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netic and/or environmental factors influence the clinical profile in familial
Mediterranean fever (FMF) and one of its major manifestations, amyloido-
sis. The objective of this study is to evaluate the effects of MEFV genotypes
and major histocompatibility complex class I chain related gene A (MICA)
genes on the severity and clinical features of FMF and amyloidosis in a
group of Turkish FMF patients.
Methods: We evaluated 105 adult patients (amyloidosis= 33, non-
amyloidosis= 72) along with 100 healthy controls, who were neither re-
lated to the patients nor had a family history of FMF or Behcet’s disease.
After recording the demographic and clinical data, predominant mutations
in the MEFV gene (M694V, M680I, V726A, M694I, and E148Q) were
investigated by polymerase chain reaction (PCR) amplification followed
by digestion with appropriate enzymes made to distinguish the wild type
allele. MICA trans-membrane polymorphism in exon 5 was analyzed using
PCR, autoradiography, and sequence analysis.
Results: Amyloidosis, arthritis, rash and high severity score were sig-
nificantly more common in M694V/M694V homozygotes, compared
with patients with other MEFV genotypes (p<0.001). Presence of the
M694V/M680I genotype was solely related with amyloidosis (p=0.006).
There was no difference between the two groups for all MICA alleles. The
major MICA genotypes were not associated with amyloidosis, severity
score and clinical features of the disease. However, older disease onset was
common in patients bearing the A5.1A6 allele (p=0.008). Patients posi-
tive for the A6A9 allele experienced attacks less frequently (p<0.05). The
A5A5 allele-positive patients complained fewer arthritis and rash attacks
compared with patients bearing other MICA alleles (p<0.001). The A6A6
allele was related to chest pain (p=0.0015). The presence of M694V/M680I
genotype with A6A6 positivity was found to show a protective effect
against the development of amyloidosis (p=0.032).
Conclusion: Though the effects of the MEFV genotypes seem clear there
are definitely other modifying factors or genes on the development of amy-
loidosis and the course of the disease. For example some MICA alleles
show a protective effect on the course of FMF and development of amy-
loidosis. However, the results of this study must be investigated in large
studies conducted in different populations.

Primary glomerular disease – nephrotic
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MP055 MYCOPHENOLATE MOFETIL IN THE TREATMENT OF
CHILDREN WITH STEROID DEPENDENT NEPHROTIC
SYNDROME

Gabriele Malgieri, Maria Rosaria Caropreso, Francesca Nuzzi,
Rosaria Indaco, Carmine Pecoraro. Unit of Nephrology and Dialysis,
Santobono Children’s Hospital, Naples, Italy

Objectives of Study: Children with steroid dependent nephrotic syndrome
(SDNS) are, in most instance, Cyclosporin A dependent too. We investi-
gated the efficacy of micophenolate mofetil (MMF) to obtain a persistent
or permanent remission in children with marked SDNS.
Methods and Results: Our patients population includes 16 SDNS-
children, 13 M and 3 F; mean age: 3.5 at the diagnosis of nephrotic syn-
drome (range 1-7 years), actual mean age 11.4 (range 7.2 –15.4 years),
disease mean duration 6.3 years (1.8-15 years), mean age at the start of
MMF 10.9 years. In all patients glomerular filtration rate and arterial pres-
sure were normal. Renal biopsy showed Minimal Change Disease (MCD)
in 5 and Focal Segmental Glomerulosclerosis (FSGS) in 11 children.Ten
of the sixtheen children previously received treatment with CsA (CsA de-
pendence); in addition 5 previously received treatment also with alkylating
agents or levamisole. MMF was started after remission of NS was achieved
with Prednisone (2 mg/kg/day, maximum 60 mg/day).Patients were treated
with MMF at a mean dose of 27.8 mg ± 4 mg/kg/day and tapering al-
ternate day prednisone over a mean period of 11.3 months (range 3.1 –
20.5). MMF failure occurred in two patients, one with MCD and the other
one with FSGS; the relapse occurred in both patients during the shift of
P to alternate day regime. During the observation period the remaining 14
patients showed a sustained remission: in 6 of them P was successfully
stopped, 8 are still receiving P at a mean dose of 0.3 mg/kg/alternate day.

Two patients showed a reappearance of a non-nephrotic range proteinuria
during the 12th month of MMF, they were treated with a transient shift of
alternate maintenance dose of P to daily one. The significant reduction of
mean daily steroid dose (-70% with respect to previous dose) dramatically
improved the children growth velocity. No gastrointestinal or hematologi-
cal side effects of MMF were seen.
Conclusion: Our preliminary results demonstrate that children with
marked SDNS due to minimal change disease and focal segmental
glomerulosclerosis achieve a persistent remission during therapy with
MMF, alone or in association with steroids, without significant side ef-
fects. Following therapy, a not sustained beneficial effect is reported. We
have no data at the moment, but the efficacy and safety of MMF and its
steroid sparing effect should be considered in preference to Cyclosporin A.

MP056 INCIDENCE OF GLOMERULOPATHIES IN THE CZECH
REGISTRY OF RENAL BIOPSIES (CRRB) IN THE YEARS
1994-2003

Eva Jancova1, Romana Rysava1, Miroslav Merta1, Ivan Rychlík2,
Jirí Zabka2, Vladimír Tesar1, Alexander Kolský2, Petr Fixa2,
Lukáš Svoboda2, Eva Honcová2, Alena Stejskalová2, Josef Stejkal2,
Chadimová2, Karel Opatrný2, Miroslav Pojer, J. Janda, Doris Svobodová,
M. Hertlová. 1Nephrology, Chrales University, I.st Medical Faculty,
Prague, Czech Republic; 2On Behalf of CRRB, Czech Republic

Since 1994 the CRRB is organised to extend the information about the
epidemiology of glomerulonephritides (GN) in our region. Currently 27
Czech renal units collect basic clinical-laboratory and renal biopsy (RB)
data covering almost all population of the country (10.3 mil.). We have
evaluated the occurrence of primary and secondary glomerulonephritides
in a period of 11 consecutive years (1994-2003).
During this period, altogether 5818 renal biopsies (RB) records were col-
lected, 1384 of them were performed by children (age < 18 years).
Primary glomerulonephritis (GN) was detected in 57,6% [32.7 per one
milion of inhabitans per year (PMPY)], secondary GN in 26,5% [15.0
PMPY],tubulointersticial nephritis 4,5% [2.5 PMPY], nephrosclerosis
3.0% [1.7 PMPY],ESKD in 1.1% [0.6 PMPY]. Normal renal tissue was
found in 1.3% [0.7PMPY]. In 4,5% of samples diagnosis could not be
established.
Among primary GN the most common diagnoses were: IgAN, minimal
change nehrotic sy, unclassified GN and FSGS (35.1%, 15.1%, 12.0%,
11.5%) [11.5, 5.0, 3.9, 3.8 PMPY].
Secondary GN were divided into four main subgroups: immune mediated
GN (A) 47.1%, GN with dysgamaglobulinemia (B) 14.1%, metabolic GN
(C) 11.5% and hereditary disorders (D) 26.4%. In A the most frequent were
lupus nephritis, vasculitis and Henoch-Schonlein purpura (50.4%, 32.4%
and 13.9%) [3.6, 2.3, 1.0 PMPY], in subgroupB: amyloidosis, multiple
meyloma and mixed cryoglobulinemia (67.7%, 16.1% 6.5%) [1.4, 0.3,
0.1PMPY]. Subgroup C is in our registry represented only by diabetic
glomerulosclerosis [1.7 PMPY].
In conclusion: CRRB represents an important contribution to the epidemi-
ology of renal disease in the Czech republic, and permits a valuable com-
parison with other renal biopsy registries worldwide

MP057 CYTOKINE GENE POLYMORPHISMS IN HENOCH-
SCHONLEIN PURPURA PATIENTS WITH AND WITHOUT
RENAL INVOLVEMENT

Oguz Soylemezoglu, Sevim Gonen, Ozan Ozkaya, Sevcan Bakkaloglu,
Harun Peru, Necla Buyan, Enver Hasanoglu. Pediatric Nephrology, Gazi
University Hospital, Ankara, Turkey

Henoch-Schonlein Purpura (HSP) is one of the most common forms of
small-vessel vasculitis in children. Many cytokines; including transform-
ing growth factor–β, tumor necrosis factor- α, and interleukins are involved
in the inflamatory process of Henoch Schonlein Purpura (HSP). The objec-
tive of this study was to investigate whether various cytokine gene polymor-
phisms including TNF-a, TGF-b, interleukin (IL)-1, IL-1a, IL-1b, IL-1R,
IL-1RA, IL-4Ra, IL-12, IL-2, IL-4, IL-6, IL-10, interferon-gama (IFN-g)
are associated with HSP.
The loci of interest were amplified from genomic DNA using spesific
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primers and polymerase chain reaction (PCR). These polymorphism were
compared between 76 HSP patients and 77 healthy control. We also com-
pared the HSP patients who has renal involvement with the patients with-
out renal involvement. We found significant difference in genotype with
the cytokines IL-1b (-511), IL-1RA (11100), IL-12 (-1188), g-IFN (5644),
TGF-b (Kodon 25), TNF-a (-308), IL-2 (-330) ve (+166), IL-4 (-33), IL-10
(-819), between the control and patient group (p<0.05). When we consider
the allel number and percentage, we have also found significant difference
in IL-1b (-511), IL-1RA (11100), IL-12 (-1188), g-IFN (5644), TGF-b
(Kodon 25), TNF-a (-308), IL-2 (-330) ve (+166), IL-4 (-590), IL-6 (565)
between the control and patient group. Considering the patients with re-
nal involvement and without renal involvement we have found significant
difference in genotype TNF-a (–308), IL-4 (-33), IL-10 (-1082);and con-
sidering the allel number we also find significant difference with TNF-a
(–308), IL-4 (-1098), IL-4 (-33).
These results suggest that IL-1b (-511), IL-1RA (11100), IL-12 (-1188),
g-IFN (5644), TGF-b (Kodon 25), TNF-a (-308), IL-2 (-330) ve (+166),
IL-4 (-33), IL-10 (-819) increased the susceptibility of HSP in our patient
population and carriage of TNF-a (–308), IL-4 (-33), IL-10 (-1082) is a
risk factor for renal involvement in these patient population.

MP058 ROLE OF FIBRINOGEN DEPOSITION IN THE
PATHOGENESIS OF CRESCENTIC HENOCH-SCHÖNLEIN
NEPHRITIS: A SERIAL BIOPSY STUDY

Jae Il Shin1, Jee Min Park1, Ji Hong Kim1, Jae Seung Lee1, Hyeon Joo
Jeong2. 1The Institute of Kidney Disease, Department of Pediatrics,
Yonsei University College of Medicine, Seoul, South Korea; 2The Institute
of Kidney Disease, Department of Pathology, Yonsei University College of
Medicine, Seoul, South Korea

To clarify the role of fibrinogen deposition in glomerular injury and de-
termine the indication of fibrinolytic therapy in severe crescentic Henoch-
Schönlein nephritis (HSN), we evaluated the clinical and histological find-
ings of 21 HSN children by serial renal biopsies. All patients were treated
with prednisolone and immunosuppressants. They were divided into two
groups according to the immunofluorescent course of fibrinogen deposi-
tion: group I (N = 9): no or decreased deposition; group II (N = 12):
persistent or increased deposition. There were no differences between the
two groups in renal manifestations, laboratory, and histological findings at
presentation. However, the activity index after immunosuppressive therapy
was decreased significantly in group I (7.9 ± 0.7 vs. 2.9 ± 0.4, P = 0.008),
and unchanged in group II (6.8 ± 0.3 vs. 6.0 ± 2.1). The chronicity index
was unchanged in group I, but increased in group II (0.8 ± 0.3 vs. 1.8 ±
0.3, P = 0.02). A univariate analysis revealed that an age of more than 9
years (P = 0.03) was the only factor statistically significant related to the
persistent or increased fibrinogen deposition. Furthermore, the intensity of
fibrinogen deposits at the second biopsy correlated positively with the age
at onset (Fibrinogen deposition = 0.088 X Age at onset, R2 = 0.306, P
= 0.009). Changes in the percentage of crescents (post-therapy crescents
(%) - pre-therapy crescents (%), �crescents) correlated positively with the
intensity of fibrinogen deposits at the second biopsy (�crescents = 12.368
X Fibrinogen deposition – 17.623, R2 = 0.193, P = 0.046). This study in-
dicates that fibrinogen deposition has an important role in renal injury of
crescentic HSN and reflects persistent severe histologic activity in mostly
older children. We suggest fibrinolytic therapy should be considered to the
patients with the risk of severe fibrinogen deposition.

MP059 CAN AZATHIOPRINE AND STEROIDS ALTER THE
PROGRESSION OF SEVERE HENOCH-SCHÖNLEIN
NEPHRITIS IN CHILDREN?

