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Introduction

Recent survival improvements in patients
with multiple myeloma are attributable largely
to the introduction of three main drug classes,
immunomodulatory drugs (IMIDs), proteasome
inhibitors, and anti-CD38 monoclonal antibodies.’
However, the majority of patients will inevitably
develop resistance to all three drug classes, and
survival in this setting has been historically poor.?3

Several novel therapeutic classes exploiting
new mechanisms of action (e.g., chimeric
antigen receptor (CAR)-T cell therapy, bispecific
antibodies, antibody-drug conjugates (ADC), and
selective inhibitors of nuclear export) have shown
high levels of activity in relapsed myeloma and
promise to transform the treatment landscape.*?®
However, these therapies have been associated
with distinct toxicity profiles, with adverse effects
that are uncommonly observed with conventional
antimyeloma therapies. Given improvements in
long-term disease control and survival with current
therapies, treatment-related toxicity represents an
increasingly important health burden in patients
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with myeloma, and the development of effective
toxicity management strategies is required to
minimize complications and ensure preserved
quality of life.

The current article focuses on unique
toxicities associated with three agents that have
obtained recent approval for use in relapsed
myeloma: belantamab mafodotin, an anti-B
cell maturation antigen (BCMA) antibody-drug
conjugate (ocular toxicity); talquetamab, an
anti- G protein—coupled receptor class C group
5 member D (GPRC5D) bispecific antibody (oral
and cutaneous toxicity); and selinexor, a selective
inhibitor of nuclear export (hematological,
gastrointestinal, and constitutional toxicity). Key
trials for these agents are summarized in Table 1.

Belantamab mafodotin

Belantamab mafodotin (belamaf) is a
first-in-class, humanized ADC targeting B-cell
maturation antigen, a cell surface receptor
ubiquitously expressed on myeloma plasma
cells.’ Phase 1/2 studies of single-agent
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belamaf demonstrated significant activity in
relapsed/refractory myeloma, though with
adoption complicated by frequent ocular
toxicity and lack of benefit over standard

of care in a randomized trial.5” The pivotal
DREAMM-7/DREAMM-8 phase 3 trials
demonstrated the benefit of belamaf-containing
combination regimens in patients with relapsed
myeloma after 1 or more prior lines of therapy, in
comparison with standard-of-care regimens.8° In
the DREAMM-7 study, BVd (belamaf, bortezomib,
dexamethasone) was associated with significant
prolongation of progression-free survival

(PFS) in comparison with DVd (daratumumab,
bortezomib, dexamethasone) (median PFS

36.6 vs 13.4 months; hazard ratio [HR]: 0.41),
with evidence of overall survival benefit on
updated follow-up.8'° In the DREAMM-8 study,
BPd (belamaf, pomalidomide, dexamethasone)
demonstrated significant improvement in

PFS in comparison with the standard-of-care
PVd regimen (pomalidomide, bortezomib,
dexamethasone) (12-month estimated PFS,

71% vs. 51%; HR: 0.52).° The BVd/BPd regimens
are approved by Health Canada for use in
relapsed multiple myeloma, with specific
indications following the eligibility criteria of the
DREAMM-7/8 studies.

Corneal epithelial toxicity is a known effect
of ADC therapy and occurs frequently in patients
receiving belamaf. Common ocular symptoms
include dry eye, photophobia, and reduction in
visual acuity, and are associated with microcystic
changes in the corneal epithelium on ocular slit
lamp examination.™ The exact mechanisms of
ocular toxicity remain uncertain, but have been
hypothesized to relate to off-target uptake of
the ADC in corneal epithelial cells and resultant
apoptosis due to intracellular release of the
monomethyl auristatin F (MMAF) payload. The
incidence of all-grade and grade 3-4 ocular
toxicity has ranged from 70-90% and 30-55%
of patients, respectively, in prospective belamaf
single-agent and combination trials.58°'2 Of note,
pre-existing ocular conditions (e.g., cataracts,
glaucoma, baseline visual acuity >20/50) have not
been exclusion criteria from belamaf trials, and an
association between baseline ocular conditions
and an increased risk of ocular adverse events has
not been consistently observed.® %3

Serial ophthalmological examinations
were mandatory for patients receiving
belamaf-containing regimens on the DREAMM-7/8
studies, and ophthalmic findings were graded
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based on a Keratopathy and Visual Acuity

(KVA) scale incorporating corneal findings on
ocular slit lamp exam and measured changes in
best corrected visual acuity (BCVA) (Tables 2
and 3).8%' Protocol-based dose modifications

in both trials were primarily based on ophthalmic
exam findings, with dose delays until resolution
and/or dose reduction required for patients

with grade =2 findings. Overall, dose delays

due to ocular toxicity occurred in 78/75%

and dose reductions in 44/57% of patients on
BVd/BPd, respectively, with the majority of
patients experiencing a first event after the

first 2 cycles of therapy. Patients commonly
experienced multiple episodes of ophthalmic
toxicity, with approximately 55% of patients with
a grade =2 ophthalmic event in both studies
experiencing three or more occurrences. However,
ocular toxicity was reversible with treatment
interruption in the majority of patients. In a pooled
analysis of both studies, documented resolution
had occurred in 83% of grade =2 ophthalmic
events at the time of data cut-off with a median
time to resolution of 12 weeks.™ In patients

with reduction of visual acuity to 20/50 in the
DREAMM-7/8 studies, 85-95% had improvement
of vision to baseline acuity, with a median time to
resolution of 8-9 weeks; improvement occurred
in all patients with reduction of visual acuity to
20/200 (1-2% of belamaf-treated patients in
both studies).8® Discontinuation of therapy due
to ocular toxicity occurred in 9% of patients in
both trials.

