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Developing the clinical components of a complex
intervention for a glaucoma screening trial:
a mixed methods study

for The Glaucoma screening Platform Study group

Abstract

Background: Glaucoma is a leading cause of avoidable blindness worldwide. Open angle glaucoma is the most
common type of glaucoma. No randomised controlled trials have been conducted evaluating the effectiveness of
glaucoma screening for reducing sight loss. It is unclear what the most appropriate intervention to be evaluated in
any glaucoma screening trial would be. The purpose of this study was to develop the clinical components of an
intervention for evaluation in a glaucoma (open angle) screening trial that would be feasible and acceptable in a
UK eye-care service.

Methods: A mixed-methods study, based on the Medical Research Council (MRC) framework for complex
interventions, integrating qualitative (semi-structured interviews with 46 UK eye-care providers, policy makers and
health service commissioners), and quantitative (economic modelling) methods. Interview data were synthesised
and used to revise the screening interventions compared within an existing economic model.

Results: The qualitative data indicated broad based support for a glaucoma screening trial to take place in primary
care, using ophthalmic trained technical assistants supported by optometry input. The precise location should be
tailored to local circumstances. There was variability in opinion around the choice of screening test and target
population. Integrating the interview findings with cost-effectiveness criteria reduced 189 potential components to
a two test intervention including either optic nerve photography or screening mode perimetry (@ measure of visual
field sensitivity) with or without tonometry (@ measure of intraocular pressure). It would be more cost-effective, and
thus acceptable in a policy context, to target screening for open angle glaucoma to those at highest risk but for
both practicality and equity arguments the optimal strategy was screening a general population cohort beginning
at age forty.

Conclusions: Interventions for screening for open angle glaucoma that would be feasible from a service delivery

perspective were identified. Integration within an economic modelling framework explicitly highlighted the trade-
off between cost-effectiveness, feasibility and equity. This study exemplifies the MRC recommendation to integrate

pathway should encompass the views of service users.

qualitative and quantitative methods in developing complex interventions. The next step in the development

Background

Complex interventions are widely used in the health ser-
vice context but are well known to be difficult to develop
and evaluate [1]. In the development phase the likely
mechanism of action for the intervention should be
understood with consideration given to implementation
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at an early stage (by consulting with key stakeholders)
and to model the potential costs and effects of the pro-
posed intervention. These factors can then be used to
inform decisions such as whether a full scale trial would
be appropriate or not (e.g. trial would have to be unfeasi-
bly large; interventions are not likely to be cost-effective).
The guidance by Craig and colleagues[1] highlights the
potential of mixed methodologies to achieve these aims,
in particular the role of qualitative enquiry to articulate
the intervention’s complexity, and the use of quantitative
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modelling to identify configurations of complex services
that could potentially be cost-effective early in the devel-
opment pathway. However, there are limited reports of
how this augmented approach has been applied in prac-
tice. This paper presents the first phase of the develop-
ment of a complex intervention for a potential national
glaucoma screening trial for open angle glaucoma.

Glaucoma is a leading cause of avoidable blindness
worldwide [2], and second to macular degeneration is
the most common cause of blindness in the UK [3].
Open angle glaucoma is the most common form of
glaucoma [2] and early detection and treatment is effec-
tive at reducing progressive disease [4,5]. However, the
current UK practice of opportunistic case finding delays
identification of the majority of cases [6] and late detec-
tion is a major risk factor for glaucoma blindness [7,8].
The two main reasons for under detection of glaucoma
are poor uptake of community eye care services by
members of the public [9-11] or missed cases by pri-
mary eye care services[12-15]. Based on the public
health importance of glaucoma, it has been considered
as a condition that might merit a population based
screening programme. However, prior to initiating a
screening programme several criteria need to be met
concerning the condition, the test, the treatment and
the screening programme. Importantly any benefits of
screening must outweigh potential harms [16].

The UK National Screening committee (UKNSC), the
body that advises the NHS on screening policy, consid-
ered glaucoma against these criteria in 2006 and con-
cluded that there was insufficient evidence to
recommend glaucoma screening, but that further
research was required [17]. A health technology assess-
ment (HTA) review was commissioned to inform a sub-
sequent policy review on glaucoma screening. The HTA
report [6] identified that no randomised controlled trials
(RCTs) had been conducted to evaluate the effectiveness
of glaucoma screening for reducing sight loss [18]. The
economic modelling showed that any general population
screening programme, based on age selection alone, was
unlikely to be cost-effective (given current decision-
making criteria in the UK [19]), but that ‘targeted’
screening of high risk groups may be. However, due to
the limited primary data available, further research was
advocated to test the model estimates and inform deci-
sions about best practice for screening [20]. A separate
HTA report, conducted in Finland, concluded that an
organised screening programme for glaucoma could be
a cost-effective strategy, and, in contrast to the report
by Burr and colleagues [6,20] that screening was more
likely to be cost-effective in older age groups [21]. The
differences in conclusions were driven by differences in
model structure and costs. Specifically, in the Finnish
model the assumed gain in quality of life due to
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screening preventing inappropriate treatment (and
hence side effects of treatment) in the elderly was a
main driver for the cost-effectiveness of screening.

Prompted by the continuing uncertainty around
whether to progress with a screening programme (and
by the acknowledged public health importance of glau-
coma), the international ophthalmic community has
called for a high quality study evaluating population
screening for glaucoma versus the current practice of
opportunistic case finding [22-25]. Designing a high
quality RCT of a screening intervention for open angle
glaucoma presents particular challenges including:
which screening test to use and who should administer
it; where to locate the screening; which population to
target; how to identify individuals in the target popula-
tion; how to maximise attendance for screening; and
how potential harms and benefits of screening in the
glaucoma context should be considered.

