
Reviewer A:

1. Does this paper fit within the areas of focus of SAJCN?

This is a relevant and useful paper and provides valuable information to guide health and nutrition professionals. Although the paper’s emphasis is on n-3 supplements the authors must be careful not to stress/support supplementation to the extent that it creates the impression that

supplementation is an alternative to food-based approaches. Notwithstanding the fact that supplements may complement food-based approaches, certain sources of fish rich in n-3 LCPUFA may still be the cheapest option especially for the lower socio-economic sector in South Africa. 
The following was inserted:
The ideal is that these dietary intake recommendations for n-3 fatty acids should be achieved by consuming oily fish as well as plant derived n-3 fatty acid sources on a regular basis.  For the consumer, meeting these dietary recommendations might be difficult to achieve especially in vulnerable population groups where a supplement might be helpful to increase their dietary intake of n-3 fatty acids.  
2. Are the paper's introduction & objectives clear?

The introduction section is acceptable and provides justification for the purpose of the review.
3. Is the paper well written (no typographical, syntax or grammatical errors)?

The paper is well written in a grammatically acceptable manner. See also comments in track changes. 
4. Are the content / conclusions / recommendations correct (evidence-based)

and clearly communicated?

The information regarding the bioavailability of n-3 fish oil supplements are very informative and provide good guidance to health and nutritional professionals. The argument to use half-life results based on disappearance rates of EPA from the plasma and RBC pools previously done by this group should be interpreted with caution. There is a dynamic exchange between plasma and RBC as indicated by the t½ of PC that was the same for both plasma and RBC. This should not be used to argue for the constant intake of n-3 supplements as this does not provide any evidence regarding functional outcomes. Other tissues like white blood cell membranes and brain tissue will definitely have much longer t½ for n-3 LCPUFA disappearance. We need to be very specific when we provide guidance on the use of supplements. The reason is that we need to put recommendations regarding n-3 supplementation into perspective in especially a middle income country like South Africa where the majority of people are poor. 
The comment against using the t½ of RBC should not be used to argue for the constant intake of n-3 supplements as this does not provide any evidence regarding functional outcomes is incorrect. This is contradicts the findings of the omega-3 index (Harris, 2008) showing a negative relationship between risk for CVD and omega-3 fatty acid content of RBC.  It could therefore be argued that the disappearance of omega-3 fatty acids from the RBC during time is indicative of an increase risk of degenerative diseases. 

It is true that some white blood cells and brain tissue will probably have longer t½ for LCPUFA disappearance.  However, this part of the blood pool is much smaller than the plasma and RBC pools combined.  White blood cells comprise about 1% of the total blood volume and one should take into consideration that the different types of white blood cells have different half lives.  It could be argued that both white blood cell and brain omega-3 fatty acid levels are dependent on plasma levels and if plasma levels decline similar decline will also be observed in these two components.  
It is true that the cost for omega-3 supplementation is not readily affordable to the poor people.  The reality is that these people could potentially benefit from supplementation as has been indicated in studies where supplementation has proofed to improve cognitive function especially in children.  This group is currently working on affordable preparations of omega-3 fatty acids which the poor population would be able to afford by utilizing local fish oil resources which are of a high quality.  

5. Does this paper present useful ideas/lessons for the readers of SAJCN?

Yes, as long as the readers do not get the impression that supplementation can be at the expense of food-based approaches. Our primary goal as health and nutrition professionals remains to improve the habitual dietary patterns of consumers to contribute towards a healthier lifestyle. 
Please see the inserted comment under point 1
6. Do the references conform to the Vancouver style and are they relevant to the paper?

Yes
7. Is the presentation sensitive to a multi-cultural South African readership?

Yes, although putting supplementation into perspective in a middle income country like South Africa where the majority of people are poor is challenging and may require more thought. 

Other:

More comments are directly indicated on the paper in tracking mode.

