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EFFICACY OF BISPECIFIC ANTIBODIES IN MYELOMA

High response rates and durable responses

mPFS, mo

Bispecific antibodies

Elranatamab MagnetisMM-3 61 NR (2y: 67%) 17
BCMA-directed Teclistamab MajesTEC-1 63 24 11

Linvoseltamab LINKER-MM1 71 294 NR (1yr: 70%)
GPRC5d-directed Talquetamab MonumenTAL-1 74* 10* 8*
CART

Idecel KarMMa-1 73 11.3 8.8
BCMA-directed

Ciltacel CARTITUDE-1 97.9 33.9 34.9

mDOR: median duration of response; ORR: objective response rate; mPFS: median progression-free survival; NR: not reached.
Lesokhin AM, et al. Nat Med. 2023;29(9):2259-2267. Moreau P, et al. NEJM. 2022;387(6):495-505. Garfall AL, et al. ASCO 2024. Abstr 7540. Chari A, et al. Lancet

Haematol. 2025;12: e269-e281. Rasche L, et al. EHA 2024. Abstr P915. Bumma N, et al. J Clin Oncol. 2024;42(22):2702-2712.

*Talquetamab dose 0.4 mg/kg weekly
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CRS: INCIDENCE, TIME TO ONSET AND DURATION

CRS Disease Any grade, % Grade 23, %
Elranatamab MM 58 0
Linvoseltamab MM 46 1
Talguetamab MM 79* 2"
Teclistamab MM 72 <1

MM Bispecific Antibody Median Time to Onset, Days (Range) Median Duration, Days-(ﬁange) ’
Elranatamab 2 (1-9) 2 (1-19)

Linvoseltamab 0.46 (-0.05 to 7.65) 0.65 (0.04 to 4.00)
Talgquetamab™ 2 (1-8) 2(1-13)

Teclistamab 2 (1-6) 2 (1-9)

Mchan M, et al. Am Soc Clin Oncol Educ Book. 2024;44(3):e432204. Rodriguez-Otero P, et al. Lancet Oncol. 2024;25(5):e205-e216.. Mohan M, et al. Am Soc Clin Oncol Educ Book.
2024:44:e432204. Chari A, et al. Lancet Haematol. 2025;12: e269-e281. Bumma N, et al. J Clin Oncol. 2024;42(22):2702-2712. National Comprehensive Cancer Network® (NCCN®)
Clinical Practice Guidelines In Oncology (NCCN Guidelines®) Multiple Myeloma v2.2026. To view the most recent or complete version of the guidelines, go online to www . NCCN.org.
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CRS DURING STEP-UP DOSING

Elranatamab Linvoseltamab? Talquetamab? Teclistamab*
By Dosing = SUD1: 43 = SUD1: 38 = SUD1: 29 = SUD1: 42
Schedule = SUD2: 19 = SUD2: 17 = SUD2: 44 = SUD2: 35
= 1stfull dose: 7 = 1stfull dose: 10 = SUD3 (Q2W): 33 = 1stfull dose: 24
» Subsequent: 1.6 = 27 fyll dose: 3.6 = 1stfull dose: » Subsequent: <3

* 0.4 mg/kg (weekly): 30
* 0.8 mg/kg (Q2W): 12
= Subsequent: <3

Any-grade 28 46 76 72

CRS by 0.5° 0.9 1.5
= dn dap d
H Grade 1

H Grade 2

B Grade =3

‘No grade 3 CRS with linvoseltamab in MagnetisMM-3 trial.
L. Elranatamab-bcmm PI. 2. Linvoseltamab-gcpt PI. 3. Talguetamab-tgvs. 4. Teclistamab-cqyv PI. 5. Lesokhin AM, et al. Nat Med.
2023;29(9):2259-2267.
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NEUROLOGIC TOXICITY

Patients. % Any Gra_d? Grade %3_ Any Grade
’ Neurotoxicity Neurotoxicity ICANS
Elranatamab 259 7 3.3
Linvoseltamab o4 8 8
Talguetamab 25 6 9
Teclistamab o7 24 6

3 main types: headache,
peripheral neuropathy,
ICANS

ICANS often develops
concurrent to or after CRS

* Much less common with BsAb
compared with CAR T-cell
therapy

* Neurologic exam with ICE
grade score and
dexamethasone as directed

BsAb: bispecific antibody; ICANS: immune effector cell-associated neurotoxicity syndrome; ICE: impact, confidence and ease.

