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Introduction: Rare but serious liver injury may occur as a result of using the antimicrobials
flucloxacillin or co-amoxiclav. This study aimed to analyse the clinical, laboratory and histologic data
of the affected patients to further assess non-genetic risk factors for these forms of drug-induced liver
injury (DILI).

Method: 155 cases of flucloxacilin DILI and 165 co-amoxiclav DILI cases were collected
retrospectively and prospectively in several Northern European countries but mainly from centres
throughout the United Kingdom (279 UK cases) based on defined criteria for DILI (1).

Results: A summary of the main findings is provided in Table 1.

Table 1. Comparison of clinical features of DILI due to flucloxacillin and co-amoxiclav

Flucloxacillin Co-amoxiclav
p value
(n=155) (n=165)
Mean age of onset 62.6 £+ 13.4 63.1+12.8 0.73

% female cases (95% CI) 69.7 (62.47-76.93) |47.9 (40.28 - 55.52) |0.0001

Mean peak ALT (U/l) 400.4 £ 253.9 420.4 £422.7 0.61
Mean peak ALP (U/l) 569.6 + 668.5 516.8 £393.4 0.39
Mean peak bilirubin (umol/l) |264.3 + 227.1 221.4+161.8 0.051
Days on drug 10.3+6.2 9.2+10.4 0.26
Time to DILI onset (days) 23 +18 20+ 20 0.087
% cholestatic or mixed 91.6% 83.6% 0.042
% with jaundice 91.6% 90.9% 0.85

The most striking difference was a considerably higher percentage of females in the flucloxacillin



group (p=0.0001). Both groups showed an age of onset of more than 60 years and for both drugs liver
biochemistry values were very abnormal with a high incidence of mixed or cholestatic phenotype
which was significantly higher for flucloxacillin DILI compared with co-amoxiclav (p=0.042). These
phenotypic findings were in line with a previous report (2). For flucloxacillin DILI, 84.5% were positive
for HLA-B*57:01. There were no obvious differences in clinical phenotype between those positive and
negative for HLA-B*57:01. Significant age differences were noted (p=0.022) between patients who
used flucloxacillin for more than 10 days and others who were drug-exposed for 10 days or less
(mean age +SD= 66.28+12.17 vs 60.90+13.62, respectively). For co-amoxiclav, the mean age at the
time of DILI was significantly lower in females (60.2 years) compared with males (65.7 years)
(p=0.006). Males were also found to be at higher risk of developing jaundice due to co-amoxiclav than
females (OR=4.96, 95% CI=1.34-18.28; p=0.013).

Conclusion: Apart from the very significant gender difference, the clinical presentation and incidence
of the two forms of DILI appear quite similar, though the genetic risk factors for both forms of DILI are
different (3).
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