Cardiovascular disease is the main cause of death in the UK (over 240,000
deaths in 2001). Half of all cardiovascular disease deaths are attributed to
coronary heart disease (CHD), and CHD is the most common cause of
premature death. About a quarter of cardiovascular disease deaths are due to
stroke. In general practice more is spent on cardiovascular drugs than any
other therapeutic group. Over the last 5 years cost has more than doubled to
£472 million per quarter. The number of items has risen by about 70% in this
period to nearly 43 million per quarter. The largest increases have occurred in
prescribing of lipid regulating drugs, drugs affecting the renin-angiotensin
system and antiplatelet drugs (charts 1 and 2).

The National Service Framework for Coronary Heart Disease (NSF) provides
standards for preventing CHD in high risk patients in primary care. These aim
to identify (a) people with established cardiovascular disease and (b) people
at significant risk of cardiovascular disease but who have not yet developed
symptoms, particularly those with a CHD risk greater than 30% over 10 years.
To comply with the NSF milestones, every practice should have a CHD risk
register; protocols for systematic assessment, treatment and follow-up; and
clinical audit data no more than 12 months old that show whether people at
high risk have received the interventions set out in the NSF. Chapter 11 of the
NSF tackles management of heart failure, the majority of cases of which are
due to CHD. The burden of heart failure on secondary care can be reduced
when patients with or at risk of CHD receive appropriate treatment.

Hypertension

Antihypertensive drug treatment should be initiated in people with sustained
systolic pressure greater than 160mmHg or sustained diastolic pressure
above 100mmHg. People with blood pressures between 140-159/90-99mmHg
should be assessed in relation to the presence or absence of target organ
damage, cardiovascular disease, diabetes and a 10 year CHD risk above
15% before deciding whether to treat. Blood pressure below 140/85 mmHg
should be the target in patients without diabetes.? Recent trials provide direct
comparisons of the effectiveness of the main groups of antihypertensive
drugs. ALLHAT?® included 33,357 patients who were identified as having
hypertension and one or more risk factors for CHD events. Three drugs were
compared: an ACE inhibitor, a calcium channel blocker and a thiazide diuretic.
There was no significant difference between any of the drugs for the primary
outcomes of fatal CHD and non-fatal MI. ALLHAT provides evidence to
support using a thiazide as first choice therapy in most patients; this is in line
with the British Hypertension Society guidelines? and SIGN guidelines.* In
another recent trial of ACE inhibitors and diuretics for hypertension in the
elderly, it was observed that blood pressure control was similar with either,
however, treatment with an ACE inhibitor produced better cardiovascular
outcomes in male subjects, particularly non-fatal cardiovascular events and
MLI.° An increased risk of fatal stroke was seen in the ACE inhibitor group.
Choice of initial therapy should be based on pre-existing conditions,
contraindications and cost-effectiveness. When blood pressure is uncontrolled
by one drug there are two options; add-on therapy, or change to a different
drug class. In ALLHAT 40% of patients needed more than one



antihypertensive drug to reach the target blood pressure.® Which drug to add
next will depend on the initial choice of therapy; the Birmingham system
provides a method for selecting add-on therapy.* Insufficient evidence is
available to recommend angiotensin Il receptor antagonists (AlIRAs) as first
line therapy in hypertension. They may be considered as an alternative to
ACE inhibitors if cough is a limiting adverse effect’ or if people with
microalbuminuria or proteinuria have a contraindication to ACE inhibitors.®

Hyperlipidaemia

One area of current uncertainty is whether all patients at high risk of CHD
would benefit from a statin regardless of pre-treatment cholesterol
concentration. The Heart Protection Study’ has provided some evidence for
this. It compared 40mg simvastatin daily to placebo in a wide range of
patients (including women, elderly people and people with diabetes)
considered to be at high 5 year risk of death from CHD. Deaths from all
causes (NNT 56) and major vascular events (NNT 19) were both significantly
decreased with simvastatin. The benefit experienced by individuals depended
on their overall risk and not just initial lipid concentrations.

