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CONSENSUS ARTICLE Open Access
Refractory chronic cluster headache: a consensus
statement on clinical definition from the European
Headache Federation
Dimos D Mitsikostas1*, Lars Edvinsson2, Rigmor H Jensen3, Zaza Katsarava4, Christian Lampl5, Andrea Negro6,
Vera Osipova7, Koen Paemeleire8, Aksel Siva9, Dominique Valade10 and Paolo Martelletti6,11
Abstract

Chronic cluster headache (CCH) often resists to prophylactic pharmaceutical treatments resulting in patients’ life
damage. In this rare but pragmatic situation escalation to invasive management is needed but framing criteria are
lacking. We aimed to reach a consensus for refractory CCH definition for clinical and research use. The preparation
of the final consensus followed three stages. Internal between authors, a larger between all European Headache
Federation members and finally an international one among all investigators that have published clinical studies on
cluster headache the last five years. Eighty-five investigators reached by email. Proposed criteria were in the format
of the International Classification of Headache Disorders III-beta (description, criteria, notes, comments and references).
Following this evaluation eight drafts were prepared before the final. Twenty-four (28.2%) international investigators
commented during two rounds. Refractory CCH is described in the present consensus as a situation that fulfills the
criteria of ICHD-3 beta for CCH with at least three severe attacks per week despite at least three consecutive trials
of adequate preventive treatments. The condition is rare, but difficult to manage and invasive treatments may be
needed. The consensus addresses five specific clinical and paraclinical diagnostic criteria followed by three notes
and specific comments. Although refractory CCH may be not a separate identity these specific diagnostic criteria
should help clinicians and investigators to improve patient’s quality of life.

Keywords: Chronic cluster headache; Refractory chronic cluster headache; Invasive treatments
Introduction
Cluster headache (CH) is a rare but severe primary
headache with a circadian and circannual pattern, char-
acterized by periorbital unilateral pain and untreated
headache attacks shorter than 3 hours accompanied by
ipsilateral autonomic symptoms. It belongs into the
Trigeminal Autonomic Cephalalgias (TACs) category
of Primary Headache Disorders [1]. Depending on the
attack frequency CH is classified into episodic (ECH)
and chronic CH (CCH). About one person every 1,000
adults experiences CH. Males are affected four times
more often than females overall, but this difference in-
creases up to 15 holds in the case of chronic CH. Episodic
CH is six times more common than CCH. The prevalence
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seems to be stable among adult ages and countries [2].
For a proportion of patients a genetic predisposition has
been hypothesized as 2% to 7% of patients have one or
more affected relatives [3]. The evolution from an episodic
form can require years but CH can also be chronic since
its onset. It has been observed that one out of three pa-
tients with ECH at onset will develop CCH 10 years later.
On the other hand, the same proportion of patients with
CCH at onset turns into episodic within 10 years later
while nearly the half with CCH at onset still has CCH
after 20 or more years [4]. Because of its severity CH has a
large socioeconomic impact and associated morbidity; al-
most 80% of patients report restricting daily activities [5].
Among headache sufferers seeking neurological con-

sultation in Europe only 3% suffer from CH, though in
primary care settings this percentage falls to 1% [6], indi-
cating that CH is largely misdiagnosed [7,8]. The socio-
economic burden of CH on the individual and society is
is an Open Access article distributed under the terms of the Creative Commons
g/licenses/by/4.0), which permits unrestricted use, distribution, and reproduction
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because of the direct costs of healthcare services, and
the indirect costs of lost workdays and decreased work
efficacy. In Denmark has been estimated that less than
50% of CH patients are treated by headache specialists,
approximately 30% had missed work and 78% report re-
strictions in daily living [9]. In Germany the annual cost
of a single CCH patient is over €21,000 [10]. Yet the per-
sonal burden is enormous for those patients who do not
respond to treatment, since CH is a highly disabling
condition with pain that ranks among the most severe
known to humans [11,12].

Why do we need criteria to define refractory chronic
Cluster Headache?

