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Background Results

Be:%nt:mgb mafoglotint (bﬁlamaf), alt'B-CcT”I maturl]’atign an]:[ige? (B%Mf\)-lt_afgeting 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 [NR]). At the time of data cutoff, median Ocular events
antibody-drug conjugate, has a multimodal mechanism of action that eliminates P : :
multiple myeloma (MM) cells via direct cytotoxicity as well as by a systemic anti-MM 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, 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 changes in best
: 1-3 16 at 2.5 mg/kg Q4W; 13 at 2.5 mg/kg Q4W [split]). . : : . ) corrected visual acuity (BCVA).
tumor immune response. Demoara hgilcsga(r?d clinical charactgerigtigs of ’EhZS(]a) atients are presented in Table 1 Table 2. Duration of follow-up, duration of response, time to response, and progression-free survival y ) _ o _
Belamaf 2.5 mg/kg Q3W is the only BCMA-targeted ADC monotherapy approved 9 Y . p Y . Belamaf 1.9 mg/kg Belamaf 1.9 mglkg Belamaf 2.5 mglkg Belamaf 2.5 mglkg QAW (split) There we.re_ no clear trends in BCVA changes am(?ng cohorts, in part limited by §mall sample size.
for the treatment of patients with triole class refractorv/exoosed MM.45 * Median age was 68 years (range. 36—80) Outcome, months Q8W + Len/Dex, n=12 Q4W + Len/Dex, n=4 Q4W + Len/Dex, n=16 + Len/Dex, n=13 * 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.
P P ryrexp ' * 29% (n=13) had high-risk cytogenetics defined as t(4;14), t(14;16), and/or 17p13del. 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)
In the pivotal Phase Il DREAMM-2 study, single-agent belamaf (2.5 mg/kg Q3W) * 13% (n=6) had extramedullary disease. Duration of response*, median (95% Cl) NR (NR-NR) 11.1 (3.7-NR) NR (2.6-NR) NR (3.8-NR) Table 4. Ocular events observed in patients treated with belamaf + Len/Dex across cohorts
demonstrated deep and durable responses (ORR 32%, median duration of - The median duration of follow-up varied across cohorts, with an overall median of 11.47 months (range: 0.5-31.1); Time to response, median (95% CI) 10(09-2.8) 1.0(0.9-1.4) 1.0(09-1.9) 19(1.0-3.0) Belamaf 1.9 mg/kg Belamaf 1.9 mg/kg Belamaf 2.5 mg/kg Belamaf 2.5 mg/kg Q4W (split)
. . . . . Progression-free survival', median (950/ CI) NR (0 9—NR) 8.6 (1 O—NR) NR (1 9—NR) 9.0 (3 2—NR) outcome, n (%) Q8w + LenlDex, n=12 Q4w + LenIDex, n=4 Q4w + LenIDex, n=16 + Len/Dex, n=13
response of 11.0 months, and median overall survival of 13.7 months), in patients of note, the 1.9 mg/kg Q8W cohort had the shortest median follow-up at 3.37 months (range: 0.5-6.5). 9 ’ ° : o : R : :
ith RRMM.6.7 . ) ) o ) *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; 'Progression-free survival is Worst case post-baseline change in BCVA
wi o * Median prior LOT was 3 (range. 1-11 ) and 26 (58 /o) had prior Len treatment. defined as the time from the first dose until the earliest date of confirmed PD per IMWG, or death due to any cause. <2 line decline (better eye) 8 (67) 3 (75) 12 (75) 9 (69)
23 line decline (better eye) 1(8) 1(25) 2 (13) 3 (23)
Preclinical data demonstrate synergy between belamaf and the immunomodulato . . . . . . . : . Safet <2 line decline (worse eye) 6 (50) 3(795) 7 (44) 5(38)
