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Selinexor and Belantamab Mafodotin for the Treatment of Triple Class Refractory MM
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siw ’0. “’ Selinexor-dex is approved by FDA in US and has received conditional approval by EMA CHMP for
b the treatment of MM pts who have received at least four prior therapies and whose disease is
m /\ ¢" 2 refractory to at least two Pls, two IMiDs, and an anti-CD38 moAb, and who have demonstrated PD
o ,nno .:m on the last therapy
/ ‘-"-‘ ‘N!'

Chari A et al. NEJM 2019

h -. e Belantamab mafodotin (2.5 mg/Kg every 3 weeks) has been approved
: by FDA and EMA for the treatment of adult patients with RRMM who
Antibody-drug conjugate | - have received at least four prior therapies and whose disease is

: refractory to at least one Pl, one IMiDs, and an anti-CD38 MoAb, and

have demonstrated PD on the last therapy
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Lonial S et al. Lancet Oncol 2020
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Selinexor and Belantamab Mafodotin for the Treatment of Triple Class Refractory MM

Selinexor-dex is approved by FDA in US and has received conditional approval by EMA CHMP for
the treatment of MM pts who have received at least four prior therapies and whose disease is
refractory to at least two Pls, two IMiDs, and an anti-CD38 moAb, and who have demonstrated PD
on the last therapy

Chari A et al. NEJM 2019




STORM phase 2 trial: Treatment-Related Adverse Events

Table 3, Adverse Events That Emarged durieg T .
STORM phase Il study = — .
. . Event Grade 1 Grade 2 Grade Grade 4 (Ne12)
Sel 80 mg and Dexa 20 mg twice-weekly in a 28-day cycle AL AN
. . =1 Adverse event 123 (100)
122 patients after a median of 7PL (59% pentarefractory and milogic o G
B  Thombocropenia 12 10 6 (5) e 310) % 03 |
100% three-drug class refractory) R e < Y77
. . . . Neutropenia 706 16 (13} 22 (1%) am 9 (40)
ORR 26%, including two pts in sCR and MR observed in 39% tekopers L I S R T
- - - Lymphopemnia 2(2) 403 10 (8) 4 20 (16)
sustained across the different subgroups of patients Moabmilogs sdiie v
. Fatgue 16 (13) 43 (35) 31 (25) 0 90 (73)
Median PFS 3.7 m and OS of 8.6 m Navses u@n oy 2o 0 8072
Decreased appette 22 (1% 41 (3%) 6% 0 69 (56}
Safety profile: thrombocytopenia (54% G3-4) and some Gl et i e i A .
events (nausea 10% G3-4, anorexia 5% G3-4) e S .. S g
Hyponatremma 154 Aril {1 45 (371
Upper respiratory tract infaction i) 23 (19) 2Q2) 0 28 (23)
Comsbipation 16 (13) 9 7) 2(2) 0 27 22)
Dyspnea nm 1M S (4) 0 27 22)
Cough 141 7 (6) o 0 21 (17)
Hypokalemia 10 (%) 1) 8N 0 21 (17)
Insomnia 3oy 6(5) 212 0 21(17)
Mental stabus changes 7(8) 7(6) 7(6) 0 21 (17)
Prieumonsa 0 5(7) 10 (8) Iy 21 (AN
Dizziness 1y S5 0 0 19 (15)
Pyrexia 1 50) ) 0 19 (15)
Epistanis 19 52) 1) 0 15 (12)
Fall LI 43) 2{2) 0 15 (12)
Hyperglycomia 200 3 8(7) 0 1311
Chari A et a|. N Engl Med 2021 Pevipheral edema s 2 2(2) 0 13 (11)
. Blurred visson 8N 32) 2 0 13 (11)
N N Noew . : . " » * Shown are events that occurred in at least 105 of the patients. Adverse events were gra accordeng to the Nationad
PRSI, -3 \‘:P‘"" — “ '.. ‘ L ‘mm“'m' u’h m‘ muw "“ll"ﬂo I “““ %EN"N l'rshlj;::::ﬂmor l'nm'mdig,\ cml:. -'.:fy ;d-‘;".f [“'PHA'T versson 4.03.% s g % “'
t The total includes two events of grade 5




