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Despite recent gains in screening and detection of breast cancer risk in postmenopausal
women in the USA, there are still significant challenges in current risk assessment methods
and patient management in premenopausal women. A finding of atypia in this patient
population, with either a histological or cytological determination, has been shown to confer a
four- to fivefold increase in relative risk for developing breast cancer. Currently, 75% of
women in the USA who develop breast cancer have no identifiable risk factors, other than
age. By screening a premenopausal, asymptomatic population in the obstetric gynecological
setting, it is possible to find women at a significantly increased risk of developing breast
cancer. Identifying women at increased risk will help clinicians and their patients to better
make informed decisions regarding risk reduction and management options.
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Excluding skin cancers, breast carcinoma is the
most common type of cancer in women,
accounting for nearly one in three cancer cases
diagnosed every year in the USA [1]. Accord-
ing to the American Cancer Society, approxi-
mately 211,000 new cases of invasive breast
cancer in women were diagnosed in 2005,
with an additional 58,000 cases of in situ cancer.  

The most widely used screening tool for
breast cancer risk factors is the Gail model,
which includes a personal history of breast
abnormalities, family history of breast cancer
among first-degree relatives, onset of menarche
before the age of 12 years, and nulliparity or
first pregnancy after the age of 30 years, to esti-
mate the relative risk of developing breast can-
cer. The Gail model and all other risk assess-
ment models are of limited value, since 70% of
women who develop breast cancer have no
identifiable risk factors other than age [2]. 

The goal of screening is early detection, and
would ideally lead to reductions in morbidity
and mortality. This goal has been achieved in
cardiovascular disease. Screening for hyper-
tension and elevated levels of cholesterol has
led to the identification of increased risk of dis-
ease before symptoms develop. With this

screening program, the mortality from heart
disease subsequently decreased by over 40%.
Approximately half the decline in US deaths
from coronary heart disease from 1980 to 2000
may be attributable to reductions in major risk
factors [3].

Another example of successful screening is
Papanicolaou (Pap) test screening for cervical
cancer, arguably the most successful cancer
screening test ever developed. After widespread
adoption, the Pap test resulted in a 75%
reduction in mortality for cervical cancer [101].

Although cytologic screening for breast cancer
risk is in its early stages of development, there are
similarities to the Pap test. Both tests are based
on cytologic examination of changes in epithelial
cells. Just as epithelial cells of the cervix undergo
a transition from normal to invasive cancer,
breast epithelial cells progress through a similar
spectrum from normal, to hyperplasia, to atypia,
to in situ cancer, to invasive cancer.

Previous studies of open breast biopsies have
demonstrated that the presence of atypical epi-
thelial cells is associated with a four- to fivefold
risk of developing a future breast cancer [4]. It
has been well established that identification of
atypical cells in fluid from nipple aspirates, as
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well as fine needle aspiration [5], is associated with the same
magnitude of increased risk for future breast cancer as was
observed from open biopsies [4].

Thus, the finding of atypia in nipple aspirate fluid (NAF)
identifies a subgroup of women who are at increased risk for
breast cancer. The majority of these women have no established
risk factors for the development of breast cancer. The finding of
atypia can alert the treating physician that further diagnostic
tests and, in selected cases, preventative efforts may be indi-
cated. These findings lead us to conclude that widespread
screening for breast cancer risk with NAF on an annual basis,
which increases the sensitivity of the test, in premenopausal
women could lead to major improvements in the early detection
of breast cancer and reductions in breast cancer mortality. 

One of the major challenges facing this new technology is
determining what group of physicians will take the leadership
role in the application of this technology. We are of the opinion
that the obstetrician–gynecologist is ideally suited for this role.
Just as the obstetrician–gynecologist screens for cervical cancer
risk during the well woman visit, it would seem logical to include
examination of NAF in the yearly well woman examination.

The obstetrician–gynecologist is the physician that most
women associate with evaluation of breast problems. If a woman
has breast concerns, or finds a lump in her breast, she is most
likely to call her obstetrician–gynecologist for evaluation. Addi-
tionally, the obstetrician–gynecologist usually takes the responsi-
bility for scheduling screening mammograms and reporting
results. According to the most recent American College of
Obstetricians and Gynecologists Guidelines for Women’s Health
Care, Breast Disorders, the American College of Obstetricians
and Gynecologists recognizes the obstetrician–gynecologist’s
role in diagnosing and treating breast disease. The College has
adopted the goals of assisting in educating obstetrician–gynecol-
ogists in the diagnosis and treatment of benign breast disease
and in the reduction of mortality from breast cancer.

