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Reports concerning patients with rheumatoid arthritis are derived primarily from specialized
sources, such as randomized clinical trials, clinical cohorts, special clinics, and from a
limited number of countries. Most usual rheumatology care is conducted without
quantitative assessment of patients. These considerations led to the Quantitative Patient
Questionnaires in Standard Monitoring of Patients with Rheumatoid Arthritis (QUEST-RA)
program, undertaken to promote quantitative assessment of patients with rheumatic
diseases in daily clinical practice and to establish a multinational database with a goal of
100 patients in three clinics in each participating country. Between January 2005 and July
2007, the program was established in 22 countries, including 5519 patients, to provide a
general overview of patients who receive usual clinical care. Future directions include
expanding the program to all consecutive patients at participating sites, and in additional
clinics in other countries, with the ultimate goal of improving outcomes for patients in

many countries.

Quantitative measurement in rtheumatoid arthri-
tis (RA) has been greatly advanced over the last
two decades. Recent research has indicated that
aiming for a quantitative target value is associ-
ated with superior outcomes to usual therapy
(1-3]. However, quantitative measures have been
incorporated primarily into clinical research,
such as clinical trials, rather than into usual clin-
ical care. Most usual clinical rheumatology care
continues to be conducted according to ‘Gestalt’
impressions, with laboratory tests as the only
quantitative measures.

Clinical trials have provided invaluable data to
help advance the treatment of RA and other
rheumatic diseases. However, these trials involve
only selected patients, as inclusion and exclusion
criteria frequently leave fewer than 10% of
patients eligible for participation [4,5]. Therefore,
the findings may not be widely generalizable
concerning RA patients in usual care.

In recent years, specialized databases have
been established to assess certain patients with
RA, such as those taking biological agents. These
databases gather quantitative data from usual
clinical care, but the patients again are selected —
generally fewer than 25% of all patients. Fur-
thermore, while the variables in these databases
are 90% similar to one another, the formats are
sufficiently different that the data can only be
pooled for analyses with great complexity.

A few rheumatology sites have approached an
ideal of collecting quantitative data from each
patient at each visit in a standardized database
[6-12], implementing a vision advocated by Fries
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in the 1970s that uniform databases from usual
care of patients with rheumatic diseases could
enhance more rational care and improve patient
outcomes (7,13]. These efforts have provided valu-
able observations that are not available from clin-
ical trials or even specialized clinical databases.
However, most of these databases were derived
from only one or few sites, and again were not
amenable to pooling data for comparisons in a
larger scale. Furthermore, quantitative measures
are not available at all in certain countries. There-
fore, most of the reported data concerning RA are
based on a small, selected minority of all patients.

These considerations led to a program called
Quantitative Patient Questionnaires in Standard
Monitoring of Patients with Rheumatoid

Arthritis (QUEST-RA), with two objectives:

* Promote quantitative assessment of patients
with rheumatic diseases in daily clinical
practice

¢ Establish a multinational database

The initial goal was that rheumatologists in
three or more clinics in different countries
review 100 nonselected consecutive out-patients
with RA [14]. Between January 2005 and July
2007, the program was established in
22 countries: Argentina, Canada, Denmark,
Estonia, Finland, France, Germany, Greece,
Hungary, Ireland, Italy, Latvia, Lithuania,
Poland, Russia, Serbia, Spain, Sweden, The
Netherlands, Turkey, the UK and the USA. Each
patient was assessed according to a standard

protocol to evaluate RA (SPERA) [15].
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The rheumatologists performed a 15-20-min
clinical assessment involving three domains, each
on a one-page form:

* Review of clinical features, including classifi-
cation criteria, extra-articular features, comor-
bidities and relevant surgeries;

* Record of all previous and present DMARD:s,
adverse events and reasons for discontinuation

if the DMARD is no longer taken;

* Undertaking of a 42 joint count including
swollen and tender joints, as well as joints
with limited motion or deformity [16].

The review also included physician global esti-
mate of disease activity, physician report whether
or not the patient had radiographic erosions and
laboratory tests for erythrocyte sedimentation rate
(ESR) and C-reactive protein, and rheumatoid
factor values. Disease activity score (DAS)28 was
calculated for current disease activity [17,18].

