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The COVID-19 pandemic continues to spread all over the world. In the process of emergency
use authorization, the Center for Medical Device Evaluation of the China National Medical
Products Administration issued ‘Key Points of Technical Review for the Registration of SARS-CoV-2
Antigen/Antibody Detection Reagents’ as the guidance of registration of antigen and antibody test
reagents for the industry. In this document, clinical evaluation requirements of antigen detection reagents
are elaborated. Based on the Key Points document and the authors’ review practice, this article explains
the evaluation methods and requirements of clinical performance of SARS-CoV-2 antigen-detecting rapid
diagnostic tests, then analyzes the application scenarios and intended use of antigen detection reagents.
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As the COVID-19 pandemic continues to spread all over the world [1,2], many jurisdictions have urgently au-
thorized or approved severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) diagnostic reagents. In the
global diagnostic standards for COVID-19, nucleic acid amplification tests (NAATs) are used as the most impor-
tant detection method. However, many countries have approved or urgently authorized some antigen detection
reagents [3,4]. As a traditional pathogen detection method, antigen detection reagents are immunological meth-
ods based on antigen–antibody reactions. The methodologies currently used mainly include chemiluminescence
and immunochromatography, among others [5]. The sensitivity of antigen detection is generally lower than that of
NAATs, and there are certain differences between the requirements for sample collection and storage in antigen
detection and NAATs [6]. However, both antigen detection and NAATs are methods that target the virus itself, so
they can be used as direct evidence of infection.

Antigen-detecting rapid diagnostic tests (Ag-RDTs) using the immunochromatographic method are the most
widely used antigen detection reagents [7]. NAATs have higher sensitivity and specificity; but they also have higher
requirements for laboratory and equipment setup, with more complex operation. Ag-RDTs have lower detection
sensitivity; however, they have many advantages, such as easy storage and transportation, simple operation, and low
requirements for equipment and the environment. Because of these characteristics of Ag-RDTs, many countries
have approved SARS-CoV-2 Ag-RDTs on the market [8,9].

The characteristics of Ag-RDTs require some unique considerations in the premarket clinical performance
evaluation of these products. The Center for Medical Device Evaluation of the National Medical Products Ad-
ministration (NMPA) issued ‘Key Points of Technical Review for Registration of SARS-CoV-2 Antigen/Antibody
Detection Reagents’ [10], which, as a guidance of registration, provides a detailed description of the premarket
evaluation methods and indicators for evaluation for such products [11]. Previously, the authors published an article
that analyzed the requirement for antibody detection reagents [12]. Based on the Key Points document and the
authors’ review practice, this article focuses on the clinical research of antigen detection reagents to explain the
evaluation methods and requirements of clinical performance of SARS-CoV-2 antigen detection reagents, then
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analyzes the application scenarios and intended use of antigen detection reagents in the diagnosis of SARS-CoV-2
infections.

Key points of clinical research on SARS-CoV-2 antigen test reagents
The purpose of clinical performance studies of in vitro diagnostic reagents is to confirm the intended use of the
product stated in the labeling. For SARS-CoV-2 antigen detection reagents [13], the purpose of clinical performance
research is to confirm the consistency of the test results with the infection status of the subjects. Therefore, it is
important to focus on the determination of clinical reference standard, subject enrollment criteria, sample collection,
sample size determination, completeness of clinical trial data and statistical analysis requirements to ensure that the
clinical performance results obtained from clinical research can adequately reflect the performance of the product
in the clinical use scenario after the product is launched on the market. Main considerations in the design of such
premarket clinical trials are described in detail in the Key Points document.

