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Abstract

lymph node lacking leiomyomas at any site.

Background: Papillary renal cell carcinoma is a rare cancer. Some cases can be attributed to individuals with
hereditary renal cell carcinomas usually consisting of the clear cell subtype. In addition, two syndromes with
hereditary papillary renal cell carcinoma have been described. One is the hereditary leiomyomatosis and renal cell
carcinoma, which is characterized by cutaneous and uterine leiomyomas and renal cell carcinoma mostly consisting
of the papillary renal cell carcinoma type Il with a worse prognosis.

Case presentation: We describe a case of a 30-year-old woman with hereditary leiomyomatosis and renal cell
carcinoma syndrome with extensively metastasized papillary renal cell carcinoma, primarily diagnosed in a cervical

Conclusion: Papillary renal cell carcinoma in young patients should be further investigated for a hereditary variant
like the hereditary leiomyomatosis and renal cell carcinoma even if leiomyomas could not be detected. A detailed
histological examination and search for mutations is essential for the survival of patients and relatives.
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Background

Renal cell carcinoma (RCC) is a rather rare cancer with
an incidence of about 71,000 newly diagnosed cases per
year in Europe. Approximately 31,000 of these patients
die because of RCC [1]. Only a few cases represent
hereditary RCCs [2], of which the Von-Hipple-Lindau syn-
drome (VHL; MIM# 193300) is best known [3]. Further-
more, Birt-Hogg-Dubé syndrome (BHD; MIM# 135150)
[4] and tuberous sclerosis (TS1; MIM# 191100 / TS2;
MIM# 613254) [5] have been reported to be associated
with hereditary RCC mostly of the clear cell or chromo-
phobe subtype. In addition two syndromes associated with
hereditary papillary RCC have been described. One is
represented by the hereditary papillary renal carcinoma
(HPRC; MIM# 605074) usually consisting of papillary
RCC type I with a better prognosis [6] showing activating
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mutations in the met proto-oncogene (MET) on chromo-
some 7q32 are responsible for HPRC [7]. The other syn-
drome compromises the hereditary leiomyomatosis and
renal cell carcinoma (HLRCC; MIM# 150800), which is
characterized by papillary RCC type II with a worse prog-
nosis as well as typically cutaneous and uterine leiomyo-
mas [8]. The HLRCC is caused by heterozygous germline
mutations of the fumarate hydratase (FH) gene on
chromosome 1q34 [9]. The intracellular hypoxia inducible
factor (HIF) is stabilized due to an accumulation of FH
based on the mutations in this gene region and is
responsible for a pseudohypoxic state causing the release of
different tumor promoting factors like VEGE, PDGE, and
TGF-a [10]. Until now, 125 mutations in the FH gene have
been described in the Human Gene Mutation Database
Professional (HGMD release 2011.4; http://www.biobase.
de/hgmd/pro/start.php).

Here we report on a 30-year-old woman suffering on
HLRCC initial by presenting with cervical lymph node
metastasis and lacking cutaneous or uterine leiomyomas.
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This case demonstrates the diagnostic challenge of HLRCC
especially in case of missing cutaneous leiomyomas.

Case presentation

Clinical findings

A 30-year-old woman was admitted to the hospital be-
cause of painless lymphadenopathy in the left neck. Com-
puted tomography of neck and chest revealed multiple
lesions up to 9.5 cm in diameter in the left supraclavicular
region as well as in the mediastinum (Figure 1A). Based on
a supraclavicular lymph node biopsy the diagnosis of a pa-
pillary adenocarcinoma was confirmed (Figure 1B and C).
In the following abdominal sonography and contrast-
enhanced abdominal computertomography identified a
4 cm in diameter inhomogeneous mass in the lower pole
of the left kidney (Figure 2A) as well as numerous
enlarged paraaortal lymph nodes. Partial nephrectomy of
the left kidney revealed a tumor of 4 cm in diameter with
a tan to gray cut surface. Paraaortal lymph nodes showed
tumor infiltrations. Two weeks later a new hypodense
lesion 2.2 cm in diameter was detected in the liver. A clin-
ical check-up after 2 month demonstrated by thoracal and
abdominal computertomography numerous suspicious
mediastinal and paraaortal lymph nodes (Figure 1A and
2A) and further suspect lesions in the liver. The patient
confirmed that her mother died from renal cell carcinoma
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at the age of 47. Medical records of the mother were not
available. No further cases of RCC have been reported in
the patient's family (Figure 3).

Pathological and genetic findings

On macroscopical examination cross sections of cervical
lymph node demonstrated a grossly white, partly cystic,
and necrotic mass.

