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1 LIST OF ABBREVIATIONS AND DEFINITIONS OF

TERMS

Abbreviations:

ACS acute coronary syndromes

AE adverse event

AG Assessment Group

ASA acetylsalicylic acid (ie aspirin)

BHF British Heart Foundation

B-I Boehringer Ingelheim

BMS/SA Bristol-Myers Squibb/Sanofi Aventis

BNF British National Formulary

CAD coronary artery disease

CAPRIE Clopidogrel versus Aspirin in Patients at Risk of Ischaemic Events
CEAC cost-effectiveness acceptability curve

CHD coronary heart disease

CHF congestive heart failure

CHMP Committee for Medicinal Products for Human Use (CHMP)
Cl confidence interval

CLOP clopidogrel

CVvD cardiovascular disease

DM diabetes mellitus

DP Dipyridamole

EE economic evaluation

EMA European Medicines Agency

ESPS-2 Second European Stroke Prevention Study
ESPRIT European/Australasian Stroke Prevention in Reversible Ischaemia Trial
Gl Gastrointestinal

HR hazard ratio

HRQoL health related quality of life

ICER incremental cost-effectiveness ratio

IHD ischaemic heart disease

INB incremental net benefit

IS ischaemic stroke

ITT intention to treat

LY life year

MHRA Medicines and Healthcare products Regulatory Agency
MI myocardial infarction

MIMS Monthly Index of Medical Specialties

MRD modified-release dipyridamole

MS manufacturer’s submission

MTC mixed treatment comparison

MVD multivascular disease

NSTEMI non ST-segment elevation myocardial infarction
NMA network meta-analysis

OHE other haemorrhagic event

OR odds ratio

OovD other vascular death

OVE occlusive vascular event

PAD peripheral arterial disease

PPI proton pump inhibitor

PROFESS Prevention Regimen For Effectively avoiding Second Strokes
PSA probabilistic sensitivity analysis

QALY(s) quality adjusted life year(s)

QoL quality of life

RCT randomised controlled trial

RR relative risk

RRR relative risk reduction

SD standard deviation

SR systematic review

STEMI ST-segment elevation myocardial infarction
TIA transient ischaemic attack

WTP willingness to pay
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Definitions of terms

Acute coronary syndromes
(ACS)

Acute coronary artery disease including unstable angina and non ST-segment
elevation myocardial infarction (NSTEMI) and ST-segment elevation myocardial
infarction (STEMI)

Antiplatelet agent

Type of anti-clotting agent that works by inhibiting blood platelets. Antiplatelet
drugs include clopidogrel, dipyridamole and ASA

Cerebrovascular

Pertaining to the blood vessels of the brain

Clopidogrel

A thienopyridine - an inhibitor of platelet aggregation

Coronary arteries

The arteries that supply the heart muscle with blood

Coronary artery disease
(CAD)

Gradual blockage of the coronary arteries, usually by atherosclerosis

Coronary heart disease
(CHD)

Narrowing or blockage of the coronary arteries of the heart by atheroma; often leads
to angina, coronary thrombosis or heart attack, heart failure and/or sudden death

Cost effectiveness

The consequences of the alternatives are measured in natural units, such as years of
life gained. The consequences are not given a monetary value

Dipyridamole

Inhibitor of platelet aggregation, also available in combination with aspirin

Electrocardiogram (ECG)

A recording of the electrical signals from the heart

Haemorrhagic stroke

Death of brain cells due to bleeding in the brain

Heterogeneity

Between-study variation. If heterogeneity exists the pooled effect size in a meta-
analysis has no meaning.

Infarction

Death of tissue following interruption of the blood supply

Intention-to-treat (ITT)
analysis method

A method of data analysis in which all patients are analysed in the group they were
assigned to at randomisation regardless of treatment adherence

Intermittent claudication

The most common PAD symptom, characterised by calf, thigh or buttock pain and
weakness brought on by walking. Pain disappears on resting the affected limb

Ischaemia

A low oxygen state usually due to obstruction of the arterial blood supply or
inadequate blood flow leading to hypoxia in the tissue

Ischaemic stroke (IS)

Death of brain cells caused by blockage in a cerebral blood vessel

Meta-analysis

A quantitative method for combining the results of many studies into one set of
conclusions

Myocardial infarction (MI)

Damage to heart muscle caused by obstruction of circulation to a region of the heart.
Also called a heart attack

Non ST-segment elevation

A myocardial infarction not associated with elevation of the ST-segment on an ECG

MI (NSTEMI)
Occlusive vascular event An event caused by the blockage of an artery, such as MI, unstable angina, IS, TIA
(OVE) or PAD

Peripheral arterial disease
(PAD)

A condition in which the arteries that carry blood to the arms or legs become
narrowed or clogged, slowing or stopping the flow of blood. Also known as
peripheral vascular disease (PVD)

Plaque

Atheromatous plaque is a swelling on the inner surface of an artery produced by lipid
deposition

Quality-adjusted life-
year(s) (QALYSs)

An index of survival that is weighted or adjusted by a patient’s quality of life during
the survival period. QALYSs are calculated by multiplying the number of life years by
an appropriate utility or preference score

Qualifying event

The event (MI, IS, TIA or PAD) for which patients are randomised into a trial

Relative risk (RR)

The proportion of diseased people among those exposed to the relevant risk factor
divided by the proportion of diseased people among those not exposed to the risk
factor.

Relative risk reduction
(RRR)

Alternative way of expressing relative risk. It is calculated as: RRR= (1 - RR)
x100%. The RRR can be interpreted as the proportion of the baseline ‘risk” which
was eliminated by a given treatment, or by avoidance of exposure to a risk factor

ST-segment elevation Ml
STEMI

A myocardial infarction associated with elevation of the ST-segment on the ECG

Stroke The sudden death of brain cells due to a lack of oxygen when blood flow to the brain
is impaired by blockage or rupture of an artery to the brain causing neurological
dysfunction

Thrombus An aggregation of blood factors, primarily platelets and fibrin with entrapment of

cellular elements, frequently causes vascular obstruction at the point of its formation.

Transient ischaemic attack
(TIA)

A brain disorder caused by temporary disturbance of blood supply to an area of the
brain, resulting in a sudden, brief (less than 24 hours, usually less than 1 hour)
decrease in brain functions.

Unstable angina

Angina pectoris (chest pain) in which the cardiac pain has changed in pattern, or
occurs at rest

Vascular disease

Any disease of the circulatory system

Clopidogrel and MRD for occlusive vascular events
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2 EXECUTIVE SUMMARY

2.1 Background
Occlusive vascular events (OVE) such as myocardial infarction (MI), ischaemic stroke (IS)
and transient ischaemic attack (TIA) are the result of a reduction in blood flow associated
with an artery becoming narrow or blocked through atherosclerosis and atherothrombosis.
Patients with a history of such events have an increased risk of recurrence when compared to
the general population. Peripheral arterial disease (PAD) is the result of narrowing of the
arteries that supply blood to the muscles and other tissues, usually in the lower extremities.
Patients with symptomatic PAD (typically intermittent claudication) are at increased risk of
experiencing an initial OVE. Given the nature of the health problem, some people have
multivascular disease (MVD), that is disease in more than one vascular bed and appear to be
at even greater risk of death, Ml or stroke than those with disease in a single bed. The primary
objective in the treatment of all patients with a history of OVEs and PAD is to prevent the

occurrence of new OVEs.

2.2 Objectives
The purpose of this review is to assess the clinical effectiveness and cost effectiveness of
clopidogrel and modified-release dipyridamole (MRD) alone or with aspirin (ASA) compared
with ASA (and each other, and where appropriate) in the prevention of OVEs in patients with
a history of Ml or IS/TIA or established PAD. The final scope issued by NICE also called for

consideration of the effectiveness of clopidogrel in patients with MVD.

This review is an update and focuses on relevant clinical and cost-effectiveness evidence that
has become available since publication of NICE guidance TA90: Clopidogrel and modified-

release dipyridamole for the prevention of occlusive vascular events.

2.3 Methods
Search strategy: Four electronic databases were searched for randomised controlled trials

(RCTs) and economic evaluations (EES).

Interventions and comparators: studies that compared clopidogrel, MRD, MRD+ASA with

ASA or with each other were considered.

Patient populations: For clopidogrel, patients with a history of Ml or IS or established PAD

were included. For MRD, patients with a history of IS or TIA were included.

Outcomes: Data on any of the following outcomes were included in the assessment of clinical

effectiveness: MI; stroke; TIA; death; AEs including bleeding complications. For the

Clopidogrel and MRD for occlusive vascular events
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assessment of cost effectiveness, outcomes included incremental cost per life years gained
(LYG) and incremental cost per QALY gained.

Application of inclusion/exclusion criteria: Two reviewers independently screened all titles
and/or abstracts including economic evaluations. The full manuscript of any publication
judged to be relevant by a reviewer was obtained and assessed for inclusion or exclusion. The
relevance of each publication was assessed by two reviewers; any discrepancies were resolved

by consensus and where necessary, a third reviewer was consulted.

Data extraction and quality assessment: Data relating to both study design and quality were
extracted by two reviewers who cross-checked each other’s extraction and a third independent
reviewer checked for accuracy and was consulted in cases of disagreement. Where multiple
publications of the same study were identified, data were extracted and reported as a single

study.

Methods of analysis/synthesis: The results of clinical and economic data extraction and
guality assessment are summarised in structured tables and as a narrative description. For a
variety of clinical effectiveness outcomes, indirect analysis (using a MTC methodology) was
performed. Using data provided by the manufacturer of clopidogrel, within-trial time to event
rates were explored as was the clinical effectiveness of clopidogrel compared with ASA for
patients with MVD.

2.4 Results

Number and quality of studies: two good quality RCTs were identified, ESPRIT and
PROFESS; these were considered along with CAPRIE and ESPS-2, which were already
identified in TA90. The interventions and patient populations across the four trials differed:
CAPRIE compared clopidogrel with ASA in patients with a qualifying event of MI, IS or
PAD; ESPS-2 compared MRD+ASA with ASA, MRD alone and placebo in patients with a
qualifying event of IS/TIA; ESPRIT compared MRD+ASA with ASA in patients with a
qualifying event of IS/TIA; PRoFESS compared clopidogrel with MRD+ASA in patients with
a qualifying event of IS.

Eleven economic evaluations were identified from a possible 34 publications. Four studies
described a UK population. The main interventions described in the studies were clopidogrel;
MRD alone; MRD+ASA and ASA.
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Summary of benefits and risks

RCTs: In CAPRIE, statistically significant outcomes in favour of clopidogrel were noted for
the primary outcome (first occurrence of IS, MI, or vascular death) compared with ASA
(overall population). However, the benefit appeared to be very small; the boundaries of the
confidence intervals raise the possibility that clopidogrel is not more beneficial than ASA. In
the subgroup analysis, a statistically significant difference in primary outcome was identified

for patients with established PAD only.

In ESPS-2, on the first primary outcome of stroke, statistically significant differences in
favour of MRD+ASA were observed in comparison with ASA and MRD alone. No other
primary outcome (all cause death; stroke and all cause death) showed statistically significant

differences between any two treatment arms.

In ESPRIT, on the primary outcome (first occurrence of death from all vascular causes, non-
fatal stroke, non-fatal MI, or major bleeding complication) the risk of event occurrence was

statistically significantly lower in the MRD+ASA arm compared to the ASA arm.

In PROFESS, the rate of recurrent stroke of any type (primary outcome) was very similar in
the MRD+ASA and clopidogrel groups and the null hypothesis (that MRD+ASA is inferior to
clopidogrel) could not be rejected.

For adverse events (AEs), in CAPRIE patients in the clopidogrel arm experienced
significantly higher rates of rash and diarrhoea compared to the patients in the ASA arm. In
the ASA arm, patients reported significantly more incidences of indigestion/nausea/vomiting
and abnormal liver function. The numbers of patients experiencing gastrointestinal (GI)
haemorrhage were greater in the ASA arm compared to clopidogrel, a result reported to be
statistically significant. The rates of trial discontinuation due to AEs were similar in both arms
of the trial.

In ESPS-2, there was a significant difference between each arm in the occurrence of
headaches; this was greater in the arms where MRD was a feature of the treatment regime.
Bleeding episodes were significantly more frequent and more often moderate or severe/fatal
in treatment arms that included ASA. The rates of trial discontinuation due to AEs differed
significantly, with higher rates reported in the two MRD arms than in the ASA or placebo
arms. Gastrointestinal events, vomiting, diarrhoea and headache were significantly different

between treatment groups.
In PROFESS, the rates of trial discontinuation were statistically significantly different

between trial arms in favour of clopidogrel. Headache was reported by many more patients in
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the MRD+ASA arm. Only new or worsening congestive heart failure events were statistically

different between treatment arms and favoured clopidogrel.

Indirect results: On the MTC for the IS/TIA populations, clopidogrel and MRD+ASA were
significantly associated with a lower risk of recurrent stroke compared to ASA, the risk of any
recurrent stroke was statistically significantly increased for MRD alone compared to
clopidogrel and MRD+ASA,; clopidogrel was associated with less major bleeding events than
ASA. Caveats apply to the MTC due to the limited outcomes that were available for selection,
the small number of trials and the use of data from subgroups from one trial. It should be

further noted that these analyses include a proportion of patients with MVD.

MVD subgroup: The AG reclassified patients from CAPRIE according to their disease status
(CAD/MI only, IS/TIA only, PAD only or MVD). Analyses conducted by the AG confirm
the results of other studies that patients with MVD are an important clinical subgroup who
often have elevated single and composite risks of future events. The AG had access to MVD
data from CAPRIE only and was therefore unable to conduct similar analyses for the other

identified trials.

Cost-effectiveness review: In summary, the results of the literature review of cost-
effectiveness evidence appear to show that, from a health service perspective, the use of
clopidogrel in patients with previous PAD, IS or Ml is a cost-effective option compared with
ASA in the secondary prevention of OVEs. The combination of MRD+ASA seems to be cost
effective compared with any other treatment in patients with previous IS/TIA in the secondary
prevention of OVEs. Some of the clinical data described in the review have been superseded
by more recent RCT publications. Finally, the methods used by the authors to demonstrate
clinical effectiveness in some of the economic evaluations lack detail and clarity.

Submitted economic evaluations: The two economic evaluations submitted by the
manufacturers appear to meet the NICE reference case criteria. Both of the models are subject
to the same criticism by the AG: each model uses an unreliable basis for long-term projection.
As a consequence estimated incidence rates in the models are very volatile and should not be
relied on to drive the major part of the model calculations. Since the time of submission, a
price for generic clopidogrel has become available and is much lower than the branded price.
As the branded price is used in the economic models submitted by the manufacturers, the

estimated ICERs are no longer applicable.

Clopidogrel and MRD for occlusive vascular events
Page 16 of 208



2.5 Summary of Assessment Group’s cost-effectiveness results

Cost-effectiveness results have been generated from the AG’s economic model to address two

related questions:

- which treatment strategy is most cost effective in avoiding future OVEs in each of the four

specified populations?

- how does the availability of generic clopidogrel at a lower price than the branded product

affect the assessment of cost effectiveness of clopidogrel containing treatment strategies?

Patients with IS/TIA:

In all scenarios, the most cost-effective strategy begins with MRD+ASA, followed by
ASA and finally clopidogrel

In patients who are intolerant of ASA, compared to no treatment, clopidogrel
followed by MRD is the most cost-effective approach, independent of both TA90
guidance and the price of clopidogrel

In patients who are intolerant of MRD, at the branded price, the preferred strategy is
ASA followed by clopidogrel, but for the generic price clopidogrel followed by ASA
is more cost effective

For patients intolerant to both ASA and MRD, only clopidogrel is available for long-

term prevention and is seen to be more cost effective than no preventive therapy.

Patients with Ml:

In all scenarios, the incremental cost effectiveness of allowing clopidogrel as a
subsequent therapy after failure of ASA therapy compared to ASA treatment alone is
less than £7,000 per QALY gained suggesting that ASA followed by clopidogrel may
be the optimal strategy for this patient group

In patients who are intolerant of ASA, clopidogrel is a cost-effective approach
independent of both TA90 guidance and the price of clopidogrel (ICERs ranging
between £1,981 and £12,802 per QALY gained).
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Patients with established PAD:

e In all scenarios the ICER for a strategy of clopidogrel followed by ASA when
compared to ASA followed by clopidogrel appears to be well within the range
considered cost effective (under £10,000 per QALY gained for branded clopidogrel
and under £3,000 per QALY for generic clopidogrel), suggesting this as the optimal
strategy for this patient group

e In patients who are intolerant to ASA, clopidogrel is a cost-effective approach

independent of both TA90 guidance and the price of clopidogrel.

Patients with MVD:

o In all scenarios, the incremental cost effectiveness of clopidogrel followed by ASA is
the most cost-effective approach, independent of both TA90 guidance and the price of
clopidogrel

e In patients who are intolerant to ASA, clopidogrel is a cost-effective approach to

OVE prevention independent of both TA90 guidance and the price of clopidogrel.

2.5.1 Sensitivity analyses

The sensitivity analyses (SAs) undertaken using the AG’s de novo economic model allow the
most likely sources of influential uncertainty to be identified. Firstly, there is no indication
that cost and utility parameters, population characteristics or non-vascular mortality give rise
to significant uncertainty in economic results. Secondly, three types of parameter are
implicated in at least one of the sensitivity analyses as likely to be influential on model results
— the risk of events occurring, the fatality of such events, and the likelihood that patients will
cease taking the prescribed preventive medications. Thirdly, model results for the ‘PAD only’
population appear to be particularly vulnerable to uncertainty in event risks, which should be

addressed probabilistically (provided in an addendum to follow).

2.6 Discussion
The clinical evidence base supporting the previously published NICE guidance (TA90) for the
prevention of OVESs in patients with a prior history of such events and patients with PAD was
constructed from two trials (CAPRIE and ESPS-2) relevant to the use of clopidogrel, MRD
and ASA. Since publication of this guidance, two more relevant trials have been published
(ESPRIT and PROFESS). The evidence base underpinning this update of TA90 is therefore
focussed on four RCTs. In summary, the clinical evidence appears to suggest that
MRD+ASA is preferred to MRD alone and ASA in patients with a prior history of IS/TIA.
There is not enough clinical evidence to make an informed decision regarding the use of

MRD+ASA vs clopidogrel in patients with a prior history of IS/TIA.
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All of the trials relevant to the decision problem were considered to be of good quality.
However, the trials were disparate in terms of their design, patient populations, interventions
and definition/reporting of outcomes (clinical and safety) which means it is difficult to
compare outcomes across the trials or perform evidence synthesis with any confidence using

only the summary data reported in the published studies.

As previously discussed, the availability of four good quality RCTs did not allow the
comprehensive comparison of clinical and safety outcomes associated with the relevant
interventions across the key populations of interest. In an effort to make best use of all
available clinical information, the AG undertook a MTC and investigated outcomes, where
possible, for the IS/TIA population. The AG concluded that there were no major differences

in the results of the MTC and the direct estimates from head-to-head trials.

The AG, using additional data provided by the manufacturer, was able to consider the clinical
and cost effectiveness of clopidogrel in patients with MVD. The AG noted that there are
differences in published definitions of MVD and acknowledges that depending on the
definition used, the results of clinical and economic analyses may differ. The results of the
AG’s de novo economic model demonstrate that for patients with IS/TIA, MRD+ASA
followed by ASA followed by clopidogrel appears to be a cost-effective approach to the
prevention of future OVEs; for patients with MI, ASA followed by clopidogrel appears to be
a cost-effective approach to the prevention of future OVEs; for patients with established PAD
or MVD, clopidogrel followed by ASA appears to be a cost-effective approach to the
prevention of future OVEs. The AG explores whether or not the price of clopidogrel or the
application of TA90 guidance affects the cost effectiveness of the different interventions
considered,; in all cases except one, it does not.

2.6.1 Strengths and limitations
The key strengths of the report are threefold.

Firstly, the AG was able to consider the clinical and cost effectiveness of clopidogrel in
people with MVD as specified in the final scope issued by NICE. Using information provided
by the manufacturer, the AG re-analysed previously published data from the CAPRIE trial
and estimated the clinical and cost effectiveness of clopidogrel in this clinically important
subgroup of patients. The AG confirmed the findings of other published clinical papers that

patients with MVD are often at high risk of future composite and single clinical events.

Secondly, the AG did not simply address the short-term costs and benefits associated with
clopidogrel and MRD; the clinical and cost effectiveness of clopidogrel and MRD is
considered over time using treatment scenarios. The strength of this approach is that it reflects

the real world in which many patients will need to switch between different treatments during
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their lifetime. Restricting the analysis of costs and benefits of long-term prophylaxis to a few

years frequently results in erroneous conclusions.

