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History

Immunoglobin  A  nephropathy  was first 

described  by Berger and Hinglais in 1968 in 

Paris







Incidence

• Incidence rate : 2.5 % in 100,000 population

• Higher incidence in Eastern Asian population ( 40 % renal 

biopsy in primary GN  in china)

• Lower incidence in Black population

• 15- 20% progress to ESRD in 10 years and 20-40% in 20 years.



Proposed pathways involved in the mesangial deposition of IgA1 in IgA nephropathy—a 
multihit mechanism

Lai, K. N. (2012) Pathogenesis of IgA nephropathy Nat. Rev. Nephrol. doi:10.1038/nrneph.2012.58



Risk Factors for Progression

• Clinical

• Serologic

• Pathological

• Genetic  



Clinical Factors for Progression

• Elevated serum creatinine concentration

• Hypertension (>140/90 mmHg) 

• Persistent (eg, for more than six months) protein excretion 

above 1000 mg/day



A scoring system to predict renal outcome in IgA
nephropathy:

from a nationwide prospective study

2269 patients ,follow up 7 years

• Serum Cr ≤1.25 mg/dL :% 2.5

• Serum Cr 1.26 - 1.67 mg/dL :% 26

• Serum Cr >1.68 mg/dL : %71

Nephrol Dial Transplant (2006) 21: 2800–2808



J Am Soc Nephrol 2007; 18:3177



0 for none,
3 for their simultaneous presence

scores 1 and 2 for the presence of any one or two of these factors.



(http://www.columbiamedicine.org/divisions/gharavi/calc_progression.php)

http://www.columbiamedicine.org/divisions/gharavi/calc_progression.php)


Oxford Classification

KI ,2009,76 , 546 -556



Oxford classification and prognosis

• 16 retrospective cohort with 3893 patients and 570 kidney failure 

• M , S, and T lesions in oxford classification is associated 

independently  with progression to kidney failure.

• Crescent lesions were associated with kidney failure. 

• E lesions related to interaction to effect of immunosuppressive 

therapy. 

AJKD, 2013 ,65 :891-899



Association of URG11 and Twist with clinical pathological
characteristics and prognosis in patients with IgA

nephropathy

• URG11 and Twist has a critical functional role in tubular epithelial–

mesenchymal transition (EMT) and kidney fibrosis.

• URG11 was predominantly located in the cytoplasm and Twist in 

nucleus of renal tubular epithelial cells from IgAN patients

• URG11 and Twist staining in renal biopsy specimens might be a novel 

histological marker for progression in IgAN patients.

Nephrol Dial Transplant (2013) 28: 2268–2276



Nephrol Dial Transplant (2013) 28: 2268–2276

URG11-negative                 Twist-negative

URG11-positive                Twist- positive



Clinical course of IgA nephropathy



Clinical Course of IgA nephropathy

•Biopsy is not recommended in hematuria and mild 

proteinuria

•Snap Shot of disease status

•Early biopsy can not predict the outcome

Expert Opin. Biol.Suzuki et al ,2015



Renal survival in IgAN patients with four quartile 
Gd- IgA1 level

KI,Oct 2012,82(7):790-796



Autoantibodies targeting galactose-deficient IgA1 
associate with progression of IgA nephropathy.

• In 97 patients ,prospective cohort ,follow up 13.8Yrs

• IgG autoantibody levels ≥1.33 predicted dialysis or death (both P≤0.01)

• Serum levels of IgG and IgA autoantibodies strongly associated with the 

progression of IgAN nephropathy. 

Berthoux F.J Am Soc Nephrol. 2012;23(9):1579.



Approach to Treatment



Non immunosuppressive therapy in IgA
nephropathy



Fish Oil

• 56 RCT(2838 participants)

• Benefits of antihypertensive agents, particularly inhibitors of the renin

angiotensin system, appear to potentially outweigh the harms in patients 

with IgAN. (decrease in proteinuria)

• No evidence for the other non- immunosuppressive therapies evaluated 

here. 