STORM: Relationship between the incidence of grade 3 or 4
thrombocytopenia and baseline platelet count

Percent of Patients with Grade
3 or 4 Thrombocytopenie
$§ 3

i i~an [aars ] (108
Platolots ot Hanolinw (10°%)

"Graded by CTCAE v4,03
Chari A et al. N Engl Med 2021

PRBOSHIS 90 Wiy S0 '. E:' Limmunoterupia nel mieloma multiplo ricodute/ refrattarioc daglt anticorpt monoclonali alie cellule CAR-T



STORM: Serious Adverse Events

Table S6. Serious Adverse Events Occurring in 22% Patients

Adverse Event — n (%) - ——
restment-emergent | Treatment-related®
Patient with 2 1 serious treatment enmergent T8 (63.4) BN
) | Preumonia 14(11.4) 6(4.9)
—) | Sepsis 11(89) 2(18)
Anemia 4(33) 1(0.8)
) | Fatigue 4(33) 3(2.8)
General physical health deterioration 4(33) 2(16)
) | Hyponatremia 4(5%) 3(2.4)
Mental status changes 4(33) 1{0.8)
) | Bacteremia 4(33) 1{0.8)
) | Astheria 3(24) 3(2.4)
Pyrexia 3(24) 0
) | Debydration 3(24) 31(2.4)
Confusional state 3(2.4) 1(0.8)
Acite kidrey injury 3(24) 12.9)
*Based on CTCAE v4.03

“Subset of treatment-emergent events. Relatedness per investigator assessment,
Chari A et al. N Engl Med 2021
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STORM: Adverse Events Leading to Dose Modification or Interruption

Adverse events leading to dose modification or interruption occurred in 80% of the patients, with the majority of events occurring in the
first two cycles.

The most common adverse events leading to dose reduction or interruption were thrombocytopenia (in 43% of the patients), fatigue (in
16%), and neutropenia (in 11%).

Table 53. Pre-specified Dose/Schedule Modifications for Adverse Events Related to Study Drug

Dose Level ?ollmaot Dosing

Dose Increase

100 mg twice-weekly (200 mg total pes week)

Marting Dose

0

B0 mg twice-weekly (160 mg total per week)

iDose Reduction

-1

60 mg twice-weekly (120 mg total per week)

100 mg total per week: 100 mg once weekly
OR

divided as 60 mg and 40 mg on separate days

[ Total Screened Patients N = 173 ]
I Total Treated Patients N = 123 |
Discontinued Treatment

n (%)=118 (95.9)

Reasons for Discontinuation, n (%)

B0 mg total per week: 80 mg once weekly
OR

divided as 40 mg separate days

60 mg total per week: 60 mg once weeldy
OR

divided as 40 mg and 20 mg on separate days

A0 mg total per week: 40 mg once weekly
OR

divided as 20 mg on separate days

': . L'immunoterapia nel miekoma m

] Chari A et al. N Engl Med 2021

Disease Progression 65 (55.1)
Adverse Event 38(32.2)
Related to selinexor + 23(19.5)
dexamethasone ’
Unrelated to sefinexor
15(12.7)
« dexamethasone (12.7)
Patient Withdrawal® 7(59)
Investigator Decision 4(34)
Other 4(3.4)
Death 0
I On Treatment n=5 (4.1)
l In Suevival Follow-up n=34 (27.6)

| ticorpé monoclonati alie cellule CAR-T

*includes 3 patients lost to follow-up.