Finally, the structure of the economic model required to address the questions posed in the
final scope issued by NICE necessitated careful planning and execution by the AG as well as
access to further analyses of clinical data from the manufacturers. Working collaboratively,
the AG was able to make best use of limited evidence and estimate relevant ICERs for
individual patient populations using an economic model designed to minimise the scope for

multiple cumulative bias inherent in long-term projection of multiple competing risks.

The clinical and cost-effectiveness findings of the report are limited by the nature of the
clinical evidence available. For the MI, PAD and MVD patient populations, data were only
available from the CAPRIE trial (clopidogrel vs ASA) and the clinical results favoured
clopidogrel. However, use of a single trial to generate clinical evidence for three individual
patient populations inevitably attracts criticism. It is also important to note that the CAPRIE
trial did not distinguish between patients with NSTEMI and STEMI myocardial infarction and
this clearly inhibits the interpretation of the trial results for these clinically important
subgroups of patients. For the IS/TIA population, relevant evidence was available from four
published RCTs to inform the AG’s assessment of clopidogrel and MRD. However, the
studies were all very different in terms of design, patient populations and clinical outcomes,
so that even indirect comparisons proved to be fraught with difficulty. The key comparison of
interest for patients with IS/TIA was clopidogrel vs MRD+ASA and the results of this trial
were inconclusive. This is unfortunate as it is unlikely that a trial of this design will ever be
repeated. In summary, the clinical evidence available, particularly for MI, PAD and MVD
populations, to answer the key questions set out in the final scope is limited.

2.6.2 Uncertainties

The findings of this report for the MI, PAD and MVD patient populations are reliant on
several post-hoc subgroup analyses from a single trial; this means that there is inevitable
uncertainty associated with the findings of this report. The AC which developed the guidance
for TA90 considered it inappropriate to rely on post-hoc analyses. However, the AG is of the
opinion that reliance on the results of post-hoc subgroup analyses from a single trial was
unavoidable if the questions set out in the final scope issued by NICE were to be adequately
addressed in this report. To illustrate: there are clinical data available from PRoOFESS, ESPS-2
and ESPRIT for the IS/TIA population, but the only clinical data available for patients with
prior MI, PAD and MVD is from the CAPRIE trial. Patients with MI, PAD and MVD are not
considered to constitute a single homogeneous clinical population; this means that use of
subgroup analysis to estimate the clinical and cost effectiveness of clopidogrel for these

individual subpopulations although not ideal is necessary. It is important to note that the size
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of each of the subgroup populations is considerable (Ml=5,741; PAD= 3,713; MVD= 4,991),
and proved sufficient to demonstrate important differences in risk profiles between these

groups.

In the absence of any universally agreed definition, the MVD subgroup analyses were based
on a population defined by the AG. The AG’s definition appears to be consistent with the
simplest and broadest definition described in the published literature; however, it is likely that
any differences in definitions of MVD subgroups will lead to differences in patient numbers

and relative risks.

Additionally, the head to head trials and the MTC results will have included subgroups of
patients who had disease in more than one vascular bed as none of the trials distinguished

between patients with single and multivascular disease.

2.7 Conclusions
For patients with IS/TIA, MRD+ASA followed by ASA followed by clopidogrel appears to

be a cost-effective approach to the prevention of future OVEs.

For patients with MI, ASA followed by clopidogrel appears to be a cost-effective approach to

the prevention of future OVEs.

For patients with established PAD or MVD, clopidogrel followed by ASA appears to be a

cost-effective approach to the prevention of future OVEs.

2.8 Suggested research

It is suggested that any future trials in this area should distinguish between patients with
single and multivascular disease, that definitions of MVD should be pre-specified (ideally
using a common standard) and that trialists should ensure that trials are sufficiently powered
over an extended follow-up period to allow detection of treatment differences between
subgroups of patients. To facilitate comparison of primary and secondary outcomes across

relevant trials, all outcomes need to be reported consistently and at key time points.

It would be most valuable to have well-audited data on a defined patient group from a long-
term clinical registry of all UK patients treated with antiplatelet agents. Such a data source
could provide a basis for research and audit to inform future assessments of antiplatelet agents

in patients with single and multivascular disease over the long-term.

Clopidogrel and MRD for occlusive vascular events
Page 21 of 208



3 BACKGROUND

3.1 Description of the health problem

Cardiovascular disease (CVD) is an umbrella term that includes coronary heart disease
(CHD), peripheral arterial disease (PAD) and cerebrovascular disease. Cardiovascular disease
is commonly caused by arteries becoming narrowed through atherosclerosis; it is the main
cause of death in the UK, accounting for 35% of deaths each year (almost 198,000)." Almost
half (48%) of all CVD deaths are from CHD, with stroke making up a further quarter (28%).
In addition to being the main cause of death, CVD is also the major cause of premature death
(under 75 years) in the UK; CVD caused 30% of premature death in men and 22% in women
in 2006."

Occlusive vascular events (OVE) such as myocardial infarction (Ml), ischaemic stroke (IS)
and transient ischaemic attack (TIA) are classified as subsets of CVD. These events are the
result of a reduction in blood flow associated with an artery becoming narrow or blocked
through atherosclerosis and atherothrombosis. Patients with a history of such events have an
increased risk of recurrence when compared to the general population. Peripheral arterial
disease (PAD) is also a subset of CVD and is the result of narrowing of the arteries that
supply blood to the muscles and other tissues, usually in the lower extremities. Patients with
symptomatic PAD (typically intermittent claudication) are at increased risk of experiencing
an initial OVE. Given the nature of the health problem, some people have what is classified as
multivascular disease (MVD), that is disease in more than one vascular bed and appear to be
at even greater risk of death, M1 or stroke than those with disease in a single bed.? Therefore,
the primary objective in the treatment of all patients with a history of CVD is to prevent the

occurrence of new OVEs.

3.1.1 Aetiology, pathology and prognosis

As noted earlier, the cause of OVEs is a reduction in blood flow associated with an artery
becoming narrow or blocked through atherosclerosis and atherothrombosis. Atherothrombosis
involves the formation of a platelet-rich thrombus, frequently at the site of a disrupted
atherosclerotic plaque that leads to local occlusion or distal embolism. Atherosclerotic plaque
formation occurs as a result of damage to vascular endothelium. Possible causes of damage
include the following: elevated and modified low density lipoproteins (LDL); free radicals
caused by cigarette smoking, hypertension and diabetes mellitus (DM); genetic alterations and

combinations of these and other factors.®
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3.1.2 Epidemiology
The five manifestations of CVD considered in this report are Ml, IS, TIA, PAD and MVD.

Myocardial infarction (also known as a heart attack) is the interruption of the blood supply to
the heart muscle. This is most commonly caused by occlusion of a coronary artery following
the rupture of atherosclerotic plaque. The resulting restriction in blood supply and oxygen
starvation can cause damage to, or the death of, the heart muscle. Typical symptoms of Ml
include sudden chest pain with sweating or nausea; Mls can also be symptomless. Women
may experience different symptoms to men. Based on the results of changes in ECG readings,
Mls are classified into two subtypes; non ST-segment elevated myocardial infarction
(NSTEMI) or ST-segment elevated myocardial infarction (STEMI). The distinction has
implications for future antiplatelet treatment. After a Ml, a patient remains at high risk of a
further MI or other OVE.

Data from 2006 for the UK demonstrate that across all ages, there were 146,000 cases of Ml;
87,000 in men and 59,000 in women.! The incidence of MI varies across regions, between
men and women and increases with age.! Higher incidence rates are apparent in northern
areas of the UK compared to southern areas. In the UK, amongst men and women aged over
35 years, the prevalence is thought to be over 1.4 million." Approximately 30% of people who
experience an acute MI die before they reach hospital.* Patients who experience a M1 and

survive are likely to have a further cardiac event.’

There are a number of different types of stroke; however, the majority of cases
(approximately 70%) are ischaemic caused through the blockage of an artery in the brain.
This leads to damage to or death of the brain cells due to lack of oxygen. The symptoms of
stroke can include: numbness, weakness or lack of movement on one side of the body, slurred
speech, difficulty finding words or understanding speech, problems with vision, confusion,
and/or severe headache.” A stroke happens suddenly and the effects are experienced straight
away.” Anyone who suddenly has symptoms that might be caused by a stroke should be
assessed as soon as possible using a test such as FAST (Face, Arm, Speech Test) and, on
arrival at hospital the ROSIER (Recognition of Stroke in the Emergency Room) may be

used.” A stroke may be classified as disabling or non-disabling.

The British Heart Foundation (BHF) reports that approximately 98,000 people experience a
first IS every year in the UK with little difference in rates between men and women and an
increased risk with age.® Additionally they estimate from 2006 data that, in the UK, as many
as 1.1 million people have experienced a stroke; this is equivalent to a prevalence rate of 1.6%
in the population in England and 2% in Wales.® The risk of recurrent stroke is greatest in the

first six months following the initial event, but a patient may remain at greater risk of stroke
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than the general population for a number of years.> As many as 30% of strokes are thought to
be recurrent.® Patients who have experienced a stroke are also at risk of further OVEs,
including M1.1% 1

A TIA is a disorder caused by temporary disturbance of blood supply to an area of the brain
that results in a sudden but brief decrease (less than 24 hours, usually less than one hour) in
brain functions and causes stroke like symptoms. If the neurological deficit lasts more than 24
hours, it is described as a stroke. Estimates for the UK indicate that between 46,000 and
65,000 people suffer a TIA each year and prevalence of TIA is projected to be 510,000.% In
contrast to the trend noted in stroke data, there appear to be higher rates of TIA in women; as
noted for stroke, incidence and prevalence rates increase rapidly with age.® Patients
experiencing a TIA are at high risk of suffering a subsequent stroke, with 90-day risks of
stroke reported to be as high as 10.5%." In patients enrolled in clinical trials after a TIA or
non-disabling IS, the annual risk of important vascular events (death from all vascular causes,
non-fatal stroke, or non-fatal MI) is reported as being between 4% and 11%; the

corresponding estimate for population-based studies is 9% per year.*®

Peripheral arterial disease is a condition in which the arteries that carry blood to the arms or
legs become narrowed or congested, slowing or stopping the flow of blood. Approximately
20% of people aged from 55 to 75 years of age have evidence of lower extremity PAD. Since
the size of the UK population aged 55 years and over is approximately 17 million, this
equates to a prevalence of around 850,000." It is thought that worldwide and in the UK, PAD
is under-diagnosed and under-treated.”® *® Five percent of the people with PAD experience
symptoms. The most common symptom is intermittent claudication (pain on walking) which
is relieved by a short rest; however, some patients with PAD may experience significant pain
and poor quality of life (QoL)."” Over five years, about 20% of people with intermittent
claudication have a non-fatal cardiovascular event (Ml or stroke).!* People with PAD,
including those who are asymptomatic, have a high risk of death from MI and IS, their
relative risks being two to three times that of age and sex-matched groups.’” Coronary heart

disease is the major cause of death in people with PAD of the legs.**

Although the diagnosis of PAD can generally be made from clinical history and examination,
objective evidence of significant PAD can be made by obtaining an ankle brachial pressure
index. This index is the ratio of the ankle to brachial systolic pressure and may be measured
using a sphygmomanometer and handheld Doppler device.'” Obtaining an ankle brachial

pressure index is non-invasive and relatively easy, but is rarely used in clinical practice.”

As noted earlier, there are a number of patients with CVVD who have disease in more than one

vascular bed (otherwise known as MVD patients). The REACH registry (supported by
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Sanofi-aventis, Bristol-Myers Squibb and Waksman Foundation) collected data from
approximately 67,888 patients who were recruited from 5,473 physician practices in 44
countries worldwide.' ?* Patients in the registry are described as being over 45 years old with
least three atherothrombotic risk factors (eg treated DM, diabetic nephropathy, ankle brachial
index of less than 0.9, asymptomatic carotid stenosis of 70% or greater) or documented
cerebrovascular disease, coronary artery disease (CAD) or PAD. A survey® of data from the
REACH registry identified that 15.9% of patients had symptomatic polyvascular disease
defined as coexistent symptomatic (clinically recognized) arterial disease in two or three
territories (coronary, cerebral, and/or peripheral) within each patient. A further analysis
indicated that rates of cardiovascular death, MI or stroke at one year increases substantially
with the number of affected vascular beds.” This recognition of the importance of MVD,
problems with its definition, and its inherent increased risk of further events is explored in

section 5.7.

Trends in CHD and stroke

Coronary heart disease causes over 90,000 deaths a year in the UK: approximately one in five
deaths in men and one in six deaths in women. There is geographical variation in prevalence
with greater rates in the northern areas of England compared to southern areas and
intermediate rates in Wales. There are also social inequalities in mortality from CHD; higher

mortality is noted in people from more deprived areas and those working in manual jobs.*

Death rates from CHD have been declining since the late 1970s and death rates from stroke
have declined in the last ten years, although these trends appear to be plateauing, particularly
in younger people. It is thought that the decline in rates of CHD is due to reductions in risk
factors (mainly smoking) and better treatment (including secondary prevention). Although

mortality appears to be falling, CHD related morbidity is rising.*

Stroke accounts for around 53,000 deaths each year in the UK (approximately 9% of all
deaths). According to the BHF® it is not possible to know how many deaths each year are
attributable to each stroke subtype. However, they report that age-standardised mortality rates
from stroke have decreased markedly in the last four decades, with a 90% reduction in IS
mortality.® There is geographical variation in death rates from stroke in the UK; the highest
rates are in Scotland, followed by Northern England, Wales and Northern Ireland. The South
of England (particularly London) exhibits the lowest stroke mortality rates. Socio-economic
inequalities in stroke mortality are evident; historically, rates have decreased more quickly in

adults from higher social classes and mortality increases with deprivation.?

The majority of people survive an initial stroke, but often have significant morbidity.” Stroke

causes a greater range of disabilities than any other condition and has a greater disability
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impact than other chronic diseases.? It is thought that more than 900,000 people in England
are living with the effects of stroke, with half of these being dependent on other people for

help with everyday activities.’

Impact of health problem

In 2006/7 there were 428,000 inpatient episodes for CHD in England and over 175,000 for
stroke.™ ® Data from 2006 underline the high cost of CHD and stroke to the UK health care
system; each cost around £3.2 billion. A cost per capita of just over £50 for each condition
was observed.! Hospital care costs for CHD accounted for 73% of the total cost whilst for

stroke hospital costs accounted for 94%.

Production losses from death and illness and from informal care of people with CHD and
CVD are a substantial financial burden.' Data from 2006 for the UK demonstrate that
production losses due to mortality and morbidity associated with CHD cost over £3.9 billion;
65% due to death and 35% due to illness in those of working age. Informal care costs were
approximately £1.8 billion.* For stroke, 65% of production losses were due to illness and
costs of informal care were £2.9 million, reflecting the debilitating impact of stroke on

individuals.

3.2 Current service provision

Management of disease

Secondary prevention of OVEs is antiplatelet therapy. Current NICE recommendations in
TA90? for the secondary prevention of OVEs in patients with a history of 1S or TIA, state
that modified-release dipyridamole (MRD) in combination with acetylsalicylic acid (ASA)
should be used for a period of two years from the most recent event. Thereafter, or if MRD is
not tolerated, standard care (including long term, low-dose ASA) should be used. People with
a history of OVEs (except TIA) or PAD who are intolerant to low-dose ASA are advised to

use clopidogrel alone.

Due to the evolving nature of treatments, and the different patient groups included in this

review, a number of clinical recommendations are relevant. These are described in Table 3-1.

In addition to TA90,? there are separate (and different) clinical recommendations for the two
subtypes of MI: NSTEMI and STEMI. Clopidogrel+ASA is the recommended treatment for
both types, but for a period of 12 months following an NSTEMI? and four weeks in the event
of a STEMI. There is currently no guidance for the prevention of OVEs in patients with
MVD.
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Table 3-1 Patient populations and clinical recommendations

Patient Guidance Clinical recommendation Trial Trial population Licensed indication for drug

population evidence

MI TAQ0 20052% (MTA) CLOP if ASA intolerant CAPRIE® 33% MI
Clopidogrel and modified-release CLOP vs ASA 34% PAD ' '
dipyridamole in the prevention of 33% IS ASA: For the secondary_ prevention _of thrombotic
occlusive vascular events No differentiation between cerebrovasculqr or cardiovascular 'dlsease; '

patients with NSTEMI and CLOP: prevention of atherosclerotic events in people
STEMI with a history of Ml (from a few days until less than 35
- = days), IS (from 7 days until less than 6 months) or

MI (NSTEMI) CG94 2010** (SR) CLOP+ASA for 12 months after the CURE 100% established PAD
Clopidogrel in the treatment of most recent event. Then standard care | C|LOP+ASA vs CLOP+ASA: for acute coronary syndromes
non ST-segment elevation acute | (including ASA) or clopidogrel if ASA ASA
coronary syndrome intolerant

MI (STEMI) CG48 2007’ (SR) CLOP+ASA for 4 weeks after the most | COMMIT® 93% STEMI
Secondary prevention in primar recent event. Then standard care CLOP +ASA vs 7% NSTEMI ]
and secogdgry care for pgtientsy (including ASA) or clopidogrel if ASA ASA CLOP+ASA: for acute coronary syndromes
following a myocardial infarction | intolerant

IS TA90 2005%% (MTA) MRD+ASA for 2 years after the most | ESPS-2% 76% IS
Clopidogrel and modified-release recent event. Thereafter, or if MRD is ASA vs MRD vs 24% TIA
dipyridamole in the prevention of not tolerated, standaro_l care (including MRD+ASA Vs
occlusive vascular events IgggA—)term treatment with low-dose placebo

5 MRD (+/- ASA) secondary prevention of IS and TIA

TIA TA90 2005°° (MTA) MRD+ASA for 2 years after the most
Clopidogrel and modified-release recent event. Thereafter, or if MRD is
dipyridamole in the prevention of not tolerated, standard care (including

. long-term treatment with low-dose
occlusive vascular events
ASA)

PAD TA90 200522 (MTA) CLOP if ASA intolerant* CAPRIE® 33% M ASA: For the secondary prevention of thrombotic
Clopidogrel and modified-release CLOP vs ASA 34% PAD cerebrovascular or cardiovascular disease;
dipyridamole in the prevention of 33% IS CLOP: prevention of atherosclerotic events in people
occlusive vascular events with a history of Ml (from a few days until less than 35

days), IS (from 7 days until less than 6 months) or
established PAD

MVD Not currently included NA NA NA NA

ASA=aspirin; MTA=multiple technology assessment; SR=systematic review; NA=not available; IS=ischaemic stroke; TIA=transitory ischaemic attack; Ml=myocardial infarction; PAD=peripheral arterial
disease; NSTEMI=non ST-segment elevated myocardial infarction; STEMI=ST-segment elevated myocardial infarction; MRD=modified-release dipyridamole; MVD=multivascular disease;
CLOP=clopidogrel *ASA not licensed for PAD
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The purpose of the current review is to update the evidence base that was available to inform
NICE’s TA90 guidance.® % Patient groups who are beyond its remit include: those who have
had, or are at risk of, a stroke associated with atrial fibrillation, or who require treatment to

prevent OVEs after coronary revascularisation or carotid artery procedures.

Although explicit data on provision of antiplatelet treatment for patients in the various disease

categories is not available, general practitioner (GP) prescribing data for England from 2004-

2009* indicate a slow and steady increase in prescribing rates over that time period (Figure
3-1).
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Figure 3-1 Trends in prescribing of antiplatelet drugs in general practice in England

Current service cost

The current prices for ASA, MRD and clopidogrel are shown in Table 3-2. All prices are net
and are taken from the British National Formulary (BNF) 58.3' Generic versions of
clopidogrel are now licensed; from April 1* 2010 clopidogrel is listed as category M of Part
VIl of the Drug Tariff meaning that pharmacists will be reimbursed at the generic price of
£10.90 for 30 tablets of 75mg clopidogrel %
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Table 3-2 Price of ASA, MRD and clopidogrel

Drug Price per pack Price per day
ASA (75mg) enteric coated tablets 94p per 28 0.033

£1.07 per 56 0.019
MRD+ASA dipyridamole (200mg), ASA (25mg) | £7.79 per 60 0.26 (= 2 daily doses)
MRD dipyridamole (200mg) £7.50 per 60 0.25 (= 2 daily doses)
CLOP( Plavix) (75mg) £36.35 per 30 £1.21

MRD= modified-release dipyridamole; ASA= aspirin; CLOP= clopidogrel

In Figure 3-2 trends in spending on the various agents prescribed by GPs in England over the
period of 2004-2009 are shown.*
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Figure 3-2 Trends in spending on antiplatelet drugs in general practice in England
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Variation in services and/or uncertainty about cost

The recent end of patent term for clopidogrel has meant that a number of generic formulations
of the drug have been approved by the European Medicines Agency (EMA)* and the
Medicines and Healthcare Products Regulatory Agency (MHRA).* At the time of writing,
there are at least eight generic products available in the UK as listed in Table 3-3. All those
listed are licensed for the prevention of atherothrombotic events in patients suffering from Ml
(from a few days until less than 35 days), IS (from 7 days until less than 6 months) or
established PAD. It is currently unclear (due to issues relating to patent) whether any of these

products may also be used in combination with ASA for the treatment of ACS patients.

