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Abstract

Introduction: Pure red cell aplasia due to anti-epoetin antibodies is a known complication of
epoetin therapy for anemia due to chronic kidney disease. This disease has not previously been well
described in the setting of therapy for chronic hepatitis C virus infection. While treatment for pure
red cell aplasia due to anti-epoetin antibodies is usually with immunosuppressive therapy such as
calcineurin inhibition, the safety of this treatment in chronic hepatitis C virus infection is unknown.
To date, little has been published on the efficacy of rituximab on pure red cell aplasia due to anti-
epoetin antibodies.

Case presentation: This report describes a 65-year-old Asian-American woman who developed
pure red cell aplasia from high titer neutralizing anti-epoetin antibodies after epoetin-alfa therapy
during ribavirin and peg-interferon treatment for chronic hepatitis C virus infection. We describe the
outcome of her treatment with rituximab. The reticulocyte count increased, and anti-epoetin antibody
titer decreased with a loss of neutralizing activity in vitro, leading to a reduction in blood transfusions,
and eventual resolution of anemia, without reactivation of hepatitis C virus.

Conclusion: The diagnosis of pure red cell aplasia from anti-epoetin antibodies should be
considered in patients undergoing therapy for chronic hepatitis C virus infection who develop severe
anemia after administration of erythropoietin or darbepoetin. Though it is currently an off-label
indication, rituximab is a therapeutic option for patients with pure red cell aplasia due to anti-epoetin
antibodies.

Introduction
Since the introduction of recombinant erythropoietin
(r-epoetin) in 1988, an epidemic of pure red cell aplasia

(PRCA) due to anti-epoetin antibodies has been identi-
fied, with a peak incidence in 2002. The vast majority of
patients had anemia from chronic kidney disease (CKD)
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and were treated in Europe, the UK and Canada [1].
Associations were identified between the development of
PRCA and subcutaneous versus intravenous administra-
tion, the brand of epoetin, substitution of albumin with
polysorbate 80 and glycine as the vehicle [2] and the use of
pre-filled syringes with uncoated versus rubber coated
plungers [3,4].

The major diagnostic criteria for PRCA due to anti-epoetin
antibodies include treatment with epoetin for at least
3 weeks, a red blood cell transfusion requirement of
approximately 1 unit per week to keep hemoglobin levels
stable, reticulocyte count less than 10 × 109/L and no
major drop in white blood cell or platelet counts. Bone
marrow biopsy documentation of PRCA and serum assay
for neutralizing anti-erythropoietin antibodies are recom-
mended for confirmation of the diagnosis [5].

Treatment of chronic hepatitis C virus (HCV) infection
with ribavirin and interferon commonly results in adverse
hematologic effects, including hemolytic anemia (riba-
virin) and pancytopenia from bone marrow suppression
(alfa-interferon). The use of r-epoetin for anemia in this
setting has been associated with an increase in hemoglo-
bin levels, higher doses of ribavirin administered and
improvement in quality-of-life scores in patients being
treated for HCV [6-8]. While r-epoetin is commonly used
to treat anemia associated with HCV therapy, only one
case report of a patient with HCV and r-epoetin-associated
PRCA has been published to date [9].

Case presentation
A 65-year-old Asian-American woman was diagnosed with
chronic hepatitis C (HCV), genotype 2 and was referred for
treatment of her HCV infection. Abdominal imaging
showed a nodular appearance of the liver and hypersplen-
ism with mild thrombocytopenia and leukopenia: base-
line white blood cell count 3.2-3.5 × 109/L, neutrophil
count 1.2-1.5 × 109/L, hemoglobin 13.5-14.0 g/dL and
platelet count 90-100 × 109/L. She was treated with peg-
interferon and ribavirin, but therapy was stopped after
3 weeks because of neutropenia and flu-like symptoms.
Peg-interferon and ribavirin were re-initiated 8 months
later with growth factor support: granulocyte-colony
stimulating factor (G-CSF, Neupogen“) 300 μg subcuta-
neously once to twice weekly and epoetin-alfa (Procrit®)
40,000 units subcutaneously every 1 to 2 weeks. HCV viral
load was undetectable by week 4 of therapy. At week 14,
she developed severe pancytopenia, with a nadir absolute
neutrophil count of 0.4 × 109/L, hemoglobin 6.5 g/dL
and platelet count of 20 × 109/L despite continued use of
growth factors. Packed red blood cell (PRBC) and platelet
transfusions were initiated, and ribavirin was discontin-
ued. Peg-interferon was continued at a reduced dose
through week 27, at which time it was stopped. The patient

continued to require intermittent transfusions between
weeks 14 and 27 of treatment despite continued therapy
with epoetin-alfa 40,000 units subcutaneously twice a
week. HCV RNA was undetectable at the end of treatment.

