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Denosumab is an anti-RANKL monoclonal antibody preparation that is mainly effective against
bone lesions caused by multiple myeloma or solid cancer bone metastasis. Denosumab is usually
recommended to be used in combination with calcium (hereinafter referred to as Ca) preparations
to prevent hypocalcemia, which may occur as a side effect. On the other hand, there are some
cases in which Ca preparations are continuously prescribed even though denosumab has been
discontinued during the course of treatment. Sufficient reports have not been made on the effect of
continuation of Ca preparations on patients during the denosumab discontinuation period. In this
study, we will investigate the course of patients including serum Ca levels depending on whether or
not Ca preparations are continued after denosumab discontinuation, and examine the operation for
proper use of Ca preparations. Approval was obtained by the Ethics Review Committee before the
start of the study. The survey period was from April 2017 to March 2020, and a retrospective
survey was conducted using medical records. The primary endpoint was the time course of
corrected Ca levels in patients who were continuously prescribed Ca after discontinuation of
denosumab.

Of the 155 patients who discontinued treatment with denosumab, 66 patients continued to take Ca
preparations even after discontinuation of denosumab. As a result of comparing the average
values of the two corrected Ca values at the time when denosumab was discontinued and when
the Ca preparation was discontinued thereafter, the former was 9.40 mg / dL and the latter was
9.49 mg / dL, not showing a significant difference (p = 0.339). Similar comparisons were made for
each clinical department, but no significant difference was found in the change in the corrected Ca
value. Based on the above, it is considered that continuous administration of Ca preparations after
discontinuation of denosumab does not immediately affect the increase in Ca level, but the Ca
level may be affected by the increase or decrease depending on the patient's concomitant drug
and the progression of the medical condition. Therefore, further scrutiny will be considered. In
addition, from the viewpoint of proper use of Ca preparations, it is considered that withdrawal of Ca
preparations when denosumab is discontinued can contribute to reducing the burden of oral
administration on patients. Therefore, in the future, we plan to further investigate the necessity of
taking Ca preparations by investigating the corrected Ca value of patients who discontinued Ca

preparations at the same time as denosumab discontinuation.
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Examination for continuation of calcium preparation after discontinuation of denosumab treatment
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Denosumab is an anti-fRANKL monoclonal antibody preparation that is mainly effective against bone lesions caused by multiple
myeloma or solid cancer bone metastasis. Denosumab is usually recommended to be used in combination with calcium (hereinafter
referred to as Ca) preparations to prevent hypocalcemia, which may occur as a side effect. On the other hand, there are some cases
in which Ca preparations are continuously prescribed even though denosumab has been discontinued during the course of treatment.
Sufficient reports have not been made on the effect of continuation of Ca preparations on patients during the denosumab
discontinuation period. In this study, we will investigate the course of patients including serum Ca levels depending on whether or not
Ca preparations are continued after denosumab discontinuation, and examine the operation for proper use of Ca preparations.
Approval was obtained by the Ethics Review Committee before the start of the study. The survey period was from April 2017 to
March 2020, and a retrospective survey was conducted using medical records. The primary endpoint was the time course of
corrected Ca levels in patients who were continuously prescribed Ca after discontinuation of denosumab.

Of the 155 patients who discontinued treatment with denosumab, 66 patients continued to take Ca preparations even after
discontinuation of denosumab. As a result of comparing the average values of the two corrected Ca values at the time when
denosumab was discontinued and when the Ca preparation was discontinued thereafter, the former was 9.40 mg / dL and the latter
was 9.49 mg / dL, not showing a significant difference (p = 0.339). Similar comparisons were made for each clinical department, but no
significant difference was found in the change in the corrected Ca value. Based on the above, it is considered that continuous
administration of Ca preparations after discontinuation of denosumab does not immediately affect the increase in Ca level, but the Ca
level may be affected by the increase or decrease depending on the patient’s concomitant drug and the progression of the medical
condition. Therefore, further scrutiny will be considered. In addition, from the viewpoint of proper use of Ca preparations, it is
considered that withdrawal of Ca preparations when denosumab is discontinued can contribute to reducing the burden of oral
administration on patients. Therefore, in the future, we plan to further investigate the necessity of taking Ca preparations by
investigating the corrected Ca value of patients who discontinued Ca preparations at the same time as denosumab discontinuation.
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