Belamaf dose delays and modifications led
to a progressive lengthening of treatment interval
in the DREAMM-7/8 studies, though without
appearing to compromise efficacy. In both studies,
the median interval between doses increased
over time, from the initial protocol-specified
intervals of 3—-4 weeks to 8-12 weeks after the
first 9 months." However, among patients treated
with BVd experiencing at least one extended dose
delay (>2 cycles), median PFS was 36.6 months,
similar to the overall BVd arm in DREAMM-7, and
in the DREAMM-8 study, the estimated 12-month
PFS was 90% in BPd-treated patients requiring at
least one extended dose delay. Among patients
requiring extended belamaf dose delays, 85-90%
had already achieved at least a partial response
prior to the first extended dose delay, with up to
90% subsequently achieving at least very good
partial response (VGPR) following the delay.

Practical guidelines have been created for
the management of belamaf-associated ocular

25



Unique Toxicities of Novel Myeloma Therapies: Focus on Belantamab Mafodotin, Talquetamab, and Selinexor

%C ‘PAd

%EV ‘Pd9

-£ apelb ‘ueinoo
%0€ ‘PAd

%68 ‘Pdg

ape.ib-jje ‘uejnoo
%9C ‘PAd

%61 ‘Pdg

—€ apelb ‘uonoaju|
%0C ‘PAd

%V ‘Pdg

p-€ apelb
‘eluadojfooquioly |

%€ ‘PAQ

%V€ ‘PALD

t-¢ apelb

‘sjuane asianpe 1ejnop
%6¢ ‘PAQ

%6L ‘PALD

apelb-Aue

‘sjuane asianpe 1ejnop
%0¢ ‘PAQ

%LE ‘PALG

- apedb ‘uoijoajul
%S€ ‘PAQ

%SS ‘PAL

v-¢ apelb
‘eluadojfooquiosy |

Ayoixo

(SN=d ‘2£°0 4H)
%9/ ‘PAd

%€E8 :Pd9

SO "ow-g|

(SN=d

'£G°0 :4H)
%L PAQ
%¥8 ‘PAg
:SO Yauow-g|

(Loo'0>d
'25°0 :¥H)
%LS ‘PAd
%L/ :Ppdg

Sdd ‘ow-z|

(Loo'0>d

'Ly"0 24H)

syuow el :pAQ
syjuow 9°9€ :PAL
:S4d uelpa

%G "SA g€ :91el
annebau-qyN
%9L°SA O 4D

%8E'SA 779 :HdOA

%CL SN L[ :HHO
PAd ‘SA pdg

%/L "SA BE 918l
annebau-qyn
%LL'SA GE O
%9V SA 99 :HdOA
%LL "SA €8 :HHO
PAQ 'SA PASG

)kl asuodsay

uoissaiboid jnun

'APf@am Od Bw o suoseylawexaq

uojssalboud

[1un ‘sjoko Aep-g8z/Lz-L

P 'Od Bwy apiwopijewod
uoissalboid

|11UN 'SpJeMuO g 8|0Ad ‘syoaMm 1
b Al Bx/6w 67| usuyy ‘L 81042 Al
Bw g’z unopojew gqewejue|ag
(Pdg) wue jeyuswpiadxy
uoissaiboud jnun

'9S0p QIW0Zz8110q Yyoea Jsyje Aep/jo

Aep '0d Bw oz ‘sauoseylswexaq
uoissalboid
IBun ‘sajoko Aep-Lz/yL-L
P '0d Bw ¢ splwopiewod
uolssaiboud |iaun ‘spiemuo
6 91942 ‘81042 Aep-1z/8'L "p Usy}
'8-1 s3940 ‘91040 Aep-Lz/LL'8' V'L
‘P '0S (W/Bw €| qiuozanog
(PAd) w.e piepuels
uoissaiboud jnun
'219Ad Aep-1z jo L'p ‘Al B/Bw G
unopojew gqewelue|ag
(anoqe)
wJe piepueis Jad ‘suoseylawexaq
(anoqe)
wie piepuels Jad ‘gluozayniog
(PAgG) wue jeyuawpiadxy
uoissalboud
113un '+ 91942 sy@aMm b 'g-1
$9]0A0 Sy99M £b ‘e—| s8]940
X9amb ‘Al By/Bw 9| gewnwnieleq
$9]9A2 g ‘8sop qiwozalioq
yoes Jayje Aep/io Aep '0d bw 0z
auoseylawexaq
$910A2 8 ‘(31940 Aep-1z/LL'8' V'L
‘P '0S (W/Bw g°| qiuozanog
(PAQ) wie piepuels

juswieal

(zog=u)

alnsodxa

aplwopijeus| snoiraid
yum ‘Adessuy jo auj| Joud
L 3sed) 1e ‘WIN pasdelay

(v6¥7=u)

Adelayy

10 auj| Joud | 1se9| 1e

'WIN pasdelay
uonejndod

|ege|-usado
'‘paziwopuel

‘e aseyd 68-WINVIIA

|ege|-uado
'paziwopuel
'e oseyd
adA] Apms

o/-WINV3Idd

Vol. 4, Issue 3, Fall 2025 | Canadian Hematology Today

26



Unique Toxicities of Novel Myeloma Therapies: Focus on Belantamab Mafodotin, Talquetamab, and Selinexor