Elranatamab-bemm PI. Linvoseltamab-gept PI. Talquetamab-tgvs PI. Teclistamab-cqyv Pl. Rodriguez-Otero P, et al. Lancet Oncol. 2024;25(5):e205-e216. Bumma N, et al. J Clin Oncol.

2024;42(22):2702-2712.



WHAT ABOUT DLBCL?

Median
Agent Step-up Any CRS Grade 1 Grade 2 Grpde 3 Grade 4 Time to References
9 Dose (mg) (%) (%) (%) (%) (%) Onset
(hours)
13.5
Glofitamab Dose 1 (2.5 56 40~ 12~ 3~ 1~ (rqnge 6— [1—3]
mg) 52)
Glofitamab  2°%¢ 2 r(:g‘; 35 26~ 8~ 1~ 0 14~ [1-3]
Glofitamab  0°%¢ 3 ;3; 29 22~ 6~ 1~ 0 15~ [1-3]
Epcoritama Dose 1 15~ 13~ o~ 0 ~34 (range [4-7]
b  (0.16 mg) 21-74)
Epcoritama Dose 2 (0.8 25~ 29~ 3~ 0 ~36 (range [4-7]
b mg) 24-80)
Epcoritama  Dose 3 (48 40~ 36~ 4~ 0 ~24 (range [4-7]

0"1Tnon 12112
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RECOMMENDED HOSPITALIZATION: WHAT DO THE LABELS SAY?

Elranatamab (MM)
« Hospitalize for 48 h after first step-up dose, 24 h after second step-up dose

Linvoseltamab (MM)
« Hospitalize for 24 h after each dose in step-up

Talquetamab (MM)
* Hospitalize for 48 h after each dose in step-up

Teclistamab (MM)
» Hospitalize for 48 h after each dose in step-up

Elranatamab-bcmm PI. Linvoseltamab-gcpt PI. Teclistamab-cqyv PI. Talquetamab-tgvs PI.

rryiiriapa

1IN 177 RI1? 112011 21W"
SU ND1 NgWR? N2l NKX W17raa

Elrexfio - Patients should be monitored
for signs and symptoms for 48 hours
after administration of each of the 2
step-up doses and instructed to remain
within proximity of a healthcare facility
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? frontiers \ Frontiers in Oncology wusiin 30 July 2025
10.3389/f0nc 2025 1630146

(®) Cneck for updates

A roadmap to implementing
outpatient administration of
bispecific antibodies in
multiple myeloma

OPEN ACCESS

N\(Dla‘Sgherzz.

AOU Policlinico Consorziale di Bari, Italy
Giuseppe Mete

Antonio Perrino Hospital, Italy . .
Bernardo Rossin Alfred L. Garfall’, Rahul Banerjee®, Laurent Frenzel®,

Cyrus Khandanpour**¢, Yi Lin’, Erica Ottoni®, Robert Rifkin®,
Sarah Rockwell*®, Cesar Rodriguez™, Humberto Villefort*

and Elena Zamagni*'*

National Cancer Institute (IRCCS), ltaly
Daniele Derudas,
G. Brotzu Hospital, Italy

Elena Zamagri

Blood Cancer Journal www.nature.comibgj

M) Check for updates

CORRESPONDENCE OPEN
Prophylactic tocilizumab to prevent cytokine release syndrome
(CRS) with teclistamab: A single-center experience

© The Authorls) 2023

Bigod Cancer Journal (2023)13:191 ; https://doi org/
10.1038/541408-023-00963 -y

anti-CD38 mAb refractory. At a median follow-up of 113 days
of-254), the rate of all grade CRS amongst the entire
53 patients was 39.6% (21). CRS occurred in 26.3% (10)

Original Reports | Care Delivery (= iadobiee i
Outpatient Management of Bispecific Related Toxicities: An
Observational Study of Safety Outcomes and

Resource Utilization

Jenna R. Puttkammer, PharmD, AP’ (3; Jason N. Bareta, PharmD, RP' (3); Chelsee J. Jensen, PharmD, RPh, BCPS*(3);

Adrienne N. Nedved, PharmD, MPA, RPh, BCOP' (3); Justine L Wilson-Miller, Pharmb, RPh, BCOP'; Kristin C. Cole, MS%;

Lucy M. Holmes, MSN, APRN, CNP*; Allison R. Kosobud, PA-CY, Prashant Kapoor, MO (3); Morie A. Gertz, MD* (3); David Dingli, MO, PhD*
Wilson |. Gonsalves, MD*(®; Shaji K. Kumar, MD*(®; Suzanne R. Hayman, MD*, Taxiarchis V. Kourelis, MD¥;, Rahma Warsame, MD* (3
Maritz Binder, MD*(®); Joselle Cook, MBBS* (®; ¥i Lin, MD, PhD* (3 and Tyler B. Sandahl, PharmD, RPh, BCOP' (B

