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MAIN POINTS

Glial cells are the largest group of cells 

in the brain and make up roughly half of its 

volume.

Interactions between glial cells and neu-

rons are crucial for normal brain function.

Glial cell dysfunction most likely can contri-

bute to or even cause epilepsy.

New knowledge on the role of glial cells 

in the brain can open up new therapeutic 

possibilities for epilepsy.
BACKGROUND Brain research in the last century was mainly directed at neurons, with the 
role of glia assumed to be limited to repair, supplying nutrients and above all simply filling 
the space between neurons. In recent years, the importance of glial cells for normal brain 
function has been recognised. This article summarises knowledge of glial cells relevant to 
epilepsy.

METHOD The article is based on a literature search in PubMed as well as the authors’ 
clinical and research experience.

RESULTS Astrocytes are the largest subgroup of glial cells and, in common with neurons, 
express a diversity of membrane transporters, ion channels and receptors. Among the most 
important roles of astrocytes are the uptake and redistribution of ions and water, glucose 
metabolism and communication with nerve cells. Disturbances in all of these functions have 
been associated with epilepsy.

INTERPRETATION Epilepsy has previously been regarded as almost exclusively a distur-
bance in the functioning of neurons and especially of their contact points, the synapses. 
The mechanisms of action of today’s anti-epileptic drugs are therefore primarily directed 
at neuronal channels and receptors. New knowledge of the role played by glial cells could 
increase our understanding of how epilepsy arises and lead to new treatment strategies.
Epilepsy is perhaps the most complex brain
disorder. Despite increasing knowledge of
the condition and the availability of a multi-
tude of drugs, one third of patients experi-
ence repeated and debilitating seizures (1).
Currently, almost all anti-epileptic drugs are
targeted at neurons, mainly at channels and
receptors within the cell membrane. How-
ever, new knowledge about glial cells (from
the Greek gloios; sticky substance) has led
to an increased understanding of epilepsy
and has opened the door to entirely new
treatment strategies.

This article summarises current know-
ledge of glial cells and outlines potential tar-
gets for future epilepsy treatments.

Method
This review is based on our own research
and on a search in PubMed using the key-
words «epilepsy AND astrocyte» through to
the end of 2012 (1,089 hits). Only English-
language articles were included. A discre-
tionary selection of the most relevant ori-
ginal articles and reviews was made based
on knowledge of the international academic
community and of the most significant jour-
nals within the field.

Astrocyte dysfunction
New research has shown that the largest sub-
group of glial cells – astrocytes – in common
with neurons express a diversity of mem-
brane proteins and channels. There is now a
range of evidence that astrocytes are able to
«monitor» synaptic activity, encode and
integrate synaptic information and release
signalling molecules that can alter neuronal
activity. The following section describes the
most important properties of astrocytes, as
well as how disturbances in these can contri-
bute to or cause epilepsy.

Water and potassium balance
Two key channel proteins in the astrocyte
membrane are responsible for maintaining
water and potassium balance in the brain:
the potassium channel Kir4.1 and the water
channel aquaporin-4 (AQP4) (Fig. 1a).

Potassium channel Kir4.1
Neurons constantly release potassium, inclu-
ding in conjunction with neurotransmission
at synapses. This leads to an increase in the
potassium concentration in the extracellular
space around the synapses. Potassium must
be quickly and efficiently removed from
these areas of high concentration as it could
otherwise depolarise nearby neurons and
thereby precipitate epileptic seizures. Mem-
brane proteins such as the Na-K-pump and
various K-transporters deal with potassium
uptake. Astrocytes also use these to take up
potassium, but the most important channel in
this regard most probably is Kir4.1 (potas-
sium inwardly rectifying) (Fig. 2). A number
of studies have confirmed that Kir4.1 dys-
function increases the propensity for epilep-
tic seizures. The phenotype of the Kir4.1-
knockout mouse is characterised by severe
epilepsy that often leads to death a few
weeks postnatally (2). Kir4.1 deficiency and
impaired potassium uptake in the hippocam-
pus have been reported in patients with
mesial temporal lobe epilepsy with hippo-
campal sclerosis (MTLE-HS) (3 – 6). In addi-
  37