Jae Seung Lee1, Jae Il Shin1, Jee Min Park1, Youn Ho Shin1, Hyeon Joo
Jeong2. 1Department of Pediatrics, Yonsei University College of Medicine,
Seoul, South Korea; 2Department of Pathology, Yonsei University College
of Medicine, Seoul, South Korea

No consensus has yet emerged on the specific treatment of severe Henoch-
Schönlein nephritis (HSN) in children. We evaluated the effect of azathio-
prine with steroids on the clinical course of severe HSN and its impact
on histologic parameters. Twenty HSN patients with a mean age of 9.3

years (range 4.4-17 years) and a mean follow-up period of 4.8 years (range
1-14 years) were included in this study. The patients were divided into the
two groups. Ten patients received steroids and azathioprine for 8 months
(Group A), and 10 received steroids alone (Group B). The two groups were
comparable in clinical, biochemical, and renal histopathological changes.
All patients underwent renal biopsy at presentation, and 10 patients treated
with azathioprine underwent follow-up biopsy after therapy. In group A, 6
patients had normal urine and renal function, and 4 showed minor urinary
abnormalities after an average follow-up period of 4.1 years. The histo-
logical grade of the International Study of Kidney Diseases in Children
(ISKDC) was improved in 4 of the 10 patients, and the activity index was
significantly decreased from 6.8±2.0 to 4.3±2.3 (p=0.016). Immunofluo-
rescence at the second biopsy demonstrated that mesangial IgA depositions
were reduced in 7 of the 9 patients. In group B, however, 4 patients had
normal urine and renal function, 2 had minor urinary abnormalities, 1 had
active renal disease, and 3 progressed to chronic renal insufficiency at the
latest observation. Treatment of steroids and azathioprine may be benefi-
cial in ameliorating histopathological features, and improving the clinical
course of severe HSN.

MP060 FACTORS AFFECTING HISTOLOGICAL REGRESSION OF
CRESCENTIC HENOCH-SCHÖNLEIN NEPHRITIS IN
CHILDREN

Jae Seung Lee1, Jae Il Shin1, Jee Min Park1, Youn Ho Shin1, Hyeon Joo
Jeong2. 1Department of Pediatrics, Yonsei University College of Medicine,
Seoul, South Korea; 2Department of Pathology, Yonsei University College
of Medicine, Seoul, South Korea

Background: To identify the factors affecting histological regression of
severe crescentic Henoch-Schönlein nephritis (HSN).
Methods: We retrospectively analyzed serially biopsied 20 children with
severe crescentic HSN treated with immunosuppressants. They were clas-
sified into two groups according to the histological changes between the
first and second biopsy: group I (n = 10) with histological regression and
group II (n = 10) with no change or histological progression.
Results: Nineteen of the 20 patients showed a favourable outcome at the
end of follow-up except one in group II. Initial laboratory and histologic
findings did not differ between the two groups. Histological regression was
associated with an age of less than 9 years (8 vs 1, p = 0.003), early treat-
ment with immunosuppressants (3.5 ± 1.2 vs 7.6 ± 1.5 weeks, p = 0.044)
and absent or decreased fibrinogen deposits at the second biopsy (8 vs 0, p
< 0.0001) in a univariate analysis. Mesangial IgA deposition at the second
biopsy was reduced significantly in group I (p = 0.021). In the multivariate
analysis, a younger age was an independent determinant of histological
regression (OR: 1.44; 95% CI: 1.03–2.02, p = 0.034). The activity index
at the second biopsy correlated positively with changes in mesangial IgA
depsosits (post-therapy IgA deposits – pre-therapy IgA deposits, �IgA de-
posits) (activity index after therapy = 5.394 + 1.119 X �IgA deposits, r =
0.448, p = 0.047). The intensity of fibrinogen deposits at the second biopsy
correlated positively with the age at onset (fibrinogen deposits after ther-
apy = 0.084 + 0.08 X age at onset (years), r = 0.503, p = 0.024), and the
chronicity index at the second biopsy correlated positively with the time
immunosuppressive therapy was started (chronicity index after therapy =
0.383 + 0.156 X interval between the onset of disease and the start of
therapy (weeks), r = 0.619, p = 0.004).
Conclusion: Histological regression of severe crescentic HSN can be pre-
dicted by the decrease of mesangial IgA deposition, the age at onset influ-
encing intraglomerular fibrinogen deposition and early immunosuppressive
treatment decreasing the post-therapeutic chronicity index.
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MP061 ASSOCIATION OF UTEROGLOBIN GENE G38A
POLYMORPHISM WITH THE PROGRESSION OF IgA
NEPHROPATHY

Chun Soo Lim1,2, Yon Su Kim2, Dong-Wan Chae2, Curie Ahn2, Jin Suk
Han2, Suhnggwon Kim2, Jung Sang Lee2. 1Department of Internal
Medicine, Seoul National University Boramae Hospital, Seoul, South
Korea; 2Department of Internal Medicine, Seoul National University
College of Medicine, Seoul, South Korea

Background: Uteroglobin (UG) is a protein with anti-inflammatory and
immunomodulatory properties. Both UG gene knockout and antisense
transgenic mouse models developed glomerulonephritis resembling IgA
nephropathy (IgAN). We evaluated the influence of G38A polymorphism
in the UG gene exon 1, which has been associated with the transcriptional
activity of UG gene and the plasma levels of UG protein, on the progression
of IgAN.
Methods: Two hundred forty Korean patients with biopsy-proven IgAN
who had a minimal follow-up of 4 years (mean ± S.D: 9.2 ± 4.1 years),
were recruited. Patients were classified according to the slope of reciprocal
serum creatinine into slow progressors (≥ -0.05 dL*mg-1*year-1, N = 170)
and fast progressors (< -0.05 dL*mg-1*year-1, N = 70). Three hundred
fifteen healthy subjects with normal renal function and normotension were
analyzed as controls. The G38A polymorphism was determined by PCR-
RFLP.
Results: The AA, GA, and GG genotype frequencies were 11.7%, 50.4%,
and 37.9% in IgAN, respectively, versus 15.5%, 50.2%, and 34.3% in con-
trols, respectively (chi-square = 1.988, P = 0.370). The A allele frequency
was 0.369 in IgAN patients versus 0.406 in controls (chi-square = 1.465, P
= 0.226). Initial renal function, amount of daily proteinuria, and frequency
of hypertension did not differ significantly between IgAN patients with
different genotypes. The frequencies of AA/GA genotypes were 58.2% in
slow progressors, and 71.4% in fast progressors (chi-square = 3.127, P
= 0.077). Patients with the AA/GA genotypes showed a worse renal out-
come in the Kaplan-Meier analysis of renal survival (P = 0.041). The UG
polymorphism remained an independent risk factor for progression in mul-
tivariate analysis (Cox regression model, HR for UG AA genotype: 2.19,
95% CI 1.11-4.35, P = 0.024), including initial creatinine and presence of
hypertension.
Conclusion: Our results suggest that UG gene G38A polymorphism is not
associated with the development of IgAN, but is an important marker of
progression in patients with IgAN.

MP062 TREATMENT OF CRESCENTERIC IgA NEPHROPATHY
WITH STEROIDS AND ORAL CYCLOPHOSPHAMIDE IS
ASSOCIATED WITH LONG TERM PRESERVATION OF
RENAL FUNCTION

Richard J. Fluck, Maarten W. Taal, Stuart H. Lambie, Chris W. McIntyre.
Department of Renal Medicine, Derby City Hospital, Derby, United
Kingdom

IgA nephropathy is the commonest form of idiopathic glomerulonephritis.
There is no current consensus on treatment for this condition. We report
on the long-term outcomes of immunosuppression with corticosteroids and
cyclophosphamide for the treatment of IgA nephropathy associated with
crescenteric change.
12 patients were treated with oral prednisolone (0.8 mg/kg initially, reduc-
ing to 0.4 mg/kg after four weeks) and cyclophosphamide (1.5 mg/kg). The
initial diagnostic renal biopsies of these patients revealed IgA nephropathy
and 25-70% of the glomeruli exhibiting active cellular crescents. When
response to therapy plateaued cyclophosphamide was discontinued and
prednisolone dose reduced. Follow up renal biopsy was performed in 11 of
the 12 patients. Patients were maintained on prednisolone (5-7.5 mg) and
azathioprine (1 mg/kg) for a further two years. Immunosuppression was
then discontinued. Proteinuric patients were maintained on maximum dose
ACEi or ARB therapy.
The mean time until discontinuation of cyclophosphamide was 17.4±1.31
(12-26) weeks. There were no serious complications of therapy. Repeat re-
nal biopsies showed significant degrees of histological improvement with
healing of crescents and a reduction in acute inflammatory change in all
except one patient. Mean follow period was five years (62±4.2 (48-72)

months). Creatinine clearance was 87.2±10.1 (39-125) ml/min at end of
treatment with cyclophosphamide. Only one patient subsequently required
dialysis, in the other 11 patients creatinine clearance was maintained at
81.5±8.1 (45-123) ml/min. Likewise 24 hour urinary total protein did
not significantly rise over five years of follow up (1.6±028 (0.01-3.2) c.f
1.2±0.27 (0.01-2.65) g at end of cyclophosphamide treatment).
In conclusion, treatment of IgA nephropathy with crescenteric change us-
ing steroids and cyclophosphamide is safe, associated with a high initial
response rate and long term maintenance of renal function.

MP063 CONCOMITANT ADMINISTRATION OF CYCLOSPORINE
AND KETOCONAZOLE IN IDIOPATHIC NEPHROTIC
SYNDROME

Amr A. El-Husseini, Fathy A. El-Basuony, Ahmed F. Donia, Ihab
A. Mahmoud, Nabil A. Hassan, Nagy A. Sayd-Ahmad, Mohamed
A. Sobh. Nephrology, Urology and Nephrology Center, Mansoura,
Eldakahlia, Egypt

Background: The deliberate use of ketoconazole (keto) to reduce the need
for cyclosporine (CsA) is not new, but it is particularly relevant because of
the high cost of CsA. Many studies have documented this benefit in renal
and cardiac transplants, but this co- administration has not been reported
in patients with nephrotic syndrome (NS).
Methods: This study included 207 nephrotic patients who were steroid re-
sistant, dependent, or frequent relapsers and received CsA therapy. Among
these patients 153 received daily keto therapy in a dose of 50 mg with con-
comitant decrease of one third of the cyclosporine dose while 54 patients
received CsA alone. The majority of our cases were children (179 were
below 18 years) and male to female ratio was 1.7:1.
Results: The great majority of the study population received the drugs for
1-2 years. Patients who received CsA and keto were comparable to those
who received CsA alone regarding age, sex, duration of renal disease, renal
pathology, severity of nephrotic syndrome, renal function, hepatic function
and steroid response.
Conclusions: Co-administration of keto significantly reduced mean doses
of CsA by 37% after one month and 47% at one year with overall net cost
savings 37%. Hepatic functions remained within the normal range in both
groups. Additionally, co-administration of ketoconazole may significantly
improve the response to CsA therapy, successful steroid withdrawal and
decrease the frequency of renal impairment.

MP064 REARRANGEMENT OF PODOCYTE-ASSOCIATION
PROTEINS IN CHILDREN WITH IDIOPATHIC NEPHROTIC
SYNDROME: AN IMMUNOHISTOCHEMISTRY APPROACH

Danuta Ostalska-Nowicka1 , Jacek Zachwieja1, Dariusz Runowski1,
Marcin Zaniew1, Michal Nowicki2, Aldona Siwinska1, Martin Witt3.
1Pediatric Cardiology and Nephrology, University of Medical Sciences,
Poznan, Poland; 2Histology and Embryology, University of Medical
Sciences, Poznan, Poland; 3Anatomy, University of Technology, Dresden
Medical School, Dresden, Germany

Proteinuria is a poorly understood clinical sign of a wide variety of acquired
glomerular diseases. In children with idiopathic nephrotic syndrome (INS)
the morphological lesions of the renal filtration barrier are observed. Renal
podocytes due to an elaborate morphology (a cytoskeletonal-stabilizing
complex of podocalyxin, PCL-ezrin-Na+/H+-exchanger regulator factor-
actin, synaptopodin and nephrin protein within foot process diaphragms)
play the main role in filtration processes. Moreover, patients present various
clinical courses of the same histological diagnosis of INS (i.e. with and
without responsiveness for steroid treatment) and there have been so far
only a few raports on the immunohistochemicl expression of podocyte
proteins in biopsy materials. For this reasons, indication of the subcellular
features in podocytopathies of proteinuric glomerular diseases is of the
major clinical interest.
The aim of study was immunohistochemical analysis of nephrin, PCL,
ezrin, and synaptopodin expressions in renal tissue of children with the
first episode of INS.
Materials and methods: Renal biopsies performed at the time and the
manner recommended by WHO. The study group was chosen as 20 MCD,
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20 DMP (12 with steroid-sensitive, DMP-s, and 8 with steroid-resistant,
DMP-r, clinical courses) and 7 FSGS cases. The control tissue consisted of
macroscopically normal appearing cortex taken from kidneys resected for
localized neoplasms (n=4). Material for immunohistochemistry was rou-
tinely fixed and embedded in paraffin. ABC assay with the use of polyclonal
antihuman antibodies directed against nephrin, PCL, ezrin and synap-
topodin was employed. The distribution of markers in renal podocytes
was based on semi-quantitative analysis, ranging from (-) no cells stained,
(+) individual cells stained, (++) 25 - 50% cells to (+++) more than 50%
cells stained.
Results: see table.

