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Dear reviewers,

Thank you for your letter and for the reviewers’ comments concerning
our manuscript entitled “Surgical treatment of liver inflammatory

pseudotumor-like follicular dendritic cell sarcoma: A case report and review

of literature” (79342) .

Those comments are all valuable and very helpful for revising and
improving our paper, as well as the important guiding significance to our
researches. We have studied comments carefully and have made correction
which we hope meet with approval. Revised portion are marked in red in the
paper. The main corrections in the paper and the responds to the reviewer’s

comments are as flowing;:

Reviewer #1:

The authors discuss the diagnostic and treatment modalities regarding FDS
using a 23 years old female patient case. My comments: 1. Introduction
section: a)What is the second variant of FDS that you have mentioned in the
text. byWhat is the association between EBV and FDS 2. Case report: a) Please
explain why you have not used preoperative biopsy b) Please state at which
postoperative the patient is in and if used, please state the type of adjuvant
therapy used. 3. Discussion: Please make a literature review and indicate how
many cases have been reported until now and please state : a)The
demographics of the cases b)localization of the reported tumors c) role of
preoperative biopsy d)Are there any alternative therapies to resection such as

transplantation or locoregional therapies Thank you very much.



1. Introduction section: a)What is the second variant of FDS that you have
mentioned in the text. b)What is the association between EBV and FDS.
Response: At present, there are few literature reports on IPT-1ike FDCS, and
only dozens of cases are reported in foreign literature. FDCS is a rare
malignant tumor, and IPT like FDCS, as its special type, is even rarer. There is
a clear boundary between IPT-like FDCS and the surrounding normal tissues.
Microscopically, a large number of lymphocytes and plasma cells can be seen
in the background with diffused follicular dendritic cells, which look like
inflammatory pseudotumor/inflammatory myofibro-blastoma. This is also
one of the main differential diagnoses. Bleeding and necrosis can occur in the
center. The tumor cells are spindle, oval or round, arranged in a pattern like,
fascicular or single scattered distribution.

The cytoplasm of the tumor cells is light stained or slightly eosinophilic
red, the cell boundary is unclear, the nucleus is oval or rod-shaped, the
chromatin is vacuolated or stippled, small nucleoli can be seen, and mitotic
figures are rare. The immune-phenotype of IPT like FDCS is basically the
same as that of normal FDC. The immunohistochemical characteristics of FDC
mainly include CD21, CD23, and CD35. In addition, CNA-42 is a specific
monoclonal antibody. There are two morphologic variants of this tumor:
conventional and inflammatory pseudotumor IPT-like FDCS!!.

The etiology and pathogenesis of IPT-like FDCS are not clear. Its
occurrence may coincide with EBV infection, because in cases with confirmed
IPT-like FDCS, the positive rate of Epstein-Barr encoding region (EBER)
through in situ hybridization was as high as 92.1%!2. EBV encoded small RNA
(EBER) exists in all tumor cells, and hybridization imprinting test confirmed
that the virus exists in the form of a monoclonal free body, suggesting that
EBV infection occurred before FDC tumor proliferation. CD21, the receptor
molecule expressed on the surface of FDC, is the receptor of EB virus, so

scholars speculate that EB virus plays an important role in tumor formation.



2. Case report: a) Please explain why you have not used preoperative biopsy b)
Please state at which postoperative the patient is in and if used, please state
the type of adjuvant therapy used.

Response: Preoperative biopsy is an indispensable method before many
operations, which is important for diagnosis and treatment. In this case, after
discussion with the radiologist, it is highly suspected that it is early
hepatocellular carcinoma according to the imaging signs and clinical
manifestations. Therefore, the patient underwent the surgery.

In addition, there was no other adjuvant treatment for the patient
according to the preoperative comprehensive evaluation. So far, no standard
treatment method has been established for IPT-like FDCS. Surgical resection
is the first choice for patients with localized liver disease. IPT like FDCS is a
low-grade malignant tumor with a tendency to recur. Only a few cases can
have regional lymph node or distant metastasis. Some studies believe that the
tumor with large volume, diameter>6cm, accompanied by coagulative
necrosis, tumor cells with obvious hetero-morphism, and mitotic
figures>5/10HPF are indicators of poor prognosis. However, there is no
comparative study on whether these poor prognostic factors are also

applicable to HIPT like FDCS.

3. Discussion: Please make a literature review and indicate how many cases
have been reported until now and please state : a)The demographics of the
cases b)localization of the reported tumors c) role of preoperative biopsy
d)Are there any alternative therapies to resection such as transplantation or
locoregional therapies

Response: We analyzed all the current literature on IPT-like FDCS, more than
60 cases of IPT-like FDCS have been reported in English literature, mainly
located in the liver®! and spleen!”'%, and to a lesser extent in the colon[!3],
lungs™, and pancreas!®®. More than 20 cases have been reported in the liver,

more than 30 cases in the spleen, 1 case in the pancreas, 6 cases in the colon,



and 1 case in the lung. The tumor mainly occurs in middle-aged and elderly
people, with a female-to-male ratio of 2.2:1, and a median age of 56.5 years.

If it is highly suspected to be IPT like FDCS, it is important to perform
routine puncture biopsy. But many false negative cases have been
encountered due to less amount of obtained puncture tissue. Its definitive
diagnosis mainly relies on immunohistochemical and in situ hybridization
analyses of surgically obtained tumor specimens. In the treatment of HIPT-
like FDCS, complete resection of tumor is the best treatment, but there is still a
dispute about whether conventional radiotherapy and chemotherapy are
needed after surgery. Chemotherapy and/or radiotherapy can be used for
patients with recurrence or surgery that cannot be cured!16-18].

