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Abstract

Background and Objectives: Sexual dysfunction (SD) is common in multiple sclerosis (MS)
but remains under-recognized in routine care. This study aimed to quantify the burden of
SD in men and women with relapsing-remitting MS (RRMS), describe sex-stratified pat-
terns across primary/secondary/tertiary domains, and examine associations with fatigue
and MS-related health-related quality of life (HRQoL). Materials and Methods: In this cross-
sectional observational study, RRMS participants were voluntarily recruited online via a QR
code linking to a Google Forms survey. Men completed the International Index of Erectile
Function-5 (IIEF-5), and women the Female Sexual Function Index (FSFI). MS-specific SD
domains were assessed using the Multiple Sclerosis Intimacy and Sexuality Questionnaire
(MSISQ), alongside the Fatigue Severity Scale (FSS) and the Multiple Sclerosis Quality
of Life questionnaire (MSQOL-54). Sex differences were tested using parametric/non-
parametric methods as appropriate, with false discovery rate (FDR) and Bonferroni ad-
justments for multiple comparisons. Results: Thirty-seven participants were included
(16 men; 21 women). Mean age did not differ by sex (35.9 + 4.0 vs. 38.9 £ 10.4 years;
p = 0.23). All participants reported at least some degree of difficulty across MSISQ domains.
Among men, 87.5% screened positive for erectile dysfunction within this sample (mild
37.5%, mild-to-moderate 12.5%, moderate 12.5%, severe 25.0%). When dysfunction type
was defined as the highest MSISQ domain score, secondary SD was most frequent in both
sexes (75.0% men; 76.2% women; p = 0.49). Women showed higher secondary domain
scores at the uncorrected level (p = 0.04), but this did not survive FDR correction. In HRQoL
and symptom measures, women reported markedly higher fatigue (FSS 46.1 £+ 12.4 vs.
25.5 + 12.7; p_FDR < 0.001) and poorer physical health indices, including pain-related
outcomes. Conclusions: SD has represented a substantial burden within this RRMS sample,
with secondary domain predominance in both sexes, highlighting the clinical relevance of
symptom-related and functional interference. These findings support the value of multidi-
mensional sexual health assessment in clinical research settings and may be relevant for
clinical assessment and future research in MS.
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1. Introduction

Multiple sclerosis (MS) is a chronic inflammatory and neurodegenerative disease
of the central nervous system that begins in early adulthood [1] during years in which
sexuality, intimacy, and partnership often play a central role in quality of life. Sexual health
remains a frequently underestimated domain and is often under-addressed in current MS
care, despite its clear links to wellbeing and everyday functioning [2,3].

Sexual dysfunction (SD) in MS encompasses disturbances in desire, arousal, orgasm,
and sexual satisfaction, and it can affect both women and men across disease phenotypes.
Prevalence estimates are consistently high but vary widely across studies, largely due
to differences in sampling and, crucially, in assessment tools and diagnostic thresholds.
Recent meta-analyses suggest pooled prevalence estimates around 61% in women and
63% in men, while individual studies have reported broad ranges (17-95% and 31-92%,
respectively), underscoring substantial between-study heterogeneity driven by sampling
methods and assessment thresholds [4-7].

Within MS-specific conceptual models, SD is often described across three domains:
primary dysfunction, reflecting direct neurogenic effects on sexual response (e.g., altered
genital sensation, lubrication/erectile response, or orgasmic function) [8]; secondary dys-
function, reflecting indirect interference from MS-related symptoms and functional limi-
tations (e.g., fatigue, pain, spasticity, sensory disturbances, bladder/bowel dysfunction,
mobility limitations, and medication adverse effects) [9]; and tertiary dysfunction, reflecting
psychological, emotional, and relational consequences of living with MS (e.g., changes
in self-image, reduced confidence, avoidance, and relationship strain) [10]. This frame-
work is clinically useful because it highlights that sexual difficulties in MS are frequently
multidimensional and may require integrated assessments beyond a single symptom or
mechanism [11].

