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Spontaneous intracerebral hemorrhage in CADASIL
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Abstract

Background: Cerebral autosomal dominant arteriopathy with subcortical infarcts and leukoencephalopathy
(CADASIL) is a rare hereditary small vascular disease and its mainly clinical manifestations are ischemic events.
Spontaneous intracerebral hemorrhage (ICH) involvement in patients with CADASIL is extremely uncommon.

Case report: A 46-year-old normotensive Chinese man developed a large hematoma in the left basal ganglia after
he was diagnosed with CADASIL 2 months ago, the patient did not take any antithrombotics. Susceptibility weighted
imaging at pre-ICH showed multiple cerebral microbleeds (CMBs) in the bilateral basal ganglia. He experienced
migraine at about 10 months post-ICH. To our knowledge, this is the first report of ICH in CADASIL patients with
Arg90Cys mutation in exon 3.

Discussion and conclusions: ICH should be considered when evaluating new attacks in CADASIL patients. Thus, MRI
screening for CMBs might be helpful in predicting the risk of ICH and guiding antithrombotic therapy. In addition, strict
control of hypertension and cautious use of antithrombotics may be important in this context.
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Background
Cerebral autosomal dominant arteriopathy with subcortical
infarcts and leukoencephalopathy (CADASIL) is a rare
hereditary, autosomal dominant, cerebral small vessel
disease caused by mutations in the NOTCH3 gene [1]. The
disease is clinically characterized by migraine, subcortical
ischemic events, psychiatric disorders, and cognitive
impairment eventually leading to dementia and disability
[2,3]. The accumulation of granular osmiophilic material
(GOM) in arterial walls on ultrastructural examination
is pathognomonic. Typical abnormalities on magnetic
resonance imaging (MRI) in CADASIL include severe
leukoencephalopathy accentuated in the temporal poles
and multiple subcortical lacunar infarcts. CADASIL has
been considered a primarily ischemic form of cerebral
vascular disorder, spontaneous intracerebral hemorrhage
(ICH) in CADASIL is rarely reported. The exact mecha-
nisms of ICH in this setting are unknown currently. Here
we report a middle-aged Chinese male with CADASIL
who developed a large ICH during the disease process.
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As far as we know, this is the first report of ICH in
patients carrying the Arg90Cys mutation in exon 3 of the
NOTCH3 gene. We also briefly reviewed the literature on
this topic.
Case presentation
On 22nd March 2012, a 46-year-old right-handed Chinese
male, who had been misdiagnosed with multiple sclerosis
three years earlier in another hospital because of the
white matter lesions in MRI, came into the hospital due
to sudden dysarthria and left hemiparesis. His blood
pressure was 130/80 mmHg and his temperature was
36.6˚C. A neurological examination revealed left hemipar-
esis, dysarthria, spasticity in his extremities and diffuse
brisk deep tendon reflexes, corresponding to a diagnosis
of pure motor stroke [4]. Mini-mental status examination
was normal (a score of 28 out of 30).
An acute subcortical infarction was found in the right

basal ganglia and periventricular areas on the 2nd day of
hospitalization (Figure 1A, 1B). There was no significant
stenosis or malformation of major cerebral arteries on
MR angiography (Figure 1C). MRI confirmed the severe
white matter lesions concentrated around the periventricu-
lar, pons, external capsule and the anterior temporal pole
and multiple subcortical lacunar infarcts (Figure 1D-1F).
Some cerebral microbleeds (CMBs) were also present in
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Figure 1 MRI findings. A-B. Diffusion-weighted imaging shows an acute cerebral infarct on the right basal ganglia and periventricular areas.
C. MR angiography reveals no significant stenosis or malformation of major cerebral arteries. D-F. FLAIR image demonstrates hyperintensity lesions
in the periventricular white matter, basal ganglia, and brainstem, characteristically in the external capsule and anterior temporal pole. G. Susceptibility
weighted imaging shows multiple cerebral microbleeds in the bilateral basal ganglia.
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the bilateral basal ganglia and subcortical areas (Figure 1G).
There was no evidence for head trauma, cavernous
hemangioma, arteriovenous malformations, aneurysms
or neoplasia. In the past, he did not have any episodes
of migraine and any vascular risk factors other than
smoking. His family history disclosed that his brother had
a similar episode of dysarthria. Blood tests, including a
complete blood cell count, glucose, cholesterol, creatinine,
erythrocyte sedimentation rate, homocysteine, and C-
reactive protein were normal. Hemocoagulation tests
were within normal values. Coagulation factors such
as factor II, V, VII, VIII, IX and von Willebrand factor
were normal. Serological tests for collagen disease
were unremarkable, as was the cerebrospinal fluid test-
ing. Lactate and pyruvate levels were normal in blood.
Urine analysis was normal with no proteinuria. Cocaine
urine test was negative. An echocardiogram was nor-
mal, and electrocardiographic monitoring did not show
arrhythmias.
Since CADASIL was suspected based on the charac-