Table 3-3 Generic versions of clopidogrel available in the UK

Name of manufacturer Licensed name Active ingredient
Mylan Pharmaceuticals/Generics UK | Clopidogrel Mylan Clopidogrel hydrochloride
Consilient Health Limited Clopidogrel Consilient Clopidogrel hydrochloride
Sandoz Ltd Clopidogrel Sandoz Clopidogrel besilate
Actavis Group PTC EHF Actavis clopidogrel Clopidogrel besilate
Arrow Generics Arrow clopidogrel Clopidogrel besilate
Dr Reddy's Laboratories (UK) Limited | Dr Reddy's clopidogrel Clopidogrel besilate
Dexcel Pharma Limited Dexcel clopidogrel Clopidogrel besilate
Beacon Pharmaceuticals Beacon clopidogrel (Grepid®) Clopidogrel besilate

Relevant national guidelines including National Service Frameworks

The design of guidelines and frameworks is based on overall national goals and targets. The
government target for England (set in 1999 and 2004) for CVD was to reduce the death rate
from CHD, stroke and related diseases in people aged 75 years and under by at least two-
fifths by 2010, saving up to 200,000 lives in total, with a milestone of a reduction of one-
quarter by 2005.%% *’A further target was to reduce the inequalities gap in death rates from
these diseases between the fifth of areas with the worst health and deprivation indicators and

the population as a whole in people aged 75 years and under by 40% by 2010.

The Welsh Assembly Government (2005) set its target for CHD as a reduction in mortality
rates in 65-74 year olds from 600 per 100,000 in 2002 to 400 per 100,00 in 2012. Its health
inequality target is to improve CHD mortality in all groups and at the same time aim for a
more rapid improvement in the most deprived groups. The target for stroke is to reduce
mortality in people aged 65-74 years by 20% by 2012.% %

New GP contracts include points for the number of CHD and stroke patients who are taking
antiplatelet therapy for secondary prevention of OVEs.* The contract does not appear to
include patients with PAD.*
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Use of antiplatelet agents are therefore the focus of a number of national documents including

23, 42-44
k i

the National Service Framewor and NICE guidance documents. The nature of MVD

means that at times these documents apply to overlapping patient populations.

The National Service Framework (NSF) for Coronary Heart Disease: Standards and Quality
Requirements (England)® states that GPs and primary care teams should identify all patients
with established CVD and offer them comprehensive advice and appropriate treatment to

reduce their risks of CHD.***3

The National Stroke Strategy: ten point plan for action for England, states that in preventing
stroke, support for healthier lifestyles should be offered and action to tackle vascular risk

taken.*®

As part of the Diabetes, Heart Disease and Stroke (DHDS) prevention project, the UK
National Screening Committee, commissioned The Handbook of Vascular Risk Assessment,
Risk Reduction and Risk Management.*® The handbook is designed to support local health
services in meeting the standards for the prevention and early detection of CHD, set out in the
NSF for England. The target population for screening is people aged between 40 and 75
years. The handbook describes the context and outlines evidence for a co-ordinated vascular
disease control programme to identify and reduce risks of CVD in the general population; to
suggest aims, objectives and a delivery strategy framework appropriate for a CVD risk
management programme; to report key messages from the Diabetes, Heart Disease & Stroke
pilot project; to provide examples of tools, resources and standard operating procedures that

can be used by health professionals.*®

3.3 Description of technology under assessment

Two antiplatelet agents, used within their respective licensed indications, are the focus of this
review: clopidogrel (Plavix®, Bristol-Myers Squibb, Sanofi-aventis); MRD+ASA in a single
capsule (Asasantin Retard®, Boehringer-Ingelheim) or MRD alone (Persantin Retard®,
Boehringer-Ingelheim).  Clopidogrel produces an immediate and sustained inhibition of
ADP-induced platelet aggregation that helps prevent blood clots.*” Dipyridamole is thought
to inhibit adenosine (a potent inhibitor of platelet activation and aggregation) uptake into
blood cells and vascular cells.> Summaries of product characteristics for clopidogrel,
MRD+ASA and MRD alone are available from the Electronic Medicines Compendium
(EMC).®
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3.3.1 Clopidogrel

Clopidogrel is licensed in adults for the prevention of atherothrombotic events in patients
suffering from MI (from a few days to 35 days), IS (from seven days to six months) or
established PAD. Clopidogrel is available as 75mg and 300mg film coated tablets. The
recommended dose is 75mg as a single daily dose taken with or without food. As previously
noted generic versions of clopidogrel are now available (Table 3-3) although it is currently
unclear whether any of these generic versions are licensed for prescribing with ASA for the
treatment of ACS..

Contraindications for clopidogrel include: hypersensitivity to the active substance or to any of
the excipients, severe liver impairment, active pathological bleeding such as peptic ulcer or
intracranial haemorrhage. Special warnings for clopidogrel use include (but are not limited to)

the following:

e Use with caution in combination with any other anticoagulant or antiplatelet drug or
in patients with bleeding diathesis
e Thrombotic thrombocytopenic purpura (TTP) has been reported very rarely following

the use of clopidogrel, sometimes after a short exposure

Based on literature data, patients with genetically reduced CYP2C19 function have lower
systemic exposure to the active metabolite of clopidogrel and diminished antiplatelet
responses, and generally exhibit higher cardiovascular event rates following MI than do
patients with normal CYP2C19 function. Since clopidogrel is metabolised to its active
metabolite partly by CYP2C19, use of drugs that inhibit the activity of this enzyme would be
expected to result in reduced drug levels of the active metabolite of clopidogrel and a
reduction in clinical efficacy. Concomitant use of drugs that inhibit CYP2C19 should be
discouraged. Although the evidence of CYP2C19 inhibition varies within the class of proton
pump inhibitors (PPI), clinical studies suggest an interaction between clopidogrel and
possibly all members of this class. Therefore, concomitant use of PPIs should be avoided
unless absolutely necessary. The AG is aware that new evidence has lead to a new
recommendation from the EMA®* that only two specific PPls (omeprazole and esomeprazole)

are a problem (see below).

3.3.2 Important subgroups of patients

Clopidogrel is not licensed for secondary prevention of OVEs in patients who have
experienced a TIA, although in UK clinical practice, it may be prescribed for these patients if
they are unable to tolerate MRD or ASA (Dr Anil Sharma, personal communication, Aintree
Hospitals NHS Trust, 17/3/10).
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There is evidence that two PPIs (omeprazole and esomeprazole) reduce the effectiveness of
clopidogrel in preventing the recurrence of adverse cardiac events; current advice is that
concomitant use of these with clopidogrel should be discouraged. In addition, the concomitant
use of other known CYP2C19-inhibiting medicines with clopidogrel is discouraged because

these are expected to have a similar effect to omeprazole and esomeprazole.*

3.4 Modified-release dipyridamole
A non-modified release (often referred to as immediate release) version of dipyridamole is
available; however only the evidence for MRD is considered in this review. Modified-release
dipyridamole is often also referred to as extended-release dipyridamole (ERDP). For clarity,

this review will use the term MRD throughout.

Modified-release dipyridamole (alone or with ASA) is licensed for use in adults for the

secondary prevention of IS and TIA. It is available in two preparations:

e Asasantin Retard (Boehringer-Ingelheim) capsules containing both dipyridamole
(200mg) and ASA (25mg)

e Persantin Retard (Boehringer-Ingelheim) capsules containing dipyridamole (200mg)

The recommended dose of MRD is 200mg twice daily. Capsules should be taken in the

morning and again in the evening, preferably with meals.

Contraindications for Asasantin Retard include: hypersensitivity to any component of the
product or salicylates, patients with active gastric or duodenal ulcers, patients in the last
trimester of pregnancy. Special warnings and precautions for use include (but are not limited
to):

e Asasantin should be used with caution in patients at increased risk of bleeding and
should be followed carefully for any signs of bleeding

e Caution should be advised in patients receiving concomitant medication which may
increase the risk of bleeding

e Headache that may occur at the beginning of treatment should not be treated with
analgaesic doses of ASA

e Among other properties, dipyridamole acts as a vasodilator. It should be used with
caution in patients with severe CAD, including unstable angina or recent MI, left
ventricular flow obstruction, or haemodynamic instability

o Due to the ASA component, all appropriate cautions applicable to ASA should also

be observed.
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Contraindications for Persantin Retard are limited to hypersensitivity to any component of the
product. The same cautions should be observed as for Asasantin Retard (with the exception of
those related to the ASA content).
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4 DEFINTION OF THE DECISION PROBLEM

4.1 Decision problem
The remit of this appraisal is to review and update (if necessary) the clinical and cost-
effectiveness evidence base described in TA90.” Table 4-1 shows the key elements of the

decision problem of the appraisal.

Table 4-1 Key elements of the decision problem

Interventions Clopidogrel

MRD used alone or in combination with ASA

Patient population For clopidogrel, adults with established PAD or those with a history of
Ml or IS
For MRD, adults with a history of IS or TIA

Comparators The interventions will be compared with ASA and, where appropriate,
with each other
Outcomes Any of the following:

MI (STEMI and NSTEMI)

Unstable angina

Stroke

Vascular death

Death

Adverse effects of treatment including bleeding complications
Health-related quality of life

Incremental cost per life year gained Incremental cost per quality
adjusted life year gained

Other considerations | If the evidence allows, the effectiveness of clopidogrel in people with
multivascular disease who are considered to be at high risk of recurrent
OVEs, will be considered.

If the evidence allows, the duration of treatment with the specified
interventions will be considered

ASA=aspirin; IS=ischaemic stroke; Ml=myocardial infarction; MRD=modified-release dipyridamole; NSTEMI=non ST-
segment elevation myocardial infarction; OVE=occlusive vascular events; PAD=peripheral arterial disease;
STEMI=ST-segment elevation myocardial infarction; TIA=transient ischaemic attack

The key elements of this appraisal are similar to those which underpin the previous review?
with the following exceptions: patients with a history of TIA will not be considered in the
assessment of the effectiveness of clopidogrel as clopidogrel is not licensed for this patient
group; MI will be divided into STEMI and NSTEMI and unstable angina has replaced ‘other

vascular events’.

4.2 Overall aims and objectives of assessment
The purpose of the review is to assess the clinical and cost-effectiveness evidence describing
the use of clopidogrel and MRD (+ASA or alone) in the prevention of OVEs in patients with
history of MI, IS or TIA, or established PAD. Evidence relevant to the effectiveness of
clopidogrel in patients with MVD will also be considered. This review is an update and
focuses on relevant clinical and cost-effectiveness evidence that has become available since
publication of TA90.%
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5 ASSESSMENT OF CLINICAL EFFECTIVENESS

5.1 Methods for reviewing effectiveness
Methods for reviewing clinical and cost-effectiveness evidence are described in this section.

Search strategies
This review is an update of an existing review.®> Consequently, the start date for searches of

electronic databases is 2003. In addition to searching the two MS* °" for relevant references,

the following databases were searched for trials of clopidogrel and MRD:

Embase (2003 to 2009 week 36)

Medline (2003 to 2009 August week 4)

Web of Science (2003 to 2009)

The Cochrane Library (2003 to 2009 Issue 3)

The results were entered into an Endnote X2 library and the references were de-duplicated.

Full details of the search strategies are presented in Appendix 1.

5.1.1 Inclusion and exclusion criteria

Two reviewers (JG/RD) independently screened all titles and abstracts. Full paper
manuscripts of any titles/abstracts that were considered relevant by either reviewer were
obtained where possible. The relevance of each study was assessed (JG/JO) according to the
criteria set out below. Studies that did not meet the criteria were excluded and their
bibliographic details were listed alongside reasons for their exclusion. These are listed in
Appendix 5. Any discrepancies were resolved by consensus and where necessary, a third

reviewer was consulted.

Study design: Only RCTs were included in the assessment of clinical effectiveness. Full EEs

were included in the assessment of cost effectiveness.

The AG also identified and assessed the quality of existing SRs in order to cross check for the
identification of additional studies as well as to gain an understanding of the issues related to
the combining of data in this complex area. A summary and critique of relevant SRs is

presented in Appendix 3.

Interventions and comparators: The effectiveness of two antiplatelet agents, used within their
licensed indications was assessed: (i) clopidogrel alone and (ii) MRD alone or in combination
with ASA. Studies that compared clopidogrel alone, or MRD (alone or in combination with
ASA) with ASA or, where appropriate, with each other, were included in the review. Trials in

which clopidogrel was used as an adjunct to percutaneous coronary intervention were
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excluded from the review. Trials in which clopidogrel was combined with ASA were also

excluded as they were not within the remit of the scope.™

Patient populations: For clopidogrel, patients with a history of Ml or IS or established PAD
were included. Patients with ACS were not included, neither were those with atrial

fibrillation. For MRD, patients with a history of IS or TIA were included.

Outcomes: Data on any of the following outcomes were included in the assessment of clinical
effectiveness: MI; stroke; TIA; death; AEs including bleeding complications. No data relating
to health-related quality of life (HRQoL) or unstable angina were identified. For the
assessment of cost effectiveness, outcomes included incremental cost per life years gained

(LYG) and incremental cost per quality adjusted life year (QALY) gained.

5.1.2 Data extraction strategy

Data relating to both study design and quality were extracted by two reviewers (JO/MB) into
an Excel spreadsheet. The two reviewers cross-checked each other’s extraction and a third
independent reviewer (YD) checked for accuracy and was consulted in cases of disagreement.
Where multiple publications of the same study were identified, data were extracted and

reported as a single study.

5.1.3 Quality assessment strategy

The quality of clinical-effectiveness studies was assessed by two reviewers (MB/JO) and
checked by a third reviewer (YD) according to criteria based on NHS CRD Report 4.%2 The
quality of the cost-effectiveness studies was assessed by two reviewers (CMS/AB) according

1. All relevant information is

to a checklist updated from that developed by Drummond et a
tabulated and summarised within the text of the report. Full details and results of the quality

assessment strategy for clinical and cost-effectiveness studies are reported in Appendix 2.

5.1.4 Methods of data synthesis

Direct evidence

The results of (i) clinical and (ii) economic data extraction and quality assessment are
summarised in structured tables and as a narrative description. The decision problem of
interest to this review was made up of the following comparisons: i) clopidogrel versus ASA;
ii) clopidogrel versus MRD alone; iii) clopidogrel versus MRD+ASA,; iv) MRD+ASA versus
ASA and iv) MRD alone versus ASA.
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Indirect evidence
Due to the differences between trials in terms of interventions and comparators, indirect
analysis (using a MTC methodology) was performed on a variety of outcomes. The methods

and results of the MTC are reported in Section 5.3.

Additional analysis by the Assessment Group

Using data provided by the manufacturers of clopidogrel, the AG undertook subgroup
analysis and explored the clinical effectiveness of clopidogrel in patients with MVD. The AG
was also able to explore whether key outcome events are distributed evenly across the whole
period of trial follow-up, or if there are particular time points when patients appear to be at

greater risk.

5.2 Results

5.2.1 Quantity and quality of research available
A total of 4576 titles and abstracts were screened for inclusion in the review of clinical and

cost-effectiveness evidence. The process of study selection is shown in

Figure 5-1.>* The flowchart shows that the two studies identified in our updated searches were
added to the two already identified in TA90.%

Records identified through database searching (n Additional records identified through other
=5869 ) sources (n =2)

v v

Records after duplicates removed (n = 4576)

A

Records screened (n = 4576) —_— Records excluded (n=4506)

Full-text articles assessed for —m—p Full-text articles excluded, with
eligibility (n =70) reasons (n =56)

!

Studies included in qualitative synthesis

(n =8 SRs)
l

2 studies included in quantitative synthesis (6 publications)
+ 2 studies from existing TA90 Guidance
N=4
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Figure 5-1 PRISMA Flowchart

5.2.2 Clinical effectiveness (RCTSs)

Four RCTs, CAPRIE® ESPS-2,* ESPRIT® and PROFESS,*® were reported in 28
publications and met the inclusion criteria for this review. These included the two trials® %
(reported in 20 publications) that were used to inform the previous guidance.” The reference
provided in the text refers to the primary report and any subsequent publications describing

outcomes of the trials are listed by trial in Appendix 4.

The identified trials are summarised in Table 5-1. We did not include trials in which
clopidogrel was combined with ASA as only clopidogrel alone was specified as an
intervention or comparator in the scope issued by NICE.* This means that both MATCH?®’
and CHARISMA® trials are excluded from the review. A full list of publications excluded

following the application of the inclusion criteria is presented in Appendix 5.

In addition, six ongoing trials were identified; these are described in Appendix 6. However,
limited detail is available related to these studies and they are not considered in this review. It
is however worthy of note that the majority of the ongoing trials include clopidogrel+ASA as

a comparator.

Table 5-1 ldentified randomised controlled trials

Trial Study design Patients Comparators
CAPRIE® Double-blind, 19,185 patients with CLOP (75mg/day) vs ASA
1996 placebo-controlled atherosclerotic vascular (325 mg/day)
trial diseases manifested as
either IS, MI or symptomatic
PAD
ESPS-2%° Double-blind, 6,602 patients with prior ASA (50 mg/day) vs MRD
1996 placebo-controlled stroke or TIA (400mg/day) vs ASA
trial (50mg/day) +MRD
(2x2 factorial) (400mg/day) vs placebo
ESPRIT> Open-label trial 2,736 patients with prior TIA | ASA (30-325 mg/day) vs MRD
2006 or stroke* (400mg/day)+ASA
PROFESS™ | Double-blind trial 20,332 patients with prior MRD (400mg/day)+ASA
2008 stroke (25mg/day) vs CLOP
(75mg/day)

ASA=aspirin; MlI=myocardial infarction; MRD=modified-release dipyridamole; PAD=peripheral arterial disease; RCT=
randomised controlled trial; TIA=transient ischaemic attack; IS=ischaemic stroke; CLOP=clopidogrel
* 2763 were randomised but 24 patients excluded due to incomplete data, thus results are based on 2739 patients

Quality assessment of included RCTs

All of the included RCTs were of good quality (Appendix 2). Robust randomisation
procedures were employed and baseline comparability between treatment groups was
achieved. The use of blinding procedures was reported where appropriate and intention to
treat (ITT) analyses were conducted for each trial. There was no evidence of selective

reporting of outcomes in any of the trials.