Microscopical examination of the cervical lymph nodes
revealed a tumor consisting of papillary formations crossed
by fibrotic areas. The papillae showed a monolayer of
tumor cells with large nuclei and numerous nucleoli as
well as atypical mitotic figures. The tumor cells displayed
abundant eosinophilic cytoplasm (Figure 1B and C). The
immunhistochemical examinations confirmed a partial ex-
pression of cytokeratin 7- and RCC-antibodies. Vimentin,
especially expressed in clear cell RCC, could only be
demonstrated in the papillary stroma but not in tumor
cells. A potential metastasis of a thyroid carcinoma could
be excluded by the lacking expression of TTF-1 and
thyreoglobulin. Based on the also lacking expression of
estrogen- and progesteron-receptor a metastasis of an
ovarian cancer was assumed to be unlikely. The tumor
demonstrates no further specific antibody reaction. Thus,
the lymph node metastasis seemed to be most likely
caused by papillary RCC.

adenocarcinoma (B: H&E, x100 / C: H&E, x400).

Figure 1 Coronal reformatted computed tomography image of the initial contrast enhanced chest scan shows rim-enhancing enlarged
lymphnodes left supraclavicular between the sternocleidomastoid and the scalene muscles (A, short arrow) and furthermore
conglomerate-like tumors in the right upper mediastinum (A, long arrow). Histologically the lymph node shows infiltrations of a papillary
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Figure 2 Coronal reformatted computed tomography image of the initial contrast enhanced abdominal scan shows a renal mass
located in the lower pole of the left kidney, appearing inhomogeneous, predominantly less enhancing compared to the normal renal
parenchyma (A). Histologically and immunohistochemically examinations of the partial nephrectomy show a tumor similar to the lymph node
infiltration with an increased proliferation (B: H&E, x100 / C: Ki67 immunostaining, x100).

Macroscopical examination of the partial nephrectomy
of the left kidney showed a tumor of 4 cm in diameter
with a gray-tan and hemorrhagic cut surface. The tumor
did not demonstrate a clear border to the surrounding
normal kidney.
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Figure 3 The family pedigree with the described patient
(denoted by black arrow) and her mother, who also died of
renal cell carcinoma.

Microscopical examination of the partial nephrectomy
revealed a papillary RCC type II with the same morph-
ology as in the lymph node. Furthermore lymphangiosis
and dissociated tumor islets could be detected. The
immunohistochemical results of the renal tumor tissue
were identical to the findings of the lymph node. In
addition the tumor showed a proliferation rate of 80%
by Ki67 staining (Figure 2B and C).

Molecular genetic analysis did not reveal any mutation
in the met-oncogene. The subsequent analysis of the FH
gene revealed a missense mutation (c.539A > G) leading
to amino acid substitution H180R at the protein level
(Figure 4). This sequence variant has been classified as a
pathologic mutation. Furthermore, this mutation could
be shown to be associated with a reduced activity of FH
by approximately 45% [11].

Conclusion

The papillary RCC is a rare tumor entity normally
occuring beyond the age of 60 years being associated
with a better prognosis than the more often clear cell
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Figure 4 Chromatograms of mutation analysis in FH exon. A: Heterozygous mutation (black arrow) c539A>G (CAT—CGT), p.His180Arg in
exon 4 of the FH-gene. B: Wild type sequence.

RCC [12]. Especially appearing during early lifespan pap-
illary RCC should be tested for an hereditary variant.
One of these variants is the HLRCC syndrome asso-
ciated with different mutations in the FH gene [13],
which functions as a tumor suppressor gene. Up to now
about 180 families with HLRCC have been found world-
wide. Some of these mutations are sporadic [14]. In a
North American series of male and female patients pap-
illary RCC in HLRCC occurred at a median age of 42
years of patents, in which the youngest patient was 11
years old [15,16].The HLRCC syndrome is characterized
by leiomyomas especially of the skin and papillary RCC
[8]. In HLRCC patients, leiomyomas of the skin can be
observed by the age of 35 years in all affected men and
in about 55% of affected woman [17,18]; leiomyomas of
the uterus occur in approximately 85% of females [19].
In addition FH mutations have also been described in
case of uterine fibroids [20]. The papillary RCC in HLRCC
shows a penetrance of about 20-25% and mostly consists
of a papillary RCC type II with a worse prognosis [12];
most patients die within five years [21]. Because RCC even
in HLRCC typically arise unilateral, an immediately neph-
rectomy is the most efficient therapy [22].