teristic MRI findings and his family history, a skin biopsy
and NOTCH3 gene analysis was performed on hospital day
13 after the informed consent. Ultrastructural examination
showed the accumulation of GOM in small arterial walls
(Figure 2A). NOTCH3 gene testing revealed a heterozygote
Arg90Cys mutation in exon 3 (Figure 2B). The patient
remained normotensive throughout his hospital stay. He
was not given any antithrombotics because of gastric
hemorrhage 1 year ago. The modified Rankin scale (mRS)
score at 30 days after this ictus was 1 point.
Two months after discharge, he was admitted again to

our hospital with a sudden unresponsiveness. Initial blood
pressure was 138/98 mmHg and neurological examination
showed mild coma and right spastic hemiplegia. The
admission Glasgow Coma Scale score and NIH Stroke scale
(NIHSS) score was 11 and 20 respectively. An immediate
computed tomography (CT) scan demonstrated an acute
ICH in the left basal ganglia extending into the ventricular
system (Figure 3A). There was no evidence of trauma on
head CT. Follow-up CT three days later showed no sig-
nificant change of hematoma size (Figure 3B). The patient
showed gradual recovery from his right hemiplegia with-
out hematoma evacuation. The 30-day Barthel index and
NIHSS score after ICH was 45 and 14 respectively. Then,
the patient had an mRS of 2 at 12 months after ICH on-
set, supporting a favorable outcome. In addition, the



Figure 2 Ultrastructural examination and NOTCH3 gene testing. A. GOM deposits (arrows) are located in the basement membrane of
smooth muscle cells. B. Gene analysis indicates a mutation CGT→ TGT in codon 90 in exon 3 of the NOTCH3 gene.
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patient developed migraine at about 10 months after the
second hospital admission.

Discussion
This study supports the growing evidence for both ischemic
and hemorrhagic events in CADASIL, thus expanding
its clinical phenotype. MRI screening for CMBs might be
helpful to predict the risk of ICH and guide antithrombotic
therapy in patients with CADASIL. To our knowledge, this
is the first report of ICH in CADASIL patients harboring
Figure 3 Head CT scan at the second admission. A. An acute irregular large
effect, which extended into the ventricular system. B. CT scans three days later s
an Arg90Cys mutation in exon 3 of the NOTCH3 gene on
chromosome 19.
The development of ICH in patients with CADASIL is

extremely rare. As shown in Table 1, there were only 21
reported cases with adequate clinical and genetic data
[5-14]. The mean age of these patients was 56.0 ± 13.4 years.
Hypertension was present in 16 patients (72.7%). Twelve
patients (54.5%) received antithrombotics to prevent ischemic
events. ICH was the initial manifestation in 7 patients.
The most frequent site of ICH was the basal ganglia. The
hematoma presents near the left basal ganglia with a prominent mass
how no significant change of the size of hematoma.