Two months after discontinuation of anti-HCV therapy,
the patient was referred to Hematology for persistent
anemia. At that time, she denied any bleeding or jaundice,
and her main symptoms were fatigue and dyspnea on
exertion. On physical examination, she had normal vital
signs, no jaundice, ecchymoses or petechiae, no lympha-
denopathy and palpable hepatosplenomegaly. Laboratory
examinations revealed: white blood cell count 4.0 × 109/
L, neutrophil count 1.6 × 109/L, hemoglobin 8.9 g/dL,
mean corpuscular volume 88 fL, platelet count 63 × 109/
L, reticulocyte count 2.6 × 109/L (normal range,
26-110 × 109/L) and an erythropoietin level of 34 mIU/
mL (normal range 4.1-19.5). A peripheral blood smear
showed a reduction in all three hematopoietic cell lines
but with normal cellular morphology. Her ferritin level
was 2981 μg/L and thyroid stimulating hormone (TSH),
vitamin B12 and folate levels were all normal. Lactate
dehydrogenase (LDH) was mildly elevated at 189 IU/L
(normal range 91-185) and the direct Coomb’s test was
negative.

Bone marrow biopsy showed 10% cellularity with
profound erythroid hypoplasia, normal myeloid matura-
tion and normal megakaryocytes (Figures 1 and 2). The
hypocellularity was thought to be due to prior interferon
therapy or possibly HCV infection (though the hepatitis C

Figure 1. Bone marrow aspirate. Bone marrow aspirate
showing hypocellularity (overall 10%), near absence of
erythroid precursors with full maturation of the myeloid
series and normal megakaryocytes.
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viral load was undetectable), and the thrombocytopenia
was felt to be due to hepatic cirrhosis and hypersplenism.
Given the clinical picture of severe anemia and near absent
erythroid precursors in the bone marrow, the patient was
initially thought to have ribavirin-induced PRCA, and she
received two doses of intravenous gammaglobulin (IVIG)
1 g/kg monthly for 2 months, without any hematologic
improvement. Analysis of the patient’s serum showed
IgG1 antibodies to epoetin alfa at a titer of 14.05 μg/mL,
which neutralized the biologic activity of epoetin in vitro.
This confirmed a diagnosis of PRCA due to anti-epoetin
antibodies. Epoetin-alfa was discontinued.

The patient then received rituximab 375 mg/m2 intrave-
nously weekly for four doses with monthly IVIG 0.5 g/kg
for 4 months starting at the time of rituximab therapy.
Within 5 months, the reticulocyte count began to increase,
which corresponded to a decreasing trend in PRBC
transfusions (Figure 3). Eight months after treatment, she
again had a drop in her reticulocyte count. The anti-epoetin
alfa antibody titer was 7.52 μg/mL and was no longer
neutralizing. She was retreated with rituximab at the same
dose and schedule as before and there appeared to be
another more transient reticulocyte count response, and
though this did not translate to a significant change in
PRBC transfusions initially, the anemia eventually
resolved. Her last blood transfusion occurred 27 months
after her initial rituximab course, and her hemoglobin
remains stable and normal, 14 months after her last
transfusion. The anti-epoetin alfa antibody titer at 37
months after her initial rituximab course was 3.19 μg/mL.

The HCV viral load continues to be undetectable and her
liver disease remains compensated.