Trial characteristics
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The key characteristics of the included trials are summarised in Table 5-2. Of the four trials,
three were double-blind and one was an open-label study (ESPRIT*®). The majority of trials
were conducted globally, whilst the participating centres in ESPS-2%° were only located in
Europe. All trials included patients with IS as a qualifying event and two included patients
with a qualifying event of TIA.?* ** Only CAPRIE® included patients with M1 or PAD. The
trial sizes ranged from 2,763 to 20,332. Mean length of follow-up ranged between 1.91 and
3.5 years. Three trials were industry-funded whilst ESPRIT® was funded from a variety of
non-industry sources. Two trials (CAPRIE,”® ESPRIT®) utilised a composite as a primary
endpoint, the components of which differed between the trials. In ESPS-2% three discrete
primary endpoints were reported, whilst PROFESS™ reported on a single primary endpoint of
recurrent stroke. Across the four trials, ASA dosage ranged from 50 mg per day (ESPS-2%°
and PROFESS®®) to 30-325 mg per day in ESPRIT® and 325mg per day in CAPRIE.”
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Table 5-2 Summary of included trial characteristics

Trial name Study No patients (N) Qualifying | Follow-up | Trial support Outcomes
and design Location events (mean)
comparators No pts (n)
CAPRIE® Double-blind, N=19,185 IS (n=6431) 1.91 years Sanofi-aventis and Primary
1996 placebo- Austria, Australia, Canada, (Range = 1-3 Bristol-Myers Squib First occurrence of IS, MI, or vascular death
controlled Belguim, France, Finland, Ml (n=6302) years) Secondary
CLOP (75mg) Germany, Italy, Netherlands, First occurrence of IS, MI, amputation, or
vs ASA (325mg) New Zealand, Portugal, Spain, PAD (n=6452) vascular death; vascular death; overall net
Sweden, Switzerland, UK, USA benefit: any stroke (includes primary intracranial
haemorrhage), Ml or death from any cause;
death from any cause
ESPS-2% Double-blind, N=6,602 TIA (n=1562) | 2 years Boehringer- Ingelheim Primary
1996 placebo- Austria, Belguim, France, Stroke; all cause death; stroke and/or all cause
controlled Germany, Ireland, Italy, IS (n=5038) death
ASA (50mg) Netherlands, Norway, Portugal, Secondary
vs MRD vs ASA (2x2 factorial) Spain, Sweden, Switzerland, UK TIA; MI; IS events (stroke and/or MI, and/or
(50mgq) sudden death of thrombotic origin); other
MRD+ASA vs vascular events (pulmonary embolism, deep
placebo venous thrombosis, peripheral arterial occlusion,
venous retinal thrombosis or combination of
these events)
ESPRIT® Open label N=2,736 TIA (n=920) 3.5years (SD | Council of Singapore, Primary
2006 Austria, Belguim, France, 2.0) European First occurrence of death from all vascular
Germany, Italy, Netherlands, Minor IS Commission; causes, non-fatal stroke, non-fatal Ml, or major
ASA (30to Portugal, Spain, Sweden, (n=1816) UK Stroke Association; bleeding complication
325mg) vs Switzerland, UK, Australia, French Ministry of Health; Secondary
MRD+ASA* (30 to China, Singapore, USA Netherlands: Death from all causes; death from all vascular
325 mg) Janivo Foundation, causes and non-fatal stroke; all major ischaemic
AEGON N V; Heart events (non-haemorrhagic death from vascular
Foundation; causes, non-fatal IS, or non-fatal Ml); all
Thrombosis Foundation; vascular events (death from vascular causes,
University Medical Center non-fatal stroke or non-fatal Ml); major bleeding
Utrecht complications
PROFESS*® Double-blind, N=20,332 Recent IS 2.5 years Boehringer- Ingleheim. In Primary
2008 non-inferiority Argentina, Australia, Austria, (n=20,332) (range: 1.5— selected countries also Recurrent stroke of any type
Belgium, Brazil, Canada, China, 4.4) supported by Bayer Secondary
MRD+ASA Denmark, Finland, France, Schering Pharma and Vascular events; first occurrence of stroke (non-

(50mg) vs CLOP
(75mg)

Germany, Greece, Hong Kong,
India, Ireland, Israel, Italy,

GlaxoSmithKline.

fatal or fatal) or MI (non-fatal or fatal) or
vascular death; first occurrence of stroke or
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Trial name
and
comparators

Study
design

No patients (N)
Location

Qualifying
events
No pts (n)

Follow-up
(mean)

Trial support

Outcomes

Japan, Malaysia, Mexico,
Netherlands, Norway, Portugal,
Russia, Singapore, South Africa,
South Korea, Spain, Sweden,
Taiwan, Thailand, Turkey,
Ukraine, UK, USA

major haemorrhagic event; death: IS,
haemorrhagic stroke, stroke of uncertain cause,
MI, haemorrhage excluding intracranial bleeding,
other vascular causes, non-vascular causes
life-threatening or non-life-threatening major
haemorrhagic events; other designated vascular
events; pulmonary embolism or retinal vascular
accidents or deep vein thrombosis or peripheral
arterial occlusion or TIA

ASA=aspirin; IS=ischaemic stroke; MI=myocardial infarction; MRD=modified-release dipyridamole; PAD=peripheral arterial disease; SD= standard deviation; TIA=transitory ischaemic attack; UK=United

Kingdom; USA=United States of America; CLOP=clopidogrel *13% pts received immediate release dipyridamole
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Patient characteristics

The key characteristics of patients in the included trials are summarised in Table 5-3. The
mean age of the patients was similar across trials. The percentage of males appears to be
greatest in CAPRIE.?? PROFESS® included the greatest proportion of patients with
hypertension and DM. None of the trials characterised the patient population in terms of the
number of affected vascular beds, so the number of patients per trial with MVD is unknown.
However, the history of vascular events for the whole cohort of patients is reported for each
trial; these are described in the right-hand column of Table 5-3. Compared to the other trials,
in ESPS-2% there was a higher percentage of patients with PAD in addition to the qualifying
event of IS/TIA. With the exception of CAPRIE® the modified Rankin Scale®® was used as a
measure of patient disability; this scale is widely used as an outcome measure for stroke in
clinical trials. The scale ranges from 0-6, where 0 indicates no disability and 6 is death. All

patients in ESPRIT® were rated as between 0 and 3, with 43% having no disability.

Table 5-3 Patient characteristics

Trial name/ Mean Gender Modified Other factors % patients
comparators age (male) Rankin (%) with history of
(SD) (%) Scale vascular
status events
(%)
CAPRIE® 62.5 years 72 NS Current smoker: 29.5 MI: 16.5
(CLOP vs ASA) (11.2) Ex-smoker: 49 IS: 9
Hypertension: 51.5 Intermittent
DM: 20 claudication: 4.5
TIA/RIND: 10
ESPS-2%° 66.7 years 58 0+1+2=69.1 Current smoker: 24 PAD: 22
(ASA vs MRD vs 3=14.2 Hypertension: 60.5
MRD+ASA vs 4+5=16.6 DM: 15.3
placebo)
ESPRIT®® 63 years 66 0=43 Current smoker: 36.5 MI: 7
(ASAvs (11) 1=33 Hypertension: 59.5 Intermittent
MRD+ASA) 2=18 DM: 18.5 claudication: 5
3=6 Stroke: 11.5
PROFESS® 66.1 years 64 0=14 Current smoker: 21 Ml 7
(MRD+ASA vs (8.6) 1=37 Ex-smoker: 36 TIA: 8.7
CLOP) 2=25 Never smoker: 42.6 PAD: 3
3=14 Hypertension: 74 Stroke: 18.25
4+5=9 DM: 28

ASA=aspirin; CLOP=clopidogrel; DM=diabetes mellitus; IS=ischaemic stroke; MI=myocardial infarction; MRD=modified-release
dipyridamole; PAD=peripheral arterial disease; SD= standard deviation; RIND= reversible ischaemic neurologic disease;
TIA=transitory ischaemic attack

CAPRIE

The key outcomes of the CAPRIE® trial are described in Table 5-4. For the whole trial
population, statistically significant outcomes in favour of clopidogrel were noted for the
primary outcome (first occurrence of IS, MlI, or vascular death). The relative risk reduction
was 8.7% in favour of clopidogrel (95% CI: 0.3 to 16.5; p=0.043). It has been noted®
elsewhere that the point estimate favoured clopidogrel but this benefit appeared to be very
small; the boundaries of the confidence intervals raise the possibility that clopidogrel is not
more beneficial than ASA. A statistically significant risk reduction (23.8%) in favour of
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clopidogrel was reported for the subgroup of patients with PAD (95% CI: 8.9 to 36.2;
p=0.0028); however, the trial was not powered to detect differences between patient
subgroups and so the finding should be interpreted with caution. No statistically significant

differences between clopidogrel and ASA were noted for the subgroup of patients with IS or

MI.

Table 5-4 Key outcomes of CAPRIE trial

CAPRIE®trial

Outcomes Event rate per year | Event rate per year Relative risk reduction (%)
CLOP (%) ASA (%) (95% CI)

Primary All patients: 5.32 All patients: 5.83 All patients: 8.7 (0.3 to 16.5) p=0.043

First occurrence | Stroke subgroup: 7.15 Stroke subgroup: 7.71 Stroke subgroup: 7.3 (-5.7 to 18.7)

of IS, MI, or MI subgroup: 5.03 MI subgroup: 4.84 p=0.26

vascular death

PAD subgroup: 3.71

PAD subgroup: 4.86

MI subgroup: -3.7 (-22.1 to 12) p=0.66

PAD subgroup: 23.8 (8.9 to 36.2)

p=0.0028
Secondary All patients: 5.56 All patients: 6.01 All patients: 7.6 (-0.8 to 15.3)
First occurrence p=0.076
of IS, M,

amputation, or
vascular death

Vascular death | All patients: 1.90 All patients: 2.06

Overall net
benefit*

All patients: 6.43 All patients: 6.90

Death from any
cause

All patients: 3.05 All patients: 3.11

CLOP=clopidogrel; ASA=aspirin; Cl=confidence interval; IS=ischaemic stroke; MI=myocardial infarction;
PAD=peripheral arterial disease; * any stroke (includes primary intracranial haemorrhage) Ml or death from any
cause, fatal bleeding

ESPS-2

Table 5-5 shows the key outcomes of ESPS-2.* ?° On the first primary outcome of stroke,
statistically significant differences in favour of MRD+ASA were observed for two
comparisons: MRD+ASA vs ASA (RR 0.76; 95% CI: 0.63 to 0.93) and MRD+ASA vs MRD
alone (RR 0.75; 95% CI: 0.61 to 0.91). No difference was observed for the MRD vs ASA
comparison. No other primary outcome (all cause death; stroke and/or all cause death)

showed statistically significant differences between any two treatment arms.

Of the secondary outcomes, stroke/TIA, other vascular event, ischaemic events and vascular
events, statistically significant differences were recorded in favour of MRD+ASA when
compared with ASA (RR 0.80; 95% CI: 0.70 to 0.92), (RR 0.55; 95% CI: 0.33 to 0.94), (RR
0.77; 95% CI: 0.65 to 0.92), (RR 0.78; 95% CI: 0.67 to 0.91) respectively.

Of the secondary outcomes of TIA, stroke/TIA, ischaemic events and vascular events,

statistically significant differences in favour of MRD+ASA compared to MRD alone were
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All patients: 2.2 (-9.9 t0 12.9), p=0.71




noted (RR 0.80; 95% CI: 0.66 to 0.97), (RR 0.78; 95% CI: 0.69 to 0.90), (RR 0.76; 95% ClI:
0.64 t0 0.90), (RR 0.76; 95% CI: 0.65 to 0.89) respectively.

Table 5-5 Key outcomes of ESPS-2

Outcomes Total Total events Total events Relative risk
events MRD+ASA ASA (95% CI)
MRD n (%) n (%)
n (%)
Primary
MRD+ASA vs ASA
Stroke 157 (9.5) 206 (12.5) 0.76 (0.63 to 0.93)
Stroke and/or death 286 (17.3) 330 (20.0) 0.87 (0.75to 1.00)
All cause death 185 (11.2) 182 (11.0) 1.02 (0.84 to0 1.23)
MRD+ASA v MRD
Stroke 211 (12.8) 157 (9.5) 0.75 (0.61 to 0.91)
Stroke and/or death 321 (19.4) 286 (17.3) 0.89 (0.77 to 1.03)
All cause death 188 (11.4) 185 (11.2) 0.99 (0.81t0 1.19)
MRD vs ASA
Stroke 211 (12.8) 206 (12.5) 1.02 (0.85t0 1.22)
Stroke and/or death 321 (19.4) 330 (20) 0.97 (0.85t0 1.11)
All cause death 188 (11.4) 182 (11.37) 1.03 (0.851t0 1.25)
Secondary
MRD+ASA v ASA
TIA 172 (10.4) 206 (12.5) 0.83 (0.69 to 1.01)
Stroke/TIA 18.1 22.6 0.80 (0.70 to 0.92)
Ml 35(2.1) 39 (2.4 0.90 (0.57 to 1.41)
Other vascular event 21 (1.3) 38 (2.3) 0.55 (0.33t0 0.94)
Ischaemic events* 206 (12.5) 307 (16.1) 0.77 (0.65 t0 0.92)
Vascular death (7.2) (7.2) 0.99 (0.77 t0 1.27)
Vascular events (14.9) (19.0) 0.78 (0.67 t0 0.91)
MRD+ASA v MRD
TIA 215 (13.0) 172 (10.4) 0.80 (0.66 to 0.97)
Stroke/TIA (23.1) (18.1) 0.78 (0.69 to 0.90)
Ml 48 (2.9) 35(2.1) 0.73(0.4810 1.12)
Other vascular event 35(2.1) 21 (1.3) 0.60 (0.35t0 1.03)
Ischaemic events* 271 (16.4) 206 (12.5) 0.76 (0.64 to 0.90)
Vascular death (7.6) (7.2) 0.94 (0.74 to 1.20)
MRD vs ASA
TIA 215 (3.0) 206 (12.5) 1.04 (0.87 to 1.24)
Stroke/TIA (23.1) (22.6) 1.02 (0.90t0 1.16)
Ml 48 (2.9) 39 (2.4 1.23(0.81to0 1.86)
Other vascular event 35(2.1) 38 (2.3) 0.92 (0.58 t0 1.45)
Ischaemic events* 271 (16.4) 266 (16.1) 1.02 (0.87t0 1.19)
Vascular death (7.6) (7.2) 1.06 (0.83t0 1.35)
Vascular events (19.6) (19.0) 1.03 (0.89t0 1.18)
MRD+ASA v MRD
TIA 215 (13.0) 172 (10.4) 0.80 (0.66 to 0.97)
Stroke/TIA (23.1) (18.1) 0.78 (0.69 to 0.90)
MI 48 (2.9) 35(2.1) 0.73(0.48101.12)
Other vascular event 35(2.1) 21 (1.3) 0.60 (0.35t0 1.03)
Ischaemic events* 271 (16.4) 206 (12.5) 0.76 (0.64 to 0.90)
Vascular death (7.6) (7.2) 0.94 (0.74 t0 1.20)
Vascular events (19.6) (14.9) 0.76 (0.65 t0 0.89)

ASA=aspirin; Cl=confidence interval; MI=myocardial infarction, MRD=modified-release dipyridamole; TIA=transient
ischaemic attack

*All survival data are at 2 years

** stroke and/or MI, and/or sudden death of thrombotic origin

Clopidogrel and MRD for occlusive vascular events
Page 45 of 208



ESPRIT

The key outcomes of the ESPRIT™ trial are described in Table 5-6. For the primary outcome

of first occurrence of death from all vascular causes, non-fatal stroke, non-fatal Ml, or major

bleeding complication, the risk of event occurrence was statistically significantly lower in the

MRD+ASA arm compared to the ASA arm (HR 0.80; 95% CI: 0.66 to 0.98).

For the secondary outcome of death from all vascular causes and non-fatal stroke, the rate of

event occurrence was also statistically significantly lower in the MRD+ASA arm compared to
the ASA arm (HR 0.78; 95% CI 0.62 to 0.97). This was also true for the outcome of all

vascular events (HR 0.78; 95% CI: 0.63 to 0.97).

There were no statistically significant differences reported for any other outcome.

Table 5-6 Key outcomes of ESPRIT

ESPRIT™ trial

Outcomes Total events | Total events Hazard ratio

MRD+ASA ASA (95% ClI)

n (%) n (%)

Primary
First occurrence of death from all vascular 173 (12.69) 216 (15.20) 0.80 (0.66 to 0.98)
causes, non-fatal stroke, non-fatal Ml, or
major bleeding complication
Secondary
Death from all causes 93 (6.83) 107 (7.78) 0.88 (0.67t0 1.17)
Death from all vascular causes 44 (3.23) 60 (4.36) 0.75 (0.51t0 1.10)
Death from all vascular causes and non-fatal | 132 (9.69) 171 (12.42) 0.78 (0.62 to 0.97)
stroke
Major bleeding complications 35 (2.57) 53 (0.39) 0.67 (0.44 to 1.03)
Non-fatal extracranial 21 (1.54) 32 (2.32) Not reported
Fatal extracranial 2 (0.15) 0 Not reported
Non-fatal intracranial 9 (0.66) 17 (12.21) Not reported
Fatal intracranial 3(0.22) 4 (0.29) Not reported
Minor bleeding complications 171 (12.55) 168 (12.21) Not reported
All major ischaemic events (non- 140 (10.27) 174 (12.65) 0.81 (0.65to0 1.01)
haemorrhagic death from vascular causes,
non-fatal IS, or non-fatal MI)
All vascular events (death from vascular 149 (10.93) 192 (13.95) 0.78 (0.63 t0 0.97)
causes, non-fatal stroke or non-fatal MI)
First IS 96 (7.0) 116 (8.43) 0.84 (0.54 to 1.10)
First cardiac event 43 (3.15) 60 (4.36) 0.73 (0.49 to 1.08)

ASA= aspirin; Cl=confidence interval; IS=ischaemic stroke; Ml=myocardial infarction; MRD= modified-release

dipyridamole
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PRoOFESS

The key outcomes from the PROFESS®® trial are described in Table 5-7. Although the rate of

recurrent stroke of any type was very similar in the MRD+ASA and clopidogrel groups (9%
vs 8.8%, HR 1.01 [0.92 to 1.11]) the null hypothesis (that MRD+ASA is inferior to

clopidogrel) could not be rejected as the predefined non- inferiority margin was -1.075.

For the secondary outcomes, the only statistically significant difference was in favour of

MRD+ASA for the outcome of new or worsening congestive heart failure (CHF) HR 0.78

(95% ClI: 0.62 to 0.96).

Table 5-7 Key outcomes of PROFESS

PROFESS™ trial

Outcomes Total events | Total events | Hazard ratio for
MRD+ASA CLOP ASA+MRD
(%) (%) (95% CI)

Primary
Recurrent stroke of any type ‘ 916 (9) ‘ 898 (8.8) | 1.01 (0.92 to 1.11)
Secondary/tertiary
Composite of vascular events (stroke, Ml, or 1333 (13.1) 1333 (13.1) 0.99 (0.92 to 1.07)
death from vascular causes)
MI 178 (1.7) 197 (1.9) 0.90 (0.73t0 1.10)
Death from vascular causes 435 (4.3) 459 (4.5) 0.94 (0.82 to 1.07)
Death from any cause 739 (7.3) 756 (7.4) 0.97 (0.87 to 1.07)
New or worsening CHF 144 (1.4) 182 (1.8) 0.78 (0.62 to 0.96)
Other vascular event 533 (5.1) 517 (5.1) 1.03 (0.91to0 1.16)
First IS 789 (7.7) 807 (7.9) 0.97 (0.88 to 1.07)
First recurrence of stroke or major 1194 (11.7) 1156 (11.4) 1.03 (0.95t0 1.11)
haemorrhagic event
Major haemorrhagic event 419 (4.1) 365 (3.6) 1.15 (1.00 to 1.32)
Major haemorrhagic event: life-threatening 128 (1.3) 116 (1.1)
Major haemorrhagic event: non life- 291 (2.9) 249 (2.5)
threatening
Haemorrhagic event (minor or major) 535 (5.3) 494 (4.9) 1.08 (0.96 to 1.22)
Intracranial haemorrhage 147 (1.4) 103 (1) 1.42(1.11t0 1.83)
Intracerebral haemorrhage (haemorrhagic
stroke) 90 (0.9) 55 (0.5)
Haemorrhagic stroke - fatal 28 (0.3) 29 (0.3)
Haemorrhagic stroke- non-fatal 62 (0.6) 26 (0.3)
Intraocular haemorrhage 22 (0.2) 22 (0.2)
Nonstroke intracranial haemorrhage 35(0.3) 26 (0.3)
Thrombotic thrombocytopenic or neutropenia | 7 (0.1) 8 (0.1) 0.89 (0.32 t0 2.44)

MI= myocardial infarction; CHF= congestive heart failure; HR= hazard ratio; Cl= confidence interval;
CLOP=clopidogrel MRD= modified-release dipyridamole; ASA= aspirin; IS= ischaemic stroke
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Adverse events

Adverse events reported for each trial are described in Table 5-8. In ESPS-2%° and CAPRIE®
bleeding events in the trials were reported as secondary outcomes rather than as AEs. The
reporting of AEs differed between trials. In CAPRIE®AEs were recorded as ‘patients ever
reporting,” in ESPS-2%° as ‘number of patients reporting at least one AE during the study’. In
PROFESS™ only selected AEs leading to treatment discontinuation are presented in the
published paper. Adverse events other than those related to bleeding were not reported for
ESPRIT® (Table 5-6).

For CAPRIE,® patients in the clopidogrel arm were reported as experiencing significantly
higher rates of rash and diarrhoea compared to the ASA arm. In the ASA arm, patients
reported significantly more incidences of indigestion/nausea/vomiting and abnormal liver
function. The numbers of patients experiencing gastrointestinal (GI) haemorrhage were
greater in the ASA arm compared to clopidogrel, a result reported to be statistically

significant. The rates of trial discontinuation due to AEs were similar in both arms of the trial.

In ESPS-2,° there was a significant difference between each arm in the occurrence of
headaches. These appear to be greater in the arms where MRD was a feature of the treatment
regimen. It is recorded in the published paper® that bleeding episodes were significantly more
frequent and more often moderate or severe/fatal in treatment arms that included ASA. Any
site bleeding was reported by 8.2% of patients in the ASA arm and 8.7% in the MRD+ASA
arm, but was 4.7% and 4.5% in MRD alone and placebo groups. The rates of trial
discontinuation due to AEs differed significantly, with higher rates reported in the two MRD

arms than in the ASA or placebo arms.

