Dear Editors and Reviewer:

Thank you for your letter and for the reviewer’ comments concerning our
manuscript entitled “Chronic Active Epstein-Barr Virus Infection Treated
with PEG-aspargase: A Case Report” (Manuscript NO: 65884). Those
comments are all valuable and very helpful for revising and improving
our paper, as well as the important guiding significance to our article. 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:

Responds to the reviewer’s comments:

Reviewer #1:

1. Comment: I would suggest to add in the discussion that for the
diagnosis of CAEBV disease Americans also require the presence of
lymphocytic infiltration of tissues or organs (Cohen et al. Blood. 2011).
Response: The diagnostic criteria for CAEBV are as follows: (1)
sustained or recurrent Infectious Mononucleosis-like symptoms persistent
for >3 months; (2) increased amounts of EBV detected by Southern blot
hybridization or EBER-positive cells in affected tissues or the peripheral
blood or >10?° copies/ug of EBV-DNA in peripheral blood mononuclear

cells (PBMCs); and (3) no evidence of previous immunological



abnormalities or other recent infection that might explain the observed
condition . The patient met the above three criteria. Therefore, she was
diagnosed with CAEBV. Moreover, Cohen et al. have suggested that the
diagnosis of CAEBV must be accompanied by lymphocytic infiltration
(and EBV) in the tissues to ensure that the organ damage was attributed
to EBV-infected lymphocytes 2. However, EBER was not detected by in
situ hybridization of the biopsy samples taken from the left inguinal
lymph node and bone marrow of the patient. In a study by Kawamoto et
al., the median count of EBER-positive cells in the affected lesion of
patients with CAEBV was 53 per high power field and 86.3% (44/51) of
the cases showed >10 positive cells per high power field Bl. Hence, in
some patients, EBER may be negative in tissues, but high EBV-DNA

load is detected in PBMCs.
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We tried our best to improve the manuscript and made some changes in
the manuscript. We did not list the changes but marked in red in revised
paper.

We appreciate for Editors/Reviewer’s warm work earnestly, and hope
that the correction will meet with approval.

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