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SMM - Aquila

Phase 3 Randomized Study of Daratumumab
Monotherapy Versus Active Monitoring in
Patients With High-risk Smoldering

Multiple Myeloma: Primary Results of the
AQUILA Study
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Aquila

PETHEMA Score (2007)

Risk factor Score

295% aberrant PC within BM PC 1
compartment (aberrant phanotypes
outlined in Biood 2007 publication™)

Presence of immunoparesis (defined as 1
uninvolved qlg level below the LLN)

Risk category (score) Median TTP

0 MR
1 7amo
2 23 mo

Mayo 20/20/2 Score (2018)

Risk factor

BM PC >20% 1

M-protein >2 gidL 9

FLC ratio (imoived fo uninvolved FLC) >20 1

Riskcategory __Progressionrisk (%) _

(score) 2 year 5 yoar

Low (0) 10 23

Intermediate (1) 26 47

High (22) 47 g2

IMWG Score (2020)

Risk factor

FLC ratio fimvolved fo uninvolved FLC)
0-10
>10-25
>25-40
>40

M-protein (g/dL)
0-1.5
>1.5-3
>3

BM PC (%)
0-15
>15-20
>20-30
>30-40
>40

FISH abnormality (1(4;14), 1{14,16). +1q.
ded(13q), monosomy 13)

s W o i W N o

Moo N D

Risk category Progression risk (%)

(score) 2 year

Low (0-4) 4
Low-intermediate (5-8) 26
Intermediate (9-12) 5
High (>12) 73

5 year*

55
70
85




Aquila — Study design

AQUILA enrollment period: December 2017 and May 2019, at 124 sites in 23 countries

Screening Treatment/active monitoring phase Follow-up phase
Key eligibility criteria: DARA monotherapy Primary endpoint:
. = . + PFS by IRC per IMWG
=18 years of age = -
4 U - I 1800 mg SC® QW Cycles 1-2 2T SLIM-CRAB criteriac
*» Confirmed SMM diagnosis T - until progression
(per IMWG criteria) for <5 years =z Q2W Cycles 3-6, Q4W thereafter by SLiM-CRAB
« ECOG PS score of 0 or 1 “"5' in 28-day cycles until 39 cycles/36 months* Keg se_c:;sndary
S endpoints:
* Clonal BMPCs =10% and >1 of the IS . . OII;R
following risk factors: I= Active monitorin * Survival follow-up Time fo firsti
- Serum M-protein =30 g/L S 9 every 6 months 1me fo first-ine
E . " until end of study treatment for MM
- IgA SMM - _ = —_— : No dlseas_e-s_pecuflc treatment, « PES on first-line
- Immunoparesis with reduction of = with AE monitoring up to 36 months* treatment for MM

2 uninvolved Ig isotypes

- Serum involved:uninvolved FLC n : _ _ )
ratio >8 and <100 or confirmed disease progression (whichever occurred first)

- Clonal BMPCs >50% to <60%

= Qverall survival

Disease evaluation schedule
Stratified by = Laboratory efficacy — Every 12 weeks by central lab until disease progression

All patients were requ?red t_o have number of risk = Imaging (CT/PET-CT, MRI) — Yearly (central review)
CT/PET-CT and MRI imaging factorse for

during screening progression to
MM (<3 vs =3)

= Bone marrow — At least every 2 years

IMWG, International Myeloma Working Group; ECOG PS, Eastern Cooperative Oncology Group performance status; BMPC, bone marrow plasma cell; FLC, free light chain; CT, computed tomography; MRI, magnetic resonance imaging;
QW, weekly; Q2W, every 2 weeks; Q4W, every 4 weeks; AE, adverse event; IRC, independent review committes; ORR, overall response rate. ®Risk factors included involved:uninvolved FLC ratio 28 (yes vs no), serum M-protein =30 g/L
(yes vs no), IgA SMM (yes vs no), immunoparesis (reduction of 2 uninvelved immunoglobulins vs other), or clonal BMPCs (=50% to <60% vs <50%). P(DARA SC (1800 mg co-formulated with recombinant human hyaluronidase PH20
[rtHuPH20; 2,000 U/mL; ENHANZE® drug delivery technology; Halozyme, Inc.]). *PFS was defined as duration from randomization to initial documented progression to active MM or death due to any cause, whichever occurred first.

Presented by M A Dimopoulos at the 66 American Society of Hematology (ASH) Annual Meeting; December 7-10, 2024; San Diego, California
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Aquila — Baseline Demographics

DARA Active monitoring DARA Actlve monitoring
Characteristic n=194 n=196 Characteristic =194 =196

Age Type of SMM, n (%)

Median (range), years 63.0 (31-86) 64.5 (36-83) IgG 127 (65.5) 138 (70.4)
18 to <65 years, n (%) 106 (54.6) 98 (50.0) IgA 55 (28.4) 42 (21.4)
65 to <75 years, n (%) 67 (34.5) 74 (37.8) Other 12 (6.2) 16 (8.2)
=75 years, n (%) 21(10.8) 24 (12.2) AQUILA risk factors for progression to MM, n (%)?

Sex, n (%) <3 154 (79.4) 156 (79.6)
Female 99 (51.0) 103 (52.6) =3 40 (20.6) 40 (20.4)
Male 95 (49.0) 93 (47.4) Cytogenetic risk profile n=167 n=170

ECOG PS score, n (%) >1 of del(17p), t(4;14), and/or t(14;16), 29 (17.4) 22 (12.9)
0 165 (85.1) 160 (81.6) n (%)

1 29 (14.9) 36 (18.4) Mayo 2018 risk criteria, n (%)°

Median time from diagnosis of SMM to Low 45 (23.2) 34 (17.3)

randomization (range), years Sl Il Intermediate 77 (39.7) 76 (38.8)

Median BMPCs (range), % 20.0 (8.0-59.5) 20.0 (10.0-55.0) High 72 (37.1) 86 (43.9)

Baseline characteristics were generally balanced between groups

*Risk factors: serum M-protein =30 g/L, IgA SMM, immunoparesis with reduction of 2 uninvelved immunoglobulin isotypes, serum involved:uninvelved FLC ratio =8 and <100, or clonal BEMPCs >50% to <60% with measurable
disease. bCytogenetic risk was assessed by fluorescence in situ hybridization. “Mayo 2018 risk criteria: serum M-protein =2 g/L, involved:uninvolved FLC ratio >20, and clonal BMPCs >20%. Patients with 0 factors = low risk,
1 factor = intermediate risk. =2 factors = hiah risk (Lakshman A. et al. Blood Cancer J. 2018:8(6):59).
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Aquila — Progression to MM

Percentage of patients surviving
without disease progression

MNo. at risk

Daratumumab 194 188 181 179 166 156 149 145 142 139138 135129121 118114 106 102 99 96 90 67 41 17 6

