Long-term risk of cancer and general health outcomes in women who underwent
assisted reproductive technology in Great Britain, 1991-2010: a data linkage study

What are we trying to do?

This is a large study of women who underwent assisted reproductive treatment (ART),
including in vitro fertilisation (IVF) in the UK between 1991 and 2009. The aim of the study is
to compare long-term cancer and other health outcomes of women who underwent ART,
including IVF with similar women who conceived naturally.

Why are we doing this?

Recently, there has been a global increase in the number of women who have undergone
assisted reproductive techniques (ART) including IVF, and approximately 54,000 women
underwent around 75,000 fertility treatments in the UK in 2017 alone. Assisted reproduction
cycles typically require 2-4 weeks of hormonal stimulation, and some women are subjected
to multiple rounds of treatment, resulting in elevated exposure to steroid hormones (estradiol
and/or progesterone). These hormonal changes are a continuing source of concern for
patients, primarily because of their potential effects on the short and long-term health of
these women.

We would like to understand the impact of fertility treatment on short and long-term cancer
and other health outcomes of women. The results of this research will allow couples and
clinicians to make informed choices as well as policy makers. This is possible in the UK as
we have electronic NHS health records and reporting of all cycles of assisted reproductive
therapy undertaken in the UK to the Human Fertilization & Embryology Authority (HFEA) is a
legal requirement.

How will we do this?

We will use information about all women who underwent fertility treatment in the UK between
1991 and 2009, and match them with women of a similar age who conceived naturally. We
will look at cancer and health outcomes of 255786 women who underwent ART and
compare them to approximately 511,572 matched controls. We will get this Information from:

= NHS medical records (cancer registration records and hospital records of care)
* Human Fertilization & Embryology Authority registration records

The minimum amount of identifiable data from these records will be linked together by
independent and trusted NHS and government organisations that have lots of experience of
running studies using patient data. The data will be kept secure within these organisations.
All information that could be used to identify women, such as NHS number, date of birth,
name, and postcodes, will be removed before researchers can access the data. The linked
dataset will then be de-identified by NHS DIGITAL and at no point will researchers have
access to identifiable information about the women included in this study. The ‘data
controller’ under the General Data Protection Regulation (GDPR) is responsible for what
happens to data. The data controller for the data analysed in this study is University College
London. If you would like more information about how we handle data for this study please
refer to our Privacy Notice available on the UCL website or email Professor Alastair Sutcliffe
(a.sutcliffe@ucl.ac.uk).
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How do you know if you have been included in this study?

If you are a woman who has had a baby either through natural conception or after fertility
treatment carried out between 1991 and 2009 in the UK, your information may be included in
this study (unless you have specifically asked for it not to be). However, the research team
cannot tell you if your information is included in this study as we do not have any names to
allow us to identify individuals. Further information about opting out of research is outlined
below.

Can | choose to take part in the study?

No, this is not possible. The study will include around 255786 women who underwent fertility
treatment between 1991 & 2010 and approximately 511,572 matched controls who
conceived naturally. People who underwent fertility treatment prior to September 2009 were
not asked if their data could be used for research. Moreover, our research team will not have
any identifiable information for these women such as contact details, so it would not be
possible for us to contact them individually to ask if we can use their information. This is why
we have sought support under Regulation 5 of the Control of Patient Information (COPI)
Regulations (‘s251 support’) for special permission to access these records.

Can | opt out of being included?

If you are included in the study dataset because you underwent ART before September
2009 and your information is held on the HFEA register of fertility treatments, you can opt
out of this study until 1st March 2022by contacting Professor Alastair Sutcliffe
(a.sutcliffe@ucl.ac.uk) or the HFEA (register@hfea.gov.uk). If you are included in the study
because you have conceived naturally , you can opt out of national health data sharing
through the NHS website or by speaking to your GP. More information about the NHS and
your data can be found at https://www.nhs.uk/your-nhs-data-matters/. If you have opted out
of data sharing before the study data linkage begins your data will not be included in this
study. Once the study team receives the data we will not be able to identify individual
women because all identifiable information will have been removed. This means the study
team will be unable to exclude women at this point. For more information about data sharing
and the national opt-out please visit the Human Fertilization & Embryology Authority and
NHS Digital websites.

What will happen to the results?

The study results will be published in peer-reviewed scientific journals and presented at
national and international academic and practitioner-led conferences as well as meetings
primarily aimed at patients and families. Outputs will also be distributed via the UCL website
and partner organisations including NHS England's Fertility Treatments Advisory Group
(which makes recommendations to the UK government on implementing strategy in the
devolved administrations), Fertility Network UK (the nation’s leading patient-focused fertility
charity providing support and advice to anyone affected by fertility issues), Human Fertility &
Embryology Authority (responsible for regulating all fertility treatment cycles in the UK),
British Fertility Society, the Royal College of Paediatrics & Child Health, and the Royal
College of Obstetricians & Gynaecologists.

The results will also be made available to professionals and organisations who treat women
with fertility problems and will provide information on the types of health problems women
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who have had fertility treatments may encounter. The results of the study will help couples
experiencing infertility to make informed choices and also allow us to plan how women who
receive fertility treatments should be followed-up in the NHS.

Complaints

To make a complaint about how we have handled personal data you can contact our Data
Protection Officer (data-protection@ucl.ac.uk) who will investigate. You can also make a
complaint with the Information Commissioner’s Office (ICO) if our response is not
satisfactory.

Who can | contact for more information?

Please contact Professor Alastair Sutcliffe for further information (a.sutcliffe@ucl.ac.uk).



