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Abstract

Objective: Few studies have explored the efficacy of laser interstitial thermal therapy in pediatric epilepsy surgery. This study
aims to evaluate seizure-free outcomes in children and adolescents with mesial temporal lobe epilepsy who underwent laser
interstitial thermal therapy. Methods: This was a retrospective cohort study performed at a level 4 epilepsy center. All patients
had comprehensive presurgical epilepsy evaluations with a consensus treatment decision made by a multidisciplinary team. Brain
magnetic resonance imaging (MRI) data were used to determine lesional vs nonlesional groups. All laser interstitial thermal ther-
apy procedures were performed using Visualase laser ablation systems by the neurosurgical team. Seizure-free outcomes were
measured according to the Engel surgical outcome scale. Results: This study included 19 patients (12 girls, 7 boys). Age of epi-
lepsy onset ranged from 2 to |7 years (mean 9.9 years), and age at time of surgery ranged from 8 to 20 years (mean |5.1 years).
Ten patients (52.5%) had signs of hippocampal sclerosis on MRI (lesional group), and 9 patients (47.5%) had a normal brain MRI
(nonlesional group). Engel | score was achieved by 14 of 19 patients (73.5%): 9 of 10 patients (90%) in the lesional group and 5 of
9 patients (55.5%) in the nonlesional group. Younger age of seizure onset was a predictor of better postsurgical outcome, but no
other outcome predictors could be established. Conclusion: Laser interstitial thermal therapy is safe and effective for the treat-
ment of drug-resistant mesial temporal lobe epilepsy in children, rendering more favorable seizure-free outcomes in pediatric
patients with hippocampal atrophy than in those with nonlesional mesial temporal lobe epilepsy.
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Temporal lobe epilepsy is among the most common types of
focal epilepsies with onset in late childhood or early ado-
lescence. The clinical and electrographic features of mesial tem-
poral lobe epilepsy are well established, and brain magnetic
resonance imaging (MRI) classically shows hippocampal
atrophy. However, patients with clinical and electrographic fea-
tures of mesial temporal lobe epilepsy can often have a normal
brain MRI.

Despite the development of numerous new antiseizure med-
ications, the number of patients achieving seizure freedom with
pharmacotherapy alone is suboptimal. Epilepsy surgery should
be considered after the failure of 2 tolerated and appropriately
dosed antiseizure medications.! Laser interstitial thermal
therapy is increasingly considered as a less invasive alternative
to open craniotomy.

Amygdalohippocampectomy performed by laser interstitial
thermal therapy has seizure-free rates comparable to open

craniotomy, with the additional benefit of being less invasive,
associated with fewer complications and shorter hospital
s‘cays.z_5

Most data available are based on adult studies, and the effi-
cacy of laser interstitial thermal therapy for mesial temporal
lobe epilepsy in children has not been systematically evaluated
as robustly. The objective of this study is to evaluate seizure
outcome after laser interstitial thermal therapy surgery in
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children with mesial temporal lobe epilepsy and to investigate
seizure-free outcome difference in nonlesional patients, or
those with normal MRIs, compared to those with radiographi-
cally confirmed mesial temporal sclerosis.

Methods

This was a retrospective cohort study conducted at a level 4 epilepsy
center. Data were obtained by chart review at a 12-month follow-up,
and the study was approved by the institutional review board of our
institution. Inclusion criteria were the following: age <20 years at the
time of epilepsy surgery, electroclinical diagnosis of mesial temporal
lobe epilepsy, diagnosis of drug-resistant epilepsy according to the
International League Against Epilepsy (ILAE) criteria® (failure of 2
tolerated and appropriately dosed antiseizure medications), available
follow-up data, and history of laser interstitial thermal therapy per-
formed at our institution. Patients with brain MRI showing a structural
lesion other than hippocampal sclerosis were excluded from the
analysis.

