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Amyloidosis AL with
severe renal and
cardiac involvement: a
very rare association of
terrible prognosis, two
case reports
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To the Editor:

Amyloidosis is an uncommon disease
produced by the deposition of fibrillar
material that precipitates in the body
tissues. The most commonly affected
organs are: the kidneys (50%), heart
(40%-50%), and peripheral nerves
(25%), although it can affect any or-
gan.' This disease implies a poor prog-
nosis, with 80% mortality two years af-
ter diagnosis, despite treatment.’

Here we present two cases of primary
amyloidosis that appeared initially in
the form of heart failure (HF), hypoten-
sion, and progressive renal failure (RF):
an uncommon form of evolution for
this disease.

Both cases were female patients (aged 58
and 57 years) who sought emergency treat-
ment due to symptoms of HF: one with
right HF and the other with left HE. Both
patients also had hypotension and mild
oedema upon physical examination, and an
initial laboratory analysis revealed previ-
ously undiagnosed RF (Table 1) with con-
served diuresis. In both cases, an electrocar-
diogram revealed low-voltage sinus
rhythm. Given the state of hypotension and
signs of heart failure, both patients under-
went electrocardiography that revealed a
restrictive pattern of mitral filling, sugges-
tive of hypertrophic cardiomyopathy (as
opposed to restrictive). Simultaneously, we
performed an analysis of RE, with ultra-
sound images revealing the kidneys to be
morphologically normal. We determined
the protein/creatinine (Cr) ratio, which was
2500mg/g Cr in one patient, and almost
normal (66mg/g Cr) in the other patient.
Given the finding in both cases of nor-
mochromic normocytic anaemia, with ele-
vated sedimentation rates and renal failure,
negative sediment results, and a restrictive
pattern in ultrasound analyses, we estab-
lished the preliminary diagnosis of a sys-
temic infiltrative pathology such as amyloi-
dosis, which led to tests for
immunoglobulins and light chains in blood
and urine samples. The results from these
tests revealed a monoclonal gammapathy.
We administered myelograms that con-
firmed the diagnosis of multiple myeloma
(in the first case, lambda IgA, and in the
second, lambda IgG), with 24% and 22%-

Figure 1. Cardiac magnetic
resonance. Delayed gadolinium
enhancement in the
subendocardium.

40% infiltration, respectively. Given the
suspicion of associated amyloidosis, we
performed biopsies of the rectal submu-
cosa, which were positive for Congo red
stain tests and birefringence, confirming the
diagnosis of AL amyloidosis. Both patients
started treatment with bortezomib and
prednisone, but the first patient experienced
a poor evolution, requiring renal replace-
ment therapy followed by the development
of acute pulmonary oedema with cardio-
genic shock that was not improved by va-
soactive drugs, followed by death after a
few weeks.

Amyloidosis is a systemic disease that af-
fects several organs at the moment of diag-
nosis. In primary amyloidosis, the protein
deposits include light chains from the im-
munoglobulins produced by clonal prolif-
eration of plasma cells, primarily due to
multiple myeloma. Asymptomatic deposits
of amyloid material can be observed in
30% of patients,'* and 10%-15% develop
symptomatic AL amyloidosis.** Both
myeloma and amyloidosis can produce re-
nal manifestations: renal involvement in
multiple myeloma is multi-factorial, al-
though the most common finding is re-
ferred to as “myeloma kidney” (60% of
cases), which is characterised by tubulo-in-
terstitial damage that is clinically expressed
as acute or chronic RF due to tubular light
chain precipitation. The majority of patients
progress with proteinuria, which is non-se-
lective in 90% of cases, and 25% of these
patients develop nephrotic syndrome. Pa-
tients with vascular involvement develop
only mild proteinuria, but RF continues to
progress due to the decrease in renal flow.

The heart is another organ often implicated
in amyloidosis. Cardiac involvement can
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Table 1. Laboratory parameters of the two cases upon hospitalisation.

Parametro CASE 1 CASE 2
ESR (mm1° h) 50 44
CRP (mg/dl) 1.02 6.03
Haemoglobin (g/dl) 10.4 1.7
Haematocrit (%) 31 34
Platelets (k/ul) 277.000 273.000
Leukocytes (k/pl) 8.100 12.300
Urea (mg/dl) 214 81
Creatinine (mg/dl) 6.96 2.3
Na (mEa/l) 142 140
K (mEg/l) 55 5
MDRD GFR (ml/min/1.73m?) 6.07 22.89
Troponin T (ug/l) 0.19 0.85
Pro-BNP (pg/dl) > 34.000 30.962
Complement (mg/dl) C3114,C437,8 C3102,C415
ANA, ANCA, cryoglobulins, ~ Negative Negative
anti-GBM, HCV, HBV, HIV
serology
Proteinogram Albumin: 57%;

alpha 1 globulin:

7.4%; alpha 2 globulin: 12%;

beta globulin: 14%; gamma
Light chains (mg/dl) globulin: 7.7% Kappa 170,

Immunoglobulins (mg/dl)

Beta 2 microglobulin
(mgrdl)

kappa 305, lambda 665
IgA 309, I9G 372, IgM 8.42
24.9

lambda 1990, IgA 36,7,
IgG 2270, IgM 209

Urine dipstick

Urine culture
24-hour urine and/or
albumin/creatinine ratio

Light chains in urine samples
(mg/dl)

Hematuria ++,
proteinuria 75mg/d|
Proteus sp.

