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ABSTRACT
A patient with Adamantiades-Behçet’s
disease with renal involvement is re -
ported. This patient fulfilled the Inter -
national Study Group criteria for the
disease. Kidney biopsy was performed
and pro l i fe rat ive glomeru l o n ep h ri t i s
with deposition of IgA and IgM immu -
noglobulins were demonstrated.
Review of the literature demonstrates
that renal involvement in this disease is
not so rare as it was believed. Crescent
fo rm ation and IgA nep h ro p at hy are
i n f re q u e n t ly observe d. Tre atment of
renal invo l vement may re q u i re im -
munosuppressive drugs.

Introduction
Adamantiades-Behçet’s disease (ABD)
is a chronic multisystem vasculitis (1).
The etiopathogenesis of the disease re-
mains to be elucidat e d. The intern a-
tional Study Group for BD published
the cl a s s i fi c ation cri t e ria for the dis-
ease, (2) which are widely used as dia-
gnostic cri t e ria for clinical studies.
H oweve r, some inve s t i gat o rs ap p ly
their own diagnostic criteria (3).
We present here a case of ABD-asso-
c i ated glomeru l o n ep h ritis and we
review the literature on renal involve-
ment.

Case report
A 31 year-old male at the age of 19
( Feb ru a ry, 1988) developed re c u rre n t
oral aphthous ulcers. Two years later he
had recurrent genital ulcers and pseu-
dofolliculitis, which lasted for 2 weeks.
Laboratory investigation gave normal
or negative results. In April 1995 ante-
rior uveitis was found and the diagnosis
of ABD was made. Laboratory investi-
gations showed normal ESR, haemo-
globin and white blood cell count.
However, for the first time proteinuria
(600 mg/24 hours) and micro s c o p i c
h e a m at u ria with red cell casts we re
found and therefore renal involvement
was documented. Renal function stud-
ies were normal.
The patient was admitted to Evangelis-
mos hospital and the 3rd of May 1995
kidney biopsy was performed. On light
microscope a moderate degree of pro-
l i fe rat ive glomeru l o n ep h ritis with a
mild increase in the amount of mesan-

gial matrix and in the number of me-
s a n gial and endothelial cells we re
found (Fig. 1a, b). Focal interstitial in-
filtration by lymphocytes and plasma
cells was also demonstrated, as well as
inflammatory cells. On immunofluor-
escence granular deposits of IgA and
IgM in the mesangium and scattered
C3 in the capillaries were found (Fig.
2). Laboratory investigations were re-
peated: ESR, C-RP, liver function stud-
i e s , autoantibodies and bioch e m i c a l
studies were normal or negative. Hae-
m at o l ogical ex a m i n at i o n s : h a e m og l o-
bin, haematocrit, white blood cells and
platelets were also normal. He carried
HLA A2, Ax, B7, Bx, Cw7, DR5(11),
B(12), DRB*1 alleles 1104/1201. Path-
ergy test was negative.
Treatment with 60 mg of prednisolone
with 750 mg of cy cl o p h o s p s h a m i d e
followed by 50-100 mg per os daily for
four ye a rs was given. In December
1995 his previous symptoms we re
recorded in a prestructured question-
n a i re and the patient was fo l l ow up
every four to five months. The dose of
prednisolone was tapered on to 7.5 mg
of prednisolone every other day. Oral
aphthous ulcers re c u rred fre q u e n t ly
and genital ulcers developed 6 times. In
1995 another eye at t a ck deve l o p e d
wh i ch lasted for 2-3 days. Howeve r,
eye examination including fluorangio-
graphy did not show any abnormalities.
In December 1998 he stopped the treat-
ment for a few weeks and recurrence of
o ral aphthae and genital ulcers we re
observed.
Telephone contact with the patient in
December 2000 established that he is
free of any symptoms and the results of
the laboratory investigations, including
renal function, were either normal or
negative except for a few red cells in
the urine without proteinuria. He is still
taking 7.5 mg of prednisolone eve ry
other day.

