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Abstract

unvaccinated for varicella.
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Background: Acute cerebellitis (AC) is the most common neurological complication of varicella. Nevertheless, it has
been scarcely studied. The objective of this study were to asses the occurrence of AC among children hospitalized
for varicella and to analyze its specific clinical picture and outcome.

Methods: We retrospectively reviewed the medical records of children admitted to the hospital for varicella
between 1°" October 2003 and 1° June 2013 and we compared our results with literature. Children were all

Results: In our case series, AC was found out in 48 out of 457 patients (10.5%). The highest frequency of AC was
observed in children from 1 to 5 years of age (60.9%). The most characteristic symptom of AC was a broad-based
gait disturbance that progressed gradually over the course of a few days (95.8%). Other common symptoms
included slurred speech (37.5%), vomiting (31.25%), headache (29.16%), dysmetry (25%) and tremor (22.91%). After a
long hospitalization (median of 11 days), all but one children were dismissed without invalidating sequelae.

Conclusions: Data from this study may help to better address the problem of varicella cerebellar complications in
hospitalized children and to monitor changes over time caused by an increase in vaccination coverage.

Introduction

Varicella is an acute, exanthematous, and highly infectious
disease affecting virtually every child in the absence of
vaccination programs. Varicella has mostly an uncompli-
cated course in early childhood. Nevertheless, it may re-
sult in severe complications [1]. A common measure of
varicella complications is derived from the hospitalization
of patients. In a 10-year study of varicella hospitalizations,
we previously assessed the occurence of central nervous
system complications, comparing our results with those
from the literature. Among neurological complications,
acute cerebellitis (AC) was the most frequent manifest-
ation [2]. However, the occurrence of AC complicating
varicella in hospitalized children and its detailed clinical
characteristics are unknown.
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Aim of the study

The objectives of this study were to assess the occurrence
of AC out of neurological complications of varicella in
hospitalized children and to define its specific clinical
picture and final outcome.

Materials and methods

We retrospectively reviewed the medical records of chil-
dren admitted to the Bambino Gest Hospital, Rome,
Italy (OPBG), for varicella between 1** October 2003 and
1% June 2013. Patients over 18 years of age as well as
children with immunodeficiency disorders were ex-
cluded. According to the literature, the diagnosis of vari-
cella is based on clinical evidence of characteristic skin
lesions in varying stages of development and resolution.
We defined a neurological complication as an unfavor-
able neurological evolution occurring within three weeks
of varicella onset [3]. AC was defined by clinical findings
(ataxia, unsteady gait or fine motor movement, trem-
bling of the head and trunk in an upright position and
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the extremities when attempting to move against gravity)
[4-6]. The diagnosis was clinical as the onset of ataxia
following the appearance of typical chickenpox rash re-
quires no further diagnostic testing [7]. In three patients,
a lumbar puncture was performed, revealing clear cere-
brospinal fluid with 1-2 WBC/mm?® and no microorgan-
isms on gram stain. Real time PCR for varicella zoster
virus was positive in all cerebrospinal fluid samples.
Magnetic resonance imaging (MRI) was performed in
eighteen patients and computed tomography (CT) in
two. To measure the frequency of cerebellar complica-
tion, a MEDLINE search was made using the keywords
“Chickenpox/complications” as MESH term. The results
were limited to publications written in English, concern-
ing the pediatric age (0—18 years) and published during
the period between June 2003 and June 2013. We
scanned the references of all included articles for add-
itional studies. Inclusion criteria for our systemic review
of the literature were: (1) cases of varicella in the
pediatric age; (2) reported case definition for cerebellar
complications; (3) cerebellar complications reported with
clear numerators and denominators. Exclusion criteria
were: (1) reports not referring the exact number of cere-
bellar complications in varicella in a well defined study
period; (2) reports limited to immunocompromised
children or to children affected by underlying diseases;
(3) single case reports; (4) reports limited to adults; (5)
studies reporting data on both adults and children, not
analyzable separately; (6) reports including both hospi-
talized and non hospitalized children. From each article
analyzed we extrapolated the total number of varicella
cases, the number of cases with neurological complica-
tions and the number of cases with cerebellar involve-
ment. We examined a total of 249 manuscripts resulting
from our MEDLINE search or from additional refer-
ences found during the review. Out of these, 17 studies
were eligible for inclusion in the meta-analysis and were
analyzed to estimate a pooled rate of cerebellar compli-
cations in the pediatric age [1,4,6,8-21]. We excluded
233 articles for the following reasons: (1) not reporting
the exact number of neurological complications in vari-
cella in a well defined study period (211); (2) not report-
ing the exact number of cerebellar complications in
varicella in a well defined study period (6); (3) single
case reports on AC (1); (4) case reports on neurological
complications different from AC (11); (5) reporting data
on both adults and children, not analyzable separately
(2); 6) inclusion criteria were too strict (1) (one report
included only children younger than one year). Finally,
two studies referred to the same group of patients. We
pooled the estimates of rates and their 95% confidence
intervals (CI) by using standard meta-analytic techniques.
Data were analyzed using Metanalysis 3 and a pooled es-
timate of the occurrence of varicella complications was
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calculated by using a random-effects model with inverse-
variance weighting using the Der-Simonian and Laird
method. Statistical heterogeneity was measured by using
the chi square test for heterogeneity. We used the Chi
square test or the Fisher exact test for comparing pro-
portions. We used the Standard T test for comparing
continuous variables. The pooled frequency of varicella
related cerebellar complications is reported in Figure 1.
There was substantial heterogeneity among the studied
included in the analysis (p < 0.001).

