Dear Editors,

We would like to thank the WJG editors and reviewers for the constructive comments and
recommendations. This extensively revised version incorporated most of the suggestions and
we believed it has substantially improved. We hope that it would now fulfill the publication
priority of WJF.

Here is our point-by-point response to the reviewers.

Reviewer #1:
1- The title should be written with prepositions in small letters.
o Response: Revised accordingly.

2- In the "Core tip" third line from bottom: "Combination with other novel markers have shown..."
should be corrected to "Combination with other novel markers has shown..."
e Response: corrected

3- The authors may have also reported the other most recent prospective which includes

studies suggesting the combination between IncRNA and AFP measurements.

¢ Response: application of IncRNA was added in page 9. Corresponding references 52
and 53 were added

4- In Page No.4, the authors mentioned the techniques used to measure AFP starting with
immunoelectophoresis and ending with quantitative automated chemiluminescent enzyme
immunoassay. They used the word "lately" which gives the reader an impression that
chemiluminescent enzyme immunoassay is developed in the 2000s, as they started with the
older techniques which appeared between 1970s and 1980s. The two references that they
referred to were dated back between 1980s and 1990s!

¢ Response: the sentence was revised in page 5.

5- In Fig. 1 B, the authors did not show how exactly interfering antibodies bind to both capture
and detect antibodies to give false positive results and high value.
¢ Response: The explanation was elaborated in the figure legend.

6- In Page No.7, the authors referred to some studies in which AFPL-3 was used as a

biomarker for HCC. However, they ignored other studies that showed higher sensitivity and

specificity (Ibrahim, A. A. A, et al. Benha Medical Journal, 35(2018) (3), 312 ; Cerban, R., et al.

Surg. Gastroenterol, 24(2019) (1), 37-44 ; El-Halawany, F., et al. MAGHREB-MACHREK,

2(2020) (2), 01-12 ; Ibrahim, H. M., et al. SUBS, 28 (2021) 5760-5764).

¢ Response: These more recent publications were discussed on pages 7 and 8.
Corresponding references 40-42, 47, 54 were added.

7- In Page No.8, second line from bottom: ".....3000 to 7190 ng/ml have been reported" should

be replaced by " "..... 3000 to 7190 ng/ml has been reported”
o Response: corrected on page 9.

8- At the end of Page No.9, the authors wrote" Use this reference here instead: PMID:
32620274"1 |n fact, it is reference No.55! 9- In the references, the authors put the doi link for
reference No.23 which was not the case for the rest of the references!

o Response: Removed and references were updated.



Reviewer #2:

Specific Comments to Authors: Hanif H et al. provided a comprehensive review on the
applications and limitations of AFP for HCC. It reviewed the detection performance of AFP in
HCC, liver diseases and cirrhosis, and conditions in the absence of liver disease. It also
reviewed the combined detection by AFP, AFP-L3 and DCP (GALAD score), which was shown
to enhance the HCC detection performance. | think the review was well-written and covered
most key aspects around AFP in HCC and hepatic disease diagnosis.

¢ Response: we thanked the reviewer for the encouraging comments.

However, most contents in this review have been reviewed in previous papers. | found quite a

few published review papers in the following aspects, which compromised the novelty and

significance of the present paper.

o Response: the comments were well received; we have revised the manuscripts
incorporated the newer findings in the various sections of the text (see highlighted
text) and updated the following references.
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