The aim of this study was to inform the development
of a glaucoma screening intervention that would be fea-
sible and acceptable both in terms of service delivery
and cost-effectiveness in a UK health service context.
We explored opinions representing a service provider
and policy perspective, namely eye-care providers, policy
makers and health service commissioners, on the most
feasible and acceptable components (target population,
site, screening tests and operator) of glaucoma screening
strategies. These insights provide key information to
refine and revise an economic model initially developed
by Burr and colleagues[6,20].

Methods

We used an integrated qualitative and quantitative
methods design. There are many screening tests and
combinations of tests, test operators and screening loca-
tions that could be used in a glaucoma screening pro-
gramme. Possible screening tests were identified and
evaluated in a previous systematic review of screening
test performance [26]. No single test or combination of
tests was clearly superior. Selection of an optimal test or
test combination therefore rests on the feasibility and
acceptability to both users and service providers. A Del-
phi survey, developed from the previous HTA review
and the review of screening test performance [6,20],
with a sample of glaucoma experts worldwide, informed
a reduced set of potential screening tests and testing
arrangements. The findings from the Delphi study are
being written up elsewhere; in brief, there was some
agreement on the age of fifty to initiate screening in a
primary care setting with ophthalmic trained technical
assistants (hereafter referred as ‘technicians’) delivering
the screening tests; however a wide range of screening
tests and combinations of tests were selected with no
agreement on what would be a suitable screening test.
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To determine the feasibility and acceptability of a
range of possible tests and testing arrangements in a UK
National Health Service context we:

a) undertook semi-structured interviews with eye-
care providers, policy makers and health service
commissioners to elicit their experiences and per-
spectives about the main properties of a potential
intervention for a national glaucoma screening trial;
and

b) assessed the likely cost-effectiveness of proposed
test strategies.

Detailed methods are presented below.

Elicitation of provider perspectives on a potential
screening intervention

Recruitment and sampling

The purposive sample for this qualitative component
was selected to represent a wide range of health profes-
sionals including ophthalmologists, optometrists, general
practitioners (GPs), nurses, technicians and directors of
public health from across the UK (target numbers,
together with numbers interviewed, are presented in
Table 1). We liaised with Vision 2020 UK (an umbrella
organisation focusing on visual impairment and aiming
to facilitate greater collaboration and co-operation
between organisations within the UK [27]), the relevant
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specialist royal colleges, the UKNSC, and the National
Diabetic Retinopathy Screening Programme to facilitate
purposive recruitment of a wide range of expert groups
from the different organisational sites across the UK.
Where possible, we included individuals working in
urban and rural areas to reflect a broad range of provi-
sion. The leads of these organisations contacted mem-
bers by email, providing a brief summary of the project
and inviting them for interview. From this we received a
list of potential participants as follows: 28 ophthalmolo-
gists, 31 optometrists, 6 GPs, and 12 nurses, whom we
contacted by telephone and email to discuss the study
in more detail, obtain informed consent and to arrange
a suitable interview time. As is common in recruitment
practice, we also received a small number of participants
through the snowballing method - in particular leading
to contacts in the ‘technician’ group (ophthalmic photo-
graphers and perimetrists) and with policy makers. In
total we recruited a purposive sample of 46 (Table 1).
Respondents were given the choice of telephone inter-
views or face-to-face interviews (to minimise bias on the
basis of geographical accessibility).

Interviews

Interviews were conducted by three qualitative research-
ers (AG, DH, SM) and took place between January-
October 2009. The focus of the interviews was on inter-
viewees’ perspectives about the main properties of their
preferred screening trial intervention, specifying key

Table 1 Interview respondent characteristics by profession, geographic and organisational designation

Provider Group No. No.
sought interviewed

Location/organisational designation of interviewees

Ophthalmologists 10 13 England: working in Hospital Eye Service (HES) in general hospital (8) working in specialist
eye hospitals (3)
Scotland: working in HES in general hospital (2)

Optometrists 10 12 England: working in HES in general hospital (3)working in high street (2) working in both
HES (general hospital) and high street (1) working in high street and as academic
optometrist (1)
Scotland: working in high street (2) working in high street and in HES in a general hosp (1)
Wales: working in high street (1)
Northern Ireland: working in high street (1)

Nurses 10 5 England: working in HES (1) working in specialist hospital (1)
Scotland: working in HES (1) working in Diabetic Retinopathy Service (1) + a nurse with a
shared remit for England and Scotland: working in voluntary sector

General Practitioners 10 4 England: practicing GP with a special interest in ophthalmology (1)
Scotland: practicing GP also working as a clinical assistant in ophthalmology (HES) (1)
practicing GP and academic GP (1) practicing GP with special interest in ophthalmology (1)

Technicians 5 3 To protect respondents’ anonymity geographical location is not indicated here. Two medical
photographers and one tester/grader

Policy, commissioning, 12 9 England: planning, policy development (4)

planning and strategy

Scotland: public health consultant, commissioners of public health services, clinical services

€)

England and Scotland: joint remit for eye health prevention and policy working in

voluntary sector (2)
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criteria for feasibility and acceptability in a service con-
text. In particular, we explored the reasons for the vary-
ing opinions around the choice of a screening test, and
the broader contextual background to interviewees’ opi-
nions, as a way of identifying external factors that might
be anticipated to impact on implementation. The pur-
pose of this was to optimise the design of the
intervention.

Data handling and analysis

Interviews were recorded, transcribed verbatim and
anonymised. Field notes were taken during the inter-
views and immediately afterwards. We undertook a the-
matic qualitative analysis in accordance with constant
comparative techniques derived from grounded theory
[28]. We coded transcripts independently and jointly to
identify common themes. Data analysis was a continu-
ous iterative process with categorisation refined to
reflect new themes and variations on existing themes. A
thematic framework was developed consisting of six
higher order themes, and two subsidiary branches.

