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REASON FOR ADDENDUM SUBMISSION

This addendum was prepared by the EAG in response to a request from the NICE technical
team to provide additional scenario analyses prior to the first committee meeting. Additional
scenarios in the addendum further explore the impact on cost-effectiveness of several
different possible alternative time gains for automated tests (i.e., reductions in ulcer healing
time) for venous ulcers with a true negative test result. Version 2.0 of the addendum provides
further scenarios which replicate the time gain scenario analyses from version 1.0, but with
removal of the costs of manual doppler testing. The EAG’s view is that any modelled time
gains may only be achievable in settings where there is limited access to manual doppler

testing.

ADDITIONAL COST-EFFECTIVENESS RESULTS

Three additional scenario analyses are conducted on the “moderate” base case (Table 1)
reporting the impact on results of true negative time gains of 6, 8, 12 and 16 weeks. Tables 2
and 3 provide threshold analyses (using NMB) illustrating the reductions in ulcer healing
times for TN results that would be required before the tests would be considered cost-

effective at threshold values of £20,000 and £30,000 per QALY respectively.

Tables 4,5 and 6 replicate the scenarios, removing the costs of manual doppler testing.



Table 1 Additional scenario analyses applied to the “moderate” set of base case assumptions

Incremental Total
Test Total cost Incremental QALY | ICER (ranked) | ICER (vs. Manual)
cost QALY
Base case (moderate) - deterministic
Manual Doppler £11,961 8.032 --
BlueDop Vascular Expert £12,099 £138 8.030 -0.002 Dominated Dominated
WatchBP Office ABI £12,276 £315 8.029 -0.003 Dominated Dominated
WatchBP Office Vascular £12,276 £315 8.029 -0.003 Dominated Dominated
boso ABI-system 100 £12,392 £431 8.028 -0.005 Dominated Dominated
MESI ABPI MD £12,424 £463 8.027 -0.005 Dominated Dominated
MESI mTABLET ABI £12,427 £466 8.027 -0.005 Dominated Dominated
Dopplex Ability £12,501 £540 8.027 -0.006 Dominated Dominated
Scenario A1 — Time gains for TN tests of 6 weeks (42 days)
BlueDop Vascular Expert £11,782 0 8.038 0.000 Dominant
WatchBP Office ABI £11,929 £147 8.038 0.000 Dominated Dominant
WatchBP Office Vascular £11,930 £147 8.038 0.000 Dominated Dominant
Manual Doppler £11,961 £179 8.032 -0.006 Dominated --
boso ABI-system 100 £12,053 £271 8.037 -0.001 Dominated £20,045
MESI ABPI MD £12,074 £292 8.037 -0.001 Dominated £23,510
MESI mTABLET ABI £12,077 £295 8.037 -0.001 Dominated £24,042
Dopplex Ability £12,153 £371 8.036 -0.002 Dominated £45,662




Test Total cost Incremental Total Incremental QALY | ICER (ranked) | ICER (vs. Manual)
cost QALY
Scenario A2 — Time gains for TN tests of 8 weeks (56 days)
BlueDop Vascular Expert £11,677 £0 8.041 0.000 Dominant
WatchBP Office ABI £11,814 £138 8.041 +0.000 £358,512 Dominant
WatchBP Office Vascular £11,814 £0 8.041 -0.000 Dominated Dominant
boso ABI-system 100 £11,941 £127 8.040 -0.001 Dominated Dominant
MESI ABPI MD £11,958 £144 8.040 -0.001 Dominated Dominant
MESI mTABLET ABI £11,961 £146 8.040 -0.001 Dominated Dominant
Manual Doppler £11,961 £147 8.032 -0.009 Dominated --
Dopplex Ability £12,037 £223 8.040 -0.001 Dominated £10,253
Scenario A3 — Time gains for TN tests of 12 weeks (84 days)
BlueDop Vascular Expert £11,466 £0 8.046 0.000 Dominant
WatchBP Office ABI £11,585 £119 8.047 0.001 £93,736 Dominant
WatchBP Office Vascular £11,585 £0 8.047 0.000 Dominated Dominant
boso ABI-system 100 £11,718 £133 8.046 -0.001 Dominated Dominant
MESI ABPI MD £11,727 £142 8.047 0.000 Dominated Dominant
MESI mTABLET ABI £11,730 £145 8.047 0.000 Dominated Dominant
Dopplex Ability £11,808 £223 8.046 -0.001 Dominated Dominant
Manual Doppler £11,961 £376 8.032 -0.015 Dominated




Incremental Total
Test Total cost Incremental QALY | ICER (ranked) | ICER (vs. Manual)
cost QALY
Scenario A4 — Time gains for TN tests of 16 weeks (112 days)
BlueDop Vascular Expert £11,255 8.051 Dominant
WatchBP Office ABI £11,357 £102 8.053 0.002 £46,934 Dominant
WatchBP Office Vascular £11,357 £0 8.053 0.000 Dominated Dominant
boso ABI-system 100 £11,495 £139 8.052 -0.001 Dominated Dominant
MESI ABPI MD £11,498 £141 8.053 0.000 Dominated Dominant
MESI mTABLET ABI £11,500 £144 8.053 0.000 Dominated Dominant
Dopplex Ability £11,580 £224 8.053 0.000 Dominated Dominant
Manual Doppler £11,961 £605 8.032 -0.021 Dominated

Abbreviations: ICER: Incremental cost-effectiveness ratio; QALY: Quality adjusted life years; TN: True negative.




