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ABSTRACT

Idiopathic retroperitoneal fibrosis is a rare disease often
causing obstructive uropathy because the fibrosis
entraps the ureters. The retroperitoneal tissue is
constituted by a fibrous component and a chronic
inflammatory infiltrate with the former characterized
by miofibroblasts. The infiltrate displayed perivascular.
Last years, the immunosuppressive therapy and the
decompression of obstructive renal failure have
improved the prognostic. We reported 9 patients with
Idiopathic retroperitoneal fibrosis in a Centre. We
evaluate clinical symptoms at the presentation with the
signs of renal and non-renal involvement. We evaluate
the achieved therapy and the follow-up. All 9 patients
had a radiological and/or histological diagnosis in the
absence of malignancy, previous radiotherapy or
gadolinium’s administration with severe renal failure.
The patients were treated with 1 mg/kg/day of
prednisone three months and possibly the insertion of
ureteral catheters. 89% patients have a high rate of
initial success without renal failure, despite frequent
disease relapse. A patient developed progression of the
fibrosis.
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INTRODUCTION

Idiopathic retroperitoneal fibrosis (IRF) is an uncommon
condition that usually presents obstructive uropathy. The fi-
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RESUMEN

Introduccion: La fibrosis retroperitoneal idiopatica es una
entidad clinica de presentacion poco frecuente, que sue-
le cursar con uropatia obstructiva por atrapamiento ure-
teral por el tejido fibroso e inflamatorio crénico, consti-
tuido por miofibroblastos de disposicion perivascular. En
los ultimos afos, el prondstico parece haber mejorado
con el tratamiento médico inmunosupresor y con las in-
tervenciones uroldgicas de liberacion de los uréteres. He-
mos revisado los pacientes diagnosticados de fibrosis re-
troperitoneal idiopdtica en nuestro centro con el objetivo
de revisar el motivo de presentacion clinica, de afectacion
renal y extrarrenal, el tratamiento realizado y la evolu-
cidn clinica sequida. Han sido nueve enfermos no neopla-
sicos, no tratados previamente con radioterapia y sin ad-
ministracion previa de gadolinio en presencia de
insuficiencia renal avanzada. Seis de ellos tienen diagnds-
tico histoldgico y tres radioldgico. Han sido tratados con
prednisona, 1 mg/kg/dia durante tres meses, y la posibili-
dad de colocacion de catéteres endoluminales doble J. El
89% de estos pacientes ha seguido una buena evolucion
sin insuficiencia renal crénica progresiva. Las recidivas
han sido frecuentes a lo largo de su sequimiento.

Palabras clave: Fibrosis retroperitoneal idiopatica. Prondstico.
Tratamiento.

brous tissue of IRF consists of an inflammatory infiltrate cha-
racterised by perivascular myofibroblasts that contain
lymphocytes, macrophages, plasma cells and eosinophils.'?
The ureter is often trapped in this fibrous tissue and this cau-
ses obstructive uropathy and consequently, chronic ascending
pyelonephritis.’ The prognosis of this disease seems to have
improved in the last decade as different treatments have been
tested and urinary bypasses have been carried out.
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We have retrospectively reviewed the cases of nine patients
diagnosed with IRF in one centre, after excluding patients
with retroperitoneal fibrosis associated with neoplasia, radio-
therapy or previous administration of gandolinium derivati-
ves when advanced kidney disease was present. We reviewed
the symptoms that led to diagnosis, the treatment administe-
red and the progress of the condition.

MATERIAL AND METHOD

We retrospectively reviewed cases of patients diagnosed with
IRF during the last 16 years in Parc Tauli Health Corporation in
Sabadell, which covers a health care area with 400,000 people.
These patients were monitored until 31 December 2008. The
objectives of this study were: 1) to review the clinical
manifestations of IRF that lead to its diagnosis, as well as the age
and sex of patients; 2) the effect on the kidneys if any; 3)
extrarenal complications if any; 4) drug treatments administered
and urological procedures carried out if applicable; 5) clinical
progress: follow up time and complications.

All patients with a history of neoplasia or radiotherapy were
excluded. Drug treatment prior to diagnosis has been taken
into consideration, especially the use of ergotics, betabloc-
kers and gandolinium. A history of aortic aneurisms and re-
troperitoneal surgery was also taken into account.

The diagnostic criteria were based on the histology: the biop-
sied tissue had to present fibrosis with inflammatory infiltra-
te containing lymphoplasmacytic cells and macrophages; it
should be predominantly perivascular and contain irregular
bands of collagen (figure 1). In the case of a radiological
diagnosis, a fibrotic band around the aorta or iliac vessels
would confirm IRF. In both cases, patients with infectious di-
seases (especially tuberculosis in this context), neoplasia(es-
pecially lymphoproliferative syndromes), sarcoidosis and au-
toimmune diseases were ruled out in accordance with the
clinical and analytical criteria.