Semi-quantitative immunohistochemical expression of nephrin, PCL, ezrin and synap-
topodin in podocytes of children with INS

Groups N The mean number Responsiveness Nephrin PCL Ezrin Synaptopodin
of analysed glomeruli to steroids
glomeruli in biopsy

Control 4 30 - +++ +++ +++ +++
MCD 20 12 Sensitive +++ +++ +++ +++
DMP-s 12 10 Sensitive +++ +++ +++ +++
DMP-r 8 12 Resistant ++ +++ ++ ++
FSGS 7 13 Resistant +/++ ++ + +

Conclusion: Nephrin, ezrin and synaptopodin could be regarded as potent
markers of podocyte subcellular destabilization (podocytopathy) in chil-
dren with steroid-resistant nephrotic syndrome glomerulopathies.

MP065 STUDY OF SOME ATHEROGENIC RISK FACTORS IN
NEPHROTIC SYNDROME

Salah E. El-Banawy1, Fahmy E. Amara2, Mahmoud S. Ragab3, Yaser
A. Ammar1, Eman M. Ahmad1. 1Internal Medicine, Medical Research
Institute, Alexandria, Egypt; 2Internal Medicine, Faculty of Medicine,
Alexandria, Egypt; 3Chemical Pathology, Medical Research Institute,
Alexandria, Egypt

Accelerated atherosclerosis frequently complicates nephrotic syndrome
(NS). We investigated some potential traditional and non- traditional
atherogenic risk factors in NS.
Twenty patients with primary NS (12 males, 8 females; age 26.1 ± 8.2
y) and 10 matching controls were subjected to clinical examination, ECG,
common carotid ultrasonography, estimation of serum lipid profile, thiobar-
bituric acid reactive substances (TBARs) (indicative of lipid peroxidation),
C-reactive protein (CRP) and detection of anti-Chlamydia pneumoniae IgG
antibodies in serum.
Clinical examination and ECG revealed evidence of atherosclerosis in 3
patients. Carotid intima-media thickness (IMT) and wall to lumen ratio
(WLR) were increased in nephrotic patients compared to controls and
plaques were present in 6 patients and none in controls. Patients had signif-
icantly increased serum cholesterol, LDL-C, triglycerides and TBARs, sig-
nificantly diminished HDL-C and insignificantly increased CRP compared
to controls. Anti-Chlamydia antibodies were significantly more prevalent
in sera of patients compared to controls (55% vs 20%) and in patients with
plaques compared to patients without (66.7% vs 50%). Significant positive
correlations were found between IMT and serum LDL-C (P = 0.035) and
between WLR and both serum cholesterol and LDL-C. Serum albumin
showed significant negative correlations with serum TBARs, cholesterol
and LDL-C whereas TBARs showed significant positive correlations with
serum cholesterol, LDL-C and triglycerides.
We conclude that primary NS patients suffer from accelerated atherosclero-
sis due to several factors. Dyslipidaemia, hypoalbuminaemia and oxidative
stress interact in a highly interrelated fashion to initiate the atheromatous
process. Chronic inflammation and some infections as Chlamydia pneumo-
niae may modify an already established atherosclerotic arterial pathology
particularly if advanced.

MP066 MORPHOLOGIC MANIFESTATIONS OF COMBINED LIGHT
CHAIN DEPOSITION DISEASE(LCDD) AND LIGHT CHAIN
CAST NEPHROPATHY(LCCN): EXPERIENCE IN A
MYELOMA CENTER

Neriman Gokden1, Nagihan Colakoglu1, Jayant Kumar1,
Sameh Abulezz1, Bart Barlogie1, Patrick D. Walker2. Pathology,
University of Arkansas for Medical Sciences, Little Rock, AR, USA;
Pathology, University of Arkansas for Medical Sciences, Little Rock, AR,
USA; Department of Medicine, Division of Nephrology, University of
Arkansas for Medical Sciences, Little Rock, AR, USA; Department of
Medicine, Division of Nephrology, University of Arkansas for Medical
Sciences, Little Rock, AR, USA; Department of Medicine, Division of
Hematology, University of Arkansas for Medical Sciences, Little Rock,
AR, USA; Nephropathology Associates, Little Rock, AR, USA

LCDD and coexistent LCCN is rare. LCDD is defined by the presence
of monoclonal deposits of light chains (LC) within renal basement mem-
branes, and LCCN is characterized by atypical monoclonal casts filling
tubular lumens, indicative of underlying plasma cell dyscrasia (PCD). To
our knowledge, the appearance of combined LCDD and LCCN vs. pure
LCDD has not been previously investigated. In this report we describe the
renal morphology in 13 cases of LCDD with coexistent LCCN.
The renal pathology files were searched from 1997 to December 2004 retro-
spectively. Renal biopsies of 13 consecutive cases of LCDD with coexistent
LCCN were found (vs. 35 pure LCDD, 30 pure LCCN) and re-evaluated
by light microscopy (LM), immunofluorescence microscopy (IF) and elec-
tron microscopy (EM). Twelve patients had multiple myeloma and in one
patient no PCD was found.
The LM lesions most suggestive of LCDD, i.e., nodular glomeruloscle-
rosis (NS), and thickening and wrinkling of tubular basement membranes
(TBM), were present only in 1 case, TBM thickening in 2, mild glomerular
basement membrane (GBM) thickening in 1, mild mesangial matrix in-
crease in 1, and unremarkable glomeruli and tubules in 8. The major LM
findings are those of fractured, polychromatic casts with surrounding giant
cells, typical of LCCN, associated with interstitial edema, inflammation,
fibrosis, and diffuse tubular degenerative changes were seen in all patients.
The linear LC immunoreactivity was observed in all cases (GBM+TBM
in 6 cases, TBM only in 5 cases, GBM only in 1 case, interstitium only
in 1 case) (10 kappa, 3 lambda) along with strong staining of casts with
same LC by IF. However, the intensity of staining is less extensive than
pure LCDD. Eight of the 13 showed finely granular dark electron dense
deposits, GBM deposits in 3, TBM deposits in 4, and mesangial deposits
in 1. In 5 patients without EM deposits diagnosis of LCDD was rendered
by IF.
The morphologic findings in these 13 cases of combined LCDD and LCCN
were dominated by the cast nephropathy component. All patients showed
diffuse tubular injury by cast nephropathy, but minimal or no glomerular
changes by LM. This study shows the lack of characteristic LM findings of
LCDD in cases with overlapping LCCN and emphasizes the difficulty for
the definitive diagnosis without IF and EM.

MP067 SURVEY OF RENAL BIOPSIES IN NORTH EASTERN
ROMANIA (MOLDOVA): A 10 YEAR STUDY

Adrian Covic, Carmen Volovat, Paul Gusbeth-Tatomir, Irina Buhaescu,
Laura Florea, Irina Caruntu, Maria Covic. Nephrology, “C.I.Parhon”
University Hospital, Iasi, Romania

Background: We report data on all biopsies of adult native kidneys per-
formed in the North-Eastern region of Romania – Moldova (population
4.765 million) over a period of 10 years (1995–2004).
Methods: All percutaneous renal biopsies (PBR) were processed for light
and immunofluorescence microscopy. From 1995 we set up a regional
renal biopsy Registry recording the histological diagnosis and additional
data: gender, age, clinical symptoms, serum creatinine concentration (sCr),
24 h proteinuria, haematuria, serum albumin level, arterial hypertension,
diabetes mellitus, complications after renal biopsy.
Results: 320 biopsies were performed (M/F = 163/157, age – 18-80 years);
samples were non-diagnostic in 5%. Indications for PBR were: nephrotic
syndrome - 165 (51.6%) cases, nephritic syndrome – 27 (8.4%), asymp-
tomatic urinary abnormalities (AUA) – 14 (4.4%), renal failure – 114
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(35.5%) cases. The most frequent renal diseases were primary (59.8%)
and secondary (32.2%) glomerulonephritis (GN), while tubulointerstitial
nephritis (TIN) was observed in only 2% and hypertensive nephroan-
giosclerosis in 3.6% of the cases. Among primary GNs, the most frequent
diagnoses were: mesangio-proliferative GN (MCGN) – 38.4%, mezan-
gial GN (MzGN) – 18.6% (10% IgA nephropathy), membranous GN
(MbGN) – 13.9%, crescentic GN – 12.2%, focal segmental glomeruloscle-
rosis (FSGS) – 11.1%, minimal change disease (MCD) 5.8%. Secondary
GNs were caused by necrotizing vasculitides – 27.6%, systemic lupus
erythematosus – 25.5%, post-infectious GN (including hepatitis viruses)
– 25.6%, renal amyloidosis - 10.2% and others (including myeloma kid-
ney) - 11.1%. The most common in patients with nephrotic proteinuria
were MCGN (49.7%), FSGS (13.3%) and MbGN (14.5%). Crescentic GN
(41%), MbGN (16.4%) and MCGN (14.7%) were the most frequent diag-
noses among patients with acute renal failure. IgA nephropathy accounted
for 71% of all cases with AUA. The only significant trend was a decrease in
the prevalence (42% to 25%) and incidence of membranoproliferative GN
from 1995 to 2004. In 2004 the following mean annual incidence (per mil-
lion population) was seen in the Moldova region (N-E Romania): MCGN
– 2.52, TIN – 1.68, MCD -1.26, MbGN – 1.26, MzGN – 1.04. Despite
not using ultrasound needle guidance, the frequency of serious complica-
tions (symptomatic gross haematuria and/or haematoma requiring blood
transfusion) remained < 5%.
Conclusion: This Registry report provides important data on the epidemi-
ology of GN based on a whole region population, from Eastern Europe,
where such data are largely missing.

MP068 THE INFLUENCE OF IMMUNOSUPPRESSIVE
TREATMENT ON SERUM CONCENTRATION AND
URINARY EXCRETION OF SOLUBLE FAS IN PATIENTS
WITH PRIMARY GLOMERULONEPHRITIES

Rafal Zwiech, Feliks Kacprzyk, Adam Szuflet, Michal Nowicki.
Department of Nephrology, Hypertension and Kidney Transplantation,
Medical University of Lodz, Lodz, Poland

Fas ligand (Fas-L) initiates and modulates cell apoptosis through cross-
linking with Fas receptor. Soluble Fas (sFas) blocks apoptosis by inhibition
of binding of Fas with Fas-L or/and sFas-L. High sFas may be linked to
faster glomerular disease (GN) progression.
The aim of the study was to assess the influence of immunosuppressive
treatment on serum and urine sFas in patients with chronic GN.
Seventy nine patients (40 M, 39 F), mean age 42.7 ± 21.3 years with
biopsy-proven glomerular disease, i.e. minimal change disease (MCD) -
10 patients, focal and segmental glomerulosclerosis (FSGS) - 11, mem-
branous nephropathy (MN) - 11, mesangial proliferative GN (MGN) - 19,
membrano proliferative GN (MPGN) – 11, IgA nephropathy (IgAN) – 17,
and clinical indications for immunosuppressive regiments therapy were in-
cluded in this study. The control group comprised 10 healthy age-matched
subjects. All the patients received an identical immunosuppressive treat-
ment protocol which consisted of initial pulse therapy with methylpred-
nisolone (total dose of 1000 mg per 20 kg b.w., 1000mg i.v. every other
day) followed by oral prednisone (20-25 mg/day) and cyclophosphamide
(0.6 g/m2 b.s. i.v.) once a month for 6 months. Serum concentration and
urinary excretion of sFas were measured by ELISA before and after the
treatment.
The serum concentration of sFas (ng/ml) ± SD before versus after the
treatment were: in patients with MCD 8.2 ± 9.3 vs. 14.9 ± 7.9, FSGS 9.1
± 3.1 vs. 14.0 ± 10.1, MN 12.9 ± 19.4 vs. 15.5±10.0, MGN 4.7 ± 2.0
vs. 11.0 ± 8.9, MPGN 16.2 ± 18.2 vs. 19.7±10.8, IgAN 6.2 ± 3.9 vs. 9.5
± 4.7, respectively and in healthy subjects reached 3.1 ± 1.7. The urinary
excretion of sFas (ng/mg Cr) ± SD before versus after the treatment were
in patients with MCD 0.8 ± 1.7 vs. 1.2 ± 2.7, FSGS 7.1 ± 14.0 vs. 5.1 ±
5.4, MN 5.8 ± 16.0 vs. 1.8 ± 6.1, MGN 2.7 ± 4.2 vs. 0.1 ± 0.2, MPGN
3.5 ± 5.9 vs. 0.6 ± 1.0, IgAN 2.5 ± 5.5 vs. 14.4 ± 19.7, respectively and
in healthy subjects 0.1 ± 0.2.
Before the treatment sFas serum concentration was significantly elevated
in patients with GN than in the controls (p < 0.05), and within subgroups
only subjects with MGN did not differ from the control group (p = 0.12).
After the treatment an increase of sFas serum concentration in each type
of GN was noticed with statistically significant differences comparing with

control group (p < 0.01) and results obtained before the treatment (p <

0.05). Urinary excretion of sFas was higher in patients than in healthy
subjects both before and after the treatment (both p < 0.05). There was
also a significant increase of sFas urinary excretion in patients with IgAN
and MCD after the treatment (both p < 0.05). In contrast a decrease in
other subgroups was noticed (p < 0.05).
High serum concentration and urinary excretion of sFas in patients with
GN indicate that sFas may be involved in glomerular lesions formation.
The immunosuppressive treatment does not restore normal values of serum
and urine sFas and the response varies in different types of GN.

