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Diagnosis of inflammatory myopathy are usually based on 
clinical examination and histopathology of the muscles 
[1] and muscle biopsy, usually guided by PET-CT [2]. 
This is not uncommonly presented by extramacular signs 
like interstitial lung disease, dysphagia, few skin signs, 
loss of weight, arteritis, cardiomyopathy, Pulmonary 
hypertension, respiratory failure, and cancer [2].

With improvement of laboratory testing, identification of 
antibodies titers, has started to play an important role in 
diagnosis, treatment, monitor progression of the disease, 
and importantly prognosis, and what is likely that patient 
will develop cancer and surveillance for cancer [3].

Currently standard practice is to measure serum creatinine 
kinase and muscle specific and muscle associated auto 
antibodies [4]. Having said that, using different techniques 
to detect antibodies is affecting sensitivity and specificity 
[5]. Immunoprecipitation is considered the most 
accurate test but not available in most medical centers. 
Immunofluorescence is available but requires experienced 
staff and carry a risk of variability in different laboratories 
[6]. Line blot is widely used recombinant antigens and can 
test multiple antigens at the same time but less accurate 
for few antibodies including HMGCR, anti J1 and anti-0, 
which can be tested separately in addition to myositis line 
blot [7].

Idiopathic inflammatory Myopathies

These include five main groups, which encompass, 
inclusion body myositis, anti-synthetase associated 
myopathy, Dermatomyositis, overlap syndrome of 

myositis and immune mediated necrotizing myopathy [8]. 
Muscle biopsy play a role to exclude metabolic myopathy, 
congenital muscular dystrophy especially limb girdle 
muscular dystrophy, toxic myopathy and inflammatory 
myopathy. Of note, myositis specific antibodies occur only 
in myositis and myositis subtype. On the contrary, Myositis 
associate antibodies are not limited to myositis’ but also 
positive in collagen diseases. Interpreting autoantibodies is 
important for clinical diagnosis and help to avoid invasive 
testing like muscle biopsy [9].

Diagnosing dermatomyositis does not need muscle biopsy. 
Antibody testing in dermatomyositis are sensitive and 
specific not only to diagnose the disease but also estimate 
the risk of associated malignancy [10], which includes 
anti-TIF-Y, anti-NXP2, dermatomyositides with other 
autoantibodies that do not carry a risk of cancer except if 
the patient is above 50 (age relating cancer).

Cancer of patient with positivity for antisynthetase 
(anti-Jo1) is ethnic specific. The people from Europe and 
America do not have a risk of cancer, whereas Asian have a 
risk of cancer specially if they are seropositive for anti-Jo1, 
anti-PL-12 or anti-SAE1 in addition to sero negativity [11].

All patients with dermatomyositis and aged 50 will need 
cancer surveillance, which includes CT chest, abdomen, 
pelvis, colonoscopy and mammography for females and 
ultrasound testis for men. There is no specific cancer for 
dermatomyositis and all paraneoplastic cancer can occur 
[12].
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I am going to discuss antibodies for diagnosis of 
myopathy-

Myositis specific antibodies
Anti-TIFI-Y, anti-MDA5, anti-SAE1, anti-NXP-2,  
anti-MI-2 are associated with dermatomyositides. There 
is no need to biopsy for confirmation because these 
antibodies are phenotype specific.

MDA5
Can be detected in Asymptomatic females, mechanic 
hands, classic rash of dermatomyositis, gottron papules 
Poly arthritis and interstitial lung disease [13].

NXP2
Associated with cancer, profound weakness, and 
calcinosis.

MI2
Associated with cancer, profound weakness, and 
calcinosis.

TIFi-Y
Classic rash of dermatomyositis, cancer, dysphagia, and 
common in children.

SAE1
Dysphagia, cancer, rash, and interstitial disease in Asian 
females.

Jo1
Interstitial lung disease, signifiable weakness, cancer, 
arthritis, and rituximab responsive if started early [13].

PL7
Weakness, cancer, and rituximab responsive if started 
early.

PL12
Interstitial lung disease, cancer, and moderate weakness.

RNP
Mixed connective tissue disease.

KS
Interstitial lung disease.

EJ
Interstitial lung disease, and anti-synthetase syndrome.

PM-Scl
Scleroderma, and SLE.

RNP
Mixed connective tissue disease.

SSA (Ro52 and Ro60) and SS B(la)
Systemic sclerosis’s, Sjogren’s syndrome, antisynthetase 
syndrome, and rheumatoid arthritis. 

Immune- mediated necrotizing Myopathy
Common in females, characterized by gradual onset, 
axial weakness, dysphagia, profound symmetrical 
weakness, affecting proximal muscles of arm and leg, 
muscular wasting and elevated creatinine kinase, could 
be seronegative, or seropositive for HMGCR, patient are at 
risk to have cardiomyopathy, cardiomyopathy in immune 
mediated myopathy signals poor prognosis even after 
treatment with immunosuppressive medication, patient 
should be screened for all cardiac risk factor and receive 
treatment for primary prevention [13], catenin kinase 
should be checked before and after treatment with statin, 
especially in patients who are sero positive for HMGCR.

This will differentiate between statin induced myopathy 
and relapse of immune mediated necrotizing myopathy 
[15]. Patients should be advised against reintroducing of 
statin [16].

Dysphagia is common in all types of myopathy, also 
not uncommon in myopathy due to systemic sclerosis, 
patients who tested positive for anti SPR, are at high risk 
to develop dysphagia and aspiration pneumonia.

Inclusion body myopathy

Characterized by gradual onset of Asymmetrical weakness 
of deep finger flexors, proximal weakness of legs 
mainly quadriceps, and fascial muscles and dysphagia 
seropositivity for -1AcN, signals high mortality, mild 
weakness bulbar weakness and mild affection of proximal 
arm weakness, usually affect males more than females, 
and increased associated autoimmune diseases, shoulder 
muscles can be affected, important differential diagnosis 
to be ruled out is limb girdle muscular dystrophy [14].

Inclusion body myopathy is incurable disease, patient 
should be counselled once the diagnosis had been 
confirmed, and advanced care plan should be in place 
including noninvasive ventilation, and nutrition. 

Anti-synthetase syndrome

Characterized by gradual onset, mechanics hand, 
arthritis, cardiomyopathy, and Raynaud’s phenomenon. 
Proximal muscles are mainly affected associated with 
dysphagia, weak extensor neck muscles, weakness usually 
symmetrical, and a bundle of antibodies can be found 
in antisynthetase and signal phenotype. For example- 
Anti-Jo1 commonly associated with cancer (in Asian 
population) and aggressive interstitial Lung disease in 
Caucasian [15], and PL12 interstitial lung disease.
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Treatment

Steroid is the corner stone although response are not equal 
in all subtypes, steroid sparing agent should be introduced 
to avoid long term complication of steroid, patient who 
test positive for Anti-HMGCR and anti SRP should be 
treated with Rituximab, patient with dermatomyositis 
and positive for anti- Jo1 respond will to Rituximab, as 
mentioned before inclusion body myositis is refractory to 
any treatment [16,17].

In conclusion, testing for autoantibodies should be a 
standard of practice in 2021 for managing idiopathic 
inflammatory myopathies as it can diagnose the 
phenotype, prognosis, response to treatment, rule out limb 
girdle myopathy, diagnose phenotypes of anti-synthetase 
syndrome, myopathy is a disease which should involve, 
neurologist with interest in myopathy, immunologist 
for interpretation of antibodies, respiratory physician, 
cardiologist, rheumatologist and geneticist [19].
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