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BACKGROUND OBJECTIVES

e Despite recent advances in therapy, multiple e Daratumumab and bortezomib are 2 drugs with e The primary objective of phase 1is to determine the optimal dose of e Once the optimal dose has been established, an additional 20 patients per regimen will be recruited in
myeloma (MM) remains incurable, showing the different mechanisms (anti-CD38 monoclonal melflufen, up to a maximum of 40 mg, in combination with dex and either the phase 2 part of the study for which the primary objective is overall response rate (ORR; investigator
need for novel therapies! antibody [aCD38 mAb] and proteasome inhibitor bortezomib or daratumumab assessed according to International Myeloma Working Group criteria)

[P1], respectively) that are approved and commonly

* Melflufen is a lipophilic peptide-conjugated
' ! PORIIIE PEPH J49 used in the treatment of patients with MM

alkylator that rapidly delivers a highly cytotoxic
payload into myeloma cells through peptidase e The phase 1/2 trial OP-104 ANCHOR investigates

activity (Figure 1) the safety and efficacy of melflufen and dex M E T H o D S
in combination with either bortezomib or

e Melflufen in combination with dexamethasone

(dex) has previously shown encouraging activity in daratumumab in patients with RRMM * This is a phase 1/2 trial (NCT03481556) of melflufen and dex in combination with either e Up to 3 dose levels of melflufen are being tested, starting at 30 mg and either increasing to
relapsed/refractory MM (RRMM 2 bortezomib (regimen A; Figure 2) or daratumumab (regimen B; Figure 3) 40 mg or decreasing to 20 mg based on observed dose-limiting toxicity (DLT)
e All patients must have had 1to 4 prior lines of therapy and be refractory (or intolerant) to an e Melflufen (IV) is administered on day 1 of each 28-day cycle in each regimen
Figure 1. Melflufen Mechanism of Action IMiD or Pl or both

e Each regimen is evaluated separately

Peptidase-enhanced activity in multiple myeloma cells For the combination with bortezomib, patients cannot be refractory to a Pl

N, —

Figure 3. Melflufen and Dexamethasone in Combination With Daratumumab

For the combination with daratumumab, patients must be aCD38 mAb naive
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Once inside the myeloma cell, N ® ® ® ® ® ® Within 30 days after last
rr?elflugeg is immsdiatgl%/ % pFPhe (carrier) H—J dose of last study drug
t - . .
L ® Melflufen (IV) 40/30/20 mg on day 1 dose of last study drug ® Daratumumab (IV) 16 mg/kg on days 2, 8, 15, and 22 for cycle 1;
The hydrophilic alkylator ~{ Alkylator payload ® Bortezomib (SC) 1.3 mg/m?on days 1, 4, 8, and 11 days 1, 8, 15, and 22 for cycle 2; days 1 and 15 for cycles 3 to 6; and day 1 for cycles 7+
8-10
payloads are entrapped ® Dexamethasone (po) 20 mg on days 1, 4, 8, and 11 and 40 mg on days 15 and 22° ® Dexamethasone (po) 40 mg weekly (20 mg for patients aged 275 years)°
Melflufen is 50-fold more potent than melphalan in myeloma cells in vitro due to EoT, end of treatment; IV, intravenously; OS, overall survival; PD, progressive disease; PFS, progression-free survival; po, orally; C, cycle; EoT, end of treatment; IV, intravenously; OS, overall survival; PD, progressive disease; PFS, progression-free survival; po, orally.
increased intracellular alkylator activity7’8 SC, subcutaneously. 3ln cycle 1, daratumumab is given on day 2 due to prolonged infusion time of the first dose.
?For patients aged 275 years: dexamethasone (po) 12 mg on days 1, 4, 8, and 11 and 20 mg on days 15 and 22. bOral dexamethasone may be substituted for IV dexamethasone before daratumumab infusion only.

REGIMEN A: Melflufen and dex in combination with bortezomib e Based on interim data from
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