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Results

Background

Belantamab mafodotin (belamaf), a B-cell maturation antigen (BCMA)-targeting antibody-drug conjugate, Patient population The median DOR was only reached in the 1.9 mg/kg Q4W cohort (11.1 mo [95% CI: 3.7-not reached [NRY]). Ocular events
has a multimodal mechanism of action that eliminates multiple myeloma (MM) cells via direct cytotoxicity . . , . . . . . ) . .
as well as by a systemic anti-MM tumor immune response. -3 At the data cutoff (July 23, 2021), 45 patients received 21 dose (12 at 1.9 mg/kg Q8W; 4 at 1.9 mg/kg Q4W; 16 at 2.5 mg/kg Q4W; 13 at 2.5 mg/kg Q4W [split]). At the time of data cutoff, median progression-free survival was not reached in the 1.9 mg/kg Q8W or 2.5 mg/kg Q4W cohorts (Table 2). Ocular events included corneal exam findings, such as keratopathy, and ocular symptoms, such as blurred vision and
Demographics and clinical characteristics of these patients are presented in Table 1. changes in best corrected visual acuity (BCVA).
_ « Median age was 68 years (range: 36—80). Table 2. Duration of follow-up, duration of response, time to response, and progression-free survival + There were no clear trends in BCVA changes among cohorts, in part limited by small sample size.
@ Betl_amtaf Z'iﬁ trrjgllkng?’W fls titwe clmly BCZ/II/\\/I-mgSeted ADC monotherapy approved for the treatment of * 29% (n=13) had high-risk cytogenetics defined as t(4;14), t(14;16), and/or 17p13del. Outcome. months Belamaf 1.9 mg/kg Belamaf 1.9 mgl/kg Belamaf 2.5 mglkg Belamaf 2.5 mg/kg Q4W * Blurred vision of grade 2 or 3 was more common in the 2.5 mg/kg cohorts than in the 1.9 mg/kg cohorts.
patients with triple class retrractory/expose 0 * 13% (n=6) had extramedullary disease. ’ Q8W + Len/Dex, n=12 Q4W + Len/Dex, n=4 Q4W + Len/Dex, n=16 (split) + Len/Dex, n=13
* The median duration of follow-up varied across cohorts, with an overall median of 11.47 months (range: 0.5-31.1); of note, the 1.9 mg/kg Q8W cohort had the Duration of follow-up, median (range) 3.4 (0.5-6.5) 17.4 (15.2-22.4) 16.2 (0.5-31.1) 12.0 (2.0-16.3) Table 4. Ocular events observed in patients treated with belamaf + Len/Dex across cohorts
In the pivotal Phase || DREAMM-2 study, single-agent belamaf (2.5 mg/kg Q3W) demonstrated deep and shortest median follow-up at 3.37 months (range: 0.5-6.5). ; * : = m _ = .
durablg responses (ORR 32%, median 3(Ijuratigon o? response of (1 1.0 rr?ongt’hs an)d median overall suﬁ)’vival + Median prior LOT was 3 (range: 1-11) ané 26%58%) had )prior Len treatment. Duration of response”, median (35% Cl) NR (NR=NR) 111 B.7-NR) NR (2.6-NR) NR (3.8-NR) Outcome, n (%) Belamaf 1.9 mg/kg Belamaf 1.9 mg/kg Belamaf 2.5 mg/kg  Belamaf 2.5 mg/kg Q4W
of 13.7 months), in patients Wit,h RRMM.6.7 ’ Time to response, median (95% ClI) 1.0 (0.9-2.8) 1.0 (0.9-1.4) 1.0 (0.9-1.9) 1.9 (1.0-3.0) ’ Q8W + Len/Dex, n=12 Q4W + Len/Dex, n=4 Q4W + Len/Dex, n=16 (split) + Len/Dex, n=13
’ Table 1. Demographics, baseline disease, and clinical characteristics for patients treated with belamaf + Len/Dex Progression-free survival', median (95% Cl) NR (0.9-NR) 8.6 (1.0-NR) NR (1.9-NR) 9.0 (3.2-NR) Worst case post-baseline