Results

Case series

We reviewed 457 charts of children with varicella hospi-
talized during the study period. Neurological complica-
tions were identified in D2JGHEICHA57IpatientsN(20M3%)!
The mean age of patients affected by neurological com-
plications was 5.03 years (range 2 months—15.6 years); a
similar proportion of varicella cases occurred in males
and females (53.4% and 46.5%, respectively). The most
frequent complication among neurological complications
was AC (52.17%), reported in 48 out of 457 patients
(10.5%). The mean age of patients affected by cerebellar
complications was 5.5 years (range 1.5-15.6 years). The
highest frequency of cases was observed in children aged
1 to 5 years (60.9%). Children aged 5-10 years were
34.1% and those over 10 years were 5% of the cases. An
identical proportion of cerebellar complications was ob-
served in males and females (50%). They were all unvac-
cinated for varicella. The most characteristic symptom of
AC was a broad-based gait disturbance that progressed
gradually over the course of the first two days recovery
(95.8%). Other common symptoms included slurred
speech (37.5%), vomiting (31.25%), headache (29.16%) and
tremor (22.91%). Poor coordination of finger-to-nose
movements (dysmetry) was observed in 25% of cases. In a
few cases, irritability (8.33%) and nystagmus (4.16%) were
noted. Tone, deep tendon reflexes and plantar responses
were normal in all patients. The mean time of onset for
cerebellar symptoms was 7.48 days before hospitalization
(range 1-21 days). In four patients neurological symptoms
developed in the first two days. Only two children pre-
sented with late-onset complications after 14 days and
within 21 days of varicella exanthema appearance. In no
case did cerebellar symptoms precede skin lesions. The
median length of the hospital stay was 11 days (range 2—
23 days). Treatment was decided independently case by
case. Forty-five patients (93.75%) were treated with intra-
venous acyclovir for five days (30 mg/kg, daily). In three
cases, antiviral therapy was not prescribed as these chil-
dren previously received oral acyclovir at home for seven
days from the onset of varicella. Moreover, 16 patients
(33.33%) received intravenous steroids (dexamethasone
0.5 mg/Kg/daily) due to disease severity, which required a
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Study Prev (95% Cl) % Weight
Koturoglu, 2005 — 0,13 ( 0,09, 0,19) 5,20
Losurdo, 2005 - 0,01 ( 0,00, 0,02) 571
Bonhoeffer, 2005 —— 0,10 ( 0,07, 0,13) 5,69
Chi, 2006 — 0,03 ( 0,00, 0,08) 4,18
Theodoridou, 2006 —-— 0,06 ( 0,04, 0,08) 590
Bonsignori, 2007 - 0,03 ( 0,01, 0,05) 5,71
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Marchetto, 2007 —.— 0,08 ( 0,06, 0,11) 572
Liese, 2008 - 0,08 ( 0,06, 0,10) 6,11
Rack, 2009 - 0,08 ( 0,06, 0,10) 6,11
Uduman, 2009 —a— 0,12 ( 0,08, 0,17) 525
Chan, 2011 = 0,01 ( 0,00, 0,02) 598
Elena, 2011 —a— 0,09 ( 0,06, 0,13) 564
Ozdemir, 2011 —_— 0,03 ( 0,00, 0,09) 3,95
Van Lier, 2011 - 0,03 ( 0,01, 0,05) 562
Bozzola —-— 0,11 ( 0,08, 0,13) 586
Overall <& 0,06 ( 0,04, 0,08) 100,00
Q=200,27, p=0,00, 12=91% :
0 1
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Figure 1 Acute cerebellitis in varicella.