‘asuodsal |enied poob AIsaA :YdOA ‘ouoseylowexap ‘qiuozallog pA ‘duoseyiswexap ‘qiuozslioq
'JOX3UII9S IPAS ‘SNOBUBINDQNS DS ‘duosSeylawexap 'qiuozalloq ‘spiwopljiewod :pAd ‘|BAIAINS 88l1)-uoissalbold :S4d ‘|BAIAINS ||BJBAO :SO ‘91ed dsuodsal
[leJOA0 ;YO ‘1uediiubis 10U :SN ‘pPayoeal 10U ;YN ‘9Seasip [enpisal [ewiuiw :qYIN ‘ewolsAw aidiinw ;NN ‘snouaaedlul :A| -bnip Alolejnpowounwwi :alni
!awolpuAs o160j0INBU PB1LIDOSSE-||90 dUNWWI :SNVDI ‘0llel plezey :yH ‘auoseylawexap ‘qiuozalloq ‘qgewnwnielep :pAd ‘dWOIPUAS ases|al

aUN01AD :8YD ‘osuodsal 819|dwod YD ‘duoseylawexap 'qiuozalloq ‘jeweloq :pAg ‘ouoseylawexap ‘spiwopliewod ‘jewe|aq :pdg :suoneinaiqqy

*0doY4 ‘AW 1snys essar Jo Asa1inoo !(1oxaules ‘geweianbie) ‘unopojew gewelueaq) s|ell |e10Ald L d|qel

%LIC ‘PN

%CL/9T ‘PAS

:-€ opesb/apeib-|e
:ss0] 1ybram

%L/9 :PA

%SC/TE ‘PAS

:-€ opesb/apeib-|e
:eaylieiq

%0/8 PN

%0L/0S ‘PAS

:-¢ apeib/apeib-|e
:easneN

%L/EL ‘PN

%8LICY ‘PAS

:-€ apeib/apeib-|e
:anbneq

%# ‘PN

%6 ‘PAS

:f7-€ apesb
:ejuadoinaN

%LL PA

%6¢€ ‘PAS

:f7-€ apesb
:ejuadolfooquioly |
%€ :v7-€ apeib

%0y :opeib-|e

:ssof 3ybram

§'GS :apeib-je
:pajejai-jieN

%€°0 :7-€ apelo
%G9 :opelb-je

:A1101x0] Upjs yses-uoN

%G°€ :7-€ apelb
%S¢ opelb-je
:ysey

%Z /L :opesb-jje
:eisnabsAg

%61 :v-€ apelb
%19 :opeib-|e
:uonosyu|

%2 :v-€ apelb
%g :apelb-|e
:SNVOI

%S'L :v-€ apelb
%9/ :opelb-|je
:SHO

Ayoixor

(SN=d (S£00°0=d

'78°0 :4H) '£°0 :4H)
syiuow GZ:pA Syluow G°6 :PA
YN :PAS Syuow '€l :PAS

SO uelpsiy :Sdd uelpsiy
syjuow

%L :S)qoamgb Z'LL :s)eamgb
by/6w 80 B63/6w 8'0
%9/ @am SUlUOW G’/ M

b 6y/6w -0 b Bx/6w °0
SO yjuow-gi Sdd UelpaiN

%0L "SA /L D
%CE 'SA G :ddOA
%C9 "SA 9/ ;440
PA 'SA PAS

%01 ™D
%65 *HdOA
%69 440
:$)9amgb
byi/6w g0
%EE ™MD
%65 :HdOA
% V. 40

>jeam b byj/buw 10

9jel asuodsay

uojssalbo.d

|3UN '8sop qIWoza}0q Yoes Jaye
/30 Aep '0d Bw oz suoseylswexaqg
uoissalboid

[nun ‘ajoAko Aep-Ge/zz'sL's’L

‘P '0S (W/Bw g°| qiwozanog
uojssalbo.d

11un ‘a19Ao Aep-Ge/62'22'sL'8'L

‘P 'Od Bw Q0L Joxaulles

PAS :wly [ejuswiadxy
uoissaiboud |nun ‘gluozelioq Jeye
/40 Aep 0d Bw Qg suoseyrswexaq
uojssalbo.d

|13un ‘piemuo g 81942 ‘81942 Aep
-GE/TT'SL'8'L "P OS [W/Bw €| ‘g-|
$91942 91040 Aep-1z/LL'8'V'L'P

0S (w/Bw ¢°| qiuozauog

PA Wiy piepueis

syeamgb
0S bx/bw 80 geweyanble ]

4o

Xoamb O B3/bw t°0 gewelanbje |
:Buisop g aseyd papuswiwioday

juswieal |

lege|-uado
Adelauy} jo saujj Joud g-|  ‘paziwopuel
'WIN pasdejay ‘e aseyd 2zNO1S0g9
(GLg=U)
Apogiue jeuojdouow
8€Q0-hue pue ‘Jouqiyul
awoseajold ‘Nl Buipnioul
‘Adesayy Jo sauy| Joud ¢
1ses) 18 ‘NN pasdejey ¢-1 dseyd ozl-TTV.LuUswnuop

uonejndod adA] Apms

27

Canadian Hematology Today | Vol. 4, Issue 3, Fall 2025



Unique Toxicities of Novel Myeloma Therapies: Focus on Belantamab Mafodotin, Talquetamab, and Selinexor

DREAMM-7584 DREAMM-8°

Standard belamaf schedule 2.5 mg/kg IV q3 weeks 2.5 mg/kg IV cycle 1,

then 1.9 mg/kg IV g4 weeks
(cycle 2 onward)

Dose modification 1.9 mg/kg IV 93 weeks 1.9 mg/kg IV 98 weeks

(reduced dose level 1)