The diagnosis of mesial temporal lobe epilepsy was established by a
team of pediatric epileptologists after a comprehensive neurologic
workup including multiple scalp EEGs, video EEGs, MRI scans, and
additional studies performed at the discretion of the treating epileptol-
ogist. Neuroimaging evaluation was performed by an experienced neu-
roradiologist by visual assessment of hippocampal size, signal, internal
structure, and shape as well as adjacent mesial temporal structures.’

Stereotactic laser ablation of the amygdala and hippocampus was
performed in 1 or more stages. Visualase catheters (Medtronic, Inc)
for laser ablation were placed in the operating room. Ablation was per-
formed according to the manufacturer’s instructions, at 60% to 80%
power and with safety markers lining the periphery of the ablation
site. The patients were then transferred to the MRI scanner for confir-
matory imaging and ablation. Diffusion-weighted imaging and
T1-weighted imaging with contrast were used to confirm the complete
ablation before removing all catheters (Figure 1).

The radiologic goal of ablation was to target the amygdala, head,
and body of the hippocampus as far back as the tectal plate. The aim
was to completely ablate the amygdala, and often a second fiberoptic
laser catheter orthogonal to the primary hippocampal catheter was
placed to accomplish complete amygdala ablation. All patients
received steroids for 5-14 days in a slow wean schedule.

Patients were included in 2 groups: group 1 (nonlesional) included
patients with normal brain MRI, and group 2 (lesional) included
patients with signs of hippocampal sclerosis shown by brain MRI
(atrophy and/or hypersignal on T2-weighted / fluid-attenuated inver-
sion recovery sequences and/or abnormal internal structure of the hip-
pocampus). Surgical efficacy was evaluated according to the Engel
Surgical Outcome Scale using 12-month postsurgical follow-up data,
which was compiled for seizure freedom assessments.

Outcomes were evaluated using a Student ¢ test for continuous var-
iables and Fisher exact test for categorial variables.

Results

This study included 19 patients (12 girls, 7 boys). The mean age
at onset of epilepsy was 9.9 years and ranged from 2 to 17 years.
The mean age at time of surgery was 15.1 years and ranged
from 8 to 20 years. Of the 19 patients, 10 patients (52.5%)
were included in the lesional group, and had hippocampal
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sclerosis on MRI, and 9 patients (47.5%) were included in the
nonlesional group and had a normal brain MRI. Neurologic
examination was normal in all patients. Patient characteristics
are shown in Table 1. Both groups had the same characteristics
regarding age of seizure onset, age at laser interstitial thermal
therapy, and duration of epilepsy (Table 2).

Stereoelectroencephalography was performed in all patients
with nonlesional epilepsy and 6 of the 10 patients (60%) with
hippocampal atrophy (Table 1).

Fourteen patients (73%) from the entire cohort achieved an
Engel 1 score at 12-month follow-up. The lesional group
achieved an Engel 1 score in 9 of 10 patients (90%), and the
nonlesional group achieved an Engel 1 score in 5 of the 9
patients (55.5%) at 12-month follow-up (Figure 2). There was
no difference in seizure control according to the side of ablation
(nonlesional group / normal brain MRI: P =.20; lesional group /
hippocampal sclerosis: P > .99).

No complications were observed. Neurologic examination,
including visual fields and cranial nerves, were assessed at
immediate postoperative and follow-up visits,

Younger age of seizure onset was a predictor for better sur-
gical outcome; however, the age at which laser interstitial
thermal therapy was performed and the duration of epilepsy
were not (Table 3). Independent analysis including only
patients in the lesional group showed that age of seizure
onset, age at laser interstitial thermal therapy, and duration of
epilepsy did not influence the final postsurgical outcome
(Table 4). The sample size precluded the statistical analysis
for age of seizure onset, age at laser interstitial thermal
therapy, and duration of epilepsy in the lesional group.

Discussion

Mesial temporal lobe epilepsy has been more widely studied in
adults, and laser interstitial thermal therapy has been demon-
strated to be an effective and common minimally invasive
approach for the treatment of mesial temporal lobe epilepsy.>*®
However specific data regarding mesial temporal lobe epilepsy
and laser ablation in children is still limited.