prolonged hospitalization. Data concerning both children
treated with steroids and those untreated are reported
in Table 1. CT was normal in all patients; MRI showed a
hyperintense signal of the cerebellar gray matter in T2-
weighted sequences in five cases. (Figure 2) After dis-
charge, the children hospitalized with AC returned for
follow-up visits in order to evaluate sequelae as he still

Table 1 Clinical characteristics of patients treated with
steroids and of those untreated

Patients treated Patients
with steroids untreated
with steroids

Number of patients 16 28
Sex (female/male) 43.7%/56.3% 53.5%/46.5% p=0.530
Age (years) 6.4 5.1 p =019
Time between 6 1A p < 0.001
onset of varicella to
hospitalization (days)
Length of 16 79 p < 0.001
hospitalization (days)
Ataxia 100% 85.7% p=0279
Slurred speech 50% 35.7% p=0353
Vomiting 43.7% 28.5% p = 0306
Headache 43.7% 25% p=0.197
Dysmetry 43.7% 17.8% p = 0085
Tremor 31.2% 21.4% p = 0492
Irritability 12.5% 7.1% p=0.163
Nystagmus 6.2% 3.5% p=1

had non intentional tremors at 2 months follow up. The
mean time of follow up was 3.5 months (range from 7
days to 8 months). (IONEPANEEPRESERIENTVANGE
[AESEqUElaE. No cases of developmental retardation,
dysarthria, hemiparesis, epilepsy, blindness, deafness or
coordination disorders were reported.

Discussion

AC, the most common neurological complication of
varicella, occurs about once in 4000 varicella cases
among children. (5) Nevertheless, it has been scarcely
studied and it is still debated whether it has a postinfec-
tious, immunologic pathogenesis or a primarily infec-
tious origin [22-25]. In our case series, the proportion of
AC out of the total varicella cases was 10.5%. Reviewing
the occurence of varicella AC complications in scientific
published reports, the proportion of complications is
slightly higher than those described by other authors, as
shown by the metanalysis. In fact, in the literature re-
vised, AC complication occurence lies within the CI of
4-8% (confidence ranges from 0% to 19%). (Figure 1)
Varicella immunization has been recommended in only
a few Italian Regions since 2003 and coverage has
remained very low in the other Italian Regions, including
the one where the majority of patients included in this
study came from. Therefore, the results that we obtained
reflect a scenario not affected by immunization. Indeed,
none of the patients included had been vaccinated
against varicella. In our case series, the median age of
children affected by AC was about 5.5 years. In the
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Figure 2 MRI images. A: axial T2-weighted image; B: axial FLAIR
sequence. Diffuse high signal intensity of both cerebellar hemispheres
with prevalence on the right lobe (black arrows). C: axial T1-weighted
image after administration of paramagnetic contrast: pial disomogeneus
contrast-enhancement of both cerebellar hemispheres, more evident
on the right lobe (white arrows).