Special thanks to you for your good comments.

Reviewer #2

This is a case report about inflammatory pseudotumor-like follicular dendritic
cell sarcoma (IPT-like FDCS), which is rare with low malignant potential. The
patient was asymptomatic at presentation, and the findings from routine
laboratory examinations were normal except for slightly elevated alpha-
fetoprotein levels (AFP). The patient was diagnosed with HCC before
hepatectomy. However, the tumor specimens submitted for pathological
analyses revealed HIPT-like FDCS. The author concluded that HIPT-like
FDCS is difficult to distinguish from HCC. However, they had not shown a
detailed discussion about how to distinguish between HIPT-like FDCS and
HCC in the discussion section. Additionally, adding detailed information on
survival, recurrence, and metastasis of HIPT-like FDCS in the discussion
section may be more appropriate. Finally, what are the possible causes of the
patient with slightly elevated AFP before hepatectomy? And whether the AFP

level returned to normal after the operation?



1. However, they had not shown a detailed discussion about how to
distinguish between HIPT-like FDCS and HCC in the discussion section.
Response: Because the imaging manifestations of IPT-like FDCS of the liver
are nonspecific, CT usually shows low-density nodule enhancement, which is
characterized by non-uniform enhancement in the arterial phase and
resolution in the delayed phase. Some highly differentiated HCCs can also
show resolution in the delayed phase; therefore, HIPT-like FDCS should also
be differentiated from HCC with internal necrosis via imaging findings. The
latter often has peripheral structural invasion, accompanied by cirrhosis and
portal hypertension, and may have tumor thrombus formation.

This patient has chronic hepatitis B, and AFP is elevated. The value of
alpha beta protein (AFP) level, is 12.31 ng/mL (normal=0.00 - 7.00 ng/mL).
Combined with imaging characteristics, we finally diagnosed hepatocellular
carcinoma clinically. Therefore, we should pay attention to the possibility of
this disease in addition to the huge mixed echo mass in the liver. The final
diagnosis still requires needle biopsy or pathological analysis after surgical
resection.

The diagnosis should be confirmed by immunohistochemistry; In terms
of immunohistochemistry, inflammatory pseudotumor like follicular
dendritic cell sarcoma expresses one or more characteristic markers, including
CD21, CD23, CD35, and EB virus encoded mRNA, which often need to be
used together. When one or more positive expressions occur, it is helpful to
improve the diagnosis of inflammatory pseudotumor like follicular dendritic

cell sarcoma by combining histological morphology.

2. Additionally, adding detailed information on survival, recurrence, and
metastasis of HIPT-like FDCS in the discussion section may be more
appropriate.

Response: The incidence of IPT like FDCS is very low, in the review, the



recurrence and metastasis rate and mortality rate of previously reported liver
cases were very low, and 4 cases recurred or metastasized, the recurrence rate
was 11.8%, and the mortality rate was 2.9%/?. The remaining cases survived
well.

Because inflammatory pseudotumor like FDC sarcoma and traditional
FDC sarcoma both show relatively inert clinical behavior, the latter is more
aggressive than the former (recurrence or metastasis, even death). Complete
surgical resection is important for the prognosis of patients. Therefore, it is
very important whether the surgical resection is complete. It is recommended
that doctors carefully check the surgical resection specimens to ensure that the
cutting edge is clean. Surgical resection is the first choice for the treatment of
hepatitis pseudotumor like follicular dendritic cell sarcoma. Most patients can
be cured by surgical resection of the lesion, but there is still a dispute about
whether conventional radiotherapy and chemotherapy are needed after

surgery!16-18l,

3. Finally, what are the possible causes of the patient with slightly elevated
AFP before hepatectomy? And whether the AFP level returned to normal
after the operation?

Response: The patient had received entecavir as treatment for her hepatitis B
infection 2 years previously, and was a patient with chronic hepatitis B. In
clinical practice, some patients with chronic hepatitis B and hepatitis C will
have some changes in AFP due to long-term viral stimulation. We consider
that the increase of AFP in patients before surgery is related to chronic
hepatitis. Because hepatitis B virus causes necrosis of liver cells, proliferation
of collagen and fibrous tissue in liver lobules and portal areas, and the
formation of regenerative nodules of liver cells, this kind of regenerated
immature cells has the ability to produce AFP, resulting in the increase of AFP
content, which has a certain impact on the clinical diagnosis of IPT-like FDCS.

AFP did not decrease significantly after operation. In other special cases, such



as liver cirrhosis, pregnant women (especially the fetus with severe congenital
neural tube defects and stillbirth), serum AFP may increase to varying
degrees within a certain period of time.

Special thanks to you for your good comments.

ROUND 2

Reviewer# 3

Unfortunately I have not seen any revisions made in accord with my
suggestions. Also the response to reviewers doc does not contain the points
addressed by the authors. The manuscript shall be reevaluated after the

necessary response has been given.

Response : Dear professors, I have revised the article according to your

valuable comments, please review it. Finally, we would like to thank you
again for your valuable suggestions, which make our article closer to better.
thank you.

Special thanks to you for your good comments.
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We tried our best to improve the manuscript and made some changes in
the manuscript. These changes will not influence the content and framework
of the paper. And here we did not list the changes but marked in red in
revised paper

We appreciate for Reviewers” warm work earnestly, and hope that the
correction will meet with approval.

Once again, thank you very much for your comments and suggestions.

Yours sincerely,

Haitao Zhu

2rd October, 2022
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