Kidney function was measured at the time of diagnosis and
during the final check-up with the study deadline being 31
December 2008. Therefore, plasma creatinine was measured
in mg/dl at both times. The existence of obstructive uropathy
was determined using ultrasound or an abdominal scanner.

At the time of diagnosis, any non-nephrourological damage
to theabdomen was established, paying particular attention to
the possibility of vascular (aorta or iliac) and digestive (bile
duct and alimentary canal) problems, using ultrasound or ab-
dominal scanner, as well as the relevant tests associated with
the symptoms present.

The progress of the condition was evaluated during weekly
check-ups which included GSV testing, a haemogram, kid-
ney function testing (creatinine and glomerular filtration) and
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Figure 1. This image shows severe retroperitoneal fibrosis with
inflammatory infiltrate consisting of lymphoplasmacytic cells and
macrophages, predominantly perivascular and containing irregular
bands of collagen (Masson’s trichrome stain x 4).

liver function testing (GOT, GPT, gamma GT, alkaline phos-
phatase), cholesterol, triglycerides, total proteins and PCR,
and the following was tested in urine: proteinuria and sedi-
ment. Even though there was no deterioration in kidney func-
tion, abdominal check-ups using a scanner were carried out
annually.

There was a particular focus on the possibility of complica-
tions occurring, especially vascular complications (arterial is-
chemia or vein thrombosis in the lower limbs), urological
complications (the emergence or worsening of hydronephro-
sis if already present, urinary infections, hydrocele, varicoce-
le) and digestive complications (hepatobiliar or pancreatic
damage).

RESULTS

From 1 October 1991 to 31 December 2008 nine patients
were diagnosed with IRF in our centre. In six cases the diag-
nosis was made on the basis of the histology and in three ca-
ses it was diagnosed radiologically using a scanner and MR.
In all cases, especially in the three cases diagnosed radiolo-
gically, other possible diagnoses of secondary IRF were ru-
led out. Table 1 shows that the cases reviewed involved eight
men and one woman with an average age of 47.7 (28-60) at
the time of diagnosis. One patient diagnosed in 1982 who suf-
fered a subsequent relapse in 1995 and one case with a his-
tory of an aortobifemoral graft were included.

All patients with a history of neoplasia or concomitant con-
ditions were excluded.

The most common symptom was abdominal or lumbar pain,
which was the reason for seeking medical advice in 67% of
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Table 1. Characteristics of patients at the time of diagnosis of idiopathic retroperitoneal fibrosis

Abdominal pain  Insuf. Large Urologic Complica.
Patient Sex/age Lumbar pain renal Hydronephosis vessels hydrocele hydrocele Relapse
1 JNF V 52 + --- Bilateral --- + Double J +/--
2 JLIN V 40 + --- Bilateral --- --- Double J +/+
3 AFX VvV 28 + --- Unilateral + + Double J --/--
4 FGB V 60 + --- - - + --- +/--
5 JSX V 60 + --- Bilateral --- --- Double J +/+
6 PRC V 59 --- --- Unilateral --- --- --- --/--
7 APA M 53 + - - --- --- - +/+
8 FMM V 33 + --- Unilateral --- --- --- +/+
9 JST V 45 -—- + Bilateral + - Nephros/DJ +/+

Fail.: Failure; Complica.: complications; M: male; F: female; Nephros.: nephrostomy; Double J: Double J catheter; +: symptoms pre-

sent; --: no symptoms.

cases. At the time of diagnosis, 33% of patients presented kid-
ney failure, 33% were experiencing unilateral obstructive
kidney damage and 44% were experiencing bilateral obstruc-
tive kidney damage; there was no initial kidney affectation in
22% of cases. A third of male patients (33%) initially presen-
ted unilateral or bilateral hydrocele, and 22% presented deep
vein thrombosis in the legs.

One mg/kg/day of Prednisone was administered for three
months, with this amount being reduced later on in eight of
the nine cases. Double-J catheters were inserted in the ureters
of the seven patients that presented hydronephrosis; a ne-
phrostomy was initially carried out on one of them.

The average follow-up time for patients was 89.4 months (26-
156). Two patients did not experience recurring symptoms,
although the fibrotic band was still present (smaller) in the
radiological exams using an abdominal scanner throughout
the follow up period, which lasted 40 and 156 months respec-
tively for these patients. The three patients diagnosed radio-
logically were monitored for 69, 110 and 156 months respec-
tively. The patient with a history of vascular surgery was
monitored for 110 months.

