PO36 Introduction Methods

- * Daratumumab-based quadruplet therapy has transformed the newly diagnosed multiple myeloma (NDMM) treatment * CEPHEUS is a randomized, open-label, multicenter, phase 3 study (Figure 1)
: ; X o
D a ratu m u m a b P I u s B o rtezo m I b landscape and demonstrated improved survival outcomes for patients * The primary endpoint was overall MRD-negativity rate, defined as the proportion of patients who achieved a complete
) — Daratumumab plus bortezomib, lenalidomide, and dexamethasone (D-VRd) is a recommended treatment option for response or better (2CR) and were MRD negative (at or below the 10-° sensitivity threshold) after randomization but

Le n al id O m id e a n d Dexa m eth as O n e transplant-eligible®7 and transplant-ineligible (TIE) patients with NDMM®” before progression, subsequent antimyeloma therapy, or both
b * The phase 3 CEPHEUS trial (ClinicalTrials.gov Identifier: NCT03652064) established D-VRd as a new standard of Figure 1: CEPHEUS study design
" " " care for TIE and transplant-deferred patients with NDMM by demonstrating*: Final analysis, median follow-up of 76.0 months
( D -V Rd) I n Pat I e nts Wlth N eWIy — Improved depth and duration of response, with higher rates of overall minimal residual disease (MRD; 10-°) Cycles 1-8 Cycles 9+
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D I a g n os e d M u Itl p I e M ye I o m a : F I n a I — Improved progression-free survival (PFS), with a higher proportion of patients alive and progression free at 4.5 years?® {\:En'\gma(,ﬁlge?;rred) ", E K g{;:;sz(a;%e;gmgtf,{RD_negaﬁvny (2CR) rate

- - - * The maijority of patients (n = 289 [~75%]) enrolled in CEPHEUS were TIE—an older, frailer population (median age, ﬁﬁgﬁ;@cgéir:fgf_g_1 '§ :gfss
An a I S I S Of T ra n S Ia nt_l n e I I I b I e 72 years, with ~76% aged 270 years and ~30% aged 275 years) versus the intent-to-treat population, with distinct £ (TIE, n = 144) - Patient-reported HRQoL®
y p g clinical needs Overall population 21-day cycles _ 28-day cycles

305 until disease progression

y ) , minimal residual disease; CR, complete response; PFS, progression-free survival; OS, overall survival; HRQoL, health-related quality of life.

MRD was assessed via next (clonoSEQ®; Adaptive gies) using bone marrow aspirate samples obtained at baseline; at the time of suspected CR; and at 12, 18, 24, 30, and 36 months after the first dose and annually thereafter in patients with CR.*
ClinicalTrials.gov Identifier: NCT03652064.

“Patient-reported HRQoL was assessed in part via the European Organization for Research and Treatment of Cancer Quality of Life Questionnaire core 30-item (EORTC QLQ-C30) global health status scale using a mixed model for repeated measures.

