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Systemic Lupus Erythematosus

Background


Systemic lupus erythematosus (SLE) is an autoimmune disease characterized by production of autoantibodies to parts of the cell nucleus. It affects many organs and clinically shows considerable variation. This connective tissue disease primarily affects females (F > M, 9:1) of child-bearing age (peak age 15-40). There is a familial tendency and is more common in blacks than whites. Orientals are rarely affected. 

Etiology


SLE is idiopathic. However, there are several etiologic factors that may play a role in disease progression. An endocrine factor is plausible considering the disease mainly affects women in their child-bearing years. Genetic factors are present, as the incidence of SLE is higher among first-degree relatives and identical twins. Viral particles have been detected in tissues of patients with SLE suggesting an infectious component. Many factors act together leading to SLE.


Certain events/things are thought to trigger SLE, including the following: Infectious agents, toxins, diet, stress, sunlight, and drugs. Many drugs have been implicated in triggering SLE.  The ones with definite relationship are chlorpromazine, methyldopa, hydralazine, procainamide, and isoniazid.

Pathogenesis  


Autoantibodies are produced against the hosts’ own cells. These autoantibodies are directed against molecules on the dsDNA, the cytoplasm, and the cell membrane. There are also antibodies to IgG and coagulation factors. The antibodies directed against the nucleus are called antinuclear antibodies (ANA), are most characteristic of SLE, and are found in 95% of SLE patients. 


The disease manifests as inflammation of blood vessels (vasculitis) and the deposition of immune complexes in tissues.  There is T lymphocyte depression and B lymphocyte hyperactivity. 

Clinical manifestations


Pathology of the kidney is most characteristic. Glomerular destruction eventually occurs in 50% of SLE patients. Nephrotic syndrome is a common cause of death. SLE also results in pleurisy, arthritis, dermatologic manifestations, and cardiac complications.

Cardiac complications include pericarditis, endocarditis (heart murmurs and valvular damage secondary to Libman-Sacks vegetations on the mitral valve), and coronary artery disease (CAD). 50% of SLE patients have endothelial damage to their heart valves (5). 61.5% have abnormal EKGs, mostly supraventricular extrasystoles (6).


When lupus erythematosus is confined to the skin, it is called discoid lupus erythematosus (DLE). 10-20% of patients with DLE progress to SLE. The skin lesions are erythematous scales with sharp borders. There is hypopigmented scarring. There may be a malar “butterfly rash” on the midface. Lesions on the palms and fingers can exhibit Osler’s nodes and Janeway spots. Some patients have telangiectasias and Raynaud’s phenomenon.


Pulmonary manifestations may include embolism, pulmonary HTN, pneumonitis, and pulmonary hemorrhage. GI manifestations can include abdominal pain, anorexia, nausea, and vomiting. There may also be neurologic and psychiatric manifestations.


SLE patients at some point complain of severe malaise, fever, and weight loss during the course of their disease.

Labs 


ANA antibodies are present in 99% of SLE patients measured by the Farr test. This is most diagnostic but bear in mind that ANA is also positive in a minority of patients with scleroderma and rheumatoid arthritis. There are also anti-Ro antibodies, which indicated activity against the cytoplasm. There may also be anemia, leukopenia, thrombocytopenia, decreased C3 and C4 complements, and elevated ESR. 


Due to the attack on kidney tissue, one may also see proteinuria, hematuria, and the presence of casts in the urine. Interestingly, patients with SLE have a false-positive STS (serologic test for syphilis). This may be the first lab sign of SLE. The lab profile with the clinical profile will bring one to the diagnosis of SLE. 

Diagnosis


According to the American College of Rheumatology, the classification (but not the diagnosis) can be made when 4 of the following criteria are met serially or simultaneously: (1) malar rash, (2) discoid rash, (3) photosensitivity, (4) oral ulcers, (5) arthritis, (6) serositis, (7) renal disorder, (8) leukopenia (< 4000/µL), (9) neurologic disorder, (10) + LE cell prep or anti-DNA or anti-Sm antibody or false-positive STS, (11) + ANA.

Oral/ Dental considerations


About 75% of SLE patients have oral symptoms like soreness, xerostomia, or burning mouth syndrome. Some 25-75% of SLE patients have oral lesions. These lesions are similar to those of lichen planus. There is a red, atrophic area surrounded by a keratotic zone that diffuses into white lines.

The accompanying thrombocytopenia may be severe necessitate a platelet count and bleeding time prior to dental surgery.

Due to Libman-Sacks vegetations on the mitral valve leaflets, antimicrobial prophylaxis is recommended prior to dental procedures in which bacteremia production is likely; in order to prevent bacterial endocarditis.

SLE can be exacerbated by the stress of surgery and sometimes with sulfonamides, penicillin, and NSAIDs. Namely the photosensitivity.

SLE patients often are on immunosuppressive corticosteroids and/ or cytotoxic agents which predispose them to shock and infection. Antimalarials can cause mucosal pigmentation.

Management


Mild SLE may require little or no treatment. 
Aspirin is useful, particularly in patients with arthritis and thrombotic tendencies. Antimalarials (hydroxychloroquine, chloroquine, quinacrine) are helpful, particularly when joint and skin manifestations are prominent. Severe disease requires immediate corticosteroid therapy, 20-60 mg/ day of prednisone. Three weekly “pulses” of cyclophosphamide (Cytoxan(, Neosar() 500 mg IV, then followed by three monthly pulses has shown to be beneficial. For severe CNS SLE, 1000 mg IV infusion of methylprednisolone is indicated for 3 consecutive days along with cyclophosphamide. Monitor hepatic and particularly renal function. 


New, experimental treatment for SLE is autologous haemopoietic stem-cell (CD34) infusion to alleviate refractory SLE (8). 


For skin lesions, the standard therapy is sunscreens, topical corticosteroids, intralesional corticosteroids and antimalarials. Dapsone is good for bullous LE and vasculitis. Some alternative therapies include auranofin (oral gold), 13-cis-retinoic acid (accutane), clofazimine (misc. anti-infective agent), interferon, low-dose azathioprine, and low-dose methotrexate.
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