2003 PAPER RENAL Q3.

A 45 year-old woman with history of long-standing SLE has haematuria and proteinuria. Creatinine 0.5. urea 38. Biopsy described as 60% crescents, interstitial scarring and thickened membrane. Normal C3 and low C4. Ds DNA >50. What would be the strongest indication for treatment of this patient with an alkylating agent?

(a) low C3 and C4

(b) level of dS DNA

(c) crescents

(d) interstitial scarring

(e) proteinuria

The answer is clearly (c). Crescents are mostly associated with rapidly progressive glomerulonephritis, and usually in lupus nephritis with diffuse proliferative (class IV) disease. This is the most aggressive form of lupus nephritis and as many as 30% progress to ESRF, so immunosuppressive therapy is usually indicated.
Hypocomplementaemia and levels of ds DNA are often markers of flare of lupus but do not correlate well with the type or aggressiveness of lupus nephritis.

Interstitial scarring is indicative of advanced proliferative disease and does not respond to immunosuppressive therapy

Proteinuria can be seen with all types of lupus nephritis and does not correlate well with severity of disease nor of progression to impaired renal function eg in membranous nephritis (Class IV) most present with nephritic syndrome and the course is generally indolent untreated with 70-90% with normal renal function at 5 years and 50% undergoing spontaneous remission. 

Mesangial nephritis (class II) frequently presents with moderate proteinuria and renal survival untreated is >90% at 5 years.

CLASSIFICATION OF LUPUS NEPHRITIS

WHO Class I 
Normal kidney

WHO Class II
Mesangial

WHO Class III
Focal proliferative

WHO Class IV
Diffuse proliferative

WHO Class V
Membranous

WHO Class VI
Sclerosing

TREATMENT

· Renal biopsy findings are usually a good guide to therapy as there is often a relatively poor correlation bw clinical manifestations and histological type

· Class I and II  - no specific treatment is usually indicated and patients can be treated according to their systemic manifestations

· Class V – may respond to oral steroids, treat other manifestations such as oedema or hyperlipidaemia with diuretics and lipid-lowering medications

· Class III/IV – principal debate centres on whether cytotoxic agents should be added to steroid therapy. NIH studies show a small but statiscally significant benefit in patients treated with cyclophosphamide + prednisone

· IV boluses have similar efficacy to oral cyclo with less toxicity, most recommend monthly IV boluses for six months  eg 0.5-1gm/m, with steroids 1mg/kg/day gradually tapered over six months to 5-10mg/day

· ?efficacy of mycophenolate and prednisone cf cyclophosphamide + prednisone

· maintenance of remission:

· mycophenolate

· azathioprine

· cyclophosphamide

· monthly IV globulin

· remission is characterized by:

· absence of active urinary sediment

· non-nephrotic range proteinuria

· decrease of at least 30% of protein excretion

· stabilization of creatinine clearance

· relapse is characterized by renewed clinical activity, often manifest as active urinary sediment that is accompanied by increasing proteinuria and an increase in creatinine +/- red cell/white cell casts and sometimes an increase in serological markers
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