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Bispecific antibodies (BsAbs) are emerging as an important novel class of immunotherapeutic agents for the treatment of multiple
myeloma (MM), and are set to be more widely used in clinical practice. However, this new class of therapies is associated with a
distinct adverse event (AE) profile that includes cytokine release syndrome and immune effector cell-associated neurotoxicity
syndrome, as well as AEs leading to increased infection risk such as cytopenias and hypogammaglobulinemia, and infections
themselves. As preliminary data with this class of agents shows an increased risk of infections as compared with conventional MM
treatment regimens, such as immunomodulatory drugs, proteasome inhibitors, and anti-CD38 monoclonal antibodies (mAbs),
guidance on infection monitoring, prophylaxis and treatment is required. This review provides consensus recommendations from a
panel of 13 global experts, following a meeting in August 2022. The meeting objective was to review existing literature and identify
relevant information on infections with all BsAbs in patients with MM, as well as to discuss clinical experience of experts in
managing these infections. The recommendations outlined here can be used to guide management of infection risk factors, such as
hypogammaglobulinemia and neutropenia. In addition, they can be used to guide the monitoring, prophylaxis, and treatment of
bacterial, viral and fungal infections, including emerging infections of interest, such as coronavirus 2019 (COVID-19), and the use of
vaccinations prior to and during BsAb treatment. The recommendations have been graded by the panel based on level of data
available. Key recommendations include universal herpes simplex and varicella zoster virus prophylaxis, screening for hepatitis B
virus reactivation risk in all patients, monthly intravenous immunoglobulin treatment for immunoparesis and in the absence of life-
threatening infectious manifestations, use of colony-stimulating factors in patients with Grade 3 neutropenia, universal
pneumocystis jirovecii pneumonia prophylaxis and no routine anti-fungal prophylaxis.

Blood Cancer Journal (2023)13:116; https://doi.org/10.1038/s41408-023-00879-7

INTRODUCTION
Bispecific antibodies (BsAbs) are an emerging novel class of
immunotherapeutic agents for the treatment of multiple myeloma

therapies. A number of BsAbs are currently being evaluated in
various MM settings (Table 1). Teclistamab and elranatamab are
the BsAbs targeting BCMA which are the furthest in development.

(MM) [1]. BsAbs act by binding to two targets, one on tumor cells
and one on effector T cells, allowing the formation of an
immunological synapse, resulting in T cell activation and thereby
tumor cell lysis [2-4]. Current BsAbs under investigation target a
variety of MM-specific antigens, including B cell maturation
antigen (BCMA), a target for which agents with different

Teclistamab has received accelerated approval from the European
Medicines Agency (EMA) for the treatment of adult patients who
have received =3 prior therapies including an immunomodulatory
agent, a proteasome inhibitor (PI), and an anti-CD38 antibody [5],
and has received accelerated approval by the U.S. Food and Drug
Administration (FDA) for the treatment of adult patients with

relapsed/refractory MM (RRMM), who have received =4 prior
therapy lines [6]. Elranatamab has received priority review and

mechanisms of action are available, such as antibody-drug
conjugates (ADC) and chimeric antigen receptor (CAR) T-cell
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breakthrough therapy designation by the FDA and EMA for RRMM
[7, 8]. Talquetamab, a G protein-coupled receptor family C group 5
member D- (GPRC5D) directed BsAb, and cevostamab, a Fc
receptor-like protein 5 (FcRH5) directed BsAb are also being
developed for RRMM [9, 10].

Patients with MM that become refractory to the three major MM
treatment classes: immunomodulatory drugs (IMiDs), Pls, and anti-
CD38 monoclonal antibodies (mAbs), are referred to as ‘triple-class
refractory’ [11]. The prognosis of triple-class refractory MM
patients is poor [12], and treatment options for these patients
are limited. With currently available treatments, patients have a
median overall survival of 12.4 months (95% confidence interval
[Cl], 10.3-NE) [13].

Novel immune therapies are now becoming available for RRMM,
including CAR T-cell therapies idecabtagene vicleucel (ide-cel) and
ciltacabtagene autoleucel (cilta-cel), as well as BsAbs [14, 15]. The
toxicities associated with BCMA-targeted CAR T-cell therapies and
BCMA-targeted BsAbs are similar, due to the similarities in their
immune mechanisms of action, although frequencies and severity
may vary between both modalities [16, 17].