Volume 2200ml,
Proteins 2.55g/dl
Albumin: 29mag/,

Volume 1400ml,
proteins 1.54 g/dl,
albumin 62.4 mg/I

albumin/

creatinine ratio: 57mg/g

Kappa < 1.85 Kappa 3.67
Lambda 118 Lambda 103

ANA: anti-nuclear antibodies; ANCA: anti-neutrophil cytoplasmic antibodies; anti-GBM:
anti-glomerular basement membrane; GFR: glomerular filtration rate; CRP: C-reactive

protein; pro-BNP: B-type natriuretic peptide; HBV: hepatitis B virus; HCV: hepatitis C virus;

HIV: human immunodeficiency virus; ESR: erythrocyte sedimentation rate.

be observed in 50% of patients with AL
amyloidosis. Cardiac involvement should
be suspected in patients with primarily right
HF symptoms, with conserved systolic
function and diastolic dysfunction.” Pul-
monary oedema is not a common compli-
cation. Established myocardial damage is
evaluated by determining troponin and atri-
al natriuretic peptide levels, which can be
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used to monitor response to treatment. In
order to confirm the diagnosis of amyloi-
dosis, a positive biopsy test must be pro-
duced using Congo red stain in affected tis-
sue, and if cardiac involvement is
suspected, a positive cardiac imaging test
(echocardiogram or magnetic resonance),
or even an endomyocardial biopsy, which
is a relatively safe procedure when per-
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formed by experienced technicians, is
needed."”

There are two critical components that af-
fect the survival of patients with amyloido-
sis: cardiac involvement and response to
treatment.’ Patients with cardiac involve-
ment have a mean survival of 1.1 years af-
ter diagnosis, and a survival less than 6
months if treatment is not provided once
the first symptoms of HF are recog-
nised,"**¢ especially if the signs of heart
failure persist when the diagnosis is con-
firmed. Even when the primary manifesta-
tion of the disease is in another organ sys-
tem, cardiac involvement implies a worse
prognosis. Only in select cases of isolated
cardiac involvement have heart transplants
followed by bone marrow transplants been
attempted with positive results.*¢

To conclude, the primary manifestations of
AL amyloidosis are in the kidneys and
heart. Given a hypotensive patient with
progressively deteriorating renal function
and ultrasound imaging results indicative
of infiltrative cardiomyopathy, vascular
amyloidosis should immediately be sus-
pected as a possible diagnosis, and an aeti-
ological examination should be started to
rule out associated myeloma, in addition to
completing the diagnosis of amyloidosis
with a tissue sample analysis. The approach
for this disease must be multi-disciplinary,
evaluating available diagnostic techniques
and treatments under a consensus model. In
the first of our two cases, the disease ex-
panded aggressively in its severe form, in-
volving both organs and the vascular sys-
tem, producing an atrocious prognosis with
severely limited treatment options. In the
second case, it may have been that the
bortezomib was able to supress the associ-
ated amyloidosis, given its positive results
in treating myeloma, or at least could facil-
itate the consideration of bone marrow
transplantation in patients with a partial re-
sponse to treatment.

Conflicts of interest

The authors declare that they have no
conflicts of interest related to the con-
tents of this article.

1. Madan S, Dispenzieri A, Lacy MQ, Buadi F,
Hayman SR, Zeldenrust SR, et al. Clinical

849



letters to the editor

features and treatment response of light
chain (AL) amyloidosis diagnosed in patients
with  previous diagnosis of multiple
myeloma. Mayo Clin Proc 2010;85(3):232-8.

2. Siragusa S, Morice W, Gertz MA, Kyle RA,
Greipp PR, Lust JA, et al. Asymptomatic
immunoglobulin light chain amyloidosis (AL)
at the time of diagnostic bone marrow
biopsy in newly diagnosed patients with
multiple myeloma and smoldering myeloma.
A series of 144 cases and a review of the
literature. Ann Hematol 2011;90(1):101-6.

3. Sedaghat D, Zakir RM, Choe J, Klapholz M,
Saric M. Cardiac amyloidosis in patient with
multiple myeloma: A case report and review
of literature. J  Clin  Ultrasound
2009;37(3):179-84.

4. Comenzo RL. How | treat amyloidosis. Blood
2009;114(15):3147-57.

5. Seward JB, Casaclang-Verzosa G. Infiltrative
cardiovascular diseases: cardiomyopathies
that look alike. J Am Coll Cardiol
2010;55(17):1769-79.

