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Dear Editor, 
 
Immunoglobulin A nephropathy (IgAN) is the most 
common cause of primary glomerulonephritis world-
wide [1]. It was first defined in 1968 by (two kidney 
pathologists) Jean Berger and Nicole Hinglais, in kid-
ney biopsies with chronic mesangial proliferative glo-
merulonephritis associated with dominant or codomi-
nant IgA deposits observed by 
[2]. Few cases (nearly 10%) are due to familial IgAN 
whereas more than 90% of IgAN cases are sporadic [3].  
The four hit model was defined for pathogenesis. The 
first hit is the production of galactose-deficient (Gd) 
IgA1 by gut including the Peyer patches, and nasal 
mucosa, second hit is the production of autoantibodies 
(IgG, IgA, or IgM) against these Gd-IgA1 which were 
secreted into blood vessels, the third hit is the forma-
tion of immune complexes, and the fourth hit is the 
binding of these immune complexes to the kidney me-
sangial cells leading to activation of proliferative, fib-
rotic, and inflammatory pathways [4,5]. 
The prevalence of IgAN differs between the countries 
(11.8% in North America, 39.5% in Asia, 22.1% in 
Europe, and 6.1% in Latin America) [6]. These variations 
in prevalence of IgAN may reflect geographical diffe-
rences in screening for kidney disease and kidney 
biopsy practices because the definitive diagnosis of 
IgAN can only be made by evaluation of a kidney 
biopsy [6]. This difference in prevalence may also be 
associated with genetic factors and environmental in-
fluences in addition to presence or absence of urinary 
screening programs and indications for kidney biopsy. 
The clinical presentation of IgAN also varies between 
the patients with a range of signs and symptoms from 
asymptomatic urine abnormality, macroscopic hematu-
ria (20-25%), to nephrotic syndrome and chronic renal 
impairement [7]. In Japan, China, and Korea, it is 
mandatory  to screen school students for early morning 
urinary hematuria [8]. Proteinuria accompanied by he-
maturia warrants a complete medical workup and 
kidney biopsy. So, exact prevalence is uncertain due to 
these differences in clinical presentations, screening 
programs for kidney diseases, and kidney biopsy indi-
cations to confirm the diagnosis. 

The clinical presentations of IgAN range from asymp-
tomatic hematuria to rapidly progressive glomerulone-
phritis. Brown, red, or cola colored urine, hyperten-
sion, acute kidney injury, frothy urine, synpharyngitic 
hematuria, hypervolemia (edema, basal lung crepita-
tions), and recurrent episodes of macroscopic hematu-
ria can be found in medical history and physical exa-
mination of patients with IgAN [3]. The diagnosis of 
IgAN should be suspected in  any patient with one or 
more episodes of macroscopic hematuria, especially if 
accompanied by an upper respiratory or gastrointes-
tinal infection, persistent microscopic hematuria (pre-
sent in 93% of the patients) with or without proteinuria 
not otherwise explained, and slowly progressive kid-
ney function impairment without any other reason [9]. 
Based on a study, patients with three or four markers 
(more than ve red blood cells in urinary sediments; 
persistent proteinuria of more than 0.3 g/day; serum 
IgA levels of more than 315 mg/dL and serum IgA/C3 
ratio of more than 3.01) have the 75% risk of IgA 
nephropathy [10]. Although an elevated IgA/C3 ratio 
is still biologically plausible, and can help initial triage, 
sensitivity and sprecificity are insufficient for clinical 
decision making. KDIGO 2021 does not endorse IgA/ 
C3 ratio as a diagnostic criterion.  
Although patients with three or four markers (more 
than -
tent proteinuria of more than 0.3 g/day; serum IgA 
levels of more than 315 mg/dL and serum IgA/C3 ratio 
of more than 3.01) were reported to have the 75% risk 
of IgAN, IgAN can be diagnosed only by kidney biop-
sy by showing mesangioproliferative glomerulonephri-
tis with dominant or codominant depositions of IgA 
[9,10]. Because there are no validated serum or urine 
biomarkers for the diagnosis of IgAN yet.In order to 
ensure early and prompt diagnosis and treatment of 
IgAN, kidney biopsy is indicated for all adults with 

without any contraindication of kidney biopsy [11]. 
Before biopsy, serum complement levels (C3, C4, 
CH50), viral serologies (human immunodeficiency vi-
rus, hepatitis B, and C), autoantibodies (antinuclear, 
anti-double stranded DNA, antineutrophil cytoplasmic, 
extractable nuclear antigen, and antiphospholipid anti-
bodies), glycated hemoglobin (HbA1c), protein elec-
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trophoresis (older than 50 years), anti-PLA2R auto-
antibody should be evaluated if possible [12].  
Timing of kidney biopsy for the early and prompt 
diagnosis of IgAN is very important. Because by the 
time IgAN diagnosis, unfortunately more than 50% 
(74.6%) of adult patients already have chronic kidney 
disease (CKD) stage 3 or greater [13]. The delay in 
diagnosis exposes kidneys to persistent injury resulting 
in progression to irreversible kidney failure [13]. The 
prognosis among patients with IgAN also is not si-
milar, just like the differences in prevalence and clini-
cal presentations of IgAN [14]. Outcomes in IgAN co-
horts are generally worst in poor prognosis group with 
possibility of dialysis in 5 years [14]. The prognostic 
parameters are listed as age, race, proteinuria, systolic 
and diastolic blood pressure, medication used, estima-
ted GFR, and histologic score (MEST) of kidney biop-
sy [15]. Urinary albumin creatinine ratio of more than 
0.1 g/g was reported to be independently associated 
with greater risk of composite kidney events in pa-
tients with IgAN [16]. As more studies and data are 
received regarding the timing for kidney biopsy to 
achieve prompt diagnosis of IgAN, the indications for 
kidney biopsy may change accordingly. Until then, 
KDIGO 2025 clinical practice guideline should be 
followed for biopsy timing of patients with IgAN.  
Once IgA nephropathy is confirmed by kidney biopsy, 
secondary causes-including systemic diseases, chronic 
infections, malignancies, and drug exposure-should be 
actively investigated to allow early diagnosis and app-

celiac disease, HIV infection, psoriasis, cirrhosis, Lyme 
disease, malaria, osteomyelitis, cat scratch disease, re-
nal cell carcinoma, and use of dabigatran, warfarin, 
ustekinumab, should be searched in order to diagnose 
and treat early and appropriately [17]. 
In conclusion, it should be known that by the diagnosis 
of IgAN, unfortunately most of the patients already 
have severe and irreversible kidney injury. In order not 
to be late for prompt treatment of these patients, clini-
cians should be aware of the clues for the presence of 
IgAN in medical history, physical examination, urine 
and blood tests of the patients so that optimal timing of 
kidney biopsy is not missed. 
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