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ORIGINAL RESEARCH

Efficacy and safety of pharmacological
treatments in inclusion body myositis: a

systematic review

Eduardo José Ferreira Santos

ABSTRACT

Objective To identify the best evidence on the efficacy of
treatment interventions for inclusion body myositis (IBM)
and to describe their safety.

Methods Systematic review of randomised controlled
trials (RCTs) of pharmacological treatments of adults with
IBM, conducted according to the Cochrane Handbook,
updating a previous Cochrane review. The search strategy
was run on Cochrane Neuromuscular Disease Group
Specialized Register, CENTRAL, MEDLINE and EMBASE,
ClinicalTrials.gov and the WHO International Clinical

Trials Registry Platform. Assessment of risk of bias, data
extraction and synthesis were performed independently by
two reviewers. Data pooled in statistical meta-analyses, if
possible.

Results From a total of 487 records, 48 were selected for
full-text review, 14 fulfilled the inclusion criteria, but only
2 RCTs were included in meta-analyses due to clinical
heterogeneity (different drug interventions or dosages).
Treatments included various immunosuppressive and
immunomodulatory agents, alongside interventions
modulating muscle growth and protein homoeostasis.
Efficacy was assessed across multiple outcomes, namely
muscle strength, physical function, mobility and muscle
trophicity. Trials of methotrexate (MTX), intravenous
immunoglobulin, interferon beta-1a and MTX, MTX and
anti-T-lymphocyte immunoglobulin, oxandrolone, MTX and
azathioprine, bimagrumab, arimoclomol, and sirolimus
provided low-quality to high-quality evidence of having no
effect on the progression of IBM.

Conclusions Drug interventions for IBM were not
effective for most of the outcomes of interest. We observed
inconsistency of outcome measures across trials. More
RCTs are needed, of adequate size and duration, and using
a standardised set of outcome measures.

INTRODUCTION

Inclusion body myositis (IBM) is the most
common muscle-wasting disease in people
older than 45 years and is associated with
progressive proximal and distal limb muscle
atrophyand weakness. =4 Early clinical features
on physical examination are the preferen-
tial involvement of finger flexion and knee
extension muscle groups, with neck flexion

.28 Bayram Farisogullari
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WHAT IS ALREADY KNOWN ON THIS TOPIC

= Inclusion body myositis (IBM) is the most prevalent
muscle-wasting disease in people over the age of
45, with no currently effective treatment.

= Recent large clinical trials highlight the need to up-
date the evidence on the effects of pharmacological
interventions in IBM.

WHAT THIS STUDY ADDS

= This systematic review (SR) highlights the need for
a core outcome set to consistently assess treatment
response and disease progression in IBM, potentially
enabling studies to produce more precise results.

= Pharmacological interventions for IBM remain inef-
fective for most of the outcomes of interest, though
evidence regarding their safety is reassuring.

HOW THIS STUDY MIGHT AFFECT RESEARCH,
PRACTICE OR POLICY

= This SR updates the efficacy and safety of treatment
interventions for IBM, incorporating findings from
recent large clinical trials targeting novel pathways.

= This SR encourages further studies exploring the
efficacy of interventions in IBM, where evidence for
management is still scarce.

and ankle dorsiflexion also being frequently
affected. Dysphagia can be a presenting
feature and occurs frequently during the
disease course. The disease progresses slowly
but relentlessly over time, interfering with all
activities of daily living, leading to severe disa-
bility, loss of quality of life, work impairment
and premature death.'™

IBM is a rare disease and the epidemiology
varies between and within countries, with an
estimated overall prevalence of 46 per million
(increasing to 97 per million in people older
than 30 years and 139 per million in people
older than 50 years).w " However, the prev-
alence is likely underestimated as the condi-
tion is often misdiagnosed and a mean
diagnostic delay of around 5 years has been
reported.”* > The estimated annual US cost
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of care for IBM is US$S500012; this includes the total
healthcare costs and resource utilisation for all services,
such as inpatient visits, emergency room visits, outpatient
office visits, durable medical equipment claims, skilled
nursing facility visits, home health agency visits, hospice
care and prescriptions.

