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Red Book risk categories and

recommendations
Average/slightly higher Moderate High
(<4% population) (<1% population)
Relative risk Upto 1.5 1.5-3.0 >3.0
Lifetime risk to 75y 9-12% 12-25% 25-50%
* 1FDR with BC >50y * 1 FDR with BC <50y * 2FDRorSDRon same side
2 SDRwith BC >50y * 2 FDR with BC on same side with BC or OC plus:
2 FDR or 2 SDR with BC >50yr of family * FDRorSDRwithBC or OC
on different sides of family * 2SDRwith BC onsame side gﬁ::g BC
of family and one diagnosed BC and OC in same woman
<50y * Ashkenazi Jewish ancestry

e BC in male relative

*  Family member with known
BRCA1 or BRCA2 variant

Biennial mammography 50- Mammography at least every Referral to familial cancer
74y 2 yrs from 40-74y clinic

Recommendations



Approaches to family history
risk assessment in
general’'practice



GP medical records not well

designed to capture family history
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RACGP family history screening
guestionnaire

This risk assessment focuses on your close relatives including parents, children, brothers and sisters who
are either living or dead.

Have any of your close female relatives had ovarian cancer?
Have any of your close relatives had breast cancer before 50 years of age?

Do you have more than one relative on the same side of your family who has had breast cancer at any age?

Please think about your parents, children, brothers, sisters, grandparents, aunts, uncles, nieces, nephews
and grandchildren*

* 9 questions covering 7 conditions
* 95% sensitivity 54% specificity to identify familial risk

https://www.racgp.org.au/clinical-resources/clinical-guidelines/key-racgp-guidelines/view-all-
Emery et al Ann Fam Med 2014 racgp-guidelines/genomics-in-general-practice/family-history



Online family history risk assessment tools

GRAIDS
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Online family history risk assessment tools

Home

Demographics

Diet Smoking Screening Medication Family Recommendation

Risk

Report
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+Maternal Grand
Mother

+Maternal Grand Father

click & to add relatives.
click B to remove relatives.
Click "save and resume" to log changes.

+Maternal Aunt

+Maternal Uncle

+Paternal Grand Mother

+Paternal Grand Father
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* 5.2times more likely to refer patients
meeting referral criteria to familial

cancer clinic
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* Doubled rate of referrals to familial

cancer clinic

Emeryetal BJC 2007

20% increase in risk-appropriate

bowel cancer screening

Emery et al BJGP 2023



Multifactorial breast cancer risk

Most breast cancers
OCcur in women
without a family
history of breast

cancer

Family history and
age are poor
discriminators of
breast cancer risk




Multifactorial breast cancer risk prediction
models

Genetics Family Breast Ethnicity
history density

Age
Weight Physical Alcohol Harmonal Smoking
activity intake medications

\
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Comparative

discrimination

IBIS and BOADICEA perform better
No polygenic risk scores in this
validation

MB Terry et al Lancet Onc 2019
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(y MagView

Tyrer-Cuzick Risk
Assessment Calculator

Breast Imaging «

Risk Assessment + Lung Screening v About v Resources » Contact Us

REQUEST DEMO LOGIN

The results will display your 10-year risk and your lifetime risk
score. The purpose of this tool is simply to inform you. Please
consult with your physician should you have any questions about
your risk for breast cancer or for guidance on options for breast
cancer screening or genetic counseling.

The Tyrer-Cuzick model is not intended to assess the risk of
women who have already been diagnosed with breast cancer.

Attention Clinical Users: This free calculator is for non-
commercial, including non-clinical use. Such use would
require a license. Learn more about our

clinical risk assessment software.

Assess Breast Cancer Ri

MOTHER
FATHER
SISTERS
DAUGHTERS

BROTHER

PATERNAL GRANDMOTHER (1]

PATERNAL AUNTS

PATERNAL HALF SISTERS

o—————©

PERSONAL HISTORY

QUESTIONNAIRE FAMILY HISTORY

/[ﬁ?\;L CANCER HISTORY
\_/
o

7> Paternal Grandmother

Current age or age at death

: years old

Has your paternal grandmother had breast cancer?

Yes No | don't know

Has your paternal grandmother had ovarian cancer?

Yes No | don't know
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BOADICEA v6

Breast and Ovarian Analysis of Disease Incidence and Carrier Estimation Algorithm

Welcome

=3 3 2

@ indicates completed stages

A indicates mandatory field

indicates hover information

Input the information in any order by clicking on the blue bars. Please add as much information as possible. When a section is completed the bar will turn green. If some information is
unknown, the bar will not turn green; this does not prevent risk calculation.

Areyou? @

. & Female

What is your date of birth?
Format dd/mm/yvyy &

dd/mm/yyy

Your age is:

In which country do you currently live? @

How tall are you?
e.qg. 123.5cm

What is your current weight?
e.g. 73.5kg

|m Your BMI is -



iPrevent

iPrevent™ is a breast cancer risk assessment and risk management decision support

tool designed to facilitate prevention and screening discussions between women
and their doctors

Home > iPrevent

iPrevent

Is your Maternal Grandmother alive?

How cld was she when she died?

In what year was she born?

Did your Maternal Grandmother have any of
these cancers?

Was she ever tested for an abnormality in a
breast cancer gene, BRCAT or BRCA2?

FAMILY HISTORY

Your Grandmother
(Mother's side)

Type

Breast
cancer

Cancer in
ather breast

Owarian

Pancreatic

¥ Please estimate year of birth for this relative who had cancer.

¥ Please estimate age of death for this relative whao had cancer.

PREVIOUS CANCEL

Affected

Diagnosis
age
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npj | precision oncology Comment

Published in partnership with The Hormel Institute, University of Minnesota

https://doi.org/10.1038/s41698-024-00553-6

All models are wrong and yours are useless:
making clinical prediction models impactful
for patients

Florian Markowetz % | Check for updates

“If you want to have impact, your tool needs to be used outside
Cambridge, Stanford or Zurich.






BRISK: a simpler alternative model?

# FDRs with breast cancer :
: BMI Breast density
Age of youngest when diagnosed
# SDRs with breast cancer FElEEE ek
status score

Nurses’ Health Study validation: AUC for 5 yr risk: BRISK = 0.636 vs Gail =0.511 (p< 0.0001)
AUC for remaining lifetime risk: BRISK=0.647 vs IBIS 0.571 (p <0.0001)

UK Biobank validation: AUC for 5 yr risk: BRISK (313 SNP panel) 0.649 vs BRCAT = 0.567 (p<0.001)

Spaeth et al Ca Prev Res 2023; Allman et al BrCa R&T 2023



Future models of implementation?

MD Online BRISK and
screening
recommendations
results in general practice

GP orders
mammogram and PRS
PRS




Future models of implementation?

Online BRISK and
MD screening
PRS recommendations

sent to patient
and GP

Breastscreen

DNA collection
results




Future models of implementation

The ROSA Project -
summary.
Summary of ‘Roadmap for Optimising

Screening in Australia — Breast’,
investigating risk-based breast cancer

screening.
* Need for clinical studies of risk-based
breast cancer screening
* Need for better coordination between range
of disciplines and providers in breast
cancer screening 27 Cctober 2023

The D ' ffodil Centre
ad, Conces &5 sikiy

Cancer
Council
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