MP069 EFFECTS OF 6 MONTHS HIGH DOSE FLUVASTATIN
TREATMENT ON LIPID METABOLISM AND PROTEINURIA
IN PATIENTS WITH UNRESPONSIVE TO
IMMUNOSUPPRESSIVE TREATMENT NEPHROTIC
SYNDROME

Mila D. Lubomirova, Rumyana L. Krasteva, Emil T. Andreev, Regina
J. Djerassi, Boryana B. Kiperova. Clinic of Nephrology, Departement of
Internal Diseases, University Hospital “Alexandrovska”, Sofia, Sofia,
Bulgaria

Hyperlipidemia in nephrotic syndrom (NS) is characterized by increased
total cholesterol (Tchol), triglycerides (TG), LDL and VLDL while HDL
may be normal. Medical treatment of this disorder is highly controversial.
We evaluate the effect of HMG-Co A reductase inhibitor Fluvasatin on
lipid disorders and proteinuria in patients with NS resistant to immunosup-
presive treatment.
9 F and 13 M, average age-44 with glomerular filtration rate (GRF) over 90
ml/min and NS with proteinuria over 7.0g/24 h and sever hyperlipidemia-
Tchol>8,5 were investigated. 5 patients were with membranouse glomeru-
lonephritis (GN), 5 -with focal segmental hyalinosis and sclerosis, 1 with
minimal change disease, 3- with mesangiocapillare GN, 2 with crescent
GN, 4 with systemic amyloidosis and 2- with lupus nephropathy. All pts.
were treated with corticosteroids alone or in combination with cytotoxic
drugs for six months because of the illness activity. All pts considered be-
ing unresponsive to immunosuppression because during the treatment 24
h proteinuria remains nephrotic. 4-hour creatinin clearance was used to
estimate GFR. Fluvastatin was administered 80mg/d for 6 months. Tchol,
TG, LDL, HDL and 24 hours proteinuria were examined before the start
of the study and after 6 months. Administration of Fluvastatine led to a
significant reduction of lipid fractions:
– Tchol mean value (MV) before the treatment 11,84±3,35 and after-
8,8±1,63 p<0.05
– TG: MV before -4,9± 1,07 and after-2,9±1,04 p<0,05
– LDL: MV before -9,13±1,96 and after- 6,12±1,54 p<0.01.
– HDL levels were normal in all pts. MV before- 1,52± 0,54 and after-
1,35 ± 0,77 p=0.01
No significant reduction of proteinuria: MV before 8,44 ± 3,82 and after-7,
09±3,02 p= 0.10
The nephrotic proteinuria remains and is not affected by Fluvasatin but to
evaluate the effect on proteinuria a long-term study is needed. High dose-
80 mg of Fluvastatine led to a significant reduction of hyperlipidemia in pts.
with NS resistant to immunosuppresive treatment. HMG CoA reductase
inhibitors have an important role in complex treatment of NS and proved
to be effective and save in correction of hyperlipidemia.

MP070 STEROID RESISTENT NEPHROTIC SYNDROME (SRNS) IN
CHILDREN AND ADOLESCENTS TREATED WITH
CYCLOSPORINE A (CSA)

Markus J. Kemper1, Ilka Klaassen1, Kristina Zepf1, Amrey Stuebinger1,
Kerstin Ludwig1, Udo Helmchen2, Dirk E. Mueller-Wiefel1. 1Pediatric
Nephrology, University Children’s Hospital, D-20246 Hamburg,
Germany; 2Dep. of Pathology, University Hospital, D-20246 Hamburg,
Germany

Background: The prognosis of SRNS is still guarded as uncertain, espe-
cially because the presence of FSGS carries a high risk for the development
of chronic renal failure. With the availability of CSA an improvement has
been noticed but long-term follow-up data are scarce.
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Patients: We report on 24 patients with SRNS diagnosed at a mean age of
5.0±2.2 years who were treated with CSA monotherapy. Mean Follow-up
was for 13.2±3.4 years. 17 had histological changes that were consistent
with FSGS, the remainder had minimal change NS on histology. Mean
follow-up was 8.2±4.3 years.
Results: 12 patients (7 FSGS, 5 MCNS) entered complete remission with
CSA monotherapy. Importantly, in 7 of these (4 FSGS, 3 MCNS), CSA
could be tapered down and discontinued successfully, after a mean treat-
ment time of 2.2±1 years. Eight patients (7 FSGS) entered partial remis-
sion (cessation of edema, reduction of proteinuria and increase of serum-
albumin) while 4 patients (3 FSGS) showed no or poor response. 3 of the
partial responders (including 2 with podocin mutations) and all of the non-
responders entered terminal renal failure after a mean of 3.4±0.5 years.
Summary and conclusion: CSA monotherapy has a positive effect on
SRNS. In patients with complete remission a dose reduction and even dis-
continuation of CSA can be achieved in a significant proportion of patients.
In the majority of patients renal function remained stable over prolonged
periods indicating, that the prognosis of SRNS may be viewed more opti-
mistic when a response to CSA treatment can be achieved.

MP071 PROGNOSTIC SIGNIFICANCE OF SOLUBLE FAS
MEASUREMENTS IN PATIENTS WITH PRIMARY
GLOMERULONEPHRITIES

Rafal Zwiech, Feliks Kacprzyk, Adam Szuflet, Michal Nowicki.
Department of Nephrology, Hypertension and Kidney Transplantation,
Medical University of Lodz, Lodz, Poland

Fas ligand (Fas-L) may initiate apoptosis through cross-linking with Fas.
This process is inhibited by sFas what may lead to progression of glomeru-
lar damage. The aim of the study was to assess whether serum and/or urine
measurements of sFas may be used for predicting the treatment response
in patients with chronic glomerulonephritis (GN). Seventy nine patients
(40 M, 39 F, mean age 42.7 ± 21.3 years) with biopsy-proven glomerular
disease i.e. 11 with minimal change disease MCD (3M, 7F), 11 - focal
and segmental glomerulosclerosis - FSGS (8M, 3F), 11 - membranous
nephropathy - MN (5M, 6F), 19 - mesangial proliferative – MGN (8M,
11F), 11 - membranoproliferative - MPGN (10M, 1F), 17 - IgA nephropa-
thy - IgAN (8M, 9F) and clinical indications for immunosuppressive ther-
apy were included in this study. The control group comprised 10 healthy
people. Serum concentration and urinary excretion of sFas were measured
before and after the treatment. Patients with GN underwent 12 months
of therapy with steroids (initial pulse therapy with methylprednisolone
1000mg i.v. every other day for 3-5 days followed by oral prednisone –
25 mg/day) and cyclophosphamide (0.6 g/m2 b.s. i.v. once a month for 6
months). The patients were divided into two subgroups according to their
response to the treatment i.e. responders (R) 25M, 27F - if post-treatment
proteinuria was below 0.5 g/day and no increases of creatininemia were
noted and nonresponders (NR) 15M, 8F if they did not fulfilled above
criteria. Patients classified to both subgroups had similar pretreatment con-
centration of serum total protein, serum creatinine, glomerular filtration
rate and proteinuria. Four patients with extremely elevated pretreatment
creatinine serum concentration and proteinuria were excluded from the
final analysis.
The results are shown in the table. Serum concentration and urinary ex-
cretion of sFas were significantly higher in R and NR subgroups than in
controls both before and after the treatment (both p < 0.05). However, sFas
pretreatment serum concentration was lower in R subgroup that in NR (p
< 0.05) but that difference was no longer observed after the treatment (p =
0.17). Urinary excretion of sFas showed lower values in R subgroup than
in NR both before and after the treatment (p < 0.05 and p < 0.01, respec-
tively). The 12 month treatment response was also confirmed by long-term
observation in our subjects. Every subject from R subgroup held on re-
mission and 8 of the patients from NR subgroup i.e. almost 1/3 developed
ESRD after 3 years of follow-up.

Serum sFas (ng/ml) Urinary sFas (ng/mg Cr)
Patients before treatment after treatment before treatment after treatment

R 7.2 ±9.8 12.7±9.5 2.3±5.4 1.9±7.6
NR 12.6±12.8 13.4±6.9 6.6±13.5 10.8±4.9
Controls 3.19±1.72 0.17±0.29

Lower serum sFas concentration before treatment and pre- and post-
treatment urinary excretion seem to correlate with better prognosis for
remission of proteinuria and lower risk of deterioration of kidney function.
Therefore those assessments may be helpful as a part of initial screening in
patients with GN.

MP072 LONGITUDINAL FOLLOW-UP OF BONE MINERAL
DENSITY IN CHILDREN WITH NEPHROTIC SYNDROME
AND THE ROLE OF CALCIUM AND VITAMIN D
SUPPLEMENTS

Sanjeev Gulati1, Raj K. Sharma1, Kiran Gulati2, Uttam Singh3,
Arvind Srivastava4. 1Nephrology, Sanjay Gandhi Post Graduate Institute
of Medical Sciences, Lucknow, UP, India; 2Radiodiagnosis, Sanjay
Gandhi Post Graduate Institute of Medical Sciences, Lucknow, UP, India;
3Biostatistics, Sanjay Gandhi Post Graduate Institute of Medical
Sciences, Lucknow, UP, India; 4Dietetics, Sanjay Gandhi Post Graduate
Institute of Medical Sciences, Lucknow, UP, India

Background We have previously demonstrated that children with idio-
pathic nephrotic syndrome (INS) are at risk of metabolic bone disease
(MBD). In this study we report the longitudinal follow-up of these children
and the role of Calcium and Vitamin D supplements.
Methods We prospectively studied 100 consecutive children with INS.
They were treated with prednisone. All were subjected to a baseline clini-
cal, biochemical and a radiological evaluation. They were initiated on Cal-
cium (500mg/day) and Vitamin D3 (200 IU/day) supplements, followed by
a repeat assessment. The primary outcome measure was the delta Z score
(difference between the initial and final Z scores) on DEXA. A univariate
and multivariate analysis using stepwise linear regression was done for
factors predictive of an improved delta Z score.
Results Of the 88 children that completed the study, the majority (n=54)
had improved bone mineral density (BMD) at spine and another 25 children
had stable BMD on calcium and Vitamin D3 supplements. The mean spinal
BMD values were significantly better on follow-up (0.620±0.013 gm/cm2)
as compared to baseline values (0.561±0.010 gm/cm2) (p< 0.0001). The
interval between initial and follow-up assessment was 1.5 ± 0.07 yrs. Chil-
dren who were on these supplements (n=73) had a significantly improved
delta z score as compared to those who did not get them (n=15) (p=0.008).
On multivariate analysis, the factors predictive of an improved delta Z
score were: younger age (p<0.0001), Calcium and Vitamin D3 supplement
(p< 0.0001), greater dietary calcium intake (p=0.022) and lower interval
steroid dose (p=0.001).
Conclusions We conclude that children with greater steroid doses were
likely to have low BMD on follow up. Calcium and Vitamin D supplements
help in improving BMD in children with INS.

MP073 THE EFFECT OF OMEGA-3 FATTY ACIDS ON
ENDOTHELIAL FUNCTION AND ATHEROGENIC
LIPOPROTEINS IN PATIENTS WITH NEPHROTIC RANGE
PROTEINURIA

Samira Siddiqui1, Muriel J. Caslake2, Bruce MacKinnon1,
William Ferrell3, Christopher J. Deighan1. 1Renal Unit, Glasgow Royal
Infirmary, Glasgow, United Kingdom; 2Pathological Biochemistry,
Glasgow University, Glasgow, United Kingdom; 3University Department
of Medicine, Glasgow Royal Infirmary, Glasgow, United Kingdom

Patients with nephrotic range proteinuria confer an increased risk of coro-
nary heart disease through the production of atherogenic lipoproteins. It
is also known that proteinuria is associated with endothelial dysfunction
and that in normal populations, fish oils may improve endothelial function.
We aimed to examine the effect of high dose omega-3 fatty acid derived
from fish oils on lipoproteins, LDL subfraction distribution and endothelial
function in these patients.
14 patients with primary glomerular disease and nephrotic range protein-
uria (>3g/24hrs) were recruited into the study. Cholesterol, triglyceride,
VLDL-C, LDL-C, HDL-C and LDL subfractions were measured at base-
line and after 8 weeks treatment with 4g daily of omega-3 fatty acids
(Omacor). Endothelial function was measured at baseline and following
treatment using the non-invasive technique of laser Doppler imaging.
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Following treatment plasma triglycerides (TG) fell from 2.2±1.0
to 1.8±1.0mmol/l p=0.005 and LDL-C increased from 4.3±1.8 to
4.8±1.5mmol/l p= 0.034. Total cholesterol (6.5±1.3 to 6.7±1.3), VLDL-C
(1.0±0.9 to 0.6±0.3), and HDL-C (1.1±0.5 to 1.2±0.4) were unchanged.
At baseline, the LDL profile was markedly atherogenic with 40% being in
the form of small dense LDL (LDLIII) and a median LDLIII concentra-
tion of 164±109mg/dl. The change in LDL profiles following treatment
was markedly variable. LDLIII concentration fell in 64% of patients with
an overall reduction in all 14 patients of 12%. The relative proportion of
LDLIII fell from 40% to 33% (p=ns). There was a clear correlation be-
tween TG reduction and LDL III reduction (r2 =33%, p=0.03). Endothelial
function, measured by microvascular vasodilator response to iontophore-
sis of acetylcholine, did not differ after treatment with high dose fish oil
(p=0.29).
In this preliminary report, treatment of patients with severe dyslipidaemia
secondary to proteinuria with omega-3 fatty acids produced a significant
reduction plasma TG that was associated with a reduction in concentrations
of atherogenic small dense LDL. However the overall response to treatment
was not enough to see a significant reduction in atherogenic lipoproteins.
In addition, in this population of patients, fish oils did not appear to im-
prove endothelial function. Fish oils may have a role in the management of
dyslipidaemia in patients with nephrotic range proteinuria however these
preliminary findings need to be reproduced on a greater number of patients
with more detailed analysis of atherogenic lipoproteins and a comparison
to healthy controls.

