April 21, 2025
Re: Manuscript #107223

To,
The Editors
World Journal of Hepatology

Thank you for your response to our manuscript ‘Evolving Therapeutic Landscape of Primary
Biliary Cholangitis: A Review’ which we are submitting as an invited manuscript in the World
Journal of Hepatology.

We appreciate the time and recommendations by the editors and reviewers and are grateful for
the opportunity to submit our revised editorial for consideration in your esteemed journal. We
address each comment below, noting the changes and revisions made to the manuscript.
Corresponding changes are also highlighted in the manuscript file. A clean copy of the revised
manuscript is also included.

Reviewer #1

Comment 1: Please discuss the use of OCA instead of UDCA due to intolerance.

Response: We appreciate the reviewer’s detailed comments. We have updated the manuscript to
reflect use of OCA instead of UDCA due to intolerance and have provided a brief overview of

common adverse effects of UDCA.

Comment 2: Please provide a decision tree for using the new drugs to manage PBC in
challenging situations.

Response: We agree with the reviewer’s comment and have created a figure with a proposed
optimal approach/decision making tree for care of patients with PBC, including those who have a
suboptimal response to UDCA or underlying cirrhosis.

Comment 3: Another farnesoid X worth mentioning is Tropifexor. What do you think?
Response: We have included a separate section with information regarding use of Tropifexor.

Comment 4: What about post-liver transplantation PBC treatment? Can you mention the use of
new regimens for those patients?

Response: We appreciate the reviewer’s comments and have provided a separate section entitled
“Special Patient Populations” where we discus liver transplantation (LT) in PBC. Unfortunately,
we are not aware of any existing studies examining the use of the newer agents, including
seladelpar and elafibranor in the post-LT population.



Comment 5: | would prefer if the authors also discussed the updates in the symptomatic
management of PBC.

Response: We have updated the manuscript to reflect the current AASLD guidelines for
managing pruritus in PBC. We have also included commentary regarding the data for the newer
drugs (seladelpar and elafibranor) and emerging novel therapies, including linerixibat, in
controlling pruritus.

Comment 6: The use of immunomodulators in PBC

Response: We agree with the reviewer and have updated the manuscript with a section
specifically addressing the use of immunomodulators in PBC.

Comment 7: Are there any differences between patients with AMA-negative PBC and others
with seropositive AMA in terms of response to treatments?

Response: We are not aware of any difference between patients with PBC that are AMA-
negative versus seropositive AMA in terms of response to treatment with UDCA, development
of cirrhosis or HCC and death. We have included a section in the updated manuscript to include
this information.

Comment 8: | would prefer to include a better problem statement and rationale for the need of
new drugs for the disease.

Response: We have expanded our “Conclusion” section of the manuscript to reflect unmet needs
in PBC.

Comment 9: The future of PBC? It would be best if the authors included their perspective on the
future of the disease, along with current investigational drugs and potential targets for new
treatments. Also, including a figure would be great.

Response: See Comment 8. We have dedicated a robust section of the manuscript for current
investigational drugs, along with potential targets, including the novel work on
immunomodulators targeting pyruvate dehydrogenase complex-E2 (PDC-E2). As noted in
comment 2, we have also included a figure to visualize a potential decision tree in managing
PBC.

Comment 10: Additionally, a heading on updates regarding the treatment of PBC in special
situations, such as advanced cirrhosis, pregnancy, and post-transplantation, would be very
helpful.

Response: We agree with the reviewer’s comment and have updated the manuscript with a
section entitled “Special Patient Populations,” which includes pregnancy and post-LT. We have
provided information throughout the manuscript in each drug section that addresses use in
advanced cirrhosis.



Reviewer #2

Comment 1: The authors should address the importance of a sufficient ALP decline after 6
months of treatment compared to a non-sufficient decline in terms of prognosis and liver-related
adverse events.

Response: We appreciate the reviewer’s detailed comments. We have updated the manuscript to
reflect the importance of ALP decline, various proposed criteria to assess an adequate
biochemical response and the adverse events associated with a non-sufficient decline.

Comment 2: Furthermore, they should include a paragraph outlining the criteria used to define
an adequate response to ursodeoxycholic acid.

Response: We agree with the reviewer and have included the criteria to define an adequate
response to UDCA.

Comment 3: They should mention the cut-off values of liver elastography that are related to a
worse outcome.

Response: We agree with the reviewer and have included the cut-off liver elastography values
related to a poorer outcome, including risk for progression to cirrhosis and death.

Comment 4: The authors assert that pruritus associated with OCA can be effectively managed
with bile acid sequestrants, such as cholestyramine, or with rifampicin. They should add the
reference that confirms this statement.

Response: We appreciate the reviewer’s comment and have updated the appropriate reference to
support this statement.

Comment 5: The authors, when addressing the effectiveness of seladelpar in reducing alkaline
phosphatase, also provided information about the drug’s efficacy in alleviating pruritus.
However, they did not do that when describing the potency of fibrates as well. Fibrates cannot
only reduce alkaline phosphatase but also improve pruritus. There are studies and a meta-
analysis that affirm this. The authors should include this data.

Response: We appreciate this excellent point from the reviewer, and have included the data that
supports the improvement of pruritus and ALP in patients taking fibrates.

Comment 6: The authors should clarify that seladelpar and elafibranor are not indicated for
treating patients with decompensated cirrhosis.

Response: We acknowledge this oversight and have updated the manuscript to clearly reflect
that seladelpar and elafibranor should not be used in patients with decompensated cirrhosis.

Comment 7: The conclusion of the review is too short. The authors should acknowledge, in their
opinion, what they consider to be the optimal approach for patients with PBC, taking into



account the response to treatment based on ALP reduction, elastography parameters, the
presence or absence of cirrhosis, and the concurrent presence or absence of pruritus. Including a
figure to illustrate the above issues would help readers better understand the approach a patient
with PBC should take.

Response: We agree with the reviewer’s comment and have significantly expanded our
“Conclusion” section. We have included our opinion regarding the optimal approach for patients
with PBC. We have additionally created a figure to reflect this, including a proposed decision-
making tree for care of patients with PBC.

The authors once again thank the reviewers and editors for their time and consideration of our
revised manuscript. We look forward to hearing from you.

Sincerely,

Patrick Twohig, MD, MPH, FRCPC

Division of Gastroenterology & Hepatology
University of Rochester Medical Center

601 ElImwood Avenue, Rochester NY, USA, 14682
E-mail: Patrick_twohig@urmc.rochester.edu



