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Severe bleeding tendency caused by a rare
complication of excessive fibrinolysis with
disseminated intravascular coagulation in a
51-year-old Japanese man with prostate cancer:
a case report
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Abstract

Introduction: Disseminated intravascular coagulation causes thrombotic tendency leading to multiple organ failure
and occurs in a wide variety of diseases including malignancy. Disseminated intravascular coagulation is a latent
complication in people with prostate cancer.

Case presentation: A 51-year-old Japanese man with advanced castration-resistant prostate cancer was admitted
to our hospital because of extensive purpura and severe anemia. Prolonged plasma coagulation time,
hypofibrinogenemia and normal platelet count suggested that a decrease in fibrinogen induced a bleeding
tendency causing purpura. However, elevated plasma levels of thrombin-antithrombin complex, fibrin and/or
fibrinogen degradation products and D-dimers, with positive fibrin monomer test, manifested disseminated
intravascular coagulation and subsequent fibrinolysis. Plasma levels of thrombin-antithrombin complex, fibrin and/or
fibrinogen degradation products and D-dimers decreased after administration of low-molecular-weight heparin.
However, low fibrinogen and α2-antiplasmin levels were not improved and plasmin-antiplasmin complex did not
decrease, which revealed excessive fibrinolysis complicated with disseminated intravascular coagulation. We
suspected that prostate cancer cell-derived urokinase-type plasminogen activator caused excessive fibrinolysis.
Administration of tranexamic acid for fibrinogenolysis was added together with high-dose anti-androgen therapy
(fosfestrol) for prostate cancer. Thereafter, prostate-specific antigen and plasmin-antiplasmin complex decreased,
followed by normalized fibrinogen and α2-antiplasmin levels, and the patient eventually recovered from the
bleeding tendency. Immunohistochemical staining of the biopsied prostate tissue exhibited that the prostate
cancer cells produced tissue factor, the coagulation initiator, and urokinase-type plasminogen activator.

Conclusion: This patient with rare complications of disseminated intravascular coagulation and excessive
fibrinolysis is a warning case of potential coagulation disorder onset in patients with prostate cancer. We propose
that combined administration of tranexamic acid and low-molecular-weight heparin together with high-dose anti-
androgen therapy is a useful therapeutic option for patients with this complicated coagulation disorder.
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Table 1 Laboratory data on the first hospitalization day
and relationship between fibrinogen, α2-antiplasmin,
D-dimers/FDP ratio, thrombin-antithrombin complex, and
plasmin-antiplasmin complex

Examination items Value Standard value

Hemoglobin (g/dL) 5.6 14.0–17.7

White blood cells (/μL) 17,400 3500–8500

Platelet (/μL) 171,000 145,000–325,000

Prothrombin time (seconds) 17.6 11.0–15.2

APTT (seconds) 48.8 32.2–42.2

Fibrinogen (mg/dL) 62 150–450

Antithrombin (%) 65 81–121

Plasminogen (%) 76 70–111

α2-antiplasmin (%) 28 88–120

FDPs (μg/mL) 161.8 <5.0

D-dimers (μg/mL) 77.1 <1.0

Fibrin monomer test Positive Negative

TAT (ng/mL) 113.78 <3.0

PAP (μg/mL) 13.98 <0.8

PSA (ng/mL) 905 <4

APTT activated partial thromboplastin time, FDPs fibrin and/or fibrinogen
degradation products LMWH low-molecular-weight heparin, PAP plasmin-
antiplasmin complex, PSA prostate-specific antigen, TAT thrombin-
antithrombin complex.
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Introduction
One of the lethal complications of patients with solid
tumors is disseminated intravascular coagulation (DIC)
in which microthrombi are formed by abnormal activa-
tion of the coagulation system. Although consumption
of coagulation factors and activation of the fibrinolytic
system are always observed, severe bleeding tendency
and excessive fibrinolysis are rare in DIC. In prostate
cancer (PC), the incidence of DIC complication is from
13% to 30% whereas that of bleeding symptoms is only
0.40% to 1.65% [1]. PC cells express tissue factor (TF)
[2] that initiates the extrinsic coagulation pathway [3]
and leads to DIC [4]. Moreover, PC cells produce
urokinase-type plasminogen activator (uPA) [5] that
converts plasminogen to plasmin: a fibrinolytic protease
[6]. TF is the causative of DIC that is reported to be a
sign of metastatic PC [7]. TF and uPA are associated
with PC metastasis and angiogenesis as negative prog-
nostic factors [2,8,9]. Thus, it is possible that PC cells in-
duce simultaneously DIC by TF and fibrinolysis by uPA
in the patient, especially at the advanced stage. Little at-
tention has been paid to the potential pathogenicity of
PC cells, particularly in fibrinolysis.
In this paper, we report a patient with metastatic PC

