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Introduction: Melanoma differentiation-associated gene 5 (MDA5) is a
myositis-associated autoantibody. It is increasingly being recognised
that this antibody presents with typical skin lesions and the potential fora
rapidly progressive interstitial lung disease but without muscle involve-
ment. We present two cases of patients with MDAS positive dermato-
myositis who both developed rapidly progressive lung disease and
despiteintensivetreatmentpassedaway.

Case description: A previously well 48-year-old Caucasian man pre-
sented with afew months history ofinflammatory arthritis, Raynaud’s and
Gottron’s papules. He also described exertional breathlessness and was
found to have fine inspiratory crackles bibasally. An HRCT scan showed
cryptogenic organising pneumonia (COP). Inflammatory markers and
creatinekinase were normal butan extended myositis panel showed pos-
itive anti-MDAS antibodies consistent with a diagnosis of amyopathic
dermatomyositis. He was started on cyclophosphamide as part of a
researchtrial, giveniloprost and sildenafil for worsening digital ischaemia
and commenced on home oxygen. He was admitted with worsening
shortness of breath after the second cycle of cyclophosphamide and
found to have pneumocystis jirovecii (PCP) positive sputum. He devel-
oped pyrexia with a positive influenza A swab and increasing oxygen
requirements requiring transfer to ITU. Despite further antibiotics, antivi-
rals, steroids, IV immunoglobulin and rituximab infusion he deteriorated
furtheranddied 13dayslater.
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The second patient was a 45-year-old Asian man. He was initially seen by
dermatology with alopeciaand ascaly rash on his face, elbow and hands.
He wasthen diagnosed with early inflammatory arthritisand commenced
steroids and methotrexate. He developed skin ulceration and respiratory
symptoms with a CT chest showing features of COP. He was ANA nega-
tive but anti-Ro and anti-Scl-70 positive. He was given antibiotics, meth-
ylprednisolone and switched tomycophenolate mofetil. Whilstabroad he
was admitted to hospital, diagnosed with anti-MDA5 positive amyo-
pathic dermatomyositis and given methylprednisolone and cyclophos-
phamide. Cyclophosphamide was continued on his return to the UK, with
PCP prophylaxis but he also required home oxygen. He was admitted to
hospital with increasing breathlessness and given further methylpredni-
solone and treatment dose co-trimoxazole. Two weeks later he deterio-
rated further and repeat CT scan showed a pneumomediastinum. He
received antibiotics, antifungals and rituximab but died after three days
onlTU.

Discussion: Although in both cases it was recognised the patients had
some form of inflammatory condition the diagnosis of anti-MDA5 positive
dermatomyositis took some time. The lack of muscle involvementiis typi-
cal and means clinicians need to give more thought to the possible diag-
nosis particularly when patients present with skin lesions and look
specifically for MDAS antibodies. These cases also show how rapidly the
lung disease can progress. Being aware that a patient is MDA5 positive
gives important information to the clinical team regarding the potential
prognosis and in these cases it has been questioned whether these con-
cerns were entirely relayed to the patients and their families. High serum
ferritin, ground-glass opacities in all six lung fields and worsening of pul-
monary infiltrates during therapy have been suggested as further poor
prognosticfactors.

Both patients presented particular challenges intrying to decide whether
their deterioration was due to infection in the context ofimmunosuppres-
sion, disease progression or both and consequently fullinfection screens
were performed including bronchoscopies at various points. Given how
unwell both patients were allavailable treatments were considered. Once
itwasrecognised how rapidly the lung disease was progressing they both
received cyclophosphamide and rituximab. IV immunoglobulin was
requested for both patients but only agreed for the first patient as he had
proven PCP pneumonia.

Key learning points: Anti-MDAS5 positive dermatomyositis commonly
presents with typical mucocutaneous lesions (such as cutaneous ulcera-
tion, alopeciaand oralulcers) which can differfromthose seenin classical
dermatomyositis. It is important to consider the possibility of anti-MDA5
positive dermatomyositisinapatient with skinabnormalitiesand anormal
CK, and in such circumstances request an extended myositis screen
ensuring MDAS is included. Patients who are MDA5 positive and have
lung involvement often have rapidly progressive interstitial lung disease.
Prognosisis especially poor when patients are admitted to ITU and worse
than patients with anti-synthetase syndrome. Spontaneous pneumome-
diastinum can be a feature when the outcome is almost always poorin a
ventilated patient. Treatment options are limited, generally aggressive
immunosuppression is recommended when there is lung involvement
and induction therapy with cyclophosphamide or rituximab has been
tried. There are emerging reports of JAKinhibitors being used indermato-
myositisand sothis may be something to considerinthis subset of difficult
totreat patients.

Consideration should be giventovaccinatingagainstinfluenzaand pneu-
mococcal infections as soon as possible, together with PCP prophylaxis
and aggressive treatment of superadded infections. When appropriate
patients and relatives should be made aware of the potentially poor prog-
nosis. ltisimportantto work closely with other specialities suchas derma-
tology, respiratory and when necessary ITU. Due to the complexity and
severity ofthisconditionan MDT approachisrecommended.
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