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To the Editor: In the epidemiological study of Ruiter
et al. [1], the association between insulin glargine
(A21Gly, B31Arg, B32Arg human insulin), and other
insulin analogues, and cancer was analysed based on
data from community pharmacies individually linked to
hospital discharge records. The use of insulin glargine
was associated with a higher risk of breast cancer in
comparison with human insulin. I have performed a
similar study based on longitudinal data from a large
database in Germany (IMS Disease Analyzer Germany)
[2], including demographic information, diagnoses,
therapies and laboratory values (for example, HbA1c),
from more than 20 million patients in 2,400 primary
care practices in 2000–2011. The risk of breast cancer
in women with type 2 diabetes in Germany was
investigated.

There were 9,222 female diabetes patients given their
first prescription for insulin in 2000–2011 in 820 pri-
mary care practices: 4,727 patients with insulin glargine
(mean age±SD 69.8±11.3 years), 789 with insulin dete-
mir (B29Lys(ε-tetradecanoyl),desB30 human insulin)
(mean age±SD 66.2±11.5 years) and 4,206 with NPH
insulin (mean age±SD 66.5±10.8 years). The time from

start of insulin therapy to the first primary care diagno-
sis of breast cancer was compared between insulin glar-
gine, detemir and NPH in a Cox model adjusting for
age, sex, private insurance status, urban location of a
practice, region and HbA1c level. Furthermore, a revised
version of the Charlson comorbidity index was used as
generic marker of comorbidity [3]. The Cox proportion-
al hazard model also included cumulative duration of
drug use as a time-varying determinant.

In this study, adjusted hazard ratios for breast cancer
were 0.93 (95% CI 0.68, 1.27) for insulin glargine and
1.17 (95% CI 0.66, 2.06) for detemir, compared with
NPH. The risk for breast cancer was significantly higher
for older patients (p<0.05).

Our primary care data do not support the findings of
Ruiter et al. [1] regarding the relative risk of breast cancer
in women treated with insulin glargine compared with NPH.
This might be explained by differences between the two
patient databases, but argues against the likelihood of a true
increase in breast cancer risk with glargine. Further studies
in other countries on the association between insulin and
cancer risk are needed to establish whether the use of insulin
glargine is associated with a higher risk of breast cancer in
comparison with human insulin.
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