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Epstein-Barr Virus-Associated
Hemophagocytic Lymphohistiocytosis
and Guillain-Barre Syndrome
in a 16-Month-Old Child
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Abstract
A 16-month-old girl was diagnosed with Epstein-Barr virus hemophagocytic lymphohistiocytosis and transferred to our hospital
on the 58th day of the hemophagocytic lymphohistiocytosis after treatment failure according to the Hemophagocytic
Lymphohistiocytosis-2004 protocol. On admission to our hospital, she had a flaccid paralysis of her lower limbs. Nerve con-
duction studies showed a acute motor axonal neuropathy, and a diagnosis of Guillain-Barre syndrome was established. Intra-
venous immunoglobulin G was started on the 57th day of the Guillain-Barre syndrome. To date, her neurological recovery is
incomplete. For hemophagocytic lymphohistiocytosis, after treatment failure of THP-COP regimen (pirarubicin, cyclopho-
sphamide, vincristine, and prednisone) and 2 courses of ESCAP regimen (etoposide, prednisone, cytarabine, L-asparaginase), we
are now in the process of coordinating unrelated umbilical cord blood transplantation. To the best of our knowledge, we report
the youngest case of Guillain-Barre syndrome accompanied by Epstein-Barr virus hemophagocytic lymphohistiocytosis. Rapid
progression of Guillain-Barre syndrome, the electrophysiological subtype of Guillain-Barre syndrome, and treatment delay
possibly led to poor neurological outcome.
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Guillain-Barre syndrome is the most common cause of acute

flaccid paralysis in children. The incidence is lower in children

than in adults, and it is especially rare in children younger than

2 years of age. Major precipitants of Guillain-Barre syndrome

include Campylobacter, Cytomegalovirus, Epstein-Barr virus,

Mycoplasma pneumoniae, and influenza-like illnesses. How-

ever, there are only a few reports of Guillain-Barre syndrome

accompanied by hemophagocytic lymphohistiocytosis associ-

ated with Epstein-Barr virus infections (Epstein-Barr virus-

hemophagocytic lymphohistiocytosis).

We present a case of Guillain-Barre syndrome associated

with Epstein-Barr virus-hemophagocytic lymphohistiocyto-

sis. In addition, we analyzed the data of patients with

Guillain-Barre syndrome associated with Epstein-Barr virus

infection by conducting a review of the literature using

medical databases to investigate the clinicopathological

features.
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Case Report

A 16-month-old girl had a 5-day history of fever prior to admis-

sion to a local hospital. The diagnosis with Epstein-Barr virus-

associated hemophagocytic lymphohistiocytosis was con-

firmed by hemophagocytosis in her bone marrow sample and

a clonally expanded population of Epstein-Barr virus-infected

CD8þ T cells. Laboratory data on admission were as follows:

white blood cell, 23.9� 109/L; hemoglobin, 10.5 g/dL; platelet

count, 4.7 � 109/L; aspartate aminotransferase, 834 IU/L; ala-

nine aminotransferase, 215 IU/L; lactate dehydrogenase,

4340 IU/L; ferritin, 77 597 ng/mL; Epstein-Barr virus capsid

antigen immunoglobulin M titer, 20; Epstein-Barr virus capsid

antigen immunoglobulin G titer, 40; Epstein-Barr virus-

associated nuclear antigen, negative; and Epstein-Barr virus

DNA (in peripheral blood), positive (1.3 � 106 copies/1.0 �
106 cells). Treatment with dexamethasone (10 mg/m2/day) and

oral cyclosporin A (6 mg/kg/day) was promptly initiated.

Although a transient improvement in clinical signs was

observed on day 15 after hemophagocytic lymphohistiocytosis

onset, recurrence of symptoms required the addition of etopo-

side (150 mg/m2) on day 24 after hemophagocytic lymphohis-

tiocytosis onset. The patient received etoposide once every

3 days on 5 occasions; however, her symptoms recurred on day

56 after hemophagocytic lymphohistiocytosis onset, and she

was transferred to our hospital on day 58 after hemophagocytic

lymphohistiocytosis onset.

