ANCHOR (OP-104): Melflufen Plus Dexamethasone and Bortezomib in Relapsed/Refractory Multiple Myeloma—

Optimal Dose, Updated Efficacy and Safety Results

4 Roman Hajek, MD, PhD'; Ludék Pour, MD, PhD?; Miquel Granell, MD3; Vladimir Maisnar, MD*; Paul G. Richardson, MD?®; Stefan Norin, MD®; Malin Sydvander, MSc®; Jakob Obermiiller, MSc®; Enrique M. Ocio, MD, PhD’;

'Department of Hematooncology, University Hospital Ostrava, Ostrava and Faculty of Medicine, University of Ostrava, Ostrava, Czech Republic; 2University Hospital Brno, Brno, Czech Republic; *Hospital de la Santa Creu i Sant Pau, Barcelona, Spain; *Fourth Department of Medicine - Hematology, FN and LF UK Hradec Krdlové, Hradec Kralové, Czech Republic; *Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA, USA;
AN( I I OR 6Oncopeptides AB, Stockholm, Sweden; "University Hospital Marqués de Valdecilla (IDIVAL), University of Cantabria, Santander, Spain

RESULTS (continued)

BACKGROUND METHODS (continued)

* The development of resistance to standard treatments in patients with relapsed/refractory multiple myeloma (RRMM) Figure 2. Melflufen Plus Dexamethasone in Combination With Table 2. Baseline Patient Characteristics Table 4. Grade 23 Treatment-Related TEAE EFFICACY - RESPONSE
often leads to poor outcomes and almost all patients relapse’?

Bortezomib ) i i : . . - : .
» Melphalan flufenamide (melflufen) is a first-in-class peptide-drug conjugate (PDC) that targets aminopeptidases and _— Melflufen 30 mg Melflufen 40 mg . o Melflufen 30 mg Melflufen 40 mg At the 30-mg and 40-mg dose levels, respectively, the ORR was 57% and 71% and clinical benefit rate was 71% and
. . . . T Characteristics Characteristics 71% (Table 6)
thereby rapidly releases alkylating agents inside tumor cells (Figure 1)37 e | 28-day cycles until disease (n=7) (n=7) (n=7)
. . . . . . Adult (aged 218 years) patients progression or unacceptable toxicity < At a median DOR follow-up time of 26.7 months at the 30-mg dose level and 10.4 months at the 40-mg dose level
* In the pivotal phase 2 HORIZON study (OP-106), the activity of melflufen plus dexamethasone in patients with heavily with RRMM A di 76 (70-82 70 (61-76 Anv grade 23 treatment-related TEAE. n (% 6 (86 7 (100 . . ’
pretreated RRMM refractory to pomalidomide and/or anti-CD38 monoclonal antibody therapy demonstrated clinical efficacy or li f1h ge, median (range), years ( ) ( ) L > 1 (%) (86) (100) the median DOR data were immature
and acceptable safety® 1-4 prior lines ot therapy D1 D4 D8 D11 D15 D22 Sex (men / women), n (%) 5 (71) / 2 (29) 7 (100) / 0 (0) Thrombocytopenia 4 (57) 7 (100)
— Overall response rate (ORR) was 29%, median progression-free survival (PFS) was 4.2 months, and median overall * Ref.ractory to (or intolerant of) ° . Table 6. Response Assessment
survival (OS) was 11.6 months at a median follow-up of 14 months an immunomodulatory agent ) . N . . Time since diagnosis, median (range), years 5.0 (1.4-7.4) 1.9 (1.2-8.0) Neutropenia 2 (29) 5 (71)
— Grade 3/4 hematologic treatment-emergent adverse events (TEAEs) were common (mainly neutropenia [79%], * Not refractory to Pl in last line o . Anemia 2 (29) 4 (57) Response Category Melflufen 30 mg Melflufen 40 mg
thrombocytopenia [76%], and anemia [43%]) but clinically manageable; nonhematologic AEs were infrequent of therapy u n u n u u No. prior lines of therapy, median (range) 3.0 (2-4) 2.0 (1-4) (n=7) (n=7)
* ANCHOR is a phase 1/2a §tudy of melflufen and de;amethas‘one in tripl-et c.ombinatior] with.bortezor-nib or daratumu.mab. ) I\Ellggzu:;bidlsease ® Melflufen (IV): 40/30/20 mg on day 1 ISS at study entry, 1 / 11 / 1ll, n (%) 4 (57) /2 (29) /1(14) 4 (57) / 3 (43)/ 0 (0) Fatigue i () @ Best confirmed response, n
The study aims to establish the dose of melflufen in each triplet combination and to investigate their safety and efficacy s A Bortezomib (SC): 1.3 mg/m2 on days 1, 4, 8, and 11 . . . Hypotension 1(14) 0 (0) SCR ; ]
— Results for the daratumumab arm have been previously reported, with melflufen 30 mg established as the M Dexamethasone (PO): 20/40 mg® High-risk cytogenetics by FISH,* n/N (%) 2/5 (40) 3/6 (50) .
recommended dose for this triplet combination in future studies?® Pneumonia pneumococcal 1(14) 0 (0) VGPR 0 3
0,
— Updated results for the bortezomib triplet combination are reported herein Acteiel 2507/ e D) 878 g) F 1Y 2 (@) e () 1 o) Syncope 1(14) 0 (0) PR 3 ’
Primary objectives Secondary objectives Prior ASCT / exposed to alkylator, n (%) 0 (0) / 7 (100) 3(43)/ 4 (57) y . 0o 11 VIR ] -
Figure 1. Melflufen Mechanism of Action * Phase 1: Optimal dose of melflufen * Best response * TTR * OS emorrhage ©) K
— in combination « DOR  PFS . Safety Refractory to alkylator, n (%) 2 (29) 0 (0) Data cutoff date: February 6, 2021. SD 1 1
o e Phase 2: ORR Thrombocytopenia includes the preferred terms ‘thrombocytopenia’ and ‘platelet count decreased’.
(7 Cells are protected by a lipid Refractory to immunomodulatory agent, n (%) 7 (100) 5 (71) bT“é‘i\“Etri’gzrt‘g;:‘;lzf::r::]tpgz‘:g::ed;\Z:f meutropenia’ and ‘neutrophil count decreased: PD 0 0

