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Belantamab mafodotin (belamaf), an antibody-drug conjugate targeting B-cell maturation antigen (BCMA), induces cell i isti Persistence on belamaf i .
death by direct cell kiIIinE; and imZnune-mediatﬁd mgchar{isgrjns 1,2 2l gen ( ) Patient character.lstlcs _ _ _ _ _ o _ _ _ _ Table 3. Assessment and management of keratopathy events during the Figure 3. Real-world time to OS (A) and PFS (B)
' A total of 246 patients with a confirmed MM diagnosis and with =1 administration of belamaf Median (IQR) treatment period was 2.0 (1.1-4.5) months and follow-up time was post-index period
In the pivotal Phase |I DREAMM-2 study (NCT03525678), single-agent belamaf demonstrated efficacy and a were identified, of which 62 were excluded due to participation in an interventional clinical trial 4.1 (1.9-8.5) months.
manageable safety profile in patients with relapsed/refractory multiple myeloma (RRMM).1:2 (during the baseline period or on the index date) or lack of chart abstraction data. At 3 and 6 months after starting therapy, 49.5% and 35.3% of patients, respectively, were still on Patients 90 -
This is an addendum to the original study reporting real-world use of belamaf in patients with RRMM and the occurrence Overall, 184 patients were included in the study (Table 1). treatment with belamaf (Figure 2). _thI:(atietnts " with keratopathy 80 -
. . . . . . . . . ) y g . . >
gllg\c/;vufp; gg;n;sr elr:) rreosue’unr][:dclln|caI practice in the US using national electronic medical records3; 6 months’ additional - Mean age was 68.7 years and 46.7% of patients were female. . Meag (53[1))2num5,95r60f2b8|amaf do?es| received by those still on belamaf at 3 and 6 months wi :‘:chzpa y eve";fafr“)ol'k—“"‘v _mu:"ths 2 28 -
- - . : : : : : was 3.5 (1.2) and 5.6 (2.0), respectively. _ _ . o
+ Median (interquartile range [IQR]) time between MM diagnosis and index was 5 (3-7) years. ( _ ) _ _( ), resp y _ _ (N=76) (N=58) 2 50 61.7% 58.0%
. Eastern C tive Oncol G ECOG of tat 2 in 28.3% Reason for discontinuation was reported for 104 patients; the most common reasons listed were 2 40
) ) astern Cooperative Oncology Group ( ) performance status was 22 in 28.3%. disease progression (34.6%), treatment toxicity (17.3%), or both (16.3%). Patients with 21 ocular exam on keratopathy onset 5 -
Ob JeCtlve * Median (IQR) number of agents per line of therapy (LOT) was 3.0 (2.6-3.3), 62.0% received date or following the keratopathy event during the 20
at least 5 prior LOTs, and 82.1% of patients were triple-class refractory. Figure 2. Proportion of patients who continued on belamaf post-index period, n (%) 72 (94.7) 56 (96.6) 0] Median 08: 7.9 months
To characterize patients with RRMM, including triple-class refractory patients, treated with belamaf in the US to better Table 1. Baseli T hi d di h teristi o Gt U T T i G el [ e 0 I I I I I .
: : : able 1. Baseline patient demographics and disease characteristics
understand the real-worlq management qf these patients, including the occurrence and management of ocular adverse — P grap 199 85.5% with keratopathy severity information), n (%)t N=62 N=48 0 1 2 3 4 S 6
events, as well as the efficacy of belamaf in the real world. Characteristic | Belamaf (N=184) < :8 7 : Months after treatment initiation
Patient demographics = 7 Mild 38 (61.3 25 (52 .1
Age years, mean (SD) I 68.7 (10 0) "2 70 — 63.4% ! ) o ( ) ( ) Number at risk 184 160 138 121 101 88 76
’ ; AT S 504 Action taken, n (%)* 27 (71.1) 20 (80.0) Number with event 0 15 30 41 55 63 68
Female, n (%) | 86 (46.7) g 5o — Therapy holds 19 (70.4) 16 (80.0)
R?/tl:ﬁ"tn (%) 117 63.6) £ 40 - 49.5% Patients with subsequent belamaf administration 17 (89.5) 15 (93.8) 5
. . e 1 . . - . . e . 3 41.5% ° — ; i : 100 Real- Id PFS

This retrospective, longitudinal, observational study analyzed de-identified US electronic health record data derived from the Black or African American 23 (12.5) % 30 : 38.1% 35.3% Patients with therapy hold >28 days 5(29.4) > (33.3) 88 | 87.1% eal-wor

Flatiron Health database for the period from January 1, 2011, to June 30, 2022 (6 months additional follow-up from the Hispanic or Latino 12 (6.5) 5 20 - Treatment for ocular AESIT 19(70.4) 13 (65.0) 30

previously presented cutoff of December 31, 2021). Other* 32 (17.4) %10 4 Median time to belamaf discontinuation: 88 days Therapy dose or schedule change™ 7(25.9) 6(30.0) < 704

Flatiron Health is a longitudinal database, comprising de-identified patient-level structured and unstructured data, curated via Disease characteristics 0 ! ; ! ! ! T 1 Therapy discontinuation 3 (11.1) 2(10.0) w 60 68.5% By 52.0% 40,39

technology-enabled abstraction.# Data on belamaf dosing, derived response, ocular exams, and ocular adverse events of Extramedullary disease, n (%) | 39(21.2) o - T 23 (47.9 g 207 o = —

special interest (AESI) were extracted from unstructured fields of patient charts via a Flatiron Spotlight project. ECOG performance status, n (%) Months after treatment initiation oaerateisevere (38.7) (47.9) ® 407 46.4%
o _ _ _ o _ _ 0 34 (18.5) Number af risk 184 143 o4 . 50 " . Action taken, n (%)* 23 (95.8) 22 (95.7) o 30

Eligible patients had a confirmed MM diagnosis, initiated belamaf after August 5, 2020 (date of US approval; first dose=index 1 79 (42.9) Numpaost & et 1 o o0 o o0 o o Therapy holds 19 (82.6) 18 (81.8) 20 -

date), were 218 years old at index, and had chart abstraction data for ocular safety and treatment efficacy 2 43 (23.4 10 4 Median PFS: 4.5 months

