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ANCHOR (OP-104): A Phase 1 Study Update of Melflufen and Dexamethasone

Plus Bortezomib or Daratumumab in Relapsed/Refractory Multiple Myeloma Patients
Refractory to an IMID or a Proteasome Inhibitor
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BACKGROUND RESULTS

* Despite recent advances in therapy, multiple myeloma (MM) remains incurable, showing

the need for novel therapies! REGIMEN A: MeIfIUfen and deX In COmblnatIOn W|th bOrtezomlb e Based oninterim data from ANCHOR in
» Melflufen is a lipophilic peptide-conjugated alkylator that rapidly delivers a highly patients with RRMM, the combination of

CONCLUSIONS

. . . - : * At the time of data cutoff (8 May 2019), 5 patients had been treated with EFFICACY Figure 5. Waterfall Plot (Best M-Protein Change) - - , ,
cytotoxic payload into myeloma cells through peptidase activity (Figure 1) melflufen (3 with 30 mg, 2 with 40 mq) (Table 1) y d.C C d | y » . . g 9 Table 2. Treatment-Related Grade 3/4 AEs (n=5) melflufen and dexamethasone with either
. - L : - - e Median treatment duration was 7.4 months (range, 2-11 months ! - -
Me!fl'ufe.n in combination with dexamethasc;r;e (dex) has previously shown encouraging « Median age was 73 years, with a median of 2 prior lines (range, 2-4), and . | . 9 259, No. of Patients (%) bortezomib or daratumumab is well tolerated
activity in relapsed/refractory MM (RRMM)? : . ) : : * Four patients were ongoing (Figure 4) 20 -
no patient had achieved CR in any previous line Preferred Term 30 mq (n=3) | 40 mg (n=2)
 Daratumumab and bortezomib are 2 drugs with different mechanisms (anti-CD38 e Al patients had relapsed/refractory disease. and 2 of the 5 batients were — One discontinued treatment due to PD after 10 months PR VGPR g in= g in= — No DLTs have been observed across both
monoclonal antibody [aCD38 mAb] and proteasome inhibitor [PI], respectively) that are Pa P ) y ’ P : : : : . 0 i
last-line refractory (PD while on therapy) e Two patients achieved VGPR and 3 patients achieved PR (Figure 5) for an ORR of 100% 0 Any AE 2 (67) 1(50) regimens and dose levels

approved and commonly used in the treatment of patients with MM

* The phase 1/2 trial OP-104 ANCHOR investigates the safety and efficacy of melflufen and Table 1. Patient Characteristics: Regimen A : : Thrombocytopenia® 2(67) 1(50) — Grade 3/4 AEs were mostly hematologic,
dex in combination with either bortezomib or daratumumab in patients with RRMM Figure 4. Swim-Lane Plot

-20- i 5 and all were clinically manageable
| | . Characteristics | n=& B B B B e -25% rleutropenia 267 > Y menes
Figure 1. Melflufen Mechanism of Action

Median age, years (range) 73.0 (63-82) Pneumonia® 1(33) O . . . L
: . . ’ ( -40- * Evolving efficacy is encouraging in both
Peptidase-enhanced activity in multiple myeloma cells > AE, adverse event.
Gender, n (%) _50% 'iEvent terms include “pIateI”et count decreased,” “neutrophil count decreased,” and Combi nations’ Wlth 90% Of patients St| || on
a I\/\ale/female 3 (60)/2 (40) : pneumonia pneumococcal,” respectively. treatment
% @'% Peptidases are expressed in several Medi ti . di . ( ) 5.8 (1.2-7.4) -60 - S .
ﬁ . J* cancers, including multiple myeloma*® edlian time since dlagnosis, years (range . . . N | Table 3. Serious AEs (n=5) | ]
%1 %‘i’%‘ Median number of previous lines (range) 2 (2-4) S . SAES (Total n5) — Inthe ITT population, ORR was 100%
B ] PO N W, -80 - Es (Total n=5 for the bortezomib combination and
—Q— ok I WOSPREREEEE i —e— Prior ASCT/alkyl ° 2
o SR S T S T R, ylator exposed, n (%) 1(20)/4 (80) : o . .
Melflufen is rapidly taken -,._._..--=:'"4-"’_'{J ._J-_-; i -'-""::5:2.:}._'_ Melflufen rapidly induces Alkylator refractory n (0/) 1 (25) ] -90% No. of Patients (A)) 60% fOr the daratu mu mab COmbI nation
up by myeloma cells due SR N e B s THER . ible DNA d , ’ ° > '
to its high lipophilicity”* E @ B i ﬁi‘\, |r|reeavdeir§é tce> apoptoasrinsagfe o \ -100- M-protein followed in: S (serum) Preferred Term All UGl (82% for patients that had completed
e % W ﬁ-’.f myeloma cells™ A G s, 10 2A(100) x PD > > Related 2 or more cycles of therapy). Responses
“ 'l i PP P - I_,'.!'.:;I,:_:I—.ﬁ-_:-',_'L'-;-‘ IMID refraCtory, N (%) 3 (75) - : iADR PR, partial response; VGPR, very good PR. Any SAE 4 (80) 1 (20) W|th both Combl natlons |mproved Wlth
o T — Daratumumab refractory, n (%) 1(25) ‘ o PR Pneumonia’ 1(20) 1(20) continued therapy
Once inside the myeloma cell : “ Tl . g: Melflufen Last-line refractory, n (%) 2 (50) . \L/Sczlzt dose SAFETY Bronchitis 120) 0
melflufen is immediately e o %] pFPhe (carrier) ISS stage at study entry, n (%) — Ongoing * No DLTs were observed at any dose level * The ANCHOR study is ongoing, with active
O 2 4

