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Background: Bispecific antibodies (BsAbs) are an established
treatment modality for patients with multiple myeloma, but
their adoption within the Veterans Health Administration is
limited. Facility-level challenges include limited prescriber
familiarity with BsAbs, insufficient specialized staffing and
resources to support BsAb implementation, and the absence
of specific protocols or processes for BsAb surveillance
and toxicity management. Patient-level barriers include
geographic burdens, inadequate transportation or caregiver
support, and comorbidities that affect treatment candidacy.

Observations: To improve facility readiness and facilitate
BsAb implementation, the Veterans Affairs (VA) Puget Sound
Health Care System (VAPSHCS) led a Veterans Integrated
Service Network 20 education initiative consisting of an

8-session, faculty-led series called Project ECHO (Extension
for Community Healthcare Outcomes). The program engaged
multidisciplinary clinicians, outlined system- and patient-
specific barriers to care, and identified VA-focused solutions.
Participants reported that the ECHO sessions helped them
overcome barriers in practice and increased their commitment
to making practice changes. Multidisciplinary engagement
from the series informed the development of institutional
BsAb protocols and order sets at VAPSHCS.

Conclusions: This educational initiative demonstrates that
structured education, targeted knowledge dissemination,
and multidisciplinary coordination can support improved
BsAb implementation and facility readiness within Veterans
Integrated Service Networks.

ultiple myeloma (MM) is a malignant
M plasma cell neoplasm designated as

a presumptive condition for service-
connected benefits across a wide range of
exposures for veterans.! Veterans have a dis-
proportionately high occurrence of MM, likely
related to exposures during military service,
including Agent Orange, burn pit smoke, ion-
izing radiation, and other potential toxins.?*
This risk extends to atomic veterans, Vietham
War veterans, and Gulf War and post-9/11 vet-
erans. Survival among patients with MM has
improved markedly over the past 2 decades,
with 5-year relative survival reported as 62.4%
from 2015 through 2021 by the National Can-
cer Institute Surveillance, Epidemiology, and
End Results Program.5® This improvement re-
flects advances in diagnosis, novel therapies,
and supportive care.®’

Unfortunately, despite improvements in
upfront therapies, patients with MM may ex-
perience relapsed or refractory disease,
necessitating the development of novel treat-
ment approaches. Although prior analyses
have demonstrated improved survival rates
in Military Health System beneficiaries with
MM compared with patients with MM from the
general US population, more research is war-
ranted to better understand whether veterans
diagnosed with MM have equally benefited
from recent treatment advances.*

Bispecific antibodies (BsAbs) are engi-
neered T cell-redirecting immunotherapies

that bind 2 distinct targets simultaneously: a my-
eloma-associated antigen—such as B-cell mat-
uration antigen (BCMA) or G protein-coupled
receptor, class C, group 5 (GPRC5D)—on ma-
lignant plasma cells, and CD3 on T cells, thereby
inducing targeted cytotoxicity. BsAbs represent a
breakthrough therapy for patients with relapsed/
refractory MM (R/R MM).8®

Currently approved BsAbs include teclis-
tamab, elranatamab, and linvoseltamab (all
BCMAxCD3 BsAbs), as well as talquetamab
(a GPRC5DxCD3 BsAb). These agents are ap-
proved by the US Food and Drug Administra-
tion (FDA) with an indication for adult patients
with R/R MM who have received > 4 prior ther-
apies, including a proteasome inhibitor, an im-
munomodulatory agent, and an anti-CD38
monoclonal antibody. Meta-analyses involv-
ing patients with heavily pretreated R/R MM
reported an overall response rate of about
69%, with about 42% achieving complete re-
sponse or better, and 1-year progression-free
and overall survival rates of about 56% and
72%, respectively.’® US Department of Vet-
erans Affairs (VA) clinical pathways have now
incorporated the use of BsAbs and allow con-
sideration of earlier access for patients.

