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Abstract

Background: Non-small cell lung cancer (NSCLC) accounts for 84% of all lung cancers and
continues to remain the leading cause of cancer-related mortality worldwide. The advent of
gene targeted therapies has changed the landscape of NSCLC management. Osimertinib is a
third-generation tyrosine kinase inhibitor (TKI) that has activity against exon 19, exon 21 (L858R)
mutations. It is also active against T790M mutation which is the most common resistant
mechanism to earlier generation TKls. Activity of osimertinib against rare EGFR mutations is
largely unknown. We report the case of a 64-year-old woman with metastatic NSCLC carrying an
exceedingly rare deletion-insertion exon 19 EGFR mutation (p.E746_S752delinsV) who
demonstrated sustained disease control with osimertinib, achieving a progression-free
survival of 26 months. Case Presentation: A 64-year-old nonsmoker female presented with
back pain for 1 month. Magnetic resonance imaging spine showed pathological fracture
secondary to multiple lytic lesions. She underwent FDG PET/CT that showed large left lower
lobe mass, bilateral pulmonary nodules, widespread osteolytic lesions. She underwent iliac lytic
lesion biopsy that was consistent with adenocarcinoma (TTF1- and CK7-positive). Tumor tissue
next-generation sequencing showed EGFR exon 19 mutation (DNA change: ¢.2237_2255delinsT,
amino acid change: p.E746_S752delinsV [Glu 746_Ser752delinsval]). She was started on
osimertinib and showed clinical response within 2 weeks of starting therapy. She was able
to maintain a response for 26 months since starting treatment. Conclusion: In summary, there
are limited prospective data to guide therapy in patients with rare EGFR mutations. Prospective
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studies are required to evaluate the response to endothelial growth factor receptor-tyrosine
kinase inhibitors in patients with rare EGFR mutations in order to ensure patient safety and
response to treatment in this patient population.

© 2024 The Author(s).
Published by S. Karger AG, Basel

Introduction

Non-small cell lung cancer (NSCLC) accounts for 84% of lung cancers and continues to be
the leading cause of cancer-related mortality worldwide [1]. The advent of targeted therapies
has revolutionized the landscape of NSCLC management. Osimertinib is an irreversible third-
generation epidermal growth factor receptor-tyrosine kinase inhibitor (EGFR-TKI) that is
selective for patients with mutant EGFR and has activity against the T790M point mutation
that results in resistance to first- and second-generation EGFR-TKIs [2]. The FLAURA trial was
a landmark study that demonstrated superiority of osimertinib compared to first-generation
EGFR-TKIs in terms of both progression-free survival (PFS) and overall survival in previously
untreated advanced NSCLC patients harboring specific EGFR sensitizing mutations such as
exon 19 deletions or L858R exon 21-point mutation [3]. Exon 19 deletions and L858R exon
21-point mutations are common, accounting for approximately 80% of EGFR mutations. The
remaining 10-20% EGFR mutations are comprised rare genomic alterations within exon
18-25 of the EGFR gene, and the role of osimertinib in patients harboring these uncommon
mutations remains largely unknown [4]. Here, we report the case of a 64-year-old woman
with metastatic NSCLC carrying an exceedingly rare deletion-insertion exon 19 EGFR mu-
tation (p.E746_S752delinsV) who demonstrated sustained disease control with osimertinib,
achieving a PFS of 26 months.

Case

A 64-year-old woman, never-smoker, presented with back pain for 1 month which led her
to be wheelchair-dependent. Magnetic resonance imaging lumbar spine revealed pathological
fracture due to metastatic bony lesions in the fourth lumbar vertebrae and concern for
metastatic disease involving the left side of the upper sacrum.

