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embranoproliferative  glomerulonephritis  in a puerperal
ith Sjögren’s  syndrome:  Rare  finding  or  something  else?

lomerulonefritis  membranoproliferativa  en  una  puerpéra  con
índrome  de  Sjögren:  hallazgo  raro  o  algo  más?

ear Editor,

e  report on a case of a 35-year-old Caucasian woman with
rimary Sjögren’s Syndrome (pSS) diagnosed by salivary gland
iopsy and IgM � monoclonal gammopathy of undetermined

Serologies for human immunodeficiency virus, hepatitis B
virus and hepatitis C virus (HCV) were negative, as well as HCV
RNA testing. Complement study showed low C4 (C4<0,01) and
normal C3 (C3=1,36) and high rheumatoid factor (195 IU/mL;
N = ). Cryoglobulins were positive with polyclonal IgG and
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gnificance (MGUS), treated with hydroxychloroquine 200 mg monoclonal IgM and kappa light chains.
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aily since she was 22 year-old.
After 24 weeks into her first pregnancy, she devel-

ped marked asthenia with muscle pain and arthralgia,
ypertension, oedema and palpable purpura of the lower
mbs. Laboratorial testing revealed an increase in serum
eatinine (sCr) (0.75 → 1.18 mg/dL), anaemia (haemoglobin
b) = 8.6 g/dL), active urinary sediment and nephrotic-range

roteinuria (3.8 g/24 h). She was diagnosed with preeclamp-
a with foetal distress and underwent a caesarean at 29
eeks of pregnancy. One week post-partum the patient was
ischarged home with sCr = 0.84 mg/dL, Hb = 12 g/dL, 24-hour
roteinuria = 1.4 g and normotensive under nifedipine 30 mg
aily.

Three months post-partum, she was admitted to the emer-
ncy room presenting acute pulmonary oedema requiring
vasive ventilatory support. Pulmonary auscultation showed

ne crackles over both lung bases, she had moderate periph-
al oedema and after urinary catheterization, oligoanuria was
nfirmed.
Laboratory tests revealed sCr = 4.39 mg/dL, K+ = 6.6 mmol/L,

rain natriuretic peptide = 5013 pg/mL, Hb = 8.1 g/dL, platelet
unt = 248x109/L and negative blood cultures. Urinalysis
owed 3+ proteinuria on a dipstick test. On echocardiogram
ere were no signs of endocarditis and she had a ventricular
ection fraction of 50%, renal ultrasound revealed normal kid-
eys and chest X-ray showed large bilateral pleural effusion.

Continuous haemodiafiltration was initiated and the
atient was admitted to the intensive care unit, until she
ined ventilatory autonomy and suspended haemodiafiltra-

on, being transferred to the Nephrology Department three
ays later for continued care.
A kidney biopsy was performed revealing type I mem-
ranoproliferative glomerulonephritis with IgM (++), IgG (+)

d C3 (++) deposits, glomerular capillary endotheliosis, focal
d segmental thrombotic microangiopathy, tubulointersti-

al nephritis and injuries of focal and discrete vasculitis.
ig. 1).

DOI of original article:
ttp://dx.doi.org/10.1016/j.nefro.2015.02.004.

Fi
The patient was treated with 1 g methylprednisolone
ulses on three consecutive days and subsequent oral pred-
isolone at a dosage of 1 mg/kg/day.

One year has passed and the patient has been weaned off
eroid therapy maintaining clinical stability. Analytically, the
lues of sCr have stabilized at 1.0 mg/dL, with proteinuria of
0 mg/24 h (Table 1).
The histological findings of our patients’ kidney biopsy

vealed distinct injury patterns that could be inserted in
rious clinical pictures: glomerular capillary endotheliosis
d focal and segmental thrombotic microangiopathy were
pected in the context of previous preeclampsia1 while
bulointerstitial nephritis with injuries of vasculitis were
mpatible with pSS.2

Regarding the immune complex mediated MPGN, which
ight have been the cause of acute kidney injury, the dif-
rential diagnosis of its underlying cause was challenging
d included autoimmune diseases, chronic infection and
onoclonal gammopathy. MPGN associated with autoim-
une diseases is rarely seen in patients with SS and we  also
g. 1 – Renal biopsy (methenamine silver stain) 200×.
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Table 1 – Analytical evolution of serum creatinine (sCr), proteinuria (Uprot) and serum albumin (sAlb). W = week;
M = month, W = week.

