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Massive hematuria in
rheumatoid arthritis: An
unusual manifestation of 
reactive amyloidosis

Sirs,
Secondary (AA) amyloidosis is a complica-
tion of rheumatoid arthritis (RA) reported
in 2 – 23% of patients (1). It commonly be-
comes manifest when there is renal involve-
ment; however, some cases with deposition
of amyloid fibrils in various organs may
remain silent (2). Only 20 RApatients with
symptomatic bladder amyloidosis have
been reported (3, 4). We present 3 RA
patients who presented with gross hema-
turia and had bladder amyloidosis.
Case 1. A 73-year-old patient with seropos-
itive, erosive RAfor 18 years was using sul-
fasalazine. Twelwe years ago he developed
proteinuria and his rectal biopsy revealed
AA-type amyloidosis. He was started on
methotrexate and colchicine. In 1996 he
had massive hematuria. His hematocrit was
20%; leucocytes 9000/mm3, and platelets
1 0 0 0 0 0 / m m3. The biochemistry, bleeding
time, PT, and aPTT were normal. Urinary
cultures remained sterile. On cystoscopy,
the bladder was fragile and bleeding pro-
fusely. Clot evacuation and fulguration did
not stop the bleeding, and an attempted
biopsy resulted in perforation. The patient
developed shock and transfused massively.
The bladder was sutured. The histopatholo-
gy revealed AA-type amyloid deposition
mainly in the interstitial layers of the blad-
der. Today, the patient is well with no uro-
logical problems.
Case 2. A 56-year-old male came to us in
1988 with a 20-year history of seropositive,
erosive RAand was given sulfasalazine. In
1992 he had proteinuria; rectal biopsy
revealed AA-type amyloidosis; and meth-
otrexate, prednisolone and colchicine were
given. In 1996, he had massive hematuria.
The whole blood count, biochemistry,
bleeding time, PT, and aPTT were normal;
urinary cultures were sterile. On cystosco-
py, the bladder wall resembled that of hem-
orrhagic cystitis and fulguration and clot
evacuation were performed. The patient had
prostatic hypertrophy and underwent trans-
urethral resection. The histopathologic
examination revealed spotty AA-type amy-
loid deposition mainly around the vessels
(Fig. 1). The patient at present shows no
urological symptoms.
Case 3. A 44-year-old male with seroposi-
tive, erosive RAfor 24 years was on D-pen-
icillamine and gold salts. In 1984 he devel-
oped proteinuria and rectal biopsy showed
AA-type amyloidosis. The patient was
given colchicine and placed on hemodialy-
sis in 1987, but in 1992 had to undergo

renal transplantation was started on
immunosuppressives. In 1996 he had
microscopic hematuria and in 1997 present-
ed to us with macroscopic hematuria and
hypotension. USG revealed a 71 x 59 mm
mass in the bladder. Cystoscopy showed
one thrombus and diffuse bleeding foci. As
the peritoneal fluid increased during blad-
der irrigation, perforation was diagnosed
and the bladder was sutured. On histopath-
ology there was diffuse AA-type amyloid
deposition around the vasculature of the
bladder. Immunohistochemistry confirmed
the presence of AA-type amyloid. T h e
patient was administered massive transfu-
sions and antibiotics. During the follow-up,
he become febrile and E. coli were isolated
from his urinary cultures. The patient devel-
oped septic shock under antibiotic therapy
and died of urosepsis. 
We have presented here 3 RApatients with
symptomatic bladder amyloidosis. All 3
were males with at least a 20-year history of
RA and amyloidosis for at least 4 years.
Other reported cases also generally had RA
of long duration (3). Patients with bladder
amyloidosis generally present with mas-
sive, painless hematuria (3-5) and all of
ours had gross hematuria. 
In AA amyloidosis patients biopsies of the
bladder can cause hemorrhage or even blad-
der perforation (6, 7). In case 1, perforation
occured after cystoscopy and in case 3 dur-
ing cystoscopy. Cystoscopic findings in
bladder amyloidosis usually resemble infil-
trating neoplasms; however, an ulcerated
mucosa and beefy, edematous lesions may
also be seen (4, 5). In case 2 the cystoscop-
ic appearance was that of hemorrhagic cys-
titis; signs of bleeding were present in cases
1 and 3.
The pathogenesis of bleeding in amyloido-
sis may be infection (7), a bleeding diathe-
sis caused by AL amyloidosis (8), or amy-
loid infiltration of the vessel wall prevent-
ing normal constriction (6). Vasoconstric-
tion together with increased intravesical
pressure might be important since case 2
also had prostatic hypertrophy. The infec-
tion in case 3 developed after cystoscopy-