Grade =2 OEF incidence 86% 87%

Median time to onset, first grade =2 6 weeks 5 weeks

OEF

Resolution rate, first grade =2 OEF 81% 86%

Time to resolution, first grade =2 OEF 12 weeks 16 weeks

Visual acuity reduction 20/50, 34% 34%

incidence

Visual acuity reduction 20/200, 2% 1%

incidence

Resolution rate, visual acuity reduction 94% 84%

to 20/50

Time to resolution, visual acuity 9 weeks 8 weeks

reduction 20/50

Proportion of time on study with visual 11% 14%

acuity <20/50

Ocular toxicity leading to dose delay, 78% 75%

incidence

Ocular toxicity leading to dose 44% 57%

reduction, incidence

Ocular toxicity leading to 9% 9%

discontinuation, incidence

Table 2. Belantamab-related ocular toxicity, DREAMM-7/8 studies.8®
Abbreviations: IV: intravenous; OEFs: ophthalmic examination findings

toxicity (Table 3)." Multidisciplinary collaboration However, in patients without ongoing toxicity, a
between treating physicians and eye care vision-related patient questionnaire incorporating
professionals remains an essential component ocular symptoms and effects on activities of daily
of therapy, and should include shared education living has been proposed as a screening tool for
strategies, efficient communication pathways, treating clinicians, eliminating the need for regular
and clear reporting templates for ophthalmic eye care specialist assessment in patients without
exam findings. Serial ophthalmological evaluation symptoms. In a preliminary evaluation in patients
remains obligatory during early cycles of therapy. treated in a prospective belamaf trial, patients
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Examination findings per KVA scale

Recommended dose modifications

Grade1 Corneal examination finding(s) o Continue according to belamaf
« Mild superficial punctate keratopathy? prescribing information
Change in BCVA® e Ophthalmic evaluation may be planned to confirm
o Decline from baseline of one line on Snellen ocular event(s) do not worsen
Visual Acuity
Grade 2 Corneal examination finding(s) » Use Q8W dosing and maintain at new dose
* Moderate superficial punctate keratopathye® interval, provided recovery to Grade 1
Change in BCVA® » If ocular events remain Grade 2 after 8 weeks OR
o Decline from baseline of two or three lines Grade 2 ocular events recur after initial recovery
(and Snellen Visual Acuity not worse than to Grade 1, consider extending dose interval to
20/200) 12 weeks
o |If dose interval exceeds 12 weeks, reduce
belamaf dosee
Grade 3 Corneal examination finding(s) e Reduce belamaf dose® AND extend dose interval
» Severe superficial punctate keratopathy® to at least 12 weeks and maintain at new dose
Change in BCVA® interval, provided recovery to Grade 1
o Decline from baseline by more than three lines o |If dose interval exceeds 16 weeks, further reduce
(and Snellen Visual Acuity not worse than belamaf dosee
20/200)
Grade 4 Corneal examination finding(s) o Consider treatment hold until Grade 1
o Corneal epithelial defect « If continuing treatment with belamaf is being
Change in BCVA® considered, reduce belamaf dose® AND extend
e Snellen Visual Acuity worse than 20/200 dose interval to at least 12 weeks and maintain at
new dose interval

Table 3. Recommended belamaf dose modifications following ocular events as defined by the KVA scale; adapted
from Terpos et al., 2024.

2 Mild superficial punctate keratopathy (documented worsening from baseline), with or without symptoms.

b Changes in visual acuity due to treatment-related corneal findings.

¢ Moderate superficial punctate keratopathy with or without patchy microcyst-like deposits, peripheral sub-epithelial
haze (peripheral), or a new peripheral stromal opacity.
4 Severe superficial punctate keratopathy with or without diffuse microcyst-like deposits involving the central
cornea, sub-epithelial haze (central), or a new central stromal opacity.

¢ There are limited data on the efficacy of belamaf at doses lower than 1.9 mg/kg; if possible, the administration of
doses below 1.9 mg/kg should be avoided.

Abbreviations: BCVA: best corrected visual acuity; belamaf: belantamab mafodotin; KVA: Keratopathy and Visual
Acuity; Q8W: every 8 weeks.

monitored with a vision-related anamnestic tool
exhibited no difference in rates of high-grade
ocular toxicity compared to patients undergoing
regular ophthalmological examination.”™ In the
current Health Canada product monograph,
ophthalmological examination is mandatory prior
to each dose for the first 6 cycles of belamaf
therapy, but may be reduced thereafter to every

3 months and whenever clinically indicated in
patients without corneal or vision changes through
the first 6 cycles.”™

For prevention of ocular toxicity and
management of low-grade symptoms, regular
use of preservative-free lubricating drops and
avoidance of contact lenses from the time of
treatment initiation is advised. For grade =2
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ophthalmic changes, current guidelines
recommend dose delay until resolution and
subsequent extension of the dosing interval

to 8-12 weeks.”™ The use of more extended
(8-12-week) belamaf dosing intervals as initial
therapy has also been explored in recent
combination studies and may become standard of
care in the future.’??”

Talquetamab

Talquetamab is a first-in-class, humanized
IgG4 bispecific antibody with binding to the CD3
receptor on T cells and to GPRCS5D, an orphan
transmembrane receptor with high levels of
expression on malignant plasma cells but limited
expression on normal plasma cells and other
human tissues.’® GPRC5D is highly expressed
in the bone marrow of patients with myeloma
and has been associated with high-risk disease
features and adverse clinical outcomes. GPRC5D
expression in normal tissues has been evaluated
using sensitive analytic techniques, and in addition
to plasma cells has been found in keratinized
structures, including hair follicles, eccrine glands,
and tongue.

In the first-in-human, phase 1-2
MonumenTAL-1 study, talquetamab was
evaluated in a relapsed myeloma population
with extensive previous treatment exposure,
with a median of 6 prior lines of therapy, and
75% of patients triple-class-refractory to
IMIDs, proteasome inhibitors, and anti-CD38
monoclonal antibodies.™ In an updated analysis
of patients treated at the recommended phase 2
doses (0.4 mg/kg subcutaneously weekly and
0.8 mg/kg subcutaneously every 2 weeks), the
overall response rates (ORR) were 74% and
69% for the respective doses, with the majority
of responders achieving VGPR or better, and
similar rates were observed in a separate
cohort of patients previously treated with
anti-BCMA T-cell redirecting therapy.?° Notably,
the frequency of infectious complications and
use of immunoglobulin replacement therapy
was lower than that reported with anti-BCMA
bispecific antibodies.