Before pregnancy 24–29 weeks pregnancy 1 W post-partum 3 M post-partum 6 M on steroids

sCr 0.7 1.18 0.84 4.39 1.0
Uprot 0 3.8 1.4 2.5 0.3
sAlb 4.3 2.9 3.2 3.2 4.1

excluded chronic infection. Considering monoclonal gam-
mopathies, although the immunofluorescence microscopy on
renal biopsy was not typical, our patient was diagnosed with
IgM � MGUS.3

A growing number of pathologic renal conditions are
being attributed to a clonal plasma cell disorder that is
less myeloma-like and more  MGUS-like in terms of its bulk
and proliferative rate and the term monoclonal gammopa-
thy of renal significance (MGRS) was proposed to clarify the
differences in respect to therapy.4,5 One of the conditions asso-
ciated with MGRS is type II cryoglobulinaemia and there are
recent reviews that show a close association between mono-
clonal gammopathy, cryoglobulinaemias and SS.6,7 In fact, in
patients with SS and MGUS, mixed cryoglobulinaemia should
always be investigated, especially if the monoclonal band is
IgM k, as in the case we  report.

In retrospect, there was several data favouring the diag-
nosis of cryoglobulinaemia in association with pSS, since our
patient presented with Metlzer’s triad and had laboratory find-
ings compatible with this pathology.8

In summary, our patient had a MGRS associated with type II
cryoglobulinaemia, presenting with MPGN, superimposed on
SS.

Regarding treatment there are still many  doubts about the
best approach. Our patient had several poor prognostic indi-
cators: a severe form of pSS and type II cryoglobulinaemia,
both related to a higher propensity to develop a lymphopro-
liferative disorder, and MGUS, nowadays considered as a key
marker of pSS activity.9,6,10 Considering this data, she could
be a candidate for aggressive therapy with biological agents
against B-cells.

For now, and after suspending steroid treatment, our
patient has normal kidney function without significant pro-
teinuria or complaints. Our approach is to maintain integrated
inter-department follow up and in the future, rituximab will
be present as a therapeutic option.

r  e  f  e  r  e  n  c  e  s

1. Stillman I, Karumanchi S. The glomerular injury of
preeclamsia. J Am Soc Nephrol. 2007;18:2281–4.

2. Radhakrishnan J. UpToDate: Renal disease in Sjögren’s
syndrome; 2013. Available from: www.uptodate.com [cited
January 2014].

3. Sethi S, Fervenza FC. Membranoproliferative
glomerulonephritis – a new look at an old entity. N Engl J Med
2012;1:1119–31.

4. Leung N, Bridoux F, CA H. Monoclonal gammopathy of renal
significance: when MGUS is no longer undetermined or
insignificant. Blood. 2012;I:4292–5.

5. Fermand J, Bridoux F, Kyle RA, Kastritis E, Weiss BM,  Cook MA
et  al. How I treat monoclonal gammopathy of renal
significance. Blood. 2013:3583–90.

6. Brito-Zéron P, Retamozo S, Gandia M,  Akasbi M, Pérez-De-Lis
M, Diaz-Lagares C, et al. Monoclonal gammopathy related to
Sjögren’s syndrom: a key marker of disease prognosis and
outcomes. J Autoimmun. 2012;39:43–8.

7. Yoshida K, Yokoyama T, Toyokawa Y, Yasuda J, Kingetsu I,
Kurosaka D, et al. Cryofibrinogenemia Associated with
Sjögren’s Syndrome: a case of successful treatment with
high-dose corticosteroid. Intern Med. 2007;46:1039–42.

8. Peng SL, Schur PH. UpToDate: Overview of cryoglobulins and
cryoglobulinemia; 2013 www.uptodate.com [cited January
2014].

9. Sugai S. Sjögren’s syndrome. Glomerulonephritis and
malignant lymphoma. Intern Med. 2007;46:155–6.

10. Seror R, Ravaud P, Bowman SJ, Baron G, Tzioufas A, Theander
E,  et al. EULAR Sjogren’s syndrome disease activity index:
development of a consensus systemic disease activity index
for  primary Sjogren’s syndrome. Ann Rheum Dis.
2010;69:1103–9.

Rita Leal a,∗, Luís Escada a, Marta Neves a, Ana Galvão a,
Luís Freitas a, Jorge Pratas a, Carol Marinho b, Vítor Sousa b,
Lígia Prado e Castro b, Mário Campos a

a Nephrology Department, Centro Hospitalar e Universitário de
Coimbra, Portugal
b Pathology Department, Centro Hospitalar e Universitário de
Coimbra, Portugal

∗ Corresponding author.
E-mail address: rita.gcleal@gmail.com (R. Leal).

6 February 2015

10 February 2015

2013-2514/© 2016 Sociedad Española de Nefrologı́a. Published
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