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Introduction

« Teclistamab and talquetamab are standard-of-care bispecific antibody (BsAb) T-cell
engagers that demonstrate deep and durable responses in clinical trials as
monotherapy and in combination therapy for patients with relapsed/refractory multiple
myeloma (RRMM).1-3
To mitigate the risk of class-wide adverse events (AEs) associated with BsAbs,
particularly cytokine release syndrome (CRS) and immune effector cell-associated
neurotoxicity syndrome (ICANS), treatment is initiated using a step-up dosing (SUD)
schedule that has traditionally been administered in the inpatient (IP) setting.**

In 2026, the Food and Drug Administration removed the recommendation for
hospitalization after the first treatment dose of teclistamab, providing flexibility for
administration in outpatient (OP) settings.*

Growing evidence supports that OP SUD can be administered safely and is an effective
approach that may reduce healthcare resource utilization and improve patient access,
particularly in community practices which may have limited resources for IP SUD.®
However, the absence of standardized guidance remains a barrier to broader
implementation of OP SUD.

Aim

+  To establish expert consensus supporting the safe administration of OP SUD for
teclistamab or talquetamab and translate these recommendations into a practical,
provider-facing implementation guide.

Methods
Study design and study population

An

A three-round modified Delphi (mDelphi) study (Figure 1) was initiated in
January 2026 with a panel of hematologist-oncologists and/or pharmacists
leading BsAbs programs and caring for patients with RRMM in the United
States (US) who:

— Had 26 months of experience managing multiple myeloma (MM).

— Had treated or managed 25 adult patients with RRMM requiring teclistamab
or talquetamab SUD within the prior year.

alysis
Panelists’ level of agreement with the consensus statements was rated on a 5-
point Likert scale from 1 (strongly disagree) to 5 (strongly agree).

Consensus was defined as 280% concordance in responses, achieved when
280% of panelists selected either 4 (agree) or 5 (strongly agree), or when
280% selected 1 (strongly disagree) or 2 (disagree).

Consensus statements presented here reflect findings of Rounds 1 and 2 of
the mDelphi panel. The third round of mDelphi panel is ongoing.

To facilitate the adoption of OP SUD in real-world clinical practice, consensus
statements will be synthesized into a healthcare provider-facing
implementation guide that will be supplemented with existing literature, expert
opinion and external treatment protocols, where appropriate.

Figure 1: mDelphi study design
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Results Figure 4a: Roles and responsibilities for SUD administration and AE
« Fifteen US providers (7 hematologist-oncologists; 8 pharmacists) leading their respective monitoring

BsAbs programs in academic (n=3) and community (n=12) settings comprised the panel.

— 9 panelists had prior teclistamab or talquetamab OP SUD experience

— 6 panelists provided insights on perceived barriers to operationalizing OP SUD

Patient eligibility criteria, AE monitoring and management workflows, and patient and
caregiver education are presented in Figures 2-6.

Figure 4c: AE management pathway and escalation to IP admission
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Figure 2: Patient eligibility decision tree for OP SUD Provider action

QTocilizumab (8 mg/kg IV, max.
800 mg)

QSupportive care per provider
discretion (e.g., transfusions,

supplemental oxygen, IV fluids) supplemental oxygen, 1V fluids)

Symptoms resolved Symptoms resolved Symptoms resolved

[ Yes ] __No ] Yes [___No ] Yes

QOP SUD QOCall provider | OOP SUD may QEscalate to IP | | QRemain IP for Di‘;‘&.i}éﬁ until
may continue QMay neeq lin- continue after admission remainder of ODiscontinue if

person visit symptom Sub not

resolution manageable,

recurrent, or

lasts 248 hou9

QTocilizumab (8 mg/kg IV, max.
800 mg)

QSupportive care per provider
discretion (e.g., transfusions,

Start: Patient Being Evaluated for OP SUD ] Social

worker or
financial
coordinator

Does the patient have any of these?

CRS Management

QGrade 23 infection or OActively symptomatic
untreated active infection congestive heart failure
UECOG performance status 23 WAE risk not controllable with
QModerate to severe prophylaxis (e.g., tocilizumab,
neurologic/cognitive steroids), per clinician
impairment limiting symptom judgment
reporting or ICANS ONo eligible caregiver available
assessment during OP SUD period (see
Figure 5)

.? -:#:— AE monitoring during clinic hours

v'Healthcare provider/APP
o Are any of these additional risk factors present?

Unstable or Factors Other risk
uncontrolled indicatigg factors: i exclude the patient from
comorbidities: severe disease: OP SUD.
QOCardiovascular, QHigh tumor Ddoexggsgence A
pulmonary, or burden - r
autoimmune disease | QExtramedullary Q M”.d or severe
ORenal impairment disease frailty
QBone marrow QHistory of ORecent
dysfunction or Grade 23 CRS stabilized
neutropenia or ICANS with fracture
QConcomitant prior CAR-T DOAge 280
L malignancy therapy )

Develop and
adjust the
treatment plan,
provide
education, and
review
medications with
patient

Assist with
psychological
support, lodging,
transportation,
and financial
assistance

IP SUD preferred, or wait
until symptom resolution
Use when immediate
clinical risk makes OP
SUD unsuitable.

