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Massive hematuria due to
bladder amyloidosis in
patients with rheumatoid
arthritis: Three case reports

Sirs,
S e c o n d a ry amyloidosis is uncommon in
rheumatoid arthritis (RA) (1). Amyloidotic
involvement of the urinary bladder is very
rare but severe, which is often revealed by
macroscopic hamaturia (2). Once massive
hamaturia occurs, it would trend to be fatal
(3). We present three cases of the bladder
a myloidosis (BA) secondary to RA wh o
developed massive hematuria.
As shown in Table I, our cases had a long
RA duration more than 16 years. Before
massive hemorrhage, secondary amyloido-
sis was diagnosed histologically in another
organ biopsy. Therefore, it was not difficult
to postulate that bladder hemorrhage was
attributed to secondary amyloidosis. Cata-
strophic hemorrhage from the bladder due
to unrecognized secondary amyloidosis was
reported (3). Cystoscopically, they showed
hemorrhagic cystitis. The potential causes
of hemorrhage cystitis are numerous and
i n clude chemical tox i n s , i m mune age n t s ,
ra d i at i o n , v i ra l - , b a c t e ri a l - , f u n ga l - i n fe c-
tion, cancer, and amyloidosis in rheumatic
diseases (4). 
In Case 1, influenza-like symptoms prior to
bl a dder bleeding and bacteri u ria we re
proved to be present. An explanation would
be that a kind of virus or bacterial infection
causing influenza-like symptoms could be a
trigger of stimulated bleeding. It is not clear
why bleeding starts in patients in wh o m
infection has been postulated as trigger. The
usual clinical presentation of secondary BA
is most frequently presenting with profuse,
often painless, hematuria, thus masquerad-
ing as a tumor of genitourinary tract. Since
t h ey we re fe m a l e, dysfunctional uteri n e
bleeding could be due to amyloid deposi-
tion and could mimic other common causes

of vaginal bleeding. Although they had no
problems in hemorrhagic diathesis, isolated
factor X defi c i e n cy and ab n o rmality of
hemorrhagic diathesis in amyloidosis were
described (5). 
BA secondary to RA is not only one of the
symptoms of systemic secondary amyloido-
sis simply but also an important prognostic
factor of RA. Histologically, the amyloid
deposits were found in stroma, muscle and
a rt e rioles in our cases. The bl a dder wa l l
undergoes necrosis either spontaneously or
after cystoscopy with biopsy. 
In Case 2, after transurethral biopsy, it was
estimated that the bladder wall which had
been served for the punch biopsy would be
fragile, and rupture of the bladder might
arise leading to fistula formation in the peri-
toneal s p a c e. Careful consideration in tra n s -
urethral punch biopsy in BA should be car-
ried out because of danger to cause massive
bleeding by the operation itself (6,7). Cys-
toscopic instrumentation has been reported
to aggravate the hemorrhage and occasion-
a l ly has provo ked intra c t able bl e e d i n g.
Since hemorrhage is usually refractory to
fulguration and bladder irritation, we must
be prepared to administer early aggressive
i n t e rvention to arrest the bl e e d i n g. Cys-
t o s t o my, b i l at e ral ure t e ral cat h e t e ri z at i o n
and ligation of hy p oga s t ric art e ries have
been tried (6). Massive hematuria in RA
patients with secondary amyloidosis must
be considered as a premonitory sign of an
advanced stage of the disease and of poor
prognosis. 
We have identified a novel polymorphism
of serum amyloid A protein (SAA)1.3 and
found the frequency of the SAA1.3 allele
was markedly increased in amyloidosis in
Japanese RA patients, suggesting this allele
is a risk factor for amyloidosis secondary to
RA (8). Two cases had SAA1.3 allele and
Case 3 was homozygous for SAA1.3.
Though Case 3 had the shortest RA dura-
t i o n , the time of amyloidosis diag n o s e d
after RA onset was earliest. SAA1 genotype

is suggested to relate with clinical severity
in RA patients with amyloidosis (9). 
Secondary BA should be considered as a
possible cause of hematuria in patients with
long-standing RA, especially with SAA1.3
allele in Japanese patients, and as an impor-
tant prognostic factor of RA. Cystoscopy is
possible to lead to intractable bleeding by
itself. Rapid and vigorous treatment will be
n e c e s s a ry under the sincere cooperat i o n
between rheumatologist and urologist.