BsAbs are an important therapeutic option for
veterans with R/R MM, but patient-specific and
facility barriers remain. Veterans have unique
risk factors related to prior military service, in-
cluding higher rates of skeletal fracture, neck
and back problems, traumatic brain injury,
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TABLE. Topics and Speakers for the ECHO Sessions

Session Topic

Speaker

Learning objective

1

BsAbs mechanisms of action
in MM

Rahul Banerjee, MD, FACP, University
of Washington, Fred Hutchinson
Cancer Center

Explain the mechanisms of action of BsAbs in MM.

2 Efficacy, clinical applications, Alfred L. Garfall, MD, Describe the clinical applications and potential benefits of
and benefits of BsAbs University of Pennsylvania BsAbs in MM.

3 Patient-specific factors for Noopur Raje, MD, Massachusetts Evaluate patient-specific factors such as age, comorbidities,
the optimal selection of General Hospital Cancer Center, and previous treatment history to identify patients for BsAb
patients for MM BsAb therapy  Harvard Medical School therapy, including factors specific to VA.

4 Challenges identifying and Attaya Suvannasankha, MD, Indiana  Evaluate and identify patient-specific barriers to access
selecting patients for BsAbs  University School of Medicine, to BsAb therapy, including barriers specific to veterans

Indianapolis VAMC within VA.

5 Leveraging expertise and Kendall C. Shultes, PharmD, BCOP, Recognize the roles and responsibilities of different VA team
coordinating efforts of VA VA Tennessee Valley Healthcare members (eg, hematologists, oncologists, nurses,
clinicians in inpatient and System pharmacists, ED doctors, hospitalists, and internists) to
outpatient BsAbs therapy effectively communicate treatment plans, veteran progress,

etc, to ensure coordinated care and seamless transitions.

6 Roles and responsibilities Kendall C. Shultes, PharmD, BCOP, Recognize the roles and responsibilities of different VA team
of interdisciplinary team VA Tennessee Valley Healthcare members to effectively communicate treatment plans, patient
members in BsAb therapy System progress, etc, to ensure coordinated care and seamless

transitions.

7 Implementing effective Rahul Banerjee, MD, FACP, University Develop/engage in processes that promote proactive
processes for managing AEs  of Washington, Fred Hutchinson monitoring, timely intervention, and appropriate management

Cancer Center of AEs to optimize outcomes for veterans with MM.
8 VAPSHS standard Nicholas Burwick, MD, University of Develop/engage in processes that promote proactive

operating procedure for
proactive monitoring and

Washington, VAPSHCS

timely AE intervention

monitoring, timely intervention, and management of AEs to
optimize outcomes for veterans with MM.

Abbreviations: AE, adverse event; BsAb, bispecific antibody; ECHO, Extension for Community Healthcare Outcomes; ED, emergency department;
MM, multiple myeloma; VA, US Department of Veterans Affairs; VAPSHCS, VA Puget Sound Health Care System.

and posttraumatic stress disorder.'-'® Toxic
exposures increase the risk of a number of
medical conditions beyond MM, including
other cancer diagnoses, which may influence
candidacy or tolerability for treatment.™ In
addition, veterans may encounter dispro-
portionate challenges in accessing resource-
intensive treatments such as BsAb therapy.
These difficulties can be due to absence of a
local VA medical center (VAMC) with hematol-
ogy specialist care or lack of travel and lodg-
ing benefits to support treatment at a regional
VAMC capable of providing BsAb therapy.'s
Understanding these factors, BsAb adoption
within the VA presents unique challenges for
cancer care clinicians.'®

