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information to comment on the comparability
of the groups. All report differences at baseline.

Jackson and colleagues attempted to deal with the

differences by undertaking a logistic regression to
establish that the case-mix was independent of
major outcomes.” Peterson and co-authors re-
analysed the data using a narrow group of patients
who had not had a previous revascularisation and
restricting any outcomes to the target lesion.'”
This did not result in any change in the results.
Palmer and co-authors did not deal with the
baseline differences, except by establishing
identical success and complication rates in

the o groups.'”

Quality of the studies

The quality of the studies is reported in the
economic studies checklist (see appendix 14;
page 141). Six of the studies reported a sensitivity
analysis, with explicit assumptions. All the studies
have flaws. Only one study (BENESTENT II) was
an RCT with costs and outcomes collected and
reported simultaneously.® The general pattern
of quality for sources of effectiveness data (items
810 on checklist; see pages 141 and 142) were
good but the pattern for costs considerably poorer
(items 16-19; see page 142).

Source of cost data

Nine of the studies based their costings on bottom-
up costing exercises® MR 45 d five of these
used European data *”**7=11% Fiye studies used
UK prices" #5015 and in three studies there was
insufficient information given to determine the
source of the cost data.™""*"" Further detail is
given in appendix 12 (page 137).

Outcome measures

A range of outcome measures have been reported:
event-free survival (EFS), cost per event-free
survivor (cost/EFS), cost per outcome avoided,
incidence of major adverse coronary events, cost
per quality adjusted life-year (QALY). (EFS in the
clinical effectiveness review has been taken to be
the reverse of total event rate.) Appendix 13
(page 139) shows which studies have reported
individual outcome measures.

EFS includes the absence of death, MI and
revascularisation procedures. These outcomes
were used in the three studies that used this
measure to compare PTCA with stenting. Each
of these outcomes carries equal weight in the
outcome measure, but all of the studies reported
the individual event rates separately and found
that the major difference was in the
revascularisation rates.

With the exception of the West Midlands DEC
1'epurt,' the quality of life data used in all the
cost-utility analyses were derived from the paper
by Cohen and colleagues (1994)."" Cohen and
colleagues used data from Pliskin’s study of
patients with angina and made some assumptions
about quality of life for three different degrees
of severity of angina.

Results of cost-effectiveness analysis

The cost/EFS is largely the cost per
revascularisation procedure averted (which is
usually a repeat PTCA) although there are small
proportions of patients with MI or deaths.
There is concern about the meaning of cost/
EFS when the main event being prevented is
repeat PTCA which has mainly resource

rather than health implications.

The cost/EFS for stents ranges from 38% higher
than PTCA to 31% lower. Results from the four
studies reporting this outcome are shown in
Table 7. The differences are a function of
differences both in costs and in the EFS rates.
However, the majority contributor to lower
costs/EFS in stent patients in recent studies
appears to be a reduction in cost differential.

The earliest report used data from BENESTENT I
and there is a large (55%) additional cost of
stenting compared with PTCA.'® This high cost

is mainly due to the anticoagulation regimen
used for BENESTENT I. The same study also
used data from the BENESTENT II pilot

(Phase IV) (approximately 2 years later) and
compared the stenting results from this with the
PTCA results of BENESTENT I. This comparison
results in an 18% lower cost/EFS. The main
contributor to the low cost/EFS for stenting is
the large (22%) difference in EFS rates between
the two groups. As the effectiveness data were

not collected over the same time period, it is
likely that factors other than the type of procedure
affected the result. The cost difference between
the stenting in the BENESTENT II pilot

(Phase IV) and PTCA is much lower than for
BENESTENT I and this difference is largely

due to the change to an antiplatelet regimen.

Schwicker and Banz reported the largest differences
in cost/EFS." " Their effectiveness estimates were
derived from a literature review up to 1996 with
some input from experts. Although they used
quality criteria for the inclusion of studies, they

also included some non-randomised trials, which
may account for the larger differences in EFS rates.
They also had the longest follow-up period.
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Both BENESTENT II and a study by Boston

£ W < Scientific reported similar costs /EFS for PTCA
§ ) and stenting.”"*" Both used the effectiveness data
o t from BENESTENT II. Apart from the Boston
€ % s 2 %= ph :I Scientific study,' all these studies used cost
Q o + 1 D data from The Netherlands, which reduces the
differences between healthcare systems.
§ § § 5 g Despite the above explaining variation, the general
& A ] o3 =) pattern revealed is a favourable or neutral impact
= = EEI5 § on cost-effectiveness. This is particularly so when
account is taken of the fact that the only cost-
@ =3 = I effectiveness analysis showing markedly greater
u £ ;: g— E ; ;‘ o cusl/EFS in the stent gruup‘relall\'c to the PTCA
2. 3 g x|z |8 group is the oldest study which least reflects
U = aa 00 o« current practice.
L
22 g Results of cost-utility analyses
3 s E wwolwla Table 8 shows the results of the studies reporting
g um 0 o d g w cost/QALY. This also presents the ranges of
Vaoo + cost/ QALY from the sensitivity analyses and the
assumptions made in the models. Although the
© © owm |~ cost/QALY derived in the Wessex DEC study"™
2 T8 R is notably higher than in the other studies, the
5 o2 oF 2 g lower end of the sensitivity analysis is of a similar
= e EEI15 § order as for the other results. Equally, the higher
ranges of cost/QALY obtained from the studies
el Ny o by Guidant'** and by Cohen and colleagues'*"'*
2 ,E E‘ § g‘ W ;‘ ® are of a similar order to the Wessex DEC ' result.
3. 8 e el e - The results are very sensitive to the assumptions
Ulm oo 00 0w used in the models, and the effectiveness and
cost data used. In individual models the cost/
" QALY was very sensitive to the restenosis rates
g and the costs of stenting. This was clearly
5 demonstrated in a model developed by Cohen
E o mt | = |w and colleagues (1994)."! The overall pattern
suggests a cost/ QALY difference between stents
< and PTCA of approximately £20,000-£30,000.
Q
g t 2R 28 R R When comparing the cost-utility results between
g 8 studies other assumptions are important. The
.E g JE Wessex DEC assumed an equal mortality rate
s P g in the PTCA and stent groups and thus only
g W & 88 3% % 3 : . SOl o)
g included the difference in revascularisation
0 rates in their model.” The mortality rate after
S g' P PTCA and stenting is approximately 1% at 1 year
s | 3 3 ‘s’ A and thus it is a reasonable assumption to exclude
235 E e e g g 3 deaths. When Guidant'® excluded deaths from
o L e ~ R T R < B~ their model, the cost/QALY rose substantially.
‘g Lle g5 g E Although the West Midlands DEC also assumed
d % 2 % 3 . g 2 an equal death rate at 1 year, they included a
8 i-’- - = E S8 |n ¥ ; g higher mortality rate in the PTCA group at
3 SEE g T:G e £ | E g < 6 months follow-up.' Boston Scientific'® did
g ; EE L% 5 gle2 £ not have a significantly different mortality rate
~ z o % %’ < 5 8 E < g %“’ at 1 year. The West Midlands DEC' used different
2 s lcshy 'F;, oo & 8 g £ quality of life data for the different grades of
= w | > a @ ja i n angina reported by BENESTENT II. This is in 39
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TABLE 8 Analysis of cost-utility studies