1. Severity of attacks varies largely in CCH patients.

According to the ICHD-3 beta CCH is defined as a con-
dition with attacks occurring without a remission period,
or with remissions lasting <1 month, for at least 1 year [1].
This definition does not considerate the wide range of se-
verity of the condition, as a patient could have three attacks
a month or three attacks a day, in both cases for a year or
more. A further definition that takes into account the dis-
ability caused by CCH may be needed.

2. Available treatments are not always efficient leaving
patients without pain remission.

Treatments with a good clinical experience for the pre-
vention of CCH and/or that showed efficacy over placebo
in RCTs include verapamil, lithium, oral or iv steroids,
greater occipital nerve infiltration, topiramate, methyser-
gide, ergots, civamide and long acting triptans. Among
them verapamil has better documentation [13,14]. Some
agents may be not available across all European countries,
others require special monitoring (e.g. verapamil, lithium,
methysergide) or appropriate clinical experience (e.g. greater
occipital nerve infiltration). Nevertheless patients may not
respond to the above treatments. How often this happens
remains unknown, but all specialists agree that a propor-
tion of CCH patients do sometimes fail to manage their
headache attacks. The urgency of the clinical situation at
Figure 1 Methodology used for the preparation and evaluation of cri
that point has led physicians and patients to try unusual
treatments, and for most of these remedies, evidence is
sparse [15]. Therefore is essential to provide specific tools
for treatment escalation and scientific documentation of
second line treatments, including the invasive ones.

Preparation and evaluation
Because of the above mentioned reasons the European
Headache Federation Executive Board (EB) appointed a
committee to establish diagnostic criteria for refractory
CCH (rCCH). The first draft was discussed internally
and approved by the EB. Two stages were followed for
evaluation. In the first one the proposed criteria were
sent to all representatives of the National Headache So-
cieties of Europe for review. In a second evaluation step,
all international investigators that have clinical published
studies on CH were contacted for review (first and/or
corresponding authors) by email. Among 85 reached 24
(28.2%) investigators listed, in the Acknowledgments
section, commented and participated in a long discussion
during two rounds (Figure 1), before ending the prepar-
ation of the manuscript that was then approved by all
committee members (Appendix).

Discussion
We present here (Appendix) the EHF Diagnostic Criteria
for rCCH, after evaluation within EHF members of and
international investigators, suggesting a specific category
of TACs under the term of Cluster Headache in ICHD-3.
The current ICHD-3 beta does not include a definition

of refractoriness for primary headaches. Even if a shared
definition of refractoriness has already been claimed so
far no consensus regarding it has emerged. The debate
on what should be the key parameter for a definition of
refractoriness is still open (e.g., unresponsiveness to pre-
ventive treatment, high frequency, severe disability, in-
tolerance to current treatments, or all of these features).
Considering rCCH as an evolution of CCH, we can
hypothesize the inclusion of rCCH as a 3-digit diagno-
sis of CCH (3.1.3 Refractory chronic cluster headache).
We understand that ICHD is mainly deterministic rather
than phenotypic and includes only common sub-forms of
primary headache disorders, but in case of rCCH the
teria.



Mitsikostas et al. The Journal of Headache and Pain 2014, 15:79 Page 3 of 4
http://www.thejournalofheadacheandpain.com/content/15/1/79
situation although rare is dramatic and requires urgent
special care and management [11].
An important issue is the frequent presence of comor-

bidities. Depression and anxiety disorders represent undis-
putable co-factors in the progression of CH and require
adequate treatment [16]. Other brain conditions, mainly
vascular, should be carefully ruled out by appropriate in-
vestigation, including the carotid dissection [17-19]. CCH
sufferers often overuse symptomatic medications to treat
CH attacks and may develop medication overuse head-
ache (MOH) in addition. In this case headaches have
different phenotype than CH attacks, however, they
occur primarily in patients with migrainous predispos-
ition (ICHD-3 beta criteria) and require appropriate
management [20]. Behaviours exaggerating CH attacks
like alcohol consumption, smoking, taking naps, vaso-
dilating antihypertensives should be avoided [21]. The
indomethacin test is recommended to exclude paroxysmal
hemicrania, since there are cases with overlapping clinical
pictures [17,22]. Investigation with polysomnography may
be useful to exclude several rare conditions that may
exaggerate CCH [23,24]. Preventive medication should
be preferably used as monotherapy but a combination
is suggested when one preventive treatment is not
completely effective [7]. However, care must be taken
to avoid potentially negative drug interactions. There
is evidence that nocebo is very prevalent among head-
ache sufferers [25,26] and should be taken into account
before treatment escalation for safety reasons.
Recently the EHF proposed new criteria for the defin-