Selinexor and backbone treatments of MM

| SRd $pd svd $xd $0d
Sel: 60mg QW Sel: 60-80 mg QW Sel: 100mg QW Sel: 80-100mg QW Sel: 100mg QW
Rev: 25mg QD Pom: 2-4mg QD Vel 1.3mg/m' QW Kyp: S6-70mg/m’ QW || Dar: 16mg/ig QW
Dex: 40mg QW Dex: 40mg QW Dex: 40mg QW Dex: 40mg QW Dex: 40mg QW
(or 20mg BIW)
‘ S/Sel: Selinexor. R/Rev: Reviimid, d/Dex: Dexamethason, V/Vek: Vekade, K/Kyp: Kypeolis, D/Dar; Darzatex ]

Hashmi H and Green K. Curr Probl Cnacer 2021
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BOSTON phase 3 trial: Treatment-Related Adverse Events

Sefnece Sonesoml,  Rorteacesd and
20 deaaTw T Ieone O A TW IO GOy
BOSTON phase lll study: Once-per-week SVd versus twice-per-week Vd PP =235 enond
Selinexor 100 mg once per week, bortezomib 1.3 mg/m? once per week, e t_mmcsocel a0 Wte | e O\
. verw evenrmy
and dexamethasone 20 mg twice per week - » ‘ ,
Thombocytopenis I HO0W) 7asw | SSemw Bams
402 pts (195 SVd, 207 Vd), 1-3 prior lines of tp Fyy—— THN 06N Q0N 000w
ORR 76%, CR rate 17% o ey SO - I B i
Median PFS 14 m Fatay s dom | wosn aw
. . W rra MmN SiBw 209 0
Safety profile: thrombocytopenia (54% G3-4) and some Gl events (nausea i a !;“ SR | aloas “Nean
10% G3-4, anorexia 5% G3-4) e i L R G
rorcpatiyg
D rowra® appwte 35w Tidw) 5w 0
Weaghe ou £ (M 4% IS Jilw
A yDwris SN 1618w Zam San
Coretipaton 1[I 0 K10 s
Comegh Kaaw 1008} 0N 0
Mmool e~ JIn) AN 40w
ot pan  SdH8 1% 2504m 0w
Prerrerad Biudw  adw MiUw 0w
Nraoa ¥ IS N 21w N
Caaeat Qv Tiw 1316w ER AN
Woestiong 82N Eidw) SN 0
Popreciosters 23 (EW 10N LTHEY 0
Grosicki S et al. N Engl Med 2019; Oynprose B 108 Jam sow
Dimopoulos MA, et al. ASCO 2020: abstract 8501 Broox hem MW v 20 09%) 1<1%)
- Uppes sespaaatonry B LY Sn V15N 11w
BOLOGNA, 34 .\;Tv?ﬂuh'r 207 ‘ Limmunoterapia nel miek multiplo ricod to/r | ak Sdecuos
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BOLOGNA, 3

BOSTON: Effect of Age and Frailty on Tolerability

Grade ¥ 3 Adverse Events, n (%)
Thrombocytopenia
Anernia
Neutropenia
Leukopenia
Lymphopenia
Fatigue

Asthenia
Hyponatremia
Nausea

Vamiting

Diarrhea

Serious treatment-emergent
adverse events

Dose Reduction
Discontinuation

4 Nooembere 20071

<65 years 265 years Nondrai Frad
xvd vd xXvd vd Xvd vd xXvd vd
=86 =75 (1=109) (n=129) (h=129) [N=142) wmin=66) amin=62)
51(59.3) 23(30.7) 466(604) 32248 81(62.8) 39275 36(549%) 16(258)
35 (40.7) 182400 361330 291225) 463570 320225 25(37.9) 151242
16(18.6) 227 131119 10078 200155 246.3) 9(134) 348
7@8.1) 0 328 323 4.7 2{1.4) 4(61) 101.4)
S(S8)  3W0) 455 108 1008 428 109 0
34 (39.5) 13(17.3) 48440 24 (18.4) 55(42.6) 28(19.7) 271409) 7145
20(233) 10013.3) 28257 17{132) 24(18.4) 18(127) 243464 2{145)
7@81) 2{2.7) 8073 1008 10(7.8) 321} 5(7.4) 0
41(47.7) 8(10.7) 57(523) 12(9.3)  &5(504) 15(104) 33(500) SB1
20023.3) 2127y 20{183) 7054 25(194) 7649 15227 20132
J4(39.5) 16(213) 29(264) 35(271) 430339 3B232) 200303 18(29.0)
40 (44.5) 19025.3) 6115600 S81450) 62(48.1) 47(33.1) 371591 30148.4)
60(49.8) 37(49.3) 81743 67(519) 93021 71(5.00 48727 33(532
11(128) 7093, 30275 25(1%94) 28217 22(15.5) 13(19.7) 10(14.1)