. . . . Belamaf 1.9 mg/kg Belamaf 1.9 mg/kg Belamaf 2.5 mg/kg Belamaf 2.5 mg/kg . *Duration of response is defined as the time from the first documented evidence of confirmed PR or better until the time when confirmed disease progression is documented as per IMWG; c':;rl‘ig: :;:a:ig;”(\better eye) 8 (67) 3 (75) 12 (75) 9 (69)
Preclinical data demonstrate synergy between belamaf and the immunomodulatory drug, lenalidomide + + + o Total Population IProgression-free survival is defined as the time from the first dose until the earliest date of confirmed PD per IMWG, or death due to any cause. o : y
! ; ; . . Q8W + Len/Dex Q4W + Len/Dex Q4W + Len/Dex Q4W (split) + Len/Dex >3 line decl bett 1(8 1(25 2(13 3(23
(Len), suggesting an added benefit when combined with standard of care therapies such as Len + n=12 n=d4 n=16 n=13 N=45 Safety - l!;g dg;!:: E © :; eye)) 6 ((50)) 3 §75; Z 244; . 238;
dexamethasone (Dex).":2 - <2li ine (worse eye
(Dex) Age, years; median (range) 71.5 (48-76) 63.5 (53-66) 68.0 (55-80) 68.0 (36-75) 68.0 (36-80) Across all cohorts, all patients experienced an adverse event (AE), with nearly all considered related to study treatment (Table 3). 23 line decline (worse eye) 3(29) 1(25) 7 (44) 7(54)
Male, n (%) 10 (83) 4 (100) 13 (81) 8 (62) 35(78) Grade 23 AEs related to study treatment occurred at different rates across the cohorts, with lower rates in the 1.9 mg/kg Q8W and Q4W cohorts (42% and 50%, Keratopathy”
Aims ECOG status at screening, n (%) respectively) versus the 2.5 mg/kg Q4W cohorts with and without split dosing (85% and 81%, respectively). gzgz ; ; E;g 1 gg; : ((; 9) i g?g
. . N . . . . 0 5 (42) 4 (100) 5(31) 4(31) 18 (40) Keratopathy (as graded by the CTCAE scale) was the most common AE of any grade across all cohorts.
To evaluate the safety and tolerability of belamaf in combination with Len/Dex in patients with RRMM. 1 7 (58) 0 9 (56) 9 (69) 25 (56) o . . ) . . oy Grade 3 0 1(25) 8 (50) 6 (46)
) ) ) . ] ) o ) 2 0 0 2 (13) 0 2 (4) + Grade 23 keratopathy occurred in no patients in the 1.9 mg/kg Q8W cohort (possibly due to shorter follow-up), 1 patient (25%) in the 1.9 mg/kg Q4W cohort, 8 Grade 4 0 0 0 0
Identify a belgmgf do§e/sche_dule with an improved benefit/risk profile to support further investigation in potential : - patients (50%) in the 2.5 mg/kg Q4W cohort, and 6 patients (46%) in the 2.5 mg/kg Q4W (split) cohort. Blurred vision
Phase Il studies in patients with MM. |5|"S stage at screening, n (%) ” 17 ) (50 7 aa 6 (46 17 (38 In the 2.5 mg/kg Q4W (split) cohort, 4 patients (31%) experienced an AE leading to permanent discontinuation of study treatment, including agitation, cerebrovascular Grade 1 2 (17) 0 2 (13) 1(8)
I 6 ESO% 1 525; 4 §25; 2 515; 3 ((29)) accident, ejection fraction decreased, and Pneumocystis jirovecii pneumonia. No patients in any other cohorts had permanent discontinuation for an AE. Grade 2 2 (17) 1(25) 2 (13) 4 (31)
m 0 0 2 (13) 4(31) 6 (13) AEs led to dose interruption or delay in 75-92% of patients across cohorts and dose reduction in 50-75% of patients. Grade 3 1(8) 1(25) 6 (38) 4 (31)
Unknown 4 (33) 1(25) 3(19) 1(8) 9 (20) = Dose reduction or interruption/delay was attributed to keratopathy in 4 (33%) patients in the 1.9 mg/kg Q8W cohort, and 69-85% of patients in the other cohorts. Gradel d L g L
Immunoglobulin, n (%) Fatal SAEs were reported in 3 patients: *Keratopathy is a corneal exam finding. tBlurred vision includes visual symptoms such as changes to BCVA and blurry vision.