MP074 BONE MINERAL DENSITY IN CHILDREN WITH
NEPHROTIC SYNDROME RECEIVING LONG-TERM
STEROID THERAPY

Jee Min Park1, Jae Il Shin1, Jae Seung Lee1, Duk Hee Kim2, Jin Suk
Seo3. 1Department of Pediatrics, Yonsei University College of Medicine,
The Institute of Kidney Disease, Seoul, South Korea; 2Department of
Pediatrics, Seoul, South Korea; 3Department of Radiology, Seoul, South
Korea

Children with nephrotic syndrome may be at risk for osteoporosis because
of long-term steroid therapy. Few studies on bone mineral density(BMD)
in nephrotic syndrome have been reported. This study aimed at evaluating
BMD in children with nephrotic syndrome receiving long-term steroid ther-
apy. We performed BMD in 45 children with nephrotic syndrome treated
with steroid. These children were treated with prednisone as follows: initial
episode, prednisone, 60 mg/m2/day for 4 weeks, followd by 40 mg/m2 on
alternative days for 4 weeks and tapered by 10 mg/m2/week. Osteoporosis
is defined as a BMD value evaluated by dual energy X-ray absorptiome-
try(DXA) scan on lumbar spine L1-L4 of a z-score of 2.5 standard deviation
score(SDs) less than the mean. Osteopenia is definded as a BMD z-score
from 2.4 to 1.0 SDs less than the mean. Six out of 45 patients(13.3%)
had osteoporosis. Eighteen out of 45 patients(40.4%) had osteopenia. We
divided patients into three groups(normal BMD, osteopenia, osteoporo-
sis). In patients with osteoporosis had high current mean age, long-term
treatment period, and more steroid cumulative dose(P<0.05). The dose of
prednisone during steroid treatment also correlated with the decrease of
BMD z-score. Children with nephrotic syndrome are risk for low bone
mass, especially in long-term steroid use. Theses children should undergo
regular BMD evaluation and and appropriate therapy should be planned.

MP075 URINARY LEVEL OF N-ACETYL-β-D-GLUCOSAMINIDASE
(NAG) IS AN INDICATOR REFLECTING HISTOLOGICAL
TUBULAR LESION IN SUBCLINICAL IgA NEPHROPATHY

Joon Ho Song, Moon Jae Kim, Seoung Woo Lee, Geun Ho Park,
Seung Won Lee. Department of Nephrology & Hypertension, Inha Univ.
Hospital, Incheon, South Korea

Purpose: N-acetyl-β-D-glucosaminidase (NAG) is a small molecular en-
zyme present in renal proximal cells. Its urinary level reflects the damage
of proximal tubular cells in the early stages of potentially progressive re-
nal disease. It has been known that tubular grade predicted renal outcome
better than did other histological parameters in IgA nephropathy. The aim
of present study is to evaluate the relationship among urinary NAG level at

the initial manifestation, histological grade, and renal outcomes in patients
with subclinical IgA nephropathy.
Method: Forty-three patients firstly diagnosed IgA nephropathy with sub-
clinical manifestations defined as normal renal function, non-nephrotic
range-proteinuria, and not requiring immunosuppressive treatment were
enrolled in the study. Clinical, laboratory, and histological parameters, and
urinary NAG level were measured at the time of biopsy. Hass subclass and
semiquantitative grading of glomerulus (GG), tubulointerstitium (TIG),
Tubular (TG), and vessel (VG) were evaluated. We followed the subjects
were for 12 months with the primary end-point of the increase of serum
creatinine more than 50% of baseline.
Results: 1) The subjects consisted of 21 male and 22 female with a mean
age of 29±12 years. 2) At the biopsy, 7 (16.3%) patients were in sub-
class I, 10 (23.4%) in II, 16 (37.2%) in III, and 10 (24.4%) in IV, and
none were in V. 3) At the time of biopsy, mean level of urinary NAG was
11.7±11.3 U/gm creatinine. Urinary NAG level showed significant posi-
tive correlations with the classification of TIG, TG, 24-hour proteinuria,
and a significant negative correlation with serum albumin (all P<0.01). It
did not show any correlation with Hass subclass, GG, VG, serum crea-
tinine, and creatinine clearance. 3) During the follow-up period of mean
14 ±1 months (12-18 months), eight out of 43 patients (18.6%) reached
the primary end-point. The patients reaching the primary end-point had
significantly increased BUN, creatinine, TG, TIG, urinary NAG level (all
P<0.05) at the time of biopsy as compared those not reaching primary
end-point. On the other hand, Hass class, GG, and 24-hr proteinuria were
not different between both groups. 4) In the regression analysis, the inde-
pendent factors that affecting renal outcome were TIG and renal function
at the time of biopsy.
Conclusion: In the subclinical IgA nephropathy, independent factors as-
sociated with one-year renal come were initial renal function and tubu-
lointerstitial grade at the time of biopsy. Although it did not independently
predict the renal outcome, urinary NAG was an useful indictor reflecting
the tubular lesion in IgA nephropathy at the time of biopsy.

MP076 TRIPLE HOMOZYGOUS PODOCIN MUTATIONS IN A
PATIENT WITH FAMILIAL CONGENITAL FOCAL
SEGMENTAL GLOMERULOSCLEROSIS ASSOCIATED
WITH CARDIAC MALFORMATION

Ferah Sonmez1, Sevgi Mir2, Afig Berdeli2, Ayvaz Aydogdu1,
Ayca Altincik1. 1Pediatric Nephrology, Adnan Menderes University,
Aydin, Turkey; 2Laboratory on Molecular Genetics, Pediatric Nephrology,
Ege University, Izmir, Turkey

Recently, mutations in NPHS2, the gene encoding podocin, are reported to
be associated with steroid-resistant nephrotic syndrome. Here, we report
a 4 year old boy presenting with congenital nephrotic syndrome due to
focal segmental glomerulosclerosis caused by triple homozygous podocin
mutations.
He had nephrotic syndrome and microscopic hematuria two days after
birth and hypertension at the age of two. On the echocardiography aortic
valvular stenosis and regurtation were detected. His renal biopsy revealed
focal segmental glomerulosclerosis. He failed to respond to steroid and
cyclophosphamide treatments. There was parental consanguinity and his
two cousins also had congenital steroid resistance nephrotic syndrome.
Mutational analysis was performed with direct sequencing of one strand
of all 8 exons of the NPHS2 gene. Exons of NPHS2 gene were amplified
by PCR and subsequently sequenced by the Big Dye-terminator method.
Triple homozygote podocin mutations (G34G-P20L-R168H) were found.
The same mutations were also detected in his two cousins. After genotyping
ACE (DD) and ATRI (AC), angiotensin converting enzyme inhibitors and
angiotensin II receptor blocker were administered. Progressive renal failure
began at the age of four.
In conclusion, patients with congenital nephrotic syndrome should also be
screened for possible mutations of NPHS2 and also cardiac malformations.
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MP077 THE CLINICAL CORRELATION OF IGA ACCUMULATION
IN CHILDREN WITH HENOCH-SCHOENLEIN NEPHRITIS

Belde Kasap1, Afsin Kundak1, Mehmet A. Turkmen1, Alper Soylu1,
Sulen Sarioglu2, Salih Kavukcu1. 1Pediatrics, Dokuz Eylul University
Medical Faculty, Izmir, Turkey; 2Pathology, Dokuz Eylul University
Medical Faculty, Izmir, Turkey

Background: Henoch-Schoenlein purpura is the most common form of
systemic vasculitis in childhood and the long-term prognosis depends on
renal involvement which is always associated with dominant IgA deposi-
tion.
Aim: We aimed to evaluate the influence of the amount of renal IgA
accumulation on clinical and histopathological findings in children with
Henoch-Schoenlein nephritis (HSN).
Patients and Methods: Seventeen patients with biopsy proven HSN were
included. The clinical statuses of the patients at the time of diagnosis and at
the last visit were evaluated according to the adapted Goldstein classifica-
tion (A through D) and renal pathological changes were graded according
to the classification of International Study of Kidney Disease in Childhood
(ISKDC; grades 1 through 6). IgA accumulation was classified as +1 to
+4 semi-quantitatively. Then, Group I (+1 and +2 IgA accumulation) and
Group II (+3 and +4 IgA accumulation) were compared with respect to
their clinical and histopathological parameters.
Results: 53% of the patients were female (M/F: 8/9). The mean age at
onset of HSP was 9.3±3.13 years. The interval between the time of the
biopsy and the time when the first symptoms appeared was 5.1±6.9 months
(10 days-24 months). The mean duration of the follow-up was 39.7±26.8
months (4-94 months). The clinical status at the time of diagnosis was
class A in 6% (n=1), class B in 59% (n=10) and class C in 35% (n=6) of
the patients. Renal histopathological classification of patients were grade
1 in 6% (n=1), grade 2 in 65% (n=11) and grade 3 in 29% (n=5). None
of the patients experienced deterioration in renal functions and in 65%
of them the clinical status drew back to a better class in the follow-up.
The clinical statuses or histopathological changes were not significantly
different between the two groups. In addition, amount of IgA accumulation
was not correlated with clinical or histopathological status.
Conclusion: Despite the limited number of patients, this study established
that intensity of IgA deposition has no clinical or histological importance
in HSN.

MP078 THE RELATION OF IgM DEPOSITION TO CLINICAL AND
HISTOMORPHOMETRIC PARAMETERS IN CHILDHOOD
MESANGIOPROLIFERATIVE GLOMERULONEPHRITIS

Belde Kasap1, Mehmet A. Turkmen1, Sulen Sarioglu2, Banu Sis2,
Alper Soylu1, Salih Kavukcu1. 1Department of Pediatrics, 2Department of
Pathology, Dokuz Eylul University Medical Faculty, Izmir, Turkey

Background: Although the effect of IgM deposition on the treatment and
prognosis in mesangioproliferative glomerulonephritis (GN) is controver-
sial, it is generally considered to be detrimental to the course of the dis-
ease. It is known that children with minimal lesion disease having larger
glomeruli for their age evolve more frequently to focal segmental glomeru-
losclerosis (FSGS). The effect of histomorphometric changes on treatment
and prognosis in mesangioproliferative GN without IgM deposition is un-
known.
Aim: In this study we aimed to compare the clinical course and histomor-
phometric parameters of IgM (+) and IgM (-) children with mesangiopro-
liferative GN.
Patients and Methods: We retrospectively evaluated 25 pediatric cases
(M/F=15/10) with varying degrees of mesangial hypercellularity. Patients
with renal involvement secondary to systemic diseases were excluded. Uri-
nalyses, blood pressure percentiles, serum creatinine levels and ultrasono-
graphic renal changes at the time of biopsy were evaluated. In order to as-
sess glomerular size, area of 10 glomeruli was determined for each case. For
quantification of the cross-sectional area, Bowman’s capsular area (BCA)
and glomerular tuft area (GTA) were calculated by image analysis. The
largest four glomeruli among the 10 were selected and the number of the
cells at each tuft representing glomerular cellularity (GC) was counted.
Number of cells per tuft area (CTA) was determined by dividing GC to
GTA.

