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When is Cancer not really cancer!
Foreword

Dear Readers,
UK, and the Netherlands
committed to solving the
DCIS dilemma – how to
distinguish indolent DCIS
lesions from potentially aggressive DCIS to significantly
reduce overtreatment globally.

On behalf of the team, I am delighted to
present the first issue of our PRECISION newsletter. PREvent ductal Carcinoma In Situ Invasive Overtreatment Now (PRECISION) is one of
the four Grand Challenge teams of 2017 funded
jointly by Cancer Research UK (CRUK) and Dutch
Cancer Society (KWF). Since the introduction of
population-based breast cancer screening programs, the incidence of Ductal Carcinoma In
Situ (DCIS) of the breast has at least increased
5 fold to about 2,500 in the Netherlands, 7,000
in the UK and 51,000 in the USA new cases detected each year. Most DCIS patients do not experience symptoms (i.e., palpable mass, nipple
discharge, etc.) and are diagnosed based on
presence of “calcifications” visible on screening
mammograms. Currently, patients diagnosed
with DCIS are treated with breast-conserving
surgery followed by radiotherapy, and in some
cases even mastectomy. DCIS is considered a
precursor lesion of invasive breast cancer, and
studies indicate that many DCIS lesions never
develop into invasive breast cancer. Nevertheless, women diagnosed with DCIS undergo the
same aggressive treatment as those diagnosed
with invasive breast cancer. We are an international consortium of researchers, clinicians,
surgeons, and patient advocates from the USA,

Our ambition is to address the dilemma around
DCIS through a multidisciplinary approach.
By leveraging our access to epidemiological
data from three countries, we are able to apply state-of-the-art technologies to deepen
our understanding and identify biomarkers
of DCIS progression to invasive breast cancer. Furthermore, we aim to reveal predictive
features of the DCIS associated calcifications
on mammograms by machine learning techniques that cannot be detected by the human
eye alone. Molecular insights combined with
predictive models of DCIS will help women diagnosed with DCIS to choose better treatment
and health management options in the future.
There is a wide spectrum of DCIS ranging from
low to high risk. “Low-risk” means it is more
likely to be harmless and not develop into invasive breast cancer. “Low-risk” includes low
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and intermediate grades (1 and 2), as well as
other physical and biological features which
have a low potential for progression to a future
invasive cancer. “Low-risk” DCIS differs greatly
from “high-risk” DCIS which some research has
shown to be faster growing and more closely
associated with a future invasive breast cancer.
The over-arching goal of PRECISION is to provide researchers, clinicians and patients alike
with the highest level scientific evidence to be
able to clearly and definitely distinguish harmless DCIS (low-risk) from aggressive DCIS (highrisk). This ultimately will change clinical practice guidelines to include Active Surveillance
as a management option for low-risk DCIS.

UNDERSTANDING WHICH WOMEN WITH
DCIS WILL DEVELOP BREAST CANCER

NORMAL
BREAST DUCT
Cell
change
DCIS
A potential
precursor of
breast cancer

?

Currently, active surveillance without surgery
as a management strategy for low-risk DCIS
(grade I/II) is being evaluated in three Randomized Controlled Clinical Trials (RCT), called
the COMET (USA)- LORIS (UK)- and LORD (The
Netherlands)-trial within PRECISION. These trials will compare standard treatment with active surveillance in approximately 3000 women
aged > 40 years, asymptomatic, screen-detected low-risk DCIS, based on tissue biopsies
from areas with calcifications. Both study arms
will be monitored with digital mammography
for a period of at least 10 years. The national
differences in DCIS diagnosis, treatment and
surveillance policy across the three countries
present an excellent opportunity to discover insights regarding the DCIS dilemma - with
the ultimate goal to offer an individualized
approach (immediate surgery vs active monitoring) to each patient diagnosed with DCIS.

UNKNOWN
DIRECTION OF
PROGRESSION

REMAINS
DCIS

DEVELOPS INTO
BREAST CANCER

This project aims to distinguish between those women with DCIS
who will develop breast cancer and those who won’t. This could
ultimately save some women from unnecessary cancer treatment.

LET’S BEAT CANCER SOONER

CANCER
RESEARCH UK

GRAND
cruk.org
feel
free to write to us at precision@nki.nl
CHALLENGE
Cancer Research UK is a registered charity in England and Wales (1089464), Scotland (SC041666) and the Isle of Man (1103)

Prof. Dr. Jelle Wesseling
Senior Group Leader, The Netherlands Cancer
Institute, Amsterdam, The Netherlands
Professor of Breast Pathology, Leiden University Medical Center, Leiden, The Netherlands

For more information regarding our latest research and the clinical trials visit us at
www.dcisprecision.org If you have questions

DCIS lesion with invasive growth and a dense stromal inflammatory infiltrate with multispectral immunohistochemical
imaging -, VECTRA; picture credit: Mathilde Almekinders, NKI)
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PRECISION trials at a glance
The 3 clinical trials embedded in PRECISION – LORIS, LORD and COMET

Country

UK

US

Netherlands/Europe

Age

>48

>40

>45

Standards of care

Standard local care

Guideline concordant

Standard local care

Endocrine therapy

No

Possible

No

Time to Primary Endpoint

5 years

2, 5, 7, 10

10

Opened

2014

2017

2017

Sites open

60/63

80/100

28

Patients

139

253

39

Accrual Target

188

1200 (900)

900

Summary of RCT for Low Risk DCIS

Good to know : How the three trials are different
•	The design of the trials is similar with some subtle differences. LORIS has a central histopathology review process in which two pathologists review all diagnostic slides
from patients registered with the study to confirm lowrisk DCIS. COMET and LORD do not have such a review
board. COMET performs mammography twice a year on
patients randomized to active surveillance (annually for
those randomized to standard treatment), whereas LORIS and LORD perform mammography annually. While
the COMET and LORIS trials allow endocrine therapy in
both arms; LORD does not administer endocrine therapy. However, these trials are similar with regards to study
population, design, and primary outcome.
•	If you are a clinician treating women diagnosed with
DCIS, we encourage you to refer your patients to medical
institutions participating in the trials in your respective
countries!
Boris – LORIS mascot
helping with histopathology
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Perspective article:

Communicating Low Risk DCIS effectively
underway to learn more about “low-risk” DCIS.
Three major clinical trials in the US, UK, and the
Netherlands are comparing two different ways
of managing the condition – either with immediate surgery or by monitoring the DCIS closely
with more frequent exams and imaging. Both
of these management options are presumed to
have similar excellent outcomes. A recent study
showed the exact same 10-year outcomes with
surgery or no surgery for low-grade DCIS. For
more information about these trials: COMET
(US); LORIS (UK); LORD (Netherlands)

Donna Pinto,

PRECISION patient advocate from
the USA shares her ideas about
effectively communicating low risk
DCIS during diagnosis

Without the results of PRECISION, tens of thousands of women annually may continue to be
over-treated with aggressive breast cancer
treatments which are currently “standard of
care” for all DCIS. This includes major surgeries
(including mastectomies), weeks of daily radiation therapy, and years of hormone-blocking
drugs – all of which come with physical, psychological, and financial harms, and may offer little
to no benefit.

When I was given the diagnosis of DCIS in 2010,
I felt completely blind-sided and shocked at the
aggressive treatment protocol recommendations. I went home and immediately started to
research. Thankfully I discovered a controversy
about potential ‘over-diagnosis’ and ‘over-treatment’ of low-risk DCIS. ‘Active Surveillance’ was
being proposed as a potential management
option similar to low-risk prostate cancer. Unfortunately, my doctors told me there were
too many uncertainties and unknowns about
DCIS becoming invasive cancer and I did not
have their support for Active Surveillance. Today, women with low-risk DCIS have an option
I did not have -- to participate in a clinical trial comparing Active Surveillance to immediate
surgery. While the results may be a few years
away, the PRECISION project and the clinical trials are already contributing to a much-needed
paradigm shift in the way low-risk DCIS is perceived and communicated!

The multi-national PRECISION team includes
DCIS researchers, clinicians, and patient advocates from the US, UK, and the Netherlands. We
meet regularly in small working groups via teleconferences. I am one of six patient advocates
(two from each country) on the Patient Involvement Panel. We are fully integrated throughout
PRECISION working groups and provide input
from a patient’s perspective. We are involved
with communication and outreach strategies,
and one PA is a member of the steering committee on a rotating annual basis.
Our goal with this Grand Challenge is to hopefully be able to give a definitive answer to the
question: When is cancer not really cancer?
The answer may very well be the tipping point
which makes DCIS over-treatment a thing of
the past.

More than 60,000 women are diagnosed with
DCIS annually world-wide. For many years, uncertainty about DCIS – and fear of progression
to invasive breast cancer – has led clinicians to
treat DCIS aggressively – with the same “standard of care” treatments as invasive breast
cancer. Newer research suggests that a large
majority of DCIS detected by screening mammography may be “low-risk” and not benefit
from aggressive cancer treatments. Scientists,
clinicians and patients alike have said there is a
need for randomized clinical trials to compare
surgery to Active Surveillance for low-risk DCIS.

Shelley Hwang, MD, MPH, Surgical Oncologist, Duke University)
Shelley: “I explain the standard of
care for treatment of DCIS and then
explain that there is uncertainty
regarding the benefit of this approach. Explaining the equipoise
of the two arms of the COMET trial,
including the pros and cons of each
arm in a balanced way is essential. I

Thankfully we now have a global scientific effort
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review with my patients that we don’t know
how long DCIS takes to become cancer and that
some may never become cancer. These are the
patients we focus on for the clinical trials. Longitudinal samples for all patients enrolled in the 3
trials of PRECISION will serve as the foundation
for the development of biomarkers to predict
invasive progression. This a unique effort in this
direction spearheaded by PRECISION.”

declined participation, and healthcare professionals (surgical oncologists, radiation oncologists, and nurse practitioners) to quantify
the impact of treatment on patients’ lives, and
devise strategies and tools to help healthcare
providers and patients make better-informed
treatment decisions.
Women diagnosed with DCIS who had undergone conventional treatment prior to the start
of the LORD trial were asked to consider how
they would feel if they had been able to opt for
active surveillance instead during focus groups.
As DCIS is considered “non-invasive”, these
women talked about the dilemma they faced
upon initial DCIS diagnosis, particularly, as information is often not optimally communicated. What DCIS is and what it can mean for prognosis was not always clear. On the one hand, it
is a relief that DCIS is not invasive breast cancer, but on the other hand, that message is associated with confusion and uncertainty. There
were clear knowledge gaps that seemed to exacerbate feelings of uncertainty. Women also
felt that they were not adequately prepared by
healthcare professionals to fully understand
side-effects of surgery and radiotherapy in
terms of physical complaints (e.g., nerve pain
and skin problems due to radiotherapy) as well
as the psychosocial (e.g., level of worry about
progression to cancer and body image) impact.
They did not know what to expect which made
the reality more difficult to cope with. Women
indicated that the diagnosis changed their outlook, they had lost their carelessness. In these
focus groups, tolerance of uncertainty and
knowledge about DCIS were found to be important factors that impact QoL.

Sneak Peek:

“Quality of Life”

research @ Netherlands
cancer Institute (NKI)
“Quality of Life” (QoL) research involves assessing the perceived well being of a person in terms
of physical, emotional, social, and cognitive
functioning when challenged with burden of
health complications. The Dutch QoL team led
by Prof. Eveline Bleiker with co-workers Dr. Ellen Engelhardt and drs. Miranda Gerritsma analyze the impact of DCIS and its management on
quality of life of women diagnosed and treated
for DCIS; the perspective of healthcare professionals on recommending choice of treatment
for DCIS i.e. surgery ± radiotherapy vs. active
surveillance and the information provision practices during clinical encounters with patients.
The QoL team uses surveys, focus groups, and
one-on-one interviews with women diagnosed
with DCIS prior to the start of the LORD trial,
women participating in the trial and
those who have
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Women treated for DCIS speak:

of the doubt was due to concern about pathologists’ ability to distinguish between grade 2 and
3 DCIS. Healthcare professionals generally had
a preference for active surveillance for patients
they deemed to be at low risk, but they also
highlighted that not all women will be able to
cope with the uncertainty of not removing DCIS
lesions. There was also a sense that removing
the ‘carcinoma’ part and renaming DCIS, particularly grade 1, would help remove the imperative to treat and thereby facilitate de-escalation
of treatment.

I did not understand the recommendation to operate, given that it is unknown whether it would ever
become cancer… [I had] the feeling that a cannon
was being used to shoot at a mosquito.
I still have a fear for the other breast. I have calcifications in the other breast. Sooner or later something can happen [in the contralateral breast]. But
to drive yourself crazy with the fear?... I find it very
scary that something might have changed [progression to DCIS in the contralateral breast]… my
carefreeness has been taken away.

Healthcare professionals speak:

If you want people to participate [in the LORD trial],
the mammogram should be more frequent. Once
a year is not enough. Yes, for peace of mind. For
me it now [after having undergone surgical treatment] already feels like such a long time [interval
between mammograms].

There are patients who just get so nervous
when it’s time for the mammogram every year.
So these are patients for whom at some [point]
you have to consider whether it wouldn’t be
best to just operate.
We should not treat DCIS grade 1. We should
actually not name it DCIS anymore. I think it’s
also a pathology thing to name it like this. And if
we name it like this, then we have to treat it. But
if we should give it another name, like atypical
ductal hyperplasia which is actually the process
just before the DCIS grade I, then we don’t have
the problem of treating it.

The hardest part is the uncertainty; 100% guarantee can never be given and that is of course what
one would really like to have. But I think it is a type
of maturity you need; some people can cope with
it and others [cannot]. Because you cannot get certainty, you never can.
Healthcare professionals play a crucial role
in both patient accrual for the trial and in the
implementation phase of active surveillance
for DCIS in clinical practice. In interviews with
healthcare professionals we explored their perspectives on how best to manage DCIS. Their
preference for treatment is mainly driven by
clinical risk factors of which histological grade,
age at diagnosis and whether detection of the
DCIS was due to symptoms were deemed the
most important. While for women 50 years
and older with screen-detected grade 1 DCIS,
there was a consensus that active surveillance
was the best management strategy; for grade 3
DCIS, there was a consensus that conventional
treatment was best. There was discordance between interviewees regarding the
management of grade
2 DCIS, and
some

These interviews were explorative, the information derived from them was used to develop a nationwide survey. Currently, the Dutch
QoL team are collaborating with the US and UK
quality of life research teams involved in the
COMET and the LORIS trial, and the patient representatives in the development of the survey.
The Dutch survey will be disseminated by the
summer of 2019, to hopefully be followed soon
by surveys from UK and USA. Together, this will
aid in development of a global framework on
how best to inform women about what DCIS is
and the management options.
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In conversation with
Lindy Visser
PhD student Wesseling group, NKI

Interview by Proteeti Bhattacharjee,
Scientific Project Manager – PRECISION, NKI
Lindy Visser, recently published a systematic
review in the journal of Cancer Epidemiology,
Biomarkers and Prevention on 1,781 studies selected from PubMed based on specific criteria
to assess the risk of invasive breast cancer after
an initial diagnosis and treatment of DCIS.
Here we chat and get to know more
about her research in DCIS.

This enables me to compare DCIS lesions that
did develop subsequent invasive breast cancer with the ones that did not. In addition, we
could also study the clonal relatedness of patient-matched DCIS and subsequent IBC. This
led to my key finding for PRECISION that approximately 30% of the subsequent IBC after DCIS treated with breast conserving
surgery might not be clonally related.
This could indicate that: 1) There is a
high amount of tumor heterogeneity
and it might be a minor subclone that
grew out to an IBC. 2) The IBC is a second primary tumor and developed completely independent from the initial DCIS
lesion.

What attracted you to pursue
your PhD in the field of DCIS
research?
I’ve always been attracted by questions and problems that seem impossible to solve, since they somehow drive an
extreme motivation within me. That’s also why
I did not have to think long when Jelle offered
me my current PhD project. The aim of the project is to find prognostic markers that can help
us to reliably distinguish harmless from potentially hazardous Ductal Carcinoma in situ (DCIS)
of the breast. I’m extremely interested in the,
currently unknown, molecular mechanism that
is underlying the progression from DCIS to invasive breast cancer, which makes me very eager
to find it. I started this project in 2014 and, looking back, it actually was the pilot study of the
current PRECISION initiative.

What will be the main clinical benefits of
your findings in the near future?
It is important that we find out if these 30% of
apparently clonally unrelated ones are indeed
new tumors and not at all related to the initial
DCIS. If this is true, we should reevaluate what
risks are involved for women confronted with a
diagnosis of DCIS, as the IBC recurrence rates
then are likely to be overestimated.
What is the next step in your career after
your research at the NKI?

Tell us about your key findings from PRECISION

During my PhD project I taught myself computer-programming language using online tutorials and courses. I quickly became engrossed.
Once I started, it was like an addiction. So, I
started looking for a postdoc position in the
field of data science/computational biology. July
1st, I will start as a postdoc in the single cell genomics team of Prof. Dr. Frank Holstege at the
Prinsess Máxima Center for pediatric oncology.

For my PhD project, I analyzed a nation-wide,
population-based cohort of all women diagnosed with DCIS and treated by breast conserving surgery alone between 1989 and 2005
within the Netherlands. We have follow-up data
of these women until 2011, with a median follow-up time of 12.0 years. We collected archival
tissue specimens of both DCIS and IBC lesions.
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The invite for the DCIS dilemmas session
Are you a health care professional, clinician dealing with DCIS patients …..here is
chance to come and interact

DCIS DILEMMAS

What are the issues and how are the LORD trial
and the PRECISION consortium addressing them?
DATE:
June 13th, 2019
TIME:
5 to 6 p.m.
WHERE: Antoni van Leeuwenhoek - Netherlands Cancer Institute, Amsterdam
Room: Glazen zaal
PROGRAM
17:00-17:05
17:05-17:25
17:25-17:40
17:40-17:55
17:55-18:00

Welcome and introduction
Representative patient advocate team (Donna Pinto)
Introduction on the issues around the treatment of DCIS and how the LORD trial
and PRECISION consortium are addressing them
Jelle Wesseling, Alastair Thompson, Shelley Hwang & Ellen Verschuur-van der Voort
Future scenarios of DCIS clinical practice
Valesca Retel & Danalyn Byng
Healthcare professionals’ perspective on the management of DCIS
Eveline Bleiker & Ellen Engelhardt
Closing remarks
Representative patient advocate team (Donna Pinto)

Upcoming Meetings
CoBrCa 4th-6th September 2019, San Francisco
ESMO, 27th September-1st October, Barcelona
BACR, 9th-11th October, Newcastle
Scottish Cancer Trials Breast Group annual meeting, 20th-21st November, Carnoustie
SABCS, 10th-14th December, San Antonio
Past Meetings
AACR; 29th March – 3rd April 2019; Georgia, Atlanta
ASCO; 31st May – 4th June; Chicago
ESMO; 2nd - 4th May, Berlin
ABS, 13th-14th May, Glasgow
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