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Abstract

Background & Objective: Stroke is one of the common leading causes of morbidity and mortality
worldwide. Diabetes is one of the modifiable risk factors of stroke which is related to a higher mortality
and a poorer outcome. We aimed to evaluate the protective effect of Insulin versus glibenclamide on
the improvement of neurological and functional outcomes of hemorrhagic stroke. Methods: The present
single blind clinical trial was conducted on 100 patients with stroke and diabetes who had referred to
Neurology Emergency Department of Vali-e-Asr hospital, Arak, Iran. The patients were categorized
into two groups according to the glucose control treatment before stroke. Without any randomization,
glibenclamide was used in 45 patients, while others (55 ones) received insulin. National Institute of
Health Stroke Scale (NIHSS) and modified Rankin scale (MRS) systems were used for evaluating
the neurological and functional outcomes. Results: Hemiparesis was the most common sign of the
patients. The mean of changes in NIHSS and MRS scores of the two groups were -29.69+21.4 and
-17.24+21, respectively. Although Insulin group had a higher decrease in NIHSS and MRS scores, no
significant difference was found between the two groups. Both treatment methods had a significant
decreasing effect on NIHSS and MRS scores (p<0.001).

Conclusion: Patients treated with both glibenclamide and insulin had similar decrease in their one
week NIHSS and MRS scores with no significant difference in the two treatment groups.

INTRODUCTION macro-vascular complications of stroke, is of
utmost importance.'

Furthermore, animal and human studies
have shown that hyperglycemia during focal
brain ischemia worsened the stroke outcomes,
particularly in transient occlusion with reperfusion
models.>!"'* These studies done controlling the
multiple confounding factors, suggested that
hyperglycemia worsened the outcomes of acute
stroke.’ Ischemic stroke is more common in
diabetic patients than hemorrhagic stroke'®, with
sub-cortical infraction being more prevalent in
diabetic patients.'>'S However, our recent study
showed that blood sugar is higher in hemorrhagic
stroke than in ischemic ones.!” Moreover,
hypertension is also an important risk factor for
hemorrhagic stroke which is often associated
with diabetes.'”’® Hemorrhagic stroke is also
problematic in diabetes, being less preventable
than ischemic stroke.'® Recent studies have
reported some controversies about the effect

Stroke is one of the common leading causes
of morbidity and mortality worldwide' and has
several modifiable risk factors.' Diabetes mellitus
(DM) is well-established as one of the most
important modifiable risk factors of stroke.> This
increased risk is related to the pathophysiological
changes occurring in the cerebral vessels of the
patients with diabetes.” Moreover, diabetes is
related with two to three- fold increases in the risk
of developing “first ever” and recurrent stroke in
future.b In addition, stroke accompanied by DM
has a higher mortality rate and poorer outcomes
compared to the patients without diabetes.!’
Based on a recent study, there was a rapid
increase in the prevalence of diabetes in Iran from
7.7% in 2005 to 8.7% in 2007. About half of the
current cases of diabetes in Iran were attributed
to incident cases.'® Therefore, diabetes is one of
the most serious health problems in Iran and its
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of glucose control as well as glucose lowering
drugs on prognosis of the stroke patients.>!*?* We
carried out the current clinical trial to compare
the treatment effect of insulin and glibenclamide
on improving the neurological and functional
outcomes of hemorrhagic stroke patients.

METHODS

Patients and study setting

This single blind clinical trial was conducted on
100 diabetic patients who were referred to the
Neurology Emergency Department of the Vali-e-
Asr hospital, Arak, Iran due to hemorrhagic stroke
since 2009 to 2011. We included the patients
who presented to the Hospital less than 24 hours
after the onset of stroke. The stroke types were
based on clinical criteria, MR imaging, and, in
some cases, through vascular imaging which was
performed by a Neurologist. The patients with
transient ischemic attack, lacunar infraction, deep
coma, and cavernous sinus thrombosis; patients
with tumors, subarachnoid hemorrhage, infective
meningitis; underlying cardiac, renal, or liver
failures and sepsis were excluded from the study.
Diabetic patients who needed to change from
insulin to glibenclamide or vice versa were also
excluded from the study.

Randomization was not done due to the ethical
considerations. Nevertheless, we tried to assign the
patients to the two study groups by matching them
regarding age, sex, and the initial neurological and
functional scores. Informed consent was obtained
from all the eligible patients who were willing
to participate in the study. The study protocol
was approved by the ethical committee of Arak
University of Medical Sciences, Arak, Iran.

