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BACKGROUND METHODS (continued)

» Despite therapeutic advances for patients with multiple myeloma (MM), outcomes are generally poor and relapses are Figure 2. HORIZON and 0-12-M1 Study Designs

common, highlighting the need for therapies with new mechanisms of action'®
Dosing Schedule

RESULTS (continued)

Table 2. Baseline Patient Characteristics by Status (Exposed or Exposed and Refractory) to Alkylators Received
in Prior LoTs

Figure 5. PFS and OS by Exposed or Exposed and Refractory Status to Alkylators
Received in Prior LoTs

Figure 7. Most Common TEAEs in Patients Exposed to Prior Alkylators and
the Overall Population in 0-12-M1 (A) and HORIZON (B)?

— Alkylators are an important component of MM treatment, in frontline therapy as conditioning agents prior to
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& Melflufen
; Alkylator payload

Melflufen is a PDC that targets increased
aminopeptidase expression to selectively
increase the release and concentration of
cytotoxic alkylating agents inside tumor cells.
Melflufen is hydrolyzed by aminopeptidases to
release hydrophilic alkylating agents

' Peptide carrier

9 Aminopeptidase

PDC, peptide-drug conjugate; pFPhe, p-Fluoro-DL-phenylalanine.

OBJECTIVES

* To examine the clinical efficacy and safety of melflufen plus dexamethasone in patients exposed or exposed and
refractory to prior alkylator therapy, pooled from the O-12-M1 and HORIZON studies

METHODS

e Adult patients with RRMM who had received =2 prior lines of therapy (LoTs) were enrolled and treated with melflufen
plus dexamethasone in the 0-12-M1 (n=45) and HORIZON (n=157) studies (Figure 2)'>""

— The primary results of 0-12-M1 and HORIZON have previously been reported®™”
« Retrospective analyses were conducted using pooled patient data from both trials to assess patient response (N=202)

— In the first retrospective analysis, patients were grouped by the number of prior LoTs in which they were either
exposed or exposed and refractory to an alkylator received before enrollment in the respective parent trial
(Figure 3)

— In a separate retrospective analysis, patients were grouped by the type of prior alkylator regimen they received as
standard dose, dose intense, or high dose with SCT

* Dose intense regimens included regimens, such as DCEP (dexamethasone, cyclophosphamide, etoposide, and
cisplatin); VDT-PACE (bortezomib, dexamethasone, thalidomide, cisplatin, doxorubicin, cyclophosphamide, and
etoposide); double-alkylator regimens; or intensive-dose alkylator monotherapy, such as cyclophosphamide
without SCT

* Outcomes were also analyzed for time of progression after receiving SCT

» Refractoriness to prior alkylator was defined as disease that failed to achieve a minimal response or progressed while
the patient was on primary or salvage therapy containing an alkylator or progressed within 60 days of last therapy
containing an alkylator

v -

Patients not exposed to Patients exposed to an alkylator
prior alkylators (n=16) in 21 prior LoT (n=186)

v v - -

Patients exposed to

alkylators in 21 prior

LoT, not refractory to
alkylators (n=70)

Patients exposed to an
alkylator in 1 LoT and
refractory to the
alkylator (n=43)

Patients exposed to
alkylators in 22 LoTs,
refractory to alkylator
in 1 LoT (n=40)

Patients exposed to
and refractory to
alkylators in 22 LoTs
(n=33)

LoT, line of therapy.

RESULTS

PATIENTS

« Of 202 patients in the pooled population, 186 (92%) had been exposed to alkylator in 1 prior LoT and 33 (16%) had been
exposed and were refractory to alkylators in 22 prior LoTs

— Efficacy results for the overall pooled population are shown in Table 1'%

» Baseline patient characteristics are organized by status of exposed and refractory to alkylators received in prior LoTs
(Table 2)

— Patients who were exposed and refractory to prior alkylators had certain poorer prognostic features compared with
patients who had no prior alkylator exposure, including higher International Staging System stage and number of
prior LoTs

— Patients who were exposed and refractory to alkylators in 22 prior LoTs had particularly poor prognostic features

Table 1. Outcomes With Melflufen Plus Dexamethasone

ORR (95% CI), %
Median (95% CI), mo
PFS 5.7 (3.7-9.2)

0s 207 (11.2-33.2)

Data cutoff dates: HORIZON - January 14, 2020; O-12-M1 - October 29, 2019.
ORR, overall response rate; OS, overall survival; PFS, progression-free survival.

