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Abstract

Background: Intracerebral hemorrhage (ICH) is a devastating disease that carries a 30 day mortality of
approximately 45%. Only 20% of survivors return to independent function at 6 months. The role of inflammation in
the pathophysiology of ICH is increasingly recognized. Several clinical studies have demonstrated an association
between inflammatory markers and outcomes after ICH; however the relationship between serum biomarkers and
functional outcomes amongst survivors has not been previously evaluated. Activation of the inflammatory response
as measured by change in peripheral leukocyte count was examined and assessment of mortality and functional
outcomes after ICH was determined.

Findings: Patients with spontaneous ICH admitted to a tertiary care center between January 2005 and April 2010
were included. The change in leukocyte count was measured as the difference between the maximum leukocyte
count in the first 72 hours and the leukocyte count on admission. Mortality was the primary outcome. Secondary
outcomes were mortality at 1 year, discharge disposition and the modified Barthel index (MBI) at 3 months
compared to pre-admission MBI. 423 cases were included. The in-hospital mortality was 30.4%. The change in
leukocyte count predicted worse discharge disposition (OR = 1.258, p = 0.009). The change in leukocyte count was
also significantly correlated with a decline in the MBI at 3 months. These relationships remained even after removal
of all patients with evidence of infection.

Conclusions: Greater changes in leukocyte count over the first 72 hours after admission predicted both worse
short term and long term functional outcomes after ICH.
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Findings
Cerebrovascular disease is the leading cause of morbidity
and mortality in the United States. Intracerebral hemor-
rhage (ICH) is a devastating subtype of stroke, which has
worse outcomes than ischemic stroke, is increasing in
prevalence, and has a 30 day mortality of 40-50% [1,2].
Only 20% of patients with ICH return to independent
function at 6 months [2,3]. Despite advances in manage-
ment, the mortality of ICH has not changed significantly
over time [4]. The role of inflammation in the pathophy-
siology of ICH is now increasingly recognized. In animal
models, a robust inflammatory response is triggered by
the entry of blood into the brain parenchyma [5] with a
subsequent infiltration of peripheral leukocytes,

activation of microglia and release of cytokines [6,7].
Autopsies in both animals [8] and humans [9] with ICH
demonstrate leukocytic infiltration usually within first 3
days and inflammatory changes in the penumbra of the
hemorrhage. Few clinical studies have demonstrated
association between the inflammatory markers and out-
comes of ICH in terms of mortality [10,11]. None of
these studies evaluated functional or long term outcomes.
We evaluated the relationship between activation of

the inflammatory response as measured by change in
peripheral leukocyte count, and mortality and functional
outcomes after ICH.
This is a retrospective analysis from the existing

stroke database at Hartford Hospital, a tertiary care hos-
pital with a primary stroke center in Hartford, CT, USA.
The study was reviewed and approved by the Hartford
hospital IRB. We included patients with spontaneous
ICH from Jan 2005 to April 2010. We excluded
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subarachnoid hemorrhages, hemorrhages secondary to
trauma, malformations, coagulopathy, and tumors as
well as patients with leukemia. Baseline characteristics
including age, gender, blood pressure, infection within
first 72 hours, NIH on admission and ICH score were
obtained. The maximum leukocyte counts in the first 72
hours as well as on admission were recorded. The differ-
ence between the two values was calculated to obtain
the independent variable of change in leukocyte count,
which was measured as a continuous variable. The out-
comes were measured as in hospital mortality, 12
month mortality, discharge disposition, and the loss on
MBI points calculated as a difference between a pre
stroke MBI and a MBI at 3 months. Disposition was
dichotomized as discharge to worse vs. same or better
based on the pre-admit residence. The loss of MBI
points was measured as a continuous variable. Data on
infection within first 72 hours including that on admis-
sion was also collected. Patients with clinical signs and
symptoms of infection, including fever, raised peripheral
WBC, worsening sensorium, cough, abdominal pain, or
diarrhea underwent an infectious work up. The initial
work up included urinalysis, chest x-ray, blood cultures,
stool for Clostridium difficile. If these were abnormal,
appropriate cultures were obtained. Those cultures that
were identified as bacterial colonization, were excluded
from our analysis. Further subgroup analysis after
removal of patients with documented infections was also
performed. SPSS was used to perform statistical analyses
including t-test, linear correlation, and logistic regres-
sion. A p value of < 0.05 was considered significant.
There were a total of 423 cases. The in-hospital mor-

tality was 30.4%. The 1 year mortality was 45.2%. The
change in leukocyte count information was missing in
68 cases. This was mostly due to elderly patients being
made comfort measures only within first 24 hours of
admission. Of, the 255 patients alive at 3 months, the
MBI data for 3 months was missing in 84 cases. Of the
241 patients alive at 12 months, the MBI data for 12
months was missing in 160 cases. The background
demographics and baseline leukocyte information are
listed in table 1. Data on infection show that lung and
urine infections predominate (Table 2). In univariate
analysis (Table 3), the change in leukocyte count was
significantly associated with mortality (r = 1.083, p =
0.039) as well as with worse discharge disposition (r =
1.357, p = < 0.001). The change in leukocyte count also
correlated with the loss of points on MBI at 3 months
compared to a pre-event MBI (r = 0.382, p = < 0.001).
In a multivariate logistic regression model (Table 3), the
change in leukocyte count was associated with in hospi-
tal mortality as well as 12 month mortality with an odds
ratio of 1.096 but none were statistically significant.
However, it did predict worse discharge disposition with