An increased infection risk has been observed with BsAbs, as
compared with conventional MM treatment regimens [18, 19]. The
spectrum of toxicity associated with BsAbs includes adverse
events (AEs), such as cytokine release syndrome (CRS) [20],
immune effector cell-associated neurotoxicity syndrome [21], and
peripheral neuropathy [22], as well as AEs which contribute to
increased infection risk, such as cytopenias and hypogammaglo-
bulinemia (HGG), and infection AEs themselves [23, 24]. In
addition, a propensity for opportunistic infections associated with
defects in T cell and/or B cell immunity has been observed in
clinical trials with BsAbs for MM [25], which can lead to increased
risk of serious conditions such as pneumocystis jirovecii pneumonia
(PJP), and reactivation of cytomegalovirus (CMV) and hepatitis B
virus (HBV) [26-28]. With BCMA-targeting BsAbs, infection rates
range between 33% and 76%, indicating an increased infection
risk through BCMA signaling effects [22, 24].

In addition, MM, a disease of the immune system, is frequently
associated with significant immune impairment and dysfunction
of the adaptive immune response, due to malfunction of the
immune regulation of plasma cells [29]. This results in an increased
risk of infections in this population [30].

Currently, there are general guidelines and recommendations
available for the management and prophylaxis of infections in
patients with MM, as well as CAR T-cell guidelines for infection
management [16, 17, 31]. As BsAbs become a treatment option for
MM, guidance on the diagnosis of infections, monitoring,
prophylaxis, and treatment is needed.

This review summarizes the discussions of a panel of global
experts and provides consensus recommendations based on
available clinical evidence and clinical experience, which inform
on infection risk, prophylaxis, and management of patients
receiving BsAb monotherapy or combination therapy.

METHODOLOGY

A panel of 13 experts from Europe and North America developed
the recommendations herein; this panel comprised 12 MM experts
and one infectious disease expert.

A systematic literature review was performed in PubMed and
across all abstracts from relevant congresses, ASCO, EHA, and ASH,
from 1st January 2019 until 19th July 2022, to identify relevant
information on infections with all BsAbs in patients with MM,
using the search terms of “multiple myeloma”, “infection”, and
“bispecific antibodies”. Specific terms can be found in Table 2.
Primary articles that were published in English were assessed for
relevancy, to ensure inclusion of all papers and abstracts with
clinical data with BsAbs. For clinical trials with multiple data
cutoffs, the most recent data were used. Following the literature

SPRINGER NATURE

Table 2. Search terms for systematic literature review conducted 1st
January 2019 until 19th July 2022.

General BsAb search Infection search terms*

search terms*

terms*

* Multiple * Teclistamab * Pneumocystis pneumonia
myeloma + Elranatamab * Pneumocystis jirovecii

* Infection » REGN5458 * Respiratory infection

* Bispecific + Pavurutamab * Progressive multifocal
antibodies - ABBV-383 leukoencephalopathy

+ Pacanalotamab
+ Alnuctamab

» Cytomegalovirus
* Hepatitis

- WVT078 « Viral reactivation
* Talquetamab * Bacterial infection
* RG6234 * Fungal infection

+ Cevostamab « COVID-19

« ISB 1342

“Search terms included derivatives of these terms and variations in the
nomenclature of therapeutic agents.

review, updated trial data have been added where relevant and
reviewed by the panel.

Seven experts convened at the International Myeloma Work-
shop in Los Angeles, CA on 24th August 2022 to review the
literature results. In addition, a survey was constructed prior to the
workshop for discussion at the meeting to gain insight and
ascertain the level of agreement regarding the panel’s recom-
mendations for the treatment and management of these patients.
The survey was sent out in advance of the meeting and completed
by three additional experts who were unable to attend in person.

Consensus recommendations were reached through live and
offline discussions. The panel used grading criteria post-meeting
to assess the level of recommendations:

® Level I: empirical; however, requires significantly more data to
support it

® level lIA and IIB: empirical, with slightly more data available to
support the recommendation

® Level lIC: based on routine practice, with sufficient supporting
evidence

® |evel lll: considered to be obligatory practice, with strong
available evidence.

All 13 authors contributed in full to discussions following the
meeting and survey, in order to develop the recommendations in
this report. Each author provided their recommendations on a
Scale of 1-5 (corresponding with Levels I-lll, respectively, as
detailed above), and the average scores were calculated and
rounded to the nearest integer.

LITERATURE SEARCH RESULTS OVERVIEW

Infection data across clinical trials in MM patients with BsAb
As many BsAbs are still in the early stages of development,
currently available infection data are limited. Clinical trials with
teclistamab and elranatamab included large sample sizes, with
165 patients in the teclistamab MajesTEC-1 study and 123 patients
in Cohort A (no prior BCMA-directed treatment) of the elranata-
mab MagnetisMM-3 study (Table 3) [24, 32].

