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Diagnostic uncertainty creates chronic emotional and cognitive load The human cost of carrying these burdens Fragmented care creates invisible labor

Introduction

Indolent systemic mastocytosis (ISM) is a clonal mast cell disease driven by the KIT D816V mutation in ~95% of adult cases™

People living with ISM can experience lifelong, life-altering symptoms across multiple organ systems, often shaping every
part of their daily lives*?®

Most individuals rely on polypharmacy for the management of symptoms with best supportive care (BSC) medications,
although in many individuals, symptoms are not adequately controlled with BSC medications®~®

In ISM, the burden extends far beyond the person living with ISM, altering daily life for caregivers who function as
advocates, coordinators, and safety monitors within complex and often fragmented care systems

There is meaningful opportunity to better integrate caregivers’ perspectives into care models to include symptom monitoring,

Diagnostic uncertainty and prolonged time to recognition create sustained strain for caregivers

and people living with ISM Isolation takes an emotional toll

Caregivers have multiple roles and responsibilities, contributing to identity strain

» Caregivers described sharing the full emotional burden of the diagnostic journey, particularly when symptoms were fluctuating,
atypical, or difficult to contextualize clinically

« Caregivers emphasized that clinical encounters were most productive when discussions remained centered on their loved one’s
lived experience and functional impact

» Creeping isolation and/or loneliness compounds the physical and emotional toll
« Caregiver consensus was that nobody in their circle truly understands what they're going through

« Caregivers play a central, yet often unrecognized, role in supporting their loved ones and require resources to empower and optimize their efforts

« Caregivers do far more than support: they prep for visits, track symptoms, manage logistics, translate medical-speak, juggle daily demands due
to the unpredictability of symptoms, and carry the emotional weight of social and family interactions

 Many caregivers described assuming advocacy roles to help bridge gaps across care settings and convey symptom patterns over time
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* Two virtual ISM Caregiver Advisory Board meetings were conducted, designed to capture qualitative insights on experiential
knowledge that complements clinical evidence, focusing on psychological burden, system navigation, and definitions of
meaningful support and care in ISM

Enabling shared decision-making with caregivers:

« Ensure understanding of caregiver roles in treatment decision-making, and how caregivers play their dual role so that shared decisions
can effectively be made

* Ensure availability of resources for caregivers to help alleviate some of the burden of monitoring, management, and articulation of the

Caregivers as care partners:
* Acknowledge caregiver observations as longitudinal context that can support clinical decision-making
« Utilize a model of care management that is multifaceted and truly reflects the experiences and needs of caregivers and their

Keeping caregivers connected:
« Ensure that caregivers are aware of available resources to address their isolation, such as support groups
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®The two advisory boards were conducted as separate sessions to better accommodate the time constraints of caregiver advisors.

« When visits focus on short-term clinical status, caregivers may feel the cumulative impact of symptoms is not fully captured

* Integrating caregiver observations as longitudinal context can support more sustainable disease management centered on
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Overview of Insights from Caregivers

* Caregivers described profound emotional exhaustion driven by prolonged diagnostic delays shaped by uncertainty, limited

disease awareness, and repeated efforts to validate symptom complexity

* Many reported social isolation, burden of sustained crisis readiness, and ongoing role strain as they moved between
identities of partner, nurse, navigator, and advocate, often without formal recognition or support

* Clinical interactions frequently required caregivers to re-center conversations on the person living with ISM to preserve

autonomy and ensure their lived experience remained visible

* Frustration stemmed from fragmented care, lack of shared terminology, limited symptom awareness/recognition by HCPs,

and misaligned definitions of disease “control”

* Unpredictability was identified by all caregivers as the most difficult aspect of ISM, driving constant vigilance, crisis

preparedness, and long-term emotional strain

* |In a disease defined by symptom variability, unpredictability shapes caregiver behavior, care coordination needs, and

perceptions of control

* Many caregivers expressed an urgent need for greater support and resources to help them care for their loved ones

* Despite these pressures, caregivers demonstrated resilience and emphasized the importance of peer connection and
proactive advocacy, underscoring the need for care models that recognize and support the caregiver role

Clinical stability does not equal lived stability

Caregivers want more peer connection and a central hub for monitoring and support resources

Misaligned definitions of disease control between caregivers/people living with ISM,

. « Caregivers expressed a desire for improved community connections and a release valve
and healthcare professionals

 There was a desire to be able to connect with people that truly understand and can empathize with their situation

* People living with ISM may appear to be clinically stable over time, but may experience persistent, unpredictable symptoms

« Caregivers would define disease control as predictability, reduced flares, and ability to function, emphasizing that baseline
stability does not necessarily reflect daily functioning or quality of life

“It’s really hard and overwhelming to do it all yourselrf.
“No progression doesn’t mean good quality of life. I’m struggling mentally.”

It means we’re stuck in survival mode.”
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Aligning care with real-world outcomes:

* Redefine treatment success beyond no worsening of symptoms; place equal value on stability, functionality, and improved
quality of life

 Incorporate shared language around symptom burden and daily functioning into care conversations

Multi-faceted support for caregivers:

« Support for caregivers must include both emotional and practical strategies, such as support groups and resources for disease
monitoring and management
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» Effectively supporting caregivers in their role can improve the lived experiences and outcomes of
people living with ISM
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