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* Only £40% of patients with relapsed/refractory multiple myeloma (RRMM) respond to the next line of Figure 2. OCEAN: Global, Randomized, Open-LabeI Phase 3 Study (NCTO3151811) * Event-driven head to head superiority (and non-inferiority) study with * This study is funded by Oncopeptides
treatment, and ultimately most will relapse’ approximately 450 patients enrolled
* Melflufen is a lipophilic peptide-conjugated alkylator that rapidly delivers a highly cytotoxic payload Melflufen 40 mg IV * PFS, DOR, and OS will be analyzed by using a 2-sided, 0.05 level stratified Cox REGISTRATION
into myeloma cells (Figure 1) 1 of each 28- le)? proportional hazards regression model, and stratified by
(day 1 of each 28-day cycle) 9
— Primary endpoint
* |n phase 1/2 O—12—M1 melﬂufgn a.nd dexamethasone (DEX) showed promising activity in patients with - DEX 40 mg PO . PFS assessed by IRC per — Age (275 vs </5 years) * This study is sponsored by Oncopeptides
RRMM and a median of 4 prior lines of therapy? S b IMWG criteria' and is reqgistered at ClinicalTrials.gov
N = 450 = (days 1, 8, 15, and 22 of each 28-day cycle)* — Number of prior lines of therapy (2 vs 3-4 prior lines) (NCTO31§1811) -9
— . O N
Overall response rate (ORR): 31% - ) Secondary endpoints | |
| | | LEN-refractory o . ORR — International Staging System score (1vs 22)
— Median progression-free survival (PFS): 5.7 months MM patients = . DOR | | | REFERENCES
| | I POM 4 mg PO » ORR (2partial response) will be compared using the Cochran-Mantel-Haenszel
— Medlan Overa” SuU rV|Va| (OS): 20.7 months (days 1 tO 21 Of eaCh 28_day Cycle)a . gsf t Ch|—Squared teSt 1. Yong K, et al. Br J Haematol. 2016;175:252-264.
. . + E— - DSarety 2. Richardson PG, et al. Blood. 2017;130(suppl 1):abstract 3150.
— Melflufen was well-tolerated, with an acceptable safety profile DEX 40 mg PO * |ncidence rates of adverse events will be summarized and analyzed for all patients 3. Miguel J5, etal. Lancet Oncol. 2013;14:1055-1066.
. . 4. Hitzerd SM, et al. Amino Acids. 2014;46:793-808.
* OCEAN (OP-103; NCTO03151811) is a global, phase 3, randomized, open-label study of melflufen-DEX (days 1, 8, 15, and 22 of each 28-day cycle)*® who receive at I.east one or partial dose of melflufen, POM, or DEX and by the 5. Moore HE, et al. Mol Cancer Ther. 2009;8:762-770.
versus pomalidomide (POM)-DEX in patients with RRMM who are refractory to the last-line of therapy treatment receiveo 6. Wickstrém M, et al. Cancer Sci. 2011:102:501-508.
and to lenalidomide (LEN) within 18 months of randomization “Patients will be treated until disease progression or unacceptable toxicity. 7. Chauhan D, et al. Clin Cancer Res. 2013;19:3019-3031.
®The starting DEX dose will be reo!uced to 20 mg/d in patients aggd 275 years. | | | | | | | 8. Wickstrom M, et al. Oncotarget. 2017;8:66641-66655.
— OCEAN is evaluating melflufen-DEX versus POM-DEX in a RRMM patient population similar to that r[:w|§/>e<i fﬁ?%‘é&hii"eﬁiﬁfsiodnif?;ﬁ"5?252?51?5 L“;‘v\fgl'g;esr”;ggrr‘ea; é\{\cz/rwejsr?::t\j?\:ili/lgl?F?Cg?gfa;Illslesg]hcj\,egirrl?aelinc;or\;si\;i/v Committee; 1V, intravenously; LEN, lenalidomide; MM, multiple STUDY STATUS 9. Wickstrém M, et al. Biochem Pharmacol. 2010;79:1281-1290.

of the pivotal phase 3 POM trial MM-0033

10.Gullbo J, et al. J Drug Target. 2003;11:355-363.
1. Ray A, et al. Br J Haematol. 2016;174:397-409.