Results: The mean age at the time of biopsy was 6.54±4.27 years. The
mean follow-up period was 3.54±2.87 years. Median duration of signs be-
fore biopsy was 13.17±23.14 months. Twelve patients (48%) had IgM de-
posits on immunofluorescence (IF). The remaining had trace or no deposits.
Ten IgM (+) patients presented with nephrotic syndrome and two with
macroscopic hematuria. Of IgM (-) patients, five presented with nephrotic
syndrome, seven with macroscopic hematuria and one with non-nephrotic
proteinuria and microscopic hematuria. Age and gender were similar in
IgM (+) and IgM (-) patients. Moreover, urinary granular casts, ultrasono-
graphic changes, number of attacks per patient month, response to steroid,
systolic and diastolic blood pressure levels, BCA, GTA, GC and CTA
counts or serum creatinine levels were not significantly different between
the groups. Hematuria detected in urinary sediment was significantly com-
mon in IgM (-) patients (p:0.030). In addition, the ratio of patients with
nephrotic syndrome and macroscopic hematuria was significantly differ-
ent between IgM (+) and IgM (-) patients (p: 0.041). None of the patients
evolved to FSGS.
Conclusion: Despite the limited number of patients, we conclude that in
childhood mesangial glomerulonephritis, IgM (+) patients mostly present
with nephrotic syndrome while IgM (-) patients present with recurrent
macroscopic hematuria attacks. The other clinical and histomorphometric
parameters of IgM (+) patients are not significantly different from those of
IgM (-) patients.

MP079 THE RELATIONSHIP BETWEEN THE EXPRESSION OF
PLATELET-DERIVED GROWTH FACTOR (PDGF) – A AND
B CHAINS, AND THE PDGF-RECEPTOR (R) α IN HUMAN
GLOMERULONEPHRITIS (GN)

Ewa Miller-Kasprzak, Pawel Olejniczak, Anna Kubiak,
Madgalena Polcyn-Adamczak, Zofia I. Niemir. Department of
Nephrology, University of Medical Sciences, Poznan, Poland

Many research data suggest a role for PDGF-B chain and its receptor (R)
β in the mitogenic response of glomerular cells in GN. Recently, we have
reported on an increased expression of PDGF-A chain in non-proliferative
forms of GN (NPGN). However, there is only scanty information on the
interrelationship between the expression of PDGF-A and B chains, and the
PDGF-Rα in human GN.
The aim of the study was to examine the gene and protein expression of
PDGF-Rα, PDGF-A and PDGF-B in the normal human kidneys (NKs)
and in various morphological forms of GN. One hundred-six patients with
biopsy proven GN were included into the study. Among them were 92 sub-
jects with primary forms of GN and 14 with secondary GN. Sixty-seven
patients disclosed features of proliferative forms of GN (PGN) and 39
had NPGN. Seven NKs served as controls. The expression of PDGF-Rα,
PDGF-A and PDGF-B was examined by means of reverse transcriptase
– polymerase chain reaction (RT-PCR) and immunohistochemistry (IH).
Sets of primers recognizing and amplifying normal and alternative forms
of transcripts for examined factors were applied. The specificity of the
PCR products was confirmed by the restriction-enzyme analysis and se-
quencing. The alkaline – anti-alkaline phosphatase method was used in
IH.
By RT-PCR, transcripts for PDGF-Rα, PDGF-A and PDGF-B were found
in NKs and in GN. Our study showed the existence of alternative transcript
variants for PDGF-Rα and PDGF-A chain (but not for PDGF-B chain) in
the renal tissue with GN and NKs. With respect to the PDGF-Rα gene, the
presence of transcript of the normal length (6.4 kbp) was found in the all
examined kidneys. In addition, a transcript of 3.0 kbp in length was found in
65% of patients with GN and 25% of NKs. Regarding the PDGF-A chain,
two alternative forms of transcripts for this gene (containing or skipping
the exon 6 sequence of this gene) were found in 37 out of 65 patients with
GN and in 4 out of 7 NKs. Compared to NKs, an increased expression of
PDGF-Rα and PDGF-AA/AB and PDGF-BB proteins were observed in
GN. Upregulation of PDGF-Rα along with PDGF-AA/AB was observed
in glomeruli with features of NPGN (p < 0.0001 vs. PGN). On the other
hand, a significantly higher expression of PDGF-BB protein was observed
in glomeruli with PGN (p < 0.0001 vs. NPGN). A negative correlation
between the glomerular expression of PDGF-A and PDGF-B (r = -0.74;
p < 0.001), as well as between PDGF-B and PDGF-Rα (r = -0.71; p <

0.001) proteins was obtained in GN. In contrast, a positive and significant
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relationship between the glomerular expression of PDGF-Rα and PDGF-A
was observed in this condition (r = 0.85; p < 0.001).
Our results confirm the previous data on an increased expression of PDGF-
B in PGN. However, increased expression of PDGF-A and PDGF-Rα along
with an inverse relationship between the expression of proteins for PDGF-
A and PDGF-B, as well as PDGF-Rα and PDGF-B, stated in this study,
would suggest PDGF-A and PDGF-Rα involvement in the maintaining the
glomerular architecture in the course of GN.

MP080 MESANGIAL SOLUBLE FIBRIN DEPOSITION IN IgA
NEPHROPATHY

Ning Liu1, Toshiko Ihara2, Noriyuki Iehara3, Kazuhide Uemura1,
Atsushi Fukastu3, Toru Kita2, Michio Matsuda4, Takahiko Ono1.
1Clinical Pharmacology & Therapeutics, School of Pharmaceutical
Sciences, University of Shizuoka, Shizuoka, Japan; 2Department of
Cardiovascular Medicine, Graduate School of Medicine, Kyoto
University, Kyoto, Japan; 3Department of Nephrology, Kyoto University
Hospital, Kyoto, Japan; 4Division of Cell and Molecular Medicine,
Center for Molecular Medicine, Jichi Medical School, Tochigi-ken, Japan

Fibrin monomer (FM) and its derivatives in blood, are found in an early
stage of thrombosis. When they are produced in blood, they form com-
plexes with fibrinogen, and they exist as soluble complexes named soluble
fibrin (SF). Cross-linked fibrin (XFb) is often observed in mesangial areas
in active types of human glomerulonephritis. To clarify the contribution of
mesangial SF deposition and relationship to mesangial proliferation and
fibrin deposition in IgA nephropathy (IgAN) immunohistochemical study
was conducted. Nineteen patients with IgAN were studied. XFb was de-
tected in renal biopsy specimens using anti-d-dimer antibody combined
with plasmin exposure. SF was detected with a monoclonal antibody (IF-
43), and factor V was detected with rabbit antibody. The relationship of
SF staining to the activity index or XFb deposition, factor V staining were
evaluated. XFb, factor V and SF were observed in the mesangium in 18,
16 and 10 out of total 19 specimens, respectively. SF had frequent stain-
ing in the proliferating areas, showing a significant relationship to XFb,
factor V (p<0.05, respectively). Furthermore, XFb, factor V and SF de-
positions were markedly correlated with disease activity (p=0.04, p=0.04
and p=0.008, respectively). Present findings suggest that SF is stained in
mesangial area in active IgA nephropathy accompanied by mesangial pro-
liferation, in particular, in its early stage.

MP081 RISK ASSESSMENT OF THROMBOEMBOLIC EVENTS IN
ADULT PATIENTS WITH IDIOPATHIC NEPHROTIC
SYNDROME

Gener B. Ismail1, Camelia I. Ionescu1, Valentina Uscatescu2,
Laura Rugina1, Mihai M. Voiculescu1. 1Internal Medicine-Nephrology,
Fundeni Clinical Institute, Bucharest, Romania; 2Haemostasis
Laboratory, Fundeni Clinical Institute, Bucharest, Romania

Risk for thromboembolic accidents is much higher in nephrotic patients
than in any other internal organ disease. Analysis of thromboembolic events
risk factors in primary nephrotic syndrome patients allows identification of
low-risk and high-risk patients, an extremely important fact because of its
major impact upon therapeutically attitude.
The aim of our study was to analyze the incidence of thrombophilic ab-
normalities and to identify the predictive factors with the greatest im-
pact upon risk of thromboembolic events in adult patients with idiopathic
nephrotic syndrome. We examined 106 adult patients (56 M, 50 F, mean
age=46.7±12.5 years) with idiopathic nephrotic syndrome. All patients
were followed for a median duration of 37 months(3-50 months).For each
patient we recorded age, gender, 24h proteinuria, albuminaemia, choles-
terolaemia, triglyceridaemia, renal function, arterial hypertension, throm-
bophilic abnormalities(activity of AT III, protein C, protein S, fibrinogen
level, presence of RPCA and lupus anticoagulant)and histological features.
Univariate statistical analysis was done for predictive purposes.
During follow-up period 12 patients (11.3%) developed at least one throm-
botic event. Univariate statistical analysis has identified as risk factors
for thromboembolic events the followings: age (p<0.005), severe hy-
poalbuminaemia (p<0.001), AT III deficiency (p<0.001), positive RPCA

(p<0.005) and positive lupus anticoagulant (p<0.001). The following
parameters: gender, arterial hypertension, renal failure, hypercholestero-
laemia, hypertriglyceridaemia, dysfibrinogenaemia, protein C and protein
S deficiency had a minor impact upon the risk for thromboembolic acci-
dents. We had not identified any histological pattern with major impact on
the risk of thromboembolic accidents.
In conclusion, if nephrotic patients present severe hypoalbuminaemia
(<2g/dl), thrombophilic abnormalities and an advanced age as risk fac-
tors, no matter what histological pattern of the nephrotic syndrome, one
should consider prophylactic anticoagulant therapy in order to reduce the
risk of severe thromboembolic accidents.

MP082 SALVAGE THERAPY WITH MYCOPHENOLATE MOFETIL
IN PROGRESSIVE IGA NEPHROPATHY AFTER
CYCLOPHOSPHAMIDE OR STEROID PULSE THERAPY

Franz M. Rasche, David Czock, Leif K. Sailer, Frieder Keller. Internal
Medicine II, Division of Nephrology, University of Ulm, Ulm, Germany

Immunosuppressive therapy with cyclophosphamide or high dose steroid
pulses has proven evidence in progressive immunglobuline A nephropa-
thy (IgAN), but disease activity relapses in a majority of patients after
discontinuation of immunosuppression.
In this prospective trial, we assessed the potential value of mycophenolate
mofetil (MMF) as a salvage therapy in IgAN. Twelve patients with disease
progression after CyP and one patient after steroid pulse therapy (median
serum creatinine, 270 µmol/l) were continuously treated with MMF for
a median of 24 months, with a starting dose of 0.5 g orally twice daily
and dose adjustments according MMF trough blood concentrations (target
range, 2 to 6 µg/ml).
A clinical response, as defined by a reduction (>50%) in the linear regres-
sion slope of inverse serum creatinine, was observed in eight and nine of
13 patients after 6 and 12 months, respectively. MMF therapy significantly
inhibited the loss of renal function in linear regression analysis (13% per
year before vs. 4% after MMF therapy, p = 0.028). After 1 year, only one
of 13 patients showed an increase of serum creatinine of more than 50%,
and nine of 13 patients had a stable remission after a median of 24 months.
Proteinuria decreased from 0.9 to 0.3 g/l during MMF therapy (p = 0.006).
MMF trough levels and total daily doses were not correlated with clinical
efficacy.
Our data show that salvage therapy with MMF is suitable to preserve
renal function in patients with progressive IgAN after CyP or steroid pulse
treatment, suggesting that continued immunomodulation may be required
for renal protection in these individuals.

MP083 REPEATED RENAL BIOPSIES IN CYCLOSPORIN
TREATED PATIENTS WITH IDIOPATHIC MEMBRANOUS
NEPHROPATHY AND REMISSION OF NEPHROTIC
SYNDROME

Pantelitsa Kalliakmani1, Dimitrios S. Goumenos1, Eleni Koutroulia1,
Florentia Sotsiou2, John G. Vlachojannis1. 1Department of Internal
Medicine - Nephrology, University Hospital of Patras, Patras, Greece;
2Department of Pathology, ’Evangelismos’ General Hospital, Athens,
Greece

Cyclosporin-A (CsA) induces remission of nephrotic syndrome in patients
with idiopathic membranous nephropathy (IMGN) but it is a potentially
nephrotoxic drug. Although CsA is used in lower doses in the treatment of
nephrotic syndrome compared to those in renal transplantation the possi-
bility of nephrotoxicity has not been excluded. In this study the histological
changes in the kidney of patients with IMGN after remission of nephrotic
syndrome with CsA were estimated in repeated renal biopsies.
Eighteen patients (M/F 11/7), with nephrotic syndrome (24hr urine protein
6.2±2.1 g) due to IMGN and good renal function (Clcr 92±25 ml/min)
were included in the study. All patients were treated with low pred-
nisolone dose and CsA (2-3 mg/kgBW/d) with target blood levels about
100 ng/ml for 24 months. All patients reached partial or complete remission
of nephrotic syndrome after 5.6±2 months and underwent a repeat renal
biopsy after at least 24 months of treatment. In both biopsies the stage of the
disease, the degree of glomerulosclerosis, the severity of tubulointerstitial
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injury as well as the presence of typical lesions for CsA toxicity (arte-
riolopathy, striped fibrosis and isometric vacuolation of tubular epithelial
cells) were examined.
At the time of the repeat biopsy the renal function was well preserved (Clcr:
82±31 ml/min). All patients had remission of nephrotic syndrome (24hr
urine protein from 6.2±2.1 to 0.5±0.6 g, p<0.05) and reduction of the
amount of TGF-β1 excreted in the urine (from 598±113 to 442±98 ng/ml,
p<0.05). The mean blood levels of CsA before the administration (trough
levels, C0) and two hours after administration of the drug (C2) were 95±21
and 478±108 ng/ml). Over a mean follow-up period of 60 months a second
course of treatment was used in 8 patients (44%) because of relapses of the
nephrotic syndrome. The mean duration of treatment was 32 months.
In the repeated biopsies a progression of stage of the disease was evident
in 10 patients (55%), higher incidence of glomerulosclerosis and more
severe tubulointerstitial injury in 11 patients (61%). Apart from isometric
vacuolation of tubular epithelial cells in 2 patients no other signs of CsA
nephrotoxicity were observed. Significant correlations of the severity of
histological lesions in the repeat biopsy with creatinine clearance at the
same time (r=-0.595, p<0.05) and with the time elapsed from the first
biopsy (r=0.452, p<0.05) were also observed. No relation of histological
lesions with CsA levels was identified. In conclusion, small doses of CsA
with prednisolone are effective in the treatment of IMGN and are not
followed by typical lesions of CsA nephrotoxicity. However, significant
deterioration of histological lesions is observed in IMGN patients with
time even after remission of nephrotic syndrome with treatment. These
findings suggest that a low CsA dose regimen is effective and relatively
safe for the treatment of nephrotic patients with IMGN.