To present the data in its most accessible form and to
assist its utilisation in the synthesis with the subsequent
phase of the project, we presented the data in two parts.
The first part presented a systematic summary of opi-
nions about preferred components of the intervention
the screening properties - nominated tests, locations,
test operators and diagnostic pathways (illustrated in
Table 2). The second part presented an interpretative
analysis of the broader implementation concerns - nota-
bly policy, institutional and organisational issues. Hand-
ling the substantial amount of data in this way
facilitated the synthesis and integration of data into the
economic model. Presenting the data in this way was, of
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necessity, a simplification of the full accounts; however,
care was taken to ensure that the underlying relation-
ships and links in the data were retained.

Economic modelling

One criterion used to judge whether an intervention
should be taken forward to trial is whether it can poten-
tially be cost-effective. The original economic model,
[20], compared the cumulative costs and benefits (mea-
sured in clinical terms and quality adjusted life years) of
two screening interventions with current practice. The
model did not include a detailed specification of the
screening tests but, due to the uncertainty regarding the
optimal screening tests, incorporated the screening test
performance of hypothetical tests. The summary data
produced by the qualitative interviews provided new
information to define further alternative screening stra-
tegies which in turn could be compared with current
practice and tested in the economic model. For example,
if an interviewee mentioned two potential alternative
sites where screening could be conducted in a trial plus
two alternative set of tests, four potential alternative
screening strategies were thus deemed available for con-
sideration within the economic model.

On the basis of the outputs from this model, the new
screening strategies were then ordered according to the
potential that they would be cost-effective. The ordered
list of all possible trial screening strategies was reviewed
by the multidisciplinary project management group
(including ophthalmologists, statisticians, health econo-
mists, health psychologists and sociologists) with a view
to identifying the most likely candidate strategy to take
to trial. Likelihood was judged primarily on cost

Table 2 Two examples of summaries of screening specifications representing diversity of provider views

Screen Screen Target Screen tests Criteria Diagnostic site Diagnostic assessor Diagnostic test
location operator population for screen for screen
positive positives

Community Optometrist 60 Tonometry [GAT] + Didn't say  Virtual clinic: Consultant Reading of screen test
(General or nerve fibre layer Information ophthalmologist information and then
Practice or  technician imaging [expressed from screen [strong dislike of this either discharged, retest
optometry, preference for GDx as positives read expert job being or those reading positive
or van in the nerve fibre layer by consultant done by dedicated referred for full standard
remote imaging analysis ophthalmologist  technicians, nurses, care glaucoma work up
areas) technology] + perimetry nurse consultants] and decision regarding

[expressed a preference treatment.

for Humphrey 24-2 and

a strong dislike of FDT]

+ anterior chamber

depth [UBM].
General Nurse/ 50 but Ideally simple visual Difficult to HES Expert Full Glaucoma workup
Practice technician  younger for function test taking 2-3  determine
health or GP or self African minutes on laptop a cut -off
centre testing Caribbean  computer [Motion threshold

ethnic Detection Perimetry] for IOP
groups and tonometry

HES: Hospital Eye Service IOP: Intraocular pressure GDx: Scanning laser perimetry

FDT: Frequency Doubling Technology UBM: Ultrasound biomicroscopy GAT: Goldmann Applanation Tonometry
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effective criteria but also considering feasibility criteria
such that if screening were effective the interventions
could be implemented into UK eye care services. In
addition, the group also considered interventions that
posed special circumstances e.g. interventions that:

a) could be developed from the non cost-effective
alternatives that were not already considered in the
table. For instance, if an interviewee mentioned a
very high skilled operator together with a low cost
set of tests while another stated a low skilled opera-
tor together with a very costly set of tests; these
could be redeveloped into an alternative that looked
more likely to be cost-effective (e.g. non-skilled
operator together with a low cost set of tests).

b) were possibly cost-effective but were unrealistic
(e.g. where a non skilled operator was mentioned
together with a test for which a highly skilled opera-
tor was needed).

¢) would be useful to consider in terms of their
acceptability to patients and the public, and included
tests in an early stage of development but likely to
be candidate screening tests for evaluation in further
research.

This study was classified as a service evaluation and
did not require national research ethics committee
approval (as advised by the North of Scotland Ethics
Committee). We certify that all applicable institutional
and governmental regulations concerning the ethical use
of human volunteers were followed during this research.

Results

Interviews

The findings from the interviews identified many differ-
ing opinions on the choice of screening test (s), consis-
tent with the prior Delphi study. The qualitative data
provided insights into the difficulties agreeing on the
screening test(s) and provided insights into how a
screening intervention could be tailored according to
particular groups who might not access eye care ser-
vices. Of particular interest, and relevant to the potential
implementation of a future screening programme, was
concerns about professional tensions between expert
provider groups in eye care services, and these concerns
were reflected in their respective discussions about the
feasibility and acceptability of the component parts (test,
site, target population) of the intervention.