Determination of clinical reference methods
The purpose of in vitro diagnostic clinical trials is to evaluate the correlation between the test results of the
reagents and the disease or condition to be diagnosed. For antigen detection reagents, it is necessary to evaluate the
sensitivity and specificity of the antigen test in subjects with suspected COVID-19. Antigen test results should first
be compared with the results of clinical diagnostic criteria. During clinical testing, the clinical diagnostic criteria
should be the basis of the reference system in the diagnosis and treatment plan (guidelines) for the COVID-19.
Consequently, the Key Points document stipulates the diagnosis and treatment guidance issued by the National
Health Commission of China as the reference system [14], including definitions of suspected cases and clinical
diagnostic criteria. Criteria for diagnosis include computed tomography imaging, epidemiological history, clinical
symptoms and laboratory testing results.

Although SARS-CoV-2 antigen reagents are used to detect pathogen infection, there are differences in sensitivity
and other performance of immunological methods compared with commonly used NAATs. Analysis of the perfor-
mance gap between antigen detection results and nucleic acid test results is important in understanding the role of
antigen detection in the diagnosis of COVID-19. Therefore, in the clinical trial of antigen detection reagents, the
nucleic acid test results of the samples should be collected simultaneously in addition to comparison experiments
with clinical diagnostic reference standards.

Subject requirements
The enrolled subjects of the clinical trial should be able to represent the intended population for the reagent.
In clinical trials of Ag-RDTs, suspected cases of COVID-19 should be included, and the applicable scenarios of
antigen detection should be fully considered. The application scenario of antigen detection is generally to find
early infections faster in clinical or epidemic prevention inspections rather than evaluation and monitoring in the
treatment process of clinical institutions. In remote and backward areas where there are no PCR instruments,
antigen detection is a good choice. Therefore, subject selection should be based on the characteristics of the clinical
application scenarios with a focus on the initial infection cases rather than the treated cases. The initial stage of
infection is patients with clinical symptoms within 1 week. Suspected cases are identified as either ‘confirmed cases’
or ‘excluded cases’ based on the clinical diagnostic criteria in the diagnosis and treatment guidance issued by the
National Health Commission of China.

Sample collection requirements
Ag-RDTs are expected to use throat swab and nasopharyngeal swab samples. Freshly collected samples should be
used. Samples should be collected, preserved and transported in accordance with the requirements of the clinical
trial protocol using reagents and methods that have been validated for Ag-RDTs. The antigen detection and
synchronous NAATs should be carried out in a timely manner.

Sample size
It is recommended that the size of the enrolled samples be estimated using an appropriate statistical model
considering the preset values of clinical evaluation indicators such as clinical sensitivity and specificity, as well
as related statistical parameters. The presets for the clinical evaluation indicators should be verified based on
laboratory research and clinical requirements. Based on the preceding clinical evaluation indicators, at least 200
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patients diagnosed with COVID-19 at the initial stage of infection and 300 suspected patients eventually ruled
out of infection should be included. It should be noted that the inclusion of positive patients should be as much as
possible to cover the different times of the initial infection. It should be avoided to include patients at a certain
time point, such as 3–5 days after infection, and to avoid centralized inclusion of strong positive samples. This will
help minimize the selection bias and reduce systematic errors.

Data integrity requirements
Clinical trial data should include detailed and complete clinical background of the subject, including the time of
onset of clinical symptoms, time of visit, time when samples were taken, sample type, and time of the antigen and
nucleic acid testing as well as results. All of the information is important.

Statistical analysis
The purpose of clinical trials on these products is to verify whether declared product results are consistent with
clinical findings and to evaluate whether product performance meets clinical needs. In general, by comparing the
confirmed and excluded results of the COVID-19 testing, 2 × 2 contingency tables in diagnostic tests are used
to display the results and calculate clinical sensitivity and clinical specificity, and confidence intervals are used for
statistical analysis of clinical trial data.