38 Tidsskr Nor Legeforen nr. 1, 2014; 134

REVIEW ARTICLE    

Figure 1  Astrocyte functions relevant to epilepsy. a) Potassium and water balance. Potassium is released during synaptic transmission and is taken up by astrocytes 
through the potassium channel Kir4.1. This is assumed to occur together with uptake of water through the water channel AQP4. Potassium can be redistributed further 
to neighbouring astrocytes via gap junctions and can be released into the perivascular extracellular space through channels in the astrocyte end-feet. b) Glutamate uptake 
and metabolism. Glutamate released during synaptic activity is taken up via glutamate transporters located in the astrocyte membrane. Inside the astrocytes, glutamate 
is converted to glutamine with the help of the enzyme glutamine synthetase, before being taken back up into the presynaptic terminal. In common with potassium and 
other ions, glutamate probably can also be redistributed via gap junctions. c) Gliotransmission and calcium signalling. Activation of glutamate receptors (GluR) in the astro-
cyte membrane triggers Ca2+ release from intracellular stores. An increase in intracellular Ca2+ concentration is assumed to trigger secretion of transmitter [glutamate 
(Glu)] by the astrocytes (gliotransmission). d) Immune response. Astrocytes are implicated in a number of immunological processes in epilepsy. Shown here is the release 
of the cytokines IL-1 and TNF- from astrocytes as an inflammatory response to neuronal epileptic discharges. IL-1 and TNF- induce glutamate release and the 
migration of microglia, which in turn contribute to inflammation. Astrocytes possess toll-like receptors that can be activated by microbes, which could lead to glutamate 
secretion
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tion, mutations in the gene encoding Kir4.1
have been described in a number of families
with EAST syndrome, in which epilepsy is
one of the main symptoms (7, 8).

Thus, there is a range of evidence that
Kir4.1 dysfunction can play a role in epi-
lepsy.

Water channel AQP4
A number of studies suggest that Kir4.1 is
co-localised with the main water channel in
the brain, AQP4 (9, 10). Both channels are
present at particularly high concentrations in
the so-called end-feet of astrocytes, which
encircle the brain’s blood vessels and form
the outermost layer of brain tissue (11, 12).
That the channels are co-localised in astro-
cytes supports the theory that potassium
uptake is linked to water uptake; that is, that
the channels are functionally connected (13).

Several studies have associated AQP4
dysfunction with epilepsy. Mice that lack the
gene for AQP4 (AQP4 «knockout») do not
suffer from epilepsy, but they experience
longer-lasting epileptic seizures upon elec-
trical stimulation of the cortex than do non-
genetically modified mice (14). Mice that
lack the molecule that anchors AQP4 in the
cell membrane, alpha-syntrophin, show a
reduced ability to take up potassium from the
extracellular space (15). Brain MRI in pa-
tients with MTLE-HS often shows increased
water content in the sclerotic hippocampus,
which can indicate a localised disturbance in
the water balance (16). Electron microscopy
has shown reduced perivascular AQP4 in
patients with this form of epilepsy (17).

Gap junction network
In contrast to neurons, astrocytes are con-
nected in a network via gap junctions
(Fig. 1) (18). These structures create direct
connections between the cytoplasm of cells
of the same type, which means that different
molecules and ions can pass directly from
cell to cell. A range of ions, amino acids and
other substrates, including K+, glutamate,
adenosine triphosphate (ATP), Ca2+ and ino-
sitol trisphosphate (IP3), can pass via these
channels from astrocyte to astrocyte (19).
This enables potassium, for example, to be
rapidly redistributed from areas of high to
low concentration. Likewise Ca2+, which is
an important substrate for intracellular sig-
nalling, can be rapidly redistributed via gap
junctions and may contribute to «informa-
tion flow» from astrocyte to astrocyte.
Referred to as Ca2+-signalling, this principle
will be discussed further in a subsequent
section. Connections between astrocytes
allow rapid redistribution of excess trans-
mitters and ions. New research suggests that
disruption of these connections may play a
role in epilepsy (20).