DO hips:f/doi org/10.1200/0P-24-00030 original Study
F Y.
Feasibility and Safety of Outpatient Model for
Administration of Bispecific Antibodies:
Proceedings from an International Myeloma
Society 21st Annual Meeting Oral Abstract

Sara A Scotr, Danielle L. Roberts, Vikas A. Gupta, Nisha S. Joseph,
Craig C. Hofmeister, Madhav V. Dhodapkar, Sagar Lonial, Ajay K. Nooka,
Jonathan L. Kaufman

VIEWS

Emerging Strategies for the Prevention of Immune Toxicities
Associated with T cell-Engaging Cancer Therapies 2

Andrew Kowalski, Jill Lykon, Benjamin Diamond, David G. Coffey, Marcella Kaddoura, Francesco Maura,
James E. Hoffman, Dickran Kazandjian, and Ola Landgren
Summary: Immune-related toxicities including cytokine release syndrome (CRS) and immune effactor cell-associated
neuratoxicity syndrome (ICANS) are common side effects of bispecific antibady and chimeric antigen receptor (CAR)
T-cell therapies of i As anti-i y therapy (th wdard of care) is variably effective
in mitigating these toxicities after onset, here we discuss emerging evidence for shifting the strategy from mitigation
to prevention.

pean Journal of

© WILEY
HagHatlogy
| ORIGINAL ARTICLE

European Expert Panel Consensus on Outpatient
Administration of Teclistamab and Talquetamab in Patients
With Multiple Myeloma: Feasibility, Key Considerations,
and Future Directions

Thomas Lund'* @ | Cyrus Khandanpour® | Sébastien Anguille* | Jens Kisro® | Maria Theresa Krauth® | Johan Lund’ |

Inger Nijhof* | Enrique M. Ocio” | Elena Zamagni'® | Matthieu Javelot'' | Claire Albrecht'! | Cristina Entrala Cerezo'? |
Aurore Perrot'*

Impatient for Outpatient: Operationalizing Bispecific
Antibodies for Multiple Myeloma in the Ambulatory Setting
Daniiel J. Olivier, MD, MPA' () and Rahul Banerjee, MD'? @)

DO it idol or/10.1200/0F-24-00921

nin'ova

NN

?IINT NWY INWU'M DN *

by lirLe s

Review Article

(®) Gheck for updates

Moving Towards the Delivery of Outpatient
T-Cell Engaging Therapy for the Management of
Multiple Myeloma

Maya Rcscnbcrg,' Lauren Sv:urpc[[i.1 Gareth J. Morgan, Faith E. Davies

Outpatient dosing of BiTEs&%
Hoapno8 Regy.
ﬁdﬂ’fﬁ%@@““ ﬁ%{ﬁ%&%oﬁ

BT Aty Telpen g imanes
e R
N _

Academic Inpatient (IP)
to Community Outpatient (OP) Setting

of
p5 S o

(PA-037) Real World Accelerated Step-up Dosing
of Teclistamab and Talquetamab in the Outpatient

?‘aﬁﬂ‘l e M
Seting s Feasible and Associated with Low

(PA-014) Outpatient Step-up Dosing of Teclistamab (TEC): An
Implementation Process Shifting from the
IMS 2025, Toronto
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Prophylactic tocilizumab reduces the incidence of cytokine
release syndrome in relapsed/refractory myeloma patients
treated with teclistamab: Implications for outpatient
step-up dosing

Charlotte L. B. M. Korst'? ® | Kaz Groen?® | Patricia W. C. Bosman*? |
Fleur van der Valk® | Christie P. M. Verkleij*? | Sandy Kruyswijk? |
Maaike E. M. de Ruijter? | Dianne M. Heijink*? | Maria T. Kuipers*? |
Sonja Zweegman®? | Niels W. C. J. van de Donk?
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CRS 10.3%
(3/29) == Grade 2 (n=2)
B
n=29
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blood advances

REGULAR ARTICLE

Tocilizumab prophylaxis for patients with multiple myeloma

treated with bjspeciﬁc antibodies 14 OCTOBER 2025 - VOLUME 9, NumBer 19 € blood advances

Andrew Kowalski, Jill Lykon, Benjamin Diamond, David Coffey, Marcella Kaddoura, Francesco Maura, James Hoffman, Abhishek Pandey,
Dickran Kazandjian,” and Ola Landgren*®

