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The clinical management of metastatic urothelial carcinoma has significantly evolved with
the emergence of monoclonal antibodies and antibody-drug conjugates (ADCs).
Enfortumab vedotin (EV) was granted approval by the FDA in 2021 for patients with
locally advanced or metastatic urothelial carcinoma who have received prior
immunotherapy and platinum-containing chemotherapy. Little to no data exist for the
use of EV in patients with concurrent end-stage renal disease (ESRD) using either
hemodialysis or peritoneal dialysis (PD). Here, we present the case of a patient with
metastatic urothelial carcinoma on PD who failed multiple lines of treatment but
demonstrated an impressive response to EV without significant toxicity. We discuss the
possible impact of peritoneal dialysis on the pharmacokinetics of ADCs and the potential
for safe administration based on known pharmacokinetic data.

Keywords: peritoneal dialysis, enfortumab vedotin, antibody-drug conjugate, metastatic urothelial carcinoma, end-
stage renal disease

INTRODUCTION

Regional or distant metastases are present in approximately 12-15% of patients with urothelial
carcinoma at the time of diagnosis. Despite high initial reponse rates to chemotherapy, 5-year
survival rates are less than 20% (1). However, the treatment landscape for metastatic urothelial
cancer has been rapidly evolving in recent years. New therapies such as checkpoint inhibitors and
antibody-drug conjugates (ADCs) have emerged for relapsed and refractory disease and have
significantly improved progression-free survival and overall survival.

Enfortumab vedotin (EV) is a monoclonal antibody-drug conjugate directed against nectin-4, a
protein highly expressed in urothelial carcinoma. The monoclonal antibody is conjugated with
monomethyl auristatin E (MMAE), a cytotoxic component that leads to microtubule disruption and
cell death (2). In July 2021, the FDA approved EV for patients with advanced bladder cancer who
have previously received a programmed death receptor-1 (PD-1) or programmed death-ligand 1
(PD-L1) inhibitor and platinum-containing chemotherapy or are ineligible for cisplatin-containing
chemotherapy and have previously received one or more prior lines of therapy based on the results
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of the EV-201 trial (3). Of the 89 patients in the original study,
only two had severely decreased renal function, and neither
required dialysis. There were no significant differences in the
exposure (AUC) of EV and MMAE in patients with mild,
moderate, or severe renal impairment compared with patients
with normal renal function. Unfortunately, there is currently
little to no data exploring the use of EV in patients with end-stage
renal disease (ESRD) on either hemodialysis or peritoneal
dialysis (PD). The effect of end-stage renal disease with or
without dialysis on the pharmacokinetics of EV or
unconjugated MMAE is unknown (2).

Here, we present the case of a patient with metastatic
urothelial carcinoma on PD who failed multiple lines of
treatment but demonstrated response to EV without
significant toxicity.

CASE PRESENTATION

A 68-year-old gentleman with a past medical history of
significant for membranous glomerulonephritis, which led to
ESRD on PD, initially presented to an outside hospital in January
2021 with gross hematuria and dyspnea. On a CT scan, he was

found to have right-sided hydronephrosis with a possible bladder
tumor. He was also noted to be severely anemic with a
hemoglobin of 5.9. A subsequent CT chest/abdomen/pelvis
showed multiple intraluminal lesions concerning for a
multifocal bladder neoplasm and non-specific pulmonary
nodules. He underwent partial transurethral resection of the
bladder tumor in February 2021, and the pathology was
consistent with high-grade muscle invasive urothelial
carcinoma. His ECOG was 1.

At the outside hospital the patient was deemed not a
candidate for cisplatin due to his PD, so a radical cystectomy
was planned without neoadjuvant chemotherapy. Due to the
nonspecific pulmonary nodules concerning for metastatic
disease on prior imaging, a restaging CT chest/abdomen/pelvis
was performed, and unfortunately, it revealed new and enlarging
bilateral pulmonary nodules consistent with pulmonary
metastatic disease and a sclerotic L2 vertebral body osseous
lesion consistent with bone metastatic disease (Figure 1). With
surgery no longer an option, the patient received carboplatin
(dose reduced to 75 mg/mz) and full dose gemcitabine (1,000
mg/m°) with growth factor support in May 2021. This was
complicated by a prolonged hospitalization secondary to
neutropenic fever from Escherichia coli sepsis, from which he

consistent with metastatic disease.