Glutamate metabolism
The amino acid glutamate is the predomi-
nant excitatory neurotransmitter in the ner-
vous system. Because of its strong excita-
tory – and at high concentrations cytotoxic –
effect, it is important that glutamate is
quickly inactivated after its release into the
synaptic cleft. High glutamate concentra-
tions would otherwise lead to increased neu-
ronal excitation and probably to epilepsy
(21). Astrocytes are responsible for uptake
and conversion of glutamate released during
synaptic activity (Fig. 1b). This is achieved
via glutamate transporters in the astrocyte
membrane. After uptake by astrocytes, glu-
tamate is converted into glutamine with the
aid of the enzyme glutamine synthetase.
Disturbances in astrocyte-mediated gluta-
mate metabolism have been associated with
epilepsy. A reduction in glutamine synthe-
tase was found in the epileptogenic sclerotic
hippocampus of patients with MTLE-HS,
for example (22).

Glutamate is most readily taken up by
astrocytes at a membrane potential close to
the equilibrium potential of potassium (23,
24). Kir4.1 dysfunction (discussed above)
can thus lead to suboptimal glutamate
uptake, and increase the propensity for epi-
leptic seizures.

Gliotransmission 
and calcium signalling
Gliotransmission is a relatively new and still
somewhat controversial concept that deno-
tes the ability of astrocytes to release chem-
ical transmitter substances (Fig. 1c). The
novelty lies in the idea that not only can
neurons send signals to each other, but astro-
cytes too can send chemical signals to neu-

rons through secretion of transmitter sub-
stances. An important study in this respect
was published in 1994 in Nature (25). The
authors studied astrocytes in cell culture and
showed that they could release glutamate, a
property that until then was assumed to be
limited to neurons. This study has since been
followed by a number of publications on
interactions between astrocytes and neurons
(26, 27). Glutamate release from astrocytes
is assumed to occur via an increase in the
intracellular calcium concentration (28, 29).
Several studies, including our own unpublis-
hed data, show that electrical stimulation of
neurons leads to calcium release in a net-
work of astrocytes. However, the function of
these calcium signals is still unclear. Increa-
sed glutamate receptor expression in astro-
cytes has been reported in animal models of
temporal lobe epilepsy (30, 31). Increased
stimulation of astrocytes via these receptors
could conceivably lead to increased astro-
cytic glutamate release, which could in turn
lead to neuronal excitation and give rise to
epilepsy.

Immune response and inflammation
Epileptic seizures are known to be associ-
ated with a range of immunological pro-
cesses and with inflammation in the brain
(32). Astrocytes contribute to these pro-
cesses largely via the production of inflam-
matory substances such as chemokines and
cytokines, particularly interleukin-1-beta
(IL-1) and tumour necrosis factor-alpha
(TNF-), and release these in association
with epileptic activity (Fig. 1d) (32, 33).
Moreover, inflammation can lead to changes
in the expression of genes encoding various
membrane proteins (channels, transporters

Figure 2  Astrocyte extending processes towards the brain parenchyma and blood vessels. Immunohisto-
chemical visualisation of the potassium channel Kir4.1 in the human hippocampus. Astrocyte with processes 
(arrow head) and end-feet covering the surface of a blood vessel (arrow)
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and receptors) in astrocytes (33). Conforma-
tion changes of these can, in turn, enhance
epileptic activity via the mechanisms out-
lined above.

Brain infections, especially bacterial
abscesses and viral infections, are often asso-
ciated with febrile seizures in childhood or
with epileptic seizures. Here, too, it is prob-
ably the inflammatory process itself that
increases the propensity for epileptic seizures
rather than the causative agents per se (33).