Of the other reported AEs in ESPS-2,% GI events, vomiting, diarrhoea and headache were
reported as being significantly different between treatment groups, but where the differences

lie is unclear.?

In PROFESS,® the rates of trial discontinuation were statistically significantly different
between trial arms in favour of clopidogrel. Headache appears to be reported by many more

patients in the MRD+ASA arm; an unsurprising outcome since MRD acts as a vasodilator.
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Table 5-8 Adverse events reported for each trial

Trial name | Adverse event CLOP MRD+ASA ASA MRD Placebo
n (%) n (%) n (%) n (%) n (%)
CAPRIE™ Rash* 578 (6.02) 442 (4.61)
Diarrhoea* 4 28 (4.46) 322 (3.36)
Indigestion/ 1441 1686(17.59)
nausea/vomiting* | (15.01)
Abnormal liver 285 (2.97) 302 (3.15)
function*
Any bleeding 890 (9.27) 890 (9.28)
disorder
Intracranial 34 (0.35) 47 (0.49)
haemorrhage
Gastrointestinal 191(1.99) 255 (2.66)
haemorrhage*
Discontinuation (11.94) (11.92)
due to AEs
ESPS-2° Any AEs* 1056 (64) 990 (60) 1034 (62.57) 933 (56.58)
Gl event* 541 (32.80) 502 (30.44) 505 (30.53) 465 (28.20)
Vomiting* 133 (8.06) 93 (5.64) 119 (7.19) 109 (6.61)
Diarrhoea* 199 (12.06) | 109 (6.6) 254 (15.36) 154 (9.33)
Headache* 630 (38.18) 546 (33.11) 615 (37.18) 534 (32.38)
Bleeding any site* 144 (8.73) 135 (8.19) 77 (4.66) 74 (4.49)
Nausea 254 (15.39) | 204 (12.37) | 245 (14.81) 226 (13.71)
Dyspepsia 290 (17.58) | 283(17.69) | 274 (16.57) 266 (16.13)
Gastric pain 274 (16.60) | 242 (14.67) | 240 (14.51) 219 (13.28)
Mild bleeding 84 (5.09) 82 (5.01) 53 (3.20) 52 (3.15)
Moderate 33 (2.0 33 (2.0 18 (1.09) 15 (0.91)
bleeding
Severe or fatal 27 (1.64) 20 (1.21) 6 (0.36) 7 (0.42)
bleeding
Dizziness 486 (29.47) | 481 (29.16) | 498 (30.10) 509 (30.88)
Discontinuation 479 (29) 366 (22) 485 (29) 360 (21)
due to AEs*
56
PROFESS Headache 87 (0.9) 593 (5.9)
Vomiting 37 (0.4) 158 (1.6)
Nausea 58 (0.6) 155 (1.5)
Dizziness 52 (0.5) 134 (1.3)
Atrial fibrillation 143 (1.2) 122 (1.4)
Diarrhoea 42 (0.4) 102 (1.0)
Hypotension 35 (0.3) 54 (0.5)
Thrombotic 8 (0.1) 7 (0.1)
thrombocytopenic
or neutropenia
Patients with AEs | 1069 (10.6) | 1650 (16.64)

leading to
discontinuation*

ASA= aspirin; MRD=modified-release dipyridamole; CLOP=clopidogrel; AE= adverse events; Gl= gastrointestinal

*Reported as significant
a AEs categorised as patients ever reporting
b AEs were number patients reporting at least one AE during study

¢ Only selected AEs leading to treatment discontinuation are presented
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5.2.3 Assessment Group analysis of time to first event rates

An important consideration in the analysis of trials in this area is the length of patient follow-
up. It was noted earlier that the mean length of follow-up for the included trials ranged
between 1.91 and 3.5 years (Table 5-2). The AG, using data from CAPRIE,* assessed the
event rates over time for the outcome of IS in the IS only population of the trial (Figure 5-2
and Table 5-9) and the outcome of Ml in the MI only population (Figure 5-3 and Table 5-10).
The assessment indicates that patients appear to be at greatest risk of a recurrent event in the
first six to twelve months; thereafter the risk decreases markedly. It is therefore important to

explore how event rates change over time.

Figure 5-2 Trend in cumulative hazard for IS in the IS only population (CAPRIE)
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Table 5-9

IS event rates in the IS only population at one, two and three years

(CAPRIE)
oozl | Person times at | Number of IS events Annual IS event rates
ASsA R risk (years) occurring within each year | (%)
Year 1
CLOP I I I
ASA I I I
Year 2
CLOP | | |
ASA | | |
Year 3
CLOP I I I
ASA I I I
Overall
CLOP | | |
ASA I I I

CLOP= clopidogrel; ASA= aspirin; IS= ischaemic stroke

Figure 5-3 Trend in cumulative hazard for Ml in the MI only population (CAPRIE)
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Table 5-10 MI event rates in the MI only population at one, two and three years
(CAPRIE)

CLOP (n=2845) Person times | Number of Ml events Annual Ml event rates (%)
ASA (n=2896) at risk (years) | occurring within each year
Yearl
CLOP [ ] [ ] [ ]
ASA [ ] [ ] [ ]
Year 2
CLOP [ ] [ ] [ ]
ASA [ I |
Year 3
CLOP [ ] [ ] [ ]
ASA [ I |
Overall
CLOP [ ] [ ] [
ASA [ I |

CLOP-= clopidogrel; ASA= aspirin; MI= myocardial infarction

5.3 Methods for indirect synthesis

5.3.1 Justification for indirect analysis

The reported outcomes and their definitions varied significantly across the four trials (Table
5-11). For instance, in CAPRIE® data on first IS are available for the IS population but other
outcomes are only available for the total population (i.e. IS, MI and PAD populations as a

25, 29, 55, 56

single group). The single common qualifying event in the four included trials was

IS/TIA. Where appropriate, evidence synthesis, using a MTC approach, was undertaken

2.29.%%.% or subpopulation.”® The AG notes that

using data from the IS/TIA overall populations
the patient populations in the MTC are based on those described in the original trial

publications and may therefore include patients with MVD.

Indirect comparison of common clinical outcomes (where available in at least two trials) was

undertaken to estimate the relative efficacy between interventions in the IS/TIA populations.
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Table 5-11 Outcomes reported by included RCTs for the IS/TIA population group

All outcomes reported CAPRIE® | ESPS-2”° | ESPRIT™ | PROFESS™ | No. of
(primary, secondary or studies
tertiary)

First IS event (non-fatal or fatal) X X X 3
Stroke (recurrent any type ) X X 2

Ml X X X 3
Death from vascular cause X X X 3
Death from all cause X X X 3
Bleeding complications (major) X X 2
Bleeding complications (any) X X X 3

First cardiac event (fatal and non- X 1

fatal Ml, sudden death, cardiac

death)

First event (IS, MI, or death from X 1
vascular cause)

First event (any stroke (includes X 1

primary intracranial haemorrhage),
MI, fatal bleeding, or death from all

cause)

First event (IS, MI, amputation, X 1
death from all vascular causes)

First event (non-fatal stroke, death X 1
from all vascular causes)

First event (non-fatal stroke, non- X 1

fatal MI, or major bleeding
complication, death from all
vascular causes)

First event (non-fatal stroke, non- X 1
fatal MI, or death from all vascular

causes)

First event (stroke (non-fatal or X 1

fatal), Ml (non-fatal or fatal), or
death from all vascular causes)

First ischaemic event (stroke X 1
and/or MI, and/or sudden death of
thrombotic origin)

First major ischaemic events (non- X 1
fatal IS, non-fatal Ml, or non-
haemorrhagic death from vascular
causes)

Other vascular events (pulmonary X 1
embolism, retinal vascular
accidents, deep vein thrombosis,
peripheral arterial occlusion or
TIA)

Other vascular events (pulmonary X 1
embolism, deep venous
thrombosis, peripheral arterial
occlusion, venous retinal
thrombosis or combination of
these events)

Stroke and/or death from all cause X 1

TIA X 1

IS=ischaemic stroke; Ml=myocardial infarction; RCT=randomised controlled trial; TIA=transient ischaemic attack

5.3.2 Mixed treatment comparison
The relative treatment effects of clopidogrel, MRD+ASA, MRD alone and ASA ideally
would have been derived from a single, direct, head-to-head RCT. However, such a trial does

not exist. Instead, we have four trials® 2 %% %

assessing the treatment effects of a subset of the
interventions of interest. A MTC is an alternative approach used to estimate relative treatment

effects when the objective of the analysis is to compare more than two interventions. A MTC
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is an explicit analytical framework and has been presented as an extension of standard meta-
analysis by including multiple pair-wise comparisons across a range of different
interventions.®® The framework can then be used to derive a relative treatment effect of

competing interventions in the absence of direct evidence.

The AG used a Bayesian approach to MTC to estimate the relative effectiveness measures for
the interventions under comparison, ranking and making probability statements about the
most effective intervention in a decision context. A fixed effect model was chosen for all
analyses because random effect models failed to reach convergence. One possible reason for
this failure could be the small number of trials (two to three trials in each analysis) and hence

over-parameterisation.

A non-informative (flat prior) normal distribution was used for the log odds ratio (OR) of
each relative comparison, thus the observed results are completely influenced by the data and
not the choice of the priors. We estimated the relative effectiveness for each comparison using
Markov Chain Monte Carlo (MCMC) for each analysis in WinBUGS version 1.4 statistical
software (Medical Research Council Biostatistics Unit, Cambridge).®* Two chains were used
to ensure that model convergence was met after 100,000 iterations with a burn-in of 10,000 or
more. Formal convergence of the models was assessed using trace plots and the Gelman
Rubin approach.®” Results are presented with summary statistics for RR and OR along with
95% Cls. Pair-wise ORs were estimated and converted to RRs using a standard approach.
This was implemented in WinBUGS software by applying event rates across included trials
from the reference comparator as the baseline probability (prob_baseline). Therefore, the
RR=0OR/ [(1-prob baseline) + (prob baseline*OR)]. The WinBUGS codes used in the
analysis were adapted from the Multi-parameter Evidence Synthesis Research Group (MPES)

and are presented in Appendix 7.

5.4 Results of MTC for IS/TIA population

All of the results presented in this section are related to IS/TIA populations only.

In this section, for clarity, the data analyses are presented in tables. For ease of reference,
significant findings are emboldened in the tables. The networks relevant to each comparison

are presented in Appendix 7.

It should be noted that the selection of the outcomes included in the MTC are driven by the
available clinical data. In most analyses, the number of studies is small (two to three trials)
and, although a large number of patients were included, the data used from the CAPRIE® trial
were based on a subgroup of patients with IS. The findings of this MTC analysis should

therefore be interpreted with caution.
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5.4.1 Stroke

Data on recurrent stroke were available from four trials.”> * ** *® However, due to differences
in definition of ‘recurrent stroke’, analysis was performed separately for ‘first IS’ and ‘any
recurrent stoke’. The CAPRIE® trial did not report data on ‘any recurrent stroke’ and ESPS-

2% trial did not present data on “first IS’.

First ischaemic stroke

Three trials (CAPRIE,® ESPRIT® and PRoFESS*®) provided direct head-to-head data on
“first 1S’. Therefore it was possible to combine these trials through the MTC approach to
calculate the relative efficacy of clopidogrel vs ASA, MRD+ASA vs ASA and MRD+ASA vs

clopidogrel.

Table 5-12 shows head-to-head trial data and relative estimates calculated using the MTC
analysis. The results show no major differences between the MTC results and head-to-head
estimates from the included trials. Results from the MTC showed that no single estimated
RRs were found to demonstrate a statistically significant difference between any pair of
interventions. The observed RR for clopidogrel and MRD+ASA appeared to reflect a lower
risk of “first IS’ compared to ASA. A RR of 0.968 was observed for MRD+ASA compared to
clopidogrel. However, differences were not significant. There is no evidence to suggest that

any intervention is superior to another in terms of prevention of “first IS’.

Table 5-12 Relative risk for first IS in IS/TIA population (MTC)

ASA CLOP MRD+ASA
CAPRIE® 226/2370 214/2370
ESPRIT® 116/1376 - 96/1363
PROFESS™® 807/10151 789/10181
Direct evidence from head-to- Results from the MTC analysis
head trials
Study RR* (95% CI) RR* (95% CI) OR (95% CI)
CLOP vs ASA CAPRIE® 0.947 (0.79 to 1.13) 0.922 (0.79 to 1.06) 0.915 (0.77 to 1.07)
MRD+ASA vs ESPRIT™ 0.835 (0.64 to 1.08) 0.891 (0.75 to 1.04) 0.883 (0.74 to 1.04)
ASA
MRD+ASA vs PRoOFESS™ | 0.975 (0.88 to 1.07) 0.968 (0.88 to 1.05) 0.966 (0.87 to 1.06)
CLOP

ASA= aspirin; Cl=confidence interval; IS=ischaemic stroke; MRD= modified-release dipyridamole; MTC=mixed
treatment comparison; OR=odds ratio; RR=relative risk; TIA= transient ischaemic attack; CLOP=clopidogrel *RR<1
is better than comparator; RR>1 is worse than comparator
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Any recurrent stroke

Two trials (ESPS-2%° and PROFESS®) provided direct head-to-head data on recurrent stroke
outcome. Therefore it was possible to combine these trials through the MTC approach to
calculate the relative efficacy of MRD+ASA vs ASA, MRD alone vs ASA, MRD+ASA vs
clopidogrel and MRD alone vs MRD+ASA. We were also able to estimate the indirect
estimates from the MTC for clopidogrel vs ASA and MRD vs clopidogrel. Table 5-13
presents head-to-head trial data and results from the MTC analysis. No major differences in
the MTC results and head-to-head estimates from the included trials were observed. Results
from the MTC showed that clopidogrel and MRD+ASA were associated with fewer recurrent
strokes relative to ASA. An increased risk of recurrent stroke was observed for MRD alone
compared to clopidogrel or MRD+ASA. There was no difference between MRD alone
compared to ASA, or between MRD+ASA and clopidogrel in terms of reducing recurrent

stroke.

Table 5-13 Relative risk for any recurrent stroke in IS/TIA population (MTC)

ASA CLOP MRD+ASA MRD
ESPS-27° 206/1649 157/1650 211/1654
PROFESS™® 898/10151 916/10181
Direct evidence from head-to- Results from the MTC analysis
head trials
Study | *RR *RR OR
(95% CI) (95% CI) (95% CI)
CLOP vs ASA None | N/A 0.752 0.727
(0.60 to 0.92) (0.56 to 0.91)
MRD+ASA vs ASA ESPS-27° | 0.762 0.764 0.74
(0.62 to 0.92) (0.62 to 0.92) (0.59 to 0.91)
MRD vs ASA ESPS-2¥° | 1.021 1.025 1.03
(0.85 to 1.22) (0.85 to 1.21) (0.83 to 1.25)
MRD+ASA vs CLOP PROFESS™® | 1.017 1.018 1.02
(0.9310 1.1) (0.93t0 1.11) (0.92t0 1.12)
MRD vs CLOP None | N/A 1.376 1.431
(1.10 to 1.68) (1.11 to 1.80)
MRD vs MRD+ASA ESPS-27 | 1.341 1.349 1.403
(1.10 to 1.62) (1.10 to 1.61) (1.12 to 1.73)

ASA=aspirin; Cl=confidence interval; MRD=modified-release dipyridamole; MTC=mixed treatment comparison;
OR=0dds ratio; RR=relative risk; CLOP=clopidogrel *RR<1 is better than comparator; RR>1 is worse than
comparator

5.4.2 Myocardial infarction

Three RCTs (CAPRIE,® ESPS-2*° and PRoFESS™) provided direct head-to-head data on M
outcome. It was possible to combine these trials through the MTC approach to calculate the
relative efficacy of clopidogrel vs ASA, MRD+ASA vs ASA, MRD alone vs ASA,
MRD+ASA vs clopidogrel and MRD alone vs MRD+ASA. We were also able to estimate the
indirect estimates for MRD alone vs clopidogrel. Table 5-14 shows head-to-head trial data
and estimates calculated using the MTC analysis. No major differences between the MTC
results and head-to-head estimates from the included trials were observed. Results from the
MTC, which are described in Table 5-14, showed that no single estimated RRs were found to
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demonstrate a statistically significant difference between any pair of interventions in terms of

prevention of Ml events.

Table 5-14 Relative risk for myocardial infarction in IS/TIA population (MTC)

ASA CLOP MRD+ASA MRD
CAPRIE™ 20/2370 24/2370
ESPS-27° 39/1649 35/1650 48/1654
PROFESS™® 197/10151 178/10181
Direct evidence from head-to- Results from MTC analysis
head trials
Study *RR (95% ClI) *RR (95% ClI) OR (95% ClI)
CLOP vs ASA CAPRIE® 1.2 (0.66 to 2.16) 1.094 (0.73 to 1.56) 1.098 (0.72 to 1.59)
MRD+ASA vs ASA ESPS-27° 0.897 (0.57 to 1.40) | 0.972 (0.65 to 1.38) 0.972 (0.65 to 1.39)
MRD vs ASA ESPS-27° 1.227 (0.80to 1.86) | 1.291 (0.84 to 1.88) 1.302 (0.84 to 1.92)
MRD+ASA vs CLOP | PROFESS™ | 0.901 (0.73t0 1.10) | 0.893 (0.731 to 1.07) 0.892 (0.72 to 1.08)
MRD vs CLOP None N/A 1.208 (0.75 to 1.81) 1.215 (0.75 to 1.85)
MRD vs MRD+ASA | ESPS-2%° 1.368 (0.89 t0 2.10) | 1.352 (0.883 to 1.98) 1.365 (0.88 to 2.02)

ASA=aspirin; Cl=confidence interval; MRD=modified-release dipyridamole; MTC=mixed treatment comparison; OR=
odds ratio; RR=relative risk; CLOP=clopidogrel *RR<1 is better than comparator; RR>1 is worse than comparator

5.4.3 Death from vascular causes
Three trials (CAPRIE,® ESPRIT* and PROFESS®™) provided direct head-to-head data on
vascular death. Therefore it was possible to combine these trials through the MTC approach
to calculate the relative efficacy of clopidogrel vs ASA, MRD+ASA vs ASA and MRD+ASA

vs clopidogrel. Table 5-15 shows head-to-head trial data and estimates calculated using the

MTC analysis. No major differences in the MTC results and head-to-head estimates from the

included trials were noted. Results from the MTC showed no significant evidence to

demonstrate differences in clopidogrel, MRD+ASA and ASA for vascular death outcome.

There is no evidence to suggest that any intervention is superior to another in terms of

prevention of vascular death.
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Table 5-15 Relative risk for vascular death in IS/TIA population (MTC)

ASA CLOP MRD+ASA
CAPRIE™ 40/2370 35/2370
ESPRIT™ 60/1376 44/1363
PROFESS™® 459/10151 435/10181

Direct evidence from head-to-head Results from the MTC analysis
trials

Study *RR (95% ClI) *RR (95% ClI) OR (95% ClI)
CLOP vs ASA CAPRIE® 0.875 (0.55 to 1.37) | 0.829 (0.60 to 1.11) 0.827 (0.59 to 1.12)
MRD+ASA vs ASA ESPRIT™ 0.75(0.51t0 1.01) | 0.782 (0.57 to 1.04) 0.775 (0.56 to 1.04)
MRD+ASA vs CLOP | PROFESS™ 0.945 (0.83 to 1.07) | 0.942 (0.82 to 1.06) 0.939 (0.82 to 1.06)

ASA=aspirin; Cl=confidence interval; MRD=modified-release dipyridamole; MTC=mixed treatment comparison; OR=
odds ratio; RR=relative risk; CLOP=clopidogrel *RR<1 is better than comparator; RR>1 is worse than comparator

5.4.4 Death from all causes

Three RCTs (ESPS-2,% ESPRIT® and PROFESS®) provided direct head-to-head data on all-
cause death. It was possible to combine these trials through the MTC approach to calculate
the relative efficacy of MRD+ASA vs ASA, MRD alone vs ASA, MRD+ASA vs clopidogrel

and MRD alone vs MRD+ASA. We also estimated the indirect estimates for clopidogrel vs

ASA and MRD alone vs clopidogrel since no head-to-head data were available. Table 5-16

shows head-to-head trial data and estimates calculated using the MTC analysis. No major

variation in the MTC results and head-to-head estimates from the included trials were

observed. Results from the MTC showed that there was no evidence to demonstrate
significant differences between clopidogrel, MRD+ASA, MRD and ASA for all-cause death.
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Table 5-16 Relative risk of death from all causes in IS/TIA population (MTC)

ASA CLOP MRD+ASA MRD
ESPS-27° 182/1649 185/1650 188/1654
ESPRIT” 107/1376 93/1363
PROFESS™ 756/10151 739/10181
Direct evidence from head-to-head trials Results from the MTC analysis
Study *RR (95% ClI) *RR (95% ClI) OR (95% Cl)
CLOP vs ASA None N/A 0.992 (0.82 t0 1.18) | 0.992 (0.80 to 1.20)
MRD+ASA vs ASA ESPS-2,” ESPS-2°: 0.967 (0.82 to 1.12) | 0.964 (0.80 to 1.14)
ESPRIT>® 1.016 (0.83 to 1.23)
ESPRIT*®
0.877 (0.67 to 1.14)
MRD vs ASA ESPS-2” 1.03 (0.85 to 1.24) 1.007 (0.83 10 1.20) | 1.01 (0.81 to 1.23)
MRD+ASA vs CLOP | PROFESS™ 0.975 (0.88 0 1.07) | 0.976 (0.88 to 1.07) | 0.974 (0.87 to 1.08)
MRD vs CLOP None N/A 1.021 (0.81 to 1.25) | 1.024 (0.80 to 1.28)
MRD vs MRD+ASA ESPS-2” 1.014 (0.83t01.22) | 1.044 (0.86 to 1.24) | 1.052 (0.85 to 1.28)

ASA=aspirin; Cl=confidence interval; CLOP=clopidogrel; MRD=modified-release dipyridamole; MTC=mixed treatment
comparison; OR= odds ratio; RR=relative risk; *RR<1 is better than comparator; RR>1 is worse than comparator

5.4.5 Bleeding

Data on bleeding were available from three RCTs (ESPS-2,° ESPRIT® and PROFESS®®). The
CAPRIE® trial did not present bleeding data for patients in the IS subpopulation. As there
was variation in bleeding reporting across trials, analysis was only possible for ‘any bleeding’

and ‘major bleeding’ as these were the common bleeding definitions used across trials.