The pathophysiology is complex, remains poorly
understood and is considered to involve an interaction
between inflammatory and degenerative pathways.” '* '*
The degenerative theory of IBM hypothesises that the
disease is caused by ageing of muscle fibres associated
with accumulation and aggregation of misfolded, ubig-
uitinated, multiple-protein aggregates in genetically
susceptible people. Accumulation of these protein aggre-
gates within muscle fibres is thought to trigger an inflam-
matory/immune response as a secondary outcome of
muscle degeneration.”® Conversely, given the inflamma-
tory features on muscle biopsy such as marked CD8+T cell
infiltration and major histocompatibility complex class I
and II upregulation, the identification of genetic auto-
immunity associations,** the association with antibodies
against cytosolic 5nucleotidase 1A (cN1A),'*" and the
identification of a highly differentiated T-cell population
known to be relatively resistant to apoptosis and other
mechanisms of immunosuppression, a primarily auto-
immune aetiology for IBM has been suggested, with the
degenerative features hypothesised as being a secondary
component.” "

Treatment options have attempted to target inflamma-
tory, degenerative, and atrophic features of IBM, with
large clinical trials having been recently conducted’ ®®
since the last systematic review (SR) took place.' Since
there was no recent SR investigating the efficacy of treat-
ment interventions for IBM, and considering the need to
expand the body of knowledge in light of new and large
clinical trials, we performed an SR that aimed to identify
the best evidence on the efficacy of treatment interven-
tions for IBM and to describe their safety, if reported, in
the included studies.

METHODS

This SR was conducted according to the Cochrane Hand-
book?” and reported following the Preferred Reporting
Items for Systematic Reviews and Meta-Analyses guide-
lines.?!

As this is an update of a Cochrane SR, the research team
followed the same protocol as the previous Cochrane
SR.! The review was not registered in PROSPERO.

The outlined research questions were:

1. Which pharmacological interventions are efficacious
in improving outcomes in people with IBM?

2. Which pharmacological interventions are safe in im-
proving outcomes in people with IBM?

We only focused on pharmacological interventions
because new clinical trials have emerged in this area.
We did not include trials of exercise or management
of dysphagia, as these are subjects of other Cochrane

reviews with no significant updates expected since the
last review.*

These questions were framed and structured using
the ‘Patients, Intervention, Comparator or Control,
Outcome, Type of study' format, as follows:

Participants

A study was eligible for inclusion if the included partici-
pants were adults (aged 18 years or over) with a diagnosis
of IBM fulfilling any internationally accepted IBM classi-
fication criteria.”** We specifically excluded people with
familial IBM and hereditary inclusion body myopathy,
but we included people who had connective tissue and
autoimmune diseases associated with IBM, which may or
may not have been described in trials. Studies describing
information regarding people with IBM associated with
other concomitant diseases were summarised separately
and by subgroups, whenever possible.

Interventions

Regarding the eligible interventions, all pharmacological
interventions were included. Pharmacological interven-
tions were classified as medicinal products in accordance
with the EU Directive 2001/83/EEC (EU 2001), which
states: ‘any substance or combination of substances which
may be used in or administered to human beings either
with a view to restoring, correcting or modifying physio-
logical functions by exerting a pharmacological, immu-
nological or metabolic action, or to making a medical
diagnosis’.27 This may include interventions such as
immunosuppressive or immunomodulatory agents
including glucocorticoids, azathioprine, methotrexate
(MTX), ciclosporin, cyclophosphamide, intravenous
immunoglobulin, leukapheresis, plasma exchange and
targeted therapies such as those using monoclonal anti-
bodies, among others.

Comparator or control
The comparator was placebo or usual care (standard
care). Studies without a comparator were excluded.

Context
There were no contextual constraints.

