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To the Editor,

In a recent issue of Nefrologia (vol. 32,
issue 3, 2012), Espinosa-Hernandez et
a. published a study titled “C4d como
herramienta diagndstica en la ne-
fropatia membranosa” (C4d as a diag-
nostic tool in membranous nephropa-
thy).! In the introduction, the authors
pointed out that the information regard-
ing C4d deposition in glomerular
nephropathies is very scarce, and set the
objective of their study to determine
whether immunohistochemical detec-
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tion of C4d in patients with membra-
nous nephropathy (MN) could be useful
as a diagnostic tool. In the discussion,
they pointed out that the information on
the role of C4d in MN is limited to a sin-
gle study of 12 patients using immuno-
fluorescence, published in 1989.> They
concluded their study by indicating that
C4d detection using immunohistochem-
istry is a very useful tool for the differ-
ential diagnosis of MN and minimal
change disease.

However, Espinosa-Hernandez et al
omitted our publication titled “C4d im-
munohistochemical staining is a sensi-
tive method to confirm immunoreactant
deposition in formalin-fixed paraffin-
embedded tissue in membranous
glomerulonephritis”.* In this article, we
showed that there was a characteristic
glomerular, granular C4d deposit in the
basal membrane in 31 cases (100%)
with idiopathic MN and in 5 cases
(100%) with pure membranous lupus
nephritis, class V, following fixation in
formalin, paraffin embedding, and im-
munoperoxidase-based detection. In all
cases, the previous diagnosis of lesions
was made by immunofluorescence. In
addition, in 19 cases with different
glomerulonephropathies, including IgA
nephropathy, membranoproliferative
glomerulonephritis type I, focal seg-
mental glomerulosclerosis, and mini-
mal change disease, we found several
reproducible patterns of C4d deposits,
without intrinsic background staining.
Our results showed that C4d staining in
tissues fixed in formalin and embedded
in paraffin can be used to detect mem-
branous granular deposits of comple-
ment factor in MN. This method proved
to be so reliable that it might obviate the
need for further biopsies when
glomeruli in frozen slides or ultrafine
slides for electron microscopy are not
available. We concluded our article by
indicating that immunostaining using
the immunoperoxidase method de-
serves recognition as a complementary
method for the biopsy-based diagnosis
of MN.

We would like to see our article receive
the recognition it deserves.
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To the Editor,
Dr. Fernando Val-Bernal and his colla-
borators commented that we have
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