Our data showed that 73.5% of our patients had excellent
clinical results with Engel 1 classification scores at 12-month
follow-up. Overall postsurgical seizure-free outcomes were
similar to data reported in adults with mesial temporal lobe epi-
lepsy. However, this study demonstrates seizure-free outcomes
for lesional mesial temporal lobe epilepsy of 90%, which is
higher than the frequency reported for adults.**'° Although
this is a preliminary study and our sample size is small, it
may suggest that epilepsy surgery for mesial temporal lobe epi-
lepsy due to hippocampal sclerosis has a better prognosis if per-
formed earlier in life.

In addition, our data did not show a correlation between the
duration of epilepsy and postsurgical prognosis. One possible
explanation is that epilepsy surgery early in life enables a
better surgical outcome than the one seen in adults because
long-term mesial temporal lobe epilepsy is often associated
with a progressive decrease in hippocampal volume and
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Figure |. (A) Brain magnetic resonance imaging (MRI) (coronal and axial T1 images) showing probe placement for laser interstitial thermal
therapy of the left mesial structures. (B) Brain MRI (coronal, sagittal and axial T| images) showing acute changes of the left mesial structures
after laser interstitial thermal therapy (box). (C) Follow-up brain MRI (axial and coronal fluid-attenuated inversion recovery images) showing left

hippocampal ablation (after 2 years of laser ablation).

increased network synchronization that leads to drug-resistant
epilepsy.'' ™'

Postsurgical outcomes after laser interstitial thermal therapy
in adults with mesial temporal lobe epilepsy usually show
similar rates of seizure freedom in patients with normal brain
MRI, but confirmed stereoelectroencephalography mesial tem-
poral lobe epilepsy, and hippocampal sclerosis.'® However, our
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data showed that the rates of seizure freedom after laser intersti-
tial thermal therapy were higher in those with lesional mesial
temporal lobe epilepsy than those with normal imaging. This
may be attributable to the fact despite stereoelectroencephalog-
raphy showing ictal onset on the temporal mesial structures, the
epileptogenic zone may extend beyond the amygdala and hip-
pocampi or at additional regions (such as in patient 3, where
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Table 1. Patient Characteristics.

Age at Duration of Seizure LITT ablation /  Engel
seizure Age at epilepsy until frequency SEEG / no. of probes  score at
ID Gender onset,y LITT,y LITT,y Brain MRI  before LITT ictal onset (n) 12 mo  Special notes
| M I 16 5 Normal Daily Yes/H Left A/H (2) 4
2 M 8 12 4 Normal Daily Yes/AH Right A/H/P (3) |
3 M 12 17 5 Normal Weekly Yes/AH + Right A/H/P (3) 3
parietal
4 F I 16 5 Normal Weekly Yes/H Right A/H/P (2) |
5 F 12 20 8 Normal Daily Yes/AH + Left A/H/P (3) 3 Extension into
neocortical insula (check if
temporal + neocortical
insula tempo)
6 F 15 17 2 Normal Weekly Yes/AH +insula  Left A/H/P (3) | Extension into
insula
7 M 17 20 3 Normal Weekly Yes/AH + Left A/H/P (3) 3
posterior
insula
8 F 12 16 4 Normal Monthly Yes /AH +insula Right H/P (3) | Extension into
inferior insula
9 M 8 I 3 Normal Monthly Yes /A+ Right A/H (2) I
neocortical
temporal +
insula
10 F 2 8 7 Left HS Weekly No Left A/H (2) I
I F 4 I 9 Left HS  Daily No Left A/H (2) |
12 F 4 9 5 Left HS Weekly No Left A/H (2) |
13 F 3 8 5 Left HS Weekly No Left A/H (2) I
14 F 8 19 9 Right HS ~ Monthly Yes/H Right H (2) |
15 M 13 16 2 Right HS ~ Weekly Y/H + insula Right A/H (3) | Extension to
insula
16 M 10 18 8 Left HS Monthly Y/AH Left A/H (2) I
17 M 14 17 3 Right HS ~ Weekly YH Right A/H (2) 4
18 F 13 18 5 Right HS ~ Weekly YH Right A/H (2) |
9 M 12 19 6 Right HS ~ Weekly Y/AH Right H (1) |