Auner HV et al. AJH 2021
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STORM: Supporting Care

Tisch Cancer Institute at Mount Sinai School of Medicine (MSSM) strategy:
(1) aggressive multiagent prophylactic supportive care, (2) a phone call from the nursing team on day 3 of the cycle to assess study drug tolerability,
(3) intravenous fluids based on severity of nausea, body weight loss and/or orthostatic changes, (4) hematologic monitoring and support

Table 2 esponse lo Therapy (mITT Popalation)

Responea. n (° MSSM (n = 26 STORM (=1
- ;‘,‘.".”(2 » X (, ’ \ (' A The MSSM cohort had:
- more dose reductions (67.9% vs. 50.5%)
- less discontinuations due to treatment-related AEs (3.6% vs. 25.3%)
A 1w e S S———— s - more prevalent simultaneous use of multiple anti-emetic agents
qu . (MSSM: 71.4%, non-MSSM: 50.1%)
§w o - - more prevalent use of romiplostim (MSSM: 32.1%, non-MSSM:
» -3 0
£ . M : : 6.3%)
; 0% S
9 14
g M : More frequent dose reductions, and prompter and more aggressive
- S S O o BT T I IR supportive care may have contributed to the lower discontinuation
memme = 5 0 S o e rate, longer duration therapy, and greater efficacy rates observed in
By "'~\.\_\ =T L iSRS the MSSM cohort.
N . S
a

Chari A et al. Clinical Lymphoma, Myeloma and Leukemia 2021
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STORM: Supporting Care

Table 4  MSSM Sspportive Care Algorithm
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Chari A et al. Clinical Lymphoma, Myeloma and Leukemia 2021
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Selinexor and Belantamab Mafodotin for the Treatment of Triple Class Refractory MM

e .
siw’*s $ " Selinexor-dex is approved by FDA in US and has received conditional approval by EMA CHMP for
. m i the treatment of MM pts who have received at least four prior therapies and whose disease is

/ p ,p;” refractory to at least two Pls, two IMiDs, and an anti-CD38 moAb, and who have demonstrated PD
fe) O on the last therapy
\ AT s
/ e L
v =~ .‘e t""' ¥
' Chari A et al. NEJM 2019
h %S R Belantamab mafodotin (2.5 mg/Kg every 3 weeks) has been approved

- by FDA and EMA for the treatment of adult patients with RRMM who
Antibody-deug conjugate . W have received at least four prior therapies and whose disease is
refractory to at least one Pl, one IMiDs, and an anti-CD38 MoAb, and
have demonstrated PD on the last therapy

Lonial S et al. Lancet Oncol 2020

o .
BOLOGNA, 34 Noowmbre 20071 ‘ b
y (A i | ! .

' L'immunoterapia nel mickoma multiplo ricodute/ refrattariec dagli anticorpt monoclonadi alle cellule CAR-T



DREAMM2: Belantamab mafodotin

. . . [ . . Antigen recognizing
DREAMMZ2: patients with diseaseTefractory to IMID/PI/CD3 N PFSin 2.5 mg/kg: \ / el
= "+ 2.9months _
: - ——— Antibody component
2 19 .
m 2.5 mg/kg every 3 week 3.4 mg/kg every 3 weeks .f *,H .— -\. ——— Effector moiety
g o g "'\\ Linker
T . £ N
Prior lines (median) 7 6 el Fe region
>PR (%) 31 34 o 1 12 3 4 5 & 7 B 3§ 11
ZVGPR (%) 19 20 KZJ/: 12:‘ v?t-]‘ {:ffn .g?- I;‘;} ‘;l I;;I l;’:) |Sxé~| (5?(-)
>grade 3 keratopathy (% 27 21 | B .
g pathy (%) ' PFS in 3.4 mg/kg:
_ 3 | 4.9 months
>grade 3 thrombocytopenia (%) 20 33 : | Mgy
AEs leading to dose delay (%) 54 62 g | . ’
AEs leading to dose reductions (%) 29 41 | IR 3 D Y Scporhon punctale keestis
o 1 2 3 4 5 5 7 8 9 10
Time since andomisation (months)
99 62 54 45 = 36 9 10 < 3 o