Two treatments regimes were used for
the patients based on the diabetes treatment
before stroke. Glibenclamide was used for the
patients who were on diet regime or were using
glibenclamide (45 patients). Insulin was used
for the patients who used insulin for treatment
of diabetes before stroke (55 patients). The two
groups were matched according to age, sex,
and other neurological treatments. We aimed to
decrease the blood sugar to the normal range and
avoid hypoglycemia.

Measurements

Among the baseline investigations were blood
sugar, urea, creatinine and full blood count. The
neurological status and outcomes were measured
by a trained Physician using National Institute
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of Health Stroke Scale (NIHSS) and modified
Rankin scale (MRS), which were widely used in
clinical trials?'?? and previously validated.?'2 The
Physician who measured the neurological scores
was blinded to the type of treatment given. These
measurements were taken by the same physician
at the time of discharge.

Statistical analysis

The patients’ data, including their demographic
characteristics and NIHSS and MRS scores,
were recorded in a checklist and entered into the
Statistical package for Social Sciences (SPSS)
software. Descriptive statistical methods, such
as mean, percent, and bar chart, were used for
presentation of the results. Independent sample
t-test, paired t-test, and chi-square test were
applied for statistical analysis. P<0.05 was taken
as statistically significant.

RESULTS

Among all the stroke patients with diabetes who
were referred to Vali-e-Asr hospital, 60% were
female, only 5% of the subjects were smokers.
The most prevalent signs of the patients were
hemiparesis (54%), coma (26%), paraparesis
(13%), and others (7%). Among the patients
under study, 55% were treated with oral drug
regime, including gelimanglamide, while 45%
were treated by Insulin.

The baseline characteristics of the study
patients are shown in Table 1. As shown, there
was no difference between the patients in the
Insulin and Glibenclamide Groups regarding age,
sex, duration of diabetes, first blood sugar, and
MRS. However, the Glibenclamide Group had a
higher NIHSS score as compared to the Insulin
Group (p=0.025).

The treatment effect of each drug regime
(glibenclamide and insulin) is shown in Table 2.
As shown, based on the paired t-test, both groups
had a significant decrease in the NIHSS and MRS
scores (p<0.001).

The mean change for the two groups of patients
in NIHSS and MRS scores were -29.69+21.4 and
-17.24+21, respectively. A higher decrease was
seen in the Insulin Group, but the difference was
not statistically significant (Table 3). Independent
sample t-test was used to compare the decreasing
effect of the two treatment methods and the results
did not show any significant difference between
the two groups regarding the rate of changes
in these scores. Figure 1 shows that the mean
changes in NIHSS score in Glibenclamide and



Table 1: Baseline characteristics of the study groups

Glibenclamide Insulin P value
mean=SD mean+SD

Age, mean+SD 69.18+10.13 68.84+10.44 0.871%
Female sex, n (%) 31(56.4) 29(64.4) 0.270¢
Diabetes duration, mean+SD in years 2.95+2.99 3.33+0.883 0.4528
First blood sugar, mean+SD 215.954+77.38 234+72.27 0.234%
NIHSS 13.29+6.27 10.64+5.12 0.025%
MRS 3.49+1.05 3.29+1.08 0.347%

§ Independent sample t-test
+ Chi square test

NIHSS, National Institute of Health Stroke Scale; MRS, modified Rankin scale

Table 2: Treatment effect of glibenclamide and insulin on improving the neurological and functional
scores in diabetic hemorrhagic stroke patients

Treatment group Neurological score Before After P value
Mean+SD Mean+SD

Glibenclamide NIHSS 13.29+6.27 9.73+5.95 <0.0017

MRS 3.49+1.05 2.87+1.09 <0.0017

Insulin NIHSS 10.64+5.12 7.09+4.09 <0.0017

MRS 3.29+1.08 2.67+1.11 <0.0017

T Paired t-test

Table 3: The mean change in percent of the NIHSS and MRS scores between the two groups of

diabetic hemorrhagic stroke patients

Neurological score Mean change Glibenclamide Insulin P value
for two groups mean+SD mean+SD

NIHSS -29.69+21.4 -27+21.8 -32.9+20.8 0.175

MRS -17.24+21 -17.06£19.7 -17.5+22.7 0.925

NIHSS, National Institute of Health Stroke Scale; MRS, modified Rankin scale

Insulin Groups was 3.49+3.01 and 3.44+2.98,
respectively. The difference was not statistically
significant (p=0.939). Also, the mean changes
in MRS score was 0.618+0.65 and 0.62+0.834
for Glibenclamide and Insulin Groups, and the
difference was also not statistically significant
(p>0.05)

DISCUSSION

Our results showed that the use of sulphonylurea
has the same outcome as insulin in hemorrhagic

stroke in diabetic patients. We did not find similar
previous study in the published literature. We
belief that this is the first study to compare the
effect of sulfonylurea and insulin on diabetic
patients with hemorrhagic stroke.