Table 2: NMB at a threshold of £20,000 per QALY.

Net Monetary Benefits
Time gain BlueDop Dopplex  MESI ABPI MESI mTABLET Manual WatchBP Office WatchBP Office boso ABI-
(automated, Vascular Expert  Ability MD ABI Doppler ABI Vascular system 100
days)
o1 [[TE149,528 | £149.206 | £149295 | £149293 | c148.684
tos [FTE149,685 | £149,385 | E149,474 1| [UEI49.472 |  c148.084

Notes: Green (red) highlighted cells indicate the reductions in ulcer healing time for a TN test result that would be required to generate a NMB
for automated tests that is greater than (lower than) the NMB for manual doppler testing at a WTP threshold of £20,000 per QALY .

Bold indicates the test strategy with the maximum NMB for each time gain scenario.



Table 3: NMB at £30,000 per QALY

Net Monetary Benefits
Time gain BlueDop Dopplex MESI ABPI MESI Manual WatchBP  WatchBP Office  boso ABI-
(automated, days) Vascular Expert ~ Ability MD mTABLET ABI  Doppler Office ABI Vascular system 100

Notes: Green (red) highlighted cells indicate the reductions in ulcer healing time for a TN test result that would be required to generate a NMB
for automated tests that is greater than (lower than) the NMB for manual doppler testing at a WTP threshold of £30,000 per QALY.

Bold indicates the test strategy with the maximum NMB for each time gain scenario.
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Table 4 Additional scenario analyses applied to the “moderate” set of base case assumptions (removing the costs of manual doppler

testing)
Incremental Total
Test Total cost Incremental QALY | ICER (ranked) | ICER (vs. Manual)
cost QALY
Base case (moderate) - deterministic
Manual Doppler £11,961 8.032 --
BlueDop Vascular Expert £12,099 £138 8.030 -0.002 Dominated Dominated
WatchBP Office ABI £12,276 £315 8.029 -0.003 Dominated Dominated
WatchBP Office Vascular £12,276 £315 8.029 -0.003 Dominated Dominated
boso ABI-system 100 £12,392 £431 8.028 -0.005 Dominated Dominated
MESI ABPI MD £12,424 £463 8.027 -0.005 Dominated Dominated
MESI mTABLET ABI £12,427 £466 8.027 -0.005 Dominated Dominated
Dopplex Ability £12,501 £540 8.027 -0.006 Dominated Dominated
Scenario Al — Time gains for TN tests of 6 weeks (42 days)
BlueDop Vascular Expert £11,782 8.038 0.000 Dominant
WatchBP Office ABI £11,929 £147 8.038 0.000 Dominated Dominant
WatchBP Office Vascular £11,930 £147 8.038 0.000 Dominated Dominant
Manual Doppler £11,941 £158 8.032 -0.006 Dominated --
boso ABI-system 100 £12,053 £271 8.037 -0.001 Dominated £24,492
MESI ABPI MD £12,074 £292 8.037 -0.001 Dominated £27,764




Test Total cost Incremental Total Incremental QALY | ICER (ranked) | ICER (vs. Manual)
cost QALY

MESI mTABLET ABI £12,077 £295 8.037 -0.001 Dominated £28,296
Dopplex Ability £12,153 £371 8.036 -0.002 Dominated £50,541
Scenario A2 — Time gains for TN tests of 8 weeks (56 days)

BlueDop Vascular Expert £11,677 £0 8.041 0.000 Dominant
WatchBP Office ABI £11,814 £138 8.041 0.000 £358,512 Dominant
WatchBP Office Vascular £11,814 £0 8.041 0.000 Dominated Dominant
Manual Doppler £11,941 £126 8.032 -0.009 Dominated --
boso ABI-system 100 £11,941 £127 8.040 -0.001 Dominated £82
MESI ABPI MD £11,958 £144 8.040 -0.001 Dominated £2,205
MESI mTABLET ABI £11,961 £146 8.040 -0.001 Dominated £2,525
Dopplex Ability £12,037 £223 8.040 -0.001 Dominated £13,001
Scenario A3 — Time gains for TN tests of 12 weeks (84 days)

