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Prevention of Ocular Toxicity Using Protective Contact Lenses in Multiple Myeloma Patients Receiving Belantamab
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Background: Belantamab mafodotin (belamaf) is a monomethyl auristatin-F containing antibody drug conjugate that targets
BMCA on myeloma cells. Single agent belamaf has shown clinical meaningful activity in relapsed/refractory multiple myeloma
(RRMM) but ocular adverse events (AEs) affect 53-72% of trials'participants. In DREAMM-2, prophylactic corticosteroid eye
drops did not effectively reduce the risk of keratopathy. It is therefore imperative that strategies to mitigate corneal AEs be
explored.

This 2-part study is designed to evaluate belamaf and pomalidomide/dexamethasone (Pd) in RRMM. Here we report the
efficacy and ocular AEs of patients (pts) receiving 2.5 mg/kg (maximum tolerated dose) or 1.92 mg/kg IV belamaf and ad-
ministrated on various schedules aimed to define the optimal balance of efficacy and tolerability. We also present results of
an ocular sub-study exploring the use of bandage contact lens (BCLs) to reduce the risk and severity of belamaf-associated
ocular AEs.

Methods: Eligibility: > 1 prior lines of therapy (LoT), lenalidomide, proteasome inhibitors exposed, and refractory to the last
LoT. Pd was administered per standard of care and belamaf (1.92 or 2.5 mg/kg) Q4W or 2.5 mg/kg Q8W, Q12W or SPLIT
equally on days 1 and 8, Q4W. Pts enrolled on the ocular sub-study received the recommended part two dose (RP2D): 2.5 mg
/kg Q8W. A BCL (Bausch and Lomb Pure Vision) was placed in the right (R) eye for the 1st 2 doses of belamaf with the left
(L) eye serving as control. Subsequently, BCLs were placed in both eyes. Pts wore BCLs for up to 28 days after each belamaf
dose. Evaluation by an eyecare specialist for a comprehensive eye exam and BCL placement occurred every 15-28 days during
BCLs use and prior to each belamaf dose. Corneal findings were graded (Gr) by the keratopathy and visual acuity (KVA) scale
and findings of local infection were reported. Keratitis prophylaxis during BCLs use included gatifloxacin 0.3% or tobramycin
1.3% eye drops.

Results: This analysis comprises 92 pts including 14 on the ocular sub-study. Baseline best corrected visual acuity (BCVA) and
ocular comorbidities were similar across all cohorts: with median 20/20 BCVA 46.7% R and 50% L eye. Abnormal fundoscopy
was 21.7% in R and 16.3% in L eye.

There was a trend to lower incidence and less severity of ocular AEs for the 1.92 mg/kg dose (Table 1). Gr 3-4 keratopathy,
decrease in BCVA and subjective Gr >2 blurred vision by CTCAE were 33.3% (4/12), 41.7% (5/12) and 25% (3/12) for the 1.92
mg/kg and 75% (9/12), 75% (9/12) and 33.3% (4/12) for 2.5 mg/kg Q4W cohorts. Preliminary data indicated superior clinical
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efficacy (ORR, >VGPR rate and mPFS) for the 2.5 mg/kg dose, 100% (12/12), 91.7% (11/12) and 25.1 months (11.8-NYR) versus
66.7% (8/12), 63.6% (7/12) and 16.9 months (5.3-19.7) for the 1.92 mg/kg dose (Table 2).

To preserve efficacy but reduce ocular AEs additional cohorts exploring 2.5 mg/kg dosed every 8 and 12 weeks were included.
Extended dosing schedules showed lower rates of Gr 3-4 keratopathy, decrease in BCVA, and Gr >2 blurred vision: 58.3%
(7/12), 91.7% (11/12) and 16.7% (2/12) of pts treated Q8W, and 58.3%, 58.3% and 16.7% (2/12) of pts treated Q12W versus the
Q4W schedule. Importantly, the efficacy was preserved with ORRs of 91.7% (11/12) and 100% (11/11), >VGPR rates of 83.3%
(10/12) and 63.6% (7/11) and mPFS of 18.3 months (95% Cl: 10.1-NYR) and 22.5 (95% CI: 8.9-NYR) for Q8W and Q12W groups,
respectively.

