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Introduction Results Conclusions

* BVd demonstrated a statistically significant and clinically meaningful
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P?ctler](ts ththf'MI’:/IrOftetn' hla}[/e dlseadse ”I‘T becomes . Patient Disposition and Baseline Characteristics Figure 4: Response rates and MRD negativity improvement in OS compared with DVd in patients with RRMM after
rerractory 1o Tirst-line tripiet or quadruplet regimens an _ _ _ : : . 0 . D—
- lanse- therefore. efficac d-i - From May 7, 2020, through June 28, 2021, 494 patients were randomized to receive BVd (N=243) or DVd 0 - _ Responses (95% CI), % [reuey i 21 prior line of therapy (HR, 0.58; 95% Cl, 0.43-0.79; £=.00023)
experience relapse,; tnererfore, ericacious secona-liine . ORR: 83% (N=243) (N=251) OS b fit with BVd | d tained
combinations that incorporate new therapy classes are (N=251) (Figure S1) (95% CI, 77.8%-87.6%) > CR and MRD negativity 25 10 - enetit wit was early and sustaine | |
needed’2 - More patients remained on treatment with belamaf vs daratumumab, with progressive disease being the 77 sensitivity of 10-5)° (19.8- 6.9-14.8 - Although median OS was not reached, predicted median OS using
: : c 80 - ( y ) 31.0) ( ) S : :
 The DREAMM-7 trial (NCT04246047) evaluated the most common reason for discontinuation in both arms ORR: 71% > VGPR and MRD 39 18 modeling is 84 months with BVd and 51 months with DVd
anti-BCMA monoclonal antibody-drug conjugate At data cutoff, the median follow-up was 39.4 months (range, 0.1-52.3 months), defined as the time from (95% Cl, 65.3%-76.8%) negativity . (32.5- (13.4- - MRD-negativity rates in favor of BVd from the primary analysis can
belamaf in combination with bortezomib and randomization to last contact or death ” (sensitivity ot 107) w22 now be considered statistically significant’
dexamethasone vs DVd in patients with RRMM who - As previously reported in the primary analysis,® baseline characteristics and prior treatments were well . 2 CR: 36% . 2CR: 18% - Treatment benefits with BVd were also maintained after subsequent
had received =1 prior line of therapy? balanced across both arms (Table S1) 60 1 (95% CI, 29.8%-42.2%) (95% CI, 13.0%-22.8%) antimyeloma therapy, with an HR (95% CI) for PFS2 of 0.59 (0.45-0.77)
. At the data cutoff of October 2. 2023. and a median - Approximately half of patients in each arm received 1 prior line of therapy; 52% of patients in each arm | « BVd maintained durable and deep responses and continued to result in
’ ’ received prior lenalidomide and approximately one-third of patients had disease refractory to . > - Vi '
follow-up of 28.2 months (range, 0.1-40.0 months), the IenalidomFi)de St besole i both a?r%s y P ry £ 0 ) greater than doub!e the 2 CR rates, MRD-negativity rates, and median
primary endpoint was met, with a median PFS (95% CI) £ DOR compared with DVd, with extended follow-up
of 36.6 months (28.4 months-not reached) with BVd and Efficacy and Subsequent Therapies E ‘0 VGPR: 29 » The safety profile of BVd was consistent with the primary analysis and
13.4 months (11.1-17.5 months) with DVd (HR, 0.41; : . . N : ' : known profiles of the individual agents3
30 onths _ . 3t4 s) wit d (AR, 0.41; - BVd resulted in an early, sustained, and statistically significant OS benefit vs DVd (HR, 0.58; 95% Cl, _, 2VGPR: 66% _,2VGPR: 46% P 9 _
95% Cl, 0.31-0.53; P<.001)> 0.43-0.79; P=.00023) (Figure 2) VGPR: 31 (95% Cl, 59.9%-72.2%) (95% Cl, 39.9%-52.6%) - Ocular events were generally resolved, were manageable with dose
. . . ) D ] 30 - . . . . .