surgery. There was amyloid infiltration in
the vessel walls in two of our patients. The
anti-platelet effect of the NSAIDs frequent-
ly used in RA is well known. However,
none of our patients were using these drugs. 
The treatments for bladder amyloidosis are
transurethral fulguration, cystoscopy or
cystectomy with clot evacuation, alum irri-
gation, temporary urinary diversion by per-
cutaneous nephrostomy and ligation of the
hypogastric arteries (3, 9). In case 2, bleed-
ing was controlled by cystoscopy; in cases
1 and 3, surgery was performed after perfo-
ration. Although our patients were on
colchicine, bleeding associated with blad-
der amyloidosis occurred in all three.
Colchicine has shown promising results in
experimental A A amyloidosis, but is not
very effective clinically (10). The mortality
rate in patients with gross hematuria is quite
high (3) and one of our patients died of
urosepsis.
In conclusion, massive hematuria is a rare
manifestation that can complicate AAamy-
loidosis in RA patients. Extreme caution is
needed in its management since it may
result in serious complications. 
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Fig. 1. Homogenous infiltration in a vessel wall
of the lamina propria. 
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Familial adenomatous 
polyposis coli associated
arthritis and vasculitis 

Sirs,
The association between arthritis, mainly
peripheral (20%) but also axial (10%), vas-
culitis and inflammatory bowel diseases
(IBD) is well known and frequently report-
ed in the literature (1, 2). To our knowledge,
an association between arthritis, vasculitis
and FAP has never been recognized. Here
we illustrate a case in which these features
were all present, as well as a precise coinci-
dence of timing between polyposis relapses
after endoscopic removal and arthritis out-
breaks. 
A 56-year-old woman came to our attention
because of fever, arthritis of the wrists and
hands, and vesiculopapular eruptions on the
back and limbs. There was a family history
of colorectal carcinoma and adenomatous
polyposis, with a sister also affected by pol-
yarthritis. Biological assessment demon-
strated a neutrophilic leukocytosis, ESR 92
mm/h and CRP 16.10 mg/dl; ANA, native
DNA, ENA, ANCA and RF were negative,
as well as blood cultures. X-rays of the
wrists and hands showed not erosive arthri -
tis (Fig. 1). After 6 days diarrhoea present-
ed. A colonoscopy was performed and
revealed a widespread colic polyposis.
The patient was treated with 6-methylpred-
nisolone, with partial remission of a symp-
toms. After endoscopic clearing of 29
polyps on the residual rectum, laparoscopic
total colectomy was performed. Histologi-
cal examination revealed the presence of an
intra-epithelial adenocarcinoma in situ
( p Tis pN0 pM0, staging A sec. A s t l e r
Coller). The patient was discharged without
steroid therapy.
At the first follow-up 6 months later a new
polyp was identified; at the same time cuta-
neous lesions, fever and polyarthralgias
reappeared. A skin biopsy revealed leuko-
cytoclastic vasculitis; a second rectal-
ileoscopy showed the presence of 3 adeno-
matous polyps in the residual rectum,
which were endoscopically removed. The
patient was discharged on a regimen of
gradually decreasing steroid therapy. Dur-

ing the next 18 months she showed com-
plete improvement of her symptoms, but at
this time arthralgias reappeared. She was
treated again with short-term 6-methylpred-
nisolone therapy and a new endoscopy was
immediately performed, revealing the pres-
ence of 11 polyps, which were removed. At
present (7 months later) the patient is free
of recurrences and completely asympto-
matic.
Familial adenomatous polyposis is an auto-
somal dominant disorder characterized by
the presence of hundreds of polyps through-
out the colon (3). In 1991 the genetic dele-
tion responsible was identified on chromo-
some 5-q21 and since then more than 200
mutations have been recognized spread
along the whole length of the gene (4).
There currently seems to be no correlation
between these genetic mutations and the
extra-colonic manifestations of the disease,
such as polyposis of the upper gastrointesti-
nal tract (5) and osteomas of the mandible
with the potential presence of supernumer-
ary teeth (6).
The possible association between arthropa-
thy and pouchitis after proctocolectomy for
inflammatory diseases of the bowel and for
FAPis described; the suggested mechanism
is the persistence of abnormally permeable
intestinal membrane in the site because of
phlogosis. The described clinical manifes-
tations are confined to arthralgias, not arth-
ritis (7, 8). 
In this case, cutaneous biopsy showed a
perivascular infiltrate mainly composed of
neutrophils (and their fragments) and lym-
phocytes, and fibrinoid degeneration of the
wall of some vessels, leading to a diagnosis
of necrotizing venulitis. A p a r a n e o p l a s t i c
expression of colon carcinoma, which is
rarely manifested in an in situ colon carci-
noma, was considered, but the second and
the third outbreaks of cutaneous lesions
occurred without evidence of neoplastic
degeneration. Erythema elevatum diutinum
and Sweet’s syndrome were clinically and
histologically excluded. 
Moreover, the precise coincidence of tim-

ing between the polyposis relapses and
arthritis/vasculitis outbreaks was very strik-
ing; this could reasonably suggest a correla-
tion between altered intestinal permeability
and the development of phlogosis, perhaps
mediated by inflammation triggers. A n
additional interesting reflection could be
made regarding the clinical case of the
patient’s sister, who was in turn affected by
FA P and developed arthritis at the same
time and with the same characteristics. This
finding could suggest a common pathologi-
cal and genetic mechanism.
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Fig. 1. X-ray showing non-erosive arthritis of
the wrist and hands.


