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IGAN :  INTRODUCTION

ÅWorldwide is the most common type of GN

ÅMore common in Asia than Europe or N. America

ÅDisease severity in IgAN is highly variable:

Asymptomatic 

hematuria

Majority:

Slowly 

progressive 

proteinuric renal 

disease

Minority (<10%):

RPGN or severe 

nephrotic syndrome

No clinical 

phenotype



Suzuki H et al. JASN 2011;22:1795-1803
É2011 by American Society of Nephrology

IgA production,  class 

switch, transition out 

of lymphoid tissue

Mesangial and endothelial 

cell proliferation

Tubulo-interstitial injury



ÅPrognostic Factors
Good

Microhematuria alone
Recurrent macrohematuria 

alone

ÅBad
Hypertension
Moderate proteinuria (1 -4 

g/day)
Renal insufficiently

Problems

Qualitative

Poor specificity



RISK FACTORS
Sex

Age

Genetics

Ethnicity

Environment(micro and macro)

Socioeconomics

Hypertension

Proteinuria

Pathology



FIRST FOUR 
IMPORTANT éBUT

AGE

SEX

GENETICS

ETHNICITY

Currently little to act on 

Buté. Should be part of a risk 

score



BUT OTHERS POTENTIALLY  RISKS 
MAY BE ABLE TO QUANTITATE

ÅSocioeconomics

ÅEnvironment(micro and macro)

ÅHypertension

ÅProteinuria

ÅPathology



IMPORTANT  POINTS

Clinical trials in homogeneous populations 

may not generalize across ethnic groups

Complexities between ethnic origin 

genetics, diet , environmental exposures 

require large study cohorts

Known  pathogenic mechanisms may vary 

across groups

e.g. abnormal glycosylated

Pathological  determinants may vary by 

ethnicity eg endocapillary proliferation



HYPERTENSION IS VERY 
RELEVANT

Reich éé..Cattran JASN  2008



RENAL OUTCOME IS HIGHLY 
VARIABLE

Risk of ESRD stratified on time-averaged proteinuria:

Reich et al, JASN 2007

How do we 

identify high-risk 

patients at time 

of biopsy?



IGA NEPHROPATHY IS 
MORPHOLOGICALLY HETEROGENEOUS

Roberts SD et al. Kidney Int76:546-56, 2009



OXFORD -JUST ANOTHER IGAN
CLASSIFICATION?

Roberts et al  K I 2009

15 classifications  re risks



MEST SCORE
INDEPENDENT VALUE OF 

PATHOLOGY FROM CLINICAL 
PARAMETERS INITIAL AND 

FOLLOW -UP IN REGARDS TO RATE 
OF CHANGE IN RENAL FUNCTION



INDEPENDENT VALUE RELATED TO HARD 
ENDPOINTS ( END -STAGE RENAL DISEASE OR 

50% REDUCTION IN INITIAL GFR)



MEST HISTOLOGY SCORE: 
META -ANALYSIS

Number of 

Patients

Pooled HR 95% CI

M0 vs M1 3629 0.6 0.5-0.8

E1 vs E0 3511 1.4 0.9-2.0

S1 vs S0 3771 1.8 1.4-2.4

T1 vs T0 2719 2.7 1.6-4.6

T2 vs T0 2558 7.2 4.9-10.6

Lv et al, AJKD 2013

Adjusted for other predictor variables, including eGFR, BP, proteinuria



RISK STRATIFICATION IN IGAN

ÅAccurately predict an individualõs risk of future renal function decline

ÅUse variables readily available in clinical practice

ÅPathology: use a scoring system that is widely accepted and available on 

routine biopsy reports, reproducible and validated

ÅApplied at clinically relevant time points with minimal need for prolonged 

observation

ÅApplicable in multiple -ethnic groups worldwide



PURPOSE OF STRATIFICATION 
IN IGAN

1. Inform patients of their prognosis

Å Alleviate anxiety in low -risk

Å Target health care resources in high -risk

2. Identify patients at sufficiently high risk to justify the risks of 

immunosuppression

Risk of disease 

progression

Risk of 

immunosuppressio

n



RISK FACTORS FOR DISEASE 
PROGRESSIONÅ Established clinical risk factors:

Å eGFR, blood pressure, proteinuria (>0.5 -1g/day)

Å Uncertain clinical risk factors:

Å Age, sex, race, BMI, hematuria

Å Pathology:  

Å MEST score, crescents

Å Novel risk factors of uncertain significance:

Å Biomarkers: ex. Gd-IgA levels, anti -Gd-IgA Ab

Å Pathology: ex. C4d staining

Å Genetics

Å Unclear how to integrate these together? What is the absolute risk?

Å Insert list of clinical risk factors for disease progression

Å Insert MEST-C score as pathology risk factor, consider as well:

Å Novel risk factors:

Å ?Gd-IgA levels

Å Complement dysregulation

Å C4d staining

Å See Seminars review paper



CRESCENTS AND PROGNOSIS
Combined cohort N=3096 from Oxford derivation study, VALIGA, Nanjing and Fukuoka

Haas et al, JASN 2017



Trimarchi et al, KI 2017



2012 KDIGO GUIDELINE 
RECOMMENDATIONS

10.1: Initial evaluation including assessment of risk of progressive kidney 

disease

Å10.1.2: Assess the risk of progression in all cases by evaluation of 

proteinuria, blood pressure, and eGFR at the time of diagnosis and 

during follow -up. (Not Graded)

Å10.1.3: Pathological features may be used to assess prognosis. (Not 

Graded)

10.3: Corticosteroid treatment

Å10.3.1: We suggest that patients with persistent proteinuria Ó1 g/d, 

despite 3ð6 months of optimized supportive care (including ACE -I or 

ARBs and blood pressure control), and GFR>50 ml/min per 1.73m2, 

receive a 6 -month course of corticosteroid therapy. (2C)
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concepts?