FIGURE 1 | Computed tomography (CT) of the chest, abdomen, and pelvis from April 2021 demonstrating bilateral pulmonary nodules (A, B) and an L2 lesion (C)
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ultimately recovered. Next-generation sequencing through Caris
Life Sciences was performed, which demonstrated a high tumor
mutation burden (TMB) of 17, and pathogenic variant BRCA1
mutations at Exon 20 pT1777fs and Exon 3 p.C39G without any
identified FGFR alterations. Because of the concern of further
myelosuppression and infection, and his noted high TMB, he
was subsequently switched to immunotherapy with
pembrolizumab 200 mg every 3 weeks as second-line therapy.
He received 4 cycles of pembrolizumab from May 2021 to

August 2021, which he tolerated well. Unfortunately, a follow-
up PET CT scan in August 2021 showed progression in the lungs
with numerous bilateral hypermetabolic solid pulmonary
nodules that were increased in number and size and raised
concern for malignant pleural effusion (Figure 2).

The patient was initiated on EV at 1.25 mg/kg (full dose) on days
1, 8, and 15 of a 28-day cycle in August 2021 as third-line therapy.
He tolerated the treatment well without major side effects, except for
a grade 2 rash treated with topical and oral corticosteroids and

FIGURE 2 | Positron emission tomography (PET) from August 2021 after 4 cycles of pembrolizumab demonstrating increase in size and number of FDG-avid
pulmonary nodules (A-1-C-1) and FDG-avid sclerotic L2 lesion (D-1) and from November 2021 after 3 cycles of enfortumab vedotin demonstrating near complete
response of FDG-avid pulmonary nodules (A-2-C-2) and FDG-avid L2 lesion (D-2).
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diphenhydramine. A follow-up PET CT scan demonstrated a near
complete response after 3 cycles of EV. The previous effusions were
smaller and no longer PET-avid, and the previously seen multiple
pulmonary nodules and sclerotic L2 lesions were no longer visible
(Figure 3). At the time of writing, he remains on this therapy.

DISCUSSION

As far as we are aware, there has been no data published on the
efficacy or safety of EV in metastatic urothelial carcinoma
patients undergoing PD for end-stage renal disease. We report
the first case of the safe administration of this antibody-drug
conjugate in a dialysis patient. This case demonstrates the clinical
utility and safety of EV in PD patients.

Peritoneal dialysis is one of several modalities used in patients
with ESRD. Approximately 12% of dialysis patients utilize PD as
renal replacement therapy, highlighting the need for more literature
on the safe use of chemotherapy and immunotherapy in this patient
population. Patients using PD experience an altered elimination
pathway, with pharmacokinetic analyses demonstrating prolonged
half-lives, elevated plasma concentrations, and higher AUCs of
administered drugs (4). Consequently, incorrect dosing can lead to
potentially life-threatening complications and toxicities. It has been
demonstrated that correct dosing of chemotherapy based on
pharmacokinetic parameters results in better survival outcomes,
further highlighting the need to establish clear guidance on
appropriate dosing and tolerability of anti-cancer therapy for PD
patients (5).

Metastatic urothelial carcinoma is an aggressive malignancy
with a high potential for relapsed and refractory disease (6).
Despite the contentious nature of the disease, it is typically
sensitive to traditional chemotherapy. First-line systemic
therapy for locally advanced or metastatic disease includes
cisplatin and gemcitabine (7). Gemcitabine generally does not
require dose adjustments in PD as it is rapidly converted
intracellularly to an inactive metabolite, 2’2’-difluorodeoxycytidine
(dFdU) after administration (8). Conversely, cisplatin is primarily
renally eliminated. Although nephrotoxicity is not a limitation with
PD, patients remain at risk of toxicities such as anemia and
neuropathy at supratherapeutic doses. Thus, cisplatin should be

administered at 50% of the original dose in PD patients (9).
However, current guidelines suggest that patients with renal
impairment or other comorbidities should consider carboplatin-
based chemotherapy as first-line therapy to minimize toxicities
associated with cisplatin therapy (7). Evidence for carboplatin in PD
is limited to small studies and case reports. A pharmacokinetic study
published by Heijns et al. in 2008 examined a patient on PD while
on weekly and three-weekly pacliataxel/carboplatin for recurrent
ovarian cancer (10). In this study patient, 14-20% of the carboplatin
dose was cleared by PD, while the kidneys cleared 6-8%. Based on
these findings, it is generally recommended that patients receive
25% of the calculated carboplatin dose for patients on PD three
times daily—guidance implemented in this patient (11, 12).

Patients who relapse on traditional chemotherapy may proceed
to monoclonal antibody therapy with checkpoint inhibitors or the
ADC EV in the second- and third-line settings (7). Similar to
chemotherapy, the guidance for monoclonal antibody
administration in PD is limited to case reports and single patient
pharmacokinetic studies. Monoclonal antibodies have a small
volume of distribution following administration, and distribution
in the interstitial space is determined by diffusion and antibody
binding followed by intracellular degradation (13). Monoclonal
antibodies are too large to be effectively eliminated by dialysis
filters, thus the main route of elimination is intracellular
catabolism or receptor-mediated endocytosis (13). There have
been several case reports published on the use of anti-PD-1
inhibitor therapies, pembrolizumab and nivolumab, in dialysis
patients (13-15). However, PD patients comprise only about 3%
of the study population examined. Regardless of the small sample
size, checkpoint inhibitors without dose adjustment appear to have
a similar incidence and severity of adverse events to that seen in the
general population.