IgA 3 (25) 0 2 (13) 2 (15) 7 (16) * One patient in the 2.5 mg/kg Q4W (split) cohort had Pneumocystis jirovecii pneumonia considered unrelated to treatment. L
Study design :9;3/' 11 Eg)Z) 3 (35) 12 (()75) 11 (()85) 33 52)2) + Two patients in the 2.5 mg/kg Q4W cohort had fatal SAEs, one pneumonia, and one a combination of pneumonia, sepsis, and febrile neutropenia; febrile Pharmacokinetics
g neutropenia was considered related to belamaf and Len treatment. The PK of belamaf was explored in all cohorts (Figure 3).
DREAMM-6 (NCT03544281) is an ongoing, two-part, two-arm, open-label, dose and schedule evaluation study, in %fs‘;rng 8 ] (%5) 1 % 8 ; g; Lower peak and higher trough belamaf concentrations were observed with the split dosing schedule.
vAvrggrtwaﬁ;?Qulzyas:isgsr:rlig gﬁgvn:]ai:l:li_gelr:g:ix in patients with RRMM who had previously received =1 line of therapy (LOT). T T i o ) 1E) 6.(13) Table 3. Safety data and duration of follow-up for patients treated with belamaf + Len/Dex across cohorts Belamaf PK profile wgs similar to that previously observed in patients with RRMM, taking into consideration baseline
: 2 patient characteristics.
. i i i i iteria 8 iaheri i ° Belamaf 1.9 mg/kg Q8W Belamaf 1.9 mg/kg Q4W Belamaf 2.5 mg/kg Q4W Belamaf 2.5 mg/kg Q4W . i .. . . . .
: ORR was assesged by'the investigator per the International Myelomg Working Gr.oup (IMWG) 2_016 criteria. ngh risk cytog'enetlcs, n (%) 2 (17) 0 5(31) 6 (46) 13 (29) Outcome, n (%) " LenIDex,gn=g:2 " Len/Dex? ng4 N Len/Dex,gln=%6 (oplit) + LenIDg:ex,gn=13 Lenalidomide PK were as anticipated, confirming lack of drug—drug interaction with belamaf.
Adverse events, including keratopathy, were evaluated by the investigator according to the NCI-CTCAE v4.03. Prior LOT, median (range) 3 (1-6) 2 (1-11) 2 (1-10) 3(1-7) 3 (1-11)
- - Prior exposure to anti-MM therapies*, n (%) Any AE 12 (100) 4 (100) 16 (100) 13 (100) . . . .
Figure 1. DREAMM-6 study design Chemotherapy 11 (92) 4 (100) 14 (88) 13 (100) _ AEs related to Figure 3. Mean concentration—time profile of belamaf
Immunomodulatory drug 11(92) 3(79) 14(88) 9 (69) - Belamaf 9 (75) 4 (100) 15 (94) 13 (100) ~- Belamaf 1.9 mglkg Q4W + Len/Dex
Lenalidomide 7(58) 1(25) 10 (63) 8 (62) - Len 7 (58 4(100 12 (75 7 (54
, . (58) (100) (75) (54) 304 == Belamaf 1.9 mg/kg Q8W + Len/Dex
/Sntlt-CD38 mpf;gg_lfnal antibody 130((2:33) 41((12050)) 155((3914)) 1; E?gé) = Dex 10 (83) 2 (50) 11 (69) 8 (62) - : Belamaf 2.5 mg/kg Q4W + Len/Dex
} . roteasome Inhibitor - * 11 (92 4 (100 15 (94 13 (100 ° Belamaf 2.5 mg/kg Q4W (split) + Len/Dex
Open-label, nonrandomized, sequential Primary: Autologous stem cell transplant 6 (50) 0 3(19) 4 (31) - AE related to any study treatment ®2) (100) ®4) G S 3
. . - - Corticosteroidst 12 (100) 4 (100) 15 (94) 13 (100) - Grade 3 or 4 AEs 8 (67) 2 (50) 13 (81) 12 (92) TE 101
assignment study: Arm A design (N=45) Part 1 _ _ o Belamaf 4 (33) 2 (50) 12 (75) 8 (62) £9
. Relative dose intensityt, % 8«