The safety profile of BsAbs includes signifi-
cant adverse events (AEs), including boxed FDA
warnings that require vigilant monitoring and
management. BsAbs require risk management,
product labeling for mandated step-up dosing,
and enhanced monitoring during initial doses.
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The most common and clinically significant AEs
observed with BsAbs are cytokine release syn-
drome (CRS) and immune effector cell-associ-
ated neurotoxicity syndrome (ICANS). Additional
AEs can include cytopenias, infections, and hy-
pogammaglobulinemia.’”'®* CRS occurs due to
immune activation and release of inflammatory
cytokines, and typically manifests as fever, hy-
potension, and other systemic symptoms, often
early in the treatment course. Although neurotox-
icity manifests mainly as low-grade ICANS, pa-
tients require close neurologic monitoring with
regular assessments and timely intervention, as
neurotoxicity can become life-threatening and
may be associated with potential long-term se-
quelae that remain poorly defined.'

Due to the risks, BsAb agents are distributed
with risk evaluation and mitigation strategies or
manufacturer programs that require clinician/pa-
tient education and documentation of readiness
to manage CRS/ICANS. Immunosuppression re-
lated to leukopenia, hypogammaglobulinemia,



and T-cell redirection can be severe and predis-
pose patients to infections. Evidence has also
been documented of a potential risk for second
primary malignancies with BsAb therapy, neces-
sitating ongoing surveillance.?® These consider-
ations underscore the importance of a structured
system for safe and deliberate delivery of BsAbs
in a population with a high rate of comorbidity
and toxic exposure histories.

To support safe and consistent implemen-
tation across the region, a VA Puget Sound
Health Care System Institutional Review Board
(VAPSHCS IRB)-approved educational initia-
tive was developed and implemented to in-
crease institutional readiness and clinical
capacity for BsAb use within the VA North-
west Health Network (VISN 20). The program
leveraged VAPSHCS as a specialty care hub
through a structured educational series and
development of standardized clinical protocols.
A faculty-led series called Project ECHO (Ex-
tension for Community Healthcare Outcomes)
was delivered in 8 sessions over 12 months to
educate VISN 20 clinicians, targeting hematol-
ogy/oncology focused physicians, allied health
professionals, and pharmacists on the mech-
anism of action, safety, efficacy, and use of
BsAbs for MM.

PROJECT ECHO

An ECHO-based learning model series was
developed and presented to a multidisci-
plinary audience. The ECHO model is a col-
laborative telementoring approach that
connects specialty care experts at an aca-
demic hub with clinicians in community set-
tings (spokes) through regular virtual clinics.?!
This model also allows for multidisciplinary
knowledge dissemination within facilities.
ECHO empowers spoke sites and hub facil-
ity team members to manage complex health
conditions by facilitating case-based learning,
guided practice, and knowledge-sharing.

This educational program was based at
VAPSHCS and focused on strategies to ad-
dress VISN-level and site-specific needs. Key
areas included staff education, coordination
with pharmacy services for medication acqui-
sition and preparation, and the development of
processes and protocols for BsAb implemen-
tation, surveillance, and toxicity management.
Eight ECHO sessions were completed with mul-
tidisciplinary clinician recruitment and engage-
ment, which included physicians, pharmacists,
and allied health professionals (physician as-
sistants, nurse practitioners). The topics and
speakers for each ECHO session are de-

scribed in the Table and a slide deck for each
session is included in the Appendix.

Educational Impact

Self-reported gains in knowledge and skills
were assessed as a subjective outcome mea-
sure. Measures of knowledge and perceived
competence (ie, confidence) are widely used
and accepted in continuing education (CE)
and continuing professional development.
The CE outcomes framework identifies knowl-
edge and competence as key educational
outcomes, with competence often assessed
through learner self-report and confidence
ratings.?? Systematic reviews further demon-
strate that CE interventions improve clinician
knowledge and competence, with many stud-
ies using self-reported confidence and intent
to change as indicators of learning and antici-
pated behavior change.??