Table 1 Clinical, genetic and radiological features of CADASIL patients with ICH

Author Sex/age Vascular
risk factors

Symptoms Antithrombotics
or statins

Location
of ICH

Gene mutation Number
of CMBsExon Amino acid

Werbrouck [5] M/45 HT, HC Migraine, CI, ICH NA Basal ganglia 4 R182C 6

Oh [6] M/39 Smoking, HT, alcohol CI, ICH Anticoagulant
and statins

Temporal lobe 11 R544C NA

Sano [7] M/46 Smoking CI,Dementia, ICH Antiplatelet Putamen 6 A332C NA

Maclean [8] M/56 Smoking, alcohol CI, ICH Antiplatelet Frontal lobe 4 R133C 1

Choi [9,18] F/68 HT TIA, Dementia, ICH Antiplatelet (3) Cerebellum 11 R578C 27

M/69 HT,DM Dementia, ICH Thalamus
Parietal lobe

11 R544C 85

M/61 HT, alcohol ICH, Headache Basal ganglia 11 R544C 14

M/48 HT ICH, TIA Basal ganglia 11 R544C 5

F/86 HT, HC Headache, ICH
Gait difficulty

Thalamus NA NA 32

Lee [10] M/43 HT Gait difficulty, CI, ICH Antiplatelet(5) Thalamus 4 R133C NA

F/56 HT ICH Thalamus 11 R544C NA

M/57 HT CI, ICH Temporal lobe 11 R544C NA

M/56 HT CI, ICH Putamen,
Parietal lobe

11 R544C NA

M/35 HT Gait difficulty, ICH Putamen 11 R544C NA

Ragoschke-Schumm [11] F/47 HT CI, ICH NA Cerebellum NA NA 25

Pradotto [12] M/65 NA Dementia, ICH Anticoagulant Frontal lobe 13 A680G 3

Kotorii [13] F/72 NA Gait difficulty,
CI Dementia, ICH

NA Temporal lobe 18 G975C NA

Rinnoci [14] M/54 HT ICH NA Basal ganglia 22 A1231C 25

F/67 HT, Smoking ICH NA Basal ganglia 22 A1231C 3

M/77 HT, Smoking ICH, Dementia NA Basal ganglia 14 A728C 2

M/39 HC, DM SAH NA Interpeduncular
cistern

24 C1298P 25

This M/46 Smoking CI,ICH Statins Basal ganglia 3 A90C 18

ICH,intracerebral hemorrhage; CMBs,cerebral microbleeds; HT,hypertension; DM,diabetes mellitus; HC,hypercholesterolemia; CI, cerebral infarctionr; TIA, transient
ischemic attack; SAH, subarachnoid hemorrhage; NA, not available.
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mean number of CMBs for 14 patients was 19.4 ± 21.8
(range 1 to 85). R544C mutation in exon11 was prevalent
(45.0%).
CMBs were frequently detected on MRI in CADASIL

patients. Growing evidence showed CMBs may indicate
a risk of ICH or even predict the occurrence of ICH
[15-17]. CADASIL was characterized by the depositions
of GOM in vascular smooth muscle cells, thus making the
arteries more bleed-prone. Choi et al. recently found that
the CADASIL patients with hypertension had a significantly
higher prevalence of cerebral infarction and ICH and
significantly greater numbers of CMBs than without
hypertension [18]. Both CMBs and ICH in this reported
case were located in the basal ganglia, the most frequent
site of hypertensive ICH. Thus, the cause of ICH in this
patient may be the additional effect of abrupt fluctuation
of blood pressure on the fragile arterioles. Strict control of
blood pressure may be crucial in such context, particularly
in the presence of CMBs.
The onset of ICH seemed to be associated with specific