However, many previous studies have examined these domains using either general
sexual function scales or MS-specific instruments in isolation. As a result, it remains diffi-
cult to disentangle whether sexual complaints primarily reflect neurogenic impairment,
symptom interference, or psychosocial adaptation. Combining sex-specific function mea-
sures (such as FSFI and IIEF-5) with an MS-specific multidomain instrument (MSISQ) and
broader patient-reported outcomes may allow a more clinically informative characteriza-
tion by distinguishing the severity of sexual symptoms from their contextual drivers. In
particular, integrating fatigue and health-related quality-of-life measures could provide an
opportunity to examine whether sexual difficulties align more closely with neurological
disability per se or with global symptom burden.

From a neurobiological perspective, sexual function depends on distributed central ner-
vous system networks integrating sensory, autonomic, endocrine, and cognitive—emotional
processes. Lesions affecting spinal cord pathways, brainstem autonomic centers, and
supraspinal regions involved in reward and motivation (including limbic and frontal cir-
cuits) may alter arousal, genital response, and sexual motivation. In MS, demyelinating and
neurodegenerative processes can disrupt both ascending sensory input and descending
autonomic regulation, contributing not only to impaired genital sensation and erectile
or lubrication responses but also to altered interoceptive awareness and fatigue-related
activity limitation. Consequently, sexual dysfunction in MS cannot be attributed solely
to focal neurological damage as it often reflects the interaction between neural network
disruption and broader symptom burden.

Beyond prevalence, research increasingly emphasizes determinants and clinical cor-
relates of SD in MS, often implicating both neurological disability and modifiable factors
such as fatigue and depression [12,13]. Observational works have underscored that SD
is common in people with MS and meaningfully associated with fatigue and depression,
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while scoping evidence highlights consistent links with neuropsychiatric symptoms and
relationship factors, as well as the comparatively limited and heterogeneous literature on
cognition-related associations [14].

Despite increasing research interest, important uncertainties remain. This limits the
interpretation of reported sex differences, as findings may depend on instrument selection
rather than true clinical variability. Moreover, most available studies have focused either on
prevalence estimation or on isolated predictors, whereas fewer have explored how sexual
dysfunction relates to co-occurring symptom clusters such as fatigue and perceived physical
health. Clarifying these relationships may have practical relevance for clinical assessment,
as symptom-targeted management strategies could differ depending on whether sexual
difficulties are primarily neurogenic or symptom-mediated. Reported prevalence and risk
profiles are still difficult to compare across studies because different tools and non-uniform
cut-offs can substantially change who is classified as having SD [15-17]. Moreover, the relative
weight of neurogenic mechanisms versus symptom-mediated and psychosocial mechanisms
varies across cohorts, and sex-specific profiles remain inconsistently described [16,18]. Finally,
SD often remains under-reported and undertreated, with clinician-related barriers—including
limited confidence and knowledge—contributing to the missed detection in routine care [19].

The present cross-sectional study aimed to quantify the burden of SD in men and
women with relapsing-remitting MS (RRMS) and to describe sex-stratified patterns using a
standardized assessment approach. Specifically, we estimate the prevalence and severity of
SD and characterize symptom domains within the primary/secondary/tertiary framework,
while exploring cross-sectional associations with fatigue and MS-related health-related
quality of life, in an exploratory, hypothesis-generating framework. Given the exploratory
nature of the study, a priori directional hypotheses were not formulated.

2. Materials and Methods
2.1. Study Design

This study employed a cross-sectional observational design to assess the prevalence
and profile of SD in individuals with RRMS, and to explore associations with fatigue
and health-related quality of life. Data were collected at a single timepoint using self-
administered questionnaires delivered online. It was conducted between October 2025
and December 2025. The study was conducted in accordance with the Declaration of
Helsinki and was approved by the local institutional ethics committee (approval number:
CEL/U112/25). All participants provided electronic informed consent prior to accessing
the questionnaires.

2.2. Participants and Recruitment

Participants were recruited online through dissemination of a study link generated
via Google Forms. Access to the questionnaire battery was provided through a QR code
redirecting to the online module. The questionnaire was accessible only after confirmation
of informed consent and the completion of eligibility screening questions embedded at
the beginning of the survey. The form was configured to allow a single submission per
device and required the completion of mandatory fields to proceed to reduce incomplete
responses. No financial or material incentives were provided for participation. Potential
participants were screened within the form through eligibility questions; the respondents
meeting the predefined criteria were included.