Abbreviations: A, amygdala; H, hippocampus; HS, hippocampal sclerosis; LITT, laser interstitial thermal therapy; P, parahippocampus; SEEG,

stereoelectroencephalography.

Table 2. Analysis of Variables Between Patients With Lesional and
Nonlesional Mesial Temporal Lobe Epilepsy (n=19).

Variable Mean P Value *
Age at seizure onset, y .0725
Lesional group 83

Nonlesional group 1.7

Duration of epilepsy, y .1064
Lesional group 5.8

Nonlesional group 4.3

Age at LITT, y .3408
Lesional group 16.1

Nonlesional group 14.3

Abbreviation: LITT, laser interstitial thermal therapy.
*Statistical analysis was performed using Student t test.

there was also ictal onset over the parietal region), rendering
laser interstitial thermal therapy procedure less effective.'’
Genetic factors are also being explored and hypothesized as
possible reasons for poorer seizure freedom rates in nonlesional
epilepsies compared with lesional epilepsies.'?
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Figure 2. Engel | classification 12 months after laser interstitial
thermal therapy procedure among lesional and nonlesional groups.

Seizure recurrence after laser interstitial thermal therapy
depends on several factors, and a more medial, anterior, and
inferior ablation is likely associated with better disconnection
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Table 3. Analysis of Variables Regarding Postsurgical Outcome
(n=19).

Variable Mean P Value *
Age at seizure onset, y 0416
Engel | 8.79

Engel 3 and 4 13.2

Duration of epilepsy, y .6983
Engel | 5.21

Engel 3 and 4 4.80

Age at LITT, y .0631
Engel | 14.1

Engel 3 and 4 18

Abbreviation: LITT, laser interstitial thermal therapy.
?Statistical analysis was performed using Student t test.

Table 4. Analysis of Variables Regarding Postsurgical Outcome in
Patients With Normal Brain MRI (Nonlesional Group, n=9).

Variable Mean P Value *
Age at seizure onset, y 3521
Engel | 10.80

Engel 3 and 4 12.75

Duration of epilepsy, y .1684
Engel | 3.6

Engel 3 and 4 5.2

Age at LITT, y .0515
Engel | 14.40

Engel 3 and 4 18.2

Abbreviation: LITT, laser interstitial thermal therapy
*Statistical analysis was performed using Student t test.

of mesial structures, thereby providing a better seizure freedom
outcome. > Ablation of the entire head of the hippocampus, half
of the amygdala, and possibly piriform cortex seems to be asso-
ciated with better seizure freedom outcomes. Although not
included in the results because of our follow-up cutoff,
patient 1 had seizure recurrence after laser interstitial thermal
therapy but is seizure-free after a second ablation of the residual
hippocampus including the ipsilateral insula.

In selected patients, we widened the ablation to also include
the parahippocampus for more extensive ablation of the piri-
form cortex. We did this by applying a parallel catheter to the
hippocampal catheter. On the other hand, volume of ablation
and residual mesial structures (amygdala, hippocampal, ento-
rhinal, and parahippocampal) do not always correlate with
seizure outcomes.'*!

Although seizure onset was earlier in children with mesial tem-
poral lobe epilepsy due to hippocampal sclerosis, there was no
difference between age at laser interstitial thermal therapy and epi-
lepsy duration before surgery. Delaying surgery in patients with
normal brain MRI is often due to the misconception that a
normal brain MRI is a contraindication for epilepsy surgery.
Other techniques (such as positron emission tomography scan,
single-photon emission computed tomography, magnetoencepha-
lography, and stereoelectroencephalography) that can help

Downloaded from https://papernode.online/

identify the epileptogenic zone should be used.' It is likely that
children with mesial temporal lobe epilepsy without known
MRI lesions may benefit from a procedure at an earlier age.

