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Implication for health policy/practice/research/medical education:
Much has been published on the epidemiology and clinicopathological 
characteristics of  IgM nephropathy, but there is little information on the etiology, 
pathogenesis and specific therapy of  the disease. Controversy still shrouds the 
definition and nosologic status of  the disease. Well-coordinated and concerted 
international efforts and collaboration between researchers in the developing and 
developed countries are needed to make further progress on the above aspects 
of  the disease. 
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A recent issue of  this journal carried a 
review article on IgM nephropathy 
(IgMN) by Professor Vanikar with a 

question right in the title as “can we still ignore 
it?” (1). This was a timely call for action on this 
subject, but I contend her point that the disease 
is being ignored. Indeed, the disease is not being 
neglected in terms of  under-diagnosis but rather 
some aspects of  the disease are not being investi-
gated at par with some other features such as the 
epidemiological and clinicopathological parame-
ters. The point to ponder is why the disease is 
still controversial even after almost five and half 
decades after its initial description in mid and late 
1970s (2-6). There are several reasons for this 
state of  affairs. Some important points are dis-
cussed in this editorial. 
First of  all, there are serious and largely unre-
solved definitional problems (5-14). What con-

stitutes IgMN on light microscopy (LM) and 
more importantly on immunofluorescence (IF)? 
To give an example, I have put a picture of  LM 
of  one representative glomerulus from a biopsy 
and IgM immunostaining in Figure 1. What do 
the readers think of  the diagnosis in this case? I 
can bet that it will invoke a mixture of  responses. 
Some will call it IgMN, while others as minimal 
change disease (MCD) with trace or 1+ IgM de-
posits. As a matter of  fact, there are as many defi-
nitions of  the disease as there are studies (1-14). 
To put in other words, there is no universally ac-
cepted definition of  the disease at present. Some 
authors have included cases with trace positivity 
of  IgM on IF as IgMN, while others have set the 
threshold of  IgM positivity much higher (1,5-13). 
This will obviously have affected the results and 
conclusions about the clinicopathological pre-
sentation, therapy and prognosis of  the disease. 

http://dx.doi.org/10.12860/jnp.2014.05
http://dx.doi.org/10.12860/jnp.2014.05
http://dx.doi.org/10.12860/jnp.2014.05


 www.nephropathol.com      Journal of  Nephropathology, Vol 3, No 1, January 2014 23

Mubarak M

So, the question is how to tackle this problem of 
definition? It can only be tackled efficiently by a 
dedicated and concerted international effort by 
all the concerned health care professionals.
Second, the pathogenesis of  the condition is still 
largely unknown and more importantly, little in-
vestigated. Only occasional studies are available 
in the literature, which have specifically addressed 
this issue and these have yielded somewhat con-
flicting results (10-16). Majority of  the studies, 
especially those reported from third world coun-
tries, on IgMN have focused on determining the 
epidemiology, demography and clinicopathologi-
cal correlates of  the disease (17-27). The lack of 
pathogenetic studies is, in large part, attributable 
to the lack of  interest of  Western researchers in 
the disease (1,24,25,28). Here, collaboration be-
tween researchers in the developing countries, 
where there is sufficient raw material in the form 
of  disease burden, with those in the developed 
nations, where research facilities and funding 
abound, can help in elucidating the mechanistic 
pathways involved in the disease. This will not 
only shed light on the pathophysiology of  the 
disease but also pave way for the tailored treat-
ment of  the condition in future (28). 

Figure 1. Two representative pictures, one of  light mi-
croscopy and other of  immunofluorescence from a renal 
biopsy from an 8 year old child with steroid dependant 
nephrotic syndrome. The interpretation of  these findings 
is open to all the readers. A. This is high-power view of 
one representative glomerulus from the above case. (PAS, 
×400). B. Immunofluorescence staining for IgM by the di-
rect technique on the same biopsy. (IgM, ×400).

Although a few studies have addressed the as-
sessment of  prognostic factors, both clinical and 
histopathological in nature, much remains to be 
done on this front as well (19, 20-23). Here, the 
example of  Oxford classification of  IgA ne-
phropathy (IgAN) can serve as a useful blueprint 
for action (29). Since the lesions of  IgMN closely 
resemble those of  IgAN, the Oxford classifica-
tion can be tested for its utility in this disease. Per-
haps a slight modification of  the above scheme 
may serve the purpose more usefully. Last but 
not the least, the issue of  therapy and prognosis 
also warrant large-scale, robust and prospective 
studies, as only about one third of  all patients are 
steroid responsive in this disease. For the remain-
ing majority of  patients, optimal treatment is still 
elusive (1,25). 
However, the scenario is not entirely gloomy. Not 
all aspects of  the disease are poorly studied or 
characterized. A few citations will suffice to illus-
trate this point. The author’s group has published 
extensively on the epidemiology, clinicopatho-
logical correlations and short to medium term 
outcome of  the disease in some of  the largest 
studies on IgMN in the world literature (22,23). 
We have also published fairly comprehensive re-
views on this topic (25). Our group is actively 
following a very large number of  patients, espe-
cially children with the disease and plan to pub-
lish its long term experience of  the disease. Our 
neighbors from India have rivaled us closely on 
this front also. Professor Vanikar’s group has also 
come up with their part of  experience with the 
disease both in children and adults (20,21). It is 
interesting to note, that the studied disease char-
acteristics are more or less similar in this region 
(28). The Finnish group has also worked exten-
sively on this disease with one of  the largest and 
longest follow-up study originating from their ex-
perience (8,14,19). 
Most of  the literature on IgMN and the discus-
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sion above is concerned with the disease in native 
kidneys. Occasional case reports are also available 
on the involvement of  the transplanted kidney by 
the disease, either in de novo or recurrent form 
(30-32). Although, we have not yet systematically 
analyzed our kidney transplant cases of  IgMN ne-
phropathy, we have a small number of  irrefutable 
cases in our files. Indeed, renal allografts serve as 
very useful models for the study of  natural histo-
ry and evolution of  many glomerulopathies and 
IgMN is one of  the examples that can be studied 
in detail in this setting.  
In conclusion, although much has been pub-
lished on the epidemiology and clinicopatholog-
ical characteristics of  IgMN, there is little infor-
mation on the etiology, pathogenesis and specific 
therapy of  the disease. Controversy still shrouds 
the definition and nosologic status of  the disease. 
Concerted and well coordinated international ef-
forts and collaboration between researchers in 
the developing and developed countries are need-
ed to resolve these issues. 
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