All eligibility criteria, including RRMS diagnosis, comorbidities, and exclusion con-
ditions, were self-reported by participants and were not independently verified through
medical records or clinician confirmation. This approach was chosen to facilitate participa-
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tion and disclosure in a sensitive domain; however, it may reduce diagnostic verification
compared with clinician-confirmed data.

A total of 41 individuals accessed the study after initial consent; 4 participants subse-
quently declined to complete the questionnaires, resulting in a final sample of 37 partici-
pants included in the analyses (completion rate: 90.2%). The final cohort comprised 16 men
and 21 women, all diagnosed with RRMS. The survey required approximately 10-15 min
to complete. Participants could review their responses before submission but could not
modify their entries after final submission.

Inclusion criteria: (i) diagnosis of RRMS; (ii) completion of online informed consent;
completion of the questionnaire battery.

Exclusion criteria: (i) age < 18 years; (ii) MS phenotype other than RRMS or un-
clear/unverifiable self-reported diagnosis; (iii) lack of electronic informed consent; (iv) in-
complete questionnaires preventing calculation of total/subscale scores; (v) duplicate or
inconsistent entries (when identified); (vi) pregnancy or recent postpartum period (e.g.,
within the previous 6 months), as self-reported; (vii) severe cognitive impairment or insuffi-
cient language comprehension likely to compromise reliable questionnaire completion, as
self-reported; (viii) major psychiatric disorders not clinically stabilized (e.g., acute major de-
pressive episode or severe anxiety disorder), as self-reported; (ix) major non-MS medical con-
ditions directly affecting sexual function (urological /andrological/gynecological disorders),
as self-reported; and (x) relevant endocrine/metabolic disorders not adequately controlled
(e.g., untreated thyroid dysfunction or poorly controlled diabetes), as self-reported.

2.3. Procedures and Data Collection

After providing electronic informed consent, participants completed the question-
naires directly within the Google Forms environment. The survey was designed to be
completed in one session and required no follow-up assessments. No repeated measures
or longitudinal data collection were performed. Medication use (disease-modifying and
symptomatic treatments) was not collected.

In accordance with the MS intimacy and sexuality questionnaire (MSISQ) conceptual
model, MS-related SD was evaluated across three domains: primary dysfunction (direct
neurogenic effects on sexual response); secondary dysfunction (indirect interference from
MS-related symptoms and functional limitations that affect sexual activity); and tertiary
dysfunction (psychological, emotional, and relational consequences of living with MS
impacting sexuality).

Data were collected anonymously and no personally identifiable information was
recorded. IP addresses were not stored. Responses were screened for duplicate entries
and internal inconsistencies prior to analysis. Records with incomplete questionnaires
preventing score calculation were excluded according to predefined criteria.

2.4. Outcome Measures
2.4.1. Sexual Dysfunction—Sex-Specific Instruments
Men: Erectile/sexual function was assessed using the International Index of Erectile
Function-5 (IIEF-5) [20], a validated screening tool for erectile dysfunction severity.
Women: Female sexual function was assessed using the Female Sexual Function Index
(FSFI) [21], evaluating key domains of female sexual functioning.

2.4.2. MS-Specific Sexual Dysfunction Profile

For both men and women, MS-related SD was additionally characterized using the
MSISQ [22], which captured primary, secondary, and tertiary SD dimensions in MS.
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2.4.3. Health-Related Quality of Life

Health-related quality of life was assessed using the Multiple Sclerosis Quality of Life
questionnaire (MSQOL) [23], providing a disease-relevant profile of perceived health status
and functioning.

2.4.4. Fatigue

Fatigue severity was measured using the Fatigue Severity Scale (FSS) [24], a commonly
used instrument for fatigue burden in MS.

For all instruments, total and subscale scores were calculated according to the original
authors’ scoring instructions. When permitted by the scoring manuals, missing single
items within a scale were handled according to recommended procedures; otherwise, the
questionnaire was considered incomplete and excluded from analysis.

2.5. Statistical Analysis

Sex differences were assessed both on continuous and categorical indicators of SD. For
continuous variables, distributional assumptions were evaluated using the Shapiro-Wilk
test in each sex separately.

