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BACKGROUND

« Multiple sclerosis (MS) disproportionately affects women, with

approximately 75% of patients being female and an estimated 30%
of the MS population currently peri- or post-menopausal, making
menopause increasingly relevant to MS management’-2

Female sex hormones influence immune activity and
neuroprotection;? therefore, the hormonal decline during menopause
may represent a biological inflection point in the MS disease course

Menopause has been hypothesized to coincide with a shift in MS
phenotype characterized by reduced inflammatory relapse activity
but increasing neurodegeneration and disability progression*°

However, the relationship between menopause and MS remains
poorly understood, with limited evidence on its impact on disease
trajectory, symptom burden and disease-modifying therapy (DMT)
use, representing an important evidence gap®?

METHODS

A targeted literature review was conducted to evaluate the

relationship between menopause and MS, focusing on three
predefined topics:

1. Burden of menopause in women with MS

RESULTS

A Total of 433 Records Were Screened, Including 410 (95%)
from Database search and 23 (5%) from Other Sources

Records identified through database search (n=410)
PubMed (n=125), Embase (n=285)
Records identified through other sources (n=23)

OBJECTIVE

KEY TAKEAWAYS

To evaluate published literature on menopause and MS related to the impact of menopause on MS disease trajectory, the burden of
menopause in women with MS, and the impact of menopause on use of MS DMTs.

Menopause compounds disease burden with increased cognitive dysfunction, fatigue, mood disturbance, sleep disruption and urinary symptoms that reduce

quality of life, as well as a shift from inflammatory relapse activity to progressive neurodegeneration.

https://go.roche.link/htd5ckxp

Despite current clinical disability measures inadequately measuring postmenopausal disease burden, high-efficacy DMTs have been shown to be protective

against disease sequelae In this patient population.
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A critical evidence gap exists regarding the impact of menopause on DMT use and effectiveness, despite evidence that treatment changes often occur

during this transition.

Topic 1: Burden of Menopause in Women With MS

18 studies evaluated symptom burden and QoL, primarily through patient surveys, qualitative interviews
and patient-reported outcomes:

Cognitive tests largely showed no statistically significant inflection around
menopause despite the large volume of qualitative data®13

HOWEVER

Records included in title and
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Records excluded in
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of women reported worsening symptom
burden and QoL during the menopausal
transition®13
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and content review (n=135) Records did not include

population or outcomes of
interest (n=92)
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of women with MS reported cognitive changes,
often associated with frustration and concerns about
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work performance

Mood disturbances, including anxiety, depression, and emotional distress, were frequently
reported and associated with poorer psychological quality-of-life scores
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Topic 2: Influence of Menopause in MS Disease Progression

studies evaluated the influence of menopause on MS disease progression across three domains:

Relapse Activity?20.26-31 8/25 studies (32%)

Most studies reported a decrease in ARR after menopause

Some analyses found that the reduction was not statistically significant after adjustment for
age and disease characteristics

Decline in relapse activity is likely age related rather than solely hormone driven, as
similar reductions occur in both men and women with MS during mid-life

15/25 studies (60%)

Evidence on disability progression was mixed: Some longitudinal studies suggest
acceleration after menopause, and some large registries reported little change in EDSS
trajectories. These differences across studies may reflect methodological
heterogeneity, including limitations of EDSS, which may underestimate disability
progression by not fully capturing cognitive or upper limb impairment

12/25 studies (48%)

Biomarker and imaging studies consistently demonstrated increased

2. Influence of menopause on MS disease progression Bove et al. 2014 ] neurodegenerative activity after menopause, including increased serum neurofilament
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