In addition to anti-PD-1 inhibitor monoclonal antibodies,
trastuzumab, an anti-HER-2 monoclonal antibody, has
demonstrated limited safety evidence in patients using PD. A
recent case report published by Kokkali et al. in 2021
demonstrated the efficacy and safety of trastuzumab in a patient
on four-time daily PD (16). The patient received 4 cycles of
chemotherapy with IV trastuzumab at standard dosing (8 mg/kg
loading dose, followed by 6 mg/kg every 3 weeks), followed by 18
cycles of single-agent trastuzumab. The patient demonstrated
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FIGURE 3 | Timeline of events across the treatment course of the patient.
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adequate exposure to trastuzumab and did not experience any
notable toxicities throughout the treatment course.

While there is a limited amount of literature addressing the
safety of chemotherapy and immunotherapy in PD patients, there is
a particularly severe lack of data on ADC therapy in patients on
dialysis. Our case highlights the possible safety and efficacy of EV in
a PD patient with metastatic urothelial carcinoma. Further
pharmacokinetic studies are warranted to evaluate the efficacy and
safety of these agents in patients using renal replacement therapy.

DATA AVAILABILITY STATEMENT

The original contributions presented in the study are included in
the article/supplementary material. Further inquiries can be
directed to the corresponding author.

REFERENCES

1. Bellmunt J, Petrylak DP. New Therapeutic Challenges in Advanced Bladder
Cancer. Semin Oncol (2012) 39(5):598-607. doi: 10.1053/j.seminoncol.2012.08.007

2. Enfortumab Vedotin. Package Insert. Northbrook, IL: Astellas Pharma US,
Inc. (2019).

3. Yu EY, Petrylak DP, O’Donnell PH, Lee JL, van derHeijden MS, Loriot Y,
et al. Enfortumab Vedotin After PD-1 or PD-L1 Inhibitors in Cisplatin-
Ineligible Patients With Advanced Urothelial Carcinoma (EV 201): A
Multicentre, Single-Arm, Phase 2 Trial [Published Correction Appears in
Lancet Oncol. 2021 Jun;22(6):¢239]. Lancet Oncol. (2021) 22(6):872-82.
doi: 10.1016/S1470-2045(21)00094-2

4. Labaki C, Rawadi E, Chebel R, Bakouny Z, Droz JP, Kattan JG. Anti-Neoplastic
Agents for Patients on Peritoneal Dialysis: A Systematic Review. Crit Rev Oncol
Hematol (2020) 150:102947. doi: 10.1016/j.critrevonc.2020.102947

5. Gamelin E, Delva R, Jacob J, Merrouche Y, Raol JL, Pezet D, et al. Individual
Fluorouracil Dose Adjustment Based on Pharmacokinetic Follow-Up
Compared With Conventional Dosage: Results of a Multicenter
Randomized Trial of Patients With Metastatic Colorectal Cancer
[Published Correction Appears in J Clin Oncol. 2013 Oct 1;31(28):3612].
J Clin Oncol (2008) 26(13):2099-105. doi: 10.1200/JC0O.2007.13.3934

6. Stecca C, Abdeljalil O, Sridhar SS. Metastatic Urothelial Cancer: A Rapidly
Changing Treatment Landscape. Ther Adv Med Oncol (2021)
13:17588359211047352. doi: 10.1177/17588359211047352

7. National Comprehensive Cancer Network. Bladder Cancer (Version 6.2021).
Available at: https://www.nccn.org/professionals/physician_gls/pdf/bladder.
pdf (Accessed December 9, 2021).

8. Janus N, Thariat J, Boulanger H, Deray G, Launay-Vacher V. Proposal for
Dosage Adjustment and Timing of Chemotherapy in Hemodialyzed Patients.
Ann Oncol (2010) 21(7):1395-403. doi: 10.1093/annonc/mdp598

9. Bennett WM, Aronoff GR, Morrison G, Golper TA, Pulliam ], Wolfson M,
et al. Drug Prescribing in Renal Failure: Dosing Guidelines for Adults. Am ]
Kidney Dis (1983) 3(3):155-93. doi: 10.1016/s0272-6386(83)80060-2

10. Heijns JB, van der Burg ME, van Gelder T, Fieren MWJA, de Bruijn P, van
derGaast A, et al. Continuous Ambulatory Peritoneal Dialysis: Pharmacokinetics
and Clinical Outcome of Paclitaxel and Carboplatin Treatment. Cancer Chemother
Pharmacol (2008) 62(5):841-7. doi: 10.1007/s00280-007-0671-9

ETHICS STATEMENT

Ethical review and approval was not required for the study on
human participants in accordance with the local legislation and
institutional requirements. The patients/participants provided
their written informed consent to participate in this study.