There has however been some previous clinical
and animal studies on the effect of sulphonylurea
and insulin on ischemic stroke. Kunte et al
reviewed the medical records of 33 patients
taking sulphonylrea with 28 controls, and showed
a significantly larger proportion of those taking
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Figure 1. The mean differences in neurological and functional scores in diabetic hemorrhagic stroke patients using
glibenclamide and insulin (NIHSS, National Institute of Health Stroke Scale; MRS, modified Rankin

scale)

sulphonylurea to be able to achieve a decrease in
NIHSS score of 4 or more points, suggesting that it
may have beneficial effect.?’ Simard et al. showed
that glibenclamide was able to eliminate the
occurrence of progressive secondary hemorrhage,
and reduce the size of necrotic tissue in a rat brain
contusion model.?® On the other hand, Weih et al.
showed that sulphonylurea drugs did not influence
the initial stroke severity.” Favilla et al. analysed
298 patients with stroke, who had sulphonylurea
prior to onset of stroke, and showed that it has no
effect on stroke severity and long-term functional
outcomes compared to other diabetic treatment®,
casting doubts on sulphonylurea for prophylactic
neuroprotection.

As for insulin, Bruno et al. showed
that intravenous insulin protocol corrected
hyperglycemia during acute brain infarction was
significantly better than the usual care.’ This has
been confirmed by animal studies using insulin
in ischemic infarct rat.'**
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In conclusion, we compared the functional
outcome and neurological effects of using
glibenclamide or insulin on glucose control in
diabetic patients with hemorrhagic stroke. We
showed that there was no significant difference
in the two modalities of treatment, both groups of
patients showed improvement in their one week
NIHSSS and MRS scores.

ACKNOWLEDGEMENTS

The authors would like to thank Arak University
of Medical Sciences, Arak, Iran for financially
supporting the study. They are also grateful for
the patients and their families as well as the nurses
who participated in the study and cooperated with
the researchers.

DISCLOSURE

Conflict of interest: none



REFERENCES

L.

10.

13.

14.

15.

16.

Sweileh WM, Sa’ed H, Sawalha AF, Al-Jabi SW,
Abu-Taha AS. Clinical chatacteristics, sex differences
and in-hospital mortality among stroke patients with
and without diabetes melitus. Diabetologia Croatica
2011; 40(2):41-7.

Kissela BM, Khoury J, Kleindorfer D, et al.
Epidemiology of ischemic stroke in patients with
diabetes. The Greater Cincinnati/Northern Kentucky
Stroke Study. Diabetes Care 2005; 28(2):355-9.
Zhang X, Chen Y, Ge L, Ge Z, Zhang Y. Features of
stroke in Chinese diabetes patients: a hospital-based
study. The Journal of International Medical Research.
2007; 35(4): 540-6.

Air EL, Kissela BM. Diabetes, the metabolic
syndrome, and ischemic stroke epidemiology
and possible mechanisms. Diabetes Care 2007;
30(12):3131-40.

Bruno A, Kent TA, Coull BM, et al. Treatment
of Hyperglycemia In Ischemic Stroke (THIS) A
randomized pilot trial. Stroke 2008; 39(2):384-9.
Hamidon B, Raymond A. The impact of diabetes
mellitus on in-hospital stroke mortality. J Postgrad
Med 2003; 49:307-10.

Idris I, Thomson G, Sharma J. Diabetes mellitus and
stroke. Int J Clin Practice 2006; 60(1):48-56.
Mankovsky BN, Ziegler D. Stroke in patients with
diabetes mellitus. Diabetes/Metabolism Research
and Reviews 2004; 20(4):268-87.

Kamel A, Azim HA, Aziz SA, AS AG, El-Okeely
A. Cerebral infarction in diabetes mellitus: A
comparative study of diabetic and non-diabetic
ischemic stroke. Egypt J Neurol Psychiat Neurosurg
2006; 43(1):167-717.