30 mg melflufen
+ bortezomib
_NA—

Deep vein thrombosis 1(20) O

40 mg melflufen
+ bortezomib
A

leaved b idasest . .
cleaved by peptidases ] Peptidase /117111 5 (100)/0/0 N * The regimen was well tolerated with clinically manageable recruitment of patients to the 40-mg

L : : : rade 3/4 hematologic adverse events (AEs; Table 2), and the '
The hydrophilic alkylator .‘ Alkylator payload ngh'r'Sk genetic by FISH®, n (%) 0 ! Ig b f hg lodic AEs i ( ’ h ) Humerus fracture 1(20 0 bortezomib dose |evel
loads are entrapped®0 | o o | | 6 3 10 12 OW numper or nonhemato OogIC S IS notewortny .
pay PP ASCT, autologous stem cell transplantation; FISH, fluorescence in situ hybridization; ISS, International Staging . . . Neutro penia 1 (20) 1 (20)
. . o System:; PI, proteasome inhibitor. Months e One patient experienced treatment-related serious AEs (Table 3) e Additional studies with melflufen in RRMM
Melflufen is 50-fold more potent than melphalan in myeloma cells in vitro due to *One patient with missing refractory status. . o , | *Event term includes “pneumonia pneumococcal.” . ,
increased intracellular alkylator activity’"‘ *High-risk defined as: t(4;14), t(14;16), t(14;20), del(17/17p), or gain(iq). CR, complete response; MR, minimal response; PD, progressive disease; PR, partial response; SD, stable disease; VGPR, very good PR. e No deaths on stu dy were repo rted AE, adverse event; SAE, serious AE. | nC|Ude the fol |OW| ng:

— OP-106 HORIZON, an ongoing, open-label,

0 B J E CT I v E S phase 2 study evaluating efficacy and
REGIMEN B: Melflufen and dex in combination with daratumumab safety of melflufen plus dex in mainly

patients with triple-class refractory RRMM

» The primary objective of phase 1is to determine the optimal dose of melflufen, up to a * At the time of data cutoff (8 May 2019), 24 patients had been treated Table 5. Response Assessment Figure 7. Waterfall Plot (Best M-Protein Change) SAFETY (NCT02963493)

maximum of 40 mg, in combination with dex and either bortezomib or daratumumab with melflufen (6 with 30 mg, 18 with 40 mg) .
. . o . . . _ o . o Percentage oy * No DLTs were observed at any dose level in the
H (0] .

e Once thg optolmal dose has been established, an adplltlonal ZQ patlent§ per regimen will e Baseline characteristics were as expected in RRMM and similar No. of Patients of Patients phase 1 part of the study — OP-103 OCEAN, an ongoing, phase 3,
be recruited in the phase 2 part of the study for which the primary objective is overall between the dose levels (Table 4) 20 - , , : | : £r
response rate (ORR; investigator assessed according to International Myeloma Working Subgroup VGPR mmmm Ceb e MR R VePR - CR * The regimen was well tolerated with | randomized, study evaluating efficacy
Group criteria) Table 4. Patient Characteristics: Regimen B S 0 No investigator assessment available clinically manageable grade 3/4 he”}am'Og'C and safety of melflufen plus dex versus