Toxicities associated with talquetamab
include immunological events shared with other
T cell-redirecting therapies (e.g., cytokine
release syndrome [CRS], immune cell-associated
neurologic syndrome [ICANS]), and unique
‘on-target, off-tumour’ toxicities likely related
to GPRC5D expression on epithelial structures.

Canadian Hematology Today | Vol. 4, Issue 3, Fall 2025

Management of CRS/ICANS associated with
talguetamab follows standard guidelines for

T cell-redirecting therapies. Epithelial toxicities
include oral, cutaneous, and nail effects;

the incidence and temporal pattern of these
toxicities are described in Figure 1. These are
typically low-grade and rarely lead to treatment
discontinuation, but may impact quality of

life and require close management to ensure
treatment adherence.’®?'

Oral toxicity, including dysgeusia, dry
mouth, and dysphagia, is commonly observed
with talquetamab, with taste-related changes
reported in approximately 75% of patients in
the MonumentTAL-1 study.? The mechanism
of dysgeusia as an on-target effect of talquetamab
remains unclear, as GPRC5D expression on
the tongue is limited to filiform papillae, which
are not responsible for taste.? Taste changes
typically develop within 1-2 months of initiation
of therapy, are often persistent, and may be
accompanied by clinically significant weight loss,
occurring in approximately 40% of patients.”
Various supportive therapies have been employed
for dysgeusia, including steroid mouth rinses,
zinc and biotin supplements, and salivary
substitutes, though with limited evidence for
efficacy. Talquetamab dose modifications have
been suggested as the most effective mitigation
strategy for oral toxicity.’®?' Patients should be
evaluated for oral comorbidities, including oral
candidiasis, periodontal disease, and vitamin
deficiencies leading to glossitis, and nutritional
support may be required to minimize weight loss.
In the MonumenTAL-1 study, weight loss was
evident early, but with an overall stabilization
or slight improvement over time, and cases of
grade >3 weight loss (defined as >20% decrease
from baseline weight) were rare.?°

Cutaneous adverse events associated with
talquetamab include skin rashes and “non-rash”
skin toxicities, such as dry skin, pruritus, and
skin exfoliation, most commonly affecting palms
and soles.?’22 Non-rash skin toxicities are more
frequent, occurring in approximately two-thirds
of patients, and require prophylactic or early use
of emollients (e.g., ammonium lactate 12% or
urea 10% cream) and sunscreen use for patients
with photosensitivity. Skin rashes typically occur
within the first month of therapy and resolve
in most cases with the use of antihistamines,
low-medium-potency topical corticosteroids,
or short courses of oral corticosteroids for
more extensive rashes. For persistent rashes,
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Oral AEs

Skin and nail-related
AEs (rash and
no rash)

Dysgeusia'
Incidence: 72.3%
Grade 3/4: N/A
Time to onset: 13-20 days
Resolved: 38.3%
Discontinuation: 0.6%

Skin Rash*
Incidence: 34.8%
Grade 3/4: 3.5%

Time to onset: 20-27 days
Resolved: 78.9%

Dysphagia
Incidence: 24.2%
Grade 3/4: 0.9%

Time to onset: 21-29 days
Resolved: 65.9%
Discontinuation: 0%

Skin Non-rash®
Incidence: 65.2%
Grade 3/4: 0.3%
Time to onset: 26-30 days
Resolved: 59.4%

Dry mouth
Incidence: 36.0%
Grade 3/4: 0%

Time to onset: 19-26 days
Resolved: 39.0%
Discontinuation: 0%

Nail-related AEs®
Incidence: 55.5%
Grade 3/4: 0%

Time to onset: 64-69 days
Resolved: 29.5%

Discontinuation: 0%

Weight decrease
Incidence: 39.5%2
Grade 3/4: 3.2%
Time to onset:
87-91 days®
Resolved: 38.7%
Discontinuation: 0.9%

Discontinuation: 0.9% Discontinuation: 0%

Figure 1. Summary of key AEs associated with talquetamab; adapted from Chari et al, 2024; http://creativecommons.

org/licenses/by/4.0/

Includes dysgeusia, ageusia, hypogeusia, and general taste disorders.

2The number of patients with a = 10% decrease in weight from baseline in the 0.4 mg/kg QW, 0.8 mg/kg Q2W, and prior
T-cell redirection cohorts was 37.1%, 32.4%, and 29.4%, respectively.

3Time to onset for weight loss is reported for patients with a = 10% decrease in weight from baseline.

4Includes rash, maculopapular rash, erythematous rash, and erythema.

SIncludes nail discoloration, nail disorder, onycholysis, onychomadesis, onychoclasis, nail dystrophy, nail toxicity, and

nail ridging.

SIncludes skin exfoliation, dry skin, pruritus, and palmar-plantar erythrodysesthesia syndrome

Abbreviations: AE: adverse event; CRS: cytokine release syndrome; ICANS: immune effector cell-associated neurotoxicity

syndrome; QW: weekly; Q2W: every other week.

a dermatology referral for consideration of skin
biopsy may be warranted. Nail-related changes
occur in 50-60% of patients and commonly persist
for the duration of therapy, though rarely lead to
dose modification or discontinuation.