Preferred site

Most interviewees agreed that screening should take
place in a primary care setting. Some thought that capi-
talising on current organisation and infrastructure in
primary care, either in high street optometry or general
practice, made most sense, although this was caveated
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by concerns about the business ethos of high street
optometry, and how this may present a barrier to
recruiting high risk groups:

"That’s (private eye care services) probably going to
gradually increase in a way because the likes of ...
[specific company names], all the cheap and nasty
services... they model and they tell their optometrists
that they are expected to convert 80% of the people
they see into a pair of glasses which means there’s no
wasting time with repeating examinations and doing
the things that ... they may wish to do, you know
time is money, you are here to flog glasses mate, get
on with it, and that’s very much ... the growing Busi-
ness model’. (Ophthalmologist)

The reality of the commercial influences defining high
street optometry featured in optometrists’ responses.
Currently there is variation among UK devolved admin-
istrations as to remuneration procedures for ‘high street’
(community) optometrists providing eye care services,
with optometrists in Scotland currently receiving con-
siderably more than optometrists in other areas of the
UK:

"Currently there’s no real incentive for optometrists to
do it, so it’s not a pre-requisite to get involved in
glaucoma management or enhanced screening.’
(Optometrist, England)

Some interviewees identified the positive appeal that
placing general practitioners as key players in the pro-
gramme represented. However, it was recognised that
this was mitigated in practice by general practitioners’
retreat from primary eye health, as government policy,
and indeed the public, has increasingly identified opto-
metry as the primary provider site of eye services in the
community:

“..s0 on the one hand there’s this move and I think a
number of patients are getting used to it and accept-
ing it, that when they’ve got an eye problem they go
to the optician, they don’t come to the GP. And it
would kind of seem counterintuitive if then you've got
this new system aimed at eye conditions which has
gone back in GP surgeries, do you see what I mean?”
(Practicing and academic GP)

The use of a mobile van was commonly endorsed as
was the suggestion that the diabetic retinopathy screen-
ing service could be used as a possible template for
glaucoma screening or indeed, that glaucoma screening
could be piggybacked onto the existing screening for
retinopathy.
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Target population

A minority of interviewees highlighted the need for any
screening programme to be directed towards the hard-
to-reach groups, such as African and Caribbean ethnic
groups. However, a larger number of the interviewees
disagreed with this targeted approach - their own
experiences as practitioners left them wondering
whether it would be fairer to screen the whole popula-
tion to ensure that no one with glaucoma was missed
out. The dilemma that arose, therefore, was that what
appeared to be the most cost-effective option [the tar-
geted approach] was not necessarily the fairest choice,
in terms of access to services. Below is an example of a
respondent calling for a targeted approach to screening:

"We need to focus particularly our attentions on
populations of people from black ethnic minority
groups who have a higher susceptibility to certain eye
disease and also to people on low incomes, those folk
are furthest from engagement with the eye care sector’
(policymaker)

Whereas another interviewee acknowledged the lim-
ited evidence to make judgements on whom to screen
illustrating a difference in opinion between policy
makers and providers:

T think that’s [universal screening at age 50] as good
as anything because we’ve got very little data about
what will happen if you go out to the community
screening glaucoma. You don’t know what’s happen-
ing’ (ophthalmologist)
Preferred Test(s) and preferred operator
Interviewees found it difficult to differentiate between
identifying test(s) relevant for a screening intervention
(ie a test to initially identify those more likely to have
glaucoma) and those for the full diagnosis of glaucoma.
Clinicians generally stressed the necessity of using three
tests - visual field examination, measurement of intrao-
cular pressure and imaging of the optic nerve - which
reflects the practice of a diagnostic strategy used by
many of the interviewees. A number also pointed out
that the clinical grounds for recognition of glaucoma
has undergone a revision, from one based on raised
intraocular pressure to one that includes optic neuropa-
thy:

“Optometrists... the training has improved and....also
the dependence on intraocular pressure has been the
main criteria. That has sort of shifted more towards
visual fields and optic discs. I say it in that order
because they still aren’t very good at looking at optic
discs. You know, but they do visual fields and they
attempt to have a look at the optic disc..... and that has
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improved the detection rate. In time I think it’s
increased the number of false positives being referred to
secondary care quite dramatically...."(Ophthalmologist)

Discussions about preferred tests highlighted differ-
ences in opinions between the two main clinical provi-
der groups, ophthalmologists and optometrists. While
clinician groups generally agreed that optometrists
should have a key role in the delivery of tests, the
majority indicated that the role of optometrists was to
‘moderate’ between the trained technical operators and
the expert ophthalmic diagnostic role.

Overwhelmingly, and primarily out of financial consid-
eration, clinicians suggested that ‘technicians’ supported
by optometrists trained in glaucoma detection, repre-
sented the optimum choice of test operator. There were
concerns raised, however, about ensuring adequate
training for both technicians and optometrists - training
together with quality assurance were identified as
resource intensive essentials in any future screening
trial. Unfortunately it was difficult to explore this in
more detail as we had difficulties recruiting ‘technicians’
working in ophthalmic services to the study. Of the
eight technicians we approached to take part only three
were willing to be interviewed. However, we did have
informal telephone discussions with a small number of
technicians (who declined to formally participate in the
study) who indicated their concerns regarding the lack
of career structure for technicians, and the already
intense workload that they experienced for little remu-
neration in often poor working conditions. This they
saw as working against the premise that, in practice,
there would be adequate technicians available, and com-
mitted to, resourcing a massive explosion of their work-
load should a screening programme be initiated. Their
insights echoed those concerns expressed by the for-
mally recruited technician group of respondents.

A number of optometrists (especially those who had
combined primary and secondary care careers) raised
concerns about the structural factors mitigating against
high-street optometrists being able to access courses on
glaucoma detection, notably that they received no
appropriate reimbursement for the cost of the courses
and time out of their commercial enterprises. Addition-
ally, a number pointed to Scotland as the country in the
UK where the interpretation of the optometrists’ con-
tract potentially provided more opportunity for specia-
lising in glaucoma.

