Iwasa et al. BMC Pediatrics 2014, 14:137
http://www.biomedcentral.com/1471-2431/14/137

BMC
Pediatrics

CASE REPORT Open Access

10-year-old girl with life-threatening idiopathic
systemic capillary leak syndrome: a case report

Tadashi Iwasa'", Hiroyuki Ohashi', Kentaro Kihira', Yuhki Koike?, Kohei Otake?, Mikihiro Inoue?, Hirofumi Sawada',

Hidemi Toyoda' and Yoshihiro Komada'

Abstract

few, and accumulation of similar case reports is needed.

Theophylline, Terbutaline

Background: Idiopathic systemic capillary leak syndrome (ISCLS) is a rare disorder, characterized by episodic
life-threatening hypotension, hypoalbuminemia, and hemoconcentration.

Case presentation: A 10-year-old girl presented with abdominal pain, vomiting, diarrhea, fever and developed
generalized edema a day after admission. Clinical and laboratory findings were consistent with ISCLS. She received
aggressive fluid replacement, methylprednisolone pulse (30 mg/kg/day), high-dose intravenous immunoglobulin
(MG, 2 g/kg/day) and plasma exchange in acute phase. She received fasciotomy of bilateral lower extremities as
she developed complications of compartment syndrome. Since there were two episodes of ISCLS attacks,
theophylline and terbutaline were initiated for prevention of attacks and then the remission is currently maintained.
Because of high fatality rate in ISCLS, prompt diagnosis and intervention are very important.

Conclusion: We describe here, a rare case of pediatric ISCLS. ISCLS should be considered as a differential diagnosis,
when the patient presents with unexplained or sudden hypovolemic shock. Reports on pediatrics ISCLS are very
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Background

Idiopathic Systemic Capillary Leak Syndrome (ISCLS),
also known as Clarkson’s disease, is a very rare disorder,
characterized by recurrent episodes of severe hypotension,
hypoalbuminemia and hemoconcentration [1]. Attacks of
ISCLS demonstrate three phases: (1) prodrome, (2) hypo-
volemia with weight gain and (3) hypervolemia with fluid
overload and polyuria often complicated by pulmonary
edema. Compartment syndrome, leading to rhabdomyoly-
sis is a serious complication of ISCLS [2].

Case presentation

A 10-year-old girl; previously healthy, and with an unre-
markable clinical history, presented with abdominal pain,
diarrhea and the axillary temperature was 37.6°C. She
had no pruritus. She consulted a clinic with hypotension,
tachycardia (156 beats/minute) and somnolence tendency.
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Rapid fluid infusion was administered immediately, and
blood pressure was recovered to 120/68 mmHg in fifteen
minutes. She was later transferred to a local hospital
where she received rapid infusion (0.3 L per hour) as sys-
tolic blood pressure was 40 mmHg. Since hypovolemic
shock was suspected, she was transferred to our hospital.
She had somnolence tendency and pallor, with blood
pressure 100/60 mmHg, tachycardia (180 beats/minute),
fever (38.1°C) and body weight 34.3 kg (34.0 kg before ad-
mission). Laboratory data indicated hemoconcentration,
hypoalbuminemia, renal dysfunction, leukocytosis and ele-
vated C-reactive protein (Table 1). Arterial blood gas ana-
lysis showed metabolic acidosis. Urinalysis on admission
revealed proteinuria. It was transient because the following
urinalysis revealed no proteinuria. Chest X-ray demon-
strated cardio-thoracic ratio 45% with no pleural effusion.
Antibiotics were administered on suspicion of bacterial
infection. Echocardiography revealed modest pericar-
dial effusion with ejection fraction of 50%. Computed
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Table 1 Laboratory data on admission