In the Phase /Il teclistamab MajesTEC-1 study, 76.4% of patients
experienced any grade infection AEs, 44.8% experienced Grade 3/4
infection-related AEs. Median follow-up was 14.1 months (0.3-24.4)
and median duration of treatment (DoT) was 8.5 months (0.2-24.4).
The most common infection AEs in the MajesTEC-1 trial were
pneumonia and COVID-19, experienced by 18.2% and 17.6% of
patients, respectively. Two patients discontinued treatment due to
infection AEs of Grade 3 adenoviral pneumonia and Grade 4

Blood Cancer Journal (2023)13:116
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progressive multifocal leukoencephalopathy. Of those who experi-
enced infection AEs, 16 patients (9.7%) died, due to COVID-19 (12
patients), pneumonia (one patient), pseudomonal pneumonia (one
patient), streptococcal pneumonia (one patient) and progressive
multifocal leukoencephalopathy (one patient) [24].

In the Phase Il elranatamab MagnetisMM-3 study, among 123
patients without history of prior BCMA-directed therapy, 66.7%
experienced any-grade infection AEs [32], 35.0% Grade 3/4. The
median follow-up was 104 months, and median DoT was
5.6 months (0.03-19.8) [32]. The most common infection AEs
were COVID-19-related AEs and upper respiratory tract infection,
occurring in 25.2% and 17.9% of patients, respectively. Eight
patients discontinued treatment due to infection-related AEs,
most commonly septic shock (n =2) and sepsis (n=2). PJP was
reported in 6 (4.9%) patients (5 [4.1%] Grade 3/4), CMV
reactivation in 6 (4.9%) patients (2 [1.6%)] Grade 3/4), and CMV
infection in 4 (3.3%) patients (no Grade 3/4). One patient died due
to pseudomonal pneumonia considered related to elranatamab
by investigator; Grade 5 infection AEs unrelated to elranatamab
occurred in five patients (4.1%), including two cases of COVID-19
pneumonia [32].

In the MonumenTAL-1 study with talquetamab, rates of Grade 3/4
infections were observed to be lower than the rates reported with
elranatamab or teclistamab: 57.3% of patients receiving the 0.4 mg/kg
dose experienced any grade infections, 16.8% Grade 3/4. Of the
patients receiving the 0.8 mg/kg dose, 50.3% experienced any grade
infections, 11.7% Grade 3/4 [33].

In clinical trials with other BsAbs, infection AE incidence varied
between 32.0% and 52.9%, with 6.7% to 30.0% >Grade 3 events
(Table 3) [34-37]. These trials are limited, due to the small sample
sizes, inclusion of different dose cohorts, and short follow-up
duration, and thus should be followed for more mature data.

Incidence of infection with combination of teclistamab or
talquetamab with daratumumab in the small Phase I/l TRIMM-2
study was consistent with monotherapy data [38, 39]. 53.4% of
patients experienced any grade infection and 17.2% experienced
Grade 3/4 infections with talquetamab combination, 67.7% and
27.7% experienced any grade and Grade 3/4 infections, respec-
tively, with teclistamab combination [38, 39]. However, in the
MajesTEC-2 trial, in which teclistamab was administered in
combination with daratumumab and lenalidomide, 90.6% and
37.5% of patients experienced any grade and Grade 3/4 infections,
respectively [40].

CONSENSUS RECOMMENDATIONS

It was recognized by the expert panel members that the data for
each individual BsAb monotherapy and combination therapy are
not mature enough to draw from for each recommendation at this
stage, as many BsAbs are currently in early development, and data
have not yet been published.

The experts were unanimous in their decision to base
recommendations for all BsAb monotherapies and combinations
largely on data from the teclistamab Phase I/Il MajestTEC-1 study
and the elranatamab Phase Il MagnetisMM-3 study, with some
focus on the smaller clinical trials with other BsAbs, as well as
drawing from their own clinical experience. This was due to these
trials having the largest patient populations receiving BsAbs at the
Phase Il recommended dose. It should be noted that of the smaller
BsAb studies, different doses were evaluated in subgroups, and
therefore the reported incidence of infections is based on
differently dosed patient groups.

The expert panel members recognize that BsAbs with targets
other than BCMA, such as GPRC5D and Fc receptor-homolog 5
(FCRH5), may have variable infection rates and risks, depending
on doses, dose intervals, and patient characteristics, and future
recommendations may need to take into account these
variables. It should be considered that the current data from
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BsAb clinical trials were conducted in a heavily pre-treated
patient population, so are likely to have an increased risk of
infections. Table 4 provides a summary of the key recommenda-
tions in this document.

Risk factors for infection
Risk factors overview. Noting that all MM patients receiving BsAbs
warrant a high degree of vigilance for infection risk and
occurrence, the panel categorized risk factors, from the BsAb
literature reviewed, by patient-, disease-, and treatment-related
factors (Fig. 1).

