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Issue 1

Mixed Treatment Comparison Inputs provided to different levels of precision

Description of problem

Description of proposed amendment

Result of amended model or expected
impact on the result (if applicable)

The HAQ changes for etanercept are
provided to 3 decimal places, to 2 decimal
places for infliximab, and to 1 decimal
place for adalimumab.

Since the results of the MTC are so sensitive to the number of
decimal places reported for the change in HAQ, Abbott has
provided these data to 4 decimal places in Appendix 1 of our
response to the Assessment Group report.

In order to assess the impact of rounding to
different decimal places, Abbott have rerun the MTC with the HAQ changes
rounded to 2 decimal places for each drug.

Abbott suggests that the Assessment Group request the data
to this level of detail from the other manufacturers and uses
these data to re-run the MTC and the cost-effectiveness
analysis.

Since Abbott does not have access to the
response rates from the etanercept and
infliximab clinical trials to this level of
accuracy, we were unable to determine the
exact impact this change will have on the
cost-effectiveness results.

A comparison of the results shows that this
issue has a large impact on the mean HAQ
improvements for both adalimumab
responders and non-responders, with an
increase of 0.0506, and 0.0573
respectively.

However, given that the differences in the
change in HAQ between treatments is a key
driver of the results, the improvement in HAQ
observed when more precise data is used for
adalimumab will result in an increase in
QALYs for adalimumab thus changing the
cost-effectiveness results.

Issue 2

The meta analysis used to inform the changes in HAQ for each treatment fails to adjust for differences in
baseline HAQ scores

Description of problem

Description of proposed amendment

Result of amended model or expected
impact on the result (if applicable)

Since a patient’s baseline outcome is likely
to be strongly correlated with their change
in outcome over the follow-up period, the
concept of baseline adjustment with
respect to the analysis of outcome
measures is well understood in the clinical
trial literature and the health economic
literature. In the trials of PsA included in the
MTC, it is clear there are differences in
baseline HAQ.

In order to assess the impact of baseline HAQ on the change
in HAQ, Abbott adapted the MTC code as outlined in our
response to the Assessment Group report.

The baseline HAQ level used in the base
case analysis is higher than was observed in
the adalimumab trials, but lower than the
baseline HAQ in either the etanercept or
infliximab trials.

Data from both the ADEPT and M02-570
trials indicate that there is a clear
relationship between baseline HAQ and
HAQ change

After adjusting for baseline HAQ, the mean HAQ improvement
increases for both adalimumab responders and nonresponders.
Abbott requests that the Assessment Group re-run the
analyses using more precise input values for each of the antiTNF therapies (see issue 1 above), and adjusting for baseline
HAQ as it appears that these changes will have a significant
impact on the results.

It is therefore expected that in contrast to the
impact on the mean HAQ improvement for
adalimumab, adjusting for baseline HAQ
would result in a decrease in the mean HAQ
improvement for etanercept and infliximab.
Abbott therefore expect that this analysis will
result in increased QALYs for adalimumab
and worse QALYs for infliximab and
etanercept.

A failure to adjust for baseline HAQ when
considering HAQ change in the MTC will
therefore bias the results of the analysis.

Issue 3

Probabilistic Sensitivity Analysis does not appropriately reflect the uncertainty in the results

Description of problem

Description of proposed amendment

Result of amended model or expected
impact on the result (if applicable)

The base case analysis indicates that the
cost-effectiveness of adalimumab and
etanercept versus palliative care are very

Although the exact cause of this issue is not clear, sensitivity
analysis 22 suggests that this apparent lack of uncertainty is
driven to a large extent by the HAQ change by PsARC

Abbott anticipates that if the PSA was
adapted to incorporate all of the uncertainty
around the model inputs, the probability of

similar, with ICERs of £17,274 and £15,990
respectively.
Furthermore, the results of the mixed
treatment comparison indicate that there is
significant overlap in the credible intervals
for response – in particular for ACR and
PsARC response rates.
It is therefore surprising that the
probabilistic sensitivity analysis shows that
there is very little uncertainty in which is the
most cost-effective of these two treatments
(p=0.524 for etanercept and p=0.044 for
adalimumab).

responder/non-responder. In this analysis, it is assumed that
HAQ change depends only on PsARC response rate, and does
not differ between treatments, which clinical opinion suggests
is an equally plausible assumption.
Under this assumption, the probability that adalimumab is the
most cost-effective treatment at a threshold of £20,000/QALY
increases to 0.198 while the probability that etanercept is the
most cost-effective treatment falls to 0.400.
Abbott therefore propose that the PSA should be amended to
ensure that the uncertainty around the differences in the
change in HAQ by PsARC responder/non-responder is fully
incorporated.

adalimumab being the most cost-effective
treatment would be similar to that for
etanercept.

Issue 4

Infliximab drug and administration costs are underestimated in the model

Description of problem

Description of proposed amendment

Result of amended model
or expected impact on the
result (if applicable)

The Assessment Group
assumes an average patient
weight of 70kg based on the
average weight of the UK
population. However,
analysis of the clinical trial
data indicates that the
average weight of PsA
patients is 87kg.

Abbott proposes that the following drug costs should be applied for infliximab:

Increasing the drug and
administration costs for
infliximab will increase their
ICER and reduce the
probability that they are costeffective.

Since infliximab has a weightbased dosing schedule,
patients weighing over 80kg
would require one additional
vial than patients weighing
70kg which will increase the
costs associated with
infliximab.
Furthermore, the Assessment
Group assume a ½ day inpatient hospital cost for each
infusion of infliximab at a cost
of £144 per infusion.
However, since an infliximab
infusion is more likely to be a
day case rather than an inpatient procedure, this would
be a more appropriate cost to
use. The NHS reference

Vials per dose

Doses

Cost per vial

Total cost

0-12 weeks
Infliximab (87kg patient)

5

3

£419.62

£6,294.30

5

2

£419.62

£4,196.20

5

1.625

£419.62

£3,409.41

12-24 weeks
Infliximab (87kg patient)
24 weeks +
Infliximab (87kg patient)

Abbott also proposes that a cost of £462 per administration should be used.

costs (2007/08) indicate that
the cost would therefore be
£462.

(please cut and paste further tables as necessary)

