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BACKGROUND RESULTS

CONCLUSIONS

e Qutcomes remain poor for patients with relapsed/refractory multiple myeloma (RRMM), despite the availability of new therapies'? e As of January 14, 2020 the study was fully enrolled with 157 patients, Figure 3. TTNT and PFSinthelTT Population (N=157) e Of 131 patients who discontinued therapy, 70 patients (53%) initiated subsequent therapy at end of treatment e Melflufen plus dex treatment resulted in disease
: : : . : : Il of whom recei 21 f medication; 131 ien % . : : : . il i > i 0 i i
* With each subsequent relapse, patients with RRMM typically have worse outcomes, including lower response rates, shorter Zisioytisuedetchee\gd ar?c;);zoaiitsgg/s (éﬁi ;:?;rza,ingdpoant tereir(fjnz) * Most patients received monotherapy as subsequent therapy, with antibodies and proteasome inhibitors Stab'l'zat.'on (zSD) in 69% of patients, which translated
progression-free survival (PFS) and overall survival, and decreased treatment duration.?* This decline is especially true earlier in the (Table 1) PY P ° 1.00 - i Median (95% Ch being the most common types of therapies (Table 3) to a median TTNT of 5.8 months (8.2 months when
r f the di 4 : : vents, edian (95% Cl, . : . . : : . : ' ' ' '
course of the disease _ : : : : Time-to-Event Endpoint (N=157) n (%) months e Patients had a high burden of disease; they had received multiple drug classes prior to the administration of Cen,sormg ,at time of d,eath) ,m heavily p,retrefated
, oL , A o , The most common primary reasons for treatment discontinuation , , atients with RRMM. includina those with triole-class-—
e Longer time to next treatment (TTNT) is indicative of disease stabilization and clinical benefit*® were disease progression (56%) and AEs (17%) — TTNT (censored for deaths) 70 (45) 8.2 (7.2-10.8) melflufen and went on to receive a variety of treatments after melflufen (Table 4) P . ’ 9 P
— Longer TTNT has also been associated with lower costs in patients with RRMM + Baseline patient characteristics are shown in Table 2 07 - LTF';T 11251 gj; jf((:f':;)) — Results for patients with triple-class-refractory disease and EMD were consistent with those of the refractory disease and EMD
e Melphalan flufenamide (melflufen) is a first-in-class anticancer peptide-drug conjugate that rapidly delivers an alkylating payload . | ITT population . . . . . e Results for TTNT from HORIZON (median, 5 prior
into tumor cells (Figure 1) e - Retrela’iment V\élr;th tthe ssme cgru%ﬁlasstwas gene.ril.lgogncog\montw this hteawly pret(q%atic;gatlsnt e 36%) lines) were consistent with previous reports of TTNT
o . . . . ep — population, with retreatment with proteasome inhibitors being the most common o) patients; 6 : : : :
* In the phase 2 HORIZON study, melflufen plus dexamethasone (dex) showed clinically meaningful efficacy and a manageable safety Table 1. Patient Disposition 2 in patients with RRMM who received melflufen plus
profile in patients with poor-risk, heavily pretreated RRMM?™? ® 050 dex or other therapies (median, 3-4 prior lines). To our
o Ll . . . . .