Some of the risk factors warrant consideration for specific
prophylactic approaches prior to initiation of BsAb treatment,
based on data from other therapeutic classes.

Hypogammaglobulinemia (HGG)

Background: MM patients commonly experience secondary
immune deficiencies such as HGG [23], a disorder defined by
low serum IgG levels [41]. HGG increases infection risk with
encapsulated bacteria, and is associated with decreased overall
survival [23]. It has been observed that treatment with BsAbs can
lead to prolonged HGG, which in turn is associated with increased
infection risk [18].

Recommendations for the management of hypogammaglobuli-
nemia:
Monitoring

As hypogammaglobulinemia is frequent in this patient popula-
tion, particular attention to immunoglobulin (Ig) levels is
recommended (level IIC). IgG and IgM serology tests for the
diagnosis of past viral infections may be used routinely, but
interpreted with caution in this population, as patients have often
received intravenous immunoglobin (IVIG) treatment, which may
impact the results (level IIC). Patients may also have a false
negative result in response to IgG and IgM serology tests, due to
failure to mount antibody responses to pathogens. A false
negative IgG test can make it harder to reliably understand
important past exposures in the population, such as CMV.
Therefore it is important to test serological status at baseline.
However, caution should be taken with baseline serology tests if a
patient is negative for IgG CMV.

Treatment
The expert panel discussed Ig replacement therapy for the
following patients:

® Patients whose IgG levels <400 mg/dI (level 1IC)

® Patients who have experienced >2 severe recurrent infections
by encapsulated bacteria, regardless of I1gG level (level IIC)

® Patients with a life-threatening infection (level IlI)

® Patients with documented bacterial infection with no or
insufficient response to antibiotic therapy (level 1IC)

The panel recommend monthly IVIG treatment for the duration of
immunoparesis, and in the absence of life-threatening infectious
manifestations, until Ig levels are =400 mg/dl (level IIQ). Ig levels
should be monitored monthly during Ig treatment (level IIC). It is
important to note that serum levels alone are not adequate to
inform on an individual’s capacity to mount an antibody response
against various pathogens, and it is more important to monitor the
frequency of infections (level IIC). We recommend maintaining BsAb
dosing during Ig treatment (level 1IC).

Literature summary: Data are very limited regarding the
incidence of treatment-emergent HGG with BsAbs. In the
MajesTEC-1 trial, 123 (74.5%) of patients in the safety population
(N =165) experienced treatment-emergent HGG, as determined
by AE reporting, laboratory results (IgG <500 mg/dl), or both. Of
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INFECTIOUS
HISTORY

G TREATMENT-RELATED FACTORS

Fig. 1

VZV, CMV and HBV

Risk factors for infection in patients with MM receiving BsAbs. BsAb bispecific antibody, CAR-T chimeric antigen receptor T-cell, CMV

cytomegalovirus, HBV hepatitis B virus, IMiD immunomodulatory drug, MM multiple myeloma, PI proteasome inhibitors, PS propensity score,

VZV varicella zoster virus.

these patients, more than half (n=65) received IVIG at the
physician’s discretion [24]. In the MagnetisMM-3 study, among
patients with available laboratory results, 76 patients (75.2%) had
IgG levels <400 mg/dl. 50 patients (40.7%) received IVIG during
the study [32]. With talquetamab in the MonumenTAL-1 trial, HGG
occurred in 87% of patients who had received treatment with
0.4 mg/kg, and in 71% who had received 0.8 mg/kg [9]. In a Phase
I, first-in-human study with ABBV-383, 14% of patients in the trial
(N=124) reported treatment-emergent HGG AEs, while 23%
required immunoglobulin administration [20].

Neutropenia

Background: MM patients are at risk of developing neutropenia,
which can result in increased risk of serious infections and febrile
neutropenia [42, 43]. Neutropenia-related infections may be poten-
tially life-threatening, resulting in treatment delays or dose modifica-
tion, which in turn can reduce treatment efficacy [42]. Neutropenia
can be treated by using recombinant granulocyte colony stimulating
factor (G-CSF) [43]. Appropriate use of G-CSF prophylaxis is important
to reduce the risk of infection in MM patients [43].

Recommendations for the management of neutropenia: We
recommend use of colony-stimulating factors in patients with
documented Grade =3 neutropenia (level lll). If neutropenia is
prolonged or chronic despite G-CSF treatment, anti-bacterial or
anti-fungal prophylaxis should be considered (level IIC) (see
section below for general recommendations on anti-bacterial
prophylaxis). G-CSF use should be avoided during periods when a
patient is at risk of CRS [44], due to the overlapping symptomol-
ogy of febrile neutropenia and CRS, and the release of cytokines
with G-CSF treatment (level 1IB) [44]. In line with the FDA
prescribing information for teclistamab, it is recommended to
withhold BsAb dosing in neutropenia cases where absolute
neutrophil count <0.5 x10%/L or in febrile neutropenia cases
[45], until neutrophil count has returned to normal levels.

