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Dear Editor,

We thank Dr. Kawada for both his interest in our current study
[17 and his important comment [2]. As Dr. Kawada pointed
out, our study did not directly compare changes in bone
metabolic markers between once-weekly and daily adminis-
tration of teriparatide. Therefore, we cited a reference in the
“Discussion” section about the differences in the changes of
these markers between groups [1]. This point was also men-
tioned as a study limitation in the last paragraph of the
“Discussion.” As Dr. Kawada also pointed out, the differences
in the changes in bone metabolic markers between once-
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weekly and daily administrations may be partially affected
by the conditions under which samples are collected, such as
the timing of sampling. Regarding this point, we cited another
reference about serial changes in bone metabolic markers up
to 2 weeks after a single subcutaneous 56.5 pg dose of
teriparatide [3].

In incident vertebral fractures, relative risk reductions (RRR)
of 65 and 80 % have been reported with daily and once-
weekly administrations, respectively [4, 5]. However, these
vertebral fractures were evaluated by different methods. When
similar evaluation methods were used, a similar fracture re-
duction rate between daily administration overseas and once-
weekly administration in Japan has also been reported (RRR
of 84 % with daily administration) [6].

With regard to his comment about ethnic differences,
Tsujimoto et al. investigated whether any differences could
be found in pharmacokinetics (AUC and Cmax) and effects of
daily administration on BMD between Japanese and non-
Japanese patients [7]. They subsequently reported no differ-
ences in PK parameters or BMD changes between Japanese
and Caucasian patients. In addition, characteristics of
Japanese patients did not differ markedly between our current
study of once-weekly administration and another study of
daily administration [1, 8]. Moreover, patients’ characteristics
did not differ markedly between studies of daily administra-
tion in Japanese and non-Japanese patients [4, 8]. Therefore,
ethnic differences and patients’ characteristics did not play a
substantial role in any differences in changes in bone meta-
bolic markers between once-weekly and daily administration.
Our study patients comprised postmenopausal osteoporotic
women who had some features typical of postmenopausal
Japanese women.

Values with a non-normal distribution like bone metabolic
markers are often analyzed by natural log transformation or
non-parametric methods. A matched-pair signed-rank
(Wilcoxon) test and natural log-transformed analysis
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confirmed statistically significant differences that were similar
to our report.

Finally, the main purpose of our study was to investigate
whether there was any loss of responsiveness of bone meta-
bolic markers up to 24 weeks. As Dr. Kawada pointed out, no
comparison was made with controls; however, no decrease
was observed in responsiveness after 24 weeks [1]. In addi-
tion, based on the results of changes in bone metabolic
markers in the TOWER trial with once-weekly administration
up to 72 weeks [5], this responsiveness may be expected to
persist for up to 72 weeks.
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