T. NAKAMURA, MD M.TSUKANO, MD
Y. YAMAMURA, MD S. BABA, MD
K. TOMODA, MD

Kumamoto Center for Arthritis and Rheuma-
tology, Kumamoto, and 1Department of
Pathology, Hamamatsu University School of
Medicine, Hamamatsu, Japan

We would like to ack n ow l e d ge Drs Y. Nab e k u ra
and Y. Hamada for their uro l ogical tre at m e n t s .

Address correspondence and reprint requests
to: Tadashi Nakamura, Section of Internal
Medicine and Rheumatology, Kumamoto Cen-
ter for Arthritis and Rheumatology, 1-15-7
Kuhonji, Kumamoto 862-0976, Japan. E-
mail: naktrkme@koh.marutakai.or.jp

References
1. CUNNANE G: Amyloid precursors and amy-

loidosis in inflammatory arthritis. Curr Opin
Rheumatol 2001; 13: 67-73.

2. NURUMI MJ, EKFORS TO, PUNTALAPV : Sec-
ondary amyloidosis of the bladder: A cause
of massive hemat u ria. J Uro l 1987; 138: 4 4 - 5 .

3. MISSEN GAK, TRIBE CR: Catastrophic hem-
o rr h age from the bl a dder due to unre c og-
n i zed secondary amyloidosis. Br J Uro l
1970; 42: 43-9.

4. DEVRIES CR, FREIHA F: Hemorrhagic cysti-
tis: A review. J Urol 1990; 143: 1-9.

5. FR AYHA RA, K U L E I L AT M, M U FARRIJ A ,
MUFARRIJ W: Hemorrhagic cystitis and sicca
s y n d rome secondary to amyloidosis in rheum-
atoid arthritis. J Rheumatol 1985; 12: 378-9.

6. ABRAMOVICI I, CHWATT S, NUSSENSON M:
Massive hematuria and perforation in a case
of amyloidosis of the bladder: Case report
and review of the literature. J Urol 1977;
118: 964-6.

Table I. Clinical characteristics of three cases of massive hematuria in bladder amyloidosis secondary to RA.

Case/ RA duration Amyloidosis diagnosed Clinical* SAA1 Amyloid deposition Predated Painless Passage of Treatment Outcome
Age/Sex (yrs.) after RA onset (yrs.) Stage Class genotype except bladder proteinuria hematuria blood clots 

1/52/F 28 22 IV 2 1.2/1.2 Stomach ( + ) ( + ) ( + ) Fulguration of Alive
Kidney Tamponade bleeding vessel Active
Heart Clot evacuation

2/47/F 27 18 III 3 1.2/1.3 Stomach ( + ) ( + ) ( + ) Clot evacuation Alive
Kidney Tamponade Fulguration H e m o d i a ly s i s

Elbow joint Closure of
synovium perforation

3/58/F 16 13 III 2 1.3/1.3 Stomach ( + ) ( + ) ( + ) Clot evacuation Alive
Kidney Fulguration Active

Alum irrigation

*According to Steinbrocker’s functional criteria (Steinbrocker et al. JAMA 1949 ; 140 : 659-62).
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Iatrogenic Kaposi’s sarcoma
following immunosuppressive
therapy for systemic lupus
erythematosus