drug, lenalidomide (Len) suégesgltsi/ng an added benefit when combined wi’g Table 1. Demographics, baseline disease, and clinical characteristics for patients treated with belamaf + Len/Dex y . _ . _ >3 line decline (worse eye) 3 (25) 1 (25) 7 (44) 7 (54)
’ =1 Belamaf 1.9 mg/kg | Belamaf 1.9 mg/kg | Belamaf 2.5 mg/kg | Belamaf 2.5 mg/kg ] Across all cohorts, all patients experienced an adverse event (AE), with nearly all considered related to study treatment (Table 3). Keratopathy’
standard of care therapies such as Len + dexamethasone (Dex)."2 Q8W + Len/Dex | Q4W + Len/Dex | Q4W + Len/Dex QAW (split) Total Population . , , e 2 (T o 5 i
12 fay =16 + Len/Dox net3 N=45 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 gl 2 258; 1 525; S 2 231;
_ Male, n (%) 10 (83) 4 (100) 13 (81) 8 (62) 35 (78) Keratopathy (as graded by the CTCAE scale) was the most common AE of any grade across all cohorts. Grade 4 0 0 0 0
EOCOG status at screening, n (%) ) + 100) 5@ o) 8.40) e ?;ade /iB cl;j@topithryt/ gccutrrectl in5 gg/) pati;ntz 5isn th?k1.§4vvg/kg:1 ?tSW ;:cghortt. (p(t)ss;fbéz// dyet r;to 2sr;orte;kfolIC;)A\f/vV-Vup), |'1t pa’::er:tt (25%) in the Bc';‘:;':edf"s'w 2 (17) 0 2 (13) 1)
. . L . . . . 9m cohort, 8 patients inthe 2.5 m cohort, an atients inthe 2.5 m split) cohort. Grade 2 2 (17 1(25 2(13 4 (31
To evaluate the safety and tolerability of belamaf in combination with Len/Dex in patients with RRMM. ; ) X ) 9(69) o) 9’9 P (50%) ) g9 P (46%) , 99 (split) , , orade 3 1((8)) : 225; - §38; ; 531;
. : . e : . . (13) 0 “) In the 2.5 mg/kg Q4W (split) cohort, 4 patients (31%) experienced an AE leading to permanent discontinuation of study treatment, including Grade 4 0 0 0 0
Identify a belamaf dose/schedule with an improved benefit/risk profile to support further investigation ISS stage at screening, n (%) itati b | ident. eiection fraction d q 4P fis i . o N tents | th horts had
in potential Phase Il studies in patientS with MM. :I égg; ?gg; Zggg 22‘1‘23 137((2398)) Fa)glr.:.]:r)]neanfz:zcgz\;zz(;:lg; ?Ocruanez\é ejection ftraction decreased, an neumocystus jirovecli pneumonia. O patients In any other cohorts ha *Keratopathy is a corneal exam finding. TBlurred vision includes visual symptoms such as changes to BCVA and blurry vision.
. . | . o . Pharmacokinetics
'L'J'nkn own y (%3) 1 (%5) ggg; 41((3;)) ggg; AEs led to dose interruption or delay in 75-92% of patients across cohorts and dose reduction in 50-75% of patients. The PK of bel ¢ lored in all cohorts (Ei 3
. . . . . . . . . maf w xplored in igure 3).
Immunoglobulin, n (%) « 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 © orbela a. as explore all cohorts ( 9“ e3) _ _ _
IgA 3 (25) 0 2 (13) 2 (15) 7 (16) the other cohorts. Lower peak and higher trough belamaf concentrations were observed with the split dosing schedule.
IgG 11 (92) 3(75) 12 (75) 11 (85) 37 (82) . _ - o : : - - L - : - - e O
Study design 1M 1) - 5 5 1) Fatal SAEs were reported in 3 patients: Belamaf PK profile was similar to that previously observed in patients with RRMM, taking into consideration baseline patient characteristics.