— In the intention-to-treat population (ITT; N=157), the overall response rate (ORR) was 29%, with a median duration of response of Triple-Class- Q. Table 3. Subsequent Treatment After Melflufen knowledge, this is the first report of TTNT from a trial
5.5 months (Nn;;7) Re(fra1c1t9‘;ry (E"’;';) © — — e population with such advanced RRMM
= n= n= IS ripie-Ciass-
. . . _ B . _ . . . . _ > . . i ) )
ORR was 26% in the triple-class-refractory population (n=119) and 24% among patients with extramedullary disease (EMD; n=55) = - Subsequent Therapy Received (n=70) Refractory (n=52) (n=23) e In patients with RRMM, prolonged NT is associated
B . . . . 13 . . . . . . 0)) ’ . . . . -
The safety profile of melflufen plus dex was consistent with previous data® and consisted primarily of hematologic events Dlicontmued therapy, 131 (83) 102 (86) 50 (91) 0.25 - LI X -, X Therapy category, n (%) with clinical benefit and health economic value for
- The most common grade 3/4 adverse events (AEs) were neutropenia (/9%), thrombocytopenia (76%), and anemia (43%) n (%) Monotherapy* 34 (49) 21 (40) 11(48) payors. Because TTNT results from clinical studies
) . . ) . . o ) :
The most common grade 3/4 nonhematologic AEs included pneumonia (10%) and hypophosphatemia (5%) Primary reason for L + Doublet therapy® 27 (39) 24 (46) 11(48) are not always applicable to the real-world setting,
e The TTNT of melflufen plus dex in patients with RRMM was first evaluated in the phase 1/2 O-12-M1 study?® discontinuation, n (%) : + >3 Drug classes® 8 (1) 6 (12) 1(4) it is necessary that future clinical trials are more
: : : : : : : : 0.00 - i ' .18-20
— In 45 patients with RRMM who had received a median of 4 prior lines of therapy, median TTNT was 7.9 months, and median PFS Disease progression 38 (56) 71 (60) 35 (64) Therapy class, n (%) representative of the general RRMM po.pUIat'On’
| | | | | | : _
was 5.7 months 5 : 0 - 0 o Antibody® 24 (34) 12 (23) 5 (22) the:gfgre, future studies of melflufen will gather real
e Here we present the TTNT of melflufen plus dex from HORIZON, which was a more heavily pretreated population of patients with AEs 26 (17) 16 (13) 9 (16) : Anti-CD38-mAb 15 (21) 3(6) 2 (9) wor ate
o ) . : . . . . Time, months
RRMM. To our knowledge, this is the first report of TTNT in a population with a median of 5 prior lines of therapy evaluated in a _ e | 7 () & (5) 5 P|d 24 (34) 21 (40) 10 (44) e Further analyses on TTNT and its relationship to health-
Clinical trial atient wit relie intention-to-treat; rogression-fr urvival; ime to next treatmen : : : :
T, Intentlon-to-treat; PRS, progression-free survivali TTHT, time to next treatment. Alkylatore 18 (26) 15 (29) 7 (30) related quality of life are being conducted and will be
Lack of efficacy 5(3) 5(4) 3(5) IMiDf 16 (23) 15 (29) 6 (26) presented at a later date
Flgure 1- MeIfIUfen MeChanlsm Of ACtlon o . *Excluding 1 patient who received dexamethasone monotherapy as subsequent therapy. . . e . .
Physician choice > (3) 4(3) 3(3) Figure 4. TTNT and PFS in the Triple-Class-Refractory Population (n=119) ncudiod Garatorcnaty, eatusimal, ehotastmab, rivolumab, and durvalumab. * The high variability in subsequent therapies after
JREC Vg 1 Onao: %) 26 (17) 7 14 c (g sincluded bortezomib, carfilzomib, and bazomib. melflufen plus dex is indicative of a lack of effective
: .. a ¢Included bendamustine, cyclophosphamide, and melphalan. . . . o -
Cells are protected by a lipid ngoing, h L7 (14) ) 1.00 __ ‘Included lenalidomide, pomalidomide, and thalidomide. treatment options and a significant unmet medical need
0 bilayer preventing influx of most EMD, extramedullary disease; ITT, intention-to-treat; mAb, monoclonal antibody; Pl, proteasome inhibitor
Alkylator payload enters nucleus, water-soluble substances “Data cutoff date, January 14, 2020, Events, | Median (95% C), | - o o | In patients with heavily pretreated RRMM
linking DNA strands, resulting in AE, adverse event; EMD, extramedullary disease; ITT, intention-to-treat. Time-to-Event Endpoint (n=119) n (%) months
their destruction and cell death . . - . . .