To evaluate the clinical performance of antigen reagents in clinical application scenarios, the antigen test results
are compared with the NAAT results of the same sample. The NAAT result is reported as the Ct value. The smaller
the Ct value obtained by the test, the higher the concentration of the marker in the sample, indicating a higher
viral load of the subject [15]. According to the Ct value of the NAAT results, the samples are divided into strong
positive, medium positive and weak positive groups. The positive and negative agreement rates between the antigen
test and the nucleic acid test in different groups are calculated respectively. The stability and detection ability of
the Ag-RDT results are confirmed by stratified statistical analysis.

Main considerations for clinical research design
The design of the clinical trial for the evaluation of antigen detection reagents is directly related to the purpose of
the study. As direct evidence for infection, sensitivity and specificity are the most concerned indicators in clinical
performance of the tests. Identification of the applicable population in the intended use and applicable scenarios
in which the antigen reagent can play a role in disease diagnosis is critical to the design of such clinical trials.

Why should early infection cases be enrolled?
The main advantages of antigen detection are short detection time and convenient operation. For example, im-
munochromatography reagent only takes about 15–20 min to obtain results. However, the sensitivity of the antigen
detection method is lower compared with NAATs. The advantage of the intended use of an antigen detection reagent
is the rapid detection of infection, not monitoring of infection during treatment. The enrollment criteria of clinical
trials should be formulated according to intended use population of the product and should simulate to the extent
possible the clinical use scenario when the product is post market. Therefore, the positive population during the
clinical trial of the Ag-RDTs should mainly be targeted at patients in the early stage of infection, and the clinical
performance of the reagent in the intended use population should be evaluated. In clinical trials, the course of in-
fection and onset of symptoms of study subjects are obtained from their recorded clinical history. Samples obtained
within 7 days of the onset of symptoms are considered positive cases for early infection [16].

Why do we need to use freshly collected samples?
It should be noted that in the instructions for Ag-RDTs, the requirements for sample collection, storage and sample
processing reagents used in conjunction with them are different from those of NAATs. NAATs mostly use directly
inactivated sample collection tubes, and the use of such samples for antigen detection may affect the detection
results [17]. Therefore, residual samples routinely used in NAATs cannot be directly for antigen reagent clinical
trials. The samples used in the clinical trials for antigen tests need to be collected, stored, processed and tested
in accordance with the relevant requirements in the instructions, and nucleic acid testing should be performed
simultaneously.
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Why should the antigen test results be compared with the nucleic acid test result in addition to the
result of the diagnostic reference standard?
Many scholars have carried out clinical research on SARS-CoV-2 antigen detection reagents. The performance of
antigen detection reagents obtained from different studies are quite different. It is difficult to verify whether these
differences are due to differences in the performance of the reagents or due to gaps in clinical research design and
included cases. Because of the differences in the design and enrolled study subjects, results from different clinical
studies are not comparable. The sensitivity and specificity of products based on different groups of cases do not
represent the overall performance of antigen reagents. When more weak positive cases are included, the clinical
sensitivity will decrease significantly [18,19]. However, if NAATs are used to analyze the positive intervals of the same
sample simultaneously, results from the antigen test can be presented better.

Why do we need to carry out stratified statistics of strong, medium & weak positive samples?
As discussed previously, it is not difficult to find that if more strong positive samples (based on the sample’s own
nucleic acid test results) are included, the positive detection rate and the clinical sensitivity of the antigen test will be
higher [20–22]. The increased sensitivity, however, is likely due to selection bias of the enrolled subjects rather than a
true reflection of the clinical performance of the antigen detection product. Stratified statistical analysis of positive
samples can be performed to evaluate differences in clinical performance among different antigen products. For
samples with different viral loads, a certain Ct value range requirement can be set, such as Ct ≤ 25 and Ct ≤ 30, to
calculate the positive rate of antigen reagents. Through such stratified statistics, the performance of antigen reagents
can be analyzed.

Review practice
Clinical trials for three products have been completed based on the clinical trial requirements discussed previously,
and these products were approved to the market by the NMPA at the time of revising the manuscript on 8 February
2022. The authors found that different products with different methodologies all had better sensitivity in strong
positive samples. As the Ct value of the sample NAATs increases – that is, the positive strength decreases – the
positive detection rate of antigen test reagents gradually decreases.

