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Systemic Lupus

SLE Demographics 

· Genetics – has a genetic component which is multifactorial

· Race – higher prevalence in non-Caucasians
· Gender – much more common in females (9:1)

· Onset – usually diagnosed during childbearing years, but if in children, more severe
SLE Mechanisms 

· Auto-Antibodies – SLE is auto-immune disease, and auto-antibodies direct/indirect cause of Sx
· Immune Complex – auto-Ig binding forms immune complexes ( vascular inflammation, renal effects

· Vascular Deposition – deposits lead to inflammation ( accelerated atherosclerosis/thrombosis
· Cell-Surface Antigen Ig’s – leading to tissue injury

· Anti-Phospholipid Ig’s – also lead to thombosis from vascular injury, and spontaneous fetal loss
· Genetic Basis – one female X is inactivated to achieve equal gene dosage, in SLE may have incomplete inactivation
SLE Lab Findings 

· ANA titer – antinuclear antibody test ( very sensitive, not too specific

· Anti-dsDNA titer – more specific test of SLE, raised during active disease
· Complement Consumption – serum levels of C3, C4 low during active disease

· Immune complexes – in target organs: kidney, skin etc.

Anti-phospholipid antibodies

· Occurrence – may see in Lupus or w/ no associated disease
· Marker – of increased incidence of arterial/venous thrombosis
Vascular Injury

· Immune complex deposition – injury of vessel walls via complement fixation and activation, adherence and infiltration of inflammatory cells, tissue injury by release of liposomal contents, injured vessel wall becomes a potential site for thrombosis
· Thrombi – result from hypercoagulability due to anti-phospholipid antibodies, more likely to form at sites of vascular injur
· Secondary – accelerated atherosclerosis, effects of lupus on kidney (nephrotic syndrome), musuloskeletal deconditioning, predniose SEs (weight gain, dyslipidemia, HTN, direct vascular injury)
Clinical Manifestations

· Waxes & Wanes – SLE has ups and downs, with “flares” of active disease

· Separate Sx – individual symptoms of SLE may be separated in time, making Dx difficult

· Fatigue, Constitutional Sx – accompany active disease

· Mucocutaneous features – photosensitivity, malar rash (acute), discoid (subacute), mucosal ulcers, alopecia, cutaneous vasculitis

· Musculoskeletal – active disease causes inflammatory arthritis, myositis; late consequences of disease-related damage and treatment w/ CS include muscle atrophy, weakness, osteoporosis, osteonecrosis (noviable regions of subchondral bone esp in lg joints, i.e. hips)

· Cardiopulmonary – pleurisy, pericarditis, pulmonary hemorrhage due to capillary inflammation
SLE Nephritis 

· Lupus nephritis – caused by immune complex component of SLE, major cause of death/disability

· Proliferative Lupus Nephritis – injury to the proximal renal system:

· Immune complex deposition – between glomerular endothelium & GBM

· Acute – more rapidly progressive, shows acute inflammation (proliferative)

· Nephritis Syndrome – HTN, hematuria, proteinurea, renal insufficiency

· Membranous Lupus Nephritis – injury to distal renal system:

· Immune complex deposition – layer between GBM and podocytes, preventing albumin retention

· Chronic – slower progression, disguised by hyperfiltration

· Nephrotic Syndrome – proteinurea, edema, hypercholesterolemia, atherosclerosis
Neuropsychiatric Lupus 

· Neuropsychiatric Lupus – caused by direct antibody-mediated neuronal injury, or from vasculitis

· Clinical Features – wide range, difficult Dx: cognitive dysfxn, seizures, neuropathy, meningitis, myelitis, cerebritis, dementia
SLE Treatment 
· Long-Term Management – manage like CV disease: exercise, weight/lipid/BP control, stop smoking
· Antimalarials – long-term action to reduce inflammation, slow clotting, lower cholesterol

· Prednisone – immunosuppressive, but long-term SEs of osteoporosis, weight gain, HTN, dyslipidemia

· Chronic Steroids – muscle atrophy, weakness, osteoporosis, osteonecrosis are late consequences
· Osteonecrosis – nonviable regions of subchondral bone in large joint regions
· Immunosuppressives – used for very severe manifestations only
· Pros – no SEs of weight gain, DM, vascular injury, atrophy of skin/muscle/bone, cataracts
· Cons – teratogenic, neoplasm, infection risks
· Therapy Sequence – start w/ powerful but toxic immunosuppressive then switch to better tolerated immunosuppressive lke azathiprine, mycopheonolate mofetil
· Trials – have shown MMF better in AfAm, Hipanics; cyclophsophamide better in Asians and Caucasians
· Biologic agents – LJP 394 has DNA that acts a decoy for antibodies, rituximab is chimeric antibody against CD20, BLys works by inhibiting stimulation of B cells