The patients completed a four-page expanded
self-report health questionnaire that was trans-
lated into the language of each participating
country according to standard methodology.
The questionnaire included the Health Assess-
ment Questionnaire (HAQ) [19] to assess func-
tional capacity in activities of daily living, visual

analog scales (VAS) for pain, global status, and

fatigue, self-report joint count [20], duration of
morning stiffness, lifestyle choices such as
smoking and physical exercise, height and weight
for body mass index and demographic data
including years of education and work status.

In July 2007, the QUEST-RA database
included 5519 patients from 62 sites in
22 countries [14]. The demographic characteris-
tics are those of a typical RA cohort with 79%
females, more than 90% Caucasians, a mean age
of 57 years and mean education level of 11 years.

In general, patients had active disease, with a
median DAS28 of 4.2. Significant variation was
seen between countries (p < 0.001), ranging
from around 3 in The Netherlands and Finland
to 5.7 in Lithuania and 6.1 in Serbia [14. Among
48 sites at which more than 50 patients were
enrolled, by April 2007 low disease activity of
DAS28 less than 3.2 was observed in more than
50% of patients at seven sites in five countries:
The Netherlands, Finland, USA, Denmark and
Spain (Figure 1). These data extend observations
that a minority of patients at some clinical sites
would be eligible for most RA clinical trials due
to low disease activity [4,5]. By contrast, more
than 50% of patients had high disease activity of
DAS28 greater than 5.1 in five countries: Latvia,
Poland, Argentina, Lithuania and Serbia.

Figure 1. Disease activity according to DAS28 (median, IQR) in QUEST-RA per country and site.
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Reference lines indicate low (DAS28 <3.2) and high (DAS28 >5.1) disease activity. Update from [14], with permission.
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DAS28 and other outcome measures were
associated with gross domestic product (GDP)
in different countries [21]. These observations in

QUEST-RA are with

evidence that macro-economic variables con-

consistent extensive
cerning different nations provide significant
explanation of variation in health outcomes.
GDP predicts variation in overall mortality,
infant mortality and life expectancy [22-24] in dif-
ferent countries, as well as outcomes of specific
diseases, such as 5-year survival of cancer in
22 European countries [25].

Conclusion
The QUEST-RA program is the first study of
patients with RA outside of clinical trials with an
identical protocol in multiple locales, and pro-
vides an overview of patients who receive usual
care in more than 20 countries. These data
appear to be more generalized than data from
single sites, specialized databases or clinical trials.
The QUEST-RA database contains extensive
data that can be further analyzed to better under-
stand demographic, macroeconomic, treatment

and clinical variables which may contribute to
differences in clinical status among patients with
RA in different countries.

Future perspective

QUEST-RA may serve as an initial step towards a
practice at participating sites, to assess quantitative
measures in each patient at each visit. Further
efforts will be directed toward quantitative assess-
ment of all patients at all participating sites and at
additional rheumatology clinical settings using
electronic tools for more feasible data collection,
storage and analyses. The ultimate goal of these
efforts would be to improve outcomes for patients
in many countries over the next 5-10 years.

Financial & competing interests disclosure
The authors have received funding from Abbott. The authors
have no other relevant affiliations or financial involvement
with any organization or entity with a financial interest in
or financial conflict with the subject matter or materials
discussed in the manuscript apart from those disclosed.

No writing assistance was utilized in the production of

this manuscript.

Box 1. Acknowledgements: Abbott for financial support; the QUEST-RA Group.

Denmark

Finland
* Heidi Miikinen, Jyviiskyli Central Hospital, Jyviiskyli

* Reijo Luukkainen, Satakunta Central Hospital, Rauma

France

* Bernard Combe, Hopital Lapeyronie, Montpellier

o Jean Sibilia, Hopital Hautepierre, Strasbourg
Germany

* Ricke Alten, Christof Pohl, Schlosspark-Klinik, Berlin
Ireland

* Patricia Minnock, Our Lady's Hospice, Dublin

Iraly

* Maurizio Cutolo, University of Genova, Genova, Italy

The Netherlands

 Merete Lund Hetland, Copenhagen Univ Hospital at Hvidovre, Hvidovre
* Kim Horslev-Petersen, King Christian the Xth Hospital, Grdsten
o Troels Mork Hansen, Copenhagen Univ Hospital at Herlev, Herlev