’ - ’ : 3 3 (4 3 ) Patients with subsequent belamaf administration 14 (73.7) 13 (72.2) 0
Patients who participated in an interventional clinical trial during baseline or on the index date were excluded (Figure 1). 4 1 §0:5; Ocular AESI Patients with subsequent therapy hold >28 days 12 (85.7) 12 (92.3) 0 ; é é zlt é é
: : Unknown 19 (10.3) _ _ _ _ _ _ Treatment for ocular AESIT 12 (52.2) 11 (50.0) o
Figure 1. Study design ISS stage n (%) Ind t‘?t?"t 9’[‘_I.8%]c tc:flpatlefnts had a record for an ophthalmic examination prior to the first Therapy dose or schedule change™ 7 (30.4) 7(31.8) Months after treatment initiation
| 42 (22.8) administration ot belamat. Therapy discontinuation 5 (21.7) 5 (22.7) Number at risk 184 152 113 95 78 70 60
__End of follow-up I 40 (21.7) Among patients with 24 months of follow-up (94 patients), 74.5% had at least 1 ocular AESI, of Number with event 0 23 55 68 81 85 89
Fasril:ler?t.f linical trial particioati 1l 50 (27.2) which keratopathy (61 .7%) and blurred vision (489%) were the most common (Table 2) *Keratopathy severity is based on the most recent slit lamp examination findings occurring on or after the keratopathy onset date. TOf the 76
Index date arto C |r_1|ca r'? _pa ICIpation Unknown 52 (28_3) ; . } patients with keratopathy in the full cohort and the 58 patients in the cohort with 24 months of follow-up, there were 10 and 8 patients without
] « End of clinical a_Cthl_t_yJr — * Mean (SD) time to first ocular AESI was 39.4 (33.9) days, with a mean (SD) of 2.1 (1.2) severity information recorded, respectively. *Patients may have had multiple actions taken following the keratopathy event; therefore, the
MM (no ear!'_er_than Aug 5, 2020): Treatment « End of data availability Cytogenetic risk, n (%)' belamaf doses received prior to first ocular AESI. categories presented are not mutually exclusive. $Defined as any treatment interruption/delay due to an AE with a gap of 228 days and <90
| o1 diagnosis Initiation of belamaf discontinuation* e Death | 30 High 73 (39.7) A fient th « ; h ¢ >4 th £ toll g iabl " dehlys fromlthe p:)ev;]ous to the subsequ:jent belargagadmigistration. 1liTlgeatr:nenlt for the AE is dﬁﬁrlfg asDanfy trgatmsnt (doeij ?Ot have to t;]e C o n CI u S i o ns
an 01, | | | | ' un 30, Standard 81 (44.0) mong patients wi a Keratopatny eveni, 24 montns Or T10lloW-up, and avallable severity pharmaco ogical) that is recommende , prescribed, or a mini§tere y the clinician to treat the .**. e ine. as dose modifications to the
2011 ‘ H | 2022} Unknown 30 (16.3) information (n=48), 52.1% had mild and 47.9% had moderate/severe keratopathy (determined e Ibgtea;o?ttarzs:elztpi;?:l;/Avl\zlitc;]roll]:’:r:iesIﬁfgc::jggn?if?:ae}[ir:)gneol?;:ie::::nt schedule. TiNumber of patients with severe keratopathy was too
o e Pre-existing comorbidities, n (%) by most recent slit lamp examination occurring on or after the onset date). These findings provide important insights into the real-world use of belamaf in
~aseline perio __, rostindex treatment period | Cardiovascular disease 97 (52.7) Most ocular AEs were managed by therapy hold (68.6%; of which 72.9% restarted belamaf) Efficacy patients with RRMM
(MM diagnosis to index date) ‘ (index date to treatment discontinuation) ' Ece)rr:zldcilissee;? 2513 Eg?g; and/or AE treatment (62.9%) (Table 3). Tumor response was observed in 39 patients (ORR at 6 months: 25.5%). Of those with an | | | | |
o : Cardiac disease 42 (22.8 : . . overall response, a best response of PR was achieved in 19 (48.7%) patients, and 20 (51.3%) Compared with the belamaf 2.5 mg/kg cohort in DREAMM-2, patients in this
Post-ind d (22.8)
ost-index perio . Table 2. Occurrence of ocular AEs during post-index period - : f . : :
(index date to end of follow-up) Peripheral neuropathy 36 (19.6) patients achieved a best response of VGPR. study were slightly older, had fewer prior LOTs, and had a shorter time between
E;g‘?g:g:'sease gg 82‘:’; Post-index period* Pa:;,e:;zt‘fi':ge;“pr:zg;hs Median OS and real-world PFS were 7.9 months and 4.5 months, respectively (Figure 3). MM diagnosis and belamaf treatment initiation, suggesting that patients in this
*Treatment discontinuation was defined as the earliest permanent discontinuation of belamaf treatment (recorded as clinician decision), the confirmed date of a new line of treatment, . | L. . 1 i i initiati
or the date of the end of follow-up. TClinical activity was defined from the date of the first recorded interaction to the date of the last recorded interaction, where a recorded interaction g'az_etes lar toxicit 2? 2(1)45;) (N=184) (N=94) Limitations StUdy may have had S“ghtly moref sSevere d?’lsease’ requiring initiation Of belamaf
between the patient and a healthcare provider included visits, use of therapies or lab tests, vital assessments, ECOG assessments, or comorbidity diagnoses. *Belamaf was pulled ardiovasculiar toxicity . . . ) ] o ) . ] o ] I i i ]
from the US market in November 2022 but remains approved as a monotherapy in other countries. o Pat_lents V\{Ith 21 ocular AE,* n (%) 92 (50.0) 70 (74.5) Unlike in clinical trial settlngs, the assessment of outcomes in real-world clinical practlce treatment earlier in their course o therapy
_ o _ _ _ o _ R?frri:f;tf "y status, n (%) 151 (82.1) L'L“rsbt‘e’rfgfsLce’;”rfgf'zi’sgzyi’i;‘f:?ir(sst‘D) 394 (31.6) 394 (33.9) may not be consistent across patients or across physicians; it is not possible to implement ORR in thi | d stud <tent with the DREAMM-2 stud
Demographlc chargcterlstlcs were assgssed on the index date; disease and treatment history, and other clinical variables Quads 59 (32.1) s AE. o (551 P 29 640 29615 the consistent monitoring and homogenous evaluation criteria that are inherent to clinical In this real-world study was consistent wi e -2 Sstudy
were described during the baseline period. Penta 58 (31.5) Numb f’ r AE o , 0.(1 0'2 o , 0'(1 0'2 0 trial design. (25.5% vs 32.0%); however, PFS was longer (4.5 vs 2.8 months) and OS
. . . . . . . . . umbper or ocuiar S, meaian . U—~Z. . U—Z. T .24

