Phase 3 MAIA Study: Overall Survival Results With Daratumumab, Lenalidomide, and Dexamethasone vs Lenalidomide and
Dexamethasone in Patients With Transplant-Ineligible Newly Diagnosed Multiple Myeloma
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Subsequent Therapy

B a.C k g rO U n d ReS U I tS « Median time to next treatment was not reached with D-Rd vs 42.4 months with Rd (HR, 0.47; 95% CI,

0.37-0.59; P <0.0001)

- The phase 3 ALCYONE, MAIA, and CASSIOPEIA studies established the progression-free survival (PFS) Demographics and baseline characteristics were well balanced between arms : = « 114 patients in the _D_—Rd arrp and 1_86 patlents_ln the Rd arm received sul?sequent therapy; of these:
benefit of daratumumab (DARA) in combination with standard of care (SOC) vs SOC alone for patients Table 1. Demographics and Baseline Characteristics Figure 2. E 'CaC{ﬂEdian - — API-containing regimen without an IMiD was the most common first subsequent therapy
with newly diagnosed multiple myeloma (NDMM)1-3;: ALCYONE also established, for the first time, an D-Rd Rd . P . 5.Rd induced deener (53% vs 54% with D-Rd and Rd, respectively)
overall survival (OS) benefit of a DARA-based regimen in NDMM? (n = 368) (n = 369) ORR® Primary: 28.0 months Update: 56.2 months P — 15% of patients in the D-Rd arm and 46% of patients in the Rd arm received daratumumab as
: : : : : . . - responses with any subsequent thera
« The phase 3 SWOG S0777 study in patients with NDMM without intent for immediate transplant (69% of Age, years, median (range) 73.0 (50-90) 74.0 (45-89) 100 1  93% 93% o : y 9 PY
whom were intended for eventual transplant) established bortezomib/lenalidomide/dexamethasone (VRd) Age, n (%) 81% 82% significantly higher
as a SOC regimen for elderly patients® <65 4(1) 4(1) 80 - rates of =CR and
. . 65-<70 74 (20 73 (20 o :
— At a median follow-up of 84 months, median PFS was 41 months for VRd and 29 months for Rd (20) (20) > 60 4 D-Rd Rd 2VGPR, compared with
. : 70-<75 130 (35) 131 (36) i Bl 0 sCR B a
(hazard ratio [HR], 0.742); median OS was not reached vs 69 months (HR, 0.709)8 = 160 (43) 161 (43) = B CR Rd With >28 months of Table 4. Most Common Grade 3/4 (>5%) TEAEs
: . . _— — 40 28% % "
— 43% of patients in SWOG S0777 were 265 years (vs 99% in MAIA); however, a significant OS ECOG PS score, n (%) 320% 21% \FC‘F-;’PR additional follow-up, _
benefit in this subgroup was not observed for VRd vs Rd (median, 65 months vs 56 months; 0 127 (35) 123 (33) 20 - S0% responses deepened _ (n = 364) (n = 365)
HR, 0.769; P = 0.168)° 1 178 (48) 187 (51) (4% 28% oo 25% T Haematologic, n (%)
. . . . 2a 63 (17) 59 (16) 0 . . . __I . WIEH CONENTE Neutropenia 197 (54) 135 (37)
* Real-world data indicate that >50% of nontransplant elderly patients with NDMM do not receive any D-Rd Rd D-Rd Rd h .
. . 0 therapy Anemia 61 (17 79 (22
ISS stage, n (%)
subsequent therapy, suggesting that the most effective therapy should be used upfront and not saved for ’ n =368 n = 369 n =368 n = 369 y——— 60 (16) 41 (11)
relapse,’ at which time additional genetic mutations conferring resistance may have been acquired?® ! 28427 108i(28) R ot  DARA (D). darat b ORR ' e PR. partial - Rd. lenalidomide/d thasone: SCR. stringent comolet _ YMPRope
” 163 (44) 156 (42) , complete respons_e, ( ), ara umum_a ) ,. overall response rate; , partial response; , lenal I_ omide/dexamethasone; s , stringent compiete response; Leukopenla 42 (12) 23 (6)
VGPR, very good partial response. aTT population. Note: percentages may not add up to the total due to rounding.
* In the last MAIA update (Kumar SK, et al. ASH 2020), D-Rd prolonged PFS and also PFS on the next i 107 (29) 110 (30) Thrombocytopenia 32 (9) 34 (9)
; . 9 ) .