* Kai Immonen, Sinikka Forsberg, Jukka Lihteenmiiki, North Karelia Central Hospital, Joensuu

* Laure Gossec, Maxime Dougados, University René Descartes, Hopital Cochin, Paris
e Jean Francis Maillefert, Dijon University Hospital, University of Burgundy, Dijon

o Gertraud Herborn, Rolf Rau, Evangelisches Fachkrankenhaus, Ratingen

* Gerd R Burmester, Bettina Marsmann, Charite — University Medicine Berlin, Berlin

* Barry Bresnihan, St. Vincent University Hospital, Dublin

o Eithne Murphy, Claire Sheehy, Edel Quirke, Connolly Hospital, Dublin
e Joe Devlin, Shafeeq Alragi, Waterford Regional Hospital, Waterford

* Massimiliano Cazzato, Stefano Bombardieri, Santa Chiara Hospital, Pisa
* Gianfranco Ferraccioli, Alessia Morelli, Catholic University of Sacred Heart, Rome

o Fausto Salaffi, Andrea Stancati, University of Ancona, Ancona

o Suzan MM Verstappen, University Medical Center Utrecht, Utrecht, Netherlands
 Margriet Huisman, Sint Franciscus Gasthuis Hospital, Rotterdam

* Monique Hoekstra, Medisch Spectrum Twente, Enschede

www.futuremedicine.com 471



SPECIAL REPORT - Sokka & Pincus

472

Box 1. Acknowledgements: Abbott for financial support; the QUEST-RA Group.

Poland

o Stanislaw Sierakowski, Medical University in Bialystok, Bialystok

* Maria Majdan, Medical University of Lublin, Lublin

» Wojciech Romanowski, Poznan Rheumatology Center in Srem, Srem

*» Wirold Tlustochowicz, Military Institute of Medicine, Warsaw

* Danuta Kapolka, Silesian Hospital for Rheumatology and Rehabilitation in Ustron Slaski, Ustroi Slaski

o Stefan Sadkiewicz, Szpital Wojewodzki im. Jana Biziela, Bydgoszcz

* Danuta Zarowny-Wierzbinska, Wojewodzki Zespol Reumatologiczny im. dr Jadwigi Titz-Kosko, Sopot
Spain

* Antonio Naranjo, Hospital de Gran Canaria Dr. Negrin, Las Palmas

o Jaime Calvo-Alen, Hospital Sierrallana Ganzo, Torrelavega
*» Miguel Belmonte, Hospital General de Castellén, Castellén

Sweden

* Eva Baecklund, Uppsala University Hospital, Uppsala
* Rolf Oding, Margareth Liveborn, Centrallasarettet, Viisterds
* Ann-Carin Holmquist, Hudiksvall Medical Clinic, Hudiksvall

UK

o Peter Taylor, Catherine McClinton, Charing Cross Hospital, London
* Anthony Woolf, Ginny Chorghade, Royal Cornwall Hospital, Truro
o Ernest Choy, Stephen Kelly, Kings College Hospital, London

Turkey

o Feride Gogus, Gazi Medical School, Ankara
* Recep Tunc, Meram Medical Faculty, Konya
o Selda Celic, Cerrahpasa Medic Faculty, Istanbul

Serbia
* Viado Skakic, Aleksander Dimic, Jovan Nedovic, Aleksandra Stankovic, Rheumatology Institut, Niska Banja
USA

o Theodore Pincus, Christopher Swearingen, Vanderbilt University, Nashville, TN
* Yusuf Yazici, NYU Hospital for Joint Diseases, New York, NY
* Martin Bergman, Taylor Hospital, Ridley Park, PA

Argentina

o Sergio Toloza, Santiago Aguero, Sergio Orellana Barrera, Soledad Retamozo, Hospital San Juan Bautista, Catamarca
* Paula Alba, Cruz Lascano, Alejandra Babini, Eduardo Albiero, Hospital of Cordoba, Cordoba

Estonia

* Raili Miiller, Reet Kuuse, Marika Tammaru, Riina Kallikorm, Tartu University Hospital, Tartu
o Tony Peets, East-Tallinn Central Hospital, Tallinn
* [vo Valter, Center for Clinical and Basic Research, Tallinn