Overview of the breast cancer screening market
In screening for breast cancer risk, the current gold standard is
mammography. There are approximately 30 million mammo-
grams performed annually in the USA, at a cost of US $2.2 bil-
lion. Despite the current utilization rates of mammography, data
from the American Cancer Society Surveillance Research shows
that the incidence rate of breast cancer has decreased from
182,800 new cancer cases in the year 2000 to 178,480 in 2007, a
2.4% reduction, and the number of breast cancer deaths
decreased from 40,800 to 40,460, a total of 0.8% reduction in 7
years. Most of the decrease in incidence and death rates has been
in postmenopausal women. 

The role of screening mammography in subsequent reduction
in mortality from breast cancer has been estimated at between
28 and 65% in independent statistical models of breast cancer
incidence and mortality. Adjuvant treatment contributed the
balance of the reduction in breast cancer mortality [6].

Current screening guidelines from the American Cancer Soci-
ety suggest that a woman with no known risk factors should
start annual mammograms at 40 years of age, but if she is at
increased risk, as early as age 30 is recommended. 

In general, mammographic sensitivity is lower in premeno-
pausal women than in older women. Multiple factors have been
suggested as contributing to this lower sensitivity, including
higher breast density, faster tumor growth rate and differences
in the distribution of breast cancer risk factors [7]. Mammo-
graphy is currently being enhanced by new procedures, includ-
ing digital image evaluation software and other technologies.
Additionally, MRI is demonstrating the potential for highly
discrete diagnosis of soft tissue tumors [8]. 

Recent recommendations by the American Cancer Society
guidelines on MRI state that women at high risk for breast
cancer should start screening with MRI and mammograms
as early as the age of 30 years. Mammograms are less effec-
tive in younger, premenopausal women, often due to breast
density, which reduces the sensitivity of the mammogram. A
combination of mammogram, ultrasound and MRI
increases the combined sensitivity to approximately 94% [9].

The major advantage of screening with NAF is that atypia
can be identified before cancer is detected by imaging technol-
ogy. Women who are found to have atypia on NAF would
undergo more aggressive follow-up, and would be candidates
for treatment with tamoxifen, which has been demonstrated to
provide high-risk women with a 50% reduction in the risk of
future breast cancer [10].

Another method for collecting ductal epithelial cells is ductal
lavage, an invasive procedure limited to high-risk women. This
is an outpatient procedure, in which a microcatheter is inserted
directly into the nipple using a saline solution for a lavage and
aspiration. The collected cells are sent for cytological analysis
just like a NAF sample, and findings of atypia confer the same
elevation of risk as in NAF. 

Genetic testing for breast cancer screening includes genetic
testing for BRCA1 and BRCA2 abnormalities that may pre-
dispose a woman to breast cancer, but these genetic abnormalities
are present in only 5% of women who develop breast cancer [11].

Clinical efficacy of NAF cytology & the HALO™ System
Similar to screening for cervical cancer with the Pap test, NAF
is used to identify patients with atypia from an asymptomatic
population, which will occur in approximately 1% of the
screening population. Infrequently, a frank carcinoma will be
found and will require further diagnostic testing [12].

Manual collection of NAF for cytologic evaluation varies
widely in terms of efficacy, reproducibility, ease of use and
patient acceptance. For widespread acceptance of NAF as a
breast cancer screen, the method for collection of NAF should
be consistent, reproducible, reliable, efficient and cause mini-
mal patient discomfort. The HALO™ System (NeoMatrix,
CA, USA) has been FDA approved for screening asymptomatic
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women for breast cancer risk through the collection of NAF for
cytological evaluation. The approval states that, ‘The collected
fluid can be used in the determination and/or differentiation of
normal versus premalignant versus malignant cells.’

A published prospective observational study reviewed the
clinical trial of the HALO System and found that the device
was well tolerated, safe and effective [13].

The HALO NAF collection system has adjustable breast
cups with disposable sample collection cups, which are placed
simultaneously on each breast and manually adjusted to fit
snugly around the nipple and areola. Using a combination of
warmth, compression and vacuum, the NAF is collected.
Approximately 50% of women are nonsecretors, and will not
produce a sample. These women have a lower relative risk
compared with women with a finding of atypia [12].

The collected samples are sent in a liquid-based cytology
vial to a pathology laboratory for cytological review. It is well
recognized that cytological assessment of epithelial changes is
imperfect, whether in cervical or NAF samples. Cytological
findings considered ‘normal’ are classified as acellular, normal
epithelium or hyperplasia. Findings of atypia, suspicious cells
or malignant cells are considered ‘abnormal’ and are not as
challenging to differentiate. Only findings of abnormal cells
are associated with a significant increase in breast cancer risk,
which simplifies the interpretation process. 