Study Key assumptions Difference in Additional Cost/ Range of cost/
revascularisation cost of stent QALY QALY from
rates (%) sensitivity

analysis

Wessex DEC'*® Patients with repeat PTCA had 10.6 £1431 £250,000  £20,000-

symptomatic restenosis with QOL £772,000
valued at 0.8

Waiting-time for revascularisation
3 months

Same procedural success rate in
both groups

Same survival rate in both groups
PTCA if PTCA or stent

West Midlands Different QOL data used for the 5.6 £919 £23,000 £13,000-
DEC' different grades of angina post £53,000
PTCA and stent (data based on
BENESTENT Il results)

Average EUROQOL for post-PTCA
patient with angina is 0.661, and
post-stent is 0.724

Death rates at | year are the same,
at 6 months for PTCA death rate
= 0.5% and for stent = 0.2%

One stent used per procedure

Boston Deaths: 0.2% more early deaths in 5.8 £256 £31,500 Approx.
Scientific'*® PTCA group £15,000-
£82,000

Wiaiting-time for target-lesion
revascularisation was 3 months

Utility value with restenosis
0.8 QALYs

1.17 stents used per procedure

Cohen et al, 55-year-old man with single 16 $800 $33,700 Cost/ QALY

1997 & vessel disease increases to

1999'47:1% $200,000 for
Restenosis > 50% would require type A mid-right
revascularisation coronary

stenosis, with

Patients with restenosis would abrupt closure
have a max. of 3 percutaneous rate of 3% and
revascularisation attempts restenosis rate
before CABG of 25-30%

“This is the marginal cost of adjunctive stenting at | year, not the average price of a stent

QOL, quality of life

40 continued
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TABLE 8 contd Analysis of cost—utility studies

Study Key assumptions Difference in Additional Cost/ Range of cost/
revascularisation cost of stent QALY QALY from
rates (%) sensitivity

analysis

Guidant'*® No difference was assumed in 10 £1041 £6812 £6813-

death rates from primary £360,000 (if

procedures, but the submission
includes the effects of higher total
deaths from secondary and
subsequent procedures in the
absence of stents, due to higher
rates of restonosis

Waiting-time for target-lesion
revascularisation was 3 months

2-year follow-up

contrast to the other studies, which derived

their utility values for angina from Cohen and
colleagues (1994)."" Guidant" calculated the
lowest cost/QALY. This was the lowest end of the
range in their sensitivity analysis, and they took
a 2-year perspective, unlike the other studies.

Stents compared with CABG in
multi-vessel disease

The ARTS study™ and Schwicker and Banz"**'*
looked at stents in comparison with CABG for
multi-vessel disease. They both reported higher
rates of EFS in patients following CABG. Schwicker
and Banz report lower costs at 3 years follow-up in
stent patients, and ARTS has similar findings for
patients with two-vessel disease. Despite the lower
effectiveness, stenting may be a cost-effective altern-
ative to CABG in patients with multi-vessel disease.

Summary and implications of
economic analysis

Variation is a marked feature of all the health
economic data reviewed. This variation was
particularly apparent between different estimates
of cost, cost-effectiveness or cost—utility. There was
also a contrast between the general message about
efficiency provided by cost-effectiveness analyses,
which presented elective stenting as efficient and
having relatively minimal resource consequences,
and that presented by the cost-utility estimates,
which in the range of £20,000-£30,000 would be
close to an important threshold distinguishing
efficient from inefficient.

Although the interrelationship was only examined
crudely, we believe that there are clues to the
source of this contradiction.

impact of deaths
and CABGs and
longer waiting
times ignored)

From the analysis of cost information, hospital
costs of stents remain higher than those of PTCA
despite the falling costs of stents — differential of
approximately £1500 to £1800. The cost differ-
ential between stents and PTCA falls when the
wider costs (of follow-up and repeat revascular-
isation procedures) are taken into account.
Taking this into account would reduce the

cost differential to about £900.

This differential in costs is similar to those used
in cost-utility calculations. However the cost
differential used in the cost-effectiveness analyses
is much narrower. In contrast to estimates of
effectiveness used in all the health economic
analyses, there is a marked difference in the
costs used. The question arises as to which set

of analyses uses the most accurate costs. This is
particularly important because costing methods
were rarely given in the studies reporting cost
data. Thus, there was little indication of whether
key factors likely to influence relative cost, such
as the degree of use of bailout stenting or multiple
use of stents, were taken into account. Uniquely,
McKenna and colleagues™ provided a bottom-
up costing, but despite good methods, it is clear
that current practice in these key respects could
not be anticipated in 1997.

We believe, therefore, that the observation that

the cost-effectiveness analyses tended to be based
on bottom-up costings, and cost-utility estimates
tended to be based on ill-defined costs or prices,
suggests that greater caution should be applied

to the interpretation the cost/QALY figures.

This is particularly so as the utility values used to
assess impact are underpinned by a limited amount
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of research. Further, in the interpretation of
cost/ QALY figures, although the health value of
the main event avoided — need for repeat PTCA -
is probably correctly attributed a relatively low
health value, this does not take into account the
potential value of avoiding repeat PTCA to the
wider healthcare system. This may be particularly
pertinent in the NHS where there is evidence of
significant under-provision of revascularisation
procedures for severe IHD. In a situation in which
there is an imperative to increase revascularisation
rates, and where it may take time to develop
capacity (i.e. increased numbers of centres with
trained stall with the appropriate technical skills),
the value of avoiding repeat PTCAs may not

be truly reflected by its impact on individual
health alone.

Although we tentatively favour the picture of
elficiency suggested by the cost-effectiveness
analyses, some caution also needs to be exercised
in interpreting these. We had concern about the
meaning of cost/EFS, where the main event being

prevented is repeat PTCA, which arguably has
greater resource consequences than personal
health consequences.

On the basis of the above we conclude that there
is evidence that initial costs to achieve a reduced
rate of repeat PTCA may be largely offset by the
savings this brings about. However, the confidence
with which this can be asserted would be greatly
improved if the resource neutrality of coronary
artery stents could be confirmed, using more
rigorously derived cost data.

