Autoimmune Myositis and Sjogren’s Syndrome
These disease have very distinct phenotypes and pathology, but a common pathogenic process.

As with other autoimmune disease, it occurs way more in women (mostly of middle age).
Autoimmune Myositis
This is predominantly a disease of painless weakness of the proximal muscles.
The two main types are polymyositis (PM) and dermatomyositis (DM).
Disease onset is generally insidious.  Only affects adults except for rare pediatric cases of DM.

Myositis is often associated with other auto-immune diseases (SLE, scleroderma) or malignancies.
Proximal striated muscles are the most affected tissue.  The pattern is symmetrical.  Patients have 
difficulty sitting up, climbing stairs, lifting arms.  Pharyngeal muscles are weak, causing 
voice changes, swallowing difficulty, and nasal regurgitation.  


Ocular, facial, and respiratory muscles are rarely affected.
Symmetrical polyarthritis is common.

In dermatomyositis (DM), there is a scaly red “heliotrope rash” over the upper eyelids, elbows, 
knees, MCP joints (“Gottron’s papules”), and a V-shaped area over the upper chest.

There are unique auto-antibodies that are markers of autoimmune myositis:


--Anti-nuclear antibody Mi-2

--**Anti-cytoplasmic antibody Jo-1** (targets tRNA synthetase).  Jo-1 auto-antibodies 


are a strong marker of autoimmune myositis and are the cause of the associated 


“synthetase syndrome.”  Mostly associated with Polymyositis.
Unlike SLE and scleroderma, patientis with autoimmune myositis are ANA negative.

Only regenerating muscle cells express these auto-antigens.  If regenerating muscles are the 
immune target of myositis, and they keep receiving autoimmune damage, there is a 
positive feedback loop that keeps generating more antigen.
The striking pathological feature of autoimmune myositis is upregulation of MHC I on muscle 
and nerve cells.  MHC I is normally found on all cells except these cells, but in myositis 
they become inflamed and express MHC I.
PM pathology shows intrafascicular inflammatory cells, mostly CD8 T cells.
DM pathology shows perifascicular inflammatory cells and complement deposition. 
DM is associated with malignancies.  Also of interest, some viruses (coxsackie, influenza, 
retroviruses) can induce acute myositis and initiate autoimmune myositis.
Sjogren’s Syndrome
This autoimmune disease affects epithelium of the exocrine glands, especially tear glands and 
salivary glands.  Patients’ eyes and mouths are very dry.  Raynaud’s phenomenon and 
arthralgias are also common.
This disease affects almost only women.
The pathophysiology is the same as with autoimmune myositis, but of the exocrine glands.

Ro and La auto-antibodies, which are also important in SLE, play a major role in Sjogren’s.

These patients are also ANA positive, which is one important difference between 
Sjogren’s and autoimmune myositis.
Although auto-antibodies against Ro are associated with photosensitivity in SLE, this is not the 
case in Sjogren’s Syndrome.

Like autoimmune myositis, Sjogren’s may be initiated by viruses.  Most likely culprits are EBV 
and CMV, which all infect salivary glands.  These viruses probably cause the generation 
of neo-antigens on host cells that are then subject to immune attack.

Shared features of Sjogren’s Syndrome and Autoimmune Myositis
Both have a local (salivary gland or muscle) involvement, with some additional systemic signs.

Both are associated with auto-antibody production.  All of these auto-antigens (especially Mi-2 
and Jo-1 tRNA synthetase) are substrates for granzyme-B. 
Both diseases are characterized by infiltration by CD8 and CD4 T cells.
General Working Model for Initiation of Autoimmunity
The main event is an initial immune response (to virus, tumor, etc) that exposes auto-antigens to 
which the immune system is not tolerized.  This may be by molecular mimicry between 
host and foreign antigens, by creation of neo-antigens, or by presentation of 
cryptic/sequestered epitopes of self-antigens.
MHC II cells normally present “immunodominant” self-epitopes for tolerization.  In autoimmune 
diseases, presentation of cryptic epitopes may initiate disease if these epitopes are 
processed or cleaved in a novel way so that they are expressed on MHC II antigens.
Target tissue specificity is conferred by the nature of the initial immunizing event (coxsackie 
infections of the muscle expose myositis auto-antigens, EBV infections of the salivary 
glands expose Sjogren’s auto-antigens).

Subsequent damage of self tissues causes an auto-amplifying, positive feedback cycle of damage.
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(Raymond removed image of a model of autoimmune rheumatic disease.)


DM:  perifascicular			       PM:  intrafascicular