18F-Fluorodeoxyglucose (FDG) positron emission tomography-computed tomography
revealed alarge left lower lobe mass with mild non-focal activity (standardized uptake value
3.8), innumerable bilateral small pulmonary nodules without significant FDG uptake, as well
as widespread osteolytic metastases (standardized uptake value 4.6). CT-guided core-
needle biopsy of a lytic right-iliac lesion revealed adenocarcinoma with positive immu-
nohistochemical staining for cytokeratin-7 and thyroid transcription factor-1 consistent
with lung origin. Due to lumbar spinal instability, she underwent L2-S1 posterior spinal
fixation. She was soon readmitted with worsening shortness of breath and became oxygen
(03)-dependent due to increased cancer burden in her lungs and bilateral pleural effusions.
Next-generation sequencing from original biopsy was positive for an uncommon deletion-
insertion EGFR exon 19 mutation (DNA change: ¢.2237_2255delinsT, amino acid change:
p.E746_S752delinsV [Glu 746_Ser752delinsval]). Programmed death-ligand 1 expression
was 0%. Due to a clinical picture consistent with mutant EGFR driven NSCLC (never-smoker
woman with NSCLC), the patient was started on palliative therapy with osimertinib 80 mg
daily. Within 2 weeks, her shortness of breath improved, and she was not dependent on O,
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anymore. After several months on osimertinib, she experienced severe nausea, vomiting,
and fatigue, and her dose was reduced to 40 mg daily which she tolerated well. During
treatment with osimertinib, serial scans demonstrated response to therapy with no clear
evidence of disease progression for 26 months (Fig. 1). Thereafter, a CT chest revealed
worsening pulmonary metastases, and a CT abdomen-pelvis revealed mixed sclerotic and
lucent lesions throughout the osseous spine and sternum suspicious for osseous metastases.
Due to disease progression, the patient was started on palliative chemotherapy with
carboplatin and pemetrexed (Fig. 2).

Discussion

Patients with advanced NSCLC without oncogenic driver mutations are treated with
chemoimmunotherapy or immunotherapy alone based on programmed death-ligand 1 as-
sessment and disease characteristics [5]. NSCLC patients with EGFR mutations account for
10-20% of all lung cancer patients in the USA [6]. Targeted therapies for EGFR-mutant NSCLC
have emerged as first-line treatment for patients with advanced NSCLC harboring sensitizing
mutations; however, it is important to note that majority of the landmark studies for EGFR
targeted therapies only included patients with classical EGFR mutations; exon 19 deletions
and L858R exon 21-point mutations [3, 7, 8]. In 2018, Food and Drug Administration ap-
proved afatinib, a second-generation EGFR-TKI, as first-line treatment for patients with
metastatic NSCLC harboring nonresistant EGFR mutations (57681, L861Q, and/or G719X)
other than exon 19 deletions or exon 21 L858R substitutions.

Uncommon mutations comprise a heterogeneous group of genomic alterations within
exons 18-25 of the EGFR gene [4, 9, 10]. Frequently occurring uncommon mutations include
G719X, S768], L.861Q, complex mutations, and exon 20 insertions [11]. Although there has
been a recent increase in the detection of these uncommon mutations owing to the wide-
spread use of next-generation sequencing, little is known about the efficacy of EGFR-TKIs in
this population.

The UNICORN study is a multicenter retrospective study in a cohort of 60 patients with
uncommon EGFR-mutant NSCLC treated with osimertinib as first-line therapy [12]. This study
included patients with atypical exon 19 deletions (i.e., deletion-insertions as seen in our
patient). The results of this study reported an overall response rate of 60% and a PFS of
8.6 months in patients harboring uncommon mutations treated with first-line osimertinib.
The UNICORN phase 2 trial included 40 patients with previously untreated NSCLC harboring
uncommon EGFR mutations. Patients in this trial were treated with 80 mg osimertinib daily,
and the study found that osimertinib showed clinical activity in these patients with an ORR of
55% and a PFS of 9.4 months [11]. A Korean multicenter phase-II trial (KCSG-LU15-09) that
included patients with uncommon EGFR mutations treated with osimertinib reported a
median PFS of 8.2 months [13].

