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Case Report
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Introduction
Light and heavy chain deposition disease (LHCDD)
is a rare entity with less than two dozen reported cases
[1,2]. The term LHCDD was proposed in 1984 as
a variant of light chain deposition disease (LCDD),
to characterize a subset of patients in whom deposits
contain both light and heavy chain antigenic
determinants.
We present a case of LHCDD in a renal graft
and evidence that this process represented disease
recurrence. This case illustrates how difﬁcult LHCDD
can be to diagnose. The patient’s post-transplant course
suggests that LHCDD may recur in transplanted
kidneys, and may evolve into multiple myeloma and
AL-amyloidosis.

Case
A 51-year-old Japanese man was admitted to our
institution in February 1996 for renal transplantation.
He had ﬁrst presented to an outside hospital in
February 1987 with asymptomatic proteinuria and
haematuria. At that time, his urinary protein excretion
was 1.2 g/day, urinary red cell count 7 per high power
ﬁeld, and serum creatinine 100 mmol/l, and his creatinine clearance was estimated to be 1.16 ml/s/1.73 m2
body surface area (BSA). His total serum protein was
50.6 g/l, g-globulin 7.1%, immunoglobulin G (IgG)
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4.6 g/l [normal range (NR), 8.7–17.0 g/l], IgA 1.68 g/l
(NR, 1.1–4.1 g/l), and IgM 2.82 g/l (NR, 0.65–1.35 g/l)
without a monoclonal component. The C3, C4 and
CH50 levels were 430 mg/l (NR, 650–1350 mg/l),
130 mg/l (NR, 130–350 mg/l) and 22 U/ml (NR,
28–53 U/ml),
respectively.
His
renal
biopsy
(Figure 1A) showed nodular mesangial matrix
expansion with mild mesangial hypercellularity. The
nodular lesions stained positive with periodic acidSchiff, but when stained with Congo-red, no amyloid
substance was detected in those lesions viewed in
polarized light. Immunoﬂuorescence studies showed
coarse staining for IgG, C3 and C1q in the mesangium,
and linear staining for IgG, along the GBM, tubular
basement membrane (TBM), Bowman’s capsule and
vessel walls, and for C1q, along the TBM. On
electronmicroscopy, homogeneously dense deposits
were observed in the GBM (Figure 1B). Based on
these ﬁndings, the diagnosis of type II membranoproliferative glomerulonephritis (nodular type) was made,
but since the presence of C3 nephritic factor was not
conﬁrmed, the diagnosis was reviewed 10 years later.
The patient was treated initially with prednisolone
20 mg/day, cyclophosphamide 50 mg/day and dipyridamole 300 mg/day for 9 months but without clinical
improvement. In February 1995, regular haemodialysis
was begun because he developed end-stage renal
failure.
In February 1996, the patient received renal transplantation from his fully HLA-matched younger
brother. Pre-transplant biopsy of the donor and 1 h
post-transplant graft biopsy showed almost normal
ﬁndings on light, immunoﬂuorescence and electron
microscopy. On the eighth post-operative day, the
patient showed signs of acute rejection, and was treated
with intravenous methylprednisolone 500 mg daily
for 3 days and antilymphocyte globulin 1 g daily for
10 days. Because of his continued hypogammaglobulinaemia and unexplained anaemia, a bone marrow
aspirate was done 1 month later, and appeared to be
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Fig. 1. Photomicrographs of biopsies form the patient’s native kidney. (A) Light microscopy of a representative glomerulus shows nodules
positively stained with periodic acid-Schiff (PAS) in the mesangial area, associated with mesangial hypercellularity (original
magniﬁcation  100). (B) Electronmicrograph shows homogenous electron-dense deposits in the glomerular basement membrane (original
magniﬁcation  10 000). (C) Immunoﬂuorescence microscopy for l-light chain displays homogenous deposition in mesangial nodules, and
linear deposition along glomerular basement membranes, Bowman’s capsule, and tubular basement membranes (original
magniﬁcation  200). (D) Parafﬁn section stained with a polyclonal g-chain antibody conjugated with peroxidase. The dark-brown reaction
product is shown deposited in glomerular and tubular basement membranes (original magniﬁcation  100).

