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Summary. Crescentic glomerulonephritis (GN) is the 
histopathological correlate of the clinical syndrome of 
rapidly progressive glomerulonephritis. Glomerular 
crescent formation complicates proliferative forms of 
GN and indicates severe disease with a poor renal 
prognosis. In the past 10 years evidence from 
experimental models of GN and from human disease has 
accumulated suggesting that crescentic glomerulo- 
nephritis is a manifestation of a delayed type 
hypersensitivity (D'TH)-like response to nephritogenic 
antigens. The elucidation of T helper 1 (Thl) and Th2 
subsets in mice and in humans has led to the hypothesis 
that crescentic GN is a manifestation of a T h l  
predominant DTH mediated immune response. Recent 
experiments performed mainly in a murine model of 
crescentic glomerulonephritis have tested this 
hypothesis. Crescent formation in this model is 
substantially interleukin (1L)-12 and interferon-y (IFN-y) 
dependent.  Administration of IL-12, deletion of 
endogenous IL-4 or IL-10 results in enhanced disease, 
while administration of exogenous IL-4 andlor IL-10 
reduces crescentic injury. These findings, together with 
the available evidence from human studies (examining 
the pattern of immune effectors in glomeruli, data on 
cytokine production by peripheral blood mononuclear 
cells and case reports of the induction of proliferative 
andtor crescentic GN by administration of IFN-y or IL- 
2) suggest that human crescentic GN is manifestation of 
a T h l  mediated DTH-like nephritogenic immune 
response. 
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processes directed against a variety of self or non-self 
antigens that are present in the glomerulus either by 
being intrinsic to the glomerular structure, being planted 
in the glomerulus, or by lodging in the glomerulus as 
immune complexes. The result of these varying 
pathogeneses is a variable histological pattern of injury. 
Therefore, unlike a number of other organ specific 
diseases GN may result from a number of different 
systemic or local diseases. The understanding of the 
pathogenesis of the various forms of GN is therefore 
likely to be important in the development of more 
effective treatments. The most acute and clinically 
worrying clinical syndrome in GN is rapidly progressive 
GN. Glomerular injury is rapid and progressive such that 
end stage renal failure occurs in a matter of weeks or 
months. Most patients with this clinical syndrome have 
crescentic GN on renal biopsy (Glassock et al., 1996). 
Crescentic GN occurs as a complication of a number of 
different types of GN, usually proliferative forms. It 
takes its name from the accumulation of cells, fibrin and 
other matrix components within Bowman's space that 
under the microscope has the appearance of a crescent. 
Treatments for crescentic GN include immuno- 
suppressive andlor cytotoxic agents such as cortico- 
steroids and cyclophosphamide that are non-selective in 
their induction of immunosuppression and have the 
potential for significant side effects. The development of 
new, more targeted treatments based on a more complete 
understanding of the immunopathogenesis of crescentic 
GN has the potential to offer improved outcomes and 
lesser toxicity to people with crescentic GN. 

Crescentic glomerulonephritis can be classified into three 
broad categories 

Crescentic glomerulonephritis Type I Anti-glomerular basement membrane (GBM) 
GN (or Goodpasture's disease) - associated with the 

Glomerulonephritis (GN) is a group of diseases that presence of antibodies to the a 3  chain of the NC1 
result from a number of different immune mediated domain of type IV collagen (a3(IV) NCl),  which is 

present in the glomerular basement membrane. 
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