80 —

60 —

40

20—

Median follow-up: 65.2 months Active
P DARA monitoring
{n=194) (n =196)
70.9% - . PFS event, n (%) 67 (34.5) 99 (50.5)
aratumuma . . .
E Median: not reached Death without disease progression 5(7.5) 5 (5.1)
'63.3% 63.1% Disease progression3? 62 (92.5) 94 (94.9)
]
! i CRAB criteria® 12 (19.4) 34 (36.2)
I
: ! Calcium elevation 0 2 (2.1)
E i Renal insufficiency? 0 0
1 ! ) L
I ' Active monitoring Anemia 2(3.2 14 (14.9
HR, 0.49 : i Median: 415 months -2) (14.9)
(95% ClI, 0.36-0.67) ' ' Bone disease 10 (16.1) 18 (19.1)
! I
P<0.001 Dara Treatment ; SLiM criteria® 50 (80.6) 65 (69.1)
T T T T T T T T T T T T T T T T T T T T T Clonal BMPCs 5(8.1) 16 (17.0)
0 3 6 9 12 1518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 Serum ELC 33 (53.2) 33 (35.1)
Months since randomization
Focal lesion by MRI 12 (19.4) 16 (17.0)

Active monitoring 196 180 175160 142 131120111100 91 87 83 78 71 67 65 60 55 51 50 49 33 19 8§ 2

DARA significantly reduced the risk of progression to MM or death by 51%

versus active monitoring

HR, hazard ratio; Cl, confidence interval. A patient may show disease progression based on =1 criterion. bPercentages based on the number of patients with a PFS event in each group. *Percentages based on the number of patients

with progressive disease in each group. ¥Some patients met the CRAB criteria for renal insufficiency, but the investigator attributed this to a cause other than disease progression to MM.

Presented by M A Dimopoulos at the 66" American Society of Hematology (ASH) Annual Meeting; December 7-10, 2024; San Diego, California




Aquila — Progression to MM (Subgroup analysis)

Disease progression or death

Daratumumab

Active monitoring

Subgroup No. of events/tofal no. of palients HR (95% CI)
T
Sex 1
Male 37195 43/93 * 1 0.52 (0.34-0.80
Female 30/99 51103 & 1 0.47 (0.30-0.74
e 1
<b5 years 4 I . L32-0.
65 34/106 45/98 0.51(0.32-0.79
2 =65 years 33/88 54/98 L : 0.50 (0.32-0.77
ace
ite . . .
Whi 531161 79162 ——e— ! 0.49(0.34-0.69
R Non-White 14/33 20134 & : i 0.57 (0.28-1.12
ion
estern ELH 1 . . .
e‘ﬁi EUHUS 13/48 20/52 e :' 0.52 (0.26-1.04
W(_)lrp;:r 54146 79144 —— 1 0.49 (0.35-0.69
& 1
=65k 11/43 26/46 k i [ 0.31(0.15-0.63
<6586 kg 33/96 39/64 ® i 0.54(0.34-0.86
=85 kg 23/85 34/64 & + 0.60 (0.35-1.02
Baseline renal function® l
Normal 17/54 27158 & {1 0.52 (0.28-0.96
Abnormal 50/140 72138 e ! 0.49(0.34-0.70
Risk factorse !
<3 49/154 77156 —e— ! 0.49(0.34-0.70
=3 18/40 22140 L I: 0.50 (0.27-0.94
Mayo 2018 risk criteria® .
Low 9145 10/34 & T { 0.59(0.24-1.45
Intermediate 37T 35/T6 —] 0.70(0.43-1.14
ig 217072 54186 | 0.36 (0.23-0.58
Cytogenetic risk at study entry® 1
Yes 13/29 14422 & 1 0.37 (0.17-0.82
No 39/116 55118 f——e— 1 052 (035078
Baseline ECOG PS 1
0 531165 80/160 —e— ! 0.44 53.31—0.53}
1 14/29 1936 | Q: | 0.95 (0.48-1.91
1 1 L 1
0.1 0.5 1.0

r 3

Daratumumab better

20

Active monitorina better

Retrospective review of
high risk per Mayo 2018
criteria showed median
PFS was not reached for

DARA versus 22.1 months
or active monitoring




Aquila — time to First-line Treatment for MM

100 —
HR, 0.46 (95% Cl, 0.33-0.62) * First-line treatment for
80 MM was initiated by
Active monitoring 3320/0 (6411 93) in the
60 —

Median: 50.2 months DARA group and
23.6% (105/196) in the
Daratumumab

. . .
Median: nof reached active monitoring group

Percentage of patients with
subsequent MM treatment

20 —

T 11T 111 1T 1T 17T 17 17 17 1T 17 T T T T T T T T1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78

Months since randomization
No. at risk

Daratumumab 194 190 189 187 185 174 164 162 161 160 155 152 149 140 137 135131 125122120118 91 56 23 8 1 0O
Active monitoring 196 185 181 171 157 147 135126 120113107101 96 89 87 85 82 79 74 71 €69 49 31 16 4 0 O
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Aquila — PFS on First-line treatment for MM (PFS2)

o 100 et
S ' i 85.9%
<5 ‘wmﬂatumumab * VRd was the most
g ‘E 507 78 0% Active monitoring common first-line
- i treatment for MM
zz ™7 | (DARA, 9.8%; active
ﬁ monitoring, 14.8%)
g5 7 ; . 25.0% (16/64) in the
. a . i DARA group and
%% 33.3% (35/105) in
E a . HR, 0.58 (95% CI, 0.35-0.96) E the active monitoring
& 0 3 6 0 12 15 16 21 24 27 30 33 36 30 42 45 45 51 54 57 60 63 66 69 72 group recewe(_j

No. at rick Months since randomization anti-CD38 regimens

Daratumumab 194 189 187 186 186 184 179 177 176 176 175 172 166 158 153 150 148 147 142 137 129 95 60 27 7
Active monitoring 196 186 184 183 179 172 165 160 159 155 153 150 145 139 135 131 129 127 125 119 112 78 48 24 7

DARA improved PFS on first-line treatment for MM versus active monitoring and

does not appear to impair later treatment for MM

R
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Aquila — Overall Survival

100 = , 93.0% Daratumumab
=)
£ 80 — 86.9% . o
% 1 Active monitoring
5 I
0 [
w ]
t 60 — i
2 !
3 :
o 1
s I
o 40 — !
o
L] 1
£ !
=]
[&] ]
& 20— :
o ]
1
HR, 0.52 (95% CI, 0.27-0.98) !
1
0 | r 1 1 17 17T T 17T 17 17T T T 1T 17 T 1T 1T T 1T T T T T1

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
Months since randomization
No. at risk
Daratumumab 194 194 194 193 192 191 188 188 188 188 188 186 184 179 177 176 175 174 172 169 162 128 86 38 N
Active monitoring 196 192 191 191 187 183 179 177 176 173 169 168 165 164 159 155 155 154 153 149 144 108 68 34 9

versus active monitoring

Active

monitoring
{n=196)

Deaths, n (%) 15 (7.7) 26 (13.3)

Primary cause, n

Disease progression 3 9
AE 2 4
Other” 10 13

*Deaths due to an event occurring after the AE reporting
window (ie, events that happened after patient started
subsequent therapy or >30 days after last dose) or deaths
with unknown reason.