Belamaf treatment patterns (including duration of treatment and reasons for discontinuation) and ophthalmic monitoring EZ;::gtgry Ig g?:l?df::%e e 1713(%9‘51-)0) 1 ocular AE, n (%) 44 (47.8) 28 (40.0) Excluding patients who have participated in clinical studies could potentially confound the data shorter (7.7 vs 13.7 months) than in DREAMM-2.

(lnpludlng freQuency(tlmlng of visits) were assessed during the .post-lndex treatment p_erlod. Ocula.r AESIs and clinical "Y_ y : 2 ocular AES, n (%) 34 (37.0) 28 (40.0) and may have resulted in low patient numbers for inclusion, especially in academic settings. . . o . . ) .

efficacy gfdbe_lamt?]f (I-e-,tqvgra" reij‘»pgnse rate [ORR], overall survival [OS], and progression-free survival [PFS]) were also Treatment history ; >3 ocular AEs, n (%) 14 (15.2) 14 (20.0) Additionally, the Flatiron Health database is not comprehensive of all US oncology centers. Real-world compliance with ocular monitoring was high, with >90% of patients

assessed auring the post-inaex period. Number of prior LOTs, n (%) _ o . _ - . _ _ . . . . . . . . .

_ _ _ _ _ _ _ 1 ’ 4(2.2) Ty£e °tf °°t‘:]'a’ AE, n (%) s (413 6 (617 Baseline comorbidities of patients from the study sample were identified by diagnostic codes in having a record for an ophthalmic examination prior to the first administration _Of

* ORR consisted of partial rgquns59 (PR) and very good partial response (VGPR), which were defined using International 5 12 (6.5) Bﬁjrrare%psis%n i 228.3; %8 248.9; electronic health records, which may be incomplete, particularly if a patient was diagnosed in a be|?maf_ Ker.a’fopathy was one of the most common ocular AESI reported in
Myeloma Working Group criteria. 3 15 (8.2) Dry eye 32 (17.4) 26 (27.7) non-Flatiron medical center. Therefore, identification of comorbidities may be underestimated patients receiving belamaf treatment.3

« OS was defined as the time from the index date to the date of death due to any cause. ‘51 2519 g;g; Keratitis 18 (9.8) 16 (17.0) and misclassification due to miscoding of these conditions may occur.

