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In recent years the number of clinical
trials addressing myositis has steadily
increased. Today many trials, not only
limited to muscle involvement, are on-
going or planned, including among oth-
ers the one described in this issue (1,2).
This trend aligns with the growing at-
tention of various stakeholders, such as
pharmaceutical companies, scientific
societies, regulatory agencies, and Na-
tional and International Government
Organisations, on rare conditions in
general and on myositis in particular (3-
5). This interest led to several advances
in the setting of myositis, including the
publication of the 2017 ACR/EULAR
criteria for idiopathic inflammatory
myopathies (6), the 2016 ACR/EU-
LAR response criteria, and inspired the
creation of this monothematic annual
issue as the official organ of the Inter-
national Myositis Society (iMyos) (7).
Furthermore, the myositis community
also defined the clinical spectrum time
course of the antisynthetase (ASSD)
(8) and of the anti-MDAS (9) syn-
dromes, and started the CLASS pro-
ject, to define the first validated Clas-
sification criteria of ASSD (10), where
joint and lung involvement will have a
key role in the Classification process.
Moreover, in 2017 the European Com-
mission launched the European Refer-
ence Networks (ERNs), cross-border
networks for highly specialised health-
care of rare and complex diseases in-
cluding inflammatory myopathies.

Being the approach to myositis mul-
tidisciplinary (11), myositis refers to
different ERNs, such as ReCONNET,
involving rheumatologists, Euro-NMD
involving neuromuscular specialists,
and LUNG, involving pulmonologists,
in all cases with established collabo-
rations. A fundamental feature of this
program is that the participating cen-
tres must be officially endorsed by their

national health authorities and regular-
ly monitored for their efficiency by the
European Commission (12).

At the same time, EMA and other agen-
cies have developed precise recom-
mendations on how to design and con-
duct clinical trials in small populations
and rare diseases (13-15). For instance,
the application of these suggestions has
recently inspired a successful clinical
trial in Behcet’s disease (16).

In this issue, Bishnoi et al. (17) in-
troduces the Myositis Clinical Trials
Consortium (MCTC), an international
initiative designed to increase the num-
ber of centres participating in myositis
trials. This project parallels a similar
network, the Myositis International
Health and Research Collaborative Al-
liance (MIHRA) (18).

Bishnoi et al. have clearly explained
the aim of their initiative and its added
value, together with the groundwork
necessary for its success. In this re-
spect, however, a number of critical
points should be highlighted: the most
important are the significant differences
in clinical practices, laboratory proto-
cols, follow-up strategies, cultural gaps
and ground-therapies driven by the ex-
pertise of the centres involved and vari-
ability of national healthcare systems.
This heterogeneity represents a signifi-
cant obstacle to increasing the number
of centres equipped to participate in
myositis trials (19). Addressing this
variability is essential to expanding
trial participation while ensuring high
standards of care.

Furthermore, given the rarity of these
diseases, in order to avoid inclusion
biases the single centres should limit
their participation in concomitant com-
peting trials.

Finally, other issues are directly related
to clinical trials. The first issue con-
cerns project design, including chal-
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lenges with inclusion/exclusion crite-
ria, identifying primary and secondary
endpoints, selecting outcome meas-
ures, and designing interventional tri-
als. For a clinical trial on myositis, we
need different outcome measures and
an extended effort from the different
actors on the scene. Although patients’
reported outcomes may be useful, they
can represent only a minimal part of
the solution.

The second one is that clinical trials
on myositis are complex, frequently
requiring several visits with complete
physical examination and analysis, to-
gether with the complete knowledge of
different outcome measures applied.
Only centres with all the necessary fa-
cilities and skills can be included.
Taken together, there is no doubt that
these international initiatives (17, 18)
are potentially invaluable contributions
to fostering the knowledge and manage-
ment of complex and overlooked mul-
tidisciplinary diseases such as myositis,
providing that they become inclusive of
the most important competent centres
worldwide. The success of a similar
international project in paediatric rheu-
matology, PRINTO (20, 21) may inspire
the future progress of their work.

Now that we have the actors, let us start
to produce the movie.
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