Sir,
Kaposi’s sarcoma (KS) is a rare malignant
tumour (incidence 0.01%) of endothelial
and vascular smooth mu s cle cells. Fo u r
types of KS have been described: classic
KS, which is an indolent disease predomi-
n e n t ly affecting the A s h kenazi Jew s ;
African endemic KS; HIV-related KS; and
i at rogenic KS ap p e a ring as a result of
immunosuppressive therapy (1, 2). Recent-
ly, human herpesvirus 8 (HHV-8) was iden-
tified as the causative agent in almost all the
cases of KS (3, 4). 
A 39-year-old woman of Berber origin was
admitted in our department for acute pol-
yarthritis affecting the small joints of the
hands and inferior legs oedema. Biological
exams showed ESR 68 mm/h,CRP 26 mg/l,
normal cells blood count, positive antinu-
clear antibodies (1/360), positive anti-DNA
antibodies (1/160), n egat ive rheumat o i d
fa c t o r. Urine proteins we re 3.5 g/d and
serum albumin 25 g/l. Serum urea and crea-
tinine were in normal range. The diagnosis
of SLE was made. Kidney biopsy showed
proliferative glomerulonephritis. Treatment
was start e d : m o n t h ly pulses (1 g) of
cy clophosphamide with prednisone 60

mg/d for 6 weeks followed by gradual dose
reduction to 20 mg after 12 weeks. There
was a marked clinical improvement associ-
ated with a fall in her ESR to 10 mm/h and
normal renal tests within the second month.
One week after the fo u rth cy cl o p h o s-
phamide pulse, she developed severe geni-
tal herpes infection wh i ch quick ly disa-
peared after high doses of acyclovir (200
mg x 5/d). Two months later, she developed
disseminated large purple nodules on the
face, the dorsum of the forearm, the hands
and the lower legs (Fig. 1). A skin biopsy
showed typical KS lesions and blood inves-
tigations showed high-titre of IgG antibod-
ies to Herpesvirus 1,2 (1/3500) and HHV-8
(1/5600). Prednisone was decreased gradu-
ally to 5 mg/d. Skin lesions showed partial
regression but infl a m m at o ry marke rs and
proteinuria raised once again. Three months
later, The renal function tests worsned dra-
m at i c a l ly and the patient died sudd e n ly
after cardiac dy s a rythmia secondary to
hypokaliemia.
Iatrogenic KS was first described among
p o s t - t ransplant patients on high-dose
immunosuppressive therapy (5). It has also
been observed in patients re c e iving im-
munosuppressive therapy for autoimmune
d i s e a s e s , i n cluding pemphigus vulga ri s ,
dermatomyositis, polymyalgia rheumatica,
r h e u m atoid art h ri t i s , S j ö gren syndro m e,
t e m p o ral art e ri t i s , C ro h n ’s disease, a n d
SLE.  Most of these patients were treated by
steroids alone or in combination with cyto-
t oxic drugs (e. g. cy cl o p h o s p h a m i d e, a z a-
thioprin and cyclosporin A). The first case
of KS in SLE was reported by Klein et al. in
1974 (6) and since that, only 2 other cases
were reported (7, 8). In 1994 Chang et al .
(3) described a novel herpesvirus from a KS
lesion wh i ch was named HHV-8. It wa s
subsequently isolated from all types of KS
lesions. Prior infection with HHV-8 is a
requisite for the development of disease and
it is likely in our case that infection was
acquired by sexual route in the same time of
the herpes infection. The question arises as
to how immunosuppressive treatment can
lead to the emergence of  KS. Recent in
vitro evidence supports the hypothesis that
steroids have a direct role in stimulating
tumour development and growth (9, 10).
I n t e rrupting immu n o s u p p re s s ive therapy
usually improves the KS lesions but can be
followed by a flare of the underlying dis-
e a s e. Some kind of tre atment without
i m mu n o s u p p re s s ive effects and active on
the underlying disease would be the best
solution. Recently, Kötter and coll. (1) used
interferon a in a iatrogenic KS during treat-
ment of a severe ocular Behçet’s disease
and obtained complete remission of both
d i s o rd e rs. The use of intrave n o u s
immunoglobulins would have been a possi-

ble alternative in our case. Our observation
also suggest that clinicians should think to
screeen patients for HHV-8 in autoimmune
diseases when hign doses of immunosup-
pressive therapy are required.
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Fig. 1. Typical cutaneous lesions of Kaposi’s
sarcoma affecting the forearm.