* Although median OS was not reached in either arm - Although median OS was not reached in either arm, simulation was used to calculate a predicted median | MECIIEENENS, Sl (G 10 194 tEE e el e iLEIED [E1ee
in this primary analysis, a strong trend in favor of OS, which is 84 months with BVd and 51 months with DVd (post hoc analysis using the observed data at * The results from this updated analysis of DREAMM-7 further support
BVd vs DVd was obss4erved, with an HR of 0.57 the interim analysis, with 39.4-month median follow-up to extrapolate time to death in ongoing censored 20- belamaf as a potential new standard-of-care for patients with RRMM
0 . . -
(95% Cl, 0.40-0.80)" patients; subject to change as data mature)
- We report updated 9ﬁ|cacy and S.a.fety from | . Du_e to egrller disease progression, more patients in the DVd arm received subsequent therapies than 10 - Table 1; Safety summary
DREAMM-7, including a prespecified OS analysis, patients in the BVd arm (Tables S2 and S3) BVd (N=242) DVd (N=246)
at a median follow-up of 39.4 months (data cutoff, - While those in the DVd arm vs BVd arm proceeded to receive more immunomodulators, proteasome . Any AE 242 (100) 246 (100)
October 7, 2024) inhibitors, and steroids as subsequent therapy, more patients in the BVd arm BVd (N=243) DVd (N=251) Related to any study treatment? 242 (100) 234 (95)
L : Grade 3/4 AEP 230 (95) 191 (78)
VS DVd arm |n|t|ated m0n00|0na| antlbOdy thera py . . g\/g/j? boe\izr:;‘znrv:: Z?:ng(,j‘gg, Ié);degzr;;l;br,eing rf;asnéeéhz;?:eé' nCtlzo z;)nlzfi ;e(s)ggg_sc\a/;GDP\g!, ‘iarat%révsmsg}a?c:gfzgggg and dexamethasone; ITT, intention to treat; MRD, minimal residual disease; NGS, next-generation sequencing; Exposure—adjusted rate (per 100 person-years)c 5717 5571
- In the BVd arm, the mOSt Common fl rSt SUbsequent theraples after StUdy treatment Were antI-CD38 aCI'sywere base; on the ex;ctp:l:thod. wa patieynts in’the I.Y?T'populaﬁ;fon Werj rand;)mized,’notrt‘/rjated,p rescreenZd, an;l rerandomized. They are counted as 4 unique patients in this output. ® MRD-negativity rate is defined as the percentage of Related to any StUdy treatme_nta - - 222 (92) 166 (67)
Meth Od S monoclonal antibodies (daratumumab and isatuximab), pomalidomide, and lenalidomide; in the DVd patients who were MRD-negative by NGS, based on & sensitiviy of 10 AEs Ittaagmtg totpern:anent discontinuation of 77 (32) 47 (19)
. . . . . . . . dany study treatmen
arm, they were lenalidomide, carfilzomib, and pomalidomide | o | Figure 5: DOR Exposure-adjusted rate (per 100 person-years) 19.14 13.71
DREAMM.7 i , obal . - PFS2 favored BVd vs DVd (HR, 0.59; 95% Cl, 0.45-0.77), demonstrating a maintained treatment benefit r Ve Related to any study treatment leading to
° -7/ 1s an ongoing, g_oba , randomized, with BVd foIIowing subsequent antimyeloma therapy (Figure 3) 1.0 1 g, DOR (N=243) (N=251) permanent discontinuation of any study 67 (28) 36 (15)
open-label phase 3 study? (Figure 1) L _ o Responders, n 20 70 treatment?