MP084 ANALYSIS OF THE FACTORS WHICH AFFECT RENAL
SURVIVAL IN IgA NEPHROPATHY: A COHORT STUDY

Carlo Manno, Giovanni F.M. Strippoli, Diletta Torres, Michele Rossini,
Francesco P. Schena. Department of Emergency and Organ
Tranasplantation, University of Bari, Bari, Italy

Background: The prognosis of IgA nephropathy (IgAN) was considered
good in early studies of this disease. Further studies demonstrated that
different categories of patients with IgAN develop chronic renal failure
within 10-20 years from the apparent onset of disease or from the time of
renal biopsy. Treatment is controversial and therapeutic trials are necessary,
however given the slow rates of progression identification of prognostic
factors is important to inform selection of patients for randomized trials.
We evaluated long-term survival and prognosis in a large cohort of IgAN
patients.
Materials and methods: From January 1971 to December 2003, we per-
formed 2710 renal biopsies of native kidney with 796 diagnosed cases of
IgAN. Of the latter, we selected all patients with a follow-up of at least
1 year for an analysis of cumulative renal survival from the time of renal
biopsy. The chosen endpoint was end stage renal disease (ESRD) from
time of biopsy. Analysis was by Kaplan-Meier analysis for censored data.
The influence of prognostic factors was evaluated on univariate and multi-
variate analysis by a logrank test and the Cox proportional hazard method.
Data are presented as unadjusted (HR) and adjusted hazard ratios (AHR)
with 95% confidence intervals (CI).
Results: A cohort of 437 subjects (296 men and 141 women) met the inclu-
sion criteria for our study. Mean age at renal biopsy was 31.0 ± 11.4 years.
The distribution of histological lesions according to Lee’s classification
was as follows: grade I, n=44, grade II, n=150, grade III, n=159, grade IV,
n=58 and grade V, n=26 patients. The mean follow up of the entire cohort
was 89.3 ± 61.6 months; sixty-three events of ESRD occurred. Five, ten,
fifteen and twenty-years renal survival from renal biopsy were 90.5, 80.9,
66.4 and 57.8 percent, respectively. Univariate analysis demonstrated that
microscopic hematuria at clinical onset (p=0.0007), presence of arterial hy-
pertension (p<0.0001), renal failure (p<0.0001), proteinuria (p<0.0001)
and more severe histological lesions (p<0.0001) correlated with poor prog-
nosis. Multivariate analysis by Cox regression showed that only microhe-
maturia (adjusted HR 2.62; 95% CI 1.54-4.46; p<0.0001), increased serum
creatinine concentration (adjusted HR 1.92; 95% CI 1.37-2.68; p<0.0001),
amount of proteinuria (adjusted HR 1.28; 95% CI 1.08-1.52; p=0.005) and
grading of histological lesions (AHR 1.89; 95% CI 1.39-2.56; p<0.0001)
were independent prognostic indicators of the risk of ESRD.

Conclusions. According to our data, the progression of renal damage in
IgAN patients depends on the presence of microscopic hematuria at clinical
onset, increased serum creatinine concentration, degree of proteinuria and
type of histological lesions at the time of renal biopsy. These findings may
inform criteria for enrolment of patients in therapeutic trials, which are
urgently needed.

MP085 THE ROLE OF METHYL PREDNISOLONE AND
INTRAVENOUS (IV) CYCLOPHOSPHAMIDE
COMBINATION TREATMENT IN PATIENTS WITH
IDIOPATHIC MEMBRANOPROLIFERATIVE
GLOMERULONEPHRITIS (IMPGN)

Mehmet Koc, Hakki Arikan, Yesim Al Ahdap, Omar Abdalla, Zehra Eren,
Bahtisen Guven, Sibel Kocak, Serhan Tuglular, Cetin Ozener,
Emel Akoglu. Marmara University Hospital, Division of Nephrology,
Istanbul, Turkey

Background: Although IMPGN carries unfavorable renal prognosis since
by 10 years after diagnosis 40-60% of patients need renal replacement
therapy, the treatment of IMPGN is still controversial. Effectiveness of dif-
ferent regimens of immunosuppressive therapies such as steroid and/or cy-
clophosphamide or cyclosporin remains conflicting. The aim of the present
study is to investigate the impact of IV cyclophasphamide and steroid com-
bination therapy on the management of IMPGN.
Methods: 19 patients (14 female) with IMPGN were administered monthly
pulse 0.5-1 gr cyclophosphamide for 3 to 6 months and 1 gram of pulse
methyl prednisolone for three consequtive days and then maintenance oral
methyl prednisolone therapy (60 mg/day for 2 months and tapering to 20
mg/day at sixth month). Complete remission was defined as the decline
in daily protein excretion below 0.5 g/day and inactive urinary sediment
without any proggession in renal functions within the first 6 months of
treatment.
Results: The demographical data at baseline is summarized in Table 1.
The baseline 24-hour urinary protein excretion decreased significantly af-
ter 6 months (4.07 ± 2.79 g/day to 0.7 ± 1.06 gr/day, p<0.001). Serum
albumin levels also increased significantly (2.7 ± 0.09 gr/dl to 3.97±0.6
gr/dl, p<0.001). Whereas the reduction in serum creatinine levels was
observed, this reduction was not statistically significant. 68% of patients
reached complete remission at a mean 3.4 ± 1.5 months of follow up (Ta-
ble 1). Cushingoid apperance and stria have been observed in 8 patients
and bacterial pnomonia developed in a patient and treated with antibiotics
successfully.

Table 1: Clinical characteristics of patient at baseline and at the end of treatment period.

Baseline Post Treatment

Age (years) 34 ± 12
Gender (n, F/M) 19, 14/5
Proteinuria (g/day) 4.07 ± 2.79 0.70± 1.06*
Serum albumin (g/dl) 2.7 ± 0.9 4,0 ± 0.6*
Serum Creatinine (mg/dl) 1.61 ± 1.88 1.03 ± 0.45
Time to Remission (mo) 3.4 ± 1.5

Data are presented as mean ± SD. * p<0.001 vs baseline

Conclusion: Our results demonstrate that steroid and IV cyclophos-
phamide combination therapy has high remission rates in patients with
IMPGN in 6 months. Although the long term effects of this regimen to
renal prognosis are not known, this regimen is promising in the treatment
of IMPGN.

MP086 MYCOPHENOLAT MOFETIL TREATMENT FOR
THERAPHY RESISTANT NEPHROTIC SYNDROME

Gulizar Manga Sahin, Sevgi Sahin, Gulcin Kantarci, Hulya Karadayi.
Nephrology, Goztepe SSK Hospital, Istanbul, Turkey; Nephrology,
Goztepe SSK Hospital, Istanbul, Turkey; Nephrology, Goztepe SSK
Hospital, Istanbul, Turkey; Nephrology, Goztepe SSK Hospital, Istanbul,
Turkey

Treatment of glomerular diseases may be unsuccessful or have a poten-
tial toxicities. This report presents our experience use of mycopheno-
late mofetil (MMF) in the treatment theraphy resistant nephrotic syn-
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drome. Forty-three steroid and other immunsupresive resistant patients
with biopsy-proven glomerulopathies received MMF and angiotensin
converting enzyme inhibitors(ACEI) and/or angiotensin receptor blocers
(ARB). We investigated the effect of MMF in 43 patient with a median age
of 30,2 ± 11 years. Mean follow up time was 15.9 ± 12 month. MMF was
given at a dose of 1000-2000 mg/per day. Median 24-hour urine protein,
creatinine, total cholesterol, plasma albumine value at the start and end of
MMF theraphy were compared with Mann-Whitney rank test, paired t test.
Serum creatinine levels decreased, from 1,29 ±0,55 mg/dl to 1,14 ± 0,38
mg/dl (p=0,05). Serum total cholesterol levels decreased from 247 ± 95
mg/dl to 193 ± 75 mg/dl (p=0,004)
Proteinuria decreased significantly during the treatment (p<0.05), from
3,26 ± 2,6 g/dl to 0,87 ± 1,1 g/dl. Plasma protein levels increased from 3,7
± 0,7g/dl to 4,3 ± 0,5 g/dl (p=0,02) Complete remission was seen in 19
patients, partial remission in 16 and MMF failure in 8 patients (2 with focal
segmental glomerulosclerosis,1 with IgA glomerulopathy, 1 with lupus tipe
4 glomerulopathy and 1 with membranous nephropathy)
In conclusion, the use of MMF for treatment of theraphy-resistant nephrotic
syndrome was well tolareted and effective when other conventional treat-
ments have failed and/or induced toxicity.

MP087 THERAPY OF FIRST EPISODE STEROID RESPONSIVE
NEPHROTIC SYNDROME (FESRNS): A RANDOMISED
CONTROLLED TRIAL

Carmine Pecoraro, Maria Rosaria Caropreso, Gabriele Malgieri,
Alfonso Ferretti, Francesca Nuzzi. Unit of Nephrology and Dialysis,
Santobono Children’s Hospital, Naples, Italy

In children in their FESRNS the risk of relapse is significantly reduced with
increased duration and dose of prednisone (P). Moreover, the reduction in
relapse risk seems primarily associated with an increase in duration not
dose (Cochrane Renal Group). To verify this observation we conducted a
randomised controlled trial comparing the benefits and the toxicity of two
corticosteroid regimes in preventing relapse in FESRNS compared with a
standard P regime.“Dose” regime (D): P 2 mg/kg/day for 6 weeks, followed
by alternate-day P at the same dose for 6 weeks, thereafter the alternate day
dose is decreased every two weeks by 0.25 mg (total duration of therapy:
26 weeks = 6 months).“Length” regime (L): a methylprednisolone pulse
i.v. (20 mg/kg/day) for three days; from the fourth day P 1 mg/kg/day
for 6 weeks, followed by alternate-day P at the same dose for 6 weeks,
thereafter the alternate day dose is decreased every two weeks by 0.25 mg
(total duration therapy: 26 weeks = 6 months). Standard P regime (S): P
2 mg/kg day for 4 weeks, followed by alternate-day P at the same dose
for 4 weeks, thereafter the alternate day dose is decreased every week
by 0.25 mg (total duration therapy 3 months). Three groups, each of 16
children with FESRNS, were treated, respectively, with regime D, L and S.
S group was considered as control group. The primary outcome measure
was the prevention of relapse as measured by the number of children with
and without relapse at 12 months of the study. No difference in clinical
and biochemical parameters of NS between the three groups was found.
Remission of NS was achieved after a mean time of 4.6, 4.1 and 6.4 days,
respectively, in group D,L,and S. Three patients (19%) of group D, 9 (56%)
of group L,12 (75%) of group S suffered the first relapse after a mean time
of 7.3, 4.1 and 3.0 months, respectively. Of the remaining 13 children in
the group D, 3 more showed their first NS relapse at a mean time of 19.3
months, 10 didn’t show any relapse at a mean time of 21,2 months. Of the
remaining 7 children in the L group, 3 more children relapsed during the
second year at a mean time of 16.3 months; of the remaining 4 children
in the S group none relapsed during the second year at a mean time of
18.7 months. P yearly mean dose resulted significantly lower in children of
group D (149 mg/kg) with respect to that of group L and S (198 and 213
mg/kg, respectively; p<0.001). Signs of steroid toxicity were lesser, at 12
months follow up, in children of group D when compared to that of group
S and L. Children in group D showed a relative risk to develop their first
NS relapse in the first year reduced of 74% when compared to children
in group S. Our results indicate that the reduction in relative relapse risk
in children with SRNS is associated with an increase in both duration and
dose of P in the treatment of their first episode. Full dose steroid therapy
and a 6 months treatment duration are effective in decreasing significantly
and without significant side effects the number of relapses of SRNS.

MP088 DECREASING INCIDENCE OF ESRD DUE TO IgA
NEPHROPATHY IN WESTERN FRANCE: AN EFFECT OF
ACE INHIBITOR USE?