ition of refractory chronic migraine [27]. With the same
spirit, EHF members felt the need to develop new con-
sensus criteria that define rCCH. The operational pur-
poses of that classification are many, as RCTs involve
experimental medication and neuromodulation, medical
cost reimbursement, screening tool for invasive treat-
ment or implantable devices. The new frontier for the
treatment of the subset of patients with rCCH could be
neuromodulation, an interesting approach but still not
sufficiently validated [28].

Conclusion
In conclusion, this consensus suggests the publication of
these criteria as an Appedix in the ICHD-3 beta for a
worldwide validation hopefully before their inclusion in
the main body of the classification.

Appendix
EHF Diagnostic Criteria for refractory chronic cluster
headache
Description:
Chronic cluster headache with at least three severe at-

tacks per week despite at least three consecutive trials of
adequate preventive treatments have been tested. The
condition is rare, but difficult to manage and invasive
treatments may be needed.
Diagnostic criteria:

A. Headache attacks fulfilling the ICHD-3 beta criteria
for chronic cluster headache (CCH), or probable
cluster headache (CH) and B-E criteria.

B. At least three severe CH attacks per week that
impact patients’ quality of life despite preventive or
symptomatic treatment.

C. Failed consecutive prophylactic treatment trials
with at least three agents that showed efficacy over
placebo in randomized controlled studies, used at
the maximum tolerated dose over a sufficient period
of time.

D. Symptomatic CCH is ruled out by negative
investigation with brain MRI and MRA, eventually
supplemented with carotid CT angiograms or triplex
carotid ultrasound.

E. Not better accounted for by another ICHD-3 beta
diagnosis.

Notes:

1. Treatments with a good clinical experience for the
prevention of CCH and/or that showed efficacy
over placebo in RCTs include verapamil, lithium, oral
or iv steroids, greater occipital nerve infiltration,
topiramate, methysergide, ergots, civamide and long
acting triptans. Among them verapamil has better
documentation. Some agents may be not available
across all European countries.

2. Combinations of suggested preventive treatments
are recommended especially when one preventive
treatment decreased the attack frequency but did
not controlled the situation satisfactorily, upon the
physician’s decision.

3. Several preventive treatments require special
monitoring (e.g. verapamil, lithium, methysergide)
or appropriate clinical experience (e.g. greater occipital
nerve infiltration).

Comments:
Other primary headache disorders that may mimic

and/or overlap with CCH include persistent idiopathic
facial pain (PIFP), SUNA, SUNCT, cluster-tic syndrome
or paroxysmal hemicrania (PH); these conditions should
be ruled out and/or treated for the patient to become
headache-free. The indomethacin test is recommended
to exclude PH. Investigation with polysomnography
may be useful to exclude several rare conditions that
may exaggerate CCH. CCH sufferers often overuse symp-
tomatic medications to treat CH attacks and may develop
medication overuse headache (MOH) in addition. In this
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case headaches have different phenotype than CH attacks,
occur primarily in patients with migrainous predisposition
(ICHD-3 beta criteria) and require appropriate manage-
ment. When recurrent CH attacks persist despite the pre-
ventive treatment but respond to acute symptomatic, the
treating physician together with the patient makes the de-
cision for treatment escalation individually, upon the pa-
tients’ preferences and consequences in his/her personal
quality of life. In this case, the situation is considered as re-
fractory CCH as well (criterion B). Special attention to the
management of simultaneous depression or other psychi-
atric comorbidities and nocebo behaviors is recommended.

Competing interests
Authors declared no competing interests related to the contents of this
Consensus Statement.