- BVd maintained a greater depth of response vs DVd (Figure 4) £, Events. n (0/’) 86 (43) 114 (64) AEs leading to dose reduction 181 (75) 146 (59)
° A i i i i . . . . . . e . . Q © 7 ’ 0 -adi - c
Eligible patients with MM who experienced progression - Due to the prespecified testing hierarchy and with the significant OS benefit at this data cutoff, 5 Ongoing response, n (%) 79 (39) 39 (22) Exposure-adjusted rate (per 100 person-years) et i3S
on or after =1 prior line of therapy were randomized 1:1 i - - - g - AEs leading to dose delay A2 (D), LR ()
=1p Py : MRD-negativity rates from the primary analysis could be formally compared and can now be considered S h6- DOR, median =~ 40.8 (30.5, 17.8 (13.8- Exposure-adjusted rate (per 100 person-years)e 56.92 54.05
to BVd or DVd for 8 cycles, followed by belamaf or statistically significant in favor of BVd vs DVd:3 2 (85% Cl). months NR) 23.9) Any SAE 129 (53) 94 (38)
, . , Exposure-adjusted rate (per 100 person-years)© 32.07 27.42
daratumumab monotherapy at cycle 9 and beyona = With BVd vs DVd, rates of 2 CR and MRD negativity were 24.7% vs 9.6% (P<.00001), respectively, & 04- Roletod to ar’,y study tre;fmenta P vears) 50 (21) 32 (13)
« The primary endpoint was IRC-assessed PFS with and rates of 2 VGPR and MRD negativity were 38.7% vs 17.1% (P<.00001) o Fatal SAEs 26 (11) 20 (8)
: [} [ [ L] e — a
key secondary endpoints of OS, DOR, and MRD - Median DOR with BVd was more than double that with DVd (40.8 months vs 17.8 months) (Figure 5) 5 02 BVe B A rG) 2(<1)
. . . . . S . . o
negativity in patients with 2 CR, which was a_ssessed5 Figure 2: OS - Ve Deaths 69 (29) 101 (41)
by next-generation sequencing at a sensitivity of 10 0 24 months 36 months S 3 4 6 5 to 12 14 1o 15 20 22 24 25 25 30 3 34 3 3 40 42 44 40 4 3 Primary cause of death®
additional secondary endpoints included PFS2, | ) ) BVd DVd No. at rsk Time si h Cancer 23 (10) 53 (22)
t d safet t 9% 74% OS (N=243) |(N=251) (No. of events) Ime since response, months Equivocally due to myeloma 3 (1) 7 (3)
response rates, and satety outcomes i Bvd 202 197 190 174 162 153 147 137 132 128 121 116 107 102 93 87 85 78 74 66 51 34 19 11 3 1 Unequivocally due to myeloma 19 (8) 44 (18)
| | | 0.8 Events, n (0) (2) (6) (14) (21) (28) (31) (38) (40) (44) (48) (51) (56) (58) (66) (71) (73) (79) (80) (80) (82) (84) (85) (86) (86) (86) Oth 1 (<1 2 (<1
- AEs, including ocular adverse reactions, were graded . - - (%) 08(28) 103141) DVd 170 176 108 145 126 117 101 G0 G5 75 72 06 61 % 53 51 49 47 45 % 2 2 9 3 0 0 er cancer . <1 (=<1
. ’ . . = 0 (0) (0) (8) (27) (40) (50) (66) (74) (77) (85) (86) (92) (95) (99) (101)(102)(104)(106)(107)(111)(112)(113)(113)(113)(114)(114) Cardiovascular condition® 8 (3 4 (2
= . (3) (2)
In accordance Wlth the NCI CTCAE (VerSIOn 50) % 0.6 67% J_‘-M'IHHHMWH_H.MHH_H OS’ medlan NR NR BVd, belantamab mafodotin, bortezomib, and dexamethasone; DOR, duration of response; DVd, daratumumab, bortezomib, and dexamethasone; ITT, intention to treat; NR, not reached. SePSis 8 (3) 4 (2)
. 0 60% (95% CI)’ (NR NR) (41 -05 a 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. Stroke O 1 (<1)
- OS was compared between treatment groups with g o months® ’ NR) Trauma 0 1(<1)
a stratified log-rank test, with HRs and corresponding @ ' (H:IF;C(%% 0.58 (0.43-0.79) Safety Other noncardiovascular condition 24 (10) 25 (10)