Finally, two points should be noted: firstly, that,
despite some information on costs and a health
economic analysis, conclusions concerning the
efficiency of stenting relative to CABG are
hampered by a lack of fully published effectiveness
data; secondly that, although effectiveness data
exist showing the relative benefit of stenting
relative to PTCA in AMI, no relevant cost or
health economic analyses were identified,

again prohibiting conclusions.
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Chapter 4

Discussion and conclusions

Results summary

Stents versus PTCA for subacute IHD
(i.e. mainly angina and unstable angina)
General

It is important to remember that whatever

the results of the evidence examined, we have
implicitly accepted that there is a role for stenting
in treating acute closure occurring during a PTCA
(bailout or rescue stenting). The evidence for

this is mainly observational, but convincing. The
main alternative in this situation, an emergency
CABG, appears to have worse outcomes, and

has major resource implications.

BCIS audit data suggest that increasing stent use
has been associated with a reduction in emergency
CABG. However other technological advances
could also contribute to this change over time.
Although not part of the effectiveness review, two
small trials provided little support for prolonged
balloon perfusion balloon inflation as an
alternative to bailout stenting.

Finally the availability of bailout stenting does not
obviate the need for recourse to emergency CABG.

Effects and effectiveness
The key points are shown in Box 6.

Costs
The key points are presented in Box 7.

Cost-effectiveness and cost-utility
The key points are presented in Box &.

Stents versus CABG for subacute IHD
(i.e. mainly angina and unstable angina)
General

Understanding whether elective stenting is
effective and cost-effective in the management of
complex patterns of coronary artery occlusion, for
which currently CABG is the preferred method of
management, is critical to planning an appropriate
balance of provision between the two main modes
of coronary artery revascularisation — PTCA and
CABG. The importance of this is compounded

by the fact that the two sets of procedures are
undertaken by different professional groups
whose skills are not obviously transferable.
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Effects and effectiveness

Seven randomised trials were identified (three
with sufficient information to make some entry in
our study characteristics table; four without such
information, detailed in the table of excluded
studies). Unfortunately, none of the trials have
reported their results [ully, although a number
have completed recruitment. Currently, there is
thus no rigorous evidence on the effectiveness of
stents relative to CABG. However it seems likely
that such evidence may become available over
the next 2 years.

Costs

Cost data are available on both PTCA and CABG.
All the provisos concerning the available cost data
mentioned above apply.

Cost-effectiveness and cost-utility

One health economic analysis was identified.

This is based on an ongoing trial, but clearly until
. . ‘

confirmed and fully published effectiveness data

are available, this analysis must be regarded

as speculative.

Stents versus PTCA for acute Ml
General

In order to interpret research comparing elective
stenting and PTCA for acute MI, we have assumed
that PCI is at least as effective and cost-effective as
medical acute management of MI. Although we
did not specifically review this evidence, this seems
reasonably well established.

Effects and effectiveness

There are a good number of randomised trials,
with more in progress. Unfortunately the results
of those that have been completed are devalued
by incomplete or poor reporting. Although we
have not examined these studies in as much detail,
most of the issues highlighted in the analysis of
trials on elective stenting versus PTCA in subacute
IHD seem to apply.

* The PTCA arms of most of the trials actually
allow bailout or rescue stenting.
* What constitutes bailout stenting in the PTCA
alone trial arms varies, and does not only
include stenting for acute closure, but also
for suboptimal PTCA results. 43
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BOX 6 Stents versus PTCA for subacute IHD: key points on effects and effectiveness

¢ There is a good volume of randomised trials, with many more in progress. Unfortunately the results of those
that have been completed are in many cases devalued by incomplete or poor reporting.

¢ Interpretation of the available published trials is complicated by considerable clinical heterogeneity manifested
by important differences in:
- IHD sub-types investigated
- stenting strategies used

— anticoagulation strategies used.

¢ The PTCA arms of most of the trials actually allow use of stents when acute closure occurs during the
angioplasty procedure (bailout stenting). Thus it is inaccurate to interpret the results of the trials as the impact
of stents versus no stents.

¢ Further, the definition of what constitutes bailout stenting varies. In some trials, stenting occurring in the
control arm appears to have been undertaken not just for acute closure but also for sub-optimal PTCA results.

¢ Thus, effectively trials compare treatment packages comprising:
- the PCI
— rules for and patient preference for crossover

- antithrombotic therapy.

¢ There is a consistent difference between treatment and control groups other than use of stents, especially in the
use of more intensive antithrombotic therapy. This could account for some of the difference in observed
outcome, currently wholly auributed to stent use alone.

¢ Aside from the quality of reporting, the quality of trial conduct also needs to be taken into account.
Randomisation processes were often inadequately reported or sub-optimal. Further, steps to increase the
objectivity of outcome assessment, although difficult, were rarely attempted. This is important to maintain
validity, as in the absence of blinding there is clear risk of decisions to re-intervene being heavily influenced by
whether a patient was allocated to elective stenting or PTCA alone.

¢ Although the above points introduce important sources of uncertainty, the following effects appear to have

been established:

- stents decrease total event rates (generally consisting of death, MI and need for re-intervention [either
repeat PTCA or CABG]); the summary OR from the meta-analysis is 0.68 (95% CI, 0.59 to 0.78)

- the main component of this decrease is reduced numbers of repeat PTCAs; the summary OR is 0.57 (95%
CI, 0.48 to 0.69)

— because of the relative rarity of events, it is impossible to be categorical about whether there is any impact on
deaths, Mls and CABGs

- itis impossible to be categorical about the effect on being angina-free because relatively few trials have
measured this outcome.

¢ This pattern exists whether outcomes are examined in the medium term (4-11 months) or the long-term
(1-5 years).

* The general consistency of the results, with the possible exception of the effect on angina status, suggests that
the marked clinical heterogeneity noted may not be as important in assessing the effectiveness of elective
stenting as it might at first appear.

¢ Although not conclusive, there is no obvious evidence of publication bias.

¢ There is insufficient evidence to draw conclusions on whether provisional stenting (observing initial PTCA
result, and only inserting a stent if deterioration in the initial result occurs) is an effective or cost-effective

strategy relative to routine insertion of stents.

¢ There is insufficient evidence to draw conclusions on use of stents in small coronary arteries (where the lumen
44 of the coronary artery is < 3 mm).

Page 58 Medtronic Exhibit 1414



Health Technology Assessment 2000; Vol. 4: No. 23

BOX 7 Stents versus PTCA for subacute IHD: key points on costs

¢ There is a considerable amount of recent, routine and published cost data.

¢ Whether considering the procedure costs, the hospital costs or the wider costs of stents relative to PTCA, there
is uncertainty, manifest by wide variation.

* Some of this variation is likely to be due to costing method, although it is difficult to substantiate this owing
to poor reporting of the method by which costs or prices were derived. We have placed greatest reliance on
explicit methods, which in practice meant weighting more highly bottom-up or micro-costing exercises.

¢ Itis unclear to what extent the following potentially very influential factors on cost have been taken into
account:

- established use of stents in routine PTCA practice, particularly for bailout stenting
- trends towards using multiple stents.

