


Introduction 

• Immunoglobulin A nephropathy is the most 

prevalent primary glomerular disease, 

particularly in the Asia-Pacific region.  

• Up to 30% of all people with IgA nephropathy 

will eventually develop end-stage kidney 

disease (ESKD) 

• Decreased kidney function, persistent 

proteinuria, and hypertension are the strongest 

risk factors. 



 



The study cohort of 265 cases (206 adult and 59 children)  of IgA 

nephropathy from China, Japan, France, Italy, UK, US, Canada, Chile 

Cattran D. Kidney International (2009) 76, 534 



Further retrospective cohort studies 

have confirmed that … 

• In biopsy specimens with a minimum of 8 glomeruli, 

mesangial hypercellularity (M), segmental sclerosis (S), 

and interstitial fibrosis/tubular atrophy (T) lesions 

predict clinical outcome.  

 

• Patients whose biopsy specimens were scored E1 were 
more likely to receive immunosuppressive therapy, most 
frequently corticosteroids, and patients with E lesions 
had an improved outcome if treated with corticosteroids. 

 



Inclusion criteria.  

• Biopsy-proven IgAN (defined by the 

predominant mesangial deposition of IgA) 

– Initial eGFR >30 ml/min per 1.73 m2 , 

– Initial proteinuria >0.5 g per 24 h in adults and 

>0.5 g per 24 h per 1.73 m2 in 

– At least 12 months of F/U  

• Therapy was not considered 



 



VALIGA cohort (1147 patients) 

 



 



The exception was the E lesion,  

• which did not predict any of the outcomes 

when addressing the entire cohort.  

• E lesion was not predictive in the subgroup that 

did not receive immunosuppression, as it was 

in the original study 

 



 



 



Limitations of the original Oxford 

• Only 265 adults and children,  

• Only those of white European and North American 

and East Asian ethnicities.  

• Typical slowly progressive IgAN 

• Excluded those with an eGFR<30 ml/min/1.73 m2 



Pooled cohort of 3096 patients  

• Assembled from 4 retrospective studies Oxford 
and VALIGA and 2 large Asian databases, 1 
from China and another from Japan. 

•  The working subgroup studied relationships 
between the proportion of glomeruli containing 
cellular or fibrocellular crescents and the rate 
of renal function decline and survival of a 50%  
decline in renal function or ESRD (combined 
event), while adjusting for covariates used in 
the original Oxford study. 



Timarchi H. Kidney Int (2017) 91, 1014-21 



The added value of crescents on Oxford classification score 

in risk stratification of  ESKD in patients with IgAN  

• 115 patients with IgAN (76% male, mean age: 

37±13 years, mean serum creatinine: 4.0±4.3 

mg/dl and mean proteinuria: 3.4±2.5 g/24 hours) 

were followed for 43±29 months.  
 

• MEST score was defined according to Oxford 

classification (M0/M1, E0/E1, S0/S1).  
 

• To increase the power of the study, T was defined 

as T0≤25% and T1> 25%.  



The added value of crescents on Oxford classification score 

in risk stratification of  ESKD in patients with IgAN  

 

• Crescents were defined as: 

–C0: absence and C1: at least one crescents 

in biopsy.  
 

• Additionally in sensitivity analysis, the risk of 

ESKD was estimated at different cut-off levels 

of at least 10%, 20% and 30% crescents   



Total No.115 ESKD (40, 35%) 

C1 46 (40%) 21 (46% of C1) 

C>30% 11 (9.5%) 7 (66% of C30) 

T1 57 (49%) 34 (60% of T1) 

T1+C1 27 (23%) 20 (78% of T1+C1) 



Pathologic predictors of ESKD in 

adjusted model 
ESKD 

(%) 

Univariate 

analyses 

HR (95% CI) 

P-value Multivariate 

analyses 

HR (95% CI) 

P-value 

C1+M1 25 0.93 

(0.27.-3.20) 

0.908 0.63 

(0.23-1.14) 