Early intervention with fixed duration DARA extended overall survival




Aquila - Conclusions

* In this large phase 3 study in a well-defined population with high-risk SMM, DARA SC monotherapy

for 36 months demonstrated a statistically significant PFS benefit versus active monitoring
(HR, 0.49 [95% CI, 0.36-0.67])

— The greatest PFS benefit with DARA was observed among patients with high-risk SMM retrospectively
identified by Mayo 2018 criteria (HR, 0.36 [95% CI, 0.23-0.58])

* DARA prolonged PFS on first-line treatment for MM (HR, 0.58 [95% CI, 0.35-0.96])
* DARA demonstrated a favorable safety profile, with a low rate of treatment discontinuation due to TEAEs
» There was no detriment to patients’ health-related quality of life, with a trend toward improvement with DARA

* DARA extended overall survival (HR, 0.52 [95% CI, 0.27-0.98])

AQUILA strongly favored early intervention with DARA monotherapy in patients with

high-risk SMM, representing an opportunity to delay or avoid end-organ damage
and progression to MM and to extend overall survival




NDMM (TE)

|

(PERSEUS)

DaraVRD-Induktion — HD Mel + ASZT — DaraVRD-Konsolidierung — Dara+Lena-Erhaltung

CarT-Zell Therapie/Bispezifische Antikérper in Firstline:

DaraVRD-Induktion — HD Mel + ASZT vs CAR-T-Zell-Therapie (Cartitude-6)
(Quadrupel-Induktion — HD-Mel + ASZT) — Erhaltung Tec/Lena vs Tec vs Lena (MajesTEC-4)

TecD(V)R-Induktion — HD-Mel + ASZT + TecD-Erhaltung (MajesTEC-5)
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GMMG-HD10/DSMM-XX (MajesTEC-5)

Phase 2 Study of Teclistamab-based
Induction Regimens in Patients With
Transplant-eligible Newly Diagnosed
Multiple Myeloma: Results From the dsmm
GMMG-HD10/DSMM-XX (MajesTEC-5) Trial*

*ClinicalTrialy oy dentilies: MCTOSS0550; spanaored bry tha Universily of Haidslbseg Medical Cantas and is in collsborstion with Jenessn Resamch & Develapmant, LLC
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GMMG-HD10/DSMM-XX (MajesTEC-5) - Introduction

» Teclistamab (Tec). a first-in-class BCMA x CD3 BsAb with weight-based dosing, is approved in TCE RRMM and is

being evaluated as monotherapy in early-line RRMM and in daratumumab (Dara)-based combinations in early-line
RRMM and NDMM?*-/

+ Dara-based triplet and quadruplet therapies (DRd, DVRd) have extended survival in NDMM3-10
— MRD negativity (10~°) of 57.5% post-consolidation with DVRd in TE NDMM in the PERSEUS study

- Rationale for Tec-DR or Tec-DVR in transplant-eligible NDMM:

— Target treatment-naive T cells for potential early eradication of all myeloma subclones to further improve rates of
MRD-negativity and long-term outcomes

— Potentially further augment T-cell cytotoxic activity and enhance efficacy by combining Tec with Dara and Len'2.13

— Improve patient outcomes with a steroid-sparing regimen

+ MajesTEC-5 is the first study to evaluate the efficacy and safety of Tec-DR2 and Tec-DVR@ induction in patients
with TE NDMM; here, we present initial outcomes from 3 induction cohorts in our phase 2 study

“Dexamethasone was also administered in C1 and C2.

BCMA, B-cell maturation antigen; BsAb, bispecific antibody; C, Cycle; D, daratumumab: d, dexamethasone; GMMG/DSMM, German-speaking Myeloma Multicenter GroupiDeutsche Studiengruppe Multiples Myslom; MRD, minimal residual disease; NDMM, newlhy
diagnosed multiple myeloma; R, lenalidomide; RRMM, relapsedirefractory multiple myeloma; TCE, triple-class—exposed; TE, transplant-eligible; Tec, teclistamab; W, bortezomib.

1. TECWAYLI® {teclistamab). Summary of product characteristics. Janssen Biclogics BY; 2024. 2. TECVAYLI® (teclistamab-cqyv) injection [package insert]. Janssen Biotech, Inc.; 2024. 3. Maoreau P, et al. N Engl J Med. 2022;387(6).485-505. 4. Garfall AL, et al. J Clin
Oncol. 2024:42(18 suppl). Abstract 7340, 5. Touzeau C, &t al. J Ciin Oncol. 2024;42(18 suppl). Abstract T508. 6. Searle E, et al. Blood. 2022;140(suppl 1):394-206. 7. Rodriguez-Otero P, et al. Blood. 2021;128%(suppl 1):1847. 8. Facon T, &t al. Lancet Oncal.

2021:22(11:1582-1524. 8. Sonneveld P, ot al. N Engl J Med. 2024:300(4):301-3132. 10. Facon T, et al. N Engl J Med. 2018;280{22):2104-2115. 11. Rodriguez-Otero P, et al. Presented at: American Society of Clinical Oncology (ASCQ) Annual Meeting: May 31-June
4, 2024; Chicago, IL, USA. Abstract TE02. 12. Frerchs KA, et al. Clin Cancer Ree. 2020:26(0):2203-2215.13. Cho SF, et al. Blood Adv. 2020:4{17):4185-4207.
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MajesTEC-5 — Study design

Induction Maintenance®*®
Key eligibility criteria: ol il ik bt Frimary endpoint:
Arm A (n=10): « AEs. SAEs
« TE MOMM lee (L0 -DH
« ECOG PS score Select seconda
of 0-2 Arm A1 (n=20): endpoints: L
* Aged 18-70 years Tec (Q4W)-DR * MRD negalivity (107%)
« ORR
Arm B (n=19): , = z2CR
Tec (Q4W)-DVR * ZVGPR
= Stemn call vield

|v:1|v::|v:a|v:-||v:5[n|
A MrD A MRD

= Per protocol, MRD assessments by NGF were planned following completion of C3 and C6 in all patients
-  Additional cohorts evaluating Tal and Tec/Tal combinations are also being investigated as part of this study

iyl ndfdes D i o i b iieedesnd 6 1 and 0 S vl ol B s weis. s ] a1 o 3 s lodn o i v i - Daealp paillevids i bl 2o f e il il Rl ety ciin o sl jad

Fm_-ﬂ.dlrh-:drnmpbm ddmnisrarre regirent cay b daconinesd whee 17 monis pf osteres| BT recn vty | 95 Baree by pieresd becmrerg minducion e runisssnoe inesireer n S & s T E-l!
[ & poleced Eraer i gl R T rlaly upre b D ar [FH rundsnores 10 penss 1oe D i el Peesaiind | [T Jalenil e meted Tae [ mun Mo oecesimess | b resiie Toe ) e s ptw d eioend

B Sdvial dirbtS REGT  Sdainerd JEE D6 PlRR O Oalek GRSl (et [ 30T R0 PR e Dottt (e (i Pt ek GRS Cal Wl hptdia'n]) Wi boh et

e e fer Wapie Myprken FET, hghodione Boragy Ler iespicorwor. MDD rrewrrasl sl Osoaee SRR sewry dacyrones] ecfple repsiorea. NOE e perssypdeon Boew £ pioreedy . ML overall sepoese

