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New Indication: following myocardial infarction in patients with clinical or radiological
signs of left ventricular failure and/or left ventricular systolic dysfunction.
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The Scottish Medicines Consortium (SMC) has completed its assessment of the above
product and advises NHS Boards and Area Drug and Therapeutic Committees (ADTCs) on
its use in NHS Scotland. The advice is summarised as follows:

ADVICE: following a full submission

Valsartan (Diovano) is accepted for restricted use within NHS Scotland to improve survival
following myocardial infarction (MI) in clinically stable patients with signs, symptoms or
radiological evidence of left ventricular failure and/or with left ventricular systolic dysfunction.

Valsartan has been shown to be as effective as the ACE inhibitor, captopril, in this patient
population and should be considered a second-line alternative in patients who cannot tolerate
an ACE inhibitor. The economic evaluation demonstrates that valsartan is only cost-effective
in the patient population that is intolerant of ACE inhibitors.

Overleaf is the detailed advice on this product.

Chairman,
Scottish Medicines Consortium




Valsartan 40, 80 and 160mg
capsules & tablets (Diovan®)

Licensed indication under review

To improve survival following myocardial infarction (Ml) in clinically stable patients with signs,
symptoms or radiological evidence of left ventricular failure and/or with left ventricular systolic
dysfunction.

Dosing information under review

Initially 20mg twice daily, titrated to 40mg, 80mg and 160mg twice daily over the next few
weeks. If symptomatic hypotension or renal dysfunction occur, the target dose (160mg twice
daily) may need to be reduced.

UK launch date

Launched for this additional indication 25 October 2004. Valsartan has been available in the
UK for the treatment of hypertension since 1996.

Comparator medications
The main competitors are angiotensin converting enzyme (ACE) inhibitors. Captopril,
lisinopril, ramipril and trandolapril are specifically licensed for use post M.

Cost per treatment period and relevant comparators

Basic NHS costs at target doses

Drug Daily dose Cost for 28 days Annual cost

Valsartan 160mg twice daily £43.30 £565

Captopril 50mg three times daily £4.10 (drug tariff) £53 (drug tariff)
£31.00 (as Capoten®) £401 (as Capoten®)

Lisinopril 10mg daily £4.70 (drug tariff) £61 (drug tariff)
£9.70 (as Zestril®) £126 (as Zestril®)
£11.30 (as Carace®) £147 (as Carace®)

Ramipril 5mg twice daily £17.80 (non-proprietary) £232 (non-proprietary)
£19.30 (as Tritace®) £252 (as Tritace®)

Trandolapril 4mg daily £14.20 (as Gopten®) £185 (as Gopten®)
£24.60 (as Odrik®) £320 (as Odrik®)

In many cases the target doses need to be reduced due to poor tolerability including
hypotension.




Summary of evidence on comparative efficacy

The efficacy data to support the use of valsartan in patients post Ml comes from the results of
one large study: the Valsartan in Acute Myocardial Infarction Trial (VALIANT). This study
enrolled patients with acute Ml and evidence of congestive heart failure and/or left ventricular
systolic dysfunction (manifested as an ejection fraction £ 40% by radionuclide
ventriculography or £ 35% by echocardiography or ventricular contrast angiography). A total of
14,703 patients were randomised 0.5 to 10 days after acute MI to start one of three
treatments: valsartan, valsartan plus captopril or captopril. Study drugs were titrated as
clinically tolerated over four steps to a target of (1) valsartan 160mg twice daily (2) valsartan
80mg twice daily plus captopril 50mg three times daily or (3) captopril 50mg three times daily.
Patients could continue to take baseline aspirin, beta-blockers and statins.

The primary efficacy measure was all-cause mortality. If valsartan failed to demonstrate
superiority over captopril, a prespecified analysis was proposed to confirm non-inferiority.
After a median follow-up of 25 months, the mortality rates were similar in the three treatment
groups (20% with valsartan, 19% with valsartan plus captopril and 20% with captopril). The
hazard ratio for death in the valsartan-treated patients compared to the captopril-treated
patients was 1.00 [97.5% CI. 0.90, 1.11; p=0.98]. The Kaplan-Meier estimates of mortality at
one year were 12% with valsartan, 12% with valsartan plus captopril and 13% with captopril.

Secondary endpoints of death from cardiovascular causes, recurrent Ml or hospitalisation due
to heart failure were similar between the three treatment groups.

An analysis using an imputed placebo from results of previous reference Ml studies with other
ACE inhibitors (SAVE, AIRE and TRACE) estimated that valsartan had 99.6% of the effect of
captopril [95% CI: 60%, 139%].

Subgroup analysis found no significant difference in the endpoint for predefined subgroups in
particular, when a baseline beta-blocker was administered with valsartan, valsartan plus
captopril or captopril alone.