= 3 AEs (Tabl nd the low number : : : :
Total (n=24) O 1 4 4 4 2 O J 60 &/ s (Table 6), and the low number o pomalidomide plus dex in patients
. . = nonhematologic AEs was noteworthy , , ,
Patients with 22 0 _ , with RRMM refractory to lenalidomide
M E T H o D S Characteristics completed cycles 0 1 4 4 12 1 0 0 82 o1  Four patients experienced treatment-related
S - (NCTO3151811)
Median age’ years (range) >7.0 (49_78) 62.0 (35_77) CBR, clinical benefit rate; CR, complete response; MR, minimal response; NA, no assessment at time of data cutoff; ORR, overall response rate;
e Thisisa phase 1/2 trial (NCTO3481556) of melflufen and dex in combination with either PD, E)rggressive disease; ‘iDR, E)artial response; sCF’R, str’ingent CR; SD, stak;Ie d,isease; VGPR, very good PR. ’ , ’ Table 6- Treatment'Related Grade 314 AES
bortezomib (regimen A; Figure 2) or daratumumab (regimen B; Figure 3) Gender, n (%) ‘Including 3 and 1 unconfirmed MR, respectively. 50
_20 - i 5
 All patients must have had 1to 4 prior lines of therapy and be refractory (or intolerant) to Male/female 3 (50)/3 (50) 13 (72)/5 (27) . . No. of Patients (%)
Pal X Y v ) Figure 6. Swim-Lane Plot E eEElE B BB B B ~25% REFERENCES
an IMiD or Pl or both 30 mg 40 mg
e For the combination with bortezomib, patients cannot be refractory to a Pl Medlan Flme since 3.1(1.9-8.0) 4.4 (0.7-8.2) | | | Preferred term (n=6) (n=18) 1. Yong K, et al. BrJ Haematol. 2016;175:252-264.
o . . . diagnosis, years (range) ( S 2. Mateos MV, et al. EHA 2018. Abstract #PF581.

* For the combination with daratumumab, patients must be aCD38 mAb naive ‘ ‘ ‘ _40- Any AE 5 (83) 14 (78) 3. Richardson PG, et al. Blood. 2017:130(suppl, abstr):3150.

e Patients will be treated until documented progressive disease (PD) or unacceptable toxicity Median number of 2.5 (1-3) 2 (1-4) qq:_) 2 > 4. Hitzerd SM, et al. Amino Acids. 2014;46:793-808.

. . . . . . previous lines (range) = g ‘ ‘ ‘ L S s S H EpElmE B B B B BN _50% Neutropenia? 5 (83) 10 (56) 5. Moore HE, et al. Mol Cancer Ther. 2009;8:762-770.

Figure 2. Melflufen and Dexamethasone in Combination With Bortezomib | E §< oo 3 (509 16n 6. Wickstrom M. et al. Cancer Sci. 2011:102:501-508.

Plrll(olr '?SCT/ d. n (%) %((85:2)))/ 11% ((7586))/ mE —> 60 ytop 7. Chauhan D, et al. Clin Cancer Res. 2013;19:3019-3031.
d ator exposeaq, n - 7 : .
Day -21 28-Day cycles until confirmed PD or PFS - monthly until PD Y P ’ ° g% S Anemia 2 (33) 1(6) 8. Wickstrom M, et al. Oncotarget. 2017;8:66641-66655.
to Iziy -1 unacceptajlcile toxicity OS - everzﬁ months Alkylator refractory. n (%) a7 4.(22) m * S 9. Wickstrom M, et al. Biochem Pharmacol. 2010;79:1281-1290.
- N N S 4 ¥, e k s Febrile neutropenia 1(17) 0 10.Gullbo J, et al. J Drug Target. 2003;11:355-363,
TREATMENT IMID refractory, n (%) 3 (50) 167 Fatigue 0 1(6) 11. Ray A, et al. Br J Haematol. 2016;174:397-409.
f IS - 80- F s
SCREENING ® EoT FOLLOW UP g Agitation 0 1(6)
(o)
¢ o o o Pl refractory, n (%) 0 10 (56 - > J ACKNOWLEDGMENTS
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EoT, end of treatment; IV, intravenously: OS, overall survival: PD, progressive disease; PFS, progression-free survival: po, orally: ISS at StUdy entry,b n (%) _ I CR, complete response; MR, minimal response; PR, partial response; SD, stable disease; VGPR, very good PR. Table 7. Serious AES Science with fu ndlng from Oncopeptldes.

SC, subcut ly.

aForS:atCiZnatzeacg;uedeﬂS years: dexamethasone (po) 12 mg on days 1, 4, 8, and 11 and 20 mg on days 15 and 22. /171 6 CIOO)/O/O 13 (76)/2 (12)/2 (12) _ X PD o o o

i Figure 8. Progression-Free Survival SAEs (Total n=24)
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Figure 3. Melflufen and Dexamethasone in Combination With Daratumumab :;'I'g:l ::\SI((O/C;'toge"et'C by 2 (40) 5 (36) . "R | No. of Patients (%) DISCLOSURES
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