Sy
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MajesTEC-5 - Dosing schedule

c2-Cg*

c1®
Arm A
i Tec 1.5 mglkg QW + Dara + Len
?,:ngl; Tec 3.0 mg'kg Q4W + Dara + Len

Arm B
(n=19)

A Initiate Len in C2

« Tec in C1: Tec step up® + 1.5 mg/kg on Days 8 and 15°

- Dara: 1800 mg SC per label (QW for C1 and C2; Q2W for C3-C8)
« Btz: 1.3 mg/m SC QW

« Len: 25 mg PO daily starting in C2 (Days 1-21)

« Dex: 20 mg (PO or IV) in C1 and C2°

Pt mcoived sinp-un dorer: ol 003 ard [ 3 eg g on D 7 o 4 "Fadsniy in Ao A ol . acdcfional Jose of Tec I Smghg on Dy 72 Taya U2 35 1590 e 7550
B peliwepoerdl O Copce Deana el BLTRnaD Ded deamreeioets CRAILTS IR Ot Speatong e bamsoe e CIoupsTeumcn Sudedgrup)e Wingsss Mpston 1 nneseroinly, Lin erakiorsis. P oply
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MajesTEC-5 — Hematologic adverse events

Arm A: Arm A1: Amm B:
Tec (QW)-DR Tec (Q4W)-DR Tec (Q4W)-DVR Total
(n=10] | (n=20] ' N=4%
TEAEs, n (%)° All grade | Grade 3/4 | All grade | Grade 3/4 [ Allgrade | Grade /4| All grade | Grade 3/4 |
Hematologic
Meulropenia 4 (40 3 () 13 (65) 13 (65) 14 (73.7T) | 12(63.2) | 31(63.3) | 28B(57.1)
Lymphopenia & (B0 7 (70) 7 {32) T (35) 7 {36.8) T (36.8) 2£ (44.9) | 21 (42.9)
Thrombocytopenia 3 (30 1 ({10} T (35) 2 (10) T (36.8) 1(5.3) 17 (34.7) 4 (8.2)
Anemia 5 (50 0 6 (30) 4 (20) 5 (26.3) 0 16 (32.7) 4 (8.2)
Leukopenia 5 (50) 2 (20) 3 (15) 2(10) | 6(31.8) | 5(26.3) | 14(286) | 9(18.4)

[ he most common hematologic TEAE was neutropenia
Weekly bortezomib did not increase the frequency of thrombocytopenia

aia coiofl Sapibernbar 30 7008 "TUEAE & rportead in 27 5% of paleeh masy sme A n s poadesd acrording o e MOHDTEAL Yersor 3 0
AE v s vl D davanavoral Chlgl Trohily Cap v -peakn] baraena Witoende JaupeTe ot Sauiisags ol blumgees. drppion. HOLCTCAE | abodel Cai e e e Dol T s ol Gl 100 Aleerie Eepst
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MajesTEC-5 — Infections

= 17 (34.7%) patients had
- 24W)-OF grade 3/4 infections
- URTI and COVID-19 were the
TEAE, n (%)* grad most common all grade
Any infection 10 (100)| 4400 | 18(90) | 245} [11(57.9)| 4 (21.1) |39 (79.6)[17 (34.7) - No discontinuations due
h to infection
Infections®
= : - - - — No grade 5 infections
URTI 6 (60) 0 B(40) | 1(5) |6(31.6)| O [20(40.8) 1(2) Hy mmaglobulinemia® was
COVID-19 20) | o |4@n | 1%, |3088) 3088|008 | 4@z  reportedin 45(91.8%) patients
Masopharyngitis | 3 (30 0 2 (10) o (2105 o |7(143] o0 — 44 (89.8%) received
i
Bronchitis 20200 | o 0 0 0 o |2@n| o 21 dose of IVIg
Infection (NOS) ] 1] 1(5) 1(5) |2(105)| 1(5.3) | 3(6.1) | 2{4.1) = Infection prophylaxis, including
Prevmonia | 1(10) [ 100) | 1% | o [2¢108[2(108)] 482 | 31y |9 replacement, was strongly
recommended®
Dok Ealol Sopileidan 30 MW AALS &e G i drtiddinng B Mia MCLOTERE Vel 50 weikactionm fafedisa] ii o1 0P Ol pallsdds f ay @ etieed paliais ol =1 TEAE &l hyvsigaimmagoluliteti o Hoal-Lerls
N i B ] Srched e padeys whe Rt B pren 0 Teer SETORRAO Sor TS om0y SRR [FaUITnes Bred FarTa. POLM i 0n, e e STV R, 6 Jeil B I e pepivylaes
1 dsshrrarralb GASRGETITRE Crman apaassrg Npsora Mulranks Omun T eutsches Shadergnppa Ballekn Myedom k] srmonegicbain, B0 mrunepbboier 00 kg rnssscis rrraecgiobelnn MO DA Hafeal
“:':uiﬁ-;uh Emur:;:tﬂmﬁtﬁb Aalvirsap Evaires. RS, pad ol wvers: spaiiled. A ety Ol eviy 4 weeds, B bnakiorade, TEAE waiirmed| v el aleiss svsll. T edisaral:




MajesTEC-5 — Response rates

100%, PR ®VGPR WCR ®:CR
100
90%
o] | 89.5%
Vi
F T - 2CR |
= % = 52.6%
2VGPR
E = 4 ﬁﬁ?{. L ZVGPR  ToO% T TE%, . 2VGPR
E K Tig 1“D% M-m
B o
0% ¥
10% - |
o'
Arm A: Arm A1b: Arm B
Tec (QW)-DR Tec (QdW)-DR Tec (Q4W)-DVR
n=10 n=20 n=19
Induction complete, n 10 g4 ge
100% sCR observed in Arm A, with deepening responses in maturing cohorts
I Coll e T B T A sl e S Rl | il s PP T s R e e TP g e R e D R DR TS R T ) ol e el B e Y
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MajesTEC-5 — MRD-Negativity (10-)

Arm A: Tec (QW)-DR
(n=10)

=

| Megative Negalive

X % k2B FE S

Patients (all treated), %
Patients (all treated), %

=
=
| .