Overall, dose modifications were infrequent
for oral (7% of patients), skin (5%), and nail (1%)
toxicities in the MonumenTAL-1 study, and
treatment discontinuation occurred in only 2% of
patients collectively for oral and dermatological
toxicity.?°?' However, despite supportive therapies
described above, reductions in talqguetamab dose
or treatment frequency have been suggested as
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the most effective measure to ensure long-term
treatment tolerability in patients with significant oral
or cutaneous adverse events.?' In a MonumenTAL-1
sub cohort, patients achieving at least a partial
response prospectively underwent a reduction in
talquetamab dose or extended treatment interval;
despite dose reductions, all patients maintained
responses, with a trend toward reduction in skin
and oral toxicities.?® The development of more
refined toxicity grading systems and rational dose
modification strategies is currently considered an
area of high priority.'®
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Selinexor

Selinexor is an oral, first-in-class selective
inhibitor of nuclear export with established activity
in multiple myeloma. Its mechanism of action
is based on inhibition of exportin 1 (XPO1), a
nuclear export protein responsible for the traffic
of over 200 “cargo proteins” from the cell nucleus
to cytoplasm, leading to retention of tumour
suppressor proteins in the nucleus and blockade
of oncoprotein mRNA transfer to the cytoplasm.?
Although initial use was based on studies
demonstrating ORRs of 25-30% (in combination
with dexamethasone alone) in heavily-pretreated
patient populations, subsequent development of
selinexor has focused on multidrug combination
therapy with use in earlier treatment lines.?425 In
the phase 3 BOSTON trial, weekly selinexor in
combination with bortezomib-dexamethasone
(SVd) demonstrated statistically higher ORR
(76% vs. 62%), =2VGPR (45 vs. 32%), and median
PFS (13 vs. 9.5 months; HR: 0.7; p=0.0075) in
comparison with a standard therapy arm of
twice-weekly bortezomib-dexamethasone (Vd),
in patients with relapsed multiple myeloma after
1-3 prior lines of therapy.?® Current Health Canada
approval of selinexor is for use in combination with
bortezomib and dexamethasone for the treatment
of adult patients with multiple myeloma who have
received at least one prior therapy.

Selinexor has a distinct toxicity profile that
includes hematological (thrombocytopenia,
neutropenia), gastrointestinal (nausea, diarrhea),
and constitutional adverse effects (fatigue,
anorexia, weight loss), leading to high rates
of early treatment discontinuation in initial
studies.?*"?> While these studies employed a
more intensive twice-weekly dosing schedule,
the use of weekly selinexor dosing was
evaluated in subsequent multiagent combination
regimens, leading to a chosen selinexor dose of
100 mg weekly in the phase 3 BOSTON study.

By consensus, weekly selinexor dosing has
reduced the severity of adverse effects,?” though
previous toxicities are still commonly observed.

In the BOSTON study, toxicities occurring

with higher frequency in the SVd arm included
thrombocytopenia (all-grade/grade 3-4: 60/39%),
neutropenia (35/9%), nausea (50/8%), vomiting
(30/4%), diarrhea (32/6%), fatigue (42/13%),
anorexia (35/4%), and weight loss (26/2%).26

Aggressive supportive care and liberal
dose reduction are the mainstays of selinexor
toxicity management, and physician comfort with
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both strategies is likely to be associated with
improved treatment adherence and outcomes.?’-28
Key supportive measures are described below.
Although the starting selinexor dose in the
BOSTON study was 100 mg weekly, the majority
of patients in the SVd arm (65%) required dose
reduction, leading to an actual median selinexor
dose of 80 mg weekly in this study. In a post-hoc
analysis, patients treated with SVd undergoing
selinexor dose reduction had improved outcomes
in comparison with those who did not (median
PFS: 16.6 vs. 9.2 months).?® In clinical practice,
lower weekly doses of selinexor (i.e., 40-80 mg
weekly) are commonly effective, and may be
justified as initial therapy in the majority of
patients. Notably, more recent combination studies
with pomalidomide or carfilzomib backbones have
employed selinexor doses ranging from 40-80 mg
weekly, with promising efficacy.30-3
Thrombocytopenia represents the most
common hematological toxicity associated
with selinexor and has been attributed to
inhibition of thrombopoietin signalling during
early megakaryopoiesis. The kinetics of
selinexor-associated thrombocytopenia are
unique, typically occurring 2-3 weeks after
treatment, resulting in an approximately
50% reduction in platelet counts, and resolving
within 1-2 weeks after drug interruption.24%”
The use of thrombopoietin agonists or platelet
transfusions was required in approximately
one-quarter of patients in the BOSTON study, but
clinically significant bleeding events were rare.?¢
Current guidelines recommend dose reduction
for patients with platelet counts of <50,000 and
treatment interruption for patients with platelet
counts of <25,000, though additional caution may
be required in patients with additional bleeding
risks, such as concurrent anticoagulant use.?
Selinexor-associated nausea is believed
to relate to central nervous system effects from
drug passage across the blood-brain barrier
and requires aggressive antiemetic prophylaxis
during initiation of therapy. Routine prophylaxis
with an NK-1 inhibitor in addition to a 5-HT3
antagonist (e.g., aprepitant plus ondansetron,
netupitant-palonosetron) should now be
considered standard; in patients with ongoing
nausea or restricted access to NK-1 inhibitors,
prophylaxis with olanzapine (2.5-5 mg in the
evening for 1-3 days after selinexor) may also
be used.?” The incidence of nausea decreases
significantly after the first two months of therapy,
and may allow tapering of the antiemetic regimen.
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Other frequent nonhematological toxicities
include anorexia and fatigue, which may be
high-grade in nature. Reduction in oral intake may
be associated with weight loss and dehydration,
and close nutritional monitoring with high-caloric
supplementation and maintenance of adequate
oral fluid intake (at least 2L daily) are advised.?
Hyponatremia occurs frequently and requires close
laboratory monitoring during initial cycles, with
correction by sodium chloride tablets if present.
Fatigue may respond to nutritional optimization
and treatment of gastrointestinal toxicities, but for
persistent fatigue, the use of methylphenidate has
had reported benefit.