Page 2 of 3

WBC 41 x 10%/uL (3.9-6.60 x 10%/uL)
RBC 7.99 x 10%/uL (4.08-481 x 10%/uL)
Hb 233 g/dl (12.0-14.7 g/d))
Ht 64.4% (37.0-44.6%)
PLT 257 x 10*/uL (18.0-36.5 x 10%/uL)
Alb 23 g/dL (3.5-5.0 g/dL)
BUN 42 mg/dL (8-20 mg/dL)
CRE 2.1 mg/dL (042-0.68 mg/dL)
Na 130 mEq/L (135-145 mEq/L)
K 4.8 mEqg/L (3.3-5.0 mEg/L)
@ 98 mEqg/L (96-109 mEq/L)
Ca 7.6 mg/dL (8.5-10.5 mg/dL)
CPK 399 U/L (12-170 U/L)
CRP 3.24 mg/dL (0-0.30 mg/dL)

CT1-INH 150% (70-130%)
3 236 IU/L (65.0-141.0 IU/L)
C4 6.1 1U/L (13.0-40.0 1U/L)

CH50 15.1 1U/L (31-48 1U/L)
ANA <40 (<40)
VEGF <20 pg/ml (<20 pg/ml)
IL-6 85.8 pg/ml (<420 pg/ml)
G-CSF 217 pg/ml (<39 pg/ml)
Urinalysis

protein 100 mg/dL

blood 3+
RBC >100 /HPF

Bence-Jones Protein =)

Culture (Blood, Urine, Stool): (—)

C1-INH: C1-esterase inhibitor, ANA: antinuclear antibody, VEGF: vascular endothelial growth factor IL-6, G-CSF: granulocyte colony-stimulating factor.

tomography (CT) showed massive ascites and small in-
testinal dilatation. Because systolic blood pressure had
decreased to 50 mmHg, she received massive infusion
(saline solution), albumin, fresh frozen plasma and
vasopressor (dopamine). On day 1 systolic blood pres-
sure could be maintained at 70 to 90 mmHg. CT was
performed again and demonstrated the pleural effusion
and abdominal distension with massive ascites. She was
intubated and received mechanical ventilation. On day
2 she developed severe hypoalbuminemia (1.8 g/dl) and
weight gain (40.7 kg). Severe ISCLS was suspected. She
received methylprednisolone (30 mg/kg/day), high-
dose IVIG (2 g/kg/day) and plasma exchange. Because
she presented with the oliguria (300 mL/day) and
hyperkalemia (6.6 mEq/L) by acute renal failure, con-
tinuous hemodiafiltration (CHDF) was started. She had
complications of compartment syndrome of lower ex-
tremities, which led to rhabdomyolysis. Therefore she
underwent fasciotomy. On day 3 hemodynamic state
was stable and serum albumin level was maintained at
or above 2.5 mg/dL. Interleukin (IL) -6 and granulocyte
colony-stimulating factor (G-CSF) were elevated in
plasma (Shown in Table 1). Vascular endothelial growth
factor (VEGF) was normal in plasma, but was elevated
in ascites. Since she had second attack of ISCLS on day
26, combined prophylactic therapy with terbutaline and
theophylline was initiated for prevention. She had anuria
(20-80 ml/day) for 55 days and subsequently urine output
was gradually increased. She was discharged with having
mild sensory and motor disturbance of lower extremities.
Currently, she is healthy without episodes of ISCLS attack
during follow-up for over 1 year.

Conclusions

Only 10 cases of ISCLS in children have been reported to
date [3-11]. These attacks occurred at ages ranging from
5 months to 8 years. Most of the cases were severe or fatal.
All patients in reports were previously healthy and only
one had a family history of ISCLS. ISCLS should be in-
cluded in the differential diagnosis of sudden hypovolemic
shock with general edema (anaphylaxis, Cl-esterase in-
hibitor deficiency, nephrotic syndrome). Pathogenesis and
pathophysiology of ISCLS are relatively unknown. Reports
suggest that VEGF and angiopoietin 2 (Ang2) contribute
to endothelial contraction and might be associated with
pathogenesis [12]. Elevated levels of cytokines and chem-
ical mediators (G-CSF, IL-6, IL-8 and monocyte chemo-
tactic protein-1: MCP-1) were reported in some cases
[13]. G-CSF and VGEF levels might be a used as bio-
markers for the severity and for monitoring the clinical
course in ISCLS [14,15]. In the present case, G-CSF was
elevated, but VEGF was normal in plasma. Surprisingly,
VEGF in ascites was elevated. There was a case report that
did not show increase of VEGF in plasma as the present
case, but the reason is unknown [16]. Further investiga-
tions of various biomarkers, which might play an import-
ant role, are needed for clarify the pathophysiology of
ISCLS. Although there are no established therapies in
acute phase, corticosteroids and IVIG has been used to
treat ISCLS attacks [8,17]. Recently, it has been reported
that a patient with ISCLS after stem cell transplantation
was received anti-VEGF antibody bevacizumab despite
low serum VEGF level, and improved within 48 hours
[16]. In pediatric case, the tumor necrosis factor alpha
(TNF-a) antagonist infliximab was administered when
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serum TNF-a was increased, and clinical course was de-
veloped dramatically [6]. In present case, methylpredniso-
lone and IVIG could not improve symptoms and the
effect of these treatments was limited. Therefore, appro-
priate fluid management in acute phase is most important.
Prophylactic treatment with theophylline and terbutaline
as well as IVIG has been shown to reduce frequency and
severity of ISCLS attacks, which could be effective in the
present case [8,18].