who showed a severe bleeding tendency with hypofibri-
nogenemia by excessive fibrinolysis accompanied by
DIC. To elucidate the pathophysiology of the coagula-
tion disorder, we analyzed values of coagulation and fi-
brinolysis markers and examined the biopsied PC tissue
for TF and uPA production. Furthermore, we propose
an atypical (unusual) but appropriate treatment for such
a patient.

Case presentation
A 51-year-old Japanese man who had advanced
castration-resistant PC was admitted to our hospital
because of extensive purpura and severe anemia.
Although his platelet count was within the reference
range and plasma clotting time was slightly prolonged,
the fibrinogen level was low. Plasma levels of thrombin-
antithrombin complex (TAT), fibrin and/or fibrinogen
degradation products (FDPs), D-dimers and plasmin-
antiplasmin complex (PAP) were high. Plasma α2-anti-
plasmin (α2-AP) level was low and a fibrin monomer test
was positive (Table 1). These data indicated that he had
DIC. Plasma TAT, FDPs, and D-dimers decreased
(Figure 1) and platelet count increased after administra-
tion of low-molecular-weight heparin (LMWH). How-
ever, fibrinogen and α2-AP did not increase and PAP did
not decrease (Figure 1). Bleeding diathesis continued
whereas DIC parameters were improved by the treat-
ment. To inhibit activation of fibrinolysis, administration
of tranexamic acid was started together with LMWH.
Then, PAP level decreased and levels of α2-AP and
fibrinogen increased. Bleeding tendency disappeared.
High-dose anti-androgen therapy (fosfestrol) for PC was
also performed on day 20 for PC. Prostate-specific
antigen level decreased to 482.4ng/mL.
To investigate a correlation of coagulation and fibrin-

olysis markers, we analyzed the values of 31 plasma
samples obtained during the 90-day hospitalization. As
shown in Figure 2, the patient’s fibrinogen level corre-
lated with levels of α2-AP (r2=0.7811, P<0.0001) and
PAP (r2=0.5394, P<0.0001), and D-dimer/FDP ratio
(r2=0.6473, P<0.0001). There was no correlation between
levels of fibrinogen and TAT. The level of α2-AP
(r2=0.7060, P<0.0001) correlated positively with D-
dimer/FDP ratio and negatively with PAP level
(r2=0.5549, P<0.0001). The prostate tissue biopsied for
the initial diagnosis was immunostained using monoclo-
nal antibodies specific for human TF [10] or uPA (Fuji
chemical, Toyama, Japan). This analysis revealed that the
cancer cells were positive for both TF and uPA
(Figure 3).