In the ocular sub-study, assessment of R and L eye during the first 2 belamaf doses showed a significant delay in onset of
BCVA decrease in the R eye (p<0.0001) compared to the L. Comparing pts treated at the RP2D, moderate to severe (Gr
>2) keratopathy and decrease BCVA were significantly lower (p=0.0004 and 0.010), in the BCL cohort versus no-BCL group.
Further there was a trend towards less symptomatic blurred vision (p=0.256). BCL pts were able to complete 90% of the pre-
planned belamaf cycles compared to 70% in the RP2D no-BCL group (p=0.029). No cases of infectious keratitis were reported
in the BCL cohort.

Conclusions: Our data suggest that extended dosing intervals may be a significant step forward in mitigating corneal AEs
of belamaf. This preliminary report on the efficacy of BCLs in 14 pts demonstrates a decrease in moderate to severe corneal
AEs and reduction in dose holds for corneal AEs, noting however a short follow up at this time. The data support the further
evaluation of BCLs in preventing belamaf associated ocular toxicities.
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Table 1. Ocular Adverse Events Summary according to Belantamab dosing schedule and

use of BCLs
pvalue
Spaituidpeaii 1920w | 2saaw | 2sqsw | zsanw [2sseur| RO Sl bty
BCL)
N=12 N=12 N=12 N=12 N=8 N=34 N=14 n=14vsn=34
Keratopathy, Gr 2 (KVA] 2067%) | 1(83% | 3(25.0% | 1(83%) |1(125%)| 6(17.6%) | 0(0.0%) 0.161
Keratopathy, Gr 3-4 {KVA) 4(333%) | 9(750%) | 70583%) | 7(58.3%) |s(625%)| 18(529%) | 20143%) 0.014
Keratopathy, > Gr 2 (KVA) 6(50.0%) | 10(83.3%) | 10(83.3%) | B(66.7%) |6(75.0%)| 24(70.6%) | 2(14.3%) 0.0004
Decreasein BCVA, Gr2 (KVA) | 4(33.3%) | 3(25.0%) | 1(83%) | 3(25.0%) [1(12.5%)| 8{23.5%) 2{14.3%) 1.000
Decrease in BCVA,Gr3-4 (KVA)| 5(417%) | S(75.0%) | 11(90.7%) | 7(58.3%) |4(50.0%)| 20(58.8%) | 5(35.7%) 0.432
Decreasein BCVA, >Gr2 (KVA) | 9(75.0%) | 12 (100.0%) | 12 (100.0%) | 10(83.3%) |5(62.5%)| 28(82.4%) | 7(50.0%) 0.010
:}E“a:‘;;!:;'”m“}' . 2(16.7%) | 3(25.0%) 0(0.0%) | 1eam 1(12_5%:. 2(5.9%) 0(0.0%) 1.000
“L“mc‘:::t“j;‘;}"”"'d}' 183%) | 1(83% | 2067% | 1(83%) |1125%)| S(147%) | 1(7.1%) 0471
ers (et agy | 3so%) | apaaw) | 2067%) | 2067% [2050%)| 7006w | 10a% | 02se
Table 2. Efficacy Data of Belantamab, Pomalidomide and Dexamethasone
Efflcacy Data Part 1 cohorts used to Inform the RP2D
1.92 aaw 25 Q4w 2.5 8W 2.5Q12W 25 SPLIT
N=12 N=12 N=12 N=12 N=8
Iconfirmed ORR, n (3) 8/11 (66.7%) |12/12 (100.0%) | 11/12 (91.7%) | 11/11 (100.0%) | 7,8 (87/5%)
[confirmed sVGPR, n (3) 7/11(63.6%) | 11/12(91.7%) | 10/12(83.3%) | 7/11(636%) | 6/8(75%)
Median PFS, months (range) 16.9(5.3,19.7) | 25.1 (6.7, 34.0) [18.3 (10.1, NRY) | 22.5 (8.5, NRY) |NRY [21.8, NRY)
Median follow up, months (range) | 14.1(2.3, 30.4) | 23.0 (4.8, 36.1) | 17.2 (6.0, 32.1) | 13.7 (0.9, 31.0) | 20.1 (3.0, 46.7)

Figure 1
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