Outcomes

Regarding outcomes, the core concepts were change in
muscle strength (eg, Manual Muscle Testing (MMT),
Quantitative Muscle Testing (QMT) using Maximal
Voluntary Isometric Contraction Testing (MVICT) or
hand-held dynamometry) and muscle trophicity (eg,
Thigh Muscle Volume (TMV), lean body mass (LBM)).
Based on the impact of the condition, we additionally
included changes in measures of mobility, endurance
or physical function, such as the 6 min Walking Distance
(6MWD), Timed Up and Go Test (TUG) or its modified
version (mTUG) and Inclusion Body Myositis Functional
Rating Scale (IBMFRS), among others. To analyse the
safety of interventions, the absolute number of adverse
events was considered.
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Type of study

Only SRs and randomised controlled trials (RCTs) or
controlled clinical trials were eligible because they
are considered the most robust study designs and
represent the strongest evidence.” The studies inte-
grating SRs were extracted for joint analysis with the
remaining primary studies. This was done to provide
additional reassurance that no relevant articles were
overlooked. In this regard, the SRs themselves were
not included and evaluated.

Search strategy and study selection

A search strategy was run in Cochrane Neuromuscular
Disease Group Specialized Register, CENTRAL, MEDLINE,
EMBASE, ClinicalTrials.gov and the WHO International
Clinical Trials Registry Platform, from 1 September 2014
(end date of the search strategy of the last SR)" to 81 January
2023. Studies published in English, French, Portuguese,
Spanish and Turkish language were considered for inclu-
sion. Details on complete search strategies are provided in
online supplemental material S1.

All identified citations were uploaded into an EndNote
V.X9 (Clarivate Analytics, PA, USA) library and the dupli-
cates were removed. Titles and abstracts were screened
by two independent reviewers (EJFS and BF) to assess
eligibility criteria. The full articles were retrieved for all
studies that met or had insufficient information to assess
the inclusion criteria, and two reviewers (EJFS and BF)
independently examined them in detail. Any disagree-
ments between the reviewers were resolved through
discussion or adjudication by a third reviewer (PMM).
The study selection was performed using Rayyan.

Risk of hias (quality) assessment

Two reviewers (EJFS and BF) assessed the risk of bias
in each included study using the Cochrane Collabora-
tion’s tool for RCTs.* Any disagreements between the
reviewers were resolved through discussion or adjudica-
tion by a third reviewer (PMM). The Cochrane’s risk of
bias tool (RoB-1) was used since this SR is an update and
because it was the previously used tool. This procedure
is in accordance with the standardised methods of the
Cochrane Handbook.*’

Data extraction and synthesis

Data were extracted from the selected reports by the same
two independent reviewers (EJFS and BF), and disagree-
ments were discussed until consensus was achieved, or
with adjudication by the third reviewer (PMM), whenever
necessary. Authors of papers were contacted to request
missing or additional data, where required.

Studies were pooled for statistical meta-analysis
using Review Manager V.5.2.8. and SPSS Statistics,
V.28 (IBM), if the needed statistics were available.
Effect sizes were expressed as ORs (for dichotomous
data) or mean differences (MD), and their 95% ClIs
were calculated. MD is the difference between effect
estimates for intervention and control on a specific

scale. Because pooling of the MD from individual
RCTs is done after weighting the values for precision,
this pooled MD is also known as the weighted MD.
From a clinical perspective, interpretation requires
knowing the minimally important difference for the
outcome.”” We imputed SD where necessary according
to sections 6.5.2.2 and 6.5.2.3 of the Cochrane Hand-
book.?” Heterogeneity was assessed statistically using
the standard y” and I2 tests. For a value of 12 equal
to 0%, we assume no heterogeneity between studies
(homogeneity); around 25%, low heterogeneity;
around 50%, moderate heterogeneity; and around
or greater than 75%, high heterogeneity.” Statis-
tical analyses were performed using random effects
models only in the presence of moderate to high
heterogeneity (I2>50%) and, in their absence, fixed
effect models were used instead.”’ ** Where statistical
pooling was not possible, the findings were presented
in narrative form, including tables and figures, where
appropriate. Sensitivity analyses were conducted to
test decisions made, if appropriate.

