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SECURE study: Incidentally detected MGUS patients have
comparable depression and anxiety rates to UK general population

To the Editor,

Monoclonal gammopathy of undetermined significance
(MGUS) is a common premalignant haematological condi-
tion noted in 5% of individuals over the age of 40." MGUS
is characterised by the presence of a monoclonal protein in
the blood, without clinical features of multiple myeloma or
related disorders.” In a screened MGUS population, a 1%
annual risk of progression to multiple myeloma or other
plasma cell disorders has been observed.>* MGUS is most
often detected incidentally during routine blood tests.’
While research has largely focused on disease progression
and risk, the psychological impact of an MGUS diagnosis re-
mains poorly understood.

Despite low progression risk, an MGUS diagnosis may
cause concern due to its association with multiple myeloma
and higher morbidity and mortality risk in epidemiological
studies. Studies in other premalignant conditions have re-
ported increased psychological distress, even when immediate
clinical consequences are minimal. However, evidence specif-
ically on incidentally detected (unscreened) MGUS patients,
remains limited, and their psychological health compared to
the general population has not been formally assessed using
validated measures. It is also unclear whether any distress ob-
served in this group stems specifically from the MGUS diag-
nosis or reflects a broader predisposition to anxiety.

The SECURE study is the first prospective, observational
UK cohort to assess mental health outcomes in patients with
incidentally detected MGUS using validated psychological
questionnaires. This analysis focuses on baseline depression,
anxiety, health-related anxiety and intolerance of uncer-
tainty following clinical diagnosis across multiple NHS sites.
We compare these outcomes to population-level estimates
from the UK general population to clarify the psychologi-
cal impact of an MGUS diagnosis and inform future clinical
management.

Participants were identified prospectively through rou-
tine clinical care and provided informed consent. Eligible
patients were those diagnosed incidentally during blood
tests performed for unrelated conditions. Patients were risk
stratified based on M-protein concentration, immunoglob-
ulin isotype and serum free light chain (FLC) ratio.® They

completed standardised mental health assessments at base-
line, with planned annual follow-up for up to 5years.

Psychological assessment tools include patient health
questionnaire-9 (PHQ-9) for depression screening,” gener-
alised anxiety disorder-7 (GAD-7) for anxiety screening,®
health anxiety inventory (HAI) to assess health-related
anxiety’ and intolerance of uncertainty scale (IUS-27) to
evaluate uncertainty tolerance.'” These assessments were
conducted in person or remotely via digital surveys. Data
collection was standardised across sites to minimise vari-
ability in questionnaire administration. The study is regis-
tered with ClinicalTrials.gov (NCT05539079).

To compare MGUS patients with the UK general pop-
ulation, data from the Office for National Statistics (ONS)
were used. ONS conducted a snapshot analysis of depression
and anxiety from 22 September to 3 October 2021 using
the Opinions and Lifestyle Survey. This survey employed a
randomly selected sample of adults aged 16 and over from
households across Great Britain, with data collected via on-
line questionnaires and telephone interviews. Standardised
mental health assessments included PHQ-8 for depressive
symptoms and GAD-7 for anxiety symptoms. PHQ-8 aligns
with SECURE's use of PHQ-9, excluding the suicide-related
item for population-level comparison. The primary com-
parator was ONS ‘all adults’ (age 16+). Sensitivity analysis
was conducted using ONS age bands 50-69 and 70+ with
matched SECURE strata.

As of 1 September 2025, 847 incidentally detected MGUS
patients have been enrolled across 30 UK sites (median age
71, 51.2% male, 83.5% White). Recruitment is ongoing, and
this analysis is a snapshot of baseline data. The median time
from diagnosis to baseline assessment was 2.4years, and
69.8% were diagnosed in secondary care. Among 335 risk-
stratified participants, MGUS progression risk factors in-
cluded abnormal FLC ratios (53.1%), non-IgG MGUS (31.0%)
and M-protein >15g/L (18.2%). Risk stratification identified
26.9% of participants as low risk, 46.0% as low-intermediate
risk, 25.1% as high-intermediate risk and 2.1% as high risk
of progression to myeloma (Table S1). PHQ-9 was completed
by 511 (60.3%), GAD-7 by 495 (58.4%), IUS-27 by 478 (56.4%)
and HAI by 496 (58.6%) (Table S2).
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Baseline psychological assessment showed depression
prevalence in SECURE comparable to ONS (moderate-se-
vere 14.5% [11.4, 17.5] vs. 16% [15, 18]; Figure 1). In the
overall comparison with ONS all adults (age 16+), anxi-
ety was lower in SECURE (moderate-severe 10.3% [7.6%,
13.0%] vs. 16% [14%, 18%]). In age-banded sensitivity anal-
yses (50-69 and 70+), both depression and anxiety esti-
mates showed overlapping 95% confidence intervals (ClIs)
between SECURE and ONS (Tables S3 and S4), indicating
no age-specific differences.

