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Dr Roula Farah, MD, FAAP

10, Girgis Zeidan Street-Achrafieh, Beirut, Lebanon

American Board Certified

General Pediatrics and Pediatric Hematology/Oncology

Tel. 961-3-681-309   Fax.  961-1-582-560
Email.   roula.fs@dm.net.lb

December 6, 2014
Professor Giuseppe Leone 
Editor in Chief
Mediterranean Journal of Hematology and Infectious Diseases
Roma

Dear Professor Leone:

This is regarding our manuscript entitled: “High rate of early death in childhood acute promyelocytic leukemia: A multicenter experience from Lebanon” 

We have thoroughly read the reviewer’s comments, addressed them point–by- point, and made revisions to the paper accordingly. We hope that we have answered all the reviewers concerns and that you will find our revised paper more suitable for publication in your journal and useful to your readers. Please find below an itemized point-by-point response to the reviewers comments.

Reviewer A:

· The title does not accurately reflect the content of the article. The
review focusses on childhood AML and not just APML. So it is better to
modify the title accordingly: We have modified the title accordingly. The new title will be: “A Multicenter Experience from Lebanon in Childhood and Adolescents Acute Myeloid Leukemia: High rate of Early Death in Childhood Acute Promyelocytic Leukemia” as suggested also by reviewer B (Title page).
· Authors need to avoid starting sentences with arabic numericals.
Example, replace 25%. with Twenty five percent: All Arabic numerals were removed and replaced by appropriate words. (In the abstract and Page 6, Results, first paragraph, line 5)
· Authors indicate that the data was collected over 10 years. But, in
the Results, it shows it is 2002 - 2010. Further, are there any data
available from 2010 to 2014? Why was the data for that period not
captured? It was modified to reflect the actual date of patients, so 2002 to 2010 ten years was changed to eight years. (In the abstract and Page 5, Methods, line 2) 
After 2010, another prospective study for data collection was started and those results will be published later. 
· All range values are missing the units. Units were added to range values (Page 6, Results, first paragraph, lines 6 and 8).

· Was Chi square analysis for the age group <10 versus >10 for survival
performed? Chi square analysis was not performed due to the relatively small total number of patients but we analyzed the data using the Fisher exact test (Page 7, Results, paragraph 3, line 3). 
· What was the level of leukocytosis that worsens prognosis according
to the data? Did you try using the median as that value and comparing
the overall survival or disease-free survival? We tried using the median leucocyte count to analyze the data (Page 6 and 7, Results, Paragraph 1 and 3, line 6 and 4 respectively and also in abstract line 10).
· Have you looked at gender versus survival? We looked at gender versus survival (Page 7, results, paragraph 3, line 3).

· When indicating age, it is better to specify age at presentation: We changed the sentence to age at presentation instead of age (Page 7, results, paragraph 3, line 2). 

· In table 1, age needs to be specified in years <10 and > 10 years: In table 1, we specified age in years <10 and >10 as recommended by the reviewer (page 13).
· The discussion section can be shortened, mainly pages 7 and 8 can
be summarized: The discussion section was shortened.
· In the methods section, the name of Rizk Hospital needs to be
changed to its new name. In the methods section, we changed the name of Rizk hospital to its new name: University Medical Center Rizk Hospital (Page 5, method, line 3).

Reviewer B:

-The title
should be changed, considering that all pieces of AML are reported (A
Multicenter Experience from Lebanon in Childhood and Adolescents Acute Myeloid Leukemia: High rate of Early Death in Childhood Acute Promyelocytic Leukemia. The title was modified to reflect also data on AML and not just APML as noted above (Title page).
-The epidemiological
data should be extended reporting the proportion of AML versus ALL in
the same Institutions. A sentence was added regarding the total number of ALL at the three institutions involved compared to AML (Page 6, Results, first paragraph, line 2).

-The high rate of APL has also been reported in
South America, and this datum should be reported. A sentence about the higher incidence of APL in South America was added with a reference (Page 8, Discussion, first paragraph, line 2).
-It should be useful
to have some idea about the frequency of adult APL in Lebanon. We tried to obtain data about the incidence of adult APL in Lebanon but there are no published reports. We reviewed data from the Lebanese cancer registry as reported by the ministry of health which only classifies the patients as ALL, AML or Leukemia, type non specified but there are no data at all on the number of APL cases among all the AML patients reported.  And our report is the first report on pediatric AML from Lebanon.
-The possibility of treatment with Arsenic Acid should be cited (See the
recent review of Testi and Lococo in MJHID: Testi AM, D'Angiò M,
Locatelli F, Pession A, Lo Coco F. Acute Promyelocytic Leukemia (APL):
Comparison Between Children and Adults. Mediterr J Hematol Infect Dis.
2014 Apr 15;6(1):e2014032. doi: 10.4084/MJHID.2014.032.eCollection 2014.Review). The comparison should also be made with other developing countries as India and China, which utilize Arsenic Acid.  We have added comments about the possibility of treatment with Arsenic Acid and the review of Testi and Lococo was added to the list of references (Page 9, last three lines) and the studies done in India and China were added in the last paragraph of the article (page 9).
-Furthermore, avoid drawing some conclusions, the small number of case
treated doesn¹t permit any conclusion about patients aged >10 years. We kept the sentence but we formulated it in another way since it is reported in the literature (Page 7, Results, Paragraph 3, line 2 and page 8, discussion, paragraph 3, line 1 and 2).

-Finally, I think you should stress more that the early deaths are
related to DIC. We stressed that early deaths were related to DIC (Page 9, discussion, paragraph 4, line 9-10). 
We look forward to hear from you soon.
Sincerely yours,


Dr Roula Farah, MD, FAAP
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