b|layer preventing influx of most 2aDexamethasone 20-mg is administered on days 1, 4, 8, and 11 of each cycle and 40-mg on days 15 and 22 of each cycle; for patients aged 275 . @ NA 1 1a
water-soluble substances years, a 12-mg dose is administered on days 1, 4, 8, and 11 and 20 mg on days 15 and 22. Exposed to prior Pl, n (A’) 7 (100) 6 (86)

D, day; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; IV, intravenous; ORR, overall response

Alkylating agents enter
nucleus, linking DNA strands,

reséjal.gnnagg:?n;;I:;e\;eprs;)t?cloesiZNA é*:‘“ Q::)’ gac':c’eissbsc,uot\;ir:&i??/_Ill\stl;tiifj,tgrrc;gsr;siis?—free survival; PI, proteasome inhibitor; PO, orally; RRMM, relapsed/refractory multiple myeloma; Refractory to PI, n (%) 9 (29) . (14) Table 5. TEAES Leading to Melflufen Dose ReductionS, DelayS, and ORR (95% CI)’ % 571 (18-4'90-1) .4 (29-0'96-3)
S o 2] Discontinuations CBR (95% CI), % 71.4 (29.0-96.3) 71.4 (29.0-96.3)
33 2 3 ? Melflufen is highly lipophilic and diffuses Exposed to prior anti-CD38 mAb, n (%) 2(29) 2(29) .
& e rapidly and passively through the cell Melflufen 30 mg Melflufen 40 mg o e or o 5D at the 40-mg dose level,

£ j .‘ Y %?; membrane, circu mventing development Refractory to anti-CD38 mAb, n (%) 2 (29) 2 (29) (I‘l=7) (I‘l=7) CBR, clinical benefit rate; CR, complete response; MR, minor response; NA, not assessable; ORR, overall response rate; PD, progressive disease; PR, partial response; SD, stable
e § &3 = of transporter-associated resistance R ES U LTS disease; VGPR, very good PR.
Rapid hydrolysis of melflufen é——"lé 9 $3 6 (86) 5 (71)