RESULTS

Out of a total of 487 records, 48 were selected for full-
text review, and 14 studies fulfilled the inclusion criteria
and were included in this SR. Of these, only two RCTs
were included in the meta-analysis due to clinical heter-
ogeneity of the remaining studies (different drug inter-
ventions or dosages). There was no need to contact the
authors of the papers to request additional information.
The results of the searches are shown in a flow diagram
(figure 1).

Methodological quality

The critical appraisal results for each study are summa-
rised in figure 2 and online supplemental material S2.
There was agreement among the reviewers to include all
the studies that were appraised. The more recent RCTs
included in this SR update were of high quality.5 683334
Five RCTs were of moderate quality.g‘z'_39 Finally, four RCTs
were of low quality, indicating a high risk of bias. % All
but two of the RCTs complied with a random sequence
generation and allocation concealment. There was an
unclear risk of bias or high bias in ~57% of the RCTs, for
blinding of participants and personnel and blinding of
outcome assessment. For incomplete outcome data and
selective reporting, an unclear risk of bias or high bias
was observed in ~43% of the RCTs. For other biases, an
unclear risk of bias or high bias was observed in ~64% of
the RCTs. Overall, the included RCTs provide low to high-
quality evidence, with notable improvement observed in
the more recent studies.

Characteristics of included studies and interventions

Study characteristics are detailed in online supple-
mental material S3. Pharmacological interventions
included various immunosuppressive or immuno-
modulatory agents alongside interventions aimed at
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Figure 1

modulating muscle growth or protein homoeostasis,
namely MTX alone,” intravenous immunoglob-
ulin,35 4041 nterferon beta-la and MTX,36 3 anti-T-
lymphocyte immunoglobulin and MTX,* azathioprine
and MTX,43 oxandrolone,38 bimagrumab,8 ¥ arimo-

clomol® * and sirolimus.” The summary of findings,

Flow chart of the study selection and inclusion process.

integrating all included RCTs, along with the inter-
ventions and their impact on outcomes, is presented
in table 1. The follow-up periods varied from 3 * to
20° months, with 12 months being the most common
follow-up period.”*##*** Oyerall, we found that phar-
macological interventions were not effective for most

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias

% 25% 50% 75%  100%

o

[ Low risk of bias

[CJunciearrisk of bias

[l Hioh risk of bias

Figure 2 Risk of bias summary graph for included clinical trials. Review authors’ judgements about each risk of bias item
presented as percentages across all included studies using the Cochrane RoB tool. RoB, risk of bias.
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Myositis

Table 1 Summary of findings
Intervention Number of RCTs Outcome Impact References
Methotrexate (MTX) vs placebo 1 QMT; MMT No difference 33
Intravenous Immunoglobulin vs 2 MMT, QMT (MVICT); NSS No difference 35 40 41
placebo 1 NSS _ 41
Interferon beta-1a+MTX vs 2 NSS; Average grip strength; QMT No difference 36 37
placebo (MVICT); LBM; MMT (MRC)
Anti-T-lymphocyte 1 QMT - 42
Immunoglobulin+MTX vs MTX
Oxandrolone vs placebo 1 QMT (MVICT); MMT (MRC) No difference 38
Azathioprine+MTX vs MTX 1 MMT Unclear 43
Bimagrumab vs placebo 2 LBM; TMV Improvement 8 34
QMT;, 6BMWD; mTUG No difference
Arimoclomol vs placebo 2 IBMFRS; MMT, mTUG; 6MWD; No difference 6 39

Sirolimus vs placebo

Hand grip strength
6MWD; HAQ-DI

IBMFRS; QMT (Grip strength, Knee

extension strength)

&)