A third patient, who was the only one not treated with pred-
nisone and who had a history of vascular surgery, did not ex-
perience recurring symptoms although the periaortic band
was still present in the radiological exam.

Five patients treated with prednisone have become dependent
on corticoids since they regularly relapsed. One patient be-
gan haemodialysis 48 months after he was diagnosed with
IRF and presented frequent outbreaks and relapses. He died
10 years later on dialysis because of cardiovascular compli-
cations. A kidney transplant was never performed since the
possibility of a bypass graft was rejected. There were no other
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complications associated with the IRF while the patient was
in dialysis. In total, 62.5% of patients were dependent on cor-
ticoids.

With the exception of the patient with the poor prognosis who
started haemodialysis, the other eight patients presented com-
plications shown in table 2. One patient who presented peri-
biliary fibrosis also presented choledocholithiasis as a com-
plication during the follow up period. Another patient also
presented sclerosing cholangitis lesions and bridging hepatic
fibrosis in the liver biopsy carried out because of dissociated
cholestasis, however cirrhosis was not confirmed. Six years
before being diagnosed with IRF, this patient also presented
an episode of acute pancreatitis and cutaneous panniculitis,
and for that reason a differential diagnosis including vasculi-
tis and sarcoidosis was insisted upon.

The two patients with right renal atrophy already presented
atrophy at the time of diagnosis. One of them presented con-
tralateral hydronephrosis and for that reason the left ureter
was catheterized. The other patient was unaffected.

Two patients presented iliac artery obstruction, and one of
them significant arteriosclerosis. One patient presented femo-
ropopliteal vein thrombosis during the follow up period.

In addition to this, one patient presented obesity, Cushing’s
syndrome and obstructive sleep apnoea in response to pred-
nisone rather than as a result of IRF.

DISCUSSION

The term “retroperitoneal fibrosis” is used to describe diffe-
rent physiopathological conditions that all generate fibrosis
in the retroperitoneal space. They cause obstructive kidney
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Table 2. Progress of patients diagnosed with idiopathic retroperitoneal fibrosis
Patient Relapse/pain TCKD Urological C. Vascular C. Disgestive C.
1 JNF - - Hydrocele - -
2 JLIN + --- Hydronephrosis --- Hepatic
3 AFX + --- Renal atrophy Peripheral arteriopathy ---
4 FGB --- --- --- --- Choledocholithiasis
5 JSX + --- Hydronephrosis TVP ---
6 PRC Hydronephrosis
7 APA +
8 FMM + --- Renal atrophy --- ---
9 JST + + Hydronephrosis - -

TCKD: terminal chronic kidney disease; C: complications; Art: arteriopathy; DVT: deep vein thrombosis; +: damage present; ---:

no damage.

failure by affecting the ureter unilaterally or bilaterally. This
can potentially be reversed as long as all other obstructive
uropathies are taken into consideration in the differential
diagnosis.

The anatomopathological substratum of the illness is the
chronic, non-specific inflammatory process, with an abun-
dance of macrophages”and perivascular distribution, which
in general is periaortic.'

In most cases, retroperitoneal fibrosis is idiopathic, however
30% of cases are associated with other factors such as drugs
(ergotics and betablockers are most commonly cited), neopla-
sia, aortic aneurisms, collagenopathies and vasculitis.*® Eight
out of nine patients in our study presented idiopathic retrope-
ritoneal fibrosis. One patient underwent aortoiliac surgery
three years before, however this was considered an unlikely
cause of retroperitoneal fibrosis and the case was recorded as
idiopathic.

Fifteen percent of patients also presented extra-retroperitone-
al fibrosis® (figure 2). Thus, all the organs in the abdominal
cavity can be enveloped by fibrosis (sclerosing cholangitis,
pancreas and pelvic organs are most commonly described).
Cases of mediastinal fibrosis, Riedel thyroiditis, orbital pseu-
dotumours and fibrosis of the maxillary sinus have also been
described outside the abdomen; all are examples of multifo-
cal fibrosclerosis syndromes.'*"

The case of the patient who was administered gandolinium,
which caused systemic fibrosis and symptoms that have been
described in recent years as those of nephrogenic systemic fi-
brosis, was excluded.?"

Six of our cases were diagnosed on the basis of the histology
and three radiologically, and all patients presenting neoplasia
(lymphoma, sarcoma) and infections (tuberculosis) were ex-
cluded. We excluded patients with concomitant neoplasia
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(transitional cell carcinoma of the urinary tract was the most
common) and those undergoing radiotherapy. The abdominal
scan, in particular the MR scan, are the techniques of choice
used to confirm a diagnosis of IRF.**

The age of onset and sex of IRF patients (mostly male) coin-
cide with other studies™'®: The average age was 47.7 years in
our study compared with 56 years in others, and the percen-
tage of males affected was 89% in our study compared with
86% and 63% respectively in others.*'®

Abdominal or lumbar pain was the most common symptom
(67%). This also coincides with the findings of other authors.
In general, pain was accompanied by other non-specific
symptoms like weakness, loss of appetite, weight loss and fe-
ver. With these symptoms and the imaging findings, a diffe-
rential diagnosis is made that includes other processes like

Figure 2. Severe splenorenal fibrosis between the renal and splenic
tissues, which could be diagnosed as idiopathic retroperitoneal fibrosis
(Masson’s trichrome stain x 4).

301



A. Rodriguez Jornet et al. Idiopathic retroperitoneal fibrosis

originals

lymphoproliferative syndromes, sarcomas, sarcoidosis and
vasculitis. Therefore, the histological diagnosis is often indis-
pensable. In this study, the last four patients described were
effectively diagnosed using an MR-guided biopsy. This could
be the method of choice in the future. Corradi et al.’ obtained
histological samples from laparotomies or laparoscopies, ta-
king advantage of ureterolysis in 24 patients. Van Bommel et
al., who also included 24 patients in their study, only carried
out biopsies on two of them, since the diagnosis in most ca-
ses was made radiologically.'* Moroni et al. confirmed the
diagnosis histologically in 8 of their 17 patients by using
biopsies obtained from laparotomies and, in one case, from a
laparoscopy.”

The percentage of patients who presented obstructive uro-
pathy was 77.8%. Initially, 33% of males also presented
hydrocele.

After kidney complications, vascular complications were the
most common finding at the time of diagnosis (22%) and
throughout the follow up period (33%). Artery complications
caused by extravascular fibrosis was slightly more common
than vein complications.

One patient presented sclerosing cholangitis at the time of
diagnosis and another presented it during the follow up (22%
in total). The latter patient required a special differential diag-
nosis which included vasculitis, sarcoidosis and the after-
effects of pancreatitis because he had suffered from acute
pancreatitis and panicullitis six years earlier.

Other studies describe vascular, artery or vein complications
as being more common,"” although they refer to radiological
(65% of cases) not clinical effects like the ones described in
our study (44%), which takes into account the findings both
at the time of diagnosis and during the follow-up. In most of
the cases in this study, the fibrotic band surrounded the large
abdominal vessels, the aorta or the inferior vena cava. Corra-
di et al.’described how 17% of cases presented vascular com-
plications. In the study by Van Bommel et al.'*25% initially
presented vascular complications, however only 8.3% of ca-
ses presented any clinical damage. In these studies, the ef-
fects on the bile ducts, gallbladder, liver and pancreas have
not been described.

The treatment administered in this centre was prednisone
and ureterolysis in cases of ureteral compression.'” These
studies are retrospective like ours and include a population
that is too small to draw significant conclusions, however,
it seems that immunosuppression and urological procedu-
res are the treatment of choice. Immunosuppression invol-
ves corticotherapy, although in some cases it is administe-
red along with azathioprine, cyclophosphamide or
tamoxifen,"”'® despite the fact that there is no evidence to
suggest that these immunosuppressants improve patient
prognosis during follow up. Marcolongo et al.," in a series
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of 26 patients, obtained good results administering predni-
sone and azathioprine. In the future, treatments that inhibit
the proliferation of fibroblasts or their apoptosis, like inter-
feron, may be preferable.

The average follow up time for our patients of 89.4 months
was significant even though the duration of the study was
short. This made it possible to recommend conservative tre-
atment for patients by administering prednisone and carrying
out urological procedures using double-J catheters, which
were generally inserted at the site of previous nephrostomies
or via an ascending route. This long follow up period also ru-
les out the possibility of retroperitoneal fibrosis which is of-
ten secondary to lymphoproliferative processes and low gra-
de lymphomas. Oshiro et al.” in particular insist on this
possibility.

We can conclude that IRF is an uncommon clinical condition
that mainly affects males of around 50 years of age. This con-
dition can be diagnosed histologically through biopsies and
monitored using abdominal imaging techniques. Because of
its pathogenic nature, the treatment of this condition currently
involves administering corticotherapy. Urological procedures
should be undertaken with care and should be as non-invasi-
ve as possible, like double-J catheters. Relapses are common
and should be treated once again with prednisone and pos-
sibly endoureteral catheterization. The current prognosis
using these measures is satisfactory.
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