* Failure to take account of the first of the above would have a tendency to overestimate the cost differential;
failure to take account of the second would have a tendency to underestimate the cost differential.

* With these provisos, there is a cost differential, stents costing more than PTCA. The cost differential is smaller
when wider costs are taken into account.

BOX 8 Stents versus PTCA for subacute THD: key points on cost-effectiveness and cost-utility

¢ There is a considerable volume of recent published health economic analyses, relating effectiveness and costs in:
- cost-eflectiveness analyses, particularly expressing cost/EFS
— cost—utility analyses, expressed as cost/QALY.

¢ On appraisal, all analy

examined had important weaknesses.

¢ The overall pattern from cost-effectiveness analyses is that cost/EFS is less for elective stenting than PTCA,
particularly in more recent analyses. In these the increased initial costs of stents are almost completely offset by
savings resulting from reduced need for revascularisation.

¢ Although there was some concern about the interpretation of the measure cost/EFS, where the main event
being prevented is repeat PTCA, the implication is that use of stents, at least in the context of the trials on
which the cost-effectiveness analyses were based, could be cost-neutral.

* The overall pattern from cost-utility analyses is less easy to discern, there being much wider variation, but
marginal cost/ QALY in the region of £20,000-30,000 are typical.

¢ Thus the cost-utility analyses appear less encouraging, partly reflecting the apparently low perceived personal
health value of requiring a repeat PTCA after the initial procedure. However, there is very little evidence in the
literature on the impact of stents on quality of life.

* The view of the general efficiency of elective stenting thus seems to be dependent on the type of analysis used.
Based on a limited exploration of the data we believe that this difference could arise from general differences
in cost differential between stents and PTCA. The cost-effectiveness analyses tend to use bottom-up costing; the
cost-utility analyses tend simply to use prices. We believe the latter method of costing is less likely to take into
account important factors influencing cost.

¢ A further important issue relevant to the interpretation of cost/ QALY figures, is that although the health value
of the main event avoided = need for repeat PTCA = is correctly attributed a relatively low health value, this
does not take into account the potential value of avoiding repeat PTCA to the wider healthcare system. This
may be particularly pertinent in the NHS where there is evidence of significant under-provision of
revascularisation procedures for severe IHD. In a situation where there is an imperative to increase
revascularisation rates, and where it may take time to develop capacity (i.e. increased numbers of staff with the
appropriate staff with the appropriate technical skills), the value of avoiding repeat PTCAs may not be truly
reflected by its impact on individual health alone. 45
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¢ Randomisation processes were often
inadequately reported or sub-optimal, and
steps to reduce the bias introduced by the
difficulty of blinding to treatment allocation
was rarely attempted.

Similarly, although the above points introduce
uncertainty, the following effects appear to have
been established.

¢ FElective stenting decreases total event rates
(generally consisting of death, MI and need for
re-intervention [either repeat PTCA or CABG]).
The summary OR from the meta-analysis is 0.39
(95% CI, 0.28 to 0.54).

¢ The main component of this decrease is
reduced numbers of repeat PTCAs. The
summary OR is 0.44 (95% CI, 0.26 to 0.74).

* Because of the relative rarity of events, it is
impossible to be categorical about whether
there is any impact on deaths, MIs and CABGs.

* Itis impossible to be categorical about the effect
on being angina-free because relatively few trials
have measured this outcome, although one
large trial found a significant difference in
favour of stents.'®

Costs
No cost data specific to the use of stents or PTCAs
in the context of acute MI were identified.

Cost-effectiveness and cost-utility

Similarly, no health economic evaluations of the
use of PTCA in comparison with stents in the
context of acute MI were identified. The absence
of such information is critical because of the major
structural and resource implications of widespread
use of either PTCA or stenting immediately

after MI.

Potential methodological
strengths and weaknesses of
the technology assessment
Strengths

We identify the following methodological features
as being particularly robust:

* aseries of clearly defined questions

* a comprehensive search strategy incorporating
both published and partially published material

¢ duplicate application of inclusion and
exclusion criteria

¢ detailed assessment of included study quality

* duplicate data abstraction

¢ use of meta-analysis to amplify the assessment of

patterns of results across several trials assessing
the same intervention.

Potential weaknesses

In systematic reviews, publication bias is always a
potential problem, and although the compre-
hensive search strategy is a defence against this
and the funnel plot showed no obvious evidence
of publication bias, the possibility of it can never
be completely excluded. Related to this is the
major constraint of the lack of complete inform-
ation on finished trials. The response to requests
for further information from lead authors was
poor but understandable given the relatively short
time-scales involved. Collecting missing outcome
data could be important for two reasons:

* it might allow more definitive conclusions
on rarer outcomes like deaths, MI and
repeat CABG

* it might provide reassurance that there is
no selective reporting (i.e. reporting only
outcomes that show the intervention in its
most favourable light).

Ideally it would have been useful to explore
completely the influence of different variables

on the pattern of effectiveness results using meta-
regression. However, although available time

was a limiting factor, so too was availability of
complete data, which as indicated above was
outside our control.

In the review of economic evaluations, quality of
available cost data was a major limitation. Without
clear methods it is impossible to assess the degree
to which important costs have or have not been
included. Not undertaking our own de novo
modelling of costs and effects might also be con-
strued as a limitation, but our own view was that
in the time available we could not overcome a
major short-coming of the cost—utility estimates
(in particular, poor assessment of costs using
micro-costing techniques). Finally, as for the
effectiveness data, additional efforts to explore
the differences between the various economic
evaluations identified could have increased the
certainty of some of our conclusions on the
general efficiency of elective stenting.

Important issues not addressed by this
health technology assessment

Key issues that this assessment did not encompass
include the following,.

* The evidence base for use of stents for bailout
stenting.

Medtronic Exhibit 1414



Page 61

Health Technology Assessment 2000; Vol. 4: No. 23

* The relative effectiveness of different stent types.

* The effectiveness of PTCA + stents in those
patients for whom the risk from PTCA and/or
CABG is currently perceived to be too great.
These patients can currently only be offered
medical therapy, which in the specific situation
is unlikely to be offering complete relief of
symptoms attributable to IHD.

* The evidence base for newer technologies
(e.g. laser and minimally invasive CABG).
However, although possible in theory, we are
not convinced that it is possible to predict
how stenting will relate to developing
technologies, particularly whether it will
be superseded, and if so when.

* The impact on PCI of different anti-thrombotic
regimens, particularly glycoprotein IIb/I1Ia
inhibitors. The assessment also did not address
the issue of whether the newer anti-thrombotic
regimens added to PTCA alone without use
of stents may achieve some of the benefit
currently attributed wholly to stent use.

Conclusions

* In subacute IHD, especially stable angina and
unstable angina, there is evidence for the
effectiveness of a strategy of using stents rather
than PTCA plus recourse to bailout stenting
when acute closure occurs.

