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ABSTRACT

Drug-induced liver injury (DILI) is a challenging diagnosis since a wide variety of medicines can cause adverse reactions. Losartan is an
angiotensin Il receptor antagonist (ARA-II) approved for the treatment of arterial hypertension. The most common adverse effects are
fatigue, anaemia, weakness and cough. An increase in transaminases has been reported with less frequency (<2% of cases). Although the
mechanismis not fully understood, DILI onset is usually within 1-8 weeks of therapy, and hepatic enzymology usually normalizes 2-4 months
after drug suspension. The authors present the case of a 66-year-old male patient with a medical history of arterial hypertension and a prior
hospitalization (4 years previously) for drug-induced hepatitis, which, at the time, was attributed to a dietary supplement. Four years later,
because of new onset of hypertension, losartan was reintroduced. After 3 weeks, the patient was admitted to the emergency department
with complaints of acute abdominal pain associated with asthenia, nausea and increased abdominal volume that had first developed 8 days
previously. After exclusion of other causes, DILI associated with losartan was assumed. This is a very rare adverse effect since only seven
cases have been described in the literature.

LEARNING POINTS

e  Toxic hepatitis due to losartan is very rare, despite widespread use of the drug.

e Ahigh index of suspicion for drug-induced liver injury (DILI) should be maintained while other diagnoses are carefully excluded.
e  Monitoring the use of the offending drug is crucial, since DILI recurrence is associated with worse prognosis.
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INTRODUCTION

Drug-induced liver injury (DILI) has an incidence of 10-15 cases per 100,000 population/year. It is an important cause of acute liver injury,
whichis included in the differential diagnosis of acute hepatitis'. Some drugs are well known to cause acute liver injury, especially following
anoverdose. Losartan is a well-tolerated drug with few significant adverse effects, the most common of which are dry cough, hyperkalaemia
and gastrointestinal effects ?. Although uncommon, a transient elevation in hepatic transaminases can occur in <2% of patients. Seven cases
of hepatitis due to losartan are described in the literature .

CASE DESCRIPTION

We report the case of a 66-year-old Caucasian man with a medical history of hypertension, treated with a single 50 mg dose of losartan
daily for the previous 3 weeks. The patient had been hospitalized 4 years previously for DILI, which was attributed at the time to a
dietary supplement. During the first hospitalization, an exhaustive study excluded consumption of alcohol or herbs, toxins, and infectious,
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autoimmune, tumoural and hereditary causes. Both losartan and the supplement were suspended, with the latter assumed to be the main
culprit because of a more likely established association.

Two weeks after losartan reintroduction, the patient began to complain of acute abdominal pain, nausea, vomiting and, after 1 week,
developed icteric skin and choluria. Physical examination was notable for skin and sclerotic jaundice, hepatomegaly with slightly painful
palpation and no signs of encephalopathy. Blood tests revealed AST 2522 1U/I, ALT 3603 1U/l and ALP 184 1U/I, GGT 375 IU/I, INR 1.65,
thrombocytopenia 101,000 and hyperbilirubinemia with total bilirubin 5.28 mg/dl and direct bilirubin 3.23 mg/dl. Viral serologies for
hepatitis A, B, C and E, and HIV 1 and 2 were negative, and abdominal ultrasound was normal. Autoimmune hepatitis (AIH) was excluded
with tests for anti-nuclear, anti-mitochondrial, anti-smooth muscle, anti-neutrophil cytoplasm PR3 and MPO, with SLA/LP being negative,
resulting in a Simplified AIH score of 1. Infectious and infiltrative diseases were excluded. Angiography excluded portal system thrombosis
and ischaemic lesions. For the first 6 days after losartan suspension, the patient showed poor evolution with increased blood concentrations
of AST (3055 1U/1), ALT (4315 1U/1), GGT (524 1U/1), ALP (171 1U/1) and bilirubin (19.23 mg/dl). We then opted to start prednisolone 1 mg/kg/
day, after which the patient progressively improved (Table 1).

Day 9 Day 10 Day 14 Day 15 Day 17 Day 21

ALT (1U/) 3603 4315 3113 3539 2895 3068 1878 1306 1087 838 548
AST (1U/1) 2522 3055 2018 2532 1408 801 581 405 335 230 165
ALP (1U/1) 184 187 156 153 171 150 166 155 159 150 153
GGT (1U/1) 375 410 315 324 401 430 509 524 503 444 400
Total bilirubin 5.28 10.05 10.26 14.77 19.23 15.35 14.92 18.99 18.26 17.33 11.42
(mg/dl)

Direct bilirubin 3.23 6.27 6.66 9.32 11.58 9.53 9.89 11.86 10.96 10.32 6.78
(mg/dl)

INR 1.65 1.91 1.91 1.76 1.70 1.64 1.61 1.59 1.49 151 1.44

Table 1. Evolution of hepatic enzyme, bilirubin and INR values during hospitalization

DISCUSSION

The clinical presentation of DILI is similar to that of acute hepatitis caused by other conditions!!. It may present with anorexia, jaundice,
nausea, vomiting, abdominal pain and low fever, with discrete elevation of transaminases!? 4. DILI usually shows a hepatocellular pattern,
cholestasis or both. Liver biopsy is the gold standard for diagnosis. In the clinical case described, after exclusion of other causes, there was
a clear association between the initiation of losartan and improvement after its suspension®. Losartan-related hepatotoxicity is reported
very rarely (<0.1%), with hepatotoxicity occurring after approximately 1-8 weeks. The hepatic lesion is mainly hepatocellular, although, less
frequently, cholestasis or mixed patterns have also been described. There are 19 reported cases of toxic hepatitis due to ARA-II, of which only
seven are related to losartan®. This is the eighth case of severe toxic hepatitis associated with losartan, with hepatocellular presentation
and elevation of transaminases about 10 times above the upper limit. In two of the previous cases, transaminases were elevated around
75-100 times the upper limit of normal .
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Suspending the drug is the first step in treatment. Improvement is usually seen within hours to days. In the case described, this improvement
did not occur, probably because it was a second episode of DILI due to losartan, and the severity of liver damage increases with re-exposure
to the offending drug.

CONCLUSION
In cases of acute hepatitis, all drugs should be investigated including ARA-II, which are widely used. Once the offending drug has been

identified, it should be suspended because re-exposure can result in more severe disease.
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