95% Cls estimated using a stratified Cox L . . AEs of clinical interest'
proportional-hazards mc?del3 %27 BVd P valued .00023 » The safety population included patients who received 21 dose of study drug (BVd, N=242; DVd, N=246) Blood and lymphatic system disorders All Grade All Grade
Dvd 24-Month - Median durations of exposure (total duration of exposure over all study treatments in an arm) with BVd and | grades 23 _ grades 23
The Kaplan—Meier method was used to estimate the 0.0 suvival [ o - Thrombocytopenia [ 122 (50)  67(3))
medianpos- corresponding 95% Gls were caloulated T S R R S SR R AR (95% ClY, % (73-84) (61-73) DVd were 15.9 mOnthS (range, 07-523 mOnthS) and. 12.8 m.OnthS (range, 02'488 monthS), re-SpeCtlvely Expo_sure—adjusted rate (per 100 person-years)c 42 01 33 56 35 58 25 37
) ’ P g 0 Time since randomization. months 36-Month + The overall safety profiles of the 2 regimens were consistent with results from the primary analysis® (Table 1) Anemia" 48(20) 21(9) 65(26) 25(10)
with the Brookmeyer—Crowley method (o oFvents) | suvival [ s - While the BVd arm had numerically higher overall rates of grade 3/4 and SAEs than the DVd arm, these Neutropenia o (19) sS4 (1) adltoy  2(1)
_ Bvd 243 232 222 216 209 203 200 196 194 189 185 180 177 175 174 171 167 165 162 157 126 90 58 33 17 3 1 (95% CI), % (68-79)  (54-66) y hig : _ 9 ’ Exposure-adjusted rate (per 100 person-years)° 11.19 8.45 12.83 7.00
Figure 1: DREAMM-7 study design and endpoints3 ;g: ;:)S (21361) <22116> <22057> :3;; :392; (13;; :3;) :3:9) (14:; (14:7) :43 :5:; (153 :544; :536; (1532 :6;) :623; <§:> <::> (2? <2:> (f:) <638> <608> were generally comparable between arms when adjusting for total treatment exposure Infections and infestations 176 (73) 80(33) 167 (68) 49 (20)
Y 0) (13) (15) @8) (34) @0) (47) (55) (62) (86) (71) (75) (78) (B1) (85) (B5) (89) (90) (54) (95) (100)(102)(103)(103)(103)(103)(103) - More deaths due to myeloma were observed in the DVd arm vs BVd arm, while rates of fatal SAEs related Exposure-adjusted rate (per 100 person-years)>  43.75  19.89 = 48.71 14.29
Recruitment period Treatment period BVd, belantamab mafodotin, bortezomib, and dexamethasone; DVd, daratumumab, bortezomib, and dexamethasone; HR, hazard ratio; ITT, intention to treat; NR, not reached; OS, overall survival; R-ISS, Revised International Staging System. Pneu monia 48 (20) 30 (1 2) 23 (9) 10 (4)
=13 months from FPI (May 7, Until end of study, withdrawal of consent, PD, death, a 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 to treatment were IOW dCross bOth arms Exposure-adjusted rate (per 100 person-years)C 11.93 7.46 6.71 2.92
2020) to LPI (June 28, 2021) or unacceptable toxicity using a Cox proportional hazards model stratified by the'number. of lines'of prior therapy (1 vs 2 c'Jral"vs 24), prior bortezomib (yes vs no), and R-ISS stage at screening (I vs Il or Ill), with a covariate of treatment. @ P value is from a 1-sided . . . . . . . . . . ) ) ) ) ) L )
stratified log-rank test. At 171 actual events (48.2% OS information fraction), OS was declared significant if the P value was <.00112. - Com monly occu rr|ng AES Of C||n|Ca| |nterest |nCIUded blOOd and Iymphat|C System d|SorderS, and |nfeCt|OnS, 253?51\7/77:722Vzgf;‘eBz\gg;ige;ann;a:;igrr,;z‘;(;‘i(gg'l?ggzzgzghz,gjggfszze\fgsfone] CTCAE, Common Terminology Criteria for Adverse Events; DVd,
Cycles 1-8 Cycle 9+ . . . . . ) ) } ) .