: : : The study is open to accrual in 21 countries and is currentl 12.Rajkumar SV, et al. Blood. 2011;117:4691-4695.
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Peptidases are expressed in several e Diagnosis of MM with documented disease * Primary refractory disease (eg, never responded [2MR] ,
cancers, including multiple myeloma*® : - : * Belgium * Norway
progression and requiring further treatment to any prior therapy) DISCLOSURES
* Czech Republic * Poland

a * 2to 4 prior lines of therapy including LEN and a PI o Ewdencg of mucosal or internal bleeding or platelet . Denmark . Romania PS: honoraria from Amgen, BMS, Celgene, Janssen, Karyopharm.

. . . transfusion refracto ry and Takeda; research funding from Amgen, Celgene, Janssen,
Melflufen is rapidly taken e ® Relapsed and refractory or refractory to last line of e Estonia e Russia Karyopharm, SkylineDx, and Takeda. FS: honoraria from Amgen,

up by myeloma cells due ] ) C N : . . 0 C e : ’ Celgene, Takeda, Janssen, Novartis, and SkyliteDX; consultancy for

(o its high lipophilicity’s Melflufen rapidly induces therapy and to I_.EN gdmlnlstered within 18 months . Any medmal copdltlons that, in thg investigator’s e France + Spain Amgen. Celgene. Takeda, Janssen, Oncopeptides, and MSD. PR,
irreversible DNA damage, prior to randomization opinion, would impose excessive risk to the patient . LP, GS, VR, and WL: None. JM: honoraria from Amgen, Celgene,

leading to apoptosis of or would adverse|y affect pa rticipation in this study * Greece °* Talwan Janssen-Cilag, BMS, and Tak.eda; consultancy/advisory role for

myeloma cells” * Measurable disease, defined as including * Hungary * The Netherlands ?r::g'enng; fri'%egiiﬁiﬁisigi'fn%riyf%fo”nf ;?:Szi; E:eeﬁzaef:
u | . . | ’ ’

. . . . . Janssen, and Takeda. JH: consultancy and equity ownership for

— Serum M_prOt.eln 20.5 g/dL by prOteln — Significant history of cardiovascular disease (eg, * Israel * United ngdom Oncopeptides. CB: consultancy for Oncopeptides and Takeda.

e electrophoresis myocardial infarction, significant conduction system * Italy e United States 5:;?22'%’;@;}sg‘grzqol}'gyirzvggfsh;svﬁzggnfsrzfnﬁtt'tis-mles

Once inside the myeloma cell . . . abnormalities, uncontrolled hypertension, or grade or honoraria with Karyopharm, Oncopeptides, Cel Taked:

’ . _ S ) ) yopharm, Oncopeptides, Celgene, Takeda,
melflufen is immediately _ 5= Urine M prote.m 2200 mg/24 hours by prOteln >3 thromboembolic event in the last 6 months) ° Korea Amgen, Janssen, and Sanofi; research funding from Oncopeptides,
cleaved by peptidases® = Melflufen electrophoresis Celgene, Takeda, and BMS.

] pFPhe (carrier) ~ Serum FLC 210 mg/dL and abnormal serum  FriorFOM “
o kappa-to-lambda FLC ratio :
(/| Peptidase PP * Intolerance to IMiDs o Arizona (AZ) e Massachusetts (MA)
The hydrophilic alkylator o
payloads are entrapped?d© .‘ Alkylator payload * Age 218 years e Prior alloSCT with active GVHD e California (CA) * Missouri (MO)
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alloSCT, allogeneic stem cell transplantation; ECOG PS, Eastern Cooperative Oncology Group performance status; FLC, free-light chain; GVHD, graft-versus-host-disease;
pFPhe, p-Fluorophenylalanine IMiDs, immunomodulatory drugs; LEN, lenalidomide; MM, multiple myeloma; MR, minimal response; Pl, proteasome inhibitor; POM, pomalidomide.
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