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Abstract
Cutaneous squamous cell carcinoma (CSCC) is the second most common skin cancer. Surgery is
usually curative; however, some locally advanced ormetastatic CSCCmay be unresectable. Current
novel therapeutic options with immune checkpoint inhibition (ICI) of programmed-death receptor
1 (PD-1) such as cemiplimab and nivolumab have demonstrated promising and sustained results
with good tolerability in patients with CSCC. This study looks at 2 cases of CSCC treated with
cemiplimab and nivolumab, respectively, demonstrating dramatic response within 2 cycles with
significant reduction in tumour size and minimal toxicities or adverse outcomes reported. Im-
munotherapy has shown positive results as an effective treatment option for unresectable, re-
current, or metastatic CSCC. It is currently approved for use in the USA and Europe.

© 2023 The Author(s).

Published by S. Karger AG, Basel

Introduction

Cutaneous squamous cell carcinoma (CSCC) is the second most common skin cancer
globally with increasing incidence due to the ageing population along with better screening
and awareness. It accounts for up to 75% of deaths from skin cancers excluding melanomas.
CSCC arises from an uncontrolled proliferation of atypical keratinocytes, leading to tumour
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development. Most cases of CSCC rarely metastasize but can cause local soft tissue de-
struction. Treatment via resection is usually curative; however, 3–5% develop advanced or
metastatic CSCC which may not be amenable for surgery or radiation therapy alone. These
patientsmay be considered for systemic treatment. Recent studies have achieved good clinical
responses by targeting immune checkpoints such as programme-death receptor 1 (PD-1) [1,
2]. PD-1 receptor is expressed on T cells, and T cells binding to its ligand (PD-L1) inhibit
T-lymphocyte functions, limiting their cytotoxic function and anti-tumour activity [2].

CSCCs are tumours with high mutational burden with changes in the tumour micro-
environment and immune checkpoint expression, allowing tumour cells to escape immune
surveillance. Hence, they are more likely to be responsive to immune checkpoint inhibitors
(ICIs) due to increased neoantigen expression. Most recently, cemiplimab and nivolumab, two
examples of high-affinity human monoclonal antibody against PD-1 have shown good re-
sponses in the treatment of metastatic or locally advanced CSCC. They help enhance the T-cell
response and have robust anti-tumour activity with good tolerability and sustained response
in patients with unresectable CSCC [3, 4]. While cemiplimab is approved for use for advanced
CSCC, nivolumab has traditionally been used in metastatic melanoma or advanced SCC of the
head and neck. Evidence of its efficacy in advanced CSCC is mainly limited to phase 2 trial
data [5].

Immunotherapy targeting different pathways including PD-1/PD-L1, epidermal growth
factor receptor, and vascular endothelial growth factor have dramatically changed the
standard of care in solid tumours. In particular, combination therapies with dual agents with
different mechanism of action have shown improved morbidity and higher chance of
achieving clinical remission compared to monotherapy with single agent ICI [6–9]. They work
by enhancing the anti-tumour response and preventing immune suppression, limiting the risk
of treatment resistance in advanced cancers. Of note, combination therapy with nivolumab
and cetuximab, which are PD-L1 inhibitors and epidermal growth factor receptor inhibitors,
respectively, has been shown to induce clinical remission in advanced CSCC, further high-
lighting the promising field of immunotherapies in future treatment pathways [10, 11].

This study identified 2 individual cases of unresectable or recurrent CSCC in a tertiary
hospital in Waterford, Ireland. Data were collected prospectively over 3–4 months via clinical
follow-up with a series of photographic images taken at intervals of treatment looking at
outcomes including tumour response, adverse reactions, toxicities, or complications reported.
Interim staging scans were also used to monitor treatment response.

Case Series

Case 1
A 71-year-old man initially diagnosed with CSCC on his left forehead in August 2021 was

excised with split skin graft with lymphovascular and perineural invasion and involvement of
the frontalis muscle. Due to multiple high-risk features, he underwent adjuvant radiotherapy.
One year later, he unfortunately developed a biopsy-proven recurrence with a lesion in the
superior orbit with perineural spread as far as the cavernous sinus, which was complicated by
proptosis and ophthalmoplegia (Fig. 1, 2). He also developed intradermal recurrence lateral to
the original grafted area on his left scalp (Fig. 3, 4). He was commenced on cemiplimab and
showed promising response after 2 cycles with partial resolution of his diplopia and proptosis
as well as visible improvement in intradermal recurrence (Fig. 5–8).