Generally the diagnosis of HLRCC is made by the fre-
quently occurring cutaneous leiomyomas, which can be
painful. The patient described in this study showed no
cutaneous leimyomas at all and lack leiomyomas of the
uterus. Instead of that the patient primarily presented

metastases of a papillary RCC in cervical lymph nodes.
In the literature one case of an 18-year-old woman from
a Dutch family with HLRCC presenting metastases of a
RCC in cervical lymph nodes can be found [23]. Because
of the here described patient young age the diagnosis
was suspicious for a hereditary syndrome such as HPRC
or HLRCC. The genetic examination showed a mutation
in the FH gene typical for HLRCC.

To our best knowledge, a case of HLRCC with a com-
parable lymph node and distant dissemination without
any leiomyomas has not been described before. This
case shows the importance of a complete pathological
examination including subtyping of papillary RCC and
genetic examination also in the absence of cutaneous or
uterine leiomyomas.

Consent

Written informed consent was obtained from the patient
for publication of this case report and any 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

CLB and CS constructed the manuscript and carried out pathological
examination. CS, HL, and AS were responsible for the clinical and radiological
data. HF participated in pathological investigations. SM and IM carried out
the genetic examinations. FB was responsible for critical revision of the



Behnes et al. BMC Urology 2013, 13:3
http://www.biomedcentral.com/1471-2490/13/3

manuscript and has been involved in drafting it. All authors read and
approved the final manuscript.

Author details

'Department of Pathology, University of Gottingen, Robert-Koch-Str. 40,
37075, Gottingen, Germany. “Department of Urology, University of
Gottingen, Robert-Koch-Str. 40, 37075, Géttingen, Germany. “Insitute of
Human Genetics, University of Gottingen, Robert-Koch-Str. 40, 37075,
Gottingen, Germany. “Department of Human Genetics at MVZ Dortmund, Dr.
A. Eberhard & Partners, Dortmund, Germany. °Institute of Pathology,
Reumonstr.28, 33102, Paderborn, Germany. ®Department of Diagnostic
Radiology, University of Gottingen, Robert-Koch-Str. 40, 37075, Gottingen,
Germany.

Received: 25 July 2012 Accepted: 11 January 2013
Published: 15 January 2013

References

1. Ferlay J, Parkin DM, Steliarova-Foucher E: Estimates of cancer incidence
and mortality in Europe in 2008. Eur J Cancer 2010, 46(4):765-781.

2. Zbar B, Glenn G, Merino M, Middelton L, Peterson J, Toro J, Coleman J,
Pinto P, Schmidt LS, Choyke P, et al: Familial renal carcinoma: clinical
evaluation, clinical subtypes and risk of renal carcinoma development.
J Urol 2007, 2:461-465. discussion 465.

3. Lonser RR, Glenn GM, Walther M, Chew EY, Libutti SK, Linehan WM, Oldfield
EH: von Hippel-Lindau disease. Lancet 2003, 361(9374):2059-2067.

4. Zbar B, Alvord WG, Glenn G, Turner M, Pavlovich CP, Schmidt L, Walther M,
Choyke P, Weirich G, Hewitt SM, et al: Risk of renal and colonic neoplasms
and spontaneous pneumothorax in the Birt-Hogg-Dube syndrome.
Cancer epidemiology, biomarkers & prevention: a publication of the American
Association for Cancer Research, cosponsored by the American Society of
Preventive Oncology 2002, 11(4):393-400.

5. Verine J, Pluvinage A, Bousquet G, Lehmann-Che J, de Bazelaire C, Soufir N,
Mongiat-Artus P: Hereditary renal cancer syndromes: an update of a
systematic review. Fur Urol 2010, 58(5):701-710.

6. Zbar B, Tory K, Merino M, Schmidt L, Glenn G, Choyke P, Walther MM,
Lerman M, Linehan WM: Hereditary papillary renal cell carcinoma. J Urol
1994, 151(3):561-566.

7. Salvi A, Marchina E, Benetti A, Grigolato P, De Petro G, Barlati S: Germline
and somatic c-met mutations in multifocal/bilateral and sporadic
papillary renal carcinomas of selected patients. Int J Oncol 2008,
33(2):271-276.

8. Lehtonen HJ: Hereditary leiomyomatosis and renal cell cancer: update on
clinical and molecular characteristics. Fam Cancer 2011, 10(2):397-411.

9. Tomlinson IP, Alam NA, Rowan AJ, Barclay E, Jaeger EE, Kelsell D, Leigh |,
Gorman P, Lamlum H, Rahman S, et al: Germline mutations in FH
predispose to dominantly inherited uterine fibroids, skin leiomyomata
and papillary renal cell cancer. Nat Genet 2002, 30(4):406-410.

10.  Isaacs JS, Jung YJ, Mole DR, Lee S, Torres-Cabala C, Chung YL, Merino M,
Trepel J, Zbar B, Toro J, et al: HIF overexpression correlates with biallelic
loss of fumarate hydratase in renal cancer: novel role of fumarate in
regulation of HIF stability. Cancer Cell 2005, 8(2):143-153.

