDICATIONS

· Beta-blockers (except cardioselective agents) are contraindicated in patients with asthma/chronic obstructive pulmonary disease (COPD).

· Beta-blockers, verapamil, and diltiazem are contraindicated in patients with bradycardia and second or third-degree atrioventricular block.

· Alpha blockers are contraindicated in patients with aortic stenosis.

· Beta-blockers are contraindicated in patients with uncontrolled heart failure.

· The following agents are contraindicated during pregnancy: angiotensin converting enzyme (ACE) inhibitors, angiotensin II receptor antagonists, diuretics, calcium channel blockers (before 22 weeks' gestation), atenolol.

QUALIFYING STATEMENTS

QUALIFYING STATEMENTS

This document has been produced by the National Heart Foundation of Australia for the information of health professionals. The statements and recommendations it contains are, unless labelled as 'expert opinion', based on independent review of the available evidence. Interpretation of this document by those without appropriate medical and/or clinical training is not recommended, other than at the request of, or in consultation with, a relevant health professional.

IMPLEMENTATION OF THE GUIDELINE

DESCRIPTION OF IMPLEMENTATION STRATEGY

An implementation strategy was not provided.

IMPLEMENTATION TOOLS

Chart Documentation/Checklists/Forms
Clinical Algorithm
Patient Resources
Quick Reference Guides/Physician Guides
Resources

For information about availability, see the "Availability of Companion Documents" and "Patient Resources" fields below.

INSTITUTE OF MEDICINE (IOM) NATIONAL HEALTHCARE QUALITY REPORT CATEGORIES

IOM CARE NEED

Getting Better
Living with Illness

IOM DOMAIN

Effectiveness
Patient-centeredness
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