Deletion-insertion mutations as seen in our patient represent an exon 19 deletion
subtype and are rare among the uncommon EGFR mutations. One retrospective study by Chen
et al. [14] attempted to delineate the clinical features and prognosis associated with different
subtypes of EGFR exon 19 deletion-insertions. This study analyzed 69 patients with exon
19 deletion-insertions, out of which 5 patients (7.2%) harbored the mutation seen in our
patient (E746_S752delinsV). The study concluded that patients with EGFR deletion-insertion
mutations exhibited limited sensitivity to 3rd generation EGFR-TKIs with a median PFS of
7 months compared to 16.6 months with first-generation tyrosine kinase inhibitor (TKI) and
13.6 months with second-generation TKI. However, our patient achieved sustained disease
control with osimertinib with a PFS of 26 months. Similarly, Wang et al. [15] reported 41
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Fig. 1. Baseline: CT chest with contrast revealing a right paratracheal lymph node measuring 1.5 x 1.4 cm (a)
and innumerable bilateral pulmonary nodules with left lung collapse (b). Three months after initiation
of osimertinib: CT chest with contrast revealing decrease in the size of the right paratracheal lymph
node, now measuring 1.2 x 1.2 cm (c). A rounded nodular opacity with central cavitation (2.9 x 2.5 cm)
previously not seen due to left lung collapse is now visible (d). 26 months after initiation of osimertinib:
The right paratracheal lymph node appears stable compared to previous scans measuring 0.9 x 0.8 cm
(e). Worsening disease in the left lower lobe is noted, with the nodular opacity now measuring 2.4 x
1.6 cm (f) (2.1 x 1.4 cm on preceding scan).

Right-liac lesion blopsy Started treatment with _
revealed adenocarcinoma Osimertinib 40 mg Palliative chemotherapy
of lung primary, NGS dalby since hevies with Carboplatin and
revealed rare EGFR ¥ No evidence of disease Pemetrexed due to
unable to tolerate 80 i _ i
mutation mg dally prograssion disease progression
|
(: 1
4-year-old woman Imaging revealed Response to treatment, Worsening left-lower Decrease in size of left-
presents with low back numerous pulmonary decrease in size of lobe nodules lower lobe mass. No
pain for one month nodules and pulmonary nodules concering for disease evidence of disease
widespread osseous and healing osseous progression, progression
metastasas metastases Osimertinib increased
to 80 mg daily

Fig. 2. Timeline diagram of significant events with numbers representing time in months from diagnosis.

patients with exon 19 deletion-insertions who had similar outcomes when compared to
patients with EGFR exon 19 deletion when treated with first-generation EGFR-TKIs. Due to the
heterogeneity and rarity of uncommon EGFR mutations, it is unlikely that we would ever have
reliable results by conducting randomized controlled trials in this patient population. Hence,
registry-based studies, retrospective review of large clinic genomic databases, and reporting
rare cases (like ours) will help build the evidence to determine the best treatment approach.
Preference of one EGFR-TKI over another is not justified currently due to conflicting
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retrospective reports of clinical benefit derived from different agents. Although evidence is
limited, this case highlights the potential benefit osimertinib provides in treating patients
harboring EGFR exon 19 deletion-insertion.

Conclusion

Third-generation EGFR-TKIs are now recognized as first-line treatment for patients with
previously untreated NSCLC harboring EGFR mutations. Most studies that led to this
landmark introduction excluded patients with uncommon EGFR mutations, and hence, there
are limited prospective data to guide management in these patients. While further prospective
studies are required to determine the best management strategies, continued reporting of
response to different EGFR-TKIs among patients with uncommon EGFR mutations is strongly
encouraged to help guide management in this population.

Statement of Ethics

Ethical approval is not required for this case report in accordance with national guidelines.
Written informed consent was obtained from patient for publication of the details of their
medical case and any accompanying images (available upon request). The CARE Checklist has
been completed by the authors for this case report, attached as online supplementary material
(for all online suppl. material, see https://doi.org/10.1159/000542201).

