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Scientific summary

Background

Sore throat is a common condition caused by an infection of the airway. Clinical descriptions of acute
sore throat include acute pharyngitis and tonsillitis, which are both infections of the upper respiratory
airway affecting the mucosa. Most cases are viral; however, a small number of these infections may be
caused by the group A Streptococcus bacterium. Most sore throats resolve spontaneously within a few
weeks. An analysis of UK primary care use data identified a reduction in antibiotic prescribing in the
UK between 1993 and 2001 for diagnosed episodes of sore throat. Despite this reduction, sore throat
and other respiratory tract infections remain a common reason for primary care use.

Point-of-care testing (rapid antigen detection and molecular tests) in primary care has been recognised as
an emerging technology for aiding targeted antibiotic prescribing in cases of sore throat. These tests are
intended to be used in addition to clinical scoring systems, such as FeverPAIN and Centor. The purpose of
these tests is to increase diagnostic confidence of a suspected group A streptococcal infection, to guide
antimicrobial prescribing decisions in people presenting with an acute sore throat and to contribute to
improving antimicrobial stewardship. The tests may be suitable for use in all settings where patients may
present with an acute sore throat (Centor scores of ≥ 3 points, FeverPAIN scores of ≥ 4 points); these
include primary and secondary care, and community pharmacies.

Decision question

The decision problem for this assessment is what is the clinical effectiveness and cost-effectiveness
of rapid antigen detection and molecular tests in patients with high clinical scores (Centor scores of
≥ 3 points, FeverPAIN scores of ≥ 4 points), compared with the use of clinical scoring tools alone,
for increasing the diagnostic confidence of suspected group A streptococcal infection in people who
present with an acute sore throat in primary and secondary care?

Objectives

To systematically review the evidence for the clinical effectiveness of rapid antigen detection and
molecular tests; systematically review existing economic evaluations; and develop a de novo economic
model to assess the cost-effectiveness of rapid antigen detection and molecular tests in conjunction
with clinical scoring tools compared with clinical scoring tools alone in England and Wales.

Methods

Clinical effectiveness and cost-effectiveness systematic reviews
Multiple electronic databases were searched from inception to March 2019 for both the clinical
effectiveness reviews and the cost-effectiveness reviews.

The following databases were searched in November and December 2018 and searches were updated
in March 2019: MEDLINE [via OvidSP (Health First, Rockledge, FL, USA)], MEDLINE In-Process &
Other Non-Indexed Citations (via OvidSP), MEDLINE Epub Ahead of Print (via OvidSP), MEDLINE
Daily Update (via OvidSP), EMBASE (via OvidSP), Cochrane Database of Systematic Reviews [via Wiley
Online Library (John Wiley & Sons, Inc., Hoboken, NJ, USA)], Cochrane Central Register of Controlled
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Trials (CENTRAL) (via Wiley Online Library), Database of Abstracts of Reviews of Effects (DARE) (via
the Centre for Reviews and Dissemination), Health Technology Assessment database (via the Centre
for Reviews and Dissemination), Science Citation Index and Conference Proceedings [via the Web of
Science™ (Clarivate Analytics, Philadelphia, PA, USA)] and the PROSPERO International Prospective
Register of Systematic Reviews (via the Centre for Reviews and Dissemination).

Supplementary searches were used to identify additional published and unpublished studies. Reference
lists of the included studies and information provided by the manufacturers of the intervention tests
were checked for additional eligible studies.

Two reviewers independently screened and assessed titles and abstracts of all records. Studies were
included according to the following criteria:

l Population – people aged ≥ 5 years presenting with symptoms of an acute sore throat.
l Intervention – point-of-care tests for group A Streptococcus (including rapid antigen detection tests

and molecular tests), preferably in those identified as being at high risk.
l Comparator – antibiotic-prescribing decisions using clinical scoring tools for group A Streptococcus,

such as FeverPAIN or Centor/modified Centor (McIsaac) alone.
l Reference standard – microbiological culture.
l Outcomes – any patient-related outcome, test accuracy (the ability of a test to correctly

differentiate between people who do and people who do not have a disease) or performance,
prescribing behaviour and cost-effectiveness estimates.

l Study design – clinical test accuracy studies that compare the index tests and/or FeverPAIN/Centor/
McIsaac scores with throat swab culture. Studies of head-to-head comparisons of rapid tests were
eligible for inclusion if test accuracy statistics were reported for each test. For prescribing behaviour,
any study design that compared the index test and/or clinical scores (i.e. FeverPAIN/Centor/McIsaac)
with culture was eligible. For cost-effectiveness, any full economic evaluations (or economic models)
reporting both cost and outcome estimates were eligible.

l Health-care setting – primary care (general practice clinics, community pharmacies and walk-in
centres) and secondary care (urgent care/walk-in centres and emergency departments) settings.