Discussion
This case demonstrates the potential risk of PRCA due to
anti-epoetin antibodies from r-epoetin therapy in patients
treated for HCV. Rituximab is a humanized, murine
monoclonal antibody that targets the CD20 antigen,
leading to antibody-dependent, complement-dependent,
cell-mediated cytotoxicity and apoptosis [10]. Case reports
and case series describe the successful use of rituximab for
the treatment of lymphoproliferative disease-associated
PRCA, in association with response in the underlying
lymphoproliferative disease [11]. Rituximab has also been
reported to induce responses in primary acquired PRCA [12]
and in r-epoetin-induced PRCA in a patient with CKD [13].

Because the risk of HCV reactivation with standard
immunosuppressive therapy is uncertain, and because of
concern for the heightened risk of infectious complica-
tions due to the patient’s cirrhosis, this patient was treated
with rituximab rather than alkylating agents, calcineurin
inhibitors or corticosteroids. IVIG was administered
because of the possibility of increased risk of HCV
reactivation due to B-cell depletion and hypogammaglo-
bulinemia from rituximab therapy; however, there is no
published evidence to guide this management.

Most reports of patients with r-epoetin-associated PRCA
consist of CKD patients treated outside of the USA. These
reports show that spontaneous recovery is rare, but several
immunosuppressive treatments can lead to full hemato-
logic recovery and elimination of serum anti-epoetin

Figure 2. Bone marrow biopsy. Core biopsy showing
hypocellularity (overall 10%), near absence of erythroid
precursors with full maturation of the myeloid series and
normal megakaryocytes.

Figure 3. Reticulocyte and red cell transfusions during
rituximab therapy. Pattern of reticulocyte count and red cell
transfusions over time since the diagnosis of pure red cell
aplasia. Rituximab 375 mg/m2 was given weekly × 4 weeks
during months 1 and 9 after diagnosis, as indicated by the
vertical arrows at the top of the figure.
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antibodies. There is little published on the efficacy of
rituximab for this disease. A retrospective study examining
the outcomes of 47 patients with CKD and r-epoetin-
associated PRCA showed no recovery in the 10 patients
who stopped epoetin but did not undergo any other
therapy [14]. In contrast, 78% of the 37 who received
immunosuppressive therapy regained transfusion inde-
pendence. In 33 patients who had anti-epoetin antibody
levels assayed after treatment, recovery only occurred in
those who achieved undetectable antibody levels. All
six patients who underwent kidney transplantation had
resolution of PRCA. In those treated with immunosup-
pressive therapy alone, the highest response rates were in
patients treated with cyclophosphamide plus corticoster-
oids (7 out of 8 recovered), cyclosporine (4 out of 6),
corticosteroids with or without IVIG (10 out of 18) and
corticosteroids plus IVIG and plasma exchange (1 out of 1).
Recovery from PRCA occurred in only one of nine
patients treated with IVIG alone, and in neither of the
patients treated with a non-rituximab anti-CD20 mono-
clonal antibody (0 out of 1) or mycophenylate mofetil
(0 out of 1) [14].

A larger series looked at the outcomes of 170 patients
diagnosed with r-epoetin-associated PRCA between 1988
and 2004 [15]. Of the 89 patients who were treated with
immunosuppressive therapy but did not undergo renal
transplant, 49% achieved hematologic recovery (≤1 PRBC
transfusions a month, hemoglobin ≥8g/dL and reticulo-
cyte count >20 × 109/L), but only one became transfu-
sion-independent. Of the 33 patients rechallenged with
r-epoetin, 56% (and 89% of those with undetectable
antibodies) regained r-epoetin-responsiveness. Of the nine
patients with neutralizing assay results at the time of
rechallenge, all eight without neutralizing antibodies
regained r-epoetin-responsiveness, but not the one patient
with a positive result [15]. This suggests that even those
with detectable antibodies may respond to r-epoetin
administration, especially if the antibody is non-neutraliz-
ing. However, our patient remained anemic despite the
continued presence of an anti-epoetin antibody that does
not neutralize epoetin activity in vitro, possibly suggesting
continued neutralization of endogenous erythropoietin.
While this series did not report any successes with anti-
CD20 therapy, a single case report of a patient with CKD
and r-epoetin-associated PRCA describes erythropoietic
recovery following rituximab and rechallenge with
r-epoetin [13]. A patient with HCV and r-epoetin-
associated PRCA achieved hematologic recovery in 6 weeks
after starting danazol [9].