0.067 

C1+E1 30 1.36 

(0.53-3.48) 

0.520 0.68 

(0.26-1.81) 

0.450 

C1+S1 44 2.22 

(1.00-4.95) 

0.51 1.30 

(0.49-3.45) 

0.591 

C1+T1 74 9.20 

(3.43-24.63) 

<0.0001 6.54 

(1.75-24.34) 

0.004 

C30%+T1 75 12.54 

(3.80-41.30) 

<0.0001 7.95 

(2.05-30.75) 

0.003 



Mean survival time (months) 

(95% CI) 

Low risk 78,08 (70.50-85.66) 

Medium risk 61.64 (51.48-71-81) 

High risk 32.30 (19.29-45.31) 

Overall 60.63 (53.93-67.32) 

Log rank=31.16 p<0.001 

Medium 

Mediu
m 

 Impact of presence or absence of combination of C and 

T in progression of ESKD with Kaplan–Meier plots.  

Low risk: C0+T0. Medium risk: C1+T0 or C0+T1. High risk: C1+T1.  
C1: at least one cellular or fibrocellular crescents. T1: tubular atrophy and interstitial fibrosis>25%. 



Receiver-operating characteristic curves (estimated for evaluating the 

capacity of discrimination of the risk to predict ESKD with presence 

of C1+T1 in model. C-Statistic of 0.76 (95% CI: 0.67-0.85) 

 



Univariate and multivariate analyses of baseline 

clinical and laboratory predictors of ESKD 

Univariate analyses 

HR 95% CI 

P-value Multivariate analyses 

HR 95% CI 

P-value 

Age (year) 0.99 (0.97-1.01) 0.587 0.99(0.96-1.03) 0.965 

Sex (male) 0.63 (0.29-1.37) 0.246 0.78 (0.36-1.78) 0.569 

Weight (kg) 0.99 (0.96-1.02) 0.603 0.98 (0.94-1.03) 0.608 

S Cr(mg/dl) 1.20 (1.14-1.26) <0.0001 1.22 (1.12-1.29) <0.0001 

U protein (g/24h) 1.00 (1.00-1.00) 0.623 1.00 (1.00-1.00) 0.057 

Hypertension 2.71 (1.37-5.33) 0.004 1.69 (0.94-3.06) 0.316 

M1 0.58 (024.-1.39) 0.224 2.26 (0.91-5.64) 0.079 

E1 1.65 (0.80-3.38) 0.171 0.68 (0.26-1.81) 0.450 

S1 1.71 (0.88-3.32) 0.111 0.69 (0.33-1.45) 0.021 

T1 7.20 (3.01-17.18) <0.0001 6.95 (2.20-22.02) 0.01 

C1 2.13 (1.14-3.97) 0.017 1.02 (0.39-2.63) 0.96 

C1 (10%) 1.94 (0.99-3.82) 0.055 0.631 (0.25-1.58) 0.325 

C1 (20%) 2.77 (1.21-6.29) 0.015 1.41 (0.51-3.90) 0.501 

C1( 30%) 3.37 (1.48-7.68) 0.004 3.56 (1.15-11.00) 0.027 



 



 



There are limited data 

concerning the effectiveness of 

cytotoxic agents in adults with 

progressive IgA nephropathy 

 



 



 

•Methylprednisolone 15mg/kg  IV for 3 days→  
•Prednisone oral (1 mg/kg/day for 4 weeks, 0.75 mg/kg/day for 4 more weeks), → 
•Cyclophosphamide oral 2.5 mg/kg/day for 8 weeks & 
•Plasma exchange. 