BlueDop Vascular Expert £11,466 £0 8.046 0.000 Dominant
WatchBP Office ABI £11,585 £119 8.047 0.001 £93,736 Dominant
WatchBP Office Vascular £11,585 £0 8.047 0.000 Dominated Dominant
boso ABI-system 100 £11,718 £133 8.046 -0.001 Dominated Dominant
MESI ABPI MD £11,727 £142 8.047 -0.000 Dominated Dominant
MESI mTABLET ABI £11,730 £145 8.047 -0.000 Dominated Dominant




Incremental Total
Test Total cost Incremental QALY | ICER (ranked) | ICER (vs. Manual)
cost QALY
Dopplex Ability £11,808 £223 8.046 -0.001 Dominated Dominant
Manual Doppler £11,941 £356 8.032 -0.015 Dominated
Scenario A4 — Time gains for TN tests of 16 weeks (112 days)
BlueDop Vascular Expert £11,255 8.051 Dominant
WatchBP Office ABI £11,357 £102 8.053 0.002 £46,934 Dominant
WatchBP Office Vascular £11,357 £0 8.053 0.000 Dominated Dominant
boso ABI-system 100 £11,495 £139 8.052 -0.001 Dominated Dominant
MESI ABPI MD £11,498 £141 8.053 0.000 Dominated Dominant
MESI mTABLET ABI £11,500 £144 8.053 0.000 Dominated Dominant
Dopplex Ability £11,580 £224 8.053 0.000 Dominated Dominant
Manual Doppler £11,941 £584 8.032 -0.021 Dominated

Abbreviations: ICER: Incremental cost-effectiveness ratio; QALY : Quality adjusted life years; TN: True negative.
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Table 5S: NMB at a threshold of £20,000 per QALY (removing the costs of manual doppler testing).

Net Monetary Benefits
Time gain BlueDop Dopplex  MESI ABPI MESI mTABLET Manual WatchBP Office WatchBP Office boso ABI-
(automated, Vascular Expert ~ Ability MD ABI Doppler ABI Vascular system 100
days)

Notes: Green (red) highlighted cells indicate the reductions in ulcer healing time for a TN test result that would be required to generate a NMB
for automated tests that is greater than (lower than) the NMB for manual doppler testing at a WTP threshold of £20,000 per QALY.

Bold indicates the test strategy with the maximum NMB for each time gain scenario.
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Table 6: NMB at £30,000 per QALY (removing the costs of manual doppler testing)

Net Monetary Benefits
Time gain BlueDop Dopplex MESI ABPI MESI Manual WatchBP  WatchBP Office  boso ABI-
(automated, days) Vascular Expert ~ Ability MD mTABLET ABI  Doppler Office ABI Vascular system 100

Notes: Green (red) highlighted cells indicate the reductions in ulcer healing time for a TN test result that would be required to generate a NMB
for automated tests that is greater than (lower than) the NMB for manual doppler testing at a WTP threshold of £30,000 per QALY.

Bold indicates the test strategy with the maximum NMB for each time gain scenario.
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INTERPRETATION

The additional analyses in this addendum illustrate that there may be potential for automated
tests to be a cost-effective use of resource if it was possible to achieve reductions in ulcer
healing time for venous ulcers in the presence of a true negative test result. Such reductions
in ulcer healing time could only plausibly be achieved in settings where there is limited
access to, or required skills among healthcare professionals to complete, manual doppler
testing. The threshold value of reduction in venous ulcer healing time that would need to be
achieved before an automated test might be considered cost-effective ranges from 3 to 7
weeks across the different automated test strategies. Tests with higher sensitivity (i.e., fewer
false negative test results) would likely require a lower reduction in venous ulcer healing time
to offset the additional risks of FN test results. Removing the costs of manual testing from
these scenarios has minimal impact on results (only to increase the threshold value of time
gains slightly for WATCH BP (and only then at the £30,000 threshold — see Table 7
compared to Table 3).

Despite the potential for cost-effectiveness in a limited setting demonstrated in the threshold
analyses presented here, these results should be interpreted cautiously, and considered
together with the other uncertainties described in the DAR. In particular, the threshold
(minimum) reduction in venous ulcer healing time that would be required before a test could
be considered cost-effective will depend on the true diagnostic accuracy of the test, the
underlying prevalence of arterial disease, and assumptions about whether or not inaccurate
test results (FN and FP) are acted on in clinical practice. For example, the moderate base
case analysis on which these scenarios are based assumes that a FN test result in a patient
with purely arterial disease would not be acted upon (i.e., it is assumed that a holistic patient
assessment would mean that strong compression would not be applied to the arterial ulcer).
However, in more pessimistic scenarios, where all FN results are acted upon (both arterial
and mixed ulcers) the threshold value of reduction in venous ulcer healing time would need

to increase further before the automated tests could be considered cost-effective.

The EAG is of the view that these additional assumptions, together with uncertainty
surrounding the underlying diagnostic accuracy in a population of leg ulcer patients mean
that the threshold value of reductions in venous ulcer healing time that an automated test

would need to achieve before being cost-effective is highly uncertain.
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