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Development of monitoring adverse events assciated with bone modifiers in
patients cancer bone metastases

IKESUE, HIROAKI
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We performed a retrospective cohort study to asses the risk factors of
kidney injury in 236 patients receiving zoledronic acid. The incidence of kidney injury was 13%. The
multivariate analysis showed that diabetes mellitus, baseline lower kidney function, and
concomitant use of cisplatin were significant risk factors for kidney injury. In addition, we
experienced a case of acute kidney injury in a patient with metastatic malignant melanoma, receiving
dabrafenib/trametinib combination therapy. We also retrospectively analyzed risk factors of
osteonecrosis of the jaw (ONJ) in 397 patients receiving zoledronic acid or denosumab. The incidence
of ONJ was 6%. The multivariate analysis showed that denosumab, older age, and concomitant use of
anti-angiogenetic agents were significant risk factors for ONJ.
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Question Answer Scare
1. Are there previous conclusive reports on this Yes +1
reaction?
2. Did the adverse event appear after the suspected Yes +2
drug was administered?
3. Did the adverse reactionimprove when the drug Yes +1
was discontinued or a specific antagonist was
administered?
4. Did the adverse reaction reappear after the drug Yes +2
was readministered?
5. Are there alternative causes (other than the drug) No +2
that could on their own have causedthe reaction?
6. Did the reactionreappear when a placebo was Do not know 0
given?
7. Was the drug detected in the blood (or other fluids) Do not know 0
in concentrations known to be toxic?
8. Was the reaction more severe when the dose was Yes +1
increased, or less severe when the dose was
decreased?
9. Did the patienthave a similar reactionto the same Do not know 0
or similar drugs in any previous exposure?
10. Was the adverse event confirmed by any objective Yes +1
evidence?
Total score 10
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Denosumab ZA p-values
(n=18) (n=6)
Healed 5(27.8%) 1(16.7%) -
Improved 7(38.9%) 0O( 0%) -

Not improved 6(33.3%) 5(83.3%) -

Healed orimproved 12 (66.7%) 1(16.7%) 0.048
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