- E'Iji (censored for deaths) f; E;‘:)’ 75%(395‘12;’ Table 4. Last Line of Therapy Prior to Melflufen and Subsequent Therapy After T:e prgpor‘::clon of Fiﬁt'fe“ts lwhc;regewed ;ubsequgr;t
2] : : - ‘ — — Treatment With Melflufen in the ITT Population ENEE[RIES BTl MUSITLIRET [PIVS S/@X 5 SomEiSEelt wilt
lflfon e hr ool Table 2. Baseline Patient Characteristics 0.75- — PFS 94 (79) 3.9 (3.0-4.6) other reported data (53% vs 54%)
diffusing readily through cell
'Trusing readily through ce > Subsequent Therapy After Melflufen, n (%)>* : : :
o éé membrane Triple-Class— = Last Regimen of Therapy Prior i it » (%) * The efficacy and safety of melflufen is being further
High concentration gradient é ITT Refractory C to HORIZON Study Start>® Monotherapy Doublet Therapy 23 Drug Classes evaluated in OCEAN (OP-103), an ongoing, randomized,
between outside and inside of f‘ | | © Characteristic (N=157) (n=119) -§ 0.50 _ Monotherapy (n=29) 17 (59)° 10 (34) 1(3) head-to-head, superiority, open-label, global, phase 3
cell; drives increased diffusion Aminopeptidases are expressed a . .
of melflufen into cell in several cancers, including Medi c ) - Doublet therapy (n=33) 14 (42) 13 (39) 6 (18) StUdy of melflufen p|US dex vs pPoOMm plUS dex in patlents
) G . . .
multiple myeloma yeear;a“ a9€ trahge), 65 (35-86) 65 (35-86) 64 (43-82) 2 >3 Drug classes (n=8) 3(38) 4 (50) 1(13) with RRMM refractory to lenalidomide (NCT03151811)
} Melflufen S
: : Subsequent Therapy After Melflufen, n (%)?
% Alkylator payload g Male sex, n (%) 89 (57) 70 (59) 31(56) N 0.25- Last Line of Therapy Prior to q Py , N (%)
o o - — HORIZON Study Starte* Antibody® |Anti-CDI8mAB] P | Alkylator EEERENCES
¥ Peptide carrier Hydrophilic alkylator remains Melflufen is immediately ISS stage (1 /11 / 11I) at :
. . S cleaved by abundant o/ a 40/31/25 34/30/30 36/25/33 =g Antlbody (n=25)¢ 3(2) 1(4) 10 (40) 9 (36) 5 (20) 1. Kumar SK, et al. Leukemia. 2017;31:2443-2448.
9 Aminopeptidase entrapped within the cell aminopeptidases study entry, % : 2. Gandhi UH, et al. Leukemia. 2019;33:2266-2275
. . Anti-CD38 mAb (n=23) 2(9) O 9(39) 9(39) > (22) 3. YongK, et al. Br J Haematol. 2016175:252-264.
Igh-risk cytogenetics 0.00 - -2Q%e 4. Szabo AG, et al. Clin Hematol Int. 2019;1:220-228.
n (goA))b g ’ 59 (38) 41 (34) 19 (35) PI (n 28) 8 (29) 5 (18) 10 (36) 6 (21) 7 (25) 5. Chen CC, et al. JManag Care Spec Pharm. 2017;23:236-246.
| | | | ! ! A|ky|ator (n:19)f 8 (42) 7 (11) / (37) 5 (26) / (37) 6. Bringhen S, et al. J Clin Oncol. 2019;37(suppl, abstr):8043.
O S 10 15 20 25 ) 7. Chauhan D, et al. Clin Cancer Res. 2013;19:3019-3031.