subsequent line of therapy (PFS2) vs Rd alone; OS data were not yet mature Type of measurable disease, n (%) Updated PFS ot PFS e OS SOrmonth O3 rale Nonhematologic, n (%)
1gG 225 (61) 231 (63) 100 < i 100 <o i Pneumonia 70 (19) 39 (11)
Objective: To report updated efficacy and safety results from a prespecified interim OS analysis of IgA 65 (18) 66 (18) 5 | B | Hypokalemia 46 (13) 36 (10)
MAIA after a median follow-up of approximately 56 months Otherb 9 (2) 10 (3) ¢ 807 80 1 Cataract 40 (11) 39 (11)
Detected in urine only 40 (11) 34 (9) 5 o £ o oo w0 D-Rd: median, NR Diarrhea 32 (9) 22 (6)
Detected as serum-free light chain only 29 (8) 28 (8) g =0 D-Rd: median, NR e Rd: median, NR Fatigue 32(9) 17 (5)
. Cytogenetic profile, n/total n (%) ; 409 = 409 | Hypertension 31(9) 16 (4)
= Rd: median, 34.4 month ! -
St u d y Des | g n Standard risk 271/319 (85) 279/323 (86) 3 ; medan SAmenE - | Hyperglycemia 28 (8) 14 (4)
High risk 48/319 (15) 44/323 (14) £ |paoor | 1R, 0,66, 95% C1, 053086, | Pulmonary embolism 26 (7) 19 (5)
Median time since initial diagnosis of MM (range), months 0.95(0.1-13.3) 0.89 (0-14.5) 0 36 8 151821 0427 309390 42454 51 84 7 60 69 65,9 " 0 3 6 9 1215182124 27 30 33 36 30 4245 48 51 54 57 60 63 66 69 72 Asthem.a . 196 176)
° MAIA iS a muIticenter randomized open-label active-controlled phase 3 StUdy Of D-Rd VS Rd a|one in D, daratumumab; ECOG PS, Eastern Cooperative Oncology Group performance status; Ig, immunoglobulin; ISS, International Staging System; MM, multiple myeloma; Rd, Months Months Acute kldney Injury 19 (5) 12 (3)
. . ! ! . ! ! lenalidomide/dexamethasone. 22 patients had an ECOG PS score >2 (1 patient each with an ECOG PS score of 3 and 4). PIncludes IgD, IgE, IgM, and biclonal. Note: percentages No. at risk No. at risk Chronic kidney disease 19 (5) 10 (3)
patients with NDMM who are transplant ineligible may not add up to 100% due to founding. DRd %8 31 1520 10 10 07 2 25 6 21 2022 20 0 6 103 & 9 17 5 0 DR 30 50 454 8 54 325 96 25 2 5 25 5027 56 25 M 28 0 0 8 2 6 1 G
_ _ Median duration of follow-up, 56.2 months No new safety concerns were identified with longer follow-up
* Patients were enrolled in MAIA from March 2015 through January 2017 Table 2. Treatment Exposure D-Rd continued to demonstrate a significant PFS - - A lower percentage of grade 3/4 and serious TEAEs occurred after 24 months vs during the first 24 months of treatment in both arms
. . D-Rd Rd . . . . y D-Rd demonstrated a Slgnlflcant benefit in OS’ D, daratumumab; Rd, lenalidomide/dexamethasone; TEAE, treatment emergent adverse event. 2Median duration of study treatment was 47.5 months in the D-Rd arm and
Safety population (received 21 dose of study treatment) _ _ benefit, with median PFS not reached with D-Rd . 0 .. . . 22.6 months in the Rd arm. Data are not exposure adjusted.
Figure 1. Study design (n =364) (n = 365) These data provide a new PES benchmark in with a 32% reduction in the risk of death, in
Median duration of study treatment, months (range) 47.5(0.10-69.26) 22.6 (0.03-69.22) patients with NDMM who are transplant ineligible -
_ _ _ atients with NDMM who are transplant ineligible n C I u S O n S
Lenalidomide median RDI, % (range) 66 (8-206) 86 (5-239) 2 2 2 C O I
Discontinued lenalidomide onIy while continuing other study treatment, n (0/0) 33 (9) 14 (4) Cl, confidencg interval; D, daratumumab; HR, hazard ratio; NDMM, newly diagnosed multiple myeloma; NR, not reached; OS, overall survival; PFS, progression-free survival;
Primary _ - Rd, lenalidomide/dexamethasone, « After almost 5 years of follow-up, a significant OS benefit of D-Rd vs Rd given to progression was
—> —>» endpoint Intravenous daratumumab median RDI, % (range) 98 (3-107) - demonstrated in patients with transplant-ineligible NDMM, representing a 32% reduction in the risk of death
Key eligibility 5 R: 25 mg PO * PFS Discontinued daratumumab only while continuing other study treatment, n (%) 5(1) — Figure 3. Subgroup Analysis of OS — The estimated 5-year OS rate was 66.3% with D-Rd and 53.1% with Rd, which will likely lead to a substantial
criteria = Days 1-21 until PD End-of- improvement of median OS in this patient population
