
MIXED CONNECTIVE TISSUE DISEASE (MCTD)

There are several well recognized types of diffuse connective tissue disease:  lupus, rheumatoid arthritis, Sjogrens, polymyositis, and scleroderma.  Some patients have features of two or more of these distinct conditions.  These have been called overlap syndromes.  Mixed connective tissue disease refers to patients that have an overlap syndrome and have a positive RNP antibody.  This rather artificial designation came about because this entity was originally described in 1972 at Stanford when it was noted that some overlap patients had a very high titer of antibodies to RNP (ribonuclear protein).  Initially there was much enthusiasm that MCTD was a unique connective tissue disease.  However about 30% of lupus patients have an RNP antibody, and many do not have overlap features, so the “edges blur” between “regular lupus” and MCTD. 
Patients with MCTD commonly have Raynaud’s, diffuse swelling of the hands, mild sclerodactyly, esophageal dysmotility and myositis.  They tend to develop less renal disease than lupus but have a higher rate of hemolytic anemia.  By definition 100% of patients with MCTD have a RNP antibody.  

The treatment of MCTD follows the treatment of the underlying major connective tissue disease that seem to be “overlapping”.   If a patient has severe erosive arthritis then treatment similar to rheumatoid arthritis is indicated..  If a patient does develop significant renal disease, then treatment lupus medications are appropriate.  

The main advantage of the concept of MCTD is in the initial assessment of patients that do not initially qualify for one of the other major diagnoses.  If a patient presents with arthritis, sclerodactyly and a positive antinuclear antibody they may not clearly meet criteria for scleroderma or lupus.  In such a case, I may suspect the patient has MCTD and if the RNP does come back positive, it adds some clarity to the situation.

We also may use the term UCTD or undifferentiated connective tissue disease for patients that have some features to suggest a CTD, but lack sufficient criteria, even for MCTD.  For example – a positive ANA with Raynauds and pulmonary HTN – but no other features that define scleroderma or lupus. The term UCTD is thus quite vague and does not suggest the need for any particular treatment. 
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