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1 LETTER TO THE EDITOR

With interest we read the article by Sachdeva et al. about
a study of six Indian patients with anti-muscle-specific ty-

rosine kinase (MUSK) antibody-positive myasthenia gravis
who all profited f rom r ituximab i n m onotherapy o ver a

period of 8-24 months without side effectsa fter treat-

ment with steroids, azathioprine, mycofenolate mofetil, cy-
clophosphamide, intravenous immunoglobulins or plasma
exchange, failed to be effective [1]. The authors concluded
that rituximab is an effective i mmune-modulatory ther-

apy for MUSK antibody-positive myasthenia gravis patients
who were non-responsive to standard treatment. We have
the following comments and concerns.

According to table 1 in the report by Sachdeva et al.,
none of the six included patients, aged 32-58y, was reported
to have developed side effects during a follow-up period of
8-24 months [1]. Since rituximab is well-known for var-
ious side effectsin v arious s ystems ( table 1 ), w e should
know if the six patients were asked for possible side ef-
fects and prospectively investigated for them. Side effects
of rituximab previously reported include neuropathy, uri-
nary or bronchial infections, headache, gastrointestinal com-
plaints, acute thrombocytopenia, hypogammaglobulinemia,
leukopenia, ototoxicity, and several others (table 1).

All patients were reported anti-MUSK antibody posi-
tive [1]. However, no anti-MUSK antibody titers were pro-
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vided. It would be interesting to know these serum titers
prior to starting rituximab and at the last follow-up. It
would be particularly interesting to know if rituximab had
a lowering effect on t he anti-MUSK antibody titers or not.
We also should know if clinical improvement correlated with
the serum antibody levels. It should be also reported if ef-
fectiveness of rituximab could be documented by the disap-
pearance of the initially abnormal decrement and if respon-
siveness of rituximab was documented by a decrease of the
CD19 and CD20 cells [2].

There are several reports showing that steroids [3], aza-
thioprine [4], or mycophenolate mofetil [3], can be effective
in anti-MUSK antibody positive myasthenia. The authors
should discuss why the six included patients did not respond
or poorly responded to any of the standard therapies.

It is unclear why the six patients were not immediately
tested for anti-MUSK antibodies after they have been shown
to be negative for acetyl-choline receptor antibodies.

We should know why in patients 5 and 6 only steroids,
plasma exchange, and immunoglobuline but no azatioprin,
mycofenolate mofetil, or cyclosporine were tried.

Further limitations of the study are that only 6 patients
were included, that the effect of rituximab in anti-MUSK
antibody positive patients is already known, and that is un-
clear if the authors reported all their anti-MUSK antibody
positive patients or only those who responded favourably
to rituximab. The authors should report the total number
of their anti-MUSK antibody positive patients and if they
also manage anti-MUSK antibody positive patients which
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did not respond to rituximab, as has been previously re-
ported [5]. In this line, we should know if the authors rec-
ommend rituximab as first 1 ine t reatment o f anti-MUSK
antibody positive patients or not.

Overall, the interesting study by Sachdeva et al. shows
that rituximab may have a beneficial effect in therapy-
resistant anti-MUSK antibody myasthenia but has some
limitations, which need to be addressed before final con-
clusions can be drawn. The absence of side effects must be
explained, serum titers of anti-MUSK antibodies should be
provided, reasons for treatment failure with standard drugs
should be put forward, the total number of their anti-MUSK
antibody positive patients should be provided, and the de-
lay of anti-MUSK antibody testing should be explained.

Referemced]

[deCarmazp-etal 201979
[Bzchdeva-=tal 202071

[Maisons =t-al 2020, Green 20197
[Barbieriatal 201977

[0 Arena-etal 2017]

[LuQ-etal 20207

[0 Arena-etal 2017]]

[O" Arena-etal 2017]]

Orzn —  —+  EZide-sffects
Brzimi —+ —+ Hezdache—s
Braima —+ —+ FAL+ —
Werves —+ —» Nenropathy-
Exs+ —+ — Hypoaousis —»
Hearts -+ — Hypotension —»
Lunm —+ —+ Infection—+ —»
Lungms —+ —+ Dwyspnoss,congh+
Lungs —+ —+ Bronchospasm—s ]
Intestines—+ —» Gloomplzints —» [deCarmasp-etal 201979
Imt=stines—+ —» Baowel perforation — [Bnllivan =t-al 20187
Imt=stines—+ —» Vomiting namssa dizrhoss— [0 Arena-=tal 20170
Bladder + — Infection—+ —+ — — [Lo{-=tal 20200
Bonemarmow — Thrombocytopenia —+ — [(Juoersini=tal 20197
Bonemarmow — Hypogmmaslobolinsmia — [Albassamefas] 202077
Bonemarmow — Lenkopenia- [Albassam-=t-al 202070
Muscls —+ —» Myzlzia — [0 Arena-=tal 2017]
Ekin+ —+ —» Fashy — [ Arena-etal 2017
Ekin+ —+ — Pruritus — [ Arena-etal 2017
Wonspecific -+ Favenh — [ Arema-etal 20171
Wonspecific — Chills — [O Arema-et-al 20171
Wonspecific —+ FRimn — [O Arema-=t-al 2017
Wonspecific —+ Back pain—+ [ Arema-etal 2017
Monspecific —» Arthralziz—+ [0 Arena-=tal 2017)
DML progessive, multifacal lenkosncephalopathy

—
—
—
—

bbb
L A

bbby
bbb
bbb

Figure 1. Side effects reported in patients under ritux-
imab
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