Data were extracted by one reviewer and checked by a second reviewer. Discrepancies were resolved
via discussion or by a third reviewer. Evidence was synthesised using narrative review and statistical
methods where appropriate. Meta-analyses were undertaken in Stata® version 15 (StataCorp LP,
College Station, TX, USA).

Study quality assessment of eligible studies was undertaken using recognised checklists [tailored Quality
Assessment of Diagnostic Accuracy Studies – 2 (QUADAS-2), Cochrane Risk of Bias, Joanna Briggs
Institute Critical Appraisal Checklist for analytical cross-sectional studies and Consolidated Health
Economic Evaluation Reporting Standards (CHEERS)].

Cost-effectiveness model
A de novo decision tree model was built in Microsoft Excel® (Microsoft Corporation, Redmond,WA, USA)
to assess the cost-effectiveness of rapid antigen detection and molecular tests in conjunction with clinical
scoring tools, compared with the use of clinical scoring tools alone. The base-case economic model included
adult patients who were seen in primary care with suspected group A streptococcal infection. The base-case
model was adapted to look at the following subgroups with suspected group A streptococcal infection: adult
patients seen in the hospital, children seen in primary care and children seen in the hospital. The data for the
model included prevalence information from the systematic clinical effectiveness review, published literature
and expert opinion. The model estimated the mean total costs and mean total quality-adjusted life-years for
each rapid antigen detection test and molecular test over a 1-year time horizon, and adopted an NHS and
Personal Social Services perspective. Costs were in 2017/18 prices. No discounting of costs and outcomes
was undertaken. Outcomes are reported as incremental cost-effectiveness ratios expressed in terms of
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cost per quality-adjusted life-year gained. A number of sensitivity analyses were undertaken. Probability
sensitivity analyses were also undertaken (1000 model runs).

Results

The searches identified 5919 records of clinical effectiveness and 6980 records of cost-effectiveness,
of which we included 38 and three studies, respectively.

The systematic review of clinical effectiveness studies identified 38 studies that used the point-of-care
tests identified in the National Institute for Health and Care Excellence scope and/or clinical scores
with biological cultures as a reference standard. These comprised 26 full-text articles, three abstracts,
five manufacturer’s submissions (submitted directly to the National Institute for Health and Care
Excellence in response to a request for information) and four US Food and Drug Administration
documents. There were 26 studies (23 full-text articles and three abstracts) that reported test accuracy
data. The methodological quality of the included studies was poor. In particular, in 65.4% (17/26) of
studies it was unclear whether the sample was consecutive or convenience. Convenience samples may
not provide a true representation of the prevalence of group A streptococci. There was judged to be a
high level of bias concerning methods of patient selection. Overall, the findings reveal variations in the
sensitivity (0.679 to 1.00) and specificity (0.733 to 1.00) estimates of point-of-care tests. These point
estimates were 0.829 to 0.946 for sensitivity and 0.849 to 0.991 for specificity in high-risk populations,
including patients with Centor/McIsaac scores of > 2 points, representing the population of interest.
These estimates do not account for any of the unpublished manufacturer submissions.

Direct comparison with sore throat clinical scoring tools revealed that point-of-care tests were
generally more specific. However, one methodological limitation concerns the varying way that clinical
scoring tools have been implemented across the included studies. For instance, different studies apply
different clinical score cut-off points when recruiting patients. None of these studies matched the
proposed pathway of care and treatment for patients with acute streptococcal pharyngitis, which
would entail evaluating the test accuracy of a combined strategy of sore throat clinical scores at the
recommended National Institute for Health and Care Excellence thresholds (Centor/McIsaac score of
≥ 3 points or FeverPAIN score of ≥ 4 points) and point-of-care tests. This limitation potentially holds
important economic implications, as attempts to model this proposed pathway may not be informed by
the availability of empirical data. In addition, the over-representation of the Alere™ TestPack +Plus
(Abbott Laboratories, Abbott Park, IL, USA) group A streptococcal test relative to other point-of-care
tests, as well as the overlap of patients across different age groups, potentially raises applicability
concerns in the economic model.

Data for test accuracy were sparse for each combination of test, population and setting. There were
very few head-to-head (direct) comparison studies between index tests. It was not possible to identify
which test is the most accurate owing to the lack of available evidence. There was a large degree of
heterogeneity among results for studies using the same rapid test. Where a test is reported in several
studies, its accuracy may appear lower than that of tests reported in only a single study, particularly
those at high risk of bias or with unpublished methods, so we report on number and quality of data
available as well as accuracy estimates. The heterogeneity introduced by the differing characteristics
of the studies further confounded attempts to produce meaningful estimates of test performance,
such as care setting, age group, throat score restriction and disease prevalence. Owing to the potential
heterogeneity, estimates for the sensitivity and specificity of each test were stratified by age group,
throat score and care setting, although a lack of evidence meant that generalisations had to be made
for the majority of estimates.

