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IgA nephropathy after long-term treatment with

Check for
updates

infliximab for Crohn’s disease Crohn’s disease, a

review of two cases

Nefropatia IgA tras tratamiento prolongado con infliximab por
enfermedad de Crohn, a propésito de dos casos

Dear Editor,

Tumor necrosis factor-a inhibitors (TNF-a inhibitors) are
potentimmunomodulators and have been associated with the
development of autoimmunity, such as glomerulonephritis.'?
Recently, investigators described a case of IgA nephropathy
in patients with inflammatory bowel disease on a prolonged
treatment with TNF-« inhibitors in sustained clinical remis-
sion of their intestinal disease, and with improvement after
discontinuation of the drug, making the case less likely to be
an extraintestinal manifestation.>*

In this regard we e present two clinical cases from our hos-
pital:

DOI of original article:
https://doi.org/10.1016/j.nefro.2023.02.007.

Case 1. The first case is a 20-year-old male, with Crohn’s dis-
ease (CD) since 2013, who started treatment with infliximab
and azathioprine, went into complete remission, and contin-
ued in monotherapy with infliximab since 2016. After seven
years on treatment with infliximab (in April 2020), the patient
suffered acute deterioration of renal function (Cr 1.8 mg/dL
CKDEPI 51 mL/min /1.73 m?), nephrotic proteinuria (8 g/24h)
and microhematuria. A renal biopsy was performed with the
finding of IgA nephropathy, M1 EO S1 TO in the Oxford classi-
fication (Fig. 1). Complete sustained remission of his CD was
confirmed, infliximab was discontinued, and an angiotensin-II
receptor antagonist was started at maximum tolerated doses
and corticosteroids (prednisone 1mg/kg/day for one month
followed by a tapering regimen and discontinuation after six
months). After 14 months, his CD relapsed, with no associated
deterioration of renal function, and ustekinumab was started,
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Fig. 1 - (A) Optical microscopic image showing glomerulus with mesangial proliferation at the expense of cellularity and
matrix. (B) Immunofluorescence image with abundant and intense mesangial deposition for IgA (left) and C3 (right), this

antibody also localized in Bowman’s capsule of some glomeruli.

with a good response. After 18 months of renal biopsy, he had
normal renal function (Cr 1.1 mg/dL CKDEPI 90 mL/min/1.73
m?), complete improvement of proteinuria (0.3 g/24h) and no
microhematuria.

Case 2. A 51-year-old woman with extensive Crohn’s ileitis,
stenosing, fistulous and with intra-abdominal abscess on
debut in 2012, started treatment with azathioprine and inflix-
imab in 2013 and have been in complete remission ever
since. Azathioprine was discontinued in 2017 and infliximab
monotherapy was maintained.

In March 2020, acute deterioration of renal function (Cr
1.6 mg/dL CKDEPI 36 mL/min /1.73 m?) together with protein-
uria (0.4 g/24h) and microhematuria was detected.

A renal biopsy was performed which confirmed the diag-
nosis of IgA nephropathy (M1 EO SO T1). Her CD remained
in complete remission, infliximab was discontinued, and she
received a course of corticosteroids (prednisone 1 mg/kg/day
for one month and a tapering regimen with discontinuation
of prednisone after six months). After 20 months she remains
in complete remission of CD without specific treatment,
with improvement in renal function (Cr 1.39 mg/dL CKDEPI
44 ml/min/1.73 m?), remission of proteinuria (0.2 g/24 h) and
no microhematuria.

We present these two cases that support the relationship
between the prolonged use of infliximab in patients with CD
and the development of IgA nephropathy, also observed in
other autoimmune pathologies such as rheumatoid arthritis,
psoriasis and ankylosing spondylitis.’?

Although it is a rare complication, it is clinically impor-
tant, as 25-30% of IgA nephropathy cases develop end-stage
renal disease within 20-25 years of diagnosis, and in 10% of
patients end-stage renal disease is achieved within five years
of diagnosis. Early detection of this renal pathology allows
early action to reverse or at least minimize kidney damage.
In the case of secondary IgA nephropathy, the main treatment
is to treat/eliminate the cause.”

As for the mechanism, it is postulated that the inhi-
bition of TNF-a exerts a direct effect on lymphocyte
function and cytokine production, changing the T-helper
cytokine response from type 1 to type 2 secreting IL-4,
IL-5 and IL-10, promoting humoral immunity, and induc-
ing antibody production. These antibodies cross-react with
aberrant IgAi, which upon deposition in the mesangium
leads to complement activation and the development of IgA
nephropathy.!

Therefore, it is of great importance to alert physicians
using TNF-« inhibition to this possible adverse effect, and for
them to perform routine analyses of renal function, protein-
uria (in 24 h urine or in isolated urine with protein/creatinine
ratio or albumin/creatinine ratio) and urine sediment. If
there are alterations, they should refer patients to nephrol-
ogy, as early diagnosis and treatment are essential for renal
prognosis.
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Hodgkin lymphoma in a patient with kidney

transplantation

Check for
updates

Linfoma de Hodgkin en un paciente con trasplante renal

Dear Editor,

Malignancy is detected three times more in kidney trans-
plant (KT) recipients than general population. Posttransplant
lymphoproliferative disorders (PTLD) constitute nearly 20% of
malignancies diagnosed after solid organ transplantations.
Even though Hodgkin lymphomas (HL) formerly defined as
Hodgkin Disease are less common lymphomas after trans-
plantation compared to general population (HL accounts 13%
and 7% of lymphomas in general population and posttrans-
plant recipients respectively), relative risk for HL is 2.6 among
posttransplant patients compared to the risk among kidney
disease patients on waiting list. The incidence of HL after kid-
ney transplantation was approximately reported as 0.1%." The
average age at diagnosis of posttransplant HL was found as
48.6 £ 11.9 years with male predominance (55% of the cases).

DOI of original article:
https://doi.org/10.1016/j.nefro.2023.02.007.

A 35-year-old male patient had a history of kidney trans-
plantation due to chronic kidney failure with unknown
etiology 11 years ago in another center. He had COVID-
19 infection two years ago. In addition, he was diagnosed
with cytomegalovirus (CMV) disease eight months ago dur-
ing evaluation for acute elevation in serum creatinine levels
to 3.3mg/dL and treated via i.v. ganciclovir by then (Fig. 1).
The doses of tacrolimus and mycophenolic acid were also
decreased. Kidney biopsy revealed chronic allograft nephropa-
thy (Fig. 2). While these infections the patient had night
sweats, fever, and weight loss. Splenomegaly was discov-
ered by abdominal ultrasonography coincidentally. While
exploring severe anemia (hemoglobin level: 5.7 g/dL), multi-
ple lymphadenopathies (LAP) approximately 3 cm in size were
detected by computed tomography. The patient had been
diagnosed with nodular sclerosis classic HL (NSCHL) as the
laparascopic excisional biopsy of paraaortic LAP resulted in
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