an odds ratio of 1.258 (p = 0.009) after adjustment for
various confounders including age, gender, infection,
extraventricular drain (EVD) placement, etiology of
bleed, ICH score and NIH score on admission. The cor-
relation with the change in MBI score at 3 months
remained significant (r = 0.222, p = 0.005) after adjust-
ment for various confounders. The same trend could
not be demonstrated for a MBI change at 12 months
from the event. A subgroup analysis was performed
after excluding all patients with infection within the first
72 hours. The change in leukocyte count over 72 hours
remained a significant predictor of a worse discharge
disposition (OR = 1.296, p = 0.013)
Our results demonstrate that peripheral activation of

inflammation predicts outcomes after ICH. Prior clinical
studies have examined temperature, admission leukocyte
count and C-reactive protein as measures of inflamma-
tion and have demonstrated their association with ICH
volume and mortality [10,11]. Previous studies have
documented that higher peripheral leukocyte counts are
associated with early neurologic deterioration but were
not independently associated with functional outcomes
as measured by modified rankin scale at 30 days [12].
One recent study found that although a higher white
blood cell count was associated with increased mortality
in ICH patients, but this did not increase the risk of
death independently of other indicators of ICH severity

Table 1 Demographics and Leukocyte data

Frequency
(Percentage)

Gender

Male 204 (48.2)

Female 218 (51.5)

Age 71.67 (13.8)*

ICH volume (in cubic centimeters) 33.90 (41.8)*

NIH on admission 9.96 (7.8)*

Etiology

Hypertension 315 (74.5)

Amyloid 108 (25.5)

Extraventricular drain 31 (7.3)

First leukocyte count 9.79 (4.17)*

Maximum leukocyte count in the first 72 hours 11.97 (4.56)*

Change in leukocyte count from admission to
72 hours

1.95 (2.71)*

* mean of frequencies (standard deviation)

Table 2 Infection data

Frequency (Percentage)

Infection within 72 hours 55 (13)

Lung infection within 72 hours 31 (7.3)

Urine infection within 72 hours 27 (6.4)
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[10]. In contrast to our work, no association was seen
between median leukocyte count and functional out-
come at 30 days [10]. This may be due to the two-fold
larger sample size and the use of change in WBC over
72 hours rather than use of the median WBC count in
this study. The robustness of our data is evident in the
fact that in the subgroup analysis where infections are
excluded, the association between change in leukocyte
count and the discharge disposition remains significant.
Peripheral leukocytes are a marker of the response of

the immune system and reflect the activation of the
inflammatory cascade following a spontaneous ICH [13].
This is an easily and widely available biomarker. The
change in the leukocyte count over 72 hours may better
reflect the amount of inflammatory response mounted
in response to the ICH compared to a single value. The
use of this variable is advantageous as it reduces the
impact of premorbid conditions that affect the leukocyte
count, and may more accurately reflect the amount of
neuroinflammation as it remained predictive even when
adjusted for infections on admission as well as those
that developed within 72 hours of presentation.
In our study, the peripheral leukocyte count indepen-

dently predicts poor functional outcomes in terms of
discharge disposition and the loss of points on the MBI
at 3 months. This suggests that activation of peripheral
immune system may enhance injury after ICH, consis-
tent with emerging experimental work [13]. We could
not establish an association with mortality and it is
most likely due to loss of leukocyte count data on
patients who were made hospice early on in the care.
Similarly, we could not establish a trend for MBI at 12
months largely due to missing information which is a
limitation in this study. However, the change in leuko-
cyte count was predictive of outcome at 3 months, one
of the longest outcome assessments correlated with a
biomarker to date in ICH patients.
There are several limitations of this study which

include the retrospective design, single center population
and missing data on certain variables, especially at 12
months, largely due to the high mortality from this dis-
ease. However, this is one of the largest samples to date,
and clearly demonstrated the association between the

peripheral immune response and poor functional out-
comes after ICH independent of infection or hemorrhage
size. Treatments for ICH have focused on blood pressure
management and reducing ICH volume [14]. None of
these treatments have made a significant impact on
patient outcome. Mortality and morbidity have not chan-
ged in several decades, despite improvements in ICU
care. This study provides further evidence for the poten-
tial of targeting neuroinflammation as a treatment mod-
ality to improve outcomes amongst ICH survivors.

Acknowledgements
To SA (Department of Neurology Resident Research Fund), AC (Hartford
Hospital Small Grant Program).

Author details
1Department of Neurology, University of Connecticut, 263 Farmington
Avenue, Farmington, CT, USA. 2Department of Research, Hartford Hospital,
80 Seymour Street, Hartford, CT, USA.

