A retrospective analysis of capecitabine-induced imaging hepatic steatosis in metastatic breast cancer:
prevalence and resolution
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Background DEMOGRAPHICS & TREATMENT

Capecitabine is a valid monotherapy option in multiple metastatic Age at capecitabine initiation, years (median [IQR]) 67.00 [60.75, 71.25]
breast cancer (mBC) subtypes!.

While previously only isolated cases of capecitabine-related hepatic
steatosis have been reported in the literature, including a single
case report of capecitabine-induced hepatic steatosis and studies
documenting this toxicity with intravenous 5-FU2%3, its prevalence
remains unknown. Traditional monitoring relies primarily on
biochemical tests, which may not fully capture hepatic changes.

Our aim was to evaluate the prevalence of capecitabine-related
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At final ['®F]FDG PET/CT, steatosis was present in 4/77 patients (5.2%)
and resolved in 3 patients on follow-up imaging after changing
treatment line. All patients who developed visible steatosis received
capecitabine monotherapy. A representative case demonstrating
reversibility is shown in Figure 1.

BMI, kg/m2 (median [IQR]) 23.70[21.45, 27.40]

Cancer subtype (%)

Luminal A-B/HER2+/TNBC 70.0/13.3/15.0

Capecitabine monotherapy (%) 86.7

Capecitabine line of treatment (%) 75

1st/2nd/3rd/>4th 10.0/31.7/31.7/26.7

.

217.00 [103.00, 404.50]
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Changes occurred independently of baseline liver metastases presence.

The study cohort included 183 patients with mBC. Principal
characteristics are summarized in Table 1. The median age at
capecitabine initiation was 67.00 years (IQR: 60.75-71.25), and
median BMI was 23.70 kg/m? (IQR: 21.45-27.40). 86.7% of patients
received capecitabine as monotherapy. Median treatment duration
was 217 days (IQR: 103-405). When available, DPD testing revealed
a partial deficit in 8.3%.

Sequential imaging analysis was available for 120 patients with
both baseline and first evaluation ['®F]FDG PET/CT scans, and 77
patients at capecitabine discontinuation.

No patients showed hepatic steatosis at baseline. At first
evaluation, hepatic steatosis was observed in 3/120 patients (2.5%).
All 3 patients with steatosis underwent dose reduction due to other
capecitabine toxicities (hand-foot syndrome in 2 patients, general
condition deterioration requiring weight-based dose adjustment in
1 patient), resulting in resolution of CT steatosis in 2 patients.

Quantitative analysis revealed small magnitude hepatic changes
during capecitabine treatment (Figure 2): mean HU liver decreased
by -2.5 units (p=0.004) and SUVmean liver increased by +0.2 units
(p<0.001). These quantitative changes occurred independently of
baseline liver metastases presence (p=0.470 for HU, p=0.881 for
SUVmean). Among clinico-biological variables, only baseline
bilirubin showed significant correlation with HU changes (p=0.041),
while other liver function tests, BMI, and DPD status showed no
significant association.

Conclusions

This study provides a first estimate of capecitabine-induced hepatic
steatosis prevalence, and initial evidence supporting the feasibility
of using follow-up ['®F]FDG PET/CT to assess its occurrence and
reversibility after dose reduction or discontinuation. Further
studies are needed to evaluate the potential impact of systematic
steatosis evaluation on imaging follow-up, including shorter follow-
up intervals and preemptive dose adjustments.
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