& . : treatment| | | . 42% of patients in the D-Rd arm and 18% of patients in the Rd arm remained on treatment; more patients discontinued Rd for s v o8 oo o 4 + The significant PFS benefit of D-Rd vs Rd was maintained, with a 47% reduction in risk of disease
 TIE NDMM = d " 40 mg PO or Y : visit term Key Secondary AEs total no. (months) HR (95% ClI) total no. (months) HR (95% ClI) . . '
« ECOG PS S Days 1, 8, 15, 22 until PD (30 days e endpoints : _ _ . _ | o = : _ : progression or death (median PFS for D-Rd, not reached)
= foIIow-up AE, Adverse event; D, daratumumab; Rd, lenalidomide/dexamethasone; RDI, relative dose intensity o ISS disease stage ! — Th fi ted 5- PES rat 52 5% with D-Rd d 28.7% with Rd
score 0-2 @ after last * OD Table 3. Patient DiSpOSitiOﬂ I"\:/Ialel Z;ﬂ?g :gﬂ?i EE SJ'EZ o gzg ((gig;gi)) | 19/98 241103 NE  NE o 0.79 (0.43-1.44) € estimate year rate was 070 WI an 70 WI
. - . : s ! S o 610420 — These data provide a new PFS benchmark in patients with NDMM who are transplant ineligible
CrCl . — Rd dose) ° CP)ESRz Ag<75 years 52/208 80/208 NE  NE He, 0.60 (0.42-0.85) ::| j:ﬂi: 2::? shfa 4:2 He-i 2:; :233?22 . e Th PFS d gs lts h b hi F()j i d lati ith 44%/ f g
230 mL/min TT population D-Rd Rd e e seice 76181 Ne 557 ] OTB055108 1 ora i OS benefit ese an results have been achieved in a study population wit o of patients
R: 25 mg PO Days 1-21 until PD VRO (NGa: 10° (=€t = 8 “ie  owsuess e e ok L BN Vit D-Rd aged 75 to 90 years
— d: 40 mg PO — - > (NGS; 107) Remaining on study treatment, % 42 18 ove 12 w0 N a1 e oz NweG o BM4 3 NE s e 050 (0.30-085) e‘r’]":rsa : * No new safety concerns were identified with continuous therapy and longer follow-up
. ’ egion ' ytogenetic risk at study entry |
Days 1, 8, 15, 22 until PD Discontinued study treatment, % 57 81 Norh America 33101 B2 NE 6T '_:.:‘ odinpon High risk 2548 2644 556 425 :—' 0.80 (046-1.39) cgonsistezt The results of MAIA study strongly support upfront D-Rd as a new standard of care for patients with
Progressive disease 27 34 Ba::gnimj et (gs;?zlt))a 89227 NE NE ""'E 0.66 (0.48-0.92) ECS;T;:;:I:E e | e actoss transplant-ine”gible NDMM
: : 67 (0470, tient
Cycles: 28 days Adverse event 13 23 BSS?_ er:m'"_ 58182 67142 NE 548 e 0.67 (0.47-0.96) 0 24127 36123 NE  NE e 0.61 (0.36-1.02) pa
aseline hepatic function ! 1 64/178 821187 NE 583 He- 0.74 (0.53-1.03) SUng'OUpS
Death 7 7 INorm.al 14ess naasio e NE li'o—i 065 (057084 22 29/63 3859 628 39.0 e 0.57 (0.35-0.94) References
mpaired 1331 12129 NE NE h 1.05 (0.48-2.30) = ' ' \ ' : '
L " , _ , , . Noncompliance with study drug 5 8 A AR A IR 1. Mateos MV, et al. N Engl J Med. 2018;378(6):518-528. 2. Facon T, et al. N Engl J Med. 2019;380(22):2104-2115. 3. Moreau P, et al. Lancet.
o, body mass index; Cre., sreatinine clearance; R, complete response; DIDARA, daratumumab; d. dexamethasone; ECDG PS, Easterm Cooperative Oneology Phvsician decisi ol e i e 2019;394(10192):29-38. 4. Mateos MV, et al. Lancet. 2020;395(10218):132-141. 5. Durie BGM, et al. Lancet. 2017;389(10068):519-527. 6. Durie BGM, et al.
roup performance status,. , intravenous;  minimal residual disease; : ﬁext-gen_erathn sequencing; , overa response.rate, , progressive disease; ysSiClan aecision 4 6 O.Rd arm better Rd arm better D.Rd am better Rd arm better Blood Cancer J. 2020;10(5):53. 7. Fonseca R, et al. BMC Cancer. 2020;20(1):1087. 8. Suzuki K, et al. Cancers (Basel). 2021;13(2):215. 9. Kumar SK, et al.
PO, oral; QW, once weekly; Q2W, once every 2 weeks; Q4W, once every 4 weeks; R, lenalidomide; sCR, stringent complete response; TIE, transplant-ineligible. 20n Blood. 2020;136(suppl 1):24-26
days when .DARA is_ adm_inistereq, d_exargethasope will be administered to p'atients in the D-Rdzarm and will serve as the trga_\tment dose of steroid for that day, as well Other 1 1 Cl, confidence interval; D-Rd daratumumab + lenalidomide/dexamethasone; ECOG PS, Eastern Cooperative Oncology Group (ECOG) performance status; HR, hazard ' ’ ' '
as the required pre-infusion medication. ®For patients >75 years of age or with BMI <18.5 kg/m?, dexamethasone was administered at a dose of 20 mg QW. Lost to follow-up <1 1 ratio; lg, immunoglobulin; ISS, International Staging System; NE, not estimated; MM, multiple myeloma; OS, overall survival; Rd, lenalidomide/dexamethasone. Disclosure
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