0-12-M1
(N=45)"

31 (18.2-46.6)

HORIZON
(N=157)"

29 (22.3-371)

Pooled Population
(N=202)

30 (23.5-36.5)

4.2 (3.4-4.9)
1.6 (9.3-15.4)

4.4 (37-52)
13.6 (11.2-17.6)

EFFICACY

* Meaningful and durable responses were observed in all subgroups analyzed by number of prior LoTs (Figure 4)

e Patients with fewer prior LoTs in which they were exposed or exposed and refractory to alkylators, generally had longer progression-free survival (PFS) and

overall survival (OS; Figure 5)

— Only those exposed and refractory to alkylators in 22 prior LoTs had a reduced overall response rate (ORR) of 91%

— Results should be interpreted with caution due to limited patient numbers and poorer prognostic features with increasing prior LoTs in which patients
were exposed and refractory to alkylators

Figure 4. Best Response by Exposed or Exposed and Refractory Status to Alkylators Received in Prior LoTs
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Data cutoff dates: HORIZON - January 14, 2020; 0-12-M1 - October 29, 2019.
2nvestigator-assessed best overall response per International Myeloma Working Group uniform criteria®
CBR, clinical benefit rate; CR, complete response; DOR, duration of response; LoT, line of therapy; MR, minor response; NE, not evaluable; ORR, overall response rate; PR, partial response; sCR, stringent complete response;
SD, stable disease; VGPR, very good partial response.
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Figure 6. Outcomes With Melflufen Therapy for Patients Who Underwent SCT (n=136) by

ORR (95% Cl), % 0S, Median (95% CI), mo
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Data cutoff dates: HORIZON - January 14, 2020; 0-12-M1 - October 29, 2019.
ORR, overall response rate; OS, overall survival; PFS, progression-free survival; SCT, stem cell transplant.

SAFETY

* The safety profile of melflufen plus dexamethasone in the 0-12-M1 and HORIZON trials was similar between patients
exposed or exposed and refractory to prior alkylators and patients with no prior alkylator exposure (Table 4)

» Treatment-emergent adverse events (TEAEs) were mostly hematologic, reversible, and clinically manageable (Figure 7)

* Nonhematologic TEAEs were infrequent and primarily grade 1/2

Table 4. Overview of TEAEs With Melflufen Plus Dexamethasone

Patient Subgroup Grade 3/4 TEAE, n (%)

0-12-M1 (N=45) 38 (84)
Exposed to prior alkylator (n=41) 34 (83)
Refractory to prior alkylator (n=24) 18 (75)
Not exposed to high-dose alkylator (n=22) 19 (86)

HORIZON (N=157) 140 (89)
Exposed to prior alkylator (n=145) 130 (90)
Refractory to prior alkylator (n=92) 80 (87)
Not exposed to high-dose alkylator (n=129) 115 (89)

2AEs are coded to preferred term using Medical Dictionary for Regulatory Activities, version 19.1.
TEAE, treatment-emergent adverse event.

« Efficacy results were similar between alkylator-refractory subgroups, including ORR, PFS, and OS, except for
a trend toward a lower ORR in patients refractory to alkylators in multiple prior LoTs, which may be attributed
to poorer prognostic features and advanced disease in this subgroup at baseline

» Prior alkylator exposure, including being refractory to prior alkylators, did not adversely impact the efficacy

and safety of melflufen therapy in RRMM

* Taken together, these results support the activity of melflufen in heavily pretreated patients with RRMM
exposed to alkylators in prior LoTs and should be verified in larger cohorts
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