* The main impact is on reduced need for
repeat PTCA.,

* Although based on RCTs, the available
research is open to bias and hence there
is not complete certainty.

* Qur tentative view is that used in these
conditions and this way, stents are likely to
represent an efficient use of resources.

* However, the confidence with which the last con-
clusion can be made would be greatly improved
if the resource neutrality of stents could be con-
firmed, using more rigorously derived cost data.

* The evidence on the relative effectiveness
and efficiency of stents used provisionally
is inconclusive.

* Quiside the use of stents in subacute THD, the
effectiveness and/or efficiency of stents use is
not known.

Implications of assessment
findings
NHS

* The main conclusions relate to an area of
practice — elective stenting for stable and

unstable angina — which is already well
established. In this sense the findings of this
report serve to confirm that the trend for
increasing use of stents is reasonable, with
the important proviso that its cost neutrality
is confirmed. If this is the case, complete
diffusion of the technology should have
minimal consequences.

* Unforwnately, research on effectiveness, cost-
effectiveness and cost-utility is not available to
address whether further expansion of stenting
beyond these indications should be encouraged
or discouraged.

¢ For many important stenting applications,
research appears to be ongoing (see pages 5
and 15), suggesting a further reassessment
of available research evidence and health
economic evaluations would be valuable in
1 to 2 years’ time. This is particularly true for
the following areas:

— use of stents provisionally

— assessment of the relative impact of different
types of stents

— use of PTCA + stents relative to medical
therapy in patients thought to be unsuitable
for PTCA and/or CABG

— use of stents relative to CABG in subacute IHD
with complex patterns of occlusion

— use of stents in acute manifestations of THD,
especially acute ML

¢ In our opinion, further expansion of stent use
in these areas should await the reassessments.

¢ In addition, there are a few areas where little
if any research appears to be on-going, and
these are described in detail in implications
for future research.

Patients and carers

* Making individual decisions on the most
appropriate treatment for severe IHD is difficult,
both because of the highly technical nature
of the subject and because of the perceived
severity of the circumstances in which patients
are required to make that decision.

* Because individuals are being required to make
such decisions, an important task is to convey
information about the relative benefits and
drawbacks of PTCA + stents or CABG, clearly
indicating the circumstances in which the
balance of these might favour one or other
option. A concern is that stents might be
misperceived as a panacea.

Implications for future research

A general message from this assessment is to give

a clear indication to researchers and industry that
complete reporting of any trial data is essential. 47
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Discussion and conclusions

Even if a peer-reviewed publication is not feasible, * better cost data, using explicit micro-costing
a properly prepared manuscript should be readily * impact of stents on severity of angina and
available which gives details about method and quality of life
results, including information on all outcomes ¢ cffectiveness of newer technologies.
measured in all patients who were initially random-
ised. Conference abstracts and press releases are Finally, such is the importance of clearly
insufficient, and effectively lead to the exclusion establishing the effectiveness and efficiency of
of potentially valuable information in this sort stents compared with CABG that careful consider-
of exercise. ation should also be given to whether further
targeted research would be valuable in this area
Specifically, we believe the following areas in too, despite the fact that there is considerable
relation to the use of stents need to be addressed: ongoing research on this topic.

48
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Manufacturers’ submissions

Appendix |

All of the submissions were used in the review to

look for new data that met the inclusion/exclusion
criteria of the review for both effectiveness studies

and economic evaluations.

The table below details those submissions with
original data (not available elsewhere) that were

used in the review.

TABLE 9 Submissions with original data (not available elsewhere) used in the review

Company

Biocompatibles Ltd
Biotronik UK Ltd
Boston Scientific

Cook (UK) Ltd

Cordis

Guidant Ltd

Jomed UK Ltd
Medtronic AVE

Sorin Biomedica UK Ltd

Effectiveness

v (SVS)
v (OPUS)

Data extracted cost
v

v
v

Economic evaluation

v

<

AN
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Appendix 2

Effectiveness search strategy

TABLE 10 Electronic databases searched

Results

Database Years/date searched Search strategy Total no. references No. of RCTs found!
MEDLINE 1989-Nov 1999 See Table 12 199 19
BIDS ISI 1989-Nov 1999 Coronary + stent$ + trial$ 302 4
EMBASE 1980-Sept 1999 See Table 13 209 0
HealthSTAR 1992-Sept 1999 Stents and coronary and trial 12 0
non-MEDLINE
Cochrane Library 1999 Issue 4 Stents 266 0
York HTA Sept 1999 Stent$ 25 0
York DARE Sept 1999 Stent$ 14 0
American College 48" Scientific Stents 224 6
of Cardiology Session, 1999
conference abstracts
Google web browser Oct 1999 Stents 2128 2

(first 100 investigated)
Cardiosource Oct 1999 Stents 32 3
(htep:/fwww.

cardiosource.com)

National Research Nov 1999 Stent* 203 3
Register

t In addition to those found in MEDLINE

TABLE |1 Handsearch of conference abstractsireviews

Conferencelreview Year No. of RCTs found

Circulation 98(17) 1998 9

Circulation 96 1997 4

Circulation 94(8) 1996 0

European Heart Journal 20 1999 5

European Heart Journal 19 1998 0

European Heart Journal 18 1997 0

Coronary stenting current perspectives’~ 1998 2

Perleth M, Kochs G. Systematic review”' 1999 4 61
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TABLE 12 MEDLINE effectiveness search strategy

Search history Results
| Randomized controlled trial.pt. 119,196
2 Randomized controlled trials.sh. 13,626
3 Random allocation.sh. 39,176
4 Double blind method.sh. 56,793
5 Single blind method.sh. 4,547
[ lor2or3ord4ors 169,645
7 Animal.sh. 2,922,596
8 Human.sh. 6,575,986
9 7 not (7 and 8) 2,323,349
10 6 not 9 160,831
I Exp stents/ 8,056
12 Exp angioplasty, transluminal, percutaneous coronary/ or exp atherectomy, coronary/ 155,820

or exp coronary aneurysm/ or exp coronary angiography/ or exp coronary arteriosclerosis/
or exp coronary artery bypass/ or exp coronary care units/ or exp coronary circulation/

or exp coronary disease/ or exp coronary thrombosis/ or exp coronary vasospasm/ or

exp coronary vessel abnormalities/ or exp coronary vessels/ or exp internal mammary-
coronary artery anastomosis/

13 10and Il and 12 164
14 STENT$.mp 11,636
15 10 or 14 11,636
16 10 and 12 and 15 199
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TABLE 13 EMBASE search strategy