* Real-world PFS was defined as the time from index date to the earliest documented disease progression or death. 6 22 (12.0) Patients with 21 keratopathy event, n (%) 76 (41.3) 58 (61.7) Ophthalmic monitoring and associated dose reductions may be underreported, as patients may Overall, patients with RRMM treated with belamaf in the clinical real-world
Patients with no event were censored at the end of follow-up. Progression was derived from abstracted M-spike and 7 23 (12.5) Patients with 21 ocular exam result recorded on or seek care at different practices or hospitals, which may not always be captured in the Flatiron setting experienced similar outcomes to those who received belamaf in the
structured free light chain lab values in the Flatiron database. 8+ 28 (15.2) following the first event in the post-index piriod, n (%) 72 (94.7) 56 (96.6) Health database. DREAMM-2 study.® Ocular events were managed with therapy holds, and

) Median (IQR 5 (4-7 Patients with a BCVA score assessment 63 (87.5 48 (85.7 . .
Kaplan—Meier analyses were conducted to evaluate OS, PFS, and ORR. N bl f( ) z - b o o tT( t. ) . Patients with a sit lamp examination’ by E98.6; 55 298_2; Outcome measures such as treatment response are clinician-assessed in the real-world setting patients generally remained on treatment.
. o . i . . .. umber Of patents In each race subgroup categorized was 100 IoOw 10 be reportea separately without riskKing de-identrcation or patients. - H e ey H = . . . .

Ocular AESIs were identified using prespecified terms for belamaf-related ocular AESIs, including keratopathy, blurred vision, dry tHigh-risk cytogenetics were defined as presence of del[17p], {4;14], {[14;16], {{14;20], or 1q21 gains/amplifications identified by FISH or Mild keratopathy 38 (61.3) 25 (52.1) and may differ from the prespecified definitions used in clinical trials, complicating comparisons o _ .

eve. and keratitis. which were abstracted from patient charts karyotyping. Standard-risk cytogenetics were defined as evidence of genetic testing but no documented presence of high-risk identifiers. *Triple- Moderate/severe keratopathy? 24 (38.7) 23 (47.9) between clinical trials and real-world data. Our flndlngS Suggest that belamaf may help to fill the unmet treatment need in

ye, ] P . class-refractory MM was defined as MM that does not respond to treatment with any of the following drug classes: immunomodulatory agent “h tind od is defined as th od from the index date to th 4 of foll ( tart of particioation i inical trial. end of atients with RRMM. su ortin onaoin studies investigatin belamaf in
. . . . . . . . lenalidomide, lidomide, thalidomide), PI (bort ib, carfil ib, i ib), Ab (darat b, isatuximab). $Quad-refractory MM e post-index period is defined as the period from the index date to the end of follow-up (i.e., start of participation in a clinical trial, end o ; ; ; FAAi ; HF s~ A ; ; ,
::\erfgpathytsde\/tergy Yvastﬁef'”e‘?[ _asdm"d’ m%derate, or severe based on the first slit lamp examination occurring on or after Wt et 55 MIVE that does ot reapont! 1 treatment with bortasomib, carfizormib, lenalidomide, or pomalidomice. fhentaefractory MM was clinial actiy,end ofdata avaiabilty, or deat). ‘Ocular AESIs were keratls, keratopathy, lrred vsion, and cry eye events *Patents Short observation periods and small sample size limit the generalizability of findings in this study. Eombination with standard 2‘:} q no%/el agen tg gating
e onset date aurin e post-Index period. defined as MM that does not respond to treatment with bortezomib, carfilzomib, lenalidomide, pomalidomide, or daratumumab. **Refractory to received ophthalmic monitoring via assessment or slit lamp examination following an or compliance with the program, : e : : oy .
9 P P lenalidomide AND not refractory to other immunomodulatory drugs, PI, or mAb. TTLOT was oncologist-defined by the rule-based Flatiron Health which requires ophthalmic examination promptly for worsening symptoms. SNumber of patients with severe keratopathy was too low to be [_)ata a_re from patl_ent _charts, and so _Spe_CIﬂC evgnts Sl‘_ICh aS. details of comorbid conditions
Data on ocular AESIs were reported separately for all patients and for patients with 24 months of follow-up, to allow sufficient algorithm specific to MM. reported separately without risking de-identification of patients. (including ophthalmic history) may be missing, and inconsistencies may occur between charts.
time post-index to evaluate incidence of ocular AEs and treatment mitigations.
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