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ABSTRACT

Systemic lupus erythematosus (SLE) is
a chronic multisystem autoimmune in-
flammatory disease. However, some pa-
tients may exhibit a histological pattern
of kidney injury, with characteristics
indistinguishable from lupus nephritis,
but without presenting any extrare-
nal symptoms or serologies suggestive
of SLE. Such involvement has recently
been called non-lupus full-house ne-
phropathy. The objective is to report a
series of clinical cases referred to the
Laboratory of the Federal University of
Maranhido that received the diagnosis
of "full-house" nephropathy unrelated
to lupus, upon immunofluorescence
and to discuss its evolution and outco-
mes. Non-lupus full-house nephropathy
represents a diagnostic and therapeu-
tic challenge, because it is a new enti-
ty, which still needs further studies and
may be the initial manifestation of SLE,
isolated manifestation of SLE or a new
pathology unrelated to SLE.

Keywords: Lupus Erythematosus, Systemic;
Lupus Nephritis; Fluorescent Antibody
Technique.

Resumo

O lipus eritematoso sistémico (LES) é uma
doeng¢a inflamatoéria cronica autoimune
multissistémica. Alguns pacientes, contu-
do, podem exibir um padrio histoldgico
de lesao renal, com caracteristicas indis-
tinguiveis da nefrite lipica, porém sem
apresentar quaisquer sintomas extrar-
renais ou sorologias sugestivas de LES.
Tal acometimento tem sido recentemente
denominado nefropatia “full-house” nao
relacionada ao lapus. O objetivo é relatar
uma série de casos clinicos encaminhados
ao Laboratério da Universidade Federal
do Maranhio que receberam o diagnosti-
co de nefropatia “full-house” nio rela-
cionada ao lupus a imunofluorescéncia e
discutir sua evolucio e desfechos. A ne-
fropatia “full-house” nido relacionada ao
lipus representa um desafio diagndstico
e terapéutico por ser uma entidade nova,
que ainda necessita de maiores estudos e
pode ser a manifestacdo inicial do LES,
manifesta¢do isolada do LES ou uma pa-
tologia nova nio relacionada ao LES.

Palavras-chave:  Lupus  Eritematoso
Sistémico; Nefrite Lupica; Imunofluo-
rescéncia.

INTRODUCTION

Systemic lupus erythematosus (SLE) is a
chronic autoimmune inflammatory di-
sease that involves different organs and
systems, and exhibits a wide spectrum
of clinical manifestations. Its incidence is
higher in young women and its diagnosis
was based on the criteria of the Systemic
Lupus International Collaborating Clinics
(SLICC), but the antinucleus factor (ANA)

positivity has become paramount for the
diagnosis of SLE, according to the new
European League Against Rheumatism
criteria (EULAR) and American College
of Rheumatology (ACR).%*3%* Lupus ne-
phritis, defined by proteinuria greater than
or equal to 500 mg/day or corresponding
findings in renal biopsy, is one of its most
serious and frequent complications and
may be present in approximately 60% of

cases. >0
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Histologically, the International Society of
Nephrology (ISN) into six patterns, under light mi-
croscopy, classifies lupus nephritis: I. minimal mesan-
gial, II. Proliferative mesangial, III. Focal proliferati-
ve, IV. Diffuse proliferative, V. membranous and VI.
Sclerosing.” Among the findings of indirect immuno-
fluorescence (IIF), the following stand out: the positi-
vity of glomerular deposits of IgG, IgA, IgM, C3 and
Clq (“full-house” pattern), with a predominance of
IgG over the other immunoglobulins, in addition to
the presence of extraglomerular immune deposits in
the basal tubular membranes, interstitium and blood
vessels. Electron microscopy shows electrodense de-
posits in the mesangial, subendothelial and subepithe-
lial regions, associated with the presence of tubular-
-reticular endothelial inclusions.?’

Just a few patients present renal disorders as the
only manifestation of the disease, with findings from
renal biopsy (mainly from IIF) classically associated
with SLE, but without presenting other diagnostic
or serological criteria. This condition has been called
non-lupus full-house nephropathy.>10:11

The objective of this study is to report on a series
of cases of non-lupus full-house nephropathy, a cli-
nical entity that is still little described, especially in
relation to its evolution and outcomes.

PresenTtaTION OF CLINICAL CASES

This study was prepared based on the analysis of
three clinical cases referred to the Renal Pathology
Laboratory of the University Hospital of the Federal
University of Maranhdo, a national reference for
federal hospitals of the Brazilian Hospital Services
Company (Ebserh). All patients had negative sero-
logies for chronic infectious diseases (HIV, syphilis,
hepatitis B and C) and at the time of the renal biopsy
they had no diagnostic criteria for SLE (including ne-
gative ANA and normal serum supplements). None of
the patients reported a personal or family history of
autoimmune or kidney disease. In all cases, immuno-
fluorescence revealed “full-house” nephritis (details
of the histological and fluorescence patterns are avai-
lable in Table 1).

Case 1

A 44-year-old brown woman with a history of ne-
phrotic syndrome for ten years, abandoned treatment
at the time. Six months ago, the edema returned,
but she was normotensive and without hematuria.

“Full-house” nephropathy: a case series

Renal function was normal and presented 6350
mg/24h proteinuria. Renal biopsy revealed secondary
membranous glomerulonephritis.

She was initially treated with oral corticosteroid
therapy, but did not show any remission of the disease
(proteinuria persisted at 3538 mg/24h), and monthly
pulse therapy with cyclophosphamide was started for
six months. After the second cycle of cyclophospha-
mide, she presented remission of the disease, with re-
cent proteinuria of 132 mg/24h.

