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Abstract
Introduction: Solid organ malignancies rarely metastasize to the duodenal papilla. We describe
a case of primary lung cancer with duodenal papillarymetastasis in a patient who presented with
melena. To the best of our knowledge, this is only the second report of duodenal papillary
metastasis from lung cancer. Case Presentation: A 65-year-old woman presented with
complaints of anorexia, weight loss, and black stool. Imaging studies led to a clinical
diagnosis of stage IVB lung cancer, and anticoagulants were initiated to treat pulmonary
artery thrombosis. However, endoscopic hemostasis was challenging because of bleeding
from a duodenal papillary tumor. Fortunately, the patient was positive for the plasma
epidermal growth factor receptor (EGFR) gene mutation, and osimertinib, an EGFR tyrosine
kinase inhibitor, was administered, successfully achieving hemostasis. Subsequently, endoscopic
ultrasonography-guided transbronchial needle aspiration of an enlarged mediastinal lymph
node and duodenal papillary tumor biopsy confirmed duodenal papillary metastasis of the
primary lung adenocarcinoma. Conclusion: Although duodenal papillary metastasis is ex-
tremely rare, a good clinical outcome was achieved in this case by considering duodenal
papillary metastasis from lung cancer as the differential diagnosis and administering systemic
osimertinib therapy.
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Introduction

Solid organ malignancies rarely metastasize to the duodenal papilla, with renal cell
carcinoma (34%), malignant melanoma (31%), and breast cancer (13%) being the most
commonly implicated tumors [1]. To our knowledge, only 1 case of duodenal papillary
metastasis from lung cancer has been reported in the English literature [2]. Here, we report a
case of primary lung cancer with duodenal papillary metastasis in a patient who presented
with melena complicated by right pulmonary artery thrombosis. In this educational case,
refractory bleeding from a duodenal papillary tumor posed a treatment dilemma; however,
hemostasis was achieved through endoscopic intervention and systemic therapy by differ-
entiating duodenal papillary metastasis from lung cancer.

Case Report

A 65-year-old woman with anorexia, weight loss, and black stools visited her primary
care physician. She was referred to our hospital for assessment of malignancy because of a
high carcinoembryonic antigen level (659.2 ng/mL) and abdominal ultrasonography re-
vealing a dilated common bile duct and multiple liver masses. She had a history of hyper-
tension, dyslipidemia, and smoking (0.5 pack-years). Blood test results revealed anemia
(hemoglobin, 8.2 g/dL) and increased coagulation/fibrinolysis (fibrin degradation products,
60.3 μg/mL; D-dimer, 21.7 μg/mL), although liver function tests were normal. Carcinoem-
bryonic antigen (458.0 ng/mL), sialyl Lewis-x antigen (170.0 U/mL), cytokeratin 19 fragment
(4.8 ng/mL), gastrin-releasing peptide (proGRP, 138.0 pg/mL), and nerve-specific enolase
(24 ng/mL) levels were high; however, squamous cell carcinoma-associated antigen and
carbohydrate antigen 19–9 levels were within normal limits.

Thoracic and abdominal contrast-enhanced computed tomography (CT) revealed a 34-
mm spiculated lesion in the lower S6 lobe of the right lung, an irregular mass with pleural
depression, suspected multiple metastases in the bilateral lungs, multiple lymph node me-
tastases in the contralateral mediastinum and upper abdomen, multiple liver metastases, and
bilateral adrenal metastases. Additional CT findings included right pulmonary artery in-
volvement due to right hilar lymph nodemetastasis andmultiple peripheral pulmonary artery
thrombi showing poor contrast (shown in Fig. 1a, b). Duodenal papillary swelling, a dilated
common bile duct, and an enlarged gallbladder were also observed (shown in Fig. 2a).
Contrast-enhanced magnetic resonance imaging of the head showed multiple brain metas-
tases. Therefore, the condition was diagnosed as lung cancer cT4N3M1c, stage IVB. Anti-
coagulation with calcium heparin was initiated to treat the pulmonary artery thrombi.