Esteghamati A, Ashraf H, Khalilzadeh O, et al. Trends
of diabetes according to body mass index levels in
Iran: results of the national Surveys of risk factors
of non-communicable diseases (1999-2007). Diabet
Med 2010; 27(11):1233-40.

. Kent TA, Soukup VM, Fabian RH. Heterogeneity

affecting outcome from acute stroke therapy making
reperfusion worse. Stroke 2001; 32(10):2318-27.
Leigh R, Zaidat OO, Suri MF, et al. Predictors of
hyperacute clinical worsening in ischemic stroke
patients receiving thrombolytic therapy. Stroke 2004;
35(8):1903-7.

Zhou Y, Fathali N, Lekic T, Tang J, Zhang JH.
Glibenclamide improves neurological function in
neonatal hypoxia-ischemia in rats. Brain Res 2009;
1270:131-9.

Wali B, Ishrat T, Atif F, Hua F, Stein DG, Sayeed
1. Glibenclamide administration attenuates infarct
volume, hemispheric swelling, and functional
impairments following permanent focal cerebral
ischemia in rats. Stroke Res Treat 2012 (2012):
460909.

Megherbi SE, Milan C, Minier D, et al. Association
between diabetes and stroke subtype on survival and
functional outcome 3 months after stroke data from
the European BIOMED Stroke Project. Stroke 2003;
34(3):688-94.

Zafar A, Shahid SK, Siddiqui M, Khan FS. Pattern

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

217.

28.

29.

30.

of stroke in type 2 diabetic subjects versus non
diabetic subjects. J Ayub Med Coll Abbottabad 2007,
19(4):64-7.

Faraji F, Ghasami K, Talaie A, Mohammadbeigi
A. Prognostic factors in acute stroke, regarding to
stroke severity by Canadian Neurological Stroke
Scale- a hospital-based study. Asian J Neurosurgery
(in press)

Woo D, Haverbusch M, Sekar P, et al. Effect of
untreated hypertension on hemorrhagic stroke. Stroke
2004; 35(7):1703-8.

Hamilton MG, Tranmer BI, Auer RN. Insulin
reduction of cerebral infarction due to transient focal
ischemia. J Neurosurgery 1995; 82(2):262-8.

Zhu CZ, Auer RN. Optimal blood glucose levels
while using insulin to minimize the size of infarction
in focal cerebral ischemia. J Neurosurgery 2004;
101(4):664-8.

Lyden P, Lu M, Jackson C, et al. Underlying structure
of the National Institutes of Health Stroke Scale: results
of a factor analysis. Stroke 1999; 30(11):2347-54.
Banks JL, Marotta CA. Outcomes validity and
reliability of the modified Rankin scale: Implications
for stroke clinical trials a literature review and
synthesis. Stroke 2007; 38(3):1091-6.

Goldstein LB, Bertels C, Davis JN. Interrater
reliability of the NIH stroke scale. Arch Neurol 1989;
46(6):660.

Kasner SE, Chalela JA, Luciano JM, et al. Reliability
and validity of estimating the NIH stroke scale score
from medical records. Stroke 1999; 30(8):1534-7.
Meyer BC, Hemmen TM, Jackson CM, Lyden PD.
Modified National Institutes of Health Stroke Scale
for use in stroke clinical trials prospective reliability
and validity. Stroke 2002; 33(5):1261-6.

Wilson JTL, Hareendran A, Hendry A, Potter J,
Bone I, Muir KW. Reliability of the Modified Rankin
Scale across multiple raters benefits of a structured
interview. Stroke 2005; 36(4):777-81.

Kunte H, Schmidt S, Eliasziw M, et al. Sulfonylureas
improve outcome in patients with type 2 diabetes and
acute ischemic stroke. Stroke 2007; 38(9):2526-30.
Simard JM, Kilbourne M, Tsymbalyuk O, et al.
Key role of sulfonylurea receptor 1 in progressive
secondary hemorrhage after brain contusion. J
Neurotrauma 2009; 26(12):2257-67.

Weih M, Amberger N, Wegener S, Dirnagl U,
Reuter T, Einhdupl K. Sulfonylurea drugs do not
influence initial stroke severity and in-hospital
outcome in stroke patients with diabetes. Stroke
2001; 32(9):2029-32.

Favilla CG, Mullen MT, Ali M, Higgins P, et al.
Sulfonylurea use before stroke does not influence
outcome. Stroke. 2011 Mar;42(3):710-5. doi: 10.1161/

STROKEAHA.110.599274.

141




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /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 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /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 true
  /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 ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. 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 best suited for high-quality prepress printing.  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 /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice




