Minimal residual disease negativity in patients with relapsed or
refractory multiple myeloma treated with belantamab mafodotin plus

pomalidomide and dexamethasone vs pomalidomide, bortezomib,
and dexamethasone: analysis from the DREAMM-8 trial
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Conclusions
* Patients treated with BPd achieved a 5 to 7 times higher CR-based MRD-
negativity rate vs those treated with PVd, with consistent benefit in key subgroups

* MRD negativity was associated with durable PFS and OS benefits

- PFS HR (MRD negative vs not MRD negative): 0.14 (95% Cl, 0.06-0.32)
- OS HR (MRD negative vs not MRD negative): 0.18 (95% Cl, 0.07-0.49)

* Clinically meaningful PFS benefit was observed with BPd vs PVd in patients who
did not achieve CR-based MRD negativity
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Background
Study Design

Recruitment period Treatment period

Until PD, death, unacceptable toxicity, end of study, or

October 2020 to December 2022 withdrawal of consent

Eligibility criteria N=302 = Belantamab mafodotin — Primary endpoint:
« Age 218 years with MM 5. 2.5 mg/kg IV (cycle 1) then 1.9 miykg IV Q4W from cycle 2 onward m‘:vsv ((3I;RC assessed per
« 21 prior line of MM therapy, -
including lenalidomide é 2 pomalidomide 4 mg orally fn days 1-21 (28-day cycles) .;.. Ky secordarysndboints:
« Documented PD during or S (4] dexamethasone 40 mg® on days 1, 8, 15, and 22 — K OS, MRD negativity, and
after the most recent g § DOR
therapy O - g
° Bortezomib =
* No prior treatment with anti- = 1.3 mg/m? SC on days 1, 4, 8, and 11 of cycles 1-8 then days 1 ] | Adatiional secondary
BCMA or pomalidomide; no - and 8 (21-day cycles) T endpoints include:
disease refractory to or T + — ORR, CRR, 2 VGPR, TTBR,
intolerance of bortezomib 7Y pomalidomide 4 mg orally on days 1-14 (21-day cycles) TTR, TTP, PFS2, AEs, ocular
+* .
dexamethasone 20 mg® on the day of and day after bortezomib findings, HRQOL, and PROs
Stratification®
* Prior lines of treatment (1 vs 2 or 3 vs 24) Primary analysis (DCO: January 29, 2024)
* Prior bortezomib (yes vs no) Median follow-up, 21.8 months (range, 0.03-39.23 months)

* Prior anti-CD38 therapy (yes vs no)
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Background (cont)

Results from the primary analysis of the DREAMM-8 trial demonstrated statistically significant and
clinically meaningful PFS benefit with BPd vs PVd (HR, 0.52; P<.001)2 in patients with RRMM after 21
prior line of therapy, including lenalidomide’

p In an updated analysis with a median follow-up of 28.01 months,® median PFS with BPd vs PVd was
¥ 32.6 months vs 12.5 months (HR, 0.49; 95% ClI, 0.35-0.68)?

o 100 PFS® BPd (n=155 PVd (n=14
- Events, n (%) 68 (44) 89 (61)
é M}_‘R 18-month‘PFSrate PFS, median (95% Cl), mo¢  32.6 (21 1-NR)  12.5(9.1-17.6)
§ 801 *b;-\ M " HR (95% CI)? 0.49 (0.35-0.68)
2 B 163%
ol e e
= ' : , 32.6 months
; ______________ o '__w__‘—*i‘:*t*—jm& -
- : |
§ - Median [N
z 12.5 months & 41%: e
c | .
| |
Py | |
“ 0+ 1 1
Nosmxk 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

(No. of events) Time since Randomization, months
) 155 143 155 130 125 122 117 113 111 108 107 101 97 ) v : 1 79 7% 1 s A7 s # <09 A S & 17 3

) 054 (04004 (B0 ) 1
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Background (cont)

(&) PharmaDets

BPd was associated with greater depth of response than PVd, with a 5 times higher rate of
CR-based MRD negativity (23.9% vs 4.8%)’

MRD negativity is predictive of PFS and OS in MM. As of 2024, MRD is considered an endpoint
for accelerated approval in MM, based on an FDA ODAC decision?