Search history Results
Exp randomized controlled trial/ 39,332
Exp controlled study/ 888,862
Randomised controlled trial$.tw. 1,439
Exp randomisation/ 2,454
Exp double blind procedure/ 32,633
Exp single blind procedure 2,400
lor2or3or4or5oré 900,571
Exp stent/ or ‘stents’.mp. 7891
Exp coronary artery/ or exp coronary artery aneurysm/ or exp coronary artery anomaly/ 147,626
or exp coronary artery atherosclerosis/ or exp coronary artery blood flow/ or exp

coronary artery bypass graft/ or exp coronary artery bypass surgery/ or exp coronary

artery circumflex branch/ or exp coronary artery collateral circulation/ or exp coronary

artery constriction/ or exp coronary artery dilatation/ or exp coronary artery disease/

or exp coronary artery fistula/ or exp coronary artery ligation/ or exp coronary artery

obstruction/ or exp coronary artery pressure/ or exp coronary artery recanalisation/ or

exp coronary artery spasm/ or exp coronary artery surgery/ or exp coronary artery

thrombaosis/ or exp coronary blood vessel/ or exp coronary care unit/ or exp coronary
haemodynamics/ or exp coronary reperfusion/ or exp coronary risk/ or exp coronary

sinus blood flow/ or exp coronary vascular resistance/ or exp coronary vasodilating

agent/ or exp coronary vessel malformation/ or exp left anterior descending coronary

artery/ or exp left coronary artery/ or exp right coronary artery/ or exp transluminal

coronary angioplasty.

7and8and 9 410
Limit 10 to yr=1997-2000 235
Limit || to human 209
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Appendix 3

Cost search strategy

TABLE 14 Electronic databases searched

Results
Database Years/date searched Search strategy Total no. references No. cost studies found
MEDLINE 1960-Nov 1999 See Table 16 35 0
NHSEED Nov 1999 Stent$ 41 |
MEDLINE See effectiveness See effectiveness See effectiveness 2
effectiveness search  search strategy search strategy search strategy
(appendix 2) (appendix 2) (appendix 2}
HM Government, 1999 N/A N/A |
NHS Executive —
reference costs'*®
“In addition to MEDLINE cost search (Table 16)
N/A, not applicable
TABLE 15 Handsearch of conference abstracts/reviews
Conferencelreview Year No. of cost studies found’
West Midlands DEC coronary artery stents' 1998 I
Wessex DEC coronary artery stents'> 1998 |
Wessex DEC LMW heparins'™ 1999 I
European Heart Journal 20 1999 2

“In addition to MEDLINE cost search (Table 16)
LMW heparins, low molecular weight heparins

65
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TABLE 16 MEDLINE cost search strategy

Search history Results

| Exp ‘costs and cost analysis’/ or exp direct service costs/ or exp health care costs / 15,858
or exp hospital costs/

2 Exp stents/ or ‘stent’.mp 4,987

3 Exp angioplasty, transluminal, percutaneous coronary!/ or exp atherectomy, coronary/ or 24,555
exp coronary aneurysm/ or exp coronary angiography/ or exp coronary arteriosclerosis/
or exp coronary artery bypass/ or exp coronary care units/ or exp coronary circulation/
or exp coronary disease/ or exp coronary thrombosis/ or exp coronary vasospasm/ or exp
coronary vessel abnormalities/ or exp coronary vessels/ or exp internal mammary-coronary
artery anastomosis/

4 | and 2 and 3 43

5 Limit 4 to English language 35

66
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Appendix 4

Economic evaluation search strategy

TABLE 17 Electronic databases searched

Results
Database Years/date searched Search strategy Total no. references No. cost-utility/
cost-effectiveness
studies found”
MEDLINE 1960-Nov 1999 See Table 19 59 5
NHSEED Nov 1999 Stent$ 41 |
MEDLINE See effectiveness See effectiveness See effectiveness |
effectiveness search  search strategy search strategy search strategy
(appendix 2) (appendix 2) (appendix 2)
“In addition to MEDLINE cost-effectiveness search (Table 19)
TABLE 18 Handsearch of systematic reviews
Review Year No. cost-utility/cost-effectiveness studies found’
West Midlands DEC, coronary artery stents' 1998 4
Perleth M, Kochs G. Systematic review”' 1999 |
Industry submissions 1999 4
“In addition to MEDLINE cost-effectiveness search (Table [9)
TABLE 19 MEDLINE cost-effectiveness search strategy
Search history Results
I Exp stents/ or ‘stent’.mp 10,178
2 Exp angioplasty, transluminal, percutaneous coronary/ or exp atherectomy, coronary/ or 156,431
exp coronary aneurysm/ or exp coronary angiography/ or exp coronary arteriosclerosis/
or exp coronary artery bypass/ or exp coronary care units/ or exp coronary circulation/
or exp coronary disease/ or exp coronary thrombosis/ or exp coronary vasospasm/ or
exp coronary vessel abnormalities/ or exp coronary vessels/ or exp internal mammary-
coronary artery anastomosis/
3 I and 2 2,477
4 exp cost allocation/ or exp cost control/ or exp cost of illness/ or exp cost savings/ or 60,221
exp cost sharing/ or exp cost-benefit analysis/ or exp ‘costs and cost analysis'/ or exp
technology, high-cost/
5 exp cost-benefit analysis/ or exp health care costs or exp quality of life/ or exp 44,540
quality-adjusted life years/
6 4or5 78,748
7 3and 6 59 67
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Appendix 5

Tables of results of review of effectiveness

TABLE 20 Excluded RCTs: IHD, stent versus PTCA

Study acronym Patient group Intervention Comparator(s) Reason for exclusion

or author

ADVANCE®® IHD Stent PTCA No patient follow-up information

BESMART™ IHD in small  Stent (Bestent) PTCA Allocation of patients not complete
arteries

BOSS™® IHD Stent (Palmaz-Schatz) PTCA (Optimal) Allocation of patients not complete

COAST*? Details Stent (coated Jostent) (a) PTCA Allocation of patients not complete
not available (b) Non-coated stent

DESTIN'*'%51%¢  |HD Elective stent PTCA with Results for only some of the

provisional stent trial participants
FROST®' IHD Stent Optimal PTCA Results at 6 months for only
half trial participants
GIPSI® IHD Stent PTCA (gradual inflation Allccation of patients not complete
at optimum pressure)

MAJIC* IHD with CO  Stent (Wiktor) PTCA Allocation of patients not complete

RAP* IHD in Stent (Bestent) PTCA Allocation of patients not complete
small arteries

Sato'*® IHD with CO  Stent PTCA No patient numbers in either arm

SISA®® IHD in Stent (Bestent) PTCA Allocation of patients not complete
small arteries

SOAR® IHD Stent PTCA Allocation of patients not complete

STENT-BY® IHD Stent (Palmaz-Schatz) PTCA No patient numbers in each arm

svs® IHD in Stent PTCA Allocation of patients not complete

small arteries
TASC'15? IHD Stent (Palmaz-Schatz) PTCA No patient numbers in each arm