normal. However, bone marrow plasma cells were not
examined at that time by immunoperoxidase staining
to determine if monoclonality was present. When the
patient was discharged, his serum creatinine was
117 mmol/l, and he was on the following immunosuppressive medications: cyclosporine 4 mg/kg of body
weight; mizoribine, a purine synthesis inhibitor used
mainly in Japan [3], 200 mg/day; and methylprednisolone 8 mg/day.
In July 1997, the patient underwent graft biopsy
because his proteinuria had increased to 1 g/day. Serum
creatinine was 133 mmol/l and creatinine clearance
0.66 ml/s/1.73 m2 BSA. Serum total protein was 50 g/l
and g-globulin 8.3%. Serum immunoelectrophoresis
showed worsening hypogammaglobulinaemia (IgG
1.92 g/l, IgA 0.5 g/l and IgM 0.55 g/l), but not a
monoclonal band. Hypocomplementaemia continued
after transplantation, with C3, C4 and CH50 at
390 mg/l, 160 mg/l and 8 U/ml, respectively. Light
microscopic examination of the graft biopsy showed
a mild increase of the mesangial matrix and, in one
glomerulus, a nodular lesion (Figure 2A). There was

no evidence of acute rejection. Immunoﬂuorescence
examination disclosed ﬁndings similar to those seen
in the patient’s native kidney, in addition to the
linear deposition of l-light chain along TBM, GBM,
Bowman’s capsule and vessel walls. Staining for k-light
chain was negative, as was Congo red staining. A search
for monoclonal proteins containing heavy chains
was undertaken, because of the hypocomplementaemia
and the presence of C3 and C1q deposits in the
kidney. Indirect immunoﬂuorescence using mouse
monoclonal antibodies speciﬁc for human g chain
subtypes 1 to 4 (SouthernBiotech, Birmingham, AL,
USA) showed positive staining for g1 only in the same
locations as IgG, whereas g2, g3 and g4 were not
detected (Figure 2B). Double immunoﬂuorescence for
l-light and g1-heavy chains showed partial, rather than
complete, co-localization (Figure 2C). Electron microscopy revealed dense subendothelial deposits along the
inner aspect of the GBM (Figure 2D). Taken together,
these ﬁndings conﬁrmed the diagnosis of LHCDD (1).
The original pathology of the native kidney was
re-evaluated retrospectively. Immunohistochemical
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Fig. 2. Photomicrographs from the grafted kidney. (A) Light microscopy showing mild increase of mesangial matrix with a nodular lesion
(original magniﬁcation  100). (B) Direct immunoﬂuorescence showing linear staining for IgG along glomerular and tubular basement
membranes, Bowman’s capsule and vessel walls in the same locations as g1 (Figure 2C). (C) Double-immunoﬂuorescence using a ﬂuorescein
isothiocyanate-labelled l-light chain antibody and a monoclonal mouse anti-human g1-heavy chain antibody followed by a rhodaminelabelled anti-mouse antibody. l-Light chain (green) and g-heavy chain (red) shows only partial colocalization (yellow) (original
magniﬁcation  200). (D) Electronmicrograph shows dense subendothelial deposits along the endothelial aspect of basement membrane
(original magniﬁcation  10 000).

studies with antisera to human l- and k-light chains
and with a polyclonal g-heavy chain antibody (DAKO,
Glostrup, Denmark) were performed on parafﬁn
sections (since there was an inadequate amount of
frozen material), and showed linear deposits of l-light
chain (Figure 1C) and g-heavy chain (Figure 1D) along
GBM, TBM and Bowman’s capsule, but no deposits of
k-light chain.
In August 1998, the patient developed leg
edema, ascites and purpura. Blood tests revealed mild
anaemia with thrombocytopenia. The total serum
protein was 46 g/l, proteinuria 1.1 g/day. Serum and
urinary protein electrophoresis identiﬁed a monoclonal
IgG l paraprotein with free l-light chains; bone
marrow aspiration showed increased plasmacytosis
(19.2%) with atypical plasma cells. Accordingly, we
diagnosed multiple myeloma, and started treatments
with melphalan 4 mg plus prednisolone 40 mg/day, for
4 days per course. A total of 10 courses of chemotherapy were administered over 3 years, without achieving
complete remission; however, serum and urinary free
l-light chain were controlled at mean levels of 650 mg/l