No difference

HAQ-DI, Health Assessment Questionnaire - Disability Index; IBMFRS, Inclusion Body Myositis Functional Rating Scale; LBM, lean body
mass; MMT, manual muscle testing; MRC, Medical Research Council Scale; mTUG, modified Timed Up and Go Test; MVICT, Maximal
Voluntary Isometric Contraction Testing; 6MWD, 6 min Walking Distance; NSS, Neuromuscular Symptom Score; QMT, Quantitative Muscle

Testing; RCTs, randomised controlled trials; TMV, thigh muscle volume.

of the outcomes of interest and had no effect on the
progression of IBM.

Regarding the safety of pharmacological interventions,
most studies reported that they were well tolerated or
similar to placebo.”®®%**

Meta-analysis and narrative synthesis

Meta-analysis of results to assess the efficacy of the different
pharmacological interventions was only possible in two
RCTs (for interferon beta-1a vs placebo comparison) due
to the marked differences between the included RCTs
(different interventions, different modes of administra-
tion, different dosages and different follow-ups, among
others; resulting in a highly irreconcilable clinical heter-
ogeneity). The results of the meta-analyses were carried
out for four outcomes (average grip strength, composite
MVICT score, dual energy X-ray absorptiometry (DEXA)
LBM and MMT) but none revealed statistically significant
differences (figure 3; p>0.05). In addition, we carried out
meta-analyses to determine the OR of serious adverse
events of the different pharmacological interventions.
The summary of the meta-analyses was grouped into
a single forest plot (figure 4). The results of the meta-
analyses and the narrative summary (online supple-
mental material S3) show that the pharmacological
interventions were well tolerated or similar to placebo in
terms of adverse events and serious adverse events. Only
one exception was observed for sirolimus (OR 2.16, 95%
C10.64 to 7.26).

DISCUSSION
This SR provides evidence that pharmacological interven-
tions are largely ineffective for most outcomes of interest
and disease progression in people with IBM. However, a
few studies indicated some beneficial effects for certain
interventions, including intravenous immunoglobulin,*!
anti-T-lymphocyte immunoglobulin plus MTX,* bima-
grumab8 ¥ and sirolimus,5 on some assessed outcomes.
These findings, however, have not been consistently repli-
cated, nor was there uniformity across the outcome meas-
ures. Regarding safety, most trials reported that the inter-
ventions were well tolerated, with adverse events gener-
ally mild and similar to those observed with placebo.
Due to the lack of an agreed-on core outcome set
in IBM," * a wide range of different assessments—
including muscle strength, endurance, physical function
and quality of life assessments—have been evaluated as
primary or secondary measures in studies, making integra-
tion into meta-analyses challenging. Meta-analyses were
only possible in two RCTs and found no significant differ-
ences in primary or secondary outcomes, including mean
grip strength, MVICT composite score, DEXA LBM and
MMT. In most studies, muscle strength was the primary
outcome, but in two recent RCTs of high quality with the
highest number of patients, endurance (6MWD)® and
physical function (IBMFRS)® were the primary outcomes.
Overall, muscle strength testing, such as QMT? * ¥ 5 42
and MMT,” % # * and safety and tolerability,”® *** were
the most common primary outcome measures. These
were followed by laboratory tests,” * NSS,*' open muscle

Santos EJF, et al. RMD Open 2025;11:€005176. doi:10.1136/rmdopen-2024-005176
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Outcome: Average grip strength

IFN beta-1a Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
The Muscle Study Group, 2001 -0.72 1.99 14 -072 146 16 48.7% 0.00[-1.26, 1.26]
The Muscle Study Group, 2004 0.23 1.66 15 -1.45 1.44 13 51.3% 1.68[0.53, 2.83) b
Total (95% CI) 29 29 100.0% 0.86 [-0.78, 2.51]
Heterogeneity: Tau*=1.03; Chi*= 3.72, df=1 (P = 0.05), F=73% _110 5 o 5 130