CO, chronic coronary occlusion
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Appendix 5

TABLE 21 Excluded RCTs: IHD, stent versus CABG

Study acronym Patient group
or author

ARTS” IHD (SA/UA)

AWESOME”' IHD (unstable
myocardial
ischaemia)

MIDCAB™ IHD

sos™ IHD

SA, stable angina; UA, unstable angina

Intervention

Stent (Palmaz-Schatz
Crown + Crossflex,
multiple)

Stents, rotablator

or laser

Stent

Stent

Comparator(s)

CABG

CABG

Minimally invasive

CABG

CABG or minimally
invasive CABG

Reason for exclusion

No details of number of patients in
each group (N.B. industry submission
data)

Allocation of patients not complete

Allocation of patients not complete

Allocation of patients not complete
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TABLE 22 Excluded RCTs: AMI, stent versus PTCA

Study acronym Patient group Intervention Comparator(s) Reason for exclusion

or author

BESSAMI™ AMI Stent PTCA Allocation of patients not complete
(heparinised Wiktor)

CADILLAC™ AMI Stent + abciximab ~ PTCA + abciximab Allocation of patients not complete

PRISAM® AMI Stent (Wiktor) PTCA Alllocation of patients not complete

71
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Appendix 5

TABLE 23 Excluded RCTs: IHD, other comparisons

Study acronym Patient group
or author

Rodriguez et al.”” IHD

GRACE™ IHD with
failed PTCA

TASC II”® IHD with
failed PTCA

Intervention

Stent
(Giantunco-Roubin)

Stent
(Gianturco-Roubin)

Stent
(Palmaz-Schatz)

Comparator(s)

Medical treatment

PTCA (prolonged
perfusion balloon)

PTCA (prolonged
perfusion balloon)

Reason for exclusion
Trial of stent versus medical
Allocation of patients not complete

Trial of bailout stenting
(not elective stenting)
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TABLE 28 Included RCTs: stents vs PTCA for IHD — short-term event rates and re-intervention

Study acronym  Procedure Event rate TVR CABG PTCA
or author
n % n % n % n %
BENESTENT®®  Stent 18 6.9 NR 8 3.1 1 0.4
PTCA 16 6.2 4 1.6 3 1.2
STRESS®®* Stent 12 5.9 NR 5 2.4 9 44
PTCA 16 7.9 8 4.0 4 2.0
STRESS II” Stent STRESS Il patients cannot be distinguished from STRESS patients, so no data
PTCA reported here
Eeckhout et al.®® Stent 3 7.1 NR | 2.3 NR
PTCA 3 7.1 0 0
Versaci et al.”! Stent NR NR 3 5.0 NR
PTCA 2 33
START?* ™ Stent NR NR NR NR
PTCA
Knight et al.'% Stent NR NR NR NR
PTCA
BENESTENT 117 Stent 16 3.9 NR 3 0.7 2 05
PTCA 21 5.1 2 05 5 1.2
RSSG* Stent NR 5 28 4 2.2 NR
PTCA | 0.6 | 0.6
WINS!10? Stent 22 9.6 NR 2 0.9 6 26
PTCA 13 5.5 4 1.7 2 0.9
AS Trial''? Stent NR NR NR NR
PTCA
WIDEST'"! Stent 6 3.9 NR NR NR
PTCA 5 3.4
SAVED® Stent 6 5.6 NR 2 1.9 1 0.9
PTCA 1 10.3 4 37 1 0.9
EPISTENT'” Stent 51 6.4 NR 6 - NR
PTCA 73 9.2 5 -
sicco™'® Stent 3 52 2 34 I 08 5 0.6
PTCA 2 3.4 2 3.4 0 0.6 10 1.3
Glssoc'™ Stent NR NR - 1.7 1 1.7
PTCA - 2 3.4
Hancock et al.'® Stent NR NR 0 - NR
PTCA 0 -
TOSCA!104 Stent NR | 0.5 I 0 0 0
PTCA 5 24 0 0 | 33
SPACTO'® Stent NR NR - 05 1 1.0
PTCA - 0 5 24
SARECCO'" Stent NR NR 0 - NR
PTCA 0 -
90 continued

Page 104 Medtronic Exhibit 1414



Page 105

Health Technology Assessment 2000; Vol. 4: No. 23

TABLE 28 contd Included RCTs: stents vs PTCA for IHD — short-term event rates and re-intervention

Study acronym Procedure
or author

sTOP''? Stent
PTCA
CORSICA'"? Stent
PTCA
OCBAS'Y Stent
PTCA
DEBATE II'"*''5'"7  Sent
PTCA
oPuUs''ét Stent
PTCA

°p < 0.05, stent compared with PTCA

Event rate
n %
NR
0 0
12" 17.1
NR
NR
NR

NR

NR

NR

NR

NR

TVR

fSome information from press release in the Cordis industry submission

%

CABG

n %

- 0

- 0
NR

0 —
NR

- 0

PTCA

NR
NR
NR

NR

91
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Appendix 5

TABLE 30 Included RCTs: ‘event rate’ definitions

Study acronym/author

AS Trial''?
BENESTENT®#
BENESTENT 11”7
CORSICA'"?

DEBATE "I 14,115,117

Eeckhout et al.”
EPISTENT*'7
Glssoc'™
Hancock et al.'
Knight et al.'%®
OCBAS'Y
oPUS"'®
Restenosis 55G™
SARECCO'®
SAVED™
sicco™!'®

SPACTO'®
START™2*
STOP'"?
STRESS®®?
STRESS 11"
TOSCA 103,104
WIDEST'"!
WlNSI.IO‘}
Versaci et al.”'
ERACI | '
SIMA'?
Spyrantis et al.'*
ESCOBAR'*
FRESCO'®
GRAMI'"?
PAMI-Stent'*®
PASTA'®
PSAAMI'Y
STENTIM 11'%

Event rate definition

Death, CVA, Q wave M|, TLR

All deaths, CVA, MI (Q and non-Q), CABG, PTCA of previously treated lesion
Death, CVA, MI, CABG, PTCA, treatment crossover
MACCE - not defined

MACE - not defined

Death, CVA, MI, CABG, PTCA, treatment crossover

Any death, M, severe ischaemia requiring CABG or PTCA
Not defined

Death, MI, CABG, PTCA

Not defined

Death, MI, angina, TVR

Death, Ml, CABG, TVR

Death, MI, CABG, PTCA of target vessel

Death, MI, CABG, PTCA, diameter stenosis > 50%

Death, MI, CABG, TVR

MACE — cardiac death, lesion related MI, lesion related CABG or PTCA,
angiographic evidence of occlusion

