
 

Gene mutation increases thromboembolism
risk in women taking tamoxifen

June 16 2010

Women taking tamoxifen for early-stage breast cancer who developed
blood clots were more likely to carry a gene mutation for clotting than
women taking tamoxifen who did not develop blood clots, according to
an online study published June 16 in The Journal of the National Cancer
Institute.

Tamoxifen is a widely-used breast cancer treatment after surgery for pre
and post menopausal patients with hormone receptor-positive breast
cancer. One of the most serious complications of tamoxifen usage is the
development of blood clots, or thromboembolic events (TEs). Previous
studies have shown that use of tamoxifen increases the risk of TEs in
healthy women twofold, and that in women aged 50 and above, it is
associated with even greater risk. The genetic mutation Factor V Leiden
(FVL) is the most common inherited clotting factor mutation and also
causes increased thrombosis risk.

To determine if having the Factor V Leiden genetic mutation increases
the risk of thromboembolisms among women taking tamoxifen, Judy E.
Garber, M.D. of the Dana-Farber Cancer Institute, and colleagues at the
National Cancer Institute's Cancer and Leukemia Group B (CALGB)
looked at 412 women who received the drug as adjuvant treatment for
stage I, II, or IIIA breast cancer, between January 1999 and April 2005.
The women, whose median age was 64, included 141 patients who
developed TEs and 271 who did not.

The researchers found that women who had experienced a
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thromboembolism while taking tamoxifen were nearly five times more
likely to carry the FVL mutation compared with the women who did not
develop a thromboembolism. This result differed from previous studies,
which found no associated risk of TEs or an increased presence of FVLs
among women at risk of breast cancer, but who did not actually have the
disease.

The researchers concluded that the presence of breast cancer may
influence the occurrence of TEs among patients taking tamoxifen.
Chemotherapy is also thought to increase the risk of TEs by decreasing
coagulation inhibitors and damaging vascular endothelium. However,
even though half the women in this study had also received
chemotherapy, the study showed no statistically significant difference in
chemotherapy exposure between the women who developed TEs and
those who did not. So chemotherapy, the researchers concluded, was
unlikely to explain the prevalence of the FVL mutation among women
with TEs in this study. The risk of TE was also associated with smoking
and family and personal history of TEs.

The researchers also concluded that: "These data may prove useful to
women who must decide between tamoxifen and an effective, essentially
non-thrombogenic, alternative adjuvant therapy for breast cancer, such
as aromatase inhibitors for postmenopausal women and gonadotropin-
releasing hormone analogs or oophorectomy for premenopausal
women."

According to the authors, the study's limitations include lack of family
history data on TE and other hereditary factors leading to
coagulopathies. The researchers also did not collect data on other
potential TE risk factors, such as body mass index and recent surgery.

In an accompanying editorial, Jack Cuzick, Ph.D., of the Wolfson
Institute of Preventive Medicine at Queen Mary University of London,
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said that why the FVL mutation is associated with TEs among breast
cancer patients taking tamoxifen but not among people taking tamoxifen
preventively "remains a mystery."

"Continued follow-up and research on the relationship between the FVL
mutation and tamoxifen, especially in the prevention setting, will be the
only way to clarify these apparently contradictory settings," Cuzick said.

  More information: jnci.oxfordjournals.org
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