Patients at lower CHD risk could benefit from statin therapy, but there are
concerns about the cost of this approach and whether in routine practice
cholesterol concentrations would be reduced sufficiently to decrease mortality.
ALLHAT included a lipid lowering arm comparing the use of pravastatin to
usual care in hypertensive patients with moderately raised cholesterol.® Unlike
other statin trials there were no significant reductions in mortality, CHD events
or stroke with pravastatin. This may be because only modest differences in
cholesterol concentrations were achieved between pravastatin and usual
care. In the PROSPER trial pravastatin reduced deaths from CHD and non-
fatal Mls in elderly people at high risk of developing cardiovascular disease or
stroke, however stroke risk was unaffected.® A recent meta-analysis found
that lipid lowering treatment significantly reduces the relative risk of stroke in
patients with CHD, particularly when total cholesterol concentration is lowered
to under 6.0mmol/l."® The NSF' advises that serum cholesterol concentrations
should be lowered to less than 5mmol/l (LDL cholesterol 3mmol/l) or by 30%
(whichever is greater) using dietary advice and treatment with statins. Recent
trial evidence suggests this advice may need to be reviewed.

Diabetes

The NICE guidelines for assessment and management of cardiovascular
disease risk for people with Type 2 diabetes® recommend starting
antihypertensive therapy in patients with sustained blood pressures above
140/80 mmHg and either a history of cardiovascular disease or a 10 year
coronary event risk over 15% or microalbuminuria/proteinuria. If none of these
factors are present then drug therapy is recommended if blood pressure
exceeds 160/100mmHg. A target blood pressure of 140/80 mmHg should be
the aim unless microalbuminuria is present when a lower target of
135/75mmHg is advocated. ACE inhibitors are the first choice for people with
microalbumniuria or proteinuria. AlIRAs, beta blockers and thiazide diuretics
are first line treatments in people without albuminuria alongside ACE
inhibitors. Statins are recommended for patients with Type 2 diabetes and



either total cholesterol greater than Smmol/l or triglycerides above 2.3mmol/l if
they have either a history of cardiovascular disease or a 10 year coronary
event risk greater than 15%.

Antiplatelet drugs

Low dose aspirin is recommended for patients with diagnosed CHD or other
occlusive arterial disease.” There is insufficient evidence to conclude whether
patients with cardiovascular disease other than CHD would benefit from
regular treatment with aspirin. Clopidogrel may have a role in the treatment of
acute coronary syndrome in selected patients at higher risk of Ml or death.™
For every 100 such patients adding clopidogrel to aspirin for 9 months
prevents an additional 2 events of cardiovascular death, non-fatal Ml or
stroke, but causes major bleeding in 1 patient. If aspirin cannot be tolerated,
clopidogrel is a useful alternative but it would not be cost-effective to prescribe
it for all patients instead of aspirin.

Prescribing Data

Prescribing of the main classes of antihypertensive drug has increased over
the last 5 years (table 1). Each of these classes has additional indications,
therefore it is not possible to tell which class is most frequently prescribed for
hypertension. Although spending on thiazide diuretics has risen four-fold over
the last 5 years, less is spent on this class than on any other. The highest
costs are for calcium channel blockers and ACE inhibitors. Spending on ACE
inhibitors has grown at a slower rate than prescribing, which is partly due to
enalapril being available off-patent.