B Gl EE Belamaf 95.6 706 61.3 65.0 - Len 5 5?3; 2(50) & gig; e Eg?; §E
i : ] ’ ' ’ ' Dex o= -
ECOG performance status Part 1: Dose escalation with DLTs Lenalidomide 86.4 73.8 733 755 - cg
of 0-2 | BeEmE R Tl LR . Proportion of patients with Duration of follow-up in months, median (range) 3.37 (0.5-6.5) 17.40 (15.2-22.4) 16.20 (0.5-31.1) 12.02 (2.0-16.3) 11.47 (0.5-31.1) Grade 3 or 4 AEs related to any study treatment 5 (42) 2(50) 13 (81) 11(85) 2
If not tolerated: lower dose to 1.9 ma/k AEs and SAEs, reported *Patients may have received more than one class of anti-MM therapy. TAll patients who received corticosteroids had received dexamethasone, and some received additional corticosteroids. 14
Have unde.rgo.n? stem cell 9’9 using NCI-CTCAE v4.03 *Relative dose intensity was defined as 100*(mean overall dose intensity divided by planned dose intensity) and reported as a percentage. Grade 23 AEs occurring at 225% in at least 1 cohort T T T T
transplant if eligible Keratopathy 0 4 8 12 16 20 24 28
Progressed on 21 prior line Abnormalities.in V,ita," signs Investigator assessment of efficacy Platelet count decreased 9 ((?I 7) 1 (55) 2 82% g Egg; Nominal time (days)
and changes in clinical ORR was 42% in the 1.9 mg/kg Q8W cohort (possibly due to shorter follow-up), 75% in the 1.9 mg/kg Q4W cohort, 63% in the 2.5 mg/kg Q4W cohort, and 69% in the Visual acuity reduced
of MM therapy . X 1(8) 1 (25) 5 (31) 3(23)
Part 2: Dose expansion signs a':d laboratory 2.5 mg/kg Q4W (split) cohort (Figure 2). meuirophll_count decreased 2(17) 1(25) 3 (19) 2 (15)
To further evaluate safety and preliminary clinical parameters . - - ) Tt?ruorrr?ggcr:];/?o I 8 1 (gg) 21 (163) 3 (33)
m activity of belamaf with Len/Dex Part 2 Figure 2. Best confirmed response assessed by investigator Diaormocyiop 0 ! 5253 (0 ) 1) P
I onclusions
Four belamaf doses/schedules were evaluated: ORR (2PR by IMWG 100 = AEs leading to permanent i i i ; i
Prior treatment with a mAb 1.9 mg/kg Q8W ( [ 127 : ding fo p 0 0 0 4 (31) Belamaf + Len/Dex demonstrated a tolerable safety profile, with no new safety signals identified.
e 2016 criteria) = 90 4 discontinuation of study treatment . - . . . . . . T . .
within 30 days 1.9 ma/kg Q4W* X Encouraging clinical activity, albeit in small sample sizes, is observed with this combination in patients with RRMM.
Y glka Q AEs and SAE 5 80 AEs leading to dose reduction 6 (50) 3 (75) 12 (75) 9 (69) 9ing Y
i i 2.5 mg/kg Q4W san s £ - - Belamaf + Len/Dex d trated clinical activity, with the highest ORR rted in the 1.9 mg/kg Q4W and
Prior a||ogen|c stem cell . . . ] i ORR, n=3 (75% . . . elama en/bex demonstrated clinical activity, wi € nighes reported in e 1.9 mg/kg an
transplant 2.5 mgfkg Q4W given as a split dose, delivered Secondary: g 0 (95% Cr 1s(a.4—9)9.4] ORR, n=9 (69%) AEs leading to dose interruption/delay 11(92) 3(79) 1381 12(92) 2.5 mg/kg Q4W (split) cohorts (75% and 69%, respectively).
as two administrations of belamaf S 60+ OR:?, n=10 (63%) [95% Cl: 38.6-90.9] . . .
