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Abstract

The prognostic utility of tests of platelet function for the
detection of ‘aspirin resistance’ in patients with established
cardiovascular or cerebrovascular disease: a systematic
review and economic evaluation

Janine Dretzke,’ Richard D Riley,? Marie Lordkipanidzé,34
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Malcolm Price,’ Smriti Raichand,’ James Hodgkinson,® Susan Bayliss,’
David Fitzmaurice®* and David Moore'

TPublic Health, Epidemiology and Biostatistics, School of Health and Population Sciences,
University of Birmingham, Birmingham, UK

2Research Institute of Primary Care and Health Sciences, Keele University, Staffordshire, UK

3Faculté de Pharmacie, Université de Montréal, Montreal, QC, Canada
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7Institute of Health and Society, Newcastle University, Newcastle, UK

*Corresponding author d.a.fitzmaurice@bham.ac.uk

Background: The use of aspirin is well established for secondary prevention of cardiovascular disease.
However, a proportion of patients suffer repeat cardiovascular events despite being prescribed aspirin
treatment. It is uncertain whether or not this is due to an inherent inability of aspirin to sufficiently modify
platelet activity. This report aims to investigate whether or not insufficient platelet function inhibition by
aspirin (‘aspirin resistance’), as defined using platelet function tests (PFTs), is linked to the occurrence of
adverse clinical outcomes, and further, whether or not patients at risk of future adverse clinical events can
be identified through PFTs.

Objectives: To review systematically the clinical effectiveness and cost-effectiveness evidence regarding
the association between PFT designation of ‘aspirin resistance’ and the risk of adverse clinical outcome(s) in
patients prescribed aspirin therapy. To undertake exploratory model-based cost-effectiveness analysis on
the use of PFTs.

Data sources: Bibliographic databases (e.g. MEDLINE from inception and EMBASE from 1980), conference
proceedings and ongoing trial registries up to April 2012.

Methods: Standard systematic review methods were used for identifying clinical and cost studies.

A risk-of-bias assessment tool was adapted from checklists for prognostic and diagnostic studies.
(Un)adjusted odds and hazard ratios for the association between ‘aspirin resistance’, for different PFTs,
and clinical outcomes are presented; however, heterogeneity between studies precluded pooling of results.
A speculative economic model of a PFT and change of therapy strategy was developed.
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ABSTRACT

Results: One hundred and eight relevant studies using a variety of PFTs, 58 in patients on aspirin
monotherapy, were analysed in detail. Results indicated that some PFTs may have some prognostic
utility, i.e. a trend for more clinical events to be associated with groups classified as ‘aspirin resistant’.
Methodological and clinical heterogeneity prevented a quantitative summary of prognostic effect.
Study-level effect sizes were generally small and absolute outcome risk was not substantially different
between ‘aspirin resistant’ and ‘aspirin sensitive’ designations.

No studies on the cost-effectiveness of PFTs for ‘aspirin resistance’ were identified. Based on assumptions
of PFTs being able to accurately identify patients at high risk of clinical events and such patients benefiting
from treatment modification, the economic model found that a test—treat strategy was likely to be
cost-effective. However, neither assumption is currently evidence based.

Limitations: Poor or incomplete reporting of studies suggests a potentially large volume of inaccessible
data. Analyses were confined to studies on patients prescribed aspirin as sole antiplatelet therapy at the
time of PFT. Clinical and methodological heterogeneity across studies precluded meta-analysis. Given the
lack of robust data the economic modelling was speculative.

Conclusions: Although evidence indicates that some PFTs may have some prognostic value,
methodological and clinical heterogeneity between studies and different approaches to analyses create
confusion and inconsistency in prognostic results, and prevented a quantitative summary of their
prognostic effect. Protocol-driven and adequately powered primary studies are needed, using standardised
methods of measurements to evaluate the prognostic ability of each test in the same population(s),

and ideally presenting individual patient data. For any PFT to inform individual risk prediction, it will likely
need to be considered in combination with other prognostic factors, within a prognostic model.

Study registration: This study is registered as PROSPERO 2012:CRD42012002151.

Funding: The National Institute for Health Research Health Technology Assessment programme.
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Glossary

'Aspirin resistant’ Those individuals prescribed aspirin therapy classified as having insufficient inhibition
of platelet reactivity (i.e. elevated platelet reactivity) based on the platelet function test and threshold
specified by the authors of the relevant studies.

'Aspirin sensitive’ Those individuals prescribed aspirin therapy classified as having sufficient inhibition of
platelet reactivity (i.e. low platelet reactivity) based on the platelet function test and threshold specified by
the authors of the relevant studies.

Major adverse cardiac event (MACE) Individual definitions vary between studies, but for the purposes
of this report, this is any composite measure including death and cardiovascular events with or without
ischaemic events.

Predictive utility Whether or not a platelet function test with good prognostic utility is able for individual
patients to distinguish between those who will and those who will not have an adverse outcome, in order
to determine if treatment modification should be considered based on the test result.

Prognostic utility Whether or not a platelet function test is able to distinguish between groups of
patients with different average outcome risks even if it does not accurately predict individual outcome risk.

© Queen'’s Printer and Controller of HMSO 2015. This work was produced by Dretzke et al. under the terms of a commissioning contract issued by the Secretary of State for

Health. This issue may be freely reproduced for the purposes of private research and study and extracts (or indeed, the full report) may be included in professional journals XXV
provided that suitable acknowledgement is made and the reproduction is not associated with any form of advertising. Applications for commercial reproduction should be

addressed to: NIHR Journals Library, National Institute for Health Research, Evaluation, Trials and Studies Coordinating Centre, Alpha House, University of Southampton Science

Park, Southampton SO16 7NS, UK.






ACE
ACS
ADP
AMSTAR

ARU
CABG
CAD
CEPI
Cl
COX
CVvD
ET

Gl

GP
HR
HTA
ICER
ICH
IPD
LEAD
LTA
MACE
Ml
NHS EED
NIHR

angiotensin-converting enzyme
acute coronary syndrome
adenosine diphosphate

Assessment of Multiple
Systematic Reviews

aspirin reaction unit

coronary artery bypass graft
coronary artery disease
collagen/epinephrine

confidence interval
cyclo-oxygenase

cerebrovascular disease

essential thrombocythaemia
gastrointestinal

general practitioner

hazard ratio

Health Technology Assessment
incremental cost-effectiveness ratio
intracranial haemorrhage
individual patient data
lower-extremity artery disease

light transmission aggregometry
major adverse cardiac event
myocardial infarction

NHS Economic Evaluation Database

National Institute for
Health Research

NIHSS

NSAID

OR

PAD

PCl
PFA-100®
PFT

PPCI

PSA
PSS
PVD
QALY
ROC
RR
SD
SVG
TEG
TIA
TXxA,
TxB,
UA
WBA

VOL. 19 NO. 37

National Institutes of Health
Stroke Scale

non-steroidal anti-inflammatory
drug

odds ratio

peripheral arterial disease
percutaneous coronary intervention
platelet function analyser-100
platelet function test

primary percutaneous coronary
intervention

probabilistic sensitivity analysis
Personal Social Services
peripheral vascular disease
quality-adjusted life-year
receiver operating characteristic
rate ratio

standard deviation

saphenous vein graft
thromboelastography
transient ischaemic attack
thromboxane A,
thromboxane B,

unstable angina

whole-blood aggregometry

© Queen'’s Printer and Controller of HMSO 2015. This work was produced by Dretzke et al. under the terms of a commissioning contract issued by the Secretary of State for
Health. This issue may be freely reproduced for the purposes of private research and study and extracts (or indeed, the full report) may be included in professional journals

provided that suitable acknowledgement is made and the reproduction is not associated with any form of advertising. Applications for commercial reproduction should be
addressed to: NIHR Journals Library, National Institute for Health Research, Evaluation, Trials and Studies Coordinating Centre, Alpha House, University of Southampton Science
Park, Southampton SO16 7NS, UK.






DOI: 10.3310/hta19370 HEALTH TECHNOLOGY ASSESSMENT 2015 VOL. 19 NO. 37

Plain English summary

Aspirin is prescribed for people who have had diseases of the heart or circulation, such as a heart
attack, angina (chest pain) or stroke. Aspirin is thought to lower the risk of further disease by
preventing platelets (a type of blood cell) from sticking together and forming blood clots. In some people
aspirin does not seem to work as well as expected, and further heart attacks, strokes or other events

are more common. Platelet function tests (PFTs) are a type of test that can assess how platelets are
aggregating ('sticking’ together) and whether or not taking aspirin reduces the aggregation. Depending on
the amount of platelet aggregation, a person may be classified as ‘aspirin resistant’, meaning that their
platelet aggregation might not be reduced sufficiently by aspirin.

The aim of this report was to gather all the studies that have looked at the relationship between platelet
aggregation (assessed using a PFT) and the risk of having a cardiovascular event, and to see if ‘aspirin
resistance’ is associated with an increased chance of future heart attacks or strokes. If patients at higher
risk could be identified, then a change in their treatment might be considered to prevent future problems.

Fifty-eight studies were reviewed in detail and these indicate that, on average, some tests may have some
value, but differences between the studies create a confused and inconsistent picture. As such, no firm
conclusions about the value of specific PFTs for individual patients could be made. Therefore, this report
makes recommendations for future research.
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Scientific summary

Background

Aspirin is recommended in cardiovascular disease to prevent future thrombotic complications. However,
not all patients benefit from being prescribed aspirin to the same extent, and the question is therefore
whether or not patients who suffer events do so because of insufficient antiplatelet effect of aspirin. This
systematic review assesses whether or not insufficient platelet function inhibition by aspirin, as measured
by platelet function tests (PFTs), is linked to the occurrence of adverse clinical outcomes. This process was
undertaken in order to ascertain the prognostic utility of the available PFTs. For the purposes of this report,
those individuals prescribed aspirin and classified as having insufficient inhibition of platelet reactivity

(i.e. elevated platelet reactivity), based on a PFT and threshold specified by the authors of the studies,

are deemed to be ‘aspirin resistant’.

Objectives

1. To review systematically the clinical evidence relating platelet function test results to the risk of adverse
clinical outcome(s) in patients on aspirin therapy with established cardiovascular disease, cerebrovascular
disease (CVD) or diabetes. More specifically, to determine whether or not PFT results have any utility as
a prognostic factor and, should that be demonstrated, whether or not they also have any utility in
identifying (diagnosing) individuals at higher risk of cardiovascular events.

2. To review systematically the evidence relating to the economic utility of PFTs in patients on aspirin
therapy with established cardiovascular disease, CVD, or diabetes.

3. To undertake exploratory model-based cost-effectiveness analysis of the use of PFTs in patients on
long-term aspirin therapy with investigation of the potential for populating the model with data based
on the results of the systematic review outlined in objective 1.

Methods
For the systematic reviews standard methods were employed.

For the review of prognostic utility, studies were eligible for inclusion if they were prospective primary
studies or systematic reviews of studies assessing PFTs in relation to clinical outcomes; were in patients
aged > 18 years on aspirin, with established cardiovascular disease, CVD, or diabetes; and included either
a cyclo-oxygenase-1 enzyme-specific PFT (which measures aspirin response specifically) or a global PFT in
patients receiving aspirin as the only antiplatelet therapy. Relevant clinical outcomes were vascular events,
haemorrhagic events, all-cause mortality, mortality due to vascular events and composite outcomes
containing the above [e.g. major adverse cardiac events (MACEs)]. Reported outcomes had to occur after
the undertaking of a PFT and the post-test follow-up period had to be 7 days or longer.

Bibliographic databases (e.g. MEDLINE from inception and EMBASE from 1980, and ongoing studies and
conference proceedings databases) were searched up to April 2012, and citation searching was undertaken.
Study selection was performed in duplicate using predefined criteria, with recourse to full texts where
necessary, and disagreements were resolved by discussion or by referral to a third reviewer. No language or
publication restrictions were placed on searches or study selection.
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SCIENTIFIC SUMMARY

Risk of bias was assessed by one reviewer and independently checked by a second. Disagreements were
resolved by discussion. Assessment criteria were based on criteria for checking the quality of prognostic
studies and the quality assessment of diagnostic accuracy studies (revised tool) (QUADAS-2). Criteria
related to the domains of patient selection, PFT, outcomes, study attrition and confounding.

Data extraction was conducted by one reviewer using a standardised, piloted data extraction form,

and independently checked by a second. Disagreements were resolved through discussion or referral

to a third reviewer. Data were extracted on study design and characteristics, patient characteristics,
antiplatelet regimens, PFT utilised, outcome measures and length of follow-up, data required for analyses,
statistical methods employed and their appropriateness.

Studies were grouped according to whether patients were prescribed monotherapy (aspirin only) or dual
therapy (with a second antiplatelet agent added to aspirin) at the time of PFTs in order to distinguish
between patients with different therapeutic needs. It was decided to undertake a stepwise approach to
reporting and analysing studies, starting with monotherapy studies and then moving on to dual-therapy
studies owing to the added complexity engendered in the latter. As prognostic utility of PFTs in patients
treated with aspirin as monotherapy was not convincingly demonstrated, it was decided not to undertake
analyses of the dual-therapy studies. However, all data extracted in relation to dual-therapy studies have
been made available to readers via a web portal.

Where possible, results were presented for different PFTs, different outcome measures (e.g. death, MACE)
and different outcome statistics (e.g. odds ratios, hazard ratios). Adjusted and unadjusted results were also
presented separately. Where more than one threshold was used (for classification of ‘aspirin resistance’),
results were presented for all thresholds. Methodological and clinical heterogeneity precluded pooling of
results, but forest plots were used to visualise data and indicate heterogeneity between studies.

Similar review methods were employed for the review of cost-effectiveness studies. Any of the following
study designs was eligible: cost—consequence analysis, cost-effectiveness analysis, cost-benefit analysis,
cost-utility analysis and cost studies. Outcomes of interest were cost-effectiveness, cost estimates,
utilisation estimates and quality-of-life estimates.

A speculative economic model developed as a decision tree combined with a Markov model was built to
estimate the cost-effectiveness of PFTs, with the option of change in treatment based on a designation of
‘aspirin resistant’ compared with no testing and no change in treatment (current treatment), from a NHS
and Personal Social Services perspective.

Results and discussion

Systematic review of the primary studies linking platelet function testing

and future thrombotic risk

Searches identified 120 articles reporting the result(s) of one or more PFTs in relation to clinical outcome
data, and these articles represented 108 separate studies. Fifty-eight studies reported on a patient group
solely or predominantly receiving aspirin as monotherapy at the time of testing. The PFTs used in

these studies were (i) light transmission aggregometry (LTA), (i) VerifyNow® Aspirin (Accumetrics, Inc.,
San Diego, CA, USA), (iii) measurement of urinary or serum/plasma thromboxane B, metabolites,

(iv) platelet function analyser-100 (PFA-100%®; Siemens, Malvern, PA, USA), (v) whole-blood aggregometry
(WBA), (vi) thromboelastography (TEG) and (vii) other miscellaneous tests.

The studies were highly heterogeneous with regard to patient groups studied, designation of ‘aspirin
resistance’, range and definition of clinical outcomes and types of statistics reported.
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Nineteen studies used LTA, mainly in stable coronary artery disease populations. The most frequently
reported test threshold to define ‘aspirin resistance’ was 20% platelet aggregation induced by arachidonic
acid, although other agonists (particularly adenosine diphosphate and collagen) were also used with
different threshold levels. For the point-of-care VerifyNow® Aspirin assay, seven studies were identified.
The most common threshold used to define poor response to aspirin was 550 aspirin response units, as
recommended by the manufacturer. Eleven studies were identified using thromboxane metabolites to
define ‘aspirin resistance’. Thromboxane metabolites were measured in urine, serum or plasma, usually by
enzyme immunoassay, although radioactive labelling was also reported. Methods for deriving thresholds
and thresholds to define ‘aspirin resistance’ themselves were variable. For the PFA-100® assay, 21 studies
were identified, for the most part in stable populations, although studies in acute populations contributed
substantially to results. The collagen/epinephrine cartridge was used to assess platelet responses to aspirin.
For WBA, eight studies were identified, all in stable disease patients except in one study. The most
commonly reported agonist was arachidonic acid, although collagen was also sometimes used. The
threshold to define ‘aspirin resistance’ was not always reported or consistent across studies. The TEG
system was reported in three studies (two with a stable, one with an acute disease population), and a
threshold for ‘aspirin resistance’ of 50% was consistently used across studies.

In general, study reporting lacked detail to assess quality criteria, regardless of the PFT used, thus
hampering an overall risk-of-bias assessment. Lack of detail related in particular to blinding (to patient
characteristics or of outcome assessors), loss-to-follow-up information and level of compliance with aspirin
treatment. There was no consistent reporting of adjusted analyses.

Overall, there is a possible trend suggestive of more clinical events occurring in those groups of patients
designated ‘aspirin resistant’, with some results in some studies showing statistical significance; this is

the case across the majority of tests (LTA, VerifyNow® Aspirin, PFA-100®, thromboxane metabolite
measurement), though to a lesser extent for TEG, and with data for WBA not allowing many conclusions
to be drawn. This trend is also fairly consistent across some outcomes (i.e. death, MACEs and ischaemic/
thrombotic events) irrespective of test, though the direction of effect is not always consistent for different
thresholds applied to the data from the same study. There are very limited data on bleeding events and
thus no inference could be drawn.

The results suggest that PFTs (specifically LTA, VerifyNow® Aspirin, PFA-100®, thromboxane metabolite
measurement and TEG) may have some prognostic value as they are fairly consistently associated with
elevated risk of cardiovascular events (MACE or death). However, as meta-analysis was not possible, no
firm quantitative conclusions can be drawn as to the prognostic value. Given that the effect sizes for an
association with clinical events are relatively small and highly uncertain, a determination of the diagnostic
utility of PFTs (for determining if an individual is at higher risk of a clinical event) was not possible in

this report.

Review of the existing systematic reviews

Fifteen systematic reviews relevant to prognostic utility were identified, and of these, four were considered
methodologically more robust than the others. All four reviews found a positive association between
aspirin non-responder status (‘resistance’) and likelihood of adverse cardiovascular outcomes, despite their
differences in precise research question, range of included studies and primary outcome measures.
However, these reviews had important deficiencies, variously:

a lack of a rigorous and transparent approach to quality assessment

insufficient comprehensiveness and a failure to account for the complexity of the field by not
considering the effect of different PFTs, thresholds, etc.

not distinguishing between adjusted and non-adjusted statistical data

uncertainty regarding whether or not patients receiving aspirin as monotherapy and participants who
received additional antiplatelet agents (most commonly dual antiplatelet therapy with aspirin and
clopidogrel) were combined in the analysis
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® uncertainty over whether included studies were prospective or retrospective in design
® failure to account for the effect of non-compliance.

In this context, caution must be exercised in interpretation of the findings from these previous reviews.

Systematic review of economic evaluations and economic model

Currently, there is no existing economic evidence on the cost or cost-effectiveness of platelet function
testing for ‘aspirin resistance’. This report presents the first model to attempt to estimate the
cost-effectiveness of a ‘test and change treatment’ strategy using platelet function testing to define an
at-risk population. The model (based on a decision tree coupled with a Markov model) is highly speculative
owing to the large degree of heterogeneity and uncertainty around the prognostic utility of PFTs,

and it contains numerous assumptions. This has been addressed, where possible, by deterministic
sensitivity analysis and also by taking into account the uncertainty around many of the model parameter
values. In addition, further analyses have been presented to show scenarios where platelet function testing
for ‘aspirin resistance’ and a change in treatment would not be cost-effective.

Assuming a PFT can accurately identify patients at higher risk of adverse clinical outcomes while receiving
aspirin therapy as the sole antiplatelet agent and patients changed to an effective treatment, a ‘test and
change treatment’ option is very likely to be cost-effective. Conversely, if a PFT cannot identify these
patients, and a treatment change is not effective in reducing adverse clinical outcome (MACE) risk, then a
"test and change treatment’ strategy is not cost-effective. The parameters with the greatest impact on
model results are the proportion that are correctly identified as having a high risk of clinical outcome,

the effectiveness of a change in treatment if designated ‘aspirin resistant’, the cost of a test and the cost
of a change in treatment. The accuracy of testing, the additional risk of an adverse outcome associated
with a designation of ‘aspirin resistant’ and the effectiveness of a change in therapy are the most
uncertain. The model requires more robust data on all of these aspects.

Conclusions

The current report has demonstrated a lack of a consistent association between a laboratory designation
of ‘aspirin resistance’ and clinical outcome, on any test and in any outcome, despite the existence of a vast
number of studies which have sought to clarify this association. Although evidence indicates that some
tests may have some prognostic value, methodological and clinical heterogeneity between studies and
different approaches to analyses create confusion and inconsistency in prognostic results, and prevented a
guantitative summary of their prognostic effect. As no large/consistent effect for prognostic utility could be
shown, consideration of diagnostic utility was not meaningful.

Recommendations for future research

There is a need for large, protocol-driven and adequately powered primary studies using standardised and
agreed methods of measurement to evaluate the prognostic ability of each test in the same population(s).
For the tests to inform individual risk prediction, it is likely that they need to be considered in combination
and alongside other prognostic factors, within a prognostic model. Once these issues have been addressed
it may be possible to undertake a ‘test—treat trial’ using a prognostic model to tailor antiplatelet therapy
to individuals.
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Study registration

This study is registered as PROSPERO 2012:CRD42012002151.

Funding

Funding for this study was provided by the Health Technology Assessment programme of the National
Institute for Health Research.
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Chapter 1 Background

C ardiovascular disease is the leading cause of death in the developed world, with coronary artery disease
(CAD) and stroke accounting for one-quarter of all deaths in the UK." Important progress has been
made in the management of heart disease over the last century, driving the incidence of disease down in
both men and women. Among the many beneficial medical therapies which have been shown to decrease
the risk of recurrent vascular events, antiplatelet agents have become the cornerstone of therapy in patients
suffering from atherosclerotic vascular disease. It is thus not surprising that over 40,000 tons of aspirin

are produced every year worldwide, and 35,000 kg of aspirin are consumed every day in the USA alone
(the figure for the UK is 6000 kg per day).? In the UK, aspirin was the second most prescribed drug in 2011,
with 32.4 million prescriptions dispensed in the community, 95% of which were for cardioprotection.?

Indications for antiplatelet therapy

The use of antiplatelet agents covers a large spectrum of vascular diseases.* In primary prevention,
antiplatelet agents can be given to patients at high risk of thrombotic events, such as patients with multiple
risk factors for CAD or diabetes. In secondary prevention, antiplatelet agents can be given either acutely

in patients with acute coronary syndromes (ACSs), following percutaneous coronary intervention (PCl) or
coronary artery bypass graft (CABG), or chronically in patients with stable CAD, in patients with a history of
transient ischaemic attacks (TIAs) or strokes and patients with peripheral arterial disease (PAD).> The benefit
of aspirin therapy in each of these pathologies is related to the underlying thrombotic risk, and is usually
greatest in high-risk individuals and lowest in individuals with no overt atherosclerotic disease (Figure 1).

Antiplatelet therapy in primary prevention of cardiovascular disease

There is little clinical evidence to support the use of antiplatelets for the primary prevention of
cardiovascular events in patients with a cardiovascular disease risk less than 20%.* In patient groups
carrying the highest cardiovascular disease risk, the benefit (i.e. the expected number of individuals
avoiding a serious vascular event by using aspirin) exceeds the risk associated with aspirin treatment

(i.e. experiencing a major bleed).® The latest meta-analysis by the Antithrombotic Trialists” Collaboration
found that aspirin therapy in primary prevention of cardiovascular events resulted in a 12% proportional
reduction in the incidence of serious vascular events [rate ratio (RR) 0.88, 95% confidence interval (Cl)

0.82 to 0.94] and an 18% proportional reduction in the incidence of major coronary events (RR 0.82,

95% C10.75 to 0.90).* On the other hand, aspirin was associated with an increase in major gastrointestinal
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Subjects in whom 40
a vascular event
is prevented by 30
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1000 treated/year 5 |
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Annual risk of a vascular event on placebo

FIGURE 1 The benefit of aspirin in terms of risk prevention in different patient groups. From Eikelboom JW,

Hirsh J, Spencer FA, Baglin TP, Weitz JI. Antiplatelet drugs: Antithrombotic Therapy and Prevention of Thrombosis,
9th ed: American College of Chest Physicians Evidence-Based Clinical Practice Guidelines. Chest 2012;141(2 Suppl.):
€89-119.° Reproduced with permission from the American College of Chest Physicians. MI, myocardial infarction.
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BACKGROUND

(Gl) and other extracranial bleeds (RR 1.54, 95% Cl 1.30 to 1.82). In absolute numbers, however, the
decrease in major coronary events from 0.34% to 0.28% per year is only slightly superior to the increase in
bleeding events from 0.07% to 0.10% per year.* As a consequence, most guidelines advise against daily
aspirin therapy in men and women without evidence of manifest vascular disease. However, daily aspirin
therapy (75-160 mg) can be considered in apparently healthy individuals in whom the vascular risk is
considered high and the bleeding risk low.>®

Within the primary prevention populations, patients suffering from diabetes mellitus have specific
guidelines when it comes to antiplatelet therapy in prevention of vascular events.” This stems from
epidemiological studies which have shown that diabetic patients have a two- to three-fold increase in risk
of major ischaemic events. Despite the higher risk of cardiovascular disease, the benefit of giving aspirin in
patients suffering from diabetes alone is, however, less certain.? Recent guidelines reflect this by moving
away from a universal recommendation for aspirin in all diabetic patients, and advising daily aspirin therapy
only in diabetic patients with concomitant risk factors for CAD where the most benefit can be gained.”®
As a consequence, daily administration of aspirin is usually initiated in primary prevention in diabetic
patients at increased cardiovascular risk (10-year risk > 10%). This includes most men aged > 50 years or
women aged > 60 years who have at least one additional major risk factor (family history of cardiovascular
disease, hypertension, smoking, dyslipidaemia or albuminuria).’

Antiplatelet therapy in secondary prevention of cardiovascular disease

Daily low-dose aspirin therapy (75-325 mg) is strongly recommended for all patients with established
cardiovascular disease. In patients with a prior cardiovascular event, evidence that daily aspirin therapy
reduces the risk of major adverse cardiovascular events is arguably strong.* Although the proportional
reduction in risk of any serious vascular event does not differ significantly between primary and secondary
prevention trials, the absolute risk reduction is much greater in secondary prevention, thus rendering the
benefit-to-risk ratio unquestionably in favour of aspirin therapy.* It is therefore not surprising that all US,
European and UK guidelines recommend life-long aspirin therapy in all patients with established
cardiovascular disease.

Although aspirin is recommended in all patients indefinitely, in patients who have suffered an ACS, which
may or may not have required revascularisation, additional antiplatelet therapy on top of daily aspirin
treatment is recommended. Thus, in patients who have had a ST-elevation myocardial infarction (Ml) or
non-ST-elevation ACS (including unstable angina), and in patients who have undergone PCl, addition of an
adenosine diphosphate (ADP) receptor blocker such as clopidogrel, prasugrel (Efient®, Eli Lilly) or ticagrelor
(Brilique®, AstraZeneca) is recommended for up to 1 year.® Although the ADP receptor blocker is usually
discontinued at the end of the year, thus covering the acute phase of thrombotic disease, aspirin is
continued indefinitely, thus maintaining antiplatelet coverage into stable CAD.

Antiplatelet therapy in stroke

Stroke is a leading cause of functional impairments, with 20% of survivors requiring institutional care
after 3 months and 15-30% being permanently disabled.” Although the role of anticoagulation is well
established in stroke prevention, the role of aspirin therapy is less clear in this patient group.” As such,
most recent guidelines do not recommend the use of aspirin in primary prevention, but warrant the
use of aspirin cardiovascular prophylaxis (including but not specific to stroke) in individuals whose risk is
sufficiently high for the benefits to outweigh the risks associated with treatment (a 10-year risk of
cardiovascular events of 6-10%)."

In patients suffering from atrial fibrillation, aspirin is recommended either on top of or in replacement of
anticoagulation in low-risk and some moderate-risk patients. The decision is based on patient preference,
estimated bleeding risk if anticoagulated and access to anticoagulation monitoring.” For high-risk patients
with atrial fibrillation deemed unsuitable for anticoagulation, dual antiplatelet therapy with aspirin and
clopidogrel might be reasonable; the combination offers more protection against stroke than aspirin alone
but with increased risk of major bleeding.

NIHR Journals Library www. journalslibrary.nihr.ac.uk



DOI: 10.3310/hta19370 HEALTH TECHNOLOGY ASSESSMENT 2015 VOL. 19 NO. 37

Antiplatelet therapy in peripheral arterial disease

Lower-extremity artery disease (LEAD) is a relatively common pathology. The disease is often asymptomatic,
with approximately one-third of all LEAD patients in the community presenting with symptoms. A recent
study has reported a LEAD prevalence of 18%, with 7% of patients reporting symptoms of intermittent
claudication.' In the latest meta-analysis by the Antithrombotic Trialists’ Collaboration, the incidence of
vascular death, non-fatal Ml and non-fatal stroke at follow-up was significantly decreased by 23% by
antiplatelet drugs in patients with intermittent claudication.* It follows that antiplatelet therapy is
recommended in patients with symptomatic PAD, with low-dose aspirin (75—-150 mg daily) at least as
effective as higher daily doses.® Moreover, antiplatelet therapy with aspirin is recommended in all patients
with angioplasty for LEAD to reduce the risk of systemic vascular events, and dual antiplatelet therapy with
aspirin and clopidogrel is recommended for a minimum of 1 month in cases of peripheral revascularisation,
after which time clopidogrel may be discontinued but with aspirin prescribed indefinitely.

Defining aspirin response

The efficacy of aspirin to prevent thrombotic events in cardiovascular patients is well established, with

> 100 randomised trials having been conducted in high-risk patients and demonstrating a reduction in
vascular death of approximately 15% and a further reduction in non-fatal vascular events of approximately
30%.* Few drugs have demonstrated similar efficacy, with up to 50 major vascular events avoided per
1000 patients treated for 1 year, at a cost of one to two patients experiencing a major Gl bleeding event.”
Both the benefit and the risk associated with aspirin are attributed to its ability to prevent thrombus
formation via inhibition of platelet function.™

The best-characterised mechanism of aspirin is acetylation of a key enzyme in platelet function, the
cyclo-oxygenase (COX)-1 enzyme. This enzyme transforms arachidonic acid into thromboxane A, (TxA,),

a platelet agonist and vasoconstrictor.”™'” Aspirin is effective in inhibiting platelet activity at doses as low
as 20-40 mg per day,'® and is clinically effective in preventing thrombotic events in daily doses as low as
75 mg with little benefit of higher doses.® This is particularly important in view of the fact that though

low doses of aspirin appear effective in preventing thrombotic events in patients at risk, the effect on
bleeding (especially Gl bleeding) has been shown to be aspirin dose dependent.'® In recent years, it has
been shown that even acutely well-managed major bleeding events are associated with worse outcomes
in cardiovascular patients, in terms of both major adverse cardiovascular events and mortality.?®?' It follows
that most treatment guidelines advocate the use of the lowest aspirin dose effective in preventing
thrombotic complications so as to minimise the risk of major bleeding.?** From this, a need for
monitoring of aspirin therapy has emerged and prompted the development and investigation of numerous
assays of platelet function.

Platelet function testing in routine clinical practice

Current clinical guidelines do not recommend routine platelet function testing for aspirin in cardiovascular
patients.?® Although platelet function testing may be considered in certain contexts, for example

‘in patients at high risk for poor clinical outcomes'?’ or if ‘a diagnosis of non-compliance is likely to aid
management’,” the general message from both European and US guidelines, as well as from the
Working Group on Aspirin Resistance of the International Society on Thrombosis and Haemostasis, is that
monitoring of antiplatelet response by platelet function assays should remain restricted to clinical research,
and not be introduced in daily clinical practice.

A number of reasons may explain the lack of enthusiasm for platelet function testing in recently published
guidelines. These include the lack of consensus on the platelet function assay to be used; on the definition
of inadequate platelet response to aspirin; and on the clinical management of patients with insufficient
platelet inhibition by aspirin.' Although there are a number of platelet function tests (PFTs) available, it
remains to be established how best to use these assays, and whether or not adjusting antiplatelet therapy
based on these results will improve clinical outcome.
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A vast array of platelet function assays is available to test the response of platelets to the inhibitory
effect of aspirin (Table 7). Some assays are laboratory based and require extensive expertise to operate,
whereas others have been specifically developed to be point of care. Although some assays study global
haemostasis, most platelet function assays target a specific phase of platelet function, from platelet
adhesion to platelet activation, secretion and aggregation. Important methodological disparities make
the assays unique in the way that they assess platelet responses. For example, some of these assays are
carried out in whole blood [including whole-blood aggregometry (WBA), platelet counting, platelet
function analyser-100 (PFA-100%; Siemens, Malvern, PA, USA), VerifyNow® Aspirin (Accumetrics Inc.,

San Diego, CA, USA), Impact-R® (DiaMed, Cresier, Switzerland) and flow cytometry], whereas others
require sample preparation [such as light transmission aggregometry (LTA), plasma or serum thromboxane
B, (TxB,) measurement], and others can be performed on urine (levels of the TxB, metabolite 11-dehydro-
TxB,). There is no official guideline recommending one assay over another, and platelet function testing is
not recommended for routine clinical testing in patients requiring aspirin therapy. As a result, many of the
available platelet function assays have been used in a research capacity, and part of the uncertainty
surrounding the definition and clinical relevance of aspirin resistance is due to the non-interchangeable
nature of these assays.

From a pharmacological perspective, the monitoring of aspirin efficacy requires assessment of the ability
of aspirin to inhibit its pharmacological target (platelet COX-1), and thus inhibit the conversion from
arachidonic acid to TxA,.” This is the accepted measurement of the European Agency for the Evaluation
of Medicinal Products to assess the efficacy of aspirin.®*® Assays measuring TxA, formation in clotting blood
or in aggregating platelet-rich plasma thus appear ideal. However, TxA, cannot be easily measured in
biological samples as it has a very short half-life in plasma (30-60 seconds).>’ As a consequence, assays
measuring stable metabolites of TxA,, most commonly TxB, (in serum/plasma) or 11-dehydro-TxB,

(in urine), are the most widely used.

From a functional perspective, a multitude of platelet function assays are available to assess platelet
responsiveness to aspirin.*> Some assays require extensive technical expertise and are limited to specialised
laboratories, whereas others are point of care and are meant as bedside tools. The assays that use
arachidonic acid as the agonist require a functioning COX-1 to convert it to the active TxA, molecules
which then elicit a platelet response; these are referred to as COX-1-specific (Table 2). TxA,; is a secondary
mediator of platelet activation and synergises with other platelet pathways® to elicit full platelet responses.
Therefore, aspirin therapy can also partly inhibit platelet activation induced by other agonists, such as
collagen and epinephrine.3*% Platelet function assays based on these agonists have been used to quantify
the platelet reactivity of platelets in patients taking aspirin, although these do not specifically assess the
pharmacological efficacy of aspirin.*® These are referred to as COX-1-non-specific assays (see Table 2).

Arguably, COX-1-specific assays may capture more faithfully the effect of aspirin on platelets and may
therefore be preferable when looking at the pharmacological efficacy of aspirin. Moreover, COX-1-specific
assays are directly targeted by aspirin and are not affected by concomitant antiplatelet therapy, whereas
COX-1-non-specific and global assays will be influenced by other antiplatelet therapy used (e.g. in cases of
dual antiplatelet therapy with aspirin and an ADP receptor blocker, such as clopidogrel).
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TABLE 2 Categorisation of platelet function assays

COX-1-specific assays: TxA,

Serum TxB,

Plasma TxB,

Urinary 11-dehydro-TxB,
AspirinWorks® (Corgenix,
Broomfield, Co; commercial
urinary 11-dehydro-TxB, assay)

COX-1-specific assays: AA

LTA

WBA

Multiplate®

VerifyNow® Aspirin

Platelet count drop

(or single-platelet counting)

® Plateletworks® (Helena
Laboratories, Beaumont, TX;
commercial platelet count
drop assay)

® Thromboelastograph with

platelet mapping technology

(AA-induced, not ADP-induced)

® Impact-R®/CPA (with AA)
[ ]

AA-induced P-selectin expression

(CD62) or GPlib/llla receptor
activation (PAC-1) by flow
cytometry

COX-1-non-specific assays

e Collagen- or epinephrine-induced
aggregation (either LTA, WBA,
Plateletworks® or Multiplate®)

e PFA-100°® (platelet function
analyser with CEPI cartridge)

Global platelet function assays

® Bleeding time

e ROTEM® or thromboelastograph
(without platelet mapping
technology)

Activation downstream of the
P2Y12-ADP receptor

VASP phosphorylation assay
[Biocytex® (Marseille, France)
commercially available assay]

ADP-based

LTA

WBA

Multiplate®

VerifyNow® P2Y12

PFA-100° [collagen/ADP or
INNOVANCE® (Siemens, Malvern, PA,
USA) P2Y cartridges]

Platelet count drop (or single-
platelet counting)

Plateletworks® (commercial platelet
count drop assay)
Thromboelastograph with platelet
mapping technology (ADP-induced,
not AA-induced)

Impact-R®/CPA (with ADP)
ADP-induced P-selectin expression
(CD62) or GPIlIb/llla receptor
activation (PAC-1) by flow cytometry

AA, arachidonic acid; CEPI, collagen/epinephrine; CPA, cone and plate(let) analyser; GPIIb/llla, glycoprotein lIb/llla;
PAC-1, procaspase-activating compound-1; ROTEM®, rotational thromboelastometry; VASP, vasodilator-stimulated

phosphoprotein.

Prevalence and natural history of ‘aspirin resistance’

When response to aspirin is assessed by COX-1-specific assays, little variability in platelet responses is seen,
with almost complete inhibition of TxA,-dependent platelet aggregation in almost all patients.***° Far
greater biological variability in aspirin-induced platelet inhibition has been reported?6=7224142 \wwhen

COX-1-non-specific assays have been used to assess platelet inhibition by aspirin. The definition of normal
response to aspirin has also lacked standardisation, and insufficient platelet response to aspirin, or ‘aspirin
resistance’, has been reported in various fashions, including tertiles/quartiles of response as well as
dichotomisation based on arbitrary cut-off values. Strikingly, the correlation between the results obtained
with the various platelet function assays is disappointingly low,*¢37394142 thys making the studies using
different platelet function assays difficult to compare.

Despite the uncertainties surrounding the best way to test for aspirin effects, platelet function assays have
provided a number of potential mechanisms to explain some of the variability seen in platelet reactivity in
patients taking aspirin.**** As none of these factors fully explain the variability seen in patients, the
phenomenon of aspirin resistance is likely to be multifactorial.

In order to assess the efficacy of aspirin, it must be ascertained that the person being assessed has
indeed ingested aspirin. However, non-compliance with prescribed aspirin therapy is common and thus
compliance needs to be verified.**“® Although crucial to the determination of platelet response to aspirin,
assessment of compliance is often lacking in studies of aspirin resistance. In a recent report on the use of
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secondary prevention drugs in patients with established cardiovascular disease, Prospective Urban Rural
Epidemiology (PURE) study investigators found that approximately one-quarter of patients with an
indication for aspirin therapy were actually taking it,*” making assessment of compliance a necessity prior
to platelet function testing. In studies where aspirin administration was actively monitored, the majority of
patients who were aspirin resistant on initial testing became responsive to aspirin upon retesting following
observed ingestion.*®* Thus, in fully compliant patients, aspirin resistance may be a rare but important
biological phenomenon.*9° Another important variable to control for in studies of aspirin resistance

is the presence of interacting drugs. A well-described interaction between aspirin and NSAIDs such as
ibuprofen and naproxen [but not rofecoxib (Vioxx®, Merck Sharpe & Dohme), celecoxib (Celebrex®, Pfizer),
meloxicam, acetaminophen or diclofenac] has been shown to have an impact on platelet aggregation
responses.®’™* These drugs prevent aspirin from binding to its target, platelet COX-1. Therefore, current
guidelines recommend that concomitant use of NSAIDs with aspirin should be carefully avoided.?®

Other factors have been consistently associated with altered platelet responses to aspirin. Genetic factors
are known to be associated with variability in platelet responses to aspirin.*® In a large study of over

1800 participants treated with aspirin, heritable factors contributed to 27-77% of variability in platelet
function assay results, most importantly in COX-1-non-specific assays, whereas COX-1-specific assays were
influenced by less than 2% by heritable factors.*® Among considerable environmental factors, obesity

plays an important role. Indeed, increased waist circumference and higher body mass index have been
associated with reduced efficacy of aspirin to inhibit platelets.* This is especially important when
enteric-coated aspirin tablets are used, as these also further reduce aspirin bioavailability.*** In diabetic
patients, aspirin resistance is more common, and platelets have an enhanced sensitivity to platelet agonists,
which has been associated with metabolic alterations, oxidative stress and endothelial dysfunction.®s®2

Finally, recent evidence suggests that accelerated platelet function recovery may be a potential source of
variability in platelet responsiveness to aspirin. The most striking example of platelet turnover involvement
in platelet responsiveness to aspirin is in patients suffering from essential thrombocythemia (ET), a natural
disease model of enhanced platelet generation. In ET, recovery of platelet function occurs within 24 hours
despite daily aspirin therapy and is due to the formation of a large number of new uninhibited platelets
from megakaryocytes, resulting in an increased rate of platelet turnover.*¢° The phenomenon is not,
however, limited to ET; both in healthy volunteers and in patients suffering from CAD or diabetes,
increased platelet turnover has been associated with insufficient platelet inhibition by aspirin.®7° Increasing
the frequency of aspirin administration to twice daily has been shown to effectively improve the inhibition
of platelet function by aspirin in these settings, although the clinical benefit of this therapy modification
remains unknown 63647173

Although the characteristics associated with poor response have been explored in detail,”* it is noteworthy
that the different studies have used different platelet function methodologies to explore the determinants
of platelet responses. In parallel, a number of different studies have shown platelet function assay

results to lack correlation and agreement among themselves, thus identifying different patients as poor
responders to aspirin and having different determinants of response.?””>’¢ Which platelet function assay,
if any, is the most clinically predictive of future major adverse cardiovascular events remains to be
established.”” As a consequence, the natural history of aspirin resistance remains somewhat uncertain.
There is a need to address basic questions on the prognostic and diagnostic utility and cost-effectiveness of
platelet function testing in the context of aspirin therapy before testing can be recommended in clinical
practice. A number of systematic reviews attempting to address this basic question have been published in
recent years. In general, these have failed to sufficiently capture the volume of available evidence or
consider the heterogeneous nature of the evidence reviewed. These reviews are explored in more detail as
part of the results section of this report (see Chapter 5, Systematic reviews). As detailed in Chapter 3,

the aims of this report were to address this question of prognostic and diagnostic utility of platelet
function testing in the context of aspirin therapy.
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Chapter 2 Decision problem

his project was commissioned to review the evidence currently available on the association between the
result of a PFT and the occurrence of clinically relevant cardiovascular and cerebrovascular events, in
those patients receiving long-term aspirin therapy for cardiovascular disease or cerebrovascular disease (CVD),
and to consider the cost-effectiveness of the use of such tests. Specifically, this entailed (i) determining
prognostic utility (whether or not a test is able to distinguish between groups of patients with different
average outcome risks, even if it does not accurately predict individual outcome risk); (ii) determining
diagnostic utility [if such tests exist, to determine whether or not they have high diagnostic/predictive utility
(e.g. sensitivity, specificity and positive and negative predictive values close to 1) in order to determine,
for individual patients, if treatment modification should be considered based on the test result]; and
(iii) undertaking an exploratory model-based cost-effectiveness analysis.

The commissioning brief produced in 2010 by the National Institute for Health Research (NIHR), prior to
this project being funded, was titled The Diagnostic Utility of Identifying Aspirin Resistance, and asked:

In patients being considered for long term aspirin therapy is there evidence to show which tests of
‘aspirin resistance’ predict which patients will benefit from a change in management? Should all such
patients be assessed and if not in which groups of patients is testing cost-effective?

The questions posed in the commissioning brief are much wider than those examined by the project that
was eventually commissioned and require extensive consideration of the clinical pathway of treating
patients with cardiovascular disease or CVD, in whom long-term therapy with aspirin is traditionally viewed
as the mainstay of antithrombotic therapy. To review the evidence for each step of the pathway is beyond
the scope of the commissioned project. Thus, there are a plethora of questions that cannot be answered
by the work undertaken for this project, yet answers are required in order to determine if patients correctly
identified as likely to be at higher risk of adverse clinical outcomes while receiving long-term aspirin
therapy should have their management changed, and if so, when, and to what alternative therapeutic
regimen. These questions include but are not limited to the following:

e |f patients could be correctly identified by a PFT as being at greater risk of adverse clinical outcomes
than other patients, do such patients gain some benefit, no matter how small, from the
aspirin therapy?

® Does platelet function, as measured by a given test, change over time in a given individual, and if so,
to what degree, when and why?

® When, if at all, should platelet function testing be undertaken, and should testing be repeated
and when?
At what threshold of risk of adverse outcomes should a change in therapy be considered?
Which therapeutic regimen should patients considered at high risk be switched to and when?

Some of these questions are intrinsically linked, and there is potentially published evidence related to some
of these that could be systematically reviewed in the future.

This project therefore only reviews the available evidence on the prognostic and diagnostic utility of PFTs,
applied to patients on long-term aspirin therapy, in order to determine if patient groups or individual
patients with high risk of adverse clinical outcomes can be identified correctly. The cost-effectiveness of
using these tests is considered through a review of economic evidence and a speculative de novo model-
based economic evaluation using, where necessary, clinician-derived assumption-based inputs relating to
parts of the clinical pathway outside of the scope of this project for which definitive published evidence
was not readily available.
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DECISION PROBLEM

In this context, ‘aspirin resistance’ is defined as elevated platelet reactivity measured using a PFT.

This definition does not specify a threshold for defining elevated reactivity but relies on that specified

by the authors of the studies concerned. As such, there is likely to be considerable variability in the
characterisation of aspirin resistance employed in individual studies. Based on this definition, the term
‘aspirin resistant’ is defined as those individuals classified as having elevated platelet reactivity based on the
PFT and threshold specified by the authors of the studies, and ‘aspirin sensitive’ is defined as those not
having elevated platelet reactivity based on the PFT and threshold specified by the authors of the studies.

An evaluation of prognostic utility of aspirin resistance requires assessment of whether or not PFTs are able
to distinguish between groups of patients with different average risks of clinically important outcomes.

Providing prognostic utility can be demonstrated, an evaluation of the diagnostic/predictive utility of
aspirin resistance requires assessment of whether or not PFTs are able to determine, for individual
patients, if they are at increased risk of clinically important outcomes and thus warrant consideration of
treatment modification.
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Chapter 3 Aim of the review

The aims of the review were as follows:

1. To review systematically the evidence relating platelet function testing to the risk of adverse clinical
outcome(s) in patients on aspirin therapy with established cardiovascular disease or CVD, or diabetes.
More specifically, to determine whether or not different PFTs have prognostic utility or diagnostic/
predictive utility with regard to such clinical outcomes.

i. Prognostic utility To establish whether or not any of the available PFTs has prognostic ability,

i.e. is able to distinguish between groups of patients with different average outcome risks. For PFTs
demonstrating prognostic utility, to explore:

ii. Diagnostic/predictive utility To establish whether or not any of the available PFTs to determine
aspirin resistance has sufficiently high diagnostic/predictive utility (e.g. sensitivity, specificity and
positive and negative predictive values close to 1) in order to determine, for individual patients,
if treatment modification should be considered based on the test result.

2. To review systematically the evidence relating to the economic utility of platelet function testing in
patients on aspirin therapy with established cardiovascular disease or CVD, or diabetes.

3. To undertake exploratory, model-based cost-effectiveness analysis of the use of platelet function testing
in patients on long-term aspirin therapy with consideration of the potential for populating the model
with data based on the results of the systematic review outlined in (1).

Within this report, the methods and results for the aims outlined in (1) are reported in Chapters 4 and 5
respectively, and those for the aims outlined in (2) are reported in Chapter 6. The findings for all aims are
discussed in Chapter 7.

The protocol for this project was registered with PROSPERO (2012:CRD42012002151) and has been
published on the NIHR Health Technology Assessment (HTA) programme website (www.hta.ac.uk/2468).
A version of the protocol was also published in the journal BMC Systematic Reviews.”®
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Chapter 4 Methods of prognostic and diagnostic
utility review

his section describes the methods for the systematic review of the evidence relating platelet function
testing to the risk of adverse clinical outcome(s) in patients on aspirin therapy with established
cardiovascular disease or CVD, or diabetes.

The review will specifically target studies which relate platelet function testing to clinical outcome in
patients with established cardiovascular disease or CVD or diabetes who are being treated with aspirin.
Analysis will consider whether or not PFTs have prognostic ability in that they are able to distinguish
between groups of patients with different average outcome risks. If demonstrable, analysis will
subsequently consider diagnostic/predictive ability, i.e. whether or not given tests have sufficiently high
diagnostic/predictive utility to accurately distinguish those individual patients who will have an adverse
outcome from those who will not.

A standard systematic review approach was used and is described below.

Selection criteria

Two broad types of study were considered relevant for this review: those studies that provide information
on the prognostic or diagnostic/predictive utility of PFTs and those that report prognostic models, in which
a PFT is one of multiple prognostic factors predicting clinical outcomes in a population of interest. The
selection criteria for each are outlined below.

Prognostic utility and diagnostic utility studies

Types of study
Any prospective primary studies, or systematic reviews of such studies, assessing PFT(s) in relation to
clinical outcomes.

Types of participants

Patients aged > 18 years on aspirin (as monotherapy or in combination with other antiplatelet agents),
with established cardiovascular disease or CVD, or diabetes. Studies with mixed populations were included
as long as data for relevant patients were extractable. Studies with patients on aspirin for peripheral
vascular disease were noted.

Setting
Studies in any setting were included.

Technology

Either a COX-1-specific PFT (which measures aspirin response specifically) or a global PFT in patients
receiving aspirin as the only antiplatelet therapy. The selection process was guided by the information
in Table 2.

Outcomes

Clinical outcomes, such as vascular events [non-fatal and fatal ischaemic stroke, TIA, systemic embolism
(pulmonary embolism, peripheral arterial embolism), MI, revascularisation procedures]; haemorrhagic
events; all-cause mortality; mortality due to vascular events; composite outcomes containing the above
[e.g. major adverse cardiac events (MACEs)].

© Queen'’s Printer and Controller of HMSO 2015. This work was produced by Dretzke et al. under the terms of a commissioning contract issued by the Secretary of State for
Health. This issue may be freely reproduced for the purposes of private research and study and extracts (or indeed, the full report) may be included in professional journals
provided that suitable acknowledgement is made and the reproduction is not associated with any form of advertising. Applications for commercial reproduction should be
addressed to: NIHR Journals Library, National Institute for Health Research, Evaluation, Trials and Studies Coordinating Centre, Alpha House, University of Southampton Science
Park, Southampton SO16 7NS, UK.

13



14

METHODS OF PROGNOSTIC AND DIAGNOSTIC UTILITY REVIEW

Timing

Reported outcomes had to occur after the undertaking of a PFT and the post-test follow-up period had
to be 7 days or longer. Thus, studies performing platelet function testing after clinical events, with no
further follow-up after the testing, were excluded (unless the testing was undertaken on stored samples
retrieved prior to the clinical event, as this retains the temporal relationship between testing and
subsequent outcome occurrence).

Prognostic model studies

Studies reporting prognostic models, in which a PFT was one of multiple prognostic factors predicting
clinical outcomes in a population of interest, were eligible for review, in order to examine the contribution
of the PFT to the overall performance of the prognostic model, and to establish whether or not predictive
accuracy of clinical outcomes was improved by combining test results with other prognostic factors.

The following criteria were used to select such studies:

i. Was a statistical model outlined to predict a relevant clinical outcome outlined above?
ii. Did the model include a factor for PFT result or aspirin resistance?
iii. Was the model developed for use in patients aged > 18 years and on aspirin (alone or in combination
with another therapy) for established cardiovascular disease or CVD or diabetes?

Searches
The following bibliographic databases were searched:

® The Cochrane Library (Wiley) (issue 4 of 12) [including the Cochrane Database of Systematic Reviews,
Database of Abstracts of Reviews of Effects, HTA Database, NHS Economic Evaluation Database (NHS
EED) and Cochrane Central Register of Controlled Trials] to April 2012, MEDLINE (Ovid) from 1950 to
2012, MEDLINE In-Process & Other Non-Indexed Citations (Ovid) to
25 April 2012 and EMBASE (Ovid) from 1980 to 2012.

Search strategies combined index and text words encompassing the technologies (platelet function testing)
and the patient group (cardiovascular disease, CVD and diabetes), as well as focusing on aspirin resistance.
The Zetoc database (The British Library), Conference Proceedings Citation Index and Science Citation Index
(Web of Science) were searched for conference proceedings. ClinicalTrials.gov, the UK Clinical Research
Network Study Portfolio Database, the World Health Organization International Clinical Trials Registry
Platform and the metaRegister of Controlled Trials were also searched for ongoing studies.

Reference lists of relevant articles, particularly systematic reviews, were hand-searched to identify other
potentially relevant articles. Furthermore, a subject expert was used to identify any studies which may not
be identified using standard methods.

Restrictions on publication language and date were not applied to the searches.

Copies of the search strategies used in electronic databases can be found in Appendix 1.

In addition, abstracts from the following national and international proceedings were hand-searched from
2009 onwards:

® platelet conferences (Platelets International Symposium)
cardiology conferences (British Cardiovascular Society, American College of Cardiology, European
Society of Cardiology, American Heart Association, American College of Chest Physicians)

® stroke conferences (International Stroke Conference, American Stroke Association)
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® haematology conferences (British Society for Haematology, International Society on Thrombosis and
Haemostasis, International Society for Laboratory Haematology).

Abstracts that were identified were considered for relevance in a similar way to fully published
studies/articles.

Search results were entered into reference management software [Reference Manager version 11
(Thomson ResearchSoft, San Francisco, CA, USA)]. Duplicate records were removed by built-in algorithms
and subsequent manual checking.

The searches of electronic databases were undertaken in April 2012 and were not updated after this time.
A note was made of any additional relevant studies published subsequently that came to the attention of
the authors of this report. These studies were not reviewed to avoid bias. A brief comment is made about
these studies in Chapter 5, Relevant studlies identified after the search cut-off dates.

Study selection

Study selection was undertaken as a two-step process. Titles (and abstracts where available) in records
were initially screened by two reviewers, using prespecified screening criteria. These criteria were kept
necessarily broad as it was anticipated that not all relevant information would necessarily be presented in
an abstract, and thus the use of stricter criteria was likely to lead to the exclusion of relevant articles at this
screen stage. These criteria were based on whether or not the records indicated that articles were about,
or likely to be about, platelet function testing; reported, or were likely to report, clinical outcomes
measured after a PFT; and were about patients who had or were likely to have cardiovascular/
cerebrovascular or diabetic disease and were receiving aspirin therapy.

An additional criterion for conference abstracts was that these needed to be published from 2009
onwards to be retained. Letters to journals were not automatically classed as irrelevant, because often new
results relevant to this field are made available through this medium.

Full texts of any potentially relevant articles or those where a decision could not be made were sought.
In the second part of the two-step selection process, full-text articles were assessed against the full
inclusion criteria by two reviewers independently. Any discrepancies between reviewers were resolved by
discussion or by referral to a third reviewer. A copy of the selection form used for this process is available
on request.

Both stages of the selection process were piloted prior to full implementation.

At title and abstract screening and for full-text screening, appropriate portions of non-English-language
articles were translated where necessary to aid the selection process.

A record was kept of all decisions made, the reason for exclusion from the review at the full-text
screening stage, articles that were not obtainable even by The British Library and also cases where
decisions could not be made owing to missing information in a paper or abstract. In the case of this last
scenario, an e-mail was sent to an author requesting further information.

During the selection process, any study identified that was thought to be of relevance to the
cost-effectiveness review was cross-checked against the search results for that review to
ensure comprehensiveness.
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METHODS OF PROGNOSTIC AND DIAGNOSTIC UTILITY REVIEW

Assessment of risk of bias

Risk of bias was assessed by one reviewer and independently checked by a second reviewer.
Disagreements were resolved by discussion.

Prognostic and diagnostic/predictive utility

As the review involved assessment of both prognostic and diagnostic/predictive utility, the quality
assessment strategy involved using criteria of relevance from both the Quality Assessment of Diagnostic
Accuracy Studies (revised tool) (QUADAS-2) guidelines’™ for diagnostic test studies and criteria for checking
the quality of prognostic studies suggested by Hayden et al.®°

These criteria were compiled under the five domains outlined below with their corresponding
assessment questions.

® Domain 1: patient selection
O Was a consecutive or random sample of patients enrolled?
O Was patient selection independent of patient outcomes?
O Were reasons for any posteligibility exclusions provided?
® Domain 2: PFT
O If a threshold was used, was it prespecified?
O  How was the threshold derived (e.g. literature cut-off, based on study data)?
O s the undertaking and interpretation of the index test blinded to the patient characteristics
(including clinical outcomes)?

® Domain 3: outcomes

O Were the outcomes of interest clearly defined in advance?
O Were the outcome results interpreted without knowledge of the results of the PFT?

® Domain 4: study attrition

O What was the proportion of missing data? (State reasons for loss to follow-up or differences in
those who completed or were lost.)

® Domain 5: confounding

(o]

Are confounders accounted for in the design or analysis (e.g. adjustment, stratification)?

If there is an adjusted outcome measure [e.g. odds ratio (OR), hazard ratio (HR)], what were the
factors that were adjusted for?

If a HR was presented, was the proportional hazards assumption met?

Was compliance measured?

How was compliance measured?

Level of compliance.

(o]

O 00O
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Prognostic models
If any prognostic models were included, the quality criteria described by Altman®' were to be used in
addition to those of Hayden et al.®° Specific elements to be considered were:

® methods of model development (selection of candidate risk variables, relative weighting, handling of
continuous variables)

internal and external model validations

study design (prospective/retrospective)

sample size (considered a priori)

missing data (quantity, and how missing data were handled in the statistical analysis)

criteria for inclusion of prognostic factors into the model (adequately described, and whether or not
well-known prognostic factors were included regardless of significance).

Any prognostic models identified were to be summarised qualitatively (summarising, for example, included
variables, calculation of risk score, predictive accuracy and whether or not the model was validated
internally and externally) and quantitatively by extracting performance statistics for calibration (such as
observed/expected outcomes) and discrimination (such as sensitivity and specificity) of the model. Similarly,
where studies reported the incremental value of including PFTs in prognostic models, these data were to
be summarised.

Data extraction

Data extraction was conducted by one reviewer using a standardised, piloted data extraction form, and
independently checked by a second. Disagreements were resolved through discussion or referral to a
third reviewer.

The data extraction process was necessarily complex owing to the nature and variability of the included
studies. Data extraction was undertaken directly into a specially created sheet in Microsoft Excel 2010
(Microsoft Corporation, Redmond, WA, USA). Extensive data related to the following domains were
extracted: study design and characteristics; patient characteristics; antiplatelet regimens; PFT utilised;
outcome measures and length of follow-up; data required for analyses; statistical methods employed and
their appropriateness. Studies were grouped according to whether patients were on monotherapy (aspirin
only) or dual therapy (with a second antiplatelet agent such as clopidogrel added to aspirin), in order to
distinguish between patients in a stable (monotherapy) or acute phase (dual therapy) of thrombotic
disease. Patients who have experienced ACS, or who have undergone PCl, will generally have a second
agent added to their therapy for up to 1 year before reverting back to monotherapy. Note that for reasons
outlined in Presentation of results, only results pertaining to monotherapy studies have been presented in
this report.

For further details on data extracted, readers can consult a copy of the database via information presented
in Appendix 4.

With regard to the data extracted for analysis, details are given in the following section.
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METHODS OF PROGNOSTIC AND DIAGNOSTIC UTILITY REVIEW

Analysis

Data extraction for potential meta-analysis

A key analytical aim was to conduct meta-analysis for each test in relation to each clinical outcome
reported by the individual studies. To do this, relevant data reported by the included studies needed to be
extracted. Data extraction was conducted independently by two reviewers, and if necessary any differences
were resolved via discussion with a third reviewer. If multiple cut-off levels were considered in a study

(e.g. to define test ‘positive’ and test ‘negative’), then results were sought for each cut-off reported. Both
unadjusted and adjusted results were extracted, as both were considered to be important. Unadjusted
results help ascertain the prognostic ability of a test when it is used in isolation. Adjusted results reveal
whether or not a test has prognostic utility over and above other prognostic factors; a true causal factor of
poor outcome will retain strong prognostic value even after adjustment, and so this further informs the
clinical value of a test.

Two groups of summary results were sought during data extraction, as follows.

Prognostic ability: unadjusted and adjusted odds ratios and hazard ratios

The prognostic ability of each test reveals its association with clinical outcome and provides the relative risk
between groups defined by test values; for example, the odds of poor outcome in test-positive patients
compared with test-negative patients.

For binary outcomes, the reported unadjusted OR and its 95% Cl and p-value were extracted. If these
were not available, data were sought to populate a 2 x 2 table, from which the values could be calculated
directly. Any adjusted ORs (with Cls and p-values) reported were extracted along with the reported set of
adjustment factors that were used.

When the follow-up is longer and/or there are patients lost to follow-up (censored), time-to-event analyses
are more appropriate to account for different lengths of follow-up. When time-to-event analyses were
reported (e.g. Cox regression analyses, log-rank tests), the unadjusted HR and its 95% Cl and p-value were
sought and extracted. If these were not provided directly, then the methods of Parmar et al.®? to indirectly
estimate them from other available data were used. If these were not possible, and a 2 x 2 table was
available for a particular time point, the method of Perneger® was used; this method assumes that all
patients are followed up for the same length of time. Any adjusted HRs (with Cls and p-values) reported
and the set of adjustment factors that were used were also extracted. For studies using Cox regression,
whether or not the proportional hazards assumption had been checked and was considered valid

was recorded.

If studies reported results according to the test on its continuous scale, that prognostic result was extracted
directly (and so did not force a categorisation). If results were presented for the test categorised into

three or more groups (e.g. according to tertiles or quartiles), results for each comparison presented were
extracted, but where possible the groups were collapsed down to a binary comparison (to be most
comparable with other studies, which generally used a dichotomisation). This collapsing was only possible
for calculating unadjusted ORs or unadjusted HRs when 2 x 2 tables could be derived; it was not possible
for adjusted results.

If studies provided a 2 x 2 table with one or both groups with a zero cell, then a continuity correction was

added to these in order to calculate effect sizes, using the method of Sweeting et al.3* The continuity
correction added was 1/(sample size of the opposite group).
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Diagnostic/predictive accuracy

If prognostic utility can be demonstrated, an evaluation of diagnostic/predictive utility of aspirin resistance
requires assessment of whether or not PFTs are able to determine, for individual patients, if they are at
increased risk of clinically important outcomes and thus warrant consideration of treatment modification.

Ordinarily, test accuracy is assessed on ability to distinguish between patients who are subject to a risk
factor/carry a marker for disease, etc., and those who are not. However, in the current context of platelet
function testing predicting future adverse clinical outcomes, diagnostic utility requires the test to identify
the risk factor, and then the risk factor has to be intrinsically linked to the outcome. Thus, the diagnostic
utility contains elements of the accuracy of the test in measuring platelet function and the strength of the
association between the platelet function and the outcome. Furthermore, there is no single outcome

in the current context and the risk of each possible outcome might vary over time. This means that,

prior to assessment of diagnostic utility, it is important to have demonstrable association between the
marker and outcome(s).

As will be seen in Chapter 5, no strong association was identified between any PTF and clinical outcome,
thus determination of diagnostic utility is mute. However, where data were available to consider an
assessment of diagnostic utility, the presence of these data was noted and they were extracted.
Speculative analysis of sensitivities and specificities was undertaken and this is presented in Appendix 3
along with a description of the relevant analysis methods.

Meta-analysis methods

Once the summary results were extracted for each study and for each test, the clinical experts and
researchers met to identify groups of similar patient groups and clinical outcomes across studies. For each
patient group and outcome identified, the possibility for meta-analysis was considered; that is, whether or
not suitable data were available from multiple studies for the same clinical outcome and test in relation

to prognostic ability (relative risk scale: synthesis of ORs or HRs, taking unadjusted and adjusted results

separately) and, speculatively, the diagnostic/predictive ability (absolute risk scale: sensitivity and specificity).

Where possible, a separate meta-analysis for each cut-off level was considered. The intended methods
for any meta-analyses were outlined in the protocol. As a result of the clinical and methodological
heterogeneity between studies, pooling of data was determined to be inappropriate even in subgroups of
studies employing the same PFT. However, data are presented in this report in forest plots (without the
summary estimate) along with some relevant study characteristics highlighting heterogeneity.

Amendments to protocol

Initially the protocol did not specify that studies of patients on dual/triple antiplatelet therapy [i.e. aspirin
with additional antiplatelet agent(s)] had to employ an aspirin-specific PFT, rather than any PFT. This was
changed prior to study selection and the pertinent platelet function assays are reflected in Table 2.

It was originally stated that studies which met all of the inclusion criteria except for reporting clinical
outcomes would be noted, as these might provide useful information for cost-effectiveness analysis

(e.g. uncertainty around the prevalence of those defined as aspirin resistant from specific assays in specific
populations). From very early in the study selection process, the protocol was amended to omit this owing
to the very large number of studies being identified and limited benefit of identifying these across all the
tests and populations.

These amendments were reported to the NIHR and a revised protocol was submitted.
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Throughout the following sections, our aim has been to highlight the heterogeneity between studies with
regard to population, PFT, outcomes and analysis of studies.

Results have therefore been separated according to whether patients were receiving only aspirin as
antiplatelet therapy (monotherapy) or aspirin and a second antiplatelet agent (dual therapy) at the time of
the PFT. There are a number of reasons for this:

Populations receiving monotherapy are potentially likely to differ from those receiving dual therapy
(e.g. they are less likely to have very recently had an acute cardiovascular event or to be undergoing
non-elective PCI).

The influence of a second antiplatelet agent on an aspirin-specific PFT is unclear.

The second antiplatelet agent is likely to influence occurrence of clinical outcomes, and occurrence of
outcome is fundamental to determination of prognostic utility.

Resistance to other antiplatelet agents is known, and may affect event rates.

The original intention was to report and analyse studies relating to both patients receiving monotherapy
and those receiving dual therapy. It was decided to undertake a stepwise approach to the analysis, starting
with monotherapy studies and then moving on to dual-therapy studies; based on the reasons listed above,
it is possible that an association between aspirin resistance and clinical outcome may be more apparent
within those populations receiving aspirin therapy alone, as it might be more difficult to demonstrate
prognostic utility in patients receiving aspirin with additional antiplatelet therapy because of the potential
added confounding effect of the other antiplatelet agent.

Furthermore, it is debateable whether or not analysis of studies with dual therapy is warranted in the
absence of demonstrated prognostic utility of platelet function testing in patients treated with aspirin as
monotherapy. As this criterion was not met (i.e. prognostic utility could not be adequately demonstrated),
all results presented in the following sections relate to monotherapy only. However, in the interest of
transparency the authors wish for all extracted and analytical data (including those from dual-therapy
studies) to be available to readers of this report. The data have been made available through a web portal
and further details can be found in Appendix 4, including how to access the data.

Monotherapy studies were further defined as those where all, or the vast majority of, patients were on
monotherapy at the time of the PFT, given that treatment strategies may change over time depending on
disease progression. Adding a second agent may affect the rate of clinical events, and this may not be
independent of the underlying risk, as higher-risk patients are more likely to be receiving or to commence
dual therapy. Where studies have clearly specified where a proportion of patients have at some point
during the follow-up period switched therapy or received additional therapy, this information has been
extracted. It is, however, possible that not all studies have reported this information.

Populations have been broadly classified as having (i) stable CAD, (ii) stable CVD/stroke, (i) PAD/peripheral
vascular disease (PVD) or (iv) unstable angina (UA)/ACS. Where patients are undergoing elective PCI (PCI)
or primary PCI (PPCI), this has also been indicated. Where the population comprises several patient groups,
this has been classified as miscellaneous. Note that some acute populations have been included where the
PFT was undertaken when patients were on monotherapy.

Results have been separated for different PFTs, and where several thresholds or agonists have been used,

this has been indicated. Where different PFTs have been used within the same study, results have been
presented in Chapter 5, Studies with more than one test.
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Outcomes have been classified as (i) death, (i) MACE, (iii) ischaemic/thrombotic or (iv) haemorrhagic/
bleeding. A consistent definition for MACE is not used in the literature;® for example, it may or may not
include stroke. For a composite outcome that includes cerebrovascular complications, the abbreviation
MACCE is sometimes used (with the additional ‘C" indicating the cerebrovascular component), but again,
this is not consistent. Rather than devise a definition of what constitutes MACE or MACCE for this report,
studies with a composite outcome of adverse cardiovascular events have been grouped together using the

abbreviation MACE. Where stroke has been reported as a separate outcome, this has also been highlighted.

Within the categories of MACE/MACCE there are some inconsistencies between studies in how this has
been defined; this has been appropriately highlighted where necessary. The category of ‘ischaemic/
thrombotic’ events is broad and encompasses a number of different events such as revascularisation,
angina, bypass surgery, cardiovascular readmission, graft occlusion, M, etc.

The different outcome measures used in the studies have been summarised as a first step in deciding
whether or not pooling is possible and to give an idea of the range of outcome measures used. They
have been grouped according to the following: sensitivity and specificity, unadjusted or adjusted ORs, or
unadjusted or adjusted HRs. Where HRs or ORs have not been presented but have been calculated for this
report, this has been indicated. Additionally, where groups have been collapsed in order to provide a
single threshold, this has also been indicated. Note that where outcomes have been reported for different
test characteristics (e.g. different agonist, threshold, etc.), not all results will necessarily have been
summarised using the same outcome measures.

Odds ratios and HRs provide information on the usefulness of a PFT as a prognostic risk factor. Adjusted
ORs or HRs may take into account differences in clinical characteristics, which are linked to adverse events.
At the least informative level, articles have only provided a narrative statement regarding the relationship
between PFT results and clinical events.

Quality assessment of studies is also clearly presented to aid interpretation of findings.

Owing to the extensive nature of the data extracted from included studies for this project, it was deemed
unfeasible to adequately present all the data in this report (even as appendices). The results section of
the prognostic utility review in this report contains, where necessary, details of the studies, including the
populations studied, test characteristics and quality-related features, and data for key outcomes are
presented in illustrative forest plots.
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Chapter 5 Results of prognostic utility review

Quantity of research available

The searches resulted in the identification of 16,583 records (after automatic removal of duplicate records)
and one further record from checking reference lists of relevant systematic reviews. Manual removal of
duplicate records left 13,795 article records. Screening of titles and abstracts in these records indicated
that 12,581 were not relevant. Full-text articles of the remaining 1214 were sought. Twenty of these
articles were unobtainable and these are listed in Appendix 5; 65 were reports of ongoing studies and
these are commented on later in this chapter (see Ongoing studies); and 1129 full-text articles were
obtained for assessment against the inclusion criteria. Nine hundred and thirty-three articles were excluded
and these are listed in Appendix 6, Table 85 with reasons for exclusion; 12 of these were excluded
because there was insufficient information available to make a decision despite requests by e-mail to the
authors for further details (see Appendix 6, Table 86).

One hundred and ninety-six articles met the inclusion criteria. Of these, 62 contained details of PFT results
and clinical outcome data but failed to report the outcome data in relation to the test result, and thus
provided no relevant information on prognostic utility of the PFT. These studies are listed in Appendix 7.

A further 119 included articles all reported clinical outcome data in relation to the result of one or more
PFTs.%676867202 These articles report the findings of 108 studies that are detailed in the subsequent sections
of this report. The remaining 15 articles?®"” reported systematic reviews and these are described below
(see Systematic reviews).

A flow diagram presenting the process of selecting studies can be found in Figure 2.

Study mapping

As outlined in more detail below (see Monotherapy), included studies were separated into categories
based on whether enrolled patients were receiving aspirin as their only antiplatelet agent (monotherapy) or
aspirin combined with one or more other agents (dual/triple therapy) at the time of the PFT, and by the
type of PFT employed in the study. Subcategorisation was undertaken to distinguish studies in which the
therapy at the time of platelet function testing remained the same during follow-up from those in which
this changed (e.g. patients on monotherapy at the time of testing but subsequently receiving dual
therapy). Subjective decision-making was required in some cases where a proportion of patients was
receiving a different therapeutic regimen at the time of testing and/or follow-up (e.g. some on
monotherapy and some on dual therapy at the time of testing and/or follow-up). If the proportion was
considered small (< 5%) then these studies were categorised under the therapy of the larger proportion. If
large (> 11%), then these studies were put into a separate category.

The result of this mapping of studies is shown in Table 3.

Of the 108 included studies with test data linked to clinical outcome data, 57 studies reported on a patient

group solely or predominantly receiving aspirin as monotherapy at the time of testing,*676.86.88.90,92,93.95.9.105,
108-110,112,113,115-118,121,123,125,127,128,132,133,135,137,138,142,144-155,159,162-164,166,168,169,171,174,186,187,189,193,195,196,198,201,202 51 StUdIeS

reported on a group of patients solely or predominantly receiving dual therapy®’-:89.91:94-98100-102,104,106:111.114,11,
120,122,124,126,129-131,134,136,139-141,143,147,150,156-161,165,167,170-173,175-185,188,190,191,192,194,197,199,200 and one Study103,107
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h 4
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A 4 A A
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(n=119) (n=62)

Studies with clinical
outcomes reported in
relation to PFT results

(n =1 08)

FIGURE 2 Flow diagram showing study selection.
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RESULTS OF PROGNOSTIC UTILITY REVIEW

contained a mixed population of monotherapy and dual therapy. Five studies®™'#-1501%171 were able to be
mapped to both monotherapy and dual therapy categories. Turning to categories of test, LTA and the
PFA-100® were the most frequently used tests in included studies, with VerifyNow® Aspirin, thromboxane
metabolites and WBA also frequently encountered. Thromboelastography (TEG) was less well represented.
Several tests that fell outside of these categories were placed in a miscellaneous category and this included
small numbers of studies that employed, for example, tests such as flow cytometry methods and various
commercial assays not included in other categories. Proportions of tests used within the monotherapy
StudieS were: LTA (25%’ 19 Studies16,88,90,93,95,112,113,121,W25,142,147,149,1SS,W59,163,164,169,174,187,201), VerinyOW® ASpirin
(9%[ 7 Studie586,92,99,105,133,162,171)[ PFA_'IOO@ (280/0’ 21 Studies76,99,108,109,112,115,116,118,123,127,132,135,137,138,144,145,150,162,
186.187.189.193) " thromboxane metabolites measurement (14%, 11 studies?76:99.108.110.148,151,162:164,195.202)

WBA (10%, 8 studies®117.128153.162.166.186.196) TEG (4%, 3 studies'"”'%8174) and miscellaneous tests (9%,

7 studies’893125146.152.154.163196.198) ‘The corresponding proportions for dual-therapy studies were: LTA (25%,
14 Studie595,96,98,100,101,104,111,120,122,124,126,W30,136,143,147,157,W59,160,172,188), VerinyOW® Aspirin (21 %’ 12 studie587,91,98,
10W,W19,157,161,170,171,178,182,190,194,200)' PFA_'I OO® (25%’ 14 StudieSS9,94,98,101,102,120,124,129,131,139441,150,157,173,181,185)'
thromboxane metabolites measurement (0%), WBA (18%, 10 studigs®’100:106:114.158:165.167.175-177,179,180,183,184,191),
TEG (5%, 3 studies'®971%) and miscellaneous tests (5%, 3 studies®®101134157192) ‘Note that several studies
utilised a range of tests concurrently in the same study population. These are also identified, along with
the tests used, in Table 3.

Prognostic utility of tests

Population characteristics and quality assessment of studies are presented in the following sections. As
outlined in more detail in Chapter 4, Presentation of results, the structuring of results has been guided by:

population receiving monotherapy or dual therapy at the time of the PFT

therapy received after the PFT

PFT used

outcome (death, MACE, ischaemic/thrombotic event, bleeding)

outcome measures presented or calculable [(un)adjusted OR and HR, sensitivity and specificity]; note
that sensitivities and specificities are presented in Appendix 3.

This is followed by a summary for each PFT. Studies where more than one PFT were performed
concurrently are reported in Studies with more than one test.

Monotherapy

The tests identified for assessing platelet function in patients on monotherapy (aspirin only) are (i) LTA,
(i) VerifyNow® Aspirin, (i) measurement of urinary or serum/plasma 11-dehydro-TxB, concentrations,
(iv) PFA-1008, (v) WBA, (vi) TEG and (vii) other miscellaneous tests.

Light transmission aggregometry

Population and test characteristics

Nineteen Studie588,90,93,95,112,113,121,125,142,147,149,155,159,162,164,169,174,187,201 were Identlfled in th|S Category, four Of
which were reported in abstract form only,'6'6*16174 and one as a letter.®® Populations had CAD

(six studies'"3142.149.162.164.20) " C\/D/stroke (six studies® 121125135139 or PAD/PVD (four studies®®''2147:169),
There were three studies®™ '8 in patients with UAJ/ACS; in one of these®® patients were all undergoing
PPCI. None of the studies reported how long patients had had their primary underlying condition for.
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In 12 studies®®2095112.121.142.147.155159.162.164174 it anpeared that patients were exclusively on monotherapy both
at the time of the PFT and during follow-up. In two studies,”*'?*> around 4% and 5% of patients were on
dual therapy (aspirin + clopidogrel) at the time of the PFT. Given the small proportion on dual therapy,
these studies have been included in the ‘monotherapy’ category.

In a further four studies, %1829 patients were on monotherapy at the time of the PFT, and around 4%,'*
25%"%2%" or 45%'® of patients respectively went on to receive an additional antiplatelet agent (clopidogrel)
at some point during follow-up. It is possible that not all studies have reported where a proportion of
patients commenced additional therapies during follow-up.

In the study where patients underwent PPCI,* patients were on monotherapy at the time of the PFT and
all were on dual therapy (aspirin + clopidogrel) during follow-up. This study has been listed separately,
as the addition of clopidogrel therapy in all patients may affect the rate of events, and may also be a
reflection of underlying population differences compared with the other studies.

Comedications, where reported, included statins, beta-blockers, angiotensin-converting enzyme (ACE)
inhibitors, angiotensin Il receptor blockers, calcium channel blockers, nitrate esters, proton pump inhibitors
and dalteparin (Fragmin®, Pfizer). NSAIDs were not permitted (or had to be discontinued within a certain
time period) in seven studies;8890.112.142149159.201 gne stydy'™ stated that drugs known to affect PFTs were
discontinued, and there were no details on NSAIDs in the remaining studies.

The number of participants in the studies ranged from 32 to 583 (see Table 4). Where reported, mean
ages of patients ranged from 60 to 75 years, with most means around the mid to late 60s or early 70s.
There were more men than women in 14 out of 15 studies that reported on this,8890:93:95112.121,125,147.149.155,
159.163.174.187.201 \vjith proportions of men ranging from 53% to 81%. Only one study'? included more
women (54%). The proportion of patients with diabetes ranged from 11% to 47%, and that of smokers
from 5% to 66% (where reported, see Table 4). All studies were conducted in hospital settings.

The dose of aspirin ranged between 75 mg/day and 325 mg/day, with the exception of one study'®

where the dose was high, at 1000 mg/day. This study included patients with TIAs or reversible ischaemic
neurological deficits. There were no details on dose in one study.®® Details were variable across studies
regarding the length of time patients had been receiving aspirin therapy, with some noting a minimum
period and some whether patients were chronic or first-time users, but many giving no details (see Table 4).
No study stated whether aspirin was provided in enteric or plain form, though one study®® noted that aspirin
was in chewable form.

The main study characteristics are listed in Table 4 below. Note that in some studies baseline characteristics
have been reported only according to resistant/sensitive groups or groups with/without adverse clinical
events, rather than for the total study population.

The test performed in 18 out of 19 studies was LTA. Most tests used arachidonic acid as an agonist, with
some also using collagen and ADP, and sodium citrate as the anticoagulant (where reported). One study'®’
used a variant of LTA, an aggregometer that uses laser light scattering (the PA-200).

Most studies reported no details on the timing of the PFT after aspirin ingestion. One study'?® noted that
there were at least 6 hours between aspirin dose and PFT, and three other studies'?'%'% stated that there
were up to 24 hours between aspirin dose and PFT. Table 5 provides details of test characteristics.
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RESULTS OF PROGNOSTIC UTILITY REVIEW

TABLE 5 Test characteristics (LTA, monotherapy)

Monotherapy at time of PFT and during follow-up

Abumiya 2011

Cha 2008™"

De Boni 2011™°

Feher 2011% (letter)

Feng 2011%
Gum 2003'*

Kempfert 2009'"

Linnemann 2009'"

Lordkipanidzé
2011 (abstract)

Miyata 2011
(abstract)

Modica 2009'®

Ohmori 2006'

Payne 2004'

Schwammenthal
2008'*®

Sgrensen 1983

MC Medical, Tokyo, Japan

Model 560 VS (Chrono-log
Corporation, Havertown,

PA, USA)

Chrono-log 700-4

lumi-aggregation systems
(Chrono-log Corporation,

Havertown, PA, USA)
LTA (no further details)

LTA (no further details)

PAP4 platelet aggregometer

(BioData, Horsham,
PA, USA)

PAP-4 (moelab, Berlin,
Germany)

Behring Coagulation Timer®

(BCT®) (Dade Behring,
Dudingen, Switzerland)

LTA (no further details)

LTA (no further details)

PA-200

LTA (no further details) and
PA-20 platelet aggregation

analyser

PAP4 platelet aggregometer

PACKS-4 (Helena Laboratories,

Beaumont, TX, USA)

Turbidimetric aggregation

(Born method)

‘Citrated blood’

Sodium citrate

Sodium citrate (3.2%)

No details

No details
Sodium citrate (3.8%)

Citrate

Sodium citrate (3.2%)

No details

No details

Sodium citrate
(0.129 M)

Sodium citrate (10%)

Trisodium citrate
(3.8% wit/vol)

‘Citrated blood’

No details

Collagen (2 uM)
Collagen (5 uM)
ADP (1 uM)

ADP (10 puM)

AA (0.5 mg/ml=
1.6 mM)

ADP (10 uM)

AA (0.5mM increasing
up to 1 mM)

No details
(reported elsewhere)

AA

AA (0.5 mg/ml=
1.6 mM)

ADP 10 uM
AA (1 mM)

AA (0.5 mg/ml=
1.6 mM)

AA (1.6 mM)
ADP (5 pM)
ADP (10 M)
ADP (20 M)
AA

Collagen

Epinephrine (30 yl of a
solution containing
0.1 mg epinephrine)

Collagen (1 pg/ml)

AA (2.5 mM)

AA (1.6 mM)

ADP (lowest ADP
concentration that could
produce secondary
aggregation)

No details

No details

No details

No details
No details

1-24 hours before
blood sampling

No details

1-24 hours

No details

No details

No details

No details

<24 hours

At least 6 hours
before blood
sampling

No details
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TABLE 5 Test characteristics (LTA, monotherapy) (continued)

Tan 2010"* LTA (no further details) No details AA Unclear: blood

(abstract) samples collected
every 2 hours up to
24 hours before
and after aspirin
administration

van der Loo 2011%°  APACT 4 aggregometer Sodium citrate (3.8%) Epinephrine (0.1 mM) No details
(Labitec GmbH, Ahrensburg,
Germany) Collagen (5 pg/ml)
ADP (2 mM)
Zanow 2010'®° LTA (no further details) No details AA No details
(abstract)
ADP
Monotherapy at time of PFT, dual therapy during follow-up
Spectre 2011% PACKS-4 Sodium citrate AA (1.6 mM) No details

AA, arachidonic acid

Study design and quality
Results of the risk-of-bias assessment can be found in Tables 6-9.

Patient selection was independent of study outcome in all included studies, with the PFT preceding any
outcomes (as specified in the study selection criteria). Ten of 19 studigs®®93112.113.125.147.164.174,187.201 stated that
consecutive patients were enrolled into the study. Only one study'*® had clear details on posteligibility
exclusion of patients; one criterion for exclusion was no or low compliance.

A predetermined threshold percentage (for platelet aggregation) was given in nine studies; in seven of
these?3121:125.147.149159.174 the threshold was 20% (with two studies®™'?> defining a further two groups:
20-39% for partial response and > 40% for complete unresponsiveness). In two studies'*'® the threshold
was 30%. The remaining studies stated that quartiles were used,*>?°" described the method of deriving a
threshold but not an actual percentage''*'>>'® or gave no details 84216216+ One study® stated mean levels
of platelet aggregation only (for groups with and without clinical events). Most studies cited a reference
for their threshold or method of derivation; there were no details in seven studies 890:9%142.162164.201 |y
one study'? gave clear details on blinding of laboratory staff to patient characteristics.

Outcome measures of interest were clearly predefined in all but five studies.88'13125139189 Foyr studies'?>142149.187
had clear details regarding blinding to the PFT results of those assessing outcomes. There appeared to be
no loss to follow-up in three studies.®®'?"'® | oss to follow-up was stated in seven studigs?®'12113:125,142.149.155
and ranged from 2% to 57% (see Table 8). There were no clear details in nine studies, 895 147.159.162,164.169,174,201
The differences in completeness of follow-up may reflect length of follow-up, study design (outcome only
followed up in those that had repeat PFTs) or quality of reporting.

Compliance was measured in seven studies,8112113142149,159.164 |n three studies®'**'* this was by a general
practitioner (GP) assessment and/or patient interview, but no details on the level of compliance were
stated; one patient was excluded on the basis of non-compliance in one of these studies.’ One study'"
stated that after interview all patients confirmed that they had taken aspirin as directed over the last

14 days.
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RESULTS OF PROGNOSTIC UTILITY REVIEW

TABLE 6 Risk of bias, patient selection (LTA, monotherapy)

Was patient

selection Were reasons for any
posteligibility
exclusions provided?

Domain 1: Was a consecutive or random independent of

patient selection sample of patients enrolled? patient outcomes?

Monotherapy at time of PFT and during follow-up

38

Abumiya 2011% No details Yes No details
Cha 2008™" Unclear; patients selected from Yes No details
a larger, consecutively
enrolled group
De Boni 2011™*° No details Yes Patients who changed therapy,
with low/no compliance,
intolerance/allergy to aspirin,
contraindications to
anticoagulants, who did not
attend follow-up
Feher 2011% (letter) Consecutive Yes No details
Feng 2011% Consecutive Yes No details
Gum 2003'* Unclear; patients recruited from Yes No details
consecutive patients presenting
to the outpatient clinic
Kempfert 2009 Consecutive Yes No details
Linnemann 2009 Consecutive Yes No details
Lordkipanidzé 2011 No details Yes No details
(abstract)
Miyata 2011'® (abstract) ~ Consecutive Yes No details
Modica 2009'®’ Consecutive Yes No details
Ohmori 2006'* No details Yes No details
Payne 2004' Consecutive Yes Unclear; 38/138 patients
excluded before randomisation,
but unclear if any would have
met the inclusion criteria
Schwammenthal 2008'®  Consecutive Yes No details
Sgrensen 1983'%° No details Yes No details
Tan 2010" (abstract) Consecutive Yes No details
van der Loo 2011%° Unclear (substudy of a trial) Yes No details
Zanow 2010'® (abstract)  No details Yes No details
Monotherapy at time of PFT, dual therapy during follow-up
Spectre 2011% Consecutive Yes No details

NIHR Journals Library www.journalslibrary.nihr.ac.uk
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TABLE 7 Risk of bias, PFT (LTA, monotherapy)

Domain 2: PFT

If a threshold was used,
was it prespecified?

HEALTH TECHNOLOGY ASSESSMENT 2015 VOL. 19 NO. 37

How was the threshold
derived? (e.g. literature
cut-off, based on study data)

Is the undertaking and
interpretation of the index

test blinded to the patient
characteristics (including
clinical outcomes)?

Monotherapy at time of PFT and during follow-up

Abumiya 2011%
Cha 2008"
De Boni 2011"°

Feher 2011%
(letter)

Feng 2011%"
Gum 2003'*

Kempfert 2009'"

Linnemann
2009'"?

Lordkipanidzé
2011'®
(abstract)

Miyata 2011'%
(abstract)

Modica 2009'¥

Ohmori 2006

Payne 2004'

Schwammenthal
2008'

No

Yes (>20%)
Yes (>20%)
No details

No

Yes (>20% for AA and
>70% for ADP)

Yes (aspirin resistant if platelet
aggregation exceeded the
threshold of 30% despite in
vitro addition of 25 uM aspirin)

Partially; method yes, actual
value no. Based on results
from group of 20 healthy
volunteers. Resistance defined
as the maximum aggregation
values within the reference
range (> 78%) despite

aspirin medication

No details

No details

Yes (high residual platelet
reactivity was defined as a
normal CT value even when
the subject was taking aspirin)

No details

Yes (>20%)

Yes (good response <20%,
partial response 20-39%,
complete unresponsiveness
>40%)

Quartiles
Reference cited"'
Reference cited'*?'®

No details

Quartiles

No details

Unclear; states that platelet
aggregation was measured
according to the

manufacturers’ instructions

In accordance with
recommendations given at the
53rd Annual Scientific and
Standardization Committee
Meeting of the ISTH in Geneva
in 2007, the 5th-95th percentile
of maximum aggregation
measured in duplicate in a group
of healthy volunteers (n=20)
was considered as the reference
range (i.e. 78-96%)

No details

No details

Reference cited”

No details

Reference cited®"

Reference cited'®

No details
No details
No details
No details

No details

No details

No details

No details

No details

No details

Unclear (‘test results were
not accessible by the
attending physicians’)

Yes; laboratory staff were kept
unaware of patient information

Unclear; states that ‘all
personnel involved with the trial
were blinded to the nature of
the patients’ current drug
therapy.” However, this may not
apply to PFTs

Unclear; treating physicians and
the investigators evaluating the
patients were blinded to

the results of the platelet
function studies

continued
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RESULTS OF PROGNOSTIC UTILITY REVIEW

TABLE 7 Risk of bias, PFT (LTA, monotherapy) (continued)

Is the undertaking and
interpretation of the index

How was the threshold test blinded to the patient
If a threshold was used, derived? (e.g. literature characteristics (including
Domain 2: PFT was it prespecified? cut-off, based on study data) clinical outcomes)?

Sarensen 1983'  Yes (platelet hyperaggregability ~ Reference cited® No details
defined as secondary
aggregation obtained by ADP
concentration <1 M)

Tan 2010"* Yes (>20%) No details No details
(abstract)
van der Loo No (mean levels of platelet N/A No details
2011%° aggregation shown for groups

with and without events)
Zanow 2010'% Yes (>30%) No details No details
(abstract)

Monotherapy at time of PFT, dual therapy during follow-up

Spectre 2011% Yes: three groups (good No details No details
response < 20% aggregation,
intermediate 20-40%,
poor response > 40%)

AA, arachidonic acid; CT, closure time; ISTH, International Society of Thrombosis and Haemostasis; N/A, not applicable.

TABLE 8 Risk of bias, outcomes and study attrition (LTA, monotherapy)

Were the
outcomes of What was the proportion of

Domains 3 and 4: interest clearly Were the outcome results missing data? (State reasons for
outcomes and defined in interpreted without knowledge loss to follow-up or differences in
study attrition advance? of the results of the PFT? those who completed or were lost)

Monotherapy at time of PFT and during follow-up

Abumiya 2011% Yes No details No details on whether or not there
were any missing data

Cha 2008™ Yes No details No loss to follow-up

De Boni 2011™° No No details Unclear; patients who did not attend
follow-up were excluded from study

Feher 2011% Unclear No details No details

(letter)

Feng 2011% Yes No details No details

Gum 2003'* Yes Those performing follow-up Follow-up data were available on

interviews were blinded to aspirin 97% of patients

sensitivity status

Kempfert 2009'" No No details 1/59 patients lost to follow-up.
Reason not stated

NIHR Journals Library www.journalslibrary.nihr.ac.uk
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TABLE 8 Risk of bias, outcomes and study attrition (LTA, monotherapy) (continued)

Domains 3 and 4:

outcomes and
study attrition

Were the
outcomes of
interest clearly
defined in
advance?

Were the outcome results
interpreted without knowledge
of the results of the PFT?

What was the proportion of
missing data? (State reasons for
loss to follow-up or differences in
those who completed or were lost)

Linnemann 2009'"

Lordkipanidzé
2011 (abstract)

Miyata 2011'%
(abstract)

Modica 2009'¥

Ohmori 2006'?

Payne 2004'¥

Schwammenthal
2008'%

Sgrensen 1983

Tan 2010"*

(abstract)

van der Loo 201

Zanow 2010'%
(abstract)

190

Yes

Yes

Yes

Yes

Yes

Yes

Yes

No

Yes (though
unclear if
composite or
individual
outcomes)

Yes

No details

Unclear; reported events were only
considered if they were confirmed by
medical reports from GPs or
admitting hospitals

No details

No details

Yes (‘test results were not accessible
by the attending physicians’)

Yes; those performing follow-up
were unaware of the aspirin
sensitivity status

Unclear; states that ‘all personnel
involved with the trial were blinded
to the nature of the patients’ current
drug therapy.” However, this may
not apply to PFTs and outcomes

Yes; treating physicians and the
investigators evaluating the patients
were blinded to the results of the
platelet function studies

No details

No details

No details

No details

Monotherapy at time of PFT, dual therapy during follow-up

Spectre 2011%

Yes

No details

Data on clinical outcome available
only from patients whose platelet
function was assessed twice (57/98).
Of the 98, four patients died and 16
had their antithrombotic medication
changed, mainly because of an acute
cardiovascular event. Not clear what
the remaining reasons for dropouts
were. This might bias the results
though authors state that there was
no difference observed in aspirin
resistance rates between dropouts
and those remaining in the study

No details

No details

No loss to follow-up

4/136 (three patients who developed
atrial fibrillation and one who did
not take aspirin were excluded

from analysis)

No details

Follow-up data were available for
81/105 patients (77 %)

48/83 patients at last follow-up, but
proportion of these in aspirin group
(n=41) unclear

No details

Appears to be no loss to follow-up
for events (though repeat PFTs in
decreasing numbers of patients
over time)

No details

7/63 lost to follow-up at 6 months

GP, general practitioner.
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A further study'®* assessed compliance by interview and checking of plasma concentration of salicylic acid,
but there were no details on level of compliance. One study'™® did not state the method of assessing
compliance, but stated that patients with low/no compliance were excluded. In the study by Kempfert et al.,'?
the PFT was repeated after in vitro addition of aspirin where platelets were not sufficiently suppressed in order
to exclude non-compliance.

Thirteen studies did not appear to undertake any adjusted analyses.89095112:113,147.155.159,162,164,169,174.201

Six studies®121125142.149.187 attempted to adjust for a number of factors. There was some overlap between
factors adjusted for (e.g. age), but no study used all the same factors as another. There may be selective
reporting in that only variables that showed significance on univariate analysis may have been included in
multivariate analyses. One study'? was unusual in that it adjusted for size of aggregates only.

Overview of outcomes

The main outcome categories reported in the LTA monotherapy studies are shown in Table 70. Note that
where a study reports MACEs, individual outcomes (e.g. death, stroke) may additionally have been
reported separately. There may also be more than one ischaemic/thrombotic outcome reported in the
same study. Follow-up periods ranged from 30 days to 3 years.

Outcomes (LTA, monotherapy)

Monotherapy at time of PFT and during follow-up

Abumiya 2011% v 1 year

Cha 2008™ v v v 90 days

De Boni 2011 v 3 months

Feher 2011% (letter) v 2 years

Feng 2011 v/ Up to 6 months

Gum 2003'% v/ Mean 679 days

Kempfert 2009 v v 12 months

Linnemann 2009 v/ Median 17 months (range 10-37 months)
Lordkipanidzé 2011 v 3 years

(abstract)

Miyata 2011'® (abstract) v/ 2 years

Modica 2009’ v/ Median 44 months (IQR 35-55 months)
Ohmori 2006'# v Mean 172 days

Payne 2004' v v 30 days

Schwammenthal 2008 v Median 11.5 months (range 3.9-19.3 months)
Sgrensen 1983 v Median 26 months (range 20-36 months)
Tan 2010'* (abstract) v/ v/ v/ Mean 360 days (range 0-523 days)

van der Loo 2011%° v Mean 80 months (range 52-94 months)
Zanow 2010 (abstract) v ‘Long-term’

Monotherapy at time of PFT, dual therapy during follow-up
Spectre 2011% v Up to 15 months
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Death
Only 68&113.121.147.149174 of the 19 studies reported this outcome, and 5121114717418 ranorted solely the data
needed to populate 2 x 2 tables (Table 17).

Figures 3 and 4 present the unadjusted ORs and unadjusted HRs reported for death. None of these were
directly available from the publications (except for one HR'?), but were calculated from other reported
data. No study reported adjusted measures. In the study by Payne et al. (2004),'* no patients (out of a
total of 54) were found to be aspirin resistant at a threshold of > 20% aggregation, therefore no summary
measures could be calculated; one stroke and no deaths occurred in this patient group (follow-up

30 days). Similarly, results could not be presented in forest plots for the study by Tan et al.;'”* here the rate
of death was 26% in the resistant and 11% in the sensitive group.

In the studies by Cha et al."?' and Gum et al.,"* more deaths occurred in those patients categorised as
aspirin resistant; however, none of the unadjusted ORs or HRs were statistically significant. This is also the
case for the studies by Feher et al.% and Kempfert et al.,'” where the extremely wide Cls are a reflection
of an adjustment factor used in cases where no events occurred in the aspirin-sensitive groups.

In terms of prognostic utility, although there was a trend towards more events in the aspirin-resistant
groups, no study was able to show a statistically significant difference (in CAD or CVD/stroke patients).

Major adverse cardiac events
Eleven?093:112.113.121.142:149.162,164174187 of 19 studies reported this outcome (Table 12).

Note that one study'"? reporting MACEs included death from cardiovascular causes, MI, ACS and stroke,
but also amputation or gangrene.

TABLE 11 Outcome measures for reporting death (LTA, monotherapy)

Monotherapy at time of PFT and during follow-up

Cha 2008™ /e /e Number of events reported /e
for three groups: low,
intermediate, high
ADP aggregation

Feher 20118 v v Ve
(letter)

Gum 2003'* 4

Kempfert Ve Ve Ve
2009'3

Payne No patients found to be

2004 aspirin resistant, therefore
not represented in
Figures 3 and 4

Tan 2010"* Some percentages
(abstract) presented, but exact
numbers not clear

a Calculated from data given in the publication.
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Outcome measures for reporting MACEs (LTA, monotherapy)

Monotherapy at time of PFT and during follow-up
Cha 2008 Ve v Ve Ve
Gum 2003'% v v

Kempfert v° v° v?
2009'"?

Linnemann Ve Ve Ve
2009'"?

Lordkipanidzé v
2011
(abstract)

Miyata 2011'® Narrative description
(abstract)

Modica v v
2009'¥

Ohmori v
2006'#

Tan 2010'* Some percentages
(abstract) presented, but exact
numbers not clear

van der Loo Mean platelet aggregation
2011%° values for groups with and
without events

Monotherapy at time of PFT, dual therapy during follow-up

*Spectre Ve /e v J?
2011%

The study by Miyata et al.'®* reported that no ex vivo measurements for residual platelet function were
associated with cardiovascular events (no data presented). In the study by Tan et al.'* the results for
total events (MACEs) were unclear, but based on higher numbers of events for death, recurrent Ml or
thrombosis, it appeared that a greater number of MACEs occurred in the aspirin-resistant group.

van der Loo et al.* reported no significant differences in mean platelet aggregation levels in groups with
and without MACEs.

The remaining studies are presented in the forest plots in Figures 5-8.

There were 12 unadjusted ORs based on five studies,®''213121162 (different agonists, thresholds or time
points; see Figure 5), 11 of which found no statistically significant differences in event rates; there was also
no consistent trend regarding direction of effect. One study'' found a statistically significant result for one
of two thresholds, with more events in the aspirin-resistant group in a CVD/stroke population, but this
result was based on a non-aspirin-specific agonist (ADP) and the threshold was derived by collapsing
tertiles. Most ORs were not directly available from the studies (with the exception of one'®?).

The one statistically significant OR™' remained so after adjustment, although it moved very close to 1
(see Figure 6). There were no further adjusted ORs.
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There were 10 unadjusted HRs (based on six studies,®'211312143187 see Figure 7), all calculated from
other data presented in the articles. Three showed statistically significant results (more events in the
aspirin-resistant group).'" 8" All three included different populations (CAD, CVD/stroke and UA/ACS).

Based on the three studies where an unadjusted HR was calculable, one HR' remained statistically
significant after adjustment (see Figure 8); two previously non-significant results® became statistically
significant and one previously significant result became non-significant.’™ Of one further study included,*
one of two results was statistically significant (more events in the aspirin-resistant group).

Based on adjusted measures, there was a consistent trend towards more MACEs in the resistant groups,
with some results showing statistical significance. However, this is based on a subsample of studies only
(5 of 19 studies®'21:192149187) ' and the choice of adjustment factors and inclusion of certain factors into the
models may have affected results. Note that two®'®” of the five studies contributing to these results were
in UA/ACS patients, which may differ from the majority of stable populations, and in one study® all
patients were on dual therapy after the PFT.

Ischaemic/thrombotic events

Thirteen studigs®90.95112/113.121125147.149,155159.169.174 raported additional ischaemic/thrombotic events (Table 13).

Seven of 13 studies®#>112.147.159.169.174 id not provide data which would have allowed their representation
in forest plots. There was also heterogeneity across outcome measures (e.g. Ml, UA, restenosis, etc.).
Many of these measures are also captured in the MACEs described above.

In the study by Abumiya and Houkin®® there appeared to be a trend for more events (recurrent cerebral
infarction) to occur in higher quartiles of platelet aggregation, but no statistical significance could be
shown. The numbers in Tan et al.'’* were unclear, but it appears that a higher percentage had a recurrent
MI or thrombosis in the aspirin-resistant group. van der Loo et a/.*° looked at differences in intrapatient
variability of platelet aggregation between groups with and without restenosis or occlusion; no evidence
for a difference was found (at adjusted p-value level). Zanow et al.'® found that long term there was a
poorer patency rate for aspirin-resistant patients, but this was not statistically significant.

The study by De Boni et al.™ provided no useful information, as no patients were classified as aspirin
resistant and no events occurred. Similarly, in the study by Payne et al."*" no patients were classified as
aspirin resistant; there was one stroke (in a group of 54 patients). Linnemann et al. assessed a number of
ischaemic thrombotic outcomes, but the exact numbers in the aspirin-resistant and aspirin-sensitive groups
were unclear; only 2 out of 57 patients were classified as aspirin resistant.

Twelve unadjusted ORs were presented based on four studies® 3121155 (different outcomes, thresholds)
(Figure 9). All were calculated for this report. Cls were generally very wide and all but one showed no

statistical significance, though there was a trend towards more events occurring in the aspirin-resistant groups.

A different study'?® presented an adjusted OR for two thresholds, one of which was statistically significant
(Figure 10).

Fourteen unadjusted HRs based on five studies®''>12149155 were presented (Figure 17). Again, all but one
showed no statistical significance, though there was a trend towards more events in the aspirin-resistant
groups. No adjusted HRs were presented.
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Overall, the trend towards more events in the aspirin-resistant group was consistent, but most results were
not statistically significant. These results were also consistent with those of the studies not presented in the
forest plots. Interestingly, there were three studies where no (or a very small proportion of) aspirin-resistant
patients were identified. 147159

Bleeding events
Only one study?®®' reported bleeding events (Gl bleeds) (Table 14).

Of the four patients with bleeds, three were in the lowest platelet aggregation quartile (values of 2.7%,

6.75% and 9.12%). The threshold value for the lowest quartile was 9.81%. The remaining patient had a
value of 11.2% (not stated which quartile). This is consistent with the assumption that Gl bleeds are more
likely to occur in aspirin-sensitive patients, but the small number of events precludes any firm conclusions.

Summary: light transmission aggregometry monotherapy

Nineteen StudieS were |dent|f|ed in th|S Category'88,90,93,95,112,113,121,125,142,147,149,155,159,162,164,169,174,187,201 There
were differences in patient populations, though most appeared to have stable disease; note that although
there were only three studies®*'"*'8” with acute (UA/ACS) populations, two of these®'®” contribute
substantially to the MACE results. There was heterogeneity across studies in terms of specific patient
characteristics (e.g. smoker, diabetic, comedications, etc.).

There was a lack of detail in reporting of relevant quality criteria, making an overall judgement on risk of
bias difficult. Additionally, studies that do report relevant information may be more open to criticism. Lack
of detail related in particular to loss-to-follow-up information, blinding and details of compliance. No study
provided details on all relevant quality criteria. There were differences in threshold and method of

deriving the threshold for defining aspirin resistance, but the most consistent was a threshold of 20%
(seven studies®>121125147.149.159174) "y one’? and four'?>1%2149187 (of 19) studies respectively gave clear
details on blinding to patient characteristics or PFT results. Measurement of compliance was undertaken in
seven studies,®8112113.142149159.164 b1t there was a lack of detail on the results or consequences of this; it
appears that in two studies'*'*° patients were excluded on the basis of low/no compliance. Some studies
provided adjusted analyses; there was overlap but no consistency in factors adjusted for.

Six studies®®13121147.149174 raported on differences in deaths between aspirin-resistant and aspirin-sensitive
groups; there was a trend towards more events in the aspirin-resistant group (based on four studies®'3121149),
but no significant differences were shown in any.

Eleven studies reported on MACEs.2093112:113.121:142:149162:164.174.187 Theare was a trend towards more events in
the aspirin-resistant groups, but unadjusted measures found mostly statistically non-significant results. Five
of seven results (based on five studies®*12':142149187) ;sing adjusted measures were statistically significant

and the trend was consistent with the unadjusted results; however, this was based on a subset of studies,

Outcome measures for reporting bleeding (LTA, monotherapy)

Monotherapy at time of PFT and during follow-up

Feng 20112 Aggregation values
presented for individual
patients (according to
quartiles for some)
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different adjustment factors and two®'® (of five®121142149187) stydies in an acute population, which may
not be representative of the majority of populations receiving aspirin monotherapy.

Thirteen studies reported additional ischaemic/thrombotic events 889095112/113,121,125147.149,155,159.169.174 Again,
there was a trend towards more events in the aspirin-resistant group, but the vast majority of results
(mainly unadjusted measures) were not statistically significant. Results of 7 of the 13 studigs®09>112147.159.169.174
could not be presented in forest plots, but results were consistent (i.e. non-significant).

There was only one study reporting Gl bleeds;*®' this found a trend for more aspirin-sensitive patients to
have more bleeds, but this was based on only four events (in 136 patients).

Note that not all studies reporting the relevant outcomes could be presented in the forest plots; the results
of those studies not included in the forest plots were in the main consistent with those included or did not
add much useful information. It should also be noted that some studies contributed several results to the
forest plots as they presented results or could be analysed for different thresholds. Although no results
have been pooled, the visual impact of these forest plots might influence how the overall results are
perceived. Given the large amount of heterogeneity between the studies in terms of quality criteria, threshold,
population, test characteristics (agonists), aspirin dose, etc., it was not possible to compare results across
studies. Despite the heterogeneity and lack of many statistically significant results, the direction of prognostic
effect appears to be largely consistent with there being more events in aspirin-resistant patients (ORs and HRs
usually > 1). This suggests that LTA is a potential prognostic factor, but this is only a qualitative judgement on
the evidence available; meta-analysis was not possible owing to the heterogeneity, and therefore a firm
guantitative conclusion regarding whether or not LTA is prognostic is not currently possible.

Summary: light transmission aggregometry

Nineteen studies were identified with mainly stable populations.

The most frequently reported threshold was 20% platelet aggregation.

A lack of detail in reporting of quality criteria, particularly around loss to follow-up, blinding and details
(and implications) of compliance, hampered an overall risk-of-bias assessment.

Heterogeneity in outcomes, patient groups and types of reported statistics meant that meta-analysis
was not considered appropriate.

Adjusted results were rarely presented, and thus the additional prognostic value of the test over other
prognostic factors is difficult to ascertain.

Despite clinical heterogeneity between studies, there was an overall consistent trend for more events to
occur in the ‘aspirin-resistant’ group for all relevant outcomes (death, MACEs, ischaemic/thrombotic
events); however, most results were not statistically significant.

There were more statistically significant results (more events in the resistant arm) using adjusted
measures for MACEs, but these were based on only five studies.

One study reporting Gl bleeds found a trend for more Gl bleeds in ‘aspirin-sensitive’ patients, but this
was based on only four events (in 136 patients).

Population and test characteristics

Seven studies®9299105133.162171 \ware identified in this category, one'® of which was reported in abstract
form only. Populations were mainly classified as having CAD (three studies)®'3*'%? or CVD/stroke

(two studies).?"" One study'® was in patients with UA/ACS, and one®* was in patients with severe CAD
undergoing CABG. Six studies did not report for how long patients had had their underlying condition;
one study'’" stated time from cerebral infarction to randomisation [< 90 days: 37 patients (31.1%);
91-364 days: 33 patients (27.7%); > 365 days: 49 patients (41.2%)].
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In six studies®29195133162171 it appeared that patients were exclusively on monotherapy both at the time of
the PFT and at follow-up. In the remaining study,® patients were on monotherapy at the time of the PFT,
and on dual therapy [+ ticlopidine (Ticlid®, Sanofi Winthrop)] during follow-up.

Comedications across the studies included, where reported, ACE inhibitors, beta-blockers, angiotensin
receptor blockers, calcium channel blockers, statins, oral anticoagulants and lipid lowering agents. NSAIDs
were not permitted in four studies®®*'317" and were taken by 28 out of 314 (9%) patients in another,'®
while one study® stated that ‘concurrent nonsteroidal anti-inflammatory drug use did not correlate with
the presence of aspirin non-responsiveness defined by this method at either time point’. There were no
details in one study.'®

The number of participants in the studies ranged from 106 to 468 (see Table 15). Mean ages were mainly
reported by group (resistant/sensitive) and ranged from 61 years to 70 years. Overall, there were more men
than women in the studies, with proportions of men ranging from 50% to 85%. All studies were
conducted in hospital settings. The proportion of smokers ranged (where reported) from 11% to 39% and
that of diabetics from 21% to 56%.

The dose of aspirin ranged from 75 to 325 mg/day. Four studies® %337 noted a minimum period
(between 1 and 4 weeks) for which patients needed to have been taking aspirin; there were no details in
the remaining studies. Two studies®'** stated that aspirin was provided in enteric form (in 65% of patients
in one study'3). There were no details in the remaining studies.

The main study characteristics are listed in Table 15. Note that in some studies baseline characteristics have
been reported only according to resistant/sensitive groups, rather than for the total study population. All
studies used the commercially available VerifyNow® Aspirin test kit (Table 76), which uses arachidonic acid
as an agonist. Four studies noted the timing of the PFT after aspirin ingestion; this was between 1 and

4 hours,® between 2 and 30 hours,”™? up to 24 hours'”" or on the same day.?? There were no details in the
remaining studies.

Study design and quality

Patient selection was independent of outcome in all studies, as all patients with an available PFT were
followed up. Two studies®'”" stated that consecutive patients were enrolled. Two studies®* provided
details on posteligibility exclusions; one of these® reported that the study population was deemed to be
representative of the eligible population.

As this was a commercial test with a manufacturer-recommended threshold, it was assumed that all
studies used the same threshold even where not stated. No study gave clear details on whether or not the
undertaking and interpretation of the PFT was blinded to patient characteristics. Outcomes were defined in
advance in all studies, and there were details in four studies® %9133 regarding the blinding of outcome
assessment (to the results of the PFT). Proportions of missing data were reported in four studies and were
less than, or around, 1%'%>'** and up to 14% """ and 32%.%° Longer follow-up times did not correspond to
greater loss to follow-up.
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TABLE 16 Test characteristics (VerifyNow® Aspirin, monotherapy)

Anticoagulant Agonist

Details of kit (concentration) (concentration)  Time since last aspirin dose

Monotherapy at time of PFT and during follow-up

Chen 2007™ VerifyNow® Aspirin ~ No details AA Between 2 and 30 hours
Chu 2010™® VerifyNow® Aspirin ~ 3.2% citrate AA No details

Gluckman 2011% VerifyNow® Aspirin ~ No details AA No details

Lee 2010"" VerifyNow® Aspirin ~ No details AA Up to 24 hours
Lordkipanidzé VerifyNow® Aspirin ~ No details No details No details

2011 (abstract)

Ozben 2011% VerifyNow® Aspirin ~ 3.2% citrate AA Between 1 and 4 hours
Monotherapy at time of PFT, dual therapy during follow-up

Kim 2011% VerifyNow® Aspirin No details AA Aspirin administered on day of test

AA, arachidonic acid.

It was not stated whether or not the proportional hazards assumption was met in the two studies'®'3
that reported HRs. Three studies®® %3 reported adjusted measures and the factors adjusted for were
listed; there was little similarity between the adjustment factors. Four studies®<°'%>""" stated that
compliance was assessed (pill counts; ascertained by nurse, verified with patients). Only one study'" gave
details on the actual level of compliance: six patients were excluded at 4 weeks and a further six at

6 months owing to poor drug compliance (12/119 in total).

Full details are provided in Tables 17-20.

TABLE 17 Risk of bias, patient selection (VerifyNow® Aspirin, monotherapy)

Was a consecutive or  Was patient selection

Domain 1: random sample of independent of Were reasons for any posteligibility
patient selection  patients enrolled? patient outcomes? exclusions provided?

Monotherapy at time of PFT and during follow-up

Chen 2007™ No details Yes No details
Chu 2010'* No details Yes No details
Gluckman 2011% No details Yes Patients where SVG patency not assessed

or those not on aspirin monotherapy.
Authors stated that the study population
was representative of patients undergoing
isolated CABG surgery based on
comparison with the Society of Thoracic
Surgeons National Database

Lee 2010™" Consecutive Yes No details

Lordkipanidzé No details Yes No details
2011'% (abstract)

Ozben 2011% Consecutive Yes No details
Monotherapy at time of PFT, dual therapy during follow-up

Kim 2011% No details Yes 300 patients assessed for eligibility; 75 did
not meet inclusion criteria, five declined
to participate

SVG, saphenous vein graft.
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TABLE 18 Risk of bias, PFT (VerifyNow® Aspirin, monotherapy)

If a threshold How was the threshold
derived (e.g. literature cut-off,

based on study data)?

was used, was
it prespecified?

Domain 2: PFT

Monotherapy at time of PFT and during follow-up

Chen 2007™ Yes (ARU > 550) No details

Chu 2010 Yes (ARU > 550) No details

Gluckman Yes (ARU > 550) Manufacturer’s instructions
2011%

Lee 2010 Yes (ARU > 550) Manufacturer’s instructions
Lordkipanidzé No details No details

2011 (abstract)

Ozben 2011%° Yes (ARU > 550) Manufacturer’s instructions

Monotherapy at time of PFT, dual therapy during follow-up

Kim 2011% Yes (ARU > 550) Manufacturer’s instructions

Is the undertaking and interpretation
of the index test blinded to the
patient characteristics (including
clinical outcomes)?

No details

Unclear: the clinical team managing the
patients was blinded to aspirin
resistance status

No details

No details

No details

No details

No details

ARU, aspirin reaction unit.

TABLE 19 Risk of bias, outcomes and study attrition (VerifyNow® Aspirin, monotherapy)

Were the
outcomes of Were the outcome results
interpreted without
knowledge of the results

of the PFT?

Domains 3 and 4: interest clearly

defined in
advance?

outcomes and
study attrition

Monotherapy at time of PFT and during follow-up

Chen 2007 Yes Yes. Personnel responsible for
data collection were not aware
of aspirin responsiveness results.
Hospital charts were analysed to
ascertain whether or not the
events qualified for the definition

of the end point

Chu 2010'* Yes Yes. The clinical team managing
the patients was blinded to

aspirin resistance status

Gluckman 2011% Yes Yes. Images were analysed by
two blinded reviewers (98%
concordance) with a third

reviewer adjudicating as

necessary
Lee 2010 Yes No details

Lordkipanidzé Yes No details

2011 (abstract)

Ozben 2011% Yes Yes. Personnel responsible for

data collection were not aware
of aspirin responsiveness results

Monotherapy at time of PFT, dual therapy during follow-up

Kim 2011% Yes No details

What was the proportion of missing
data? (State reasons for loss to
follow-up or differences in those
who completed or were lost)

4/464 (0.9%) patients lost to follow-up,
one in the aspirin-resistant group, three
in the aspirin-sensitive group

2/312 lost to follow-up (death during
index hospitalisation)

65/229 not included at 6 months

17/119 lost to follow-up [reasons:
consent withdrawal (4), poor drug
compliance (12), miscellaneous (1)]

No details

No details

No details
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Overview of outcomes

The most frequently reported outcome in studies using VerifyNow® Aspirin was MACEs (four studies®'%133162),
followed by other ischaemic/thrombotic events (three studies®>**'*), death (two studies®®®?) and bleeding
events (two studies®*'”"). Outcomes and follow-up periods are shown in Table 21.

Death
Two studies®®*? reported this outcome (Table 22).

Only two®*2 of seven studies reported deaths and the different outcome statistics are shown in

Figures 12—14. One study (Ozben et al.® in patients with CVD/stroke) found a statistically significant OR
and HR (greater number of deaths in the aspirin-resistant group) for both in-hospital and 2-year mortality.
The OR (2-year mortality) remained statistically significant when adjusted for age, sex, National Institutes of
Health Stroke Scale (NIHSS), prior stroke and comorbidities (hypertension, diabetes, hyperlipidaemia,
coronary heart disease, renal failure). Only one death (in the aspirin-sensitive group) occurred in the study
by Kim et al.** in patients undergoing CABG, and no significant difference could be shown.

TABLE 21 Outcomes (VerifyNow® Aspirin, monotherapy)

Ischaemic/

thrombotic
Death MACEs events Bleeding Length of follow-up

Monotherapy at time of PFT and during follow-up

Chen 2007'3 v/ v Mean 379 (SD 200) days

Chu 2010 v/ > 30 days and up to 6 months
Gluckman 2011%° v 6 months

Lee 2010 v 4 weeks

Lordkipanidzé 2011 v 3 years

(abstract)

Ozben 2011% v/ 2 years

Monotherapy at time of PFT, dual therapy during follow-up

Kim 2011% v/ v/ v v Responders: mean 9.8 (SD 10.5)
days; non-responders:
mean 10.1 (SD 10.8) days

SD, standard deviation.

TABLE 22 Outcome measures for reporting death (VerifyNow® Aspirin, monotherapy)

Unadjusted Adjusted Unadjusted Adjusted Other measures Sensitivity/specificity

Study OR OR HR HR related to prognosis presented or calculable

Monotherapy at time of PFT and during follow-up

Ozben v? v v/ v
2011%

Monotherapy at time of PFT, dual therapy during follow-up

Kim Ve /? Ve
2011%

a Calculated from data given in the publication.
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Major adverse cardiac events
Four studies®1%>133162 reported this outcome (Table 23).

Four®195133162 gt of seven studies reported this outcome, and the different outcome statistics are shown in
Figures 15—17. The studies by Chen et al.’® and Chu et al. (for five out of seven subgroups)'® found a
statistically significant difference between groups, with more events in the resistant group (unadjusted OR).
Two further studies®*'® reported more events in the sensitive group, but there were no statistically
significant differences. No study reported adjusted ORs. The pattern was similar for unadjusted HRs, though
with statistically significant results for five out of seven subgroups (Chu et al.’®) and a statistically significant
result, with more events in the resistant group, also presented for the population undergoing CABG in the
study by Chen et al.’® Note that the unadjusted HR is not statistically significant compared with the
unadijusted OR (Chen et al.’** CAD population); given the relatively long follow-up period (mean 379 days),
the HR could be considered the more useful outcome statistic. Adjusted HRs were available for three out of
seven subgroups (Chu et al.’® and Chen et al."** CAD population); these were all statistically significant,
with more events in the resistant group. Note that the factors adjusted for in the two studies are completely
different (troponin-T only in the study by Chu et al.;'® diabetes, prior Ml and haemoglobin levels in the
study by Chen et al.’®).

Thus, any statistically significant results relate to a greater number of events in the resistant group;
however, not all outcome statistics (particularly adjusted HR) have been reported for all four studies/
subgroups, so there is some missing information.

Outcome measures for reporting MACEs (VerifyNow® Aspirin, monotherapy)

Monotherapy at time of PFT and during follow-up

Chen 2007 v/ v v v?
Chu 2010'% Ve IV v v?
Lordkipanidzé v

20111

(abstract)

Monotherapy at time of PFT, dual therapy during follow-up
Kim 2011% /e Ve s
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Ischaemic/thrombotic events
Three studies®***'* reported this outcome (Table 24).

Three®9913 out of seven studies also reported additional ischaemic/thrombotic outcomes, and the different
outcome statistics are reported in Figures 18 and 79. There were no statistically significant differences
based on unadjusted ORs (two studies®™*°). Two of seven unadjusted HRs were statistically significant (both
based on one study'?), with more events in the resistant group.

The study by Gluckman et al.* also reported mean [standard deviation (SD)] values of aspirin reaction units
(ARUs) for groups with one or more occluded saphenous vein grafts (SVGs) versus the group with no
occluded SVG, and also for patients undergoing CABG. The mean values in the group with occluded SVGs
were slightly higher (indicating greater platelet reactivity), but there were no significant differences and all
means were below a threshold of 550 ARUs. No adjusted statistics were reported for any studies.

Thus, there is no evidence of a greater number of events in one or the other group in the two studies with
CABG populations,®*® while the only study’” with the CAD population found significant differences for
two outcomes.

Outcome measures for reporting ischaemic/thrombotic events (VerifyNow® Aspirin, monotherapy)

Monotherapy at time of PFT and during follow-up

Chen v

2007'#

Gluckman v Mean ARU presented
2011% for groups with and

without events
Monotherapy at time of PFT, dual therapy during follow-up

Kim v? Ve /?
2011
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Bleeding events
Two studies®* """ reported this outcome (Table 25).

Only two® """ out of seven studies reported bleeding events; these were postoperative in one study®® and
over a 4-week period in ischaemic stroke patients [randomised to aspirin and placebo or aspirin and
cilostazol (Pletal®, Otsuka) in the other study].””' The study by Kim et al.*? also measured postoperative
blood loss and transfused units of blood; there were no significant differences between the aspirin-resistant
and sensitive groups. Too few events occurred to draw any overall conclusions: none in Lee et al.,”" and
two (re-exploration for bleeding) in Kim et al.?? (Figures 20 and 217). No studies using VerifyNow® Aspirin as
a PFT were identified that measured long-term adverse bleeding events.

Summary: VerifyNow® Aspirin
Seven studies®®9299105133.162171 \were identified in this category, most in stable populations, but one in
patients with UA/ACS'™® and one® in patients with severe CAD undergoing CABG.

There was a lack of reporting of quality criteria and no study reported all details considered to be
important to assess risk of bias. No study reported on blinding to patient characteristics (when undertaking
the PFT). Only one study'”" gave details on the level of compliance and exclusions on the basis of this.
Four®105133171 of the seven studies gave details of missing data and four®°91%133 gave details of blinding
of outcome assessors.

The risk of death in the resistant and sensitive groups was reported in only two studies.#*? In one of these,*?
only one death occurred. The other study found statistically significant results based on unadjusted and
adjusted ORs, and unadjusted HR (more events in the resistant group); this was based on 43 events in

106 patients.

Major adverse cardiac events were reported in four studies.®>'%133'%2 The direction of effect was consistent
across all results (more events in the resistant group). Around half of the unadjusted ORs and unadjusted HRs
were statistically significant, but it should be noted that a single study'® contributed to a large proportion of
these results as several subgroup results were presented. Adjusted HRs based on two studies'®'** were also
statistically significant.

Ischaemic/thrombotic events were reported in three studies;**°*'* most unadjusted outcome measures
were statistically non-significant, though there was a trend towards more events in resistant groups. There
were no adjusted outcome measures.

Two studies®* " measured (short-term) bleeding events (postoperative or re-exploration for bleeding).
There were only two events in total and no conclusion can be drawn from the data.

Outcome measures for reporting bleeding events (VerifyNow® Aspirin, monotherapy)

Monotherapy at time of PFT and during follow-up

Lee 2010"" v/ /e 0 events, therefore not
calculable

Monotherapy at time of PFT, dual therapy during follow-up
Kim 2011% /@ Ve v
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RESULTS OF PROGNOSTIC UTILITY REVIEW

Despite the heterogeneity and lack of many statistically significant results, the direction of prognostic effect
appears to be largely consistent with more events in aspirin-resistant patients (ORs and HRs usually > 1).
This suggests that VerifyNow® Aspirin is a potential prognostic factor, but this is only a qualitative
judgement on the evidence available; meta-analysis was not possible owing to the heterogeneity, and
therefore a firm quantitative conclusion regarding whether or not VerifyNow® Aspirin is prognostic is not
currently possible.

Summary: VerifyNow® Aspirin

® Seven studies used this commercial PFT.

® A lack of reporting of quality criteria hampered an overall assessment of risk of bias; only one of seven
studies gave details on level of compliance.

® Heterogeneity in outcomes, patient groups and types of reported statistics meant that meta-analysis
was not considered appropriate.

® Adjusted results were rarely presented, and thus the additional prognostic value of the test over other
prognostic factors is difficult to ascertain.

® There was a consistent trend towards a greater number of events in the resistant groups within the
studies; some of the results were statistically significant.

® Some studies contributed more results by reporting on several subgroups and not all studies
contributed to all outcome measures; therefore, there are potentially some missing data and/or a bias
towards certain studies (though results were not pooled).

® No studies were identified that reported on long-term bleeding events.

Thromboxane metabolite measurement

Population and test characteristics

Eleven studigs?®®76:99.108.110,148,151,162.164,195.202 \yare identified in this category, three of which were reported in
abstract form only.'#%184202 popylations had CAD (nine studies®®76:99/108:110.162.164.195.202) o CV/D disease/stroke
(one study'®). One study™" included patients with various conditions including CAD, stroke, PVD

and diabetes.

Most studies did not report for how long patients had had their primary underlying condition. One study'"’
reported that patients had their primary underlying condition for a mean period of 41.4 months.

In nine studigs®9%108.110.148151162.164.202 it gnpeared that patients were exclusively on monotherapy both at
the time of the PFT and during follow-up. In two studies, patients were on monotherapy at the time of the
PFT, and 32%7° and 54.8%'®* of patients respectively went on to additionally receive clopidogrel at some
point during follow-up. It is possible that not all studies have reported where a proportion of patients
commenced additional therapies during follow-up.

Three studies measured thromboxane metabolite levels in serum/plasma*7®'%* and nine studies measured
thromboxane metabolite levels in uring #2108110.148.151.162.164.195202 Data in these groups were analysed separately.

Comedications were reported in five studies'0®148162.164202 and included ACE inhibitors, angiotensin |l
antagonists, calcium blockers, statins, beta-blockers, COX-2 antagonists, heparin, warfarin, diuretics,
insulin, oral hypoglycaemics, antidepressants, anticoagulants, lipid-lowering agents and vitamin E. NSAIDs
were not permitted (or had to be discontinued within a certain time period) in two studies.'®'"® One
study® stated that ‘concurrent nonsteroidal anti-inflammatory drug use did not correlate with the presence
of aspirin non-responsiveness defined by this method at either time point’. In two studies, 10%’¢ and 24%'
of patients respectively were taking NSAIDs. There were no details on NSAIDs in the remaining studies.
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The number of participants in the studies ranged from 61 to 3261 (see Table 26). Where reported, average
ages of patients ranged from 53 years (mean value) to 69 years (median value), with most average ages
around the early 60s. There were more men than women in the eight studies that reported this*76:%108.110.
14813119 (the remaining three studies'®*'%*2% did not report details), with proportions of men ranging from
59% to 90%. The proportion of patients with diabetes ranged from 19% to 48%, and that of smokers
from 16.6% to 71% (where reported, see Table 26). All studies were conducted in hospital settings.

The dose of aspirin ranged between 75 mg/day and 325 mg/day, with the exception of one study,'®
where the dose was high at 650 mg/day. This study included patients with a non-cardioembolic,
non-incapacitating cerebral infarction. There were no details on dose in one study.”™" Details were variable
across studies regarding the length of time patients had been receiving aspirin therapy, with some noting a
minimum period and some giving no details (see Table 26). Two studies stated aspirin was provided in
enteric or plain form®'"® and no other studies provided this information.

The main study characteristics are listed in Table 26. Note that in some studies baseline characteristics have
been reported only according to groups with/without adverse clinical events, or groups with occluded or
patent SVG during CABG surgery, rather than for the total study population.

Most studies reported no details on the timing of the PFT after aspirin ingestion. One study'® stated that
there were up to 24 hours between aspirin dose and PFT. Table 27 shows details of test characteristics.

Study design and quality
Results of the risk-of-bias assessment can be found in Tables 28-31.

Patient selection was independent of study outcome in 10 of the included studigs,*7699108:110.148,162,164,195.202
with the PFT preceding any outcomes (as specified in the study selection criteria). One study'™' used a
case—control design, so patient selection was not independent of outcome, but the taking of samples for
the PFT still preceded the outcomes and so this study was included. Five of 11 studies stated that
consecutive patients were enrolled into the study.*¢76198110184 Detajls on posteligibility exclusion of patients
were provided in five studies;*769%148131 reasons included compliance with aspirin treatment at each
follow-up visit,”™" patients in whom the outcome was not assessed® or no provision of urine sample.™®

A predefined threshold was stated in only three studies*®2°2 and this was not consistent across the
studies (cut-offs of 298 pg/mg creatinine,?®* 400 pg/mg creatinine® and 5 nmol/10"" platelets?).

The remaining studies used tertiles,’® quartiles,’ median value,"° derived the value by receiver operating
characteristic (ROC) analysis,”® presented mean values for groups with and without events'*®'™' or gave no
details.'®?'®* Three studies'®'>"'% gave clear details of blinding of laboratory staff to patient characteristics.

Outcome measures of interest were clearly predefined in all studies, and five studies’®%1%8148151 had details
of blinded assessment of outcomes. Five studies appeared to have no loss to follow-up?108148151195 gnd
there were no details in three studies.'®>'¢*2%2 |n the remaining three studies the loss to follow-up was 4%,%
17%""° and 19%.7¢

Compliance was assessed in six studies.46-9%108.151.164195 Meathods included interview, plasma concentration
of salicylates and pill counts. In one study,*® patients who stated that they were not taking the prescribed
aspirin were included as a separate subgroup in the analysis (resistant and non-compliant). Another study’®
did not exclude patients as ‘resistance cannot be distinguished from non-compliance’.

Three studies’®*®3" undertook adjusted analyses, with some overlap between the adjustment factors
where stated.
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TABLE 27 Test characteristics (thromboxane metabolite measurement, monotherapy)

Anticoagulant Agonist Time since last

Details of kit/manufacturer (concentration) (concentration) aspirin dose

Serum/plasma and urinary
Monotherapy at time of PFT and during follow-up

Miyata 2011,"  Serum TxB, No details Serum TxB, No details
(abstract)
Urinary 11-dehydro-TxB, Urinary 11-
dehydro-TxB,
Serum

Monotherapy at time of PFT and during follow-up

Cotter 2004 TxB, plasma (enzyme No details Collagen (1 pymol) Aspirin
immunoassay kit obtained administered
from Amersham, on enrolment
Buckinghamshire, UK)

Frelinger 2009 Serum TxB, No details No details No details

Urinary

Monotherapy at time of PFT and during follow-up

Addad 2010'®  Urinary 11-dehydro-TxB, Enzyme-linked Enzyme-linked No details

immunoassay immunoassay

Bruno 2004 Urinary 11-dehydro-TxB, No details No details Up to 24 hours

Eikelboom Urinary 11-dehydro-TxB, Enzyme immunoassay Enzyme immunoassay ~ No details

2002™ (Cayman Chemical, (Cayman Chemical,

Ann Arbor, MI, USA) Ann Arbor, MI, USA)

Eikelboom Urinary 11-dehydro-TxB, No details No details No details

2008'*

Eskandarian Urinary 11-dehydro-TxB, No details No details No details

20112

Gluckman Urinary 11-dehydro-TxB, No details No details No details

2011%

Lordkipanidzé Urinary 11-dehydro-TxB, No details No details No details

20116

(abstract)

Thomson Urinary 11-dehydro-TxB, No details No details No details

2009'"°
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TABLE 28 Risk of bias, patient selection (thromboxane metabolite measurement, monotherapy)

Was a consecutive or  Was patient selection

Domain 1: random sample of independent of Were reasons for any posteligibility
patient selection  patients enrolled? patient outcomes? exclusions provided?

Serum/plasma and urinary

Miyata 2011 Consecutive Yes No details

(abstract)

Serum/plasma

Cotter 2004 Consecutive Yes 76/82 potentially eligible patients agreed to

be interviewed; 73/76 who were on aspirin
for at least 1 month were enrolled

Frelinger 20097 Consecutive Yes Stated that less than 3% of eligible patients
declined participation (reason not given)
Urinary
Addad 2010'%® Consecutive Yes No details
Bruno 2004'*® Unclear: consecutive Yes 98 patients initially gave signed consent;
patients screened for 8/98 withdrew consent and 7/98 did not
participation in the trial provide a urine sample
Eikelboom 2002'"  Control subjects No 9541 patients in HOPE study; 9282 provided
randomly selected urine samples, samples from 5529 (Canadian
centres only) sent to laboratory. Of those,
only those who were taking aspirin before
and at randomisation, and at each follow-up
visit, were eligible for inclusion (number not
stated). 488 cases and controls selected from
the eligible/included
Eikelooom 2008'  Unclear (patients who Yes No details
complied with a request
to provide a sample)
Eskandarian 2011**  No details Yes No details
(abstract)
Gluckman 2011%° No details Yes Patients for whom SVG patency not assessed
or those not on aspirin monotherapy.
Authors stated that the study population
was representative of patients undergoing
isolated CABG surgery based on comparison
with the Society of Thoracic Surgeons
National Database
Lordkipanidzé No details Yes No details

2011'% (abstract)

Thomson 2012 Consecutive Yes No details

HOPE, Heart Outcomes Prevention Evaluation.
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TABLE 29 Risk of bias, PFT (thromboxane metabolite measurement, monotherapy)

Domain 2: PFT

If a threshold was used,
was it prespecified?

How was the threshold
derived (e.g. literature cut-off,
based on study data)?

Is the undertaking and
interpretation of the index

test blinded to the patient
characteristics (including
clinical outcomes)?

Serum/plasma and urinary

Miyata 2011'%
(abstract)

Serum/plasma

Cotter 2004

Frelinger 20097

Urinary
Addad 2010'%®

Bruno 2004'#

Eikelboom
2002"!

Eikelboom
2008'

Eskandarian
2011%2
(abstract)

Gluckman
2011%°

Lordkipanidzé
2011
(abstract)

Thomson
2012'°

No details

Yes (5 nmol/10"" platelets)

No (ROC analysis)

No (tertiles)

No (median values for
patients with and without
events presented)

No (mean/median values for
patients with and without
events presented)

No (quartiles)

Yes (three groups: resistant
> 298 pg/mg, intermediate
response 134-298 pg/mg,
sensitive < 134 pg/mg)

Yes (aspirin responsive if
<400 pg/mg creatinine; but a
threshold of 450 pg/mg
creatinine used in model)

No details

No (population median value)

No details

Patients classified as
nonresponsive: results in the
range observed in volunteers not
taking aspirin

Patients classified as responsive:
results in ranges that are
observed in takers

Cut-off: lowest TxB, production

value that was observed in
non-takers

ROC analysis of serum TxB,
levels in current study with
regard to MACE (resistant if
<3.1ng/ml)

Tertiles

N/A

N/A

Quartiles

No details

‘According to established
criteria’ (reference cited®")

No details

Median value of absolute urinary
11-dehydro-TxB, level of 320 pg/ml
used as cut-off in relation to
clinical outcomes

No details

No details

No details

Yes; stated that all assays were
performed in a blinded manner

Possible; no details, but laboratory
off-site

Assays were performed by
laboratory staff blinded to patient
status (case or control) and also
assayed in random order

Yes; ‘Laboratory staff performing
the assays were blinded to
treatment allocation and

to whether the patients had
experienced a primary event’

No details

No details

No details

No details

N/A, not applicable; ROC, receiver operating characteristic.
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TABLE 30 Risk of bias, outcomes and study attrition (thromboxane metabolite measurement, monotherapy)

What was the proportion of
missing data? (State reasons
for loss to follow-up or
differences in those who
completed or were lost)

Were the outcome results
interpreted without
knowledge of the results
of the PFT?

Domains 3 and 4: Were the outcomes

outcomes and
study attrition

of interest clearly
defined in advance?

Serum/plasma and urinary

Miyata 2011'% Yes No details No details
(abstract)
Serum/plasma
Cotter 2004 Yes No details Appears that there was no loss
to follow-up
Frelinger 20097 Yes Yes; all clinical outcome data 127/682 lost to follow-up
obtained by research personnel (for MACE outcome)
blinded to results of PFTs
Urinary
Addad 2010'%® Yes Yes; follow-up clinicians were Stated that none of the included
blinded to PFT results patients was lost to follow-up
Bruno 2004'*® Yes Yes; assay results not revealed to Appears that there was no loss to
investigators until after follow-up  follow-up
examinations and vascular
event determinations
Eikelboom 2002"' Yes Yes (outcome occurred before None; retrospective [patients who
analysis of sample) had a confirmed event were
defined as cases and controls
were randomly selected from
among those with no events
(sex and age matched)]
Eikelboom 2008'* Yes No details Appears that there was no loss
to follow-up
Eskandarian 2011%%  Yes No details No details
(abstract)
Gluckman 2011% Yes Yes; stated that images were 10/229 not included at 6 months
analysed by two blinded
reviewers (98% concordance)
with a third reviewer adjudicating
as necessary
Lordkipanidzé Yes No details No details
2011'% (abstract)
Thomson 2012'° Yes No details 11/63 lost to follow-up, unclear if

excluded from analysis
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RESULTS OF PROGNOSTIC UTILITY REVIEW

Overview of outcomes

Eleven studies were identified; three of these*76%* undertook thromboxane measurement in serum/
plasma, and nine studigs®®108110148151.162164195.202 magsyred thromboxane in urine (one study'®* in both
categories) (Table 32).

Death

Death was reported in only 37619 of 11 studies (Table 33). Outcome statistics are shown in Figures 22-25.
Unadjusted ORs and HRs were calculable from Frelinger et al.”® (measurement in serum/plasma), all of which
showed a trend towards more events in the resistant arm, though none were statistically significant. The
other two studies (measurement in urine) reported adjusted ORs'' and adjusted HRs.”* Again, all reflected
a greater number of events in the resistant arm; two of the adjusted ORs were statistically significant. Note
that this is based on comparison of different quartiles rather than using a single cut-off. Overall, the trend
was consistent (more events in the resistant arm), but based on few studies.

TABLE 32 Outcomes (thromboxane metabolite measurement, monotherapy)

Ischaemic/
Study Death MACE thrombotic Bleeding Length of follow-up

Serum/plasma and urinary

Miyata 2011'® (abstract)
Serum/plasma

Cotter 2004

Frelinger 20097 v
Urinary

Addad 2010

Bruno 2004

Eikelboom 2002™" v
Eikelboom 2008'% v
Eskandarian 20112% (abstract)
Gluckman 2011%°

Lordkipanidzé 2011 (abstract)
Thomson 2012'°

2 years

12 months

Mean 24.8 (SD 0.3) months

1 year

Mean 2 months (no SD)

5 years

Median 28 months (no SD)
1 year

6 months

3 years

Median 36 (range 1-53) months

TABLE 33 Outcome measures for reporting death (thromboxane metabolite measurement, monotherapy)

Unadjusted Adjusted Unadjusted Adjusted Other measures

Study (0] (o] HR
Serum/plasma

Frelinger /e Ve
20097

Urinary

Eikelboom v
2002"!

Eikelboom
2008

Sensitivity/specificity

related to prognosis  presented or calculable

'/a

a Calculated from data given in the publication.
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Major adverse cardiac events

Major adverse cardiac events were reported in nine studies (Table 34).46.76.108110.151.162,164195.202 Q;tcome
statistics are shown in Figures 26-29. For two studies,'®'®* results could not be presented in forest plots:
one'® stated that ‘no ex vivo measurements for residual platelet functions and COX activities were
associated with cardiovascular events. Residual platelet functions correlated poorly with residual COX
activities, and were inconsistent with assessments made 6 months later.” The other''° found that a greater
number of MACEs occurred in the upper two quartiles (higher urinary thromboxane levels) than in the
lower two and that this difference was statistically significant (o = 0.04); however, the difference was not
present when normalised levels of urinary thromboxane were considered.

Eight unadjusted ORs were presented, based on four studies, three measuring thromboxane in urine'%162:202
and one in serum/plasma.”® Six of the ORs reflected more events occurring in the resistant arm, but only two
were statistically significant. Four adjusted ORs were presented, based on two studies.”®'' The direction of
effect was consistent and two were statistically significant (more events in the resistant arm).

There were 10 unadjusted HRs based on four studies.”®%19>292 Although overall results showed that there
were more events in the resistant group, including the three statistically significant results, the direction of
effect is not consistent within two studies contributing three' and four'® unadjusted HRs each; this
reflects the effect of using different cut-offs (in this case comparison of different tertiles or quartiles).

TABLE 34 Outcome measures for reporting MACEs (thromboxane, monotherapy)

Serum/plasma and urinary

Miyata 2011 Narrative description of
(abstract) results only

Serum/plasma
Cotter 2004 /e

Frelinger /e v Ve v/ Ve
20097

Urinary
Addad 2010'®  v/? Ve /e

Eikelboom 4
2002™"

Eikelboom v v
2008'"

Eskandarian /e Ve Ve
20112
(abstract)

Lordkipanidzé v
2011'%
(abstract)

Thomson Raw data not
2012'"° presented (only a
p-value)

a Calculated from data given in the publication.
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There were 12 adjusted HRs based on two studies,’®'® with 11 being based on only one study,'
reflecting the use of different models (adjustment factors) and the comparison of different quartiles
rather than one cut-off. One study (serum/plasma)’® showed a statistically significant result (more events
in the resistant group), whereas the direction of effect was evenly split in the study generating

11 outcome statistics.

Overall, there is a trend towards more MACEs in the resistant arm, but there is some uncertainty due to
the relatively small number of studies contributing MACE results and the fact that there is some
inconsistency within studies (depending on thresholds used). Only one study’® measuring thromboxane in
serum/plasma was represented in the forest plots. It was therefore not possible to compare results
between the two methods, though the direction of effect (more events in the resistant group) was
consistent with the majority of results.

Ischaemic/thrombotic events

This outcome measure was reported in five studies (Table 35).469%148151.195 Qutcome statistics are presented
in Figures 30-33. Data from one study'® could not be represented in the forest plots. There was no
significant difference in thromboxane levels in those with and without a vascular event.

Unadjusted and adjusted ORs (based on three studies*®**'>") showed a consistent direction of effect (more
events in the resistant group), with the exception of two of six results from one study (Eikelboom, ™’
adjusted ORs). All four unadjusted ORs and three of the eight adjusted ORs were statistically significant.

Two unadjusted HRs (based on one study“®) were statistically significant (more events in the resistant
groups), as was one of two adjusted HRs (based on a different study'®).

Overall, the direction of effect is consistent (more events in the resistant group), but based on few studies.
Note that one study'™' contributes to six of eight adjusted ORs, and that the direction of effect is not
consistent within this study (reflecting different outcomes and thresholds).

Outcome measures for reporting ischaemic/thrombotic events (thromboxane metabolite measurement,
monotherapy)

Serum/plasma
Cotter 2004 v/ Ve v?
Urinary

Bruno 2004'*% Median thromboxane
levels compared in
those with and without
an event

Eikelboom v
2002"!

Eikelboom v
2008'

Gluckman v v
2011%°
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Bleeding events
One study reported this outcome (Table 36).'%

Only one study'®® using a thromboxane test reported bleeding events [Global Utilization of Streptokinase
and tPA for Occulded Coronary Arteries (GUSTO) bleeds]. The study found no significant difference when
looking at a trend for bleeding rates across quartiles.

Summary: thromboxane metabolite measurement

Eleven studies were identified in this category,676:99.108.110.148.151,162.164195.202 3]| including stable disease
populations, thus making this set of studies more homogenous in terms of population compared with
studies reporting other PFTs. There was still heterogeneity, however, for example relating to specific patient
characteristics and aspirin dose.

There was a lack of reporting of relevant quality criteria, making overall judgements about risk of bias
difficult. No study provided details on all relevant quality criteria. Lack of details related in particular to
whether or not assays were performed in a blinded manner and levels of compliance. In one study,*
patients who stated that they were not taking their prescribed aspirin were included as a separate
subgroup in the analysis (both resistant and non-compliant, as opposed to resistant and compliant).

In the analysis here, these groups have been merged in order to be consistent with the other studies,
where it is not possible to make this distinction. There was a lack of consistency in defining thresholds,
both in methods and in actual values. Only 3%69°2%2 of 11 studies gave a predefined threshold. One study'™"
used a retrospective case—control design, which is more prone to bias than prospective designs; however,
as the sampling for the PFT preceded the outcomes, this study was included.

Overall, there was a consistent trend for more deaths reported in the resistant arm, with some statistically
significant results, but this was based on only three studies.’®'>"%> There was also a trend for more events
in the resistant groups for MACEs and ischaemic/thrombotic events, with some results showing statistical
significance, but this is based on relatively few studies (no more than four studies contributed results to
any one forest plot).

It is noteworthy that the direction of effect is not consistent within individual studies, reflecting different
thresholds used and different outcomes (for ischaemic/thrombotic events). Some studies contributed
considerably more to forest plots than others, for example where more outcomes were reported or where
results could be presented for different thresholds.

Only one study' reported bleeding events and this found no significant difference when looking at a
trend for bleeding rates across quartiles.

It was not possible to assess any differences between tests measuring thromboxane in urine or serum/
plasma, as only one study’® measuring thromboxane in serum/plasma was represented in the forest plots.

Outcome measures for reporting bleeding events (thromboxane metabolite measurement, monotherapy)

Urinary
Eikelboom Trend across
2008'* quartiles reported
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Summary: thromboxane

Eleven studies were identified, all with stable disease populations.

Methods for deriving thresholds and thresholds themselves were variable.

A lack of detail on reporting of quality criteria hampered an overall risk-of-bias assessment.
Heterogeneity in outcomes, test thresholds and types of reported statistics meant that meta-analysis
was not considered appropriate.

Adjusted results were rarely presented, and thus the additional prognostic value of the test over other
prognostic factors is difficult to ascertain.

Despite clinical heterogeneity between studies, there was a general trend for more events to occur in
the “aspirin-resistant’ group for all relevant outcomes (death, MACEs, ischaemic/thrombotic events);
however, this was often based on few studies and there was inconsistency in direction of effect within
some studies (based on different thresholds or outcomes).

Only one study reported bleeding events and this found no significant differences when looking at a
trend for bleeding rates.

Potential differences between measurements of thromboxane in urine or serum/plasma could not be assessed.

Population and test characteristics

TWenty‘One studies76,99,108,109,112,W15,W16,118,123,127,132,135,137,138,144,145,150,162,186,187,189 were Identlﬂed in thls CategOI’y

of which two'*'8 were reported in abstract form, and one'? in the form of a letter. Populations had CAD
in 10 StudieS 76,99,108,112,118,127,137,144,145,162 CVD/StrOke in tWO StudieS 116,186 UA/ACS in SiX Studie5109,115,132,135,138,187
and PAD/PVD in one study.”™ One large study (n = 600)'® had a mixed population (PVD, ACS and CVD/stroke)
and in one further study'?* all patients were undergoing PCI.

In one study, only patients with a first stroke were included.’® In all other studies there were no details on
how long patients had had their primary condition for.

In 19/21 studies, patients were on monotherapy at the time of the PFT and during follow-up. In the two
other studies,'>"*® patients were on dual therapy during follow-up, and in one,"® a small proportion (9%)
were also on dual therapy (+ clopidogrel) at the time of the PFT.

Comedications across all studies included beta-blockers, lipid-lowering agents, anticoagulants, thrombolytic
agents, ACE inhibitors, statins, heparin, COX-2 antagonists, warfarin, calcium channel blockers, diuretics,
insulin, oral hypoglycaemics, antidepressants, cholesterol-lowering, antihypertensive and antidiabetic drugs,
nitrate infusion and glycoprotein IIb/llla receptor agonists. Some studies restricted the use of some
medications during a certain time period before the PFT.

Non-steroidal anti-inflammatory drugs were clearly not permitted in six studies,'%®109112116.18.187 3nd in g
further study'’ they were not permitted during 7 days preceding the PFT.

The numbers of participants in the studies ranged from 51 to 700 (see Table 37). Where reported, mean ages
ranged from 59 to 72 years, with more men than women in all studies (range 56-79%). The proportion of
smokers ranged from 15% to 72% and that of diabetics from 7% to 49% (note that some proportions were
presented according to resistant and sensitive groups). All studies were conducted in hospital settings.

The dose of aspirin ranged from 75 mg/day to 325 mg/day. Two studies'*'® provided no details on dose.
Details were variable across studies regarding the length of time patients had been receiving aspirin
therapy prior to the PFT; where reported, the time varied from a minimum of 3 days up to 2 months.
One study'* stated that no patients were treated with antiplatelets for 10 days before undergoing CABG.

One study reported that aspirin was provided in enteric form.*® There were no details in the other studies.
The main study characteristics are reported in Table 37.
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All studies used the PFA-100®. The cartridge used was mainly collagen/epinephrine (CEPI), with three
studies® %18 additionally using collagen/ADP. One study'?® used collagen/ADP only. There were no details
in one study.'®* Test characteristics are shown in Table 38.

Study design and quality
Results of the risk-of-bias assessment can be found in Tables 39-42.

Patient selection was independent of study outcome in all included studies, with the PFT preceding any
outcomes (as specified in the study selection criteria). Fifteen of 21 studies stated that consecutive patients were
enrolled.’s108112115.116:123,127.132,135,137.138,150,186:187.189.193 Ty studies™®® had clear details on posteligibility exclusions.

A predetermined threshold value for defining resistance was given in 18 studigs;’699109112.115.116.118123,127.132,
135.137.138,145150,186.187.189.193 thrasholds varied between 150 and 193 seconds, though one study'® had a much
higher threshold at 300 seconds. One study used tertiles,'® one used a median value and also conducted
ROC analysis'?® and one'® stated that high residual platelet reactivity was defined as a normal closure time
value even when the subject was taking aspirin. There were no details on threshold in two studies.#*'6
There were a number of methods for deriving the thresholds (as reflected in the different cut-offs
obtained); these included values established in previous studies or by other research groups. Only one
study'®® stated that assays were performed in a blinded manner.

Outcome measures of interest were (at least partly) clearly stated in the methodology of 20 out of 21 studies.
Only one study' did not clearly prespecify these. Ten studies’99.108:109116.118127.135187.193 had details on blinding
of outcome assessors to the PFT results. In 10 studies'0811>118123127.137.144150.188.187 i /35 stated or appeared that
there was no loss to follow-up. There were no details in two studies.’®>'** The remaining studies reported
varying proportions of loss to follow-up; this was between 8% and 58%. In the study with the largest loss to
follow-up (58%),""? data on clinical outcomes were only available for those patients who had a repeat PFT.

Compliance was measured in 11 studigs®'08112116.123.127.132.135137.144.145 sing interview, pill counts, self-reports
and, in one study,'” a test for salicylates in urine. Four studies''>'231351% reported levels of compliance:
one'® stated that 90% of patients were still taking aspirin at year 2 (though the method of how this was
ascertained was not stated); one'® stated that all patients continued with their treatment (based on
interviews); in one study,'"? patients confirmed that they had all taken aspirin over the last 14 days

(based on interview); and in one study'* patients were excluded on the basis of inadequate salicylate levels.
One study’® stated that ‘Two patients had serum TXB, levels in the range observed for aspirin-free healthy
controls, and their platelet function was therefore consistent with aspirin noncompliance; as “resistance”
cannot be distinguished from noncompliance, these subjects were not excluded from follow-up.’

Nine studies’699109115118.123.135.138187 \ ndertook adjusted analyses (based on HRs or ORs). There was some
overlap in adjustment factors between the different studies, but no studies used all of the same ones.
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TABLE 38 Test characteristics (PFA-100®, monotherapy)

Monotherapy at time of PFT and during follow-up

Addad 2010'%

Aksu 2009'”
Bevilacqua 2009'"®

Boncoraglio
2009'°

Campo 2008'%
(letter)

Christiaens 2008"’
Frelinger 20097
Gluckman 2011%°

Hobikoglu 2007

Linnemann 2009'"2

Lordkipanidzé
2011 (abstract)

Modica 2009

Morawski 2005 '
Pamukcu 2007"
Poulsen 20072
Sambola 2004'%

Silver 2009819
(abstract)

Sobol 2009

Ziegler 2002'°

Monotherapy at time of PFT, dual therapy during follow-up

Foussas 2009'"
Fuchs 2006'#

PFA-100®

PFA-100®
PFA-100®
PFA-100®

PFA-100®

PFA-100®
PFA-100®
PFA-100®

PFA-100®

PFA-100®

PFA-100®

PFA-100®

PFA-100®

PFA-100®

PFA-100®
PFA-100®

PFA-100®

PFA-100®

PFA-100®

PFA-100®
PFA-100®

3.2% buffered
trisodium citrate

3.8% citrate
3.8% citrate

3.8% citrate

No details

No details
3.8% sodium citrate

3.8% citrate

No details

0.129M (3.8%)
trisodium citrate

No details

No details

No details
No details
No details

0.128 M buffered
sodium citrate

No details

No details

No details

No details

129 mM buffered
sodium citrate

CEPI

CEPI
CEPI
CEPI

Collagen/ADP

CEPI
CEPI
CEPI

Collagen/ADP
CEPI
CEPI

No details

Epinephrine (30 pl of a
solution containing
0.1 mg epinephrine)

CEPI
CEPI
CEPI
CEPI

CEPI

Collagen/ADP
CEPI

CEPI

Collagen/ADP

CEPI
CEPI

No details

No details
No details

No details

No details

Up to 24 hours
No details
No details

Up to 24 hours
1-24 hours

No details

Up to 24 hours

Up to 12 hours

1-4 hours

Up to 24 hours
Approximately 3 hours

No details

First test: before
aspirin

Second test: up to
24 hours

Up to 24 hours

Up to 24 hours

No details
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TABLE 39 Risk of bias, patient selection (PFA-100®, monotherapy)

Was a consecutive or Was patient selection Were reasons for any

Domain 1: random sample of independent of posteligibility exclusions
patient selection patients enrolled? patient outcomes? provided?

Monotherapy at time of PFT and during follow-up

Addad 2010'% Consecutive Yes No details

Aksu 2009'%® No details Yes No details

Bevilacqua 2009'"® All patients undergoing Yes Appears that no eligible patients
isolated primary CABG were excluded
surgery over the course of
1 year

Boncoraglio 2009'" Consecutive Yes No details

Campo 2008'* Consecutive Yes No details

Christiaens 2008'* Consecutive Yes No details

Frelinger 20097 Consecutive Yes Stated that less than 3% of eligible

patients declined participation
(reason not given)

Gluckman 2011%° No details Yes Patients in whom SVG patency not
assessed or those not on aspirin
monotherapy. Authors stated that
the study population was
representative of patients
undergoing isolated CABG surgery
based on comparison with the
Society of Thoracic Surgeons
National Database

Hobikoglu 2007 Consecutive Yes No details
Linnemann 2009'"? Consecutive Yes No details
Lordkipanidzé 2011'® No details Yes No details
(abstract)

Modica 2009 Consecutive Yes No details
Morawski 2005 No details for whole Yes No details

sample, patients randomly
assigned to aspirin

or placebo

Pamukcu 2007'% Consecutive Yes No details
Poulsen 2007'% Consecutive Yes No details
Sambola 2004'* No details Yes No details
(Silg/er 205)9”‘9'193 Consecutive Yes No details
abstract

Sobol 2009'% Consecutive Yes No details
Ziegler 2002™° Consecutive Yes No details

Monotherapy at time of PFT, dual therapy during follow-up
Foussas 2009'"® Consecutive Yes No details

Fuchs 2006'%® Consecutive Yes No details
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TABLE 40 Risk of bias, PFT (PFA-100®, monotherapy)

Domain 2: PFT

If a threshold was used,
was it prespecified?

How was the threshold
derived (e.g. literature cut-off,
based on study data)?

Is the undertaking and
interpretation of the index

test blinded to the patient
characteristics (including
clinical outcomes)?

Monotherapy at time of PFT and during follow-up

Addad 2010'%

Aksu 2009'%”

Bevilacqua
2009'®

Boncoraglio
2009'®

Campo 2008'%

Christiaens
2008'%’

Frelinger 20097

Gluckman
2011%°

Hobikoglu
2007'

Linnemann
2009'"?

Lordkipanidzé
2011
(abstract)

No (tertiles)

Yes; stated (wrongly) that
resistant if CEPI CT of

> 170 seconds, but appears
that subsequent figures relate
to correct definition

(i.e. resistant if <170 seconds)
Yes (< 190 seconds)

Yes (< 165 seconds)

Yes (for CADP)

Yes (< 187 seconds)

Yes (<193 seconds)

Yes (<193 seconds)

Yes (< 170 seconds)

Yes (CT < 192 seconds)

No details

Tertiles

As described in authors’
previous studies

Reference cited®?

Manufacturer’s information,
corroborated in authors’
laboratory

For CADP: median value as
cut-off between high and low
platelet reactivity; also ROC
analysis for exploratory
evaluation of best cut-off

For CEPI: no details

Previously established in
authors’ laboratory

Cut-off represents the upper limit
of the 90% central interval of
duplicate results measured in an
aspirin-free healthy population
(references given)

The upper limit of the normal
range in the authors’ laboratory
for aspirin-naive patients

Mean (+2 SD) CT of healthy
volunteers not on aspirin. Aspirin
resistance defined as a normal CT
(below the control group cut-off
value) despite aspirin treatment

Previously determined by the
research group from the 95th
percentile of measurements in a
group of 50 healthy volunteers

No details

Yes; stated that all assays were
performed in a blinded manner

No details

No details

No details

No details

No details

No details

No details

No details

No details

No details

continued
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TABLE 40 Risk of bias, PFT (PFA-100®, monotherapy) (continued)

Domain 2: PFT
Modica 2009'¥

Morawski
2005'

Pamukcu
2007"

Poulsen 2007

Sambola
2004'%

Silver 20098192
(abstract)

Sobol 2009
Ziegler 2002™°

If a threshold was used,
was it prespecified?

Yes

No details

Yes (CT < 186 seconds)

Yes (CT < 165 seconds for
CEPI; no details for CADP)

Yes (CT <137 seconds)

Yes (CT < 164 seconds for
CEPI; no details for CADP)

Yes (CT < 150 seconds)

Yes (CT < 170 seconds during
at least one follow-up visit)

How was the threshold
derived (e.g. literature cut-off,
based on study data)?

No specific value; high residual
platelet reactivity defined as a
normal CT value even when the
subject was taking aspirin
(reference cited”’). In-house
reference ranges were
established from analyses in a
control group of 278 volunteers

No details (appears authors were
trying to measure a correlation
between the CT and
postoperative bleeding)

Reference cited*” for normal
reference range (98-185
seconds) for the PFA-100® with
CEPI cartridges

Cut-off value based on the
results from a previous study
evaluating the performance of
the PFA-100® in patients
taking aspirin

Reference cited”*

No details

No details

No details

Monotherapy at time of PFT, dual therapy during follow-up

Foussas 2009'"
Fuchs 2006'#

Yes (CT <193 seconds)
Yes (CT <300 seconds)

References cited?'?*

For this purpose CEPI CT was
stratified according to values > or
<300 seconds, as 77% of

the ACS patients reached the
maximal CT value of 300 seconds
after aspirin infusion. Quartiles
also used in analysis

Is the undertaking and
interpretation of the index

test blinded to the patient
characteristics (including
clinical outcomes)?

No details

No details

No details

No details

No details

No details

No details

No details

No details

No details

CADP, collagen/ADP; CT, closure time.
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TABLE 41 Risk of bias, outcomes and study attrition (PFA-100®, monotherapy)

Domains 3 and 4:
outcomes and
study attrition

Monotherapy at time of PFT and during follow-up

Addad 2010'%

Aksu 2009'%

Bevilacqua 2009'*®
Boncoraglio

2009'°

Campo 2008'%

Christiaens 2008

Frelinger 20097

Gluckman 2011%°

Hobikoglu 2007'**

Linnemann 2009'"2

Lordkipanidzé
2011 (abstract)

Were the outcomes of
interest clearly defined
in advance?

Yes

Yes

Yes

Partly (vascular cognitive
impairment is mentioned in
results, but not as part of
composite outcome defined
in methods)

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Were the outcome results
interpreted without
knowledge of the results
of the PFT?

Yes; follow-up clinicians were
blinded to PFT results

Yes; people performing
follow-up interviews were
blind to aspirin resistance and
mean platelet volume status of
the patients

Yes; follow-up visits conducted
by cardiologists not involved in
the present study

Yes; personnel responsible for
data collection were not aware
of PFT results

No details

Yes; observers collecting
follow-up data were blinded to
the PFT results

Yes; all clinical outcome data
obtained by research personnel
blinded to results of PFTs

Yes; stated that images were
analysed by two blinded
reviewers (98% concordance)
with a third reviewer
adjudicating as necessary

Yes; scores were determined
by one of the investigators,
who had no knowledge of the
presence of aspirin resistance

Unclear; reported events were
only considered if they were
confirmed by medical reports
from GPs or admitting
hospitals

No details

What was the proportion of
missing data? (State reasons
for loss to follow-up or
differences in those who
completed or were lost)

Stated that none of the included
patients was lost to follow-up

20/240 lost to follow-up;
reasons not stated. Analyses
based on 220

Stated that follow-up
100% complete

13/142 lost to follow-up

(seven had changed address and
telephone number, four refused
to reply to the questions and
two had stopped taking aspirin
for reasons unconnected with
vascular disease)

Appears there was loss to
follow-up

All patients who enrolled
completed the study

127/682 not included in
follow-up (appears test not
done in everyone)

73/229 not included at
follow-up

16/140 lost to follow-up and
excluded from analysis

Data on clinical outcome
available only from patients
whose platelet function was
assessed twice (57/98). Of the
41 excluded, 4 patients died and
16 had their antithrombotic
medication changed. Remaining
reasons for dropouts not stated.
Authors state that there was no
difference observed in aspirin
resistance rates between
dropouts and those remaining
in study

No details

continued
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TABLE 41 Risk of bias, outcomes and study attrition (PFA-100®, monotherapy) (continued)

Domains 3 and 4:
outcomes and
study attrition

Modica 2009'®

Morawski 2005'*
Pamukcu 2007’

Poulsen 2007'%

Sambola 2004

Silver 2009'81%2
(abstract)

Sobol 2009
Ziegler 2002™°

Were the outcomes of
interest clearly defined
in advance?

Yes

Yes

Yes

Yes

No

Yes

Yes
Yes

Were the outcome results
interpreted without
knowledge of the results
of the PFT?

Yes; states that the test results
were not accessible by the
attending physicians

No details

No details

No details

No details

Yes; treating physicians,
patients and researchers were
blind to the test results

No details

No details

Monotherapy at time of PFT, dual therapy during follow-up

Foussas 2009'"

Fuchs 2006'*®

Yes (for one outcome)

No (for two outcomes)

Yes

No details

No details

What was the proportion of
missing data? (State reasons
for loss to follow-up or
differences in those who
completed or were lost)

Stated that no patients were
lost to follow-up

Appears to be no loss to
follow-up

Appears to be no loss to
follow-up

Stated that patients were
excluded from follow-up if they
were no longer taking aspirin,
had suffered an acute Ml or
stroke, or had undergone
mechanical revascularisation
because of atherothrombotic
disease within the previous

3 months

111/298 excluded from the
follow-up visit for the following
reasons: death (n=39),
withdrawal of aspirin treatment
(n=27), unwillingness to
participate (n = 35), geographical
reasons (n=5), recurrent Ml or
stroke within the last 3 months
(n=4). One participant was lost
to follow-up

Even though these patients were
excluded, clinical outcomes

are linked to the full sample
(297/298 patients)

19/100 patients lost to follow-up
at 6 months. Five cardiovascular
deaths and 14 patients excluded
[9 declared non-compliant with
aspirin treatment based on
interview, 5 treated with other
regimens (3 clopidogrel,

2 warfarin))

No details

No losses to follow-up

Appears that there was no loss
to follow-up

Stated that no patients lost
during follow-up

13% of patients lost to follow-up
(6% in the first year)

NIHR Journals Library www.journalslibrary.nihr.ac.uk



HEALTH TECHNOLOGY ASSESSMENT 2015 VOL. 19 NO. 37

DOI: 10.3310/hta19370

panuiuod

uuidse Buryey
NS (%06) ZL1 ‘siedk z 1e
‘uuidse bupyey [jns syusned

(%16) 911 "1eak | 1y

s|iexap oN

S|lelsp ON

s|ieyap oN

s|ieyap oN

auejdwod Jo [and]

s|ieyap oN

(JUswissasse

2Wod3INo 4o 1ed se)
alleuuonsanb pasipiepuels
Buisn mainisul suoydse L

S|ielsp ON

s|ieyap oN

pouad dn-mojjo4
Buunp pue uaW|oIud
Apnis 1 mainiaul

;painseaw
> SeM MOH

SOA

SSA

s|le1op ON

s|ieyap ON

SOA

ipainseaw
ueljdwod sepp

s|1eyap ON

s|iexap oN

S|lelsp ON

s|1eyap ON

s|ieyap oN

19w uondwnsse spiezey
|euonsodoad ayy sem
‘paruasaid sem YH e §

(4H) SoA :sishleuy

painads 10N W/N :ubisaq 28007 odwed
ou :siskjeuy
911600C
V/N W/N :ubisaq ol|bejoduog
UONesLIe|NJSeAal
919|dwodul ‘YO DIS0INT
ons160| ‘uonoely
uonafd JejndLIusA
43| "Haey bupows
‘elwiae|oJs1ss|0ydIadAy (YH) soA :sishleuy
‘Asaqo ‘uoisuanadAy 6007
'S9190eIp 'X9S djew 'o9by V/N :ubisag enbde|inag

(duUo|e 2due3sisas uuidse
}O SIseq UO paulap

10U sdnoub Ing) JUNOd
DgM ul sbejuadiad
[lydoinau pue

21025 AJI9ASS ‘Jaquunu
19191€|d ‘| uluodou]

(YH) soA :sishleuy

V/N :ubiss@ 6016002 NSHY

(snieis
Japuodsal uuidse Aq
sdnoub 1oy) ou :sishjeuy

VN V/N :ubisaq 40,0102 PeppY

dn-mojjoy burinp pue |{d jo awj} e Adeiayjouopy

Z410j poisnipe asom
jey} si0)dey 3y} UM
1eYym ‘(4H "¥O "6°9)
94nsesaw swodno
paisnipe ue s| a1ay) §|

i(uoneoynens
awnisnlpe *6°9)
sisAjeue 10 ubisep
9y} ul Joj pajunodde
S19pUNoJu0d Ay

Bfuipunojuod

(Adesayrouow ‘5001-V4d) SI9pUNO4UOD ‘seiq JO YsiY zi 319V.L

127

© Queen’s Printer and Controller of HMSO 2015. This work was produced by Dretzke et al. under the terms of a commissioning contract issued by the Secretary of State for
addressed to: NIHR Journals Library, National Institute for Health Research, Evaluation, Trials and Studies Coordinating Centre, Alpha House, University of Southampton Science
Park, Southampton SO16 7NS, UK.

Health. This issue may be freely reproduced for the purposes of private research and study and extracts (or indeed, the full report) may be included in professional journals
provided that suitable acknowledgement is made and the reproduction is not associated with any form of advertising. Applications for commercial reproduction should be



YO paisnipeun

10 paisnipe Jayaym

Jeapun :sishjeuy
(1ensqe) ., 1107

S|IEISP ON S|Ieep ON S|IESp ON V/N S|IE1Sp ON V/N :ubisag 9zpiuednipio]
Apnis ay} Jo uess
9yl A|lgeqoud 0} salejal
sIy} pouad awil yarym
Jesp 10N ,'shep 71 1se| sy}
1310 paldalIp se Aejnbal dn-moj|o4 ou :siskjeuy
uuidse uaxel pey Aay3 1eyr puUe JUSWSIUSWIWOD
pawluod syuaned ||y, Apnis 18 MalAIRY| SOA w/N w/N W/N :ubissg  ,,,600Z Uuewsuur
JuswIeas)
PINUIRUOISIP WiSY} JO SUoU
pue ‘uuidse bw Q| uo 91025 A1LIBASS (4H) soA :sishleuy
panuiuod syuaned | ‘SusiA dn-moj|04 1 SMaIAIBIUL av>D pue anjea Jujd
dn-mo||0} 8y} 0} BulpIoIdY auoydaja} ‘Hodal-}|as SOA S|ie1sp oN Junod 19191e|d ‘aby V/N :ubissg /002 N|BOXIQOH
(]opow auo ul aceJ) (4O) SaA :sishjeuy
131unodua aanesadolsod X3S 'S|9AS] SUBXOqUIOIY}
S|lelsp ON Yoes 1e sjunoo |jid SOA V/N ‘J912Welp [9ssan 19bie] W/N :ubissg 110z uewpn|9

Sjuabe

diwaedA|bodAy |eso
pue suneis ‘|ibopidopd
4O 3sn ‘|G ‘JUnod
19191€|d ‘9sop uuidse

,dN-M0j|0} WO} PaPN|IX3 10U 3IdM S1I3[gNS 3say} ‘adueljduoduou

wioJy paysinbunsip aq J0Uued ,,33UP)SIS3L,, 3SNedag “adueljdwoduou

uuidse Yym JUS)SISUOD 2404243} Sem uonduny 19j3ie|d Jiay} pue ‘sjosuod
Ayyeay aaJ4-ulidse 4o} paAIasqo abues Y3 Ul S|A3] ¢gX 1 WinJas pey syuaned

(4O) oA :sishjeuy

OM[, 1By} P31EIS PUB USXEHSPUN 153} gX] P INQ ‘SPOYISW Ul PAUORUSW JON V/N '9102S SU INIL X3S Ww/N :ubisaq 4,600 13bulja.4
ou :sishjeuy

uolisnpul JO aw 12:800¢

S|ielop ON 3U1 1B M3IAIBIUI [PUOSIDd SOA S|ieyap ON V/N W/N :ubisaq susensuyd

39w uonduwnsse spiezey
|euonsodoad ayy sem
‘pojuasaid sem yH e §|

Z410j poaisnipe aiom
jey) siojdej 3y} aIam
3eyMm ‘(4H ‘4O '6°9)
aJnseaw awol}no
paisnipe ue s| a1ay) §|

i(uoneoynens
awasnlpe ‘63)
sisAjeue 10 ubisap
9Y1 ul 10} pajunode
SI19puUNOoJuU0d Ay

Buipunojuod
'S ulrewoq

aueldwod Jo [aAd]

ipainseaw
2uel|dwod sem MOH

ipainseaw
ueljdwod sepp

(panunuod) (Adessyiouow ‘500L-Vd4d) SI9PUNOLUOD ‘seiq 40 YsiY zi7 I19V.L

RESULTS OF PROGNOSTIC UTILITY REVIEW

128

NIHR Journals Library www.journalslibrary.nihr.ac.uk



HEALTH TECHNOLOGY ASSESSMENT 2015 VOL. 19 NO. 37

DOI: 10.3310/hta19370

psnuiuod

slieap oN

s|ieyap oN

SUOIIPUOD ] DY
01 BuImo %001
3q 0} Aja1| 's|ie3op ON

s|ieyap ON

JO |9A9T

uuidse

Jo asop Ajiep siy/ay

9%E} O} palaquuawial
uaned yoes 1eyy ainsus
01 siseq Ajiep e uo syuaiied
||le pauoyda)a} Jorebrisanul
aules ay} ‘HsIA dn-moj|o4
3Y} 210437 99M 15| 3}
puung HsiA dn-mojjo4 ay3
Jo Aep ay} uo buidwes
pooj|q 2J0}3q SINOY G—€
uuidse jensn J1ay3 ae}
p|noys Asy3 18y} paw.ojul
aJam syusied ay |

MIIAIIUI
|euosiad e Ag paulensadse
sem Adessyy uuidse ypm
2dueldwo)), :1ey) saleis

SUORIPUOD
P3||0J3U0D Japun
paJaisiuiwpe sem uuidsy

s|1eyap oN

ipainseaw
¢Ur_m__n_EOU Sem M\OH

SOA

SOA

SOA

s|le1op ON

ipainseaw
ueljdwod seppn

sliesap oN

s|ieyap oN

V/N

(papnjpul sajgeLieA ay)

[|B 10} SaAIND JBIBIN—-ue|de
Aq paien|eas asem

sishjeue uoissaibal xodH

Joy suondwnsse ay}) oA

19w uondwnsse spiezey
|euontodoad ayy sem
‘paruasaid sem YH e §|

V/N

V/N

V/N

12d 410 HEVD YiM
uonuanRUL ‘AliAdes)
19[91e|d [enpisas ybiy
‘uonebaibbe 13j91e|d

‘| uluodouy ‘srel uonesiy
Jejniswolb sulRseq
‘uoney|uaqyy [euie ‘ainjie;
1eay ‘snieys bupows
's9190eIp X5 ‘9by

2410} paisnipe asom
1eY) s10)dej dY3 dI9Mm
1eYym ‘(4H "¥O 6°9)
2Jnseaw awod1no
paisnipe ue si a1ay} |

ou :sishjeuy

V/N :ubisag

ou :siskjeuy

V/N :ubisa@

ou :siskjeuy

V/N :ubisag

(YH) soA :sishleuy

V/N :ubisag

i(uoneoiynens
awjsnlpe *69)
sisAjeue 1o ubisep
3y} ul 4o} parunode
S19puUnNojuod aly

26,£00C U35|N0d

161£00¢ NANWEed

w1 G00Z PISMEION

15.600¢C BOIPON

Buipunojuod

129

© Queen’s Printer and Controller of HMSO 2015. This work was produced by Dretzke et al. under the terms of a commissioning contract issued by the Secretary of State for
addressed to: NIHR Journals Library, National Institute for Health Research, Evaluation, Trials and Studies Coordinating Centre, Alpha House, University of Southampton Science
Park, Southampton SO16 7NS, UK.

Health. This issue may be freely reproduced for the purposes of private research and study and extracts (or indeed, the full report) may be included in professional journals
provided that suitable acknowledgement is made and the reproduction is not associated with any form of advertising. Applications for commercial reproduction should be



RESULTS OF PROGNOSTIC UTILITY REVIEW

S|oAs| 21ejfoi1jes syenbape
pey SUSAS dIWaeYds! JO
3DUINIAI YIM Ssyuaied ||y

(syuow 9 1e

'SN=d ‘|uy/Buw 89 F 98 "sA
lw/bw €6 F 66 ‘Upuow | 1e
‘SN=d"lwbw Ly F 8

SA |uy/Bbw L6 F 56)

sdnoib usamiaq

JuasspIp Apuediubis

JOU 2J9M S|9A3] 3ejdl|es
ay3 ‘syusied Q| 9y}
BuIpN|IXd JBYY ‘SYuow 9
pue | yioq Je ‘(juy/buw og >)
auULN Ul SPAI| a1efoljes
S1enbapeur psmoys
SDUEISISa) YiIM spusned
inoy pue uuidse 0} asuodsai
poob yum syuaned xis

sypuow g 1e

'SN=d 'lwbw /9F £/
SA Jw/Bw L6 F 63

pue ‘yuow | 1e

"SN=d ‘|w/Bw Gy F 8/ 'SA
|w/Bw 88 F 88 aam
9DUE)SISAJ pue uuidse

0} asuodsas poob

yum syuaned 4oy auun
ul 91ejAdljes o S|aAd| Ay L

auejdwod Jo [aAd]

(auiod awn

UdIYyM 1€ Jesd Jou)

auun ui saelfoljes uoy

1591 [BDIWRYDOI] ‘SYIUoW 9
pue | 1e M3IAJSIUI [eUOSIad

ipainseaw
2uel|dwod sem MOH

SOA

ipainseaw
ueljdwod sepp

V/N

19w uondwnsse spiezey
|euonsodoad ay) sem
‘pojuasaid sem YH e §|

(panunuod) (Adessyiouow ‘500L-Vd4d) SI9PUNOLUOD ‘seiq 40 YsiY zi7 319V

V/N

é410j poaisn(pe aiom
1ey] si0)oe) 8yl a419M
1eYM ‘(¥H "HO °6°3)
a9Jnsesaw sawodlno
paisnipe ue si 213y} J|

ou :siskjeuy

V/N :ubisag

Z(uonedynens
“Juawisnipe *6'9)
sisAjeue 10 ubisap
9Y1 ul 4o} parunode
SI9puUNojuod Ay

s 700C Bloques

Huipunojuod
:G ulrewoq

130

NIHR Journals Library www.journalslibrary.nihr.ac.uk



HEALTH TECHNOLOGY ASSESSMENT 2015 VOL. 19 NO. 37

DOI: 10.3310/hta19370

‘uir04d aAndeRI-D) ANIAIISUSS-YBIY

1192 POO|g SUYM ‘DGMA ‘UoDIRUL [eIpIed0AW Ul SISAjoquIoIy} ‘|IAIL {[el} Pa]|02U0D pasiwopuel ‘| DY ‘Juediiubis 1ou ‘SN ‘9|qediidde jou /N

d¥D-sY ‘uoinenjens ysiy aAnesadQ deipie? 1o} waisAs ueadoing ‘YO DS0INT ‘1 uluodoly deipaed ‘1uld ‘| uiuodos) deipied ‘juld ‘xapul ssew Apoq ‘|INg

s|iexap oN

siieyap oN

s|ieyap ON

s|ieyap oN

s|ieyap oN

2ueldwod Jo [aAd]

s|iexap oN

sliexap oN

s|ieyap oN

s|iexap oN

s|iexdp oN

ipainseaw
> SeM MOH

s|iexap oN

sliesap oN

S|1eyap ON

s|ieyap ON

s|ieyap ON

ipainseaw
ueljdwod sepp

s|iexap oN

sliesap oN

V/N

V/N

s|iexap ON

39w uonduwnsse spiezey
|euonsodoad ayy sem
‘poyuasaid sem yH e §|

J010eJ0D UI}3D0)SL
110108} PURIgS|[IAA

uon ‘jaib6opidop
'SI19%D0|g-e1aq ‘ss1egelq

%G€ > UonDel} Uond3le

Je|NDLIUBA 13| ‘210DS ysi

INIL “I/BW € < d¥D-sY
‘lw/but 0 < Juld ‘(Joud
shep £ <) asn uuidse
Joud ‘Bunyelb ssedAq
Kieuolod jo Aioisiy

‘IIN o Aoxsiy ‘sa1aqelp
‘Burows 'xas ‘9by

(4H) SoA :sishleuy

V/N :ubisa@

(YH) soA :sishleuy

V/N :ubisag

861900¢C sydN4

1,600 Sessno4

dn-mojjoy burinp Adeiay jenp ‘14d jo awn je Adeisayrouop

V/N

V/N

V/N

é410j poaisnipe asom
jey) siojoe} sy} aIam
1eYM ‘(¥H "HO °6°3)
2inseaw awod}1no
paisnipe ue si a1ay) §|

ou :siskjeuy

V/N :ubisag

ou :sishjeuy

V/N :ubisag

ou :sishjeuy

V/N :ubisag

i(uoneoiynens
uawisnipe *63)
sisAjeue 10 ubisap
9Y1 ul 10} pajunode
SI19puUNoJU0d Ay

06,2007 1316317

93,600 10905

(ensqge)
mm—.mmeOON \_®>__W

Huipunojuod

131

© Queen’s Printer and Controller of HMSO 2015. This work was produced by Dretzke et al. under the terms of a commissioning contract issued by the Secretary of State for
addressed to: NIHR Journals Library, National Institute for Health Research, Evaluation, Trials and Studies Coordinating Centre, Alpha House, University of Southampton Science
Park, Southampton SO16 7NS, UK.

Health. This issue may be freely reproduced for the purposes of private research and study and extracts (or indeed, the full report) may be included in professional journals
provided that suitable acknowledgement is made and the reproduction is not associated with any form of advertising. Applications for commercial reproduction should be



132

RESULTS OF PROGNOSTIC UTILITY REVIEW

Overview of outcomes

TWenty'One Studies were found in thIS Category 76,99,108,109,112,115,116,118,123,127,132,135,137,138,144,145,150,162,186,187,189 W|th
MACEs being the most frequently reported outcome (Table 43). Bleeding events were reported in one study
only.'

Death

Death rates were reported in 10 studies (Table 44).76109115118.127.132.135137.145.186 Qtcome statistics are
shown in Figures 34-36. Results for three of these could not be presented in forest plots. In the study by
Aksu et al.,"™ results were presented according to both resistance status and a cut-off for mean platelet
volume. One group (resistant and mean platelet volume > 8.4 fl) has an increased event rate compared
with the other three groups, but it is unclear how much the resistance is contributing to this. In the study
by Sobol et al.," one death occurred in the resistant group, but it was unclear if this was in the group
classified as resistant with PFA-100® or WBA.. Frelinger et al.”® does not present deaths separately by
resistant and sensitive groups.

TABLE 43 Outcomes (PFA-100®, monotherapy)

Monotherapy at time of PFT and during follow-up

Addad 2010'® v 1 year

Aksu 2009'® v v Mean 14.86 (SD 5.93) months
Bevilacqua 2009'"® v v Mean 32 (SD 10) months
Boncoraglio 2009'" v Mean 56.6 (range 32-91) months
Campo 2008'% v 2 years

Christiaens 2008'’ v/ v v/ Median 2.5 years

Frelinger 20097° v v/ Mean 24.8 (SD 0.3) months
Gluckman 2011%° v/ 6 months

Hobikoglu 2007'* v/ v Mean 20 (range 18-24) months
Linnemann 2009 v v/ Median 17 (range 10-37) months
Lordkipanidzé v 3 years

2011 (abstract)

Modica 2009’ v Median 44 (IQR 35-55) months
Morawski 2005" v 7 days

Pamukcu 2007 v v Mean 20.6 (SD 6.9) months
Poulsen 2007' v/ v/ v/ 1 year

Sambola 2004'% v/ v/ 6 months

Silver 2009'%'% v/ Unclear; 2268 patient-years of
(abstract) follow-up between 2002 and 2004
Sobol 2009'¢ v 10 days

Ziegler 2002™° v/ 1 year

Monotherapy at time of PFT, dual therapy during follow-up
Foussas 2009'"® v v/ 1 year
Fuchs 2006'%® v Mean 859 (range 830-887) days

IQR, interquartile range.
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TABLE 44 Outcome measures for reporting death (PFA-100®, monotherapy)

Unadjusted Adjusted Unadjusted Adjusted Other measures Sensitivity/specificity

Study (o]} (o] HR HR related to prognosis presented or calculable

Monotherapy at time of PFT and during follow-up

Aksu Results not presented

2009'® according to resistant
and sensitive only, but
also depending on
mean platelet volume

Bevilacqua v? Ve Ve
2009'®

Christiaens  v/* v v
2008'7

Frelinger Total number of

20097 deaths reported by
resistant or sensitive
groups unclear

Hobikoglu 4
2007

Pamukcu v v? v?
2007

Poulsen v? v’ v?
2007'*

Sambola v v v
2004

Sobol Unclear if event in

2009'% resistant group
defined by PFA-100°®
or WBA

Monotherapy at time of PFT, dual therapy during follow-up

Foussas v
2009'"®

a Calculated from data given in the publication.
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Six unadjusted ORs are presented based on five studies.''®127:132137.145 There were more events in the
resistant arm in four of the five studies,'™®'27:1371% byt no differences were statistically significant. Seven of
eight unadjusted HRs (based on seven studies''>'18127:132135137.145) gra 3lso not statistically significant. Note
that the very large ORs and HRs''®'** are based on two''® and five'** events respectively in the resistant
group and zero events in the sensitive group. The one statistically significant result (unadjusted HR)
remained statistically significant after adjustment; this was in a UA/ACS population.'’

Overall, there was a trend towards more deaths in the resistant groups, but most results were not
statistically significant.

TABLE 45 Outcome measures for reporting MACEs (PFA-100®, monotherapy)

Monotherapy at time of PFT and during follow-up

Addad /e v? v v
2010'%®
Aksu Ve Ve Ve
2009'%

Bevilacqua v
2009'®

Boncoraglio Ve Ve Ve
2009'®

Campo v
2008'3

Christiaens Ve Ve v
2008'

Frelinger OR reported in graph
20097 only, but not exact
numbers

Hobikoglu Ve v v Ve
2007'*

Linnemann Ve v v
2009'?

Lordkipanidzé v/
2011%
(abstract)

Modica v v
2009'®

Pamukcu v/ v v
2007

Poulsen Ve Ve Ve
2007'*

Monotherapy at time of PFT, dual therapy during follow-up
Fuchs 2006'® v/ v

a Calculated from data given in the publication.

© Queen'’s Printer and Controller of HMSO 2015. This work was produced by Dretzke et al. under the terms of a commissioning contract issued by the Secretary of State for
Health. This issue may be freely reproduced for the purposes of private research and study and extracts (or indeed, the full report) may be included in professional journals
provided that suitable acknowledgement is made and the reproduction is not associated with any form of advertising. Applications for commercial reproduction should be
addressed to: NIHR Journals Library, National Institute for Health Research, Evaluation, Trials and Studies Coordinating Centre, Alpha House, University of Southampton Science
Park, Southampton SO16 7NS, UK.

137



"SPUODSS s JUBAD JB|NJSEA SINDE JULINIAI ‘JAVY 'SHO paisnipeun ‘s3dovIN :Adessyiouow ‘6001-V4d /€ IUNOIH

yO paisnipeun
oL s ¢ Ll SO

uoljeslie|nosenal pue

(#L'1 01 05°0) €60 ON oS JO ‘| ‘Yieaq  Jedpun Id3d> OUO  SDV/VN L6T >Hewudd ¢, /00T uas|nod
dav
(£1'20325°0) 90°L ON 0AIS IO |\ ‘Yreag  Jedpun  jusbe|od OUON  SDV/VN L6T >Hewudd ¢, /002 uas|nod
uoljeslie|ndsenal pue dav
(#£71 03 05°0) €60 ON 940AIS IO |\ ‘Yreag  Jedpun  jusbe|od OUO  SDV/VN L6T SHewudd ¢, /00T uas|nod
(L1203 25°0) 90°L ON 40J3s 40 ‘| ‘yread sG9l EED) OUO  SDV/VN L6T >Hewudd ¢ /002 uas|nod
(ts9016L'L) 087 —@— ON SOLL Id3D OUON  SDV/VN oL ASMNL  ¢,£00T n|6osjiqoH
|enp 9%/z ‘ouow
%€/ dn-moj|oy4
Oesorisl) e —— ON S0LL Id3D ‘aulj3seq 3e OUON  SDV/VN 02z AMInL 44,6002 NS}y
and
(L0°'6£92 ©100°0) LO'0 § ) oN sz6l Id3> OUO /avd LS Auewusn ,,,600C  uuewsuul]
j043s
(€57€ 01 Z€°0) LO'L —# ) on sG9l 143D OUOIA /and 62l Aley 4,600z  oljbeioduog
(LS'€ 03 19°0) L¥'L —@®1— OoN s98l Id3D OUO|A avd vez  AeunL  ,¢,2002 n>3jnwed
(62°€ 03 15°0) 0€°L —®— A S|le3dp ON  pa1els 10N OUOIA avd 86l  epeued 4,110 9zpluedpipio]
(0S¥ 03 Lt7°0) LE'L —®—) ON S/8L Id3D OUO avd L6  dueid 7800 susensuyd
(IDVIN) 3[1181 Ay SA duely
(677 03 ¥5°0) 95°L — @& +— ON 3|IH3} puodas pue 3sily $86C 143D OUO avd ¥0Z  /eIslunl  ¢,,0L02 peppv
(IAWY) 3|11181 PAIy3 “sA dduel
(¢1+356't7 01 00°0) 90°6.S ¢ ) ON  3|119} pUOdSS pue 3silg $86C Id3D OUO avd ¥0Z  /eIslunL  g,,0L02 peppv
(IDVIN) 1133 pAiy3 pue dduely
(0% 03 99°0) 69°L —# 11— ON  puodas ‘S 3|IHd) Isul4 seyl EED) OUOIA avd ¥0Z  /e1slunl  ¢,,0L02 peppv
(IAWY) 31181 pAiy3 pue duel4
(9zzEO1PT'L) €€ H#— ON Ppu0d3s "SA 3|11491 35414 SEVL Id3D OUo avd Y0z  /eIslunl  ¢,,0L02 peppy
(ID %S6) YO ia|qejiene DUBIBHIP  ploysaiyL 1s1uoby Adeiay dnoi6 ssned Anunod Jes\ Apnas
Apdaiip ¥o Apnis-uiyamn uaned

RESULTS OF PROGNOSTIC UTILITY REVIEW

138

NIHR Journals Library www. journalslibrary.nihr.ac.uk



*SPU0J3S ‘s !JUDAS JB|NDSEA 91NdE JUdJINdaJ ‘JAVY SYH paisnipeun ‘s3Dy N Adessyiouow ‘¢00L-V4d 8€ IUNDIL

YH paisnipeun

HEALTH TECHNOLOGY ASSESSMENT 2015 VOL. 19 NO. 37

DOI: 10.3310/hta19370

oL S ¢ L S0
1 1 1 ] 1
uol}es|e|NdSeAal
(291 01 95°0) ¥6'0 ON 10 3043s ‘[Nl ‘Yieaq SG9l 1d3D OUOAN  SDV/VN L6C dHewusq  4¢,£00C uss|nod
(€0'70355°0) 90°L ON 0J3s 1o ‘|IN ‘Yeaq JesploN  davyuabejod OUOIAl  SDV/VN L6C >Hewusq ¢, £00C uss|inod
(€0'203595°0) 90°L ON jo3s Jo ‘|IN ‘Yiesq SG91 Id3> OUOIN  SDV/VN L6C SPewusq  ,¢,200¢ usas|nod
uolesLIe|NdSeAal
(291 03 95°0) ¥6'0 ON Jo oS ‘IIN ‘yreaq JesploN  davyuabejod OUOIAl  SDV/VN L6C Jewusq 4, 200¢ uss|nod
(61°1 03 15°0) 08°0 SOA s9|IHend aunydauidy OUOIN  SDV/VN veEE  USPaMS  ,5,600¢C eJIPOIA
(r8rorLLL)ZET — SOA SOLL Id3D OUON  SDV/VN ovL ANl /002 NIBodIqoH
3|iuenb mo|
(6S°L0rvi'L) 0€E —@— SOA SOV 4O 95Ud.unday 'SAybIH  daw/usbejjod OUOIAl  SOV/VN 80¢ eIsNy  o¢,900¢ syon4
(Z9€0311'L) 00T —— SOA SOV 4O 9dUaInday s00€ 1d3D OUON  SDV/VN 80¢ BUISNY  ¢¢,900¢ syong
|enp 9%/¢ ‘ouow
%¢g/ dn-moj|oy
(1S 03185°L) £9'C — ON SOLL Id3D ‘Bul|sseq e OUON  SDV/VN 0ce Aoxny 601600C nsyv
and
(62°26L2 ©3000) LOO ——1—) ©ON sz6l 143D ouop /avd LS Auewssd 46007 uuewauUl]
ENI
(0£°€ 03 5£°0) £0°L ———) oN sS9l 1d3D ouop /and 67l Aley 4,600z o1lbeIOdUOg
(92°€031€9°0) V7' — ON sogl 1d3D OUoN avo veC Aoxpn 161002 nasjnuwed
(86'€ 03 Gt°0) €€°L |l||v ON S/8l 1d3D OUOIA avd L6 uery  ,;800C suseislyd
(€01 EEL) LL'T —— SOA s06l FED) ouopy avd 70T Aley 4,600 enbdejinag
(3DVIN) 3]11483 PJIYL “SA dduely
(L 0195°0) €5°L —_— ON  9]I}J3] pU0odSs pue 3siiy $86¢ 1d3D OUOIN avo v0C /elslunl  g4,0L0¢C peppv
(3AWY) 31131 paiy1 pue dueld
(02°0£01€2°L) 609 T ON pu0>33s "SA 313493 35414 Sevl 1d3D OUoN avo v0C  /elslunl  ¢43,0L0¢C peppv
(IAVY) 3|13 pAIY} "SA Sdueld
(Z1+96L'%7 03 00°0) 89°19S A‘l ON  39]I}J3} puodas pue jsily $86¢ Id3D OUOIA| avd v0C /elslunl  ¢4,0L0C peppv
(IDVIN) 3]11421 pAiy3 pue dueld
(£6°€0389°0) ¥9'L —— ON PUO0ISs "SA 9|1149] 3514 SEVL 1d3D OUOIA avo v0C  /elslunl  ¢43,0L0¢C peppv
(D %S6) YH i9[qejiene DUBIBYIP ploysaJyL 1sluoby Adeiay dnoib syuaneqd Aiunod JeDA Apms
Appaap yH Apnas-Uiysmn Juaned

139

provided that suitable acknowledgement is made and the reproduction is not associated with any form of advertising. Applications for commercial reproduction should be
addressed to: NIHR Journals Library, National Institute for Health Research, Evaluation, Trials and Studies Coordinating Centre, Alpha House, University of Southampton Science

Health. This issue may be freely reproduced for the purposes of private research and study and extracts (or indeed, the full report) may be included in professional journals

© Queen'’s Printer and Controller of HMSO 2015. This work was produced by Dretzke et al. under the terms of a commissioning contract issued by the Secretary of State for
Park, Southampton SO16 7NS, UK.



RESULTS OF PROGNOSTIC UTILITY REVIEW

YH paisnlpy

ol S [4
I I I

l S0
I

‘Spuodas s -

sYH paisnipe ‘s3OVIN :Adesayiouow ‘¢001-V4d 6€ FUNDIS

3|11enb 1s9MO|

(¥0'L O} £1°0) 0L°0 ! 'sniseybiH - eunydeuidy  OUO  SDV/VN VEE  USPIMS ,6,6007  IIPON
(¥9'8 03 90°L) €0°€ - - SoLL Id3D  OUON  SDWV/VN orL  ASMInL ¢,£00Z niBoyIqoH
(SE7 01 ZZ'L) 0€°T — SDV 40 @2ud.1nday S00€ Id3D  OUON  SDWV/VN 80Z  BUISNY  g,9007 syony
d|13Jenb 1samoj
(08'6 03 08°0) 08°C - SOV 40 @2ud.1Nd3Y "sA 3s9YBIH Id3D  OUO  SDV/VN 807 BMISNY  g,9007 syony
dav
(zo'LL O3 ¥8°L) 8.le| JespjoN  jusbejjod  ouop avo 091 Aley  ¢£,8002 odwed
(Lo'E0rSL'L) 88'L —— s061 IdI> OUOW  avd 4\14 Alel g,,6007 enboe|ineg
(1D %S6) YH ERIVEIETNN ploysaiyl 1siluoby Adessyl dnoub syusned Aiunod JedA Apnis
Apnis-uiyun waned

140

NIHR Journals Library www. journalslibrary.nihr.ac.uk



DOI: 10.3310/hta19370 HEALTH TECHNOLOGY ASSESSMENT 2015 VOL. 19 NO. 37

Major adverse cardiac events

Fourteen studies reported MACEs (Table 45).76108:109.112.116,118,123127.132,135,137.138.162.187 O jtcome statistics are
shown in Figures 37-39. One’® was not presented in a forest plot as exact numbers were not reported.
The graphical representation indicates an unadjusted OR below 1 (more events in the sensitive group), but
this was not statistically significant.

Fifteen unadjusted ORs are presented, based on nine studigs;%8109112.116.127.132.135.137.162 gt that two'%8 132
of these studies contribute four results each. Three ORs are statistically significant (more events in the
resistant group), based on three studies.’® %3 Apart from one study'*? contributing four results which
are all close to 1, the direction of effect based on the other eight studies'0®109112116127.135.137.162 jg consistent
(more events in the resistant groups). Note that six results are based on three studies'®'3*'3 with an
acute population.

Eighteen unadjusted HRs are presented, based on 11 studies. % 109112116118.127.132.135137.138.187 Ty,,108.132 of these
studies contribute four results each. With the exception of two studies,'*'®" the direction of effect is again
consistent (more events in the resistant arm). Six unadjusted HRs (based on five studies'%®1%%118135138) \yere
statistically significant.

Six adjusted HRs (based on five studies''®12313>138187) \were available, four of which were statistically
significant (more events in the resistant arm). One study'®’ clearly shows the opposite direction of effect
(though this is not statistically significant); this may be a result of differences in threshold (highest vs.
lowest quartile was compared rather than using a single cut-off), population differences or differences in
adjustment factors.

Overall, there was a mainly consistent trend, with more MACEs in the resistant arm, and some results
were statistically significant. Not all studies contributed to the results, particularly the adjusted results. In
addition, five of six unadjusted HRs were based on an acute population, which may not be representative
of the general population prescribed aspirin monotherapy.

Ischaemic/thrombotic events

Eleven studies reported additional ischaemic/thrombotic outcomes (Table 46).9%109112:115.118.127.132,135145150.189.193
Results from two studies could not be presented in the forest plots. In the study by Aksu et al.,'® results were
presented according to both resistance status and a cut-off for mean platelet volume. One group (resistant
and mean platelet volume > 8.4 fl) had an increased event rate compared with the other three groups, but it
was unclear how much the resistance was contributing to this. Sambola et al.’* stated that no significant
differences were found between resistant and sensitive groups in rates of infarction, angina or need

for revascularisation.

Outcome statistics are shown in Figures 40-43. Nineteen unadjusted ORs were presented based on

seven studies.?%112115118127.132.130 Tyyg ORs were statistically significant (more events in the resistant group),
but for one of these (from the Gluckman et al. study®) the threshold was unclear. Note that eight ORs are
derived from populations with UA/ACS. The overall direction of effect was not consistent across (or within,
e.g. Poulsen et al.," Linnemann et al.'"?) studies. There were two adjusted ORs (based on one study®),
one of which was statistically significant (more events in the resistant group).

Two of 22 unadjusted HRs were statistically significant (more events in the resistant group); however,
the direction of effect was again not consistent. Eleven of the 21 ORs were based on populations with
UA/ACS. Note also that some studies contributed disproportionately to the results, for example where
they measured more outcomes. There was only one adjusted HR, showing a statistically significant result
(more events in the resistant group).
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TABLE 46 Outcome measures for reporting ischaemic/thrombotic events (PFA-100®, monotherapy)

Unadjusted  Adjusted Unadjusted Adjusted Other measures Sensitivity/specificity

Study OR (0] HR HR related to prognosis presented or calculable

Monotherapy at time of PFT and during follow-up

Aksu Results not presented

2009 according to resistant
and sensitive only, but
also depending on
mean platelet volume

Bevilacqua Ve v v Ve
2009'®

Christiaens Ve Ve v?
2008'%

Gluckman v/ v
2011%°

Hobikoglu v
2007'*

Linnemann Ve v v
2009'?

Poulsen Ve Ve v?
2007'*

Sambola Narrative description
2004'*

Silver v
2009189,193
(abstract)

Ziegler /e Ve Ve
2002™°

Monotherapy at time of PFT, dual therapy during follow-up

Foussas Ve v v
2009'"

a Calculated from data given in the publication.
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Bleeding events
One study reported bleeding events (Table 47).'4

No studies were identified that looked at bleeding outcomes over the long term. One study'* evaluated
postoperative bleeding and found that PFA-100® failed to correlate with postoperative bleeding, but
PFA-100® measurements repeated immediately after CABG were predictive of blood loss.

Summary: platelet function analyser-100

TWenty'One StudieS were |dent|f|ed in thls Category'76,99,108,109,112,115,116,118,123,127,132,135,137,138,144,145,150,162,186,187,189
There were more populations with stable disease, but those studies with acute populations contributed
quite substantially to the results (roughly half of the outcome statistics). There was heterogeneity across
studies in terms of specific patient characteristics.

There was a lack of reporting of relevant quality criteria, making overall judgements about risk of bias
difficult. No study provided details on all relevant quality criteria. Lack of detail related in particular to
whether or not assays were performed in a blinded manner, reporting of compliance levels and, to a lesser
extent, whether or not outcome assessors had been blinded to PFT results. In terms of consequences of
non-compliance, it appears that in one study'® patients were excluded on the basis of inadequate salicylate
levels, whereas another study’® did not exclude patients with aspirin non-compliance on the basis that
resistance cannot be distinguished from non-compliance. There were a number of methods for deriving the
thresholds, which was reflected in the different cut-offs employed (between 150 and 193 seconds where
stated, with one study'® having a much higher threshold at 300 seconds). Some studies provided adjusted
results but there was no consistency between studies in terms of factors adjusted for.

Based on 10 studigs’®109115.118127.132.135.137.145186 ranorting this outcome, there was an overall trend towards
more deaths in the resistant groups, but most results were not statistically significant.

Based on 14 studies,’®108:109112/116,118123.127.132,135,137.138.162.187 thare was a mainly consistent trend for MACEs,
with more events in the resistant arm, and some results statistically significant. Note that not all studies
contributed to the results, particularly the adjusted results. In addition, five of six unadjusted HRs are based
on an acute population, which may not be representative of the total population.

TABLE 47 Outcome measures for reporting bleeding events (PFA-100®, monotherapy)

Monotherapy at time of PFT and during follow-up

Morawski Narrative description
2005'*
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Eleven studies reported additional ischaemic/thrombotic outcomes.#109112.115.118.127.132,135.145,150,189,193
Compared with the large number of unadjusted outcome statistics reported, there were very few adjusted
results. The direction of effect was not consistent for these outcomes and there were only a few statistically
significant results (with more events in the resistant group). Given the large number of different outcomes
and heterogeneity of other factors across studies, it was not possible to compare results for different
outcomes (e.g. M, stroke).

No studies were identified that looked at bleeding outcomes over the long term.

The mainly consistent trend for MACEs and death, with more events in the resistant arm, suggests that
PFA-100¢ is a potential prognostic factor, but this is only a qualitative judgement on the evidence available;
the trend for ischaemic/thrombotic events was, however, less consistent. Meta-analysis was not possible
owing to the heterogeneity, and therefore a firm quantitative conclusion regarding whether or not PFA-100®
is prognostic is not currently possible.

Summary: platelet function analyser-100

Twenty-one studies were identified for this test.

There were more stable than acute populations, though studies with acute populations contributed
substantially to the results.

Methods for deriving thresholds and thresholds themselves were variable.

A lack of detail in reporting of quality criteria, for example whether or not assays were performed

in a blinded manner, and in reporting of compliance levels (where measured), hampered an overall
risk-of-bias assessment.

Adjusted results were rarely presented, and thus the additional prognostic value of the test over other
prognostic factors is difficult to ascertain.

There was a mainly consistent trend for MACEs, with more events in the resistant arm, and some
statistically significant results; this trend was reflected in studies reporting death, but most results were
not statistically significant for this outcome.

The direction of effect was not consistent for ischaemic/thrombotic events.

No studies were identified that looked at bleeding outcomes over the long term.

Not all studies are represented in the forest plots, particularly for the adjusted outcome measures.
Heterogeneity in outcomes, patient groups and types of reported statistics meant that meta-analysis was
not considered appropriate; there is insufficient quantitative information and methodological/clinical
homogeneity across studies to enable evidence-based conclusions about the prognostic ability of PFA-100.

Population and test characteristics

Eight studies®117:128:133.162.166186.1% \yare identified in this category, two of which were reported in abstract
form only."®*'% Populations had CAD (three studies),**'""'¢> CVD/stroke (two studies),'®'® PAD/PVD

(one study)'™® and UA/ACS where patients were undergoing PPCI (one study).”® There was one study'® in
patients with end-stage renal disease. Two studies included only patients reporting a first event,''% one
study consisted of patients who had suffered previous event(s)'?® and one study reported patients who had
their primary underlying condition for a mean period of 41.4 months."" Four studies did not report how long
patients had been on aspirin therapy.?®149-166.186

In seven studies®17128153.162166186 it anneared that patients were exclusively on monotherapy both at the
time of the PFT and during follow-up. It is possible that not all studies have reported where a proportion of
patients commenced additional therapies during follow-up. In the remaining study,’®® patients were on
monotherapy at the time of the PFT and all were on dual therapy (+ clopidogrel or ticlopidine) during a
portion of the follow-up period.
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Two different methods of WBA were identified across studies and were analysed separately. One study'®®
used Multiplate® and seven studies used impedance methodology.%'17:128153:162.186.19% Ngst tests used
arachidonic acid or collagen as an agonist, with some also using ADP and epinephrine, and citrate as the
anticoagulant (where reported).

Most studies did not report use of other medications. Medications were reported in two studies®'"” and
included statins, beta-blockers, ACE inhibitors, angiotensin receptor blockers, nitrate, lipid-lowering agents,
diuretics, digoxin, spironolactone, warfarin, intravenous inotropic therapy and amiodarone. NSAIDs were
not permitted (or had to be discontinued within a certain time period) in two studies.® % One study®
stated that ‘concurrent nonsteroidal anti-inflammatory drug use did not correlate with the presence of
aspirin non-responsiveness defined by this method at either time point’. There were no details on NSAIDs
in the remaining studies.

The number of participants in the studies ranged from 26 to 653 (see Table 48). Where reported, mean
ages of patients ranged from 52 to 66 years, with most means around the early 60s. There were more
men than women in five out of six studigs®® 712815318619 that reported this, with proportions of men
ranging from 52% to 82%. Only one study'?® included more women (55%). The proportion of patients
with diabetes ranged from 17% to 44%, and that of smokers from 23% to 69% (where reported)
(see Table 48). Where reported, studies were conducted in hospital settings.

The dose of aspirin ranged from 75 mg/day to > 325 mg/day. There were no details on dose in one study.'®
Details were variable across studies regarding the length of time patients had been receiving aspirin
therapy, with some noting a minimum period and some whether or not patients were chronic users, but
many giving no details (see Table 48). One study® stated that aspirin was provided in enteric form, another
reported that aspirin was provided in both enteric and plain forms'"” and the other studies did not report
this information.

The main study characteristics are listed in Table 48. Note that in some studies baseline characteristics
have been reported only according to resistant/sensitive groups, groups with or without diabetes, or
groups with occluded or patent SVG during CABG surgery, rather than for the total study population.

Four studies® 1281621 reported no details on the timing of the PFT after aspirin ingestion. Four
studies''”153186:1% stated that there were up to 24 hours between aspirin dose and the PFT. Table 49
provides details of test characteristics.
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TABLE 49 Test characteristics (WBA, monotherapy)

Multiplate® (MEA)
Monotherapy at time of PFT and during follow-up

Orta 2011' Multiplate® analyser (Dynabyte No details
(abstract) Medical, Munich, Germany)

WBA (impedance)
Monotherapy at time of PFT and during follow-up

Gengo 2008'%# WBA (Model 700, Chrono-Log No details
Corporation, Havertown,

PA, USA)

Gluckman 2011 WBA (Model 560CA,
Chrono-Log Corporation,
Havertown, PA, USA)

Lordkipanidzé WBA No details
2011 (abstract)

Majeed 2009'" WBA (Whole-Blood No details
Aggregometer®, Chrono-Log
Corporation, Havertown,

PA, USA)

WBA (CHRONO LOG® No details
four-channel whole-blood

aggregometer, Chrono-Log

Corporation, Havertown,

PA, USA)

Mueller 1997'%3

Sobol 2009 WBA (Chrono-Log, No details

Havertown, PA, USA)
Monotherapy at time of PFT, dual during follow-up

Kaminska 2007'  WBA (Chronolog 560, No details
Chrono-Log Corporation,
Havertown, PA, USA)

3.2% citrate

No details No details

Collagen (1 pg/ml) No details

AA (0.5 mM) No details
ADP (5 M)

ADP (10 uM)

ADP (20 pM)

Epinephrine (50 uM)

Collagen (1 pg/ml)
AA (1.6 mM) No details

Collagen (1 pg/ml) Up to 24 hours

Collagen (5 pg/ml)

AA (500 pM) Baseline test: before
starting antiplatelet

ADP (5 pM) therapy

ADP (10 uM) Follow-up tests: up to

24 hours
Collagen (2 pg/ml)

Collagen (5 pg/ml)

AA (0.5 mM) Up to 24 hours

AA (0.125 mM) Up to 24 hours
Collagen (0.5 ug)
Collagen (1 ug)

Collagen (2 pg)

AA, arachidonic acid; MEA, multiple electrode aggregometry.
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Study design and quality
Results of the risk-of-bias assessment can be found in Tables 50-53.

Patient selection was independent of study outcome in all included studies, with the PFT preceding any

outcomes (as specified in the study selection criteria). Four studies stated that consecutive patients were
enrolled into the study'”:12815318 and the other studies did not provide details. Only two studies®'*3

had clear details on posteligibility exclusion of patients; in one of these studies™? a criterion for exclusion
was lack of compliance.

TABLE 50 Risk of bias, patient selection (WBA, monotherapy)

Multiplate® (MEA)
Monotherapy at time of PFT and during follow-up

Orta 2011 No details Yes No details
(abstract)

WBA (impedance)
Monotherapy at time of PFT and during follow-up

Gengo Consecutive Yes No details

2008'%#

Gluckman No details Yes Patients in whom SVG patency not
2011% assessed or those not on aspirin

monotherapy. Authors stated that the
study population was representative of
patients undergoing isolated CABG
surgery based on comparison with

the Society of Thoracic Surgeons
National Database

Lordkipanidzé ~ No details Yes No details

2011®

(abstract)

Majeed Consecutive Yes No details

2009"

Mueller Consecutive Yes 45/145 patients initially enrolled and
1997 then excluded. Reasons for exclusion: if it

could be shown that patients claiming
not to have used medication containing
aspirin, had been using aspirin; lack of
compliance in correct usage of aspirin;
other exclusion criteria. All exclusion
criteria seem to have been applied after
enrolment and consent

Sobol 2009'®  Consecutive Yes No details
Monotherapy at time of PFT, dual during follow-up

Kaminska No details Yes No details
2007'%°

MEA, multiple electrode aggregometry.
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TABLE 51 Risk of bias, PFT (WBA, monotherapy)

If a threshold was used,
Domain 2: PFT  was it prespecified?

Multiplate® (MEA)
Monotherapy at time of PFT and during follow-up

Orta 2011 No details

(abstract)

WBA (impedance)
Monotherapy at time of PFT and during follow-up

Gengo 2008'®  Yes (patients considered to be
non-responsive to aspirin if their
platelet response, measured in
ohms of impedance, to 1 ug/ml
of collagen was > 10Q, >50%
of their response to 5 pg/ml of
collagen and/or >6Q to
0.5mM AA)

Gluckman Yes (aspirin resistant if
2011% AA-induced platelet
aggregation was > 1Q)

Lordkipanidzé No details
2011'%

(abstract)

Majeed 2009'"  Yes (aspirin resistance defined as

at least 50% platelet response)

Mueller 1997'%®  No threshold

Sobol 2009'% Yes (but no numerical cut-off)

Monotherapy at time of PFT, dual during follow-up

Kaminska
2007'%

Not explicitly stated; assumed
that if there is any aggregation
patients are classed as

aspirin resistant

How was the threshold
derived (e.g. literature
cut-off, based on study data)?

No details

Criteria similar to ones cited
(references given®®2%°)

Stated that normal range in
authors’ laboratory for
aspirin-naive subjects was 5-7 Q.
No further details

No details

Formula and reference cited®'

Different ‘classes’ of effect of
aspirin on platelet function
depending on change from
baseline derived from data

A lack of complete inhibition of
AA-induced whole-blood
aggregation

No details

Is the undertaking and
interpretation of the index

test blinded to the patient
characteristics (including
clinical outcomes)?

No details

No details (but quality control
procedures described)

No details

No details

No details

No details

No details

No details

AA, arachidonic acid; MEA, multiple electrode aggregometry.
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TABLE 52 Risk of bias, outcomes and study attrition (WBA, monotherapy)

What was the proportion of

Domains Were the outcome results missing data? (State reasons for
3 and 4: Were the outcomes of interpreted without loss to follow-up or differences
outcomes and interest clearly defined  knowledge of the results of in those who completed or
study attrition in advance? the PFT? were lost)

Multiplate® (MEA)

Monotherapy at time of PFT and during follow-up

Orta 2011'% Yes No details Appears to be no loss to follow-up
(abstract)

WBA (impedance)
Monotherapy at time of PFT and during follow-up

Gengo 2008'®  Yes No details Appears to be no loss to follow-up
Gluckman Yes Yes. Stated that images were 75/229 patients not included at
2011 analysed by two blinded reviewers  follow-up

(98% concordance) with a third
reviewer adjudicating as necessary

Lordkipanidzé Yes No details No details

20112

(abstract)

Majeed 20097 Yes No details No losses to follow-up

Mueller 1997 Yes No details 4/100 patients lost to follow-up by

52 weeks (for repeat PFT) but
appears all patients included
for outcomes

Sobol 2009 Yes No details No losses to follow-up

Monotherapy at time of PFT, dual during follow-up

Kaminska No; the paper did not Yes The paper states that one person

2007'%¢ focus on clinical (out of 27) was lost to follow-up at
outcomes (it was focused 6 months as a result of Ml; this is
on the results of the PFTs) the same person who is recorded as

having the clinical event of Ml

MEA, multiple electrode aggregometry.
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A predetermined threshold percentage (for platelet aggregation) was given in four studies.® 71281
Thresholds were > 1 Q% at least 50% platelet response;'"” and > 10 Q in response to 1 pg/ml of collagen,
> 50% of the response to 5 pg/ml of collagen and/or > 6 Q to 0.5 mM arachidonic acid.’®® In one study the
numerical cut-off was not stated and patients were described as resistant if there was a ‘lack of complete
inhibition of arachidonic acid induced whole blood aggregation’.’® Another study'® stated that patients
were classed as aspirin resistant if there was any aggregation at all. One study stated that quartiles were
used,™? and the remaining two studies'®*'% reported no details. None of the studies gave clear details on
blinding of laboratory staff to patient characteristics.

Outcome measures of interest were clearly predefined in all but one study.?17128.133.16216618 None of the
studies provided clear details regarding blinding to the PFT results of those assessing outcomes.

There appeared to be no loss to follow-up in four studies.” 12816618 | oss to follow-up was stated in two
studies™>'%® and was approximately 4% in both. There were no clear details in one study.® The
differences in completeness of follow-up may reflect length of follow-up, study design (outcome only
followed up in those that had repeat PFTs) or quality of reporting.

Compliance was measured in four studies,®'"7128153 phyt there were no details on level of compliance. It
was determined by presence of salicylates in urine,'?® pill counts,®® patient interview, nurse assessment and
pharmacy records during the period of hospitalisation and through self-report only after discharge,'” and a
positive reaction to arachidonic acid-mediated aggregometry."™ The four remaining studies reported no
details on compliance.'6* 166186196

Six studies did not appear to undertake any adjusted analyses.%1"7:133.166.186.1% Qne study'® attempted to
adjust for a number of factors, including age, sex, presence of various comorbidities, nature of recurrent
event and use of various other drugs. In one study'® it is not clear whether the ORs reported were
adjusted or unadjusted. There may be selective reporting in that only variables that showed significance on
univariate analysis might have been included in multivariate analyses.

Overview of outcomes
There were eight studies®117:128.153.162166.186.1% | ;5ing WBA as a PFT and reporting on death, MACEs and
ischaemic/thrombotic events (Table 54).

Death

Two studies'®*'% reported deaths (Table 55). One of these' could not be presented in a forest plot, as
although it stated that one death occurred in the resistant group, it was unclear whether resistance was
determined by WBA and/or PFA-100®. Outcome statistics are presented in Figures 44 and 45. Unadjusted
ORs and HRs were calculable for the other study.’® These were not statistically significant; the wide Cls
reflect the fact that there were two events in the resistant arm and no events in the sensitive arm.

Though the trend across the two studies is consistent (the only events are in the resistant group), there
were too few studies and events to draw any conclusion regarding risk of death.
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TABLE 54 Studies and outcomes (WBA, monotherapy)

Ischaemic/
MACEs thrombotic events Bleeding Length of follow-up
Multiplate® (MEA)
Monotherapy at time of PFT and during follow-up
Orta 2011'% v Mean 20.7 months
(abstract) (SD 6.1 months)

WBA (impedance)
Monotherapy at time of PFT and during follow-up

Gengo 2008'%# v 29 months

Gluckman 2011%° v 6 months

Lordkipanidzé 2011 v 3 years

(abstract)

Majeed 2009'"” v/ Median 315 days
(range 9-833 days)

Mueller 1997'% v 18 months

Sobol 2009'¢ v 10 days

Monotherapy at time of PFT, dual during follow-up
Kaminska 2007'% v v/ 12 months

MEA, multiple electrode aggregometry.

TABLE 55 Outcome measures for reporting death (WBA, monotherapy)

Unadjusted Adjusted Unadjusted Adjusted Other measures Sensitivity/specificity

(0] (o] HR HR related to prognosis presented or calculable

WBA (impedance)
Monotherapy at time of PFT and during follow-up

Sobol 2009¢ Unclear which test
used to classify
as resistant

Monotherapy at time of PFT, dual during follow-up

Kaminska v Ve v
2007'%¢

a Calculated from data given in the publication.
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RESULTS OF PROGNOSTIC UTILITY REVIEW

Major adverse cardiac events

Two studies reported MACEs'®2%¢ (Table 56). Outcome statistics are shown in Figures 46 and 47. One
study,'® in a CAD population, reported a non-statistically significant unadjusted OR. The other study'®
reported an unadjusted OR and HR, which were both statistically significant. It should be noted that,
although considered to be at cardiovascular risk, this was primarily a renal failure population, which might
not be comparable with the other studies included here. This study also used the Multiplate® system.

Based on these two studies, no conclusions can be drawn regarding the risk of MACEs.

TABLE 56 Outcome measures for reporting MACEs (WBA, monotherapy)

Unadjusted Adjusted Unadjusted Adjusted Other measures Sensitivity/specificity

(o] (o] HR HR related to prognosis presented or calculable

Multiplate® (MEA)
Monotherapy at time of PFT and during follow-up

Orta 201166 @ v /e
(abstract)

WBA (impedance)

Monotherapy at time of PFT and during follow-up

Lordkipanidzé  v*

2011
(abstract)

MEA, multiple electrode aggregometry.
a Calculated from data given in the publication.
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Ischaemic/thrombotic events

Five studigs®17:1281531% reported ischaemic/thrombotic outcomes (Table 57). Results from two''7'%* of
these could not be presented in a forest plot. In one'"’ it appeared that all eight thromboembolic events
occurred in the resistant arm, but overall numbers of patients in the resistant and sensitive groups were
unclear. In the other study,’? no patients were defined as resistant and therefore all eight events
(reocclusions) occurred in sensitive patients.

Outcome statistics are presented in Figures 48-50. Eleven unadjusted ORs were presented based on three
studies.*'281% There was only one event (Ml) in one study,® therefore the four ORs are associated with
very wide Cls. One study® finds no difference in risk, whereas in one'?® the ORs are statistically significant
(more events in the resistant arm).

These ORs remain statistically significant when adjusted for. Unadjusted HRs are also statistically significant
for the same study,?® but not for the other study'® presenting unadjusted HRs.

Given the heterogeneity between studies (population, outcomes) and the lack of consistency in terms of
direction of effect, no firm conclusions can be drawn.

Summary: whole-blood aggregometry

Eight studies were identified,117128153.162.166.186:196 \njith mainly stable disease populations (seven of

eight studies). In one study'® with an acute disease population, dual therapy was initiated after the PFT.
Only one'®® of the eight studies used the Multiplate® system.

There was a lack of reporting of quality criteria, making overall judgements about risk of bias difficult. Lack
of detail related to blinding in particular (to patient characteristics and results of the PFT) and the level of
compliance. Only two studies®'>* gave details on posteligibility exclusions and only three studies®'"7-12
gave details on the threshold used.

Only two studies reported deaths,'®'% with a total of three events across both studies. There are therefore
too few data to draw any firm conclusions on the risk of death. MACEs were also only reported by two
studies.®>1% A statistically significant result (more events in the resistant arm) was shown by one of these,®

Outcome measures for reporting ischaemic/thrombotic events (WBA, monotherapy)

WBA (impedance)
Monotherapy at time of PFT and during follow-up

Gengo Ve v Ve Ve
2008'%

Gluckman v/
2011%°

Majeed Proportions of

2009'” patients in resistant
and sensitive groups
were unclear

Mueller No patients defined
1997'% as resistant

Monotherapy at time of PFT, dual during follow-up

Kaminska v/ v Ve
2007
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and again, firm conclusion cannot be drawn, particularly as there were differences in populations between
the studies and differences in test characteristics. More data were available for ischaemic/thrombotic events,
based on five studies.®!"71281331% However, there were differences in populations (e.g. CAD, UA/ACS),
outcome measures (e.g. SVG patency, M, reocclusion, cerebral ischaemic events) and treatment (e.g. dual
therapy after the PFT), and there appeared to be little consistency across results, though some were
statistically significant (more events in the resistant arm). There were no studies reporting bleeding events.

Given the above data it is difficult to assess the overall prognostic effect, and no conclusions can be drawn
regarding the overall potential usefulness of WBA as a prognostic factor.

Summary: whole-blood aggregometry

Eight studies were identified, with patients with stable disease in seven of these.

The PFT thresholds used were not always reported or consistent across studies.

A lack of detail in reporting of quality criteria, particularly around blinding and details (and implications)
of compliance, hampered an overall risk-of-bias assessment.

Heterogeneity in outcomes, patient groups and types of reported statistics meant that meta-analysis
was not possible.

Few adjusted results were presented, and thus it is not possible to ascertain the additional prognostic
value of the test over other prognostic factors.

Given the limited number of data, no firm conclusions could be drawn regarding risk of death or MACEs.
Heterogeneity around populations, outcomes and treatment (post PFT), and a lack of a clear consistent
trend across the studies, meant that firm conclusions could also not be drawn for ischaemic/thrombotic
events, though there were some statistically significant results (more events in the resistant arm).

No studies reported bleeding events.

Population and test characteristics

Three studies'”'%"74 were identified in this category, two of which were reported in abstract form only.'6874
Populations had CAD (two studies)'”'%® and UA/ACS (one study)."* One study'"” reported that patients had
their primary underlying condition for a mean period of 41.4 months. The two remaining studies did not report
this information.

In all three studies,'"”"®®174 it appeared that patients were exclusively on monotherapy both at the time
of the PFT and during follow-up. It is possible that not all studies have reported where a proportion of
patients commenced additional therapies during follow-up.

Only one study'” reported medications used by patients. These included diuretics, ACE inhibitors,
angiotensin Il receptor blockers, beta-blockers, digoxin, spironolactone, nitrate, statins, warfarin,
intravenous inotropic therapy and amiodarone. None of the studies reported details on NSAIDs.

The number of participants in the studies ranged from 26 to 250 (see Table 58). Mean ages of patients
were 52,"7 60'% and 62 years."* There were more men than women in two studies,'”'®® with proportions
of 73%""7 and 68.5%."%® The remaining study'’* reported sex data for aspirin-resistant patients only (42 of
the total sample of 250), 74% of whom were male.

The dose of aspirin was reported in all studies and ranged from 15 mg/day to 325 mg/day. Two studies'®®'"
gave no details regarding the length of time patients had been receiving aspirin therapy, and one study
reported that patients had been taking aspirin for at least 7 days'"” (see Table 58). One study'" reported that
aspirin was provided in both enteric and plain forms, and the other studies did not report this information.

The main study characteristics are listed in Table 58.
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The test performed in all studies was TEG. All studies used arachidonic acid as an agonist and details
regarding anticoagulants were not reported in any studies.

Two studies'"”"”* stated that there were up to 24 hours between aspirin dose and PFT. The remaining
study'®® provided no details on the time between taking aspirin and the PFT. Table 59 provides details of
test characteristics.

Study design and quality
Results of the risk-of-bias assessment can be found in Tables 60-63.

Patient selection was independent of study outcome in all three included studies,”"%®7* with the PFT
preceding any outcomes (as specified in the study selection criteria). All studies stated that consecutive
patients were enrolled into the study and no studies had clear details on posteligibility exclusion

of patients.

A predetermined threshold percentage (for platelet aggregation) was given as > 50% or >50% for all
three studies.””"%7* Only one study'"” cited a reference?*? and provided details on the method of
derivation of this threshold. For the remaining two studies there were no details on threshold derivation.
None of the studies gave clear details on blinding of laboratory staff to patient characteristics.

Outcome measures of interest were clearly predefined in two studies.'”'’* In one of these studies it was
unclear if outcomes were separate or composite,'* and the remaining study provided no details. None of
the studies had clear details regarding blinding to the PFT results of those assessing outcomes. There
appeared to be no loss to follow-up in two studies'”'®® and the remaining study'* provided no details on
missing data or whether or not there was any loss to follow-up.

Compliance was measured in one study'"” by patient interview, nurse assessment and pharmacy records
during the period of hospitalisation, and through self-report only after discharge. No details on the level of

compliance were stated.

All three studies did not appear to undertake any adjusted analyses.

Test characteristics (TEG, monotherapy)

Monotherapy at time of PFT and during follow-up

Majeed 2009'" TEG® 5000 (Thromboelastograph® No details Collagen (1 pg/ml) Up to 24 hours
Hemostasis Analyzer, Haemonetics
Corporation, Braintree, MA) Collagen (5 pg/ml)
Sahin 2011' Modified thromboelastogram No details AA No details
(abstract)
Tan 2010 TEG® (Haemonetics Corporation, No details AA Up to 24 hours
(abstract) Braintree, MA)
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TABLE 60 Risk of bias, patient selection (TEG, monotherapy)

Was a consecutive or

Domain 1:
patient selection

random sample of
patients enrolled?

Monotherapy at time of PFT and during follow-up
Majeed 2009'" Consecutive
Sahin 2011 (abstract) Consecutive

Tan 2010"* (abstract) ~ Consecutive

Was patient selection
independent of
patient outcomes?

Yes
Yes
Yes

Were reasons for any
posteligibility
exclusions provided?

No details
No details
No details

TABLE 61 Risk of bias, PFT (TEG, monotherapy)

If a threshold was used,
was it prespecified?

Domain 2: PFT
Monotherapy at time of PFT and during follow-up
Yes (>50%)

Sahin 2011'% (abstract)  Yes (<50% AA-induced
whole-blood thrombosit
aggregation inhibition
by TEG)

Yes (>50%)

Majeed 2009'"”

Tan 2010 (abstract)

How was the threshold
derived (e.g. literature

cut-off, based on study data)?

Formula and reference cited®*

No details

No details

Is the undertaking and
interpretation of the index

test blinded to the patient
characteristics (including
clinical outcomes)?

No details
No details

No details

AA, arachidonic acid.

TABLE 62 Risk of bias, outcomes and study attrition (TEG, monotherapy)

Were the outcomes of
interest clearly defined
in advance?

Domains 3 and 4:
outcomes and
study attrition

Monotherapy at time of PFT and during follow-up
Majeed 2009'" Yes
Sahin 2011 (abstract) ~ No details

Tan 2010"* (abstract) Yes (although unclear if

separate or composite)

Were the outcome results
interpreted without
knowledge of the results
of the PFT?

No details
No details
No details

What was the proportion of
missing data? (State reasons
for loss to follow-up or
differences in those who
completed or were lost)

No losses to follow-up
No losses to follow-up

No details
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Overview of outcomes
Three studies were identified,’”'®'7* reporting on only two of the outcomes of interest (death and
ischaemic/thrombotic events) (Table 64).

Death

Two studies reported on deaths (Table 65)."%7* One study was not presented in the forest plots."* This
found a death rate of 26% in the resistant group and 11% in the sensitive group (UA/ACS population),
but there were no raw data to confirm these proportions. Outcome statistics are presented in Figures 51
and 52. In the other study, both the adjusted OR and HR were statistically non-significant. The wide Cl
reflects the fact that there was only one death in the resistant group and no deaths in the sensitive group.

Overall, there is too little evidence on which to base any conclusions regarding risk of death.

TABLE 64 Outcomes (TEG, monotherapy)

Study Death MACEs Ischaemic/thrombotic events Bleeding Length of follow-up
Monotherapy at time of PFT and during follow-up

Majeed 2009'" v Median 315 days
(range 9-833 days)
Sahin 2011' v v/ Mean 464 days
(abstract) (SD 264 days)
Tan 2010"* v v 360 days (range 0-523 days);
(abstract) not stated if mean or median

TABLE 65 Outcome measures for reporting death (TEG, monotherapy)

Unadjusted Adjusted Unadjusted Adjusted Other measures Sensitivity/specificity

(0] (o] HR HR related to prognosis presented or calculable

Monotherapy at time of PFT and during follow-up

Sahin 2011'%®  «° e /e
(abstract)

Tan 2010
(abstract)

a Calculated from data given in the publication.
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Ischaemic/thrombotic events

Three studies reported ischaemic/thrombotic events (Table 66).""71%8174 Two of these were not presented in
the forest plots. One'” found a rate of 74% in the resistant group for recurrent Ml or thrombosis and
24% in the sensitive group (UA/ACS population), but there were no raw data to confirm these
proportions. In the other study,""” it appeared that all eight thromboembolic events occurred in the
aspirin-resistant group.

Outcome statistics are presented in Figures 53 and 54. Unadjusted ORs and HRs of the third study'®® were
all statistically significant for different outcomes.

Thus, it appears that more events occurred consistently in the resistant arm; however, this is based on only
three studies,'”"%7* two of which'"”"* did not report all relevant data clearly.

Summary: thromboelastography

Only three studies were identified in this category,’”'%"74 two with a stable'”'®® and one with an acute'’*
disease population. Two of the three were in abstract form,'®®'7* so there is a lack of detail on specific
patient characteristics.

There was a lack of detail in reporting of quality criteria, making overall judgements about risk of bias
difficult. Lack of detail related in particular to blinding and level of compliance. The same threshold was
used across the three studies. No adjusted outcome statistics were reported.

TABLE 66 Outcome measures for reporting ischaemic/thrombotic events (TEG, monotherapy)

Monotherapy at time of PFT and during follow-up

Majeed
2009"

Sahin 2011'%® /@ Ve Ve
(abstract)

Tan 2010'*
(abstract)

a Calculated from data given in the publication.
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Two studies reported deaths'®'7* and three reported ischaemic/thrombotic events. Only one study for each
outcome could be presented in a forest plot.'® There was too little evidence to draw any conclusions for
risk of death. The direction of effect was consistent for ischaemic/thrombotic events (more events in the
resistant group), but this was based on few studies and there were some reporting issues. There were
differences in study populations and types of outcome measures reported (for ischaemic/thrombotic
events). No adjusted measures were reported and there were no studies reporting MACEs or

bleeding events.

Despite the heterogeneity, the direction of prognostic effect appears to be largely consistent with more
events occurring in aspirin-resistant patients (ORs and HRs usually > 1). This suggests that TEG is a
potential prognostic factor, but this is only a qualitative judgement on the evidence available and is based
on very few studies; meta-analysis was not possible as there was only one study in the forest plots,

and therefore a firm quantitative conclusion regarding whether or not TEG is prognostic is not

currently possible.

Summary: thromboelastography

Three studies were identified (two with stable, one with an acute disease population).
The threshold used was consistent (50%).
A lack of detail in reporting of quality criteria, particularly around blinding and details (and implications)
of compliance, hampered an overall risk-of-bias assessment.

® Heterogeneity in outcomes, patient groups and types of reported statistics, and the fact that only one
study presented data suitable for use in a forest plot, meant that meta-analysis was not possible.

® No adjusted results were presented, and thus it is not possible to ascertain the additional prognostic
value of the test over other prognostic factors.

® No conclusions could be drawn regarding risk of death in resistant and sensitive groups.
Despite clinical heterogeneity between studies, there was an overall consistent trend for more events to
occur in the ‘aspirin-resistant’ group for ischaemic/thrombotic events; however, this was based on one
study only.

® No studies reported MACEs or bleeding events.

Miscellaneous tests

The population and test characteristics are presented in Tables 67 and 68. There was a large amount of
heterogeneity across the studies in terms of PFTs and populations. No two studies used both the same PFT
and the same treatment after the PFT (i.e. monotherapy or dual therapy; see Table 67), therefore each
study needs to be considered on its own.
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TABLE 68 Test characteristics (other, monotherapy)

Monotherapy at time of PFT and during follow-up

Flow cytometry
Frelinger 2009 Flow cytometry (FACSCalibur™

flow cytometer, BD Biosciences,

Franklin Lakes, NJ, USA)

No details

Monotherapy at time of PFT, dual during follow-up

Flow cytometry

Kaminska Flow cytometry

2007'%°

Surgicutt Il

Buchanan Surgicutt Il bleeding time
2000"? device (ITC Commercial Group,

Piscataway, NJ, USA)

Apact Il platelet aggregometer

Stejskal 2006'%® Apact |l platelet aggregometer
(Labitec GmbH, Ahrensburg,
Germany)

Platelet reactivity test

Grotemeyer Platelet reactivity test
1993™* (newly developed modification —
reference cited™)

Impact-R® (cone and platelet analyser test)
Monotherapy at time of PFT and during follow-up

Schwammenthal  Impact-R® (cone and platelet
2008'* analyser test)

Monotherapy at time of PFT, dual during follow-up

Spectre 2011% Impact-R® (cone and platelet
analyser test)

No details

No details

No details

No details

No details

Sodium citrate

No details

AA

Collagen

No details

CPG
3uM
concentration

EDTA

AA (1.6 mM)

AA (0.32mM)

No details

Up to 24 hours

First testing: up to 24 hours

Repeat testing: when each
patient had not taken
aspirin for a minimum of
7 days

Up to 24 hours

12 hours

At least 6 hours before
blood sampling

Up to 24 hours

AA, arachidonic acid; CPG, cationic propyl gallate; EDTA, ethylenediaminetetraacetic acid.
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As it was not possible to compare directly across tests or to usefully summarise results, there has been

no discussion on the quality of studies and no presentation of results. For reference, the main quality
characteristics are presented in Tables 69-72 and extracted results can be found in the webpage linked to
the report (http://medweb4.bham.ac.uk/NIHR_Aspirin_Resistance/).

TABLE 69 Risk of bias, patient selection (other, monotherapy)

Monotherapy at time of PFT and during follow-up
Flow cytometry

Frelinger 20097 Consecutive Yes Stated that less than 3% of
eligible patients declined
participation (reason not given)

Monotherapy at time of PFT, dual during follow-up

Flow cytometry

Kaminska 2007'% No details Yes No details

Surgicutt Il

Buchanan 2000' Consecutive Yes 15% of those recruited withdrew

from the study; 28% of those who
continued were excluded as a result
of non-compliance

Apact Il platelet aggregometer

Stejskal 2006'% No details Yes No details
Platelet reactivity test

Grotemeyer 1993 Consecutive Yes No details

Impact-R® (cone and platelet analyser test)
Monotherapy at time of PFT and during follow-up

Schwammenthal Consecutive Yes No details
2008'%

Monotherapy at time of PFT, dual during follow-up

Spectre 2011% Consecutive Yes No details
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RESULTS OF PROGNOSTIC UTILITY REVIEW

TABLE 70 Risk of bias, PFT (other, monotherapy)

If a threshold was used, was

Domain 2: PFT it prespecified?

How was the threshold
derived (e.g. literature
cut-off, based on study data)?

Is the undertaking and
interpretation of the index

test blinded to the patient
characteristics (including
clinical outcomes)?

Monotherapy at time of PFT and during follow-up

Flow cytometry

Frelinger 2009’  No details (appears to be a

threshold as OR calculated)

No details

Monotherapy at time of PFT, dual during follow-up

Flow cytometry
Kaminska Not explicitly stated; assumed
2007'%° that if there is any aggregation
patients are classed as
aspirin resistant
Surgicutt Il
Buchanan Yes; coefficient of variation
2000' between on and off aspirin

bleeding times >26% is an
aspirin responder

Coefficient of variation between
on and off aspirin bleeding
times <26% classified as
aspirin resistant

Apact Il platelet aggregometer

Stejskal 2006'% Yes; a patient was considered
to be an ‘aspirin responder’
(without aspirin resistance) if
spontaneous aggregation was

below 5%
Platelet reactivity test

Grotemeyer
1993

Yes (platelet reactivity
value > 1.25)

Impact-R® (cone and platelet analyser test)
Monotherapy at time of PFT and during follow-up

Schwammenthal
2008'

Yes; partial response 20-39%
vs. good response < 20%

Monotherapy at time of PFT, dual during follow-up

Spectre 2011% Yes, but no specific values;
tertiles of percentage surface

coverage of adherent platelets

No details

A pilot study with healthy
volunteers was performed to
determine the reproducibility of
the Surgicutt Il bleeding time
test as performed by the BRAT
study nurses and technicians,
and to determine the biological
variability of the bleeding times
over 10 weeks

No details

Stated that patients arbitrarily
subdivided (author’s own
reference cited®?)

Literature cited'*

Tertiles

No details

No details

No details

No details

No details

Unclear; treating physicians and
the investigators evaluating the
patients were blinded to the
results of the platelet function
studies

No details

BRAT, Benefits and Risks of ASA [acetylsalicylic acid] on Thrombosis.
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TABLE 71 Risk of bias, outcomes and study attrition (other, monotherapy)

Domains 3 and
4: outcomes
and study
attrition

Were the outcome results
interpreted without knowledge
of the results of the PFT?

Were the outcomes of
interest clearly defined
in advance?

Monotherapy at time of PFT and during follow-up
Flow cytometry

Frelinger 2009 Yes Yes; all clinical outcome data
obtained by research personnel

blinded to results of PFTs
Monotherapy at time of PFT, dual during follow-up

Flow cytometry
Kaminska No - the paper did not Yes
2007'%¢ focus on clinical
outcomes; it was focused
on the results of the PFTs
Surgicutt Il
Buchanan Yes Yes; outcome assessors unaware
2000 of aspirin responder status

Apact Il platelet aggregometer

Stejskal 2006'* Yes (broadly) No details
Platelet reactivity test

Grotemeyer Yes No details
1993

Impact-R® (cone and platelet analyser test)
Monotherapy at time of PFT and during follow-up

Schwammenthal  Yes
2008'%

Yes; treating physicians and the
investigators evaluating the patients
were blinded to the results of the
platelet function studies

Monotherapy at time of PFT, dual during follow-up

Spectre 2011% Yes No details

HEALTH TECHNOLOGY ASSESSMENT 2015 VOL. 19 NO. 37

What was the proportion of
missing data? (State reasons for
loss to follow-up or differences
in those who completed or
were lost)

127/682 lost to follow-up
(for MACE outcome)

The paper states that one person
(out of 27) was lost to follow-up at
6 months as a result of MI; this is
the same person who is recorded
as having the clinical event of Ml

227/516 lost to follow-up at
2 years (withdrawal or exclusion
because of non-compliance)

Appeared to be no loss to
follow-up

6/180 lost to follow-up

Follow-up data were available for
81/105 patients (77%)

7/63 lost to follow-up at 6 months
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Population and test characteristics
Seven studies’893125:152154196.19% \vare jdentified in this category.

In two studies’® ' the test performed was flow cytometry. In two other studies®™'?* the test performed was
Impact-R® (cone and platelet analyser test). Other tests were bleeding time by Surgicutt Il (one study),?
cationic propyl gallate-induced aggregation (one study)'® and the "platelet reactivity test’ (one study).™*

Populations comprised patients with CVD/stroke (two studies),’®"* CAD (one study)’® and ACS (one study),'*®
and those undergoing non-urgent CABG'* and PPC|.%* There was one study'® in patients with UA/ACS
undergoing PPCI. One study included only patients with a first and recent MI,'*® and no other studies reported
how long patients had had their primary underlying condition for.

In four studies'® 52154198 it appeared that patients were exclusively on monotherapy both at the time of
the PFT and during follow-up. In one study,'® around 4% of patients were on dual therapy (+ clopidogrel)
at the time of the PFT. Given the small proportion on dual therapy, these studies have been included in the
‘monotherapy’ category.

In a further study,’® patients were on monotherapy at the time of the PFT, and around 32% went on to
additionally receive clopidogrel at some point during follow-up. It is possible that not all studies have
reported where a proportion of patients commenced additional therapies during follow-up.

In two studies®® ' patients were on monotherapy at the time of the PFT and all were on dual therapy

(+ clopidogrel) during follow-up. These studies have been listed separately, as the addition of clopidogrel
therapy in all patients may affect the rate of events, and may also be a reflection of underlying population
differences compared with the other studies.

Comedications across studies, where reported, included statins, COX-2 antagonists, heparin, warfarin,
beta-blockers, ACE inhibitors, calcium channel blockers, diuretics, insulin, oral hypoglycaemics
and antidepressants.

Non-steroidal anti-inflammatory drugs were not permitted (or had to be discontinued within a certain time
period) in two studies.’®'*® One study’® stated that 10% of patients were on NSAIDs, and there were no
details on NSAIDs in the remaining studies.

The number of participants in the studies ranged from 27 to 700 (see Table 67). Where reported, mean
ages of patients ranged from 58 to 64 years, with most means around the early 60s. There were more
men than women across all studies, with proportions of men ranging from 52% to 86%. The proportion
of patients with diabetes ranged from 20% to 44%, and that of smokers from 19% to 37%

(where reported; see Table 67). All studies were conducted in hospital settings.

The dose of aspirin ranged between 75 mg/day and 500 mg/day. Details were variable across studies
regarding the length of time patients had been receiving aspirin therapy, with some noting a minimum
period, and some whether patients were chronic or first time users (see Table 67). No study stated whether
aspirin was provided in enteric or plain form, though one study®® noted that aspirin was in chewable form.

The main study characteristics were listed in Table 67. Note that in some studies baseline characteristics
have been reported only according to resistant/sensitive groups or groups with/without diabetes, rather
than for the total study population.

Studies noted that there were at least 6 hours (one study’®) and 12 hours (one study’*) between aspirin
dose and PFT. Five other studies® 471521919 stated that there were up to 24 hours between aspirin dose
and PFT (see Table 68).
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Studies with more than one test

Fourteen studies undertook more than one PFT (Table 73); however, there were very few data that could
be compared given the differences in reported outcomes and outcome statistics. Thus, data from only four
studies®1%8112162 have been presented in forest plots (Figures 55-58). These included the two studies that
compared most PFTs.**'%2 The unadjusted OR was the most frequently reported statistic and thus provided
most information.

Note that data from all studies, on all reported outcomes and reported or calculable outcome statistics, are
presented in the main results sections.

TABLE 73 Studies with more than one test

VerifyNow®
Aspirin PFA-100® TxA, WBA TEG Other Outcomes reported
Addad'® v/ v MACEs
Frelinger’® v/ v v/ (flow MACEs, death
cytometry)
Gluckman® v/ v/ v/ v/ Ischaemic/thrombotic
events
Kaminska'® v/ v (flow Death, ischaemic/
cytometry) thrombotic events
Linnemann'" v v MACEs, ischaemic/
thrombotic events
Lordkipanidzé'®? v/ v v/ v v MACEs
Majeed'"” v v Ischaemic/thrombotic
events
Miyata'® v v MACEs
Modica'® v (PA-200) v/ MACEs
Payne'’ v v (flow Death, ischaemic/
cytometry) thrombotic events
Schwammenthal'”® v v (Impact-R®)  Ischaemic/thrombotic
events
Sobol'® v/ v/ Death
Spectre® v v (Impact-R®) MACEs

AN
AN

Tan'* (abstract) Death, ischaemic/

thrombotic events
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Within-study comparisons

The study by Addad et al.'® used two tests, PFA-100® and thromboxane; there is a lack of consistency
both within and between the different tests in terms of direction of effect and statistical significance. For
example, when comparing the first tertile with the second and third (as a threshold) tertiles, there are more
events in the resistant group with PFA-100®, and more events in the sensitive group with a thromboxane
test. Gluckman et al.® compared four tests; again there is no consistency across tests in terms of how
many individuals are classified as resistant or sensitive. Patients classified as resistant by a thromboxane PFT
are, for example, more likely to have an event (compared with the sensitive group) than those classified as
resistant by WBA, where there is no difference in event rate between resistant and sensitive. This lack of
consistency in direction of effect is further demonstrated by the studies by Lorkipanidzé et al.’®* and
Linnemann et al.''? Clearly, the choice of test and threshold will influence whether an individual is
classified as resistant or sensitive.

Between-study comparisons
Given the inconsistency within studies, the added heterogeneity between studies and the limited number
of data, a comparison across studies of the direction of effect for individual PFTs is not feasible.

Dual therapy

The tests identified for assessing platelet function in patients on dual therapy (aspirin plus a second
antiplatelet agent) are (i) LTA induced by arachidonic acid, (i) VerifyNow® Aspirin, (iii) measurement of
urinary or serum/plasma 11-dehydro-TxB, concentrations, (iv) PFA-100%, (v) WBA induced by arachidonic
acid, (vi) TEG and (vii) other miscellaneous tests. Table 3 identified the studies that have used these tests in
a dual-therapy population.

The original intention was to report and analyse these studies in a similar way to the studies in patients
receiving monotherapy with aspirin. However, the finding of limited evidence of the prognostic utility of
platelet function testing related to aspirin monotherapy led to the decision not to undertake such analyses
in dual-therapy studies.

Data on the population and test characteristics, along with quality characteristics of the studies in patients
undergoing platelet function testing while receiving dual therapy, were, however, extracted and are
included in the data extraction database (see Appendix 4). Should the need for these studies to be analysed
exist in the future, this work can build on the data already collected.

Studies in patients with diabetes

No studies in a solely diabetic population were included in this review.

Prognostic models

The methods of this systematic review allowed for the inclusion of available prognostic models in which a
PFT is one of multiple prognostic factors predicting clinical outcomes in a population of interest.

No such models were identified.
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Systematic reviews

Fifteen systematic reviews were identified that met the initial inclusion criteria (Table 74).2%2" On more
detailed scrutiny, two reviews did not link the results of PFTs to clinical outcomes (one review on
pharmacogenetics®® and one on the role of PFTs in guiding clinical practice which did not provide
prospective follow-up of clinical outcomes®®). A further review?® was predominantly focused on patients
with renal insufficiency and therefore is not discussed further.

The remaining 12 reviews all included relevant populations and at least some primary studies where the
results of a PFT were linked to clinical outcomes.

One review was in abstract form only;?° the authors were contacted for further details but no response
was obtained.

Most reviews did not restrict inclusion of studies by type of PFT, except two,?"?% both of which focused
on the PFA-100° test only.

Only four reviews specified whether studies with patients receiving monotherapy or dual therapy were
included, three including both monotherapy and dual therapy studies?°®2%2'® and one stipulating
monotherapy only.?”

Few reviews provided details on whether only prospective or also retrospective studies were included (four
studies provided this information*®2""), but it appears that many included both, in some cases separating
them in analysis.

All the reviews reported details of at least one database search (as per the inclusion criterion for this
report). However, most presented only limited additional details on methodological aspects. Searches were
limited to PubMed or MEDLINE and citation checking in half the reviews,2062072102127214 Fiye reviews
supplied no further methodological details beyond the basic search strategy,?°®'%2'22'4 with a further three
reporting limited details on study inclusion or exclusion criteria.?®”2'*2'® Four reviews reported more
comprehensive methodological details?®®2%2'217 and these papers were critically appraised using the
Assessment of Multiple Systematic Reviews (AMSTAR) checklist.

The reviews included between 5 and 84 studies (not restricted by PFT), or between 5 and 31 studies where
restriction to monotherapy studies was made clear. The review with the highest number of included
studies, both overall and monotherapy, was Velkovic and Coulthard®® a conference abstract with no listing
of citations. By PFT, the highest number of studies identified by any review was 15 PFA-100® studies.?%%%'
By comparison, the current review found 57 distinct monotherapy studies overall#6:76:86:88:90.92:93.95.99.105,108-110,
112,113,115-118,121,123,125,127,128,132,133,135,137,138,142,144-155,159,162-164,166,168,169,171,174,186,187,189,193,195,196,198,201,202 (and 2 'I
monotherapy Studies USiﬂg the PFA_'I OO® teSt76,99,108,109,112,115,116,118,123,1274132,135,137,138,144,145,150,162,186,187,189,193)[
despite using more stringent inclusion criteria including a restriction to prospective studies only. Including
mono-, dual- and triple-therapy studies, 21 of the studies identified in this review?6127.132.134135137-143,145148-14,19%
were also included in the seven previous reviews?20%211215217 \which provided any information on exclusion
criteria (see Table 75). Conversely, of the studies included by at least one other review, the current review
excluded 16 at the full-text stage®?*2* and seven at the title and abstract stage,”>** as they did not meet
the inclusion criteria. Three studies were included in other reviews which were not identified by the search
strategy; one was subsequently excluded as it was a cross-sectional study,?*® while the correct citation was not
identifiable for the other two studies.?'#?*

NIHR Journals Library www. journalslibrary.nihr.ac.uk



HEALTH TECHNOLOGY ASSESSMENT 2015 VOL. 19 NO. 37

DOI: 10.3310/hta19370

PaNULUd
asuodsal mo|
SIISET] jusbe 19p91e|diUE
|ed1bojopoyiaw JO Juswabeuew
pauonuaw aJe sainpadold  Palsl| 10U SUONELD Jayuny oN pue Abojonae (pensge
SWODINO 41oQq 0 Je[NDSBAOPUS INQ ‘PIPN[DUI SIIPNIS * J11BWR)SAS, ‘ABojoiwapida 9DUR.34U0D)
wis} Jabuo) |2160pidop Buiobispun Adesayr-lenp €9 se paqudsap 3yl pue ‘suondo 0026002
S9A  Ing ‘iespun  pawdads JoN ‘ulidsy S1uaned pue uuidse | ¢ y21eas pajAIgnd 1593 UonduNy 19j31eld  S|1E1Sp ON BIISNTEYN
S|'elsp

|ea160j0poyIaW
Jayun} ON "eudd
UOID3|S UO S|IRIdP

awos “bupsyd adue)sisal uLidse
uol1eld ‘8007 JO seduanbasuod
paulsp SIUBAD 01 dn paypiess [EDIUIPD pUE UOIDe (ysiueds)
Spoyiewl Jejnosenoipied SSWODINO eIl saseqelep JO wisiueydauwl <0102
se Buoj O ysu ybiy yym uuidse Jayio pue ‘Abojoiwapids 8007 seuallad
SIA SIA se |4d Auy paijdads 10N 1e syualled Bupjul| saipms 91 ISYGINT ‘PRIAIGNd ‘9JUB[eAdId  JIDQUIDAON oueAluRD
S|'elsp
|ea1Bojopoyiaw
Jayuny oN Adetay
Aenpiaipur  -buppayd uoneln |2160pidop pue
paqLSaP sIIPNIS ‘suonpisal uuidse 0} 3duelSISal
3UIU 0S| ‘PassNdSIp 1eak uonedignd }JO Juswabeurw
aseasip ,,(£007) dsous pue /abenbue| ou pue eduwi [es1ulpd
Jejndsenoipied (8007) sojnodosery ‘Yoiess pajNgNd  ‘uonen|eas Alojeloge) 2121102
SOA SOA  paunads JoN paldads 10N UM Sjudied Aq smainay pue INITAIN ‘SWSIUBYIBN  S|Iersp ON wejesniy

SMaINaJ d1pewdlsAs papnpuj

£S9Ww01Nno |esiulp S9W021no sl4d papnjpul uonejndod S31pN3s papnpul ABojopoylow  uonsanb ydiessay o} dn MBINDY
0} payjul] AHARISUSS |eawuip Adeiayy jenp pue Jo Jaquiny M3INBI saydueas
Jo dn-mojjo} Adeisayrouow JnewslsAs

anndadsoud 10 Ajuo
Adesayrouopy

PaIIIUBPI SMBIARI DNeWRISAS 1/ T19V 1

197

© Queen’s Printer and Controller of HMSO 2015. This work was produced by Dretzke et al. under the terms of a commissioning contract issued by the Secretary of State for
addressed to: NIHR Journals Library, National Institute for Health Research, Evaluation, Trials and Studies Coordinating Centre, Alpha House, University of Southampton Science
Park, Southampton SO16 7NS, UK.

Health. This issue may be freely reproduced for the purposes of private research and study and extracts (or indeed, the full report) may be included in professional journals
provided that suitable acknowledgement is made and the reproduction is not associated with any form of advertising. Applications for commercial reproduction should be



RESULTS OF PROGNOSTIC UTILITY REVIEW

SOA

SOA

/duesisal unidsy

SOA

SOA

SIA
saw0d3no
|eswuip

Jo dn-mojjo}

anndadsoud

SIUDAS JB|NJSEA
4o uonuanaid
Kiepuodas

Jo Arewnd

oy uuidse

painads 10N paiynads JoN  Bupey syusied

|2160pidop
Jo/pue uuidsy

avo yum

paydads 10N SIENEE

SIUAS JB|NJSeA

Jo uonuana.d

Kiepuodss

Jo Arewnd

Joy uuidse

Ajuo g001-V4d Ajuo Adessyjouoy  bBuryey syuaned

sldd uonejndod

papnpul

Adeiay) [enp pue
Adeisayjouow

10 Ajuo

Adesayrouopy

SaIpnis GE JO [e10]

Solpnis {7
‘wa1shs wSy-v4dy
ei1ba1n pue vam

S|'elsp
|ed1BojopoyIBW
Jayun} ON "eURMD
UoI1D3|3s UO |Ie1ap
SWoS “buppPayd
uoned ‘Aeigry
auelydod ay] pue
PaAIgNd “INNAIN
104 ABarens ydieas

SaIpNIS G
‘001-V4d

SaIpNIS G :4gxX].

selpnis || V11

DURISISAI
|9460pidop pue
uuidse 01 SaW03IN0
[e21UIp Buiul se
paquUasap AjpAnadsal
SIIPNIS USASS pue
JNOyJ WOy SHNSaY

(sHoyod

SAIadsold spnpul
0} sieadde) paijuapl s|ielap
S|euy /| ‘papnpul [ed1bojopoyiaw
S|el} pa||03uod Jayuny oN

‘anpadsoud
Ajuo 1eyy saiels

“Aluo paNgnd 104
ABarens ydiess

S|'EIsp
|ed1bojopoysw
Jayuny oN "pasy|
eLISD UOISN|DXT
‘buppayd uonein
‘Aluo paNgnd

ul Abarens
y2Jess 4o s|ie1aqg

S3WO023N0 [edIul
yym uuidse
bunjulj sa1pnis 1613

Abojopoyraw
M3INI
J13ewa)lsAs

salpnis papnjpul
Jo JaquinN

(panuiauod) palIuUSPI SM3IARI d11eWwdSAS 1/ 3719VL

ssydeosdde juswieasy
BW0DINO [BDIulP
UHM uoIenosse

S} pUB 3JUE]SISaI
upidse Jo adus|erald

9oUBISISaS BUILIODIDAO
01 saypeoidde pue
S9SNED ‘9dUr)SISAI
UMM pPalenosse
SJ01DB} ‘9DUE)SISAI
1991e|diue

Jo Ajiqeniep

SWODINO
JejndseA yum
uonenosse a|qissod
S} pue 3 duaNjUI
ued 1ey} siopey
|es1bojopoylaw pue
[e21UID pue ‘uidse
0} siapuodsal-uou
JO 9dUs|eAd.d

uonsanb youeasay

800¢

YIeN 4,,800Z YISnd

£00¢
JaquanoN

£00¢
JEleleiblo)

0} dn
saydueas

012800¢
uosnbia4

102800¢
BINER:p)

MB3INY

198

NIHR Journals Library www.journalslibrary.nihr.ac.uk



HEALTH TECHNOLOGY ASSESSMENT 2015 VOL. 19 NO. 37

panuiuod

(S|rersp Jaynny Joj
|esiesdde Ayjenb
[IN} 933) sisAjeue

Adeisyy JO SPOYIBW  3SEISIP JB|NJSeAOIpIed
Jnoquiosyue pUB 1UBWSSasse yum spuaned
se uuidse papnpul Ayjenb ‘uonds|es Ul SSWodINo |edjulp  (,3uasaud
paquasald anpadsoud se Apnys ‘ABalenys  pue sduelsisal uuidse 01,) 60:800C
SOA SSA  pauads 0N |enp 10 OUO Sluaned paqguISap SaIpNIs 07 ydJess Jo s|leleg  usamiaq diysuonesy Jeapun  sojnodosely
(s|1e39p Jayny Joy
|esiesdde Ayjenb dn-mojjo4 bulnp
[N} 999) sisAjleue S1UaA AIPUOIOD
JO SPOYIBW  ISIDAPE JO 3DUIINDI0
pUE UOIIeIIXD 9y} O} uoneas ul
9seas|p Ueay B1Ep ‘UOIDJIRS  Sjualied aseasip Heay
Aleuoiod saIpnIs Apnis ‘Abarens  Aleuolod ui Ayaoeal
SOA SOA  paunads 10N paunads JON  Yum syuaned andadsoud || Yo4eas Jo sjiersqg 19910(d |enpisay  £00Z AeN ,,,800C 140S
(S|rersp Jaynny Joj
sjesieldde jesnu>
995) sishjeue
JO spoyew syuaned
(dn1dadsoud-uou pue uondexd Je|nasenolp.ed
NNeJETRNeIEIRI: U9A3S pue B1EP ‘U0 pajeasi-uuidse
JnewoiduAs aAadsoud 1yb19) Apnis ‘ABarenis Ul g00L-V4d 4O anjea
SOA SSA  AlUo g001-V4d paldads JION UMM Sjuaied SaIpNIS G yd4ess Jo sjieraq anIpaud [eaIuD 200 AINT 4,,8007 Ausy

£S9W0d1NO0 Jesiulp

S9wodlno

s14d pspnpul  uonejndod

S31pN3s papnpul ABojopoyaw

uonsanb yueasay

01 dn

MBINSY

199

DOI: 10.3310/hta19370

03 payui| AyAnisuas
/9duelsisal undsy

jeautp
Jo dn-mojjo}

Adeiay) [enp pue
Adesayjouow
10 Ajuo
Adeissyrouopy

JO JaquinN MB3IAB1

J1ewalsAs

saydiess

anndadsoud

© Queen’s Printer and Controller of HMSO 2015. This work was produced by Dretzke et al. under the terms of a commissioning contract issued by the Secretary of State for
addressed to: NIHR Journals Library, National Institute for Health Research, Evaluation, Trials and Studies Coordinating Centre, Alpha House, University of Southampton Science
Park, Southampton SO16 7NS, UK.

Health. This issue may be freely reproduced for the purposes of private research and study and extracts (or indeed, the full report) may be included in professional journals
provided that suitable acknowledgement is made and the reproduction is not associated with any form of advertising. Applications for commercial reproduction should be



RESULTS OF PROGNOSTIC UTILITY REVIEW

SOA

SOA

SOA

£S9W021N0 [ed1Ulp
0} payul| AJARISUSS
/aue)sisai upidsy

SOA

SOA

SOA

sawo21no
|eautp
Jo dn-mojjo}

aAnadsoid

Aand pue

dAD ‘ssessip
Je|nNdseAolp.ed
YHm sjusiied
‘palypadsaud

painads 10N painads 10N 10N

SISOI9IS0IaY}e

paiypads 10N paypads 10N Yim sjusied

avd 1o
and ‘avd
paysijqelss

UM Sjuaned

painads 10N painads 10N

S1dd uonejndod

papnpul
Adesayy jenp pue
Adeisayrouow

10 Ajuo

Adesaypouoy

SAWO2IN0 [edIUID
pue asue)sisal

JO SwJa) Ul
AlaniresIeU pagLdsap
SaIpNIs Al

S9WOD1INO [edIulp
pue adUuelsIsal

JO SWd) Ul
Ajaneaseu paquasap
SAIPNIS 9AI4

1DBJISQE SUO pue
S9|DILe IX8)-||Nf G|

Ssalpnis papnpul
Jo Jaquiny

yoeoisdde sanelseu
Ajute|n “sjeysp
|ed1bojopoysw
Jayuny oN
‘Bupayd uoneud
200z 01 dn Ajuo
(ANNA3N) Abarens
yd1ess Jo s|ie1ag

yoeolidde aanesleu
TN SISE )
|ed1bojopoyiaw
Jayuny oN
‘Bupayd

uoneld ‘Ajuo
(ANNAIn) Abarens
yaJess Jo sjierag

(S|1e3SpP J3YINY o)
|esiesdde Ayjenb
[N} 93s) SisAjeue

}JO spoyiaw

pUE JUBWISSISSEe
Ayjenb ‘uondasjes
Apnis ‘ABareis
y21eas Jo sjie1ag

ABojopoyaw
MIIND
ewalsAs

(PaNnuRUOd) P3NIIUSP! SMBIASI D1ReWRISAS 7/ 319V

siuaned Jejndsea
ul due)sisal
uuidse Jo asuediubis

(S®WODINO [EDIUIPD
‘uolulyap ‘adusjeaaud
‘wsiueydawl)
SISOI3|2SOJ3YIe YLM
s1uaiied ul 9duelsIsal
ulidse Jo} 3ouUspIAg

SIUSAS JUBLINDR
JejnoseAoipaed

JO Sl 0} 3dueSISal
uuidse Aiojeloqe)
jo diysuone|ay

CO_H.mGJU Ydieasay

200T
Kieniga4

€00¢
Kenuer

900¢
18goQ

0} dn
sayd.eas

»12¢00C
pIEMOH

m_N.VOON
BuoAn

1z£00C
daoug

MBIIAY

200

NIHR Journals Library www.journalslibrary.nihr.ac.uk



HEALTH TECHNOLOGY ASSESSMENT 2015 VOL. 19 NO. 37

DOI: 10.3310/hta19370

“19zAjeuy a1njeubis 10D ‘vSD ‘Bwin builop paleAnde ‘] v

ON

SOA

ON

03 payjul| Ay
/9dUE)sisal

Jo dn-mojjo}

annadsoud

SulIa} ydJeas
ulysd

(0D "epeny
'0dU3IS)
®10[20U0S
LDV
'9001-V4d
‘ulidsy
oMONAJLIBA

ON ‘D31 paiydads 10N

SOA  paudads 10N paiydads 10N

SOA  paudads 10N psinads 10N

14d papnpul
Adeiay) [enp pue
Adesayjouow

10 Ajuo
Adeisayrouopy

Kisbins Ajanizesieu oy
Buiobispun SEYIEIET]
syualled S3IPNIS 934y |

1Dd Jeoe
Aouspiyynsul uonendod siy3 ul

|eual  SSaUaAISUOdS3J-UoU
JIUCIYD yum  19e1e|dilue jenp Joy
syuaned ||y ps1d Ajuo Apnis suQ

SaWO02IN0
aseasip [e21ulp pue
Jejnaserolpied  aduelsisal 1e buiyoo)
YLM siuaned Ajleaiynads suoN

sa|pms papnpul
Jo JaquinN

s|le1sp
[edI6ojopoyIaW
Jayuny oN

“Ajuo paNand

pue INMAIN

1oy AB3rens yo.eas

s|le1sp
[ed160j0poyIaW
13yjo ou

nq ‘Abarens
y2Jeas uo s|ierap
PaUWIT "pPaydIeas
15040 >Ssdd

pue sndods
"INNQIN

S|le¥ep
|ed1bojopoyaw
Jayuny oN "eusid
UOII3|3S UO S|ierap
M3 “(Burpdayd
UoI1eLD Papnpul)
Ajuo INnaIn

ul Abarens

ydJeas 4o s|ie1aq

ABojopoyaw
MBIABI
J11ewalsAs

9210e.d
|ea1buns buipinb 08007
ulsldd JO 3|0y  S|ie1sp ON uosuppid
Aousiynsul jeual
yum syuaned
ul sisoquioy} 600¢ «0z010C
1S Jo sy Atenuge4 JeAUBIN-I3
SWODINO [edIuld
10 Aynipoe
19191e(d 01 payul|
siaxlew diausb 0z 10T
:soneuabodewleyd 110z Aeln URINYISISA

3X23U0D JuUa4ind 8y} Ul SMINS] JUBAS[D] SSOT

01 dn
sayd.eas

uonsanb yueasay MBINDY

201

© Queen’s Printer and Controller of HMSO 2015. This work was produced by Dretzke et al. under the terms of a commissioning contract issued by the Secretary of State for
addressed to: NIHR Journals Library, National Institute for Health Research, Evaluation, Trials and Studies Coordinating Centre, Alpha House, University of Southampton Science
Park, Southampton SO16 7NS, UK.

Health. This issue may be freely reproduced for the purposes of private research and study and extracts (or indeed, the full report) may be included in professional journals
provided that suitable acknowledgement is made and the reproduction is not associated with any form of advertising. Applications for commercial reproduction should be



Four reviews?%29921:217 raporting more comprehensive methodological details were critically appraised
using the AMSTAR checklist. Significant information was nevertheless found to be lacking from all four
publications which would enable a complete assessment of the validity of their conclusions.

Krasopoulos et al.’s>® review focused on the relationship between aspirin resistance and clinical outcomes
in patients with cardiovascular disease, and identified 20 studies totalling 2930 patients. The paper
provided no details of a protocol or whether or not the research question and inclusion criteria were
prespecified. As no search strategy was presented, it was difficult to gauge whether or not the strategy
was likely to have included all potentially relevant studies; thus, it was not possible to determine whether
the reduction from the 36,573 articles identified by the initial search to 320, using only the term “aspirin
resistance’, was appropriate or had resulted in the omission of relevant studies. It appeared that only a
small proportion of identified articles (57/320) were reviewed independently, but that each of the authors
reviewed and tabulated data from every included paper. Four bibliographic databases were searched, and
citations (from 210 papers) were reviewed. Nevertheless, there was no mention of searching grey/
unpublished literature (including ongoing trials or conference abstracts) or contacting experts. Although a
list of included studies was provided, one was not provided for the excluded studies.

Although the authors presented the characteristics of included studies, there were no details on thresholds
(for determining resistance) or on follow-up time, and limited information on the use of a prospective or
retrospective study design, all of which may have influenced the event rate in the two groups. A further
concern is that though the method of establishing compliance was considered, the authors considered that
aspirin status measured in hospital could be assured independent of non-compliance, and further stated
that it is unlikely that patients would subsequently become non-compliant, which seems an unwarranted
assumption when there might be a long follow-up period. Furthermore, as it appeared that both
prospective and retrospective studies had been included in the review, compliance with treatment in
hospital may not reflect previous compliance with treatment.

The authors assessed included studies using a quality rating, but it was unclear how this was derived and
which specific criteria were considered, and therefore it was not possible to make a judgement on the
robustness of the quality assessment, or whether their assessment was correct that the few studies (3/20)
rated as not having a low risk of bias were insignificant in affecting overall results. A high level of
heterogeneity was evident but a fixed-effects model was used incorrectly. Given the high level of
heterogeneity (potentially due to study design, study quality, underlying disease, follow-up time, type of
PFT, threshold and level of compliance), the exploration of heterogeneity was limited. This, coupled with a
failure to differentiate adjusted and non-adjusted results, reduced confidence in the reported conclusion
that aspirin-resistant patients are at greater risk of long-term cardiovascular morbidity [OR of any
cardiovascular event 3.85, 95% Cl 3.08 to 4.80; p < 0.001 overall, or OR 3.53, 95% Cl 2.66 to 4.68;

p <0.001 in monotherapy (14 studies)].

The review by Reny et al.?%® considered the clinical predictive value of only one PFT, PFA-1009, in
aspirin-treated cardiovascular patients, and found seven non-prospective and eight prospective studies,
incorporating 1466 and 1227 patients respectively. Again, no details were provided about the existence of
a protocol or whether or not the research question was prespecified, though inclusion criteria were clearly
stated. Three databases were searched, and reference lists of studies and conference abstracts were also
examined. However, only English-language studies were searched for. Study selection and data extraction
were conducted independently by two reviewers, and disagreements were resolved by discussion among
all authors. Lists of included studies and studies excluded at full-text stage, were provided.

The authors’ assessment of study quality was extremely limited. Whether or not assessment was blinded
for biologists and clinicians was considered (though ill-defined), and results were found to be similar in
studies whose reports explicitly mentioned blinding compared with those that did not mention the use of
blinded assessments. However, the issue of blinded assessment appeared to be the only mention of study
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quality considered consistently. The discussion considered some other methodological limitations of the
included studies, for example lack of assessment of patient compliance (on which no data were provided
by individual study), sample size and non-evaluation of von Willebrand factor. However, it was apparent
that none of these assessments of methodological rigour and scientific quality were specified a priori.

Prospective and non-prospective studies were considered separately. However, adjusted and non-adjusted
results were not distinguished. The heterogeneity of the prospective studies was assessed, and found to be
non-significant using a random-effects model. The difference in thresholds used in the studies was
recognised and discussed. Perhaps as a result of the small number of (prospective) studies, subgroup
analysis was restricted to narrative discussion, and then focused on the prevalence of non-responders as
opposed to the relationship with cardiovascular events. A more detailed exploration of heterogeneity was
lacking and would have been desirable in interpreting the review’s findings. Publication bias was
considered with regard to non-prospective studies, but the funnel plot for prospective studies was

not discussed.

The authors concluded that high residual platelet reactivity (i.e. non-responder status) in cardiovascular
patients treated with aspirin was associated with recurrent ischaemic events. In the prospective studies they
included the OR for the recurrence of an ischaemic event in aspirin non-responders relative to aspirin
responders, which was 2.1 (95% Cl 1.4 to 3.4, p <0.001). Although the authors acknowledged the
potential impact of dosage and threshold on this association, other important caveats should be noted in
light of the limited information concerning study quality in the papers incorporated in this review. Finally,

it was unclear if patients in any of the studies were on aspirin alone or on dual or triple therapy.

Snoep et al.?"” found 16 studies in their review of the relationship between laboratory aspirin resistance
and the risk of cardiovascular recurrent events. In a comprehensive, as well as a priori, search strategy,
four bibliographic databases were searched, with no language restrictions, and reference lists were
searched and authors contacted. However, although the search terms were listed as available from the
authors, they were not presented, and there was no sample search strategy, so it was difficult to assess the
appropriateness of the search strategy. Although meeting abstracts were included, there were no details
regarding ongoing trials or other sources of unpublished studies. Selection, quality assessment and data
extraction of studies were all independently performed by two reviewers, with disagreements resolved by
consensus and discussion with a third party. A list of included, but not of excluded, studies was provided.
The authors stated that a funnel plot did not suggest the existence of publication bias, but did not present
it in the publication.

The authors stated that the following quality criteria were assessed: control for confounders, measurement
of exposure, completeness of follow-up and blinding, and, for case—control studies, matching and case
definition. There was no formal scoring system. Overall findings on the quality of all included studies were
not presented. Some quality findings were reported in the discussion section, but it was uncertain if this
was extensive enough to capture any potential implications of quality for the results. Furthermore, while it
was stated that studies were excluded because of insufficient quality during study selection, there were no
details on a quality threshold. The only reference to compliance was to note that patient adherence to
treatment was assessed in only three of the studies.

The review found that 15 of the 16 included studies revealed an adverse association between laboratory
aspirin resistance and occurrence of cardiovascular events, with a pooled OR across all cardiovascular
outcomes of 3.8 (95% Cl 2.3 to 6.1). A random-effects model was used, which is appropriate as there
was evidence of heterogeneity. There was no discussion of any attempt to discriminate between adjusted
and non-adjusted studies. There was some subgroup analysis by type of outcome. Given the high level of
heterogeneity (potentially owing to study design, study quality, underlying disease, follow-up time, type of
test, threshold and level of compliance), a more detailed exploration of heterogeneity would have been
appropriate. Again, a further concern was that it was unclear if patients in any of the studies were on dual
or triple therapy as opposed to aspirin monotherapy.
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Sofi et al.2" conducted a meta-analysis on the relationship between residual platelet reactivity in coronary
heart disease patients and the occurrence of adverse coronary events, and found 11 prospective studies
comprising 1952 patients. Though the aim of the study was clearly stated, as were the inclusion criteria,
again there was no reference to a protocol or to a priori published research objectives. Data were
independently extracted by two reviewers, and disagreements were resolved by discussion with a third
investigator. However, whether or not two reviewers also independently selected studies for inclusion was
unclear. Four bibliographic databases and citations from relevant original studies and review articles were
searched. No detail on whether or not grey literature was searched was provided. Only included studies,
and not excluded studies, were listed. Publication bias was assessed using a funnel plot of effect size
against standard error. The authors report that the funnel plot was broadly symmetrical, and so consistent
with the conclusion that there was no publication bias; however, the plot was not presented in

the publication.

No assessment of study quality was provided. The authors did consider the heterogeneity of the included
studies in the discussion, and noted that most of the studies did not systematically assess adherence to
aspirin therapy or adjust for confounding factors in the multivariate statistical models (6 out of the 11
included studies reported statistical data not adjusted for potential confounders).

The authors documented a significantly increased relative risk of adverse clinical events for patients with
residual platelet reactivity on aspirin treatment (relative risk 3.11, 95% Cl 1.88 to 5.15; p < 0.0001).

A random-effects model was used, appropriately, as there was significant heterogeneity (/2 reported).
Subgroup analyses were performed according to relevant specific variables (duration of follow-up,

aspirin dosage, PFT and patient characteristics), and in each case the risk of clinical recurrences increased.
In addition, the association remained statistically significant even after the exclusion of studies that
reported only crude unadjusted data (relative risk 3.19, 95% Cl 1.97 to 5.19; p <0.00001). Even so,

a major caveat for this review related to the lack of data on study quality, and the fact that it was unclear
if patients in any of the studies were on dual or triple therapy.

All four reviews found a positive association between aspirin non-responder status and likelihood of
adverse cardiovascular outcomes, despite their differences in precise research question, range of included
studies (Table 75) and primary outcome measures. However, although the four critically appraised reviews
were those with the most detailed methodological information from the relevant reviews identified, all had
important deficiencies, variously:

a lack of a rigorous and transparent approach to quality assessment

insufficient comprehensiveness and a failure to account for the complexity of the field by not
considering the effect of different PFTs, thresholds, etc.

not distinguishing between adjusted and non-adjusted statistical data

uncertainty regarding whether patients were on aspirin monotherapy or if those on dual therapy were
merged in the analysis

uncertainty over whether included studies were prospective or retrospective in design

failure to account for the effect of non-compliance.

In this context, caution must be exercised in interpreting the findings from these previous reviews.
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RESULTS OF PROGNOSTIC UTILITY REVIEW

Ongoing studies

The searches of research registers identified 65 potentially relevant records of apparent ongoing studies
(see Chapter 4, Searches for the sources searched and Quantity of research available, earlier in this
chapter, for the identification of these records). Copies of these records were obtained and the review
selection criteria (see Chapter 4, Study selection) were applied, except for the criterion for publication type,
which was ignored because it was irrelevant. Key difficulties with this selection process were the absences
of information in the records given that these were not protocols for studies but only brief outlines of
study aims with limited associated methodological information provided. Furthermore, it was frequently
unclear whether the same record was in more than one register or some of the studies in older records
had actually been completed and published.

Despite these difficulties, it was possible to identify a number of records that met the selection criteria?>®252
and also records that potentially relate to fully published articles.26325

However, for the reasons mentioned, the selection process could not provide definitive sets of included
and excluded records in regard to ongoing studies, and as such no lists are given in this report.

Therefore, this section only serves to indicate that there are a number of ongoing studies which may add
further data in the future.

Relevant studies identified after the search cut-off dates

After the searches were undertaken for this review, further relevant studies continued to be published.?>2¢
Although the authors of this report were aware of these publications, these have not been included in the
above analysis to prevent the introduction of bias. A robust approach would be to update all the searches;
however, given the magnitude and complexity of this project, this was beyond the resources available.

An alternative approach would be to discuss the sensitivity of the review findings to the more recent
subjectively identified evidence. However, given the heterogeneity of included studies, even within
subgroups, and the absence of the ability to undertake any pooled analyses, this approach was considered
to be of limited benefit.
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Chapter 6 Economic analysis

his section has two aims: (i) to review systematically the published evidence relating to the

cost-effectiveness of platelet function testing in patients on aspirin therapy with established
cardiovascular disease, CVD or diabetes; and (i) to assess the cost-effectiveness of platelet function testing
plus change in treatment for patients with established CAD on aspirin therapy compared with no testing
and no change in treatment, from a NHS and Personal Social Services (PSS) perspective. For this aim, a
speculative economic model was developed.

The methods and findings of the systematic review are presented first followed by those of the speculative
economic model.

Systematic review of cost-effectiveness studies

Methods
The broad methods of this systematic review were similar to those presented in Chapter 4, and thus only
key details are given here.

Search strategy

Searches for economic studies were run on MEDLINE, EMBASE and NHS EED using, where appropriate,
relevant terms for economic studies along with terms for clinical populations and PFTs. Examples of these
strategies can be found in Appendix 2. The yield of articles from these searches was supplemented with
any further economic evaluations and cost studies identified during screening of the search yield in the
prognostic/diagnostic utility review.

Study selection

Two reviewers independently screened titles and abstracts for relevance. All potentially relevant articles
were obtained for scrutiny against the full selection criteria, with any disagreements resolved by discussion.
The criteria were:

® Study design Cost—consequence analysis, cost-effectiveness analysis, cost-benefit analysis, cost-utility
analysis, cost studies.

® Population Patients aged > 18 years on aspirin (as monotherapy or in combination with other
antiplatelet agents), with established cardiovascular disease, CVD or diabetes. Studies with mixed
populations were included as long as data for relevant patients were extractable.

® Intervention Aspirin-specific platelet function assay or global PFT where patients are receiving aspirin as
the only antiplatelet therapy. The list of eligible assays has been outlined previously in Table 2.
Comparator No assessment of aspirin resistance or current practice.
Outcome Cost-effectiveness, cost estimates, utilisation estimates, quality-of-life estimates.

Data extraction and quality assessment strategy
Data on the following, where available, were extracted from included studies by one health economics
reviewer and checked by another:

e study characteristics, such as study question, form of economic analysis, population, interventions,
comparators, perspective, time horizon and form of modelling used

e clinical effectiveness and cost parameters, such as effectiveness data, health state valuations (utilities),
resource use data, unit cost data, price year, discounting and key assumptions

® results and sensitivity analyses.
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ECONOMIC ANALYSIS

Studies were quality assessed using tools as part of the data extraction process, namely the Consensus
on Health Economic Criteria list?®® for economic evaluations and the checklist by Philips et al.?®° for
model-based analyses.

Results

A total of 387 records were identified from the searches and, following the removal of duplicates, there
were 299 unique records. No additional articles were identified from the process of the systematic review
of prognostic/diagnostic utility studies.

None of the records was deemed relevant to this economic review and, as such, no hard copies were
obtained for scrutiny against the inclusion criteria for the review.

A flow diagram presenting the process of selecting studies can be found in Figure 59.

Discussion

No economic evaluations or cost studies were found during the search for literature on the cost and
cost-effectiveness of platelet function testing in patients with established cardiovascular disease or CVD.
This is surprising given the amount of research identified by the systematic review of prognostic/diagnostic
utility (see Chapter 4) and the degree of debate around this topic.

Records identified through Additional records identified
database searching through other sources
(n=387) (n=0)

‘ v

[ Records after duplicates removed ]

(n=299)

:

Records screened > Records excluded
(n=299) (n=299)

v

Full-text articles Full-text articles
assessed for eligibility —— | excluded, with reasons
(n=0) (n=0)

Articles/studies
included in synthesis
(n=0)

4 \
(. J/
4 )
(. J

FIGURE 59 Flow diagram showing study selection for the economic evaluations review.
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Economic modelling

This section provides a detailed description of the speculative economic model developed to estimate the
cost-effectiveness of platelet function testing with the option of a change in treatment, compared with

the current approach of no platelet function testing and no change in treatment. The model considers how
being classified as aspirin resistant based on a test of platelet function and subsequently adding or changing
treatment may lead to a reduced risk of experiencing a MACE, but may also increase the risk of major
bleeding. Owing to the large amount of clinical uncertainty identified by the systematic review of prognostic
and diagnostic utility (see Chapter 5), this economic model evaluates a hypothetical PFT and hypothetical
change of treatment in patients with existing cardiovascular disease or CVD, considers whether or not such
a test would be cost-effective and investigates the main factors affecting cost-effectiveness. An overview of
the key characteristics of the cost-effectiveness analysis is shown in Box 7.

BOX 1 Characteristics of the cost-effectiveness analysis

Intervention Hypothetical aspirin-specific PFT or global PFT where patients are receiving aspirin as the only
antiplatelet therapy at the time of testing, followed by a hypothetical change of treatment if, based on the test,
patients are defined as aspirin resistant. Possible treatment options are (1) increase dose, (2) increase frequency
(split dose), (3) combination therapy, (4) change treatment (alternative monotherapy).

Comparator No assessment of platelet function and no change of treatment (current practice).

Population Cohort of patients with stable CAD who are receiving aspirin as the sole antiplatelet agent
(monotherapy); 66% male and aged 60 years.

Time frame Lifetime time horizon; 1-year time cycle.
Perspective NHS/PSS.
Effects MACEs and major bleeds.

Costs Costs associated with platelet function testing, changing antiplatelet therapy and treating patients who
have experienced a fatal or non-fatal MACE or major bleed.

Outcomes Mortality, quality of life, QALYs.

Assessment of cost-effectiveness Cost per additional QALY gained.

QALY, quality-adjusted life-year.
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Model description

A speculative economic model developed as a decision tree combined with a Markov model was built in
TreeAge Pro® (TreeAge Software, Inc., Williamstown, MA, USA ) to estimate the cost-effectiveness of
platelet function testing with the option of change in treatment compared with no testing and no change
in treatment (current treatment). The population considered was patients with stable CAD on aspirin
monotherapy. Based on clinical judgement the patient cohort was assumed to be aged 60 years and 66%
male, in keeping with studied populations included in this report. The time horizon of the model was
patient lifetime and the model was therefore run for 41 years. Mortality data were weighted to take into
account the greater proportion of men with the disease. A time cycle of 1 year was chosen, as it was felt
that a shorter and more detailed time period would not be required owing to the speculative nature of the
model and data inputs. The model structure is shown in Figure 60.

In the decision tree, for both treatment options of testing with a change in treatment and no testing and
no change in treatment (current treatment), the cohort was separated at a chance node based on whether
patients were identified as aspirin resistant or aspirin sensitive. The Markov model followed on from each
of these branches. Therefore, patients identified as aspirin resistant followed one model pathway, while
those identified as aspirin sensitive followed a separate model pathway. However, the subsequent model
pathways were the same for all test and treatment options.

The entire cohort began in the state ‘event free (on treatment)’. From this health state, patients moved
along a pathway where they could remain in this health state, die from other causes or experience a fatal
or non-fatal MACE or major bleed. Depending on the events experienced during this initial pathway,
patients moved to the subsequent health states ‘post event’ after a non-fatal MACE, ‘event free (off
treatment)’ after suffering a non-fatal major bleed and having antiplatelet therapy discontinued, or ‘dead’,
or remained in the health state ‘event free (on treatment)’. Once in a ‘post event’ health state, the patient
either remained in this state or died, with the mortality risk higher as a result of having suffered a previous
MACE. The pathway for ‘event free (off treatment)’ was the same as for those who were event free and
on treatment, but with adjustments to event rates taking into account whether or not treatment was
being taken.

The intervention option assumed that all patients received a hypothetical PFT with a one-off cost, and, if
defined as aspirin resistant, had their treatment changed with an associated additional cost. The treatment
change could decrease the risk of a MACE but could also increase the risk of a major bleed. If a major
bleed occurred, all antiplatelet therapy was discontinued and the risk of a future MACE increased to a
higher level. Those who were defined as aspirin sensitive did not have their treatment changed. In the
current treatment option, there was no testing (although the differentiation between aspirin resistant and
aspirin sensitive was maintained) and aspirin monotherapy was continued, unless a major bleed caused a
discontinuation of treatment. In the base case, the model assumed that those defined as aspirin resistant
had an overall average raised risk of MACEs and an overall average benefit from a change in treatment.

The model was designed to estimate costs, from the perspective of the NHS and PSS, and outcomes in
terms of quality-adjusted life-years (QALYs) gained by each arm of the model, with costs and QALYs
accumulated depending on the transitions between health states. The difference between the costs,
incidence of health outcomes and impact on quality of life and mortality between treatment options was
used to estimate the incremental costs and effects of applying a hypothetical PFT and treatment change.
The model also attempted to incorporate uncertainty in model parameters by incorporating probability
distributions for the majority of input parameters. All costs were for a price year of 2011-12, and were
inflated to this price year where appropriate. Costs and QALYs were discounted at a rate of 3.5%

per annum.
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FIGURE 60 Decision tree and Markov model used to assess the cost-effectiveness of platelet function testing plus change of treatment.
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ECONOMIC ANALYSIS

Estimation of model parameters

The parameters and sources used in the model are summarised in Tables 76—78. Given the range of data
required to populate the model, a variety of approaches were used to identify parameter estimates. First,
systematic reviews were undertaken to identify parameter estimates reported in the existing literature.
However, as described in Chapter 5 and in Systematic review of cost-effectiveness studies, the prognostic
and diagnostic utility data available were associated with heterogeneity and uncertainty and no relevant
published economic evaluations were identified. Several parameter estimates were sourced from clinical
papers, for example the risk of major bleeding, and utility values for health states were obtained from
previous modelling studies in cardiovascular disease. However, as a result of the clinical uncertainty in this
area, the majority of the data in this model are based on expert opinion and assumptions. As the model is
speculative, the base-case result aims to present cost-effectiveness for a hypothetical test and treatment
strategy which reduces the risk of MACEs in aspirin-resistant patients. The values used in the sensitivity
analysis aim to test all of the assumptions and present different scenarios to show when a test and change
in treatment may or may not be cost-effective.

TABLE 76 Base-case clinical data and assumptions included in the economic model

Testing positive for aspirin resistance 0.225 Beta Estimate from clinical review (see Tables 4,
15, 26, 37, 48, 58 and 67)

a=2,=6.89

MACE (aspirin sensitive) (1 year) 0.05 Beta Assumption from expert opinion
a=2, =38

Proportion of MACEs as stroke 0.2 Beta Assumption from expert opinion
a=2,p=8

Fatal MACE 0.09 Beta Assumption from expert opinion
a=2,p=20.2

Major bleed (1 year) 0.001 Beta Antithrombotic Trialists’ Collaboration

(2009)*

a=2,=1998

Death from a major bleed 0.125 Beta Assumption from expert opinion
a=2, p=14

Relative risks

Relative risk applied to baseline MACE risk 0.66 Beta Assumption from expert opinion

to calculate risk if aspirin resistant (note the

reciprocal was applied to the baseline risk) a=3.88, p=2

Relative risk of a major bleed with a change 1.4 Beta Assumption using data from Eikelboom

in treatment (2012)°
(reciprocal value
of 0.71 used)
a=5,p=2

Relative risk of impact of change in 0.8 a=8,p=2 Assumption from expert opinion

treatment on MACE

Standardised mortality ratio

Post MACE 2.7 Log normal Bronnum-Hansen (2001)¥%%"!
6=0.036
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TABLE 77 Unit costs used in the model

Test for aspirin resistance 50 Assumption (minimum cost)
Antiplatelet therapy (aspirin) (annual) 11 BNF (2013)*7
Hypothetical additional treatment if 30 BNF (2013)*"?

aspirin resistant (annual)

Major bleed 4287 Weighted cost of Gl bleed from
NHS reference costs 2011-12%" (75%)
and acute stroke cost (25%)

Acute Ml 5487 Robinson (2005)*7
Acute stroke 11,020 Youman (2003)*®
Long-term MI (annual) 2196 Robinson (2005)?7*
Long-term stroke (annual) 2721 Youman (2003)*®
Fatal Ml 2359 Greenhalgh (2011)”
Fatal stroke 9326 Greenhalgh (2011)”

BNF, British National Formulary.

TABLE 78 Utility data used in the model

Post Ml 0.88 oa=285.94, f=38.99 Cooper (2008)*”
Acute Ml 0.76 a=2, p=14.67 Ward (2007)*"®

(distribution for decrement of 0.12)
Post stroke 0.63 a=91.15, p=53.53 Ward (2007)*"®
Acute stroke 0.55 a=2,p=23 Cooper (2008)*”

(distribution for decrement of 0.08)
One-off disutility of a bleed -0.1426 a=2,p=12.03 Greenhalgh (2011)”7

Clinical parameters Many of the clinical parameters in the model were not known with any certainty,
therefore values were estimated after discussion with clinical experts in the study team, and wide
probability distributions were applied to these estimates to reflect the extent of uncertainty. The clinical
parameter values can be found in Table 76.

The base-case value for the proportion defined as aspirin resistant varied considerably between tests and
studies. Given this high variation across studies included in the prognostic utility review, an arbitrary value
of 22.5% was used in the base case, in keeping with the range of values identified. This parameter was
tested across a wide range of values in the sensitivity analysis. The annual risk of a MACE in clinically stable
patients who were defined as aspirin sensitive and on aspirin was assumed to be 5%. An overall baseline
risk of MACEs in aspirin-resistant patients was difficult to determine from the prognostic review, therefore
an assumption was made for the base case that this risk would be, on average, higher. A base case value
of 7.5% was chosen (assumption from expert opinion). In order to vary this value in both the deterministic
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and probabilistic sensitivity analysis (PSA), the risk of a MACE in aspirin-sensitive patients was divided by a
relative risk to give the higher risk estimate for aspirin-resistant patients. For the base case a relative risk

of 0.66 was used to obtain a risk of 7.5%. The model was constructed to allow an assumption of no
association between the result of the PFT and the risk of MACEs (and relative risk is equal to 1), with a
hypothesis that either platelet function as measured by the test is not related to the clinical outcome, the
test does not discriminate well or there is little difference in the risks between those defined as aspirin
resistant and those defined as aspirin sensitive. In the PSA, this relative risk was sampled from a distribution
in two stages. A uniform distribution was used to determine a number between 0 and 1. For all values
between 0 and a certain proportion, x, sampling would be from a beta distribution around the relative risk
of 0.66. For values sampled between x and 1, the risk of MACEs in aspirin-resistant and aspirin-sensitive
patients would be the same, and the relative risk would be 1. Therefore the smaller the fixed proportion x,
the more likely there would not be an increased risk of events in patients defined as aspirin resistant.

A hypothetical change in treatment for aspirin-resistant patients was assumed to have some effect in the
base-case model, and a relative risk of 0.8 was used (assumption from expert opinion). As described
previously for the risk of MACESs in aspirin-resistant patients, in the PSA the distribution of the relative risk
for treatment effect was constructed so that a value of no effect could be applied for a fixed proportion,
and an assumption of no effect of a change in treatment could be tested. The annual risk of major
bleeding due to antiplatelet therapy in aspirin-sensitive patients was set at 0.01% (assumption from expert
opinion). To account for a change in antiplatelet therapy, and a possible increase in major bleeds, a relative
risk was applied to increase this risk of bleeding. As the change in treatment was hypothetical, a value of
1.4 was chosen, taking into account evidence on the impact of adding clopidogrel to aspirin or doubling
the dose of an antiplatelet agent.® If an aspirin-resistant or aspirin-sensitive patient was taken off all
antiplatelet therapy as a result of a major bleed, the patient’s risk of a further bleeding event (in an ‘off
treatment’ health state) was assumed to be zero. Although there will be a very small risk of a major bleed
in reality, this will be lower than the aspirin estimate of 0.01%, and is therefore considered to be
negligible with regards to impact on the model results.

It was estimated that 9% of major bleeds would result in death, from the assumption that 1 in 10 events
would be fatal. Probability of death from a major bleed was assumed to be 12.5%, assuming that 25% of
major bleeds were intracranial haemorrhage (ICH) and that half of these were fatal.

Sex-specific life tables were used to determine the probability of death for all ages. The risk of
death was adjusted to ensure there was no double counting of cardiovascular disease deaths, using data
from the Office for National Statistics on the proportion of deaths by cardiovascular disease causes.?”
The model assumed that there was an increased risk of death once in the postevent health state and this
was applied to the probability of death.

No published data were available on the cost of any of the PFTs, and as the test
in the model was deemed to be hypothetical, an arbitrary cost of £50 was used, with alternative higher
costs included in the sensitivity analysis. The cost of a change in treatment was also unknown as there are
a number of potential changes in treatment that could be made, which may increase costs greatly or not
at all. In the base-case analysis, the cost of generic clopidogrel (£30 a year, 75 mg once daily) in addition
to aspirin was used. This was varied in the sensitivity analysis to consider the approximate cost of adding a
newer branded drug such as prasugrel (£600 a year, assuming a body weight of > 60 kg and a daily dose
of 10 mg) or ticagrelor (£702 a year, assuming 90 mg twice daily). The cost of aspirin for a year (£11)
applied to all patients in the model except for those who had all antiplatelet treatment discontinued. All
drug costs were obtained from the British National Formulary (BNF).?”? The acute and long-term costs of
stroke were obtained from a UK study collecting primary data,?”® and acute and long-term costs of Ml
were obtained from a previous cardiovascular disease model.?”* The source of fatal stroke and MI costs
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was an economic modelling study concerning other antiplatelet therapy for cardiovascular disease.?’®

The exact split between stroke and Ml events is not known, therefore an estimate of 20% stroke and 80% MI
was used, and costs weighted accordingly. The cost of a major bleed assumed that 75% of bleeds were Gl
and 25% were ICH. NHS reference costs?”® provided the cost of a Gl bleed, and the cost of an acute stroke
was assumed for an ICH. No long-term costs were attributed to bleeds, and this underestimated the cost;
however, it was assumed that 50% of those who suffered an ICH died, and the initial risk of a bleed was very
low. The perspective adopted for the model was that of the NHS/PSS, and a price year of 2011-12 was
applied. Unit costs used in the model can be found in Table 77.

Outcomes were measured in QALYs. Age-related general
population utilities from the European Quality of Life-5 Dimensions (EQ-5D) provided the baseline values
for quality of life, % with quality of life decreasing with increasing age. Utility values were given for all
health states. When a MACE occurred within the model, a utility for an acute event was applied for the
first year, with further, slightly higher utility applied in the postevent health state. The lower utility value for
an acute health state was applied as a decrease in utility which was subtracted from the postevent utility
value. The weighting of stroke to Ml events used for MACE costs was also utilised here. Values were
applied multiplicatively; therefore, the value for the state of the clinical event was multiplied by the value
for the age. Where a major bleed occurred, a one-off reduction in utility was applied. The utility values
were obtained from previous studies,?”®?’® and entered into the model as beta distributions (see Table 78).

Model assumptions

Owing to the speculative nature of this model, a number of assumptions were made regarding the model
structure and input parameters. In the base case it was assumed that, based on a hypothetical test of platelet
function, patients could be defined as aspirin resistant (having insufficient platelet function inhibition) or
aspirin sensitive, and that patients defined as aspirin resistant have a higher average risk of MACEs than
those defined as aspirin sensitive. This higher risk could, on average, be subsequently reduced with a
hypothetical change in treatment. MACEs only included fatal and non-fatal stroke and Ml, with the
assumption that Ml was the event occurring 80% of the time. Recurrent events were not included in the
model, and once a MACE occurred, the patient moved into a postevent state with a lower quality of life and
ongoing costs. Furthermore, it was assumed that a change in antiplatelet therapy would increase the risk of a
major bleed (assumed to be a Gl bleed or ICH). If a major bleed of this type occurred anywhere in the model,
a one-off cost and reduction in quality of life was applied and all antiplatelet therapy ceased, thus increasing
the risk of a MACE in the future. The model did not take into account the possible ongoing costs or
additional reduction in quality of life from the starting state of stable CAD; however, this applied to all
treatment options. The cost of a change in treatment was assumed to be the additional cost of clopidogrel in
the base case, with newer, more expensive drugs included in the sensitivity analysis. Although these drugs
are more appropriate for acute coronary syndromes rather than stable disease, it was felt that these prices
would be a reasonable approximation of a newer drug which may be available for stable patients.

Assessment of cost-effectiveness

The analysis was designed to generate the cost per additional QALY gained of performing a PFT and
modifying treatment based on the test findings. In order to ensure consistency in the model, an additional
arm (test and no change of treatment) was also included in the economic model. However, this is not a
feasible clinical option, because if no change in treatment is intended based on the test result, then there
is no reason to test. As the only difference between this arm and the standard care (no test and no change
of treatment) arm is the cost of the test, it served as a consistency check for the functioning of the model.
Results for this option are not presented in this report.

Where available, data were entered into the model as distributions in order to fully incorporate the
uncertainty around parameter values so that a PSA could be undertaken. The PSA was run with
1000 simulations and cost-effectiveness planes and acceptability curves were produced. Owing to
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the speculative nature of the model and the large amount of uncertainty around many of the model
variables, beta distributions were applied to those parameters where neither a reasonable point estimate
nor an actual distribution was known. The beta distributions were constructed in order to represent the
greatest amount of uncertainty and were presented in Tables 76 and 78. The currently accepted, lower
National Institute for Health and Care Excellence threshold of £20,000 per QALY gained is used to assess
cost-effectiveness.?'

Deterministic sensitivity analysis

A sensitivity analysis was performed to determine the impact of changing key parameters on the model
results. Therefore, many of the model parameters were subject to one- and two-way sensitivity analysis,
using hypothetical increases or decreases, to determine the key drivers of the model results. Parameters
varied included the costs of the test and change in treatment, event costs, the probability of testing
positive for aspirin resistance, changes to the risk of MACEs with aspirin resistance, fatality rate and
composition of MACEs (in terms of proportions of stroke and MI) and reduction in risk with a change in
treatment. Parameters associated with major bleeding were also varied. A ‘worst-case scenario’ was also
run, which assumed that those who were aspirin resistant did not have a higher risk of MACEs, a change
in treatment was not effective, the test cost was £1000, the change in treatment cost £702 a year and the
risk of major bleeding increased by a relative risk of 2.8.

This section presents the results of the cost-effectiveness analysis.

The base-case results shown in Table 79 indicate that the intervention of ‘test and change treatment’

is cost-effective, and 'no test and no change of treatment’ (standard care) is absolutely dominated,

i.e. is more costly and less effective. This analysis assumed that for aspirin-resistant patients, there was an
overall higher average risk of MACEs and an overall average reduction in MACE risk with a change in
treatment. Results from the PSA show that although there is a wide spread of points, the majority are in
the south-east quadrant of the cost-effectiveness plane (Figure 67), indicating dominance of the ‘test and
change treatment’ strategy. The cost-effectiveness acceptability curve (Figure 62) also shows that the
intervention has a high probability of being cost-effective at all willingness-to-pay thresholds.

Base-case cost-effectiveness analysis

‘No test and no change 13,256 9.6607
of treatment’

‘Test and change treatment’ 12,940 -316 9.7370 0.0763 Dominant
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FIGURE 61 Cost-effectiveness plane of ‘test and change treatment’ vs. ‘no test and no change in treatment’:
base-case analysis.
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FIGURE 62 Cost-effectiveness acceptability curve of ‘test and change treatment’ vs. ‘no test and no change in
treatment’: base-case analysis.

Sensitivity analysis
Tables 80 and 87 present the results of one-way sensitivity analysis of key model parameters, where each
variable was varied with all other parameters fixed at base-case values.

Most of the clinical variables did not change the overall results where the ‘test and change treatment’ was
cost-effective and dominant over standard care (see Table 80). Decreasing the percentage that test positive for
aspirin resistance to only 1% meant that the intervention was no longer dominant, but was still cost-effective at
approximately £10,000 per QALY gained. Neither changing the nature of MACEs in terms of proportions of
strokes and Mis and percentage of fatal MACEs, nor changing the risk and fatality rate from bleeds, had any
impact on the results. Reducing the effectiveness of the treatment change (in terms of preventing MACE) did
change the magnitude of the cost and QALY differences; however, only an ineffective treatment changed the
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TABLE 80 Result of the one-way sensitivity analysis of ‘test and change treatment’ vs. ‘no test and no change in
treatment’ (standard care): clinical parameters

Cost difference QALY ICER for “test and change

vs. standard difference vs. treatment’ (cost per QALY
care (f) standard care gained) (£)

Base-case result -316 0.0763 Dominant
Sensitivity analysis

Testing positive for aspirin resistance

0.5 -763 0.1696 Dominant
0.1 -116 0.0346 Dominant
0.01 34 0.0034 9951

MACE risk if aspirin resistant

0.05 (no change) -263 0.0704 Dominant

0.10 (risk doubled) -328 0.0754 Dominant
Fatal MACEs

0.18 (doubled) -278 0.0858 Dominant

0.045 (halved) -335 0.0715 Dominant

Proportion of MACEs as stroke

0.4 (doubled) -348 0.0821 Dominant

0.5 (equal split) -364 0.0850 Dominant
Major bleed on aspirin

0.01 (risk increased tenfold) -267 0.0617 Dominant
Death from a major bleed

0.25 (doubled) -317 0.0754 Dominant

Relative risk of a major bleed with a
change in treatment

2.8 (risk doubled) -305 0.0726 Dominant
1.2 (risk reduced) -317 0.0768 Dominant

Relative risk of a MACE with change
in treatment

0.9 -94 0.0357 Dominant
1 108 —-0.0008 Dominated by no test and no
change of treatment
No change in MACE risk if aspirin resistant 121 -0.0010 Dominated by no test and no
and no reduced risk of MACEs with change change of treatment

in treatment

ICER, incremental cost-effectiveness ratio.
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TABLE 81 Result of the one-way sensitivity analysis of ‘test and change treatment’ vs. ‘'no test and no change in
treatment’ (standard care): cost parameters and time horizon

ICER for ‘test and change

Cost difference QALY difference treatment’ (cost per QALY
vs. standard care (£)  vs. standard care gained) (£f)

Base-case result -316 0.0763 Dominant
Sensitivity analysis

Cost of test for aspirin resistance

£100 (doubled) -266 0.0763 Dominant
£500 (increased tenfold) 134 0.0763 1760
£1000 (high value) 634 0.0763 8314
Cost of hypothetical additional
treatment
£600 (annual cost of prasugrel) 870 0.0763 11,410
£702 (annual cost of ticagrelor) 1083 0.0763 14,192

All event costs increased by 50%

All events -529 0.0763 Dominant in all cases
Major bleed -314 0.0763
Acute Ml -345 0.0763
Acute stroke -330 0.0763
Long-term Ml —444 0.0763
Long-term stroke -356 0.0763
Fatal Ml -317 0.0763
Fatal stroke -317 0.0763

All event costs decreased by 50%

All events -100 0.0763 Dominant in all cases
Major bleed -318 0.0763
Acute Ml -287 0.0763
Acute stroke -301 0.0763
Long-term Ml -185 0.0763
Long-term stroke =275 0.0763
Fatal Ml -314 0.0763
Fatal stroke -314 0.0763

Time horizon (years)

5 -50 0.0059 Dominant
10 -168 0.0191 Dominant
20 -304 0.0495 Dominant

ICER, incremental cost-effectiveness ratio.
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result in favour of standard treatment. This was more apparent when it was assumed that there was no
baseline increased risk of MACEs and no impact of testing and treating.

Table 81 presents the sensitivity analysis around the cost parameters and time horizon of the model.
Increasing or decreasing all of the event costs, or each one separately by 50%, did not change the overall
result. However, the model was sensitive to the cost of a PFT, although the ‘test and change treatment’
option was still cost-effective even at a value of £1000 per test. The cost of the hypothetical treatment also
had an impact, with the costs of newer, branded antiplatelet therapies giving incremental cost-effectiveness
ratios (ICERs) of over £10,000 per QALY but still below the £20,000-per-QALY threshold. Decreasing the
time horizon of the model to 5, 10 and 20 years did reduce the cost and QALY differences, but ‘test and
change treatment’ was still cost-effective.

Table 82 shows the results of the ‘worst-case scenario’ where, in the ‘test and change treatment’ option,
costs of the PFT and a change in treatment were higher, those who were aspirin resistant did not have

a higher risk of MACEs than those who were aspirin sensitive, a change in treatment was not effective and
the risk of major bleeding was higher. Here, the ‘test and change treatment’ option is dominated by
standard care, and costs £2585 more per patient with a loss of 0.0043 QALYs.

Two-way sensitivity analyses were also undertaken to assess the impact of changing two key variables at
the same time (Table 83). The cost of the PFT and change in treatment were both increased at the same
time, which changed the result from dominance to a positive ICER. Once both test and treatment costs
were in the region of £600-700 each, then the intervention was no longer cost-effective, assuming a
£20,000-per-QALY threshold.

'Worst-case scenario’ sensitivity analysis

‘No test and no change 12,445 9.8073
of treatment’

‘Test and change treatment’ 15,030 2585 9.8030 —0.0043 Dominated by no test and
no change of treatment

Two-way sensitivity analysis of ‘test and change treatment’ vs. ‘no test and no change in treatment’
(standard care)

50 30 -316 0.0763 Dominant
125 125 -43 0.0763 Dominant
250 250 342 0.0763 4276

375 375 727 0.0763 9090

500 500 1112 0.0763 13,904
625 625 1498 0.0763 18,719
750 750 1883 0.0763 23,533
875 875 2268 0.0763 28,346
1000 1000 2653 0.0763 33,160
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Finally, PSA was undertaken where a variable related to the presence of a reduction in MACE risk due to
a change in treatment was altered. In the base case, it was assumed there would be some impact of
treatment. However, the model was constructed so that, in a PSA, the variable for risk reduction could
hold the value 1 (no change) for a given proportion, x, with the assumption that for this proportion x of
patients, the treatment had no impact on MACE risk. The first PSA set this value x to 0.5 and the results
can be seen in Figures 63 and 64. This analysis reduces the probability of ‘test and change treatment’
being cost-effective at the £20,000-per-QALY threshold to 48% — no longer a cost-effective option. A
further PSA was run with 50% of patients getting no benefit from treatment and the cost of a change
in treatment set to £702 a year, and this further reduced the probability of cost-effectiveness to 24%
(Figures 65 and 66). Finally, a PSA was undertaken to consider a scenario where 50% of all patients
defined as aspirin resistant had no increase in MACE risk and 50% of all those defined as aspirin resistant
do not benefit from a change in treatment (Figures 67 and 68). Again, the ‘test and change treatment’
option is not cost-effective, and has a 50% probability of being cost-effective at £20,000 per QALY.
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FIGURE 63 Cost-effectiveness plane of ‘test and change treatment’ vs. ‘no test and no change in treatment’: 50%
of patients have no change in MACE risk with a change in treatment.
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FIGURE 64 Cost-effectiveness acceptability curve of ‘test and change treatment’ vs. ‘'no test and no change in
treatment’: 50% of patients have no change in MACE risk with a change in treatment.
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FIGURE 65 Cost-effectiveness plane of ‘test and change treatment’ vs. 'no test and no change in treatment’: 50%
of patients have no change in MACE risk with a change in treatment and change in treatment costs are £702.
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FIGURE 66 Cost-effectiveness acceptability curve of ‘test and change treatment’ vs. ‘no test and no change in

treatment’: 50% of patients have no change in MACE risk with a change in treatment and change in treatment
costs are £702.
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FIGURE 67 Cost-effectiveness plane of ‘test and change treatment’ vs. ‘no test and no change in treatment’: 50%
of patients do not have elevated MACE risk and 50% have no change in MACE risk with a change in treatment.
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FIGURE 68 Cost-effectiveness acceptability curve of ‘test and change treatment’ vs. ‘'no test and no change in
treatment’: 50% of patients do not have elevated MACE risk and 50% have no change in MACE risk with a change
in treatment.
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The results of the cost-effectiveness analysis for the base-case values indicate that if a PFT were available that
was able to accurately identify individual patients who, while receiving aspirin therapy, were at higher risk of
an adverse clinical outcome than other patients, and a subsequent change in treatment reduced the risk of
MACEs in such individuals, this would be a highly cost-effective strategy, as long as the costs of testing and a
change in treatment were not excessively high. This result was robust with regards to most model variables.
However, this result changes when values of important (and currently unknown) variables are varied. Within
the sensitivity analyses, results were sensitive to the proportion defined as ‘aspirin resistant’, and the
availability of an effective treatment alternative for patients on aspirin discovered to be at an elevated risk of
MACEs. Factors that adversely affect the cost-effectiveness of testing and changing therapy include only a
very small proportion of patients being defined as ‘aspirin resistant’, if the cost of testing is high and a
change in treatment is costly and/or not highly effective. This is exemplified by the ‘worst-case scenario’
sensitivity analysis, which demonstrates that if an expensive test cannot identify individuals at a higher risk of
clinical events and a costly change in treatment does not reduce the risk of MACEs but increases the risk of
bleeding, then the "test and change treatment’ option results in much higher costs and

a reduction in QALYs, and is therefore not cost-effective.

A key strength of this analysis is that this is the first economic model to consider the cost-effectiveness of
testing for and treating patients defined as ‘aspirin resistant’, and it can illustrate the key variables that
have an impact on the results. Although few good-quality data currently exist to populate the model, a
model structure exists for reanalysis once additional data become available. The main limitation is the
highly speculative nature of the model and the uncertainty around parameter values resulting from the
absence of evidence. This has been addressed where possible by the deterministic sensitivity analysis that
has been undertaken and by applying the greatest amount of uncertainty around many of the model
parameter values. However, as most distributions have been assumed, there should be caution in
interpreting the results of the PSA, as there may be biases in quantifying the uncertainty and the direction
of this bias is unknown.

The model assumes that patients at elevated risk of cardiovascular outcomes can be accurately identified
by a test, i.e. that PFTs are perfectly accurate in discriminating those patients with and without ‘abnormal’
platelet function and that ‘abnormal’ platelet function is associated with a risk of cardiovascular outcomes.
This assumption was, in part, explored in sensitivity analyses. The preferred approach in economic models for
diagnostic testing is to consider test performance in terms of sensitivity and specificity, requiring prevalence
data and a reference standard test, which do not exist for PFTs. In the absence of information, a perfect test
has been assumed, and the probability of being ‘aspirin resistant’ varied in the sensitivity analysis.

The model structure may also be viewed as somewhat simplistic, with no recurrence of clinical events and
no increase in the risk of events over time. However, if the model had included both features, a reasonable
‘test and change treatment’ strategy is likely to appear even more cost-effective. This model is for stable
CAD patients only, and an additional model was not constructed for ACS patients on dual therapy. As this
patient group is likely to have an even higher risk of MACEs, the results are likely to have shown similar
levels of cost-effectiveness.
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Summary

® Currently, there is no existing economic evidence on the cost or cost-effectiveness of platelet function
testing for ‘aspirin resistance’, which is surprising considering the amount of research identified by the

systematic review of prognostic/diagnostic utility and the degree of debate around this topic.

e This is the first model to attempt to estimate the cost-effectiveness of a ‘test and change treatment’
strategy for ‘aspirin resistance’.

® The model is highly speculative owing to the heterogeneity and uncertainty around the prognostic/
diagnostic utility of PFTs available to populate the model and contains a number of assumptions.

e If a PFT can accurately identify patients at higher risk of adverse clinical outcomes while receiving
aspirin therapy as the sole antiplatelet agent, and patients have an effective treatment change, then
a 'test and change treatment’ option is very likely to be cost-effective. Conversely, if a PFT cannot

identify these patients, and a treatment change is not effective in reducing MACE risk, then a ‘test and

change treatment’ strategy is not cost-effective.

® The parameters with the greatest impact on model results are the proportion of patients who are
correctly identified as having a high risk of adverse clinical outcomes, the effectiveness of a change in
treatment if ‘aspirin resistant’, the cost of a test and the cost of a change in treatment.

® The model requires more robust data on the association between a designation of ‘aspirin resistance’
and the risk of adverse clinical outcomes, PFTs that can accurately define patients as ‘aspirin resistant’
and appropriate alternative therapy options for those at higher risk of adverse clinical outcomes.
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Chapter 7 Discussion

Summary of results: prognostic utility review

Monotherapy

For assessment of the prognostic utility of PFTs in patients receiving aspirin as a monotherapy (at the time
of testing), a majority of patients in all studies included were considered to have stable disease. There
was considerable heterogeneity in other population characteristics (e.g. smoking, diabetes), as well as
differences relating to treatment (e.g. aspirin dose), tests and testing procedures used, threshold for
classifying patients as ‘aspirin resistant’, range and definition of clinical outcomes recorded and length of
patient follow-up. There was a lack of detail in reporting of quality criteria and no study reported all the
items considered to be important. Lack of detail related in particular to blinding (of those undertaking PFTs
to patient characteristics, or blinding of outcome assessors), loss-to-follow-up information and level of
compliance with aspirin treatment. There was no consistent reporting of outcome statistics (e.g. OR and
HR, adjusted and unadjusted). Given the above, pooling of data for each type of test was deemed to be
inappropriate. As such, the summary results below are based on non-statistical assessment of trends
across studies.

The data show variability in prognostic effect sizes across the studies. In most assessments of association
between a PFT designation of ‘aspirin resistance’ and clinical events, there are more studies with effect
estimates above 1 (i.e. the risk of adverse clinical outcome in a group of patients designated ‘aspirin
resistant’ is greater than that in a group designated ‘aspirin sensitive’), but this was not uniform.

Many of the included studies contain very small numbers of patients and outcome events. This can lead
to extreme prognostic effect estimates that arise merely by chance; however, the uncertainty about the
estimates will be reflected by extremely wide Cls. Studies with extremely wide Cls covering values well
above and below the null effect (e.g. intervals spanning ORs or HRs from close to zero to over 20) are
essentially providing very little, if any, useful information. Therefore, caution should be applied when
focusing on the estimates from such studies, and rather the focus should be on the wide Cls that reflect
the large uncertainty.

Overall, there is a possible trend suggestive of more clinical events occurring in those groups of patients
designated ‘aspirin resistant’, with some results in some studies showing statistical significance;

this is the case across the majority of tests (LTA, VerifyNow® Aspirin, PFA-100®, thromboxane metabolite
measurement), to a lesser extent for TEG, and with data for WBA not allowing many conclusions to

be drawn. This trend is also fairly consistent across some outcomes (i.e. death, MACEs and ischaemic
thrombotic events) irrespective of test, though the direction of effect is not always consistent for different
thresholds applied to the data from the same study. There are very limited data on bleeding events and
thus no inference could be drawn.

The results suggest that PFTs (specifically LTA, VerifyNow® Aspirin, PFA-100®, thromboxane metabolite
measurement and TEG) may have some prognostic value as they are fairly consistently associated with
elevated risk of cardiovascular events (MACEs or death). However, as meta-analysis was not possible, no
firm quantitative conclusions can be drawn as to their prognostic value. Given that the effect sizes for an
association with clinical events are relatively small and highly uncertain, a determination of the diagnostic
utility of PFTs (for an individual, determining if they are at higher risk of a clinical event) was not possible in
this report.
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DISCUSSION

Dual-therapy studies

The tests identified for assessing platelet function in patients on dual therapy (aspirin plus a second
antiplatelet agent at the time of the PFT) are (i) LTA, (i) VerifyNow® Aspirin, (iii) measurement of urinary

or serum/plasma 11-dehydro-TxB, concentrations, (iv) PFA-100®, (v) WBA, (vi) TEG and (vii) other
miscellaneous tests (see Chapter 5, Dual therapy). The original intention was to report and analyse these
studies in a similar way to the studies in patients receiving monotherapy with aspirin. As a result of the
complex nature of the searches and study selection process, and also issues around reporting, studies on
dual-therapy patients were included and data extraction undertaken in parallel with that for monotherapy
studies. As it remains unclear whether ‘aspirin resistance’ is a distinct biological entity, with specific
underlying mechanisms, or signals a more general platelet hyperactivity state in which aspirin is simply
insufficient to inhibit platelet responses on its own,'**7* the interplay between aspirin and a second
antiplatelet agent in terms of platelet inhibition is an area of intense research. While clinical trials have
demonstrated that the addition of a second antiplatelet agent results in more pronounced platelet
inhibition, and consequently reduced risk of MACEs and increased risk of bleeding,>? it remains unknown
whether or not poor platelet response to one agent is linked to poor response to the other. For example, a
number of studies have shown that ‘aspirin-resistant’ patients had normal responses to clopidogrel;'?*282283
conversely, a number of studies have reported concomitant resistance to both aspirin and clopidogrel 842284
Given the high variability and the limited evidence of prognostic utility found in patient cohorts taking aspirin
alone, it was decided not to analyse the results in populations exposed to dual antiplatelet therapy, as this
introduced an extra unpredictable variable. The data on ‘aspirin resistance’ (but not ‘clopidogrel resistance’)
have, however, been extracted from the included studies, and are available for analysis (see Appendix 4).