Any bleeding

Three RCTs (ESPS-2,° ESPRIT® and PRoFESS™) provided direct head-to-head data on any
bleeding. It was possible to combine these trials through the MTC approach to calculate the
relative efficacy of MRD+ASA vs ASA, MRD alone vs ASA, MRD+ASA vs clopidogrel and
MRD alone vs MRD+ASA. We also calculated the indirect estimates for clopidogrel vs ASA
and MRD alone vs clopidogrel since no head-to-head data were available. The category of
‘any bleeding’ includes both minor and major bleeding. Minor events included haematuria,
haematemesis, epistaxis, intraocular, purpura, gynaecological, internal and intracranial
bleeding. Major bleeding included severe or fatal bleeding, life-threatening bleeding,
intracranial bleeding, major haemorrhage, and major Gl tract haemorrhage. Table 5-17 shows
head-to-head trial data and estimates calculated using the MTC analysis. There were no major
differences in the MTC results and head-to-head estimates from the included trials. Results
from the MTC showed that MRD alone was associated with significantly fewer bleeding
events compared to all comparators; the MRD vs clopidogrel estimates are based on indirect
comparisons and are not supported by head-to-head trial data. There was no evidence to
suggest any differences between clopidogrel vs ASA and MRD+ASA vs ASA for any
bleeding.
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Table 5-17 Relative risk for any bleeding in IS/TIA population (MTC)

ASA CLOP MRD+ASA MRD
ESPS-2%° 135/1649 144/1650 77/1654
ESPRIT> 221/1376 206/1363
PROFESS™ 494/10151 535/10181
Direct evidence from head-to head Results from the MTC analysis
trials
Study *RR (95% ClI) *RR (95% CI) OR (95% CI)
CLOP vs ASA None N/A 0.921 (0.75t0 1.10) | 0.916 (0.74 to 1.11)
MRD+ASA vs ASA ESPS-27 ESPS-2:%°
ESPRIT>® 1.066 (0.85 to 1.33);
ESPRIT:*®
0.941 (0.79 t0 1.12) 0.991 (0.85 to 1.14) 0.991 (0.84 to 1.15)
29
MRD vs ASA ESPS-2 0.569 (0.43t0 0.74) | 0.549 (0.418 to 0.70) | 0.529 (0.39 to 0.68)
56
MRD+ASAvs CLOP | PROFESS 1.08 (0.95 to 1.21) 1.082 (0.958 t0 1.21) | 1.087 (0.95 to 1.23)
MRD vs CLOP None NIA 0.593 (0.437 t0 0.78) | 0.582 (0.42 to 0.77)
MRD vs MRD+ASA | ESPS-27°

0.533 (0.40 to 0.69)

0.557 (0.425 to0 0.71)

0.535 (0.40 to 0.69)

ASA=aspirin; Cl=confidence interval; MRD=modified-release dipyridamole; MTC=mixed treatment comparison; OR=
odds ratio; RR=relative risk; CLOP=clopidogrel *RR<1 is better than comparator; RR>1 is worse than comparator

Major bleeding

Two RCTs (ESPRIT* and PROFESS™) provided direct head-to-head data on major bleeding.
It was possible to combine these trials through the MTC approach to calculate the relative
efficacy of MRD+ASA vs ASA and MRD+ASA vs clopidogrel. We also estimated the

indirect estimates for clopidogrel vs ASA since no head-to-head data were available. The

category of ‘major bleeding’ included severe or fatal bleeding, life-threatening bleeding,

intracranial bleeding, major haemorrhage, and major Gl tract haemorrhage. Table 5-18 shows

head-to-head trial data and estimates calculated using the MTC analysis. There were no major

variations in the MTC results and head-to-head estimates from the included trials. Results

from the MTC showed that clopidogrel was associated with significantly fewer bleeding

events compared to ASA; these estimates are based on indirect comparisons and are not

supported by head-to-head trial data. No statistically significant differences between

MRD+ASA, clopidogrel and ASA in major bleeding events were observed.
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Table 5-18 Relative risk for major bleeding in IS/TIA population (MTC)

ASA CLOP MRD+ASA
ESPRIT> 53/1376 35/1363
PROFESS™ 365/10151 419/10181

Direct evidence from head-to-head Results from the MTC analysis
trials

Study RR (95% CI) RR (95% CI) OR (95% ClI)
CLOP vs ASA None N/A 0.596 (0.36 to 0.89) 0.587 (0.35 to 0.89)
MRD+ASA vs ESPRIT™ 0.667 (0.43 to 1.01) 0.682 (0.433t0 1.008) | 0.674 (0.42 to 1.00)
ASA
MRD+ASA vs PROFESS™ 1.145 (0.99 to 1.31) 1.147 (0.99 to 1.31) 1.154 (0.99 to 1.32)
CLOP

ASA= aspirin; Cl= confidence interval; MRD= modified-release dipyridamole; MTC= mixed treatment comparison;
OR= odds ratio; RR= relative risk; CLOP=clopidogrel *RR<1 is better than comparator; RR>1 is worse than
comparator

5.5 Results of the MTC evidence for Ml and PAD populations
Due to lack of available data, we were unable to carry out indirect analyses for the Ml and
PAD patient populations. Only CAPRIE? included patients with M1 and PAD; data on these
individual patients groups were not available from the other included studies.?* > *°

5.6 Summary of the evidence from the MTC
The MTC analysis was performed in patients categorised as having an IS/TIA as a qualifying
event. The relative effectiveness of clopidogrel, MRD+ASA, MRD alone and ASA was

evaluated based on evidence from four main RCTs? 2 55 %

that reported seven key clinical
outcomes. The four trials included in the MTC analysis were: CAPRIE® (clopidogrel vs
ASA); ESPS-2%° (ASA vs MRD+ASA vs MRD alone vs placebo); ESPRIT® (MRD+ASA vs
ASA); PROFESS® (MRD+ASA vs clopidogrel). The clinically important outcomes that were
included in the MTC exercise were: stroke (‘first IS’ and ‘any recurrent stroke’), Ml, vascular
death, death from all cause and bleeding (‘any bleeding’ and ‘major bleeding’). The selection
of these outcomes was based on the availability of data from two or more of the four RCTs.
One study (ESPS-2%°) included a placebo arm and was included in the analysis but placebo
results are not presented here. The reference comparator for all analyses was ASA. Results
from the MTC showed that no single estimated RR was found to demonstrate a statistically
important difference between any pair of interventions except for the outcomes of any
recurrent stroke, ‘any * and ‘major’ bleeding. The results further showed that MRD alone was
statistically significantly associated with increased risk of any recurrent stroke compared to
clopidogrel and MRD+ASA. However, it is worth noting that the findings from clopidogrel vs
ASA and MRD alone vs clopidogrel were based on the indirect evidence and were not

supported by any head-to-head data.
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As detailed at the beginning of the section, caveats apply to the findings of our analysis due to
the limited outcomes that were available for selection, the small number of trials and the use
of data from subgroups from one trial.*
5.7 Patients with multivascular disease

The decision problem matrix (Table 4-1) described in the final scope' issued by NICE
specified that if the evidence allows, the effectiveness of clopidogrel in people with MVD
who are considered at high risk of recurrent OVEs should be considered. The AG notes that in
the literature, there is a variety of definitions that characterise this population; this is an issue
since the number of patients included in any MVD analysis will be affected by how the group
is defined. The simplest and broadest definition of MVD described in the published literature
is “patients with disease in more than one vascular bed”. For completeness, the definitions
identified by the AG from the literature are described in Table 5-19. Due to the apparent lack
of consensus, the AG has derived a definition of MVD for the purposes of this document that
appears to be consistent with the simplest and broadest definition described in the published

literature.

Table 5-19 Definitions of MVD

MVD definition source Definition of MVD

Bhatt 2006%* (REACH registry) Polyvascular disease was defined as coexistent symptomatic
(clinically recognised) arterial disease in 2 or 3 territories
(coronary, cerebral, and/or peripheral) within each patient

CAPRIE® No formal definition of MVD was reported (not unusual at time of
publication), however, subgroup analysis of 2144 patients with
PAD/stroke and previous Ml was presented

Ringleb 2004% Patients with MVD are those with pre-existing symptomatic
atherosclerotic disease from the overall CAPRIE population
defined as having a self-reported history of IS and/or Ml before
the qualifying event for enrolment into the CAPRIE trial

(NB Definition does not include PAD or TIA)

Sanofi-aventis/Bristol-Myers Squibb | Patients with pre-existing symptomatic atherosclerotic disease
submission®* (IS or MI) in addition to qualifying event (MS, pg 66)

Patients with disease in more than one vascular bed (MS, pg 2)

AG's reclassification of populations | Patients with MVD defined as those who had experienced at
in CAPRIE® least two of the following; CAD/MI, IS/TIA or PAD

IS=ischaemic stroke; TIA=transient ischaemic attack; MVD=multivascular disease; Ml=myocardial infarction;
PAD=peripheral arterial disease; AG=assessment group; CAD=coronary artery disease

Although the original CAPRIE® publication did not include a formal definition of MVD, the
authors did present the results of a subgroup analysis of patients with PAD/stroke and
previous MI. The findings support the view that patients with MVD are at greater risk of

recurrent OVES than patients with disease in a single vascular bed (Table 5-20).
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Table 5-20 Risk of primary outcome event in patients with PAD/stroke and previous
Ml (CAPRIE)

Patient and IS, Ml or vascular death Relative risk
treatment subgroup reduction (95%Cl)
Events Rate/year
PAD/stroke with previous Ml (n=2144)
CLOP (nyrs 1963) 164 8.35%
22.7% (4.9 to 37.2)
ASA (nyrs 1825) 196 10.74%

MI= myocardial infarction; CLOP= clopidogrel; PAD= peripheral arterial disease; Cl= confidence interval, ASA=
aspirin; nyrs= number of patient years at risk

5.7.1 Post-hoc analysis from the CAPRIE trial

One new publication® using data from the CAPRIE® trial was identified from the literature
review. In this publication, patients with pre-existing symptomatic atherosclerotic disease
from the overall CAPRIE® population were described in a subgroup analysis. As noted in
Table 5-19 this was defined as a self-reported history of IS and/or MI before the qualifying
event for enrolment in CAPRIE.® The data describing such events had been routinely
collected in the case record forms. However, no standard procedures to validate such a pre-
existing event were employed.®® The AG notes that this subgroup of patients does not appear
to include patients with PAD or TIA. The key outcomes of the analysis are described in Table
5-21. Compared with the overall population (n=19,185), the subgroup of patients with pre-
existing symptomatic atherosclerotic disease which included IS or MI (n= 4,496) were found
to have elevated event rates for the primary composite end point of IS, MI, or vascular death.
The results favour clopidogrel over ASA at one year and three years on both the composite

endpoints.

Table 5-21 Outcomes from CAPRIE MVD subgroup

CAPRIE® trial

Outcomes Follow | Event rate Event rate Relative risk reduction*

-up CLOP (%) ASA (%) (95% CI)
(n=2249) (n=2247)

First occurrence 1 year 8.8 10.2

of IS, M, or 14.9 (0.3 to 27.3) p=0.045

vascular death 3years | 20.4 238

First occurrence 1 year 16.1 18.5

of IS, 12 0 (0.6 to 22.1) p=0.039

rehospitalisation 3years | 32.7 36.6

for ischaemia

ASA=aspirin; Cl=confidence interval; IS=ischaemic stroke; Ml=myocardial infarction; CLOP=clopidogrel

*RRR is not specifically related to a particular time point. It is an overall measure of how much the risk is reduced in
the experimental group (clopidogrel) compared with the control group (ASA). This estimate is obtained from the Cox
proportional-hazards model, which assumes that the hazard ratio is constant over time.
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The authors® do not discuss the clinical effectiveness of clopidogrel on individual
subpopulations (e.g. IS, MI or PAD) after removal of patients with MVD from the analysis.
However, they do comment that the three-year composite event rate for the subpopulation

without any pre-existing atherosclerotic disease is lower than that of the MVD group.

5.7.2 Assessment Group reclassification of patients from CAPRIE
Using the AG’s definition of MVD (two of the following: CAD/MI, IS/TIA or PAD) and
additional data provided by the manufacturer, the AG reclassified patients from CAPRIE®
into those with atherosclerotic disease in a single vascular bed (described as ‘MI only’, ‘IS
only’ or ‘PAD only’) and those who had disease in more than one vascular bed (e.g. patients
who had experienced CAD/MI and an IS/TIA, or who had PAD and experienced a Ml). The
AG then compared the risk of two key outcomes (IS and MI) using the original CAPRIE®
patient populations and the AG’s reclassifications. The results are described in Table 5-22
(IS) and Table 5-23 (MI).

From Table 5-22 it can be seen that when the patients are reclassified, the risk of a future 1S
for individual patient groups is different in both treatment arms. The risk for IS only patients
remains stable. The risk for the MVD subgroup is much greater than that of the MI and PAD

patients.

Table 5-22 Changing risk of IS using AG reclassification of populations in CAPRIE

Patient Original published New* IS rate using additional data from
group IS rate % (n/N) manufacturers
% (n/N)
Qualifying | CLOP ASA RR AG CLOP ASA RR (95%
event (95% CI) Reclassif- CI)
ication
IS 9.74 10.57 0.93 IS only 9.03 9.54 0.9
(315/3233) | (338/3198) (0.80,1.07) (214/2370 | (226/2370) | (0.79,1.13)
M 1.34 1.33 1.01 MI only 0.98 1.00 0.98
(42/3143) (42/3159) (0.66,1.54) (28/2845) (29/2896) (0.59,1.65)
PAD 2.51 2.54 0.99 PAD only 2.20 1.62 1.36
(81/3223) (82/3229) (0.73,1.34) (41/1861) (30/1852) | (0.85,2.17)
MVD 6.14 7.13 0.861
(155/2523) | (176/2468) | (0.70,1.06)

IS=ischaemic stroke; MVD=multivascular disease; MI=myocardial infarction; PAD=peripheral arterial disease;
CLOP=clopidogrel *After creating MVD population

From Table 5-23 it can be seen that when the patients are reclassified, the risk of a future Ml
for individual patient groups in both treatment arms is different. The risk for MI only patients
remains stable. The risk for the MVD subgroup is greater than that of the IS and PAD

patients.
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Table 5-23 Changing risk of MI using AG reclassification of populations in CAPRIE

Patient Original published New* Ml rate using additional data from
group MI rate % (n/N) manufacturers
% (n/N)
Qualifyin | CLOP ASA RR AG Clop ASA RR (95% ClI)
g event (95% CI) Reclassif-
ication
IS 1.36 1.59 0.85 IS only 1.01 0.84 1.2
(44/3233) (51/3198) | (0.57,1.27) (24/2370) (20/2370) (0.66, 2.17)
M 5.19 5.51 0.93 MI only 4,53 5.18 0.87
(163/3143) | (174/3159) | (0.76,1.15) (129/2845) 915/2896) (0.69,1.10)
PAD 211 3.34 0.61 PAD only 1.18 1.78 0.66
(68/3223) (108/3229) | (0.42,0.83) (22/1861) (33/1852) (0.39,1.13)
MVD 3.96 5.27 0.75
(100/2523) | (130/2468) (0.58,0.97)

IS=ischaemic stroke; TIA=transient ischaemic attack; MVD=multivascular disease; Ml=myocardial infarction;
PAD=peripheral arterial disease; CLOP= clopidogrel *After creating MVD population

These findings indicate that patients with MVD (as defined by the AG) constitute an
important clinical subgroup. It should be noted that the AG had access to relevant data from
the CAPRIE® trial only and we were therefore unable to conduct similar analyses for the

other identified trials.

5.8 Summary of clinical evidence
For clarity, Table 5-24 describes the main clinical efficacy findings. The direct evidence from
the four included RCTs* # > *° is outlined along with the AG assessment of time to event
rates, the indirect evidence from the MTC and the AG assessment of the evidence for the

MVD population. The dearth of new evidence for the MI and PAD populations is notable.
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Table 5-24 Summary of clinical evidence

Trial and population Outcome Finding

Direct evidence

CAPRIE® First occurrence of IS, Ml or CLOP superior to ASA for
Ml, IS, PAD vascular death overall population
ESPS-2% Stroke MRD+ASA superior to MRD
IS/TIA alone and superior to ASA
ESPRIT>® First occurrence of death from MRD+ASA superior to ASA
IS/TIA all vascular causes, non-fatal

stroke, non-fatal Ml or major
bleeding complication

PROFESS™ Recurrent stroke CLOP and MRD+ASA similar
Time to event rates

CAPRIE® MI and IS Recurrent events for patients

Ml and IS with disease in a single vascular

bed tend to occur within the first
6 to 12 months

Indirect evidence

ESPS-2% and PROFESS™ Recurrent stroke CLOP and MRD+ASA superior

ISITIA to ASA

ESPS-2?° and PROFESS®® Recurrent stroke MRD alone = increased risk

ISITIA compared to CLOP, MRD+ASA,
ASA

ESPS-2 ®and PROFESS™ Any bleeding MRD alone = least risk

IS/ITIA compared to ASA, CLOP,
MRD+ASA

ESPS-2% and PROFESS™® Major bleeding CLOP superior to ASA

ISITIA

MVD subgroup

CAPRIE® IS and MI Patients with disease in more

MI, IS, PAD than one vascular bed are an

important clinical subgroup at
greater risk of recurrent OVEs
than patients with disease in
single vascular bed

CLOP=clopidogrel; ASA=aspirin; Ml=myocardial infarction; IS=ischaemic stroke; TIA= transient ischaemic attack;
PAD-= peripheral arterial disease; MVD=multivascular disease

5.9 Discussion of clinical evidence

Direct clinical evidence available

The clinical evidence base supporting the previously published NICE guidance (TA90)* for
the prevention of OVEs in patients with a prior history of such events and established PAD
was constructed from two trials (CAPRIE® and ESPS-2%) relevant to the use of clopidogrel,
MRD and ASA. Since publication of this guidance, two more relevant trials have been
published (ESPRIT®® and PROFESS™). The evidence base underpinning this update of TA90%

is therefore focussed on four RCTs.

Only CAPRIE? included patients with MI and PAD; the remaining three trials included just
patients with IS/TIA. This means that the clinical evidence base for patients with M1 and PAD
(except for those with MVD) has not changed since publication of the TA90% guidance.

Results from CAPRIE® indicated that clopidogrel was more effective than ASA in preventing
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a composite of events comprising 1S, MI, or vascular death; however the size of the benefit
appeared to be small. A subgroup analysis indicated that for the subgroup of patients with
PAD, there was a statistically significant benefit of clopidogrel compared to ASA; however,
the trial was not powered to detect differences within subgroups and so the chances of a false
negative finding are high. The AG notes that the CAPRIE? trial does not distinguish between
patients with NSTEMI and STEMI as the trial was carried out and reported before this
distinction was used to differentiate between patient pathways. However, this clearly inhibits

the interpretation of the results for these clinically important subgroups of patients.