Other 0 0 1) 0 1) - One patient in the 2.5 mg/kg Q4W (split) cohort had Pneumocystis jirovecii pneumonia considered unrelated to treatment Lenalidomide PK were as anticipated, confirming lack of drug—drug interaction with belamaf.
DREAMM-6 (NCT03544281) is an ongoing, two-part, two-arm, open-label, dose and schedule evaluation Missing 0 1(25) 1(6) 0 2(4) P , , -5 mglkg QAW (split) ystis| P , o o , _
study, in which Arm A is assessing belamaf + Len/Dex in patients with RRMM who had previously Extramedullary disease, n (%) 2(17) 0 3(19) 1(8) 6 (13) « Two patients in the 2.5 mg/kg Q4W cohort had fatal SAEs, one pneumonia, and one a combination of pneumonia, sepsis, and febrile o o N S -
received 1 line of therapy (LOT). A detailed study design is shown in Figure 1 High-risk cytogenetics, n (%) 2 (17) 0 5 (31) 6 (46) 13 (29) neutropenia; febrile neutropenia was considered related to belamaf and Len treatment. 'gure J. flean concentration—time protile ot befama
) , , ' , Prior LOT, median (range 3(1-6 2 (1-11 2 (1-10 3(1-7 3 (1-11
« ORR was assessed by the investigator per the International Myeloma Working Group (IMWG) Pr:or exoOSUre 'to a(nti-suv)l therapies™ n (%) =9 SlL 10 7 011 y ) ) ~®- Belamaf 1.9 mg/kg Q4W + Len/Dex
2016 criteria.® Chemotﬁ]erapy pies’, n (% 11(92) 4(100) 14.(88) 13 (100) Table 3. Safety data and duration of follow-up for patients treated with belamaf + Len/Dex across cohorts 30 - —4— Belamaf 1.9 mg/kg Q8W + Len/Dex
: B : — —- Belamaf 2.5 mg/kg Q4W + Len/Dex
. . . . . _ Belamaf 1.9 mg/kg Q8W Belamaf 1.9 mg/kg Q4W Belamaf 2.5 mg/kg Q4W Belamaf 2.5 mg/kg Q4W (split
+ Adverse events, including keratopathy, were evaluated by the investigator according to the enaidomide 768 29 1063 3 62) . Outcome, n (%) e LonDox etz S LonDox et LoD 16 e ronibannats 0 s ~4- Bolamat 2.5 mglkg Q4W (splt) + Len/Dex
NCI-CTCAE v4.03. Anti-CD38 monoclonal antibody 3 (25) 1 (25) 5 (31) 7 (54) - Any AE 12 (100) 4 (100) 16 (100) 13 (100) SE 10+
Proteasome inhibitor 10 (83) 4 (100) 15 (94) 13 (100) - AEs related to 9
. . Autologous stem cell transplant 6 (50) 0 3(19) 4 (31) - Belamaf 9 (75) 4 (100) 15 (94) 13 (100) 9
Figure 1. DREAMM-6 study design Corticosteroids' 12 (100) 4 (100) 15 (94) 13 (100) - c g
Len 7 (58) 4(100) 12 (75) 7 (54) 5 E
Relative dose intensity*, % Dex 10 (83) 2@y 1 &) Bll62) g § *7
Open-label, nonrandomized, sequential m Belamaf . 95.6 70.6 61.3 65.0 - AE related to any study treatment* 11 (92) 4 (100) 15 (94) 13 (100) é
assignment study: Arm A design (N=45) Primary: ~elideriee e [ = ot - Grade 3 or 4 AEs 8 (67) 2 (50) 13 (81) 12 (92)
: 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) Belamaf 4 (33) 2 (50) 12 (75) 8 (62) 14
Part 1 *Patients may have received more than one class of anti-MM therapy. TAll patients who received corticosteroids had received dexamethasone, and some received additional Len 4 (33) 2 (50) 9 (56) 6 (46) (') :1 é 1'2 1I6 2'0 2'4 28