Conclusion

Belantamab mafodotin, talquetamab, and
selinexor are novel targeted therapies with
proven activity in relapsed multiple myeloma
and represent attractive treatment options
in patients with relapse after treatment with
IMIDs, proteasome inhibitors, and/or anti-CD38
monoclonal antibodies. Although these agents
are associated with distinct adverse effect
profiles, discontinuation due to toxicity is only
required in a minority of patients, and further dose
optimization after initial approval and increased
clinician experience with use are also likely to
improve treatment delivery and outcomes. The use
of these agents may further evolve as new drug
combinations, use in earlier lines of therapy, and
fixed-duration approaches are explored.

Correspondence

Jesse Shustik, MD, FRCPC
Email : jshustik@bccancer.bc.ca

Financial Disclosures

J.S.: None declared.

34

References

1.  Malard F, Neri P, Bahlis NJ, Terpos E, Moukalled N,
Hungria VTM, et al. Multiple myeloma. Nat Rev Dis
Primers. 2024;10(1):45. doi: 10.1038/s41572-024~
00529-7.

2. Visram A, De La Torre A, White D, Su J, Masih-Khan
E, Chu M, et al. Real world data on outcomes of
anti-CD38 antibody treated, including triple class
refractory, patients with multiple myeloma: a multi-
institutional report from the Canadian Myeloma
Research Group (CMRG) Database. Blood Cancer J.
2023;13(1):181. doi: 10.1038/s41408-023-00946-z.

3. Mateos MV, Weisel K, De Stefano V, Goldschmidt
H, Delforge M, Mohty M, et al. LocoMMotion: a
prospective, non-interventional, multinational study
of real-life current standards of care in patients
with relapsed and/or refractory multiple myeloma.
Leukemia. 2022;36(5):1371-1376. doi: 10.1038/
s41375-022-01531-2.

4. Van de Donk NWCJ, Zweegman S. T-cell-
engaging bispecific antibodies in cancer. Lancet.
2023;402(10396):142-158. doi: 10.1016/S0140-
6736(23)00521-4..

5. Neri P, Leblay N, Lee H, Gulla A, Bahlis NJ, Anderson
KC. Just scratching the surface: novel treatment
approaches for multiple myeloma targeting
cell membrane proteins. Nat Rev Clin Oncol.
2024;21(8):590-609. doi: 10.1038/s41571-024-
00913-y.

6. Lonial S, Lee HC, Badros A, Trudel S, Nooka AK,
Chari A, et al. Belantamab mafodotin for relapsed or
refractory multiple myeloma (DREAMM-2): a two-
arm, randomised, open-label, phase 2 study. Lancet
Oncol. 2020;21(2):207-221. doi: 10.1016/S1470-
2045(19)30788-0.

7. Dimopoulos MA, Hungria VTM, Radinoff A, Delimpasi
S, Mikala G, Masszi T, et al.. Efficacy and safety
of single-agent belantamab mafodotin versus
pomalidomide plus low-dose dexamethasone in
patients with relapsed or refractory multiple myeloma
(DREAMM-3): a phase 3, open-label, randomised
study. Lancet Haematol. 2023;10(10):e801-e812. doi:
10.1016/52352-3026(23)00243-0.

8. Hungria V, Robak P, Hus M, Zherebtsova V, Ward C,
Ho PJ,et al. Belantamab mafodotin, bortezomib, and
dexamethasone for multiple myeloma. N Engl J Med.
2024,391(5):393-407. doi: 10.1056/NEJM0a2405090.

9. Dimopoulos MA, Beksac M, Pour L, Delimpasi S,
Vorobyev V, Quach H, et al. Belantamab Mafodotin,
Pomalidomide, and dexamethasone in multiple
myeloma. N Engl J Med. 2024;391(5):408-421. doi:
10.1056/NEJM0a2403407..

10. Hungria V, Robak P, Hus M, Zherebtsova V, Ward
C, Ho PJ, et al. Belantamab mafodotin, bortezomib,
and dexamethasone vs daratumumab, bortezomib,
and dexamethasone in relapsed/refractory multiple
myeloma: overall survival analysis and updated
efficacy outcomes of the phase 3 Dreamm-7
trial. Blood 2024;144(Supplement 1):772.

Vol. 4, Issue 3, Fall 2025 | Canadian Hematology Today



1.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

Unique Toxicities of Novel Myeloma Therapies: Focus on Belantamab Mafodotin, Talquetamab, and Selinexor

Lee V, Hultcrantz M, Petrone S, Lewis EW,
Banna H, Lichtman E, et al. Characterization
of belantamab mafodotin-induced corneal
changes in patients with multiple myeloma. JAMA
Ophthalmol. 2025;143(6):507-514. doi: 10.1001/
jamaophthalmol.2025.1008.

Trudel S, McCurdy A, Louzada ML, Parkin S, White D,
Chu MP, et al. Belantamab mafodotin, pomalidomide
and dexamethasone in refractory multiple myeloma:
a phase 1/2 trial. Nat Med. 2024;30(2):543-551. doi:
10.1038/s41591-023-02703-y.

Terpos E, Trudel S, Mateos MV, Alejandre N, Colby K,
Dimopoulos MA, et al. Practical guidance on clinical
management of belantamab mafodotin-associated
ocular events. Am J Hematol. 2025;100(10):1839-
1850. doi: 10.1002/ajh.70015.

Mateos MV, Trudel S, Quach H, Robak P, Beksac M,
Pour L, et al. Modification of belantamab mafodotin
dosing to balance efficacy and tolerability in the
DREAMM-7 and DREAMM-8 trials. Blood Adv.
2025:bloodadvances.2025016949. doi: 10.1182/
bloodadvances.2025016949. Epub ahead of print.