When both distributions did not significantly deviate from normality, between-group
comparisons were performed using t-tests; otherwise, Wilcoxon rank-sum tests were ap-
plied. For categorical variables (prevalent dysfunction type and high vs. low dysfunction),
chi-square or Fisher’s exact tests were used depending on expected cell counts. To control
for multiple testing, p-values were adjusted using the Benjamini-Hochberg false discovery
rate (FDR) procedure within each family of related outcomes (sexual dysfunction domains
and QoL measures). Erectile dysfunction severity was described in men using standard
clinical categories. To characterize the predominant pattern of SD across sexes, dysfunction
type was operationalized as the domain (primary, secondary, tertiary) with the highest
subscale score for each participant. In parallel, absolute domain involvement was examined
using an exploratory, data-driven classification of relative dysfunction severity. Because no
universally accepted clinically validated cut-off scores are available for MSISQ domains,
high dysfunction was defined as subscale scores greater than or equal to the median value
of the entire sample for each domain. This approach was intended solely to allow within-
sample comparisons and does not represent a diagnostic or clinically meaningful threshold.
The resulting proportions of participants classified with relatively higher primary, sec-
ondary, and tertiary dysfunction were compared between sexes using categorical tests as
described above. Two-sided p-values < 0.05 were considered statistically significant at the
uncorrected level. All analyses were performed in R (version 4.2.2).

3. Results
3.1. Sample Characteristics and Sexual Dysfunction Prevalence

A total of 37 patients were included in the analysis (16 men and 21 women). Men had
a mean age of 35.9 & 4.0 years, whereas women were slightly older (38.9 &= 10.4 years) with
no significant between-sex difference (p = 0.23). Mean disease duration was 11.9 &+ 7.4 years
in men and 9.2 £ 11.7 years in women (p = 0.04; p_FDR = 0.08). All participants showed
non-zero scores in the primary, secondary, and tertiary SD domains, indicating that some
degree of SD was present in the entire sample. Among men, 87.5% presented erectile
dysfunction of any severity, with 37.5% classified as mild, 12.5% as mild-to-moderate, 12.5%
as moderate, and 25.0% as severe, while only 12.5% reported no erectile dysfunction. When
the SD type was defined as the domain with the highest subscale score (primary, secondary,
or tertiary), secondary dysfunction was the most frequent prevalent subtype in both sexes
(75.0% of men and 76.2% of women), followed by primary dysfunction (25.0% vs. 14.3%,
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respectively) and tertiary dysfunction (0% vs. 9.5%) (Figure 1A). Notably, the 0% prevalence
of tertiary dysfunction among men reflected the absence of tertiary dysfunction as the
dominant domain, not the absence of tertiary dysfunction per se, which was present in all
participants. The distribution of prevalent dysfunction types did not differ significantly
between men and women (Fisher’s exact p = 0.49). When comparing continuous domain
scores between sexes, women showed higher secondary dysfunction scores than men
(median 18.0 vs. 11.5), with a significant difference at the uncorrected level (p = 0.04), which
did not survive FDR correction (p_FDR = 0.07). Primary and tertiary dysfunction scores did
not differ between sexes (p = 0.55, p_FDR = 0.58 and p = 0.74, p_FDR = 0.77, respectively).
Using a data-driven definition of high dysfunction based on the median of the whole
sample, high primary, secondary, and tertiary dysfunction were common in both sexes
(primary: 62.5% of men vs. 47.6% of women; secondary: 37.5% vs. 71.4%; tertiary: 50.0% vs.
52.4%) (Figure 1B). However, the prevalence of high dysfunction did not differ significantly
between men and women for any domain (high primary: x? p = 0.57, p_FDR = 0.86; high
secondary: x? p = 0.08, p_FDR = 0.25; high tertiary: x> p = 0.99, p_FDR = 0.99).

B
60%
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Dysfunction type 2 s
. : Q 40% ex
Primary é . Men
. Secondary 3 . o
. Tertiary o
L
D20%
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0%
Women Primary  Secondary  Tertiary
Sex Domain

Figure 1. Sex-specific distribution of SD domains. (A) Proportion of men and women for whom
primary, secondary, or tertiary dysfunction constitutes the dominant domain (prevalent dysfunction
type). (B) Prevalence of high dysfunction in each domain by sex.

