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In transplant-eligible multiple myeloma (MM) patients, induction therapy with a proteasome inhibitor, immunomodulatory drug, dexamethasone and anti-CD38 monoclonal antibody achieves very good

partial response (VGPR) or better in 70-90% of cases after autologous stem cell transplantation (ASCT). However, non-responders have a worse prognosis and rescue treatments remain undefined. The

use of isatuximab after daratumumab is controversial due to their shared CD38 target, with a recommended 3–6 month washout, as their differing mechanisms of action suggest it may not be necessary.

Our aim is to analyze the response after rescue therapy with Isatuximab plus carfilzomib-dexamethasone (ISA-KD) with no washout period in patients with MM non-responding to daratumumab.

This is a descriptive, retrospective real-word experience from 2 spanish centers of MM patients undergoing rescue therapy with ISA-KD with no washout period from June 2022 to December 2024.

Demographic, clinical, laboratory, treatment and response data were collected.

ABSTRACT

5 consecutive daratumumab-refractory newly diagnosed MM patients were included in the analysis. Median age of 62 years (interquartile range [IQR] 72–54), with a predominance of the female sex. High-

risk cytogenetic in 60% and median ISS-R of 2. The main clinical characteristic, therapeutic description and evolution are summarized in Table 1.

All 5 patients received an “early rescue” with ISA-KD. The median time from the last dose of daratumumab to the first of isatuximab was 35 days (IQR 35–10).

All patients achieved fast and objective response to ISA-KD, enabling ASCT in the two eligible patients in a VGPR status and produced a great clinical response and benefit in the other 3 patients. The

biochemical response of one of the patients is graphically illustrated in Figure 1.

RESULTS

All of our patients achieved rapid and deep responses after treatment with Isa-KD without washout period, suggesting its potential as a viable second-line therapy. Further real-

word studies are needed to validate this approach and optimize treatment strategies for non-responders.

CONCLUSION
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