6. Gomez-Bueno M, Segovia J, Garcia-Pavia P.
Amiloidosis cardiaca: la importancia del
manejo multidisciplinario. Rev Esp Cardiol
2009;62:698-702.

Maria Nanez-Torras’,

Nadia Martin-Alemany?,

Marti Vallés-Prats?,

Xavier Albert-Bertran’

'Servicio de Cardiologfa. Hospital Universitari
Dr. Josep Trueta. Girona. (Spain).

2Servicio de Nefrologia. Hospital Universitari
Dr. Josep Trueta. Girona. (Spain).
Correspondence: Maria Nufiez Torras
Servicio de Cardiologia. Hospital Universitari
Dr. Josep Trueta. Girona. (Spain).
maria.nunez.torras@gmail.com

Post-transplant
Henoch-Schonlein
purpura de novo:
Clinical/histological

discordance
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To the Editors:

The appearance of Henoch-Schonlein
purpura (HSP) following kidney trans-
plantation is an uncommon occurrence

850

that has mostly been described as a recur-
rence of a previous condition.? Very few
cases of de novo post-transplant HSP
have been described.® Relapse of
glomerulopathy is the third-leading cause
of graft loss 10 years after transplanta-
tion.* We report the case of a patient with
a history of macrohaematuria and
glomerulopathy, who developed vascular
purpura, abdominal pain, and urinary al-
terations 2 years after receiving a kidney
transplant. We discuss the indications for
a renal biopsy, its results, treatment, and
patient evolution.

CASE REPORT

Our patient was a 61-year old white male
with a history of macrohaematuria and ar-
terial hypertension after an oropharyngeal
infection at 21 years of age. A renal biop-
sy (RB) was taken at 31 years of age in
Australia (unknown result). In December
2006, at 57 years of age, the patient was
started on peritoneal dialysis.

In April 2008, the patient received a kid-
ney transplant from a cadaveric donor.
The patient’s creatininaemia upon dis-
charge was 0.8mg/dl, with no proteinuria.
Immunosuppression therapy included cy-
closporine, mycophenolate = mofetil
(MMF), and prednisone. 26 months after
transplantation, the patient showed dry
cough, feverish symptoms, abdominal
distension, and pain. Prior to hospitalisa-
tion, we observed violate erythematous
papullae on the legs and buttocks. An ex-
amination revealed a congestive pharynx.
The violet coloured erythematous papul-
lae were 1-3mm in size, and did not dis-
appear with compression of the thighs,
buttocks, or feet (Figure 1 A). Palpation
of the epigastric area produced pain. The
transplanted kidney was without pain or
increased size.

Laboratory results are summarised
in Table 1. Serology tests were neg-
ative for hepatitis B and C viruses,
human immunodeficiency virus,
anti-nuclear antibodies, and anti-
neutrophil cytoplasmic antibodies.
Complement was normal, and blood
was found in the faeces using im-
munological methods.

The clinical presentation of signs and
symptoms suggested HSP. We performed
a skin biopsy (Figure 1 B), with negative
immunofluorescence results. We ob-
served a progressive increase in protein-
uria, which led us to take a renal biopsy
that revealed intra- and extra-capillary
proliferative glomerulonephritis with cel-
lular and fibrocellular crescents, mostly
segmental in nature (Figure 1 C), with 14
of 25 glomeruli affected. We also ob-
served foci of necrosis and leukocytocla-
sia (Figure 1 D). Mesangial and pericap-
illary deposits were primarily IgA.

In accordance with nationally recommend-
ed treatment protocols (www.nefropreven-
cion.org.uy), we started treatment with bo-
luses of methylprednisolone at 1g/d for three
days and cyclophosphamide at 15mg/k for 6
months, continuing with prednisone at
Img/k. We maintained cyclosporine treat-
ment at 2mg/k/d and suspended treatment
with MME The patient’s evolution is sum-
marised in Table 1.

Approximately 22 months after the ap-
pearance of HSP, creatininaemia was
1.21mg%, proteinuria was 0.32g/d, and
red blood cells were observed in urine
samples.

Moroni et al."' and Han et al.? described a
risk of recurrence of HSP that varies be-
tween 0% and 61%, with a greater rate of
recurrence in the case of living donors re-
lated to the recipient.

Thervet et al.> described histological re-
currence (IgA deposits) of immunoglob-
ulin A nephropathy (IgAN) one year after
transplantation in 69% of individuals.

Shimizu et al.’ described a case of post-
transplant extra-capillary IgA glomeru-
lonephritis. The presence of abdominal
pain suggested atypical HSP. With the ex-
ception of this doubtful diagnosis, there
have been no cases described of post-
transplant de novo appearance of HSP. In
the case described, the absence of purpu-
ra prior to transplantation suggests that
this is indeed a case of de novo HSP.

In 1995, Araque et al.° published the first
case describing the appearance of HSP
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