Literature summary: Incidence of neutropenia has been recorded
across a number of clinical trials with BsAbs in MM patients [46]. In the
Phase | MagnetisMM-1 study with elranatamab, 74.5% experienced
any grade, and 71.0% experienced Grade 3/4 neutropenia [47, 48]. In

Blood Cancer Journal (2023)13:116

the Phase Il MagnetisMM-3 study, 48.0% experienced Grade 3/4
neutropenia [32]. With teclistamab, 64.2% experienced Grade 3/4
neutropenia in Phase I/l MajesTEC-1 study. In this study, one patient
had a BsAb dose reduction due to recurrent neutropenia, and 91
(55.1% patients) received treatment with G-CSF [24]. In the Phase |
study with ABBV-383, 34% experienced any grade, and 26%
experienced Grade 3 neutropenia [20, 49].

Monitoring for suspected infections

Recommendations for the identification of suspected infections.
Laboratory tests, metabolic panels, and imaging should remain as
standard clinical practice, and should be carried out based on
symptoms and clinical presentation, in order to identify the
infection. Specific recommendations from the panel for viral,
bacterial, and fungal infections are provided in the following
sections of the manuscript and can be found in Table 4.

Viral infections

Background. RRMM patients are at high risk of life-threatening
reactivation of viral infections, such as herpes simplex virus (HSV),
varicella zoster virus (VZV), and HBV [17, 50], and acquisition of
new viral infections such as influenza or severe acute respiratory
syndrome coronavirus 2 (SARS-CoV-2), which can lead to severe
complications and death [17, 51].

RRMM patients may have increased risk of CMV reactivation,
which is associated with increased morbidity and mortality, and
can result in severe end-organ disease [52, 53]. The incidence of
CMV reactivation in MM patients receiving BsAbs is uncertain, due
to limited clinical trial experience to-date [52, 53].

MM patients with SARS-CoV-2 infection have an increased risk
of severe outcomes [31, 54-56]. Risk is likely increased with BsAb
treatment, due to depletion of functional plasma cells [57]. While
the relationship between BsAb treatment and rate of severe
disease due to SARS-CoV-2 infection is unknown, it has been
observed that patients receiving myeloma treatment, including
BsAbs, are less likely to develop antibodies in response to SARS-
CoV-2 vaccination [58]. Use of a booster dose can significantly
improve antibody levels in MM patients; however, patients
treated with anti-BCMA agents are less likely to achieve
neutralizing antibody levels above the positivity threshold [56].
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Recommendations for prophylaxis and management of viral
infections

Monitoring:  Monitoring should be carried out based on symp-
toms and clinical presentation. The use of PCR-based viral panels
is recommended to diagnose active viral infections and reactiva-
tions (level IIC).

Prophylaxis:  Acyclovir or valacyclovir are recommended as anti-
viral prophylaxis against HSV and VZV in all RRMM patients (level
). Prophylaxis should be maintained whilst the patient is still
receiving treatment for MM, and thereafter at the discretion of the
individual physician. Monitoring while using these prophylactic
treatments is not recommended by the expert panel (level IIB).

Treatment of emergent viral infections: Recommendations on
anti-viral treatment type and duration are dependent on the
infectious agent. Prior to anti-viral treatments, documentation of
the viral infection through clinical manifestations, physical examina-
tions, and anti-microbial tests is recommended (level IIC). In line with
the FDA Prescribing Information (PI) for teclistamab, we recommend
temporary discontinuation of BsAbs during anti-viral treatment until
clinical resolution of infection symptoms or until the viral load is not
clinically significant (level IIC) [45].

Cytomegalovirus (CMV): We recommend collection of baseline
CMV history and IgG and IgM status prior to BsAb treatment,
independent of suspected infection (level IIC). If CMV infection risk
is suspected, baseline quantification and monitoring of CMV DNA
copies are recommended (level IIC).

We recommend treating CMV reactivation with oral valganci-
clovir (level IIC) or alternatively with intravenous ganciclovir or
foscarnet, as per standard guidelines for CMV reactivation (level
IIC) [17]. Valganciclovir may be used to treat patients with
preserved bone marrow function (level IIC). One expert also
considers letermovir an option for prophylaxis based on evidence
from patients receiving allogeneic transplant [59].

Epstein-Barr virus (EBV): Monitoring EBV DNA copies is not
routinely recommended but should be considered. In cases of
persistent fever and fatigue, monitoring EBV DNA copies may be
considered for the possibility of EBV reactivation (level IIC) [60].
Treatment options for EBV include rituximab, which has also
shown promise as prophylaxis against EBV reactivation in post-
allogenic hematopoietic stem cell transplantation (HSCT) [61].