TI E P 1 1 h P h  This final analysis of the CEPHEUS TIE subpopulation describes efficacy and safety outcomes of D-VRd in TIE N= or unacceptable toxicity
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Results *  Overall survival (OS) favored D-VRd, especially when censoring for death due to COVID-19 (hazard ratio [HR], 0.74; Figure 5)
. . L . . . * At a median follow-up of 76.0 months, D-VRd demonstrated superior overall and sustained MRD-negativity rates at — The leading cause of death was unrelated adverse events (D-VRd, n = 23 [16.0%]; VRd, n = 15 [10.6%])
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Josep Marti®, Supratik Basu®, Yael C Cohen', Kenshi Suzuki'!, Cyrille Hulin'2, Sebastian Grosicki'?, Meral Beksac™, ¢ ViRl leleinisrAanlla), el liefenmliety, & examethasone ( , Figure 2) — Of the total deaths in the TIE population, 11 (3.8%) were COVID-19 related (D-VRd, n = 8/144 [5.6%]; VRd, n = 3/142 [2.1%)])
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Angelo Maiolino™, Jaclyn Stanziola'®, Lorena Lopez-Masi'®, Matteo Loi'”, Melissa Rowe', Sonja Zweegman Figure 2: Overall and sustained MRD-negativity (2CR) rates — Death from progressive disease was more than double in the VRd arm (D-VRd, n = 8 [5.6%]; VRd, n = 17 [12.0%])
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durable responses than VRd * D-VRd significantly improved PFS, with a 45% reduction in the risk of disease progression or death versus VRd* (Figure 3) D-VRd 144139130 127 121116 115 113109106 101 92 90 23 0 D-VRd 144139130 127 121116 115113109106 101 92 90 23 0
. VRd 145135128120115111106103 98 94 93 90 84 14 0 VRd 145135128120115111106103 98 94 93 90 84 14 0
Flgure 3: PFS 08, overall survival; D-VRd, plus 3 i ide, and VRd, i and HR, hazard ratio; Cl, confidence interval.
72-month PFS The CEPHEUS study was not powered to detect a statistically significant OS difference.
100 94 | " :
) s ° | D-VRd * D-VRd showed no additional safety concerns with longer follow-up (Table 1 and Table 2)
Conclusions §g 7 159,30, Median .
5= 60 not reached Table 1: Safety overview
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After a median follow-up of over 6 years, the final analysis of the gs 138.3% VRd Event, n (%) (n = 144) (n=142)
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CEPHEUS trial demonstrated that D-VRd continues to show superior 5= | R 0.55 (95% C1, 0.39-0.78); P = 0.0007 | Median: Ag{azlzﬁ\:or y 11 ;154 ((; g(;)) 11 ;: ((; :(;))
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efficacy over VRd across key endpoints in TIE patients 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 Grade 5 non—COVID-19 18 (12.5) 13 (9.2)
Patients at risk PFS (months) Grade 5 COVID-192 6 (4.2) 1(0.7)
In this post hoc analysis, D-VRd improved depth of response versus D-VRd 144 133 124 118> 109 103 100 98 90 82 76 66 64 11 0 Exposure-adjusted grade 5 TEAE rate, patient-months® 0.30/100 0.26/100
VRd 145 124 114 104 96 90 74 70 61 56 52 44 38 6 0 Any serious TEAE 109 (75.7) 99 (69.7)
. 0 o c _5 0 . .
VRd, with higher overall MRD negativity at the 10~° threshold (61.1% e, s o R, oo i, gD TEAE leading to discontinuation of all study freatment 149.7) 33 (23.2)
vs 40.0%; OR, 2.35) and 10-° threshold (46.5% vs 27.6%; OR, 2.27) _ _ S ) Second primary malignancies 20 (13.9) 20 (14.1)
* The treatment effect was generally consistent across subgroups, including high-risk subgroups (Figure 4; red box) DVRY, daratumumab pos bortezomi, fenadomide, and VRa. borezomit lenalidomide, and TEAE, woatmentomergont adverss evet