Authors’ contributions
DDM designed and conceptualized the project, participated in the
preparation and evaluation of the consensus and drafted and revised the
manuscript for intellectual content; LE, RHJ, ZK, CH, VO, KP, AS and DV
participated in the preparation and evaluation of the consensus; AN drafted
the manuscript; PM conceptualized the project, participated in the
preparation and evaluation of the consensus and revised the manuscript. All
authors read and approved the final manuscript.

Acknowledgments
This article, as a Consensus Article from experts in the topic, has been
reviewed internally among Authors and the Editorial Office. As stated in
Methods section, several investigators contributed for the consensus
preparation listed alphabetically below. The authors thank them greatly:
Fabio Antonaci, Anish Bahra, Hans Christoph Diener, David Dodick, Anne
Ducros, Charly Gaul, Dagny Holle, Tim Jurgens, Giorgio Lambru, Massimo
Leone, Delphine Magis, Antonios Mammis, Arne May, Mark Obermann, Jes
Olesen, Matthew Robbins, Peter Sandor, Joel Saper, Jean Schoenen, Stephen
Silberstein, Karl Sillary, Jansa Trajkovic, Erling Tronvik, and Christian Wober.

Author details
1Athens Naval Hospital, Neurology Department, 77A Vas. Sofias Avenue,
11521 Athens, Greece. 2Department of Medicine, Institute of Clinical
Sciences, Lund University, Lund, Sweden. 3Danish Headache Center,
Department of Neurology, University of Copenhagen, Glostrup Hospital,
Copenhagen, Denmark. 4Department of Neurology, Evangelical Hospital,
Unna, and Department of Neurology, University of Duisburg-Essen, Essen,
Germany. 5Headache Center Seilerstaette, Department of Neurogeriatric
medicine and Remobilisiation, Hospital Barmherzige Schwestern Linz, Linz,
Austria. 6Department of Clinical and Molecular Medicine, Sapienza University
of Rome, Rome, Italy. 7First Sechenov Moscow State Medical University,
Moscow, Russia. 8Department of Neurology, Ghent University Hospital,
Ghent, Belgium. 9Neurology Department, Istanbul University Cerrahpaşa
School of Medicine, Istanbul, Turkey. 10Emergency Headache Centre,
Lariboisière Hospital, Paris, France. 11Regional Referral Headache Centre,
Sant’Andrea Hospital, Rome, Italy.

Received: 10 November 2014 Accepted: 12 November 2014
Published: 27 November 2014

References
1. Headache Classification Committee of the International Headache Society

(IHS) (2013) The International Classification of Headache Disorders, 3rd
edition (beta version). Cephalalgia 33:629–808

2. Fischera M, Marziniak M, Gralow I, Evers S (2008) The incidence and
prevalence of cluster headache: a meta-analysis of population-based studies.
Cephalalgia 28:614–618

3. Russell MB (2004) Epidemiology and genetics of cluster headache. Lancet
Neurol 3:279–283
4. Manzoni GC, Micieli G, Granella F, Tassorelli C, Zanferrari C, Cavallini A (1991)
Cluster headache-course over ten years in 189 patients. Cephalalgia
11:169–174

5. Van Kleef M, Lataster A, Narouze S, Mekhail N, Geurts JW, Van Zundert J
(2009) Evidence-based interventional pain medicine according to clinical
diagnoses, 2: cluster headache. Pain Pract 9:435–442

6. Atlas of Headache Disorders and Resources in the World (2011). http://www.
who.int/mental_health/management/who_atlas_headache_disorders.pdf

7. May A (2005) Cluster headache: pathogenesis, diagnosis, and management.
Lancet 366:843–855

8. Voiticovschi-Iosob C, Allena M, De Cillis I, Nappi G, Sjaastad O, Antonaci F
(2014) Diagnostic and therapeutic errors in cluster headache: a hospital-based
study. J Headache Pain 1(15):56

9. Jensen R, Stovner LJ (2008) Epidemiology and comorbidity of headache.
Lancet Neurol 7:354–361

10. Gaul C, Finken J, Biermann J, Mostardt S, Diener HC, Müller O, Wasem J,
Neumann A (2011) Treatment costs and indirect costs of cluster headache:
a health economics analysis. Cephalalgia 31:1664–1672