In conclusion, ISCLS should be considered in the differ-
ential diagnosis when unexplained hypovolemic shock is
observed. The diagnostic evaluation should be performed
concurrently with initial fluid management. Immediate
intervention should be started because ISCLS has a high
fatality rate.

Consent

Written informed consent was obtained from the patient’s
parents for publication of this Case report and any accom-
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for review by the Editor of this journal.

Abbreviations

ISCLS: Idiopathic systemic capillary leak syndrome; IVIG: Intravenous
immunoglobulin; IL: Interleukin; G-CSF: Granulocyte colony-stimulating factor;
VEGF: Vascular endothelial growth factor; CHDF: Continuous
hemodiafiltration; C1-INH: C1-esterase inhibitor; MCP-1: Monocyte
chemotactic protein-1; TNF-a: Tumor necrosis factor alpha.

Competing interests
The authors declare that they have no competing interests.

Authors’ contributions

All authors contributed greatly to write this article. TI, HO, KK, YK, KO, MI and
HS were involved in the diagnostic and clinical management of this patient.
All authors read and approved the final manuscript.

Acknowledgements
We thank Professor Hiroshi Imai in Department of Emergency and Critical
Care Center for his assistance with the management of this patient.

Author details

'Department of Pediatrics, Mie University Graduate School of Medicine, 2-174
Edobashi, Tsu City, Mie Prefecture 514-8507, Japan. 2Department of
Gastrointestinal and Pediatric Surgery, Mie University Graduate School of
Medicine, 2-174 Edobashi, Tsu City, Mie Prefecture 514-8507, Japan.

Received: 27 June 2013 Accepted: 23 May 2014
Published: 31 May 2014

References

1. Clarkson B, Thompson D, Horwith M, Luckey EH: Cyclical edema and shock
due to increased capillary permeability. Am J Med 1960, 29:193-216.

2. Milner CS, Wagstaff MJ, Rose GK: Compartment syndrome of multiple
limbs: an unusual presentation. J Plast Reconstr Aesthet Surg 2006,
59(11):1251-1252.

3. Foeldvari I, Waida E, Junker AK: Systemic capillary leak syndrome in a
child. J Pediatr 1995, 127(5):739-741.

4. Karatzios C, Gauvin F, Egerszegi EP, Tapiero B, Buteau C, Rivard GE,
Ovetchkine P: Systemic capillary leak syndrome presenting as recurrent
shock. Pediatr Crit Care Med 2006, 7(4):377-379.

5. Onal H, Aktuglu-Zeybek C, Altun G, Ozyilmaz |, Alhaj S, Aydin A: Capillary
leak syndrome in a 5-month-old infant associated with intractable
diarrhoea. Ann Trop Paediatr 2007, 27(1):81-86.

Page 3 of 3

6. Dowden AM, Rullo OJ, Aziz N, Fasano MB, Chatila T, Ballas ZK: Idiopathic

systemic capillary leak syndrome: novel therapy for acute attacks.
J Allergy Clin Immunol 2009, 124(5):1111-1113.

