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Bone protection in Lymphoma

Background

Published data indicate an increased risk of osteoporosis and fracture in patients who have
received steroid containing combination chemotherapy for lymphoma. A retrospective
analysis of 729 UK patients receiving full dose or attenuated R-CHOP for diffuse large B-cell
lymphoma > 70 years identified a cumulative fracture risk of 11.4% at 18 months™.
Independent risk factors for fracture included rheumatoid arthritis, bone involvement by high
grade lymphoma and the use of pre-phase steroids before chemotherapy: patients with one
or more of these risk factors had an 18-month risk of fracture of 12.7 — 26.7%.

Bisphosphonates are of established benefit in reducing fracture risk post-menopausal
osteoporosis®. Intravenous zoledronic acid has been demonstrated to be safe and to reduce
loss of bone density in patients receiving steroid containing chemotherapy for lymphoma?.
Evidence also indicates compliance with infrequent parenteral bisphosphonates is better
than regular oral bisphosphonates”. The licenced dose of zoledronic acid for treatment of
osteoporosis is 5 mg once a year and therefore a single 5 mg dose has been chosen for
prevention of glucocorticoid induced osteoporosis. This use is not licenced but has been
approved in OUH by the MMTC.

Prednisolone containing regimens for lymphoma

This supportive care document applies to patients receiving the following regimens.
CHOP14 / R-CHOP 14

CHOP21 / R-CHOP 21

O-CVP

R-CP

R-CVP

R-mini-CHOP

Bone protection

All patients > 50 years who are not currently hypercalcaemic should be offered ADCAL-D3 2
tablets daily to concomitant medications from cycle 1 day 1 to the end of treatment. Patients
who are deficient in vitamin D should receive a loading course of 7 weeks of 40000 U
cholecalciferol once a week.

Consider Zoledronic acid 5 mg IV single dose with cycle 1 (or cycle 2 if a dental assessment
is required and not yet completed) for the following patients with risk of fracture > 10% at 18
months, unless already established on a bisphosphonate or denosumab in primary care:
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Figure 1: bone protection for patients receiving steroid containing chemotherapy for
lymphoma

=70 years + any of:
Known osteoporosis / Mo |* Rheumatoid arthritis
Patient > 50 years *  osteopenia / fragility » * Bone involvement by
fracture high grade lymphoma
* Pre-phase steroids
Yes Yes l No
¥

Bisphosphonate +

Vitamin D / calcium Vitamin D / calcium only

Where patients are prescribed a single dose of zoledronic acid for prevention of
glucocorticoid induced osteoporosis this should be clearly communicated to the GP in the
clinic correspondence. Those diagnosed with established osteoporosis should be considered
for primary care bone protection from one year after the zoledronic acid.

Safety

Renal impairment: Zoledronic acid 5 mg is contra-indicated if CrCl < 35 ml/ min (unlike in
the myeloma indication where the threshold is CrCl < 30 ml/min)

Dentition: All patients who have not recently seen a dentist should be evaluated by a dentist,
before starting bisphosphonates if there is any clinical concern about dentition. Patients must
be warned of the risk of osteonecrosis of the jaw and the need to make their dentist aware
they have received bisphosphonates prior to dental work.
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