The sensitivity and specificity of NAF are comparable with
those of cervical cytology. According to the National Cancer Insti-
tute (NCI), when atypical squamous cells of undetermined signif-
icance are used as the threshold, sensitivity of the cervical pap is
approximately 68% and specificity is approximately 75% [102]. A
report in Cytopathology indicates that nipple fluid cytological sen-
sitivity in multiple studies ranged from 40 to 70% with a mean
detection rate of 66.1%. The study conducted reported findings
on nipple discharge cytology with sensitivity of 55.6%, specificity
of 100%, positive predictive value of 100% and negative predic-
tive value of 88.9%. The study reported that nipple discharge
cytology is as specific as concomitant fine needle aspiration cytol-
ogy, but is slightly less sensitive in detecting papillomas or malig-
nant lesions [14]. As with the Pap test, repeated interval testing is
expected to improve sensitivity.

The proposed age range for NAF screening in premenopausal
asymptomatic women with no other known risk factors is 30–55
years. The frequency of screening should coincide with periodic
well woman visits. If there are other known risk factors, such as
family history, it may be appropriate to start screening earlier. The
rationale for NAF screening in these age ranges is due to a number
of reasons. Few women are routinely screened by mammogram
before age 40, yet breast cancer is particularly virulent in younger
women. Breast density negatively impacts the sensitivity of mam-
mograms in women under 50 years of age. Postmenopausal
women produce less NAF, but mammography is more effective. 

A recent journal article showed that women diagnosed with
breast cancer between 50 and 60 years of age have seen a signif-
icantly greater decrease in tumor size and percentage of positive

nodes at time of diagnosis compared with younger women. The
authors believe that this data could be related to ineffective
screening of younger women, as well as younger women having
biologically more aggressive tumors [15]. 

Conclusion
The majority of women who develop breast cancer have no
identifiable risk factors other than age. A finding of atypia,
either cytologically or histologically, has long been recognized
as an important breast cancer risk factor, but to date there has
not been a practical way to apply this knowledge to the general
asymptomatic population as a screen. With the addition of a
noninvasive, office-based method of collecting NAF in the pri-
mary care setting, we have the opportunity to find and refer
more high-risk women into breast centers with enhanced sur-
veillance programs earlier to help them avoid a life-threatening
battle with breast cancer.

Expert commentary
The obstetrician–gynecologist has a unique opportunity to ini-
tiate a discussion of breast cancer risk assessment with their
patients. The challenge for physicians screening for atypia is
managing the patient with an abnormal result. In most cases,
the obstetrician–gynecologist will refer their patient to a breast
surgeon, radiologist or comprehensive breast center. 

A finding of atypia is an objective measure of risk, and organi-
zations ranging from the NCI, the American Cancer Society and
the American Society of Breast Surgeons [103] recognize the use of
a finding of atypia as a risk assessment tool that will help clini-
cians and their patients to make informed decisions regarding
risk reduction and management options. 

Patients with atypia discovered by NAF cytology will follow
the same care path as patients with histological atypia. By
focusing on the small group of patients who have been identi-
fied as high risk, the use of enhanced diagnostic methods such
as ultrasound and MRI may be justifiable to make a better
determination of current breast health. If the enhanced diag-
nostic methods find a lesion, the care path for the patient is
well established. 

In women with atypia without palpable or imageable lesions,
the care path is more complex. To determine the appropriate
patient management plan, a comprehensive risk assessment
should be performed. Risk factors should be considered accord-
ing to the contribution of individual risk factors to the overall
picture and degree that they increase risk. Factors that increase
risk slightly, such as early menarche, HRT use, BMI and alco-
hol intake should be weighted less than a family history, espe-
cially if there is a first-degree relative with premenopausal breast
cancer or two or more relatives with breast cancer. Some studies
suggest that family history may dramatically increase risk if
coupled with atypia, while other studies do not demonstrate
this synergistic relationship. Until this is better understood, to
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be conservative, family history should be considered a potential
increase in risk above and beyond atypia [16]. Genetic coun-
seling may be considered if appropriate. There have been sev-
eral publications on managing the high-risk breast cancer
patient that detail suggested care paths [17].