Current active liver or at 50% of the full dose on Days 1 and 8 PK parameters for belamaf % 50 - [95fvcg;23R5-4:§4§gty Most common AEs leading to dose * In addition, the 2.5 mg/kg Q4W cohort reported an ORR of 63% (10 out of 16). Of those with an ORR, 80%
biliary disease and lenalidomide S 40 ORR. n=5 (42%) [ZS;/S?/PCRI’ %=§ (gé)‘;o]) [95% CI'_”Z:‘ 7(_75‘31 r(:(ducttlon/tll:lterruptlonldelay (8 out of 10) demonstrated a deeper response (2VGPR).
. . o . o ,n= o 6 Cl: 6.8-93. SRS eratopa .
Evid ‘ Belamaf will be administered as infusion during Parts 1 and 2 ADA titers £ [95% Cl: 15.2-72.3] CRR, n=6 (38%) 2VGPR, n=5 (38%) Vi Ip ty duced 4 (33) 3 (75) 11 (69) 11 (85) « mDOR was not reached in any of the cohorts except the 1.9 mg/kg Q4W cohort (11.1 months).
vidence of Len/Dex dosing for Parts 1 and 2: g 30+ SVGPR. 2 (17% [95% Cl: 15.2-64.6] [95% Cl: 13.9-68.4] isual acuity reduce 3 (25) 1(25) 5 (31) 2 (15)
cardiovascular risk . Len 25 mg (10 mg, if eGFR <60 mL/min/1.73m2) PO on AEs of special interest o 20 [95% cf-nz_1—(48 43) CRR, n=1 (25%) Platelet count decreased 2 (17) 0 2 (13) 3(23) * mPFS was reached in the 1.9 mg/kg Q4W and 2.5 mg/kg Q4W (split) cohorts.
- Mt : 95% Cl: 0.6-80.6 Neutrophil count decreased ) e . . . . . . . .
Current comeal disease Days 1-21 . , i ® 104 CRR, n=0 (0%) : ] CRR, n=2 (15%) ooy 207 14(25) Z (1) iy Belamaf PK profile was similar to that observed in patients with RRMM, taking into consideration baseline
) Dex 40 mg (20 mg, if 40 mg not tolerated) PO on Days 1, Ophthalmic exam findings [95% CI: 0.0-26.5] [95% CI: 1.9-45.4] nsomnia 2(17) 2 (50) 0 1(8) ) . . } . )
except for mild punctate 8, 15, and 22 were administered every 28-day cycle 0 4 1 — . . Neutropenia 0 1(25) 1(6) 3 (23) patient characteristics, and there was no PK interaction between lenalidomide and belamaf.
keratopathy *Threg1agdles.7koftt;)ellamafchozsvschidLrJtle t ated | Chan?es in 8;%?!’ Best confirmed Belamaf 1.9 mg;l:ngCJSW +Len/Dex  Belamaf 1.9 mg/r:(=g14Q4W +Len/Dex  Belamaf 2.5 mgr<I£26Q4W + Len/Dex Belamaf ifn%g;ell;gngfll\év (split) + Thrombocytopenia 0 1(25) 3(19) 1(8) Belamaf has been found to induce deep and durable responses over time, as demonstrated in the DREAMM-2
e 1.9 mg/kg belama conhort was not evaluated in symptoms ( ' response (n,%) - T Any SAE 5 (42) 2 (50) 9 (56) 6 (46) study.®7 Therefore, it is hypothesized that ORR in this study will increase across all cohorts with prolonged exposure.
dose expansion; 4 patients who received this dose in Part 1 NEI-VFQ-25, and = PR 3 (25) 1(25) 2 (13) 4(31)
are presented here. PRO-CTCAE) =VGPR 2 (17) 1 (25) 2 (13) 3(23) Treatment-related SAE 2(17) 0 3(19) 3(23) Further studies are ongoing to better understand the clinical benefit and safety of combining belamaf with Len/Dex in
Health-related quality of life = CR 0 0 4 (25) 1(8) il s 0 0 2 (13)f 1(8) patients with RRMM.
questionnaires msCR 0 1 (25) 2(13) 1(8) *Af'f_irmative or missing response to the query “Is there a reasonable possibility that the AE may have been caused by study treatment?”; tFatal SAE considered treatment-related in 1 patient,
attributed to both belamaf and Len.
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