He developed a grade 3 transaminitis following cycle 3 of treatment. This was managed
with 1 mg/kg of oral prednisolone. This liver derangement settled following steroid therapy
which was weaned over the course of a month. He was rechallenged with cemiplimab but
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unfortunately developed a similar pattern of hepatotoxicity. Cemiplimab was permanently
discontinued at this point and he was put on active surveillance. He continues to have a
sustained response (see Table 1 for timeline of diagnosis and treatment received).

Case 2
A 75-year-old man with aggressive metastatic CSCC presented with a primary lesion in his

right mastoid area (Fig. 9, 10). The lesion was initially excised in November 2022; however, a
month later, he presented with two rapidly growing, fungating lesions on his posterior neck
extending down to the supraclavicular fossa with muscle invasion demonstrated on CT neck
(Fig. 11). Due to the extent of the lesions, they were not suitable for surgical resection. He was
commenced on nivolumab in March 2023 and demonstrated dramatic response with >50% size
reduction of his CSCC after 2 cycles of treatment (Fig. 12, 13). A grade 2 immune-mediated

Fig. 2. Selected coronal T1 fat-saturated contrast-
enhanced images demonstrating a left-sided en-
hancing retroorbital mass involving superior rectus
muscle and abutting the optic nerve prior to
treatment.

Fig. 1. Selected axial T1 fat-saturated contrast-en-
hanced images demonstrating a left-sided enhanc-
ing retroorbital mass involving superior rectus
muscle and abutting the optic nerve prior to
treatment.
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arthralgia was reported after cycle 7 which improved with steroids. He subsequently continued
with further cycles of nivolumab with excellent tumour size response (Fig. 14). CT neck restaging
scan following 6 cycles of nivolumab in June 2023 demonstrated significant interval reduction in
the necrotic adenopathy in the right posterior neck with some small volume residual overlying
skin thickening (Fig. 15) (see Table 2 for timeline of diagnosis and treatment received).

Discussion

Traditionally, advanced or metastatic CSCC confers a poor prognosis with only a few
treatments available. Both cases described showed significant reduction of tumour size,
making it a potential treatment in the future for these patients to induce long-term remission
with good tolerability. Although in case 1, the patient experienced immune-mediated ar-
thropathy following 2 cycles of cemiplimab, as well as immune-mediated hepatitis after the 3rd
cycle. The immunotoxicities were resolvedwith course of tapering steroids andwere otherwise
tolerated well with marked improvement in his ptosis, pain, and eye movements. Moreover, the
therapeutic potential of combination therapy using nivolumab and cetuximab in advanced CSCC
also offers promising results in achieving tumour regression and tolerability, compared to
monotherapy with cetuximab alone which is effective up to a limited time period [10, 11].

This case series adds to the evolving ICI treatment options in metastatic CSCC. In
particular for CSCC in the head and neck region, ICI can be helpful to prevent disfiguring
surgical resections and preserve organ function. Current literature mainly shows off-licence
use of nivolumab in unresectable CSCC, or in combination with cetuximab following disease

Fig. 3. Pre-treatment photos showing recurrence of
metastatic CSCC adjacent to previously resected
area on left scalp; partial ptosis of left eye from
perineural invasion.

Fig. 4. Pre-treatment photos showing recurrence of
metastatic CSCC adjacent to previously resected
area on left scalp; partial ptosis of left eye from
perineural invasion.
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Fig. 6. Selected axial T1 fat-saturated contrast-en-
hanced images demonstrating significant response
in the retroorbital mass following three cycles of
cemiplimab.

Fig. 5. Selected coronal T1 fat-saturated contrast-
enhanced images demonstrating significant re-
sponse in the retroorbital mass following three
cycles of cemiplimab.

Fig. 7. Reduction in size of CSCC and improvement
in left ptosis after 2 cycles of cemiplimab.
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Fig. 8. Reduction in size of CSCC and improvement
in left ptosis after 2 cycles of cemiplimab.