Conclusion

Although this is a retrospective study, it provides preliminary evi-
dence that children with mesial temporal lobe epilepsy who had
epilepsy surgery performed by laser interstitial thermal therapy
have seizure freedom rates comparable to the outcomes reported
in adults and pediatric patients who had open surgery. The results
include both lesional and nonlesional intractable mesial temporal
lobe epilepsy, with better outcomes seen in children with mesial
temporal lobe epilepsy associated with hippocampal sclerosis. In
addition, this study confirmed laser interstitial thermal therapy
safe with a very low morbidity rate.

This study suggests the role of laser interstitial thermal
therapy in children with both lesional and nonlesional mesial
temporal lobe epilepsy, providing a safer and effective alterna-
tive to open craniotomy. Future prospective studies including a
larger sample and follow-up are needed to better understand
seizure-free outcomes using laser interstitial thermal therapy.
Future studies are also needed to assess if the volume of abla-
tion, neuropsychological data, proposed epileptogenic zones,
or genetic factors may affect the seizure freedom outcomes of
laser interstitial thermal therapy in pediatric patients.

Declaration of Conflicting Interests

The authors declared no potential conflicts of interest with respect to
the research, authorship, and/or publication of this article.

Funding

The authors received no financial support for the research, authorship,
and/or publication of this article.

Ethical Approval
This study was approved by the IRB of our institution (#807749).

Author Contributions

DG: acquisition/data interpretation, drafted manuscript/final
approval. OKM: acquisition/data interpretation, drafted manuscript/
final approval. AF: acquisition/data interpretation, drafted manuscript/
final approval. NGE: acquisition/data interpretation, drafted manu-
script/final approval. AJ: acquisition/data interpretation, drafted
manuscript/final approval. SS: acquisition/data interpretation, drafted
manuscript/final approval.

ORCID iDs

Maria A. Montenegro https:/orcid.org/0000-0002-3609-2774
Aliya Frederick (2 https:/orcid.org/0000-0003-4389-9792
References

1. Wiebe S, Blume WT, Girvin JP, Eliasziw M; Effectiveness and
Efficiency of Surgery for Temporal Lobe Epilepsy Study Group.


https://orcid.org/0000-0002-3609-2774
https://orcid.org/0000-0002-3609-2774
https://orcid.org/0000-0003-4389-9792
https://orcid.org/0000-0003-4389-9792
https://ballisticcomainvitation.com/t2e548yr3v?key=403e8f291d0b160c8210d10a973a50a9

Trivedi et al

347

A randomized, controlled trial of surgery for temporal-lobe epi-
lepsy. N Engl J Med. 2001;345(5):311-318.

. Gross RE, Willie JT, Drane DL. The role of stereotactic laser

amygdalohippocampotomy in mesial temporal lobe epilepsy.
Neurosurg Clin N Am. 2016;27(1):37-50.

. Gross RE, Stern MA, Willie JT. Stereotactic laser amygdalohippo-

campotomy for mesial temporal lobe epilepsy. Ann Neurol.
2018;83(3):575-587.

. Wicks RT, Jermakowicz WIJ, Jagid J, et al. Laser interstitial

thermal therapy for mesial temporal lobe

Neurosurgery. 2016;79(Suppl 1):S83-S91.

epilepsy.

. Donos C, Breier J, Friedman E, et al. Laser ablation for mesial tem-

poral lobe epilepsy: surgical and cognitive outcomes with and
without mesial temporal sclerosis. Epilepsia. 2018;59(7):1421-
1432.

. Kwan P, Arzimanoglou A, Berg AT, et al. Definition of drug resis-

tant epilepsy: Consensus proposal by the ad hoc Task Force of the
ILAE Commission on Therapeutic Strategies.

