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Thank you for this review.
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Authors made attempts to sumarry the animal models developed for investigating the
pathogenesis and therapeutics for acute-on-chronic failure liver. Although several
different approach-induced animal models were described in paper, these information
seemed to talk in generalities, lacking deep-going things and novelty. Additional, the
strength and drawback of different animal models should be highlighted. The overall
challenges for cuttent animal models should be sumarried and presented for requring

the new models.
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The authors have come up with a new idea to study ACLF, but the authors need to
mention a few situations: 1. The authors carefully showed the mechanism of ACLF due
to alcohol. It is necessary to discuss more about the mechanism due to toxicity and drugs.
In Southeast Asian countries, the prevalence of HBV is high, ACLF often occurs when
patients are being treated for chronic hepatitis B and they decide to stop taking the
medicines for various reasons. Currently, the covid epidemic is serious, patients cannot
go to the doctors, treatment interruptions are frequent and ACLF occurs. The authors
should mention more about these issues. 2. In animal research, only ACLF due to
toxicity has been studied, other reasons have not been done. This is a big obstacle; the

authors should discuss this issue.
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