Table 1. Timeline of treatment received and response to cemiplimab in case 1

Timeline Treatment received

Aug 2021 Initial diagnosis: CSCC of the left forehead, excision with split skin graft

Nov 2021 Completed adjuvant radiotherapy

Nov 2022 Recurrence of CSCC with soft tissue perineural invasion

Jan 2023 Recurrence of intradermal CSCC in the left scalp/forehead region

Mar 2023 Commenced cemiplimab

May 2023 Developed immunotherapy-mediated transaminitis post-cycle 3 cemiplimab

May 2023 MRI showed interval resolution of perineural invasion of CSCC and intradermal recurrence on the
scalp

Fig. 9. Large ulcerated lesion on the right posterior
neck area.
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relapse on monotherapy. Cemiplimab demonstrated response in 50% of patients in phase 1
trials, and 47% of patients in phase 2 trials, with response duration exceeding 6 months in
more than half of the study cohort [3]. In our first case, the patient continued to have
sustained response after stopping cemiplimab for up to 3 months at time of data collection. In
the second case, the patient showed excellent tumour response with single-agent nivolumab,
suggesting its therapeutic potential as first-line option in suitable cohorts. Further research
including phase 3 and 4 studies of efficacy of PD-L1 inhibitors is required to establish ICI as
the new standard of care in advanced CSCC, in particular looking at timing of treatment
induction and tumour response, as well as duration of disease-free survival following im-
munotherapy cessation. Finally, recurrence of aggressive CSCC usually occurs within 2 years,

Fig. 10. Large ulcerated lesion on the right posterior
neck area.

Fig. 11. Axial slice of contrast-enhanced CT neck
pre-treatment showing large necrotic adenopathy in
right posterior triangle with muscle invasion.
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Fig. 13. Reduction in lesion size after 2 cycles of
nivolumab.

Fig. 12. Reduction in lesion size after 2 cycles of
nivolumab.

Fig. 14. Lesion size after cycle 8 nivolumab.
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so regular skin and lymph node examination of the primary excision site and regional site
should be performed every 3–6 months, depending on the initial stage at diagnosis and their
medical history.

Conclusion

Cemiplimab and nivolumab have shown positive results as an effective treatment option
for unresectable, recurrent, or metastatic CSCC. The immunotoxicities experienced in both of
these cases were manageable, although one did lead to discontinuation. Furthermore, PD-1
expression during the course of the treatment of advanced or metastatic CSCCmay potentially
be used as a biomarker to monitor treatment response or disease progression. It is currently
approved for use in the USA and Europe; however, in Ireland, it is available through com-
passionate access or individual hospital funding only. 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/10.1159/000533759).

Statement of Ethics

Ethical approval is not required for this study in accordance with local or national
guidelines. Written informed consent was obtained from both patients (cases 1 and 2) for
publication of this case report and any accompanying images.

Fig. 15. Axial slice of contrast-enhanced CT neck
post-cycle 6 nivolumab showing interval reduction
in neck mass.

Table 2. Timeline of treatment received
and response to nivolumab in case 2

Timeline Treatment received

Nov 2022 Primary CSCC on right mastoid area, excised

Dec 2022 Multiple areas of CSCC on right posterior neck
extending into supraclavicular fossa

Mar 2023 Commenced on nivolumab

Jun 2023 Restaging CT neck and TAP showed interval
reduction in tumour size post-cycle 6 nivolumab

Case Reports
in Oncology

Case Rep Oncol 2023;16:1156–1165 1164
DOI: 10.1159/000533759 © 2023 The Author(s). Published by S. Karger AG, Basel

www.karger.com/cro

Lai et al.: PD-L1 Inhibitor in Metastatic CSCC

https://doi.org/10.1159/000533759
https://www.karger.com/cro
https://www.karger.com/cro
https://doi.org/10.1159/000533759
https://www.karger.com/cro


Conflict of Interest Statement

The authors declare no conflict of interest for the above study.

Funding Sources

The authors declare no funding or grant was received from any external agency for this
study.

Author Contributions

Dr. Fei Ya Lai was responsible for the conception and design of manuscript, data review,
collection, manuscript drafting, final approval, and agreement to be accountable for the work
done as described. Dr. Rachel Clarke was involved in the review of data and methodology,
interpretation, and final approval of manuscript. Dr. Patrick Cooper was responsible for
reviewing radiological images taken during the course of treatment mentioned in the above
report. Dr. John Stokes and Dr. Paula Calvert were responsible for supervising the analysis and
interpretation of results.

Data Availability Statement

The authors confirm that the data supporting the findings are available in this article.
Further enquiries can be directed to the corresponding author.

References

1 Rizvi NA, Hellmann MD, Snyder A, Kvistborg P, Makarov V, Havel JJ, et al. Mutational landscape determines
sensitivity to PD-1 blockade in non–small cell lung cancer. Science. 2015 Apr 3;348(6230):124–8.