Of the scoped secondary outcomes, our search identified only studies discussing antibiotic-prescribing
rates and appropriateness (n = 12). There is some randomised controlled trial evidence to suggest
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that the use of rapid antigen detection tests may help to reduce antibiotic-prescribing rates, but there
was no evidence on the effect of using molecular technologies. If a test was proven to be extremely
accurate, then it is plausible that clinical staff would trust the outcomes. No information was found
on the number of appointments required per episode, morbidity, mortality, onward transmission of
infection, health-related quality of life, patient satisfaction with the test or health-care professional
satisfaction with the test.

Cost-effectiveness
The systematic review of cost-effectiveness studies identified three studies that used the rapid antigen
detection tests, as identified in the National Institute for Health and Care Excellence scope, and were
classed as economic evaluations. Two studies had some notable limitations and data could not be fully
extracted. The one study that allowed a full data extraction was classed as a high-quality economic
evaluation when checked against the CHEERS reporting tool.

Fourteen of the 21 tests listed in the National Institute for Health and Care Excellence’s scope had data
on test accuracy and costs that were relevant to be included in the final economic modelling. In the base-
case analysis, which included adult patients seen in primary care with suspected group A streptococcal
infection, the economic model found considerable uncertainty about the cost-effectiveness of the
different point-of-care tests for suspected group A streptococcal infection. This finding was also seen
in the other economic models that were adapted (adult patients seen in the hospital, children seen in
primary care and children seen in the hospital). Important uncertainties in the model include parameter
inputs and assumptions that increase the (1) cost of testing (acquisition cost of test, additional clinician
time for administering and processing test results, and cost of confirmatory throat culture for those
testing negative) and (2) penalty for antibiotic overprescription/unnecessary antibiotic use (acquisition
cost of antibiotic and probabilities for penicillin-induced anaphylaxis and rash).

Discussion and conclusions

Main findings
The systematic review and cost-effectiveness model identify uncertainties around the adoption of
point-of-care tests in the NHS. The available evidence is heterogeneous in populations studied, design,
methods and analysis. Although sensitivity and specificity estimates are promising, we have little
information on the best point-of-care test to use. Although there is potential for the point-of-care
tests to be cost-effectiveness in both primary and secondary care settings, key parameter inputs and
modelling assumptions need to be confirmed and model findings remain uncertain.

Strengths and limitations
Strengths of the work include a robust and comprehensive systematic review strategy (literature
search, data extraction and analysis) and the building of a de novo decision tree model to assess
cost-effectiveness.

No studies on point-of-care use in a pharmacy setting or in the elderly population were retrieved.
In addition, no study matched the proposed pathway of care and treatment for patients with acute
streptococcal pharyngitis, which would entail evaluating the test accuracy of a combined strategy of
sore throat clinical scores at the recommended National Institute for Health and Care Excellence
thresholds (i.e. Centor/McIsaac score of ≥ 3 points or FeverPAIN score of ≥ 4 points) and point-of-care
tests in the age groups defined in the scope.

Although the economic model represented the clinical care pathway in the NHS, practice and
management will vary from site to site (within and across both primary care settings and secondary
care settings). The modelling may have underestimated the costs as we did not take into account the
different strains of group A Streptococcus, which may have influenced test performance and altered the
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profile of complications, seasonality of group A streptococcal infection and the onward transmission of
the infection.

Implications for health care
Our findings indicate that point-of-care testing was not cost-effective within the current thresholds
and should be viewed cautiously by clinicians and policy-makers, in view of the poor quality of the
evidence that was available to us. Health-care professionals should be mindful of the potential
variation in performance of the different testing methods and strategies in their day-to-day practice.

Research priorities
Further research is needed to understand the test accuracy of point-of-care tests within the proposed NHS
pathway and within comparable settings and patient groups. Future work that considers head-to-head test
accuracy studies or randomised controlled trials using multiple point-of-care tests in relevant populations
would provide relevant comparator information and determine the value of point-of-care testing.

Study registration

The protocol of the review is registered as PROSPERO CRD42018118653.

Funding

This project was funded by the National Institute for Health Research (NIHR) Health Technology
Assessment programme and will be published in full in Health Technology Assessment; Vol. 24, No. 31.
See the NIHR Journals Library website for further project information.

SCIENTIFIC SUMMARY: ANTIGEN DETECTION AND MOLECULAR TESTS FOR STREP A INFECTION

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

vi



Health Technology Assessment NICE TAR and DAR

ISSN 1366-5278 (Print)

ISSN 2046-4924 (Online)

Impact factor: 3.819

Health Technology Assessment is indexed in MEDLINE, CINAHL, EMBASE, the Cochrane Library and Clarivate Analytics
Science Citation Index.

