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BACKGROUND RESULTS
Multiple myeloma (MM) is characterized by extensive immunoglobulin production leading Figure 1. Aminopeptidase gene expression in CD138+ cells enriched from myeloma patient bone marrow aspirates. Figure 4. Comparison CD138+CD38+ cell Figure 5. Enzymatic hydrolysis of melflufen by LAP3.
to an excessive load on protein homeostasis in tumor cells. The function of the EC50 values between NDMM and RRMM
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melflufen/melphalan for 15 min, whereafter the medium was replaced. The cells were
incubated for 48h and cell viability was measured using PrestoBlue cell viability reagent.

* Hydrolysis assay: The enzymatic hydrolysis of melflufen by AP LAP3 was measured using
liguid chromatography tandem-mass spectrometry (LC-MS/MS). The release of para-
fluoro-L-phenylalanine (4-F-Phe-OEt) from melflufen was measured after melflufen
incubation with LAP3 for 2h.

10 100

* Very good ex vivo sensitivity for melflufen was observed especially in samples from patients with RRMM.
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* Melflufen activity is dependent on aminopeptidase activity.
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further validated in the CoMMpass dataset. In total, 9 APs (LAP3, ERAP2, METAP2, TPP2,
NPEPPS, BLMH, RNPEP, PEPD and DNPEP) were found to be more highly expressed in
RRMM than NDMM samples (P-value<0.05), indicating potential roles in disease
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Melflufen ex vivo response was detected in 73% (11/15), melphalan in 40% (6/15), selinexor in 69% (9/13), UNIVERSITY DF JCELAND

bortezomib in 63% (5/8) and 4-hydroperoxycyclophosphamide in 0% (0/4) of tested MM patient samples (Fig 3.).

. RRMM samples (median EC50=0.04 nM) were more sensitive to melflufen than NDMM samples (median EC50=4.2 Melflufen is an abbreviated form of the international non-proprietary name (INN) melphalan oncope tldes
progression. nIVI) (Fig 4 ) flufenamide, an investigational product not yet approved for commercial use in any market globally p p




