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MYELOMA (COMy)
Background

« Targeting B-cell maturation antigen (BCMA) has transformed survival outcomes for patients with
relapsed/refractory multiple myeloma (RRMM)*2

« Belantamab mafodotin, an antibody-drug conjugate representing a uniqgue BCMA-targeting modality, was recently
approved in combination with pomalidomide and dexamethasone (BPd) as part of a triplet therapy for RRMM?3

« At the primary analysis of DREAMM-8 (median follow-up, 21.8 months; data cutoff: January 29, 2024), BPd
demonstrated significant improvement in progression-free survival (PFS) vs standard-of-care pomalidomide,
bortezomib, and dexamethasone (PVd) in patients with RRMM who had =1 prior line of therapy (LOT) (hazard ratio
[HR], 0.52; 95% CI1 0.37-0.73; P<0.001)*

« To further characterize the durability of BPd treatment benefit in RRMM, we report longer follow-up of efficacy and
safety outcomes from the DREAMM-8 trial (median follow-up, 35.8 months; data cutoff: July 7, 2025)

Methods

DREAMM-8 is a phase 3, open-label, randomized trial of BPd vs PVd in patients with RRMM
treated with 21 prior line of therapy, including lenalidomide

Treatment period

Until progressive disease, unacceptable toxicity, withdrawal of consent, or death,
whichever occurred first

Recruitment period

October 2020 to December 2022

Belantamab mafodotin
2.5 mg/kg IV (cycle 1) then 1.9 mg/kg IV Q4W from cycle 2 onward

® O [1 cycle is 28 days]
pomalidomide —>
4 mg orally on days 1-21 of every cycle [1 cycle is 28 days]
N=302 dexamethasone
40 mg? on days 1, 8, 15, and 22 of every cycle [1 cycle is 28 days]
Eligibility criteria R |
« Age =18 years with MM per IMWG 1:1 Bortezomib

» 21 prior line of MM therapy, a lenalidomide-containing
regimen must have been included

» Documented progressive disease during or after the
most recent therapy

* No prior treatment with an anti-BCMA agent or
pomalidomide

* No disease refractory to or intolerant of bortezomib

1.3 mg/m? SC on days 1, 4, 8, and 11 of cycles 1-8 then days 1 and 8
every cycle afterwards [1 cycle is 21 days]

pomalidomide —->
4 mg orally on days 1-14 of every cycle [1 cycle is 21 days]

End-of-treatment visit + Follow-up period

dexamethasone
20 mg? on the day of and day after bortezomib

Stratification® Key secondary endpoints:
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Deep and durable responses with BPd were associated with substantial PFS benefit that
was maintained following subsequent antimyeloma therapy

Median
12.5 months

(95% Cl, 22%-39%)

PFS

BPd PVd
PFS (N=155) (N=147)
Events, n (%) 73 (47) 93 (63)
24 months Ongoing, n (%) 53 (34) 17 (12)
® Median (95% CI), months  32.6 (21.1-NR) 12.5 (9.1-17.6)
! 559, HR (95% ClI) 0.49 (0.36-0.67)
' (95% Cl, 46%-63%)
|
: Median
_ 32.6 months
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No. at risk

(No. of events)

0O 2 4 6 8 10 12 14 16 18

20 22 24 26 28 30 32 34 36 38

Time since randomization, months

BPd 156 135 125 117 111 107 97 86 84 79

0) (10) (19) (26) (30) (34) (41) (47) (48) (32)

PVd 147 123 102 92 76 59 54 49 43 40

0) (14) (27) (37) (49) (60) (63) (68) (71) (73)
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+ Prior lines of treatment (1 vs 2 or 3 vs 24)
* Prior bortezomib (yes vs no)
* Prior anti-CD38 therapy (yes vs no)

Primary endpoint:
PFS (IRC assessed per IMWG)

OS, MRD negativity, DOR

Additional secondary endpoints:
ORR, PFS2,c safety

a Patients aged >75 years with comorbidities or intolerance of the 40-mg dose in arm A or 20-mg dose in arm B could have dose level reduced to half per investigator discretion. ® Some patients were
stratified by ISS stage (I vs Il/1ll); the protocol was amended on April 20, 2021, to replace this randomization factor with prior anti-CD38 treatment (yes vs no). ¢ PFS2 was defined as time from
randomization to disease progression after initiation of new antimyeloma therapy or death from any cause, whichever was earliest.

« Efficacy assessments occurred every 4 weeks in the intention-to-treat (ITT) population

« Patients achieving a confirmed =2 VGPR per IMWG criteria and IRC assessment were tested for MRD negativity
using NGS with a sensitivity of 107°

« Descriptive statistics were used to summarize the updated results

— HRs were estimated using the Cox model, stratified by number of lines of prior therapy (1 vs 2 or 3 vs 24)
and prior bortezomib use (yes or no)

—  95% Cls were calculated based on the Brookmeyer-Crowley method

Results

Most patients had lenalidomide-refractory disease, and a quarter had disease refractory to
anti-CD38 monoclonal antibodies?