Cycle 3 Cycle 6

Pl bt W, Sorfic el

R T Djleiel W) JUR0L B ST el ek el - 1 el o [ il e Pl R il
i, ¢ salord Jid ro raen BRTD oaong C1 T oo OF S oD o aiiee v ol oakesd o O il ean WRCSoebve e DE | caeliens ciworbmued: boler O e rad re cr-michy WD el m s 1 pameed e R necatee @ 00 sl OF o e
S 2 MO i o vl W o (100N | o eesosrdesans ks D1 and fe pa oesbade MED ioyvieg

= D, D dersiwrorssl CESG TR Cormer-aprsiing. ooy BisSormio Ceouo Dot Shesrrgrappr ey oy, WED vl rowcies feome WOT. rod-poncalion Bow oriorciy. 08 soriey. THRY. o 4 sooa. T oressdoesir

Arm A1: Tec (Q4W)-DR
(n=20)

r-—--—-—-

|
Testing
Planned I

MHegalive

Cycle 3" Cycle 8°
[Evoiing)

Patients {all treated), %

Arm B: Tec (Q4W)-DVR

Megative

Cycle 31

e o e LT A, e e HOF Tedliel T AR T i) ) e Sl Dl S e O] R L5

(n=19)
I
| Testing
| Planned
|

Megative

Cycle 8°
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MajesTEC-5 - Conclusions

« Tec-DR2 and Tec-DVR? induction was feasible, with very high and early clinical efficacy in patients with
TE NDMM

- MRD negativity (10—°) was achieved in 100% of MRD-evaluable patients after C3 and maintained in
evaluable patients through C6

« No TEAE-related discontinuations and no new safety signals compared with individual regimen components
« Infections were common, 34.7% of patients had grade 3/4 infections, and no grade 5 events were reported
— Infection prophylaxis, including Ig replacement, was adopted

« Stem cell mobilization was feasible with Tec-D(V)R?

Teclistamab in combination with daratumumab-based standard of care in patients with transplant-eligible

NDMM demonstrates promising efficacy with unprecedented early MRD-negativity rates

“Dexamethasone was also administered in C1 and C2.
C, Cycle: D, daratumumatb; d, dexamethasone; GMMGDSMM, German-speaking My=loma Multicenter Group/Deutsche Studiengruppe Multiples Myelomn; g, immunoglobuling MRD, minimal residual disease:
MOKM newh disonosed oolfinks mvelnma: B lenaslidomide: ransnlant-eaible: Ter teclistamah TEAE treatment-emement adverse ewert- W hoternmib
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RRMM — DREAMM-7

Belantamab Mafodotin, Bortezomib, and Dexamethasone vs
Daratumumab, Bortezomib, and Dexamethasone in
Relapsed/Refractory Multiple Myeloma: Overall Survival Analysis
and Updated Efficacy Outcomes of the Phase 3 DREAMM-7 Trial
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DREAMM-7 - Introduction

» Patients with multiple myeloma (MM) often have disease that becomes refractory to first-line triplet or quadruplet
regimens and experience relapse; therefore, efficacious second-line combinations that incorporate new therapy classes

are needed’?

* The DREAMM-7 trial (NCT04246047) evaluated the anti—B-cell maturation antigen monoclonal antibody-drug conjugate
belantamab mafodotin (belamaf) in combination with bortezomib and dexamethasone (BVd) vs daratumumab,
bortezomib, and dexamethasone (DVd) in patients with relapsed or refractory MM (RRMM) who received =1 prior line of
therapy?®

* At a median follow-up of 28.2 months (range, 0.1-40.0 months), the primary endpoint was met, with a median

progression-free survival (PFS; 95% CI) of 36.6 months (28.4 months-not reached) with BVd and 13.4 months (11.1-17.5
months) with DVd (hazard ratio [HR], 0.41; 95% CI, 0.31-0.53; P<.00001)3#

» Although median overall survival (OS) was not reached in either arm in this primary analysis, a strong trend in favor of
BVd vs DVd was observed, with an HR of 0.57 (95% CI, 0.40-0.80)34

We report updated efficacy and safety, including prespecified OS analysis, at a

median follow-up of 39.4 months?

= Data cutoff: October 7, 2024.
1. Gill SK, et al. Blood Cancer J. 2022:12(9):138. 2. Raje N, et al. Blood Cancer J. 2023:13(1):41. 3. Hungria \/, et al. N Engl J Med. 2024;381(5):393-407. 4. Mateos MV, et al. ASCO Plenary Series

2024 Abstract 438572,




DREAMM-7 — Study design

Recruitment period Treatment period
=13 months from FPI (May 7, 2020) to Until end of study, withdrawal of consent, PD, death, or
LPI {June 28, 2021) unacceptable toxicity
Cycles 1-8 Cycle 9+

I S Belamaf - . q
Eligibility criteria , 5?713:;;“[1'&:39; e = Primarv endpoint:
Age 218 years with MM ' + 2.5 moikg IV q3w = ‘E
;zh‘l prior IinE of MM g bortezomib . “é i PFS

erapy an = + . .
documented PD during © dexamethasone .E 2 Key secondary endpoints:
or after the most recent 'E ; i 0S. DOR. and MRD
therapy w O : :
e : (=] Daratumumab =
Mo prior treatment with - 16 ma/kg IV cycles 1-3: qw and Daratumumab — _g |2
anti-BCMA c T cycles 4-8; q3w monotherapy T - : :
Mo disease refractory to © > + kg IV gaw Testing Hierarchy:
or intolerance of ™ — bortezomib _
daratumumab or - + PFS — OS/DOR — MRD
bortezomib dexamethasone

Additional secondary endpoints:

CRR, ORR, CBR, TTR, TTP, PF52,
AEs, and ocular findings

Stratification:

= Prior lines of treatment (1 vs 2 or 3 vs 24)
= R-ISS stage (I vs 1I/110)

= Prior bortezomib (yes vs no)

AE, adverse event; BCMA, B-cell maturation antigen; belamaf, belantamab mafodoting BVd, belantamab mafodotin, bortezomib, and dexamethasone; CBR, clinical benefit rate; CRR, complete rezponse rate;
DOR, duration of response; DVd, daratumumab, bortezomib, and dexamethasone; FPI, first patient in; IV, intravenous; LP1, last patient in; MM, multiple myeloma; MRD, minimal residual disease; ORR, overall
response rate; 0S5, overall survival, PD, progressive disease; PFS, progression-free survival, PFS2, progression-free survival on second line of therapy, q3w, every 3 weeks; gdw, every 4 weeks; qw, once
weekly; R-ISS, Revised International Staging System; TTP, time to progression; TTR, time to response.
1. Hungria V., et al. N Engl J Med, 2024:391(51:393-407. 3




DREAMM-7 — Overall survival

24 months 36 months

9% 74%

60%

1.0
08
2
o 06
©
o
2
c 04
wn
o
02
— BVd
— DVd
0.0
T T T T T T
o2 4 6 8 10
No. at risk
(Mo. of events)
Bvd 243 232 222 216 209 203
@ (9 (18) (21} (25) (31)
pvd 251 235 231 216 207 199
(@ (13) (13) (28) (34) (40)

Predicted median OS based on modeling is 84 months with BVd and 51 months with DVd.¢

L
12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 5

Time since randomization, months

200 196 194 189 185 180 177 175 174 171 167 165 162 157 126 90 58 33 17 3 1
(32) (34) (36) (38) (42) (48) (49) (57) (52) (54) (56) (58) (BO) (63) (65) (66) (67) (6B) (B8) (6B) (B8)

192 182 174 165 183 157 154 148 144 142 138 136 131 127 8 58 3r 26 13 3 0O
(47) (55) (B2) (66) (V1) (75) (78) (B1) (BS) (BS) (89 (90) (94) (95) (100)(102)(103) (103) (103) (103) (103)

Median OS was not reached.