Conclusion
This case highlights the importance of considering PRCA
from anti-epoetin antibodies in patients treated for HCV
who develop severe anemia refractory to r-epoetin or

darbepoetin administration. This is a well established, but
uncommon, consequence of using r-epoetin for the
anemia of CKD. Some authors have raised the question
as to whether the immune modulatory effects of alpha-
interferon therapy might increase the risk of developing
anti-epoetin antibodies [9], however this remains spec-
ulative. Because the use of recombinant hematopoietic
growth factors can ameliorate the hematologic toxicity
associated with HCV therapy [6,7], r-epoetin therapy
should not be withheld from patients being treated for
hepatitis C because of the low, but real, risk of developing
PRCA.

Our patient demonstrated initially improved but incom-
plete erythropoiesis in response to rituximab, then
resolution of her anemia more than 2 years after initial
treatment, without HCV reactivation. It is not known if she
would have eventually achieved spontaneous recovery
without treatment, or whether initial depletion of the anti-
epoetin-antibody-producing B-cell clone contributed to its
eventual extinction.

Rituximab may be considered a therapeutic option in
patients with PRCA due to anti-epoetin antibodies;
however, the use of rituximab in this setting is outside
the scope of its FDA indications. When given to patients at
risk for hepatitis B or hepatitis C viral reactivation, caution
should be exercised due to the risk of viral reactivation in
lymphoma patients receiving rituximab.

Abbreviations
PRCA, pure red cell aplasia; CKD, chronic kidney disease;
G-CSF, granulocyte-colony stimulating factor; HCV, hepa-
titis C virus; LDH, lactate dehydrogenase; PRBC, packed
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thyroid stimulating hormone.

Consent
Written informed consent was obtained from the patient
for publication of this case report and any 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
CB, LD and NT were involved in the direct clinical care of
the patient. CB and LD analyzed and interpreted the
patient’s laboratory data and response to therapy. CB
wrote the manuscript and LD and NT contributed to
manuscript revision. JE performed histological examina-
tion of the bone marrow and provided images. All authors
read and approved the final manuscript.

Page 4 of 5
(page number not for citation purposes)

Journal of Medical Case Reports 2009, 3:7335 http://jmedicalcasereports.com/jmedicalcasereports/article/view/7335



References
1. Bennett CL, Luminari S, Nissenson AR, Tallman MS, Klinge SA,

McWilliams N, McKoy JM, Kim B, Lyons EA, Trifilio SM, Raisch DW,
Evens AM, Kuzel TM, Schumock GT, Belknap SM, Locatelli F,
Rossert J, Casadevall N: Pure red-cell aplasia and epoetin
therapy. N Engl J Med 2004, 351:1403-1408.

2. Cournoyer D, Toffelmire EB, Wells GA, Barber DL, Barrett BJ,
Delage R, Forrest DL, Gagnon RF, Harvey EA, Laneuville P,
Patterson BJ, Poon MC, Posen GA, Messner HA; Canadian PRCA
Focus Group: Anti-erythropoietin antibody-mediated pure red
cell aplasia after treatment with recombinant erythropoietin
products: recommendations for minimization of risk. J Am Soc
Nephrol 2004, 15:2728-2734.

3. Boven K, Stryker S, Knight J, Thomas A, van Regenmortel M,
Kemeny DM, Power D, Rossert J, Casadevall N: The increased
incidence of pure red cell aplasia with an Eprex formulation
in uncoated rubber stopper syringes. Kidney Int 2005, 67:2346-
2353.

4. McKoy JM, Stonecash RE, Cournoyer D, Rossert J, Nissenson AR,
Raisch DW, Casadevall N, Bennett CL: Epoetin-associated pure
red cell aplasia: past, present, and future considerations.
Transfusion 2008, 48:1754-1762.

5. Casadevall N, Cournoyer D, Marsh J, Messner H, Pallister C, Parker-
Williams J, Rossert J: Recommendations on haematological
criteria for the diagnosis of epoetin-induced pure red cell
aplasia. Eur J Haematol 2004, 73:389-396.

