[image: image1.jpg]4%

TR
Jaishideng®



Format for ANSWERING REVIEWERS

January 15, 2013
Dear Editor,

Please find enclosed the edited manuscript in Word format (file name: 1481_revision_final).

Title: Effects of Nigella Sativa on clinical outcome of HCV Egyptian patients: A pilot study in HCV patients
Author: Eman Mahmoud Fathy Barakat , Lamia Mohamed El Wakeel, Radwa Samir Hagag.
Name of Journal: World Journal of Gastroenterology
ESPS Manuscript NO: 1481-edited
The manuscript has been improved according to the suggestions of reviewers:

1. Format has been updated

2. Revision has been made according to the suggestions of the reviewer; (corrections are highlighted in the manuscript)
A. Reviewer 1

(1). The authors do not explain how the antioxidant capacity was tested. 

(Manuscript; Page 5, line 33); The antioxidants assessed in the estimation of TAC include enzymes such as superoxide dismutase, catalase, & glutathione peroxidase; macromolecules such as albumin, ceruloplasmin, & ferritin; & an array of small molecules, including ascorbic acid, α-tocopherol, β-carotene, reduced glutathione, uric acid, and bilirubin.

The assay principle depended on the determination of the antioxidative capacity is performed by the reaction of antioxidants in the sample with a defined amount of exogenously provide hydrogen peroxide (H2O2) The antioxidants in the sample eliminate a certain amount of the provided hydrogen peroxide. The residual H2O2 is determined colorimetrically by an enzymatic reaction which envolves the conversion of 3,5,dichloro –2– hydroxy benzensulphonate to a colored product.
(2). The genotype is not mentioned. It would be interesting if the results were different in patients with different genotypes.

Genotyping was not performed in the current study, as various studies have documented that HCV-G4 is the most prevalent genotype in Egypt Angelico, Renganathan et al. 1997


( ADDIN EN.CITE ; Ray, Arthur et al. 2000; Abdel-Hamid, El-Daly et al. 2007)
, hence we can not address this issue in our comments & discussion.
(3). Patients with and without cirrhosis were included. Were the results different in these two groups? Also were patients with decompensated cirrhosis included in the study. 

Yes, our study included (15) chronic liver diseases, (5) compensated cirrhosis & (10) decompensated cirrhosis patients, each of which showed a variable response, yet the groups’ numbers were too small to be incorporated in a valid statistical test & detect statistical significance & hence we presented patients’ data collectively. Attached below is the data of these subgroups.

Chronic Liver Disease; n (15)

	Responders
	3 (20%)

	Non- responders
	7 (46.67%)

	Partial responders
	5 (33.33%)


Compensated Cirrhosis; n (5)

	Responders
	1

	Decrease 1 log
	1

	Decrease 2 log
	3


Responders= 20%, Partial responders= 80%

Decompensated Cirrhosis; n (10)

	Non responders
	3 (30%)

	Responders
	1 (10%)

	Decrease PCR but same log
	6 (60%)


Non-responders: patients showed increase in PCR or patients didn’t show decrease in PCR after three months of treatment with Nigella Sativa.

Responders: patients became seronegative after three months treatment with Nigella Sativa.

Partial responders: patients showed decrease in PCR but still seropositive after three months of treatment with Nigella Sativa.

B. Reviewer 2
(1) This study is a bit poor in the number of patients included in the study and the design is too simple, without a control arm. 
1st, the current study was a pilot study, that is considered the first study to evaluate the effects of Nigella Sativa on HCV patients, hence the number (30) could be acceptable for a pilot study to detect statistical significance.
2nd, the study is considered a study using a sequential control (self controlled study) as patients’ overall parameters were evaluated at baseline & prior to the administration, hence the results could not be underestimated although we can’t deny that the presence of separate control group could have strengthened our results more & which we recommend in further larger studies provided the preliminary potential positive results obtained in this study.
(2) The patients included are poorly characterized we do not know the number of cirrhotic patients and their Child-Pugh classes. 
(Manuscript, Page 7, line 4); Table 4, represents the Child-Pugh score and PCR response at baseline and after 3 months in patients with compensated & decompensated cirrhosis

All cirrhotic patients (compensated and decompensated) showed either no change or an improvement in their Child-Pugh score, patients had variable proportions of Child-Pugh score, yet the proportions’ numbers were small for a valid statistical test. 
(3) There are some misspellings in abstract section, 2nd line “non eligilble”; introduction section, 24th line: “viral loa” 
All misspellings were corrected.
(4) Distinguish patients with chronic hepatitis from those with a clear liver cirrhosis. So, table 2 can be substituted by a table in which patients are categorized as CH or LC with their respective Child-Pugh classes. 

(Manuscript, Page 6, line 25); Fifteen patients (30%) had chronic liver disease, 5 (16.7%) had compensated cirrhosis and 10 (33.3 %) patients had decompensated cirrhosis. (Table 3, Page 19) and (Table 4, Page 20).
(5) Authors have to move the sentence “After treatment, the mean PCR ” and to place it before, after the first two lines of this section and modify number of tables and figures accordingly. Please also substitute “PCR” with HCV-RNA

(Manuscript, Page 6, line 33); corrected as required in manuscript.
(6) Discussion. AA should limit to depict these effects and to propose a novel study in which these effects would be verified.  

(Discussion; Page 8, line1) In the current study, Nigella Sativa administration resulted in a significant decrease in patients’ viral loads with 16.67% of patients becoming sero-negative, and 50% showing a significant decrease in the quantitative viral count, of those 66.7 % were cirrhotic patients and 33.3 % were chronic liver disease patients, implying an evident antiviral activity. In the current study, patients with compensated and decompensated cirrhosis, either improved or were maintained on their baseline clinical condition and viral load and none of them deteriorated, which can signify the potential beneficial effects of Nigella administration as reflected by improvement in HCV RNA responses and clinical condition reflected in patients’ Child Pugh class.  Although the sub-category of cirrhotic patients was not large enough to detect significance, we recommend larger studies to be conducted in cirrhotic patients to confirm the potential beneficial effects offered by Nigella, which might improve patients’ overall outcome. To our knowledge, this is the first Human study that evaluates Nigella’s effects on viral loads in HCV patients. Our findings of improved viral load, could be explained by the findings of a previous animal study of Murine CMV infected mice
 ADDIN EN.CITE 

[20]
, that showed a significant increase in macrophages and CD4+ T cells with a significant decrease in viral titer and an increased serum IFN-γ levels in Nigella treated animals versus control. 24[]

(7) Table 1 is not useful: AA may add these simple information in the first two lines of the Results section, like: “Thirty patients (16M,14F) with a mean age of 47±10.2 years, fulfilled the inclusion criteria and were enrolled in the study. Four of them (13.3%) were diabetics. 

(Manuscript, Page 6, line 23); Thirty patients (16 males, 14 females) with a mean age of (47± 10.2), fulfilled the inclusion criteria and were enrolled in the study. Four of those patients (13.33%) were diabetics, while 26 (86.67%) were non-diabetics
(8) Table 2, as said above, has to present patients according to their Child-Pugh class, at least for cirrhotic patients, and their modifications after 3 months of therapy.

  Manuscript; (Table 3, Page 19) and (Table 4, Page 20).
(9) Table 3: Try to reduce the numbers after the comma, as for total bilirubin, total antioxidant capacity, etc. Please, substitute PCR with HCV-RNA (copies/ml).

Manuscript; (Table 2, Page 18); corrected as required in manuscript.

(10) Table 4 is not useful: AA may give this result in one line, just that line they moved on, because it should be the most relevant result of the study

  Manuscript modified; (Table 3, Page 19) and (Table 4, Page 20).
(11) Figure 1: Because PCR3 means PCR (i.e.: viral load) at 3 month, PCR at baseline should be PCR0 (zero) and not PCR1. The same for figure 2 (TAC0 and TAC3).

  Manuscript modified; (Figure 1, Page 21) and (Figure 2, Page 22).
3. References and typesetting were corrected

Thank you again for publishing our manuscript in the World Journal of Gastroenterology.
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