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Aim: Preclinical studies have shown reproductive toxicity with bosutinib, but little is known about its ef-
fects during conception or pregnancy in humans. Methods: Pregnancy cases in patients receiving bosutinib
were identified from the Pfizer safety database. Results: Thirty-three pregnancy reports were identified.
Sixteen cases of maternal exposure: six live births, four abortions and six with unknown outcomes. Seven-
teen instances of paternal exposure: nine live births, five abortions and three with unknown outcomes.
Conclusion: Adverse effects of bosutinib exposure at conception or during pregnancy in humans cannot
be excluded, particularly if therapy is not interrupted upon recognition of pregnancy. Contraceptive use
is recommended for female patients receiving bosutinib, and patients should be made aware of the po-
tential risks associated with bosutinib use during pregnancy.
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A growing proportion of patients with chronic myeloid leukemia (CML) are of childbearing age, with approximately
20% new cases from the USA diagnosed in patients aged <45 years [1]. Coupled with improved prognosis in CML
and patients reaching their normal life expectancy, fertility and pregnancy issues while on tyrosine kinase inhibitor
(TKI) therapy are common concerns for patients and healthcare providers [2-4].

In preclinical and clinical studies, adverse effects on prenatal development and congenital abnormalities have been
observed during treatment with imatinib, dasatinib and nilotinib [5-11]. Bosutinib is approved for the treatment of
newly diagnosed chronic phase Philadelphia chromosome-positive (Ph+) CML, as well as chronic phase, accelerated
phase or blast phase Ph+ CML with resistance or intolerance to prior therapy [12,13]. Reproductive toxicity and
adverse developmental outcomes have also been reported in preclinical studies of bosutinib [12,13]. However, little
is known about the effects of bosutinib during conception or pregnancy in humans [12,13]. The objective of this
report is to describe pregnancy outcomes in bosutinib-treated patients.

Methods

Pregnancy cases reported until February 28, 2018, were identified by searching the Pfizer safety database using the

standardized Medical Dictionary for Regulatory Activities query ‘Pregnancy and Neonatal Topics’ among patients

receiving bosutinib.
The Pfizer safety database contains adverse event reports from patients, healthcare professionals, registries and

licensing partners and literature reports for Pfizer’s products. The database contains serious adverse event reports

and pregnancy reports from investigational studies and nonresearch postmarketing studies, regardless of causality. .
For each case, all available information was collected, as was any follow-up information received, and included Future '.'-:'.'-;

age, sex (maternal or paternal exposure), bosutinib dose, concomitant treatments and pregnancy outcomes. As ~ Medicine ™
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Figure 1.  Pfizer safety database pregnancy cases of bosutinib exposure via (A) the mother and (B) the father.

part of routine pharmacovigilance, pregnancy reports are followed-up prospectively until the pregnancy outcome
is known, using an ‘Exposure During Pregnancy Follow-up Questionnaire’. The form requested details such as
estimated date of conception; gestation at the time of exposure; relevant family history; exposure to relevant medical,
environmental or occupational products; obstetrical history (e.g., previous pregnancies and their outcome); date
of birth; pregnancy outcomes; and details on the infant (e.g., any abnormalities, sex, weight and length). Therapy
duration was calculated based on the start and stop dates for treatment. The relatedness of events to bosutinib was
determined by the healthcare provider.

Results

As of February 28, 2018, a total of 33 pregnancies were identified in patients receiving bosutinib, including 16
with maternal and 17 with paternal exposure (Figure 1). In 24 instances, the outcome of the pregnancy was known
from the reports, of which 20 were from clinical trials; for the other nine cases, the outcome was unknown.

Maternal exposure

Of the 16 cases of maternal exposure (age range: 23-35 years), 6 resulted in live births, 4 resulted in abortions and
6 had unknown outcomes. In five of the six live births (Table 1), the mothers discontinued bosutinib (5 weeks’
gestational age: n = 2; unspecified timing: n = 3); the babies were healthy at birth and born via vaginal delivery.
Four of the six live births reached full term and the weight range of the babies (n = 3) was 3.0-3.5 kg. Information
was unavailable for the remaining two live births.

There were three induced abortions: two were by patient choice and one was a partial molar pregnancy requiring
dilation and curettage. One spontaneous abortion (gestational age unknown) was reported and was due to a
suspected ectopic pregnancy in a 34-year-old patient receiving bosutinib 500-mg once daily for the treatment of
CML. The ectopic pregnancy was considered by the healthcare provider to be unrelated to bosutinib (Table 2).

The six pregnancies with unknown outcomes included two females (aged 29 and 28 years of age) who received
bosutinib for the treatment of CML; one each from a clinical trial and nonclinical study program, respectively. The
remaining four cases were spontaneously reported by a nurse via a Pfizer sales representative and contained limited
information; however, bosutinib was reported as discontinued (date unspecified) for all four patients.

Paternal exposure
There were 17 cases of paternal exposure (age range: 26-44 years): 9 live births, 5 abortions and 3 with unknown
outcomes. Known therapy duration at pregnancy confirmation was 2-75 months. Eight of the nine live births
reached full term, and the pregnancy duration was unavailable for the remaining case. One baby was delivered by
cesarean section. All babies were healthy at birth (Table 1).

There were four induced abortions: one was elective due to an unintended pregnancy, two were due to unknown
reasons and, in the last case, it was reported that the fetus was not growing properly and the pregnancy was
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subsequently terminated (there was no confirmation of congenital abnormality and further information was not
available). One case of spontaneous abortion was reported and considered by the healthcare provider to be unrelated
to bosutinib, fetal biopsy revealed basal deciduitis with necrosis foci and bleeding (Table 2).

One of the three pregnancy cases with unknown outcomes involved a 31-year-old male who was receiving
bosutinib 400-mg once daily for the treatment of CML in a clinical trial. The remaining two cases involved a
33-year-old male receiving bosutinib for CML, and who fathered two children (by two women at the same time)
whilst on treatment; these cases were a spontaneous report from a non-contactable physician received via a Phizer
sales representative.

Discussion

Despite limited available data, this report presents the most extensive information to date on pregnancy among
bosutinib-treated patients. Nearly half of the pregnancies resulted in healthy newborns, with the next most common
outcome being abortion, most frequently induced. None of the abortion cases were considered by the healthcare
provider to be related to bosutinib. Acknowledging the small sample size, the incidence of spontaneous abortion
in this database does not appear to be higher than that reported in the general population [14-17]. Furthermore,
no specific bosutinib-induced abnormalities were identified in this series, including no instances of the congenital
abnormalities observed in animal models exposed to TKIs [5-13].

Reports have recommended a collaborative approach between the patient and the hematology and obstetric
teams regarding the management of pregnancy during TKI treatment for CML. Ideally, female patients with
CML who wish to become pregnant should do so when in sustained molecular response and should stop therapy
upon conception [7,9,10,18,19]. The effects of bosutinib on pregnancy experienced in the current study were largely
similar to those reported for other TKIs, and female patients with CML should not be exposed to TKIs during
pregnancy [5-11,20-23]. There was no evidence of adverse effects on conception and delivery for female partners of
male patients with CML being treated with TKIs [5-11,20-22].

One important aspect is the amount of unavailable data in this and other similar reports. Since nearly all
clinical trials exclude pregnant patients, prospective data generation is nearly impossible. Better mechanisms need
to be developed to collect this information for this and other cancer therapies. These should include a more
definitive commitment and responsibility from physicians to report such instances, perhaps with the development
of a standardized format that is used worldwide, and some oversight, enforcement and assistance from regulatory
authorities to ensure that such gaps are closed.

In line with European Leukemia Net and National Comprehensive Cancer Network guidelines, discussions
regarding the impact of CML and treatment with bosutinib (and other TKIs) on fertility and pregnancy should
be in collaboration with an obstetrician [12,13,24,25]. The current prescribing information for bosutinib advises on
the potential for fetal harm during treatment; bosutinib is therefore not recommended for use at any time during
pregnancy [12,13]. European Leukemia Net and National Comprehensive Cancer Network guidelines also advise
that TKI treatment be discontinued in the event of pregnancy [24,25]. Also, based on preclinical investigations, there

Executive summary

e Preclinical studies have shown reproductive toxicity with bosutinib, but little is known about its effects during
conception or pregnancy in humans.

e Following a review of a Pfizer safety database, a total of 33 pregnancies were identified in patients receiving
bosutinib.

e There were 16 cases of maternal exposure: 6 live births, 4 abortions and 6 with unknown outcomes.

e There were 17 cases of paternal exposure (age range: 26-44 years): 9 live births, 5 abortions and 3 with unknown
outcomes.

o Nearly half of the pregnancies resulted in healthy newborns, with the next most common outcome being
abortion, most frequently induced. None of the abortion cases were considered by the healthcare provider to be
related to bosutinib.

e Adverse effects of bosutinib exposure at conception or during pregnancy in humans cannot be excluded,
particularly if therapy is not interrupted upon recognition of pregnancy.

e Female patients should take a pregnancy test prior to starting bosutinib treatment, and use of effective
contraception during treatment is mandatory for >1 month after taking the last dose.

e Patients should also be made aware of the potential risks associated with bosutinib use during pregnancy.

future science group www.futuremedicine.com
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is a risk of decreased fertility with bosutinib [12,13). Female patients should take a pregnancy test prior to starting
bosutinib treatment, and the use of effective contraception during treatment is mandatory for >1 month after
taking the last dose. Patients should also be made aware of the potential risks associated with bosutinib use during
pregnancy [12,13].

Supplementary data
A plain language summary accompanies this paper. To download the plain language summary, please visit the journal website at:
https://www.futuremedicine.com/doi/10.2217/ijh-2020-0004

Author contributions
All authors were involved in the trial conception/design, and in the acquisition, analysis and interpretation of data. All authors
contributed to the drafting of the manuscript and approved the final version.

Financial & competing interests disclosure

The analyses mentioned in this study were sponsored by Pfizer. JE Cortes has been a consultant for Astellas Pharma, Bristol-Myers
Squibb, Daiichi Sankyo, Forma Therapeutics, Novartis, Pfizer and Takeda, and has received research funding from Amphivena
Therapeutics, Astellas Pharma, Bristol-Myers Squibb, Daiichi Sankyo, Forma Therapeutics, Immunogen, Merus, Novartis, Pfizer,
Sun Pharma and Takeda. C Gambacorti-Passerini has been a consultant for Bristol-Myers Squibb and Pfizer, and has received
research funding and honorarium from Pfizer. M Deininger has been a consultant for Ariad, Blueprint Medicines, Bristol-Myers
Squibb, Galena Biopharma, Incyte, Novartis and Pfizer, and has received research funding from Bristol-Myers Squibb, Celgene,
Gilead Sciences, Incyte, Novartis and Pfizer, and has received honorarium from Ariad, Blueprint Medicines, Bristol-Myers Squibb,
Galena Biopharma, Incyte, Novartis and Pfizer. E Abruzzese has been a consultant for Novartis, Pfizer, Bristol-Myers Squibb and
Ariad. Liza is employed by and has equity ownership in Pfizer Inc. TH Brimmendorf has been a consultant for Novartis, Pfizer,
Janssen, Merck and Takeda [no personal honoraria], and has received research funding from Novartis and Pfizer. The authors have
no other relevant affiliations or financial involvement with any organization or entity with a financial interest in or financial conflict
with the subject matter or materials discussed in the manuscript apart from those disclosed.

Medical writing support was provided by AM McGonigal of Engage Scientific Solutions, and funded by Pfizer.

Ethical conduct of research
Not applicable — information was obtained from a Pfizer safety database. All relevant ethical approvals were obtained during the
specific trials included in the safety database.

Data sharing statement

Upon request, and subject to certain criteria, conditions, and exceptions (see https://www.pfizer.com/science/clinical-trials/trial-d
ata-and-results for more information), Pfizer will provide access to individual de-identified participant data from Pfizer-sponsored
global interventional clinical studies conducted for medicines, vaccines and medical devices for indications that have been approved
in the USA and/or EU or in programs that have been terminated (i.e., development for all indications has been discontinued). Pfizer
will also consider requests for the protocol, data dictionary and statistical analysis plan. Data may be requested from Pfizer trials
24 months after study completion. The de-identified participant data will be made available to researchers whose proposals meet
the research criteria and other conditions, and for which an exception does not apply, via a secure portal. To gain access, data
requestors must enter into a data access agreement with Pfizer.

Open access
This work is licensed under the Attribution-NonCommercial-NoDerivatives 4.0 Unported License. To view a copy of this license,
visit http://creativecommons.org/licenses/by-nc-nd/4.0/

References
Papers of special note have been highlighted as: e of interest

1. National Cancer Institute. Cancer Stat Facts: Leukemia — chronic myeloid leukemia (CML) (2018).
https://seer.cancer.gov/statfacts/html/cmyl.html

2. Jabbour E, Kantarjian H. Chronic myeloid leukemia: 2018 update on diagnosis, therapy and monitoring. Am. J. Hematol. 93(3),
442-459 (2018).

3. Bower H, Bjérkholm M, Dickman PW, Hoglund M, Lambert PC, Andersson TML. Life expectancy of patients with chronic myeloid
leukemia approaches the life expectancy of the general population. /. Clin. Oncol. 34(24), 2851-2857 (2016).

Int. J. Hematol. Oncol. (2020) 9(2) future science group


https://www.futuremedicine.com/doi/10.2217/ijh-2020-0004
https://www.pfizer.com/science/clinical-trials/trial-data-and-results
http://creativecommons.org/licenses/by-nc-nd/4.0/
https://seer.cancer.gov/statfacts/html/cmyl.html

10.

11.

13.

14.
15.

16.
17.

18.
19.
20.

21.

22.

23.

24.

25.

Bosutinib during pregnancy  Short Communication

Sasaki K, Strom SS, O’Brien S e al. Relative survival in patients with chronic-phase chronic myeloid leukaemia in the tyrosine-kinase
inhibitor era: analysis of patient data from six prospective clinical trials. Lancet Haematol. 2(5), e186-¢193 (2015).

Ault P, Kantarjian H, O’Brien S ez al. Pregnancy among patients with chronic myeloid leukemia treated with imatinib. /. Clin.
Oncol. 24(7), 1204-1208 (20006).

One of the first reports of pregnancy in patients with chronic myeloid leukemia (CML) receiving a tyrosine kinase inhibitor
(TKI) - imatinib.

Pye SM, Cortes ], Ault P ez al. The effects of imatinib on pregnancy outcome. Blood 111(12), 5505-5508 (2008).
One of the first reports of pregnancy in patients with CML receiving a TKI - imatinib.

Abruzzese E, Trawinska MM, Perrotti AP, De Fabritiis P. Tyrosine kinase inhibitors and pregnancy. Mediterr. J. Hematol. Infect.
Dis. 6(1), ¢2014028 (2014).

A comprehensive overview of other TKIs in pregnancy and suggested guidelines for the management of pregnancy in CML.

Alizadeh H, Jaafar H, Rajnics P, Khan MI, Kajtdr B. Outcome of pregnancy in chronic myeloid Leukaemia patients treated with tyrosine
kinase inhibitors: short report from a single centre. Leuk. Res. 39(1), 47-51 (2015).

Chelysheva E, Turkina A. Risks and challenges of CML management during pregnancy: looking for a balanced decision. Eur. /.
Haematol. 102, 378-379 (2019).

Some of the most recent data and discussions surrounding CML, the use of TKIs and pregnancy.

Abruzzese E, de Fabritiis P, Trawinska MM, Niscola P, Apperley JF, Mauro MJ. Back to the future: treatment-free remission and
pregnancy in chronic myeloid leukemia. Eur. J. Haematol. 102(2), 197-199 (2019).

Some of the most recent data and discussions surrounding CML, the use of TKIs and pregnancy.

Cortes JE, Abruzzese E, Chelysheva E, Guha M, Wallis N, Apperley JE. The impact of dasatinib on pregnancy outcomes. Am. /.
Hematol. 90(12), 1111-1115 (2015).
A detailed analysis of pregnancy outcomes with another approved TKI, dasatinib, in CML

US FDA. Bosulif (bosutinib) prescribing information (2017).
https://www.accessdata.fda.gov/drugsatfda_docs/label/2017/203341s0091bl.pdf

European Medicines Agency. Summary of product characteristics: Bosulif (bosutinib) (2018).
https://www.ema.europa.eu/en/medicines/human/EPAR/bosulif

Wilcox AJ, Weinberg CR, O’Connor JF ¢f al. Incidence of early loss of pregnancy. V. Engl. J. Med. 319(4), 189-194 (1988).

Nybo Andersen AM, Wohlfahrt J, Christens P, Olsen J, Melbye M. Maternal age and fetal loss: population based register linkage study.
BMJ 320(7251), 1708-1712 (2000).

Laferla JJ. Spontaneous abortion. Clin. Obstet. Gynaecol. 13(1), 105-114 (1986).

Rossen LM, Ahrens KA, Branum AM. Trends in risk of pregnancy loss among US women, 1990-2011. Paediatr. Perinat.
Epidemiol. 32(1), 19-29 (2018).

Milojkovic D, Apperley JE. How I treat leukemia during pregnancy. Blood 123(7), 974-984 (2014).
Luskin MR. Chronic myeloid leukemia and pregnancy: patient and partner perspectives. Expers Rev. Hematol. 11(8), 597-599 (2018).

Chelysheva E, Turkina A, Polushkina E ez a/. Placental transfer of tyrosine kinase inhibitors used for chronic myeloid leukemia treatment.

Leuk. Lymphoma 59(3), 733-738 (2018).

Igbal J, Ali Z, Khan AU, Aziz Z. Pregnancy outcomes in patients with chronic myeloid leukemia treated with imatinib mesylate: short
report from a developing country. Leuk. Lymphoma 55(9), 2109-2113 (2014).

Abruzzese E, Elena C, Castagnetti F ez 2/, Gimema Registry of Conception/Pregnancy in adult Iralian patients diagnosed with chronic
myeloid leukemia (CML): report on 166 outcomes. American Society of Hematology (ASH). CA, USA (2018).

Chelysheva E, Turkina A, Rea D ¢z al. Pregnancy outcome in female patients with chronic myeloid leukemia worldwide: analysis of 305
cases of the European Leukemia Net Registry. 24th European Hematology Association Congress (EHA). Amsterdam, The
Netherlands (2019).

Hochhaus A, Baccarani M, Silver RT ¢z al. European LeukemiaNet 2020 recommendations for treating chronic myeloid leukemia.
Leukemia 34(4), 966-984 (2020).

National Comprehensive Cancer Network. NCCN Clinical Practice Guidelines in Oncology: Chronic Myeloid Leukemia (version
3.2020). (2020). https://www.nccn.org/professionals/physician_gls/pdf/cml.pdf

future science group www.futuremedicine.com


https://www.accessdata.fda.gov/drugsatfda_docs/label/2017/203341s009lbl.pdf
https://www.ema.europa.eu/en/medicines/human/EPAR/bosulif
https://www.nccn.org/professionals/physician_gls/pdf/cml.pdf


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (Coated FOGRA39 \050ISO 12647-2:2004\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /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 true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 400
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /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 false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 400
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /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 false
  /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

  /CreateJDFFile false
  /Description <<
    /ENU ([Based on 'PPG Indesign CS4_5_5.5'] [Based on 'PPG Indesign CS3 PDF Export'] 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 true
      /AddPageInfo false
      /AddRegMarks true
      /BleedOffset [
        8.503940
        8.503940
        8.503940
        8.503940
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions false
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 600
        /LineArtTextResolution 2400
        /PresetName (Pureprint flattener)
        /PresetSelector /UseName
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 8.835590
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /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