Authors’ contributions
LM: Conceived the study, revised the manuscript. SA: Participated in study
design and co-ordination, drafted the manuscript. AC: Performed data-
collection and chart reviews. IS: Performed statistical analysis. GF: Performed
data extraction and database maintenance. All authors have read and
approved the final manuscript.

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

Received: 11 July 2011 Accepted: 16 November 2011
Published: 16 November 2011

References
1. Roger VL, Go AS, Lloyd-Jones DM, Adams RJ: Heart disease and stroke

statistics - 2011 update: a report from the American Heart Association.
Circulation 2011, 123(4):e18-e209.

2. Van Asch CJ, Luitse MJ, Rinkel GJ: Incidence, case fatality, and functional
outcome of intracerebral haemorrhage over time, according to age, sex,
and ethnic origin: a systematic review and meta-analysis. Lancet Neurol
2010, 9(2):167-176.

3. Bamford J, Sandercock P, Dennis M, Burn J, Warlow C: A prospective study
of acute cerebrovascular disease in the community: the Oxfordshire
Community Stroke Project–1981-86. 2. Incidence, case fatality rates and
overall outcome at one year of cerebral infarction, primary intracerebral
and subarachnoid haemorrhage. J Neurol Neurosurg Psychiatry 1990,
53(1):16-22.

4. Flaherty ML, Haverbusch M, Sekar P: Long-term mortality after
intracerebral hemorrhage. Neurology 2006, 66:1182-1186.

5. Loftspring MC, Hansen C, Clark JF: A novel brain injury mechanism after
intracerebral hemorrhage: the interaction between heme products and
the immune system. Med Hypotheses 2010, 74(1):63-66.

Table 3 Change in Leukocyte counts: admission to maximum in 72 hours

Univariate Multivariate

OUTCOME N Correlation p value N OR/Correlation p value

Inhospital Mortality 405 1.083 0.039 355 1.096 0.134

Discharge Disposition 404 1.357 0.000 354 1. 258 0.009

1 year mortality 406 1.074 0.055 1.096 0.088

MBI change @ 3 months 179 0.382 0.000 171 0.222 0.005

MBI change @ 12 months 83 0.107 0.334 81 -0.118 0.322

Agnihotri et al. Journal of Neuroinflammation 2011, 8:160
http://www.jneuroinflammation.com/content/8/1/160

Page 3 of 4

http://www.ncbi.nlm.nih.gov/pubmed/21160056?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21160056?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20056489?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20056489?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20056489?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2303826?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2303826?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2303826?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2303826?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2303826?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16636234?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16636234?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19716661?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19716661?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19716661?dopt=Abstract


6. Xi G, Keep RF, Hoff JT: Mechanisms of brain injury after intracerebral
hemorrhage. Lancet Neurol 2006, 5(1):53-63.

7. Wang J, Doré S: Inflammation after intracerebral hemorrhage. J Cereb
Blood Flow Metab 2007, 27(5):894-908.

8. Gong C, Hoff JT, Keep RF: Acute inflammatory reaction following
experimental intracerebral hemorrhage in rat. Brain Res 2000,
871(1):57-65.

9. Mackenzie JM, Clayton JA: Early cellular events in the penumbra of
human spontaneous intracerebral hemorrhage. J Stroke Cerebrovasc Dis
1999, 8(1):1-8.

10. Di Napoli M, Godoy DA, Campi V, del Valle M: C-reactive protein level
measurement improves mortality prediction when added to the
spontaneous intracerebral hemorrhage score. Stroke 2011,
42(5):1230-1236.

11. Suzuki S, Kelley RE, Dandapani BK: Acute leukocyte and temperature
response in hypertensive intracerebral hemorrhage. Stroke 1995,
26(6):1020-1023.

12. Liera R, Davalos A, Silva Y, Gil-Peralta A, Tejada J, Garcia M, Castillo J: Early
neurologic deterioration in intracerebral hemorrhage: Predictors and
associated factors. Neurology 2004, 63:461-467.

13. Aronowski J, Zhao X: Molecular pathophysiology of cerebral hemorrhage:
secondary brain injury. Stroke 2011, 42:1781-6.

14. Qureshi AI, Mendelow AD, Hanley DF: Intracerebral haemorrhage. Lancet
2009, 373:1632-1644.

doi:10.1186/1742-2094-8-160
Cite this article as: Agnihotri et al.: Peripheral leukocyte counts and
outcomes after intracerebral hemorrhage. Journal of Neuroinflammation
2011 8:160.

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

Agnihotri et al. Journal of Neuroinflammation 2011, 8:160
http://www.jneuroinflammation.com/content/8/1/160

Page 4 of 4

http://www.ncbi.nlm.nih.gov/pubmed/16361023?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16361023?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17033693?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10882783?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10882783?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17895130?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17895130?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21474813?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21474813?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21474813?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/7762017?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/7762017?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15304576?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15304576?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15304576?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21527759?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21527759?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19427958?dopt=Abstract

	Abstract
	Background
	Findings
	Conclusions

	Findings
	Acknowledgements
	Author details
	Authors' contributions
	Competing interests
	References


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

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