Upper gastrointestinal endoscopy (GIF-H290T; Olympus Medical Systems, Tokyo, Japan)
performed to investigate anemia and melena revealed a mass lesion with fresh blood in the
duodenal papilla. Side-viewing duodenoscopy (TJF-Q290V; Olympus Medical Systems, Tokyo,
Japan) showed exudative bleeding on the cranial side of the ulceration (shown in Fig. 2b),
which was endoscopically treated using clipping (SureClip; MC Medical, Tokyo, Japan) and
application of PuraStat® (3D Matrix, Tokyo, Japan) (shown in Fig. 2c). Due to concerns about
rebleeding from the duodenal papillary tumors, heparin calcium was discontinued.

Unfortunately, melena was observed again 3 days after the endoscopic hemostasis was
achieved. Blood test results showed no worsening of anemia, but white blood cell count, total
bilirubin, and aspartate transaminase/alanine transaminase levels were 16,500/μL, 3.8 mg/
dL, and 385/258 IU/L, respectively, indicating obstructive jaundice and moderate acute
cholangitis according to the Tokyo Guidelines 2018 criteria [3]. Endoscopic assessment using
duodenoscopy revealed exudative bleeding on the inferior side of the ulcer at the duodenal
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papilla (different from the site of the previous bleeding), which was treated with clipping.
Subsequently, endoscopic treatment of the obstructive jaundice and acute cholangitis
was attempted, but transpapillary bile duct cannulation was unsuccessful because the
mass obstructed the bile duct orifice. Thereafter, bile duct cannulation was achieved by
precut fistulotomy performed using a needle knife, and a fully covered biliary stent
(10 mm diameter, 6 cm long, BONASTENT; Medico’s Hirata, Osaka, Japan) was suc-
cessfully placed for bile drainage (shown in Fig. 2d, e), thus improving obstructive
jaundice and acute cholangitis.

Meanwhile, the patient tested positive for the epidermal growth factor receptor (EGFR)
gene mutation (exon 19 deletion) on plasma EGFR gene mutation analysis. Based on this
information, we considered that the ulcerated lesion in the duodenal papilla was due to
metastasis from non-small-cell lung cancer (NSCLC) with the EGFR exon 19 deletion and that
administration of systemic therapy for NSCLC could result in hemostasis. Hence, osimertinib,
a third-generation EGFR tyrosine kinase inhibitor (TKI), was initiated 4 days after the initial
hemostasis by upper gastrointestinal endoscopy, despite the lack of a histopathological
diagnosis.

After confirming that the clinical symptoms had stabilized on day 7 since starting EGFR
TKI, endoscopic ultrasonography-guided transbronchial needle aspiration (BF-UC290F;
Olympus, Tokyo, Japan) was performed on the mediastinal lymph nodes. The analysis re-
vealed adenocarcinoma by hematoxylin and eosin staining, thyroid transcription factor-1
(TTF-1), and napsin A positivity by immunohistochemistry (shown in Fig. 3a–c); this con-
firmed the diagnosis of primary lung adenocarcinoma.

After confirming the absence of rebleeding on day 9 since EGFR TKI initiation, a biopsy
was performed on the duodenal papillary tumors (shown in Fig. 2f). The biopsy results
showed adenocarcinoma by hematoxylin and eosin staining and TTF-1 and AE1/AE3 pos-
itivity by immunohistochemistry (shown in Fig. 3d–f). The final diagnosis was duodenal
papillary metastasis from primary lung adenocarcinoma.

Twenty-one months after initiating EGFR TKI, no rebleeding from the duodenal papillary
metastasis was observed. Both primary tumor and metastases had radiological responses on
CT, the right peripheral pulmonary artery thrombi were absent on sequential imaging in-
dicating treatment response, and the patient was still receiving EGFR TKI for lung adeno-
carcinoma. The CARE Checklist has been completed for this case report and attached as online
supplementary material (for all online suppl. material, see https://doi.org/10.1159/
000537778).

