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Interferon-β-induced pulmonary sarcoidosis in a
30-year-old woman treated for multiple sclerosis:
a case report
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Abstract

Introduction: With the increasing use of recombinant α and β interferon therapy for the treatment of various
disorders, cases of interferon-associated sarcoidosis have been reported in the literature. The majority of these have
been cases of interferon-α-induced sarcoidosis. We present the first case, to the best of our knowledge, of
interferon-induced pulmonary sarcoidosis in a patient whose multiple sclerosis was treated with interferon-β.
Case presentation: We present the case of a 30-year-old Caucasian woman who presented with unusually
persistent bilateral areas of lung consolidation on serial radiographs. Pulmonary sarcoidosis was diagnosed on
transbronchial lung biopsy five months after the initiation of treatment with interferon-β for multiple sclerosis.

Conclusions: Sarcoidosis should be considered in the differential diagnosis of a patient who develops clinical or
radiological pulmonary disease while undergoing interferon therapy. It is important to note that interferon-induced
sarcoidosis, though usually seen in cases with interferon-α, can occur with interferon-β. Neurologists managing
patients with multiple sclerosis should be aware of this association between interferon-β and sarcoidosis and
promptly refer patients developing respiratory symptoms for further investigation.
Introduction
Sarcoidosis is a chronic systemic disease characterized by
noncaseating granuloma formation that commonly affects
the lungs. In pulmonary sarcoidosis, typical changes on
plain chest radiography include hilar lymphadenopathy or
reticulonodular infiltrates or both.
The exact etiology of sarcoidosis remains unknown. The

existence of an exaggerated immune response to unknown
antigenic stimuli has been proposed [1]. A number of im-
mune modulators such as interferon-γ have been impli-
cated [2]. In recent years, with the increasing use of
recombinant α and β interferon therapy for the treatment
of various disorders, cases of interferon-associated sar-
coidosis have been reported in the literature. The majority
of these have been cases of interferon-α-induced sarcoid-
osis [3-5]. These are described in detail in the Discussion
section.
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We report the case of a 30-year-old Caucasian woman
who presented with unusually persistent bilateral areas
of lung consolidation on serial radiographs. Pulmonary
sarcoidosis was diagnosed five months after the initiation
of treatment with interferon-β for multiple sclerosis. To
the best of our knowledge, this represents the first case
of interferon-induced pulmonary sarcoidosis in a patient
whose multiple sclerosis was treated with interferon-β.
Case presentation
A 30-year-old Caucasian woman presented to hospital with
a three-week history of influenza like symptoms, including
joint and muscle aches, fatigue, fever, rigors and tachycar-
dia. She denied breathlessness or productive cough. She
had already received a course of antibiotics from her gen-
eral practitioner. Her inflammatory markers were normal,
but a chest radiograph showed bilateral patchy areas of
consolidation. She was discharged with a further course of
oral antibiotics for presumed pneumonia.
Her symptoms gradually resolved, but the radiological

abnormalities persisted on serial chest radiographs. She
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was subsequently referred to our respiratory clinic six
weeks after her initial presentation.
In the clinic, our patient reported feeling well, apart from

dry cough and tiredness. Her medical history included
childhood asthma, asymptomatic chronic idiopathic urti-
caria, irritable bowel syndrome and multiple sclerosis. She
had been receiving treatment for multiple sclerosis with
interferon-β for the previous five months at a dose of 44μg
subcutaneously three times a week. Concern that the fever
and influenza-like symptoms were possible side effects led
to discontinuation of the interferon therapy, which was not
resumed. She was also taking omeprazole, mebeverine and
amitriptyline. Her family history was relevant for multiple
sclerosis in her sister, hypothyroidism and polymyalgia
rheumatica in her mother and type 2 diabetes mellitus in
her father. She smoked 10 to 15 cigarettes a day. On exam-
ination, she had normal vital signs. There was no lymph-
adenopathy and she did not have any skin lesions. The
results of cardiovascular examination were normal. Respira-
tory examination revealed an area of bronchial breathing
on her left lung, but there was no wheeze or crepitations.
At her initial presentation with presumed pneumonia,

her full blood count, renal and liver function, and calcium
and glucose levels were all normal. She had a C-reactive
protein level of 11mg/L (normal range, less than 5mg/L).
Normal results were found at the clinic for her thyroid func-
tion, an autoimmune screen - including levels of antinuclear
antibodies, extractable nuclear antigen and antineutrophil
cytoplasmic antibody - and her 24-hour urinary calcium
levels. A plain chest radiograph (Figure 1) and a computed
tomography scan of her thorax (Figure 2) are shown.
Pulmonary function testing revealed a forced expiratory

volume in 1 second (FEV1) of 2.8L/sec (95% of predicted
rate), a forced vital capacity (FVC) of 3.56 L (105% of pre-
dicted volume), an FEV1/FVC ratio of 94%, a transfer factor
of the lung for carbon monoxide of 74% of the predicted
Figure 1 Plain chest radiograph demonstrating bilateral patchy
air-space consolidation and prominent hilar shadows.
capacity, and a carbon monoxide transfer coefficient of 85%
of the predicted value.
On bronchoscopy, the mucosa was fragile and hyperemic.

Fluid from bronchoalveolar lavage was negative for malig-
nancy and infection. Acid-fast bacilli were not detected on
microscopy or culture of the bronchoalveolar lavage speci-
men. A transbronchial lung biopsy specimen showed the
presence of histiocytes, giant cells and noncaseating granu-
lomas (Figure 3), consistent with a diagnosis of pulmonary
sarcoidosis.
Although our patient felt better after the interferon-β

was discontinued, she continued to report fatigue and
persistent dry cough. She had persistent and extensive
bilateral parenchymal changes in her lungs and some de-
gree of impairment in her lung function test, including
reduced transfer factor of the lung for carbon monoxide.
For these reasons, she was started on 40mg of prednisol-
one daily. Within four weeks of treatment, there was sig-
nificant resolution of the radiological abnormalities, her
cough disappeared, and she reported reduced fatigue.
She continued on a reducing regime of steroid therapy
over the following six months and remained well with no
flare-up of sarcoidosis. Her disease course was mild and
resembled that of reported interferon-induced sarcoidosis
cases, as discussed in the following section.

Discussion
Sarcoidosis is a chronic systemic disease characterized by
noncaseating granuloma formation that can affect almost
any organ system and that commonly affects the lungs.
The exact etiology of sarcoidosis remains unknown. An
exaggerated immune response to unknown antigenic stim-
uli is thought to exist. Proposed antigens include infectious
agents, such as mycobacteria, environmental agents and
autoantigens [1]. In sarcoidosis, the affected organs appear
to have a predominance of type 1 T helper cells (cluster of
differentiation 4 T cells) and macrophages, resulting in
granuloma formation. A number of immune modulators,
such as interleukin-2, interleukin-12 and interferon-γ, have
been implicated [2]. Interferon-γ is released from lung T
lymphocytes and alveolar macrophages and activates pul-
monary macrophages, contributing to granuloma forma-
tion [6].
Interferon-γ belongs to the class II interferon family. It

has a different structure and binds to a different receptor
than the class I interferons (α and β), and its gene is located
on a different chromosome [7]. Although interferon-γ has
been implicated in the pathogenesis of sarcoidosis [6], there
is little evidence implicating other types of interferons.
However, there is evidence that exogenously administered
interferon-α and interferon-β can activate macrophages
in vitro [8].
Recombinant interferons (α and β) are used as immu-

nomodulators in the treatment of various conditions,



a b

Figure 2 Computed tomography scan of thorax. (a) Extensive mediastinal and bilateral hilar lymphadenopathy. (b) Multifocal patchy air-space
consolidation in both lungs.
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including viral infections such as hepatitis B and C, ma-
lignancies such as lymphoproliferative disorders, renal
cell carcinoma and melanoma, and multiple sclerosis
(interferon-β). Adverse reactions to interferon therapy in-
clude non-specific symptoms, such as cough, generalized
malaise, fever and arthralgia, and develop in up to one
third of patients in the first months of treatment [9]. In
addition, various autoimmune processes have developed
in patients treated with interferons [9]. The diverse immu-
nomodulatory effects of exogenously administered inter-
ferons have been reported to upset the balance between
self-tolerance and autoimmunity. With increasing use of
interferon therapy in recent years, cases of interferon-
associated sarcoidosis have been reported in the literature.
To the best of our knowledge, the first pathologically

proven case of interferon-induced sarcoidosis was reported
in 1987 in a woman whose advanced renal cell carcinoma
was treated with interferon-β [10]. Since then, numerous
published cases have suggested a relationship between
Figure 3 Histology picture of a transbronchial lung biopsy
specimen showing the presence of Langhans-type giant cells
and noncaseating granulomas. Hematoxylin and eosin stain;
magnification ×40.
interferon treatment and induction, recurrence or exacerba-
tion of sarcoidosis. Most of the reported cases involve
patients whose hepatitis C infection was treated with pegy-
lated interferon-α (often in combination with ribavirin).
A case series in 1998 reported a 5% incidence of sarcoid-

osis in a cohort of 60 patients whose chronic hepatitis C
infection was treated with interferon-α in a randomized
control trial [3]. In 1999, Pietropaoli et al. [4] published the
case of a 50-year-old woman who developed sarcoidosis
while her chronic myelogenous leukemia was being treated
with interferon-α. What was interesting in that case was
that the authors demonstrated a dose–response effect and
a temporal relationship of the interferon treatment with
sarcoidosis activity, concluding that interferon-α most
likely triggered the manifestations of sarcoidosis in that pa-
tient. In 2006, Goldberg et al. [5] reviewed the literature in
English and found 60 cases of sarcoidosis development
after the institution of recombinant interferon-α therapy.
The majority of patients received interferon-α therapy for
hepatitis C infection, but some were treated for hepatitis B,
lymphoproliferative malignancies and other hematological
conditions. The most commonly affected organs were the
lungs and the skin. The mean onset of development of
sarcoidosis was 11.4 months after initiation of interferon
therapy (range of 1 to 60 months). Interferon therapy was
discontinued in the majority of patients with interferon-
induced sarcoidosis and, as a result, the sarcoidosis resolved
within months. A small proportion of patients received
systemic corticosteroid treatment and had rapid resolution
of the sarcoidosis. Interferon-induced sarcoidosis generally
exhibited a relatively mild disease course. Interestingly, a few
patients in the literature responded to a reduction in the
dose of interferon with resolution of the signs of disease.
It is important to note that interferon-induced sarcoidosis

has been reported in numerous cases with interferon-α
treatment but in only very few with interferon-β. In fact, in
our literature search, we identified only two cases in which
treatment with interferon-β induced sarcoidosis: a woman
with advanced renal cell carcinoma in 1987 [10] and a
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patient with multiple myeloma in 2005 [11]. To the best of
our knowledge, our case report represents the first case of
interferon-induced pulmonary sarcoidosis in a patient
whose multiple sclerosis was treated with interferon-β. It
is important to note that our patient had no medical his-
tory or features of sarcoidosis prior to interferon therapy.
Sarcoidosis was diagnosed five months after the initiation
of interferon-β therapy.
Lastly, it is worth mentioning that bronchiolitis obliter-

ans organizing pneumonia has also been reported after
treatment with interferon-α and interferon-β [12], and
pulmonary infiltrates and eosinophilia with interferon-α
[13]. Indeed, the above differential diagnoses would be
compatible with the clinical presentation of our patient,
but the diagnosis of sarcoidosis was confirmed on trans-
bronchial lung biopsy.
Conclusions
Our experience with this case demonstrates that sarcoid-
osis should be considered in the differential diagnosis of
a patient who develops pulmonary disease (clinical or
radiological) while undergoing interferon therapy and
that the diagnosis can usually be confirmed by transbron-
chial lung biopsy. A review of the literature demonstrated
that interferon-induced sarcoidosis exhibits a mild dis-
ease course and most patients have complete resolution
of the disease within a few months of discontinuing
interferon therapy, without the need for immunosup-
pressants. Patients treated with systemic corticosteroids
show rapid disease resolution.
It is important to note that, although interferon-induced

sarcoidosis is usually seen with interferon-α therapy, our pa-
tient developed the condition with interferon-β. Neurologists
managing patients with multiple sclerosis should be aware of
the association between interferon-β and sarcoidosis and
promptly refer patients developing respiratory symptoms for
further investigation.
Consent
Written informed consent was obtained from the patient
for publication of this case report and accompanying
images. A copy of the written consent is available for review
by the Editor-in-Chief of this journal.
Competing interests
The authors declare that they have no competing interests.
Authors’ contributions
NP was directly involved in the diagnostic workup and overall care of the
patient and drafted the manuscript. ECT was directly involved in the
diagnostic workup and overall care of the patient, served as the lead
clinician, selected the images presented, and obtained written consent from
the patient. Both authors read and approved the final version of the
manuscript.
Acknowledgments
The authors thank Kwame Adu-Poku for producing the histology picture in
Figure 3. NP is supported by the Wellcome Trust under grant 089457/Z/09/Z.