Astrocytes express so-called toll-like
receptors (TLR) that recognise and react to
microbes (34, 35). Activation of these recep-
tors can lead to stimulation of the transcrip-
tion factor NFB (nuclear factor «kappa-
light-chain-enhancer» of activated B-cells),
which can, in turn, increase astrocytic glu-
tamate release (36).

Complex febrile seizures in children pre-
dispose to the development of temporal lobe
epilepsy, and febrile seizures are associated
with increased IL-1 levels in the central
nervous system and serum (37). IL-1 incre-
ases excitability by enhancing glutamate
receptor function and by inhibiting GABA-
ergic transmission (32). In vitro experiments
have shown that IL-1 and TNF- act on
astrocyte receptors to inhibit glutamate
uptake and increase its secretion (38).
During status epilepticus, activated micro-
glia release IL-1 and TNF-, which disrupt
communication between astrocytes by
downregulating gap junction proteins (39).

Astrocytes are thus involved in a number
of inflammatory processes that can contri-
bute to or trigger epileptic seizures.

Conclusion
Until recently, epilepsy was regarded as a
condition almost exclusively related to neu-
rons. It is only in the last few years that epi-
lepsy has also been associated with dysfunc-
tions of glial cells, particularly astrocytes.
Astrocytes are essential for maintaining the
brain’s water and ion balance. Astrocytes
interact closely with neurons and modulate
synaptic transmission by signalling back to
neurons. In addition, astrocytes are involved
in inflammatory processes and contribute to
the immune response. Moreover, astrocytes
have important homeostatic functions such
as uptake and conversion of the excitatory
neurotransmitter glutamate. A number of
studies, including animal models and studies
of human brain tissue, have shown patho-
logical changes in astrocyte function in epi-
lepsy. Thus, it is highly likely that disease
processes in astrocytes contribute to or are
even a direct cause of epilepsy. Our know-
ledge of astrocyte function and of the inter-
actions between astrocytes and neurons is
still limited. However, research within this
field has the potential to rapidly acquire

great clinical significance by opening up
entirely new therapeutic possibilities for
epilepsy.

We thank Erlend Nagelhus at the Institute of Basic
Medical Sciences and the Centre for Molecular
Medicine Norway, University of Oslo, for his advice
and for reading through the manuscript.

Kjell Heuser (born 1972) 

is a specialist in neurology, senior consultant 

and post-doctoral researcher. He is head of 

a research group in translational neuroscience, 

with a particular focus on epilepsy and glia.

The author has completed the ICMJE form 

and declares no conflicts of interest.

Karolina Szokol (born 1977) 

MSc, PhD, is a researcher who works on 

projects linked to epilepsy and the physiology 

of glial cells in the brain.

The author has completed the ICMJE form 

and declares no conflicts of interest.

Erik Taubøll (born 1957) 

is a specialist in neurology, professor and 

senior consultant. He is head of the epilepsy 

research group in the Department of Neuro-

logy.

The author has completed the ICMJE form 

and declares the following conflict of interest: 

He has received lecture fees from GSK.

References

1. Kwan P, Brodie MJ. Early identification of refrac-
tory epilepsy. N Engl J Med 2000; 342: 314 – 9.

2. Djukic B, Casper KB, Philpot BD et al. Conditional 
knock-out of Kir4.1 leads to glial membrane depo-
larization, inhibition of potassium and glutamate 
uptake, and enhanced short-term synaptic poten-
tiation. J Neurosci 2007; 27: 11354 – 65.

3. Heuser K, Eid T, Lauritzen F et al. Loss of perivas-
cular Kir4.1 potassium channels in the sclerotic 
hippocampus of patients with mesial temporal 
lobe epilepsy. J Neuropathol Exp Neurol 2012; 
71: 814 – 25.

4. Sontheimer H. Voltage-dependent ion channels 
in glial cells. Glia 1994; 11: 156 – 72.

5. Bordey A, Sontheimer H. Properties of human 
glial cells associated with epileptic seizure foci. 
Epilepsy Res 1998; 32: 286 – 303.