@ (29 G2 (36) (4) (43 48) (4 59 55 %

Lonial S et al. Lancet Oncol 2020

BOLOGNA, 34N
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DREAMM-2 results: Safety from 13-month follow-up
Belantamab Mafodotin was generally tolerated with supportive care and dose modification

Belamaf 2.5 mg/kg, N = 95:
No. of Patients (%)

Event Any Grade Grade >3
Any avent 93 (98) 80 (B4)
Em% . &8 (72) 44 (46) 80 {84%} of patients in the safety
Change in BCVA 51 (54) 29 (31) population experienced Grade 23 events
Thrombocytopenia® 35 (38) 21 (22) and these events were treatment-related
Anamia 26 (27) 20 (21) in 54 (57%) of patients.
Blurred vision® 24 404
Nausea 24 g:: 0:0; Only 3 (3%) SAEs were fatal (1 [1%)
Pyrexia® 22 (23) a4 study treatment-related fatal events)
Aspartate aminotransierase increased 20 (21) 22
Infusion-related reaction’ 20 21) 3(3)
Fatigue 15 (16) 22
Neutropenia® 14 (15) 10 (11)
Dry eye” 14 (15) 1(1)
Hypearcalcernia 14 (15) 7N
Lymphocyte count decraased 13(14) 12(13)
Pneurnonia 99 6 (6)

Lonial S et al. Cancer 2021

BOLOGNA, 349 Nooembre 200
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DREAMM-2 results: Safety from 13-month follow-up
There were no new safety concerns in patients with cytogenetics abnormalities

Nost commnon AEs (occwrring In 218%) and Grade 2J) AEs {26%)
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The safety profile of belantamab
mafodotin in patients with
cytogenetic abnormalities was
comparable between subgroups.
There were no new safety concerns

Lonial S et al. Cancer 2021
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Most common AEs (occurning In 2158%) and Grade 23 AEs (210%)

e K i K s N

DREAMM-2 results: Safety from 13-month follow-up
There were no new safety concerns in patients with renal impairment
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The safety profile of belantamab
mafodotin in patients with renal
impalrment was comparable
between subgroups. There were
no new safety concerms

Lonial S et al. Cancer 2021
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DREAMM-2 results: Safety from 13-month follow-up
There were no new safety concerns in patients with extramedullary disease

Most common AEs (occurring In 215%) and Grade 23 AEs (210%)
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Pyreva Lir.
Phood shame pACAGhatase ncTraned 5 124) 5 The safety profile of belantamab
e A o M- mafodotin in patients with EMD
Lymphocyte count dacremed $ou 4% was comparable to the overall
Nocmes = 124 5.? population. There were no new
T eated | = .
m“"""m""""“" s 213 safely concerns
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Lonial S et al. Cancer 2021
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Patients receiving Belantamab Mafodotin for 2 12 months

Patisnts Receiving :
2.6 moho 2 12 Meoe Nusea and diarrhea were among the most common non
N =14 ocular adverse events
Naouses T {50)
Ciarrhea 6 43)
Arthralgs 5 ()
Constipation % (20)
Infusion-related Reaction 5 ()
Pyrexia 5 (38)
Pationts with ocular Patierts with ecular adverse
Patients with drugrelsted. | ) verse events lading wvents laading to Keratopathy and blurred
SRS SOV Svenin 10 Go3e reduction Gose delays ..
n (%) . e vision were among the most
Keratopathy 14109 w0 13(93) common ocular symptoms
Vision blurred 8{57) 1(7) 3
M 08 g ' and .Igd t.o the most dose
Photophesia 32 0 0 modifications
V\umm I 0 Q
Ocular dacomdont 2{14) 0 1(7)
Vissal impalrmaent 2014) 0 0
Glaucaema 1 0 1(7)
Retinal hemorthape 1N 0 1(7)
Uicerative heratnmn 1N 0 1(7)
Vireous detachment '™ 0 ¢ Lonial S et al. EHA 2021