Author details
1Chest Clinic, Ombersley House, Bedford Hospital, Kempston Road, Bedford
MK42 9DJ, UK. 2Department of Physiology, Anatomy and Genetics, University
of Oxford, Parks Road, Oxford OX1 3PT, UK.

Received: 28 December 2011 Accepted: 19 July 2012
Published: 8 October 2012

References
1. Moller DR: Etiology of sarcoidosis. Clin Chest Med 1997, 18:695–706.
2. Kataria YP, Holter JF: Immunology of sarcoidosis. Clin Chest Med 1997,

18:719–739.
3. Hoffmann RM, Jung MC, Motz R, Gössl C, Emslander HP, Zachoval R, Pape

GR: Sarcoidosis associated with interferon-alpha therapy for chronic
hepatitis C. J Hepatol 1998, 28:1058–1063.

4. Pietropaoli A, Modrak J, Utell M: Interferon-alpha therapy associated with
the development of sarcoidosis. Chest 1999, 116:569–572.

5. Goldberg HJ, Fiedler D, Webb A, Jagirdar J, Hoyumpa AM, Peters J:
Sarcoidosis after treatment with interferon-alpha: a case series and
review of the literature. Respir Med 2006, 100:2063–2068.

6. Robinson BW, McLemore TL, Crystal RG: Gamma interferon is
spontaneously released by alveolar macrophages and lung
T-lymphocytes in patients with pulmonary sarcoidosis. J Clin Invest 1985,
75:1488–1495.

7. Sen GC: The interferons. In Cytokines in Health and Disease. Edited by
Remick DG, Friedland JS. New York: Marcel Dekker; 1997:199–208.

8. Fels AOS, Nathan DF, Cohn ZA: Hydrogen peroxide release by alveolar
macrophages from sarcoid patients and by alveolar macrophages from
normals after exposure to recombinant interferons α, β, and γ
and 1,25-dihydroxyvitamin D3. J Clin Invest 1987, 80:381–386.

9. Okanoue T, Sakamoto S, Itoh Y, Minami M, Yasui K, Sakamoto M, Nishioji K,
Katagishi T, Nakagawa Y, Tada H, Sawa Y, Mizuno M, Kagawa K, Kashima K:
Side effects of high-dose interferon therapy for chronic hepatitis C.
J Hepatology 1996, 25:283–291.

10. Abdi EA, Nguyen GK, Ludwig RN, Dickout WJ: Pulmonary sarcoidosis
following interferon therapy for advanced renal cell carcinoma.
Cancer 1987, 59:896–900.

11. Bobbio-Pallavicini E, Valsecchi C, Tacconi F, Moroni M, Porta C: Sarcoidosis
following beta-interferon therapy for multiple myeloma. Sarcoidosis 1995,
12:140–142.

12. Ferriby D, Stojkovic T: Clinical picture: bronchiolitis obliterans with
organising pneumonia during interferon beta-1a treatment. Lancet 2001,
357:751.

13. Hoffmann SD, Hammadeh R, Shah N: Eosinophilic pneumonitis secondary
to pegylated interferon alpha-2b and/or ribavirin therapy. Am J
Gastroenterol 2003, 98:S152.

doi:10.1186/1752-1947-6-344
Cite this article as: Petousi and Thomas: Interferon-β-induced pulmonary
sarcoidosis in a 30-year-old woman treated for multiple sclerosis: a case
report. Journal of Medical Case Reports 2012 6:344.

Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit


	Abstract
	Introduction
	Case presentation
	Conclusions

	Introduction
	Case presentation
	Discussion
	Conclusions
	Consent
	Competing interests
	Authors&rsquor; contributions
	Acknowledgments
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