Fig. 1. CT. a Image showing a 34-mm spiculated lesion in the S6 lower lobe of the right lung with pleural
depression. b Image showing right pulmonary artery involvement and multiple pulmonary artery
thrombi (arrow) due to right hilar lymph node metastasis.
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Discussion

Lung cancer can often result in distant metastasis to the nervous system, bones, liver, and
adrenal glands (reported metastasis rates of 39%, 34%, 20%, and 8%, respectively) [4]. However,
the number of reported cases of biliarymetastasis of lung cancer is low [5], and notably, this is only
the second documented instance of duodenal papillary metastasis in the English literature [2].

In a previous report summarizing secondary duodenal papillary metastases, tumors from
renal cell carcinoma, malignant melanoma, and breast cancer accounted for approximately three-
quarters of all primary metastases. Secondary duodenal papillary metastases are often hetero-
chronous. The average time to reveal duodenal papillary metastasis with renal cell carcinoma
(most frequent primary tumor),malignantmelanoma, and breast cancer (second-most frequent) is
approximately 8.8, 2.5, and 2.5 years, respectively. Furthermore, among duodenal papillary
metastases of malignant tumors, only 38% of all cases have a single metastasis and 62% of cases
have duodenal papillarymetastases as one of the systemicmetastases. The physiological reason for
metastasis to the duodenal papillary region is not clear, but the prognosis in terms of survival after
the diagnosis of duodenal papillarymetastasis is poor [1]. In the present case, distantmetastases to
the liver, adrenal gland, and brain were present at the time of NSCLC diagnosis, and concurrent
metastasis to the duodenal papilla was also detected. However, the response to systemic therapy
for NSCLC was favorable.

Fig. 2. CT, esophagogastroduodenoscopy, and endoscopic retrograde cholangiopancreatography (ERCP).
a CT showing an enlarged duodenal papilla (arrow) and gallbladder and a dilated common bile duct.
b Esophagogastroduodenoscopy showing an ulcerated lesion on the main duodenal papilla with ex-
udative bleeding from the cranial side of the ulcer base. c Endoscopic hemostasis is performed with
clipping and PuraStat® application. d, e In ERCP, precut fistulotomy is performed on an oral ridge that
appeared to be a dilated bile duct, and bile outflow is confirmed. Images of successful endoscopic biliary
drainage with fully covered self-expandable metallic stent. f Dye endoscopy with indigo carmine, 9 days
after EGFR TKI initiation, clearly showing an ulcerated tumor in the main duodenal papilla without
bleeding.
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TTF-1 is a gene regulatory protein found in the thyroid, lungs, and brain [6]. In normal
lung tissue, it maintains homeostasis by promoting transcription of surfactant protein genes
in type II alveolar cells and club cells [7]. TTF-1 is a highly specific marker for adenocarcinoma
of lung origin, with a sensitivity of 54–75% and specificity of 97–100% [8]. It is useful for
differentiating adenocarcinomas of lung origin from those arising from non-lung sites [9]. In
this case, biopsy specimens from the mediastinal lymph node and duodenal papillary tumors
were positive for TTF-1, leading to the diagnosis of duodenal papillary metastasis from
primary lung adenocarcinoma.

Selective biliary cannulation was unsuccessful at the time of the initial endoscopic
retrograde cholangiopancreatography before the onset of cholangitis. Therefore, precut
fistulotomywas chosen at the onset of moderate cholangitis and bile duct cannulation, and the
patient was treated with endoscopic biliary stenting. However, bleeding from duodenal
papillary tumors was a clinical problem in our case. In a previous report, 33% of patients with
primary cancer of other organs with duodenal papillary metastasis had bleeding from du-
odenal papillary tumors [1]. In situations where concomitant antithrombotic drugs for
pulmonary artery thrombosis are desirable, as in the present case, the risk of tumor bleeding
increases further [10]. Therefore, the risk-benefit balance should be analyzed, taking mea-
sures such as discontinuing anticoagulants, devising endoscopic hemostatic procedures, and
therapeutic intervention for the primary cancer.