Latvia
* Daina Andersone, Pauls Stradina Clinical University Hospital, Riga
Lithuania

o Sigita Stropuviene, Jolanta Dadoniene, Institute of Experimental and Clinical Medicine at Vilnius University, Vilnius
* Asta Baranauskaite, Kaunas University Hospital, Kaunas

Hungary

* Bernadette Rojkovich, Pdl Géher, Semmelweis University of Medical Sciences, Budapest

o Tlona Ujfalussy, Polyclinic of the Hospitaller Brothers of St. John of God in Budapest, Budapest
Greece

o Alexandros A. Drosos, Sofia Exarchou, University of loannina, loannina
* H.M.Moutsopoulos, Afrodite Tsirogianni, School of Medicine, National University of Athens, Athens
o Fotini N Skopouli, Maria Mavrommati, Euroclinic Hospital, Athens

Canada
o Juris Lazovskis, Riverside Professional Center, Sydney, NS
Study center

o Tuulikki Sokka, Jyviiskyli Central Hospital, Jyviskyli; Medcare Oy, Ainekoski, Finland
* Hannu Kautiainen, Medcare Oy, Alinekoski, Finland
* Theodore Pincus, New York University Hospital for Joint Diseases, New York, NY, USA

fsg

Future Rheumatol. (2007) 2(5) future science group




Expanding guantitative assessment of rheumatoid arthritis - SPECIAL REPORT

Bibliography
Papers of special note have been highlighted as of

interest (®) to readers.

1.

fsg

Méttdnen T, Hannonen B, Leirisalo-Repo
M et al.: Comparison of combination
therapy with single-drug therapy in early
rheumatoid arthritis: a randomised trial.
FIN-RACo trial group. Lancer 353,
1568-1573 (1999).

Grigor C, Capell H, Stirling A ez al.: Effect
of a treatment strategy of tight control for
rheumatoid arthritis (the TICORA study): a
single-blind randomised controlled trial.
Lancet 364, 263-269 (2004).
Goekoop-Ruiterman YPM, de Vries-
Bouwstra JK, Allaart CF et a/.: Clinical
and radiographic outcomes of four
different treatment strategies in patients
with early rheumatoid arthritis (the

BeSt study): a randomized, controlled

trial. Arthritis Rheum. 52, 3381-3390
(2005).

Sokka T, Pincus T: Eligibility ofpatients in
routine care for major clinical trials of anti-
tumor necrosis factor a agents in
rheumatoid arthritis. Arthritis Rheum. 48(2),
313-318 (2003).

The majority of patients with

rheumatoid arthritis are not eligible for
clinical trials.

Gogus E Yazici Y, Yazici H: Inclusion
criteria as widely used for rheumatoid
arthritis clinical trials: patient eligibility in a
Turkish cohort. Clin. Exp. Rheumatol. 23(5),
681-684 (2005).

Wolfe F, Zwillich SH: The long-term
outcomes of rheumatoid arthritis: a 23-year
prospective, longitudinal study of total joint
replacement and its predictors in 1,600
patients with rheumatoid arthritis. Arthritis
Rheum. 41, 1072—-1082 (1998).

Fries JF: The chronic disease data bank: first
principles to future directions. /. Med.
Philos. 9, 161-180 (1984).

Vision of a uniform database.

Pincus T, Sokka T, Kautiainen H:

Patients seen for standard rheumatoid
arthritis care have significantly better
articular, radiographic, laboratory, and
functional status in 2000 than in 1985.
Arthritis Rheum. 52, 1009-1019 (2005).

future science group

11.

12.

13.

14.

15.

16.

18.

Kvien TK, Uhlig T: The Oslo experience
with arthritis registries. Clin. Exp.
Rheumatol. 21, S118-S122 (2003).

Minaur N, Jacoby R, Cosh J, Taylor G,
Rasker J: Outcome after 40 years with
rheumatoid arthritis: a prospective study of
function, disease activity and mortality.

J. Rheumatol. 31(Suppl. 69), 3-8 (2004).
Jantti J, Kaarela K, Kautiainen H, Isomaki
H, Aho K: Radiographic remission in
seropositive rheumatoid arthritis. A 20-year
follow-up study. Clin. Exp. Rheumatol. 19,
573-576 (2001).