On admission, she was bedridden, had flaccid paralyses in

her lower limbs, and could not maintain a sitting position.

Although these neurological signs and symptoms were not

recognized until the transfer, the mother had noticed symptoms

such as her daughter’s difficulty in standing up on day 5 after

hemophagocytic lymphohistiocytosis onset. Evaluation of

muscle strength was conducted according to the Medical

Research Council muscle strength grading system; she was

given grade 4 and grade 2 in the upper and lower extremities,

respectively. Deep tendon reflexes were absent throughout.

Cerebrospinal fluid examination on admission revealed

13 mg/dL of protein and 66 mg/dL of glucose, without an

increase in cell numbers, and the patient was Epstein-Barr virus

DNA negative. The antiganglioside antibodies in cerebrosp-

inal fluid, such as immunoglobulin G and immunoglobulin

M for GM1, GM2, GM3, GD1a, GD3, GalNAc-GD1a,

GQ1b, GD1b, GT1b, and Gal-C, were all negative. Nerve

conduction studies showed that the amplitude of the com-

pound muscle action potential was severely decreased, and

the pattern was almost compatible with acute motor axonal

neuropathy. A diagnosis of Guillain-Barre syndrome was

reached based on the clinical features and nerve conduction

studies. Treatment with intravenous immunoglobulin G (0.4

g/kg/day for 5 days) was commenced on day 62 after hemo-

phagocytic lymphohistiocytosis onset. On day 88 after

hemophagocytic lymphohistiocytosis onset, the patient was

able to maintain a sitting position, muscle strength had

improved from grade 2 to grade 3, and the nerve conduction

study pattern had normalized. However, to date, her neurological

recovery is incomplete, and she is still unable to pull her-

self up.

For hemophagocytic lymphohistiocytosis, the patient

received a THP-COP treatment regimen (pirarubicin 25 mg/m2

on days 1-2, cyclophosphamide 750 mg/m2, and vincristine

1.5 mg/m2 on day 1, and prednisone 50 mg/m2 on days 1-5).

After this treatment, the Epstein-Barr virus copy number in her

peripheral blood slightly decreased from 1� 106 copies/mL on

admission to 2 � 105 copies/mL. To reduce the Epstein-Barr

virus copy number, 2 courses of ESCAP regimen (etoposide

150 mg/m2 on day 1, prednisone 30 mg/m2 on days 6-9,

cytarabine 1.5 g/m2 � 2 on days 1-5, and L-asparaginase

6000 IU/m2 on days 5-9) were commenced on days 88 and

109 after hemophagocytic lymphohistiocytosis onset. The

Epstein-Barr virus copy number increased after the second

course of ESCAP, thus we are now in the process of coordinat-

ing unrelated umbilical cord blood transplantation. No correla-

tion was detected between Epstein-Barr virus copy number and

the degree of neurological symptoms.

Discussion

Epstein-Barr virus is a widely disseminated herpesvirus with

approximately 90% to 95% of adults showing seropositivity.

This virus sometimes causes serious complications including

hemophagocytic lymphohistiocytosis and Guillain-Barre syn-

drome; the present case had a combination of these 2 rare

complications.

As far as we investigated, PubMed database included 12

cases who had Guillain-Barre syndrome with proven Epstein-

Barr virus infection. Of the 12 cases, only 2 had Epstein-Barr

virus-hemophagocytic lymphohistiocytosis. Seven of the 12

cases achieved complete neurological recovery, 4 died because

of Epstein-Barr virus infection, and only 1 resulted in a mild

neurological sequela.

