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PHARMAC responds on long-acting inhalers for COPD
Dr David Jones has recently written in the Journal
(http://www.nzma.org.nz/journal/118-1222/1669)1 about access to long-acting inhaled
bronchodilators for patients with chronic obstructive pulmonary disease (COPD).
We make some observations:

Tiotropium is already available but is under-used
Tiotropium has been funded for patients with severe COPD (FEV1 < 40% predicted)
since February this year. Details of Special Authority criteria can be found in
Appendix 1 at the end of this letter.

The Pharmacology and Therapeutics Advisory Committee (PTAC) in August 2004
considered tiotropium to be beneficial2,3 and cost-effective, and recommended that
tiotropium be listed with a high priority
(http://www.pharmac.govt.nz/latest_PTAC_minutes.asp).

For patients with severe COPD, tiotropium appears to be cost effective compared with
other new medicines, with a cost per QALY of $8,400.4 This includes major
reductions in hospitalisations for COPD exacerbations (although there is an overall
cost to the health sector from using tiotropium over ipratropium).

However, patients with severe COPD are not yet getting this effective treatment. The
uptake of tiotropium since the February listing has been low:

• The prevalence of COPD—and numbers of patients eligible for tiotropium
treatment—can be difficult to quantify,5,6 with wide-ranging estimates according
to the definitions of COPD used.7 A possible range is between 65,000 and 85,000
patients with COPD,8 with perhaps one-quarter having severe COPD at the level
of FEV1 < 40% predicted.9 Hence there may be 15,000 to 21,000 patients with
severe COPD (FEV1 < 40% predicted).

• PHARMAC had estimated actual usage (numbers of patients using tiotropium)
would be 5,900 by June 2005 (28–39% of the 15–21,000 eligible), reaching
perhaps 11,200 patients by June 2007 (53–75%).

• However, HealthPAC data indicate there were 1,690 dispensings for tiotropium in
June 2005, being 29% of what had been predicted.

• Currently (September 2005) there are perhaps 2,200 patients using tiotropium
(2,146 dispensings), being 10–14% of eligible patients and 7% of users of both
short-acting anticholinergics and long-acting beta agonists (LABAs)10—see
Figure 1 below:
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Figure 1. Uptake of tiotropium for COPD in New Zealand
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The uptake of tiotropium in New Zealand has been one-quarter that of Australia over
the comparable time period since listing11—see Appendix 2 (at the end of this letter)
for further details.

Extending access to tiotropium for less severe COPD
PTAC has previously considered, at its August 2004 meeting, the clinical benefits of a
commercial proposal that included widening tiotropium access to FEV1 < 60%
predicted. This access was more than had been recommended by PTAC’s Respiratory
subcommittee,12 possibly doubling the number of users.13 PTAC was unenthusiastic
about this proposal, noting a lack of evidence at the FEV1 40–59% level and
commenting on the likely extra patient numbers.

Further details can be found in the minutes of PTAC’s meeting of August 2004,
available online at http://www.pharmac.govt.nz/latest_PTAC_minutes.asp (item
‘Tiotropium [Spiriva] for use in COPD’ on page 8).

PTAC has now received a reapplication from the supplier to extend tiotropium access
to FEV1 < 60% predicted. This reapplication has been placed on the agenda for
PTAC’s next quarterly meeting.

Long-acting beta agonists (LABAs)
International guidelines/guidance (COPDX/TSANZ,14 GOLD,15 NICE16) to date do
not differentiate between LABAs and long-acting anticholinergics in the treatment of
COPD. However, as Dr Jones suggests, tiotropium may be better than LABAs for
treating COPD,17 with some head-to-head trials showing significant FEV1
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improvements with tiotropium,18–20 others a trend to tiotropium but no significant
differences,21–24  and possible tolerance to salmeterol.25 Some trials show little
improvement with LABAs compared with placebo in some measures.20,26 This area
requires a more systematic analysis.

PTAC in the past has recommended against funding LABAs for COPD. PTAC
considered an application for eformoterol (as Foradil) for COPD in August 2001,
which it recommended be declined because of the absence of good evidence of
meaningful effects. PTAC considered the evidence for Symbicort for COPD in May
2004, which PTAC considered to be weak and did not show any clear benefit, and
recommended that this application be declined.

The Cochrane review of LABAs in COPD27 was less than enthusiastic, concluding
“In the few studies that could be included in this review, treatment of patients with
COPD with long acting beta-2 agonists produces only small increases in FEV1. The
improvement in airways function does not seem to be associated with a consistent
effect on other outcomes such as health related quality of life or reductions in
breathlessness.”

Finally, we are aware of at least two RCTs comparing the LABA eformoterol with
ipratropium (a short-acting anticholinergic).28,29 These trials show no significance
between the two drugs—in contrast to the large effects seen between tiotropium and
ipratropium.2 One-third of publicly-funded LABA use in New Zealand is by patients
aged 65 years and over.31–33
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Appendix 1. Special Authority criteria for tiotropium (from 1 February 2005)
Special Authority for Subsidy

Initial application only from a general practitioner or relevant specialist. Approvals valid for 2
years for applications meeting the following criteria:

All of the following:

1 To be used for the long-term maintenance treatment of bronchospasm and dyspnoea
associated with COPD; and

2 In addition to standard treatment, the patient has trialled a dose of at least 40 mcg
ipratropium q.i.d for one month; and

3 The patient's breathlessness ≥ grade 4 according to the Medical Research Council
dyspnoea scale (see note). Grade must be stated on the application; and

4 FEV1 < 40% of predicted (copy of actual result and predicted value to be included in
application, or values to be stated on form); and

5 Either:
5.1 Patient is not a smoker; or
5.2 Patient is a smoker and been offered smoking cessation counselling; and

6 The patient has been offered annual influenza immunisation.

Renewal only from a general practitioner or relevant specialist. Approvals valid for 2 years for
applications meeting the following criteria:

All of the following:

7 Patient is compliant with the medication; and

8 Patient has experienced improved COPD symptom control (prescriber determined);
and

9 Applicant must supply recent measurement of FEV1 (% of predicted). Details must be
attached to the application (for reporting purposes only).

Note
Grade 4 (Medical Research Council dyspnoea scale) = stops for breath after walking about 100
metres or after a few minutes on the level; Grade 5 = too breathless to leave the house, or
breathless when dressing or undressing.
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Appendix 2. Uptake of tiotropium in Australia

Tiotropium has been funded in Australia since February 2003 under a restricted
benefit for the long-term maintenance treatment of bronchospasm and dyspnoea
associated with COPD.

The uptake of tiotropium in New Zealand has been one quarter that of Australia over
the comparable time period since listing.11 New Zealand had 2,146 dispensings (5.2
per 10,000 population) during September 2005. This compares with 43,451
dispensings (22.8 per 10,000) in Australia during August 2003, the seventh month
that tiotropium was listed there – as can be seen in the following graphs.

New Zealand and Australian uptake of tiotropium
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New Zealand and Australian uptake of anticholinergic inhalers
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