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CASE REPORTS

Mesalazine associated nephrogenic diabetes
insipidus presenting as weight loss

E A Masson, J M Rhodes

Abstract
Nephrotoxicity in association with
5-aminosalicylic acid therapy is well recog-
nised. In this patient the nephrotoxicity only
became apparent after severe weight loss had
occurred in association with nephrogenic dia-
betes insipidus. The patient aged 26 with
ulcerative colitis received resin coated
mesalazine (Asacol) 1200 mg/day and lost 12 kg
in weight over a four month period, only
complaining of thirst towards the end of this
period.

Interstitial nephritis has been associated with the
administration of many drugs,' particularly anti-
biotics, diuretics, and non-steroidal anti-
inflammatory agents. Blood concentrations of
salicylate are normally low in patients receiving
sulphasalazine or mesalazine (5-aminosalicylic
acid, 5-ASA) for control of ulcerative colitis but
there can be considerable individual variation in
absorption of 5-ASA and there are also differ-
ences between the various preparations avail-
able.2 The development of nephrotic syndrome
has also been reported in association with both of
these drugs.34 We report a case where a patient
receiving mesalazine for control of ulcerative
colitis developed severe weight loss associated
with nephrogenic diabetes insipidus which
resolved rapidly after the drug was discontin-
ued.

lost a total of 12 kg and was by then complaining
for the first time of severe polyuria and polydip-
sia. He was admitted for investigation which
revealed a normal blood glucose (4 5 mmol/l) and
normal barium enema. He had microscopic
haematuria with a minor degree of proteinuria
(dipstick + +ve). Serum albumin was normal but
renal function was impaired (serum creatinine
165 mol/l). Serum C-reactive protein was 132 mg/
1. Intravenous urography was normal but renal
ultrasound showed prominence of the pyramids
indicative of renal parenchymal pathology.
Serum osmolality was 293 mosmol/l (reference
range 280-290) with a urine osmolality of 151
mosmol/l suggesting a loss of concentrating abil-
ity although a formal water deprivation test was
not done. A diagnosis ofdrug induced interstitial
nephritis was suspected and mesalazine was
stopped with an immediate improvement in his
condition. The polyuria and polydipsia resolved
within three days and he gained 4 kg in weight
over the following week with resolution of
anorexia and malaise. Within three months renal
function had returned to normal and he had
gained a further 8 kg in weight. Because of the
previous severity of his colitis he was cautiously
started on maintenance sulphasalazine with care-
ful monitoring of urine protein and renal func-
tion. He has been taking sulphasalazine 1 g twice
daily for 10 months and continues to have a
normal serum creatinine and no proteinuria or
microscopic haematuria.
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Case report
A 26 year old man presented in early 1989 with
ulcerative colitis which was initially treated with
steroid enemas and resin coated mesalazine
(Asacol) 400 mg thrice daily. In October he had a
severe exacerbation of his colitis which necessi-
tated hospital admission and treatment with
parenteral corticosteroids. Mesalazine was
stopped at this time. This episode settled and he
was restarted on mesalazine in November, and
continued to take oral corticosteroids in reducing
doses until February 1990. Renal function was
normal at this time (serum urea 4 7 mmol/l,
creatinine 84 g/l). In April 1990 he was well with
a serum C-reactive protein concentration of2 mg/
1, and was iron deficient for which he received a
course of oral ferrous sulphate. Over the next
four months he developed anorexia, general
malaise and weight loss although he did not have
any symptoms of active colitis. By August he had

Discussion
Allergic interstitial nephritis occurs as an idio-
syncratic reaction to many drugs and the clinical
course can be extremely variable. Recovery after
withdrawal of the drug is usual, but may be slow.
With some drugs (such as allopurinol, nephro-
toxicity of this type can be dose related.' In the
treatment of ulcerative colitis with oral prepara-
tions of 5-aminosalicylic acid (5-ASA) serum
concentrations of salicylate are usually low.
Serum concentrations of 5-ASA and n-acetyl
5-ASA after administration of resin coated
5-ASA had an earlier and higher peak when
compared with equivalent doses of sulpha-
salazine in a single dose study, but urinary
excretion was similar.5 Moreover systemic
absorption is variable in patients with colitis.67
Although most free 5-ASA is acetylated to its less
toxic metabolite n-acetyl 5-ASA in the gut
mucosa resin coated preparations may allow
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rapid release in the small bowel which may
overload this process.8
5-ASA is structurally related to phenacetin,

and while high intravenous doses cause renal
damage in animals this has not been observed in
clinical trials of oral preparations.9 The Commit-
tee on Safety ofMedicines has, however, recently
issued a warning of nephrotoxic reactions to
mesalazine'° which include biopsy proven inter-
stitial nephritis. It is possible that dose related
renal toxicity of non-acetylated 5-ASA may arise
with mechanical or pH dependent release
preparations which may not be seen when the
cleavage of an azo bond is responsible for colonic
delivery. We do not know if any other patient
who suffered renal toxicity with a delayed release
5-ASA preparation has subsequently tolerated
sulphasalazine. In the case reported here pro-
teinuria, renal failure, loss of concentrating abil-
ity and microscopic haematuria all suggested the
diagnosis of interstitial nephritis. The dramatic
symptomatic and biochemical recovery which
followed withdrawal of mesalazine made renal
biopsy and specific treatment unnecessary. Pre-
vious reports have associated the development of
nephrotic syndrome with sulphasalazine and
mesalazine, perhaps by similar mechanisms.34
There has been one report from Canada" of
mesalazine usage associated with acute polyuria
and polydipsia which resolved on withdrawal of
treatment, but this was not associated with
systemic illness or weight loss.
Drug related interstitial nephritis should be

considered as a possible diagnosis in patients
with ulcerative colitis who lose weight unexpec-
tedly. This case reinforces the need to monitor
urine protein and renal function in patients
receiving 5-aminosalicylic acid therapy for
ulcerative colitis.
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