OBJECTIVE EMD at study entry, 55 (35) 50 (42) 55 (100} I IMiD (n=32)° 15 (47) 12 (38) 15 (47) 5 (16) 6 (19) 5. Wicketrom M ot a. Invest New Druigs, 2008:26195.204.
n (%)c ’ 9. RayA et aI.Br]Haematol. 2016;174:397-409.
aAmong 70 patients who discontinued melflufen therapy in HORZON and went on to receive subsequent therapy. 10. Str S, et al. Biochem Pharm [. 2013;86:888-895.
e To evaluate the TTNT after melflufen plus dex in patients with RRMM in the phase 2 HORIZON study PES. proaression-free survival: TTNT. time to next treatment *Antimyeloma therapy withiwithout steroids (eg, monotherapy: anti-CD38 mAb = steroids; doublet therapy: anti-CD38 mAb + IMID = steroids) 0. wickstrom I\?\ ctal gncotaargef.czoo17;8;66641-66655.
Median tlme Since » Preg ’ ’ ' ‘Excluding 1 patient who r'eceivgd dexamethasone monotherapy as subsequent therapy. 12. Richardson PG, et al. Poster presented at the 25th EHA
e To describe subsequent treatments received following melflufen and treatment received prior to initiating melflufen in this heavily di is ( ) 6.5(0.7-24.6) 6.2(0.7-24.6) 5.6(0.7-14.4) ncuded daratumumab, isatuximab, elotuzimab, nivolumab, and durvalumab. Annual Congress, June 11-21, 2020. Abstract EP945,
retreated Oor—risk RRMM po ulation IagnOSIS range , years fincluded bendamusti’ne cyclopho,sphamide anoi melphalan 13. Richardson PG, et al. Lancet Haematol. 2020;7:€395-e407.
P » P POP JIncluded lenalidomide, ;oomalidomide,and thalidomide. 14. Rajkumar SV, et al. Blood. 2011;117:4691-4695.
Median no. of prior lines c (2_12) £ (2_12) £ (2_12) Figure 5. TTNT and PFS in Patients With EMD (n=55) ITT, intention-to-treat; mAb, monoclonal antibody; PI, proteasome inhibitor. 12 FS;)nhne\;leld PF,)[e)t al. E;Icg)d.l2016;127:2955—296h2. 19 ASCO
of therapy (range) ' Al Meeting, May 31.0une 4 2019, Chicago, L. Abstract 8004
METHODS Triole-class-refractor 1.00 - — e TTNT with melflufen plus dex is as good or better than that of other agents as presented in clinical trials and e huialdiniiviabelfonitnii
, , , , , OF} 4 & 119 (76) 119 (100) 50 (91) . . Events, | Maedian (95% CI), in real-world evidence studies in patients with RRMM (Table 5) 19. Chari A, et al. Expert Rev Hematol. 2020;13:421-433.
e HORIZON is an ongoing pivotal, multicenter, S|ng|e-arm, Figure 2. Phase 2 HORIZON Study Design n (%) Time-to-Event Endpoint (n=55) n (%) months 20. Richardson PG, et al. Blood Cancer J. 2018;8:109.
phase 2 study of melflufen plus dex in patients with heavily (NCT02963493) Ref » — TTNT (censored for deaths) 23 (42) 6.9 (5.0-NE) . .
pretreated RRMM, refractory to pomalidomide (pom) and/or © ragg;rgy tc;JO 125 (80) 119 (100) 50 (91) — TTINT 46 (84) 3.9 (2.9-5.3) Table 5. TTNT With Melflufen and Other Agents in RRMM ACKNOWLEDGMENTS
an anti-CD38 monoclonal antibody (mAb, Figure 2) anti- n 0.75— — PFS 48 (87) 2.9 (2.0-3.8) :he authors;\/ould'like t]? thanl;.th-e patk:ents who V?Iur(;tge;ed to pahrtic;ipate(;n thT study, the staff and the study sites who cared
. Median Prior Lines ort.em,a‘n. Precision for Me |c-|ne,t eCROII’TVOVQ‘ N a.ta gat ering and analyses. ‘ . . ‘
— The primary results for the fully enrolled study have been I >~ . . Medical writing support was provided by Katherine Mills-Lujan, PhD, CMPP, of Team 9 Science with funding from Oncopeptides.