Test for overall effect: Z=1.03 (P = 0.30) Favours placebo Favours IFN beta-1a

Outcome: Composite MVICT score

The Muscle Study Group, 2001 -0.26 0.69 14 -016 064 16 729% -010[-0.58,0.38)
The Muscle Study Group, 2004 -0.48 1.24 15 -022 087 13 271%  -0.26 [-1.05,0.53)
Total (95% CI) 29 29 100.0% -0.14[-0.55,0.27]
Heterogeneity: Tau®= 0.00; Chi*= 012, df=1 (P =0.73); F= 0% =2 91 5 1= é

Testfor overall effect: Z= 0.69 (P = 0.49) Favours placebo Favours IFN beta-1a

Outcome: DEXA lean body mass

The Muscle Study Group, 2001 004 11 14 -0.34 196 16 52.6% 0.38[-0.74,1.50]
The Muscle Study Group, 2004 -0.94 132 15 -082 1.79 13 47.4% -012[1.30,1.06)
Total (95% ClI) 29 29 100.0% 0.14 [-0.67, 0.96)
Heterogeneity: Tau®= 0.00; Chi*= 0.36, df=1 (P = 0.55); F= 0% =4 =2 5 % é

Testfor overall effect: 2= 0.35 (P = 0.73) Favours placebo Favours IFN beta-1a

Outcome: MMT

16 67.4%

The Muscle Siudv Group, 2001 -0.06 015 14 003 016 -0.09 [-0.20,0.02)
The Muscle Study Group, 2004  -0.08 0.22 15 -0.08 0.21 13 326% 0.00 [-0.16, 0.16]
Total (95% CI) 29 29 100.0% -0.06 [-0.15,0.03]

.05 -025 0 025 05
Favours placebo Favours IFN beta-1a

Heterogeneity: Tau®= 0.00; Chi*=0.82, df=1 (P =0.36); F= 0%
Test for overall effect. Z=1.30 (P=0.19)

Figure 3 Meta-analyses for Interferon beta-1a versus placebo. The values shown are mean differences in the different
identified outcomes and their 95% Cls. DEXA, dual energy X-ray absorptiometry; MMT, manual muscle testing; MVICT,
Maximal Voluntary Isometric Contraction Testing.

biopsy findings,"* assessment of activities of daily living,*
TMV measured by MRI,34 and the already mentioned
6MWD? and IBMFRS score,6 each used in one study.
These discrepancies in primary outcome measures high-
light the need for a core set to assess treatment efficacy
in IBM.*

Given IBM’s slow progression,3 determining the
optimal time to assess treatment efficacy and the overall
follow-up duration is critical, though no consensus exists.
The follow-up periods in studies included in this review

varied from 3% % to 20° months, with 12 months being
the most common follow-up period.”®* %4142

The pathogenesis of IBM remains poorly under-
stood,” " ' but recent advances have led to trials of
new treatment strategies targeting various pathways.” ®®
Interventions in this review have targeted immunosup-
pression,5 33 35-87 4043 1 uscle protein degradation,6 % and
muscle wasting and atrophy.® ** * These results provide
a foundation for future studies with more clearly
defined endpoints and treatment targets. Additionally,

Interventions Estimate (95% C.I.) Number of SAE/Trt Number of SAE/Ctrl

Arimoclomol vs placebo 0.59 (0.27, 1.30) 12/89
Bimagrumab vs placebo 0.89 (0.43, 1.85) 21/74
Sirolimus vs placebo 2.16 (0.64, 7.26) 10/22
IVIg vs placebo 0.94 (0.02, 47.25) 0/30
B-Interferon-1a vs placebo  0.86 (0.05, 14.62) 1/15
Oxandrolone vs placebo 0.80 (0.02, 41.24) 0/9

18/86 ——
20/65 ——
6/22 »
0/28 "
1/13 =
0/7
[ T T T T T T T T |
0.05 0.09 0.23 045 0.88 225 451 9.01 2253

Figure 4 Meta-analyses summary of the OR of serious adverse events (SAEs). The values shown are OR and their 95% Cls
from the comparison of the identified pharmacological intervention versus placebo. An OR greater than 1 indicates that the
serious adverse event is more likely to occur. 1Vlg, intravenous immunoglobulin.
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investigating alternative pathways (eg, mitochondrial
changes) or using combination therapies targeting
multiple pathways® could be explored in the future.

