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Abstract

Background: There is an increasing trend in rickettsioses or typhus fevers in the island of Sri Lanka. The
seroepidemiological mapping previously published did not include the northern region of the island. This study
was conducted to demonstrate the presence of scrub typhus (ST) and to characterise the clinical presentation of ST
in this region.

Findings: Serum samples from patients (n = 64) with clinical symptoms suspected of typhus fever following
exclusion of other common febrile illnesses commonly seen in the northern region of Sri Lanka were selected and
screened for ST using specific IgM and IgG ELISA (ImBios, USA). ST was confirmed by serology in 54 patients, with
typical eschar being found in 49 of cases positive for ST. Fever was the sole presenting complaint of these patients
with the duration of febrile illness varying from 2-14 days. Of these patients 44.4% had regional lymphadenopathy,
18.5% hepatomegaly, 12.9% pneumonitis and 9.3% splenomegaly. None of the patients had a rash.

Conclusions: This study confirms the presence of high numbers of patients with ST in northern Sri Lanka. It was

found that 84.4% of the patients presenting with clinical features of rickettsioses (54 of the 64) were seropositive for
ST with a significant majority having a typical eschar. This data provided will enable clinicians to be vigilant of ST in
this region and provide appropriate therapy and also facilitate planning for preventive measures aimed at reducing

the burden of ST.
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Findings

Background

The incidences of rickettsial diseases are increasing
internationally. Since 1937 there have been several re-
ports of rickettsiosis from the island of Sri Lanka [1-5].
In 2011, Liyanapathirana and Thevanesam published the
first comprehensive island wide sero-epidemiological
map of rickettsial diseases with data from eight of the
nine provinces of the country [6]. They found that spot-
ted fever group (SFG) was more prevalent in the central
hilly regions covering two provinces of the country
whereas scrub typhus (ST) was more common in the
dry zone which are the peripheral provinces. However,
this study did not include the Northern Province of the
island (third largest province in the country covering
14% of the total land mass) due to the civilian conflict
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which prevailed at that time. The Jaffna Teaching Hos-
pital, in the Northern Province of Sri Lanka is the ter-
tiary hospital for this region serving 2.9% of the total
population of Sri Lanka. The third highest notification
rate of rickettsiosis in the country is reported from the
Jaffna Teaching Hospital [7]. The current study was car-
ried out among patients presenting with typhus fever
like symptoms to the Jaffna Teaching Hospital. The ob-
jective of this study was two fold: confirmation by sero-
logical tests that the patients clinically suggestive of
having typhus fever had in fact ST and to describe the
spectrum of clinical presentation in these patients.

Methods

Ethical approval for this study was obtained from the
Ethical Review Committee of the Faculty of Medicine,
University of Jaffna. This study included all patients above
the age of 12 admitted to the Medical Wards of the Jaffna
Teaching Hospital, between March 2012 and March 2013
with illness clinically suggestive of ST. Parental consent
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was obtained for those participants under the age of 18.
Following informed written consent, patient details, clinical
history and epidemiological data were obtained and entered
using a pre tested pro forma. The Surveillance Case Defini-
tions for Notifiable Diseases in Sri Lanka [8] criteria were
used to identify the patients for this study. These include
acute febrile illness associated with eschar, headache, macu-
lar papular skin rash, conjunctival injection, lymphadeno-
pathy, profuse sweating and cough. Defervescence within
48 hours following tetracycline therapy was also considered
to be strongly suggestive of rickettsial infection. Patients
with other febrile illnesses with obvious causes includ-
ing respiratory, urinary tract and skin infections were
excluded from this study. Patients admitted with febrile
illnesses common to the region such as typhoid fever
and dengue which were confirmed by rapid diagnostic
tests were also excluded from this study. A total of 64
patients were selected initially for this study. All cases
negative for ST ELISA were excluded from further ana-
lysis. Samples that were positive for either ST IgM or
positive for both ST IgM and ST IgG were considered
as having acute ST.

Serum samples from freshly collected venous blood were
stored at —40°C. All serological tests were performed on
stored samples and IgM and IgG tests for ST were per-
formed using ELISA kits (ImBios, USA) according to man-
ufacturer’s instructions. The Cut-off value for the assay
was calculated by determining the mean optical density
plus three times the standard deviation of normal human
serum. Samples with spectrophotometric readings more
than the cut off value were considered positive for ST. All
the tests were performed in duplicates.