Administer or
oversee SUD
administration

Administer
step-up doses

Flexible treatment day

~____________
Grade 1: ICE score 7-9

) AE monitoring during non-clinic hours Grade 23: ICE score 0-2

Patient action

QGo directly to designated ER

Provider action

QLevetiracetam 500 mg PO/IV BID

QSupportive care per provider
discretion (e.g., transfusions,

Patient action
QCall provider
Provider action
QCheck-in again

¥ On-call physician
") v On-call healthcare provider/APP

Provider determines
whether these factors

QGo directly to designated ER

Responsibilities

QOEducate patients on AE monitoring
(may be done by pharmacist or nurse
navigator)

QProvide pre-medications

QO Administer prophylaxis

\_ QEscalate to physician or IP admission

1. Vanderbilt University Medical Center, Nashville, TN, USA. 2. Atrium Health Levine Cancer Institute, Charlotte, NC, USA. 3. Sarah Cannon Responsibilities
Research Institute, Nashville, TN, USA. 4. American Oncology Network, Hot Springs, AR, USA. 5. Florida Cancer Specialists, Gainesville, FL,
USA. 6. Moffitt Cancer Center, Pembroke Pines, FL, USA. 7. Analysis Group, Inc., Toronto, ON, Canada. 8. Analysis Group, Inc., Montréal, QC,
Canada. 9. Analysis Group, Inc., Washington, DC, USA. 10. Johnson & Johnson, Horsham, PA, USA. 11. OneOncology, Nashville, TN, USA. *MD
was affiliated with Johnson & Johnson during the conduct of this study. **LR was affiliated with OneOncology during the conduct of this
study.

QLevetiracetam 500 mg PO/IV BID

Q Supportive care per provider
discretion (e.g., transfusions,
supplemental oxygen, IV fluids) supplemental oxygen, IV fluids)

Symptoms resoived
Yes [ No [ Yes [ _No | Yes [ No ]
QOP SUD may QEscalate to IP | QRemain IP for QHold SUD until - | QRemain IP for QHold SUD until
continue with admission remainder of resolution remainder of resolution

Figure 4b: AE monitoring and risk mitigation
dose SuD QDiscontinue if SuD QDiscontinue if
monitoring if recurrent Grade recurrent Grade

0 Educate patients on AE monitoring rosolved 3 ICANS or 23 ICANS or

Manual symptom monitoring Remote symptom monitoring Y, not manageable not manageable)

QCRS: assess for fever, low BP, low oxygen with Educate patients on the use of - —_— \
home monitoring kitt each wearable device per its ) : o Other triggers for IP admission

QICANS: assess neurologic symptoms (e.g., device-specific instructions « Major social destabilization (e.g., housing loss, death of a caregiver)

confusion/disorientation, shaky handwriting,

QOWearable device to record \_ * Grade 23 infection (or infection requiring IV antibiotics)
difficulty waking the patient) temperature, heart rate, and Figure 5: caregiver eligibility for OP SUD
OAssess for infection, and oral toxicity symptoms -

oxygen saturation; BP T FPRTRTT] f

QCaregiver-led vital sign checks every 4-8 hours (manually obtained) v Caregi ligibilit . carfgbllver Ehgtlb'my Sqret.emng i "
1CRS rome monitoring it OPractice-level electronic o Caregiver eligibility requires reliable support, communication, continuous presence, symptom
QThermometer

remote patient monitoring monitoring, and appointment participation throughout OP SUD
QBP cuff

platform to receive e
QPulse oximeter

physiologic data
QOAutomatic notification/alert QONo cognitive impairment impacting patient support
to on-call physician for abilities
abnormal vital signs or QNo physical limitations impairing emergency
response or patient transport

reported symptoms )
QAbility to reliably communicate with the patient and

eProvide pre-medications* e Administer prophylaxis** providers

*1-3 hours before each SUD **Administration and dosing per institutional
QODexamethasone (16 mg guidelines and patient attributes
PO/IV or per institutional QTocilizumab (8 mg/kg 1V, max. 800 mg)
guidelines) QAcyclovir (400-800 mg PO BID) or valacyclovir

QDiphenhydramine (50 mg (500 mg PO BID), with

024/7 phone support
QEscalate to physician or IP
admission

OP-SUD appropriate

Proceed when eligibility
and OP monitoring
requirements are met.

ICANS Management

Key Takeaway

This expert consensus-driven mDelphi study informs practical
recommendations to support safe outpatient step-up dosing
of teclistamab or talquetamab. [

Figure 3: Access to care decision tree for OP SUD
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Figure 6: Patient and caregiver education for OP SUD
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across diverse clinical settings.

Accordingly, the implementation guide is expected to improve
the ability of US healthcare providers to operationalize
outpatient step-up dosing, optimize healthcare resource
utilization, and expand patient access to teclistamab or
talquetamab.
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Post-treatment medications

ODexamethasone and acetaminophen
Qlnstruct patient to take these medications for
Grade 1 CRS (see Figure 4c)

ER guidance

QWhich ER: designated CRS/ICANS-capable site
where possible (see Figure 3)

QWhen to go: see Figure 4c

QWhat to bring: wallet care card or patient bracelet

QOWhat to inform ER providers: on bispecific therapy
and last dose date; at risk for CRS/ICANS; ask ER
staff to contact the administering site

Whom and when to call

QOWho: administering site contact information during
and after hours

OWhen: any grade CRS or ICANS (see Figure 4c)

Wallet care card or patient bracelet

QCurrent therapy and dosing

QOAEs to monitor: CRS, ICANS, infection

QProviders: administering site 24/7 contact
number and on-call provider 24/7 contact
number

Abbreviations

AE: adverse event; APP: advanced practice provider; BID: twice per day; BP: blood pressure; BsAb: bispecific antibody; CAR-T: chimeric antigen
receptor T-cell; CRS: cytokine release syndrome; DS: double strength; ECOG: Eastern Cooperative Oncology Group; EMR: electronic medical
record; ER: emergency room; ICANS: immune effector cell-associated neurotoxicity syndrome; ICE: immune effector cell-associated
encephalopathy; IgG: immunoglobulin G; IP: inpatient; IV: intravenous; MM: multiple myeloma; OP: outpatient; PO: taken orally; RRMM:

y multiple myels ; SUD: step-up dosing.
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