Taking the clinical data of one of products approved for marketing by the NMPA as an example, the clinical
study enrolled a total of 502 cases. The test results showed that the positive agreement rate of the product with the
nucleic acid test results was 60.8% (95% CI: 52.04–68.91%), and the negative agreement rate was 96.29% (95%
CI: 93.86–97.78%); the overall agreement rate was 87.45% (95% CI: 84.26–90.07%). From the overall data, the
positive detection rate of the Ag-RDTs does not seem to be very good. If stratified analysis is performed, however,
detailed performance results of the product can be obtained. The positive agreement rate of this product is 86.90%
(95% CI: 78.05–92.53%) for samples with a Ct value of the ORF1a/b gene of the nucleic acid test less than 30,
whereas for samples with a Ct value of the ORF1a/b gene of the nucleic acid test less than 25, the positive agreement
rate of this product is 98.18% (95% CI: 90.39–99.68%). The positive detection rate of the product steadily increases
with the intensity of the positivity. The types of sample for clinical evaluation include oropharyngeal swabs and
nasopharyngeal swabs. After preliminary evaluation, the authors confirmed that the clinical performance of the
product can meet the emergency needs of the epidemic. On the contrary, if the detection result of the antigen test
reagent for the strong positive samples in the clinical trial is not satisfactory, it can be inferred that the performance
of the product does not meet the requirements for clinical use.

This analysis also clearly illustrates the clinical performance of Ag-RDTs. Compared with NAATs, the sensitivity
of antigen detection is slightly inferior, which is due to methodological differences. The antigen detection method,
however, has its own advantages. The operation is simple, which does not require a PCR laboratory. The detection
time is short, and the result is available quickly. Based on the preceding circumstances, the NMPA defines the
intended use of antigen testing as the rapid triage and preliminary testing of patients in the early stage of infection
when the epidemic is concentrated, not as a basis for diagnosis and exclusion. It will help to quickly identify infected
individuals and conduct isolation and monitoring in a timely manner. Based on the difference in sensitivity between
antigen detection and NAATs, antigen detection cannot replace NAATs for diagnosis and monitoring of COVID-
19.
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Limitations
The Key Points document and clinical trial requirements mentioned in this article are only for the premarket clinical
research of SARS-CoV-2 Ag-RDTs, and they do not cover postmarket research and other research requirements.
Because of the urgent need for SARS-CoV-2 testing reagents, premarket clinical studies can be limited in scope for
initial analysis of the clinical performance of the product. Moreover, different countries also have differences in the
intended use of detection reagents based on differences in their antiepidemic policies and detection capabilities.
Special attention should be paid when using antigen reagents, as they may miss weak positive samples as screen
methods due to their sensitivities and differences in viral load at different stages of the SARS-CoV-2 infection. For
inspection or diagnostic purposes, this false negative result may result in a wide spread of the infection, Therefore,
Ag-RDTs should not be used as the only diagnostic test method [23–26].

Conclusion
Through meticulously designed clinical studies, it is possible to compensate for the differences in different clinical
trials due to the differences in the included samples, and to analyze the clinical performance of different reagents
horizontally. The clinical research results can reflect the overall clinical performance of the Ag-RDTs, thereby
providing a more accurate reference for its clinical application.

Through clinical studies of multiple products, it is found that Ag-RDTs can obtain a better detection rate in the
detection of strong positive samples, but the detection rate of weak positive samples will decrease. When describing
the clinical performance of antigen detection reagents, it is not recommended to simply describe its sensitivity and
specificity. Details of the study population and sample conditions on which the sensitivity and specificity are based
should be provided. Different clinical studies cannot be directly compared if the population and sample conditions
are unknown, nor can they reflect the performance differences among reagents.