3.2. Quality of Life and Fatigue

Beyond sexual domains, several MS-related quality-of-life measures differed between
sexes (Table 1 and Supplementary Table S1). At the uncorrected level, men showed signifi-
cantly higher scores than women on physical health (p = 0.02), physical function (p = 0.02),
role limitation—physical (p = 0.02), pain (p < 0.001), change in health (p = 0.03), social
function (p = 0.02), health distress (including Health_Distress_2 and Health_Distress_3)
(p = 0.02), energy (p = 0.004), health perceptions (p = 0.008), the energy/fatigue index
(p = 0.004), and the physical health composite score (p = 0.009). Women, in contrast,
reported markedly higher fatigue on the Fatigue Severity Scale (Tot_FSS; p < 0.001). Af-
ter controlling for multiple comparisons using FDR, sex differences remained significant
for pain (p_FDR < 0.001), energy (p_FDR = 0.03), energy/fatigue (p_FDR = 0.03), health
perceptions (p_FDR = 0.04), the physical health composite score (p_FDR = 0.04), and
Tot_FSS (p_FDR < 0.001), whereas all other quality-of-life domains showed only uncor-
rected between-sex differences that did not survive FDR correction.
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Table 1. Comparison of SD domains and health-related quality-of-life measures between men
and women.

Men (Mean =+ SD) Women (Mean + SD) p-Value p-Adjusted
Primary sexual dysfunction 12.25 £ 5.26 11.05 £ 6.10 0.55 ¥ 0.58
i;‘;‘;ﬂgjziexual 14.13 + 6.23 18.67 +7.22 0.04 *¥ 0.07
Tertiary sexual dysfunction 9.50 &+ 3.39 11.57 £ 6.83 0.74 ¥ 0.77
Physical health 75.63 +27.38 50.00 + 32.98 0.02 *¥ 0.06
Role limitation physical 65.63 £ 46.44 28.57 £ 42.05 0.02 *¥ 0.06
Role limitation emotional 54.17 £ 48.50 31.75 £ 42.79 0.16 ¥ 0.20
Bodily pain 77.71 £22.79 6.19 £+ 6.57 <0.001 *¥ <0.001 *
Emotional wellbeing 69.50 + 15.86 54.29 £+ 24.71 0.05 ¥ 0.09
Energy 52.00 £ 18.82 33.14 £17.58 0.004 ** 0.03 *
Cognitive function 68.13 + 20.97 52.86 + 28.09 0.07 * 0.09
Health distress 77.50 + 19.66 54.29 + 25.95 0.03 *¥ 0.06
Sexual function 61.46 = 31.90 69.44 £ 32.85 0.33 ¥ 0.37
Change in health 56.25 + 25.00 35.71 + 24.46 0.03 *¥ 0.07
fsi‘:stfﬁffon with sexual 59.38 + 28.69 58.33 + 35.65 0.99 ¥ 0.99
Overall quality of life 31.24 +12.28 26.25 +15.22 0.19%¥ 0.23
Physical function 12.86 £+ 4.65 8.50 £ 5.61 0.02 *¥ 0.06
Health perceptions 9.56 = 4.56 591 £2.35 0.01 ** 0.05
Energy fatigue 6.24 +2.26 3.98 & 2.11 0.004 ** 0.03
Role limitation physical 7.88 £ 5.57 3.43 £ 5.05 0.02 *¥ 0.06 ¥

* t-test; ¥ Wilcoxon rank-sum test; * p < 0.05; p-adjusted: Benjamini-Hochberg FDR-adjusted p-values.

4. Discussion

In this cross-sectional study, we investigated the multidimensional profile of SD in
men and women with RRMS and explored its associations with symptom burden and
health-related quality of life. Given the study design, findings should be interpreted as
correlational and hypothesis-generating rather than indicative of directional or causal
relationships. Three main findings emerged: First, sexual symptoms were highly prevalent
in the cohort, with all participants reporting some degree of impairment in the primary,
secondary, and tertiary MSISQ domains, and with most men screening positive for erectile
dysfunction (ED). Second, when we identified the predominant MSISQ domain for each
participant (i.e., the domain with the highest subscale score), secondary dysfunction was the
most frequent profile in both sexes (=75%). Third, sex differences were more pronounced in
global symptom-related outcomes—particularly fatigue and physical health indices—than
in sexual domain severity per se.

