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• Renal involvement is common in patients with 
SLE, it occurs in approximately 60 percent of 
patients.   

• The clinical presentation of lupus nephritis is 
highly variable, ranging from mild asymptomatic 
proteinuria to rapidly progressive GN, and the 
occurrence of kidney disease is the most 
important predictor of morbidity and mortality in 
patients with SLE.







• The term “crescent” is used for a lesion 
consisting of extracapillary hypercellularity, 
composed of a variable mixture of cells:

1. epithelial proliferation

2. monocytes and/or macrophages

3. variable mixture of cells

4. Fibrin and fibrous matrix



• The ISN/RPS criterion of a crescent involving :

1. 25% or more of the glomerular capsular 
circumference 

2. more than 2 cell layers

• Some glomeruli may have more than 1 type of 
crescent.











• The mechanisms that drive the formation of 
crescents in lupus nephritis are not fully 
understood. 

• A 2009 study showed that natural killer T cells 
accentuated disease severity in a model of 
crescentic glomerulonephritis. 

• Thus, targeting CX3CL1/CX3CR1 pathway, which 
regulates the activation of invariant natural 
killer T cells, might represent a promising 
treatment approach with fewer adverse effects 
than general immunosuppressive therapies . 













• Some studies reported a correlation between 
the serum ANCA status (atypical perinuclear
ANCA, such as anti-cathepsin G antibodies) and 
the presence of crescents in patients with lupus:

• ANCA bind directly to vascular endothelium 
containing neutrophil-released 
myeloperoxidase (MPO) and proteinase 3 (PR3), 
to release granules and generate ROS.

• Apoptosis of neutrophils leading to the 
expression of antigens for ANCA and further 
ANCA binding. 









• 32 ANCA-positive biopsies were compared to 
222 ANCAnegative biopsies from patients with 
lupus nephritis. 

• The majority (82%) of ANCA-positive patients 
had antimyeloperoxidase (MPO)antibodies. 

• Class IV-S lupus nephritis and glomerular 
necrosis were significantly more common(36% 
vs. 16% and 35% vs. 15%, respectively).

• ANCA+ patients with LN tended to have a 
more segmental and necrotizing Pattern of 
immune deposits.



• ANCA-positive patients had significantly 
higher :

1. dsDNA titers (335u/ml vs. 52u/ml), 

2. lower serum C4 (0.125g/L vs. 0.15g/L)

3. higher serum creatinine (130mmol/L vs. 
84mmol/L) at the time of biopsy.



• The lower serum C4 in this group suggests 
that they had increased consumption of 
complement components by circulating 
immune complexes. 

• It is therefore not surprising that these 
patients had evidence of immune complex 
deposition on renal biopsy rather than a 
pauci-immune phenotype.





• The Th1/Th2 paradigm has been challenged by 
identification of a third IL-17-producing CD4 
effector T cell subset termed Th17.

• IL-23, a member of the IL-12 family, is  
dispensable for differentiation but important 
for Th17-cell expansion.

• Th17 cells appear to be critical to the 
enhancement of host protection against 
extracellular bacteria and fungi, which are not 
efficiently cleared by Th1 and Th2  responses. 





• Animal models studies have also demonstrated 
that the IL-23/IL-17 pathway contributes to 
renal injury in experimental GN ; thus, blocking 
IL-23 production and/or the subsequent 
recruitment of IL-17 producing effector T cells 
can be a therapeutic method.

• IL-17RE was highly expressed by CD4+ TH17 
cells, and loss of IL-17RE expression prevented 
the TH17 responses and subsequent tissue 
injury in crescentic GN. 







• In 327 patients with lupus nephritis, 152 cases were 
regrouped as class IV-G, including 33 (21.7%) patients 
with crescentic GN (10.1% total LN). 

• In Crescentic GN group:

 all of theses patients had AKI as compared with only 
about a quarter of the patients without the disease. 

 Activity scores, chronicity indexes, relapse rates, and 
the frequency of positive serum ANCA were each 
significantly higher.

 complete remission rates and renal outcomes, over a 
mean follow-up of 4 years, were  significantly poorer in 
patients with crescentic glomerulonephritis. 



More interestingly, we identified lower levels 
of IgG, IgA, IgM, C3, C1q and fibrin in 
crescentic biopsy samples than in non-
crescentic biopsy samples, suggesting further 
similarities between crescentic IV-G samples 
and ANCA vasculitis. 







• In this study, a high proportion of lupus (32/62 or 
51.6%) as a cause of RPGN in all patients with biopsy 
proven crescentic GN. 

 Their finding that the crescent score was not a 
significant predictor of renal outcome. 

Their results suggest that the renal prognosis of lupus 
patients who have only segmental crescent can be as 
bad as those with severe or extensive crescents. 

Incidence of oliguria in the patients (25%) was much 
high in patients with crescentic lupus. 

The incidence of hypertension in their crescentic lupus 
patients (78%) appears high.







Initial treatment

• In class III-IV LN, an updated Cochrane systematic 
review suggested similar efficacy of  MMF/MPA 
compared with CY, however:

1. MMF potentially being more efficacious in 
African–Americans.

2. The low-dose regimen CY has been used in non-
European populations. 

• Consequently, both MMF/MPA and low-dose CY 
are recommended as first-line options for initial 
(induction) treatment.



• High-dose intravenous CY (0.75–1 g/m2 monthly 
for 6 months) can be considered in patients with 
adverse clinical:

1. nephritic urine sediment and impaired renal 
function with GFR between 25 and 80 mL/min) 

2. histological (crescents or necrosis in >25% of 
glomeruli)
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• Death before uremia occurred in an unexpectedly 
high proportion (7/32) of our patients.

• The outcome of the patients was made worse by the 
finding that there were seven nonrenal deaths (all 
were infectious complication)  during therapy. This 
led to an awareness that crescentic lupus patients 
may be more immunocompromised than other 
patients with crescentic glomerulonephritis.