mutation or the use of antithrombotics. The prevalent
occurrence of R544C mutation (45.0%) in this analysis
potentially suggested an association between ICH and
the genetic mutation. However, previous data showed
no relation between genotype and clinical phenotype
[3]. Recent studies also warned for the increased risk of
ICH by taking antithrombotic agents in CADASIL patients
[6,9-11]. In this report, more than 54% of the patients
received antithrombotic therapy to prevent ischemic
events. However, Choi JC et al. recently reported that
the previous antiplatelet use had no contribution to the
occurrence of ICH in patients with R544C mutation [18].
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Thus, the risk of ischemia versus hemorrhage should
carefully be weighed when treating CADASIL patients.
MRI screening for CMBs may be helpful in this risk
stratification [16,17]. Taking into account the high mor-
bidity and mortality of ICH and lack of proven treatment
of CADASIL, routine use of aspirin or anticoagulants
to prevent recurrent ischemic stroke might be unneces-
sary. On the contrary, cilostazol may be an alternative to
aspirin in such context due to its efficacy and low risk of
hemorrhage [19].
We presented a clinical note reporting the case of a

middle-aged Chinese man with ICH two months after a
pure motor stroke due to acute small subcortical ischemic
stroke in CADASIL. The reported patient almost com-
pletely improved at 30 days after the first admission. Re-
cently, a clinical study reported that patients with pure
motor stroke showed significant improvement with a
higher ratio of symptom free at hospital discharge than
patients with non-lacunar stroke [4]. In addition, this re-
port might help to elucidate the course of improvement
after ICH. The patient showed profound improvement
from severe disability at the second hospital discharge
to a favorable long-term outcome at 12 months post-
ICH. Arboix et al. recently documented that the site of
hematoma had an impact on the early outcome in
patients with ICH [20]. Thus, whether ICH clinical
trials should use a longer duration of follow-up should
be considered and may potentially be influenced by the
specific site of ICH.
It is very important to separate CADASIL from other

potential mimickers such as mitochondrial encephalomy-
opathy lactic acidosis and stroke-like episodes (MELAS) or
Fabry disease. MELAS is associated with a mutation in
the mitochondrial tRNA gene. The typical findings in
MRI are bilateral, parieto-occipital, transterritorial is-
chemic lesions. To the best of our knowledge, only 3
patients with ICH were reported among MELAS syndrome
[21]. Fabry disease is a rare X-linked inherited disorder
of glycosphingolipid metabolism because of deficient
or absent lysosomal α-galactosidase A activity [22]. Its
classical manifestations include neuropathic pain, skin
lesion and gastrointestinal symptoms, progressive renal and
cardiac insufficiency and stroke [22]. Females seemed to
be more likely to develop a stroke. In addition, the disease
was frequently associated with ischemic stroke.
To date, it is yet to be ascertained whether ICH in

CADASIL occurred as a disease process associated
with genetic mutation or as a result of hypertension
and CMBs or whether it was due to the administration
of specific antithrombotics. The combination of these
factors may be more prone to the onset of ICH. Future
studies should investigate the underlying mechanisms
of ICH and guide the stroke prevention in patients with
CADASIL.
Conclusions
ICH should be considered when assessing new events in
patients with CADASIL. The mechanisms of ICH might
result from the combination of genic mutation and
vascular risk factors. Taking into account the risk of
ICH, MRI screening for CMBs may be helpful for risk
stratification. In addition, stringent control of these modi-
fied factors, especially hypertention and cautious use of
antithrombotics may be pivotal in CADASIL patients.

Consent
Written informed consent was obtained from the patient
for publication of this case report and any accompanying
images. A copy of the written consent is available for
review by the Editor-in-Chief of this journal.

Abbreviations
CADASIL: Cerebral autosomal dominant arteriopathy with subcortical infarcts
and leukoencephalopathy; ICH: Intracerebral hemorrhage; CMBs: Cerebral
microbleeds; GOM: Granular osmiophilic material; MRI: Magnetic resonance
imaging; CT: Computed tomography; mRS: Modified rankin scale;
NIHSS: National institutes of health stroke scale; MELAS: Mitochondrial
encephalomyopathy lactic acidosis and stroke-like episodes.

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

Authors’ contributions
LL and SZ conceived of the study, participated in clinical management of
the patient, reviewed the literature on the item and drafted the manuscript.
DL participated in the design of the paper and performed the pathologic
investigation. QL participated in gene analysis and drafted the manuscript.
FX had the first approach with the patient at the ER, made the correct
diagnosis and participated in his first clinical management. ZX has
contributed in the clinical management of ICH and revised the manuscript.
XL and HK performed the neuroradiological investigation and reviewed the
literature concerning the technique. All authors read and approved the final
manuscript.