Results

Of the 64 initial patient samples, 54 were positive for
ST. The mean age of those positive for ST was 34.6 £
17.6.0f the patients with ST, 72.2% (n = 39) were females
and 64.8% (n =35) were from rural areas. Fever was the
only presenting complaint. The fever duration varied
from 2-14 days (mean 7.3 £ 2.6). Eschar was found in 49
of the 54 patients positive for ST (90.7%). The eschar
was distributed around the trunk, inguinal region, geni-
talia, axilla and limbs (39.2%, 31.4%, 11.7%, 11.7% and
5.8% respectively). None of the ST seropositive patients
had a rash (Table 1). Of these patients 44.4% had re-
gional lymphadenopathy, 18.5% hepatomegaly, 12.9%
pneumonitis and 9.3% splenomegaly. The only patient
who suffered encephalitic features was found to have co-
infection of both dengue and ST. The white blood cell
count was within the normal range in 64% of the pa-
tients with leucopoenia in 17.2% and leucocytosis in
9.3%. A significant proportion of patients (46.9%) had
platelet counts of less than < 1.5 x 10°/L.
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Table 1 Clinical features of patients with scrub typhus

Northern Sri Lanka ~ Western  Thailand

(this study) Sri Lanka [9] [10]
Confirmed 54 20 30
cases (n)
Mean fever 75 11 9
duration
Escher (%) 90.7 25 68
Lymphadenopathy (%) 444 60 93
Hepatomegaly (%) 185 95 73
Splenomegaly (%) 93 35 23
Headache (%) 1.1 20 NS
Pneumonitis (%) 129 45 NS
Rash (%) 0 0 30
Diarrhoea (%) 0 5 27

NS not specified.

Discussion

The number of notifications of rickettsioses in Sri Lanka
has increased 13 fold over a period of 20 years [11]. This
increase could be due to actual increase in the incidence
of rickettsioses, increased awareness and/or improved
notification. Previous studies have clearly shown that ST
is predominant in the dry zone of Sri Lanka [6,12]. Since
the Northern Province is in the dry zone, it was consid-
ered that ST would be the predominant cause of rickett-
sioses in this region. Therefore serum samples from 64
patients identified clinically as possibly having ST were
included in this retrospective study. Due to resource
limitations these serum samples were tested using only
IgM and IgG ELISA specific for ST. Of the samples
tested 54 were found to be positive for ST.

The presence of an eschar could be pathognomonic
for ST infection and enables clinical diagnosis. But, if
the bite occurred in hidden areas of the body the eschar
may not be obvious. An eschar is formed by the bite of
chigger mite that inoculates Orientia tsutsugamushi, the
causative agent of ST. All the patients in this study who
had an eschar were positive for ST by serology. However,
not all patients with positive ST serology had an eschar.
Some studies [13] describe that only a small percentage
of patients with ST have eschars. However, most studies
from Sri Lanka, Thailand, China, Korea and Japan have
reported the presence of eschars in a high proportion of
patients with ST (68% to 93%) [10,14-16]. Although the
presence of eschar could be specific, the painless nature
of this dermatological manifestation and its location in
the body may not attract the attention of patients. It
may therefore pose a diagnostic challenge for clinicians.
In this study, it was found that the eschar was mainly
confined to the trunk, inguinal, genital and axially areas
of the patients. Similar pattern distribution was observed
in studies carried out in India [9] which also revealed a
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significant difference in the distribution of eschars be-
tween males and females. While the location of eschars
is common on the chest and abdomen among females,
the axilla, groin and genitalia areas were more common in
males. It is good clinical practice in ST endemic region to
thoroughly examine patients who may be suspected of
having ST for the presence of eschar, in particular in cov-
ered areas of the body. None of the patients in the current
study had a rash. This is consistent with publications from
other parts of Sri Lanka [13]. However, rash in patients
with ST has been reported to be 30% in studies carried out
in Thailand [10], 90% in China [15] and 93% in Japan [16].
In a proportion of patients with ST, eschar and or rash
may not be present. In such cases when ST is suspected in
the absence of eschar or rash, it is important to exclude
other febrile illnesses common to a particular region be-
fore considering treatment with doxycycline. Regular mon-
itoring of temperature is recommended to determine the
effectiveness of doxycycline therapy.