This journal is a member of and subscribes to the principles of the Committee on Publication Ethics (COPE)
(www.publicationethics.org/).

Editorial contact: journals.library@nihr.ac.uk

The full HTA archive is freely available to view online at www.journalslibrary.nihr.ac.uk/hta. Print-on-demand copies can be
purchased from the report pages of the NIHR Journals Library website: www.journalslibrary.nihr.ac.uk

Criteria for inclusion in the Health Technology Assessment journal
Reports are published in Health Technology Assessment (HTA) if (1) they have resulted from work for the HTA programme,
and (2) they are of a sufficiently high scientific quality as assessed by the reviewers and editors.

Reviews in Health Technology Assessment are termed ‘systematic’ when the account of the search appraisal and synthesis
methods (to minimise biases and random errors) would, in theory, permit the replication of the review by others.

HTA programme
Health Technology Assessment (HTA) research is undertaken where some evidence already exists to show that a technology can
be effective and this needs to be compared to the current standard intervention to see which works best. Research can evaluate
any intervention used in the treatment, prevention or diagnosis of disease, provided the study outcomes lead to findings that
have the potential to be of direct benefit to NHS patients. Technologies in this context mean any method used to promote
health; prevent and treat disease; and improve rehabilitation or long-term care. They are not confined to new drugs and include
any intervention used in the treatment, prevention or diagnosis of disease.

The journal is indexed in NHS Evidence via its abstracts included in MEDLINE and its Technology Assessment Reports inform
National Institute for Health and Care Excellence (NICE) guidance. HTA research is also an important source of evidence for
National Screening Committee (NSC) policy decisions.

This report
The research reported in this issue of the journal was funded by the HTA programme as project number NIHR127666. The
contractual start date was in November 2018. The draft report began editorial review in June 2019 and was accepted for
publication in November 2019. The authors have been wholly responsible for all data collection, analysis and interpretation, and
for writing up their work. The HTA editors and publisher have tried to ensure the accuracy of the authors’ report and would
like to thank the reviewers for their constructive comments on the draft document. However, they do not accept liability for
damages or losses arising from material published in this report.

This report presents independent research funded by the National Institute for Health Research (NIHR). The views and opinions
expressed by authors in this publication are those of the authors and do not necessarily reflect those of the NHS, the NIHR,
NETSCC, the HTA programme or the Department of Health and Social Care. If there are verbatim quotations included in this
publication the views and opinions expressed by the interviewees are those of the interviewees and do not necessarily reflect
those of the authors, those of the NHS, the NIHR, NETSCC, the HTA programme or the Department of Health and Social Care.

© Queen’s Printer and Controller of HMSO 2020. This work was produced by Fraser et al. under the terms of a commissioning
contract issued by the Secretary of State for Health and Social Care. 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.

Published by the NIHR Journals Library (www.journalslibrary.nihr.ac.uk), produced by Prepress Projects Ltd, Perth, Scotland
(www.prepress-projects.co.uk).



Editor-in-Chief of Health Technology Assessment and NIHR Journals Library

Professor Ken Stein Professor of Public Health, University of Exeter Medical School, UK

NIHR Journals Library Editors

Professor John Powell Chair of HTA and EME Editorial Board and Editor-in-Chief of HTA and EME journals. 
 Consultant Clinical Adviser, National Institute for Health and Care Excellence (NICE), UK, and Senior Clinical 

Professor Andrée Le May

Professor Matthias Beck

Dr Tessa Crilly

Dr Eugenia Cronin Senior Scientific Advisor, Wessex Institute, UK

Dr Peter Davidson

Ms Tara Lamont

Dr Catriona McDaid

Professor William McGuire

Professor Geoffrey Meads Professor of Wellbeing Research, University of Winchester, UK

Professor John Norrie Chair in Medical Statistics, University of Edinburgh, UK

Professor James Raftery

Dr Rob Riemsma

Professor Helen Roberts

Professor Jonathan Ross

Professor Helen Snooks Professor of Health Services Research, Institute of Life Science, College of Medicine, 
Swansea University, UK

Professor Ken Stein Professor of Public Health, University of Exeter Medical School, UK

Professor Jim Thornton

Professor Martin Underwood

Please visit the website for a list of editors: 

Editorial contact:  



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /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 /Warning
  /CompatibilityLevel 1.5
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /sRGB
  /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 false
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo false
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 100
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 100
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /GrayImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 300
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 300
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects true
  /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 ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /ENU (Web PDFs for NIHR Journals Library article summaries \(executive summary, scientific summary, lay summary\). RGB colour space, low-resolution images.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /ConvertToRGB
      /DestinationProfileName (sRGB IEC61966-2.1)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PageMarksFile /RomanDefault
      /PreserveEditing false
      /UntaggedCMYKHandling /UseDocumentProfile
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