Acknowledgements
Research was supported by grants from Key Clinical Program of the Ministry
of Health of China (2010) and National Natural Science Foundation of China
(No. 81300215).
The authors would like to thank Dr. Austin Cape for careful reading and
feedback in the preparation and revision of the manuscript.

Author details
1Department of Neurology, Tongji Hospital, Tongji Medical College,
Huazhong University of Science and Technology, 1095 Jiefang Ave, Wuhan,
Hubei 430030, P.R. China. 2Department of Pathology, Henan Provincial
People’s Hospital, People’s Hospital of Zhengzhou University, No.7 Weiwu
Road, Zhengzhou, Henan 450003, P.R. China.

Received: 12 November 2013 Accepted: 12 December 2013
Published: 17 December 2013

References
1. Joutel A, Corpechot C, Ducros A, Vahedi K, Chabriat H, Mouton P,

Alamowitch S, Domenga V, Cécillion M, Marechal E, Maciazek J, Vayssiere C,
Cruaud C, Cabanis EA, Ruchoux MM, Weissenbach J, Bach JF, Bousser MG,
Tournier-Lasserve E (1996) Notch3 mutations in CADASIL, a hereditary adult-onset
condition causing stroke and dementia. Nature 383(6602):707–710

2. Dichgans M, Mayer M, Uttner I, Brüning R, Müller-Höcker J, Rungger G, Ebke
M, Klockgether T, Gasser T (1998) The phenotypic spectrum of CADASIL:
clinical findings in 102 cases. Ann Neurol 44(5):731–739



Lian et al. The Journal of Headache and Pain 2013, 14:98 Page 6 of 6
http://www.thejournalofheadacheandpain.com/content/14/1/98
3. Adib-Samii P, Brice G, Martin RJ, Markus HS (2010) Clinical spectrum of
CADASIL and the effect of cardiovascular risk factors on phenotype: study in
200 consecutively recruited individuals. Stroke 41(4):630–634

4. Arboix A, Padilla I, Massons J, García-Eroles L, Comes E, Targa C (2001)
Clinical study of 222 patients with pure motor stroke. J Neurol Neurosurg
Psychiatry 71(2):239–242

5. Werbrouck BF, De Bleecker JL (2006) Intracerebral haemorrhage in CADASIL:
a case report. Acta Neurol Belg 106(4):219–21

6. Oh JH, Lee JS, Kang SY, Kang JH, Choi JC (2008) Aspirin-associated intracerebral
hemorrhage in a patient with CADASIL. Clin Neurol Neurosurg 110(4):384–386

7. Sano Y, Shimizu F, Kawai M, Omoto M, Negoro K, Kurokawa T, Fujisawa H,
Suzuki M, Okayama N, Suehiro Y, Hinoda Y, Kanda T (2011) p Arg332Cys
mutation of NOTCH3 gene in two unrelated Japanese families with
CADASIL. Intern Med 50(22):2833–2838

8. Maclean AV, Woods R, Alderson LM, Salloway SP, Correia S, Cortez S, Stopa
EG (2005) Spontaneous lobar haemorrhage in CADASIL. J Neurol Neurosurg
Psychiatry 76(3):456–457

9. Choi JC, Kang SY, Kang JH, Park JK (2006) Intracerebral hemorrhages in
CADASIL. Neurology 67(11):2042–2044

10. Lee YC, Liu CS, Chang MH, Lin KP, Fuh JL, Lu YC, Liu YF, Soong BW (2009)
Population-specific spectrum of NOTCH3 mutations, MRI features and
founder effect of CADASIL in Chinese. J Neurol 256(2):249–255

11. Ragoschke-Schumm A, Axer H, Fitzek C, Dichgans M, Peters N, Mueller-Hoecker
J, Witte OW, Isenmann S (2005) Intracerebral haemorrhage in CADASIL.
J Neurol Neurosurg Psychiatry 77(1):125

