Elranatamab for relapsed/refractory multiple myeloma with severe renal impairment requiring
hemodialysis
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Background and Objective

Relapsed/refractory multiple myeloma (RRMM) patients with
dialysis-dependent renal impairment face limited therapeutic
options due to exclusion from clinical trials, a lack of evidence-
based guidelines, and inferior outcomes. Bispecific antibodies
targeting B-cell maturation antigen (BCMA) have shown

promise iIn RRMM treatment but remain understudied In this
vulnerable population.

A 68-year-old female with triple-class RRMM and end-stage
renal disease requiring hemodialysis, was treated with
elranatamab as a second line treatment following progression
after therapy with daratumumab, bortezomib, lenalidomide,
and dexamethasone. Grade | cytokine release syndrome
during the Initial administrations was managed effectively with
tociizumab and dexamethasone, allowing treatment
continuation. A secondary immunoglobulin deficiency with
Increased  Infection  susceptibility was  treated by
supplementation with polyvalent immunoglobulins. The patient
achieved a very good partial remission within seven weeks
although hemodialysis dependence persisted.

Cutaneous adverse event
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Following the administration of the fourth dose of elranatamab,
the patient presented with exfoliative dermatitis and irritant
contact dermatitis localized around adhesive patches and the
Sheldon catheter.

Interleukin 6 levels and the course of temperature

Elranatamab
76 mg weekly

Elranatamab

32 mg
*

Elranatamab

12mg* *

39.5
39.0
38.5
38.0
37.5
37.0
36.5
36.0
35.5
35.0

o 34.5
15 22 29

tocilizumab 8 mg/kg and
dexamethasone 10 mg for CRS

25000

20000

15000

|

~
~
~
~

10000

Interleukin 6 levels, pg/ml
Temperature, °C

+
+

5000

e

o

o ""__:t" -'f.f_f:ff""'_"_"""'

N
N
w
N
&)
(o]

7

oo

+ Hemodialvsis 3x/week Days after start of elranatamab

The red vertical lines Indicate the timepoint of elranatamab
therapy. The blue stars indicate the dialysis sessions that took
place prior to the administration of elranatamab. The green
dots represent cytokine release syndrome (CRS) along with
the corresponding treatment consisting of tocilizumab at 8
mg/kg body weight and dexamethasone 10 mg intravenously.

BCMA-directed immunotherapies, Including teclistamab,
belantamab mafodotin, and idecabtagene vicleucel, have
shown efficacy In dialysis-dependent RRMM patients, though
data remain limited. Pharmacokinetic analyses iIndicate that
mild or moderate renal impairment does not have a significant
Impact on the pharmacokinetics of elranatamab. Although no
retrospective studies or case series have investigated the use
of elranatamab In dialysis-dependent patients, a single case
report suggests that its administration is both feasible and well-
tolerated In this population despite the absence of
comprehensive pharmacokinetic data. This review highlights
feasibility, safety, and encouraging efficacy of elranatamab In
managing RRMM In a dialysis-dependent patient, representing
the second case report in the literature.

Disease course, treatments and myeloma parameters

A 08/2023 02/2024 08/2024 11/2024 01/2025
PR VGPR PD VGPR CR

- 1 1 1 1

05/2023 06/2023 — 08/2024 09/2024
Dara-BorLenDex Elranatamab

Hemodialysis 3 x / week

B Dara-
BorDex BorLenDex Elranatamab
2000 . : 40

— 1 1 |
S 1800 : ! —
= : ! 35 B
< 1600 ! : : ©
Q I I ! 30 a
o 1400 1\ : S
2 1200 | i | 25 X
0 o\ | ]
= 1000 ! i 20 —
_: : 1 1 _E
S 80 | 15 &
= | I I e
> 000 i i 10 &
@ 400 | : ®

| | | n_
s 200 ! | | S

0 | i i 0

05/23 07/23 09/23 11/23 01/24 03/24 05/24 07/24 09/24 11/24

Timeline composite figure Indicating disease course and
corresponding treatments (A), and the dynamic of myeloma
parameters (B). serum free light chain kappa (blue) and
paraprotein IgG kappa (orange) levels.

ﬁsy providing real-world evidence for the use oh
bispecific antibodies In end stage renal disease

patients, our data emphasize the potential for
expanding therapeutic options to this vulnerable
population while highlighting the need for vigilant
monitoring of infection prevention and management.
Prospective studies are warranted to validate these

findings and optimize therapeutic strategies for
Qatients with RRMM and severe renal impairment. /
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