These guidelines contain three parts:
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. Tables which describe risk based on family
and current suggested management
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The guidelines have been developed to cover familial aspects of both breast and
epithelial ovarian cancer. In some families genetic testing can be used to assess
risk. This testing is available through family cancer clinics.

The information on page two can be used to determine a woman’s risk of
developing breast cancer, based on her family history. The information on page
three can similarly be used to determine her risk of developing ovarian cancer.

These guidelines are a general guide for appropriate practice to be followed
subject to the health professional’s judgement of each case. They are designed
to provide information to assist decisions made by health professionals and their
patients. They are based on the best available evidence or consensus opinion of
erts where evidence does not exist at the date of publication.
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INFORMATION FORWOMEN ABOUT FAMILY HISTORY

OF BREAST CANCER OR OVARIAN CANCER

What is cancer?

Cancer occurs when cells in the body become abnormal and grow out
of control.

Why does breast or ovarian cancer occur?
Cell growth is controlled by a cell’s genes. Genes contain the information
that determines how our cells grow and work throughout our lifetime. This
information can be passed from one generation to the next (i.e. inherited).
Sometimes, genes in breast or ovarian cells develop a fault. This causes the
cells to grow out of control, leading to cancer. These genetic faults, which
occur throughout life, are not inherited.

This occurs more often in older women. The reasons for this are not yet fully
understood.

What is a woman’s chance of developing
breast or ovarian cancer?

All women have a chance of developing breast or ovarian cancer at some time
during their life. The risk of developing either cancer increases with age.

« About 1in 11 women will develop breast cancer at some time during their life
« About 1in 100 women will develop ovarian cancer at some time during
their life

What are the “risk factors” for breast and
ovarian cancer?

There are many things, called risk factors, which can increase a woman's
chance of developing breast or ovarian cancer.

Being female, increasing age and family history are the main risk factors.
Most women who develop breast or ovarian cancer are over the age of 50.

What is meant by a family history of breast
or ovarian cancer?

A family history of breast or ovarian cancer means having one or more blood
relatives who have, or have had, breast or ovarian cancer. These relatives could
be on either the father’s or the mother’s side of the family. Because breast
cancer is common, some women will have a family history by chance.
However, some women with a family history may have inherited a faulty

gene which increases the risk of cancer. The women most likely to have
inherited a faulty gene are those with the strongest family history of breast

or ovarian cancer.

Understanding your family history of breast or ovarian cancer can provide

an indication of your chance of developing either disease:

+ most women have close to the average chance for the Australian
population

+ some women have a moderately increased chance

+ afew women have a high chance

How does your family history affect your
chance of developing breast or ovarian cancer?

A woman could be at potentially high risk of developing either breast or

ovarian cancer if she has:

1. Three or more close blood relatives on the same side of the family with
breast or ovarian cancer

OR

2. Two or more close blood relatives on the same side of the family (mother’s

or father's) with breast or ovarian cancer, plus one or more of the following

features on the same side of the family:

additional relative(s) with breast or ovarian cancer

breast and ovarian cancer in the same person

breast cancer before the age of 40

breast cancer in both breasts

breast cancer in a male relative

Ashkenazi Jewish ancestry

OR

3. Three or more close relatives on the same side of the family with colorectal
cancer, cancer of the uterus, gastric cancer and others involving the renal
tract (possibly hereditary non-polyposis colorectal cancer)

OR

4. A family member who has had a genetic test that has shown that she has an
inherited fault in a gene associated with breast or ovarian cancer.

Inheriting a breast or ovarian cancer gene fault

Breast or ovarian cancer caused by inheriting a faulty gene is called hereditary
cancer. We all inherit a set of genes from each of our parents. Sometimes there
is a fault in one copy of a gene which stops that gene working properly. This
fault is called a mutation. There are several genes for which inherited faults
may be involved in the development of breast or ovarian cancer. These are
genes which normally prevent a woman developing breast or ovarian cancer.

Some of these are genes that you may have heard of called BRCA1 and BRCA2.

Their names come from the abbreviation of “breast cancer one” and “breast
cancer two". If a woman has inherited a fault in one of these genes, she has
a high chance of developing breast or ovarian cancer, although it does not
mean that she is certain to develop cancer.