AUTHOR CONTRIBUTIONS

KC wrote the first draft of the manuscript and CE did the major
revisions. ZM and SP provided radiographic images and
manuscript revisions. All authors listed have made a
substantial, direct, and intellectual contribution to the work
and approved it for publication.

11. Carboplatin. Lexi-Drugs . Hudson, OH: Lexicomp. Available at: http://online.
lexi.com/ (Accessed December 10, 2021).

12. Guddati AK, Joy PS, Marak CP. Dose Adjustment of Carboplatin in Patients
on Peritoneal Dialysis. Med Oncol (2014) 31(5):946. doi: 10.1007/s12032-014-
0946-z

13. Kitchlu A, Jhaveri KD, Sprangers B, Yanagita M, Wanchoo R. Immune
Checkpoint Inhibitor Use in Patients With End-Stage Kidney Disease: An
Analysis of Reported Cases and Literature Review. Clin Kidney ] (2021) 14
(9):2012-22. doi: 10.1093/ckj/sfab090

14. Park S, Daniels GA. Anti-PD-1 Therapy in Patients With End-Stage Renal
Disease on Dialysis: A Single-Center Case Series. ] Clin Oncol (2017) 35
(15_suppl):e14553-3. doi: 10.1200/JCO.2017.35.15_suppl.e14553

15. Hirsch JS, Wanchoo R, Ng JH, Khanin Y, Jhaveri KD. Use of Immune
Checkpoint Inhibitors in End Stage Kidney Disease Patiens, a Single Center
Experience and Review of the Literature. Kidney (2020) 360. doi: 10.34067/
KID.0000422020

16. Kokkali S, Ternant D, Kemmel V, Leveque D, Wendling F, Barthelemy P, et al.
Intravenous and Subcutaneous Administration of Trastuzumab in a Patient
on Peritoneal Dialysis. Br ] Clin Pharmacol (2021) 87(8):3372-4. doi: 10.1111/
bep.14731

Conflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.

Publisher’s Note: All claims expressed in this article are solely those of the authors
and do not necessarily represent those of their affiliated organizations, or those of
the publisher, the editors and the reviewers. Any product that may be evaluated in
this article, or claim that may be made by its manufacturer, is not guaranteed or
endorsed by the publisher.

Copyright © 2022 Collette, Myint, Parasramka and Ellis. This is an open-access article
distributed under the terms of the Creative Commons Attribution License (CC BY).
The use, distribution or reproduction in other forums is permitted, provided the
original author(s) and the copyright owner(s) are credited and that the original
publication in this journal is cited, in accordance with accepted academic practice. No
use, distribution or reproduction is permitted which does not comply with these terms.

Frontiers in Oncology | www.frontiersin.org

May 2022 | Volume 12 | Article 892793


https://doi.org/10.1053/j.seminoncol.2012.08.007
https://doi.org/10.1016/S1470-2045(21)00094-2
https://doi.org/10.1016/j.critrevonc.2020.102947
https://doi.org/10.1200/JCO.2007.13.3934
https://doi.org/10.1177/17588359211047352
https://www.nccn.org/professionals/physician_gls/pdf/bladder.pdf
https://www.nccn.org/professionals/physician_gls/pdf/bladder.pdf
https://doi.org/10.1093/annonc/mdp598
https://doi.org/10.1016/s0272-6386(83)80060-2
https://doi.org/10.1007/s00280-007-0671-9
http://online.lexi.com/
http://online.lexi.com/
https://doi.org/10.1007/s12032-014-0946-z
https://doi.org/10.1007/s12032-014-0946-z
https://doi.org/10.1093/ckj/sfab090
https://doi.org/10.1200/JCO.2017.35.15_suppl.e14553
https://doi.org/10.34067/KID.0000422020
https://doi.org/10.34067/KID.0000422020
https://doi.org/10.1111/bcp.14731
https://doi.org/10.1111/bcp.14731
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/oncology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/oncology#articles

	Case Report: Safety and Efficacy of Enfortumab Vedotin in a Patient With Metastatic Urothelial Carcinoma Undergoing Peritoneal Dialysis 
	Introduction
	Case Presentation
	Discussion
	Data Availability Statement
	Ethics Statement
	Author Contributions
	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 /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages false
  /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 1
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /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 false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /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 false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /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 ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /ENU (T&F settings for black and white printer PDFs 20081208)
  >>
  /ExportLayers /ExportVisibleLayers
  /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
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