, _ o Refractory Disease Status
« Overall, 159 patients (53%) had received 1 prior line of therapy,

102 (34%) had received 2 or 3, and 41 (14%) had received 24

» All patients had previously received lenalidomide; 25% (38/155)
in the BPd arm had previously received anti-CD38 antibodies vs
29% (42/147) in the PVd arm

«  Approximately one-quarter of patients in each arm were triple-
class exposed: 22% (34/155) in the BPd arm and 27% (39/147) in
the PVd arm

Lenalidomide Anti-CD38

spd - MMM )
81% (125/155)  23% (35/155)
Pvd - MMM T
76% (111/147)  24% (36/147)

Treatment with BPd led to higher rates of deep and durable responses compared with PVd

MRD Negativity (107°)
2 VGPR-based MRD-negativity

Response Rates
2 CR-based MRD-negativity

75 71 64 63 61 59 55 51 46 4
(54) (58) (62) (63) (65) (66) (B6) (B8) (69) (70)
33 31 29 27 25 22 22 21 17 14
(79) (81) (83) (85) (87) (89) (89) (89) (91) (92)

PFS2

40 42 44 46 48 50 52 54

32 24 17 1 7 2 0 0
(72) (73) (73) (73) (73) (73) (73) (73)
12 10 6 4 3 2 1 0
92) (92) (93) (93) (93) (93) (93) (93)

Median

BPd PVd
24 months PFS2 (N=155) (N=147)

o Events, n (%) 71 (46) 101 (69)

] Ongoing, n (%) 71 (46) 38 (26)

l Median (95% Cl), months 47.1 (28.4-NR) 21.7 (13.8-28.6)

! HR (95% ClI) 0.52 (0.38-0.70)

r 61%

|
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(95% Cl, 53%-69%)

47.1 months

(No. of events)

Proportion alive and progression free
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0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 5
No. at risk

Time since randomization, months

Bpg 155 148 142 141 132 123 119 113 111 105 96 90 87 84 83 8 76 72 70 63 53 43 32 23 14 6 3 0 0 O
0 @) (9 (10) (17) (25) (29) (35) (36) (42) (49) (55) (57) (60) (61) (62) (64) (66) (66) (67) (67) (69) (70) (70) (71) (v1) (1) (71) (71) (71)
Pvq 147 138 129 120 105 99 92 81 77 72 70 67 65 60 58 57 52 47 45 32 27 21 17 10 7 5 5 2 1 0
0) (7) (15) (24) (38) (42) (49) (60) (64) (68) (70) (73) (75) (80) (82) (83) (87) (90) (90) (95) (96) (98) (100) (101)(101) (101) (101)(101) (101) (101)

aPFS2 is defined as the time from randomization to disease progression after initiation of new antimyeloma therapy or death from any cause, whichever is earlier. If disease progression after new
antimyeloma therapy cannot be measured, a PFS event is defined as the date of discontinuation of new antimyeloma therapy or death from any cause, whichever is earlier.

The updated safety profile of BPd was broadly consistent with the primary analysis
BPd (N=150) PVd (N=145)
Any AE >99% e 97%

Any grade 3 or 4 AE 91 | 74%

AE related to any study treatment

96 | 83%

AE leading to permanent discontinuation
of any study treatment

AE leading to dose reduction of any study
treatment

22% I 14%
63% I 61%

AE leading to dose interruption/delay of
any study treatment

91% I 76%

100 80 60 40 20 0 20 40 60 80 100

Proportion of patients, %

Conclusions

y. BPd led to a 5-fold increase in MRD negativity and sustained MRD negativity vs PVd in
.ll patients with RRMM, most of whom had lenalidomide-refractory disease and a quarter of
whom had disease refractory to anti-CD38 monoclonal antibodies

BPd was associated with an approximately 3-fold greater median PFS vs PVd (increase of
>20 months), with greater than double the benefit following subsequent antimyeloma therapy
(median PFS2); follow-up for OS is ongoing

Longer follow-up from the DREAMM-8 trial demonstrated that BPd maintained superiority over

and DOR. Importantly, benefit was maintained following subsequent antimyeloma therapy

Collectively, these findings support BPd as an accessible, outpatient anti-BCMA agent for
treatment of MM at first relapse across all sites of care

': » PVd across all efficacy endpoints, including PFS, MRD negativity, sustained MRD negativity,
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Time from first response, months

Bpg 118 114 111 105 102 93 85 81 77 72 68 64 62 60 57 53 48 46 39 32 24
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