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Breast cancer risk assessment and
its role in optimizing screening and
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treatment strategies

Renowned throughout the world for its breast density assess-

ment software and breast imaging QC systems, Volpara Health

Technologies has announced that it has recently acquired the
US-based company CRA Health which develops breast cancer

risk assessment software.

We wanted to find out more about the rationale behind the
acquisition and the current status and future potential of breast
cancer risk assessment in general, so we spoke to Dr. Ralph

Highnam, CEO of Volpara.

How does CRA fit with Volpara’s offering? How do
you see this as a good deal for your current and
future customers and for Volpara as a company?

Volpara has become a world leader in breast imaging AI
software, and the focus of everything we do is personal-
ized breast care. We help clinicians make sure that the
quality, comfort and safety of their imaging exams are as
high as possible and that their scoring of breast density
is as accurate as possible. Based on those scores and on
associated patient data, we aim to provide access to best-
of-breed cancer risk assessment. The ultimate goal of all
of this is to ensure that the right imaging can be given to
the right woman at the right time. That’s been our sole
focus over the last few years and we've been able to build
a powerful platform around that vision. But one thing
we clearly understood over the last year is that breast
cancer risk assessment is actually incredibly complicated
and the associated genetic analysis is also anything but
straightforward.

For these reasons, we looked around the world to find
specialists who were experts in genetic risk assessment
to work with us. That’s how we found CRA Health, a
breast cancer risk assessment company, a spin-off from
Massachusetts General Hospital and Harvard University.
CRA have been entirely focused on cancer risk assess-
ment for more than 15 years and conduct more than 2
million assessments annually. They’ve built a formidable
software package which runs all the breast cancer risk
models and creates not just numbers but reports based
on current guidelines. Using those reports, radiologists
and other clinicians can judge much earlier what is the
optimal approach for each patient in order to ensure
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that the woman has the best chance of early detection
of cancer.

Volpara’s mission statement is “Saving Families from
Cancer”, and to implement this as widely as possible
we need to have Volpara-level care available in as many
breast screening sites as possible.

Over the last few years, we've seen some of the big Elec-
tronic Health Record (EHR) companies coming into the
field of breast screening, and it became clear to us that
we needed to work with those companies in some way,
shape or form. CRA Health is tightly integrated into sev-
eral EHR systems. Such integrations and the necessary
relationships and associated trust take years to build
up. Now, with our acquisition of CRA we can provide
Volpara-level care to a much wider audience — and
more quickly. In fact, as of end March 2021, over 32%
of the US screening population is receiving the benefits
of at least one Volpara product.

What is exactly the benefit of risk assessment via the
EHR, as opposed to within a mammography setting?

Breast cancer is one of, if not the most, prevalent cancers
in women, but in particular we've really been affected
by the seemingly unending increase in the number of
younger women being diagnosed with breast cancer
who have small children and families. When you use
an electronic health record process, you enable a risk
assessment to be carried out at the level of primary care
in OBGYN offices at a much earlier patient age. We're
very excited about the close relationship between CRA
and the EHR providers, because it lets us achieve our
mission by bringing best-of-breed initial risk assessment
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to women at much earlier ages. This opens the door to
genetic testing, then to earlier screening if necessary, and so
to the provision at a much earlier stage of the care that the
women need. Hopefully the result will be that the women
can enjoy long happy lives with their children.

An initial risk assessment can be carried out at the level of primary care in OBGYN
offices. It is recommended that such an initial risk assessment , based on data typi-
cally available in EHRs, be carried out in women around the age of 30 years.This can
determine whether any genetic testing is advisable and whether optimized screening
protocols are desirable. Later on, about the early/mid 40s a baseline mammogram
can also provide the density of the woman’s breast and enable much more accurate
assessment in risk models based on many factors including density.

When is the ideal time for that first, baseline risk
assessment?

A lot of people around the world are asking that very ques-
tion. We've aligned ourselves with the new guidelines from
the American College of Radiology (ACR) which recom-
mend that women should get a risk assessment at age 30.
Based on the results, they can then determine whether they
need genetic testing or not and can seriously consider opti-
mized screening protocols.

In itself, that is an important baseline, but I think that it
makes a lot of sense to also carry out a baseline mammo-
gram, by about the early/mid-40s. This would be useful to
assess the woman’s breast density and would thus enable
computing risk at a whole other level of accuracy, thanks
to the inclusion of the breast density.

You said that the CRA software can handle multiple
risk models. What’s the value in this? Are there particu-
lar models that are especially useful for the evaluation of risk
assessment at age 30 in order to set the all-important baseline?

For the baseline assessment, i.e. at about age 30, the goal is

to determine family history and the genetic risk. Thus, early
on, risk models that identify the BRCA genes are important.
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Then, later on, models such as Tyrer-Cuzick Version 8,
which include breast density, family history and a whole
swathe of other risk factors, will come into their own.

We know that the current risk assessment models are good,
but it shouldn’t be forgotten that they were devised using
data from relatively small populations of 10-20,000 women.
Now, with the sheer quantity and quality of data — and the
accompanying science— that we have accumulated at Vol-
para, and now even more so as a combined company with
CRA, we could start to base these risk models on hundreds of
thousands, if not millions of women, with the result that the
models would become far more powerful. Personally, both as
a scientist and as someone passionate about women’s health
care, 'm really excited about this prospect, based as it is on the
increased use we can make of our extensive data.

Apart from the breadth of data and having more

women to make it more generalizable and more accu-
rate, is there anything specific that you want to look at with
that data?

In general having more data is key and the inclusion into
the risk models of more ethnicities and races that comes
with the use of an expanded database is important. How-
ever, one of the things that people have never been able
to do before is to track changes over time. As a company,
we at Volpara want to accompany a woman throughout
her complete breast health journey — right from that first
assessment session, to which we now have access through
the EHRs, then with the baseline mammogram and so on
through their screening regimes. This enables us to help
them track change over time, help identify issues early on,
and help monitor treatment success. For example, if women
start taking Hormone Replacement Therapy (HRT), there
is a possibility that HRT could result in an increase in their
breast density. In such cases it’s really desirable to quickly
switch to a different therapeutic approach.

“... we need to have highly accurate breast
cancer risk models since the patients risk
assessment will direct her care...”

As T've said, our company has access to a phenomenal data-
set. It’s of course important to have early detection, but we
want to get to the point of prevention as well. To achieve
that we need to have highly accurate breast cancer risk
models since the patient’s risk assessments will direct her
care. As women are often recommended to follow various
regimens there must also be a system to track how those
regimens are actually helping to reduce the risk of breast
cancer. For example, women taking a preventative chemo-
therapeutic agent like Tamoxifen should be assessed after a
6-12 months period to determine whether in fact the drug
therapy is contributing to a reduction of their risk. If it
turns out that Tamoxifen is not having any impact on their
breast density, the doctors can then consider recommend-
ing another agent to reduce the risk.
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Where do you see the biggest future benefits for
breast centers coming out of the combination of
Volpara and CRA?

The USA in particular has moved, and is continuing to
move towards personalized breast care and as you are aware,
risk assessment and breast density measurement are key
components of that. Already as a leader in breast density
measurement — especially because we have a continuous
score and not just ABCD density categories. We are now
happy to complement that position by leadership in the
risk assessment side, as evidenced by the fact that we now
have the ability to provide risk scoring to over 32% of the
USA population. Thus, in many ways, we now really do
have the keys to enable personalized breast care across a
lot of the US. When a woman comes in, completes her risk
assessment questionnaire and then receives an automated
volumetric breast density score, the result is the creation of
accessible and actionable data that the radiologist can use
to determine any additional imaging, all the way through to
genetic testing.

What impact on the acceptance of personalized screen-
ing do you expect from having 10 years’ worth of risk
data before that mammogram and the density score?

The reality is that, inevitably, procedures in breast cancer
screening only change very slowly because everything has to
be evidence-based. For example, if you look at the work we've
done in the Netherlands on the DENSE project — that was a
10-year randomized control trial. The study produced some
spectacular and solid results showing a reduction in interval
cancers by using mammography and then MRI for women
with dense breasts. However all that took 10 years. Our aim
with our data is to help scientists understand things more fully
and especially a lot earlier. The hope is to speed up some of
these advances so we can pull them into the breast imaging
centers sooner rather than later.

What reactions are you getting from organizations like
the American College of Radiology and other bodies?

We're seeing very strong support for risk assessment. Dis-
closure to the patient of their breast density is now pretty
well established as the standard of care across the US,
even though the FDA is still debating about whether to
actually mandate the reporting of density information for
all women. At the same time, the ACR has suggested risk
assessment at the age of 30 and the Center for Disease
Control (CDC) recently recommended that women should
know their breast cancer risk and consider genetics test-
ing. In addition, some parts of the Centers for Medicare &
Medicaid Services (CMS) have recently started to include
carrying out breast cancer risk assessment as a quality met-
ric for breast imaging centers. So you can see that there is
now a build-up of momentum towards personalized breast
care. All in all, it’s very exciting and it certainly feels like
the combination of Volpara and CRA occurred at a perfect
time.
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Are you seeing the same kind of regulatory push in
Q Europe?
No. We're not seeing that from the regulatory bodies
in Europe, but instead what we do see is an increased
interest by practices and groups to carry out risk assess-
ment simply because they see the benefits. These are
the groups who understand that if you carry out MRI
on women with extremely dense breasts, you can dra-
matically reduce all cancers. We're involved in numerous
projects around the world, like PROCAS and BRAID
in the UK, both of which are large studies looking at
how best to prioritize limited resources for women at
the highest risk. So there’s undoubtedly a lot of interest
out there in the world, but I wouldn’t say it’s regulatory,
it's more a kind of clinical interest at the moment. But
as study results come out and randomized control tri-
als such as DENSE come through we are going to see
screening programs changing. Just to be clear however,
I want to emphasize that the current population-based
screening programs do an amazing job and are proven
to reduce mortality. However there are always ways to
improve and optimize the approach.

What sort of expansion plans do you envisage for
Europe and the rest of world?

CRA Health is a US company, but Volpara is global — we sell
into 39 countries around the world. We are involved in many

“.. We are fully intent on taking the benefits
of personalized breast care around the world ...”

important European research projects, such as those in the UK
that we already mentioned as well as the DENSE project in the
Netherlands, and other large studies in Sweden, Norway and
elsewhere in Australia and New Zealand. We are fully intent
on taking the benefits of personalized breast care around the
world. We firmly believe we now have the IT infrastructure
and expertise to make risk assessment and optimal screen-
ing strategies completely operational and viable throughout
the world. To do this in practice, we aim to supply healthcare
personnel with the knowledge, data and evidence to actually
and successfully implement the approach so we can get to
Volpara-level care everywhere.

In addition to the EHR integrations that we've talked
about, are there any other benefits and areas of new
opportunities that you can see in the future ?

It's well established that EHR-based systems provide fantas-
tic connectivity for networks of hospitals, imaging centers,
referring doctors and so on. However we believe that as far as
reporting and compliance issues are concerned there are many
aspects which could be further improved. Its in these areas,
where we have a lot of expertise, that we believe we can bring
significant further benefits to our customers.
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