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Breaking away: High fracture rates may merit a new trial of
adjuvant endocrine therapy in Scandinavian breast cancer patients
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To the Editor,

Results from the multinational randomized controlled
trials demonstrate that adjuvant treatment of post-
menopausal breast cancer patients with aromatase
inhibitors (Als) have a longer disease free survival
compared to tamoxifen treatment [1,2], but less com-
monly show improvement in overall survival (OS). A
secondary analysis of the ATAC (Arimidex, Tamox-
ifen Alone or in Combination) trial showed that
increased age and number of comorbidities were
associated with a substantially increased risk of death
without recurrence in women with node-negative
breast cancer [1].

The BIG 1-98 randomized trial [2] compares
five-year adjuvant treatment of breast cancer patients
with the Al letrozole versus 1) tamoxifen for two years
followed by letrozole, or 2) letrozole for two years
followed by tamoxifen. The absolute differences in
disease free survival (DFS) were more discernable
among patients at the higher end of the risk spectrum
than at the lower end [3]. About half the patients were
node-negative, i.e. a low-risk group. In this group of
patients the OS favored tamoxifen treatment, although
insignificantly. Osteoporosis and bone fractures were
increased on letrozole compared to tamoxifen mono-
therapy [2]. Similar results have been demonstrated
in other studies (reviewed in [4]).

Results from the multinational randomized con-
trolled trials challenge their global external validity.
Such trials often enroll patients who are younger,
healthier, better educated, and have less comorbidity

than a population who carry the majority burden of
the disease [5].

If the therapy studied in a trial has another impact
on people outside the trial than people within the
trial, then the results of the trial may not generalize
to the population using the drug [5].

In older patients the presence of concomitant
diseases is of major importance for the OS of breast
cancer patients [6]. The Scandinavian countries have
a high rate of osteoporosis and serious bone frac-
tures, such as hip fractures. These fractures often
result in invalidity and death in elderly people. Nota-
bly, the incidence of hip fractures has been reported
to be as high as 4.4% per 1000 person years in Scan-
dinavia whereas the rates in southern, eastern and
western Europe were 1.4%, 0.6%, and 0.8%, respec-
tively [7]. Compared with the hip fracture rate in
other continents, the Scandinavian countries (Nor-
way, Sweden and Denmark) are at the top. This rate
increases sharply with age. Accordingly, in Norway
the 10-year probability of hip fracture in women in
the age groups 60, 70, and 80 years was 2.9%, 9.0%,
and 17.7%, respectively [8].

The high fracture rate in the Scandinavian popu-
lation compared with other parts of Europe might
reduce the external validity of BIG 1-98 applied to
the Scandinavian cohort of elderly breast cancer
patients. If this is the case the results of BIG 1-98
may not relate to Scandinavian women, as they are
more sensitive to fracture than the majority of the
women enrolled in the trial.
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Due to the positive effects of tamoxifen on
bone fracture rate it may be the drug of choice in
endocrine treatment of elderly node-negative breast
cancer patients in Scandinavia.

Consequently, a sub-study in elderly Scandinavian
breast cancer patients with osteoporosis, history of
fractures, or low bone mineral density may be war-
ranted to address differences in bone health between
tamoxifen and Als.
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