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Abstract: The interleukin-2 receptor antagonist basiliximab has proven in large clinical trials
to be safe and effective to reduce acute rejections in the first year after renal transplantation.
Since acute rejections are a risk factor for chronic graft loss, their effective reduction might
have a positive effect on long term allograft survival. So far data is spares to prove this hypoth-
esis and 10-year follow up on basiliximab induction therapy is not available. In our center,
41 patients were enrolled in the multicenter trial CHIB201 in 1995/96 comparing basiliximab
vs no induction therapy after renal transplantation. We retrospectively analyzed the outcome
of these patients after 10 years. The main reason for patient death with functioning graft were
infectious complications (basiliximab: 3/20, placebo 1/19), 21% of all patients developed
cancer without an obvious correlation to specific immunosuppression. Death censored 10-year
graft survival was equivalent in both groups: 65% in the basiliximab and 68% in the placebo
group with a mean s-creatinine-clearance of 60 and 44 ml/min. In this small study patient and
graft survival was equivalent 10 years after transplantation comparing basiliximab induction
therapy and placebo.
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Introduction

Basiliximab (Simulect®) is a chimeric monoclonal antibody directed against the alpha
chain of the interleukin-2 receptor (IL-2R) and competitively inhibits IL-2 dependent
T-cell activation in acute allograft rejection.! Basiliximab induction therapy has
proven in large clinical trials to be effective to reduce the rate of acute rejections and
to allow sparing of calcinurin inhibitors (CNI) and steroides in the early postopera-
tive period after renal transplantation (RTx) with similar tolerability to placebo.>
Most studies focus on acute rejection rates and one year allograft survival, but less
is known about the impact of induction therapy with IL-2R antagonists on long term
allograft survival.

Since it is known that acute rejections are a risk factor for chronic transplant
dysfunction,’ 7 an effective induction therapy might have a beneficial long-term effect
on renal function.

Other than induction therapies with antithymocyte globulin (ATG) or anti-CD3
monoclonal antibody (OKT3)%° no significant increase in malignancies or infections
was related with the application of basiliximab in the first years after RTx,*!° but long
term evaluations are sparse.

In this study we address the question if antibody induction therapy with basiliximab
compared to no induction therapy leads to better long term renal allograft function
and/or patient survival after 10 years. We retrospectively analyzed patients enrolled
in a multicenter phase I1I trial (CHIB 201)* at Hanover Medical School, Germany in
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1995/1996. Patients were treated either with basiliximab
or placebo in combination with cyclosporine A (CyA) and
steroides after first cadaveric renal transplantation and were
followed over a 10-year period. The results of this study
were compared with published long-term data available for
other IL-2R antagonists.

Methods
Study design and patients demographics

We retrospectively analyzed the outcome of 41 recipients
of primary cadaveric renal allografts enrolled in the
CHIB 201 study at Hanover Medical School, Germany in
1995/1996. The primary objective of the CHIB 201 study
was to analyze the rate of acute rejections in the first six
months after kidney transplantation in combination with
standard immunosuppressive therapy consisting of CyA
and corticosteroids.

Twenty one patients received 20 mg of basiliximab on
days 0 and 4 post-transplantation and 20 patients received
placebo. Induction therapy was combined with standard
immunosuppressive therapy consisting of CyA and corti-
costeroids. There were no relevant differences between the
placebo and the basiliximab group regarding demographic
data and medical condition at time of transplantation.
Gender, age, and reason for transplantation are shown in
Table 1.

Immunosuppression

Initial immunosuppression consists of low doses of CyA and
corticosteroids with or without basiliximab induction therapy.
The mean CyA trough levels have been 130—150 ng/ml
in both groups within the first three months in our center.
In case of acute rejection treatment was performed with
bolus injections of 500 mg methylprednisolone given
intravenously for three days without a change in baseline
immunosuppression. If this was without success patients

received OKT3 in a dose of 5 mg/day for 7—8 days. No routine
biopsies were performed.

Long term evaluation

Patients were followed for 10 years by using clinical
examination and laboratory tests done in our outpatient
facility at least once a year. If visits in our centre were not
possible records provided by the patients local nephrologists
were used for long-term follow up.

Follow up was terminated at the time patients returned
to dialysis or died.

Creatinine clearances were calculated using the
Cockcroft-Gault formula:!! (140 — age) x (weight/(72 X
creatinine (Umol/1)/88.4)) for male and multiplied with 0.85
for female patients.

Statistics

Statistical significance of differences in renal function was
calculated using Students t-test (Microsoft Excel, Microsoft
Corp., Redmond, WA) and patient and graft survival was
analyzed by Kaplan—Meier estimates using Wilcoxon signed-
rank tests. P < 0.05 was given as significant.