In this updated post hoc analysis, we present additional analyses of efficacy outcomes by MRD
status in DREAMM-8




MRD-Negativity Rates
ITT 2L 2L Len-refractory®

76%

71%
60%

co53888838

BPd PVd BPd PVd BPd PVd BPd PVd BPd PVd BPd PVd
CR or better VGPR or better CR or better VGPR or better CR or better VGPR or better
ITT 2L° 2L Len-refractory®

MRD-negativity | 247, 5% 32% 5% |33% 5% 40% 5% |33% 6% 41% 6%

e puldone. | (95%CL  (95%CL  (95%CI,  (95%CI, | (95%CIL  (95%Cl,  (85%Cl,  (95%Cl, | (95%CI,  (95%CI,  (95%CI,  (95%Cl
17%-31%)  2%-10%)  25%-40%)  2%-10%) | 23%-44%)  1%-13%)  30%-52%) 1%-13%) | 22%-46%) 1%-16%) 29%-54%) 1%-16%)

MRD-negativity rate in patients
with 2 CR or 2 VGPR, %?

In both the ITT population and key subgroups, MRD negativity was 5 to 7 times higher with BPd.
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PFS by CR-Based MRD-Negative Status (Pooled Across Treatment Arms)

18.month PFS rate

gy ! Logerank P<001
: 93%

100%

- W R

28
5 > 75% - | (98% CL T9%-90%)
|
(¥ |46%
®c | (95% C1, 3%-62%)
£90 50%-
0w
£$ :
§. o 4 MRD negative® : .
- 25% = eb '
a =+ Not MRD negativ : MRD negative*  Not MRD negative®
: (N=44) N=258
, Events, n (%) 6 (14) 136 (53)
ol | _HR (95% Cl) 0.14 (0.06-0.32)
1 LJ 1 L | L | L | L 1 1 L) L] L] Ll L} L) L L) | 1 1
2 4 6 B8 10 12 14 18 18 20 22 24 28 28 30 32 34 3B 38
No. at risk Time from randomization, months
(events)

Notnegative 258 215 184 166 144 124 109 8 78 72 6 46 39 3 28 122 3 2 0 0
(0) (24) (48) (63) (78) (92) (102) (112) (116) (119) (126) (130) (132) (134) (135) (136) (136) (138) (138) (136)
Negative 44 43 43 43 42 42 42 40 39 37 32 26 17 13 9 6 4 1 1 1

© O © © ®H M m M MH G @ ¢ ® (6 (@6 (6 (6 (6) (6) (6)

Patients with CR-based MRD negativity had a substantially lower risk of disease progression

or death than patients who did not achieve MRD negativity.
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PFS by CR-Based MRD-Negative Status by Treatment Arm

100%
18-month PFSrate, =~ = ' 100
LI W S 4 !
‘-]-*"-+‘
|
g 2 Gl | 91 % """""
o - 75%= e I (95% CI, 76%-97%)
° D ey {E90
2& b o T +92%
a c *—I_ (95% Ct, 42%-42%)
0 - o
| - b -
a g MRD mg.uv’. | "+‘_‘|"*_ _HH__HH_"‘ -+" _+'
°9 BPd (n=37 PVd(=7)  BPd(n*11 PVd (n=140 ' ! t ‘__'H'—-H'—-ﬂ-—
O S 2% i o B ' 399 —+— = 0 o P
Events,n(%)  5(135) 1(143) 57 (48.3) 79 (56 4) Ut S AN ol gy
PFS, median  NR NR 196 102 Mt btnie. LRSS
(95%Cl,mo  (NRNR) (NR-NR) (135-NR) (8.417.1) | == Not MRD m-. Pvd
0%— HROS%C)  090(010.7.76) 067 (0.47-0.94) s == Not MRD negative,* BPd
1 1 |l L 1 1 1 1 || 1 1 | 1 | 1 1 1 1 | 1
2 4 6 8 10 12 14 16 18 20 2 24 26 28 30 32 34 36 38
"7'.:‘.2&'; Time from randomization, months
140 116 95 85 68 52 47 40 33 30 2 18 16 15 9 3 1 1 0 0
©) (14) @ @ (49) (59) )  (66) (68) 70) (75) (76) (76) @ @ 9) 9) (79) (79) 9)
118 99 89 8 76 72 62 49 45 42 36 28 ) 17 14 9 2 1 0 0
- (10) (19) (26) (29) (33) 40)  @46) (48) (49) (51) (54) (56) (57) (57) (67) (57) (57) (57) (57)
7 7 7 7 7 7 7 7 7 7 4 4 2 2 2 2 2 1 1 1
B ©) ©) ©) ©) (0) ©) ©) ©) ©) (1) () (1) (1) (1) (1) (1) (1) ) (1)
7 36 36 36 35 35 3% 33 32 0 28 22 15 1" 7 4 2 0 0 0
_—1 © ) ©) (1) (1) (1) ) ) @ @ @ (5) () ® ®) ®) ®) ®) ®)

Patients with CR-based MRD negativity had durable PFS in both treatment arms.

