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DEFINITION 

MCTD is characterized by a combination of 

manifestations similar to those seen in SLE, Ssc, 

RA, PM associated with high-titers of anti-U1-RNP 

antibodies 

 

EPIDEMIOLOGY 

 Prevalence unknown 

 Woman: man= 15: 1 

 Typically onset is in younger people (30-40 years) but 

can affect any age 

 Risk factor: vinyl chloride exposure 

 



PATHOGENESIS (1) 

 It has been described an association between HLA 

DR 2 and DR4 and antibodies to U1-RNP. 

 Molecular mimicry hypothesisinfectious or 

environmental trigger :  

A genetically predisposed individual becomes 

infected/exposed to an environmental antigen 

The foreign antigen contains amino acid sequences 

witch are homologous to those found in the U1-

RNP structure 

An antibody response is mounted against the foreign 

antigen 

Antibodies produced also cross react with U1-RNP 

because of the homologous sequences 



PATHOGENESIS (2) 



CLINICAL FEATURES (1) 

 Onset: non-specific symptoms (general malaise, myalgias, 

arthralgias, low-grade fever)   

               common presentations: Raynaud’s phenomenon is the most 

common problem and one of the earliest manifestations of MCTD, 

mild edema and sclerodactyly, skin rash, polyarthritis, fever 

 Musculoskeletal: Polyarthritis:  arthritis is common in MCTD with 

pacients developing deformities similar to those found in RA, 

however, it is non-erosive  and the radiographic findings usually do 

not show typical catilage loss, cysts or erosions. A minority of 

pacients can have a destructive arthritis and even arthritis mutilans 

    Inflammatory myopathy: clinically identical to PM. Tends to come on 

as a flare of the disease 

 Mucocutaneous: skin rashes (malar rash, photosensitivity, discoid) 

indistinguishable from SLE; Raynaud’s phenomenon, often 

associated with puffy hands, also can occur swollen hand with 

sausage digits; Slerodactyly; Oral/nasal ulceration; Sicca symptoms 

 





CLINICAL FEATURES (2) 

 Neurologic: Neurological involvement is rare and is 
represented by trigeminal nevralgia and vascular 
headache. 

 Cardiac: pericarditis is the most common cardiac 
abnormality; Abnormal ECG; Inflammatory myositis → 
cardiac muscle 

 Respiratory: episodic pleuritic chest pain; Interstitial 
lung disease; pulmonary hypertension- primary cause of 
mortality 

 Gastrointestinal: esophageal dysmotility 

 Renal: Renal involvement is not frequent; renal 
manifestations include glomerulonephritis, nephrotic 
syndrome and scleroderma renal crisis. Mesangial and 
membranoproliferative lesions have been observed. 

 



INVESTIGATIONS 

Abnormality Frequency 

Anemia  75 

Leukopenia  75 

False-positive VDRL 10 

Rheumatoid factor 50 

Antinuclear antibody 100 

Anti-U1-RNP 100 

Hypocomplementemia  25 

•Hypergammaglobulinemia 

•Histologically, MCTD is characterized by a widespread 

vasculopathy that may involve small- and medium-sized vessels 



DIAGNOSIS 

1. Serologic 

Positive anti-U1-RNP antibodies at a hemagglutination 
titer of 1 : 1600 or higher 

2. Clinical 

 Edema of the hands 

 Synovitis 

 Myositis 

 Raynaud phenomenon 

 Acrosclerosis 

Requirements for the diagnosis: Serologic criteria plus 
at least three clinical.  

When edema, Raynaud phenomenon and acrosclerosis 
are combined, four clinical criteria are required. 



DIFFERENTIAL DIAGNOSIS 

 

 Overlap syndromes 

 Undifferentiated connective tissue disease 

 SLE 

 Ssc 

 Inflammatory myositis 

 RA 

 Vasculitis 

 



TREATMENT 

 There is no specific treatment for MCTD 

 The treatment depends entirely on the pattern of 

clinical involvement.  

 Mild disease such as arthralgia requires 

symptomatic treatment only, whereas severe 

complications such as myositis or fibrosing 

alveolitis need high-dose corticosteroids, often in 

combination with immunosuppressive drugs 



PROGNOSIS 

 The ten years mortality ranges from 15-30% with a 

higher mortality seen in pacients with predominant 

features of Ssc or Myositis 

 However, the prognosis is regarded as better than 

SLE 

 The main cause of mortality 

            -Pulmonary hypertension 

            -Infections 

            -Heart failure 
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