PuraStat®, a novel self-assembling peptide hemostatic hydrogel, is an effective and safe
rescue therapy for acute upper and lower gastrointestinal bleeding, including tumor bleeding
[11]. It is also used as a prophylaxis for bleeding after endoscopic mucosal resection and
submucosal dissection [12], not only in the field of surgery but also in gastrointestinal
endoscopy. In our case, the bleeding was temporarily treated hemostatically using clipping
and PuraStat®. However, 3 days later, despite discontinuing anticoagulant therapy, the patient
experienced duodenal papillary tumor rebleeding. The reason for the lack of effect on tumor
hemorrhage in this case is unknown.

Fig. 3. Hematoxylin and eosin staining of biopsy of mediastinal lymph nodes showing adenocarcinoma
(a: ×200). Immunohistochemistry showing tumor cells positive for TTF-1 (b: ×200) and napsin A
(c: ×200). Hematoxylin and eosin staining of the duodenal papillary tumor biopsy showing ad-
enocarcinoma by histopathological analysis (d: ×200). Immunohistochemistry showing tumor
cells positive for TTF-1 (e: ×200) and AE1/AE3 (f: ×200).
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Although no diagnosis was made initially as to whether the duodenal papillary tumors
were caused by distant metastasis from lung cancer, EGFR TKI was introduced early pre-
suming that treating lung cancer with EGFR mutation-positive tumors could potentially
reduce bleeding from the papillary duodenal tumor. Subsequently, both primary lung tumors
and metastases decreased in size, and no recurrence of bleeding was observed.

Although extremely rare, we encountered a case in which bleeding from a duodenal
papillary metastasis of lung cancer was stopped by early therapeutic intervention. A good
clinical outcome was achieved, citing duodenal papillary metastasis as the differential
diagnosis.

Acknowledgment

We would like to thank Editage (www.editage.com) for English language editing.

Statement of Ethics

Written informed consent was obtained from the patient for publication of this case
report and any accompanying images. Ethics approval was not required in accordance with
our national guidelines.

Conflict of Interest Statement

The authors have no conflicts of interest to declare.

Funding Sources

No funding was received.

Author Contributions

Taiyo Hirata and Shinya Kawaguchi made substantial contributions to the study concept,
data analysis, and interpretation. Taisuke Akamatsu, Atsuko Inagawa, Tomoki Hikichi, Kohei
Ohkawa, Kazuhisa Asahara, Tatsunori Satoh, Shinya Endo, Makoto Suzuki, and Kazuya Ohno
drafted the manuscript and revised it critically for important intellectual content. Taiyo
Hirata, Shinya Kawaguchi, Taisuke Akamatsu, Atsuko Inagawa, Tomoki Hikichi, Kohei Oh-
kawa, Kazuhisa Asahara, Tatsunori Satoh, Shinya Endo, Makoto Suzuki, and Kazuya Ohno
approved the final version of the manuscript to be published and agreed to be accountable for
all aspects of the work.

Data Availability Statement

All data generated or analyzed during this study are included in this article and its online
supplementary material files. Further inquiries can be directed to the corresponding author.

Case Reports in
Gastroenterology

Case Rep Gastroenterol 2024;18:122–128 127
DOI: 10.1159/000537778 © 2024 The Author(s). Published by S. Karger AG, Basel

www.karger.com/crg

Hirata et al.: Controlled Bleeding in Duodenal Papillary Metastasis

http://www.editage.com
https://www.karger.com/crg
https://www.karger.com/crg
https://doi.org/10.1159/000537778
https://www.karger.com/crg


References

1 Sarocchi F, Gilg MM, Schreiber F, Langner C. Secondary tumours of the ampulla of Vater: case report and review
of the literature. Mol Clin Oncol. 2018;8(2):274–80.

2 Yu CZ, Yu CH, Nai C, Tian J. A presenting with obstructive jaundice in pulmonary adenocarcinoma: a case
report. Int J Clin Exp Med. 2015;8(7):11613–6.

3 Mayumi T, Okamoto K, Takada T, Strasberg SM, Solomkin JS, Schlossberg D, et al. Tokyo Guidelines 2018:
management bundles for acute cholangitis and cholecystitis. J Hepatobiliary Pancreat Sci. 2018;25(1):96–100.

