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The Editor must ensure that the OJVR publishes only papers which are scientifically sound. To achieve this objective, the referees are requested to assist the Editor by making an assessment of a paper submitted for publication by: 

(a)  Writing a report on the reverse side of this form, 
(b} Check the boxes shown below under 1. and  2. ( YES or NO) [N.B.A "NO" assessment must be 
       supported by specific comment in the report. 
(c)  Make a recommendation under 3. 

The Editor-in-Chief would appreciate hearing from any referee who feels that he/she will be unable to review a manuscript within two weeks. 

1. CRITERIA FOR JUDGEMENT (Mark "Yes" or "No"). 
  

Is the work scientifically sound? Y
Is the work an original contribution? Y
Are the conclusions justified on the evidence presented? Y
Is the work free of major errors in fact, logic or technique? Y
Is the paper clearly and concisely written? Y
Do you consider that the data provided on the care and use of animals (See Instructions to Contributors) is sufficient to establish that the animals used in the experiments were well looked after, that care was taken to avoid distress, and that there was no unethical use of animals? Yes Ethics approved by Universities(2)

2  PRESENTATION (Mark "Yes" or "No"). 
  

Does the title clearly indicate the content of the paper? Y/N (see comments below)
Does the abstract convey the essence of the article? Y
Are all the tables essential? Y
Are the figures and drawings of good quality? Y
Are the illustrations necessary for an understanding of the text? Y
Is the labelling adequate? Y


3. RECOMMENDATIONS(Mark one with an X) 
  

Not suitable for publication in the OJVR 
Reassess after major changes 
Accept for publication with minor changes  X
Accept for publication without changes 

4. REPORT:
The author presents significant data showing that epigenetic factors could affect susceptibility to LPS toxin. The author also shows significantly that the sheep (used) resistant to parasites were more resistant to LPS and some were selectively much more resistant to LPS. The large numbers of animals used would tend to support the findings despite the constraints discussed below. The data could be useful for predicting disease susceptibility in animals and humans with constraining provisos that direct injection of LPS may not mimic natural infection entirely, effects of anaesthesia and drug administrations, and lack of hematological, biochemical data, female sheep and older/younger animals. Perhaps naturally infected, drug and anaesthesia groups could have been used as further controls. In any case the author has stated that the results should be viewed in the light of some of these constraints in the Discussion. The author further states that using sheep from different backgrounds and traits may not have been factored in the methods and that multiple confounding factors may have contributed to the observed variability of the effects of endotoxin in sheep from the same mob.
One problem with LPS studies is that only one animal can be practically tested at a time, ideally the whole group should be tested together.  Otherwise in a controlled environment, appropriate tracking of herds, priming of the immune system and controls were used to test the hypothesis based on outcomes of susceptibility to LPS and a placebo group. An interesting finding was that genetic, environmental or managerial  practices  could  have  been  contributing  factors to different susceptibility to LPS. It may be surmised that sheep raised in open pasture were simply more exposed to pathogens than those kept in a controlled scientific breeding colony. This work is well written and described and appears to be based on a major PhD project for the Universities involved. 
TITLE: Suspected selective susceptibility to endotoxin in an ovine model: But what was known about the background of the sheep and their acellular circulating proteome?
We suggest that a more appropriate title is “Suspected selective susceptibility to endotoxin in an ovine model”. The word suspected covers the constraints stated by author throughout text. The author may wish to comment.
ABSTRACT: No change to the ABSTRACT is required

INTRODUCTION: No change to The INTRODUCTION is required.
MATERIALS AND METHODS: Re Samples maybe a one line discussion on the effect of storage on archived plasma samples (if any) would be useful.
A justification/ or reference for the statement below would be useful.

“Briefly, relative to baseline readings, endotoxaemia was confirmed by >50% increase in mean pulmonary artery pressure (MAP) and at least one of the following: >10% decrease in mean arterial pressure, >10% increase in heart rate (HR), >10% decrease in cardiac index (CI) >10% decrease in oxygenation saturation from mixed venous blood (SvO2) and increase of A-a gradient or decrease in PaO2/FiO2  ratio. If signs of severe endotoxaemia developed such as MAP < 50% of baseline and or a gradient of <10 mmHg between MAP and MPAP being a sign of impending haemodynamic collapse, before the completion of the calculated LPS dose, the infusion, was stopped and the animal was monitored. 
Number of sheep per group would be useful here:

The sheep were categorized into two main groups based on outcomes of susceptibility to LPS i.e. the more LPS susceptible (titrated LPS dose group), and the less susceptible (fixed LPS dose group). Animals that received placebo as the priming event, those that were used for optimization of experimental processes and those that experienced adverse effects or those that were used as untreated controls were excluded from analysis. Body weight data of the two groups of sheep were checked for normality using D'Agostino & Pearson omnibus normality test. The mean, median, standard deviations of the weights of sheep were determined and tabulated. The titrated LPS dose group were further categorized into two sub-groups based on desirable production traits from the findings of the breeding backgrounds of the sheep.  LPS dose differences between the titrated LPS, and fixed LPS groups of sheep were compared. LPS doses of the two sub-groups of the titrated LPS group of sheep were compared against each other, and against the sheep of the unknown trait (less susceptible group) using unpaired two-tailed t-test and one-way analysis of variance (ANOVA). All p-values were two-sided and less than 0.05 was considered statistically significant. All statistical calculations were performed using GraphPad PRISM 6 software (GraphPad Software, La Jolla, CA).
RESULTS: Author may wish to provide WORD versions of all Tables (the journal will convert to PDF).