These approaches are supported by Ban-
dura’s social cognitive theory, which defines
self-efficacy as an individual’s belief in their
capability to perform specific tasks. Accord-
ing to Bandura, self-efficacy is inherently
task- and context-specific and is most ap-
propriately assessed using focused, behavior-
ally anchored self-report measures. Bandura’s
work further demonstrates that these task-
specific judgments are predictive of perfor-
mance and behavior change, whereas global
self-assessments are less reliable.?42%

DISCUSSION

Specific barriers to BsAb care within the Vet-
erans Health Administration (VHA) were iden-
tified, and veteran-focused solutions were
examined. Facility-level barriers within VISN 20
included lack of clinician knowledge and famil-
iarity with BsAbs, and limited specialized staff
and infrastructure in place to deliver treatment
and manage AEs safely. Patient-level barri-
ers included access challenges related to geo-
graphical burden such as distance to a VAMC
that has the ability to prescribe BsAbs, as well
as lack of transportation assistance or outpa-
tient lodging benefits. These barriers could re-
sult in excess burden for veterans who live far
from VA facilities and require close outpatient
monitoring or short intervals between admis-
sions. Conversely, several strengths of the VHA
were identified, including equitable access to
care, potential for service-connected benefits,
copay exemption or capped copays for med-
ications, and the availability of local housing
provisions for patients and caregivers in some
locations.
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Multidisciplinary learners reported that en-
gagement in the ECHO sessions helped them
overcome barriers in practice and improve their
commitment to making practice changes that
would affect patient care. While preliminary in
nature, changes to patient care after attending
ECHO sessions included remaining current on
available BsAbs for the treatment of MM; review-
ing how BsAbs are used for treating MM; evalu-
ating patient-specific factors to identify eligible
patients for BsAbs; working with care teams to
identify patient barriers that could limit BsAb im-
plementation; implementing processes that pro-
mote proactive monitoring, timely intervention,
and appropriate management of AEs to optimize
patient outcomes; recognizing the roles and re-
sponsibilities of other team members involved in
the care of patients who have received BsAbs;
and working with care team members to effec-
tively communicate treatment plans to ensure
coordinated care and seamless transitions.

Along with the ECHO education program,
order sets and clinical protocols for BsAb pre-
scribing and toxicity management were im-
plemented, aligning with VA Oncology Field
Advisory Board and VHA National Formulary
Committee guidance for CRS and ICANS tox-
icity monitoring and intervention, manufacturer
recommendations as dictated by prescription in-
serts, and input from our multidisciplinary expert
panel, including VA and non-VA members. These
protocols were designed to allow for safe and
consistent care delivery of BsAb therapy and im-
prove facility readiness for BsAb dosing.?®

BsAb implementation required resource in-
vestment in staff training, coordination, and in-
frastructure, which may not be available at other
VHA facilities. VAPSHCS is a well-resourced
hub site with experience in caring for patients
with hematologic malignancies, including the
management of patients undergoing bone mar-
row transplantation. Accordingly, VAPSHCS
may be particularly well suited to benefit from
this educational initiative.

Use of the ECHO education model to im-
prove clinician knowledge and facility readiness
remains exploratory, and ongoing collabora-
tion with other VHA hub facilities is necessary
to determine its generalizability. Long-term sus-
tainability of BsAb use will depend on contin-
ued institutional buy-in, system integration of
evolving national guidelines, and educational
outreach to VISN 20 partners to troubleshoot
barriers to care. Broader adoption of BsAb
therapies across the VHA will be essential
to ensure veterans have equitable access to
state-of-the-art myeloma care.
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CONCLUSIONS

This education initiative provided a structured
framework for knowledge dissemination re-
garding appropriate BsAb use and proactive
surveillance and toxicity management, while
also informing the development of processes
and protocols for BsAb implementation at VAP-
SHCS. Access to BsAb therapies at the VHA
has the potential to improve timely intervention
for veterans with MM and reduce dependence
on academic and community partners, helping
veterans remain connected to their established
VA care teams. Multidisciplinary coordination
and management protocols help promote safe
prescribing and improve patient outcomes.
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