All patients Elra-treated Tec-treated Linvo-treated Tal-treated Tec/Tal-treated
(N=119) patients (n = 40) patients (n = 45) patients (n = 10) patients (n = 23) patients (n=1)

the CRS rate was:
12.5%, 8.9%, 0%, 13%,

B Rate of CRS by Drug in Present Study and Trial Comparator

B CRS (%) - Present Study

B CRS (%) - Published 78.4
721

57.7
46

125 69 13 100

0

Linvoseltamab ~ Elranatamab Teclistamab Talquetamab Overall

D Rate of ICANS by Drug in Present Study and Trial Comparator

B ICANS (%) - Present Study
H ICANS (%) - Published

17.4
7.7 6.7 9
34 6 5.9
d | P mm

Linvoseltamab Elranatamab Teclistamab Talquetamab Overall
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ORR to with and without Prophylactic Tocilizumab

B Present Study ORR (%)

AL
B Registrational Trial ORR (%) H

Elranatamab Teclistamab Talquetamab

..... R112 NIDYIN W™ tocilizumab 2*
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tocilizumab SAE after CRS treatment

v Finished thinking

Serious adverse events after tocilizumab treatment for cytokine release syndrome (CRS) most
commonly include serious infections (bacterial, viral, and opportunistic), hepatic events (including
drug-induced liver injury and abnormal liver function tests), bleeding events, cardiac events, and
hematologic abnormalities such as neutropenia and hypofibrinogenemia. The risk of serious infections
is notable but does not appear to be higher than with standard care in randomized trials of COVID-19-
associated CRS; for example, serious infections occurred in 21% of tocilizumab-treated patients versus
25.9% in placebo in a large trial, and overall rates of serious adverse events were similar between
groups.'™ Neutropenia is more frequent with tocilizumab (13.7% grade >3) compared to placebo, but
this does not translate into a higher rate of serious infections./”!

W' Ol

niNn'oa

Hepatic events, including drug-induced liver injury and abnormal liver function tests, are reported but
are generally infrequent and comparable to control groups.'®! Bleeding events and cardiac
complications (such as myocardial infarction and arrhythmias) have been observed, but their incidence
is not higher than with standard care.""?*] Hypofibrinogenemia is a recognized complication,
particularly in the context of CAR T-cell therapy, and is mechanistically linked to IL-6 blockade
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Relapsed/Refractory Disease After 3 Prior Lines of Therapy
Preferred?
» CAR T-cell Therapy:
¢ Ciltacabtagene autoleucel
¢ ldecabtagene vicleucel
After at least four prior therapies, including an anti-CD38 monoclonal antibody, a PI, and an IMiD
» Bispecific Antibodies (BsAb)"
¢ Elranatamab-bcmm — . - }
¢ Linvoseltamab-gcpt " Prophylactic tocilizumab may be considered prior to first dose to reduce the risk of
0 Talquetamab-tgvs
0 Teclistamab-cqyv CRS.
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Meet the experts: Establishing
outpatient administration of
Bispecifics and Immunotherapy

Ajay K. Nooka, MD, MPH
Professor, Department of
Hematology and Medical
Oncology

% | Director, Myeloma Program
Associate Director of Clinical

Yi Lin MD

Professor of Medicine
Enterprise Leader,
Cancer Regenerative
Medicine,
Biotherapeutics, and

Biomanufacturing, Research

Mayo Clinic Winship Cancer Institute
Comprehensive Emory University
Cancer Center Atlanta, GA

PROPHYLACTIC TOCILIZUMAB IN CLINICAL GUIDELINES FOR RRMM

MAYO . i . .
CLINIC . -
Wl Bispecific Antibodies (BsAb) 4 (7.70/0) patlents requ”_ed
hospitalization
*  Forty-ni tient ived 388
BoAD infusions In 2023 Gieta 1 grade 3 CRS with grade 1 ICANS
o + First occurrence of CRS grade 1 (fever only) - 1 grade 2 CRS
» 372/388 (96%) infusions were dosed ' COmEﬁamwnh RPM . .1 de 1 CRS
outpatient on HBO. + Reliable care providegand 24/7 transportation grade
Vs ™ - 1 grade 1 ICANS

+ 332/372 (89%) infusions never

required any admissions. ro———— w1 Me€dian length of stay: 7 days (range:

- Initial CRS treated with DEX Home (DexHome 10t 14-14)
+ Since 8/22/2023, we have updated { 1

management to select patients who Say Cometo

could receive Dexamethasone (Dex) Home HBO

for initial CRS management at home.