The scope of clinical application of SARS-CoV-2 Ag-RDTs should be considered carefully based on their clinical
performance.

Future perspective
As a traditional method for the diagnosis of infectious diseases, antigen detection plays an important role in the
diagnosis of many diseases. Even with the rapid development of NAATs in recent years, antigen detection still
occupies an important position in clinical diagnosis because it is simple, rapid and direct. In the diagnosis of a
serious infectious disease such as COVID-19, the use of NAATs is undoubtedly the more important method of
detection and diagnosis, but other methods such as antigen detection and antibody detection can also play a role
according to their own performance characteristics [27]. The sensitivity of antigen detection, however, still needs to
be continuously improved. In the process of product development and verification and validation, correct evaluation
of product performance is the key basis for the correct application of products to clinical diagnosis. When choosing
products in clinical use, one should not consider sensitivity as the only indicator of performance. Clinical research
results provided by the manufacturer, the local epidemic prevention policy and the local morbidity rate should be
considered comprehensively [25,28].

For areas with high community disease transmission rates, the use of Ag-RDTs for rapid identification of infected
individuals will help control the spread of the epidemic more quickly, and in remote and backward areas where
there are no PCR instruments, antigen detection is a good option.

Executive summary

• Severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) antigen-detecting rapid diagnostic tests (Ag-RDTs)
have many advantages, such as easy storage and transportation, simple operation, and low requirements for
equipment and environment in the coronavirus disease 2019 (COVID-19) pandemic.

• The Center for Medical Device Evaluation of the National Medical Products Administration (NMPA) issued a
document on ‘Key Points of Technical Review for Registration of SARS-CoV-2 Antigen/Antibody Detection
Reagents.’

• Based on the Key Points document, this article focuses on the clinical research to explain the evaluation methods
and requirements of clinical performance of SARS-CoV-2 antigen detection reagents, then analyzes the
application scenarios and intended use of antigen detection reagents in the diagnosis of SARS-CoV-2 infections.

Determination of clinical reference methods
• The Key Points document stipulates the diagnosis and treatment guidance issued by the National Health

Commission of China as the reference system.
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• Analysis of the performance gap between antigen detection results and nucleic acid amplification tests (NAATs)
results is important in understanding the role of antigen detection in diagnosis of COVID-19.

Subject requirements
• In clinical trials of Ag-RDTs, suspected cases of COVID-19 should be included. The initial stage of infection is

patients with clinical symptoms within 1 week.
Sample collection requirements
• Ag-RDTs are expected to use throat swab and nasopharyngeal swab samples. Freshly collected samples should be

used.
Sample size
• It is recommended that the size of the enrolled samples be estimated using an appropriate statistical model

considering the preset values of clinical evaluation indicators.
• It should be avoided to include patients at a certain time point, such as 3–5 days after infection, and to avoid

centralized inclusion of strong positive samples.
Data integrity requirements
• Clinical trial data should include detailed and complete clinical background of the subject, including the time of

onset of clinical symptoms, time of visit, time when samples were taken, sample type, and time of the antigen
and nucleic acid test as well as results.

Statistical analysis
• In general, 2 × 2 contingency tables are used to display the results and calculate clinical sensitivity and clinical

specificity.
• According to the Ct value of the NAAT results, the samples are divided into strong positive, medium positive and

weak positive groups.
• The positive and negative agreement rates between the antigen test and the nucleic acid test in different groups

are calculated, respectively.
Main considerations for clinical research design
• The positive population during the clinical trial of the Ag-RDTs should mainly be targeted at patients in the early

stage of infection, within 7 days of the onset of symptoms, and the clinical performance of the reagent in the
intended use population should be evaluated.

• Residual samples routinely used in NAATs cannot be directly for antigen reagent clinical trials.
• The sensitivity and specificity of products based on different trials do not represent the real clinical performance

of antigen reagents. However, if NAATs are used to analyze the positive intervals of the same sample
simultaneously, results from the antigen test can be presented better.