11, Picaud S, Kavanagh KL, Yue WW, Lee WH, Muller-Knapp S, Gileadi O,
Sacchettini J, Oppermann U: Structural basis of fumarate hydratase
deficiency. J Inherit Metab Dis 2011, 34(3):671-676.

12.  Delahunt B, Eble JN, McCredie MR, Bethwaite PB, Stewart JH, Bilous AM:
Morphologic typing of papillary renal cell carcinoma: comparison of
growth kinetics and patient survival in 66 cases. Hum Pathol 2001,
32(6):590-595.

13. Bayley JP, Launonen V, Tomlinson IP: The FH mutation database: an online
database of fumarate hydratase mutations involved in the MCUL
(HLRCC) tumor syndrome and congenital fumarase deficiency. BMC Med
Genet 2008, 9:20.

14.  Gardie B, Remenieras A, Kattygnarath D, Bombled J, Lefevre S, Perrier-
Trudova V, Rustin P, Barrois M, Slama A, Avril MF, et al: Novel FH mutations
in families with hereditary leiomyomatosis and renal cell cancer (HLRCC)
and patients with isolated type 2 papillary renal cell carcinoma. J Med
Genet 2011, 48(4):226-234.

15.  Alrashdi |, Levine S, Paterson J, Saxena R, Patel SR, Depani S, Hargrave DR,
Pritchard-Jones K, Hodgson SV: Hereditary leiomyomatosis and renal cell

Page 5 of 5

carcinoma: very early diagnosis of renal cancer in a paediatric patient.
Fam Cancer 2010, 9(2):239-243.

16. Toro JR, Nickerson ML, Wei MH, Warren MB, Glenn GM, Turner ML, Stewart
L, Duray P, Tourre O, Sharma N, et al- Mutations in the fumarate hydratase
gene cause hereditary leiomyomatosis and renal cell cancer in families
in North America. Am J Hum Genet 2003, 73(1):95-106.

17. Raymond VM, Herron CM, Giordano TJ, Gruber SB: Familial renal cancer as
an indicator of hereditary leiomyomatosis and renal cell cancer
syndrome. Fam Cancer 2012, 11(1):115-121.

18.  Alam NA, Barclay E, Rowan AJ, Tyrer JP, Calonje E, Manek S, Kelsell D, Leigh
I, Olpin S, Tomlinson IP: Clinical features of multiple cutaneous and
uterine leiomyomatosis: an underdiagnosed tumor syndrome. Arch
Dermatol 2005, 141(2):199-206.

19. Wei MH, Toure O, Glenn GM, Pithukpakorn M, Neckers L, Stolle C, Choyke P,
Grubb R, Middelton L, Turner ML, et al- Novel mutations in FH and
expansion of the spectrum of phenotypes expressed in families with
hereditary leiomyomatosis and renal cell cancer. J Med Genet 2006,
43(1):18-27.

20. Kubinova K, Tesarova M, Hansikova H, Vesela K, Kuzel D, Mara M: Fumarate
hydratase gene mutation in two young patients with sporadic uterine
fibroids. J Obstet Gynaecol Res 2012, doi:10.1111/].1447-0756.2012.01939..
Epub ahead of print.

21, Launonen V, Vierimaa O, Kiuru M, Isola J, Roth S, Pukkala E, Sistonen P,
Herva R, Aaltonen LA: Inherited susceptibility to uterine leiomyomas and
renal cell cancer. Proc Natl Acad Sci U S A 2001, 98(6):3387-3392.

22. Cohen HT, McGovern FJ: Renal-cell carcinoma. N Eng J Med 2005,
353(23):2477-2490.

23. van Spaendonck-Zwarts KY, Badeloe S, Oosting SF, Hovenga S, Semmelink
HJ, van Moorselaar RJ, van Waesberghe JH, Mensenkamp AR, Menko FH:
Hereditary leiomyomatosis and renal cell cancer presenting as
metastatic kidney cancer at 18 years of age: implications for
surveillance. Fam Cancer 2012, 11(1):123-129.

doi:10.1186/1471-2490-13-3

Cite this article as: Behnes et al.: Hereditary papillary renal cell
carcinoma primarily diagnosed in a cervical lymph node: a case report
of a 30-year-old woman with multiple metastases. BMC Urology 2013
13:3.

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



http://dx.doi.org/10.1111/j.1447-0756.2012.01939.x

	Abstract
	Background
	Case presentation
	Conclusion

	Background
	Case presentation
	Clinical findings
	Pathological and genetic findings

	Conclusion
	Consent

	Competing interests
	Authors' contributions
	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




