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Abstract

Background. Expected survival of myeloma patients increased in recent decades, after introduction of new drugs and
strategies. Median survival has been reported about 5 years, but it is very variable, according to age, comorbidities,
disease stage, etc.

Almost all myeloma patients receive bisphosphonates as antiresorptive treatment (with denosumab recently approved
as an alternative) shortly after diagnosis, and 1%-15% of them develop Osteonecrosis of the Jaw (ONJ), within some
years of treatment (or observation). Expected survival of myeloma patients can influence the choice of ONJ treatment
among possible options.

Methods. Charts of myeloma patients receiving bisphosphonates and observed at the Haematology Unit of Alessandria
Hospital in years 2005-2020 have been reviewed. Kaplan-Meier actuarial survival was evaluated.

Results. Median survival from the start of antiresorptive treatment of 244 patients was 5.36 years - with 79%, 69%, 60%,

52% of patients alive at 2, 3, 4, 5 years. At7 and 10 years, 41.3% and 30.2% of patients were alive.
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ONJ occurred in 7 patients, after a median of 6.3 years (range 0.5-13.2) from the start of treatment. Mean survival from
the ONJ diagnosis time of those 7 patients was 2.9 years (range 0.5-6.0).

Conclusions: Expected survival of myeloma patients in a “real life” setting after the start of antiresorptive treatment is
medially long in terms of years, with a large portion of patients exposed at risk of developing ONJ for more than 5 years.

A surgical treatment of ONJ is warranted, being expected survival not so short to hamper jawbone surgery.

Background: Despite significant advances in treatment and improvements in overall survivall'l2ll8]1l4] | multiple myeloma
has reported as incurablel®). The median survival is just over 5 years, and most patients receive four or more different
lines of therapy throughout their disease course. Almost all myeloma patients receive bisphosphonates (or - only recently -
denosumab) to reduce the risk of Skeletal Related Events (SRE) and are at risk of Osteonecrosis of the Jaw (ONJ). As
survival prolongs, a large proportion of myeloma patients is at risk for ONJ for several years. The length of survival from the
start of antiresorptive treatment and the length of survival after ONJ diagnosis are both of potential impact when choosing
the ONJ treatment (surgical versus not surgical), but few data have been published on this issue.

Materials and Methods: We reviewed all myeloma patients affected by bone lesions observed by our multidisciplinary team
and treated at the Hematology Unit in years 2005-2020. We examined birth date, date of start of antiresorptive treatment,
type of drug (pamidronate; zoledronic acid; other drugs or sequences), date of diagnosis of ONJ, date of death (or latest
follow-up visit). We obtained actuarial survival curves by Kaplan-Meier method.

Results: We evaluated survival data of 244 patients. Median survival from the start of antiresorptive treatment
(pamidronate or zoledronic acid) was 5.36 years - with 79%, 69%, 60%, 52% of patients alive at 2, 3, 4, 5 years. At7 and
10 years, 41.3% and 30.2% of patients were alive. (Figure 1).

ONJ occurred in 7 patients, after a median of 6.3 years (range 0.5-13.2) from the start of treatment. Survival of those 7
patients ranged between 2 and 14.5 years (median 10.5 years). Mean survival after the ONJ diagnosis was 2.9 years

(range 0.5-6.0) in the 7 patients.
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Figure 1. Actuarial survival of Myeloma patients (Kaplan Meier)

Conclusions: Expected survival of myeloma patients in a “real life” setting after the start of antiresorptive treatment is
medially long (more than five years), with a large portion of patients exposed for several years to risk of ONJ. The
comparison of this survival with that of large populations of patients developing ONJ®![” might be of value: a) to predict
the ONJ risk among general population of myeloma patients; b) to establish the real ONJ risk in patients surviving more
than one or two years (and to choose the best antiresorptive treatment duration and schedule); c) to evaluate feasibility and

opportuneness of surgical treatment of ONJ.
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