Refractory to last line of therapy, n (%)

creates a high concentration 'i'i '2;3 é °9°0 g Any TEAE leading to dose reduction of 5 (71) 5 (71)

gradient between the outside —% O &3 PATIENTS Refractory to immunomodulatory agent + Pl, n (%) 2 (29) 1(14) any study drug, n (%) EFFICACY - PFS AND OS

and inside of the cell, which éé =’ Aminopeptidase = =

drives increased diffusion of =) R et 3 o 2 57 Aminopeptidases rgdulators of brotein « As of the data cutoff date (February 6, 2021), 14 patients had been treated with melflufen Data cutoff date: February 6, 2021. Any TEAE leading to melflufen dose * PFS data were immature, with 2 of 7 patients at the 30-mg dose level and 3 of 7 patients at the 40-mg dose level

melflufen into the cell ?f’; ‘} é.:? homeopstzsis are,upregulated in several (30 mg n=7: 40 mg n=7) plus dexamethasone and bortezomib 2High-risk defined as t(4;14), t(14;16), t(14;20), del(17/17p), or gain(1g). FISH at study entry missing for 2 patients at the 30-mg dose level, and for 1 patient reduction, n (%) 3 (43) 4 (57) experiencing an event
o K N ) ’ ’ ’ at the 40-mg dose level.
‘4;;,’ Peptide ‘ & @fv‘ cancers, including multiple myeloma — Data set includes 13 patients enrolled in phase 1 (30 mg, n=6; 40 mg, n=7) and 1 patient ﬁe,SsCT’ autolO_gousl ;te”} Ceg transPlar;tstion; EClC>G ':S, E_istjrpsooperaﬂve Onf:il%gy Group performance status; FISH, fluorescence in situ hybridization; ) * OS data were immature, with 5 of 7 patients at the 30-mg dose level and 5 of 7 patients at the 40-mg dose level
Q‘:Z f:;gﬁ;) N:S*‘* enrolled in phase 2 (30 mg) + International Staging System: mAb. monocionat antibody: Fl, proteaseme innibitor. Thrombocytopenia® 2 (29) 4 (57) alive at the data cutoff date (median OS follow-up: 29.2 months and 15.9 months, respectively)
Wil L . . . .
Melflufen e -~ One patient was replaced at the 40-mg dose level in the DLT analysis but was included .
’: Alolat ond 5 peeset 4 in the safety and efficacy analyses Table 3. Treatment Exposure Anemia 104) 104)
ytator paytoa Hydrophilic Melflufen is a PDC that targets increased aminopeptidase
r . ) ) . . . b
¥ Peptide carrier alkylating agents expression to selectively increase the release and At Ehe 30-mg and 40-mg dose levels, reepectlvelg/, 5 patients .(71%) an(;l 3 patients Melflufen 30 mg Melflufen 40 mg HELire el 0 (0) 1(14) CONCLUSIONS
) rem.;.]r) e?;rapﬁfd concentration of cytotoxic alkylating agents inside tumor *(543 /Jc;) ren;al(l_lr_we':il o:)treatment, and 2 patients (29%) and 4 patients (57%) discontinued (n=7) (n=7) )
9 Aminopeptidase within the ce i i i reatment (Table Hemorrhage 0 (0 104
Pep cells. Melflufen : Iowlydrcr)]l.)l/.zed“i)% amlnopeptldases to release ) o ) . g ©) 4 * Melflufen plus dexamethasone as a triplet regimen with bortezomib in patients with RRMM and poor
ydrophilic atkylating agents * Baseline characteristics are shown in Table 2 Follow-up,* median, mo 61 151 Any TEAE leading to melflufen dose prognostic factors was well tolerated, with a similar safety profile as when used as a doublet (melflufen
, peptide-d jugate; pFPhe, p-Fluoro-DL-phenylalanine. . ; ; i, - . &1
PDC, peptide-drug conjugate; pFPhe, p-Fluoro-DL-phenylalanine The median treatment duration was 6.1 months (range, 0.8-32.7) at the 30-mg dose level No. of treatment cycles, median (range) 7 (1-32) 10 (2-21) delay, n (%) 3 (43) 7 (100) plus dexamethasone) ‘
and 11.4 months (range, 2.1-23.9) at the 40-mg dose level (Table 3) — Grade 3/4 treatment-related TEAEs were mostly hematologic