literature, the median age of children affected by AC
was 4.29 years [1,5,9,14,16]. Moreover, in our case series,
children with AC were significantly older than the other
children hospitalized for varicella (median age 3.2 years;
P-values <0.001). They were also older than children af-
fected by other neurological complications (median age
5.06 years). Instead in a previous report in which chil-
dren affected by AC (median age 4.4) were younger than
all other children with neurologic complications (median
age 5.4 years). (1) The mean time of onset for cerebellar
symptoms was 7.48 days before hospitalization (range
1-21 days). This is in line with the literature, in which
the median time between the onset of exanthema and
hospital admission was 7 days. (1) Children remained a
median of 11.11 days (range 2—23 days) in hospital. The
hospitalization of our patients was longer than those re-
ported in the literature (6.72 days) [1,9,16]. This may be

Page 4 of 5

due to the fact that four children had a complicated dis-
ease course, which required steroids for more than 14
days. At admission, ataxia was the most frequent symp-
tom, with wide-based gait (95.80%). Neurological presen-
tation was also often characterized by dysmetry and
difficult speech. Vomiting and cephalea were frequent,
while nystagmus or other involuntary eye movements
were rare. Moreover, non cerebellar symptoms, such as
headache, were frequently referred by patients. In the
literature reviewed, we did not find any description of
the clinical presentation for cerebellitis, which would
have been useful to compare with our data [5]. In our
case-series, diagnosis was made based on patient history
of varicella infection and physical examination. In fact,
the onset of ataxia following the appearance of a typical
chickenpox rash requires no further diagnostic testing.
(7) In five cases, a MRI showed hyperintense signal of
the cerebellar gray matter in T2-weighted sequences,
which is suggestive for acute cerebellitis. Anyway, the re-
sult of these tests did not change the treatment. Brain
imaging is not necessary for most cases of AC. When it
is performed, MRI is vastly superior to CT. In fact, CT
is of limited value given the difficulty of imaging the
posterior fossa with this modality. Moreover, when ob-
tained, CT is most often normal [26]. At MRI, bilateral
diffuse abnormalities of the cerebellar hemispheres are
the most common imaging presentations but are not
patognomonic and with a no evident prognostic value
[27]. The role of antiviral therapy is controversial. Some
authors reported that acyclovir is indicated because of
disease severity, while others did not recommend it,
based on the strength of evidence regarding auto-
immune pathogenesis [22-25,28,29]. The real utility of
steroids is controversial as well [28]. As international
guidelines do not clearly establish whether immunocom-
petent children with cerebellitis should receive intraven-
ous acyclovir and/or steroids, we decided case by case,
based on clinical severity. In our case-series, forty-five
patients (93.75%) were treated with intravenous acyclo-
vir, and 16 (33.33%) received intravenous steroids. We
prescribed antiviral therapy in order to reduce disease
severity; in fact, in a recent article on varicella, treatment
with antivirals was considered mandatory not only for
patients at risk for severe disease, but also for any sub-
ject with varicella-zoster virus infection with virally me-
diated complications, such as AC [29]. In the revised
literature, we found just two papers reporting the fre-
quency of antiviral therapy and only one on the steroids
[1,4]. Out of 67 children, Rack et al. treated 46% with
acyclovir [1]. Marchetto et al. used antiviral and steroidal
therapy in respectively 68.9% and 79% of the 29 enrolled
patients [4]. Finally, as well as in our case-series, other
authors generally did not refer invalidating problems at
the follow-up [1,14].
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Conclusion

AC is frequent during varicella in childhood and is associ-
ated with prolonged hospitalization. Neurological presen-
tation is mostly characterized by ataxia, difficult speech,
vomiting, headache and dysmetry. Data from this study
may help to better address the problem of varicella
cerebellar complications in hospitalized children and to
monitor changes over time caused by an increase in
vaccination coverage.

Competing interests
The authors have no competing interests to declare.