Case 2

A 24-year-old white male with a two-month history of
lower limb edema associated with hypertension. There
was progression to anasarca with a month of disease
progression. At the time, he had creatinine 3.8 mg/dL
and proteinuria of 11600 mg/24h. Renal biopsy sho-
wed a pattern of membranoproliferative glomerulone-
phritis and signs of chronic kidney disease.
Immunosuppressive treatment was started with
prednisone 1.0 mg/kg empirically, but without impro-
vement. He started cyclophosphamide pulse therapy in
monthly cycles for six months. However, there was no
satisfactory response, persisting in nephrotic syndrome
(proteinuria 17.7 grams/24h) and renal dysfunction (cre-
atinine 7.8 mg/dL). He was referred for hemodialysis.

Case 3

A 24-year-old black woman with a history of pre-
-eclampsia in the first pregnancy, evolved in the puer-
perium with episodes of edema. After four years, she
presented anasarca, associated with hypertension and
oliguria. She had proteinuria (2345 mg/24h) and a
normal renal function. Biopsy revealed diffuse proli-
ferative glomerulonephritis.

She started treatment with prednisone 1.0 mg/kg
and then associated with azathioprine, followed by
sodium mycophenolate, but without a satisfactory
response. Faced with persistent nephrotic proteinu-
ria, she was submitted to the National Institutes of
Health (NIH trials) regimen of 0.5 to 1 g/m? of cyclo-
phosphamide monthly for six months, achieving par-
tial remission. In a new pregnancy after four years,
there was worsening of proteinuria (8307 mg/24h),
anasarca and renal dysfunction, with termination of
pregnancy at the 28th week, and the need for dialysis
therapy. In the postpartum period, she was followed
up on an outpatient basis and, after three years, there
was a progression from kidney disease to chronicity.
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DiscussionN

Our series presents three patients with a renal biop-
sy pathology result compatible with the “full-house”
pattern at the IIF. The patients had a mean age of
30.6 years at the beginning of the renal impairment.
In all cases, the clinical presentation was of an edemi-
genic syndrome, two were associated with hyperten-
sion and, in one case, the clinical manifestations star-
ted during pregnancy. Of the three patients, two had
nephrotic proteinuria. Renal dysfunction was present
in one of the cases at the beginning of the disease.

Regarding histological aspects, there was a pre-
dominance of proliferative forms (present in two of
the cases presented), and one case in which a pattern
of membranous nephropathy was identified. None of
the cases presented hematuria in the regular urine test.

Likewise, no other clinical criteria for SLE were
found in the patients described over the course of up
to ten years, although biopsies were suggestive of lu-
pus nephritis. Similarly, there are reports of patients
who had biopsies compatible with lupus nephritis wi-
thout clinical or serological manifestations; however,
after a variable period, they developed them. Such a
presentation could announce the appearance of lupus
that is still incipient.®

Gianviti et al., in a series of cases, presented the
report of three children with glomerulonephritis su-
ggestive of SLE, but without clinical or serological
evidence. After a ten-year follow-up, all of them were
positive for ANA, and one of them developed a typical
clinical picture of the disease, after six years of follow-
-up.'? Jones et al. presented a series of five adults with
a “full-house” pattern in all cases. Although a patient
had generalized arthralgia, no patient had criteria for
SLE at any point during the average follow-up of two
to three years.!> Wen et al. brought together 59 pa-
tients who presented non-lupus “full-house” nephro-
pathy, in a literature review, and only seven patients
developed clinical or serological evidence of SLE du-
ring the follow-up, which ranged from three months
to ten years.'*

Dias et al. presented 20 cases with non-lupus “full-
-house” nephropathy in an average follow-up of 64
months, and only 20% developed SLE; 15%, schis-
tosomiasis; 5%, cryoglobulinemia; 5%, HIV; and
the remaining 55% remained as an idiopathic form.

“Full-house” nephropathy: a case series

In comparison with the group of lupus nephritis du-
ring follow-up, the group of non-lupus “full-house”
nephropathy had higher initial proteinuria (8.40 g/day
x 6.34 g/day, p = 0.04) and final (2.42 g/day x 0.80
g/day, p = 0.016), in addition to higher final serum
creatinine (2.28 mg/dL x 1.10 mg/dL, p = 0.012).%

Other pathologies can manifest with standard full-
-house immunofluorescence and must be considered in
the differential diagnosis of SLE: liver diseases, diabe-
tes mellitus, primary glomerular diseases, C1q nephro-
pathy, IgA nephropathy, infections (post-streptococcal
glomerulonephritis, endocarditis), in addition of in-
fection by the human immunodeficiency virus (HIV),
hepatitis B or C, BK and CMV virus.'® None of the pa-
tients reported by us had any evidence of these diseases.

As for treatment, all three patients received a com-
bination of corticosteroid therapy with cyclophospha-
mide in monthly pulses for six months, followed by
maintenance therapy with immunosuppressants and
low-dose corticosteroids. Both patients with prolife-
rative forms progressed to renal replacement therapy.
The patient with a histological pattern of membra-
nous nephropathy had a favorable progress.

None of the patients in the present study met cli-
nical criteria for SLE or had positive autoantibodies
during the 1-14 year follow-up, which may have been
brief for some of the cases. However, the involvement
of autoantibodies, not routinely researched as causing
the kidney injury described cannot be ruled out.!”
Non-lupus “Full-house” nephropathy represents a
diagnostic and therapeutic challenge because it is a
new entity, which still needs greater studies and may
be the initial manifestation of SLE, isolated manifes-
tation of SLE or a new disease unrelated to SLE.
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