Sresented? ’ ! Aduitpatients _ Melfiufen 40mg +dexdomg” (BRI Elelggi?rrz'ht;: e 92 (59) 76 (64) 33 (60) £ Agent or Regimen Study Type m of Therapy,n | Median TTNT, mo
with (until disease progression or i e
. for <24 mo
° Patients received me|f|Ufen 40 mg (intravenously on day 1 * RRMM refraCtory UnaCCePtab/e tOXICItY) 3At study entry, 4 patients had unknown ISS stage, and 2 patients had missing ISS stage in the ITT population g Death Censored . e . DISCLOSU RES i i i i i
of each 28-day cycle) plus dex 40 mg weekly until disease to t|?°é“Dg; b "High-risk cytogenetics at study entry was based on fluorescence in situ hybridization defined as t(4;14), del(17/17p), and nE_ 0.50 - Melflufen + dex (HORIZON) Clinical trial 157 S 8.2 Fokodn AD raports consurtanty for E%'eeaf\ C(jjlgcelzz—g?sgti?—’l\ii%s Seriib, o Tansber, AL roparts honorario and personal
. o e anti- m H 1 ; er sonneve et al>; atients % ad unknown cytogenetics. ogenetic assessments were not centralized. . . . ; ; ; ;
prog ression or u nacceptable tOXICIty or both Primary endpoint CtI(E1I\L/1\,I136\z/gs diﬁned asldal:;w’nuTti;JI,e:—gr:\seltom;d?szeoa/s)er:)r?gingting eitﬁtergin, bEt exigrtwd?ng bteyond, the co:tical bonetor as:ca zed T M@lﬂUfen + deX (O‘12‘M1)6 Cl | nlcal trlal 45 4 10.6 Eiisoigig Egiﬂ%yeefgg;fn% %:Lgsigi’ ?:ssngipddega:iga‘l"aakne%geﬁgnrzlcfeeijzc;crgercfo?agl?cgjsngrc?r:na);\obsbn\}litehIZIrIQS.e?WBIIBrfiggglt—S
* ORR separate soft tissue mass. . s . ers Squi e ene’ axo r;ﬂ ine, anssen ano’i and Take é reports honoraria from ie n’n en e’ ene-
* Th rimar N N RR » 22 Prior lines of dDgﬁn(:d as "tet‘;"aCtO"Y to or intolerant of 21 proteasome inhibitor, 21 immunomodulatory drug, and 21 anti-CD38 mAb. 2 Pom + dex® Clinical trial 153 3 9.1 gr?stoli?\ ek?rlz’SC uligbb C’Slcail(oSriithtKhIli(nle J,c';\Jnssen K’ife O]:\é:o 2-Izci(|§|e2 .::1rl::(lzT(S)anclé)fi.tl-ll-rl1received]C ran?szbvo;érogm éeCI Iegne and
e primary endpoint was O S + + - yers Squibb, : , Kite, Oncopeptides, g PP g
therapy including Secondary endpoints ®Including 21 patients (13%) refractory to prior melphalan in the ITT population. . e . 4 3 . Janssen, and personal fees from Novartis. CT reports personal fees from Oncopeptides during the conduct of the study. AA
— Res poNse Was assessed by the inveStigatOr per the an IMiD and a PI DOR - CBR - TTNT EMD, extramedullary disease; ISS, International Staging System; ITT, intention-to-treat; mAb, monoclonal antibody. Us) Multi ple ’ RetrOSpeCtlve 153/123 4/5 6/3 received honoraria from Amgen, Bristol-Myers Squibb, Celgene, GlaxoSmithKline, Janssen, Oncopeptides, Sanofi, and Takeda.