Authors’ contribution

BE provided medical assistance to the patient and collected medical
information, BM and CV revised the literature, LD supervised the
neuroradiological examination included in the case report, TAE supervised
the examination examination included in the case report, KA was involved in
the clinical follow-up of the patient, VA supervised the patient treatment
plan. All authors read and approved the final manuscript.

Author details

1Department of Pediatric, Bambino Gesu Children’s Hospital, Pediatric and
Infectious Diseases Unit, IRCCS, Rome, ltaly. 2IRCCS Policlinico San Matteo
Pavia, University of Pavia, Pavia, Italy. *Epidemiology Unit, Bambino Gesi
Children’s Hospital, IRCCS, Rome, Italy. “Department of Imaging,
Neuroradiology Unit, Bambino Gesu Children’s Hospital, IRCCS, Rome, Italy.

Received: 28 January 2014 Accepted: 11 June 2014
Published: 19 June 2014

References

1. Rack AL, Grote V, Streng A, Belohradsky BH, Heinen F, von Kries R, Liese JG:
Neurologic varicella complications before routine immunization in
Germany. Pediatr Neurol 2010, 42(1):40-48.

2. Bozzola E, Tozzi AE, Bozzola M, Krzysztofiak A, Valentini D, Grandin A, Villani A:
Neurological complications of varicella in childhood: case series and a
systematic review of the literature. Vaccine 2012, 30(39):5785-5790.

3. Peterson CL, Mascola L, Chao SM, Lieberman JM, Arcinue EL, Blumberg DA,
Kim KS, Kovacs A, Wong VK, Brunell PA: Children hospitalized for varicella:
a prevaccine review. J Pediatr 1996, 129(4):529-536.

4. Marchetto S, de Benedictis FM, de Martino M, Versace A, Chiappini E,
Bertaine C, Osimani P, Cordiali R, Gabiano C, Galli L: Epidemiology of
hospital admissions for chickenpox in children: an Italian multicentre
study in the pre-vaccine era. Acta Paediatr 2007, 96(10):1490-1493.

5. Salas AA, Nava A: Acute cerebellar ataxia in childhood: initial approach in
the emergency department. Emerg Med J 2010, 27(12):956-957.

6. Chi CY, Wang SM, Lin HC, Liu CC: Complications of varicella infection in
children in southern Taiwan. J Microbiol Immunol Infect 2006,
39(5):402-407.

7. Ryan MM, Engle EC: Acute ataxia in childhood. J Child Neurol 2003,
18:2309-e316.

8. Bonsignori F, Chiappini E, Frenos S, Peraldo M, Galli L, de Martino M:
Hospitalization rates for complicated and uncomplicated chickenpox in
a poorly vaccined pediatric population. Infection 2007, 35(6):444-450.

9. Cameron JG, Allan G, Johnston F, Finn A, Heath PT, Booy R: Severe
complications of chickenpox in hospitalised children in the UK and
Ireland. Arch Dis Child 2007, 92(12):1062-1066.

10.  Chan JY, Tian L, Kwan Y, Chan W, Leung C: Hospitalizations for varicella in
children and adolescents in a referral hospital in Hong Kong, 2004 to
2008: a time series study. BMC Public Health 2011, 11:366.

11. Elena B, Anna Q, Andrzej K, Elisabetta P, Laura L, Alberto T: Haematological
complications in otherwise healthy children hospitalized for varicella.
Vaccine 2011, 29(8):1534-1537.

12. Frenos S, Galli L, Chiappini E, de Martino M: An increasing incidence of
chickenpox central nervous system complications in children: what'’s
happening in Tuscany? J Clin Virol 2007, 38(4):358-361.

13. Grimprel E, Levy C, de La Rocque F, Cohen R, Soubeyrand B, Caulin E,
Derrough T, Lecuyer A, D'Athis P, Gaudelus J, Pediatricians Working Group:

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

Page 5 of 5

Paediatric varicella hospitalisations in France: a nationwide survey. Clin
Microbiol Infect 2007, 13(5):546-549.

Koturoglu G, Kurugdl Z, Cetin N, Hizarcioglu M, Vardar F, Helvaci M, Capar Z,
Ozkinay F, Ozkinay C: Complications of varicella in healthy children in
Izmir, Turkey. Pediatr Int 2005, 47(3):296-299.