7. Sion-Sarid R, Lerman-Sagie T, Blumkin L, Ben-Ami D, Cohen I, Houri S:
Neurologic involvement in a child with systemic capillary leak syndrome.
Pediatrics 2010, 125(3):e687-692.

8. Gousseff M, Arnaud L, Lambert M, Hot A, Hamidou M, Duhaut P, Papo T,

Soubrier M, Ruivard M, Malizia G, Tieulie N, Riviere S, Ninet J, Hatron PY,
Amoura Z: The systemic capillary leak syndrome: a case series of 28
patients from a European registry. Ann Intern Med 2011, 154(7):464-471.

9. Piastra M, Pietrini D, Conti G, De Rosa G, Rigante D: Sudden shock from

capillary leak. Lancet 2012, 379(9819):976.

10.  Milani GP, Dellepiane RM, Castellazzi ML, Mazzoni MB, Bianchetti MG, Fossali
EF: Episodic idiopathic systemic capillary leak syndrome in a girl. Pediatr
Int 2013, 55(4):e81-€82.

11. Perme T, Pokorn M, Markelj G, Avcin T, Battelino T, Ursic T, Vidmar |, Grosek
S: Two episodes of systemic capillary leak syndrome in an 8-year-old
boy, following influenza A virus infection. Pediatr Infect Dis J 2014,
33(2):222-224.

12. Xie Z, Ghosh CC, Patel R, Iwaki S, Gaskins D, Nelson C, Jones N, Greipp PR,
Parikh SM, Druey KM: Vascular endothelial hyperpermeability induces the
clinical symptoms of Clarkson disease (the systemic capillary leak
syndrome). Blood 2012, 119(18):4321-4332.

13. Nagao Y, Harada H, Yamanaka H, Fukuda K: Possible mediators for
systemic capillary leak syndrome. Am J Med 2011, 124(1).e7-€9.

14.  Nakagawa N, Ota H, Tanabe Y, Kabara M, Matsuki M, Chinda J, Sakamoto N,
Fujino T, Takehara N, Takeuchi T, Kawabe J, Sato N, Kawamura Y, Fukuhara T,
lkuta K, Kikuchi K, Hasebe N: A case of idiopathic systemic capillary leak
syndrome with high serum levels of G-CSF on exacerbation. Intern Med
2011, 50(6):597-600.

15. Kinoshita Y, Kasaoka S, Fujita M, Oshima C, Kawamura Y, Tsuruta R, Maekawa
T: Synchronized changes in serum vascular endothelial growth factor
during the clinical course of chronic systemic capillary leak syndrome.
Intern Med 2010, 49(8):791-794.

16. Yabe H, Yabe M, Koike T, Shimizu T, Morimoto T, Kato S: Rapid
improvement of life-threatening capillary leak syndrome after stem cell
transplantation by bevacizumab. Blood 2010, 115(13):2723-2724.

17. Zipponi M, Eugster R, Birrenbach T: High-dose intravenous
immunoglobulins: a promising therapeutic approach for idiopathic
systemic capillary leak syndrome. BMJ Case Rep 2011, doi:10.1136/
bcr.12.2010.3599.

18.  Tahirkheli NK, Greipp PR: Treatment of the systemic capillary leak
syndrome with terbutaline and theophylline. A case series. Ann Intern
Med 1999, 130(11):905-909.

doi:10.1186/1471-2431-14-137

Cite this article as: Iwasa et al: 10-year-old girl with life-threatening
idiopathic systemic capillary leak syndrome: a case report. BMC Pediatrics
2014 14:137.

Submit your next manuscript to BioMed Central
and take full advantage of:

¢ Convenient online submission

¢ Thorough peer review

* No space constraints or color figure charges

¢ Immediate publication on acceptance

¢ Inclusion in PubMed, CAS, Scopus and Google Scholar

* Research which is freely available for redistribution

Submit your manuscript at
www.biomedcentral.com/submit

( ) BiolVied Central




	Abstract
	Background
	Case presentation
	Conclusion

	Background
	Case presentation
	Conclusions
	Consent
	Abbreviations

	Competing interests
	Authors’ contributions
	Acknowledgements
	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