0ss

Events, n (%)

05, median
(95% Cl), months®

HR (95% Clp
P value®

24-month survival, %
{95% CI)

36-month survival, %
{95% CI)

IBVd, belantamab mafodotin, bortezomib, and dexamethasone; DVd, daratumumab, bortezomib, and dexamethasone, HR, hazard ratio; ITT, intention to treat; NR, not reached; O3S, overall survival, R-155, Revised International Staging System.
I Two patients in the ITT population were randomized, not treated, rescreened, and rerandomized. They are counted as 4 unique patients in this output. ® Cls were estimated using the Brookmeyer-Crowley method. © HRs were estimated using a
ICox proportional hazards model stratified by the number of lines of prior therapy (1 vs 2 or 3 vs 24), prior bortezomib (no vs yes), and R-ISS stage at screening (1 vs 11 or 111}, with a covariate of treatment. © P value is from a 1-sided stratified log-
rank test. At 171 actual events (48.2% OS5 information fraction), ©S was declared significant if the P value was <.00112. ® Post hoc analysis was performed with simulation using an exponential distribution to predict median OS values in each
|arm using the observed data at this interim analysis 2, with a 39.4-month median follow-up, to extrapolate time to death in ongeoing censored patients. Predicted median O5 values are subject fo change as data mature.

BVd DVd
(N=243) (N=251)
68 (28) 103 (41)
NR NR

(NR, NR) (41.0, NR)
0.58 (0.43-0.79)

100023

79(73-84) 67 (61-73)
74 (68-79) 60 (54-66)

29

@f‘.—
etV

n



DREAMM-7 — Response rates/MRD Negativity

Q0

80

70

60

50

Patients, %

40

30

20

10

ORR: 83.1%
(95% Cl, 77.8%-87.6%)

sCR:14.4

ORR: 71.3%
(95% ClI, 65.3%-76.8%)

.2 CR: 35.8%

VGPR: 30.5

" {95% CI, 28.8%-42.2%)

2VGPR: 66.3%
(95% CI, 59.9%-72.2%)

BVd (N=243)

DVd (N=251)

| ,2CR:17.5%

{95% CI, 13.0%-22.8%)

2 VGPR: 46.2%
(95% Cl, 39.9%-52.6%)

Responses (95% CI), %

Bvd

(N=243)

Dvd
(N=251)

2 CR and MRD negativity 25.1 10.4
(sensitivity of 10-5)b (19.8-31.0) (6.9-14.8)
2 VGPR and MRD negativity 38.7 17.9
(sensitivity of 10-5)b (32.5-45.1) (13.4-23.2)

«  MRD negativity from the primary analysis can

now be considered statistically significant’.c
* 2 CR and MRD negativity: 24.7% vs 9.6%, P<.00001
*+ 2 VGPR and MRD negativity: 38.7% vs 17.1%, P<.00001

BVd, belantamab mafodotin, bortezomib, and dexamethasone; CR, complete response; DVd, daratumumab, bortezomib, and dexamethasone; ITT, intention to treat; MRD, minimal residual disease; NGS, next-
generation sequencing; ORR, overall response rate; 05, overall survival, PR, partial response; sCR, stringent complete response; VGPR, very good partial response.
? Cls were based on the exact method. Two patients in the ITT population were randomized, not treated, rescreened, and rerandomized. They are counted as 4 unique patients in this output. ® MRD-negativity
rate is defined as the percentage of patients who were MRD negative by NGS based on a sensitivity of 1075, © Since OS5 is significant in this analysis, the MRD-negativity results from the primary analysis can

now be considered statistically significant due to testing hierarchy.
1. Hungria V. et al. N Engl J Med. 2024;391(5):393-407.




DREAMM-7 — Duration of response

1.0
2 Bvd Dvd
= DOR?
o (N=243) (N=251)
_g 0.8+
o Responders, n 202 179
=1
o 06 Events, n (%) 86 (43) 114 (64)
c
3. Ongoing
3 0.4- response. n (%) 79 (39) 39 (22)
|
=]]
.E 0.2+ BVd DOR, median 40.8 17.8
& (95% Cl), monthst  (30.5, NR)  (13.8-23.6)
=
& ., —— Dvd
D-ﬂ Li T T L] T L] T L Li T T T L] T L] T L Li T L L] L] T L] T L

o0 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

(No. g 2L rek Time since response, months
Bvd 202 197 180 174 162 153 147 137 132 1286 121 116 107 102 %3 &v @85 78 74 66 51 34 18 11 3 1
@ (2 (6) (14) (21) (28) (31) (38) (40) (44) (48) (51) (56) (5B) (66) (V1) (V3) (79) (BO) (BO) (82) (84) (BS) (BE) (8%) (8E)
Dvd 179 176 168 145 128 117 101 90 &85 75 72 &6 61 56 53 51 459 47 45 3¢ 22 12 9 3 0 0
0y (0y (8) (27) (40) (50) (66) (V4) (77) (B3) (B6) (92) (85) (99) (101)(102) (104) (106) (107Y VAN CVI2) (1133 (113p(113) (114) (114)
Median DOR with BVd was more than double that with DVd.
BVWd, belantamab mafodotin, bortezomib, and dexamethasone; DOR, duration of rezsponse; DVd, daratumumab, bortezomib, and dexamethasone; ITT, intention to freat; NR, not reached.
2 Two patients in the ITT population were randomized, not treated, rescreened, and rerandomized. They are counted as 4 unique patients in this output. ® Cls estimated using the Brookmeyer-Crowley method.




DREAMM-7 — Adverse events

n (% BVd (N=242 DVd (N=246 i
) e s Exposreadiustedrate BRI LYEYTER
Blood and lymphatic system All Grade All Grade - - -

disorders grades =3 grades 23

Blood and lymphatic system  All Grade  All Grade
Thrombocytopenia® 169 (70) 135(56)  122(50) 87(35)  disorders grades 23 grades 23
Anemia® 48 (20)  21(9) 65(26)  25(10) Thrombocytopenia 42.01 3356 3558 2537
Neutropenia® 45(19) 34 (14) 44 (18) 24 (10) Neutropenia 11.19 8.45 1283  7.00
Infections and infestations 176 (73) 80 (33) 167 (68) 49 (20) Infections and infestations 4375 19.89  48.71 1429
Pneumonia 48 (20)  30(12) 23 (9) 10 (4) Pneumonia 11.93 7.46 6.71 2.92

In the BVd and DVd arms, exposure-adjusted rates of infections per 100 person-yearse were 43.75 and 48.71 (all
grades) and 19.89 and 14.29 (grade =3), respectively.




DREAMM-7 — ocular events

20/200

Rep;ried from Shi C, aI. J Vis, 2020,20(8):29. Copyright © 2020 The Authors.

