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Disability accumulation independent of relapses is a hallmark of multiple sclerosis (MS) and is
now formally recognized as progression independent of relapse activity (PIRA). This concept is
a cornerstone of MS pathophysiology, shaping clinical trial endpoints and treatment para-
digms.1,2 However, whether this framework applies equally to antibody-mediated disorders
such as myelin oligodendrocyte glycoprotein antibody-associated disease (MOGAD) remains
unclear. MOGAD has emerged as a distinct clinical and imaging entity.3 Unlike MS, where
diffuse and subclinical neurodegeneration contribute to gradual disability accumulation beyond
clinical relapses, MOGAD has been perceived as more “relapse-dependent” disease. Yet, robust
data confirming the absence of subclinical progression in MOGAD remain scarce, leaving key
issues such as monitoring and long-term patient management unresolved.

In this issue ofNeurology®: Open Access, Camera et al.4 offer important insights into this debate.
In a prospective longitudinal design, the authors recruited 20 patients with MOGAD, 32
patients with relapsing-remitting MS (RRMS), and 21 healthy controls, matched for age, sex,
and baseline disability. Over a median follow-up of 17 months, participants underwent com-
prehensive clinical, cognitive, and neuroimaging assessments. The findings were clear: no
patients with MOGAD showed clinical or cognitive PIRA, whereas approximately 6% of
patients with RRMS exhibited progression. MRI analyses corroborated these clinical obser-
vations. Patients with RRMS experienced significant thalamic, hippocampal, and deep grey
matter atrophy, while theMOGAD cohort showed no significant longitudinal brain volume loss
or microstructural alterations.

These results are consistent with recent studies indicating that both PIRA and MRI activity are
uncommon in MOGAD compared with MS, suggesting distinct mechanisms of disability
accrual. From a clinical standpoint, this supports a management approach for MOGAD pre-
vention focused on relapse. Furthermore, these findings challenge the direct application of the
MS pathologic model to MOGAD and raise concerns regarding the reliability of MS neuro-
degeneration biomarkers, such as brain atrophy rates, for monitoring MOGAD. While some
studies suggest that brain atrophy may occur in MOGAD, its clinical significance and un-
derlying mechanisms remain unclear5,6 Unlike MS, where progressive tissue damage and de-
generation contribute significantly to brain volume loss, MOGAD is primarily driven by acute
inflammatory demyelination, typically following a monophasic or relapsing course. Notably,
significant volumetric differences have been observed between MOGAD patients with a re-
lapsing course and those with a monophasic course, suggesting potential variations in their
underlying pathophysiologic mechanisms.7

Some caveats must be noted here because they may limit the generalizability of these con-
clusions. As acknowledged by the authors, the study is limited by its small sample size, relatively
short follow-up, and exploratory nature. The modest statistical power may reduce sensitivity to
detect subtle or delayed neurodegenerative changes. In addition, differences in treatment
exposure between cohorts (where most RRMS patients received disease-modifying therapies,
while most of the patients with MOGAD did not) introduce a potential confounder, despite
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reflecting real-world practice. Finally, while the authors used
advanced imaging modalities, the role of some metrics (e.g.,
cortical lesion analysis and NODDI parameters) in relation to
PIRA remain unclear. The lack of uniform follow-up intervals
and the omission of biomarkers such as serum neurofilament
light chain or optical coherence tomography further high-
lights the need for complementary research.

To date, only few studies have rigorously evaluated PIRA in
MOGAD.8,9 A critical issue is that disability accumulation and
neurodegeneration in antibody-mediated disorders like
MOGAD are often assessed using conceptual definition de-
veloped for MS. However, applying the MS-derived concept
of PIRA to MOGAD presents significant challenges. First,
standard definitions of PIRA2, typically requiring no relapses
one month prior and 3 months following confirmed2 dis-
ability worsening, may not capture the disease dynamics of
MOGAD. Lesions in MOGAD often evolve over time, with
clinical manifestations potentially emerging or resolving well
beyond the time windows used in MS studies.3 Disability
interpreted as “progression” in MS may, in MOGAD, reflect
incomplete recovery from a prior relapse. Furthermore, acute
and chronic treatment strategies inMOGADdiffer from those
in MS, potentially influencing recovery trajectories.3 In ad-
dition, the lack of consensus on optimal maintenance treat-
ments for MOGAD introduces heterogeneity in patient
outcomes, further complicating the assessment of disease
progression and disability accumulation. Finally, the disability
metrics embedded in MS-centric definitions of PIRA, such as
the EDSS, may not fully capture MOGAD’s unique clinical
profile. In MOGAD, long-term disability often arises from
visual impairment, sphincter dysfunction, and cognitive se-
quelae, which are poorly reflected in this scale. As a result,
significant clinical changes in MOGAD could be missed when
applying MS-oriented outcome measures.

Despite these limitations and the need of future larger, lon-
gitudinal studies, the absence of clinical or radiologic pro-
gression in MOGAD across multiple endpoints reinforces the
prevailing notion of a primarily relapse-driven disease course.
Clinically, this underscores the importance of focusing on
relapse prevention in MOGAD, as opposed to targeting
background progression as is done in MS.

Nevertheless, the implications of the study of Camera et al.
extend beyond MOGAD alone. While MS has been exten-
sively studied, research on MOGAD remains comparatively
limited, with most insights into the antibody-associated dis-
ease being often extrapolated from the existing MS literature.
This study urges the neurology community to critically re-
examine how progression is conceptualized in antibody-
mediated CNS diseases. Should MS-derived definitions such
as PIRA still be applied to MOGAD or is it time to develop
disease-specific definitions and monitoring strategies that re-
flect the distinctive pathophysiology of these disorders?
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