2010;51(6):1069-1077.

Epilepsia.

. Kuzniecky RI, Jackson GD. Magnetic Resonance in Epilepsy.

Raven Press; 1995.

. Arocho-Quinones EV, Lew SM, Handler MH, et al. Magnetic res-

onance imaging-guided stereotactic laser ablation therapy for the
treatment of pediatric epilepsy: A retrospective multiinstitutional
study. J Neurosurg Pediatr. 2023;31(6):1-14.

. Tao JX, Wu S, Lacy M, et al. Stereotactic EEG-guided laser inter-

stitial thermal therapy for mesial temporal lobe epilepsy. J Neurol
Neurosurg Psychiatry. 2018;89(5):542-548.

. Youngerman BE, Oh JY, Anbarasan D, et al; Columbia

Comprehensive Epilepsy Center Co-Authors. Laser ablation is
effective for temporal lobe epilepsy with and without mesial

Downloaded from https://papernode.online/

11.

12.

13.

14.

15.

16.

17.

18.

19.

temporal sclerosis if hippocampal seizure onsets are localized by
stereoelectroencephalography. Epilepsia. 2018;59(3):595-606.
Aupy J, Wendling F, Taylor K, Bulacio J, Gonzalez-Martinez J,
Chauvel P. Cortico-striatal synchronization in human focal sei-
zures. Brain. 2019;142(5):1282-1295.

Karge R, Knopp C, Weber Y, et al. Genetics of nonlesional
focal epilepsy in adults and surgical implications. Clin
Epileptol. 2023;36:91-97.

Ko AL, Tong APS, Mossa-Basha M, et al. Effects of laser intersti-
tial thermal therapy for mesial temporal lobe epilepsy on the struc-
tural connectome and its relationship to seizure freedom.
Epilepsia. 2022;63(1):176-189.

Grewal SS, Zimmerman RS, Worrell G, et al. Laser ablation for
mesial temporal epilepsy: a multi-site, single institutional series.
J Neurosurg. 2018;1(6):1-8.

Bonilha L, Rorden C, Appenzeller S, Coan AC, Cendes F, Li LM.
Gray matter atrophy associated with duration of temporal lobe epi-
lepsy. Neuroimage. 2006;32(3):1070-1079.

Cendes F. Progressive hippocampal and extrahippocampal
atrophy in drug resistant epilepsy. Curr Opin Neurol. 2005;18(2):
173-177.

Coan AC, Appenzeller S, Bonilha L, Li LM, Cendes F. Seizure
frequency and lateralization affect progression of atrophy in tem-
poral lobe epilepsy. Neurology. 2009;73(11):834-842.

Sperling MR, Gross RE, Alvarez GE, McKhann GM, Salanova V,
Gilmore J. Stereotactic laser ablation for mesial temporal lobe epi-
lepsy: a prospective, multicenter, single-arm study. Epilepsia.
2020;61(6):1183-1189.

Vakharia VN, Duncan JS, Witt JA, Elger CE, Staba R, Engel J Jr.
Getting the best outcomes from epilepsy surgery. Ann Neurol.
2018;83(4):676-690.


https://ballisticcomainvitation.com/t2e548yr3v?key=403e8f291d0b160c8210d10a973a50a9

	 
	 Methods
	 Results
	 Discussion
	 Conclusion
	 References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile ()
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 5
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Average
  /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 false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Average
  /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 false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Average
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /PDFX1a:2003
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError false
  /PDFXTrimBoxToMediaBoxOffset [
    33.84000
    33.84000
    33.84000
    33.84000
  ]
  /PDFXSetBleedBoxToMediaBox false
  /PDFXBleedBoxToTrimBoxOffset [
    9.00000
    9.00000
    9.00000
    9.00000
  ]
  /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 false
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks true
      /AddColorBars false
      /AddCropMarks true
      /AddPageInfo true
      /AddRegMarks false
      /BleedOffset [
        9
        9
        9
        9
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