4 Riihimaki M, Hemminki A, Fallah M, Thomsen H, Sundquist K, Sundquist J, et al. Metastatic sites and survival in
lung cancer. Lung Cancer. 2014;86(1):78–84.

5 Cha IH, Kim JN, Kim YS, Ryu SH, Moon JS, Lee HK. Metastatic common bile duct cancer from pulmonary
adenocarcinoma presenting as obstructive jaundice. Korean J Gastroenterol. 2013;61(1):50–3.

6 Lazzaro D, Price M, De Felice M, Di Lauro R. The transcription factor TTF-1 is expressed at the onset of thyroid
and lung morphogenesis and in restricted regions of the foetal brain. Development. 1991;113(4):1093–104.

7 Bohinski RJ, Di Lauro R,Whitsett JA. The lung-specific surfactant protein B gene promoter is a target for thyroid
transcription factor 1 and hepatocyte nuclear factor 3, indicating common factors for organ-specific gene
expression along the foregut axis. Mol Cell Biol. 1994;14(9):5671–81.

8 Cabibi D, Bellavia S, Giannone AG, Barraco N, Cipolla C, Martorana A, et al. TTF-1/p63-Positive poorly dif-
ferentiated NSCLC: a histogenetic hypothesis from the basal reserve cell of the terminal respiratory unit.
Diagnostics. 2020;10(1):25.

9 Shen Y, Pang C, Shen K, Wu Y, Li D, Wan C, et al. Diagnostic value of thyroid transcription factor-1 for pleural or
other serous metastases of pulmonary adenocarcinoma: a meta-analysis. Sci Rep. 2016;6(1):19785.

10 Ruff CT, Giugliano RP, Braunwald E, Hoffman EB, Deenadayalu N, Ezekowitz MD, et al. Comparison of the
efficacy and safety of new oral anticoagulants with warfarin in patients with atrial fibrillation: a meta-analysis
of randomised trials. Lancet. 2014;383(9921):955–62.

11 Branchi F, Klingenberg-Noftz R, Friedrich K, Bürgel N, Daum S, Buchkremer J, et al. PuraStat in gastrointestinal
bleeding: results of a prospective multicentre observational pilot study. Surg Endosc. 2022;36(5):2954–61.

12 Subramaniam S, Kandiah K, Thayalasekaran S, Longcroft-Wheaton G, Bhandari P. Haemostasis and prevention
of bleeding related to ER: the role of a novel self-assembling peptide. United Eur Gastroenterol J. 2019;7(1):
155–62.

Case Reports in
Gastroenterology

Case Rep Gastroenterol 2024;18:122–128 128
DOI: 10.1159/000537778 © 2024 The Author(s). Published by S. Karger AG, Basel

www.karger.com/crg

Hirata et al.: Controlled Bleeding in Duodenal Papillary Metastasis

https://doi.org/10.3892/mco.2017.1535
https://doi.org/10.1002/jhbp.519
https://doi.org/10.1016/j.lungcan.2014.07.020
https://doi.org/10.4166/kjg.2013.61.1.50
https://doi.org/10.1242/dev.113.4.1093
https://doi.org/10.1128/mcb.14.9.5671-5681.1994
https://doi.org/10.3390/diagnostics10010025
https://doi.org/10.1038/srep19785
https://doi.org/10.1016/S0140-6736(13)62343-0
https://doi.org/10.1007/s00464-021-08589-6
https://doi.org/10.1177/2050640618811504
https://www.karger.com/crg
https://www.karger.com/crg
https://doi.org/10.1159/000537778
https://www.karger.com/crg

	Duodenal Papillary Metastasis of Lung Cancer with Bleeding Controlled by Endoscopic Treatment and Systemic Osimertinib Ther ...
	Introduction
	Case Report
	Discussion
	Acknowledgment
	Statement of Ethics
	Conflict of Interest Statement
	Funding Sources
	Author Contributions
	Data Availability Statement
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /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
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /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 150
  /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 150
  /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

  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. 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 best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /DEU <>
  >>
  /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 /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