DISCUSSION: No changes.

The work is well/correctly referenced throughout.
COMMENT I have read through this article many times but may have missed some salient point (re comments above). Author is encouraged to return FULL-TEXT version with comments. Accept with minor changes. 
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4. REPORT:
The author presents significant data showing that epigenetic factors could affect susceptibility to LPS toxin. The author also shows significantly that the sheep (used) resistant to parasites were more resistant to LPS and some were selectively much more resistant to LPS. The large numbers of animals used would tend to support the findings despite the constraints discussed below. The data could be useful for predicting disease susceptibility in animals and humans with constraining provisos that direct injection of LPS may not mimic natural infection entirely, effects of anaesthesia and drug administrations, and lack of hematological, biochemical data, female sheep and older/younger animals. (Perhaps naturally infected, drug and anaesthesia groups could have been used as further controls. In any case the author has stated that the results should be viewed in the light of some of these constraints in the Discussion. The author further states that using sheep from different backgrounds and traits may not have been factored in the methods and that multiple confounding factors may have contributed to the observed variability of the effects of endotoxin in sheep from the same mob. (
One problem with LPS studies is that only one animal can be practically tested at a time, ideally the whole group should be tested together.  Otherwise in a controlled environment, appropriate tracking of herds, priming of the immune system and controls were used to test the hypothesis based on outcomes of susceptibility to LPS and a placebo group. ( An interesting finding was that genetic, environmental or managerial practices could have been contributing factors to different susceptibility to LPS. It may be surmised that sheep raised in open pasture were simply more exposed to pathogens than those kept in a controlled scientific breeding colony. This work is well written and described and appears to be based on a major PhD project for the Universities involved.(
TITLE: Suspected selective susceptibility to endotoxin in an ovine model: But what was known about the background of the sheep and their acellular circulating proteome?

We suggest that a more appropriate title is “Suspected selective susceptibility to endotoxin in an ovine model”. The word suspected covers the constraints stated by author throughout text. The author may wish to comment. Agreed, done.
ABSTRACT: No change to the ABSTRACT is required.(
INTRODUCTION: No change to The INTRODUCTION is required.(
MATERIALS AND METHODS: Re Samples maybe a one line discussion on the effect of storage on archived plasma samples (if any) would be useful. Outlined, done. 

Whilst it is conceivable that improper sample storage may lead to protein degradation, however, as of yet, there are no studies that have investigated the effects that deep frozen sample at -80oC storage and handling could have on the outcome of downstream processes using mass spectrometry for example7
.
A justification/ or reference for the statement below would be useful. (
“Briefly, relative to baseline readings, endotoxaemia was confirmed by >50% increase in mean pulmonary artery pressure (MAP) and at least one of the following: >10% decrease in mean arterial pressure, >10% increase in heart rate (HR), >10% decrease in cardiac index (CI) >10% decrease in oxygenation saturation from mixed venous blood (SvO2) and increase of A-a gradient or decrease in PaO2/FiO2  ratio. If signs of severe endotoxaemia developed such as MAP < 50% of baseline and or a gradient of <10 mmHg between MAP and MPAP being a sign of impending haemodynamic collapse, before the completion of the calculated LPS dose, the infusion, was stopped and the animal was monitored.” Relevant refs inserted, done.

Number of sheep per group would be useful here: 
The sheep were categorized into two main groups based on outcomes of susceptibility to LPS i.e. the more LPS susceptible (titrated LPS dose group), and the less susceptible (fixed LPS dose group). Animals that received placebo as the priming event, those that were used for optimization of experimental processes and those that experienced adverse effects or those that were used as untreated controls were excluded from analysis. Body weight data of the two groups of sheep were checked for normality using D'Agostino & Pearson omnibus normality test. The mean, median, standard deviations of the weights of sheep were determined and tabulated. The titrated LPS dose group were further categorized into two sub-groups based on desirable production traits from the findings of the breeding backgrounds of the sheep.  LPS dose differences between the titrated LPS, and fixed LPS groups of sheep were compared. LPS doses of the two sub-groups of the titrated LPS group of sheep were compared against each other, and against the sheep of the unknown trait (less susceptible group) using unpaired two-tailed t-test and one-way analysis of variance (ANOVA). All p-values were two-sided and less than 0.05 was considered statistically significant. All statistical calculations were performed using GraphPad PRISM 6 software (GraphPad Software, La Jolla, CA).
Animal numbers inserted, done.

RESULTS: Author may wish to provide WORD versions of all Tables (the journal will convert to PDF). Done. (
DISCUSSION: No changes.(
The work is well/correctly referenced throughout.(
COMMENT I have read through this article many times but may have missed some salient point (re comments above). Author is encouraged to return FULL-TEXT version with comments. Accept with minor changes.  Thank you & Merry Christmas!