o o Figure 3: PFS22 r v thrombocytopenia was more common in the BVd arm, including when adjusted for treatment €xposure, and  bue o e oo e e e seson s et v s sorat vt oo, -
Primary endpoint; PFS2° (N=243) (N=251) overall infection rates were similar between arms, which is consistent with the primary analysis? yoars). Totalporson-years s he.sum ofa pation exposure caeuiated ¢ (o dose - rst Gose + 1)/ 585 26,5 The primary cause of death was Unknown
PFS 1.0 - - . H H ' H or éien s in the arm an atients in the arm. ¢ Cardiovascular includes hemorrhage, hea - ai-ure myocardial infarction, and other
25?}352"‘\723\,\, Key secondary ' Events, n (%) 93 (38) 126 (50) ¢ The BVd arm had an OCUIar Safety prOflle that was ConSIStent Wlth the p”mary analyS|S3 Zargigv;scailard:l;%g/fo\ﬁs. é G;adzgisﬁntg Cl;'CAIt:'h vel?s\/(gn 5.0.gf‘plzftelet coZm;/delchas% ij alscﬁ7 ianélged,,t‘I:elperé:en};agesdoflthrgmtioc;/top(ejni;hevents for
S : . dpoints: . . . . . . . all grades were 88% and 65% with BVd and DVd, respectively, and for grade 3/4 were 73% and 46%. " Red blood cells decreased was not reported. |
@ bortezomib * E)L&%r;:and MRD 0.8 1 PQF5§/2,CTedIanth ri'; 6. NR 323647 44.9 - Blurred vision was the most frequent ocular adverse reaction in the BVd arm, with 68% and 24% of panents Neutropenia includes preferred terms febrile neutropenia, neu};ropenia, and neutrophil count decreased.
+ W v S ' , monthse¢ .6, .7-44. . . . . . . .
s J coamenecons MSEEEEEN 3 R > ,:R (‘;50/1 cye 859 m 45) 0 77; ) experiencing all-grade and grade 3/4 events, respectively Table 2: BCVA in patients with normal baseline 20/25 or better
= - .2 esting Hierarchy: = . HI"Y. . . . . . . .
g RW Prs . 0S/DOR — MRD S o6- - Almost all patients with worsening of vision to 20/50 or worse had resolution to normal baseline or Bilateral worsening of BCVA in
~ 3 83 S improvement of their first event (remaining patients had insufficient follow-up to assess for resolution); patients with normal baseline
® hi Additional seconda = . . . . . . . .
: Daratumumab + Al cravoints: = ;) 0.4- resolution or improvement was observed in all patients with worsening of vision to 20/200 or worse 20/25 or better
O IR ©  [EENTS oA o (Table 2) 20/50 20/200
=>Ed cycles4-8; q3w findings 0.24 . . . . : . : : or worse? or worse?
2 - BVd - In most patients, ocular events resolved with dose modification, with treatment discontinuation due to any :
N . . o Patients, n/N (%) 84/242 (35) 5/242 (2)
dexamethasone 00- Dvd ocular event occurring in 10% Time to onset of first event, median (range), days 79 (16-1320) 105 (47-304)
5 4 & & 10 12 14 16 18 20 22 24 26 28 30 32 34 36 33 40 42 44 46 48 20 = » A post hoc analysis across the fir_st 30 mqnths of treatment was performed in patients in the BVd arm with Timdeg to resolutiodn of first event to baseline, 64 (8-908) 87 (22-194)
. No. at risk Time since randomization, months 20/25 or better in =21 eye at baseling® (Flgure 32) e grange), ays . .