Bilateral worsening of BCVA in patients with normal baseline 20/25 or better

20/50 or worse? 20/200 or worse?
Patients, n/N (%) 847242 (35) 5242 (2)
Time to onset of first event, median (range), days 79 (16-1320) 105 (47-304)
Time to resolution of first event to baseline, median (range), days® 64 (8-908) 87 (22-194)
Time to improvement of first event, median (range), days*® 22 (6-257) 19 (8-26)
First event resolved, n/N {%)® T8/B4 (93) 4/5 (80)
First event improved, n/N (%)" 81/84 (96) 5i5 (100) I
Follow-up ended with event ongoing, n/M (%) 2184 (2) 0

*  Blurred vision was the most frequent ocular adverse reaction in the BVd arm, with 68% and 24% of patients experiencing all grades and
grade 3/4 events, respectively?
*  Discontinuation due to any ocular events was 10%




DREAMM-7 - Conclusions

BVd demonstrated a statistically significant and clinically meaningful improvement in OS compared with DVd in patients
with RRMM after 21 prior line of therapy (HR, 0.58; 95% Cl, 0.43-0.79; P=.00023)

- OS benefit with BVd was early and sustained
- Although median OS was not reached, predicted median OS using modeling is 84 months with BVd and 51 months with DVd?

- Minimal residual disease (MRD)—negativity rates in favor of BVd from the primary analysis can now be considered statistically
significant®

Treatment benefits with BVd were also maintained after subsequent antimyeloma therapy, with an HR (95% CI) for PFS2
of 0.59 (0.45-0.77)

BVd maintained durable and deep responses and continued to result in double the = CR rates, MRD-negativity rates,
and median duration of response (DOR) compared with DVd, with extended follow-up

The safety profile was consistent with the previous analysis and known profiles of the individual agents

- QOcular events were generally resolved, were manageable with dose modifications, and led to low treatment discontinuation rates

* DREAMM-7 demonstrated statistically significant PFS, OS, DOR, and MRD-negativity benefits
with BVd compared with DVd
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CC-92480-MM-002

» MEZl is a novel, oral CELMoD™ agent that is a potent inducer of lkaros and Aiolos degradation, resulting in
immune-modulatory effects and enhanced tumoricidal activity in myeloma cells'-?

» In patients with triple-class RRMM, MEZI + DEX had a manageable safety profile and a_promising ORR of 41%*

* In preclinical studies, MEZI has shown marked synergy in combination with other antimyeloma therapies,
including DEX, Pls, and anti-CD38 mAbs?

» This study reports updated results with longer follow-up from the phase 1/2 CC-92480-MM-002 trial
(NCT03989414)%8 from the MEZ| + DEX + BORT (MeziVd) and MEZI + DEX + CFZ (MeziKd) dose-escalation
cohorts (A and C) and the MeziVd dose-expansion cohort (D)

Ml cells

= Praliferatian

‘. T .Ap-upl:a:.'l:

&+ IEF4, gt

s ou ;"* cell MK cel
s o 5
Prote asams
R B Immune
. ; modulation
‘ Macrophage 'T{_ [HIL-T, P
s, botenes 01, cussr of dhilfeentiatom; OFF, el o, odllular dyc; CHER, cawhion; (a4, odlin 4 10, dencrmie cefls 008, 0 darsass-bindieg roten §; 0EE, demamsthanoms; IFH, miterfeos; 1. mlssledkarng

AFA, Irnerlernn regil yiory Taciner 4 mis, menacional smiftacsy; MEZ, mesiadombse; WL mohipls mpelawy; S pasursl Kllisr; ORF, cswral] regponss raoe; M protessoms inhibicor; PRCA, regulakar of Cutling-1; REAS

riflaprod refrec tory maitipde arpelonec U, shiguitn,

1. Hargen J0, e 8l f g Chom 2000; 61064830670, L Lu G ot al. Sclono 2006 163 301 -20%, 1. Jahn (B Wiard AC. S iemened 2001748 12721378, 4. Richardson P, & ol W Engl J Hed 2022, 385 1005-0002. 5. Warg L. ot ol Dood
A0 el 1), Abalrd TE1S. &, Dkl Telals. grre. HETOPS RS 4. F. Ricfurcbon, PG, ol al Slooe! 10020105 1588 vgegel 1), Alnlrssst 1770 8, Orkad A, 44 wl. Oval prosribalion al Blee bl onal kel Pydome Soskely {IWGT Aol Mascling;
Sepleslsn 376 2000 Alhinn, Gieese. abalract S&-20,




CC-92480-MM-002 — Study design

Open-label, multicenter, phase 1/2 dose-finding and dose-expansion clinical trial evaluating MEZI + DEX in
combination with different treatments in patients with MM'-2

Phase 1: dose escalation Phase 2: dose expansion

MEZIl + ELO = DEX
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CC-92480-MM-002 — Cohorts A, D, C

Key eligibility Primary
criteria Treatments endpoints
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CC-92480-MM-002 — Baseline characteristics

e Cohort A (MeziVd) Cohort D (Mezivd) Cohort C (MeziKd)
Characteristic (N = 28) (N = 49) (N = 27)
Age median (range), years 65.5 (46-B6) 64.0 (43-B3) 680 (41-76)
Sex, n (%) ' | '
Female 16 (57.1) 16 {312.7) 18 (66.7)
Time since initial diagnosis, median (range), years 4.8 (1.9-17.1) 4.2 {0.9-20.5) 5.4 (0.7-15.7)
ECOG PS score, n (%) ' ' '
i] 11 (39.3) 27 (44.9) 10 (37.0)
i 15 (53.6) 25 (51.0) 15 (55.6)
2 _ 2 (7.1) _ 2 (4,1) 2 (7.4)
IS5 stage at study entry, n (%) '
| 20 (71.4) 34 (69.4) 21 (77.8)
I & (21.4) 9 (18.4) 3{11.1)
1l _ 2 (7.1) _ 6 (12.2) . 3 {11.1)
Presence of plasmacytomas,® n (%) 3 (1/7.9) 6 (12.12) 3 (11.1)
High-risk cytogenetics,® n (%) 12 (42.9)p° 26 (53.1)* 16 [59.3)
Approximately half of all patients had high-risk cytogenetics .
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CC-92480-MM-002 — prior therapies

Treatment characteristic® e : g :
Prior therapies, median (range), n | 3 {1-4) . 1{1-3) . 1 (2-4)
Stem cell transplantation, n (%) 17 (60.7) 35 (71.4) 19 (70.4)
Pl n (%) 27 (96.4) 44 (89.8) 27 (100.0)
BORT, n (%) 23 (82.1) 16 (73.5) 27 (100.0)
CFZ, n (%) 10 (35.7) 13 (26.5) 2 (7.4)
IAID® agent, n (%) 28 (100.0) 43 (100.0}) 27 (100.0)
Anti-CD38 mab, n (%) 14 (50.0) 19 (38.8) 22 (81.5)
IMiD agent refractory, n (%) 24 (85.7) 31 {63.3) 14 (88.9)
LEN refractory, n (%) 23 (B2.1) 31 (63.3) 21 (77.8)
POM refractory, n (%) 13 (46.4) 0 12 [44.4)
Pl refractory, n (%) 14 (30.0) & (16.3) 14 (51.9)
XA refractory, n (%) 6 (21.4) 2 (4.1) 2 (7.4)
BORT refractory, n (%) 3 {10.7) 1(2.0) 13 (48.1)
CFZ refractory, n (%) 7 {25.0) 3 (10.2) 0
Anti-CD3B mAb refractory, n (%) 14 (50.0) 17 {34.7) 20 {74.1)
Triple-class refractory,” n (%) 9 [32.1) 1{2.0) 10 {37.0)
w
Patients il@h and C were heavily pretreate all patients were exposed to IMiD agents
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CC-92480-MM-002 — Cohort D (MeziVd) - Adverse events