Varicella zoster virus: The panel recommends anti-viral prophy-
laxis (treatments described in the earlier viral prophylaxis section)
(level 1ll). It is recommended the VZV reactivation is treated with
valacyclovir or IV acyclovir (level lll), as per standard treatment
guidelines; [17] however, different agents may be used if following
local guidelines (level Ill). We recommend that RRMM patients are
vaccinated against VZV (level IIC); there are currently no clear data
on stopping anti-viral prophylaxis following vaccination.

Hepatitis B virus: We recommend HBV screening for core
antibodies (level Ill) and surface antigens (level Ill) prior to starting
treatment in MM patients. For patients who are core antibody
positive, we recommend either administering prophylaxis, or
monitoring for HBV DNA copies (level lll), with pre-emptive anti-
viral treatment for those with positive DNA tests/viremia (level Ill).
Patients who are surface antigen positive and/or have positive
HBV DNA should receive anti-viral therapy and be treated with
entecavir, tenofovir, or lamivudine under the control of specialists,
as per standard treatment guidelines [17].

We recommend maintaining BsAb dosing during prophylactic
anti-hepatitis treatment (level Ill); however, as per the FDA PI for
teclistamab, teclistamab should be discontinued if a patient
experiences reactivation [45].

SPRINGER NATURE

Influenza virus: Direct influenza testing of nasopharyngeal or
respiratory secretions by PCR is recommended for suspected
influenza (level Ill). If influenza is confirmed, treatment with
oseltamivir or baloxivir is recommended, as per standard
treatment guidelines (level IIC) [17].

Influenza vaccination of patients receiving BsAbs and close
contacts (e.g., household members and caregivers) is recom-
mended (level Ill). Use of a two-dose series, at least one month
apart, of high-dose influenza vaccine may increase likelihood of
seroprotection (level IIC) [62].

SARS-COV-2: It is recognized that COVID-19 monitoring require-
ments may vary between centers. We, therefore, recommend
following center protocols for monitoring. If COVID-19 is
suspected, a PCR test on nasal, nasopharyngeal, or respiratory
secretions is recommended to confirm diagnosis (level lII).

For COVID-19 vaccination, we recommend following Centers for
Disease Control and Prevention (CDC) or local health authority
guidelines [63].

As per routine clinical practice, we recommend treatment
with the available therapies of all COVID-19-positive patients
based on symptoms and physician assessment, considering the
patient’s concurrent medications, and being aware of drug-
drug interactions. For prophylaxis, we recommend treatment
with monoclonal antibodies with proven efficacy against the
prevalent variant, if available. We recommended that BsAb
treatment is temporarily discontinued in patients with COVID-
19 (level Ill) until clinical resolution, together with RT-PCR
clearance testing. If the patient is asymptomatic, a high cycle
threshold (Ct) may be used to measure resolution. It should be
noted that PCR testing can remain positive for a long time
period, in these cases rapid antigen testing can also be used to
confirm resolution. If the patient continues to have positive
COVID-19 testing, consider consultation with an infectious
disease specialist.

Literature summary. Viral infections and reactivations have been
reported across a number of clinical trials with BsAbs in MM
patients (Table 3). It should be noted that patients who were HBV
core antibody positive were excluded from clinical trials with
BsAbs, so risk of HBV reactivation is currently unknown.

Bacterial infections

Background. MM patients are seven times more susceptible to
bacterial infections than age- and sex-matched controls, with an
11-fold higher risk during the first year following diagnosis
[17, 50]. Antibiotic prophylaxis has been demonstrated to
decrease the overall incidence of infection in MM patients within
the first three months following diagnosis [64].

Recommendations for prophylaxis and management of bacterial
infections

Monitoring:  To confirm the bacterial agent, as per standard clinical
practice, we recommend identification using blood, urine, sputum,
and fecal cultures; choice of test/culture source depends on infection
site. Imaging can also provide greater insight into the areas and
extent of bacterial infection [65, 66]. If further confirmation is
required, use imaging, such as CT or PET-CT scans for pneumonia
evaluation, suspected colitis, diverticulitis or abdominal abscesses, or
procedural biopsy based on the infection site.

Prophylaxis: General anti-bacterial prophylaxis is not recom-
mended in patients receiving BsAbs (level Ill). However, we
recommend use of anti-bacterial prophylaxis for patients with
prolonged neutropenia (level IIC). Anti-bacterial prophylaxis is also
recommended in patients who are at high risk of infections and
patients with a history of recurrent bacterial infections (level IIC). If
using anti-bacterial prophylaxis, we recommend levofloxacin,
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stopping treatment once the risk is lower (i.e., the patient no
longer has neutropenia) (level IIC).