In patients who did not achieve CR-based MRD negativity, PFS favored BPd vs PVd.
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OS by CR-Based MRD-Negative Status (Pooled Across Treatment Arms)

100% - eeeneecgegeeeer_ | 18-month OS rate Log-rank P<.001

| HHHHH--HEH et
" 93%

2 75% - | (98% c1, 80%-08%)

T

> |
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g 50% : (95% C1, 63%-75%)

g I

> MRD negative? [ MRD negative* Not MRD negative®

O 25%1 i o . | (N=44) (N=258)

=+ Not MRD negative® .
| Events,n (%) 4(9) 101 (39)
: HR (95% Cl)  0.18 (0.07-0.49)
0% ol 1 I 1 1 | 1 Ll || L 1 L 1 1 | 1 L 1

1 1 L
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 38 38
No. at risk (events) Time from randomization, months
Notnegative 258 243 232 225 214 201 192 173 164 154 133 118 91 83 54 35 20 14 6 2
(0) (11) (21) (28) (38) (50) (59) (69) (74) (77) (84) (88) (97) (99) (100) (100) (100) (101) (101) (101)
Negaive 44 44 44 44 44 44 43 43 41 39 35 30 22 20 122 10 6 4 2 1
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Patients with CR-based MRD negativity had a substantially lower risk of death than patients

who did not achieve MRD negativi
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OS by CR-Based MRD-Negative Status by Treatment Arm

18-month OS rate '
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g 50% : (95% C1, 59%-74%) 1 ‘ H sl
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- MRD negative® Not MRD negative® :
g | 8Pa(r=37) _PYA(ET)  BPA(n=118)  Pva r=ta0) |
Pd (n=37 { =140) |
8" 25% — BPd (n=37) ~PVA(R=T)  BPd(n=118)  PVd (n=140) , - MRD negative * PVd
Events,n (%) 4(110) 0 45(381) 56 (40.0) [ ~4=MRD negative * BPd
08, median NR NR 330 NR | ~4=Not MRD negative ® PVd
(95% Cl), mo  (NR-NR) (NR-NR) (23 7-NR) (NR-NR) .
0% HRES%C) - 092 (0.62-1.36) : ' —l'l—Noi MRDJ negative ® BPd
1 1 1 1 1 1 1 1 1 1 1 1 1 | 1 1 || | I I
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() ) 12)  (18) 26) (32 (3 (40 @) @45 (49) B0) (54 (%) (%) (56 (%) %6 (%) (%)
118 110 106 104 102 95 89 79 78 72 63 58 44 40 26 17 10 5 1 0
©) (4) ) (10) 12) (18 @) 29 @) (3 (35) (38)  (43) (43 (4 () (44 @) @5 @5
7 7 7 7 7 7 7 7 7 7 5 S 3 3 3 3 3 2 2 1
©) () (0) (0) ©) ) ©) (0) (0) ©) () () ©) () ©) ©) ©0) ©) ) ©)
Rl 37 7 37 37 37 36 K KT 32 30 25 19 17 9 7 3 2 0 0
©) () (0) ) ©) ) (1) (1) (1) @ ) @ @) @ @) @) (@) @) @) @)

OS data are immature, with few events; however, in both treatment arms, patients with

CR-based MRD negativity had durable OS.
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Conclusions

* Patients treated with BPd achieved a 5 to 7 times higher CR-based MRD-
negativity rate vs those treated with PVd, with consistent benefit in key subgroups
* MRD negativity was associated with durable PFS and OS benefits
- PFS HR (MRD negative vs not MRD negative): 0.14 (95% ClI, 0.06-0.32)2
- OS HR (MRD negative vs not MRD negative): 0.18 (95% CI, 0.07-0.49)2

» Clinically meaningful PFS benefit was observed with BPd vs PVd in patients who
did not achieve CR-based MRD negativity

Although depth of response correlates with long-term outcomes, there

seems to be additional durability benefits to long-term treatment with
BPd not explained by MRD status.
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