The manufacturer’s positive response to the AG’s request for more detailed analyses of the
CAPRIE? trial, allowed the AG to conduct a new post-hoc subgroup analysis of patients with
MVD (see section 5.6 for discussion) and explore changes in key event rates for four patient
populations (Ml, IS, PAD, MVD) instead of the original three (Ml, IS, PAD).

For patients with IS/TIA, clinical data from two relevant trials (ESPRIT* and PROFESS®)
have become recently available in addition to data from ESPS-2” and CAPRIE.”
Unfortunately PROFESS™ yielded inconclusive results as the trial did not meet the predefined
criteria for non-inferiority but showed similar rates for the primary outcome of recurrent
stroke (MRD+ASA vs clopidogrel). Consequently, there is no direct evidence to support the
use of clopidogrel instead of MRD+ASA, or vice versa, for the IS/TIA population. ESPS-2%°
showed that MRD+ASA leads to statistically significant relative risk reductions for the
primary outcome of stroke and a range of secondary outcomes compared to ASA and MRD
alone.The ESPRIT® trial also demonstrated statistically significant risk reductions for
MRD+ASA vs ASA (first occurrence of death from all vascular causes, non-fatal stroke, non-
fatal MI or major bleeding complication; death from all vascular causes and non-fatal stroke;
all vascular events). This means that the additional clinical evidence available from the
publication of ESPRIT® supports the original findings of ESPS-2% that MRD+ASA is

preferred to ASA across a range of key outcomes.

Key differences between the trials providing direct clinical evidence

All of the trials relevant to the decision problem were considered to be of good quality.
However, the trials were disparate in terms of their design, patient populations, interventions
and definition/reporting of outcomes (clinical and safety) which means it is difficult to
compare outcomes across the trials or perform evidence synthesis with any confidence using

only the summary data reported in the published studies.
Design: The mean length of follow-up between trials ranged between 1.91 years® and 3.5

years.”® ESPS-2% was the only non-industry funded trial.
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Population: Patients in ESPRIT*® were randomised within six months of a minor IS/TIA
whereas patients in ESPS-2% and PRoFESS®® were randomised within three months of I1S/TIA
and minor IS respectively. A marked divergence was observed in the disability ratings (as
measured by the Rankin scale®) between the stroke patients in the three trials® *> *° that
exclusively included only IS/TIA patients. To illustrate, in the ESPRIT® trial, entry criteria
limited the study patients to those who had suffered a minor TIA or a minor IS (43% of
patients had no stroke symptoms, 53% had minor symptoms) whereas ESPS-2%° (17%) and
PROFESS® (24%) included patients with severe stroke symptoms. The AG notes that none of

the trials identified patients with MVD as being a clinically important subgroup.

Interventions: There was also disparity in the daily doses of ASA given in the trial: ‘up to
350mg’,% 30 to 325mg> and 50mg.” In the UK, the current standard dose of ASA is 75mg
per day. However, since there appears to be little variation in the efficacy of doses higher than
75mg, there may be no impact on the main outcomes of the trials, although the bleeding risk
may be increased with higher doses. The efficacy of lower doses of ASA (less than 75mg per

day) is less well established compared to higher doses.* ®°

Outcomes: Firstly, none of the trials had the same primary outcome. Secondly, two trials
utilised a composite event as a primary oucome.”® *® The use of composite events in clinical

8657 and guidelines®® for their use have been

trials has been criticised in a number of papers
published. The guidelines® state that to be meaningful to clinicians, composite events should
include components that are: similar in importance to patients, occur with similar frequency,
and are affected to a similar degree by the intervention. When looking at the primary
composite event used in CAPRIE,? IS or MI may not be considered as important to patients
as death. In addition, there were many more patients with 1S in CAPRIE® than there were
Mls or vascular deaths. The primary composite event described in ESPRIT® included death
from vascular causes, non-fatal stroke, non-fatal MI and non-fatal major bleeding, these
outcomes be may not be considered similar by patients. Thirdly, it is difficult to summarise
the findings related to AEs, as the classification of these outcomes differed across the trials;
this was especially apparent for “bleeding events”. However, upon investigation, the AG did
not identify any unexpected AEs associated with any of the drugs; bleeding was associated

with ASA and headache was associated with MRD.

Indirect clinical evidence available

As previously discussed, the availability of four good quality RCTs did not allow the
comprehensive comparison of clinical and safety outcomes associated with the relevant
interventions across the key populations of interest. In an effort to make best use of all
available clinical information, the AG undertook a MTC and investigated outcomes, where
possible, for the IS/TIA population. The AG concluded that there were no major differences
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in the results of the MTC and the direct estimates from head-to-head trials. However, two of
the five newly generated comparisons do yield statistically significant results: MRD alone
was associated with an increased risk of recurrent stroke when compared with clopidogrel;
clopidogrel was associated with fewer major bleeding events compared with ASA. Due to the
small numbers of trials involved in the MTC and the forced selection of limited outcomes,
caveats apply to the results. In addition, the findings were based on patient populations in
which there is no differentiation between patients with vascular disease in a single bed and
those with MVD. The results of the indirect analyses, although confirmatory of the direct

results, must therefore be interpreted with caution.

Patients with multivascular disease

Recently published data from the REACH® registry attests to the view that patients with
MVD are at increased risk of future OVES when compared to patients with disease in one
vascular bed. Based on the post-hoc analyses described by the manufacturer in the MS and the
post-hoc analyses conducted by the AG there is also evidence from CAPRIE® to support the
view that patients with MVD are an important clinical subgroup whose event risk profiles are
different from other subgroups of patients. In summary, it appears that patients with MVD
have elevated risks for more than one event (IS and Ml); this is in contrast to the IS only and
MI only subgroups who have been shown to have elevated risks for single events (for

example, IS only patients have high risks of IS and M1 only patients have high risks of MI).

Currently there is no NICE guidance available which identifies a specific treatment for a

patient who has MVD and the Institute? has called for further research in this complex area:

“Further research is recommended on the effectiveness of
clopidogrel in people who are at high risk of recurrent OVEs... and
in people who have recurrent events while taking recommended

antiplatelet therapy”.

Evidence from the CAPRIE? trial allows post-hoc exploration of the clinical effectiveness of
clopidogrel for patients with MVD and offers a starting point for future discussions regarding
appropriate clinical pathways for this subgroup of patients. Existing analyses are based on
different definitions of MVD and consensus is required in order to ensure informed and

consistent decision-making for patients with MVD.

Commentary on European Medicines Agency approval and guidelines/guidance issued by
NICE

The AG notes that ASA is not licensed for use in patients with PAD; nor is clopidogrel

licensed for use in patients with TIA. However, the AG’s clinical experts are of the opinion
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that in clinical practice in England and Wales ASA is routinely prescribed for patients with
PAD and sometimes clopidogrel is prescribed for patients with TIA who cannot tolerate MRD
or ASA.

The distinction between patients with NSTEMI and STEMI is now important as recently
updated NICE guidelines® still state that patients diagnosed as NSTEMI who are at moderate
to high risk of MI or death should be treated with clopidogrel+ASA for a period of 12 months
after the most recent acute event and after 12 months treatment should revert to low-dose
ASA. At present, there is no NICE guidance for patients diagnosed with STEMI although
CG48? indicates that these patients should receive clopidogrel+ASA for 4weeks after the
most recent event and thereafter revert to standard treatment, usually low-dose ASA. It is not
clear how the recommendations in TA90% fit with the published guidelines as TA90* does
not differentiate between patients with NSTEMI and STEMI.
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6 ASSESSMENT OF COST EFFECTIVENESS

6.1 Introduction

There are three distinct elements to this section on cost effectiveness. Firstly, a critical
appraisal of the existing economic evidence describing clopidogrel and MRD since the
publication of the previous NICE guidance® (TA90) is presented. Secondly, a critique of the
two economic models submitted by the manufacturers is described. Thirdly, the results of the

AG’s de novo economic evaluation are presented and summarised.

6.2 Review of existing cost-effectiveness studies
Full details of the search strategy and the methods for selecting evidence are presented in
Section 5. Of 34 potentially relevant studies, eleven met the criteria for inclusion in the cost-

effectiveness review; one study® was also included in the systematic review that informed the

68-74

previous guidance.® Of the eleven included studies, seven were published in full while

75-78

four™ " were available only in abstract format. Most of the studies were of reasonable quality;

however, more detail and focussed critique of the clinical effectiveness evidence used to
inform the economic evaluations would have improved the quality of the studies (Appendix
2).

Characteristics of economic evaluations

68, 70, 71, 73, 75

Five of the eleven studies included were described as cost-effectiveness analyses

(CEAs) and six as cost-utility analyses (CUAs). The CEAs have used a range of health
outcomes including life saved, events avoided, life years lived, time spent free of stroke

recurrence or disability, and life expectancy. All of the CUAs have used QALY as the main

68, 70, 74-78

measure of health outcome. As presented in Table 6-1 seven studies compared

|72

clopidogrel versus ASA; Karnon et al’ compared clopidogrel for the first two years followed

by ASA indefinitely versus ASA; Chen et al* compared clopidogrel+low-dose ASA versus
ASA; Beard et al® compared MRD+ASA versus MRD single agent, low-dose ASA,

|73

clopidogrel or no treatment; Matchar et al™® compared placebo versus ASA, ASA+MRD or

clopidogrel.
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Table 6-1 Characteristics of economic studies

Study Source | Type of Interventions Study population Country Time Industry/author affiliation
study period
Annemans | Full text CEA CLOP vs ASA Patients with MI, IS or Belgium 2 years The paper was supported by a grant from
2003% PAD; mean age of 62.5 Sanofi-Synthelabo and Bristol-Myers Squibb
years
Beard Full text CUA MRD+ASA versus: Patients who survived an | UK 25 years This project was supported with funding from
2004%° 1) MRD single agent | initial acute stroke; mean Boehringer-Ingelheim
2) Low-dose ASA age of 70 years
3) CLOP
4) No treatment
Berger Full text CEA CLOP vs ASA Patients with M, IS or Germany 2 years Supported by Aventis Pharma Deutschland
2008" PAD
Chen Full text CEA CLOP + low-dose Patients with established | USA Follow up of | This project has been funded by grants from
2009 ASA vs ASA cardiovascular disease CHARISMA Sanofi (Paris, France) and Bristol-Myers
study®® (28 | Squibb (New York, NY)
months)
Delea Abstract CEA CLOP vs ASA Population with recent IS, | USA Lifetime of NR
2003" MI or diagnosed with patient
PAD; subgroups of 55,
65 and 75 year olds
Karnon Full text CUA CLOP for two years Population with recent IS, | UK 40 years This study was supported by Sanofi-
2005 followed by ASA MI or PAD aged 60 Synthelabo and Bristol-Myers Squibb
indefinitely vs ASA
Matchar Full text CEA Placebo vs: Population with previous | USA Lifetime of Source of financial support: The Stroke
2005" 1) ASA IS or TIA aged 70 and patient Policy Model”® was developed with support
2) ASA+MRD with the characteristics of from the Agency for Health Care Research,
3) CLOP those patients in the Quality (1 RO3 HS11746-01). The current
Framingham population application was developed while Drs
with first IS Matchar, Samsa served as consultants to
Boehringer Ingelheim
Schleinitz Full text CUA CLOP vs ASA Population with previous | USA Lifetime of Dr. Schleinitz was supported by an
2004" MI or stroke or diagnosed patient ambulatory care training grant from the

with PAD; mean age 63

Department of Veterans Affairs, a training
grant from the Agency for Healthcare
Research and Quality (AHRQ), and an NIH
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Study Source | Type of Interventions Study population Country Time Industry/author affiliation
study period
BIRCWH grant (HD43447).

Palmer Abstract CUA CLOP vs ASA Population with previous | Belgium, 18 months NR
2005 IS or TIA occurred in the France,

last 90 days (median 15 Switzerlan

days) d and UK
Stevenson | Abstract CUA CLOP vs ASA Population with previous | UK Lifetime of NR
2008"’ MI, who sustain an IS or patient

PAD (high-risk patients)
Van Hout Abstract CUA CLOP vs ASA Population with previous | Netherland | Lifetime of NR
2003"® MI or stroke or diagnosed patient

with PAD

CLOP= clopidogrel; ASA=aspirin; CEA=cost-effectiveness analysis; CUA=cost-utility analysis; DP=Dipyridamole; IS=ischaemic stroke; Ml=myocardial infarction; MRD=modified-release dipyridamole;
PAD=peripheral arterial disease; TIA=transient ischaemic attack; NR= not reported

Clopidogrel and MRD for occlusive vascular events

Page 73 of 208



The study populations in the included studies were made up of patients with a history of CVD
(MI, IS, TIA or PAD); this matches the populations described in the key clinical trials used to
derive efficacy data. Only one study’” explicitly considered patients with MVD. The mean
age varied according to the trial source used, ranging from 60 to 70 years. Only four
studies®® ™ " 7" described a UK population. Most of the studies adopted a lifetime

68, 70, 71, 76

perspective; however four adopted a short-term perspective (e.g. duration of the

clinical study follow-up).

Economic models

Only one of the included studies was not based on an economic model; Chen et al™
performed an economic evaluation using data from the CHARISMA® trial without any
survival projection beyond 28 months. Matchar et al”® used an individual sampling model
based on a model previously developed for the secondary prevention of stroke. Berger et al”
adapted the model developed by Annemans et al®® and Beard et al®® based their model on the

ISO

model developed by Cambers et al.™ All relevant assumptions and extra information

describing the models is summarised in Table 6-2.
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Table 6-2 Description of economic models

Study Type of model Perspective Model assumptions
Outcomes Costs and resource use
Markov model. Belgian public health | e Risk of death from other causes was equal for CLOP and ASA o DRG derived costs for Belgium were from
Cycle length: 6 payer e Risk of vascular death was included in the model separately, the year 1997, and were updated to 2002
months because it was assumed that over the 2 year study period both drugs | using an inflation rate of 3%
affected only vascular death e The total cost of patient management
o Life-expectancy does not decrease further when a patient has more | was calculated by estimating the total of
than one additional event acute costs and follow-up costs per patient
Annemans e Adverse events were only included where a difference between * Acute costs quereq hospitql admission,
2003°® CLOP and ASA was expected, based on pharmacological profiles, initial investigations, interventions,

and where hospitalisation and intensive resource use would have
been required

e Concomitant medication continued unchanged for the duration of
the analysis or until death and, in view of the small difference in
concomitant medication profiles for patients receiving ASA or CLOP,
an average of the two groups was used for all patients

readmission for further interventions and
inpatient rehabilitation

e Follow-up costs comprised outpatient
rehabilitation, GP/specialist visits, follow-up
examinations, complications, nursing
homes and home care

Beard 2004%°

Model based on
Chambers 1999%
model. Markov
model. Cycle
length: 90 days

UK healthcare
service

e Patients entering the model were assumed to have survived an
initial acute stroke event

e Patients who survived an initial acute episode would be considered
suitable for treatment with an antiplatelet therapy

e Patients had already received rehabilitation treatment for the initial
stroke event prior to entering the model, and were being placed on
standard long-term care, according to their level of permanent
disability/functional status

e Only adverse events associated with withdrawal from therapy are
important to outcomes in the model

No assumptions made

Berger 2008"°

Markov model
adapted from
Annemans.®® Cycle
length: 6 months

German third party
payer

Two scenarios are compared: survival data based on Framingham
database and on Saskatchewan databases

German cost data for acute and follow-up
treatment of patients with Ml, IS or PAD as
published by Diener® were decreased by the
included costs for CLOP treatment due to
their separate

consideration within this Markov model7

Chen 2009

No model has been
developed

US health-care
system (payer)

NR

NR
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Study

Type of model

Perspective

Model assumptions

Markov model. NR NR NR
Delea 2003 | Cycle length: NR

Markov model. UK NHS Perspective | The model assumes patients receive lifelong therapy with CLOP or NR
Karnon 20052 | Cycle length: 1 ASA

year

Individual sampling | Health care provider | e All patients are assigned an initial Rankin score of one NR

model based on the
Duke Stroke Policy

e The placebo group was assumed to follow the natural history of 70-
year-olds with the characteristics of those patients in the Framingham

Matchar Model (DSPM)" for population with first IS
2005 secondary stroke e For each antiplatelet group, the cost per month was increased by an
prevention. The estimated cost of antiplatelet medications
model has been ¢ For each antiplatelet group, the risk of subsequent IS was reduced,
run 100 times using a risk ratio that was estimated from the randomised trials
Markov model. Societal perspective | ¢ When more than two events occurred, the Markov state that e The calculation of chronic care costs after
Time Cycle length: combined the two events with the lowest utility was used survival of severe stroke or intracranial
1 month * Inclusion of the variable severity of stroke not included in the main haemorrhage and other chronic conditions
trial which the model is based on includes 20% of the chronic cost of the
e Itis assumed that CLOP did not alter the distribution of severity, other condition to account for overlapping
Schleinitz based on studies of other antiplatelet therapies therapy
2004™ o As CAPRIE® results were heterogeneous for the three subgroups,
the estimates and 95% confidence intervals for the efficacy of CLOP
for each subgroup rather than the primary study estimate has been
used
e The efficacy of CLOP in reducing haemorrhagic side effects was
varied by a factor of 0.5 to 2
76 | Markov model. NR NR NR
PrllmEr 200 Cycle length: NR
Stevenson Markov model. NR NR NR
2008"" Cycle length: NR
Van Hout Markov model. NR NR NR
2003 Cycle length: NR

ASA=aspirin; BNF=British national formulary; DP=dipyridamole; IS=ischaemic stroke; MI=myocardial infarction; MRD=modified-release dipyridamole; PAD=peripheral arterial disease; TIA=transient
ischaemic attack; NR=not reported
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Cost data and cost sources

All of the studies stated the currency used; five of them also included the currency year which
ranged from 2002 to 2007. Four studies used Euros, three used pound sterling and four used
US dollars. The majority of the studies discussed cost items and provided useful definitions of
costs. Drugs costs have been taken from a variety of different sources including local cost
lists;®® published literature;"® BNF®* "2 and web of pharmacy wholesale suppliers.” ™ Costs of
acute events including hospitalisations and acute care have been taken from the trial based
papers;’” > Medicare DRG data;’® " NHS Trust Financial Return data® and the published
literature.”” 7" Only three papers™ " " do not state the sources of the cost data used. All

papers but one’ have mentioned a discount rate for costs as Table 6-3 shows.
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Table 6-3 Cost data and cost data sources

Currency
Study Cost items and cost data sources e DISEE!
currency rate
year
Annemans Ambulatory cos"cs from INAMI tariff list for Belgium; AEs, unit Euros/2002 3%
2003% costs from Belgian DRG; cost of CLOP and ASA from
‘Répertoire Commenté des medicaments’ Public Belgian costing
The model considered 3 specific areas of resource use. £/2002 6%
Beard Hospitali;ation costs from NHS Trust Financial Returns data;
2004 community-based resource costs were based on the Personal
Social Services Research Unit Health and Social Care Costs;
drugs costs from BNF 2002 prices
Berger a) Acute events Costs from the literature Euros/ NR 3%
2008"° b) Follow-up costs excluding cost of CLOP
c) Cost of drug
Chen Hospitali_satipns, physician costs, p_rocedures, p_ost-ac_ute care |US $/2007 3%
2009"" and medications. Prices were obtained from price weights
derived from comparable populations of US patients
Delea Antiplatelet therapy; inpatient and outpatient treatment of IS; US $/NR 3%*
2003 long-term care for patients with disability: sources NR
a) Hospitalisations, physician |a) Chambers et al 1999%° and  [£/2002 6%
costs and procedures Tengs 2003%
b) Post-acute care b) CAPRIE Steering
Karnon c) Cost of drug with 100% committee®
200572 compliance ¢) BNF for costs of drugs 44th
d) Cost of qualifying events edition
and costs of new MI. d) Robinson et al 2005%°
e) Cost of new stroke and e) Chambers et al 1999%°
stroke as qualifying event
Matchar Cost of events from Medicare claims data; cost of drugs from US $/NR NR
2005" WEB of Pharmacy wholesale and Federal Supply Schedule
a) Costof Ml and IS a) to d)Medicare diagnostic- US $/2002 3%
b) Cost of AEs related group data and
¢) Annual care costs of stroke literature and published
Schleinitz  |d) Annual care costs of AEs literature
2004 e) Cost of drugs e) Average U.S wholesale price
for medications and based
on prices negotiated by a
large volume purchaser
Palmer NR NR Euros/NR Local
2005 guidelines
Stevenson |NR Literature review £/INR 3.5%
2008"
Van Hout |NR NR Euros/NR 4%
2003™

AE=adverse events; ASA=aspirin; BNF=British national formulary; DP=dipyridamole; IS=ischaemic stroke;

Ml=myocardial infarction; MRD=modified-release dipyridamole; NR=not reported; PAD=peripheral arterial disease;
NR= not reported; TIA=transient ischaemic attack; DRG= diagnosis-related groups
* not clearly stated if for both costs and benefits
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Efficacy data and data sources
Only Palmer et al’® and Stevenson et al’’ present data related to efficacy, the rest of the
studies only point out that efficacy data are taken from a specific trial. Table 6-4 describes the

information from the main trials used in each of the economic evaluations.