Complications of ST vary depending on the organ
systems involved. Complications associated with hypo-
volemia could lead to vasculitis and thrombosis. Rare
complications also include uraemia, kidney failure, myo-
carditis, pneumonia, respiratory failure, and the involve-
ment of the central nervous system. In this study a low
platelet count was observed in 46.9% of the study popu-
lation. Low platelet counts may trigger suspicion of
some other acute febrile illnesses prevalent in the region
such as dengue. In this study, the only patient who
presented with meningo-encephalitis and was found to
be seropositive for both dengue fever and ST. This
patient’s condition improved with treatment with
doxycycline.

Of the patients included in this study, the majority
were from rural and agricultural areas with females mak-
ing up of more than two third of the patient cohort.
Females in rural areas are more likely to be exposed to
the larval mite bite possibly due to their involvement in
agricultural activities in areas with vegetation. A similar
pattern and distribution of ST was noted in a study re-
cently conducted in Southern India [17]. Environmental
factors including seasonality, vegetation and population
density also contribute to the spread of ST [18]. Rodents
act as reservoir host for the mite larvae. More than half
of the patients confirmed the presence of rats in their
dwellings. Enclosed areas are more conducive for ro-
dents to breed and may contribute to the incidents of
ST. The observations that ST is predominant in the
northern region of Sri Lanka would enable personnel
working in preventive health to create awareness and in-
crease educational activities that would lead to the con-
trol of mites and rodents in addition to current efforts in
eliminating ticks on companion animals to prevent other
rickettsial infections.
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Currently there is no vaccine available for preventing
rickettsial infections. Antibiotics are not recommended
for prophylaxis to travellers to endemic areas. However,
travellers should be instructed to minimize exposure to in-
fectious arthropods and use of proper insect or tick repe-
llents. Wearing protective clothing and self-examination
after visits to vector-infested areas are recommended. Such
precautions are important, in particular for people with
underlying conditions that may increase susceptibility to
rickettsial infections.

Conclusion

There is an increasing trend in rickettsial diseases in Sri
Lanka. This study confirms that a majority of patients
presenting with clinical features of rickettsial diseases in
the northern region of Sri Lanka may have ST.

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

Authors’ contributions

JAP, KM and NK designed the study, analysed the data and contributed to
the writing of the manuscript. Additionally JAP was involved in collecting

the clinical samples and data and KM carried out the laboratory assays. All
authors read and approved the final version of the manuscript.

Authors’ information

JA Pradeepan is a Lecturer in Medicine at the Medical Faculty, University of
Jaffna, Sri Lanka and a General Physician attached to the Jaffna Teaching
Hospital and has an interest in Infectious Diseases. N Ketheesan is the
Professor of Infection and Immunity at the Australian Institute of Tropical
Health and Medicine, James Cook University, Australia and has an interest in
host-pathogen interactions in infectious diseases relevant to the tropics.

K Murugananthan is a Senior Lecturer in Microbiology at the University of
Jaffna, Sri Lanka and has an interest in Rickettsial diseases and Medical
Virology.

Acknowledgements

The authors acknowledge part funding from the Australian High
Commission Direct Aid Program for the laboratory component of the work
described in this manuscript.

Author details

'Department of Medicine, Faculty of Medicine, University of Jaffna, Jaffna, Sri
Lanka. %Australian Institute of Tropical Health and Medicine, James Cook
University, Townsville City, Australia. *Department of Pathology, Faculty of
Medicine, University of Jaffna, Jaffna, Sri Lanka.

Received: 6 February 2014 Accepted: 2 October 2014
Published: 14 October 2014

References

1. Premaratna R: Rickettsial infections in Sri Lanka: yesterday, today and
tomorrow. Journal of the Ceylon College of Physicians 2011, 42:11-15.

2. Van Peenen PFD, See R, Soysa PE, Irving GS: Sero epidemiological survey
of hospital-associated populations in Colombo, Sri Lanka. Southeast Asian
J Trop Med Public Health 1976, 7(1):16-20.

3. Kularatne SA, Edirisingha JS, Gawarammana IB, Urakami H, Chenchittikul M,
Kaiho I: Emerging rickettsial infections in Sri Lanka: the pattern in the
hilly central province. Trop Med Int Health 2003, 8(9):803-811.

4. Premaratna R, Loftis AD, Chandrasena TGAN, Dasch GA, de Silva HJ: Rickettsial
infections and their clinical presentations in the western province of
Sri Lanka: a hospital based study. Int J Infect Dis 2008, 12:198-202.

5. Nagalingam K, Rolain JM, LakKumar F, Gounawardana G, Raoult D: Spotted
Fever rickettsiosis in Sri Lanka. Clin Microbiol Infect 2008, 15(Suppl 2):330-331.