Death, MI, CABG, PTCA, recurrence of angina
Sum of death, MI, TLR

Not defined

All deaths, CVA, MI, CABG, PTCA

As for STRESS

Death, MI, any revascularisation

Death, MI, vessel occlusion, CABG, PTCA
MACE - not defined

Death, MI, recurrence of angina

MACE — death, M|, TLR by CABG or PTCA
Major cardiac events — not defined

Not defined

Death, MI, TVR by CABG or PTCA

Death, MI, TVR from ischaemia

Death, Ml, repeat revascularisation

Death, CVA, M|, ischaemia driven TVR
Cardiac death, MI, TLR

Death, CVA, MI, ischaemic TVR

Death, MI, TLR by CABG or PTCA

“Some information from press release in the Cordis industry submission

MACCE, major adverse coronary and cerebrovascular events; MACE, major adverse coronary events

Medtronic Exhibit 1414
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TABLE 32 Included RCTs: stents vs PTCA for IHD — medium-term event rates and re-intervention

Study acronym Procedure Event rate TVYR CABG PTCA
or author
n % n % n % n %
BENESTENT®®  Stent 52° 20.1 NR 13 50 260 100
PTCA 76" 296 10 39 53° 206
STRESS®®? Stent 40 195 NR 10 49 23 11.2
PTCA 48 238 17 84 25 124
STRESS I Stent STRESS Il patients cannot be distinguished from STRESS patients,
PTCA so no data reported here
Eeckhout et al.®® Stent 10 238 NR 3 7.1 5 11.9
PTCA 12 286 23 7 167
Versaci et al.”' Stent NR NR NR NR
PTCA
START* > Stent NR NR NR NR
PTCA
Knight et al.'® Stent NR NR NR NR
PTCA
BENESTENT I Stent 53¢ 12.8 NR 6 I5 33 8.0
PTCA 79 193 6 15 56 137
RSSG* Stent - 160" 16/156" 103 6/178 3.4 NR
PTCA - 278 42/158" 266 2176 1.1
WIN?H1? Stent 84 28. 63 2I.1 8 27 57 191
PTCA 77 268 58 202 5 17 54 188
AS Trial''” Stent - 1323 NR NR NR
PTCA - 2116
WIDEST'"! Stent NR NR NR NR
PTCA
SAVED® Stent - 26 - 17 - 7 - 13
PTCA - 39 - 26 - 12 - 16
EPISTENT*# Stent 103 130 69 87 NR NR
PTCA 163 205 123 154
sicco™ ' Stent 12 207 12 - 3 52 10 172
PTCA 27 458 23 39.0 L7 24 407
Glssoc' Stent NR 3 54 2 36 3 54
PTCA 127 222 4 74 10 185
Haneock et al.'" Stent 4 133 NR I 33 3100
PTCA 9 300 2 67 5 167
TOSCA 03104 Stent 47 233 177 84 3 15 25 124
PTCA 49 236 32" 154 4 19 41 197
SPACTO'® Stent 12° 300 NR | 25 10 250
PTCA 22" 550 2 50 16 400
SARECCQ'" Stent NR 13" 236 0 0 13 266
PTCA 30" 545 0 0 300 545

°p < 0.05, stent compared with PTCA

continued 97
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Appendix 5

TABLE 32 contd Included RCTs: stents vs PTCA for IHD — medium-term event rates and re-intervention

Study acronym Procedure Event rate TYR
or author
n % n %

STOP''? Stent NR - 189
PTCA - 387

CORSICA'"? Stent 16 222 16 222
PTCA 19 27.1 24 343

OCBAS'" Stent NR NR
PTCA

DEBATE II''*'"*""7  Stent - 9 NR
PTCA - 12

DEBATE II''*'"*""7  Stent - 53 NR
PTCA - 155

opus''ét Stent - el - 35
PTCA - 149 - 97

°p < 0.05, stent compared with PTCA

T Some information from press release in the Cordis industry submission

CABG

n

NR

NR

NR

NR

NR

NR

%

PTCA

NR
NR
NR
NR
NR

NR
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TABLE 34 Included RCTs: stents vs PTCA for IHD — long-term event rates and re-intervention

Study acronym Procedure Event rate TVR CABG PTCA
or author
n % n % n % n %

BENESTENT® Stent 60" 232 NR 18 69 26" 10.0
PTCA 81" 315 13 5.1 53" 206

BENESTENT®! Stent 86 347 43" 173 30 121 NR
PTCA 96 295 66 272 23 95

STRESS®*®® Stenc 51 249 24 117 12 58 3% 190
PTCA 6l 302 38 173 18 89 42 208

STRESS II”? Stent STRESS Il patients cannot be distinguished from STRESS patients,
PTCA so no data reported here

Versaci et al.”' Stent g 133 NR 4 67 4 67
PTCA 18% 30.0 3 50 13 21.7

START™ Stent 38 169 27 120 NR NR
PTCA 63" 299 527 246

BENESTENT II¥’  Stent 65" 157 NR 8 19 39 94
PTCA 92" 224 6 1.5 64 156

AS Trial''® Stent - 1693 31° 16.15 - - - -
PTCA - 2646 48" 245 - - - -

WIDEST'" Stent 32 208 NR NR NR
PTCA 28 192

sicco” Stent 14" 24.1 147 24.1 5 86 12 207
PTCA 35" 593 317 525 4 68 30 508

SARECCO'® Stent - 260 NR NR NR
PTCA - 520

OCBAS'” Stent - 192 10 175 4 70 6 105
PTCA - 169 8 136 2 34 6 102

“p < 0.05, stent compared with PTCA

100
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TABLE 37 Included RCTs: stents vs CABG for IHD — design, quality and execution

Study acronym Multicentre? Method of randomisation Description of Jadad score
or author withdrawals and dropouts?

ERACI 1I'° Yes Not stated No [

SIMA'! Yes Not stated No [

Spyrantis et al.'? No Not stated No I

103
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Health Technology Assessment 2000; Vol. 4: No. 23

TABLE 39 Included RCTs: stents vs CABG for IHD — short-term event rates and re-intervention

Study acronym Procedure

or author

ERACI II'®

SIMA'?!

Spyrantis et a

. 122

Event rate
n %

Stent 8 36
CABG 28 125
Stent 4 6.3
CABG 2 3.0
Stent NR

CABG

" p < 0.05, stent compared with CABG

TVR

NR

NR

NR

CABG
n %
NR
NR
0 0
2 3.1

PTCA

NR

NR

NR

Medtronic Exhibit 1414
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TABLE 41 Included RCTs: stents vs CABG for IHD — medium-term event rates and re-intervention

Study acronym Intervention/ No. Event rate TVYR CABG PTCA
or author time followed up
n % n % n % n %
ERACI II'® Stent/6 months 225 NR - 137 - - - -
CABG 225 - 48 - - - -
SIMA' Stent - NR NR NR NR
CABG -
Spyrantis et al'®  Stent/6 months 50 NR NR NR 14 280
CABG 33 37 9l

°p < 0.05, stent compared with CABG
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