Health outcome data and data sources
Six of the economic evaluations used QALYSs as the main measure of health outcome; other

outcomes include life year saved (LYS) and life expectancy.

Only Matchar et al”® have not discounted health outcomes. In the study by Delea et al” it is
not clear if discounting has been applied to both costs and benefits. In the study by Palmer et
al,”® discounting was used but the discount rate is not explicitly stated. Health outcome

information from the included studies is summarised in Table 6-4.
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Table 6-4 Health outcome data and data sources

Study Efficacy data Efficacy data sources Health outcomes Health outcome data Discount
sources rate
Annemans 2003%®  [NR CAPRIE®®and Saskatchewan database. |Cost per LYS; quantity of events;|CAPRIE trial®® and 3%
In and outpatient management derived  |events avoided Saskatchewan database
from analysis of Belgian and international
publications and official Belgian health
statistics, and were validated by a group
of 8 Belgian clinical experts
Beard 2004 NR ESPS-2 study”® for all treatments except |Life years lived; QALYs; time  |Original trials (CAPRIE®and  |1.5%
CLOP where data came from CAPRIE.* spent free of stroke recurrence ESPS-229) and published
Risks for acute stroke recurrence from or disability; avoided strokes; literature
year 3 to 5 from Oxford Community number of events
Stroke Project and >5 years risks
assumed to rise with age
Berger 2008 NR CAPRIE trial®®and a Delphi panel to adapt|Fatal and non-fatal strokes; LYS |CAPRIE study® and Delphi  |3%
efficacy data to Germany setting panel
Chen 2009™ NR CHARISMA®® and Saskatchewan Lost life expectancy CHARISMA trial® and 3%
database Saskatchewan database
Delea 2003 NR CAPRIE study® Life expectancy NR 3% *
Karnon 2005 NR UK observational studies QALYs; number of events; life  |[CAPRIE study;* Harvard utility|1.5%
CAPRIE trial® years gained database; Tengs et al;*?
Government Actuary Department (1999- Derdeyn et al;®* Zeckhauser et
2000) al:®® Haigh et al;® Lee et al;¥’
Danese et al®
Matchar 2005 NR Transition functions from Framingham  |QALYs Duke Stroke Policy Model;” |NR
study ‘utilities were estimated from
CAPRIE study;?® ESPS-2 study? a large survey of patients at
risk for major stroke’ (no ref)
Schleinitz 2004  |NR Based on data from CAPRIE®and QALYs Published papers; CAPRIE  |3%

mortality data from life tables. Rate of
TTP with CLOP from an observational
study

study?®
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Study Efficacy data Efficacy data sources Health outcomes Health outcome data Discount
sources rate
Palmer 2005® a) RR increase of CLOP vs ASA: |a) ‘Cochrane review’ QALYs NR ‘discount
serious vascular events: 1.11 |b) CAPRIE trial® rates were
b) RR increase of ASA vs CLOP: applied
Major bleedings: 1.12 according
to the local
guidelines’
Stevenson 2008’ |a) RR high risk patients vs single |a) and b) CAPRIE study® QALYs NR 3.5%
event patients: 1.81
b) RR clopidogrel vs ASA in high
risk patients:
Vascular death: 0.87 (95% ClI
0.63t01.19)
NF 1S: 0.83 (95% CI 0.60
t01.15)
NF MI: 0.53 (95% CI 0.32 to
0.86)
Van Hout 2003"®  |NR CAPRIE study® QALYs CAPRIE study® 4%

ASA=aspirin; NR= not reported; BNF=British national formulary; NF= non-fatal; DP=dipyridamole; IS=ischaemic stroke; LY S=life year saved; MI=myocardial infarction; MRD=modified-release
dipyridamole; NR=not reported; PAD=peripheral arterial disease; QALY= quality adjusted life year; RR=relative risk; TTP= thrombocytopenic purpura; TIA=transient ischaemic attack; *(not clearly
stated if for both costs and benefits)
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Cost-effectiveness ratios

The results of the CEAs are described in Table 6-5. In summary, Annemans et al® and
Berger et al™® conclude that, for the overall population (MI, 1S and PAD), clopidogrel is cost
effective compared to ASA with an ICER of €13,390 per QALY and €14,380 per LYS
(scenario 1) or £18,790 per LYS (scenario 2). Chen et al’* and Delea et al”® show an ICER of
$36,343 per LYS and a range of $40,204 to $49,107 per LYS respectively, concluding that

clopidogrel is cost effective compared to ASA.

Schleinitz et al,” Palmer et al,” and Van Hout et al” conclude clopidogrel is cost effective
when compared with ASA (Table 6-5); although Schleinitz et al’* also conclude that the
current evidence does not support increased efficacy of clopidogrel in MI patients. Stevenson
et al’”” estimate the mean cost per QALY for clopidogrel compared with aspirin was £5443 in

patients with a previous history of MI, who then sustain an IS or a PAD event.

The evaluation by Beard et al®® concludes that MRD+ASA is a cost-effective option with an
ICER below €5,000 per QALY when compared with ASA or MRD alone and it dominates

when compared with clopidogrel or no treatment.

|72

The study by Karnon et a
versus ASA yields an ICER of £21,489 per QALY.

concludes that the comparison of clopidogrel followed by ASA

Matchar et al”®

show that placebo versus ASA and placebo versus MRD+ASA have similarly
low ICERs; however placebo versus clopidogrel yields a high ICER with a low probability of

being cost effective.

The majority of the trials have performed univariate SA and probabilistic sensitivity analysis
(PSA). In general, the SAs show consistency around the ICER. All SAs are summarized in
Appendix 8. Beard et al®® state that their model is sensitive to the long term costs of very
disabled patients. Matchar et al” conclude that although the simulations in their model can

support the results shown, these are not sufficiently robust.
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Table 6-5 Cost-effectiveness results

Study Total costs Total outcomes Incremental cost effectiveness |Conclusion

ratios
Annemans a) Cost of CLOP patients: €12,612 per Events in ASA group: 120.22 ICER CLOP vs ASA; €13,390/LYG |The findings of this CEA suggest that
2003°® patient Events in CLOP group: 107.2 secondary treatment of Ml, IS and PAD

b) Cost of ASA patients: €11,753 per
patient

patients with CLOP adds approximately
43 to 114 life years per 1,000 patients
compared with ASA (depending on
discounting)

Beard 2004%°

Primary analysis (per 1,000 patients):
a) No treatment: €23,489,812
b) ASA: €23,242,692

c) MRD: €23,434,359

d) ASA-MRD: €23,308,578
e) CLOP: €24,247,730
Secondary analysis (life-time)
a) No treatment: €37,757,950
b) ASA:€37,513,168

¢) MRD: €37,662,152

d) ASA-MRD: €37,726,731
e) CLOP: €38,870032

Primary analysis (per 1,000 pts):
a) No treatment: 2,357 QALYs
b) ASA:2,370 QALYs

c) MRD: 2,360 QALYs

d) ASA-MRD: 2,385 QALYs

e) CLOP: 2,374 QALYs
Secondary analysis (life-time)

a) No treatment: 4,199 QALYs
b) ASA:4,248 QALYs

¢) MRD: 4,219 QALYs

d) ASA-MRD: 4,306 QALYs

e) CLOP: 4,265 QALYs

5 and 25 years analysis:
e ASA+MRD vs ASA:
ICER: £4,207-3,666/QALY
¢ ASA+MRD vs MRD:
ICER:dominated -£742.29/QALY
¢ ASA+MRD vs CLOP:
ICER: CLOP dominated
¢ ASA+MRD vs no treatment:
ICER: No treatment dominated

The current model suggests that, based
on a consideration of first recurrence of
stroke and the acute treatment impacts of
TIAs and non-fatal OVEs, antiplatelet
therapy based on MRD+ASA is a cost-
effective treatment option over standard
ASA. The model is sensitive to the long
term costs of very disabled patients

Berger 2008

Overall, the 2-year costs per 1000 patients
under immediately initiated CLOP
prophylaxis were calculated to be
€1,241,440

ASA (events per 1,000 patients):

e Vascular death: 33.12

e Non-fatal events: 87.09

e All vascular events: 120.22
CLOP:

e Vascular death: 30.91

e Non-fatal events: 76.11

e All vascular events: 107.02

ICER:
scenario 1: €14,380/LYS;
scenario 2: €18,790/LYS;

The presented model shows cost-
effectiveness of secondary prevention
with CLOP vs ASA in patients with MI, IS
or PAD
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Study

Total costs

Total outcomes

Incremental cost effectiveness
ratios

Conclusion

Chen 2009™

Mean cost per patient:
ASA group; $11,136
CLOP+ASA group: $13,743

Life expectancy without in-trial
events (years):

Male, age 65: 11.63; Female, age
65:13.17

Unadjusted lost life expectancy
associated with specific in-trial
events (years):

Male, age 65=mild stroke: 6.23;
moderate-severe stroke: 8.71;
MI:4.69

Female, age 65=mild stroke: 7.53;
moderate-severe stroke: 10.34;
MI:5.93

e Overall population: ICER:
$36,343 /LYG

e Population aged<65: ICER:
$28,144 /LYG

e Population aged=65: ICER:
$/61,213LYG

e Male population: ICER:
$31,024/LYG

e Female population: ICER:
$54,817/LYG

For the pre-sg)ecified subgroup of
CHARISMA®® patients with established
CV disease, adding CLOP to ASA for
secondary prevention over 28 months of
therapy appears to increase life
expectancy modestly at a cost commonly
considered acceptable within the US
health-care system

Delea 2003" [NR NR ICER ranges from $40,204-$49,107 |CLOP is cost effective vs ASA in patients
per life-year saved with recent IS, recent M, or PAD
Karnon Lifetime costs: Total number of events: ICER: CLOP has been demonstrated to be a
2005 ASA: £18,380,509 ASA: 195; CLOP: 172 £21,489/QALY cost-effective treatment in patients at risk
CLOP: Life years gained: £18,888/LYG of secondary OVEs, is clinically superior
£19,199,554 ASA:14,199; CLOP:14,242 to ASA and has great potential for
QALYs gained: reducing the morbidity and mortality
ASA:11,964; CLOP:12,002 caused by these diseases
Matchar Total cost per patient: Total QALYs per patient: Based on the means for 100 runs |ASA is superior to placebo. Choice
2005" Placebo group: $48,405 Placebo group: 3.54 of 10,000 patients each. between ASA and MRD+ASA is less

ASA group: $48,681
CLOP group: $52,721
MRD+ASA: $53,004

ASA group: 3.70
Clopidogrel group: 3.77
MRD+ASA: 3.93

e Placebo v. ASA: $1,725 /QALY
e Placebo vs CLOP:
$57,714/QALY

e Placebo vs MRD+ASA:
$1,769/QALY

obvious; but the more the decision maker
is WTP for improved outcomes the more
likely it is that MRD+ASA will be preferred.
CLOP was seldom judged to be the
optimal strategy. But, results were not
sufficiently robust to select between
MRD+ASA and ASA based on statistical
considerations alone

Clopidogrel and MRD for occlusive vascular events

Page 84 of 208




Study Total costs Total outcomes Incremental cost effectiveness |Conclusion
ratios
Schleinitz CLOP: QALYs (CLOP): PAD: $25,100/QALY CLOP more CLOP provides a large increase in QALYs
2004™ PAD: $123,300; stroke: $201,400; MI: PAD: 9.58; stroke: 8.66; MI: 10.83 |effective at a cost that is within traditional societal
$98,500 QALYs (ASA): STROKE: $31,200 /QALY CLOP limits for patients with either PAD or a
ASA: PAD: 9.03; stroke: 8.49; MI: 11.09 |more effective recent stroke. Current evidence does not
PAD:$109,500; stroke: $196,000; MI: MI: -$26,200/QALY ASA more support increased efficacy with CLOP vs
$91,700 effective ASA in patients after Mi
Palmer NR NR 20,111€/QALY in Belgium In the four countries the ICER falls below
2005 18,882€/QALY in France the acceptable thresholds, showing that
15,620€/QALY in Switzerland CLOP compared to ASA is cost effective
15,713€/QALY in UK in the studied population
Stevenson NR NR The mean cost per QALY for CLOP |The model suggests that, in patients with
2008’ compared with ASA was £5,443 a previous Ml event and a subsequent IS
(95% confidence interval £2,332to |or PAD event, CLOP can be considered
dominated) cost effective compared with ASA in terms
of current UK thresholds
Van Hout NR NR ICER: €17,279/QALY with event CLOP shows as a dominant strategy in
2003 specific risk reductions and patients not eligible for treatment with

€15,776/QALY using constant RRR
of 8.7%

ASA. The cost effectiveness is within an
acceptable range when compared with
ASA, especially in high-risk patients

ASA=aspirin; CLOP= clopidogrel; BNF=British national formulary; ICER=incremental cost-effectiveness ratio; LY G=life year gained; MRD=modified-release dipyridamole; NR= not reported,;
IS=ischaemic stroke; MI=myocardial infarction; NR=not reported; CV= cardiovascular; OVE=occlusive vascular events; PAD=peripheral arterial disease; QALY=quality adjusted life year;
TIA=transient ischaemic attack; WTP=willingness to pay
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Summary of evidence and discussion

In general, the results of the literature review of cost-effectiveness evidence, show that, from
a health service perspective, the use of clopidogrel in patients with previous PAD, IS or Ml is
a cost-effective option compared with ASA in the secondary prevention of OVEs. However, it

is noted that Schleinitz et al™

conclude that current evidence does not support increased
efficacy of clopidogrel in the MI patient group; this is the only evaluation which includes
subgroup analysis to estimate ICERs by patients’ previous event. This is also the only study
not funded by a pharmaceutical manufacturer (four papers™"® did not provide details of

industry affiliation).

The combination of MRD+ASA seems to be cost effective compared with any other treatment
(vs ASA, vs CLOP, vs no treatment) in patients with previous IS or TIA in the secondary
prevention of OVEs. There is only one evaluation®® which includes this combination
(MRD+ASA) and therefore the evidence base is limited.

Although model structures are similar, the length of the cycles differs from one study to
another and the assumptions regarding the transition probabilities (e.g. Annemans et al®® life
expectancy assumptions) are not always reliable. Data in the models are from a broad variety

of sources which makes it difficult to pool the results and make definitive conclusions.

All evaluations except three” ™ 7" were published prior to 2006; this means more recent trials
and papers have not been used to inform the economic evaluations (e.g. clinical data from
PROFESS,”® REACH," or MATCH®’ are not described in the papers). The relevance of this
cost-effectiveness review to decision making is therefore limited as the economic evaluations

are not based on the most up-to-date clinical data.
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6.2.1 Review of Boehringer-Ingelheim submission

Table 6-6 NICE reference case checklist

NICE reference case Reference case Does the de novo
requirements economic evaluation
match the reference
case?
Defining the decision problem The scope developed by the As per the final scope
Institute issued by NICE
Comparators Therapies routinely used in ASA, CLOP, MRD+ASA
the NHS, including and no treatment
technologies currently
regarded as best practice
Perspective on costs NHS and PSS As per the final scope
issued by NICE
Perspective on outcomes All health effects on As per the final scope
individuals issued by NICE
Type of economic evaluation Cost-effectiveness analysis Cost-effectiveness analysis
Synthesis of evidence on Based on a systematic review | All data are derived from
outcomes head to head trials (mainly
PROFESS™)
Measure of health benefits QALYs QALYs
Source of data for measurement | Reported directly by patients EQ-5D used to collect data
of HRQoL and/or carers from patients in the
PROFESS® trial; published
literature
Source of preference data for Representative sample of EQ-5D used to collect data
valuation of changes in HRQoL | general public from patients in the
PROFESS® trial; published
literature
Discount rate An annual rate of 3.5% on 3.5% per annum for costs
both costs and QALYs and health effects
Equity weighting An additional QALY has the All QALYs estimated by
same weight regardless of the model have the same
the other characteristics of weight
the individuals receiving the
health benefit

ASA=aspirin; LY=life years; QALY=quality adjusted life years; CLOP=clopidogrel; NICE= national institute for clinical
excellence’ HRQoL= health related quality of life; PSS= personal social services; MRD= modified release
dipyridamole

Overview of submitted manufacturer’s submission
A Markov model was designed to assess the cost effectiveness of MRD+ASA vs ASA alone,

clopidogrel and no treatment for the secondary prevention of OVESs in:

e Patients who have experienced an IS and are tolerant of ASA
e Patients who have experienced a TIA and are tolerant of ASA
The model is based on the model developed by the Technology Appraisal Group to inform the

previous guidance.® The structure of the manufacturer’s model is shown in Figure 6-1.

The model estimates costs from the perspective of the UK NHS, and health outcomes in terms
of life years and QALYs in a simulated cohort of 1,000 patients initially aged 45-80 years

using a time horizon of 2.5-50 years and a cycle length of six months.

Costs and benefits have been discounted at a rate of 3.5% per annum.
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Figure 6-1Schematic structure of the Boehringer-Ingelheim model

The model presents five health states:

e No recurrent stroke

e Recurrent IS

e Haemorrhagic stroke

e Vascular death

e Non-vascular death
Patients enter into the model in the ‘no recurrent stroke’ health state, from where they may
move to any other state or remain in the same state. From the ‘recurrent IS’ state patients may
move to ‘haemorrhagic stroke’, ‘vascular death’ or ‘non-vascular death’, or remain in the
‘recurrent IS’ state. In the “haemorrhagic stroke’ state, patients will either remain in this state
or die. Once patients enter the ‘haemorrhagic stroke’ health state, any additional recurrent
haemorrhagic stroke events are not recognised in the model. The manufacturer states that this
restriction is introduced to avoid the situation where an additional event (e.g. new IS) leads to
a patient’s utility state improving. If multiple events occur in a single cycle, one event is given
priority in allocating patients to a health state in the following order of descending priority:
death, haemorrhagic stroke, IS. The model also includes two tunnel health states: ‘other

haemorrhagic events’ (OHES) and ‘new or worsening CHF’.
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Summary of clinical effectiveness data
Transition probabilities during the first four years are derived from different trials for each of

the arms:

e MRD+ASA and clopidogrel: PROFESS® trial
e ASA alone: combination of ESPRIT® trial and ESPS-2% trial
e No treatment; ESPS-2?° trial

Beyond the first four years, the transition probabilities are assumed to remain constant at the

values of the last monthly cycle of the fourth year period for the following transitions:

e New recurrent IS from the “no recurrent stroke’ state
o Haemorrhagic stroke from the ‘no recurrent stroke’ state

e Haemorrhagic stroke from the ‘new recurrent 1S’ state

The manufacturer used published data from the Oxfordshire Community Stroke Project® and
the Lothian Stroke Registry® to estimate the overall death rate amongst stroke patients
compared to the general population. A multiplier of 1.5 was used to generate an overall
expected age-related death rate beyond the trial period from the Office of National Statistics
(ONS) death rate data for the general population. The vascular and non-vascular death rates

beyond the four years of the trial were assumed to sum to this rate.

The manufacturer has assumed that those patients who have experienced a TIA had a rate of
previous IS events equal to 80% of those who had experienced a previous IS. This assumption
is made on the basis of the previous MTA? in which the AG group made the same

assumption.

Summary of costs and resource use
(1 Event costs

Separate costs were assigned to the health states of ‘no recurrent stroke’, ‘recurrent IS’ and
‘haemorrhagic stroke’ based on the estimated percentage of patients who were disabled in
each health state. Data from the PROFESS®® trial were used to estimate the percentage of
patients in each of these three health states who were disabled and non-disabled based on the
modified Rankin scale; those who score 0-2 are defined as non-disabled and those who score
3-5 are disabled. The cost data used in the model for disabled and non-disabled stroke patients
were taken from the same source used in the original MTA? updated using an inflation index

using data from PSSRU.* Costs are shown in Table 6-7.
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Table 6-7 Stroke event costs

Health state event Cost* Reference
Non disabled (first cycle) £5,930
- Non disabled (subsequent cycle) £0
Instggg:)nal Disabled (first cycle) 