In line with standard clinical practice, the risk of development of
resistant pathogens should be considered with use of anti-
bacterial prophylaxis, although data from a large study did not
confirm an increased risk for development of resistant strains [67].

We do not recommend combining anti-bacterial prophylactic
treatments, but do recommend maintaining BsAb dosing during
anti-bacterial prophylaxis (level IIC).

Treatment of emergent bacterial infections: If the infectious
agent can be identified, we recommend targeted therapy, as per
standard clinical practice.

Broad-spectrum antibiotics are recommended for patients with
concomitant neutropenia (level lll). Levofloxacin or equivalent,
based on site of infection, is recommended for the treatment of
patients without concomitant neutropenia (level IIC). For older
patients, or those with QT prolongation, we recommend third-
generation cephalosporins (level 1IC). Treatment of bacterial
infections is recommended until symptoms resolve.

We do not recommend treating microbial colonizations (level
ll). However, treatment may be used in very immunocompro-
mised patients (level IIB).

We recommend temporarily discontinuing BsAbs during active
anti-bacterial treatment until infection resolution (level IlI).

Literature summary. While bacterial infection incidence while
receiving BsAbs has been scarcely captured in clinical trials, we
have provided the recommendations based on our own clinical
experience.

Fungal infections
Background. Fungal infections in MM patients who have under-
gone HSCT, or who are receiving immunosuppressive immune
therapies, may be associated with early mortality [68]. PJP is a rare
opportunistic fungal infection that can result in life-threatening
pneumonia in patients with hematological malignancies such as
MM [69]. The mortality rate of PJP in these patients is 30-60% [69].
Although PJP is rare in patients with MM [17], use of
immunomodulatory therapies can result in patients being at risk
of infection, with PJP being diagnosed in patients who would
typically be considered lower risk [70]. Early recognition of at-risk
patients and the disease is critical for optimal management [69].

Recommendations for prophylaxis and management of fungal
infections

Monitoring: Routine fungal testing with (3-glucan or galactoman-
nan tests is not recommended (level IIC). It is recognized that
-glucan tests can often be falsely positive in this patient population,
due to patients receiving IVIG treatment. If aspergillosis is suspected,
we recommend serum galactomannan testing (level IIC). Cultures,
imaging, and diagnostic tests can help identify the fungal infection, if
suspected (level lll). If imaging is concerning for a patient with
sinusitis, it is recommended to consult an ear, nose, and throat
specialist to perform a biopsy, confirming fungal infections (level IlI).

Prophylaxis: With the exception for P. jirovecii (see below), anti-
fungal prophylaxis is not recommended, unless a patient has a
previous history of fungal infections (level 1IC), prolonged neutrope-
nia (level IIC), or has recently received prolonged treatment with high
dose corticosteroids (>2 weeks) (level IIC). If, following consultation
with an infectious disease specialist, prophylaxis is needed,
fluconazole is recommended (level IIC). Itraconazole and voriconazole
may also be considered (level IIC). Monitoring during anti-fungal
prophylaxis is not recommended, unless for suspected aspergillosis
(level 1IC). We recommend maintaining BsAb treatment during anti-
fungal prophylaxis, when needed (level ll).
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Treatment of emergent fungal infections: Patients with invasive
fungal infections, such as invasive candidiasis or Aspergillosis
should be treated per standard infectious diseases guidelines
[71], preferably in consultation with an infectious diseases
provider. We recommend temporarily discontinuing BsAb
treatment during anti-fungal treatment, until symptom resolu-
tion (level IlI).

Pneumocystis jirovecii. Routine monitoring for P. jirovecii
infection is not recommended (level Ill); however, due to the
high mortality of PJP, and due to the prevalence of PJP in
teclistamab and elranatamab clinical trials (3.6-4.9%), we
suggest that each case is individually reviewed (level Ill). Anti-
PJP prophylaxis is recommended for all patients (level IlI).
Trimethoprim-sulfamethoxazole, dapsone, or atovaquone is
recommended for prophylaxis (level IIC), with the latter two
options for patients allergic to sulfonamide. For patients with
neutropenia, prophylaxis with intravenous or inhaled pentami-
dine are alternatives to dapsone, trimethoprim-sulfamethox-
azole, or atovaquone (level 1IB). We recommend maintaining
BsAb dosing during anti-PJP prophylaxis (level IlI).

Literature summary. In the Phase I/l MajesTEC-1 teclistamab trial,
no patients experienced Grade =3 fungal infections, but six
patients (3.6%) developed serious PJP pneumonia. Eight patients
(5%) received anti-fungal prophylaxis [24, 72]. In the Phase I
MagnetisMM-3 elranatamab trial, 4.9% and 4.1% of patients
experienced any grade and Grade 3/4 PJP, respectively [32].