Summary of the results of the interviews

The provider and policy perspectives regarding the con-
figuration of an intervention for a national glaucoma
screening trial indicated support for screening in pri-
mary care, using ‘technicians’ supported by optometrists.
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Potential barriers to implementation were identified. In
particular the interview findings highlighted many of the
complexities around a glaucoma screening programme
such as the ethical issues of adopting a targeted
approach to those in higher risk groups versus one of
universal population provision, or on strategic and/or
organisational grounds (priority setting in the NHS, ade-
quate resourcing) and the associated constraints of a
testing strategy. The study also flagged difficulties in
being able to definitively identify preferred test(s), pre-
ferred operator, location and target population ‘in prin-
ciple and in isolation’. Rather, the choice of each of
these configurations was seen to be dependent on a
range of contextual factors. In particular, interviewees’
opinions were influenced by their experiences of the
current context of professional and organisational ten-
sions in eye health services.
In summary:

« Preferred screening site was a primary care setting

« Preferred screening operator was a trained techni-
cian supported by a specialist optometrist

+ Most interviewees thought that ultimately an
ophthalmic consultant must make the diagnosis of
glaucoma

o The preferred age to initiative screening was 50
years for the general population

« Most interviewees identified the ‘at risk’ groups as
those with a primary family history, and those of
African and Caribbean ethnic origin. Respondents
indicated that the age at which screening were to be
initiated should be under 50 for these risk groups.

« Potential intervention should have a low false posi-
tive rate

« Interviewees were aware of the finite resources of
the NHS and the limitations this posed on service
development, but nonetheless believed that a screen-
ing trial should occur because it could prevent peo-
ple going blind

» The commercial culture of high street optometry
was seen by many respondents as a barrier to cap-
turing at risk groups. Current professional tensions
between ophthalmologists and optometrists and
changes in the policy and organisational determi-
nants of eye care services that give optometrists
increasing professional autonomy back, influenced
respondents’ preferred screening intervention prop-
erties and their broader discussions.

+ Many interviewees, while advocating a screening
trial, wanted the current infrastructure of case detec-
tion, referral refinement and shared care to be capi-
talised upon.

« Most ophthalmologists and optometrists in clinical
practice were adamant that the screening tests must
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be based on current best clinical practice and that
simplifying this protocol for a screening context was
not acceptable practice

Economic assessment of likely cost-effectiveness

All the potential screening components (i.e. nominated
test(s), location(s), test operator(s), target population
and diagnostic pathway(s)) put forward by the intervie-
wees were summarised in tabular form for consideration
in the economic model [20]. A total of 189 screening
configurations were developed from interview data,
further illustrating the difficulty in identifying the clini-
cal components of a screening intervention. The multi-
disciplinary project management group (PMG) agreed
there were no additional relevant options that could be
developed from combination of components mentioned
by different interviewees (consideration a. - see methods
section). From this comprehensive list, a subset was
immediately rejected as candidates for a screening inter-
vention on the basis of known (from the previous
model) lack of cost-effectiveness; 57 because screening
required three or more tests (complex testing) or equip-
ment costing more than £25 per testing based on a
cost-effectiveness threshold of £20-30,000 per Quality
Adjusted Life Year gained and 40 on the basis that the
screening be undertaken by a highly trained health pro-
fessional. The original economic modelling evaluation
suggested that screening for glaucoma was only likely to
be cost-effective if the screening is targeted at forty year
olds with additional risk factors rather than general
population screening [20]; on this basis, a further 62
configurations which specified screening a general popu-
lation would have been ruled out. However, it was
apparent from the qualitative interviews that an equity
argument was voiced in favour of general population
screening and considerations should be given to screen-
ing in remote rural locations. Both cost-effectiveness
and equity arguments are likely to be important to deci-
sion-makers and taking into account the findings from
the economic model and the interviews the PMG agreed
that the 30 remaining configurations were realistic (con-
sideration b. - see methods section). Seven of the
remaining configurations considered a mobile unit as
the setting where screening would be conducted. We
considered this a variation of a primary care setting par-
ticularly relevant for remote areas. Key features of the
remaining 23 configurations were variations on screen-
ing location including ‘high street’ optometry or in gen-
eral medical practice. The tests were optic nerve
photography or perimetry (a measure of visual field sen-
sitivity) with or without tonometry (a device to measure
intraocular pressure), operated by paramedical staff (e.g.
nurse, technician or self-assessment, the latter being
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possible for perimetry available on Personal Computers
and self assessment tonometers.

Integrating the findings from the qualitative interviews
with the modelling thus identified the components of
the screening test intervention that could be implemen-
ted in a trial from a service perspective. These are gen-
eral population screening, for a cohort at age forty
(based on findings of the qualitative interviews of the
need to balance feasibility and equity with cost-effective-
ness criteria) in a primary health care setting. Screening
would be conducted by ophthalmic trained technical
assistants, undertaking optic nerve photography or
screening mode perimetry (a measure of visual field sen-
sitivity) with or without tonometry. The precise location
of screening a community setting would need to be tai-
lored to local circumstances illustrated by the suggestion
of using widely available eye care services e.g. the ‘high
street’ optometrist or mobile units for remote areas.

Discussion

This study identified screening interventions that eye care
service providers, policy makers and health service com-
missioners would find feasible and acceptable to use in a
trial of glaucoma screening and for implementation into
practice if screening was effective. The economic model-
ling component of this study ruled out candidate tests that
would be highly resource intensive and provided a short
list of candidate strategies that had the greatest potential
to be cost-effective. These involved testing in a primary
care setting (because they are embedded in the community
and have the infrastructure in place) delivered by techni-
cally trained personnel using a simple testing strategy - a
measure of intraocular pressure (a known risk factor for
glaucoma) [29], and either a measure of the visual field or
photography of the optic nerve.