2 Fania L, Didona D, Di Pietro FR, Verkhovskaia S, Morese R, Paolino G, et al. Cutaneous squamous cell carcinoma:
from pathophysiology to novel therapeutic approaches. Biomedicines. 2021 Feb 9;9(2):171.

3 Migden MR, Rischin D, Schmults CD, Guminski A, Hauschild A, Lewis KD, et al. PD-1 blockade with cemiplimab
in advanced cutaneous squamous-cell carcinoma. N Engl J Med. 2018 Jul 26;379(4):341–51.

4 Munhoz RR, Nader-Marta G, de Camargo VP, Queiroz MM, Cury-Martins J, Ricci H, et al. A phase 2 study of first-
line nivolumab in patients with locally advanced or metastatic cutaneous squamous-cell carcinoma. Cancer.
2022 Dec 15;128(24):4223–31.

5 Maubec E. Update of the management of cutaneous squamous-cell carcinoma. Acta Derm Venereol. 2020 Jun 3;
100(11):adv00143.

6 Rizzo A, Ricci AD, Lanotte L, Lombardi L, Di Federico A, Brandi G, et al. Immune-based combinations for
metastatic triple negative breast cancer in clinical trials: current knowledge and therapeutic prospects. Expert
Opin Investig Drugs. 2022 Jun;31(6):557–65.

7 Santoni M, Rizzo A, Kucharz J, Mollica V, Rosellini M, Marchetti A, et al. Complete remissions following
immunotherapy or immuno-oncology combinations in cancer patients: the MOUSEION-03 meta-analysis.
Cancer Immunol Immunother. 2023 Jun 12;72(6):1365–79.

8 Rizzo A, Cusmai A, Giovannelli F, Acquafredda S, Rinaldi L, Misino A, et al. Impact of proton pump inhibitors and
histamine-2-receptor antagonists on non-small cell lung cancer immunotherapy: a systematic review and
meta-analysis. Cancers. 2022 Mar 9;14(6):1404.

9 Di Federico A, Rizzo A, Carloni R, De Giglio A, Bruno R, Ricci D, et al. Atezolizumab-bevacizumab plus Y-90
TARE for the treatment of hepatocellular carcinoma: preclinical rationale and ongoing clinical trials. Expert
Opin Investig Drugs. 2022 Apr;31(4):361–9.

10 Sernicola A, Lampitelli S, Marraffa F, Maddalena P, Grassi S, Richetta AG, et al. Case report: cetuximab use in
advanced cutaneous squamous cell carcinoma resistant to chemotherapy. F1000Res. 2019;8:933.

11 Chen A, Ali N, Boasberg P, Ho AS. Clinical remission of cutaneous squamous cell carcinoma of the auricle with
cetuximab and nivolumab. J Clin Med. 2018 Jan 10;7(1):10.

Case Reports
in Oncology

Case Rep Oncol 2023;16:1156–1165 1165
DOI: 10.1159/000533759 © 2023 The Author(s). Published by S. Karger AG, Basel

www.karger.com/cro

Lai et al.: PD-L1 Inhibitor in Metastatic CSCC

https://www.karger.com/Article/FullText/533759?ref=1#ref1
https://www.karger.com/Article/FullText/533759?ref=2#ref2
https://www.karger.com/Article/FullText/533759?ref=3#ref3
https://www.karger.com/Article/FullText/533759?ref=4#ref4
https://www.karger.com/Article/FullText/533759?ref=5#ref5
https://www.karger.com/Article/FullText/533759?ref=6#ref6
https://www.karger.com/Article/FullText/533759?ref=6#ref6
https://www.karger.com/Article/FullText/533759?ref=7#ref7
https://www.karger.com/Article/FullText/533759?ref=8#ref8
https://www.karger.com/Article/FullText/533759?ref=9#ref9
https://www.karger.com/Article/FullText/533759?ref=9#ref9
https://www.karger.com/Article/FullText/533759?ref=10#ref10
https://www.karger.com/Article/FullText/533759?ref=11#ref11
https://www.karger.com/cro
https://www.karger.com/cro
https://doi.org/10.1159/000533759
https://www.karger.com/cro

	Case Series: Cemiplimab and Nivolumab Immunotherapy as Promising Treatment in Advanced or Metastatic Cutaneous Squamous Cel ...
	Introduction
	Case Series
	Case 1
	Case 2

	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