12. Pradotto L, Orsi L, Daniele D, Caroppo P, Lauro D, Milesi A, Sellitti L, Mauro
A (2012) A new NOTCH3 mutation presenting as primary intracerebral
haemorrhage. J Neurol Sci 315(1–2):143–145

13. Kotorii S, Goto H, Kondo T, Matsuo H, Takahashi K, Shibuya N (2006) Case of
CADASIL showing spontaneous subcortical hemorrhage with a novel
mutation of Notch3 gene. Rinsho Shinkeigaku 46(9):644–648

14. Rinnoci V, Nannucci S, Valenti R, Donnini I, Bianchi S, Pescini F, Dotti MT,
Federico A, Inzitari D, Pantoni L (2013) Cerebral hemorrhages in CADASIL:
report of four cases and a brief review. J Neurol Sci 330(1–2):45–51

15. Lee SH, Bae HJ, Kwon SJ, Kim H, Kim YH, Yoon BW, Roh JK (2004) Cerebral
microbleeds are regionally associated with intracerebral hemorrhage.
Neurology 62(1):72–76

16. Bokura H, Saika R, Yamaguchi T, Nagai A, Oguro H, Kobayashi S, Yamaguchi
S (2011) Microbleeds are associated with subsequent hemorrhagic and
ischemic stroke in healthy elderly individuals. Stroke 42(7):1867–1871

17. Lovelock CE, Cordonnier C, Naka H, Al-Shahi Salman R, Sudlow CL; Edinburgh
Stroke Study Group, Sorimachi T, Werring DJ, Gregoire SM, Imaizumi T, Lee SH,
Briley D, Rothwell PM (2010) Antithrombotic drug use, cerebral microbleeds,
and intracerebral hemorrhage: a systematic review of published and
unpublished studies. Stroke 41(6):1222–1228

18. Choi JC, Song SK, Lee JS, Kang SY, Kang JH (2013) Diversity of stroke
presentation in CADASIL: study from patients harboring the predominant
NOTCH3 mutation R544C. J Stroke Cerebrovasc Dis 22(2):126–131

19. Huang Y, Cheng Y, Wu J, Li Y, Xu E, Hong Z, Li Z, Zhang W, Ding M, Gao X,
Fan D, Zeng J, Wong K, Lu C, Xiao J, Yao C; Cilostazol versus Aspirin for
Secondary Ischaemic Stroke Prevention cooperation investigators (2008)
Cilostazol as an alternative to aspirin after ischaemic stroke: a randomised,
double-blind, pilot study. Lancet Neurol 7(6):494–499

20. Arboix A, Comes E, García-Eroles L, Massons J, Oliveres M, Balcells M, Targa
C (2002) Site of bleeding and early outcome in primary intracerebral
hemorrhage. Acta Neurol Scand 105(4):282–288

21. Kato H, Uchigata M, Iijima M, Shimizu S, Nonaka I, Goto Y (2006) Fatal
cerebral hemorrhage in mitochondrial encephalomyopathy: clinical and
pathological data of a case. J Neurol 253(4):529–530

22. Viana-Baptista M (2012) Stroke and fabry disease. J Neurol 259(6):1019–1028

doi:10.1186/1129-2377-14-98
Cite this article as: Lian et al.: Spontaneous intracerebral hemorrhage in
CADASIL. The Journal of Headache and Pain 2013 14:98.
Submit your manuscript to a 
journal and benefi t from:

7 Convenient online submission

7 Rigorous peer review

7 Immediate publication on acceptance

7 Open access: articles freely available online

7 High visibility within the fi eld

7 Retaining the copyright to your article

    Submit your next manuscript at 7 springeropen.com


	Abstract
	Background
	Case report
	Discussion and conclusions

	Background
	Case presentation
	Discussion
	Conclusions
	Consent
	Abbreviations
	Competing interests
	Authors’ contributions
	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