6. Hinterkeuser S, Schröder W, Hager G et al. Astro-
cytes in the hippocampus of patients with tempo-
ral lobe epilepsy display changes in potassium 
conductances. Eur J Neurosci 2000; 12: 2087 – 96.

7. Bockenhauer D, Feather S, Stanescu HC et al. 
Epilepsy, ataxia, sensorineural deafness, tubulo-
pathy, and KCNJ10 mutations. N Engl J Med 2009; 
360: 1960 – 70.

8. Scholl UI, Choi M, Liu T et al. Seizures, sensori-
neural deafness, ataxia, mental retardation, and 
electrolyte imbalance (SeSAME syndrome) caused 
by mutations in KCNJ10. Proc Natl Acad Sci U S A 
2009; 106: 5842 – 7.

9. Nielsen S, Nagelhus EA, Amiry-Moghaddam M 
et al. Specialized membrane domains for water 
transport in glial cells: high-resolution immuno-
gold cytochemistry of aquaporin-4 in rat brain. 
J Neurosci 1997; 17: 171 – 80.

10. Higashi K, Fujita A, Inanobe A et al. An inwardly 
rectifying K(+) channel, Kir4.1, expressed in astro-

cytes surrounds synapses and blood vessels in 
brain. Am J Physiol Cell Physiol 2001; 281: 
C922 – 31.

11. Nagelhus EA, Horio Y, Inanobe A et al. Immuno-
gold evidence suggests that coupling of K+ sipho-
ning and water transport in rat retinal Müller cells 
is mediated by a coenrichment of Kir4.1 and AQP4 
in specific membrane domains. Glia 1999; 26: 
47 – 54.

12. Amiry-Moghaddam M, Ottersen OP. The molecular 
basis of water transport in the brain. Nat Rev Neu-
rosci 2003; 4: 991 – 1001.

13. Nagelhus EA, Mathiisen TM, Ottersen OP. Aqua-
porin-4 in the central nervous system: cellular 
and subcellular distribution and coexpression with 
KIR4.1. Neuroscience 2004; 129: 905 – 13.

14. Binder DK, Yao X, Zador Z et al. Increased seizure 
duration and slowed potassium kinetics in mice 
lacking aquaporin-4 water channels. Glia 2006; 
53: 631 – 6.

15. Amiry-Moghaddam M, Williamson A, Palomba M 
et al. Delayed K+ clearance associated with aqua-
porin-4 mislocalization: phenotypic defects in 
brains of alpha-syntrophin-null mice. Proc Natl 
Acad Sci U S A 2003; 100: 13615 – 20.

16. Hugg JW, Butterworth EJ, Kuzniecky RI. Diffusion 
mapping applied to mesial temporal lobe epilepsy: 
preliminary observations. Neurology 1999; 53: 
173 – 6.

17. Eid T, Lee TS, Thomas MJ et al. Loss of perivascu-
lar aquaporin 4 may underlie deficient water and 
K+ homeostasis in the human epileptogenic hippo-
campus. Proc Natl Acad Sci U S A 2005; 102: 
1193 – 8.

18. Theis M, Söhl G, Eiberger J et al. Emerging com-
plexities in identity and function of glial connexins. 
Trends Neurosci 2005; 28: 188 – 95.

19. Theis M, Giaume C. Connexin-based intercellular 
communication and astrocyte heterogeneity. Brain 
Res 2012; 1487: 88 – 98.

20. Bedner P, Steinhäuser C. Altered Kir and gap 
junction channels in temporal lobe epilepsy. 
Neurochem Int 2013; 63: 682 – 7.

21. Danbolt NC. Glutamate uptake. Prog Neurobiol 
2001; 65: 1 – 105.

22. Eid T, Thomas MJ, Spencer DD et al. Loss of gluta-
mine synthetase in the human epileptogenic hip-
pocampus: possible mechanism for raised extra-
cellular glutamate in mesial temporal lobe epi-
lepsy. Lancet 2004; 363: 28 – 37.