Conflict of Interest Statement

Niveditha Popuri, MD, Vishnu Nagalapuram, MD, Unaiza Zaman, MD, and Raid Aljumaily,
MD, have no affiliations with or involvement in any organization or entity with any financial
interest (such as honoraria; educational grants; participation in speakers’ bureaus; mem-
bership, employment, consultancies, stock ownership or other equity interest; and expert
testimony or patent-licensing arrangements) or nonfinancial interest (such as personal or
professional relationships, affiliations, knowledge, or beliefs) in the subject matter or ma-
terials discussed in this manuscript.

Funding Sources

This study was not supported by any sponsor or funder. The authors received no financial
support for the research, authorship, and/or publication of this article.

Author Contributions

All authors had access to the data and participated in the writing of the manuscript.
Conceptualization, resources, visualization, and supervision: Dr. Raid Aljumaily. Methodology
and writing - original draft: Dr. Niveditha Popuri. Software, formal analysis, investigation, data
curation, and funding acquisition: N/A. Validation: Dr. Vishnu Nagalapuram. Writing - review
and editing: Dr. Vishnu Nagalapuram, Dr. Raid Aljumaily, and Dr. Unaiza Zaman. Project
administration: Dr. Vishnu Nagalapuram and Dr. Unaiza Zaman.

I
Kargers<

1333


https://doi.org/10.1159/000542201
https://www.karger.com/cro
https://www.karger.com/cro
https://doi.org/10.1159/000542201
https://www.karger.com/cro

Case Rep Oncol 2024;17:1329-1334

DOI: 10.1159/000542201 © 2024 The Author(s). Published by S. Karger AG, Basel
www.karger.com/cro

Popuri et al.: Osimertinib for Uncommon EGFR-Mutant NSCLC

Data Availability Statement

All data underlying the results are available as part of the article, and no additional source

data are required. Further inquiries can be directed to the corresponding author.

10

11

12

13

14

15

References

Thandra KC, Barsouk A, Saginala K, Aluru JS, Barsouk A. Epidemiology of lung cancer. Contemp Oncol. 2021;
25(1):45-52. https://doi.org/10.5114/w0.2021.103829

Yi XF, Song ], Gao RL, Sun L, Wu ZX, Zhang SL, et al. Efficacy of Osimertinib in EGFR-mutated advanced non-
small-cell lung cancer with different T790M status following resistance to prior EGFR-TKIs: a systematic
review and meta-analysis. Front Oncol. 2022;12:863666. https://doi.org/10.3389/fonc.2022.863666

Soria J-C, Ohe Y, Vansteenkiste ], Reungwetwattana T, Chewaskulyong B, Lee KH, et al. Osimertinib in untreated
EGFR-mutated advanced non-small-cell lung cancer. N Engl ] Med. 2018;378(2):113-25. https://doi.org/10.
1056/NEJMoa1713137

Harrison PT, Vyse S, Huang PH. Rare epidermal growth factor receptor (EGFR) mutations in non-small cell lung
cancer. Semin Cancer Biol. 2020;61:167-79. https://doi.org/10.1016/j.semcancer.2019.09.015

Rizzo A, Dall’Olio FG, Altimari A, Giunchi F, Ardizzoni A. Role of PD-L1 assessment in advanced NSCLC: does it
still matter? Anticancer Drugs. 2021;32(10):1084-5. https://doi.org/10.1097/CAD.0000000000001118
Zhang YL, Yuan JQ, Wang KF, Fu XH, Han XR, Threapleton D, et al. The prevalence of EGFR mutation in patients
with non-small cell lung cancer: a systematic review and meta-analysis. Oncotarget. 2016;7(48):78985-93.
https://doi.org/10.18632/oncotarget.12587

Planchard D, Janne PA, Cheng Y, Yang JCH, Yanagitani N, Kim SW, et al. Osimertinib with or without che-
motherapy in EGFR-mutated advanced NSCLC. N Engl ] Med. 2023;389(21):1935-48. https://doi.org/10.
1056/NEJMo0a2306434