11. Holland P, Goadsby P (2009) Cluster headache, hypothalamus, and orexin.
Curr Pain Headache Rep 13:147–154

12. Anonymous (2014) Pain of a higher order: cluster headaches. Johns Hopkins
Med Lett Health After 50 25:3

13. May A, Leone M, Afra J, Linde M, Sándor PS, Evers S, Goadsby PJ, Task Force
EFNS (2006) EFNS guidelines on the treatment of cluster headache and
other trigeminal-autonomic cephalalgias. Eur J Neurol 13:1066–1077

14. Francis GJ, Becker WJ, Pringsheim TM (2010) Acute and preventive
pharmacologic treatment of cluster headache. Neurology 75:463–473

15. Tepper SJ, Stillman MJ (2013) Cluster headache: potential options for
medically refractory patients (when all else fails). Headache 53:1183–1190

16. Robbins MS (2013) The psychiatric comorbidities of cluster headache. Curr
Pain Headache Rep 17:313

17. Seidel S, Lieba-Samal D, Vigl M, Wöber C (2011) Clinical features of unilateral
headaches beyond migraine and cluster headache and their response to
indomethacin. Wien Klin Wochenschr 123:536–541

18. Candeloro E, Canavero I, Maurelli M, Cavallini A, Ghiotto N, Vitali P, Micieli G
(2013) Carotid dissection mimicking a new attack of cluster headache.
J Headache Pain 8(14):84

19. Edvardsson B (2014) Symptomatic cluster headache: a review of 63 cases.
Springerplus 3(3):64

20. Paemeleire K, Evers S, Goadsby PJ (2008) Medication-overuse headache in
patients with cluster headache. Curr Pain Headache Rep 12:122–127

21. Rozen TD, Fishman RS (2012) Cluster headache in the United States of
America: demographics, clinical characteristics, triggers, suicidality, and
personal burden. Headache 52:99–113

22. Antonaci F, Costa A, Ghirmai S, Sances G, Sjaastad O, Nappi G (2003)
Parenteral indomethacin (the INDOTEST) in cluster headache. Cephalalgia
23:193–196

23. Mitsikostas DD, Vikelis M, Viskos A (2008) Refractory chronic headache associated
with obstructive sleep apnoea syndrome. Cephalalgia 28:139–143

24. Evers S, Barth B, Frese A, Husstedt IW, Happe S (2014) Sleep apnea in patients
with cluster headache: a case-control study. Cephalalgia 34:828–832

25. Mitsikostas DD (2012) Nocebo in headaches: implications for clinical
practice and trial design. Curr Neurol Neurosci Rep 12:132–137

26. Mitsikostas DD, Mantonakis LI, Chalarakis NG (2011) Nocebo is the enemy,
not placebo: a meta-analysis of reported side effects after placebo treatment in
headaches. Cephalalgia 31:550–561

27. Martelletti P, Katsarava Z, Lampl C, Magis D, Bendtsen L, Negro A, Russell
MB, Mitsikostas DD, Jensen RH (2014) Refractory chronic migraine: a
consensus statement on clinical definition from the European Headache
Federation. J Headache Pain 15:47

28. Martelletti P, Jensen RH, Antal A, Arcioni R, Brighina F, De Tommaso M,
Franzini A, Fontaine D, Heiland M, Jürgens TP, Leone M, Magis D,
Paemeleire K, Palmisani S, Paulus W, May A (2013) Neuromodulation of
chronic headaches: position statement from the European Headache
Federation. J Headache Pain 14:86

doi:10.1186/1129-2377-15-79
Cite this article as: Mitsikostas et al.: Refractory chronic cluster headache:
a consensus statement on clinical definition from the European Headache
Federation. The Journal of Headache and Pain 2014 15:79.

http://www.who.int/mental_health/management/who_atlas_headache_disorders.pdf
http://www.who.int/mental_health/management/who_atlas_headache_disorders.pdf

	Abstract
	Introduction
	Why do we need criteria to define refractory chronic Cluster Headache?
	Preparation and evaluation

	Discussion
	Conclusion
	Appendix
	EHF Diagnostic Criteria for refractory chronic cluster headache

	Competing interests
	Authors’ contributions
	Acknowledgments
	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