Around 5% of all breast and ovarian cancers can be explained by an inherited
gene fault in BRCA1 or BRCA2

Early detection - what you can do

The earlier that cancer is found the more successful the outcome is likely to
be. Therefore, it is recommended that:

Breast Cancer

women of all ages, regardless of whether they attend for mammographic
screening, are aware of how their breasts normally look and feel and
promptly report any new or unusual changes to their general practitioner.
women 50-69 years attend the BreastScreen Australia program for free
screening mammograms every two years. Women aged 40-49 years

are also eligible for this Program, but mammographic screening is not
recommended for women younger than 40 years. (For a BreastScreen
appointment ring 13 20 50 from anywhere in Australia)

Ovarian Cancer

« women consult their GP if they have persistent symptoms that are unusual
for them such as abdominal or pelvic pain, bloating, unexplained weight
gain or loss, or fatigue.

In addition, for women with a family history:

Women concerned about their family history can talk to their general

practitioner. It may be appropriate for some women with a strong family

history to be referred to a family cancer clinic. After assessing detailed

information about a woman'’s family history of cancer, these clinics can:

« provide information about a person'’s risk of developing cancer

+ give an estimate of the likelihood of carrying an inherited mutation ina
cancer-predisposing gene

« provide advice about possible strategies that might help reduce the risk

of cancer

provide counselling and support

discuss what medical check-ups may be appropriate

- if appropriate, discuss the limitations, potential benefits, and possible
consequences of genetic testing.

You can find out more about breast and ovarian cancer by
visiting the NBCC website at www.nbcc.org.au

You can find out more about breast and ovarian cancer by contacting the Cancer Information Service (CIS) phone 13 1120 or visit the NBCC website at www.nbcc.orgau



ADVICE ABOUT FAMILIAL ASPECTS OF

BREAST CANCER AND OVARIAN CANCER

Assessing family history
Family history of breast or ovarian cancer can be used to estimate:

« awoman’s risk of developing these cancers

+ the probability of having an inherited mutation in a known cancer
predisposing gene

Key factors associated with increased risk include:

« Multiple relatives affected by breast cancer (male or female) or ovarian cancer
+ Younger age at cancer diagnosis in relatives

+ Relatives affected by both breast and ovarian cancer

+ Relatives affected with bilateral breast cancer

+ Ashkenazi Jewish ancestry

Taking a family history
An accurate family history should include:

« asking the woman about any primary cancer in all 1° (parents, siblings,
children) and 2° (aunts, uncles, nieces, nephews, grandparents) relatives on
both sides of the family

establishing the site and age at diagnosis of the cancer(s)

confirming, if possible, reports of cancer in relatives - a person’s knowledge
of their family history may be inaccurate

« updating the family history regularly - it may change with time

Consider relatives on each side of the family separately.

Breast cancer

About 1in 11 Australian women develop breast cancer before the age of 75.
It is the most common cause of cancer death in Australian women.

Ovarian cancer

About 1in 100 Australian women develop epithelial ovarian cancer before the
age of 75.7 Ovarian cancer, although not the most common gynaecological
malignancy, is the leading cause of death from such malignancies.

Risk factors for breast and ovarian cancer

The main risk factors for breast and ovarian cancer are being female,
increasing age and family history.

Family history does not necessarily imply an inherited genetic cause. However,
at least 1% to 5% of breast cancers, and 5% to 10% of ovarian cancers, involve
the inheritance of a mutated gene.

The vast majority of affected women do not carry an inherited mutation in a
known breast or ovarian cancer predisposing gene.

Table 1: Approximate risk of developing breast or ovarian cancer
in the next 10 years?.

If the woman is now aged Her risk in the next 10 years
Breast Ovarian
20 1in 2500 1in 3000
30 1in 250 1in 2000
40 11in 70 1in 900
50 1in 40 11in 450
60 11in 30 11in 300
70 11in 30 11in 200

Which genes are associated with a
predisposition to breast or ovarian cancer?
Women born with a mutation in one of several genes (see Table 2) have an
increased risk of breast and/or ovarian cancer. There may be other genes, as
yet undiscovered, in which mutations are also associated with a risk of breast
or ovarian cancer.

The women most likely to have inherited a mutation are those with the
strongest family history of breast or ovarian cancer.

Family cancer clinics?