•After this 2-month course of therapy, substantial clinical improvement was 
observed in both IgAGN and vasculitis patients.  
•However, a second biopsy revealed that florid crescents persisted in IgAGN 
patients and, unlike the vasculitis group, during the long-term the initial 
clinical amelioration disappeared in one-half of the treated IgAGN cases.  
•Nevertheless, even in the progressive cases, intensive treatment seemed to 
substantially delay the onset of dialysis 





Randomization of 38 patients with 

progressive IgAN 

A- control group (no immunosuppression 

B- Prednisolone 40 mg/d (red. to 10 mg/d by 2 yr) + 

 Cyclophosphamide 1.5 mg/kg per day (adjusted 
down to the nearest 50 mg) for the initial 3 mo, then  

azathioprine at the same dose continued for a 
minimum of 2 yr (up to 6 yrs) 

Duration of follow-up was 2 -6 yr, with the low-dose immunosuppressive 
treatment unaltered, unless the patient reached ESKD 

Ballardie FW. J Am Soc Nephrol. 2002;13(1):142 



Randomization of 38 patients with 

progressive IgAN 

A- control group (no immunosuppression 

B- Prednisolone 40 mg/d (red. to 10 mg/d by 2 yr) + 

 Cyclophosphamide 1.5 mg/kg per day (adjusted 
down to the nearest 50 mg) for the initial 3 mo, then  

azathioprine at the same dose continued for a 
minimum of 2 yr (up to 6 yrs) 

Duration of follow-up was 2 -6 yr, with the low-dose immunosuppressive 
treatment unaltered, unless the patient reached ESKD 

•impaired renal function, 
•hypertension, 
•absence of macroscopic hematuria,  
•heavy proteinuria.  

Ballardie FW. J Am Soc Nephrol. 2002;13(1):142 



Ballardie FW. J Am Soc Nephrol. 2002;13(1):142 



STOP- IgAN trial 



Randomization 

 





• Despite the significant, though moderate, effects 

on proteinuria, we did not observe a significant 

effect of immunosuppressive therapy on a 

decrease in the eGFR over the 3 year study period 

either on the basis of the primary end point of an 

eGFR decrease of 15 ml/min/1.73 m2 or more 

from the baseline eGFR or on the basis of various 

secondary eGFR end points.  











 

JAMA. 2017;318(5):432-442. 

eGFR : 20-120 mL/min 
 & proteinuria> 1 g/d 

0.6 to 0.8mg/kg/d of oral methylpred. or 
placebo) for 2 mo, tapered 

by 8 mg/d each month, totally 6 to 8 mo. 



 







Claudio Pozzi et al. JASN 2010;21:1783-1790 

Renal survival is similar in the 2 treatment groups 



J Am Soc Nephrol 29: 317–325, 2018 



Randomization 

(109, >60 ml/min/1.73 2 ) (53, 30-59 ml/min/1.73 2) 





Proposed pathogenesis of IgA nephropathy 

(IgAN) and potential therapeutic targets 

 

KDIGO Controversies, KI (2019) 95, 268–280 

Bortezomib 
Atacicept 

Fostamatinib 

Atacicept 



 





 



 



Case report 

• A 16 yr old  adolescent with rapidly progressive IgAN 
leading to renal failure in spite of immunosuppressive 
treatment.  

• Proteinuria 7.5 grams/d 

• Due to refractory disease the patient was treated with 
eculizumab (anti-C5) for 3 months in an attempt to 
rescue renal function.  

• Treatment led to clinical improvement with stabilization 
of the glomerular filtration rate and reduced proteinuria.  

• Discontinuation of treatment led to a rapid deterioration 
of renal function.  

• This was followed by a single dose of eculizumab, 
which again reduced creatinine levels temporarily 



Clinical Course 

The pathological score was 
M1 S1 E1 T2.  

Staining for deposition of 
C5b-9 revealed prominent 
glomerular C5b-9 staining 



Conclusions 

1. IgAN, as the leading type of GN in many 
parts of the world, with about 30% ESKD 
during 20 yrs, has no definite 
immunosuppressive treatment till now. 

2. Crescents clearly worsen the prognosis of 
IgAN. 

3. The only immunosuppressive protocol clinical 
trials are on Progressive (reduced GFR, 
severe proteinuria) and not Crescentic IgAN 

4. Multicenter studies in our country and the 
region are suggested, 



 

 