OBJECTIVE Treatment duration, median (range), mo 6.1 (0.8-32.7) 1.4 (21-23.9) Most common (occurring in =3 patients — Grade 3/4 nonhematologic treatment-related TEAEs were infrequent
Table 1. Patient Disposition overall), n (%) - Both dose levels demonstrated encouraging activity

Total cumulative doses administered, median

(o) (o)

 The primary objective of phase 1is to determine the optimal phase 2 dose of melflufen in combination with (range), mg Thrombocytopenia? 1(14) 6 (86) - ORRwEs B &it i SU-mE eese level eme. 716 &8 Bne 40-mg eloas level

dexamethasone and bortezomib Patient Disposition at Data Cutoff Melflufen 30 mg Melflufen 40 mg Melflufen 210 (30-920) 240 (80-840) * Phase 1 data in ANCHOR determined 30 mg of melflufen as the optimal dose in combination with

— — a . 1 2 -

* The objective of the phase 2 portion of the study is to evaluate the ORR, assessed by the investigator, per International (n=7) (n=7) Neutropenia® 2 (29) 2 (29) bortez-omlb (1.3 mg/m? on days -1, 4, 8.’ and 11 of each 28-day cycle) -

Myeloma Working Group response criteria® Bortezomib 74.8 (10.2-247.8) 56.5 (12.3-128.7) - Efficacy outcomes were similar with 30 and 40 mg melflufen as the starting dose

Treated, n (%) 7 (100) 7 (100) Upper respiratory tract infection 2 (29) 2 (29) - However, fewer melflufen dose reductions and dose delays were reported at the 30-mg dose level
Dexamethasone 528 (20-4060) 1000 (180-2760)

) * Recruitment for phase 2 is currently ongoing with 1 patient enrolled thus far
METHODS . Infection 1(14) 2 (29)
Ongoing at the data cutoff date 5 (71) 3 (43) Data cutoff date: February 6, 2021.

2Follow-up from cycle 1, day 1 to data cutoff or study end.
Any TEAE leading to discontinuation of