Given the exploratory nature of the analyses, these interpretations should be viewed
as descriptive patterns within the present sample rather than mechanistic explanations.

4.1. Prevalence and Predominant Pattern of Sexual Dysfunction

The high proportion of men screening positive for ED was consistent with evidence
indicating that ED is among the most frequent male sexual problems in MS, although
prevalence estimates vary substantially across studies depending on instruments, thresh-

https:/ /doi.org/10.3390/medicina62030522


https://doi.org/10.3390/medicina62030522

Medicina 2026, 62, 522

8of 12

olds, and recruitment setting [4]. In our sample, the ED estimate should be interpreted
cautiously given the small male subsample size and the online recruitment strategy, which
may have increased participation among individuals with relevant symptoms. At the same
time, online self-reporting procedures may have facilitated disclosures in a domain that
is often under-reported in routine clinical encounters, potentially improving symptom
ascertainment.

The predominance of secondary dysfunction provides a clinically informative signal.
This categorization reflected a relative distribution within the present sample and should
not be interpreted as a clinically validated threshold. Rather than implying that neurogenic
or psychosocial mechanisms were absent, it suggests that, within this RRMS cohort, sexual
difficulties were most often framed by symptom-related and functional interference in
everyday life [25]. This interpretation is supported by the broader outcome profile ob-
served here, including markedly higher fatigue in women and persistent sex differences
in key physical health indices (notably pain). While causality cannot be inferred from a
cross-sectional design, these convergent findings could suggest that symptom burden and
physical wellbeing are closely associated with sexual difficulties and may help contextual-
ize the predominance of secondary domain involvement within this cohort. However, part
of this pattern may also reflect medication-related effects, which could not be disentangled
in the present design.

4.2. Sex Differences and Symptom Burden

A key nuance is that the “dominant” MSISQ domain does not imply that other do-
mains are irrelevant. For example, tertiary symptoms were present to some degree in all
participants even though tertiary dysfunction was never the highest-scoring domain among
men. In addition, when we applied a sample-derived classification of “high dysfunction,”
we did not observe significant sex differences across domains; however, such internal
thresholds are primarily descriptive and future studies should confirm these patterns using
clinically established cut-offs to improve comparability across cohorts.

Sex-related contrasts in MSISQ domain scores were modest and did not remain robust
after correction for multiple testing, whereas sex differences in symptom-related outcomes
were more consistent. This pattern may reflect limited statistical power rather than the
absence of meaningful differences. Women reported markedly higher fatigue and poorer
physical health indices, including worse pain-related scores (with higher MSQOL-54 scores
indicating better HRQoL). It should be noted that in MSQOL-54, lower scores indicate
poorer perceived health status. Therefore, very low values observed in some physical health
domains likely reflect substantial perceived impairment rather than absence of symptoms.
In a small sample, extreme values may also be influenced by inter-individual variability
and potential floor effects and should be interpreted cautiously.

4.3. Clinical Implications

Clinically, this pattern is consistent with the possibility that symptom burden and
secondary domain sexual difficulties frequently co-occur in RRMS, while pain and discom-
fort may limit engagement and satisfaction. Similar associations between fatigue/quality
of life and SD have been reported in MS cohorts [26]. Accordingly, sexual health assess-
ment in MS should extend beyond sex-specific function measures alone and be integrated
with the routine management of fatigue, pain, and other modifiable contributors, along-
side medication reviews and rehabilitative strategies when symptom-related interference
predominates [27].

