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Methysergide and Retroperitoneal
Fibrosis

Brit. med.Ja., 1966,2, 1116-1117

Methysergide (Deseril) is at present the most potent drug for
the prevention of migraine, and is being widely used, especially
in America, as a long-term treatment. Withdrawal of the drug
may be necessary in 200% of cases owing to side-reactions like
persistent disequilibrium, vertigo, nausea, oedema, cramps,
and aching pains in the groins and legs (Graham, 1964;
Graham et al., 1966). Signs of vasoconstriction with cold
feet and loss of peripheral pulses are not uncommon

(Graham, 1964).
Recently a very curious and serious condition has been

described which occurred after long-term treatment with this
drug. Graham (1964) reported two cases of retroperitoneal
fibrosis from a series of 500 patients under prophylactic treat-
ment for migraine with methysergide. Utz et al. (1965), from
the Mayo Clinic, published a further three cases of retroperi-
toneal fibrosis which occurred after methysergide therapy.
Graham et al. (1966), from Boston, described a series of 27

patients-10 of their own and 17 others-who developed the

syndrome after treatment with methysergide.
Though the association does not definitely prove that methy-

sergide is the cause of retroperitoneal fibrosis, a similar case

which has recently been investigated in the Bradford Royal
Infirmary is considered worthy of publication. So far as we are

aware, no similar case has been reported in the British literature.

CASE REPORT

A woman aged 33 was admitted to the medical wards on 23

January 1966 with a history of swelling of the feet and puffiness of

the face for two weeks. She also complained of cramps in her

legs and shortness of breath on exertion.

Five years previously she was under investigation in another hos-

pital for recurrent severe headache, and was diagnosed by a neuro-

logist as suffering from migraine. No abnormality was detected in

the heart, the x-ray film at that time showing a normal cardiac

outline. The E.S.R. (Westergren) was 10 mm. in one hour. Since

then she has been treated with Tofranil (imipramine hydrochloride),
Cafergot, Novodil, and Stemetil (prochlorperazine) tablets for vary-

ing periods. For the last six months she had been receiving methy-

sergide tablets, 6 mg. a day, which had relieved her headaches

completely. The tablets were discontinued only after admission to

this hospital.
On examination she was an anxious-looking woman. Oedema

was present in the feet, hands, and face. B.P. was 150/80 mm. Hg.

Heart sounds were normal. Pulsations were present in all peripheral

arteries. There was tenderness in both renal angles, but the kidneys

were not palpable.
Investigations.-Her urine was sterile and the blood urea was

55 mg./100 ml. Serum protein and electrolytes were within normal

limits. Haemoglobin was 11.8 g./100 ml. and W.B.C. 14,000/

c.mm. (polymorphs 10,640, lymphocytes 2,660, monocytes 560,

.\osinophils 140). There was slight anisocytosis and the platelets

were normal. The sensitized sheep-cell-agglutination test and latex-

nucleoprotein test were negative. Serum antistreptolysin was 125

Todd units/ml. Serum calcium, inorganic phosphorus, and alkaline
phosphatase were within normal limits, but the sedimentation rate

was 124 mm. in one hour (Westergren).

RADIOLOGICAL INVESTIGATIONS

The transverse diameter of the heart was increased, with promi-
nence of the lower part of the right heart border. The aortic
knuckle was small.

Intravenous pyelography on 28 January showed grossly impaired
function of the right kidney and moderate impairment of function
of the left, with evidence of bilateral hydronephrosis and dilatation
of both upper ureters, but the exact site of the obstruction was
not demonstrated. The ureteric shadows faded gradually and the
cause of the obstruction was not seen.

Micturating cysto-urethrograms did not show any evidence of
ureteric reflux. Bilateral retrograde uretero-pyelograms were
obtained under television control on 10 February. The ureteric
catheters were passed readily up into both kidneys. Both upper
ureters were dilated down to 2 in. (5 cm.) below the upper border
of the sacrum. In this position the lumina were almost obliterated,
and forceful injections with the catheter tips brought down into the
area of narrowing failed to demonstrate any satisfactory lumen,
which was narrowed almost to the point of obliteration. This
condition was bilateral, but more severe on the right side than on
the left. From this point down to the bladder the ureters ran in
almost straight lines and the normal lateral curves of the pelvic
ureters were obliterated, indicating medial displacement and suggest-
ing the diagnosis of retroperitoneal periureteric fibrosis. Specimens
of urine from the catheters were sterile.

After retrograde pyelography the patient suffered from nausea
and vomiting and developed oliguria and uraemia. Blood urea rose
to 235 mg./100 ml. Renal drainage by indwelling ureteric catheters
was decided upon and a left ureteric catheter was passed up into
the kidney, but on the right side the catheter would not pass through
the uretero-vesical junction, and was left in to drain the bladder.
The left catheter drained 2,500-3,200 ml. of urine per day, but
there was no drainage from the vesical catheter. The blood urea
gradually diminished, and eight days later it was 53 mg./100 ml.
A radioactive renogram on 24 February showed an almost non-

functioning right kidney, but fairly good function was present in
the left kidney. It showed, however, an obstructive pattern, prob-
ably due to the presence of the ureteric catheter.