* ANCHOR is a phase 1/2a, 3+3 design, dose-escalation study (NCT03481556) of melflufen plus dexamethasone in . . 2 (29) 2 (29)
S . . > Discontinued treatment, n (% 2 (29 4 (57 any study drug, n (%
combination with either bortezomib or daratumumab »n (%) ) 37 y y g n (%) REFERENCES DISCLOSURES
. . . . . . . . SA F ETY 1. Kumar SK, et al. Leukemia. 2017;31:2443-2448. RH: consultancy or advisory role for Takeda, Amgen, Celgene, AbbVie, Bristol-Myers
- This presentatlon IS an update on the bortezomib trlplet combination (Flgure 2) Any TEAE leading to melflufen 2. Gandhi UH, et al. Leukemia. 2019;33:2266-2275. Squibb, PharmaMar, Janssen-Cilag, and Novartis; speakers’ bureau with Takeda
Ad t 0 2 (29) y
. . . . . . verse even * No DLTs were observed at either dose level discontinuation, n (%) 2 (29) 2 (29) 3. Chauhan D, et al. Clin Cancer Res. 2013;19:3019-3031. and Amgen; and research funding from Novartis, Bristol-Myers Squibb, Amgen,
° Up to 3 dose levels Of melflufen are belng tested, Startlng at 30 mg and either mcreasmg to 40 mg or decreaSIHg to ’ 4. RayA, et al. Br J Haematol. 2016;174:397-409. Celgene, Takeda. LP and MG: no conflict of interest to report. VM: honoraria and
_liriti RS > H _ 5. Wickstrom M, et al. Oncotarget. 2017;8:66641-66655. speakers’ bureau from from Janssen, Amgen, Celgene/Bristol-Myers Squibb, The
20 mg based on observed dose llmltlng toxicities (DLTS) Progressive disease 1 (14) 1 (14) * Grade 23 nonhematologlc treatment-related TEAEs were uncommon (Table 4) COVID-19 pneumonia 0 (0) 1 (14) 6. Wickstrom M, et al. /nvest New Drugs. 2008;26:195-204. Binding Site, and Sanofi and consultancy or advisory role with Janssen, Amgen,
_ H H H H H _ . . . . 7. Strese S, et al. Biochem Pharmacol. 2013;86:888-895. Celgene/Bristol-Myers Squibb, and Sanofi. PGR: consultancy or advisory role with
Melflufen is administered via central vein infusion on day 1 of each 28 day treatment CyCle * Serious TEAEs occurred in 4 patlents (57%) at the 30_mg dose level and 4 patlents (57%) at the 8. Richardson PG, et al. J Clin Oncol. 2021;39:757-767. Celgene, Janssen, Takeda, Karyopharm Therapeutics, Oncopeptides, Sanofi, Jazz
. . . . . . . . . 40-mg dose level and were considered treatment related in 2 patients (29%) at the 30-m¢g dose . 9. Ocio EM, et al. Blood. 2020;136(Supplement 1): 9-10. Pharmaceuticals, and Secura Bio and research funding from Celgene, Takeda,
* Once the optimal dose has been established, an additional 20 efficacy evaluable patients per regimen will be recruited Lack of efficacy 0 1(14) level & . d . 1 . h pd 1 . ( :2‘0/ h 40g q Thrombocytopenia® 0 (0) 1(14) 10. Rajkumar SV, et al. Blood. 2011;117:4691-4695. Bristol-Myers Squibb, and Oncopeptides. SN and JO: employment and stock and
into the phase 2 portion of the StUdy eve (pneumonla and neutropenia; syncope [ patient eac ]) an patient ( 0) at the -mg dose 11. Richardson P, et al. Lancet Haematol. 2020;7:€395-e407. other ownership interests with Oncopeptides. MS: employment with Oncopeptides.
level (thrombocytopenia and neutropenia) cardiac failure chronic 1(14) 0 (0) EMO: honoraria from BMS/Celgene, Janssen, Amgen, MSD, Takeda, Sanofi, GSK,
* All eligible patients must have received 1-4 prior lines of therapy and been intolerant of or refractory to a prior Other 1(14) 0 TEAES led t flufen d ducti in 3 patients (43%) at the 30 d level and 4 patient ;:iztgrﬁfeiztsqejb?S?r:lst:;fy:r;;g:sso;ﬁgﬁles::ruf:lB'c;iine/
. ° - - s s s s s
|mmunomodulatory agent (570/ )satetheo4no]emgu deonse Tzserle(_r:cl;lleog)s n patients °) & € mg dose level an patients Osteolysis 1 (14) 0 (0) ACKNOWLEDGMENTS Oncopeptides, Takeda, and GSK; and speakers' bureau from
o - Janssen and Takeda.
* Prior treatment with a proteasome inhibitor (PI) is allowed, but patients cannot be refractory to Pls in the last line of therapy Alive, n (%) 5 (71) 5 (71) T tient ) d a TEAE with a fatal out <30 d fter last d f study drug Theffautf;ors thang the patie;]nts whg;/olugteered;o I‘?artli'dpatle in the ;tudy, the
e WO pa lents expenence a Wi a Tatal outcome < ays artter Las ose oT stu y ru Data cutoff date: Februar staff and the study sites who cared for them, and the clinical research organization
. . . . . . . : y 6, 2021. . . X
* Patients will be treated until disease progression or unacceptable tOXIClty Dat toff date: February 6. 2021 (cardiac failure chronic at the 30—mg dose level and COVID-19 pneumonia at the 40—mg dose level) “Thrombocytopenia grouped term includes the preferred terms ‘thrombocytopenia’ and ‘platelet count decreased’. involved in data gathering and analyses Copies of this poster obtained through Quick Response (QR)
. . . . . . . aoanz Cl;t?ent ;:s' r: l:caec)zll at the 40-ms dose level in the DLT analysis but was included in the safety and efficacy analvses . bNeutropenia grouped term includes the preferred terms ‘neutropenia’ and ‘neutrophil count decreased”. Medical writing support was provided by Jared Hoffman, PhD, of Team 9 Science, Code are for personal use only and may not be reproduced
* Median follow-up for duration of response (DOR), PFS, and OS was obtained via reverse Kaplan-Meier estimation P P g y y y analyses. — Both events were considered unrelated to study drug TEAE, treatment-emergent adverse event. with funding from Oncopeptides without permission from the author of this poster.
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