After a comprehensive risk assessment is completed, the
patient and clinician use this information to determine an
appropriate care path for management of this high-risk patient.
There are different ways of approaching patient management
that will depend upon the clinician’s experience and judgment,
as well as the woman’s risk tolerance and concern level. For
many women, the care path might be a conservative manage-
ment plan with increased surveillance through more frequent
mammograms, screening ultrasound and/or screening breast
MRI. A conservative plan may also include lifestyle counseling
and informed decisions regarding the use of HRT. With
increased surveillance and enhanced imaging, if a cancer does
develop, it can be reassuring to the patient that it is more likely
to be caught at an earlier and more treatable stage.

A moderate management plan may incorporate the use of a
chemopreventative agent such as tamoxifen in addition to the
conservative plan described above. The Study of Tamoxifen
And Raxolifene (STAR) trial was one of the largest breast can-
cer prevention trials ever conducted, and it demonstrated that
using tamoxifen or raloxifene reduced the incidence of breast
cancer by 50%. In the breast cancer prevention trial studying
over 13,000 patients, tamoxifen was shown to be particularly
valuable in patients with atypia. Tamoxifen as a preventive
therapy reduced the risk of developing invasive breast cancer
in women with atypia by 86% [10].

Where there are multiple risk factors, an aggressive manage-
ment plan may add a surgical approach that may dramatically
reduce the risk of developing breast cancer. Surgical options
include ductal excision, prophylactic mastectomy and/or pro-
phylactic oophorectomy, the latter usually reserved for
patients who test positive for a mutation in the BRCA genes. 

Five-year view
The study of NAF has been well characterized with a cytologi-
cal finding of abnormalities and increased risk of breast cancer.
Many research organizations, including the NCI, are support-
ing research to identify biomarkers in NAF, including DNA,
RNA and the use of proteomics [18]. If these research efforts are
successful, NAF may have more utility than a risk stratification
tool and may have the ability to identify cancers earlier, charac-
terize lesions, and possibly become a companion diagnostic tool
for new chemopreventative strategies. 

Information resources

• American Cancer Society website; information and resources
on breast cancer.
www.cancer.org

• National Cancer Institute website; provides information on
all types of cancer.
www.nci.nih.gov

• The American Society of Breast Surgeons; support for 
cell-based risk assessment for breast cancer screening.
www.breastsurgeons.org/officialstmts/officialstmt4.shtml

• American Society of Clinical Oncology.
http://breastca.asco.org/portal/site/cancerportals
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Key issues

• It has been shown that 70% of women in the USA who develop breast cancer have no identifiable risk factors other than age.

• Premenopausal women generally have dense breasts that render screening mammography less effective than in 
postmenopausal women.

• A comparison of screening for cervical cancer and screening for breast cancer is relevant, since both cancers have similar origins in the 
epithelial cells that line the interior surface of the cervix and the interior epithelial lining of the breast ducts and lobules.

• With the introduction of cervical screening with the Papanicolaou test, the mortality rate in the USA from cervical cancer has dropped 
by over 75%. 

• The obstetrician–gynecologist is uniquely positioned to perform a breast cancer screening test for asymptomatic women during their 
well woman visit.

• A finding of atypia in nipple aspirate fluid (NAF) is well recognized as an indicator of increased risk for breast cancer, with a four- to 
fivefold increase in relative risk.

• A new, FDA-cleared, noninvasive device for acquiring NAF for cytological evaluation has been introduced to the 
obstetrician–gynecologist market for screening for breast cancer risk. 

• A well-established care path exists within the comprehensive breast center for management and treatment of high-risk women, such 
as those identified by NAF with atypia.



PerspectiveScreening for breast cancer risk in the obstetric/gynecological setting

www.future-drugs.com 63

References
Papers of special note have been highlighted as:

•  of interest

••  of considerable interest

1 American Cancer Society. Breast Cancer 
Facts & Figures 2005–2006. American 
Cancer Society, Inc., GA, USA.

2 Hollingsworth A. The truth about breast 
cancer risk assessment. The National 
Writer’s Press, Aurora, CO, USA 5 
(2000).

3 Ford ES, Ajani UA, Croft JB et al. 
Explaining the decrease in U.S. deaths 
from coronary disease, 1980–2000. 
N. Engl. J. Med. 356(23), 2388–2398 
(2007).

4 Hartmann LC, Sellers TA, Frost MA 
et al. Benign breast disease and the risk of 
breast cancer. N. Engl. J. Med. 353(3), 
229–237 (2005).

• Long-term study on benign breast 
disease and risk factors.

5 Fabian C, Kimmler B. Short-term breast 
cancer prediction by random periareolar 
fine-needle aspiration cytology and the 
Gail risk model. J. Natl Cancer Inst. 
92(15), 1217–1227 (2000).

6 Berry DA, Cronin KA, Plevritis SK et al. 
Effect of screening and adjuvant therapy 
on mortality from breast cancer. N. Engl. 
J. Med. 353, 1784–1792 (2005).

7 Buist DS, Porter PL, Lehman C et al. 
Factors contributing to mammography 
failure in women aged 40–49 years. J. Natl 
Cancer Inst. 96(19), 1432–1440 (2004).

8 MARIBS study group. Screening with 
magnetic resonance imaging and 
mammography of a UK population at high 
familial risk of breast cancer: a prospective 
multicentre cohort study (MARIBS). 
Lancet 365, 1769–1778 (2005).

9 Saslow D, Boetes C, Burke W et al. American 
Cancer Society Guidelines for breast 
screening with MRI as an adjunct to 
mammography. CA Cancer J. Clin. 57, 
75–89 (2007).

•• New guidelines on patients who might 
benefit most from MRI.

10 Fisher B, Costantino JP, Wickerham DL et al. 
Tamoxifen for prevention of breast cancer: 
report of the National Surgical Adjuvant 
Breast and Bowel Project P-1 Study. J. Natl 
Cancer Inst. 90(18), 1371–1388 (1998).

11 Malone KE, Daling JR, Doody DR et al. 
Prevalence and predictors of BRCA1 and 
BRCA2 mutations in a population-based 
study of breast cancer in white and black 
American women ages 35 to 64 years. Cancer 
Res. 66, 8297–8308 (2006).

12 Wrensch MR, Petrakis NL, Miike R et al. 
Breast cancer incidence in women with 
abnormal cytology in nipple aspirates of 
breast fluid. J. Natl Cancer Inst. 93 (23), 
1791–1798 (2001).

•• Seminal study on nipple aspirate fluid 
cytology and risk.

13 Proctor KAS, Rowe LR, Bentz JS. Cytologic 
features of nipple aspirate fluid using an 
automated non-invasive collection device: a 
prospective observational study. BMC 
Womens Health. 5(10) 1–14 (2005).

14 Lee WY. Cytology of abnormal nipple 
discharge: a cyto-histological correlation. 
Cytopathology 14, 19–26 (2003).

15 Zabicki K, Colbert JA, Dominguez FJ et al. 
Breast cancer diagnosis in women <40 versus 
50 to 60 years: increasing size and stage 
disparity compared with older women over 
time. Ann. Surg. Oncol. 13, 1072–1077 
(2006).

16 Dupont WD, Parl FF, Hartmann WH et al. 
Breast cancer risk associated with proliferative 
breast disease and atypical hyperplasia. 
Cancer 71(4), 1258–1265 (2006).

17 Hollingsworth AB, Singletary SE, 
Morrow M et al. Current comprehensive 
assessment and management of women at 
increased risk for breast cancer. Am. J. Surg. 
187, 349–362 (2004).

• Patient management strategies for
high-risk women.

18 Alexander H, Stegner AL, Wagner-Mann C 
et al. Proteomic analysis to identify breast 
cancer biomarkers in nipple aspirate fluid. 
Clin. Cancer Res. 10, 7500–7510 (2004).

Websites

101 American Cancer Society. Cervical cancer: 
prevention and early detection. 
www.cancer.org/docroot/cri/content/cri_2_
6x_cervical_cancer_prevention_and_early_
detection_8.asp

102 National Cancer Institute. Cervical cancer 
screening.
www.cancer.gov/cancertopics/pdq/screenin
g/cervical/healthprofessional/page4 

103 The American Society of Breast Surgeons – 
Official Statements.
www.breastsurgeons.org/officialstmts/offici
alstmt4.shtml

Affiliations

• John G West, MD
Surgical Director, Breast Care Center, 
Cordelia Knott Center for Wellness,
230 S. Main St. Suite 100, Orange, 
CA 92868, USA
Tel.: +1 714 541 0101
jwest@breastcare.com

• Alan Hollingsworth, MD
Medical Director, Mercy Women’s Center 
and Mercy Cancer Center, 4300 McAuley 
Blvd., Oklahoma City, OK 73120, USA
Tel.: +1 405 936 5455
alan.hollingsworth@mercy.net



<<
  /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
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts 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
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -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
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /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
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /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 ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /ENU (Use these settings to create PDF documents with higher image resolution for high quality pre-press printing. The PDF documents can be opened with Acrobat and Reader 5.0 and later. These settings require font embedding.)
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308030d730ea30d730ec30b9537052377528306e00200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /FRA <>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice




