Exmo. Editor da Acta Médica Portuguesa,

Vinha por este meio submeter a resposta aos comentários dos revisores do manuscrito que se encontram a continuação. 

Com os melhores cumprimentos,
Carlos Escobar

RESPOSTA AOS COMENTÁRIOS:

Notas do Editor
Na lista final de referências, as obras consultadas online deverão incluir a data (mês, dia, ano) em que foram acedidas.

Resposta: foi incluido no manuscrito


Revisor A
Artigo interessante analisando num coorte pediátrico as indicações e resultados  da transfusão de permuta parcial manual e automatizada. Linguagem correcta e bom nível de uso de Inglês, o que poderá dar a possibilidade de referenciação futura.
Sugiro publicação na forma actual com a adição das indicações clínicas para o procedimento manual e automatizado de forma individualizada, eventualmente sob a forma de tabela com análise estatística comparativa entre os 2 grupos

Resposta: foi reformulada a tabela das indicações apresentado o numero de indicações de acordo com a técnica utilizada. 
	
	M-RBCX
	A-RBCX
	Total

	Acute complications
	21
	9
	29

	Acute chest syndrome    
	10
	2
	12

	Refractory VOC

	4
	5
	9

	ACS + refractory VOC
	5
	0
	5

	Priapism
	1
	1
	2

	Acute stroke
	1
	-
	1

	Extensive subgaleal hematoma due to extramedullary hematopoiesis
	-
	1
	1

	Chronic complications
	36
	27
	

	Secondary stroke prevention*

	35
	16
	51

	Primary stroke prevention
	1
	7
	8

	Recurrent VOC

	0
	4
	4

	Recurrent priapism*
	0
	5
	5

	Pre-operative
	-
	1
	1


Revisor B:

1-    Methods (Patients and variables): does not have information about the local where patients where submitted to RBCX. Is it a pediatric intensive care unit? Tertiary pediatric hospital?
Response: RBCX are all performed at our Pediatric Intensive Care Unit. Our center is a general hospital in the suburban area of Lisbon

2-    Methods (Indications and definitions): the protocol was based on which references? What are the references for HbS goals?
Response: protocol was adapted from the recommendations of ASFA guidelines presented in Table 1, and also adapted from various references of multiple authors, summarized in the following 3 references: 

Kim HC. Red cell exchange: special focus on sickle cell disease. Hematology Am Soc Hematol Educ Program. 2014;2014(1):450-6.  

Miller ST. How I treat acute chest syndrome in children with sickle cell disease. Blood. 2011;117(20):5297-305. 

Koehl B, Sommet J, Holvoet L, Abdoul H, Boizeau P, Ithier G, et al. Comparison of automated erythrocytapheresis versus manual exchange transfusion to treat cerebral macrovasculopathy in sickle cell anemia. Transfusion. 2016;56(5):1121-8.

3-    Methods (outcomes): I did not understand the technique indications as a secondary outcome. Please clarify that point.

Response: although our protocol contemplates a list of indications, “new” indications by our hematology team and PICU appeared during our experience and we think that although not established in literature it worked well and was worth presenting, namely in the case of subgaleal hematoma due to extensive extramedullary eritropoyesis, in acute setting of priapism or VOC that does not resolve with adequate measures of simple transfusion and opioid perfusion. 

4-    Methods (statistical analysis): how did you evaluate the normality of the distribution? Where was the statistical analysis carried out? They also did the Fisher test (table 2) but it is not mentioned in the methods.
Response: 
Normality was assessed using Shapiro-Wilk test. 

Statistical analysis was performed using SPSS Inc software v.19.0

Fisher test has been included in the methods section for comparisons of two-way contingency tables of categorical data (gender M/F; chronic indication yes/no)
“Data are presented as mean ± standard deviation (SD) when the distribution was normal and median (range) when not normal. Normality was assessed using Shapiro-Wilk test. Manual and automated procedures were compared. The comparison of continuous variables was accomplished with parametric test Student’s T test when normality was assured. The comparison of categorical data in two-way contingency tables was performed using Fisher test. Statistical significance level was set at p=0.05. Statistical software SPSS for Windows v19.0 was used.”


5-    Results (Cohort characteristics): 94 RBCX sessions in how many patients? This information should be more explicit. What is the median number of sessions per patient? The cohort needs to have a more detailed characterization.
Response:

Ninety-four RBCX sessions were performed in 16 patients

Median number of procedures per patient is 2 (min 1; max 48)

9 patients performed only 1 or 2 RBCX and 7 patients had 3 or more RBCX sessions

The cohorts characteristics in the manuscript has been reorganized:
“Cohort characteristics and indication for RBCX

Ninety-four RBCX sessions were performed in 16 patients over the 68 months period. All patients were homozygous for HbS (HbSS) and with African family origin. Age ranged from 5 to 21 years old (median: 12 years old) and weight ranged 15 to 63kg (median: 30kg). Fifteen patients were on hydroxicarbamide program before RBCX. 

Median number of procedures per patient was 2 (range: 1-48 sessions), nine patients performed only one or two RBCX and seven patients had three or more RBCX sessions. 

RBCX were manually performed in 57 sessions and 37 were automated. Age and weight in both groups were statistically different. Gender distribution, chronic indication frequency, pre-RBCX hematological values and procedure duration were similar. Characteristics of each group are presented in Table 2. 

In 63 cases the procedures were indicated for prevention of chronic complications, in 30 for acute complications and one procedure in the pre-operative setting of laparoscopic cholecystectomy. Chronic and acute indications for RBCX in our cohort are summarized in Table 3. 

Median follow-up for chronic patients was six months (range: 2-60 months). One young adult patient with overt stroke and recurrent priapism episodes was lost to follow-up after five A-RBCX sessions.”


6-    Results (Table 2): Gender, age and weight are the average of how many patients? The N is 57 and 37 ? Not the number of sessions? This information needs to be clarified and I suggest you to remove this data from the table.
Response:
All the data in the table relates to the number of RBCX sessions and not per patient

Age, weight and gender have been deleted of this table as suggested

7-    Results (table 3): Indications are not specified by type of technique. The total of indications is 98, which does not coincide with the 94 sessions even if one of the patients presented two indications.
Response:

There was an error in the tipping of numbers in the table, which now includes indications per type of technique:

	
	M-RBCX
	A-RBCX
	Total

	Acute complications
	21
	9
	29

	Acute chest syndrome    
	10
	2
	12

	Refractory VOC

	4
	5
	9

	ACS + refractory VOC
	5
	0
	5

	Priapism
	1
	1
	2

	Acute stroke
	1
	-
	1

	Extensive subgaleal hematoma due to extramedullary hematopoiesis
	-
	1
	1

	Chronic complications
	36
	27
	

	Secondary stroke prevention*

	35
	16
	51

	Primary stroke prevention
	1
	7
	8

	Recurrent VOC

	0
	4
	4

	Recurrent priapism*
	0
	5
	5

	Pre-operative
	-
	1
	1



8-    Results (table 4): can be easilly deleted and explained on text.
Response: table results have been incorporated into the manuscript:

“The most common venous port used for blood removal was central venous catheter (CVC) (84 sessions, 89.4%). In ten cases of RBCX the same CVC with two lumens was used for both blood removal and transfusion, and in eight cases two CVC had to be placed. Peripheral access was only used for blood removal in two cases of M-RBCX and was tried in four cases of A-RBCX without success due to its low blood outflow. Peripheral venous access for transfusion was used in 44 sessions (46.8%).”

Table 4 has been deleted

9-    Results (vascular access): 32 patients with long port were not placed? I did not understand the last paragraph, 3 manual sessions were made using a fistula?
Response:
The long term port was used in only 1 patient but for 32 sessions. An important issue in RBCX programs are venous access, so we wanted to present our experience with this patient, and the last paragraph has been clarified:

“Only one patient with acute stroke and hemiparesis sequelae had long-term ports placed for transfusion in RBCX program: one used for 14 M-RBCX sessions before being removed due to infection and a second one used for 18 sessions. In this samed patient, an arteriovenous fistula (AVF) in the forearm was created as a venous access for RBCX and was used in three manual procedures for bleeding and transfusion before AVF thrombosis.”

10- Results (table 5): explain the variation calculation in the table (pre-pos).
Response: the variation calculation was conducted using our data after the procedure minus the data before the procedure for each session and calculating the average and standard deviation for each hematological value assessed. 
1