Liese JG, Grote V, Rosenfeld E, Fischer R, Belohradsky BH, v Kries R, ESPED
Varicella Study Group: The burden of varicella complications before the
introduction of routine varicella vaccination in Germany. Pediatr Infect Dis J
2008, 27(2):119-124.

Losurdo G, Bertoluzzo L, Canale F, Timitilli A, Bondi E, Castagnola E,
Giacchino R: Varicella and its complications as cause of hospitalization.
Infez Med 2005, 13(4):229-234.

Ozdemir H, Candir MO, Karbuz A, Belet N, Tapisiz A, Ciftci E, Ince E:
Chickenpox complications, incidence and financial burden in previously
healthy children and those with an underlying disease in Ankara in the
pre-vaccination period. Turk J Pediatr 2011, 53(6):614-625.

Theodoridou M, Laina I, Hadjichristodoulou C, Syriopoulou V: Varicella-related
complications and hospitalisations in a tertiary pediatric medical center
before vaccine introduction. Eur J Pediatr 2006, 165(4):273-274.

Uduman SA, Sheek-Hussein M, Bakir M, Trad O, Al-Hussani M, Uduman J,
Sheikhs F: Pattern of varicella and associated complications in children in
Unite Arab Emirates: 5-year descriptive study. East Mediterr Health J 2009,
15(4):800-806.

van Lier A, van der Maas NA, Rodenburg GD, Sanders EA, de Melker HE:
Hospitalization due to varicella in the Netherlands. BMC Infect Dis 2011,
11:85.

Bonhoeffer J, Baer G, Muehleisen B, Aebi C, Nadal D, Schaad UB, Heininger U:
Prospective surveillance of hospitalisations associated with varicella-zoster
virus infections in children and adolescents. Eur J Pediatr 2005,
164(6):366-370.

Balfour HH Jr, Edelman CK, Anderson RS, Reed NV, Slivken RM, Marmor LH,
Dix L, Aeppli D, Talarico CL: Controlled trial of acyclovir for chickenpox
evaluating time of initiation and duration of therapy and viral resistance.
Pedliatr Infect Dis J 2001, 20(10):919-926.

Uchibori A, Sakuta M, Kusunoki S, Chiba A: Autoantibodies in
postinfectious acute cerebellar ataxia. Neurology 2005, 65:1114-1116.
Adams C, Diadori P, Schoenroth L, Fritzler M: Autoantibodies in childhood
post varicella acute cerebellar ataxia. Can J Neurol Sci 2000, 27:316-320.
Fritzler MJ, Zhang M, Stinton LM, Rattner JB: Spectrum of centrosome
autoantibodies in childhood varicella and post-varicella acute cerebellar
ataxia. BMC Pediatr 2003, 3:11.

Gieron-Korthals MA, Westberry KR, Emmanuel PJ: A cute childhood ataxia:
10-year experience. J Child Neurol 1994, 9:381.

De Bruecker Y, Claus F, Demaerel P, Ballaux F, Sciot R, Lagot L, Buyse G,
Willms G: MRI findings in acute cerebellitis. Eur Radiol 2004, 14:1478.
Camacho-Badilla K, Méndez |, Soriano-Fallas A, Ulloa-Gutiérrez R, Avila-Aguero ML:
Postvaricella cerebellar ataxia in children in Costa Rica. An Pediatr (Barc) 2008,
68(1):49-53.

Heininger U, Seward JF: Varicella. Lancet 2006, 368:1365-1376.

doi:10.1186/1824-7288-40-57

Cite this article as: Bozzola et al.: Acute cerebellitis in varicella: a ten
year case series and systematic review of the literature. /talian Journal of
Pediatrics 2014 40:57.

~
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
J




	Abstract
	Background
	Methods
	Results
	Conclusions

	Introduction
	Aim of the study

	Materials and methods
	Results
	Case series

	Discussion
	Conclusion
	Competing interests
	Authors’ contribution
	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