. . . * * * repor noraria from Amgen an ne an nsultan visory fees from ie, r, Janssen, Kar rm, an
Internatlonal I\/\yeloma Worklng Group unlform response - ECOGPS =2 Melflufen (IV) \/ ‘PFS :TTR - Safety 0'25 | Death as an event ¢apkee<jg(.)é;h|r(jecce)isec? hoonorg\riagﬁroran irggfne, Cee?g:nZ?ISCJEZ, §;/éasi§s,oKZr§:§haSm,ﬁ?cke)t/Tzkiz!,e;Z \/Jearasssteem,Kaanéoc%hrjasuItiigd
criteria® - DR e e | | O Melflufen + dex (HORIZON) ~ Clinical tria 157 5 5.8 o e e o o s O e e g
. . . ¢ ln the ITT pOpUlathn, medlan TTNT Was 58 mOnthS (95/0 Cl’ 48_71))  n + + 6 .. . from Bristol-Myers Squibb, grant support and honoraria from Celgene, Karyopharm, Oncopeptides, and Takeda, and honoraria
e TTNT was defined as the time from start of melflufen to first and median TTNT when Censoring for deaths was 8.2 months (95% Cl, -'_I_l Melflufen + dex (O‘12'M1) Clinical trial 45 4 /.9 from Janssen, Sanofi, and SecuraBio.
subsequent therapy or death (whichever occurred first) Pationts aged 575+ ved dex 20 g 7.2-10.8) (Figure 3) Daratumumab” Retrospective 126 4 5.7
|en‘ s.a e . ears receive ex maq. ‘ . 0,00—
—_ CBR, clinical benefit rate; dex, dexamethasone; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology — i i i o aRetrospective study evaluating patients with RRMM treated from 2006-2016 at the Veijle Hospital. The 3 most common regimens patients received throughout the study, regardless of line
TTNT <:ensore<]z|c for deatfh W<as also an]?lweq Group performance status; EaT, end of treatment; HRQoL, heslth-related quality of Ife; IV intravenous; mAb TTNTS of.23 mont?s were Schleved N .120 patlgnts (760/0), 26 months | | | | | | Ret erappy,ﬁnclu;edylenalid gmigdzftdex.t; bvgrttezomibthdeX;tand NS ntat“dominwder; t g patient throughout the study, reg
— Patients Were CZJ'_(I?_IVYI\GI_CIZI_ or <2 Zea 's a J’ccer ?lsea.SQ g inhibitor; RRAM, re?/a’psed}refractory r?wultiple m;/elo,ma; TTNT. time o ne>’<ftregatment; TTP. time to bro,gpression; TTR INn 68 patlents (43 A)), and 212 months in 12 patlents (8 A)) 0 5 10 15 20 o5 Dex, dexamethasone; pom, pomalidomide; RRMM, relapsed/refractory multiple myeloma; TTNT, time to next treatment.
progression, an was retrospectively reviewe Hme foresponse e Median TTNT and median TTNT when censoring for deaths in the Time. months FPO
e Subgroups of special interest included patients with triple- triple-class-refractory population and in patients with EMD are shown * The disease stabilization rate was 69% (95% CI, 61-76) in the ITT population, 65% (95% Cl, 55-73) in the | | | |
g . . . . p. R y p p . p . . . p p . Copies of this poster obtained through Quick Response (QR) Code are for personal use only and
CIaSS—refraCtory disease and patlents with EMD in Figure 4 and Figure 5, respectivel EMD, extramedullary disease; NE, not estimable; PFS, progression-free survival; TTNT, time to next treatment. triple-class-refractor O Ulatlon, and 51% (95% Cl, 37—65) in patients with EMD may not be reproduced without permission from EHA® and the author of this poster.
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