Review of the literature
Renal involvement in ABD was report-
ed for the first time in 1963 (4) . Twelve
ye a rs later it was claimed that A B D
does not affect the kidney (5). In recent
reviews of the subject as well as in clas-
sical rheumatology text books renal in-
volvement in this disease is reported to



CASE REPORT Renal involvement in Behçet’s disease / V.G. Kaklamani et al.

S-56

be infrequent (6). Nevertheless, from
recent kidney biopsies or postmortem
studies renal involvement in ABD has
been documented and it is not so rare.
The mild nature and the not very fre-
quent involvement of the kidneys and
also the lack of awa reness of this
process constitute the reasons for the
relative lack of interest in this compli-
cation in ABD. Renal involvement in
ABD was considered and case reports
have been published (3, 7-12). The ex-
act prevalence of renal involvement in
ABD has not yet been clearly reported,
although in some clinical studies it
ranges from 0 to 10% (13). In our ma-
terial of 115 patients proteinuria and /
or haematuria was found in three and
renal biopsy was performed only in the
reported case.
Amyloidosis in ABD was first reported
in 1964 (14) followed by other cases
(15). Although amyloidosis in this di-
sease is rare it has a poor outcome (16).
In this review, however, we report on
non amyloid renal invo l vement in
ABD.

Urinary and other laboratory and 
clinical findings
In 1963 Oshima et al. (4) reported that
in 13 out of 65 patients traces of protei-
nuria or microhaematuria were found.
However, the histological examination
of renal tissue in 4 of them did not
s h ow any ab n o rmalities. Since that
time, urinary findings (haematuria and
va rious amounts of proteins in the
urine) have been reported. Our patient
presented with haematuria and protein-
uria 7 years after the initial symptoms
of the disease. The mild nature of renal
involvement and the late appearance of
this are interesting points. In the litera-
ture severe proteinuria has only been
seen in few patients (12, 17-19) and ne-
phrotic syndrome has been reported (7,
10, 11, 20, 21). Acute focal necrotizing
glomerulonephritis was also observed
(9). In some cases, the renal involve-
ment was considered severe and end-
stage renal failure developed (10). In
1977 a patient with significant micro-
h a e m at u ri a , but without pro t e i nu ri a
was reported (22). A year later, protein-

uria, haematuria or both were found in
25 out of a group of 77 patients (23).
Two years later, another patient with
h a e m at u ria and pro t e i nu ria was de-
scribed (24). In a series of 316 patients
o n ly 4 developed pro t e i nu ria or ne-
phrotic syndrome (25). 
ANCA positivity in patients with ABD
was reported (26, 27). In one case ABD
was suspected, but Wegener’s granulo-
m atosis was the final diagnosis (7).
Schonlein-Henoch purpura was also re-
ported in a patient with ABD (28). 

Histological findings
1. Light microscope findings
Biopsy specimens of the kidney in four
cases of ABD revealed no pathological
changes (4). In a postmortem examina-
tion florid fibrinoid necrosis of the glo-
meruli was demonstrated. However, in
m o re recent studies microscopic fi n-
dings of the kidney we re rep o rt e d.
Acute glomerulonephritis, diffuse pro-
l i fe ration of mesangial cells, d i ff u s e
proliferative glomerulonephritis (3, 12,
19, 29-32) and focal glomerulonephri-
tis have been described (17, 33). The
biopsy of the kidney in our pat i e n t
showed moderate degree of prolifera-
tive glomerulonephritis with focal in-
t e rstitial infi l t ration of ly m p h o cy t e s
and plasma cells. Membranous nephro-
pathy has also been reported (34). Dif-
fuse mesangial expansion (35) and mi-
nimal change glomerulonephritis (21)
h ave been demonstrat e d. Cre s c e n t i c
glomerulonephritis has been described
in several cases and involvement up to
80% of the glomeruli have been report-
ed (7, 10, 11, 32, 36).
Crescentic formations may be focal or
diffuse, active or non active and their
prognostic role in ABD is not recogniz-
ed. This severe reaction of the kidney
may be explained by the lytic damage
of the capillary loops i.e. necrosis, lysis
and rupture of the capillary basement
membrane with leakage of plasma, red
blood cells and fibrin-fibrinogen into
the capsular space (37).
In a patient with ABD the renal cortex
was diffusely infiltrated by some neu-
t ro p h i l s , ly m p h o cytes and many ma-
crophages containing PAS-positive ma-
terial in their expanded cytoplasm (38).
Therefore, the kidney biopsy is indicat-