Family cancer clinics provide a service for people with a family history of
cancer and their health professionals. After assessing detailed information
about a woman'’s family history of cancer, these clinics provide:

« information about a person’s risk of developing cancer

« an estimate of the likelihood of carrying an inherited mutation in a cancer
predisposing gene

« counselling and support

+ advice about possible strategies that might help reduce the risk of cancer

« information about early detection of cancer

- if appropriate, the offer of genetic testing (see below)

Genetic testing

It is possible to detect mutations in some cancer predisposing genes, but

this is appropriate only for some families. Some mutations may not be
detected using current technology. Testing involves first searching for a gene
mutation, usually in an affected family member. Should a mutation be found,
testing may then be offered to other adult relatives who may carry the same
mutation. Genetic testing is offered only with pre- and post-test counselling
to discuss the limitations, potential benefits and possible consequences.

Table 2. Genes for which mutations are known to be associated with an inherited predisposition to breast or ovarian cancer and possibly cancer at other sites

Gene Mutation frequency | Major sites at risk | Risk to age 75 in mutation carriersd | Other possible sites with up to 10% lifetime risk
BRCAI ~1/10002 Breast 40% — 80% Prostate

Ovary 109% — 60%
BRCA2 ~1/10002 Breast 40% — 80% Male breast, prostate, pancreas

Ovary 10% — 40%
Tp53b ~1/10,000 Breast >50% Brain, lung, adrenal gland

Bone or Soft tissue 10% — 50%

Mismatch repair genes ~1/1000 Large bowel 50% — 80% Ovary, other gastro-intestinal,
(MMR)® Uterus 40% renal tract

a ~1/100 for individuals of Jewish descent
b This syndrome is commonly referred to as the Li-Fraumeni syndrome

¢ This syndrome is commonly referred to as hereditary non-polyposis colorectal cancer (HNPCC)
dThere is a wide range of risk associated with mutations in these genes

| Australian Institute of Health and Welfare (AIHW) and Australasian Association of Cancer Registries (AACR) 2004. Cancer in Australia 2001.Canberra. 2. NBCC, 2005. 3.The National Breast Cancer Centre (NBCC) has a list of family cancer clinics. Contact details are given overleaf.




ADVICE ABOUT FAMILIAL ASPECTS

The following categorisation applies to

women without breast or ovarian cancer: OF B REAST CANC E R

I.At or slightly above 2. Moderately increased risk 3. Potentially high risk
average risk Covers less than 4% of the female population Covers much less than 1% of the female population
Covers more than 95% of the female population + One 1° relative diagnosed with breast cancer before the age of 50 « Women who are at potentially high risk of ovarian cancer (See Category 3 below)
« No confirmed family history of breast cancer (without the additional features of the potentially high-risk group « Two 1°or 2° relatives on one side of the family diagnosed with breast or ovarian cancer plus one or more
+ One 1° relative diagnosed with breast cancer at age 50 - see section 3) of the following features on the same side of the family:
or older « Two 1° relatives, on the same side of the family, diagnosed with i . . . : )
o ) . " ' - additional relative(s) with breast or ovarian cancer - breast and ovarian cancer in the same woman
« One 2° relative diagnosed with breast cancer at any age breast cancer (without the additional features of the potentially breast cancer diaanosed before the aqe of 40 Ashkenazl Jewish ‘
L . - - Ashkenazi Jewish ancestr
+ Two 2° relatives on the same side of the family high-risk group - see section 3) - bilateral breast ce?ncer ¢ - breast cancer in a male r )ll v
diagnosed with breast cancer at age 50 or older « Two 2° relatives, on the same side of the family, diagnosed with cast cancerin a maie relative
« Two 1° or 2° relatives diagnosed with breast cancer, at breast cancer, at least one before the age of 50, (without the + One 1° or 2° relative diagnosed with breast cancer at age 45 or younger plus another 1° or 2° relative on
age 50 or older, but on different sides of the family additional features of the potentially high-risk group - see section 3) the same side of the family with sarcoma (bone/soft tissue) at age 45 or younger

(i.e. one on each side of the family) « Member of a family in which the presence of a high risk breast cancer gene mutation has been established

As a group, lifetime risk of breast cancer is As a group, lifetime risk of breast cancer is between | in 8 As a group, lifetime risk of breast cancer is between 1in 4 and | in 2. Risk may be more than 3 times
between lin Il and lin 8. This risk is no and | in 4.This risk is 1.5 to 3 times the population average. the population average. Individual risk may be higher or lower if genetic test results are known.
more than 1.5 times the population average.

' Contact a specialist cancer genetic service® if concerned about a woman's family history of cancer .

1. Reassure the woman that her risk is the same as, or 1. Advise the woman that she has a moderately increased risk of 1. Advise the woman that she has a potentially high risk of developing breast cancer and perhaps other
slightly above average for the general population developing breast cancer, but that 75% - 90% of women in cancers, but that 50% - 75% of women in this group will not develop breast cancer.
and that more than 90% of women in this group this group will not develop breast cancer. A more precise 2. Referral to a family cancer clinic for risk assessment and management plan should be discussed,
will not develop breast cancer risk assessment and management plan may be available from a especially if the woman wishes to clarify her genetic risk or that of her family, or wishes to consider
2. It is recommended that women 50-69 years attend specialist cancer service or family cancer clinic3 risk-reducing surgery.
the BreastScreen Australia program for free screening 2. While evidence about optimal management strategies for this 3. Itis recommended than an individual surveillance program be developed in consultation with a
mammograms every two years. Women aged group does not exist, the following recommendations are based on cancer specialist. While evidence about optimal strategies for this group does not exist, an appropriate
40-49 years are also eligible for this Program, but expert consensus opinion: * surveillance program may include: *
mammographic screening is not recommended for + advise the woman to at the very least attend for screening . attending for regular clinical breast examination
omen younger thar.1 40 years o mammograms as recommended for Category 1 - annual mammography with or without other imaging techniques
3. A firm recommendation regarding clinical breast « additional surveillance, such as mammography from a younger age, : .
o . ) . : o ) « surveillance for ovarian cancer
examination (CBE) is not possible as there is no or more frequently, should be considered on an individual basis. ATh twhich . be infl db +s of family historv. Althouah
: . . i ' o L , . The age at which screening commences may be influenced by aspects of family history. Althou
evidence o either encourage or discourage the use ST R s g el e b et e (E:Es this sl?ould be determinedgon an individual )l;asis it is eneral)ll a?ce ted ract?ce to bz in screegnin
of CBE as a screening method in women of any age. not possible as there is no evidence to either encourage or discourage LS9 yacceptedp 9 g

at least five years prior to the age of diagnosis of the closest relative.

the use of CBE as a screening method in women of any age. . . L L .
5. Discuss possible participation in a relevant approved clinical trial for the prevention of breast cancer.

4. Discuss possible participation in a relevant approved clinical trial
for the prevention of breast cancer * Discussion should include information about the advantages and disadvantages of individual surveillance options

It is recommended that all women, regardless of whether they attend for mammographic screening, are aware of how their breasts normally look and feel and promptly report any new or unusual changes to their general practitioner.

| Family Health Tree Guide may assist you and your patients to complete a family history chart. Copies can be obtained from The Centre for Genetics Education.Tel 02 9926 7324 2 To make an appointment with BreastScreen Australia Tel 13 20 50 toll free. 3 For a list of the current specialist family cancer clinics please contact the National Breast Cancer Centre (NBCC),
Locked Bag 16, Camperdown NSW 1450, Australia, Tel (02) 9036 3030 Fax 02 9036 3077,email:directorate@nbcc.orgau



The following categorisation applies to
women without breast or ovarian cancer:

ADVICE ABOUT FAMILIAL ASPECTS

OF OVARIAN CANCER

|. At average risk
2.At moderately increased risk

Covers more than 99% of the female population

No confirmed family history of epithelial ovarian cancer.

One 1°or 2° relative diagnosed with ovarian cancer at any age (provided
the family is not of Ashkenazi Jewish ancestry* and does not have any
additional cases of breast cancer).

Two 1° or 2° relatives diagnosed with ovarian cancer, but on different sides
of the family (i.e. one on each side of the family).

*High-risk ovarian and breast gene mutations are more common in people of
Ashkenazi Jewish ancestry.

As a group, lifetime risk of ovarian cancer is
between |in 100 and | in 30.This risk is no
more than 3 times than the population average.