Lonial S et al. IMW 2021
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Patients (%)

DREAMM-2 results: Safety from 13-month follow-up
Keratopathy can occur with or without symptoms

Frequency of corneal and vision-related events in patients treated with belamaf 2.5 mg/kg

100 -
00 - 82% of patients without
80 - clinically significant
& 6805 (72%) visual acuty change*
80 | S185 (56%)

50 No new safety

40 signals observed at

30 -

% TR 13-month follow-up

10 < 35S (3%)

0
Koratopattry swvgmﬂ;mw %mb Discorfinuation due to 1 patient developed a

vison, dry @yo) andior oF Worse* COmoal evont®
2.8 BCVA Gocting Grade 4 comeal ulcer?
(n botler-soong oye)

Lonial S et al. Cancer 2021
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DREAMM-2 results: Safety from 13-month follow-up
Ocular Events: Recovery of Grade 22 keratopathy (MECs) in DREAMM-2

Patiants with keratopattvy 2 Grade 2

N = 80)

Nedian time to onset of first occurrence, days (range) JEISREY,
84% of patients with Grade

34 keratopathy (MECs)
Median duraticn of first event, days (rangs) 5 (8.3 events were improving or

had recovered at last
Recovered from first occurrence, n (%) 4677 follow-up

Median Sme 10 resofubon, doys

Recovered as of last follow g, n (%) 20 (4

Lonial S et al. Cancer 2021
Farooq AV et al. Ophtalmol Ther 2020
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DREAMM-2 results: Safety from 13-month follow-up
Ocular Events: Recovery of changes in BCVA worse than 20/50 in the better seeing eye

Belamamad mafodotin 2.5 mghg
(N = 85)°

Bilsmernl BCVA of 2050 BRabteral BCYA of
Or worse in the befter - 200200 or worse I the

seeing oye Detler seeing eye

Patients, n (%) '] () There have been no reports of

permanent vision loss to date
Time %0 onset; median days (range) a0 (20847

Time to resolution. median days (range) 215(1.64

Resolved as of last assessmant, n (%) 14182 1 0100

Lonial S et al. Cancer 2021
Farooq AV et al. Ophtalmol Ther 2020
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DREAMM-2 results: Safety from 13-month follow-up
Dose Modifications and Discontinuations

Belamamabd
Matodotin
25 mokg
(N = 95)
AEs leading 10 dose delays” 51(54)
Dose dedinys dum 10 keraiopathy (IMECs) A5 (47)
As Wading to dose reductions 33 (35)
Dose reduchions due %0 keestopattyy (MECs) 24 (25)
AEs eading to permanent treatment discontinuation 29
Descontmuaton due 1o hisralopathy (MECs?) ’1 4‘: ;x
Descontruaton duo 10 patint seported AE/symptoms <

1 PP Y N S S —T = SR P R s e g g S

Dnee eargs o 3y QUTROF. OOUNG DU WX e K eaa L) Qe
R el
2 DA sucn o ange 1 SOVA I « T amam)

Most dose delays and reducthons were
due to keratopathy (MECs). Ocular
sympioms were generally managed with
frequent applicaton of preservative-free
lubricant eye-drops, and by dose
modification (reduction and/or delay) or
treatment discontinuation

Ocular symptoms continued to resolve
with additional patient follow-up

Lonial S et al. Cancer 2021
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DREAMM-2 results: Safety from 13-month follow-up
Clinical Outcomes with First Prolonged Dose Delays > 63 days

Belantiamab

madodotin

2.6 mgikg
(n*~1§)
Maintained a clinical benefit, n (%) 14 (84)
Deapaned chrscal Msponss 6 (38)
Moniaead e same 105p0mse colegory 8 {38)
Dy not moot prograssion criena” 2(3)
Developed progressive disease, n (%) 2{13F

T (Feat Saw mar dsiapereinrdy creaed by COX B cragretl Awta Tedl remeeted 0 el T o Cawe TN
Percontages 00 not 334 up 20 100°% due 50 1undeng "IN Patonts with ohevatod P AEORend NODONed
g B delars. Tough Dase sl vated PAARITANS (i POt MWt PICEOMANS daeane Crtera | patew
GoveCgad progretsre doedse § wsebs ra0 Jaday and | patent develped progrosive Aseans ) aeoks aNar
delxy. 51 patent deweioped progresave dasaas § weeks o fhe delay 1 patent deweloped progreswes
dasane 15 weeka o Phe delay, and | patent Soveloped progmessve Saease & weeks 3% delay

About half of patients in both
cohorts had prolonged dose delays
of more than 63 days.