Following the Sirolimus (Rapamycin) phase 2 clinical
trial in IBM with some promising secondary outcome
results,” a phase $ clinical trial with the same drug is
ongoing (NCT04789070). Sirolimus inhibits the mamma-
lian target of rapamycin pathway which has various effects
on cell metabolism, including promoting autophagy.’
Furthermore, it has a role in immunomodulation by
upregulating Tregs and the suppression of effector CD8/
CD4+T cells. Therefore, the drug may have a multifac-
eted effect on IBM.

The clonal expansion and replacement of naive or
early effector memory T cells (T, and T, cells) in
both the blood and muscle tissue of IBM patients not
only provide evidence of chronic antigen-driven T cell
activation’ but also represent immunosenescence.’*
While the specific antigen responsible for triggering
autoreactivity of CD8+and CD4+ T cells remains elusive,
the enduring presence of the highly differentiated
effector memory and cytotoxic CD4+ (CD4+CD28-) and
CD8+T cells (CD8+CD28-, CD8+CD244+, CD8+CD57+,
CD8+Killer cell lectin-like receptor G1 (KLRGI)+) infil-
trating the muscles suggests evasion from the regulatory
immune mechanisms that typically control autoimmu-
nity. %77 Currently, a phase 2/3 (NCT05721578) study
in IBM is evaluating ABC0O08/Ulviprubart, a humanised
monoclonal antibody against KLRGI, which selectively
depletes highly differentiated T cells. Early data from
a pilot study in three IBM patients demonstrated that
ABCO08 can selectively lower the proportion of circu-
lating KLRG1+CD8+ T cells and T-LGLs.”® Circulating
Tregs were not depleted with the drug. Some improve-
ment in functional measures was noted in these patients.

Another challenge in assessing intervention efficacy
is the heterogeneity of the disease. IBM presents with
varying rates of progression, different symptom profiles
(eg, dysphagia, upper or lower limb predominance, asym-
metry) and comorbidities, especially given the advanced
age of most patients.” * * %% Other factors, such as
fatigue, social support, and exercise type, intensity and
duration, must be optimised to minimise their influence
on outcomes. Although challenging, controlling these
variables will facilitate more reliable outcome assess-
ments in future studies.

Meta-analyses of serious adverse events suggest that
most pharmacological interventions were well toler-
ated, with the exception of a slightly higher adverse
event rate associated with sirolimus. Generally, adverse
events were mild, and discontinuation due to serious side
effects ranged from 0% * 7 % (0 33% of patients.
Two studies lacked sufficient information on serious
adverse events,38 3 while rates were reported as 18% in
two studies,’® 7% in one, and 6%® in another. Immuno-
suppressive treatments were associated with a higher inci-
dence of adverse effects, whereas IVIg studies reported
fewer adverse events.

Our study has limitations. It is important to note that
this SR focused on RCTs, limiting the scope to high-level
evidence and excluding observational studies. Moreover,
only 2 of the 14 RCTs were included in meta-analyses due
to the small number of trials, lack of sufficient data and
small sample sizes.

In conclusion, this review summarises existing evidence
on the efficacy and safety of pharmacological interven-
tions for IBM. While most interventions were not effective,
they had favourable safety profiles. To advance treatment
options, optimising outcome measures, agreeing on a
core outcome set and follow-up duration, and accounting
for disease-specific and individual factors are crucial. The
development of new treatments, alongside advances in
understanding IBM pathogenesis, is vital. Further studies
are necessary to identify effective treatments for IBM.
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