Results

Patient and graft survival after 10 years

As in the multicenter trial® in the subgroup of patients
analyzed here acute rejections in the first six month post-
transplantation were significant higher in the placebo group
(55% vs 29%). No steroid resistant rejections occurred in the
basiliximab group, while in the placebo group five patients
were treated with OKT3.

In both groups one patient was lost for follow up within
the first year after transplantation and was excluded from
the long term analysis.

In the basiliximab group three patients (3/20) died with
functioning graft within 10 years after transplantation resulting

Tablel Gender, age and reason for transplantation in the placebo and the basiliximab group

Basiliximab group

Placebo group

Male/female

Age at time of transplantation (years)
Reasons for transplantation:

— Glomerulonephritis

— IgA nephritis

— Cystic kidney degeneration
Interstitial nephritis/pyelonephritis

Others/unknown

10/10
46 £ 12

[ L N N

13/6
47 £ 14

v A A — U,
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10-year results of basiliximab in renal transplantation

in a patient survival of 85%. Reasons for death were: sarcoma
(three years post-RTx, age 68), Pneumococcus pneumonia
(four years post-RTx, age 59) and sepsis (Prneumocystis
carinii pneumonia, seven years post-transplantation in the
age of 44 years).

Seven patients lost their grafts in the basiliximab group,
due to the following reasons: two vascular complications
immediately after transplantation, five patients returned to
dialysis due to long term renal failure. Reasons were (biopsy
confirmed): in three patients recurrent renal disease (2 X IgA
nephropathy, 1 x light chain amyloidosis) five, six and seven
years after transplantation and chronic rejection and/or
CNI-toxicity in two patients after 10 years. 10/20 patients
(50%) had a functioning graft after 10 years (Figure 1).
Death-censored graft survival in the basiliximab group was
65% after 10 years.

In the placebo group, patient survival was 95% after
10 years; one (1/19) patient died from sepsis three years
after transplantation with functioning graft with 52 years.
In the placebo group six graft losses occurred: One due
to anemic infarction 20 days after transplantation, three
patients lost their graft due to chronic rejection (5, 6, and
9 years after RTx) and one patient due to hypertensive dam-
age and CNI toxicity after 6 years. Considering one patient
dying with functioning graft 12/19 patients (63%) had a
functioning graft 10 years after transplantation (Figure 1).
Death-censored graft survival in the placebo group was
68% after 10 years.

For both groups, 22 of 39 kidneys were functioning
10 years after transplantation, this is a graft survival of 56%
for all patients, death-censored 67%.

Renal function after 10 years

In the basiliximab group, 10 patients with a functioning graft
have s-creatinine values between 93 and 158 pumol/l and a
mean creatinine-clearance of 60 ml/min. In six patients renal
function was improved or stable (clearance = 10 ml/min)
from year 1 to year 10 after transplantation, in four patients
renal function was decreasing (Figure 2a).

In the placebo group 12 patients with functioning grafts
had s-creatinine values between 78 and 332 pumol/l and
a mean clearance of 44 ml/min. Six grafts displayed an
improved or stable function (clearance £ 10ml/min compared
to year one) over ten years and in six patients renal function
declined (Figure 2b).

Immunosuppression

In the basiliximab group, no OKT3 treatment was needed
for acute steroid-resistant rejection, while five patients in the
placebo group received OKT3.

Ten years after transplantation, 9/10 patients with func-
tioning graft in the basiliximab group were on CyA-based
immunosuppression, five of them in combination with
either mycophenolate mofetil (MMF) or azathioprine
(AZA). One patient takes rapamycine due to the diagnosis
of melanoma.

In the placebo group 9/12 patients are treated with
CyA-based immunosuppression, three of them in combination
with MMF or AZA. Two patients are on tacrolimus-based
immunosuppression and one patient with kaposi-sarcoma
takes AZA and steroids only.

Four of five placebo-patients treated with OKT3 had
functioning grafts after 10 years.
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Figure | Ten-year graft survival in the basiliximab and the placebo group.There was no significant difference in graft survival between both groups.
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Figure 2 Changes in creatinine-clearance from year one to year ten after transplantation in patients with functioning graft at the end of the observation period. A) basiliximab

group, B) placebo group.

Malignancies

In the basiliximab group, six malignancies were reported
in five patients: One patient died from sarcoma three years
post-RTx, a second was nephrectomized due to renal cell
carcinoma in his own kidney four years post-transplantation,
a third patient developed spinocellular carcinoma of the upper
lip after eight years, a forth patient developed a T1 melanoma
and a basalioma after nine years and a female patient was
diagnosed with lung and liver metastasis of a carcinoma of
the vagina after 10 years.

In the placebo group, three malignancies occurred. One
patient developed kaposi sarcoma 18 months post-transplan-
tation, and is now doing well 10 years post-RTx, a second
patient developed spinocellular carcinoma of the lower lip
after five years, and a third patient suffered from bladder
carcinoma in the eighth year after transplantation.

In both groups, three nonmelanoma skin cancers and six
other cancers including melanoma were found in 8/39 (21%)
patients. Seven of eight patients are alive with functioning
grafts after 10 years.

Discussion

The IL-2 receptor antagonist (IL-2RA) basiliximab has proven
to be effective in reducing acute rejection episodes in large
double blind multi center trials without significant side effects.??
Due to these promising results, basiliximab is now commonly
used, but sparse analysis on its long-term effects exist.

A report on the murine IL-2RA BT563 vs placebo after
renal transplantation shows a comparable 10-year patient and
graft survival without increase in malignancies'? and a study
comparing induction therapy with the rat IL-2R antagonist
Lo-tact-1 and ATG demonstrated no difference in patient and
graft survival after 10 years, but a tendency to less chronic
rejection in the Lo-tact group.'

No 10-year follow-up data on basiliximab is available at the
moment. A five year analysis by Kyllonen and colleagues com-
pares basiliximab—induction with ATG-induction and standard
immunosuppression without induction primarily to analyze
effects on delayed graft function, showing no difference
between both induction groups for patient and graft survival,
but a superior five year graft survival for the basiliximab group
compared to induction-free immunosuppression.'*

Taken together, the results of these studies do not clearly
demonstrate a long-term benefit for IL-2R antagonists com-
pared to other induction therapies or to no induction regarding
patient or graft survival.

The CHIB 201 study, we used for retrospective analy-
sis, was designed to compare basiliximab induction versus
no induction therapy in combination with a low dose dual
basic immunosuppression consisting only of CyA and cor-
ticosteroids. The study demonstrated an excellent reduction
of acute rejections for all patients’® and the patients included
in this sub-analysis despite of relatively low CyA levels in
our centre. The number of patients requiring urbason bolus
therapy for acute rejection within six months was reduced
in the basiliximab group and more important no OKT3 or
other antibody therapy was needed in the basiliximab group
for treatment of steroid resistant rejection.

With regard to the common suggestion of acute rejections
as a risk factor for chronic graft dysfunction, our hope was
to improve long term allograft survival in patients free of
acute rejections, but as in the studies mentioned above, we
found comparable patient survival of 85%/95% and death-
censored graft survival of 65%/68% in the basiliximab and
placebo group. Neither patient nor graft survival was sig-
nificantly different. This result may underline the fact that
acute rejections are only one risk factor in the multifactorial
process of chronic graft loss.
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10-year results of basiliximab in renal transplantation

By taking a closer look at each patient, it is remarkable
that in patients of the placebo group diagnosis of early acute
rejection seems not to be necessarily correlated with worse
long term graft function. All four patients after successful
OKT3 treatment due to steroid-resistant rejection have
functioning grafts after 10 years.

Kidney function in patients receiving basiliximab tended
to be better after 10 years, but in both groups five chronic
grafts losses occurred. They comprise of recurrence of pri-
mary disease as well as chronic rejection and/or CNI toxicity
in both groups, again showing the multifactorial ethiology
of chronic allograft dysfunction.

Other than in registry data, main reasons for patients’
death in this study were not cardiovascular events, but
infectious complications years after transplantation in both
groups.

Malignancies become a challenge after transplantation
since time of immunosuppression increases due to improved
patient survival, as well as rising numbers of retransplanted
and young patients. The incidence of most types of cancers is
increased after transplantation and the number of malignan-
cies found in our study is in accordance with reported rats
of non melanoma skin and other cancers.'>'7 An associa-
tion of malignancies and immunosuppression in general is
clearly proven, but a correlation with defined drugs is more
difficult. In this study the sarcoma was found in a patient on
tacrolimus based triple immunosuppression, while the other
patients with malignomas in the basiliximab group were on
dual therapy. One patient after OKT3 treatment in the placebo
group developed cancer (urothel carcinoma). The patient
diagnosed with a kaposi sarcoma was a placebo patient,
who received an acute rejection treatment with steroids and
was switched to tacrolimus based immunosuppression for
the same reason within the first month post-RTx. After 10
years of immunosuppression, at least 1/3 of patients suf-
fered from cancer including skin cancers, but luckily only
one patient died.

In summary we achieved a comparable patient and graft
survival 10 years after renal transplantation with and without
basiliximab induction therapy. While graft function in the
basiliximab group tended to be better, the number of graft
losses due to chronic damage including recurrence of primary
disease was equal in both groups. Our results are consistent
with reports available for other IL-2R antagonists and are not
able to prove an improved long term graft or patient survival
after basiliximab induction therapy. Since these are the only
10-year results available comparing basiliximab induction
therapy with placebo and the number of patients analyzed

is small, the conclusions from this study must be drawn
carefully. Although basiliximab induction therapy is com-
monly used today, it seems worth to rethink the indication
of induction therapies and to focus on further investigation
on the effects of different immunosuppression on long term
allograft survival.

Acknowledgments

MK collected and analyzed data and wrote the paper. TB, RL,
MN, JK, BN performed and designed study. The multicenter
CHIB 201 trial was sponsored by Novartis Pharma, Basel,
Switzerland. The long term evaluation was not supported.
All authors received travel grants and/or lecture fees from
Novartis.

References

1. Amlot PL, Rawlings E, Fernando ON, et al. Prolonged action
of a chimeric interleukin-2 receptor (CD25) monoclonal anti-
body used in cadaveric renal transplantation. Transplantation. 1995;
60:748-756.

2. Kahan BD, Rajagopalan PR, Hall M. Reduction of the occurrence of
acute cellular rejection among renal allograft recipients treated with
basiliximab, a chimeric anti-interleukin-2-receptor monoclonal anti-
body. United States Simulect Renal Study Group. Transplantation.
1999;67:276-284.

3. Nashan B, Moore R, Amlot P, Schmidt AG, Abeywickrama K, Soulillou
JP. Randomised trial of basiliximab versus placebo for control of acute
cellular rejection in renal allograft recipients. CHIB 201 International
Study Group. Lancet. 1997;350:1193-1198.

4. Vincenti F, de Andres A, Becker T, et al. Interleukin-2 receptor
antagonist induction in modern immunosuppression regimens for renal
transplant recipients. Transplant Int. 2006;19:446-457.

5. Matas AJ, Gilligham KJ, Payne WD, Najarian JS. The impact of an
acute rejection episodes on long-term renal allograft survival (t1/2).
Transplantation. 1994;57:857-859.

6. Tesi RJ, Henry ML, Elkhammas EA, Furguson RM. Predictors of
long-term primary cadaveric renal transplant survival. Clin Transplant.
1993;7:345-352.

7. Furguson R. Acute rejection episodes: best predictor of long-term
primary cadaveric renal transplant survival. Clin Transplant.
1994;8:328-331.

8. Hibberd AD, Trevillian JH, Wlodarzcyk JH, et al. Cancer risk asso-
ciated with ATG/OKT3 in renal transplantation. Transplant Proc.
1999;31:1271-1272.

9. Swinnen LJ, Costanzo-Nordin MR, Fisher SG, et al. Increased incidence
of lymphoproliferative disorder after immunosuppression with the
monoclonal antibody OKT3 in cardiac-transplant recipients. N Eng J
Med. 1990;323:1723-1728.

10. Webster AC, Playford EG, Higgins G, Chapman JR, Craig JC.
Interleukin 2 receptor antagonists for renal transplant recipients: a meta-
analysis of randomized trials. Transplantation. 2004;77:166-176.

11. Cockcroft DW, Gault MH. Prediction of creatinine clearance from
serum creatinine. Nephron. 1976;16:31-41.

12. Wabbijn M, Balk AH, van Dormburg RT, et al. Ten-year follow-up
of recipients of a kidney or heart transplant who received induction
therapy with a monoclonal antibody against the interleukin-2 receptor.
Exp Clin Transplant. 2004;2:201-207.

13. Beaudreuil S, Durrbach A, Noury J, et al. Long-term results (10 years)
of a prospektice trial comparing Lo-tact-1 monoclonal antibody and
anti-thymocyte globulin induction therpy in kidney transplantation.
Transplant Int. 2006;19:814-820.

Biologics: Targets & Therapy 2009:3

55



Koch et al

14.

15.

Kyllénen LE, Eklund BH, Pesonen EJ, Samela KT. Single bolus
antitymocyte globulin versus basiliximab induction in kidney
transplantation with cyclosporine tripple immunosuppression: efficacy
and safety. Transplantation. 2007;84:75-82

Chapman JR, Webster AC. Cancer after renal transplantation: The next
challenge. Am J Transplant. 2004;4:841-842.

16. Kasiske BL, Snyder JJ, Gilbertson DT, Wang C. Cancer after
kidney transplantation in the United States. Am J Transplant.
2004;4:905-913.

17. Kessler M, Jay N, Molle R, Guillemin F. Excess risk of cancer in renal
transplant patients. Transplant Int. 2006;19:908-914.

56

Biologics: Targets & Therapy 2009:3




<<
  /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