1. Reassure the woman that her risk is at or at most moderately above the
average for the general population and that more than 97% of women
in this group will not develop ovarian cancer.

2. Advise the woman about current best practice for the early detection of
cancers for the population.

3. Advise the woman to visit her general practitioner promptly with any
health changes.

Screening the general population for epithelial
ovarian cancer cannot be justified on the basis of
the low prevalence of ovarian cancer and the
inadequate sensitivity of currently available tests.

3. Potentially high risk

Covers less than 1% of the female population

Women who are at potentially high risk of breast cancer (see Category 3
above)

One 1° relative diagnosed with epithelial ovarian cancer in a family of
Ashkenazi Jewish ancestry*.

One woman with ovarian cancer at any age, and another with breast cancer
before the age of 50, where the women are 1° or 2° relatives of each other
Two 1° or 2° relatives on the same side of the family diagnosed with
epithelial ovarian cancer, especially if one or more of the following features
occurs on the same side of the family:

- additional relative(s) with breast or ovarian cancer.

- breast cancer diagnosed before the age of 40.

- bilateral breast cancer.

- breast and ovarian cancer in the same woman.

- breast cancer in a male relative.

Contact a specialist cancer genetic service' if concerned about a woman's family history of cancer

1. Advise the woman that she has a potentially high risk of developing ovarian

cancer and perhaps other cancers, such as breast cancer, but that the
majority of women in this group will not develop ovarian cancer.

2. If the woman wishes to clarify her genetic risk or that of her family, or wishes

to consider risk-reducing surgery, discuss referral to a specialist family cancer
clinic for advice, appropriate counselling and management.

3. Because bilateral salpingo-oophorectomy has been shown to reduce the risk

of ovarian and breast cancer in women with a mutation in BRCA1 or BRCA2,

advise the woman to see a gynaecological oncologist to discuss her options.

Should a woman choose not to have risk-reducing surgery, an appropriate

individualised surveillance program may include:

« visiting her general practitioner promptly with any health changes.

« transvaginal ultrasonography. (The age at which this commences may
depend on the family cancer history and if a high-risk ovarian cancer gene
mutation has been identified in the woman or her family).

« Three or more 1° or 2° degree relatives on the same side of the family

diagnosed with any cancers associated with hereditary non-polyposis
colorectal cancer (HNPCC): colorectal cancer (particularly if diagnosed
before the age of 50), endometrial cancer, ovarian cancer, gastric cancer,
and cancers involving the renal tract.

+ A woman suspected to have HNPCC
« Member of a family in which the presence of a high-risk ovarian cancer

gene mutation has been established.

As a group, lifetime risk of ovarian cancer is
between | in 30 and | in 3.This risk is more than 3
times the population average. Individual risk may
be higher or lower if genetic test results are known.

« CA125 measurement (after the menopause)*.

« surveillance relevant to other cancers (e.g. attending for clinical breast
examination, mammography for breast cancer; or other surveillance if the
family cancer history is consistent with HNPCC).

4, Discuss possible participation in a relevant approved clinical trial.

*There is no evidence that these tests reduce mortality from ovarian cancer but they may be
considered for women who have not undergone risk-reducing salpingo-oophorectomy).

| For a list of the current specialist family cancer clinics please contact the National Breast Cancer Centre (NBCC), Locked Bag 16, Camperdown NSW 1450, Australia, Tel (02) 9036 3030 Fax 02 9036 3077,email:directorate@nbcc.orgau These guidelines for ovarian cancer are based on the Clinical practice guidelines for the management of women with epithelial ovarian cancer,

The Australian Cancer Network and National Breast Cancer Centre. 2004. Levels of evidence® All statements about familial risk are based on Level lll-2 evidence. The rec ion for
implementation of clinical practice guidelines. NHMRC. Canberra: Australian Government Publishing Service: 1999.

a4

graphic screening for Category | is based on Level | evidence. * Levels of evidence are based on the rating detailed in the NHMRC Guidelines for the development and



NATIONAL BREAST CANCER CENTRE | 92 Parramatta Road Camperdown NSW 2050
Telephone: 02 9036 3030 | Facsimile: 02 9036 3077 | Website: www.nbcc.org.au

© National Breast Cancer Centre 2006. No part of this work may be reproduced by any process without the permission of the publisher.




<<
  /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