The screening configurations identified in this study
meet one of the key principles of screening - that a sim-
ple, safe and affordable test is required before a screen-
ing programme can be implemented [30,16]. There is
tension, however, when determining the most appropri-
ate screening test, between a public health and a clinical
perspective. The public health perspective requires that
a screening test be sufficiently precise to distinguish
those who probably do and do not have the disease at
an acceptable cost, whereas the clinical view point often
tends towards the desire for precision and reliability.
There are many sophisticated imaging tests for diagnos-
ing glaucoma, but these are not affordable for a public
health intervention. Similarly, there are a variety of tech-
nologies to evaluate the peripheral visual fields. From
the currently available tests, fundus photography or sim-
ple visual field testing combined with a measure of
intraocular pressure meet the economic criteria. More
precise technologies or examinations would then be
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required to examine those who screen positive. Cur-
rently, the recognition of glaucoma on fundus photogra-
phy is a skilled task and would require manual grading
by experienced observers. Automated grading systems
for retinal images have been developed for diabetic reti-
nopathy screening [31], and have been shown to be less
costly and as effective as manual grading [32]. Similarly,
there is potential for the development of automated sys-
tems for glaucoma recognition from retinal photographs
[33]. The performance of photography, with and without
automated grading, compared with simple visual field
testing would need to be compared within the interven-
tion arm in a future glaucoma screening trial or in a
parallel companion study. Screening tests suitable for
self-assessment are in the early stages of development,
and should be considered as an option when the tech-
nologies have advanced sufficiently.

This study is one of the first to show the formal inte-
gration of qualitative and quantitative methodologies (as
promoted in the MRC guidance) in the development of
a complex intervention and specifically the use of a qua-
litative enquiry to restructure the care pathways of an
economic model. The qualitative exploration enabled
agreement to emerge for some aspects of the proposed
intervention, whilst allowing reasons for disagreement to
be explored in-depth. The detailed information that
underpinned the lack of consensus (e.g. the disagree-
ments between the professional groupings) informs the
implementation planning for any of the proposed inter-
ventions, and aided interpretation of the results of the
economic analysis in particular highlighting that a more
universal coverage of screening all individuals above a
certain minimum age would represent a more appropri-
ate balance between equality of access and cost-effec-
tiveness. The economic modelling facilitated the
reduction of a wide selection of suggested interventions
to a shortlist representing those most likely to be cost-
effective. The study also brought together the perspec-
tives of a wide range of stakeholders (including ophthal-
mologists, optometrists, GPs, nurses, technicians and
policy makers) who would all have input into a screen-
ing programme for glaucoma, and this breadth of per-
spective adds to the veracity of our findings. Also, while
previous attempts to provide high quality evidence for
the case of screening for glaucoma have concentrated
on the technical and technological aspects of design,
evaluation and assessment, our research has also consid-
ered the implications of a screening programme on the
complex organisational context in which the manage-
ment of glaucoma exists.

Whilst our project was successful in facilitating the
development of an intervention for future testing in a
trial of glaucoma screening, it did have a number of lim-
itations. In particular, recruitment proved more difficult
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in practice than had been hoped. Whilst ophthalmolo-
gists and optometrists were easier to recruit, nurses,
technicians and general practitioners were more diffi-
cult. In the case of nurses and technicians, the difficulty
appeared to be related to confidence in speaking as one
who is located relatively low in the clinical ‘hierarchy’,
whilst difficulties in recruiting general practitioners’ in
research is well recognised [34]. Additionally, despite
the use of telephone interviews, we were unable to
recruit as many respondents with practice experience of
isolated and rural locations.

The MRC revised guidance outlines well the appropri-
ate steps for the development of a complex intervention
[1]. Integral to its tenets is the recommendation for the
synthesis of qualitative and quantitative methods, as well
as the need to consider implementation issues through
participants’ accounts of their perspectives and experi-
ences. The integration process, however, required signif-
icant iteration between the disciplinary approaches to
ensure that the qualitative data could be synthesised
into an economic model. The specification of particular
screening interventions was a challenge for the qualita-
tive researchers because this was not a standard way of
interpreting the data produced. Nevertheless, two com-
plementary mechanisms to synthesising the qualitative
data were used - firstly to systematically sort and
describe the respondents’ opinions about preferred com-
ponents of the intervention (to allow direct usage in the
economic model) and secondly to use the richness of
the data provided by the qualitative data to undertake
an interpretative analysis of the results of the economic
model and around the implementation considerations in
which the preferences were nested. The importance of
interplay between disciplines in mixed methods research
has been emphasised in the literature, particularly by
O’Cathain and colleagues [35].

We have identified screening strategies that are accep-
table in a service provider and policy context, but they
may not be acceptable to health care users. Additional
research is required to elicit the beliefs of health service
users regarding the acceptability of these screening
interventions and their current use of eye care services
to identify the most likely behaviour change interven-
tions for maximising attendance for glaucoma testing.
These findings will provide additional information, in
terms of potential uptake of any screening interventions
and current uptake of current eye care services, to be
integrated into the economic model to inform the feasi-
bility of any future glaucoma screening trial. This
research is underway.

Conclusions
This paper has highlighted how mixed methods research
can inform the development of an intervention for
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screening for open angle glaucoma. It allowed the iden-
tification of screening interventions that could be imple-
mented in a UK health service context. Integration
within an economic modelling framework explicitly
highlighted the trade-off between cost-effectiveness, fea-
sibility and equity. The next step in the intervention
development is to seek the views of service users.

Acknowledgements

We thank all those who participated in the interview process.

This paper was developed from the first phase of a project funded by the
Medical Research Council (project reference G0701759) Developing the
intervention & outcome components of a proposed randomised controlled
trial of screening for open angle glaucoma. The Health Services Research
Unit and the Health Economics Research Unit are both core funded by the
Chief Scientist Office of the Scottish Government Health Directorates. The
views expressed in this report are those of the authors and not necessarily
those of the funders. The University of Aberdeen sponsored the study.

Authors’ contributions

JMB, MKC, JJF, AG, RH, CR, and LV had the original ideas for the study. All
authors developed the protocol. AG, DH, SMcC and conducted the
interviews, DH, AG performed the qualitative analysis. RH performed the
economic analysis. All authors contributed to critical revisions of the paper.
AG is guarantor.

Authors’ information

Members of the Glaucoma screening Platform Study group:

Writing committee for this paper: (in alphabetical order) Jennifer M Burr,
Marion K Campbell, Susan E Campbell, Jillian J Francis, Alexandra Greene,
Rodolfo Hernandez, Debra Hopkins, Sharon K McCann and Luke D Vale. The
writing committee have read and approved the final manuscript.
Management group (additional to writing group members): (in
alphabetical order) Augusto Azuara-Blanco, Maria Prior and Craig Ramsay
Advisory Group: (in alphabetical order) Rustom Bativala, David Crabb, David
Garway-Heath, Roger Hitchings; Stephen McPherson, Anja Tuulonen, Ananth
Viswanathan, Heather Waterman and Richard Wormald.

Competing interests
The authors declare that they have no competing interests.

Received: 20 October 2010 Accepted: 21 April 2011
Published: 21 April 2011

References

1. Craig P, Dieppe P, Macintyre S, Michie S, Nazareth |, Petticrew M:
Developing and evaluating complex interventions: the new Medical
Research Council guidance. Br Med J 2008, 337:a1655.

2. Quigley HA, Broman AT: The number of people with glaucoma
worldwide in 2010 and 2020. Br J Ophthalmol 2006, 90(3):262-7.

3. Bunce C, Wormald R: Leading causes of certification for blindness and
partial sight in England & Wales. BMC Public Health 2006, 6(58):7.

4. Maier P, Funk J, Schwarzer G, Antes G, Falck-Ytter Y: Treatment of ocular
hypertension and open angle glaucoma: meta-analysis of randomised
controlled trials. BMJ 2005, 331(7509):134.

5. Vass C Hirn C, Sycha T, Findl O, Bauer P, Schmetterer L: Medical
interventions for primary open angle glaucoma and ocular
hypertension. Cochrane Database of Systematic Reviews 2007, , 4: 003167.

6. Burr JM, Mowatt G, Herndndez R, Siddiqui MA, Cook J, Lourenco T,
Ramsay C, Vale L, Fraser C, Azuara-Blanco A, Deeks J, Caimns J, Wormald R,
McPherson S, Rabindranath K, Grant A: The clinical effectiveness and cost-
effectiveness of screening for open angle glaucoma: a systematic review
and economic evaluation. Health Technol Assess 2007, ix-x, 1-190; Oct;11
).

7. Grant W, Burke J: Why Do Some People Go Blind from Glaucoma.
Ophthalmology 1982, 89:991-8.

8. Chen PP: Blindness in patients with treated open-angle glaucoma.
Ophthalmology 2003, 110(4):726-33.


http://www.ncbi.nlm.nih.gov/pubmed/16488940?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16488940?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16409623?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16409623?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15994659?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15994659?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15994659?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/7177577?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12689894?dopt=Abstract

BMC Medical Research Methodology 2011, 11:54
http://www.biomedcentral.com/1471-2288/11/54

20.

21.

22.

23.

24,

25.

26.

27.

28.

29.

30.

32.

33.

Fraser S, Bunce C, Wormald R: Risk factors for late presentation in chronic
glaucoma. Invest Ophthalmol Vis Sci 1999, 40(10):2251-7.

Cross V, Shah P, Bativala R, Spurgeon P: ReGAE 2 glaucoma awareness
and the primary eye-care service: some perceptions among African
Caribbeans in Birmingham UK. £ye 2007, 21(7):912-20.

Attebo K, Mitchell P, Cumming R, Smith W: Knowledge and beliefs about
common eye diseases. Australian & New Zealand Journal of Ophthalmology
1997, 25(4):283-7.

Tuck MW, Crick RP: Screening for glaucoma. Why is the disease
underdetected? Drugs & Aging 1997, 10(1):1-9, [Review].

Brittain GP, Austin DJ, Kelly SP: A prospective survey to determine sources
and diagnostic accuracy of glaucoma referrals. Health Trends 1988,
20(2):43-4.

Bowling B, Chen SD, Salmon JF: Outcomes of referrals by community
optometrists to a hospital glaucoma service. Br J Ophthalmol 2005,
89(9):1102-4.

Bell RW, O'Brien C: Accuracy of referral to a glaucoma clinic. Ophthalmic &
Physiological Optics 1997, 17(1):7-11.

Programme appraisal criteria: criteria for appraising the viability,
effectiveness and appropriateness of a screening programme. 2010
[http//www.screening.nhs.uk/criterial.

Glaucoma : the UK NSC policy on glaucoma screening in adults. 2010
[http://www.screening.nhs.uk/glaucomal.

Hatt S, Wormald R, Burr J: Screening for prevention of optic nerve
damage due to chronic open angle glaucoma. Cochrane Database of
Systematic Reviews 2006, , 4: 006129.

National Institute for Clinical Excellence: Guide to the methods of technology
appraisal London: NICE; 2008.

Hernandez RA, Burr JM, Vale LD, OAG Screening Project Group: Economic
evaluation of screening for open-angle glaucoma. Int J Technol Assess
Health Care 2008, 24(2):203-11.