Our findings reinforce the need for systematic sexual health screening in MS care, as
sexual problems are frequently under-addressed and may remain undisclosed unless clini-
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cians proactively ask. A pragmatic approach could combine a brief sexual function screener,
an MS-specific domain tool to contextualize the predominant drivers of dysfunction, and
targeted follow-up focused on modifiable contributors (fatigue and pain management,
bladder/bowel symptom strategies where relevant, medication review, and psychosocial
support). One possible interpretation is that secondary domain dysfunction may emerge
through a cascade in which fatigue and pain reduce physical and emotional engagement,
leading to diminished sexual desire and potential relationship strain. In such cases, an
interdisciplinary approach may be helpful. The neurologist may review disease activity and
medications that exacerbate fatigue or sexual side effects. The physiotherapist may address
deconditioning, energy conservation strategies, and pain management to improve func-
tional capacity. The psychologist or sex therapist may work on communication, expectation
adjustment, and coping strategies within the couple. These coordinated interventions do
not target sexual function directly but rather the modifiable contributors that interfere with
intimacy. These findings suggest that interdisciplinary care may be considered in patients
with prominent secondary domain involvement. Importantly, embedding sexual health
assessment within routine MS evaluations may not only improve symptom management
but also enhance patient—clinician communication and overall health-related quality of life,
supporting a more holistic and gender-sensitive model of MS care [7].

4.4. Strengths and Limitations

Key strengths of this study include the combined use of sex-specific instruments and an
MS-specific multidomain framework, which allowed clinically meaningful profiling of SD
beyond a single prevalence estimate. This integrative approach facilitated the examination
of distinct contributors to sexual difficulties and enhanced the interpretability of findings
in a clinical context.

Several limitations should also be acknowledged. The relatively small sample size, re-
striction to a relapsing-remitting MS cohort, online recruitment strategy, and cross-sectional
self-report design limit generalizability. The voluntary online recruitment strategy may
have also introduced selection bias, potentially over-representing individuals who were
experiencing or concerned about sexual difficulties. Consequently, the reported prevalence
estimates should not be interpreted as population-level rates but rather as descriptive
findings within a self-selected sample. The cross-sectional design precludes any inference
regarding temporal or causal relationships between sexual dysfunction, fatigue, and quality-
of-life outcomes; therefore, observed associations should be interpreted as exploratory and
hypothesis-generating. In addition, the reliance on self-reported diagnosis, comorbidities,
and exclusion criteria may introduce misclassification of bias and residual confounding,
as clinical information was not independently verified. Although online self-reporting
may enhance disclosure in sensitive domains such as sexual health, it may also reduce
diagnostic precision. Another important limitation is the lack of systematic control for
medication use. Both disease-modifying therapies and symptomatic treatments (e.g., an-
tidepressants, antispastics, medications for fatigue, and antihypertensives) may directly
affect sexual function. Consequently, pharmacological effects may have contributed to the
observed sexual difficulties and could represent an unmeasured confounding factor, partic-
ularly when interpreting the predominance of secondary domain dysfunction. In addition,
several observed between-sex differences did not remain significant after correction for
multiple comparisons, suggesting that larger, adequately powered samples are required to
determine whether modest sex-related contrasts are robust and reproducible. Given the
limited sample size, the possibility of type II error cannot be excluded, and non-significant
findings should therefore be interpreted cautiously as potentially inconclusive rather than
definitively null.
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Overall, these findings should be interpreted in light of the exploratory design, the
limited sample size, and the reliance on self-reported clinical information. Accordingly, the
results are best viewed as preliminary and hypothesis-generating rather than confirmatory.

4.5. Future Directions

Building on these findings, future research should prioritize larger, multicenter cohorts
with standardized clinical characterization (e.g., disability metrics and disease activity)
and longitudinal designs to clarify temporal relationships between symptom trajectories—
particularly fatigue and pain—and specific domains of SD. Stratified analyses according to
disease-modifying therapies and concomitant medications will be essential to disentangle
treatment-related effects. In addition, broader assessment of psychosocial variables, includ-
ing mood, relationship functioning, and partner-reported outcomes, is needed to better
capture the interpersonal and quality-of-life impact of SD in MS.

5. Conclusions

In conclusion, SD in RRMS appears to be a multidimensional outcome emerging from
the interplay between neurological disease processes, symptom-related interference, and
psychosocial factors. The importance of secondary domain involvement highlights the
association between the relationship between sexual difficulties and symptom burden,
particularly fatigue and pain, within this cohort. Given the heterogeneity in assessment
approaches and thresholds across the literature, future studies should prioritize larger
samples, standardized clinical characterization, and clinically validated cut-offs, within
longitudinal designs capable of clarifying links between symptoms and sexual outcomes.
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