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COMMENTS TO AUTHORS

This is an interesting cross-sectional study aimed at evaluating the incidence of
herb-induced liver injury (HILI) following treatment with herbal Traditional Chinese
Medicine (TCM). The manuscript is generally well written and has scientific value, given
the recognized lack of data on the subject. Nevertheless, authors are kindly asked to
consider the following comments and suggestions: 1. Although minor ALT elevations (<
5 xULN) can indeed prove to be clinically insignificant, those cases should not be
excluded from the final analyses, since they can represent true HILI cases, albeit milder
ones. In fact, ALT elevations > 3xLSN with symptoms have traditionally been
considered as clinically meaningful HILI cases. In addition, the time frame used for
follow-up assessment (1-3 days before discharge) could have missed worsening toxicity
during longer follow-up. 2. It is not clear whether causality assessment using RUCAM
has been performed also in cases with milder ALT elevations (between 2 and 5 xULN).
This would have been particularly important for symptomatic cases. 3. The exclusion of
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pre-existing liver disease solely based on normal pre-treatment ALT levels, the exclusion
of patients with abnormal ALT levels at baseline who could have developed clinically
significant HILI (a separate analysis for those cases with ALT elevations > 3 times the
baseline value would suffice), the exclusion of milder HILI cases (with ALT < 5 xULN,
some of them probably symptomatic), and the application of causality assessment on
patients exposed to herbal mixtures (and not to single herbs) are significant limitations
of the study and should be briefly discussed. 4. Authors are suggested to provide Tables
4 and 5 as supplementary material.
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