Vaahtoranta-Lehtonen H, Tuulonen A, Aronen P, Sintonen H, Suoranta L,
Kovanen N: Cost effectiveness and cost utility of an organized screening
programme for glaucoma. Acta Ophthalmol Scand 2007, 85(5):508-18.
Hitchings RA: Glaucoma: an area of darkness. Eye (Lond) 2009,
23(9):1764-74.

Fleming C, Whitlock EP, Beil T, Smit B, Harris RP: Screening for primary
open-angle glaucoma in the primary care setting: an update for the US
preventive services task force. Annals of Family Medicine 2005, 3(2):167-70.
Cote B, Rodriguez N: Population screening for primary open-angle
glaucoma (Structured abstract). Montreal: Agence d'Evaluation des
Technologies et des Modes d'Intervention en Sante (AETMIS); 2007.

Haute Autorite de Sante (French National Authority for Health): Glaucoma:
screening and early diagnosis - problems and outlook in France. Paris:
Haute Autorite de Sante (French National Authority for Health) (HAS); 2007.
Mowatt G, Burr JM, Cook JA, Siddiqui MA, Ramsay C, Fraser C: Screening
tests for detecting open-angle glaucoma: systematic review and meta-
analysis. Invest Ophthalmol Vis Sci 2008, 49(12):5373-85.

Vision 2020 UK: the right to sight.fhttp://www.vision2020uk.org.uk/].
Barbour RS: Checklists for improving rigour in qualitative research: a case
of the tail wagging the dog? BMJ 2001, 322:1115-17.

Ocular Hypertension Treatment Study Group; European Glaucoma
Prevention Study Group, Gordon MO, Torri V, Miglior S, Beiser JA, Floriani |,
Miller JP, Gao F, Adamsons |, Poli D, D'Agostino RB, Kass MA: Validated
prediction model for the development of primary open-angle glaucoma
in individuals with ocular hypertension. Ophthalmology 2007, 114(1):10-9.
Principles and practice of screening for disease, Geneva: WHO:[http.//
whglibdoc.who.int/php/WHO_PHP_34.pdf].

Philip S, Fleming AD, Goatman KA, Fonseca S, McNamee P, Scotland GS:
The efficacy of automated “disease/no disease” grading for diabetic
retinopathy in a systematic screening programme. Br J Ophthalmol 2007,
91(11):1512-7.

Scotland GS, McNamee P, Philip S, Fleming AD, Goatman KA, Prescott GJ,
Fonseca S, Sharp PF, Olson JA: Cost-effectiveness of implementing
automated grading within the national screening programme for
diabetic retinopathy in Scotland. Br J Ophthalmol 2007, 91(11):1518-23.
Wong DW, Liu J, Lim JH, Tan NM, Zhang Z, Lu S: Intelligent fusion of cup-
to-disc ratio determination methods for glaucoma detection in ARGALI.
Conference Proceedings: ..Annual International Conference of the IEEE
Engineering in Medicine & Biology Society 2009, 2009:5777-80.

Page 10 of 10

34, Cook J, Dickinson H, Eccles M: Response rates in postal surveys of
healthcare professionals between 1996 and 2005: An observational
study. BMC Health Services Research 2009, 9(1):160.

35, O'Cathain A, Murphy E, Nicholl J: Multidisciplinary, interdisciplinary, or
dysfunctional? Team working in mixed-methods research. Qual Health
Res 2008, 18(11):1574-85.

Pre-publication history
The pre-publication history for this paper can be accessed here:
http://www.biomedcentral.com/1471-2288/11/54/prepub

doi:10.1186/1471-2288-11-54

Cite this article as: : Developing the clinical components of a complex
intervention for a glaucoma screening trial: a mixed methods study.
BMC Medical Research Methodology 2011 11:54.

Submit your next manuscript to BioMed Central
and take full advantage of:

e Convenient online submission

e Thorough peer review

¢ No space constraints or color figure charges

¢ Immediate publication on acceptance

¢ Inclusion in PubMed, CAS, Scopus and Google Scholar

¢ Research which is freely available for redistribution

Submit your manuscript at
www.biomedcentral.com/submit

( BiolMed Central



http://www.ncbi.nlm.nih.gov/pubmed/10476790?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10476790?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16902494?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16902494?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16902494?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21516537?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21516537?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21516518?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21516518?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10288506?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10288506?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16113358?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16113358?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21516460?dopt=Abstract
http://www.screening.nhs.uk/criteria
http://www.screening.nhs.uk/glaucoma
http://www.ncbi.nlm.nih.gov/pubmed/18400124?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18400124?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17655612?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17655612?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15798044?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15798044?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15798044?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18614810?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18614810?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18614810?dopt=Abstract
http://www.vision2020uk.org.uk/
http://www.ncbi.nlm.nih.gov/pubmed/11337448?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11337448?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17095090?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17095090?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17095090?dopt=Abstract
http://whqlibdoc.who.int/php/WHO_PHP_34.pdf
http://whqlibdoc.who.int/php/WHO_PHP_34.pdf
http://www.ncbi.nlm.nih.gov/pubmed/17504851?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17504851?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17585001?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17585001?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17585001?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21438186?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21438186?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19751504?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19751504?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19751504?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18849518?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18849518?dopt=Abstract
http://www.biomedcentral.com/1471-2288/11/54/prepub

	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Elicitation of provider perspectives on a potential screening intervention
	Recruitment and sampling
	Interviews
	Data handling and analysis

	Economic modelling

	Results
	Interviews
	Preferred site
	Target population
	Preferred Test(s) and preferred operator

	Summary of the results of the interviews
	Economic assessment of likely cost-effectiveness

	Discussion
	Conclusions
	Acknowledgements
	Authors' contributions
	Authors' information
	Competing interests
	References
	Pre-publication history


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 500
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 500
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 5.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents suitable for reliable viewing and printing of business documents.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