Reid S.,Cochrane Database Syst Rev. 2011



• 15 Articles  (n= 1542) met the 
criteria

• Follow-up for patients ranged 
from 3 to 281 months.

• Reduced urinary protein excretion 
• (MD = -0.47 g/day, 95%CI = -0.64 to 

-0.31).

Zhou YH et al .ploS One 2011



Steroid effect on ESRD occurrence 
(RR: 0.46, 95% CI: 0.27 to 0.79), 

Doubling of serum creatinine 
(RR = 0.34, 95%CI = 0.15 to 0.77)



• We suggest that patients with persistent proteinuria

>1 g/day, despite 3–6 months of optimized supportive 

care (including ACEi or ARBs and BP control), and GFR 

45>ml/min per 1.73m2 receive a 6-month course of 

corticosteroid therapy .

KDIGO practice guideline on 
glomerulonephritis

Kidney International (2012) 82, 840–856



NDT , 2011, 26, 6



Total Clinical Remission

Clinical remission: normal renal function with no frank haematuria, proteinuria between 0 and 1.5 g protein 
per 24 h, and a urinary erythrocyte count no more than 4 per high-power field.



Effect of tonsillectomy on ESRD



Tonsillectomy Plus Steroid Compared with 
Steroid Pulse



• 14 studies (1,794 patients)

• Greater odds of clinical remission with tonsillectomy (OR : 3.4)

• Tonsillectomy plus steroid pulse therapy was superior to steroid pulse 

therapy alone (OR: 3.15)

• Tonsillectomy plus conventional steroid therapy was superior to 

conventional steroid therapy alone (OR:4.13)

• Tonsillectomy was superior to general treatment (OR:2.21) 
Am J Kidney Dis. 2015;65(1):80-87



Clinical remission 
Clinical remission after adjusting for ACE & ARB Use

Steroid pulse with and without tonsillectomy
Conventional steroid with and without tonsillectomy



Tonsillectomy & ESRD

Tonsillectomy was associated 

with decreased odds of ESRD

9 studies, 873 patients; pooled 

OR,0.25; 95% CI, 0.12-0.52; P , 

0.001



American journal of nephrology ,  2009





Chen et al ,BMC,2014

Comparing MMF 
treated  group to 
control there was no 
difference in ESRD 
rate and rise (50%) in 
serum creatinine



Point of no return Low GFR, typically ,30 ml/min
per 1.73 m2

Biopsy with severe global
glomerulosclerosis and tubular

atrophy/interstitial fibrosis

No immunosuppression
Prepare for transplant or 

renal replacement
Therapy

Crescentic IgAN Rapidly progressive GN
30%–50% cellular or fibrocellular

crescents on biopsy

Pulse 1 high-dose oral 
glucocorticoids

Consider cyclophosphamide

IgAN with minimal 
change
disease

Sudden-onset nephrotic syndrome
Mesangial IgA deposits on
biopsy without sufficient

sclerosis to explain proteinuria

Glucocorticoids, akin to 
treatment of

minimal-change disease



• RCT, 2006- 2008,23 patients ,GFR ~ 30 -60cc/min and > 1 gr proteinuria

• Sirolimus 1mg/d with ACE and Atorvastatin

• At 1 year, SRL treatment was associated  with significant reduction proteinuria, 

mesangial and endocapillary proliferation.

• Glomerular sclerosis, tubular atrophy and interstitial fibrosis were similar

Nephrol Dial Transplant (2011) 26: 3596–3602



§New enteric formulation of the locally acting glucocorticoid budesonide

(Nefecon), designed to release the active compound in the ileocecal

region.

§ Budesonide 8 mg/day was given to 16 patients with IgAN for 6 months, 

followed by a 3-month follow-up period.



Future Drugs

1.Specific neutralization of Gd-IgA1 itself
2. Inhibition of abnormal enzymatic 

glycosylation of IgA1
3.Specific depletion of source cells that 

produce Gd-IgA1 or auto-antibody