A strong positive correlation was found between IUS-27
and both PHQ-9 and GAD-7 scores (Figure 2). IUS-27 sig-
nificantly predicted PHQ-9 (8=0.155, 95% CI [0.138, 0.172],
R*=0.397, p<0.001) and GAD-7 (8=0.169, 95% CI [0.154,
0.185], R*=0.507, p<0.001), confirming that higher intoler-
ance of uncertainty is associated with increased anxiety and
depression symptoms.

80.4% of participants reported low health anxiety (95%
CI [77.0, 83.9]), 18.1% experienced moderate health anxiety
(95% CI [14.8, 21.5]) and 1.4% experienced high health anxi-
ety (95% CI [0.4, 2.4]).

This study is the first prospective investigation into
the psychological impact of incidentally diagnosed MGUS
patients, using validated mental health questionnaires.
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FIGURE 1 Comparison of depression and anxiety rates: ONS (red)
versus SECURE (black). Data are reported as proportions with 95% CI.
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While MGUS is a premalignant condition, its clinical
implications remain uncertain and its psychological ef-
fects have not been widely studied in patients diagnosed
through routine care.

Previous smaller MGUS cohort studies suggest that
MGUS patients experience psychological distress, though
findings vary. Murphy et al. (2021), the only UK-based qual-
itative study, found that MGUS patients experienced anxiety,
isolation and frustration, largely due to limited information
and support.'’ Similarly, Patel et al. (2024) reported 19% of
MGUS patients had anxiety, with pre-existing psychiatric
conditions increasing risk.'” In Germany, Maatouk et al.
(2019) observed comparable distress levels between MGUS
and multiple myeloma patients, despite MGUS being a clin-
ically stable condition."”” These findings highlight diagnos-
tic uncertainty as a key driver of distress, yet no validated
psychological scales exist specifically for MGUS patients.
To address this, SECURE incorporated HAI and IUS-27 to
assess health-related anxiety and diagnostic ambiguity. A
similar pattern is seen in breast cancer screening, where low-
risk findings can still trigger anxiety, even when the clinical
risk is minimal. Comparable experiences have been reported
in chronic lymphocytic leukaemia (CLL) patients managed
with watch-and-wait, where the absence of active treatment
contributes to anxiety and fear of progression.'* These paral-
lels reinforce the need for further research into psychological
distress and targeted support for MGUS patients.

The iStopMM trial, a large-scale Icelandic screening study,
found that screening-detected MGUS did not increase anxiety
or depression.” Its randomised design, with participants ei-
ther informed or unaware of their MGUS status, strengthened
psychological comparisons by minimising bias. In SECURE,
baseline depression matched UK population estimates, and
age-banded analyses showed no difference in anxiety. Overall,
incidental MGUS detection in routine practice does not appear
to elevate psychological distress, which is reassuring as earlier
myeloma detection is likely to increase MGUS diagnoses.

Our study is the first to use IUS-27 and HAI in MGUS
or other precursor haematological conditions. In our co-
hort, uncertainty intolerance was a significant predictor of
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depression and anxiety, supporting its relevance alongside
PHQ-9 and GAD-7 findings. While HAI was included as an
exploratory measure, it offers additional context on health-
related anxiety in this population.

Several limitations must be considered. The sample size is
relatively small, reducing statistical power. Variability in diag-
nosis communication and questionnaire administration may
have introduced response bias. As a baseline analysis with
annual assessments, this study does not capture long-term
psychological trends (including distress related to disease
progression) or short-term fluctuations (e.g. around clinic
appointments). ONS 2021 PHQ-8/GAD-7 was the closest
UK comparator dataset available, and we acknowledge that
pandemic timing and age-structure differences limit direct
comparability. Even with the age-banded analyses, residual
differences may persist. Seasonal mental health fluctuations
were not accounted for in either dataset. Finally, due to lim-
ited data at present, we were unable to stratify psychological
outcomes by MGUS risk group or immunoglobulin isotype.

While baseline results suggest minimal psychological im-
pact overall, support may still be warranted for patients with
pre-existing mental health conditions or heightened dis-
tress. SECURE's longitudinal design will enable long-term
tracking of psychological outcomes over time. With a larger
dataset, future analyses will explore how psychological well-
being evolves in relation to MGUS risk stratification, disease
progression, clinical monitoring and seasonal variation.
Additionally, we will assess the predictive value of baseline
psychological measures, such as IUS-27 and HAI for long-
term mental health outcomes and patient engagement. This
may clarify whether distress reflects a general predisposition
to anxiety rather than being triggered specifically by MGUS
diagnosis.
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