. . . . . :gssézi?eﬂ:(;jx:zg‘i:gigear{zeo:i:{:a:zzgér of patients with event per 100 patient-months at risk. Patient-months at risk = sum of exposure time until first TEAE occurrence or end of treatment for patients without the event.
D-VRd also improved the rates of sustained MRD negativity lasting Figure 4: Overall MRD negativity (10-5) with 2CR and PFS in prespecified subgroups
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>12 months (1 0-5: 49.3% vs 29.0%; 10-6: 37.5% vs 16.6%) and MRD negativity at 10~ VRd D-VRd PES vn::edian Dvl::dian Table 2: Common (25%) grade 3 or 4 TEAESs of interest
> —5. 0 o/.- —6- o o) OR and 95% CI niN (%) nN(%)  OR(95%Cl) HRand95%Cl  EVTN (mo) EVTN (mo) HR (95% CI) D-VRd VRd
224 months (10-°: 44.4% vs 23.4%; 107°: 30.6% vs 15.2%) — | — | Event, n (%) (n = 144) (n = 142)
Male p—— 20/82 (35.4)  43/65(66.2) 3.57 (1.80-7.08) Male o1 47/82 479 2365 NR 043 (0.26-0.70) :
- - - 0 Female Fo—i 20/63 (46.0)  45/79 (57.0) 1.55(0.80-3.02) Female o 20/63 599 3179 NR 0.76(0.46-1.26) Neutropenia - 65 (45.1) 47 (33.1)
Risk of disease progression or death was 45% lower for D-VRd Age : Age : Thrombocytopenia 44 (30.6) 33(23.2)
<70 years ' —e—> 15/35(42.9)  26/35(74.3) 3.85(1.40-10.59) <70 years o4 20/35 599 15/35 NR 0.60(0.31-1.18) Anemia 16 (11.1) 14 (9.9)
versus VRd 270 years I 43/110(39.1)  62/109 (56.9) 2.06 (1.20-3.52) 270 years ! 56/110 494 39109 NR 0.54(0.36-0.82) : :
Region ! Region ! Diarrhea 20 (13.9) 15 (10.6)
Europe i—e— 37/90 (41.1)  55/96 (57.3) 1.92 (1.07-3.44) Europe e 48/90 496 36/96 NR 0.55(0.36-0.85) .
. . North America B e 1208(429) 20/31(645) 242(0.85-6.92) North America —e—i 1328 502 1131 NR 049 (0.22-1.10) Fatigue 13 (9.0) 15 (10.6)
OS favored D-VRd, espema“y when censoring for death due to Other | —e>  007(333) 1317(765) 650(164-2576) _Other —ol 15127 680 717 NR_0.78(0.32-191) COVID-19° 14 (9.7) 5 (3.5)
Baseline ISS stage ! Baseline ISS stage ! -
COV| D_1 9 (H R O 74) I H—e— 20/48 (41.7)  33/50 (66.0) 2.72(1.20-6.17) I o 25/48 605 17/50 NR 0.52(0.28-0.97) Pneumonia 26 (18.1) 19 (13.4)
L I H—e—| 26/57 (45.6)  32/54 (59.3) 1.73 (0.82-3.68) I i 30/57 494 19/54 NR 0.50(0.28-0.88) .
I i—e—  12/40(300) 23/40(575) 3.16(1.26-7.94) I e 21/40 438 18/40 664 0.66(0.35-1.24) Peripheral sensory neuropathy
o . o . . Cytogenetic risk i Cytogenetic risk i Any grade 86 (59.7) 91 (64.1)
s High risk —— 9/18(50.0)  10/20(50.0) 1.00(0.28-3.57) High risk —ol— 1218 317 1120 580 0.82(0.36-1.87)
No additional Safety concerns were identified with Ionger {elllelV up In Standard risk | e~ 44/111(396) 67105 (63.8) 2.68 (1.55-4.66) Standard risk ot 50111 616 35105 NR 0.58(0.38-0.89) Grade 3 or 4 14 (9.7) 12 (8.5)
a a Baseline ECOG PS score 1 Baseline ECOG PS score 1 TEAE, treatment-emergent adverse event; D-VRd, plus and VRd, bortezomib, and
thIS OIder’ fraller TlE SUbg roup 0 H-o—i 26/57 (45.6)  30/52(57.7) 1.63(0.76-3.47) 0 i | 28/57 599 13/52 NR 0.33(0.17-0.64) “Group term.
>1 ] 32/88(36.4)  58/92(63.0) 299 (1.63-5.48) 21 ol 48/88 472 41/92 74.8 0.70 (0.46-1.06) L.
T RS Bty * Least squares mean change from baseline in scores for EORTC QLQ-C30 global health status, a measure of health-related
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Favors VRA | Favors DAVRA Favors DAVRA  Favors VRd quality of life (HRQoL), showed consistent improvement from baseline in both treatment groups from Cycle 9 onward
— — — . .
o _ _ v _ o - o — On Day 1 of Cycle 72, the least squares mean change from baseline in global health status was
MRD, minimal residual dlseas@: CR, complete response; PFS, progre.sslon-lree suNlYaI: OR, odds fallo; Cl, interval; VRd, and D-VRd, plus bortezomib, and ISS, Staging System; 0 — 0 -
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