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D b P I B m b e 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)
: ; . s
a ratu m u m a u S O rteZO m I 7 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
. i, — Daratumumab plus bortezomib, lenalidomide, and dexamethasone (D-VRd) is a recommended treatment option for response or better (ZCR) and were MRD negative (at or below the 10~ sensitivity threshold) after randomization but
transplant-eligible®>" and transplant-ineligible (TIE) patients with NDMM?®”’ before progression, subsequent antimyeloma therapy, or both
Lenalidomide, and Dexamethasone  franspiant-r pal . before |
 The phase 3 CEPHEUS trial (ClinicalTrials.gov Identifier: NCT03652064) established D-VRd as a new standard of Figure 1: CEPHEUS study design

D VR d O P O W- h N I care for TIE and transplant-deferred patients with NDMM by demonstrating*: o 1:Flinal anal¥s7i§,o "
median 1oliow-up o U monins
( - ) I n atle nts It eW y — Improved depth and duration of response, with higher rates of overall minimal residual disease (MRD; 10-°) Cycles 1-8 Cycles 9+

negativity and higher rates of sustained MRD negativity lasting 1 year and 2 years Key eligibility criteria: VRd

D i ag n Os e d M u Iti p I e Mye 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® . {\rlgnl\élgflla(;llge?g red)

Primary endpoint:
* Overall MRD-negativity (=CR) rate®
Key secondary endpoints:
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randomization

* The majority of patients (n = 289 [~75%]) enrolled in CEPHEUS were TIE—an older, frailer population (median age, « ECOG PS score of 0-2 D.VRd - :giftained (212 months) MRD-negativity (2CR) rate
(TIE, n = 144) * 2CR rate

An a Iys is Of T ra n s p I a nt_l n e I i g i b I e Zl?n}i/ceaalrﬁ,e\évciltg ~76% aged =270 years and ~30% aged =75 years) versus the intent-to-treat population, with distinct - IMWG frailty score of 0—1

Overall population

21-day cycles 28-day cycles

o o  This final analysis of the CEPHEUS TIE subpopulation describes efficacy and safety outcomes of D-VRd in TIE N = 395 untl :;sciae;‘:a%ﬁggt'geji:;’y"
(TI E) Patl e nts I n th e P h ase 3 patients with NDMM after a longer median follow-up of 76.0 months

NDMM, newly diagnosed multiple myeloma; TIE, transplant ineligible; ECOG PS, Eastern Cooperative Oncology Group performance status; IMWG, International Myeloma Working Group; VRd, bortezomib, lenalidomide, and dexamethasone; D-VRd, daratumumab plus bortezomib, lenalidomide,
and dexamethasone; Rd, lenalidomide and dexamethasone; D-Rd, daratumumab plus lenalidomide and dexamethasone; MRD, minimal residual disease; CR, complete response; PFS, progression-free survival.

aMRD was assessed via next-generation sequencing (clonoSEQ®; Adaptive Biotechnologies) 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.*

CEPHEUS Study

Results * D-VRd showed no additional safety concerns with longer follow-up (Table 1 and Table 2)
At a median follow- f 76.0 months, D-VR monstr rior overall an ined MRD-n vty r - :
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Figure 2: Overall and sustained MRD-negativity (>CR) rates vent, n (%) (n =144) (n =142)
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Sao Germano, Sao Paulo, Brazil; *Arnie Charbonneau Cancer Research Institute, University of Calgary, Calgary, AB, Canada; °Cross Cancer Institute, Sustained Sustained Grade 3 or 4 135 (93.8) 126 (88.7)
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. . . . The overall; R rate was not chang_ed rom the primgry analysis: 80.6% (D-VRd) versus 61.4% (VRd; OR, 2.64 [95% CI, 1.54-4.51]; P = 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) Neutropenia 65 (45.1) 47 (33.1)
- 1: PES Thrombocytopenia 44 (30.6) 33 (23.2)
igure o. .
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After a median follow-up of over 6 years, the final analysis of the 22 40- Pneumonia 26 (18.1) 19 (13.4)
@ CEPHEUS trial demonstrated that D-VRd continues to show superior 58 50- 38 N an: Peripheral sensory neuropathy
efficacy over VRd across key endpoints in TIE patients §° | HR 0.55(95%Cl,0.39-078); P=0.0007 | | | | | | | 50.20 months Any grade 86 (59.7) 91 (64.1)
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E = - . . PFS months TEAE, treatment-emergent adverse event; D-VRd, daratumumab plus bortezomib, lenalidomide, and dexamethasone; VRd, bortezomib, lenalidomide, and dexamethasone.
@ In this post hoc analysis, D-VRd improved depth of response versus Pationts atrisk (98 )90 L i T s o s ot s i
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VRd, with higher overall MRD negativity at the 10~ threshold (61.1% VRd 145 124 114 104 96 90 74 70 61 56 52 44 38 6 0 e Overall survival (OS) favored D-VRd, especially when censoring for death due to COVID-19 (hazard ratio [HR], 0.74; Figure 5)
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: _ - : * The treatment effect was generally consistent across subgroups, including high-risk subgroups (Figure 4; red box) — 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%)])
D-VRd also improved the rates of sustained MRD negativity lasting . . L . . — Death from progressive disease was more than double in the VRd arm (D-VRd, n = 8 [5.6%]: VRd, n = 17 [12.0%
F 4: Overall MRD 10-5) with 2CR and PFS f Prog
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>1 | —e— 32/88(36.4)  58/92(63.0) 2.99 (1.63-5.48) >1 o 48/88 472 41/92 748 0.70 (0.46-1.06) _ _ _ _
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MRD, minimal residual disease; CR, complete response; PFS, progression-free survival; OR, odds ratio; Cl, confidence interval; VRd, bortezomib, lenalidomide, and dexamethasone; D-VRd, daratumumab plus bortezomib, lenalidomide, and dexamethasone; ISS, International Staging System; OS, overall survival; D-VRd, daratumumab plus bortezomib, lenalidomide, and dexamethasone; VRd, bortezomib, lenalidomide, and dexamethasone; HR, hazard ratio; Cl, confidence interval.
ECOG PS, Eastern Cooperative Oncology Group performance status; HR, hazard ratio; EVT, event; NR, not reached. The CEPHEUS study was not powered to detect a statistically significant OS difference.
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