Discussion
We present a patient with PC who had a bleeding
tendency of which the first sign was purpura. DIC is
initiated by TF [4] with factor VIIa that activates the
extrinsic coagulation pathway. TF is positive in more
than 70% of human PCs and increase of TF in patients’
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Figure 1 Clinical course of the patient. α2-AP: α2-antiplasmin;
FDP: fibrin and/or fibrinogen degradation product; LMWH: low-
molecular-weight heparin; PAP: plasmin-α2-antiplasmin complex;
TAT: thrombin-antithrombin complex; TX: tranexamic acid. Open
square: TAT; open circle: FDP; closed triangle: D-dimer; open
diamonds: PAP; closed circle: fibrinogen; closed square: α2-AP.
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plasma is associated with patient poor prognosis [8].
The TF expression in the PC cells of this patient
(Figure 3) suggests DIC induction by the cancer-derived
TF. Coagulation activation results in fibrinogen con-
sumption to some extent but the severe hypofibrinogen-
emia seen in the present case is unusual in DIC [11].
This was supported by no correlation between fibrino-
gen and TAT levels (Figure 2). By LMWH administra-
tion, levels of FDP, D-dimer and TAT decreased but the
fibrinogen level was not improved (Figure 1). These
results indicated that hypofibrinogenemia was not
induced by DIC alone. Under normal conditions, plas-
min degrades only stable fibrin (cross-linked fibrin) and
is immediately inhibited by α2-AP in circulation. If the
plasma α2-AP level is below 60% of the normal level, α2-
AP is unable to control plasmin sufficiently, thus plas-
min also degrades fibrinogen, fibrin monomers and un-
stable fibrin in addition to stable fibrin [12]. The high
PAP and low α2-AP levels at the hospitalization day 1
(Figure 1) indicated consumption of α2-AP by forming
complexes with increased plasmin. Plasmin generates D-
dimers only from stable fibrin, whereas FDP derives
from either fibrinogen or any forms of fibrin. Accord-
ingly, the decrease in D-dimers/FDP ratio indicated a
relative increase in fibrinogenolysis that could lead to
hypofibrinogenemia. By the treatment with tranexamic
acid, the low fibrinogen level elevated in correlation to
the increase in D-dimers/FDP ratio and α2-AP level and
to the decrease in PAP level. It is probable that the se-
vere hypofibrinogenemia in this patient was caused by
fibrinogenolysis due to excess plasmin production. The
low plasma α2-AP level and high plasma PAP level
agreed with the fibrinogenolysis observed in a patient
with metastatic PC [13]. Bleeding diathesis of this pa-
tient was improved by administration of tranexamic acid
in relation to elevation of α2-AP level, suggesting that
excessive fibrinolysis induced bleeding diathesis. Platelet
and coagulation factors, such as factor VIII and IX, are
important in normal hemostasis. From data that the
platelet count was within the normal range and clotting
time was slightly prolonged, it is unlikely that bleeding
diathesis was caused by thrombocytopenia or consump-
tion of coagulation factors. The result that fibrinolysis
activation was not improved by anticoagulation therapy
alone, suggests an involvement of the primary fibrinoly-
sis, at least partially, in the bleeding diathesis. The
plasma uPA level was not measured, but uPA expressed
in PC cells probably contributed to excessive fibrinolysis.
Unfractioned heparin has been used for treating

patients with DIC complicated with cancer and shown
to prolong their survival. Tranexamic acid inhibits
plasminogen activation, thereby causing thrombotic
tendency in typical DIC cases [14], therefore, this agent
is usually contraindicative for DIC patients. However, in
this case, together with LMWH for DIC, we adminis-
tered tranexamic acid to the patient who manifested
excessive fibrinolysis, and successfully controlled the
complicated coagulation disorder. In such a case, tranex-
amic acid is potentially available for treatment of exces-
sive fibrinolysis.
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Figure 2 Relationship between levels of fibrinogen, α2-antiplasmin, D-dimers/FDP ratio, thrombin-antithrombin complex, and plasmin-
antiplasmin complex. Pearson correlation coefficients (r) were used to determine the associations between the coagulation markers. α2-AP:
α2-antiplasmin; FDP: fibrin and/or fibrinogen degradation product; PAP: plasmin-α2-antiplasmin complex; TAT: thrombin-antithrombin complex.

Figure 3 Immunohistochemical staining for tissue factor (A, magnification ×200) or urokinase-type plasminogen activator
(B, magnification ×100). Arrows indicate positive cancer cells.
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Conclusion
A PC cell itself may often be overlooked as a causative
of coagulation disorder because of the very low inci-
dence of overt DIC in PC [1]. Even if a clinician notices
DIC in such a patient, he or she may erroneously con-
sider that any changes of coagulation markers are caused
solely by DIC. Accordingly, such a patient may receive
only heparin infusion, which would not adequately meet
the patient’s bleeding tendency accompanied by exces-
sive fibrinolysis induced by uPA secreted from PC cells.
Although it is widely known that uPA plays important
roles in PC cell invasion and proliferation [9,15], the
classical aspect of uPA as an activator of the fibrinolytic
system may paradoxically not be easily conceivable in
patients with PC with bleeding disorder. Therefore, it is
important to bear in mind that PC cell uPA can generate
plasmin that degrades fibrinogen, leading to hypofibrino-
genemia and resultant bleeding tendency. The present
case of a rare complication of excessive fibrinolysis raises
awareness of a potential fibrinolytic system being acti-
vated in patients with PC. Hence, we hereby propose the
treatment of combined administration of tranexamic
acid and LMWH together with high-dose anti-androgen
therapy for a patient with PC with fibrinolysis coincident
with DIC.

Consent
Written informed consent was obtained from the patient
for publication of this case report and accompanying
images. A copy of the written consent is available for
review by the Editor-in-Chief of this journal.