Lines 48 and 49
Please rewrite this sentence as the body is capable but not to produce the parent n-3 FA.
The omega-3 (n-3) polyunsaturated fatty acids are a congregate of fatty acids essential to maintain satisfactory human health.  (-Linolenic acid (ALA) is a plant-derived n-3 fatty acid and serves as the parent fatty acid (FA) of the n-3 series.  However, ALA cannot be produced in the human body and need to be consumed in the diet.  
Lines 108-114

a) This is a very strong statement regarding supplementation. The authors can give guidance regarding supplementation but should stay away from any promotion on a scientific basis. 
See paragraph below

b) Why is this specific ratio being chosen, please substantiate. This will definitely vary depending on sources, geographical area, etc. 
Please see reference nr 38

c) Be more specific with which type of tuna, i.e. Bluefin vs light?
The following paragraph was inserted in the manuscript to address point a, b and c:
The ideal is that these dietary intake recommendations for n-3 fatty acids should be achieved by consuming oily fish as well as plant derived n-3 fatty acid sources on a regular basis.  For the consumer, meeting these dietary recommendations might be difficult to achieve especially in vulnerable population groups where a supplement might be helpful to increase their dietary intake of n-3 fatty acids.  In order to reach a recommended intake of 500 mg/day13 to 600 mg/day16 EPA+DHA intake by using supplements an intake of approximately 2 000 mg fish oil with a 180 mg EPA: 120 mg DHA content ratio38 would be required. To consume these amounts of EPA+DHA through diet/non-supplementation, approximately 50 g/day of bluefin tuna or 60 g/day of pilchards or 52 g/day of salmon2 should be consumed.  

Lines 173-175

The authors should indicate that this was a significant finding.

A sentence was inserted:

After six months, the increases in the n-3 index from baseline were significantly higher for rTG (197%) compared to EE (171%).  

Line 203-205
Although plasma PL may be not fully representative of tissue n-3 levels, the functional outcomes of n-3 FA are mainly related to n-3 FA status in the PL moieties of cell and tissue membranes. The same counter argument can be used when plasma PL n-3 disappearance rates are used as one of the argues on how regular n-3 supplements should be taken to maintain membrane n-3 status
The text was changed to:

Unfortunately this study did not include fish oil in the TG form to be compared to rTG and EE.    
Lines 224-227

Much more research is needed on other tissues too before a statement like this can be made and use as a recommendation. 
The original sentence was changed to:

Considering these rapid disappearance rates of n-3 fatty acids from plasma lipids and RBC, it is recommended that n-3 fatty acids should be taken on a regular basis to ensure n-3 levels are maintained above baseline values in the blood.
Also see the discussion under point 4 (page 1 and 2 of rebuttal)
Lines 262-265

The comparisons were not made between the same type of oils (LCPUFAs) and the finding is therefore hard to interpret. A statement that the CD contents was above acceptable cut-off levels will put it more into perspective. 
Since no CD reference values were available for oils, the CD content of fresh, unopened sunflower, olive and canola oil were used against which to compare the supplements’ CD contents. The CD contents of sunflower, olive and canola oil were 4.28, 6.68 and 8.28 μM,  espectively. The CD contents of sunflower, olive and canola oil of which half of the contents had already been used were 16.8, 18.2 and 18.7 μM, respectively.
Line 274-277

There will always be inconsistencies in the n-3 FA content of supplements due to the origin of sources as stated by the authors above. Accurate information on labels regarding the n-3 FA content of supplements are needed so that consumers can make an informed decision on the number of capsules or oil to be taken to supply a certain dose of EPA + DHA.
A sentence was added:

Accurate information on supplement labels will empower the consumer to make an informed decision about the number of capsules to supply a certain dose of EPA and DHA as well as aid them in choosing a supplement that suit their lifestyle.
Lines 388-391

These conclusions are not based on the content of the review and should either be included in the preceding text or be omitted. 
Please see the discussion in lines 312-320 of the manuscript
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