m Part 1: Dose escalation Number of patients corticosteroids. ¥Relative dose intensity was defined as 100* (mean overall dose intensity divided by planned dose intensity) and reported as a percentage. Dex 2(17) 0 7 (44) 4 (31)
: ) Nominal time (days)
PRSI scanat 25 mokg win Lenoox investigat t of eff
status of 0—2 * If not tolerated: lower dose to 1.9 mg/kg Proportion of patients with AEs nvestigator assessment or eificacy Kerato-pathy el 0 1(25) 8 (50) 6 (46)
Yeurinmesan M gr}%ié'z\z B%ported using NCI- 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, Platelot count decreased 2 ((187)) 1 (25) ggf; ggg; )
. . . . o . . . . ISual acuity reauce
Progressed on =1 prior To further evaluate safety and preliminary clinical changes in clinical signs and Neutropenia _ 0 1 (25) 1 (6) 3 (23) . . . ) e
line of MM therapy B R laboratory parameters T T ——— Thrombocytopenia 0 1(25) 2 (13) 0 Belamaf + Len{Dgx derrTo.nstratec.i ? tolerable safety .profllg, with no new. safe.ty S|gna.ls |c.lent.|f|ed. | |
Four belamaf doses/schedules were evaluated: Part 2 100 A[;:r::ae:'ng to permanent : 1(25) 0 1l Encouraging clinical activity, albeit in small sample sizes, is observed with this combination in patients with RRMM.
1.9 mg/kg Q8W S on ] o ongint o 0 0 0 4(31) - Belamaf + Len/Dex demonstrated clinical activity, with the highest ORR reported in the 1.9 mg/kg Q4W and 2.5 mg/kg Q4W (split
m " ORR (2PR by IMWG < 90 - discontinuation of study treatment Y, g p - g/Kg a . g/Kg (split)
S s e il ;2 QS;ES Sm 2016 criteria) o 80 - AEs leading to dose reduction 6 (50) 3 (75) 12 (75) 9 (69) cohorts (75% and 69%, respectively).
: < =] = 0, H 1 H agn .
mAb within 30 days 2.5 mg/kg Q4W given as a split dose, delivered AEs and SAEs g ;8 . (o5 G 10 496.4] L ORR. n=10 (63%) JORR, n=9 (69%) :‘nEst'ead'"g ‘°I‘:Es‘°} '":I‘?"”tpt'zn’de'ay 11(92) S E16) 21(02) - In addition, the 2.5 mg/kg Q4W cohort reported an ORR of 63% (10 out of 16). Of those with an ORR, 80% (8 out of 10) demonstrated
t dministrati f belamaf at 50% of th : i % Cl- 35.4-84. [95% Cl: 38.6-90.9] ost common AEs leading to dose
Prior allogenic ?usll (\;V;)S: omnlgz;: ;oer:r?dOS e o Secondary: "g- 50 - 2VGPR, n=2 (50% - [gsz/vgkg?:ﬂ?‘(‘s%]%) reduction/interruption/delay a deeper response (ZVGPR)'
stem cell transplant :’K r;_zramzters for belamaf and £ 40 - ORR =5 42%) 195% OF 6.6-032] e o o) SVGPR, n=5 (38%) Keratopathy 4(33) (i) A (2‘519)) A ((185)) - mDOR was not reached in any of the cohorts except the 1.9 mg/kg Q4W cohort (11.1 months).
L . . . . . enalidomide = 30 4 o LI 19.2=12. o= o =vorh n” ° Visual acuity reduced 3 (25) 1(25) 5 . .
g_:{"e”;_acn"e liver or Belamaf will be administered as infusion during Parts 1and 2 K—G_—_ 5 2. o 2 ) CRR. n=1 (25%) [95% Cl: 15.2-64.61 [95% Cl: 13.9-68.4) 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.
Len/Dex dosing for Parts 1 and 2: RR. 120 (0% % Cl: 0.6-80. n=2 (15% i . o . . . . . : . . .
EI\:;chlzeoafse eL';n 62); :,,;m(ioo;ga hf e;:R <60 ml/min/1.73m?) PO on AEs of special interest £ 18 ] -l ,[%FQZ’SEOO,(S_/Z)W -‘[95/ oroeens) 1 Eé?i‘0|:ﬁféfis?4] ﬁi‘éﬂ%‘??" count decreased 58?{ ;2?,83 ? (33) 1 22; Belamaf PK profile was similar to that observed in patients with RRMM, taking into consideration baseline patient characteristics, and
cardiovascular risk Days 1-21 Ophthalmic exam findings Best confirmed Belamaf 1.9 mg/kg Q8W + Len/Dex "Belamaf 1.9 mg/kg QAW + Len/Dex Belamaf 2.5 mglkg QAW + Len/Dex Belamaf 2.5 mg/kg QAW (split) + _Il\_lrtleutrogeniz: _ 8 1 (gg) 31 (169) 31 (283) there was no PK interaction between lenalidomide and belamaf.
. - Dex 40 mg (20 mg, if 40 mg not tolerated) PO on Days 1, Changes in ocular symptoms response (n,%) n=12 n=4 n=16 Len/Dex, n=13 o ooyepere (29) (19 (@) Belamaf has been found to induce deep and durable responses over time, as demonstrated in the DREAMM-2 study.®7 Therefore, it is
Current corneal disease 8, 15, and 22 were administered every 28-day cycle 0SDI. NEI-VFQ-2 p mPR 3 (25) 1(25) 2(13) 4 (31) Any SAE 5 (42) 2 (50) 9 (56) 6 (46) ) ) . =1 .
except for mild punctate regardless of belamaf dose schedule EDRO_C’TCA'E) Q-25, an =VGPR 2 (17) 1(25) 2 (13) 3 (23) Treatment-related SAE 2 (17) 0 3 (19) 3 (23) hypothesized that ORR in this study will increase across all cohorts with prolonged exposure.
CHELE Y “The 1.9 mg/kg belamaf Q4W cohort was not evaluated i oaith-related quality of VAN : ] (%5) ‘2‘%2; ] ES; Fatal SAE 0 0 2 (13)t 1(8) Further studies are ongoing to better understand the clinical benefit and safety of combining belamaf with Len/Dex in patients with RRMM.
dose expansion; 4 patients who received this dose in I'fea 'rT_ Gl .qua 57 *Affirmative 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.
Part 1 are presented here. e questionnaires

ADA, anti-drug antibodies; AEs, adverse events; BCMA, B-cell maturation antigen; Questionnaire; NCI-CTCAE, National Cancer Institute Common Terminology HQ discloses consultancy from GSK, Celgene, Karyopharm Therapeutics, Janssen-Cilag, CSL Behring, Amgen, Sanofi, Antengene; research funding from Celgene, This study was funded by GSK (Study 207497, NCT03544281); drug linker technology licensed from . Tai YT, et al. Blood 2014;123:3128-38. . Lonial S, et al. Lancet Oncol 2020;21:207-21.
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Eastern Cooperative Oncology Group; eGFR, estimated glomerular filtration rate; relapsed/refractory multiple myeloma; Q3W, every 3 weeks; Q4W, every 4 weeks; SSH and BA report no disclosures; RK discloses employment at BMS/Celgene; ownership interest (public company) in BMS/Celgene, GSK, Merck; other financial interest DPT and Taylor Sells, MS, of Fishawack Indicia Ltd, part of Fishawack Health, and funded by GSK.
FLC, free light chain; Ig, immunoglobulin; IMWG, International Myeloma Working Q8W, every 8 weeks; SAE, serious adverse event; sCR, stringent complete from BMS/Celgene for travel, accommodations, and expenses; BC discloses employment at GSK; ownership interest (public company) in GSK, Roche; research funding
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