E. Terpos, M. Gavriatopoulou, I. Ntanasis-
Stathopoulos, et al., Evaluation of a novel method
guiding belantamab mafodotin dosing in multiple
myeloma based on a patient-reported questionnaire.
2024 ASCO Annual Meeting; Abstract 7530.

BLENREP Product Monograph; Date of Authorization:
September 26th, 2025; https://ca.gsk.com/media/
j3dnbhae/blenrep.pdf

Terpos E, Gavriatopoulou M, Ntanasis-Stathopoulos |,
Malandrakis P, Fotiou D, Migkou M, et al. Belantamab
mafodotin, lenalidomide and dexamethasone in
transplant-ineligible patients with newly diagnosed
multiple myeloma: part 1 results of a phase I/II
study. Haematologica. 2024;109(8):2594-2605. doi:
10.3324/haematol.2023.284347.

Rodriguez-Otero P, van de Donk NWCJ, Pillarisetti K,
Cornax |, Vishwamitra D, Gray K, et al. GPRC5D as a
novel target for the treatment of multiple myeloma: a
narrative review. Blood Cancer J. 2024:14(1):24. doi:
10.1038/s41408-023-00966-9.

Chari A, Minnema MC, Berdeja JG, Oriol A, van de
Donk NWCJ, Rodriguez-Otero P, et al. Talqguetamab,
a T-cell-redirecting GPRC5D bispecific antibody for
multiple myeloma. N Engl J Med. 2022;387(24):2232-
2244. doi: 10.1056/NEJM0a2204591.

Chari A, Touzeau C, Schinke C, Minnema MC, Berdeja
JG, Oriol A, et al. Safety and activity of talquetamab in
patients with relapsed or refractory multiple myeloma
(MonumenTAL-1): a multicentre, open-label, phase
1-2 study. Lancet Haematol. 2025;12(4):e269-e281.
doi: 10.1016/52352-3026(24)00385-5.

Chari A, Krishnan A, Rasche L, Ye JC, Garfall A,

Popat R, et al. Clinical management of patients
with relapsed/refractory multiple myeloma treated
with talquetamab. Clin Lymphoma Myeloma

Leuk. 2024;24(10):665-693.e14. doi: 10.1016/j.

clml.2024.05.003.

Canadian Hematology Today | Vol. 4, Issue 3, Fall 2025

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

Rodriguez-Otero P, Usmani S, Cohen AD, van de
Donk NWCJ, Leleu X, Gallego Pérez-Larraya
J, et al. International Myeloma Working Group
immunotherapy committee consensus guidelines and
recommendations for optimal use of T-cell-engaging
bispecific antibodies in multiple myeloma. Lancet
Oncol. 2024;25(5):e205-e216. doi: 10.1016/S1470-
2045(24)00043-3.

Chari A, Oriol A, Krishnan A, et al. Efficacy and safety of
less frequent/lower intensity dosing of talquetamab in
patients with relapsed/refractory multiple myeloma:
results from the phase 1/2 MonumenTAL-1 study.
Blood 2023;142(suppl 1):1010.

Gavriatopoulou M, Chari A, Chen C, Bahlis N, Vogl
DT, Jakubowiak A, et al. Integrated safety profile
of selinexor in multiple myeloma: experience from
437 patients enrolled in clinical trials. Leukemia.
2020;34(9):2430-2440. doi: 10.1038/s41375-020-
0756-6.

Chari A, Vogl DT, Gavriatopoulou M, Nooka AK, Yee
AJ, Huff CA, et al. Oral selinexor-dexamethasone
for triple-class refractory multiple myeloma. N
Engl J Med. 2019;381(8):727-738. doi: 10.1056/
NEJMo0a1903455.

Grosicki S, Simonova M, Spicka |, Pour L, Kriachok |,
Gavriatopoulou M, et al. Once-per-week selinexor,
bortezomib, and dexamethasone versus twice-per-
week bortezomib and dexamethasone in patients with
multiple myeloma (BOSTON): a randomised, open-
label, phase 3 trial. Lancet. 2020;396(10262):1563-
1573. doi: 10.1016/S0140-6736(20)32292-3.

Nooka AK, Costa LJ, Gasparetto CJ, Richardson
PG, Siegel DS, Chari A, et al. Guidance for use
and dosing of selinexor in multiple myeloma in
2021: consensus from International Myeloma
Foundation expert roundtable. Clin Lymphoma
Myeloma Leuk. 2022;22(7):e526-e531. doi: 10.1016/j.
clml.2022.01.014.

Mikhael J, Noonan KR, Faiman B, Gleason C, Nooka
AK, Costa LJ, et al. Consensus recommendations
for the clinical management of patients with multiple
myeloma treated with selinexor. Clin Lymphoma
Myeloma Leuk. 2020;20(6):351-357. doi: 10.1016/j.
clml.2019.12.026.

Jagannath S, Delimpasi S, Grosicki S, Van Domelen
DR, Bentur OS, Spicka |, et al. Association of
selinexor dose reductions with clinical outcomes
in the BOSTON study. Clin Lymphoma Myeloma
Leuk. 2023;23(12):917-923.e3. doi: 10.1016/j.
clml.2023.08.018.

Gasparetto C, Schiller GJ, Tuchman SA, Callander NS,
Baljevic M, Lentzsch S, et al. Once weekly selinexor,
carfilzomib and dexamethasone in carfilzomib non-
refractory multiple myeloma patients. Br J Cancer.
2022;126(5):718-725. doi: 10.1038/s41416-021-
01608-2.

White DJ, Chen ClI, Baljevic M, et al. Once weekly
oral selinexor, pomalidomide, and dexamethasone
in relapsed refractory multiple myeloma. Blood
2021;138:2748.

35