Rehouni Boulahrouz1, Corina Stanescu1, Christophe Charasse1,
Nathalie Rioux2, Pierre Simon1. 1Nephrology Unit, Hôpital Yves Le Foll,
Saint-Brieuc, France; 2Pathology Unit, CHU Pontchaillou, Rennes,
France

Epidemiological data on ESRD due to IgA Nephropathy were studied
during three five-year periods in a region of western France; period A
= 1982-86, period B = 1992-96, period C = 2000-04. The region of the
survey comprised 412,735 inhabitants at the last census in 2000, of whom
391,265 were aged from 10 to 80 years. Between 1982 and 2000, general
population remained stable in this area, particularly in terms of migratory
behavior (98,7% Caucasians). Epidemiological data were evaluated in a
general population of 2 millions inhabitants. Diagnosis of IgAN was made
by renal biopsy. A cohort of 398 patients with IgAN was regularly followed
in our unit since 1975. Major results were as follow (A,B,C, incidence =
n/million inhabitants). 1) High increasing incidence of ESRD due to all
causes between A and B periods and low increasing between B and C: 76
vs 95 pmh and 95 vs 102 pmh, respectively, mean age at ESRD: 56, 62
and 69 yrs, percentage of patients over 65 yrs: 28%, 59%, 63% (<0.001
between A and B and ns between B and C). 2) Decreasing incidence of
ESRD due to primary glomerular diseases (PGD) during the last period:
22,5 22 vs 14,7 pmh (<0.001), mean age at ESRD: 50, 58, 58 yrs, sex
ratio males/females: 3, 2,1, 1. 3) High decreasing incidence of ESRD due
to IgAN during the last period: 9,5, 7 vs 3,7 pmh, whereas other PGD
incidence was unchanged: 13, 15, 11 pmh. Mean age at ESRD for IgAN
was 48, 62 and 59 yrs and for other PGD 53, 57 and 58 yrs, respectively.
Sex ratio m/f for IgAN was 4, 6 and 1,25. Among IgAN patients reaching
ESRD in period C, 90% of them had never been treated by ACEI and the
mean slope of annual GFR loss was 6, 2 ml per yr. In contrast, in a cohort
of 35 IgA patients treated by ACEI, of whom sex, age and renal function at
biopsy were matched with patients having reached ESRD, the mean slope
of annual GFR loss was 1,65 ml per yr.
Our epidemiological data shows for the first time a significant decrease
of IgAN incidence in western France. The effect of treatment by ACEI is
suggested.

MP089 INFLUENCE OF CYTOKINE GENE POLYMORPHISMS
ON THE PROGRESSION OF IGA NEPHROPATHY

Christos Bantis, Peter J. Heering, Sendogan Aker, Nicola Kuhr,
Bernd Grabensee, Katrin Ivens. Department of Nephrology,
Heinrich-Heine University, Düsseldorf, Germany

Recently polymorphisms of cytokine genes have been associated with mod-
ified gene expression and increased cytokine production. We evaluated the
influence of IL-10 gene G-1082A, TGF-β1 gene Arg25→Pro, TNFα gene
G-308A and IL-6 gene G-174C polymorphisms on the clinical course of
IgA nephropathy (IgAN).
We studied n=127 patients with biopsy-proven primary IgAN followed up
for 6.6 ± 6.0 years. Patients were classified according to the slope of re-
ciprocal serum creatinine into group A (slow progressors, n=78) and group
B (fast progressors, n=49). One hundred healthy volunteers were analysed
as controls. IL-10 gene G-1082A, TGF-β1 gene Arg25→Pro, TNFα gene
G-308A and IL-6 gene G-174C polymorphisms were determined by PCR
amplification.
The allele frequencies of the polymorphisms studied were similar in pa-
tients and control subjects (ns). Age, renal function, proteinuria and blood
pressure did not differ significantly at the time of renal biopsy between
patients with different genotypes (ns). IL-10 gene G-1082A polymorphism
influenced the progression of IgAN: the IL-10 low producer genotype was
more frequent in group B (fast progressors, high producers: 8%, low pro-
ducers: 92%) than in group A (slow progressors, high producers: 27%,
low producers: 73%, p<0.01). In the Kaplan Meier analysis of kidney sur-
vival, patients with the IL-10 low producer genotype showed a significantly
worse outcome (6.2 ± 0.8 years) compared to high producers (11.5 ± 2.8
years, mean ± SE, p<0.05). The IL-10 genotype remained an independent
risk factor for progression in multivariate analysis (Cox regression model,
HR: 1.73, 95% CI: 1.22- 2.45, p=0.002). TGF-β1 gene Arg25→Pro, TNFα
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gene G-308A and IL-6 gene G-174C polymorphisms were not associated
with the progression of IgAN.
Our results suggest that IL-10 gene G-1082A polymorphism is an impor-
tant marker of progression in patients with IgAN.

Vasculitis/systemic disease/diabetes
pathophysiology

MP090 MYCOPHENOLATE MOFETIL/PREDNISONE TREATMENT
IN LUPUS NEPHRITIS WITH HIGH HISTOLOGICAL
ACTIVITY AND CHRONICITY INDEXES

Ladislava P. Grcevska, Sonja L. Dzikova, Katica Zafirovska. Department
of Nephrology, University Clinical Center, Skopje, F.Y.R.M

Mycophenolate mofetil (MMF) in glomerulonephritis combines two ac-
tions: as an immunosuppressive agent it reduces the inflammatory process
early on, and subsequently it interferes with the genesis of fibrosis. We
treated 3 groups of patients with lupus nephritis: 1) with high histological
activity index (AI) 13,4±2,34, 8 patients, 2)high histological chronicity
index (CI) (6±0,7), 8 patients, and 3) low AI (3,5) and CI (1,5), 2 patients,
in order to detect the influence of MMF on both processes in clinical prac-
tice. The patients were treated for 2 years, MMF 2g/daily/prednisone for
the first and MMF1,5g/daily/prednisone for the second year. Patients with
high AI presented significant decrease of serum creatinine after 2 years
(286±112,95 to 131,2±44,65), two patients with acute oligoanuria were
withdrawn from dialysis treatment. Significant improvement of proteinuria
was also noted, from 6,97±1,81 to 0,9±0,31g/daily. Patients with high
CI presented some non-significant decrease of creatinine (178,5±47,73
to 129,25±22,88), but significant improvement of proteinuria (4,63±1,57
to 1,14±0,39g/d). One patient from the third group presented recovery
of the renal function (creatinine 196 to 72) and improvement of protein-
uria (7,93 to 3,4g/d), but the other did not respond. We can conclude that
MMF/prednisone treatment in clinical lupus nephritis is effective in high
AI and partialy in high CI. Because of small number of patients with low
indexes we were not able to make conclusions about this category.

MP091 SERUM IGA/C3 RATIO MAY BE A USEFUL MARKER OF
DISEASE ACTIVITY IN CHILDREN WITH SEVERE
HENOCH-SCHÖNLEIN NEPHRITIS

Jae Il Shin1, Jee Min Park1, Ji Hong Kim1, Jae Seung Lee1, Hyeon Joo
Jeong2, Hyon Suk Kim3. 1The Institute of Kidney Disease, Department of
Pediatrics, Yonsei University College of Medicine, Seoul, South Korea;
2The Institute of Kidney Disease, Department of Pathology, Yonsei
University College of Medicine, Seoul, South Korea; 3Department of
Laboratory Medicine, Yonsei University College of Medicine, Seoul, South
Korea

We investigated whether the serum IgA/C3 ratio might be a serologic
marker of disease activity in children with severe HSN. Twelve HSN pa-
tients who were treated with steroids and cyclosporine were examined. The
levels of serum IgA and C3 were measured using an international reference
preparation (IFCC/CRM470) and a renal biopsy was performed in all pa-
tients before and after therapy. After therapy, twelve patients were divided
into 3 groups: complete remission in 6 patients (Group I), mild urinary
abnormalities in 3 patients (Group II), and active renal disease in 3 patients
(Group III). The serum IgA/C3 ratio decreased significantly in Groups I
and II after therapy (2.62 ± 0.82 vs. 2.02±0.52, p = 0.02), whereas the ra-
tio in Group III increased although it was not statistically significant (2.13
± 0.93 vs. 4.67 ± 1.71, p = 0.25). A follow-up renal biopsy revealed that
the activity index (AI) was reduced in Groups I and II (7.0 ± 2.4 vs. 3.6
± 1.6, p = 0.016), and not changed in Group III (7.3 ± 2.1 vs. 9.3 ± 2.5,
p=0.25). The clinical outcome at the completion of therapy correlated pos-
itively with the AI at a follow-up biopsy (r = 0.87, p = 0.0001). The AI at a
follow-up renal biopsy correlated positively with the changes of the serum
IgA/C3 ratio (post-therapy IgA/C3 - pre-therapy IgA/C3, �IgA/C3) (post-
therapy AI = 1.20 X �IgA/C3 + 4.78, r = 0.635, p = 0.027). The clinical
outcome correlated positively with �IgA/C3 (r = 0.824, p = 0.001). These

findings suggest that the serum IgA/C3 ratio may be a useful marker to
predict disease activity and histologic severity in HSN.

MP092 HIGH MOLECULAR WEIGHT PROTEINURIA PREDICTS
OUTCOME IN ANCA-ASSOCIATED RENAL VASCULITIS

Omran Bakoush1, Marten Segelmark1, Ole Torffvit2, Sofi Olsson1,
Jan Tencer1. 1Nephrology, Lund University, Lund, Sweden; 2Medicine,
Lund University, Sweden

Background: Renal involvement is frequent in Anti neutrophilic cyto-
plasmic antibodies (ANCA) associated vasculitis and was shown to be
one of negative prognostic markers. Mortality and morbidity remains high
with many patients severing severe renal disease and identification of non-
invasive prognostic markers for patients and or renal survival is needed.
Previously we found that renal involvement in patients with ANCA-
associated glomerulonephritis characterised by increased urine IgM excre-
tion, however, in these patients, prognostic value of urinary IgM excretion
has not been studied.
Methods: We conducted a single-centre observational study of a median
60 months of 83 (49 males and 34 females) patients with renal involvement
due to ANCA- associated small vessel vasculitis. Prognostic significance
of age, serum albumin, serum creatinine, sex, ANCA status, degree of
albuminuria and urine IgM concentration, were analysed using univariate
and multivariate Cox’s regression analysis.
Results: Patient survival was 93% and 77% at 1 year and 5 years, re-
spectively and renal survival were 84% and 76% at 1 year and 5 years
respectively. Survival was associated with age, male sex, serum creatinine,
serum albumin and urine IgM excretion. Renal survival was associated
only with serum creatinine, degree of albuminuria and urine IgM excre-
tion. Multivariate analysis determined that old age and increased urine
IgM excretion were independent predictors of patient survival (OR= 11.2
and 4.4, respectively, P<0.01), and urine IgM concentration was the only
independent predictor of ESRD (OR= 19.8, P=0.004). Overall 35% of pa-
tients died with function native kidney or developed ESRD during follow
up time and urinary IgM concentration was the most potent single predictor
of outcome (OR= 7.7, P=0.000).
Conclusions: Increased urine IgM excretion at presentation was an adverse
feature for outcome in patients with ANCA-associated renal vasculitis.

MP093 ANGIOTENSIN-CONVERTING ENZYME (ACE) GENE
POLYMORPHISMS AND LUPUS DISEASE SEVERITY:
A PROMISING LINK!

Malik Anas Rabbani1, Mohammad Saeed2. 1Medicine, Aga Khan
University Hospital, Karachi, Sind, Pakistan; 2Biologiocal and
Biomedical Sciences, Aga Khan University Hospital, Karachi, Sind,
Pakistan

The ACE insertion/deletion (I/D) polymorphism has been inconsistently
reported to be associated with SLE. We hypothesized that the genetic se-
quence variation of ACE may not be causative for SLE, but may be in-
volved with disease progression. Amongst the 13 polymorphisms of the
ACE gene recently reported, a polymorphism in exon 17, ACE 2350 G>A,
has most significant effect on plasma ACE concentrations and shown to
be associated with essential hypertension. We carried out a retrospective,
case-control study of the two polymorphisms for putative associations with
SLE and allied phenotypes amongst a homogenous Asian population.
We investigated a sample population of 39 SLE patients (mean age 33
± 10 years; 9 males) and 79, age (35 ± 9 years) and gender (M/F =
20/59) matched healthy control subjects. Informed consent was taken from
all participants. All patients fulfilled the ACR criteria for SLE. We used
the Systemic Lupus Activity Measure score at diagnosis as an indicator
of disease severity; SLAM score ≥20 indicating severe SLE and ≤10,
mild disease. Our patients predominantly had moderate disease activity
(SLAM 11-19) at diagnosis and only 3 patients had mild SLE. Genotyp-
ing for ACE I/D and 2350 G>A polymorphisms was done as previously
described. The differences in the distributions of the six genotypes were
not statistically significant for either of ACE polymorphisms, as assessed
by chi-squared analyses. The groups were in Hardy-Weinberg equilibrium
for both markers as determined by the DA statistics. The frequency of the
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