Strengths and limitations of available evidence and the
prognostic utility review

Considerations on the volume of evidence identified

Within the limited parameters of the review, it became clear that there was an underestimate of the
number of studies available based on the initial scoping exercise. It had been assumed that any new
studies identified would have been subsequent to the previous systematic reviews; however,

i. Not all the studies had been published since the previous systematic reviews, and thus the previous
systematic reviews were not sufficiently comprehensive (see Chapter 5, Systematic reviews).

ii. As a more thorough approach to identifying the evidence was undertaken, this revealed a surprisingly
large number of studies which scoping could not easily predict. This is exemplified by the large number
of hard-copy articles which were retrieved in order to make selection judgements. This was often driven
by the fact that the nature of the studies did not easily convey that relevant information for this report
was available.

ii. It became clear that the nature of the studies, in terms of both the populations and the interventions,
had also altered. Thus, more patients with acute rather than stable disease were included, particularly
patients with ACS, acute stroke and patients undergoing PCls.

The nature of the included populations also drove a change in the nature of the interventions, with many
of the later studies including populations treated with aspirin plus at least one other antiplatelet agent.

A stepwise approach to analysis of the included studies was planned and this aided management of the
large number of included studies.
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Considerations on the reporting of available evidence

The availability of a larger-than-expected volume of evidence has already been discussed above, as has the
unrepresentativeness of most existing systematic reviews. A further salient point is the amount of
unreported evidence relevant to this report. One-third of the articles meeting the inclusion criteria for the
prognostic/diagnostic review did not report the association between PFT results and subsequent clinical
outcomes, despite both being measured in the study being reported. Although reporting of this
association might not have been within the aims of these studies and was thus, understandably, not
reported as a priority, it suggests that a large number of data were not accessible to this review. It was
beyond the scope of this project to ascertain the availability of these data for analysis. Lack of reporting
may also relate to results not being reported for all thresholds for a designation of ‘aspirin resistance’, and/
or time points for outcome measurement, changes in antiplatelet treatment during the course of a study
and items relevant to quality assessment (see Monotherapy).

Considerations on the analysis

Tests are measured on a continuous scale for each patient. However, the studies identified by our review
focused predominantly on comparing test-positive (‘aspirin-resistant’) and test-negative (‘aspirin-sensitive’)
groups, with ‘resistant’ and ‘sensitive’ groups defined by dichotomising the continuous test by a chosen
threshold value. This was not surprising, and indeed the data extraction and meta-analysis strategy was
planned to synthesise results for each threshold reported where possible. However, the chosen threshold
value was often highly variable from study to study, and this was a major reason why meta-analysis was
not deemed sensible. Some studies presented results for three or four categories (e.g. based on tertiles or
quartiles). It is now recognised that it is better to analyse continuous variables on a continuous scale.
Dichotomisation®3/categorisation reduces power to detect genuine prognostic factors, and misses the
opportunity to examine non-linear trends and the underlying prognostic association across the entire range
of the factor’s values. For meta-analysis, availability of individual patient data (IPD) would help synthesise
linear and non-linear trends across multiple studies of the same factor.®” Though the collection, cleaning
and synthesis of IPD can be time-consuming and expensive,?® it eases many problems with meta-analysis
and avoids the complexity of extracting and dealing with multiple, variable and often selectively reported
thresholds from published reports. However, an IPD analysis in the context of the current report would have
required the consistent within- and between-study collection of all possible patient, test and outcome effect
modifiers and a substantial proportion of study authors to make these data available. This was beyond the
scope of this report and would likely be hampered by a number of factors, as outlined in the research
recommendations (see Recommendations for future research).

Thus, pooling could only be considered for dichotomous data for each test. An array of data extraction
and validated analysis methods allowed us to directly and indirectly obtain effect sizes and Cls from the
included studies (see Chapter 4, Prognostic ability: unadjusted and adjusted odds ratios and hazard ratios).
This led to substantially more information being available than would otherwise have been the case.
Sometimes only rounded percentages of events were reported in each group (rather than exact numbers)
and so only approximate numbers were obtainable.

However, as a result of poor or incomplete reporting, many studies did not allow suitable results to be
extracted or calculated. In addition, even when the same types of effect sizes could be obtained from
multiple studies of the same test, there was a vast amount of clinical and methodological heterogeneity
across studies in important factors, as outlined above (see Monotherapy).

It was therefore decided that pooled results would be difficult to interpret meaningfully. The extracted
results were therefore summarised on forest plots (but without pooled results). These plots provide the effect
estimate and its Cl for each study, alongside key clinical and methodological information such as the patient
group, outcome, sample size, threshold level and agonist. The absence of the ability to pool studies meant
that examinations of publication bias (e.g. funnel plots) were also not possible, which was unfortunate as
publication bias is a known issue in prognosis research ?8-2%
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DISCUSSION

Consideration on the usefulness of prognostic factors

Prognostic factors are defined as measurable characteristics associated with the risk of a subsequent
outcome in people with a given disease or health condition. A recent series on prognosis research?®-2%
discusses how a single prognostic factor rarely predicts individual outcome risk accurately, and usually does
not suitably discriminate between high-risk and low-risk individuals, as in this report. This is why prognostic
models are developed, as they utilise multiple prognostic factors in combination to improve individual risk
prediction accuracy and to better discriminate the underlying risk across individuals. No prognostic models
were identified that aimed to utilise multiple tests with multiple prognostic factors for the purpose of
predicting individual outcome risk in patients on aspirin monotherapy for prevention of cardiovascular events.

It should be noted that prognostic factors do have a broad array of potential uses in both clinical practice
and health research.??*2% For instance, they help to define disease at diagnosis; they aid the design and
analysis of trials; they are confounders to consider in observational studies and unbalanced trials; and they
are the building blocks of risk prediction models. The designation of ‘aspirin resistance’ based on a PFT is a
potential prognostic factor, but it should ideally be considered in conjunction with any other factors
identified as prognostic of future adverse clinical outcomes. Thus, even if there was certainty around the
prognostic utility of PTFs, there is a need to ascertain if any other factors have prognostic utility and, if so,
ideally a prognostic model should be developed and validated to aid treatment management.

Summary of the economic evaluation

Currently, there is no existing economic evidence on the cost or cost-effectiveness of platelet function
testing for ‘aspirin resistance’, which might seem surprising considering the amount of research identified
by the systematic review of prognostic/diagnostic utility, the positive findings of many existing systematic
reviews of prognostic utility of PFTs in this area and the degree of debate around this topic. This report
presents the first model to attempt to estimate the cost-effectiveness of a ‘test and change treatment’
strategy using platelet function testing to define an at-risk population. The model is highly speculative
owing to the large degree of heterogeneity and uncertainty around the prognostic utility of PFTs, and it
contains numerous assumptions. This has been addressed, where possible, by the deterministic sensitivity
analysis and also by taking into account the uncertainty around many of the model parameter values.

In addition, further analyses have been presented to show scenarios where platelet function testing for
‘aspirin resistance’ and a change in treatment would not be cost-effective. The model structure may also
be viewed as somewhat simplistic, with no recurrence of clinical events and no increase in the risk of
events over time, but as the model is speculative, with few data to populate it, there would be little value
in making the model unnecessarily complex at this stage.

Assuming that a PFT can accurately identify patients at higher risk of adverse clinical outcomes while
receiving aspirin therapy as the sole antiplatelet agent, and patients changed to an effective treatment,
then a ‘test and change treatment’ option is very likely to be cost-effective. Conversely, if a PFT cannot
identify these patients, and a treatment change is not effective in reducing adverse clinical outcome
(MACE) risk, then a ‘test and change treatment’ strategy is not cost-effective. The parameters with the
greatest impact on model results are the proportion of patients who are correctly identified as having high
risk of clinical outcome, the effectiveness of a change in treatment if designated ‘aspirin resistant’, the
cost of a test and the cost of a change in treatment. The accuracy of testing, the additional risk of an
adverse outcome associated with a designation of ‘aspirin resistance’ and the effectiveness of a change in
therapy are the most uncertain parameters. The model requires more robust data on all of these aspects.
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Recommendations for future research

The heterogeneity and methodological problems identified in this review are similar to other attempted
meta-analyses of prognostic factor studies. Attempting to conduct and draw inferences from systematic
reviews of prognostic factor studies is difficult.?** Primary prognostic factor studies are often poorly
designed, inappropriately analysed and poorly/selectively reported.?89-292297-3%4 Thyjs |eads to confusion about
whether or not factors are genuinely prognostic, with the play of chance and selective reporting typically
leading to overoptimism in the prognostic effect sizes seen in the literature.

Primary studies evaluating the prognostic ability of tests should focus on standardising how the tests are
measured and conducting large, protocol-driven studies with statistical analysis plans that aim to examine
prognostic and predictive ability. Guidelines for those planning and undertaking a prognostic factor study
have been suggested and should be used, to ensure higher standards of study quality, design and analysis
than are currently observed.3*3% This is important in the current context as many studies included in the
prognostic utility review had other primary aims (e.g. effectiveness of an intervention).

A prospective rather than retrospective design is preferable as it enables clear inclusion criteria, more
complete baseline and follow-up data, and greater standardisation of diagnostic and therapeutic
procedures, as well as ensuring that the primary factors and outcomes can be specified in advance,
reducing the potential for data dredging and thus type | errors and selective reporting. This is especially
important in larger studies aiming to replicate earlier exploratory prognostic factor findings, and these
should incorporate a suitable sample size calculation to ensure adequate power to detect an important
prognostic effect, if one exists. Statistical analysis methods can be improved by analysing continuous
factors on their continuous scale, thereby avoiding the use of arbitrary threshold levels to categorise them;
by considering non-linear relationships; and by including multivariable analyses that assess a factor’s
prognostic value over existing prognostic factors.?*?

Future research should ideally concentrate on developing and validating prognostic models that utilise
multiple prognostic factors in combination. For an individual with a given state of health (start point), a
prognostic model converts the combination of predictor values to an estimate of the risk of experiencing a
specific end point within a specific time period. Ideally, this produces an estimate of the absolute risk
(absolute probability) of experiencing the end point. This is the information that clinicians require to make
decisions, rather than reliance on the result of a single PFT. One option is to use IPD from high-quality,
prospective, primary studies that use very similar clinical populations and measure similar tests, patient
characteristics (prognostic factors) and outcomes.?** Having IPD from multiple studies offers a natural
opportunity to increase sample size and essentially develop a prognostic model within a meta-analysis
framework .’ Variation in model accuracy across studies, and its causes, can be explored. Additionally,
such collaborative efforts encourage consensus towards a single, well-developed and validated prognostic
model, rather than a number of competing and non-validated models for the same clinical problem,
championed by each group separately.

However, in the current context, an IPD meta-analysis would be hampered by substantial heterogeneity
across studies, even if only a single PFT at a time was considered in a well-defined population. In particular,
heterogeneity relates to test thresholds used, variability in test methods, timing of test and length of
follow-up, and range and definition of clinical events. A large number of variables would likely need to be
considered (e.g. smoking status, age, sex, prior events, disease severity, diabetes, mean platelet volume,
etc.), even allowing for the fact that not all will be found to have a significant effect. Given that a minimum of
10 events per variable is considered necessary in a prognostic model, the frequently low event rates in studies
limit the number of variables that can be assessed. An IPD analysis may also be biased, depending on which
study authors make their data available and the different methodological quality of the studies.
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Given the above, using IPD from existing studies could render a useful prognostic model improbable to
build. Therefore, one or more new prospective cohort studies may be a more feasible option. A primary
study could incorporate the following elements, the majority of which have not been appropriately
considered in existing studies:

several tests performed in the same individuals (at present there are very few studies looking at more
than one or two tests)

standardisation of laboratory methods

tests performed in duplicate to assess variability

repeat tests to assess variability over time

sufficiently large sample size to allow for sufficient events in both resistant and sensitive groups
sufficiently long follow-up for relevant clinical outcomes to occur

use of standardised criteria for individual outcomes, and also individual reporting of all outcomes
contributing to composite outcome measures

rigorous assessment of adherence

robust methodological quality

analyses could be undertaken for different test thresholds.

The above should be applied to one or more well-described cardiovascular/cerebrovascular population(s)
and should also consider current treatment guidelines with regard to antiplatelet therapy for the
given population.

The aim of a primary study would be to (i) identify what tests (variables) have a prognostic association with
future outcomes, both on their own (unadjusted) and independent of other prognostic factors (adjusted);
and (ii) develop a prognostic model that utilises the identified prognostic tests and variables in combination, in
order to predict absolute risk of adverse outcomes for future individuals.

Before initiating such a study, a group of clinical and methodological leaders in the field should meet and
agree criteria such as the tests to be measured, the relevant clinical populations and timing of test
measurement, how the tests are measured, and what outcomes are relevant and how these are measured.

If more than one new cohort study is to be undertaken on a similar population, ideally this should be done
in collaboration, ensuring similar protocols, methodology and factors/tests to be recorded, with agreement
to pool IPD once each individual study is completed. This would ensure reduced heterogeneity across
studies and the opportunity to then simultaneously develop and validate a model.

Once these issues have been addressed it may be possible to undertake a ‘test—treat trial’ using a
prognostic model to tailor antiplatelet therapy to individuals.
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Chapter 8 Conclusions

he current report has failed to demonstrate a convincing association between ‘aspirin resistance’, as

defined by a PFT, and clinical outcome, on any test and in any outcome, despite the existence of a
vast number of studies which have sought to clarify this association. The issues surrounding potential
inaccessibility of relevant data and the heterogeneity across all of the study parameters have been discussed.
The implications of a designation of ‘aspirin resistance’ based on a PFT remain uncertain and, thus, so does
the question of how best to define ‘aspirin resistance’. Until a definitive study has been undertaken to answer
this question, which must include some measure of adherence to therapy, platelet function testing has no
demonstrable clinical utility.

Although evidence indicates that some tests may have some prognostic value, methodological and clinical
heterogeneity of studies and different approaches to analyses create confusion and inconsistency in
prognostic results, and prevented a quantitative summary of their prognostic effect. Large, protocol-driven
and adequately powered primary studies are needed, using standardised and agreed methods of
measurements to evaluate the prognostic ability of each test in the same population(s). For PFTs to inform
individual risk prediction, and thus be useful for clinical decision-making, it is likely that they need to be
considered in combination and alongside other prognostic factors, within a prognostic model.
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Appendix 1 Search strategies: prognostic/
diagnostic utility review

Database: MEDLINE (Ovid) (1946 to April week 3, 2012)

1. ((ASA or aspirin or acetylsalicylic or anti platelet or antiplatelet or anti-platelet) adj2 (respons$ or
non-respons$ or respond$ or non-respond$ or resistance or resist$)).mp

2. (platelet adj (response or respond$ or reactivity)).mp.

3. 1Tor2

4. exp Aspirin/

5. exp Drug Resistance/

6. 4and 5

7.30r6

8. (platelet function adj (analys$ or analyz$)).mp.
9. (platelet function adj (assay$ or test$)).mp.
10. Platelet Function Tests/

11. PFA-100.mp.

12. PlateletWorks.mp.

13. Platelet Mapping.mp.

14. Impact Cone.mp.

15. platelet analyser$.mp.

16. platelet analyzer$.mp.

17. multiplate.mp.

18. aggregometry.mp.

19. LTA.mp.

20. AA-induced LTA.mp.

21. lumiaggregometry.mp.

22. WBA.mp.

23. ULTEGRA assay.mp.

24. Impact-R.mp.

25. TRAP-6.mp.

26. TEG.mp.

27. s-TEG.mp.

28. thromboelastometry.mp.

29. ROTEM.mp.

30. VerifyNow.mp.

31. Verify-Now.mp.

32. VN-RPFA.mp.

33. VASP.mp.

34. VASP-P.mp.

35. platelet reactivity index.mp.

36. vasodilator-stimulated phosphoprotein phosphorylation assay$.mp.
37. T-Guide.tw.

38. T Guide.ti,ab.

39. xylum clot signature analyser.mp.

40. xylum clot signature analyzer.mp.

41. ASA test$.mp.

42. ASA assay$.mp.

43. AA-induced LTA.mp.

44. exp Platelet Count/ or platelet counting.mp.
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45. thrombelastography.mp. or Thrombelastography/
46. thrombotic status analyser$.mp.
47. thrombotic status analyzer$.mp.
48. or/8-47

49. exp Cardiovascular Diseases)
50. exp Cerebrovascular Disorders/
51. exp Diabetes Mellitus/

52. or/49-51

53. 48 and 52

54. (predict$ or prognos$).mp.

55. 48 and 54

56. 7 or 53

57. 7 or55

58. 56 or 57

59. exp animals/ not humans/

60. 58 not 59

Database: MEDLINE (Ovid) In-Process & Other Non-Indexed
Citations (25 April 2012)

1. ((ASA or aspirin or acetylsalicylic or anti platelet or antiplatelet or anti-platelet) adj2 (respons$ or
non-respons$ or respond$ or non-respond$ or resistance or resist$)).mp.
2. (platelet adj (response or respond$ or reactivity)).mp.
3. 1o0r2
4. (platelet function adj (analys$ or analyz$)).mp.
5. (platelet function adj (assay$ or test$)).mp.
6. PFA-100.mp.
7. PlateletWorks.mp.
8. Platelet Mapping.mp.
9. Impact Cone.mp.
10. platelet analyser$.mp.
11. platelet analyzer$.mp.
12. multiplate.mp.
13. aggregometry.mp.
14. LTA.mp.
15. AA-induced LTA.mp.
16. lumiaggregometry.mp.
17. WBA.mp.
18. ULTEGRA assay.mp.
19. Impact-R.mp.
20. TRAP-6.mp.
21. TEG.mp.
22. s-TEG.mp.
23. thromboelastometry.mp.
24. ROTEM.mp.
25. VerifyNow.mp.
26. Verify-Now.mp.
27. VN-RPFA.mp.
28. VASP.mp.
29. VASP-P.mp.
30. platelet reactivity index.mp.
31. vasodilator-stimulated phosphoprotein phosphorylation assay$.mp.
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32. T-Guide.tw.

33. T Guide.ti,ab.

34. xylum clot signature analyser.mp.

35. xylum clot signature analyzer.mp.

36. ASA test$.mp.

37. ASA assay$.mp.

38. AA-induced LTA.mp.

39. exp Platelet Count/ or platelet counting.mp.

40. thrombelastography.mp. or Thrombelastography/
41. thrombotic status analyser$.mp.

42. thrombotic status analyzer$.mp.

43. or/4-42

44. (cardiovascular or cerebrovascular or diabetes).mp.
45. 43 and 44

46. (predict$ or prognos$).mp.

47. 43 and 46

48. 3 or 45

49. 3 or 47

50. 48 or 49

Database: EMBASE (Ovid) (1980 to week 16, 2012)

1. ((ASA or aspirin or acetylsalicylic or anti platelet or antiplatelet or anti-platelet) adj2 (respons$ or
non-respons$ or respond$ or non-respond$ or resistance or resist$)).mp
2. (platelet adj (response or respond$ or reactivity)).mp.
3. 1Tor2
4. exp acetylsalicylic acid/
5. exp drug resistance/
6. 4and 5
7.30r6
8. (platelet function adj (analys$ or analyz$)).mp.
9. (platelet function adj (assay$ or test$)).mp.
10. PFA-100.mp.
11. PlateletWorks.mp.
12. Platelet Mapping.mp.
13. Impact Cone.mp.
14. platelet analyser$.mp.
15. platelet analyzer$.mp.
16. multiplate.mp.
17. aggregometry.mp.
18. LTA.mp.
19. AA-induced LTA.mp.
20. lumiaggregometry.mp.
21. WBA.mp.
22. ULTEGRA assay.mp.
23. Impact-R.mp.
24. TRAP-6.mp.
25. TEG.mp.
26. s-TEG.mp.
27. thromboelastometry.mp.
28. ROTEM.mp.
29. VerifyNow.mp.
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30. Verify-Now.mp.

31. VN-RPFA.mp.

32. VASP.mp.

33. VASP-P.mp.

34. platelet reactivity index.mp.

35. vasodilator-stimulated phosphoprotein phosphorylation assay$.mp.
36. T Guide.mp.

37. T-Guide.mp.

38. xylum clot signature analy$.mp.
39. ASA tests$.mp.

40. ASA assay$.mp.

41. AA-induced LTA.mp.

42. platelet counting.mp.

43. thrombelastography.mp. or exp thromboelastography/
44. thrombotic status analy$.mp.
45. or/8-44

46. exp cardiovascular disease/

47. exp cerebrovascular disease/
48. exp diabetes mellitus/

49. or/46-48

50. 45 and 49

51. (predict$ or prognos$).mp.

52. 45 and 51

53. 7 or 50

54. 7 or 52

55. 53 or 54

56. exp animal/ not human/

57. 55 not 56

Database: The Cochrane Library (Wiley) (Cochrane Central
Register of Controlled Trials 2012, issue 4 of 12)

#1 (ASA or aspirin or acetylsalicylic or anti next platelet or antiplatelet) near/2 (respon* or non next
respon® or resist*)

#2 (platelet) near/1 (response or respond* or reactivity)
#3 (#1 OR #2)

#4 MeSH descriptor Aspirin explode all trees

#5 MeSH descriptor Drug Resistance explode all trees
#6 (#4 AND #5)

#7 (#3 OR #6)

#8 (platelet function) near/1 (analys* or analyz*)

#9 (platelet function) near/1 (assay* or test*)

#10 PFA-100
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#11 PlateletWorks

#12  Platelet next Mapping
#13 Cone

#14 platelet next analy*
#15 multiplate

#16 aggregometry

#17 LTA

#18 lumiaggregometry
#19 WBA

#20 ULTEGRA

#21 Impact-R
#22 TRAP-6
#23 TEG

#24  thromboelastometry
#25 ROTEM
#26 VerifyNow

#27 Verify-Now

#28 VN-RPFA
#29 VASP
#30 VASP-P

#31 platelet next reactivity next index

#32 vasodilator next stimulated next phosphoprotein
#33 T next Guide

#34  xylum next clot

#35 (ASA) next (test* or assay*)

#36 AA next induced

#37 platelet next counting
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#38

#39

#40

#41

#42

#43

#44

#45

#46

#47

#48

#49

#50

thromboelastography

thrombotic next status next analy*

(#8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR
#20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31
OR #32 OR #33 OR #34 OR #35 OR #36 OR #37 OR #38 OR #39)

MeSH descriptor Cardiovascular Diseases explode all trees

MeSH descriptor Cerebrovascular Disorders explode all trees

MeSH descriptor Diabetes Mellitus explode all trees

(#41 OR #42 OR #43)

(#40 AND #44)

predict* or prognos*

(#40 AND #46)

(#7 OR #45)

(#7 OR #47)

(#48 OR #49)

Conference proceedings searches

Database: Science Citation Index (Web of Knowledge) (searched 1 May 2012)
Title= (aspirin resistance)

Refined by: Web of Science Categories=( PERIPHERAL VASCULAR DISEASE OR CARDIAC
CARDIOVASCULAR SYSTEMS ) AND Document Type=( MEETING ABSTRACT )

Timespan=All Years. Databases=SCI-EXPANDED.

Lemmatization=0n

Title=(platelet function test*)

Refined by: Web of Science Categories=( PERIPHERAL VASCULAR DISEASE OR CARDIAC
CARDIOVASCULAR SYSTEMS ) AND Document Type=( MEETING ABSTRACT )

Timespan=All Years. Databases=SCI-EXPANDED.
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Database: Conference Proceedings Citation Index (Web of Knowledge)
(searched 1 May 2012)
Title=(aspirin resistance)

Refined by: Web of Science Categories=( CARDIAC CARDIOVASCULAR SYSTEMS OR PERIPHERAL
VASCULAR DISEASE ) AND Document Type=( MEETING ABSTRACT OR PROCEEDINGS PAPER )

Timespan=All Years. Databases=CPCI-S.

Title=(platelet function test*)

Refined by: Web of Science Categories=( CARDIAC CARDIOVASCULAR SYSTEMS OR PERIPHERAL
VASCULAR DISEASE ) AND Document Type=( MEETING ABSTRACT OR PROCEEDINGS PAPER )

Timespan=All Years. Databases=CPCI-S.
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Appendix 2 Search strategies for economic
studies

Database: MEDLINE (Ovid) (1946 to April week 4, 2012)

1. ((ASA or aspirin or acetylsalicylic or anti platelet or antiplatelet or anti-platelet) adj2 (respons$ or
non-respons$ or respond$ or non-respond$ or resistance or resist$)).mp.

2. (platelet adj (response or respond$ or reactivity)).mp.

3. 1Tor2

4. exp Aspirin/

5. exp Drug Resistance/

6. 4and 5

7.30r6

8. (platelet function adj (analys$ or analyz$)).mp.
9. (platelet function adj (assay$ or test$)).mp.
10. Platelet Function Tests/

11. PFA-100.mp.

12. PlateletWorks.mp.

13. Platelet Mapping.mp.

14. Impact Cone.mp.

15. platelet analyser$.mp.

16. platelet analyzer$.mp.

17. multiplate.mp.

18. aggregometry.mp.

19. LTA.mp.

20. AA-induced LTA.mp.

21. lumiaggregometry.mp.

22. WBA.mp.

23. ULTEGRA assay.mp.

24. Impact-R.mp.

25. TRAP-6.mp.

26. TEG.mp.

27. s-TEG.mp.

28. thromboelastometry.mp.

29. ROTEM.mp.

30. VerifyNow.mp.

31. Verify-Now.mp.

32. VN-RPFA.mp.

33. VASP.mp.

34. VASP-P.mp.

35. platelet reactivity index.mp.

36. vasodilator-stimulated phosphoprotein phosphorylation assay$.mp.
37. T-Guide.tw.

38. T Guide.ti,ab.

39. xylum clot signature analyser.mp.

40. xylum clot signature analyzer.mp.

41. ASA test$.mp.

42. ASA assay$.mp.

43. AA-induced LTA.mp.

44. exp Platelet Count/ or platelet counting.mp.
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45. thrombelastography.mp. or Thrombelastography/
46. thrombotic status analyser$.mp.
47. thrombotic status analyzer$.mp.
48. or/8-47

49. exp Cardiovascular Diseases/
50. exp Cerebrovascular Disorders/
51. exp Diabetes Mellitus/

52. or/49-51

53. 48 and 52

54. (predict$ or prognos$).mp.

55. 48 and 54

56. 7 or 53

57. 7 or55

58. 56 or 57

59. economics/

60. exp “costs and cost analysis”/
61. cost of illness/

62. exp health care costs/

63. economic value of life/

64. exp economics medical/

65. exp economics hospital/

66. economics pharmaceutical/

67. exp "fees and charges"/

68. (econom$ or cost or costs or costly or costing or price or pricing or pharmacoeconomic$).tw.
69. (expenditure$ not energy).tw.
70. (value adj1 money).tw.

71. budget$.tw.

72. decision support technigues/
73. markov.mp.

74. exp models economic/

75. decision analysis.mp.

76. cost benefit analysis/

77. or/59-76

78. 58 and 77

Database: EMBASE (Ovid) (1980 to week 17, 2012)

1. ((ASA or aspirin or acetylsalicylic or anti platelet or antiplatelet or anti-platelet) adj2 (respons$ or
non-respons$ or respond$ or non-respond$ or resistance or resist$)).mp.
2. (platelet adj (response or respond$ or reactivity)).mp.
3. 1Tor2
4. exp acetylsalicylic acid/
5. exp drug resistance/
6. 4and 5
7. 30r6
8. (platelet function adj (analys$ or analyz$)).mp.
9. (platelet function adj (assay$ or test$)).mp.
10. PFA-100.mp.
11. PlateletWorks.mp.
12. Platelet Mapping.mp.
13. Impact Cone.mp.
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14. platelet analyser$.mp.

15. platelet analyzer$.mp.

16. multiplate.mp.

17. aggregometry.mp.

18. LTA.mp.

19. AA-induced LTA.mp.

20. lumiaggregometry.mp.

21. WBA.mp.

22. ULTEGRA assay.mp.

23. Impact-R.mp.

24. TRAP-6.mp.

25. TEG.mp.

26. s-TEG.mp.

27. thromboelastometry.mp.

28. ROTEM.mp.

29. VerifyNow.mp.

30. Verify-Now.mp.

31. VN-RPFA.mp.

32. VASP.mp.

33. VASP-P.mp.

34. platelet reactivity index.mp.

35. vasodilator-stimulated phosphoprotein phosphorylation assay$.mp.
36. T Guide.mp.

37. T Guide.mp.

38. xylum clot signature analy$.mp.
39. ASA tests$.mp.

40. ASA assay$.mp.

41. AA-induced LTA.mp.

42. platelet counting.mp.

43. thrombelastography.mp. or exp thromboelastography/
44. thrombotic status analy$.mp.
45. or/8-44

46. exp cardiovascular disease/

47. exp cerebrovascular disease/
48. exp diabetes mellitus/

49. or/46-48

50. 45 and 49

51. (predict$ or prognos$).mp

52. 45 and 51

53. 7 or 50

54. 7 or 52

55. 53 or 54

56. cost benefit analysis/

57. cost effectiveness analysis/

58. cost minimization analysis/

59. cost utility analysis/

60. economic evaluation/

61. (cost or costs or costed or costly or costing).tw.
62. (economic$ or pharmacoeconomic$ or price$ or pricing).tw.
63. (technology adj assessment$).tw.
64. decision support.mp.

65. markov.mp.
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66. exp statistical model/

67. decision analysis.mp.

68. exp “cost benefit analysis”/
69. or/56-68

70. 55 and 69

Database: The Cochrane Library (Wiley) (NHS Economic
Evaluation Database) (2012, issue 2 of 4)
(Search date 4 May 2012.)

#1 (ASA or aspirin or acetylsalicylic or anti next platelet or antiplatelet) near/2 (respon* or non next
respon* or resist*)

#2 (platelet) near/1 (response or respond* or reactivity)
#3 (#1 OR #2)

#4 MeSH descriptor Aspirin explode all trees

#5 MeSH descriptor Drug Resistance explode all trees
#6 (#4 AND #5)

#7 (#3 OR #6)

#8 (platelet function) near/1 (analys* or analyz*)

#9 (platelet function) near/1 (assay* or test*)

#10 PFA-100

#11 PlateletWorks

#12  Platelet next Mapping

#13 Cone

#14 platelet next analy*

#15 multiplate

#16 aggregometry

#17 LTA

#18 lumiaggregometry

#19 WBA

#20 ULTEGRA
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#21 Impact-R
#22 TRAP-6
#23 TEG

#24 thromboelastometry

#25 ROTEM

#26 VerifyNow

#27  Verify-Now

#28 VN-RPFA

#29 VASP

#30 VASP-P

#31 platelet next reactivity next index

#32 vasodilator next stimulated next phosphoprotein

#33 T next Guide

#34  xylum next clot

#35 (ASA) next (test* or assay*)

#36 AA next induced

#37 platelet next counting

#38 thromboelastography

#39 thrombotic next status next analy*

#40 (#B OR#9 OR#10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR
#20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR
#32 OR #33 OR #34 OR #35 OR #36 OR #37 OR #38 OR #39)

#41 MeSH descriptor Cardiovascular Diseases explode all trees

#42 MeSH descriptor Cerebrovascular Disorders explode all trees

#43 MeSH descriptor Diabetes Mellitus explode all trees

#44  (#41 OR #42 OR #43)

#45 (#40 AND #44)
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#46 predict* or prognos*
#47 (#40 AND #46)

#48 (#7 OR #45)

#49 (#7 OR #47)

#50 (#48 OR #49)
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Appendix 3 Sensitivities and specificities

As outlined in Chapter 4, Diagnostic/predictive accuracy, there are limitations with regard to assessment
of the diagnostic utility of PFTs in the context of prediction of future adverse clinical outcomes in
aspirin-treated patients.

Sensitivities and specificities were rarely reported by studies included in this report. Where data were
available to calculate these metrics, they were extracted. In both cases the reference standard for
calculations was the occurrence, or not, of a named clinical outcome. The presence of these data is
mentioned where relevant in the main results section of this report (see Chapter 5). As studies frequently
reported more than one clinical outcome, there was the possibility of using multiple reference standards.
In such cases, sensitivities and specificities are presented for each outcome. It should be noted that the
occurrence of a clinical outcome is not necessarily indicative of a poor response to aspirin therapy, as the
outcome might also occur by chance or as a result of other factors, such as poor adherence to therapy.

This appendix reports a speculative analysis of diagnostic utility for each group of PFTs in patients receiving
aspirin as a monotherapy at the time of platelet function testing for each clinical outcome. Brief methods
are outlined below prior to presentation of the results.

Methods

The diagnostic/predictive accuracy of each test relates to the absolute scale and summarises its ability to
accurately classify which patients go on to experience clinically important outcomes. For test results classed
as 'positive’ or ‘negative’ (or ‘high’ or ‘low’) and linked to a binary outcome at a particular time, the data
required to complete a 2 x 2 table were sought (Table 84).

When available, the 2 x 2 table allowed estimation of the sensitivity [a/(a + ¢)] and specificity [b/(b + d)] of
the test, with Cls, and (for cohort studies) the prevalence of the outcome (a + ¢)/(b + d). Sensitivity is
defined as the probability of correctly classifying those patients who ultimately experience an event as test
positive, and specificity as the probability of correctly classifying those who do not go on to experience an
event as test negative. If studies provided a 2 x 2 table with one or both groups having a zero cell, then a
continuity correction of 0.5 was added to all cells in order to work out the variance and Cl for sensitivity
and specificity.3*® Cls were derived on the logit scale, and then transformed back to the original sensitivity
and specificity scale.

Though most studies reported dichotomised test results (e.g. ‘positive’ vs. ‘negative’), sometimes results
were presented by three or more groups of test results (e.g. ‘high’, ‘normal’, ‘low’). In this situation, to
allow greater consistency across studies, the groupings were collapsed where possible to form a dichotomy
again, and allow for the generation of tables that compared two groups (e.g. a table for ‘high’ vs. ‘normal’
or ‘low’, and one for ‘high’ or ‘normal’ vs. ‘low’).

TABLE 84 2 x 2 table to be extracted from each study for each binary outcome of interest

Test positive (aspirin resistant) TP (a) FP (b)

Test negative (aspirin sensitive) FN (c) TN (d)

FN, false negative; FP, false positive; TN, true negative; TP, true positive.
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Owing to the clinical and methodological heterogeneity between studies, pooling of data was determined
to be inappropriate even in subgroups of studies employing the same PFT. However, data are presented in
this report in forest plots (without the summary estimate), along with some relevant study characteristics
highlighting heterogeneity.

Results

In all sections below, given the uncertainty around the prognostic utility findings presented in the main
body of this report, the sensitivities and specificities do not meaningfully contribute to the report.
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Appendix 4 Supplementary data

wing to the extensive nature of the data extracted from the included studies for this project, it was

deemed unfeasible to adequately present all the data in this report (even as appendices). The results
section of the report contains, where necessary, details of the studies, including the populations studied,
test characteristics and quality-related features, and data for key outcomes are presented in illustrative
forest plots. However, this only applies for studies on patients being treated with aspirin as a single
antiplatelet agent (monotherapy), and even so some data are omitted, including the numerical information
that was used to produce the forest plots. Furthermore, data from studies in patients treated with dual
(and triple) therapy, with aspirin as one of the agents, is completely omitted.

In the interest of transparency, the authors wish for all extracted and analytical data to be available to
readers of this report. The data has been made available through a web portal which can be accessed via
the following URL: http://medweb4.bham.ac.uk/NIHR_Aspirin_Resistance/

The data files available include Microsoft Excel spreadsheets of extracted data and statistical analysis, and
specific data files used in Stata (StataCorp LP, College Station, TX, USA) to produce the forest plots
presented in this report.

Below is an outline of the web portal indicating the files available for online viewing.

Project title: The prognostic utility of tests of platelet function for the detection of ‘aspirin
resistance’ in patients with established cardiovascular or cerebrovascular disease: a systematic
review and economic evaluation

Project ref.: 10/36/02

Please find below links to the various data files relating to the project.

Data extraction tables
Data tables in Excel for all included studies where patients were receiving aspirin monotherapy at the time
of platelet function testing. These data relate to studies reported in Chapter 5 (section Monotherapy) of

the HTA report.

Monotherapy-Included studies

Data tables in Excel for all included studies where patients were receiving aspirin dual therapy at the time
of platelet function testing. These data relate to studies relevant to Chapter 5, Dual therapy in the
HTA report.

Dual therapy-Included studies
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Stata data files

Light transmission aggregometry for monotherapy studies

The following links relate to the Stata data files used in the analysis of studies using light transmission
aggregometry (LTA) to measure platelet function in patients receiving aspirin monotherapy at the time of
platelet function testing.

LTA-monotherapy-all outcomes-unadjusted hazard ratios

LTA-monotherapy-all outcomes-adjusted hazard ratios

LTA-monotherapy-all outcomes-unadjusted odds ratios

LTA-monotherapy-all outcomes-adjusted odds ratios

LTA-monotherapy-all outcomes-sensitivity and specificity

VerifyNow for monotherapy studies
The following links relate to the Stata data files used in the analysis of studies using VerifyNow to measure
platelet function in patients receiving aspirin monotherapy at the time of platelet function testing.

VerifyNow-monotherapy-all outcomes-unadjusted hazard ratios

VerifyNow-monotherapy-all outcomes-adjusted hazard ratios

VerifyNow-monotherapy-all outcomes-unadjusted odds ratios

VerifyNow-monotherapy-all outcomes-adjusted odds ratios

VerifyNow-monotherapy-all outcomes-sensitivity and specificity

Thromboxane measurement for monotherapy studies
The following links relate to the Stata data files used in the analysis of studies using thromboxane to
measure platelet function in patients receiving aspirin monotherapy at the time of platelet function testing.

Thromboxane-monotherapy-all outcomes-unadjusted hazard ratios

Thromboxane-monotherapy-all outcomes-adjusted hazard ratios

Thromboxane-monotherapy-all outcomes-unadjusted odds ratios

Thromboxane-monotherapy-all outcomes-adjusted odds ratios

Thromboxane-monotherapy-all outcomes-sensitivity and specificity
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PFA-100 for monotherapy studies
The following links relate to the Stata data files used in the analysis of studies using PFA-100 to measure
platelet function in patients receiving aspirin monotherapy at the time of platelet function testing.

PEA-100-monotherapy-all outcomes-unadjusted hazard ratios

PFA-100-monotherapy-all outcomes-adjusted hazard ratios

PFA-100-monotherapy-all outcomes-unadjusted odds ratios

PFA-100-monotherapy-all outcomes-adjusted odds ratios

PFA-100-monotherapy-all outcomes-sensitivity and specificity

Whole blood aggregometry for monotherapy studies

The following links relate to the Stata data files used in the analysis of studies using whole blood
aggregometry to measure platelet function in patients receiving aspirin monotherapy at the time of platelet
function testing.

Whole Blood Aggregometry-all outcomes-unadjusted hazard ratios

Whole Blood Aggreqometry-all outcomes-adjusted hazard ratios

Whole Blood Aggregometry-all outcomes-unadjusted odds ratios

Whole Blood Aggregometry-all outcomes-adjusted odds ratios

Whole Blood Aggreqometry-all outcomes-sensitivity and specificity

Thromboelastography for monotherapy studies
The following links relate to the Stata data files used in the analysis of studies using TEG to measure
platelet function in patients receiving aspirin monotherapy at the time of platelet function testing.

TEG-all outcomes-unadjusted hazard ratios

TEG-all outcomes-adjusted hazard ratios

TEG-all outcomes-unadjusted odds ratios

TEG-all outcomes-adjusted odds ratios

TEG-all outcomes-sensitivity and specificity
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Zimmermann N, Kurt M, Winter J, Gams E, Wenzel F, Hohlfeld T. Detection and duration of aspirin D
resistance after coronary artery bypass grafting. J Thorac Cardiovasc Surg 2008;135:947-8

Zoller H, Suss W, Gross W. [Thrombocytes, blood coagulation factors and fibrinolysis following D
aortocoronary venous bypass operation.] Vasa Supp/ 1991;32:305-8

Zurn CS, Geisler T, Paterok M, Gawaz M. [Influence of statins on the antiplatelet effect of clopidogrel and ~ C
on cardiovascular outcome in patients after coronary intervention.] Dtsch Med Wochenschr
2008;133:817-22

Zytkiewicz M, Gielwanowska L, Woijtasinska E, Psuja P, Zawilska K. Resistance to acetylsalicylic acid in D
patients after ischemic stroke. Pol Arch Med Wewn 2008;118:727-33

A, study; B, population; C, PFT; D, outcome.

TABLE 86 Studies with insufficient information to make a selection decision

Chen WH, Lee PY, Ng W, Kwok JY, Cheng X, Lee SW, et al. Relation of aspirin resistance to D
coronary flow reserve in patients undergoing elective percutaneous coronary intervention.
Am J Cardiol 2005;96:760-3

Cho K-H, Kim J-H, Sohn S-I. The clinical significance of aspirin resistance in aspirin-taking C
patients with acute ischemic stroke. Int J Stroke 2010;5:311-12

Geisler T, Mueller K, Aichele S, Stellos K, Zuern CS, Htun P, et al. Impact of inflammatory D
markers on platelet function and cardiovascular outcome in patients with symptomatic
coronary artery disease. Eur Heart / 2010;31:156-7

Horiuchi H, Yokoi H, Kimura T, Isshiki T, Ogawa H, Ikeda Y. More rapid and greater C
pharmacodynamic effects of prasugrel in Japanese patients with stable coronary artery disease
(CAD) undergoing elective PCI. J Thromb Haemost 2011;9:86

Jin'L, Xu SH, Yan XW. [The effect of low dose aspirin on the platelet function in patients with D
acute myocardial infarction.] Chung-Hua Nei Ko Tsa Chih 1993;32:542-4

Kojuri J, Mahmoody Y, Sabegh BZ, Jannati M, Mahboodi A, Khalili A. Dose-related effect of C
aspirin on laboratory-defined platelet aggregation and clinical outcome after coronary
stenting. Cardiovasc Ther 2010,28:147-52

Liu F, Liu J-C, Wang D-M, Li J, Wang L-J, Liu Y. Aspirin and clopidogrel resistance in patients D
with symptomatic carotid and vertebrobasilar artery stenosis. Chin J Cerebrovasc Dis 2008;5:15
Meves SH, Overbeck U, Endres HG, Krogias C, Neubauer H. Dose-dependent effect of early D
antiplatelet therapy in acute ischaemic stroke. Thromb Haemost 2012;107:69-79

Morofuji Y, So G, Hiu T, Kawakubo J, Hayashi K, Kitagawa N, et al. Preoperative analysis of D

platelet aggregability in carotid surgery. Neurol Surg 2011;39:459-63

Sezer O, Stepper W, Schneider T, Welp H, Tjan TD, Sauerland C, et al. Residual platelet activity — C
in LVAD patients with stroke. Thorac Cardiovasc Surg 2011;59:V57

Valgimigli M. Main results of the tailoring treatment with tirofiban in patients showing C
resistance to aspirin and/or resistance to clopidogrel study (3T/2R). Clin Res Cardiol
2008;97:853-4

Zhang Y, Liang J, Zhou YJ, Yuan H, Zhang YZ, Dong L. [Study on the relationship between D
aspirin resistance and incidence of myonecrosis after non-emergent percutaneous coronary
intervention.] Chung-Hua Hsin Hsueh Kuan Ping Tsa Chih 2005;33:695-9

C, PFT; D, outcome.

© Queen'’s Printer and Controller of HMSO 2015. This work was produced by Dretzke et al. under the terms of a commissioning contract issued by the Secretary of State for

Health. This issue may be freely reproduced for the purposes of private research and study and extracts (or indeed, the full report) may be included in professional journals 359
provided that suitable acknowledgement is made and the reproduction is not associated with any form of advertising. Applications for commercial reproduction should be

addressed to: NIHR Journals Library, National Institute for Health Research, Evaluation, Trials and Studies Coordinating Centre, Alpha House, University of Southampton Science

Park, Southampton SO16 7NS, UK.






DOI: 10.3310/hta19370 HEALTH TECHNOLOGY ASSESSMENT 2015 VOL. 19 NO. 37

Appendix 7 Prognostic/diagnostic utility
systematic review: articles in which outcome data are
not presented in relation to platelet function

test results
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