This is the first report of such a case in a child younger than

2 years of age. Childhood Guillain-Barre syndrome is a rare

disease with an incidence of 0.5 to 2 cases per 100 000 children

younger than 18 years old1,2 and is especially rare in children

younger than 2 years old. Although the reason for its rarity in

younger children is unknown, one report has suggested that the

difficulty in conducting a complete series of neurological

examinations has resulted in underdiagnosis among the

younger population.3

The presence of Epstein-Barr virus infection in Guillain-

Barre syndrome is relatively rare. Clarence et al4 reported

that the incidence rate of Epstein-Barr virus infection in

Guillain-Barre syndrome was 0.36%. In our review, only 2

children, both older than 2 years, had Guillain-Barre syn-

drome accompanied by Epstein-Barr virus infection (Table 1;

cases 2 and 7). On the other hand, Guillain-Barre syndrome

accompanied by Epstein-Barr virus-hemophagocytic lym-

phohistiocytosis was rare based on our review, and only 2

reports have been published. We believe that the case

reported here represents the youngest known patient with
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Guillain-Barre syndrome accompanied by Epstein-Barr

virus-hemophagocytic lymphohistiocytosis.

Generally, children with Guillain-Barre syndrome have a

faster and better recovery than adults.5 Roodbol et al reported

that all 37 pediatric patients with Guillain-Barre syndrome

were able to walk independently within 1 year of disease onset,

including those who were severely affected during the acute

stage of the disease.6 In our review, only 1 of the 12 patients

treated with plasma exchange or intravenous immunoglobulin

G had a residual sequela. However, the child in the present case

still has incomplete neurological recovery 4 months after the

disease onset. We have 3 theories as to why this case is still

affected by sequela. First, there is the possibility that nerve

recovery was delayed because of the Guillain-Barre syndrome

subtype. Nagasawa et al reported that cases with acute motor

axonal neuropathy showed delayed recovery more frequently

than acute inflammatory demyelinating polyneuropathy cases.7

Second, there is a possibility that a rapid progress in symptoms

resulted in a poor prognosis. Although data regarding prognos-

tic indicators of Guillain-Barre syndrome in children are

limited, some reports suggest that progression to maximal

weakness in less than 10 days constitutes a greater risk of

long-term deficits (odds ratio, 1.8; 95% confidence interval,

1.06-3.67; P ¼ .03).8 Third, the delay in treatment in our case

could have resulted in incomplete nerve recovery.

The guidelines from the American Academy of Neurology

recommend that intravenous immunoglobulin G for nonambu-

latory adult patients with Guillain-Barre syndrome should start

within 2 to 4 weeks of the onset of neuropathic symptoms

because the outcome is thought to be better for this group.9

In our case, muscle weakness symptoms progressed rapidly,

and intravenous immunoglobulin G was commenced 2 months

after the onset of neuropathic symptoms. It can be that the

cause of the sequela in this case was due to the rapid progres-

sion of symptoms and the delay in treatment.

Both Epstein-Barr virus-hemophagocytic lymphohistiocyto-

sis and Guillain-Barre syndrome can be fatal diseases. If they

coexist, the balance of medical care in treating both diseases

is very important. Treatment for hemophagocytic lymphohis-

tiocytosis does not work for Guillain-Barre syndrome and vice

versa. If a patient has neurological symptoms, there should be

no hesitation in using invasive diagnostic procedures, such as

nerve conduction study.

To the best of our knowledge, the authors report the youngest

case of Guillain-Barre syndrome accompanied by Epstein-Barr

virus-hemophagocytic lymphohistiocytosis. Rapid progression

of Guillain-Barre syndrome, the electrophysiological subtype

of Guillain-Barre syndrome, and treatment delay possibly led

to poor neurological prognosis.
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Table 1. Characteristics of the Patients With Guillain-Barre Syndrome Accompanied by Epstein-Barr Virus Infection.a

Case
Age, Years/

Gender EBV Infection Subtype Therapy Outcome Neurological Outcome Author (Year)

1 78/M HLH Unknown IVIG þ IVMP CR CR at 3 months Kaneko et al (1997)10

2 11/M HLH AIDP – Died – De Armas et al (2004)11

3 47/M LPD AMAN IVIG CR CR at 9 months Hattori et al (2014)12

4 29/M IM AIDP PE CR CR at 18 days Kennedy et al (2013)13

5 72/M CAEBV Unknown IVIG Died – Takahashi et al (2005)14

6 46/M Reactivation
after BMT

Unknown – Died – Bitan et al (2004)15

7 21M NS Unknown IVIG CR CR at 3 months Young et al (2014)16

8 63/M NS AIDP PE CR CR at 3 months Masajtis-Zagajewska et al
(2012)17

9 491M NS AIDP IVIG CR CR at l month Young et al (2008)18

10 211M NS Unknown – Died – Ringelstein et al (2012)19

11 17/F IM Unknown IVIG þ IVMP CR CR at 2 months Hojberg et al (2005)20

12 18/M IM AMSAN
AIDP

PE CR Weak ankle dorsiflexion at 2
months

Gavin et al (1996)21

13 1/F EBV-HLH AMAN IVIG – Unable to stand up at 4 months Present case

Abbreviations: LPD, lymphoproliferative disease; IM, infectious mononucleosis; CAEBV, chronic active Epstein-Barr virus infection; NS, not specified; AIDP, acute
inflammatory demyelinating polyneuropathy; AMAN, acute motor axonal neuropathy; IVIG, intravenous immunoglobulin G; PE, plasma exchange; IVMP, pulsed
methylprednisolone; CR, complete response; EBV, Epstein-Barr virus; HLH, hemophagocytic lymphohistiocytosis; BMT, bone marrow transplant; AMSAN, acute
motor and sensory axonal neuropathy.
a N ¼ 13.

Matsui et al 3



supported in part by Grants-in-Aid for Research from the National

Center for Global Health and Medicine (26A-201).

References

1. Agrawal S, Peake D, Whitehouse WP. Management of children

with Guillain-Barre syndrome. Arch Dis Child Educ Pract Ed.

2007;92(6):161-168.

2. Winner SJ, Evans JG. Age-specific incidence of Guillain-Barre

syndrome in Oxfordshire. Q J Med. 1990;77(284):1297-1304.

3. Pier DB, Hallbergson A, Peters JM. Guillain-Barre syndrome in a

child with pain: lessons learned from late diagnosis. Acta Pediatr.

2010;99(10):1589-1591.

4. Clarence C.T, Sarha J.O, Irene P, Amir I, Andrew H, Laura C.R.

Guillain-Barre syndrome and Preceding infection with campylo-

bacter, influenza and Epstein-Barr virus in the general practice

research database. PLoS One. 2007;2(4):e344.

5. Korinthenberg R, Monting JS. Natural history and treatment

effects in Guillain-Barre syndrome: a multicenter study. Arch Dis

Child. 1996;74(4):281-287.

6. Roodbol J, de Wit MC, Aarsen FK, Catsman-Berrevoets CE,

Jacobs BC. Long term outcome of Guillain-Barre syndrome in

children. J Peripher Nerv Syst. 2014;19(2):121-126.

7. Nagasawa K, Kuwabara S, Misawa S, et al. Electrophysiological

subtypes and prognosis of childhood Guillain-Barre syndrome in

Japan. Muscle Nerve. 2006;33Z(6):766-770.

8. Vajsar J, Fehlings D, Stephens D. Long-term outcome in children

with Guillain-Barre syndrome. J Pediatr. 2003;142(3):305-309.

9. Hughes RA, Wijdicks EF, Barohn R, et al. Practice parameter:

immunotherapy for Guillain-Barre syndrome: report of the Qual-

ity Standards Subcommittee of the American Academy of Neurol-

ogy. Neurology. 2003;61(6):736-740.

10. Kaneko M, Kuwabara S, Hatakeyama A, Fukutake T, Hattori T.

Guillain-Barre and virus-associated hemophagocytic syndrome

contracted simultaneously following Epstein-Barr viral infection.

Neurology. 1997;49:870-871.

11. De Armas R, Sindou P, Gelot A, Routon M.C, Ponsot G, Vallat J.M.

Demyelinating peripheral neurolopathy associated with hemo-

phagocytic lymphohistocytosis. An immuno-electron microscopic

study. Acta Neuropathol. 2004;108:341-344.

12. Hattori T, Arai A, Yokota T, Imadome K, Tomimitsu H, Miura O,

Mizusawa H. Immune-mediated Neuropathy with Epstein-Barr

virus-positive T-cell Lymphoproliferative Disease. Intern Med.

2015;54:69-73.

13. Kennedy M, Apostolova M. A rare case of infectious mononu-

cleosis complicated by Guillain-Barre syndrome. Neurol Intern.

2013;5:20-22.

14. Takahashi K, Kunishige M, Shinohara M, Kubo K, Inoue H,

Yoshino H, Asano A, Honda S, Matsumoto T, Mitsui T. Guil-

lain-Barre syndrome and hemophagocytic lymphohistiocytosis

in a patient with severe chronic active Epstein-Barr virus infection

syndrome. Clin Neurol Neurosurg. 2005;108:80-83.

15. Bitan M, Reuven Or, Michael Y.S, Nurth M, Igor B.R, Niveen S,

Klaus M.W, Simcha S, Esther S, Shimon S, Dana G.W. Early-

Onset Guillain-Barre Syndrome Associated with Reactivation of

Epstein-Barr Virus Infection after Nonmyeloablative Stem Cell

Transplantation. Clin Infect Dis. 2004;39:1076-8.

16. Young II R. Overlapping Guillain-Barre syndrome and Biker-

staff’s brainstem encephalitis associated with Epstein Barr virus.

Korean J Pediatr. 2014;57:457-460.

17. Masajtis-Zagajewska A, Katarzyna M, Alina M-T, Ilona K,

Michal N. Guillain-Barre syndrome in the course of EBV infec-

tion after kidney transplantation - a case report. Ann Transplant.

2012;17:133-137.

18. Young AJ, Yoon B, Kim J S, Song I U, Lee K S, Kim Y I.

Guillain-Barre Syndrome with Optic Neuritis and Focal Lesion

in the Central White Matter Following Epstein-Barr Virus Infec-

tion. Intern Med. 2008;47:1539-1542.

19. Ringelstein EB, Sobczak H, Preifer B, Hacke W. Polyradiculome-

ningoencephalitis caused by Epstein-Barr virus infection–descrip-

tion of a case with fatal outcome. Forschr Neurol Psychiatr. 1984;

52:73-82.

20. Hojberg L, Sondergard E, Pedersen C. A case of Epstein-Barr

virus infection complicated with Guillain-Barre syndrome

involving several cranial nerves. Case Reports. 2005;

522-524.

21. Gavin C, Langan Y, Hutchinson M. Cranial and peripheral neuro-

pathy due to Epstein-Barr virus infection. Postgrad Med. 1997;

73:419-432.

4 Child Neurology Open



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /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 false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 266
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Average
  /ColorImageResolution 175
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50286
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 266
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Average
  /GrayImageResolution 175
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50286
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 900
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Average
  /MonoImageResolution 175
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50286
  /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 false
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (U.S. Web Coated \050SWOP\051 v2)
  /PDFXOutputConditionIdentifier (CGATS TR 001)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /ENU <>
  >>
  /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
    >>
    <<
      /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
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        9
        9
        9
        9
      ]
      /ConvertColors /ConvertToRGB
      /DestinationProfileName (sRGB IEC61966-2.1)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements true
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MarksOffset 9
      /MarksWeight 0.125000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /UseDocumentProfile
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
  /SyntheticBoldness 1.000000
>> setdistillerparams
<<
  /HWResolution [288 288]
  /PageSize [612.000 792.000]
>> setpagedevice