> Brior Ines of reatment (1 vs 2 r 3 vs 24) lo-creven) L : : . : L Time to improvement of first event, median 22 (6-257) 19 (8-26)
. RAISS stage (1 vs Il or ) BV S 250 Gy o) o5 (38 (38) ) (ke 20y o4y (o) (61) (6% (58) 10} D) (re) (10 (o) (B0 (BB) (80) (09) (99) (6B) (9%) - With increasing duration of treatment, median time between doses increased; despite this, response rate (range), days*
+ Prior bortezomib (yes vs no) Dvd 251 232 225 208 195 181 172 162 156 149 139 133 128 121 113 110 107 100 95 89 70 40 23 16 6 2 0 (beSt confirmed response of =2 PR in each interval) remained hlgh throughout First event resolved, n/N (%)° 78/84 (93) 4/5 (80)
' . ' ' ' (0) (12) (15) (29) (38) (48) (56) (64) (70) (76) (85) (88) (92) (96) (104)(106)(109)(115)(119)(122)(124)(125)(125)(126)(126)(126)(126) o _ . _ _ . _ First event improved, n/N (%)° 81/84 (96) 5/5 (100)
25&32)\;22::;‘;222%%2} i,]ﬁfcl;',":;ﬁr;,tﬁgtzmég,s,g 2?23;72;",2?;;2?:;’:;?’Bg%f"&ﬁgg;gi’f gﬁgﬁgg}%ﬁ?%gﬁfﬁﬁnﬂﬁ’ BVd, be/ant_amab mafodptin, bortgzomib, and dexamethasone; DVd, daratumumab, bortezomib, and dexamethasone; HR, hazard ratio; ITT, intention to treat; NR, not reached; PFS2, progression-free survival on second line of therapy; - Ove ra”, 23 /0 Of patlents expe rlenced bllateral BCVA Worsenlng to 20/ 50 or worse In the fl rSt 3 months Of Fo||0w-up ended with event Qngoing, n/N (0/0) 2/84 (2) 0
f:ggjgﬂgeaagz;dgé%?i?:rzcl)lnrzl:sgsgszri;zf,ftggf Z\ié\ri’-;lﬂtﬁ\ﬁgzLgb,Lth’ogarsetsgf\f;egfsigg\ISV({J,}'/,;’?;Itgsg%};‘zg:i‘te,\giﬁvwgm o f ;igéljvi‘zs;eiifézrgst:;,: /f:)t:‘lgggdso}l/‘:/f;on to disease progression after initiation of new antimyeloma therapy or death from any cause, whichever was earliest. ® Two patients in the ITT population were randomized, not treated, treatment’ prevalence genera”y decreased thereafter BCVA, best-corrected visual acuity; BVd, belantamab mafodotin, bortezomib, and dexamethasone.
PFS2, progression-free survival on second line of therapy; q3w, every 3 weeks; q4w, every 4 weeks; qw, once weekly; R-ISS, rescreened, and rerandomized. They are counted as 4 unique patients in this output. ¢ Cls were estimated usin e Brookmeyer—Crowley method. ¢ s were estimated using a Cox proportional hazards model stratifie e number o . . . a In patients with normal BCVA (20/25 or better in 21 eye) at baseline. ® Resolution defined as a return to normal BCVA (20/25 or better in 21 eye). ¢
Revisefl Ingternational Staging System; TTP, time to progt/egsion; TTlr?}j time to reZponse. i ! g lines ofprizrthgrapy (;j stocrj3T\73 }2/4), priorbtogezo:‘lib (3es 531;10),tandtg-lsstgt;geg screening; (1 vts%or Ilg,tll;l'/iﬂ'lB a cgvar/t;teocf tre;trient.th @R mated 9@ Coxproport " ¢ del sratied by th beref - A IOW rate Of treatment d|Scont|nuat|0n due tO OCUIar events WaS Observed th roughout Impﬁ)vement was defined as BéVA of better than 20/5};) ?or20/200) in 21 eye. ( e
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