Responses to belantamab
mafodotin are durable despite dose
modifications. Most patients
continued to experience a clinical
benefit duning the delay, and some
even deepened their response
during the delay. Few patients had
progressive disease

Lonial S et al. Cancer 2021
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Effect on Disease Symptoms and Health-Related Quality of Life
EORTC-QLQ-C30 changes from baseline in patients with reduction in OSDI visual functioning

Change from baseline in EORTC-QLQ-CI0 scores in overall population and patients with 212.6-point change Iin OSDI vision-related
functioning*
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There was no change in overall patient-reported Global Health Status/Qol, Physical Functioning, or Role Functioning
domain scores of the EORTC-QLQ-C30, even among patients with a minimal meaningful within-patient reduction in

vision-related function by OSDI
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ALGONQUIN: Belantamab mafodotin plus Pom-dex

Study design Response Rates (%)
PART 1: PART 1: RP2D determination phase <12 “:-ﬂ‘m i
DLT 3+3 patients/cohort 100 2VGPR: 100%
ORR: 82%
5:1 D|8 DI15 DI21 CZIDl C3ID1 TEAE, n (%) Any grade Grade 23 . SVGPR: 64%
POM 4 mg po > > Keratopathy 28 (75.7) 19 (51.4) 5
a 8
Dex 40 mg po p b b b b 06 b O b D Neutropenia 21 (56.8) 15 (40.5) 5 e
1.92/2.5 SINGLE iv B ©
2.5/3.4 SPLIT iv B B B B B B Thrombocytopenia 18 (48.6) 12 (32.4) § 40
BELAMAF loading iv 2.5 1.92 1.92 g 57%
Decreased visual acuity 17 (45.9) 6(16.2) 20
. 26%
Fatigue 15 (40.5) 4(10.8) 5
1.92mgkg 2.5 mgkg 2.5 mgkg
Qaw Q4w Combined
n=11 n=12 n=19
1.92 mg/kg 2.5 mg/kg Combined

Keratopathy
N2 (25%)

Visual aculty
change'!
212 (1T%)

Visual scuity
change!
3720 (15%)

G3/4 keratopathy
Visual acuity change 20/50 or worse in better seeing eye

1.92 mg/kg SINGLE 2.5 mg/kg Combined
1(0,8) 5(0, 16)

Median dose holds/subject,
n (range)

BOLOGNA, 34 Noowmbre 2007

Trudel S, et al. ASH 2020, Oral' Abstract 72 g

* BELAMAF 1.92 mg/kg Q4W
— > VGPR 64% and median PFS 14.1 months
— Grade 3/4 keratopathy in 25% and < 20/50 BCVA 17%
* BELAMAF 2.5 mg/kg (SINGLE Loading, SPLIT)
— > VGPR 74% (100% for the 2.5 mg/kg Q4W) and not yet reached
— Grade 3/4 keratopathy in 70% and < 20/50 BCVA 15%
* Alternative dosing schedules are under evaluation to further optimize efficacy/safety profile

Trudel S, et al. ASH 2020, Oral Abstract 725
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Management of Corneal Symptoms
Roles of the RRMM Patient Care Team

Multidisciplinary teams can improve care of patients with RRMM. A close collaboration between
all team members can better inform treatment decisions and ensure best management of
ocular symptoms

RANM Pacsert Care Taam
Member

Rofes Befoce Starting Treawment Rodes During Treatment

ASSess oye Gre examMabion report and decde appropeate treatment
" sologists/Oncologist Educate he chncal care team and sefves about comeal symptom shategy based oo local it comeal even! guadebnes

ks and oo Ltel management siralegen
Communecite wilh widet RRMM patent care team

Rafer patiant (0 an oye cave professionsl Reguiarly question patienis about 00Uar Symploms and thes srpact on

Nurses. Nurse daly actrates

Practins Phrysici Communcate with patect

Assistanes o-=d + Educate patent 3bout Iwosdnyg Contadt lenses dunng treatment
AN EXATISING CHHaN When FTg 0f Cperating machanery mrwwmmmmum“msn
o Make sore pabent teports ocule wyenglonm 9

Conduct bansire eye enaming DNV Sinling Yestme Comemunscate with hermalologatsoncologats about comeal event

Ctlan paberty’ clrical heicry 00 poo-exisiing oculsr condiliom Qradeieverty
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Characterization of Corneal Epitelial Findings: DREAMM-2 post-hoc analysis
Recommended Monitoring, Diagnosis, and Management Techniques

Proposed paradigm for monitoring based on the post hoc analysis of DREAMM-2 and an
objective literature review

Monitoring

Conduc! eye examinations (visual acuity and siit lamp microscopy) at baseline (up 10 3 weeks before),
prior 10 each cycle (up 10 2 weeks before), and promplly for worsening symptoms

First dose Second dose Third dose Ongoing treatment

OPHTHALMIC EXAMS (VISUAL ACUITY AND SLIT LAMP)

A & 1 &

Exan Exam Exam
Baseline exam
(SNOF 10 starmng treatment)
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Corneal exam findings (keratopathy), together with BCVA changes,
guide dose modifications of Belantamab Mafodotin

Corneal examination inding(s)

Example schematics

Presentation of MECs*

Corneal AE management
Recommended dose

h n v script)
Change In BCVA Vescrptan by severity modifications
Grade 4 | Dechne from Mild superficial keratopathy*! e X Comes
Mild baseineof 1 line (documenied worsening from baseline) Pup Continue treatment at current dose
! on Snellen VA test | with or without symploms - 4
* Lo
Dechine from ad
Badatie ,_; '_’ or 3 Moderate gup.fﬂcnl kOG'“OPJW" /— Wlmho!d treatment s lfT‘FfO‘-%'ﬂOﬂ‘!
Grade 2/ nes -am; c‘.m“; ) with & without patchy MECs i . . and BCVA reduction is of mild severity
{and Sneller ke o snagri s s : of batter
Moderate A it warne Bhan .-,tl.h»..n. ):vl.nlmc.-.' { e ,»twt.:l o B \v/
20/200) rrw pecphersl stromal opacity Dot tecresert MECS Resume at reduced dose of 1 Smghg
Decine from Severe superficial keratopathy*s weh 4
Grade 3 | bsetneof more or without diffuse MECs involving the Withhold treatment untd Impeovement
Se than 3 lines (and central comea, subepithelial haze and BCVA reduction 1 grade 1/miid
s Snefen VA not (centrad), or a new central stromal Resume at reduced dose of 1. 6mghg'
worse than 20200) | cpacey
— = =]
Withhold treatment unts imgeoverment
Corneal epithelial defect, meiudng and BCVA reduction is of mild severity
Grade & | Semlen VA worse corneal ulcers. These should be NA Cc better
avm than 23.'2]:(3 m;‘na,rd D“Cf"o;)ﬂp angG s Cl;'“:\,‘) b FOY 'hcllvemﬂg Symﬂ'd COﬂ‘W
indicated by an eyecare professional discontinuing
Resume at reduced dose of 1. 9mg'kg!

BOLOGNA, 34 Noowmbere 20771

Lonial S. et al . Blood Cancer J 2021
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Conclusions

» Sel and Belamaf are associated with new safety concerns

» Trombocytopenia is the most common hematological toxicity

» Cytopenias, constitutional symptoms, gastrointestinal effects, and hyponatremia are the major toxicities of Sel
» Keratopathy is the major toxicities of Belamaf

» Toxicities are in the majority of the cases manageable with dose modifications and supporting care

» As these are newer drugs with limited data, continuous surveillance and monitoring are warranted during the
treatment course with early mitigation strategies.
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