Tsuboi M, Herbst RS, John T, Kato T, Majem M, Grohé C, et al. Overall survival with Osimertinib in resected
EGFR-mutated NSCLC. N Engl ] Med. 2023;389(2):137-47. https://doi.org/10.1056/NE]Mo0a2304594
Fukuda A, Okuma Y. From rarity to reality: osimertinib’s promising horizon in treating uncommon EGFR
mutations in non-small cell lung cancer. Clin Cancer Res. 2024;30(15):3128-36. https://doi.org/10.1158/
1078-0432.CCR-23-4035

Borgeaud M, Parikh K, Banna GL, Kim F, Olivier T, Le X, et al. Unveiling the landscape of uncommon EGFR
mutations in NSCLC-A systematic review. ] Thorac Oncol. 2024;19(7):973-83. https://doi.org/10.1016/j.jtho.
2024.03.016

Zhang T, Wan B, Zhao Y, Li C, Liu H, Lv T, et al. Treatment of uncommon EGFR mutations in non-small cell lung
cancer: new evidence and treatment. Transl Lung Cancer Res. 2019;8(3):302-16. https://doi.org/10.21037/
tlcr.2019.04.12

Bar ], Peled N, Schokrpur S, Wolner M, Rotem O, Girard N, et al. UNcommon EGFR mutations: international case
series on efficacy of Osimertinib in real-life practice in first-LiNe setting (UNICORN). ] Thorac Oncol. 2023;
18(2):169-80. https://doi.org/10.1016/j.jth0.2022.10.004

Cho JH, Lim SH, An HJ, Kim KH, Park KU, Kang E], et al. Osimertinib for patients with non-small-cell lung cancer
harboring uncommon EGFR mutations: a multicenter, open-label, phase II trial (KCSG-LU15-09). ] Clin Oncol.
2020;38(5):488-95. https://doi.org/10.1200/]C0.19.00931

Chen Y, Xu ], Zhang L, Song Y, Wen W, Lu J, et al. A multicenter-retrospective study of non-small-cell lung
carcinoma harboring uncommon epidermal growth factor receptor (EGFR) mutations: different subtypes of
EGFR exon 19 deletion-insertions exhibit the clinical characteristics and prognosis of non-small cell lung
carcinoma. Transl Lung Cancer Res. 2022;11(2):238-49. https://doi.org/10.21037 /tlcr-22-48

Wang Y, Zheng R, Hu P, Zhang Z, Shen §, Li X. Patients harboring uncommon EGFR exon 19 deletion-insertion
mutations respond well to first-generation EGFR inhibitors and osimeritinib upon acquisition of T790M. BMC
Cancer. 2021;21(1):1215. https://doi.org/10.1186/s12885-021-08942-x

I
Kargers<

1334


https://doi.org/10.5114/wo.2021.103829
https://doi.org/10.3389/fonc.2022.863666
https://doi.org/10.1056/NEJMoa1713137
https://doi.org/10.1056/NEJMoa1713137
https://doi.org/10.1016/j.semcancer.2019.09.015
https://doi.org/10.1097/CAD.0000000000001118
https://doi.org/10.18632/oncotarget.12587
https://doi.org/10.1056/NEJMoa2306434
https://doi.org/10.1056/NEJMoa2306434
https://doi.org/10.1056/NEJMoa2304594
https://doi.org/10.1158/1078-0432.CCR-23-4035
https://doi.org/10.1158/1078-0432.CCR-23-4035
https://doi.org/10.1016/j.jtho.2024.03.016
https://doi.org/10.1016/j.jtho.2024.03.016
https://doi.org/10.21037/tlcr.2019.04.12
https://doi.org/10.21037/tlcr.2019.04.12
https://doi.org/10.1016/j.jtho.2022.10.004
https://doi.org/10.1200/JCO.19.00931
https://doi.org/10.21037/tlcr-22-48
https://doi.org/10.1186/s12885-021-08942-x
https://www.karger.com/cro
https://www.karger.com/cro
https://doi.org/10.1159/000542201
https://www.karger.com/cro

	Osimertinib for Uncommon Endothelial Growth Factor Receptor-Mutant Non-Small Cell Lung Carcinoma: A Case Report
	Introduction
	Case
	Discussion
	Conclusion
	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