Sokka T, Kautiainen H, Hannonen P: Stable
occurrence of knee and hip total joint
replacement in Central Finland between
1986 and 2003: an indication of improved
long-term outcomes of rheumatoid arthritis.
Ann. Rheum. Dis. 66(3), 341-344 (2007).
Weyl S, Fries ], Wiederhold G, Germano F:
A modular self-describing clinical databank
system. Comput. Biomed. Res. 8, 1-15

(1975).

Sokka T, Kautiainen H, Toloza S et al.:
QUEST-RA: quantitative clinical assessment
of patients with rheumatoid arthritis seen in
standard rheumatology care in 15 countries.
Ann. Rheum. Dis.

DOI: 10.1136/ard.2006.069252 (2007)
(Epub ahead of print).

Overview of the QUEST-RA program.
Pincus T, Brooks RH, Callahan LF: A
proposed standard protocol to evaluate
rheumatoid arthritis (SPERA) that includes
measures of inflammatory activity, joint
damage, and longterm outcomes.

J. Rheumatol. 26, 473480 (1999).
Describes the standard protocol to evaluate
rheumatoid arthritis.

Sokka T, Pincus T: Quantitative joint
assessment in rheumatoid arthritis. Clin.
Exp. Rheumatol. 23, $58-S62 (2005).

van der Heijde DMFM, van't Hof M, van
Riel PLCM, van de Putte LBA: Development
of a disease activity score based on judgment
in clinical practice by rheumatologists.

J. Rheumatol. 20, 579-581 (1993).

Prevoo MLL, van't Hof MA, Kuper HH, van
Leeuwen MA, van de Putte LBA, van Riel
PLCM: Modified disease activity scores that
include twenty-eight-joint counts:

www.futuremedicine.com

19.

20.

21.

22.

23.

24.

25.

development and validation in a prospective
longitudinal study of patients with rheumatoid
arthritis. Arthritis Rheum. 38, 4448 (1995).
Fries JE, Spitz B, Kraines RG, Holman HR:
Measurement of patient outcome in
arthritis. Arthritis Rheum. 23, 137-145
(1980).

Stucki G, Liang MH, Stucki S,

Brithlmann P, Michel BA: A self-
administered rheumatoid arthritis disease
activity index (RADAI) for epidemiologic
research. Arthritis Rheum. 38, 795-798
(1995).

Sokka T, Kautiainen H, Horslev-Petersen K
et al.: Association of rheumatoid arthritis
disease activity and gross domestic product
in 20 countries in the QUEST-RA study.
Ann. Rheum. Dis. 66(Suppl. II) 274 (2007).
Waaler H, Starky C: What is the best
indicator of health care? World Health Forum
5,276-279 (1984).

Tresserras R, Canela J, Alvarez J, Sentis J,
Salleras L: Infant mortality, per capita
income, and adult illiteracy: an ecological
approach. Am. J. Public Health 82(3),
435-438 (1992).

Janssen F, Kunst AE, Mackenbach JP:
Association between gross domestic product
throughout the life course and old-age
mortality across birth cohorts: parallel
analyses of seven European countries,
1950-1999. Soc. Sci. Med. 63(1), 239-254
(2006).

Micheli A, Coebergh JW, Mugno E ez al.:
European health systems and cancer care.

Ann. Oncol. 14(Suppl. 5), v41-v60 (2003).

Affiliations

Tuulikki Sokka

Jyvéiskyli Central Hospital, Arkisto/ Tutkijat,

40620 Jyvéiskylii, Finland
Tel.: +358 40 735 2087;
Fax: +350 14 269 1275;
tuulikki.sokka@ksshp.fi

Theodore Pincus

New York University Hospital for Joint Diseases,
New York, NY, USA

Tel.: +1212 598 6417;

Fax: +1212 598 6168;

tedpincus@gmail.com

473




<<
  /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 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends false
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /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 false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile (Color Management Off)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /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 0.15
    /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 true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /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 true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /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 (http://www.color.org)
  /PDFXTrapped /Unknown

  /SyntheticBoldness 1.000000
  /Description <<
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308030d730ea30d730ec30b9537052377528306e00200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /FRA <>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /ENU <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [589.606 793.701]
>> setpagedevice