Fig. 1. A. Mild mes-
angial and endothelial
hyperplasiawith small
segmental adhesion to
Bowman’s capsule; 
B. Some glomeru l a r
i n fi l t ration by mono-
cytes. Also obvious is
the periglomerular in-
t e rstitial monocy t i c
i n fl a m m ation. (Pa ra f-
fin sections, A & B:
P.A.S., x 100).
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ed in patients with ABD when protein-
uria of haematuria is documented.

2. Immunofluorescence studies
Deposits of IgG, IgA and IgM immu-
n og l o bulins and C3, C4 complement
components in the kidney of patients
with ABD have been reported (10, 18,
20, 30, 31, 33, 36) as well as fibrinogen
( 3 2 , 36). In our patient gra nular de-
posits of IgA and IgM and diffuse ca-
pillary depositions of C3 were demon-
strated. Particularly the IgA immuno-
globulin deposition in the kidney of our
patient is of interest because of its pos-
s i ble pat h ogenetic signifi c a n c e. Im-
mune complex deposition in the glome-
ruli has been reported by several inves-
tigators (3, 29, 33, 40, 41) . Deposition
of IgA is of particular interest. How-
ever, the criteria for IgA nephropathy
i n clude immu n oglolulins staining fo r
IgA as a prominent immunoglobulin,
e a rly classical pat h way complement
components (C1q, C4) and minor rela-
tive to C3 and electron dense deposits
i n t ra s t ru c t u ra l ly (42). Th e re fo re, a c-
cording to this definition only a few pa-
tients with ABD have real IgA nephro-
pathy (32, 43). It is possible that IgA
nephropathy in ABD may be coinci-
dental simply by chance alone, since it
is the most common glomerulonephri-
tis occurring among young males (43).
However, the deposition of IgA immu-
noglobulin in the kidney is not frequent
(3,43). The demonstration of the IgA
nephropathy in the renal biopsies may
signify the entrance of an antige n
t h rough the diseased mucosae with
consequent IgA production, formation
of antigen-antibody complexes which

are consecutively deposited at the renal
basal membrane (43). However this hy-
pothesis has remained unproven so far
(43).

3. Election microscopic studies
Ultrastructural findings from renal bi-
opsies in ABD patients are not specific
and have been found in many other
immune complex-mediated glomerulo-
nephritides. Electron dense deposits in
va rious parts of the kidney (mesan-
gium, subepithelium, subendothelium)
have been reported (10, 20, 35, 36). In
a recent paper many phagolysosomes
in the cytoplasm of macrophages were
demonstrated (38). Although in some
vasculitides ANCA has a pathogenetic
significance, in ABD its role has not
been determined. However the possi-
bility of immune complex - m e d i at e d
and ANCA-associated vasculites in the
p at h ogenesis of ABD cannot been
excluded (26).
In short, renal involvement in ABD in-
cludes (43): G l o m e ru l o n ep h ritis (dif-
fuse cre s c e n t i c, focal and seg m e n t a l
necrotizing), renal vein thrombosis and
a myloidosis. The symptomat o l ogy of
renal involvement consists of protein-
uria 20-55%, haematuria 20-31% and
occasionally elevated creatinine (43).

Management 
The treatment of patients with renal in-
volvement in ABD depends on the se-
verity of the disease in general and in
particular the renal findings including
the biopsy results. In patients with cre-
scentic or focal sclerosing glomerulo-
nephritis, particularly if renal function
is deteri o rat e d, i m mu n o s u p p re s s ive

therapy with steroids alone or in com-
bination with cyclophosphamide has to
beconsidered(43).However other com-
binations may be used (45). In severe
renal involvement the effectiveness of
this regimen remains to be established
(27). When the patient develops end-
s t age renal fa i l u re maintenance hae-
m o d i a lysis is indicat e d. Recently the
first successful renal transplantation in
a patient with BD who had end- stage
renal fa i l u re secondary to glomeru-
lonephritis was reported (30).
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