23. Kucheryavykh YV, Kucheryavykh LY, Nichols CG 
et al. Downregulation of Kir4.1 inward rectifying 
potassium channel subunits by RNAi impairs 
potassium transfer and glutamate uptake by cul-
tured cortical astrocytes. Glia 2007; 55: 274 – 81.

24. Steinhäuser C, Seifert G, Bedner P. Astrocyte dys-
function in temporal lobe epilepsy: K+ channels 
and gap junction coupling. Glia 2012; 60: 
1192 – 202.

25. Parpura V, Basarsky TA, Liu F et al. Glutamate-
mediated astrocyte-neuron signalling. Nature 
1994; 369: 744 – 7.

26. Volterra A, Meldolesi J. Astrocytes, from brain glue 
to communication elements: the revolution conti-
nues. Nat Rev Neurosci 2005; 6: 626 – 40.

27. Haydon PG. GLIA: listening and talking to the 
synapse. Nat Rev Neurosci 2001; 2: 185 – 93.

28. Charles AC, Merrill JE, Dirksen ER et al. Intercel-
lular signaling in glial cells: calcium waves and 
oscillations in response to mechanical stimulation 
and glutamate. Neuron 1991; 6: 983 – 92.

29. Wang X, Lou N, Xu Q et al. Astrocytic Ca2+ signa-
ling evoked by sensory stimulation in vivo. Nat 
Neurosci 2006; 9: 816 – 23.

30. Aronica E, van Vliet EA, Mayboroda OA et al. Upre-
gulation of metabotropic glutamate receptor sub-
type mGluR3 and mGluR5 in reactive astrocytes 
in a rat model of mesial temporal lobe epilepsy. 
Eur J Neurosci 2000; 12: 2333 – 44.

31. Ulas J, Satou T, Ivins KJ et al. Expression of meta-
botropic glutamate receptor 5 is increased in 
astrocytes after kainate-induced epileptic seiz-
ures. Glia 2000; 30: 352 – 61.

>>>
40 Tidsskr Nor Legeforen nr. 1, 2014; 134



REVIEW ARTICLE
32. Vezzani A, Balosso S, Ravizza T. The role of cyto-
kines in the pathophysiology of epilepsy. Brain 
Behav Immun 2008; 22: 797 – 803.

33. Vezzani A, French J, Bartfai T et al. The role of 
inflammation in epilepsy. Nat Rev Neurol 2011; 
7: 31 – 40.

34. van Noort JM, Bsibsi M. Toll-like receptors in 
the CNS: implications for neurodegeneration 
and repair. Prog Brain Res 2009; 175: 139 – 48.

35. Medzhitov R. Toll-like receptors and innate immu-
nity. Nat Rev Immunol 2001; 1: 135 – 45.

36. Sitcheran R, Comb WC, Cogswell PC et al. Essen-
tial role for epidermal growth factor receptor in 
glutamate receptor signaling to NF-kappaB. Mol 
Cell Biol 2008; 28: 5061 – 70.

37. Dubé C, Vezzani A, Behrens M et al. Interleukin-
1beta contributes to the generation of experimen-
tal febrile seizures. Ann Neurol 2005; 57: 152 – 5.

38. Bezzi P, Domercq M, Brambilla L et al. CXCR4-
activated astrocyte glutamate release via 
TNFalpha: amplification by microglia triggers 
neurotoxicity. Nat Neurosci 2001; 4: 702 – 10.

39. Wetherington J, Serrano G, Dingledine R. Astro-
cytes in the epileptic brain. Neuron 2008; 58: 
168 – 78.

Received 16 November 2012, first revision submitted 
5 April 2013, accepted 18 September 2013. Editor 
Trine B. Haugen.
Tidsskr Nor Legeforen nr. 1, 2014; 134   41



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /OK
  /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 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /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 150
  /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 <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