Radhika B I, MBBS, ASH 2023, #253
Presenter: Yi Lin, M.D.Ph.D. Mayo Clinic, Rochester, MN adhika Bansa

Scott SA, et al. IMS 2024. Abstr NSO-06. Scott SA, et al. Clin Lymphoma Mveloma Leuk. 2025:April 8:[Epubl.

Clinical Lymphoma, Myeloma and Leukemia, Vol. 25, No. 9, 656-660 © 2025
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Meet the experts: Establishing
RN outpatient administration of
Bispecifics and Immunotherapy

wireen EMORY OUTPATIENT MODEL
Professor of Medicine = Professor, Department of
¥-
4

Enterprise Leader, Hematology and Medical
Cancer Regenerative Oncology

Medicine,
Biotherapeutics, and

Director, Myeloma Program
Associate Director of Clinical

Research
Winship Cancer Institute

Biomanufacturing,
Mayo Clinic
Comprehensive Emory University

EMORY OUTPATIENT MODEL: / Non-ED
Outpati : _ _Home 2*Nrcar & igentification/
utpatient step-up dosing (N = 52 for ORS involvement of
) MAYO cLnic trg;tment stakeholders

Remote Patient Monitoring (RPM)

* A form of telehealth (asynchronous)

* Digital devices to collect and transmit patient data to
healthcare providers

frastructure

*  Wearables, home-monitoring equipment, tablet interface

* Healthcare providers reviews the data and intervene as
needed

* Enhanced access to care, increase patient engagement, O
proactive care management m

2\

DispecCiic ur previous uuse Ul LUulrreric
bispecific

Intentional
patient

Provide
manufacturer

wallet card selection

I Education by

clinical
pharmacist

“Iviedidll dye. 00 yI (1dlye. S0-0L), DL7o I€lldIe, PHUl LY. O (1dIye. £-12).

Scott SA, et al. Clin Lymphoma Myeloma Leuk. 2025;April 8:[Epub].

» Poor performance score
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| oRIGINAL ARTICLE European Journal of Haematology, 2025; 0:1-9

European Expert Panel Consensus on Outpatient
Administration of Teclistamab and Talquetamab in Patients
With Multiple Myeloma: Feasibility, Key Considerations,
and Future Directions

Thomas Lund"? | Cyrus Khandanpour?® | Sébastien Anguille* | Jens Kisro® | Maria Theresa Krauth® | Johan Lund’ |
Inger Nijhof® | Enrique M. Ocio? | Elena Zamagni'® | Matthieu Javelot'! | Claire Albrecht!! | Cristina Entrala Cerezo'? |
Augmre f,em)tu % = eatment initiation Post SUD management

‘ Infrastructure preparation ‘ Actions prior to SUD ‘ AE monitoring

* Experience administering BsAbs in an inpatient setting * Administer mandatory premedications (paracetamol, * Patients/caregivers to monitor patient temperature,
« Access to a hematology department/hematologist antiallergic, dexamethasone?) blood pressure, and oxygen saturation 2-3 times a day
familiar with CRS, ICANS, and infections * Provide patients/caregivers with simple education * Patients/caregivers to contact on-duty
« Access to emergency department and ICU on the signs and symptoms of CRS and ICANS onco-hematologist if experiencing AEs
* Robust protocols put in place to guide HCPs with = Provide patient notices and cards to patients/caregivers
outpatient administration * Provide patients/caregivers with anticipated
« Allrelevant HCPs trained on the new process prescriptions (paracetamol, dexamethasone‘)
« On-duty onco-hematologist ready to be contacted by * Provide patients/caregivers with a prescription for
outpatients receiving BsAbs if needed a thermometer, blood pressure monitor, and

Patient eligibility criteria® No changes to the preferred SUD schedule are likely to be
needed in an outpatient setting « HCPs must follow a predefined infection management
strategy (IMWG and EMN guidelines)*|
* Patients to follow the directions of on-duty
onco-hematologist when needed
+ Patients who develop a fever should take paracetamol
If patient develops signs and symptoms of grade 2 CRS,
the anticipated prescription of dexamethasone can be
taken following telephone instructions from the on-duty
onco-hematologist
* Patients should be prepared to travel to the hospital
No difference in eligibility criteria expected for those within 1 hour if experiencing signs of persistent
receiving teclistamab vs talquetamab grade 2 CRS

« ECOG performance status score 0-2
* No high tumor burden or rapidly progressive disease
« If comorbidities, these must be well controlled;
no active infection
« Presence of a caregiver residing at the same home as
the patient to monitor for AEs

+ Patient lives within 30-60 minutes of the hospital
« Patient/caregiver can be considered “reliable”
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