Vaccinations

Background. Appropriate use of vaccinations is important in
MM patients, to produce immune responses and prevent
potentially harmful infections. However, MM patients often
have a lower response to vaccinations, so additional guidance
may be required [73].

Vaccine recommendations for patients receiving BsAbs. We
recommend following general guidelines on the use of live
attenuated vaccines (level IIC) [31, 73]; however, it should be
noted that live vaccines are contraindicated in MM patients,
with the exception of those with complete immune reconstitu-
tion (patients who underwent autologous stem cell transplant
[ASCT] >24 months prior). Immunity following vaccination is not
guaranteed in these patients, as immune response is variable
across vaccine recipients, and is particularly unpredictable
among patients with MM due to the immune-regulating
treatments they receive. It has been observed that vaccinations
in patients with MM may induce protective T-cell responses
even in the absence of antibody responses [74].

It must be ensured that post-stem cell transplant vaccinations
have been carried out (level Ill). In patients without a history of
transplant, it is recommended that patients receive COVID-19
vaccination as per CDC guidelines (level Ill), yearly influenza
vaccination (level Ill), pneumococcal vaccine (level lll), and the
varicella zoster vaccine (level Ill).

To reduce the infection risk, it is recommended that close
contacts receive seasonal vaccines (level Ill). We cannot
recommend avoiding close contact with recipients of live
vaccines, due to the difficulty of achieving this (level IIC).
However, it is recommended that healthcare providers caring
for these patients should be fully immunized and should
receive seasonal influenza vaccines (level Ill). Prior to traveling
to endemic areas of infection, patients should receive travel
vaccinations and undergo consultation with an infectious
disease specialist (level IlI).

Literature summary. There are currently no clinical trial data
regarding the use of vaccines in patients receiving BsAbs.
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DISCUSSION

This review summarizes the recommendations of a global expert
panel and can be used to inform management of infection risks,
including prophylaxis and treatment, and guide supportive
measures against risk factors for MM patients receiving BsAb
monotherapy or combination therapy.

Parallels can be drawn between the recommendations for
infection monitoring and prophylaxis with BsAbs and recommen-
dations with CAR T-cell therapies [16]. It is recognized that there is
more real-world experience with CAR T-cell therapies, and
learnings can be drawn from this population regarding infection
risk, prophylaxis, and treatment, when treating with BsAbs
[16, 75, 76]. While there are many similarities in the guidance for
patients receiving treatment with BsAbs and CAR T-cell therapy, it
should be noted that there are minor differences, and BsAbs have
their own individual infection risks.

While the expert panel considered making specific recom-
mendations for each individual and BsAb combination therapy,
it was recognized that at this current time the available data are
limited. Thus, the expert panel was unanimous in providing
recommendations for all BsAb monotherapies and combina-
tions. As the clinical BsAb data evolves, recommendations will
develop based on BsAb target and disease stage. As more data
emerge, it will be of interest to observe any differences in
infection risk between BsAbs according to target antigen, and
challenges with combination regimens comprising BsAbs and
standard-of-care agents with overlapping toxicity profiles.
Studies in which BsAbs are used for an extensive period of
time, as maintenance treatment, will reveal the long-term
infection profile, which will be important to evaluate and aid
development of long-term management guidelines.

When interpreting these recommendations, clinicians should
consider that each recommendation is based on clinical
evidence, as well as clinical experience and knowledge gained
through daily practice, in addition to local/institutional guide-
lines, as well as national and international guidelines for the
treatment of MM patients. Although the recommendations
herein are intended as a guide to assist with timely and
informed decisions, they should not replace sound clinical
judgment or be used as a legal resource. It is essential that
physicians and patients consult an infectious disease expert for
guidance when appropriate and where possible, regarding
diagnosis and management of infections.

Further specific data from clinical trials would be useful to
reinforce opinions and support recommendations, these data
include type of infection and mortality rate, patient’s history of
prior infections (i.e., baseline viral, bacterial, and fungal infection
history), prior therapies, timing (early vs. late in treatment),
infection duration, and prophylaxis offered.

It should be acknowledged that real-world data are often very
different from clinical trial data. More real-world data will emerge
as BsAbs are used more frequently in clinical practice and will
inform our understanding in this area.

CONCLUSION

This current expert consensus provides graded recommendations
for MM patients receiving BsAb treatment. Additional expert panel
meetings will be required in the future, following the emergence
of new data, to determine any necessary recommendation
updates, and potentially provide specific recommendations for
individual BsAb monotherapies and combinations.
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