6. Dieterich DT, Wasserman R, Bräu N, Hassanein TI, Bini EJ, Bowers PJ,
Sulkowski MS: Once-weekly epoetin alfa improves anemia and
facilitates maintenance of ribavirin dosing in hepatitis C
virus-infected patients receiving ribavirin plus interferon alfa.
Am J Gastroenterol 2003, 98:2491-2499.

7. Afdhal NH, Dieterich DT, Pockros PJ, Schiff ER, Shiffman ML,
Sulkowski MS, Wright T, Younossi Z, Goon BL, Tang KL, Bowers PJ;
Proactive Study Group: Epoetin alfa maintains ribavirin dose in
HCV-infected patients: a prospective, double-blind, rando-
mized controlled study. Gastroenterology 2004, 126:1302-1311.

8. Pockros PJ, Shiffman ML, Schiff ER, Sulkowski MS, Younossi Z,
Dieterich DT, Wright TL, Mody SH, Tang KL, Goon BL, Bowers PJ,
Leitz G, Afdhal NH; PROACTIVE Study Group: Epoetin alfa
improves quality of life in anemic HCV-infected patients
receiving combination therapy. Hepatology 2004, 40:1450-1458.

9. Stravitz RT, Chung H, Sterling RK, Luketic VA, Sanyal AJ, Price AS,
Purrington A, Shiffman ML: Antibody-mediated pure red cell
aplasia due to epoetin alfa during antiviral therapy of chronic
hepatitis C. Am J Gastroenterol 2005, 100:1415-1419.

10. Maloney DG, Smith B, Applebaum FR: The anti-tumor effect of
monoclonal anti-CD20 antibody (mAb) therapy includes
direct anti-proliferative activity and induction of apoptosis
in CD20 positive non-Hodgkin's lymphoma (NHL) cell lines.
Blood 1996, 88:637.

11. Narra K, Borghaei H, Al-Saleem T, Hoglund M, Smith MR: Pure red
cell aplasia in B-cell lymphoproliferative disorder treated
with rituximab: report of two cases and review of the
literature. Leuk Res 2006, 30:109-114.

12. Auner HW, Wolfler A, Beham-Schmid C, Strunk D, Linkesch W,
Sill H: Restoration of erythropoiesis by rituximab in an adult
patient with primary acquired pure red cell aplasia refractory
to conventional treatment. Br J Haematol 2002, 116:727-728.

13. Mandreoli M, Finelli C, Lopez A, Ascani S, Vianelli N, Baccarani M,
Santoro A: Successful resumption of epoetin alfa after
rituximab treatment in a patient with pure red cell aplasia.
Am J Kidney Dis 2004, 44:757-761.

14. Verhelst D, Rossert J, Casadevall N, Kruger A, Eckardt KU,
Macdougall IC: Treatment of erythropoietin-induced pure red
cell aplasia: a retrospective study. Lancet 2004, 363:1768-1771.

15. Bennett CL, Cournoyer D, Carson KR, Rossert J, Luminari S,
Evens AM, Locatelli F, Belknap SM, McKoy JM, Lyons EA, Kim B,
Sharma R, Costello S, Toffelmire EB, Wells GA, Messner HA,
Yarnold PR, Trifilio SM, Raisch DW, Kuzel TM, Nissenson A, Lim LC,
Tallman MS, Casadevall N: Long-term outcome of individuals
with pure red cell aplasia and antierythropoietin antibodies in
patients treated with recombinant epoetin: a follow-up
report from the Research on Adverse Drug Events and
Reports (RADAR) Project. Blood 2005, 106:3343-3347.

Page 5 of 5
(page number not for citation purposes)

Journal of Medical Case Reports 2009, 3:7335 http://jmedicalcasereports.com/jmedicalcasereports/article/view/7335

Do you have a case to share?

Submit your case report today
• Rapid peer review
• Fast publication
• PubMed indexing
• Inclusion in Cases Database

Any patient, any case, can teach us
something

www.casesnetwork.com


	Introduction
	Case presentation
	Discussion
	Conclusion


<<
  /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 /CMYK
  /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 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 ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /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 <>
    /PTB <>
    /SUO <>
    /SVE <>
    /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.)
  >>
  /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 [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice




