The International Study
of Insulin and Cancer

Studies have suggested the possibility
of an association between use of
insulin glargine and cancer, with
conflicting results.* Among other
issues under debate is the role of
insulin itself in cancer development
and the contribution of confounding
factors or analytical methods to
observations.>  The International
Study of Insulin and Cancer (ISICA)

is an effort to address thoroughly
the association of breast cancer
with insulin use. ISICA has received
an unrestricted grant from Sanofi-
Aventis and has been reviewed by the
European Medicines Agency.

Using case-control methods, the
ISICA study aims mainly to assess
the association of breast cancer with
the use of individual insulins such as
the analogues glargine, lispro, and
aspart, and human insulin formu-
lations such as isophane and regular
human insulin, compared with non-
insulin use in patients with diabetes.
Analysis will account for mitigating or
risk factors such as oral antidiabetes
agents (specially metformin), type of
diabetes, gestational diabetes, life-
time body-mass index, reproduction-
related factors, oral contraceptives,
hormone replacement therapy, cancer
infirst-degree relatives, socioeconomic
status, and behavioural risk (alcohol,
smoking), among others. Also, several
biological variables will be assessed
(eg, HER2, oestrogen, or progesterone
receptors, and circulating insulin).

A registry of 12500 patients with
breast cancer, diagnosed with a first
positive biopsy between January, 2008,
and June, 2009 (ie, before the cited
publications), will be identified through
pathology records and medical charts
by a network of at least 50 centres
across the UK, France, and Canada that
treat at least 100 breast cancer patients
per year. Cases, defined as those who
also have diabetes, will be identified.
At least 1000 of such patients are
expected to meet this criterion and 750
will be included. Eligible patients will be
female, at least 18 years old, without
previous history of breast cancer, and
willing and able to participate. Controls
will be patients with diabetes who fulfil
the same eligibility criteria and who are
free of cancer at the time of matching
to cases. Controls will be independently
recruited  from  general  medical
practices. An average of four controls
will probably be matched to each case
on type of diabetes, age, country, and
region, totalling 3000 controls.
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Exposure to insulin and other
drugs will be collected from
patients’ general practitioners or
pharmacy records. All patients will
be interviewed for individual risk
factors and blood samples will be
collected and tested for biological
markers. Data and blood samples will
be available to various researchers.
Descriptive analysis and multivariable
modelling will be done for case-
control comparisons. The study
results are expected in mid-2012.
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