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

Authors’ contributions
YW, NK, WT, KT, JH, YM and YM examined and treated the patient with PC.
MU, YK and ME analyzed and interpreted the patient’s data. TI performed
immunohistochemistry and supervised this report including manuscript
revision. All authors read and approved the manuscript.

Acknowledgements
We thank Ms Tatsuko Kubo for her technical assistance in
immunohistochemical staining.

Author details
1Department of Urology, Faculty of Life Sciences, Kumamoto University, 1-1-1
Honjo, Kumamoto 860-8556, Japan. 2Department of Blood Transfusion and
Cell Therapy, Kumamoto University Hospital, 1-1-1 Honjo, Kumamoto
860-8556, Japan. 3Department of Molecular Pathology, Faculty of Life
Sciences, Kumamoto University, 1-1-1 Honjo, Kumamoto 860-8556, Japan.

Received: 28 June 2012 Accepted: 3 October 2012
Published: 6 November 2012

References
1. Smith JA Jr, Soloway MS, Young MJ: Complications of advanced prostate

cancer. Urology 1999, 54:8–14.
2. Abdulkadir SA, Carvalhal GF, Kaleen Z, Kisiel W, Humphrey PA, Catalona WJ,

Milbrandt J: Tissue factor expression and angiogenesis in human
prostate carcinoma. Hum Pathol 2000, 31:443–447.
3. Nemerson Y: Tissue factor and hemostasis. Blood 1998, 71:1–8.
4. Levi M: Disseminated intravascular coagulation. Crit Care Med 2007,

35:2191–2195.
5. Cozzi PJ, Wang J, Delprado W, Madigan MC, Fairy S, Russell PJ, Li Y:

Evaluation of urokinase plasminogen activator and its receptor in
different grades of human prostate cancer. Hum Pathol 2006,
37:1442–1451.

6. Castelline JC, Violand BN: The mechanism of activation of human
plasminogen by urokinase. J Biol Chem 1976, 251:3906–3912.

7. Duran I, Tannock IF: Disseminated intravascular coagulation as the
presenting sign of metastatic prostate cancer. J Gen Intern Med 2006,
21:C6–C8.

8. Akashi T, Furuya Y, Ohta S, Fuse H: Tissue factor expression and prognosis
in patients with metastatic prostate cancer. Urology 2003, 62:1078–1082.

9. Pulukuri SM, Gondi CS, Lakka SS, Jutla A, Estes N, Gujrati M, Rao JS: RNA
interference-directed knockdown of urokinase plasminogen activator
and urokinase plasminogen activator receptor inhibits prostate cancer
cell invasion, survival, and tumorigenicity in vivo. J Biol Chem 2005,
280:36529–36540.

10. Imamura T, Kaneda H, Nakamura S: New functions of neutrophils in the
Arthus reaction: expression of tissue factor, the clotting initiator, and
fibrinolysis by elastase. Lab Invest 2002, 282:1287–1295.

11. Levi M, de Jonge E, van der Poll T, ten Cate H: Disseminated intravascular
coagulation. Thromb Haemost 1999, 82:695–705.

12. Okajima K, Kohno I, Soe G, Okabe H, Takatsuki K, Binder BR: Direct evidence
for systemic fibrinogenolysis in patients with acquired alpha 2-plasmin
inhibitor deficiency. Am J Hematol 1994, 45:16–24.

13. Okajima K, Kohno I, Tsuruta J, Okabe H, Takatsuki K, Binder BR: Direct
evidence for systemic fibrinogenolysis in a patient with metastatic
prostatic cancer. Thromb Res 1992, 66:717–727.

14. Koo JR, Lee YK, Kim YS, Cho WY, Kim HK, Won NH: Acute renal cortical
necrosis caused by an antifibrinolytic drug (tranexamic acid). Nephrol Dial
Transplant 1999, 14:750–752.

15. Festuccia C, Dolo V, Guerra F, Violini S, Muzi P, Pavan A, Bologna M:
Plasminogen activator system modulates invasive capacity and
proliferation in prostatic tumor cells. Clin Exp Metastasis 1998, 16:513–528.

doi:10.1186/1752-1947-6-378
Cite this article as: Wada et al.: Severe bleeding tendency caused by a
rare complication of excessive fibrinolysis with disseminated
intravascular coagulation in a 51-year-old Japanese man with prostate
cancer: a case report. Journal of Medical Case Reports 2012 6:378.
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


	Abstract
	Introduction
	Case presentation
	Conclusion

	Introduction
	Case presentation
	Discussion
	Conclusion
	Consent
	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 0.0000
  /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