Table 1. Change in prescribing of the main antihypertensive drug classes in
the last 5 years

Items (millions) Net ingredient Cost (Emillions)
Quarter % change |Quarter % change
to to
Dec-97 Dec-02 Dec-97 Dec-02

Thiazides And Related Diuretics 2.16 4.22 95% 1.35 5.96 341%
Beta-Adrenoceptor Blocking 3.77 5.87 56% 19.68 23.24 18%
Drugs
Angiotensin-Converting Enzyme 294 5.28 79% 51 73.18 44%
Inhibitors
Angiotensin-Il Receptor 0.16 1.43 768% 4.54 36.92 713%
Antagonists
Calcium-Channel Blockers 3.44 4.66 35% 55.38 75.41 36%
Other Antihypertensives 0.48 1.24 160% 8.86 27.83 214%

In the quarter to December 2002, there were 8.3 million items for diuretics at a
cost of £15.9 million (excluding diuretics in combination with other non-diuretic
antihypertensive drugs). Bendrofluazide is the most commonly prescribed
diuretic, accounting for 93% of thiazide items (3.9 million) and 75% of cost
(£4.5 million). Frusemide is the most commonly prescribed loop diuretic, 2.4
million items (89%) and £3.1 million (74%). Spironolactone prescribing has
grown by 273% over the last 5 years to 0.3 million items (£1.3 million),
presumably due to prescribing for heart failure. Use of potassium sparing




diuretics in combination with other diuretics is falling (down 41% to under 1
million items, £4.0 million).

Atenolol is the most commonly prescribed beta blocker (3.9 million items,
quarter to December 2002). However more is spent on bisoprolol than
atenolol (£5.9 million and £5.7 million respectively). There are 0.5 million
items per quarter for bisoprolol. Ramipril and lisinopril are being prescribed
almost equally (1.6 million per quarter each) but slightly more is spent on
ramipril (£24.8 million compared to £22.8 million respectively). Although
ramipril appears to offer a price advantage over lisinopril when compared
using the defined daily dose, the average daily quantity in England is 5mg and
ramipril 5mg is more expensive than lisinoprii 10mg (See Price Chart).
Losartan is the most frequently prescribed AIIRA (0.5 million items, £14.9
million per quarter). 38% of items for calcium-channel blockers are for
amlodipine (1.8 million, £36.6 million) and 23% for nifedipine (1.1 million
items, £14.5 million).

In the last 5 years prescribing of antiplatelet drugs has doubled to 5.8 million
items per quarter whilst cost is now 11 times higher at £23.3 million per
quarter. Aspirin is still by far the most frequently prescribed (5.1 million items,
quarter to December 2002) followed by clopidogrel (0.4 million items). Due to
the large price difference between aspirin and clopidogrel, 67% of antiplatelet
drugs cost is for clopidogrel (£15.7 million) and only 19% for aspirin (£4.5
million).

Use of nitrates remains static, 2.1 million items (£18 million) quarter to
December 2002. Nicorandil prescribing is increasing (0.4 million items, £4.3
million). Prescribing of and spending on lipid regulating drugs have both
increased around four-fold over the last 5 years (4.9 million items, £161.1
million per quarter). 95% of items for lipid regulating drugs are for statins:
simvastatin and atorvastatin are most often prescribed (2.0 million and 1.8
million items per quarter respectively). More is spent on simvastatin (£72.6
million per quarter) than atorvastatin (£58.0 million per quarter).

The total cost of prescribing cardiovascular drugs (NIC/cardiovascular STAR-
PU) varies across PCTs (interquartile range 0.57 to 0.70). PCTs in the North
(except for North and East Yorkshire, North Lincolnshire and Trent) and in
Birmingham and the Black Country spend more on cardiovascular drugs than
other PCTs.
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Summary

Identifying and treating those people with established CHD and those
at significant risk of developing CHD as set out in the NSF is the first
priority

The main groups of drugs for hypertension are similar in efficacy and
thiazide diuretics are the most cost effective as first choice therapy

Many patients require more than one antihypertensive drug to reach
their target blood pressure

For cholesterol management the majority of patients will require drug
treatment, benefit from statin treatment depends on overall risk and
not just lipid concentration alone

Aspirin is useful in established CHD, there is insufficient evidence
available to support prescribing an antiplatelet drug for patients at
low risk of CHD