• As the measurement of viral loads, a certain Ct value range requirement of NAATs result can be set, such as
Ct ≤ 25 and Ct ≤ 30, to calculate the positive rate of antigen reagents. Through such stratified statistics, the
performance of antigen reagents can be analyzed.

Review practice
• Clinical trials for three products have been completed based on the clinical trial requirements discussed

previously, and these products were approved to the market by the NMPA at the time of revising the manuscript
on 8 February 2022.

• Taking the clinical data of one of the products approved for marketing by the NMPA as an example, the clinical
study enrolled a total of 502 cases.

• The types of sample for clinical evaluation include oropharyngeal swabs and nasopharyngeal swabs.
• After preliminary evaluation, the authors confirmed that the clinical performance of the product can meet the

emergency needs of the epidemic.
Limitations
• The Key Points document and clinical trial requirements mentioned in this article are only for the premarket

clinical research of SARS-CoV-2 Ag-RDTs, and they do not cover postmarket research and other research
requirements.

Conclusion
• Through clinical studies of multiple products, it can be found that Ag-RDTs can obtain a better detection rate in

the detection of strong positive samples, but the detection rate of weak positive samples will decrease.
• The scope of clinical application of SARS-CoV-2 Ag-RDTs should be considered carefully based on their clinical

performance.
Future perspective
• As a traditional method for the diagnosis of infectious diseases, antigen detection plays an important role in the

diagnosis of many diseases.
• The sensitivity of antigen detection, however, still needs to be continuously improved.
• Clinical research results provided by the manufacturer, the local epidemic prevention policy and the local

morbidity rate should be considered comprehensively.
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23. Merino P, Guinea J, Muñoz-Gallego I et al. Multicenter evaluation of the Panbio™ COVID-19 rapid antigen-detection test for the
diagnosis of SARS-CoV-2 infection. Clin. Microbiol. Infect. 27(5), 758–761 (2021).

24. Okoye NC, Barker AP, Curtis K et al. Performance characteristics of BinaxNOW COVID-19 antigen card for screening asymptomatic
individuals in a university setting. J. Clin. Microbiol. 59(4), e03282–e03320 (2021).

25. Kost GJ. Diagnostic strategies for endemic coronavirus disease 2019 (COVID-19). Arch. Pathol. Lab. Med. 146(1), 16–25 (2021).

26. Liu G, Rusling JF. COVID-19 antibody tests and their limitations. ACS Sens. 6(3), 593–612 (2021).

future science group 10.4155/bio-2021-0176

http://www.cmde.org.cn/CL0004/20512.html
http://www.imdrf.org/docs/ghtf/final/sg5/technical-docs/ghtf-sg5-n8-2012-clinical-performance-studies-ivd-medical-devices-121102.pdf


Regulatory Lv, Gao, He et al.

27. He J, Hu P, Gao Y et al. Comparison and application of different immunoassay methods for the detection of SARS-CoV-2. J. Med.
Virol. 92(11), 2777–2784 (2020).

28. Brooks ZC, Das S. COVID-19 testing: impact of prevalence, sensitivity, and specificity on patient risk and cost. Am. J. Clin. Pathol.
154(5), 575–584 (2020).

10.4155/bio-2021-0176 Bioanalysis (Epub ahead of print) future science group



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (Coated FOGRA39 \050ISO 12647-2:2004\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 400
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 400
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /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 ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /ENU ([Based on 'PPG Indesign CS4_5_5.5'] [Based on 'PPG Indesign CS3 PDF Export'] Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /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 true
      /AddPageInfo false
      /AddRegMarks true
      /BleedOffset [
        8.503940
        8.503940
        8.503940
        8.503940
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions false
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 600
        /LineArtTextResolution 2400
        /PresetName (Pureprint flattener)
        /PresetSelector /UseName
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 8.835590
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /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 [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