Pradeepan et al. BMC Research Notes 2014, 7:719 Page 4 of 4
http://www.biomedcentral.com/1756-0500/7/719

6. Liyanapathirana VC, Thevanesam V: Seroepidemiololgy of rickettsioses in
Sri Lanka: a patient based study. BMC Infect Dis 2011, 11:328.

7. Quarterly Epidemiological Report Epidemiological Unit, Ministry of Health,
SriLanka.2004-2012. 45-53. http://www.epid.gov.lk/web/index.php?
option=com_content&view=article&id=163&Itemid=450&lang=en.

8. Epidemiological Unit, Ministry of Health, Sri Lanka: Surveillance Case
Definitions for Notifiable Diseases in Sri Lanka.2" edition. 201 1,37.
http://www.epid.gov.lk/web/images/pdf/Publication/Surveillance_book.pdf.

9. Kundavaram AP, Jonathan AJ, Nathaniel SD, Varghese GM: Eschar in scrub
typhus: a valuable clue to the diagnosis. J Postgrad Med 2013, 59(3):177-178.

10.  Sirisanthana V, Puthanakit T, Sirisanthana T: Epidemiologic, clinical and
laboratory features of scrub typhus in thirty Thai children. Pediatr Infect
Dis J 2003, 22:341-345.

1. Epidemiology Unit Ministry of Health, Sri Lanka: Weekly Epidemiological
Report. Typhus Fever 2004, 31(93):1.

12. Nagalingam K: A clinical and diagnostic study of rickettsial disease in
Nawalapitiya hospital & application of PCR technique for rickettsial
disease mapping in Sri Lanka. In MPhil thesis. University of Peradeniya:
Department of Microbiology; 2006.

13. De Silva N, Wijesundara S, Liyanapathirana V, Thevanesam V, Stenos J: Scrub
typhus among pediatric patients in Dambadeniya: a base hospital in
Sri Lanka. Am J Trop Med Hyg 2012, 87(2):342-344.

14. Kim DM, Won KJ, Park CY, Yu KD, Kim HS, Yang TY, Lee JH, Kim HK, Song HJ,
Lee SH, Shin H: Distribution of eschars on the body of scrub typhus
patients: a prospective study. Am J Trop Med Hyg 2007, 76(5):806-809.

15. Liu YX, Feng D, Suo JJ, Xing YB, Liu G, Liu LH, Xiao HJ, Jia N, Gao Y, Yang H,
Zuo SQ, Zhang PH, Zhao ZT, Min JS, Feng PT, Ma SB, Liang S, Cao WC:
Clinical characteristics of the autumn-winter type scrub typhus cases in
south of Shandong province, northern China. BMC Infect Dis 2009, 4(9):82.

16.  Ogawa M, Hagiwara T, Kishimoto T, Shiga S, Yoshida Y, Furuya Y, Kaiho |, Ito T,
Nemoto H, Yamamoto N, Masukawa K: Scrub typhus in Japan: epidemiology
and clinical features of cases reported in 1998. Am J Trop Med Hyg 2002,
67(2):162-165.

17. Varghese GM, Janardhanan J, Trowbridge P, Peter JV, Prakash JAJ,
Sathyendra S, Thomas K, David TS, Kavitha ML, Abraham OC, Mathai D:
Scrub typhus in South India: clinical and laboratory manifestations,
genetic variability, and outcome. Int J Infect Dis 2013, 17(11):981-987.

18. Tsai PJ, Yeh HC: Scrub typhus islands in the Taiwan area and the
association between scrub typhus disease and forest land use and
farmer population density: geographically weighted regression.

BMC Infect Dis 2013, 29:13.

doi:10.1186/1756-0500-7-719
Cite this article as: Pradeepan et al: Emerging scrub typhus infection in
the northern region of Sri Lanka. BMC Research Notes 2014 7:719.

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

¢ Convenient online submission

¢ 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 BiolVed Central



http://www.epid.gov.lk/web/index.php?option=com_content&view=article&id=163&Itemid=450&lang=en
http://www.epid.gov.lk/web/index.php?option=com_content&view=article&id=163&Itemid=450&lang=en
http://www.epid.gov.lk/web/images/pdf/Publication/Surveillance_book.pdf

	Abstract
	Background
	Findings
	Conclusions

	Findings
	Background
	Methods
	Results
	Discussion
	Conclusion

	Competing interests
	Authors’ contributions
	Authors’ information
	Acknowledgements
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /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 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 true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /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 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /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 0.15
    /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 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 <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (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 false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