Cohart D (MeziVd) Occurrence of neutropenia by cycle®

Most common=t grade 3/4 TEAEs and [N = 43§

evenks afl in i %]

0.6 mg 1.0 mg
in=11}) in = IB)

Hematologic TEAES i Eatianty with meutropenis (all preden
Heulropenia BiT2.TH 21 (60.5) Mg frewbed with G-CH
Thrombooytopenia 2 (182} 11 (28.9) il = Troabed with G-L5F
Anemia 0 3 {7.9) @

Infections 2 (18.2) 14 (36.8) e 1o
O D=15 1102.1) Y (7.9 E
Prieumaniad 109.1) e = L

Plll-it'l ML DPI‘IHE“

:m:urr-r::'ﬂlnhcrlﬂn. n (%) ; i

Ay neutropenda « grade 374 infection 119.1] 3 8.9 ‘ &

Grade 3/4 neutropenia + any infection ENE R 12 [31.6] Eyehs el 1 » 3 4 i & ¥ & 4

Neutropenia was managed with G-C5F treatment and
fewer than 10% of patients with any neutropenia had grade 3/4 infections




CC-92480-MM-002 — PFS (Cohort A and D (MeziVd))

Proportion of survival

PFS2 - Cohort A

Median number of prior theraples = 3

PFL, meellin (Paagal, Sestha  Pailesis, i Desrl Ll Casiad 14 §5|

PFS2 - Cohort D

Median number of prior theraples = 1
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i e ¥ min C e 5 ke e
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Overall median PFS
0.6 Tl PSTOL NN i < 0.6 —i 17.5 months
_!L_l ] 1 1.3 mm“ﬂ g I T
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arhids = Pl oo g [ Wy Ly il oy i
VL7 monibe . 18,7 ramihe
I:I- ‘ T I'.'I- .
0 3 10 15 20 25 30 35 40 45 0 5 10 15 0 25 30 35 40
Months Months
MO3Img MWO6mg W 1.0 mg WO6mg W 1.0 mg
All doses | 1.0 mg All doses 1.0 mg
ORR." % (95% CI) 3.0 (35.1-89.3) | 60.0 {35.1-89.3) ORR." % (95% CI) B5.7 (T2.B-0d.1) | B2 (68.7-94.00
DOR, median [95% Cl), manths 10.% (B.B-1B.7] 11.6 [5.3-HAj DOR, median (95% CI}, months 194 (P T-HAJ 19.4 [7.0-HaA)

MeziVd showed durable efficacy at all dose levels tested with an overall
median PFS > 1 year (17.5 months in Cohort D)




CC-92480-MM-002 - Cohort C (MeziKd) - Adverse events

Cohart € (Mezikd) Occurrence of neutropenia by cycle?
Most comman®® grade 3/4 TEAEs and (N = 27
events of interest, n (%) 0.2 + 0.6 mg 1.0 mg
in= 18 (m = ) o Pacients with neuirogaris (all irade)
Hemato TEAES & Fot rested with G-C5F
Heutropenia & (313.3) & b, T ) = Treated with G-CiF
Thrembocyt openia 11{5.6) 3(33.3) W #
Anomia 2 {11.1] 2 (2.2 = 3 |
Infections 6 (33.3) 3 (33.1) §
COWIE- 1% d (2.2 1{11.1] ! Fii]
Preuman af i 1(11.1) -
et ‘AHEEHenE
Any neulropenia + grade 3/4 infection ] 1{11.1) o n
Grade 3/4 neutropenia « any infection 0 2 (112} e pe i 1 3 4 3 b 7 B ¥

Neutropenia was managed with G-C5F treatment and was associated
with few grade 3/4 infections




CC-92480-MM-002 — PFS (Cohort C (MeziKd))

PF5S2 - Cohort C
dedlan number of prior therapies = 2
E 1.:] r:l;::-:::.::—l.mru 'lllll:l:l.rl ‘I:-:;:-::'II El-jh:ll.;ihl
} ra B AL &=HE) L |'r.l||.l:| A R
E 0.8 & 1.8 (1.3-HE) ¥ o i 114 (8
a L Overall median PF5
w 0.6 = 13.5 months
6 0.4- =1 = ~
: ]
2 0.2
£ it %
[:I . -
0 o] 10 15 20 25 30 i5 40 45
Months
M0.3mg HMO6mg M1.0mg
all doses 1.0 mg
ORR," % (95% CI) 85.2 (66.3-95.8) | 77.5 (40.0-97.2)
DOR, median (93% Cl), months 11.% (6.4-35.9] 1.9 (0. 2-Haj
MeziKd showed efficacy at all dose levels tested with an overall median PFS of 13.5 months
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CC-92480-MM-002 - Conclusions

« MEZl is a novel, oral CELMoD agent that induces rapid, potent, and deep degradation of |karos and Aiolos, resulting in
enhanced cytotoxic effects in myeloma cells and direct T-cell and NK-cell immune-stimulatory activities'

= Proteasome inhibition does not abrogate the substrate degradation induced by MEZI

* MEZl demonstrated dose-dependent linear pharmacokinetics, with no difference in exposure between Coherts A, D, or C?

* MeziVd and Mezikd in RRMM confirmed promising efficacy at all dose levels tested, including at th& 1.0-mg dose), in

patients with RRMM previously exposed to IMiD agents, Pl, and anti-CD318 maAbs

- Responses were deep and durable (ORR Cohort A: 75.0%; Cohort D: 85.7%; Cohort C: 85.7%), with median PFS of > 1 vear in all coborts
(Cohort Az 12.3 months; Cohort D: 17.5 months; Cohort C: 13.5 months)

ation cohort

icahnrt A) ---Ith 3 med'ian prior I'in-e-.: u|:||r the-ra.py ; W

Among all cohorts, MEZI demonstrated a manageable safety profile with no cumulative toxicity

- Heutropenia was the most common grade 3/4 TEAE, occurred infrequently with grade 3/4 infections, and was manageable with G-CSF
and dose interruption/ reduction

— Hon-hematologic grade 3/4 TEAES were uncommaon

These results support the investigation of MEZ| in the phase 3 trials
SUCCESSOR-1" (MeziVd vs PVd) and SUCCESSOR-2" {MeziKd vs Kd) in RRMM




Zusammenfassung

- Daratumumab Monotherapie beim high-risk Smoldering Myelom

- CAR-T-Zell Therapie und bispezifische Antikorper in der Erstlinientherapie/Erhaltung

- ,Comeback” Belantamab Mafodotin als Kombinationstherapie beim RRMM

- Mezigdomide (CELMoD) als Kombinationstherapie bei RRMM
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