OPERATION

Exploratory laparotomy was performed through a left lower para-
median incision. The left kidney was normal, but the right was
large and hydronephrotic. The other abdominal organs were normal.
The pelvic brim was narrow and admitted only four fingers. The

structures of the posterior abdominal wall, including the aorta, in-
ferior vena cava, the iliac vessels, and ureters, were covered by a
thick layer of hard fibrous tissue extending from the level of L3
to below the pelvic brim. The uterus, tubes, ovaries, bladder, and
rectum were free from fibrosis.
The ureters were mobilized with great difficulty by incising the

thick fibrous tissue covering them ; this was almost to 1 in.
(2 to 2.5 cm.) thick. The ureters above the L 3 level were dilated,
but below the fibrosis their distal 2 to 3 in. (5 to 7.5 cm.) above
the vesical orifices looked normal. After mobilization the ureters
were fixed to the lateral abdominal wall with catgut, and the ovaries
and Fallopian tubes were placed behind the ureters in front of the
thick fibrous tissue in the pelvic brim. The abdomen was closed
in layers, but the left ureteric catheter was left in situ.

POSTOPERATIVE COURSE

After the operation her general condition improved gradually.
About 2,000-3,000 ml. of urine was drained from the left ureteric
catheter, but nothing from the catheter in the bladder for the first
seven postoperative days. Then it drained about 400-600 ml. of
urine, while drainage through the left ureteric catheter dropped to
1,600-2,400 ml. per day. The urine was infected with coliform
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organisms during the postoperative period and she was treated with
a course of ampicillin and later with Negram (nalidixic acid). Both
catheters were removed on the 13th postoperative day. The blood
urea was 25 mg./100 ml. Urinary infection with coliform organ-
isms persisted even after removal of the catheters, and was sub-
sequently treated with kanamycin.
A radioactive renogram on the 19th postoperative day still

showed a non-functioning right kidney and good function, though
still with obstructive changes, in the left side.
An intravenous infusion pyelogram one month after operation

showed signs of moderate hydronephrosis in the left kidney with
dilatation of a moderate degree down to the niid-sacrum. Below
this the calibre was normal. In spite of the dilatation of the upper
ureter, the kidney was draining moderately well, and by 30 minutes,
though the kidney still cast a dense shadow, a reasonable amount of
dye had already reached the bladder. Even at an hour the calices
were still somewhat dilated, and there was some stasis in the upper
two-thirds of the ureter, which showed medial displacement over the
sacrum. The right kidney was non-functioning up to two hours.

Histological examination of the fibrous tissue removed from the
posterior abdominal wall showed it to be composed of a mixture of
fibrous -and adipose tissue with chronic inflammatory infiltration,
mainly of lymphocytes. Focal perivascular collections of lympho-
cytes were seen, and in one instance there was an endarteritis. The
appearances were essentially those of fibrous granulation tissue. A
lymph node removed from the periaortic group showed congestion
and fibrosis (see Fig.).

Histological section of the fibrous tissue removed, showing fibrous
granulation tissue.

DISCUSSION

Retroperitoneal fibrosis is an uncommon but interesting con-
dition. About 150 cases have been reported (Graham et al.,
1966). It was first described by Ormond in 1948-that is, long
before the introduction of methysergide. The cause of the
condition is very obscure, and probably more than one factor is
involved.
Chisholm et al. (1954) suggested that spread of infection to

regional lymph nodes may be a factor, but there is very little
evidence in support of this. In the above case, though the peri-
aortic lymph node removed showed signs of congestion and
fibrosis, the urine was not infected in the initial period.

Barrett (1958) compared the microscopical appearances to
those of Riedel's thyroiditis, but the association of these two
conditions has not been reported. With very little evidence to
support it, an autoimmune reaction has been suggested (De
Gennes et al., 1960). Sensitized sheep-cell-agglutination test
and latex-nucleoprotein test, however, were negative in this case.

Local Histoplasma capsulatum infection has been thought
to be a causative factor in four cases in areas where histo-
plasmosis is endemic (Salyer et al., 1959).
Though it is difficult to prove that methysergide therapy is

the cause of retroperitoneal fibrosis, the association has now
been reported so often that a causal relationship must now be
considered possible and be borne in mind by anyone prescribing
-this drug.

All the previously reported cases had been on the drug for
more than eight months, the majority between 20 months and
four and a half years (Graham et al., 1966). In the present case
methysergide had to be withdrawn within six months because
of side-effects.

Hydronephrosis is the most constant sign of this disease. In
11 out of 27 cases reported by Graham et al. the E.S.R. was
raised, and in the above case it was 124 mm. in one hour.

Patients with periureteric fibrosis sometimes present with
signs of oliguria and anuria, and there is a definite risk of
anuria following retrograde catheterization ; this occurred in
the first reported case of the diseases (Ormond, 1948) and it also
occurred in the above case. Unilateral retrograde ureteric
catheterization should be sufficient to establish the diagnosis,
as it would demonstrate the stenosis and the medial displace-
ment of the lower ureter necessary to make the radiological
diagnosis. The condition will of course be suspected in cases
showing bilateral ureteric obstruction of the upper ureters, but
many other conditions can produce this, so the medial displace-
ment must be demonstrated before a firm diagnosis can be
made.
Of 27 cases reported-by Graham et al. (1966) 14 were treated

surgically; others improved clinically and radiologically after
the drug treatment was stopped. In the above case the left
side improved only after stopping the drug and after operation,
but spontaneous recovery did not occur on the right side, and
this kidney has remained non-functioning. No further opera-
tion was carried out on the right kidney because the patient
was reluctant to submit herself to further surgery.

In several of the cases reported by Graham et al. cardiac
murmurs developed during methysergide therapy. In the above
case the heart size was known to be normal five years pre-
viously; but she presented with definite cardiac enlargement,
and the first radiograph raised the possibility of an early mitral
stenosis.

We are indebted to Mr. H. Hamilton Stewart, who performed the
ureterolysis, for permission to publish this case.

REGINALD J. CARR, M.D., D.M.R.,
Consultant Radiologist, Bradford Royal Infirmary.

Bijoy K. BISWAS, M.B., M.S., F.R.C.S.,
Surgical Registrar, Department of Urology, Bradford Royal

Infirmary.
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