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COMMENTS TO AUTHORS

Beretta-Piccoli et al. present a very informative and updated review on the treatment of
autoimmune hepatitis. There are few recommendations: Page 5 line 20: than Page 7:
I would not recommend starting with Aza 0.5 mg/kg/d in children. Normally we use
2-(3) mg/kg/d and reduce subsequently. Please discuss it again with the authors of ref.
13 (who are the same as in this paper). Page 7: 5th last line: a more recent: a word is
missing (e.g. publication) 4.3. Side effects: acne should additionally be mentioned as a
side effect of steroids and pancreatitis in the azathioprine section. 5. Budenoside, last
paragraph: the sub-analysis of ref 68 showed really a bad result, with a significant lower
response than in patients with conventional treatment. You should mention that with
some extra words before your conclusion, not to recommend, which I support univocally.
Cyclosporin: It is not that severe with side effects if you consider appropriate target
levels, which should range between 70-100 ng/ml. Please mention that as you did for
tacrolimus. 7. Liver transplantation: It would be interesting for the reader to learn
which proportion of long-term treated patients eventually have to undergo liver
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Major points: 1. The article states this is a systematic review. However, the manuscript
lacks a clear search strategy of any kind or even a methods section. If this paper is
proposed as a systematic review, it should be presented as such: with a clear research
question and search strategy. In that case the reader can assess the quality of the work. It
seems to me that the authors have two choices: either alter the structure of the
manuscript into a systematic review (according to PRISMA-statement) or remove
‘systematic” from the title and present it as a ‘narrative’ review. Our preference is to
write it up as a systematic review. 2. The manuscripts is very lengthy. It has the risk that
the reader loses his or her attention. It should be shortened before considered for
publication to improve readability. Suggestions for shortening are: - Introduction: a lot
of text is attributed to introduction of the disease whether the article is about treatment
of the disease - 4. Standard treatment: the text on page 4-5 on the history of PRED/AZA
in AIH is quite lengthy and should be shortened. - 6. Alternative treatments: the
manuscript covers no less than 11 alternative treatments that are extensively covered.
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One could however argue that some of the treatments could be scrapped or described in
a more brief manner. For example: a whole paragraph (page 13) is dedicated to sirolimus
and yet the authors conclude in that paragraph that the data on sirolimus in AIH are
‘scanty and disappointing’. We propose the following categories/subheadings for
alternative treatments: - MMF - Calcineurin inhibitors (tacrolimus + cyclosporine) -
Biologicals (rituximab + infliximab) - Thiopurines (6-MP/6-TG/allupurinol) - Other
Also, the paragraph on liver transplantation should be considered for removal since the
paragraph is quite short and does not rightfully address all issues concerning liver
transplantation in AIH. Also, the scope of the article is more on pharmacological
treatment rather than liver transplantation. 3. Aim / focus. The information and
evidence of all treatment aspects of AIH is quite correct. However, it would suit the
article to have a more clear focus. Firstly, an important point here is whether the article
should focus on treatment of AIH in adults or children. Evidence / text on treatment of
adults and children is now mixed together which makes it look messy. The authors
should make a choice whether to steer this article towards treatment of AIH in children
or adults, not both. Secondly, in contrast to just summarize all the evidence out there
on various treatments, the article misses a clear aim. This is consistent with the point I
made earlier about the ‘systematic” part of this review. If the authors propose a clear aim
with consistent method, the aim and scope of this article will be of better quality. The
authors are encouraged to think of a clear direction of the article and write the
manuscript in that manner. 4. Conclusion paragraph. This section should be re-written
or changed to a “discussion” paragraph. It now summarizes the main points covered in
the article. Also, when the authors take into account our comments about aim and focus,
a discussion/conclusion section could be used to elaborate on the current issues with
treatment of AIH, shortcomings of available evidence and a proposed research agenda
for new treatments (just an example).
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