(NR, 5.7–26.3 mg/l) and 450 mg/l (NR,<17 mg/l),
respectively, and a repeat bone marrow aspiration
showed marked reduction of the plasma cell count,
to 4%.
The graft’s function further deteriorated, and the
patient had to return to regular haemodialysis
in September 2002. Six months later, he presented
with trismus and dysphagia. Extensive work-up to
ﬁnd the cause of trismus was negative, except for
scleromyxoedema of the skin of the cheeks and
neck. A biopsy from those skin lesions showed an
eosinophilic material, identiﬁed as amyloid by
staining with direct fast scarlet stain. Immunoﬂuorescence studies on frozen sections of the skin
were positive for l-light chain, but they were
negative for k-light chain, AA protein and B2
microglobulin. Electronmicroscopy revealed randomly oriented ﬁbrils typical of AL-amyloidosis.
The patient’s condition gradually deteriorated until
he died in October 2003 because of sepsis and
malnutrition. No postmortem examinations were
performed.
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Discussion
Monoclonal immunoglobulin deposition diseases
(MIDD), including LHCDD, can be suspected in any
patient with proteinuria, nodular glomerulophathy and
a monoclonal protein in serum or urine. However, in
as many as 20% of patients with documented MIDD,
a monoclonal protein is not detected (even with the
use of most sensitive laboratory techniques), making
the diagnosis more difﬁcult [4]. This is because these
monoclonal proteins may be detectable only intermittently or that they are found in serum and/or urine only
in low concentrations [5]. Additionally, the overproduction of an abnormally structured immunoglobulin,
which is rapidly degraded after secretion, may play a
role in tissue deposition [6]. Our patient showed no
evidence of a monoclonal band in serum or urine until
towards the end of his clinical course. On the other
hand, hypogammaglobulinaemia was the only sign of
B-cell proliferative disorder in him, which suggests that
hypogammaglobulinaemia should signify the presence
of some form of MIDD in a patient with proteinuria
(although the same combination is also seen in
AL-amyloidosis).
The diagnosis of MIDD cannot be established by
a simple histological examination. It requires immunoﬂuorescence and the use of antisera speciﬁc for the
individual light and heavy chains. In our patient,
the diagnosis of LHCDD was overlooked before
transplantation because of the following. First, in the
past, the sera against light chain determinants were
not routinely used in immunoﬂuorescence studies of
kidney biopsy specimens. The linear immunoﬂuorescence staining with anti-IgG and anti-C1q sera along
the TBM, which would have been very unusual in
immune complex disease, should have triggered the
suspicion that the underlying cause of the nephropathy
of our patient was the systemic deposition of immunoglobulin fragments. Secondly, on electronmicroscopy
the deposits were not typically granular or crystalline,
but were homogenous, resembling those in immune
complex diseases. Similar ﬁndings in rare cases of
LHCDD have been reported [4]. Thirdly, hypocomplementaemia was consistent with the diagnosis of
membranoproliferative glomerulonephritis; however,
it is also a well-known feature of HCDD, speciﬁcally
of the variants caused by g1- or g3-HCDD [7].
Although both monotypic light and heavy
chains were found in this case, their only-partial
co-localization in the kidney (Figure 2C) suggests
that light and heavy chains precipitate separately, as
independent subunits, rather than as a whole immunoglobulin molecule or they were differentially degraded
and removed from the tissue after deposition.
Most patients with MIDD are not candidates for
renal transplantation because of the poor prognosis
associated with the underlying monoclonal gammopathy [1] and the possibility of recurrent nephropathy
after transplantation. A retrospective analysis of a
small series of patients with LCDD who had renal

B. Alchi et al.

transplantation showed recurrence in ﬁve of seven
kidney allografts at a median time of 33.3 months after
transplantation. The median time to reach end stage
renal disease was 10.9 months after the recurrence,
suggesting that kidney transplantation should not be
an option for LCDD patients [8]. Our patient showed
long-term beneﬁt from the grafting despite early
recurrence of LHCDD after transplantation. This
may be because of varying ﬁbrogenic activities of the
deposited immunoglobulin chains [9]. The answer to
the questions of whether or not the treatment used
for the associated myeloma has any beneﬁcial effect
on disease progression, or if the immunosuppressive
therapy used against graft rejection has any effect
on disease activity or the subsequent development
of myeloma or amyloidosis, remain unanswered. In
patients with monoclonal gammopathy of undetermined signiﬁcance, post-transplantation immuosuppression can affect T-cell regulation and, hence,
proliferation of the plasma cell clone, which may turn
into myeloma [10] and AL-amyloidosis [11].
This case was unusual in that the evidence suggesting
the patient’s underlying disorder (and likely the cause
of his native kidney failure) was present in the biopsy
of the transplanted kidney. This fact emphasizes the
need to establish before transplantation the diagnosis
of the native renal disease, because this has important
consequences for proper treatment and prognosis.
In addition, the present case serves as a reminder
that LHCDD and HCDD should always enter
the differential diagnosis of a patient with nodular
glomerulosclerosis, hypogammaglobulinaemia and
hypocomplementaemia. Careful immunoﬂuorescence
studies, using a panel of antisera speciﬁc for individual light and heavy chains, should disclose the true
diagnosis.
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