Summary of evidence on comparative safety

During VALIANT, the percentage of patients permanently discontinuing therapy because of an
adverse event was 5.8% in the valsartan group, 9.0% in the combination group and 7.7% in
the captopril group. Although, the difference between captopril and valsartan significantly
favoured valsartan (p<0.05), more valsartan-treated patients discontinued due to hypotension
(1.4% versus 0.8%, p<0.05) and renal causes (1.1% versus 0.8%, p=NS). There was no
significant difference in the incidence of hospitalisation due to renal dysfunction (32 valsartan
patients and 21 captopril patients). Cough, rash and taste disturbance were significantly lower
in the valsartan patients compared to the captopril patients. The incidence of dose reductions
due to adverse events followed a similar pattern but the difference in the incidence due to
renal causes reached statistical significance between valsartan (4.8%) and captopril (3.0%)
(p<0.05).




Summary of clinical effectiveness issues

VALIANT has shown that valsartan is non-inferior to captopril in terms of all cause mortality in
high-risk patients following Ml and that no additional clinical benefit was obtained when
captopril and valsartan were used in combination. The study population included Scottish
patients and is likely to be largely representative of the patients who would be eligible for
treatment in practice.

Valsartan is currently the only angiotensin receptor blocker to be licensed for use post M.
However, there is a large evidence base to support the use of ACE inhibitors as first-line
therapy in these patients and since valsartan offered no advantage over captopril, it would
seem appropriate for it to be reserved for second-line use in patients who cannot take an ACE
inhibitor. This is likely to involve a small minority of patients who develop a troublesome dry
cough, which interferes with sleep and is likely to be caused by an ACE inhibitor.

Summary of comparative health economic evidence

A five-health state Markov model, with a 10 year time horizon was presented that compared
valsartan therapy to placebo (no-treatment). The model only considered patients who were
intolerant to ACE inhibitor therapy thus using placebo as the comparator was appropriate.

Clinical effectiveness of valsartan was taken from the VALIANT trial. Clinical effectiveness of
placebo was based on a meta-analysis of SAVE, AIRE and the TRACE trials. When
calculating placebo event rates clinical equivalence between valsartan and ACE inhibitors
was assumed. Quality of life was calculated using utility weights taken from published
literature.

The time horizon of 10 years was inadequate as patients are expected to receive drug
therapy over a lifetime. Resource use for annual follow-up costs was based on clinical opinion
and was overstated. Drug costs for valsartan were understated. The impact of these is to
understate the cost per patient in the valsartan cohort. Sensitivity analysis showed that the
model was sensitive to the cardiac-related death rates, the utility weight used for the no-
complication health state and the time horizon. The sensitivity analysis was narrow because it
varied base case model parameters by only +/- 20%.

The cost and QALYs gained per patient over a 10-year period were

Average cost per patient — Valsartan £8,209
Average cost per patient — Placebo £5,768
Incremental QALY gained per valsartan patient 0.511
Incremental cost-effectiveness ratio (ICER) £4,773

Valsartan drug costs were understated by around 20%; the sensitivity analysis shows that if
valsartan drug costs are increased by 20% then the ICER is £5,617.

The economic evaluation demonstrated that valsartan is cost-effective only in the patient
population that is intolerant to ACE inhibitors. No evidence was presented for the cost-
effectiveness of vaslartan as first-line treatment for post-Ml patients.




Budget impact

The net budget impact presented was based on the economic model (i.e. valsartan budget
impact minus placebo budget impact). The manufacturer states that approximately 4,400
patients per annum with post-MI and HF/LVSD will receive drug therapy. Of these, 21% will be
intolerant to ACE-inhibitors and approximately half will receive valsartan. Estimates of patient
numbers likely to receive valsartan therapy and net budget impact is estimated as 500
patients and £152,500 in year 1 rising to 2,800 patients and £750,000 in year 5.

This assumes annual drug costs of £360 per patient. BNF prices show that the annual drug
cost will be approximately £500 per patient.

Guidelines and protocols

SIGN guideline No. 41 discusses pharmacological management following Ml and
recommends the use of:

1. aspirin to prevent fatal and non-fatal vascular events.
2. beta-blockers unless there are contraindications
3. ACE inhibitors

The guideline advises consideration of long-term therapy with an ACE inhibitor in patients
following an MI with/without left ventricular dysfunction. In patients with left ventricular
dysfunction post MI, consideration should be given to starting therapy within 48 hours of the
onset of symptoms.




Advice context:
No part of this advice may be used without the whole of the advice being quoted in full.

This advice represents the view of the Scottish Medicines Consortium and was arrived at
after careful consideration and evaluation of the available evidence. It is provided to inform
the considerations of Area Drug & Therapeutics Committees and NHS Boards in Scotland in
determining medicines for local use or local formulary inclusion. This advice does not
override the individual responsibility of health professionals to make decisions in the exercise
of their clinical judgement in the circumstances of the individual patient, in consultation with
the patient and/or guardian or carer.

This assessment is based on data submitted by the applicant company up to and including
10 January 2005.

Drug prices are those available at the time the papers were issued to SMC for consideration.

The reference numbers in this document refer to the under-noted references. Those shaded
grey are additional to those supplied with the submission.
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