
[bookmark: _Hlk208917386]19 September 2025 
 
[bookmark: _Hlk208587110]RE: “Dietary Total Fat Intake and Dietary Polyunsaturated Fatty Acid Intake and Child Growth and Development Outcomes: A Systematic Review”

To Whom It May Concern:
I write regarding the draft report, “Dietary Total Fat Intake and Dietary Polyunsaturated Fatty Acid Intake and Child Growth and Development Outcomes: A Systematic Review.”
[Explain briefly who you are with a connection to the omega-3 industry so it’s clear you have a vested interest in the AHRQ report. We suggest you add, “We are members of GOED, the Global Organization for EPA and DHA Omega-3s, whose mission is to use science-based information to promote the consumption of and enable access to quality EPA & DHA from all sources for a positive impact on public health. GOED suggested we reach out to you about our concerns about the draft report.”]
The following comments are related to the conclusions reached for Key Question 1: What is the association between dietary intake of omega-6 and/or omega-3 polyunsaturated fatty acids during pregnancy and risk of preterm birth? We believe that Key Question 1 was not addressed and analyzed appropriately (both in scope — i.e. included studies — and in statistical methods).  
Preterm and early preterm birth are devastating events that often result in longer hospital stays and lifelong health problems, at a significant cost to the family, and to the healthcare system.
[bookmark: _Ref209036958]Given the significant impact of preterm and early preterm birth, we are deeply concerned that the conclusions do not match those of the most recent analyses of the strongest available evidence, including a 2018 Cochrane review[footnoteRef:1] and a 2022 ISSFAL statement[footnoteRef:2] that updates the Cochrane review with additional randomized controlled trials. The results of EPA/DHA supplementation versus placebo for preterm birth (<37 weeks) and early preterm birth (<34 weeks) for both publications follow:   [1:  Middleton P, Gomersall JC, Gould JF, Shepherd E, Olsen SF, Makrides M. Omega-3 fatty acid addition during pregnancy. Cochrane Database Syst Rev. 2018 Nov 15;11(11):CD003402. doi: 10.1002/14651858.CD003402.pub3. PMID: 30480773; PMCID: PMC6516961.
https://pubmed.ncbi.nlm.nih.gov/30480773/]  [2: Best KP, Gibson RA, Makrides M. ISSFAL statement number 7 - Omega-3 fatty acids during pregnancy to reduce preterm birth. Prostaglandins Leukot Essent Fatty Acids. 2022 Nov;186:102495. doi: 10.1016/j.plefa.2022.102495. Epub 2022 Sep 30. PMID: 36228573.
https://pubmed.ncbi.nlm.nih.gov/36228573/  ] 


	Outcome
	Publication
	Trials
	Participants
	Risk Ratio and 95% confidence intervals
	Quality

	Preterm birth
	Best et al., 2021
	36
	23,726
	RR 0.88, 0.81-0.95
	High certainty evidence

	Preterm birth
	Middleton et al., 2018
	26
	10,304
	RR 0.89, 0.81-0.97
	High certainty evidence

	Early preterm birth
	Best et al., 2021
	12
	16,782
	RR 0.65, 0.46-0.92
	High certainty evidence

	Early preterm birth
	Middleton et al., 2018
	9
	5,204
	RR 0.58, 0.44-0.77
	High certainty evidence



[bookmark: _Ref209038127]In addition to the above, a recent clinical practice guideline[footnoteRef:3] and position statement[footnoteRef:4] on omega-3 supply during pregnancy for risk reduction of preterm and early preterm birth were published in 2024. Between the clinical practice guideline and the position statement, eight well-respected and highly influential boards/societies/associations have opined on the benefits of omega-3 supplementation for reducing the risk of preterm and early preterm birth.    [3:  Cetin I, Carlson SE, Burden C, da Fonseca EB, di Renzo GC, Hadjipanayis A, Harris WS, Kumar KR, Olsen SF, Mader S, McAuliffe FM, Muhlhausler B, Oken E, Poon LC, Poston L, Ramakrishnan U, Roehr CC, Savona-Ventura C, Smuts CM, Sotiriadis A, Su KP, Tribe RM, Vannice G, Koletzko B; Clinical Practice Guideline on behalf of Asia Pacific Health Association (Pediatric-Neonatology Branch), Child Health Foundation (Stiftung Kindergesundheit), European Academy of Paediatrics, European Board & College of Obstetrics and Gynaecology, European Foundation for the Care of Newborn Infants, European Society for Paediatric Research, and International Society for Developmental Origins of Health and Disease. Omega-3 fatty acid supply in pregnancy for risk reduction of preterm and early preterm birth. Am J Obstet Gynecol MFM. 2024 Feb;6(2):101251. doi: 10.1016/j.ajogmf.2023.101251. Epub 2023 Dec 7. PMID: 38070679.
https://pubmed.ncbi.nlm.nih.gov/38070679/ ]  [4:  Savona-Ventura C, Mahmood T, Mukhopadhyay S, Louwen F. Omega-3 fatty acid supply in pregnancy for risk reduction of preterm and early preterm birth: A position statement by the European Board and College of Obstetrics and Gynaecology (EBCOG). Eur J Obstet Gynecol Reprod Biol. 2024 Apr;295:124-125. doi: 10.1016/j.ejogrb.2024.02.009. Epub 2024 Feb 6. PMID: 38354604.
https://pubmed.ncbi.nlm.nih.gov/38354604/ ] 


An additional resource supporting the above evidence is the Australian Pregnancy Care Guidelines.[footnoteRef:5] In 2020, the Australian National Health and Medical Research Council (NHMRC) approved the evidence-based recommendation, “Advise pregnant women that supplementation with omega-3 long-chain polyunsaturated fatty acids (800 mg DHA docosahexaenoic acid and 100 mg EPA eicosapentaenoic acid per day) may reduce their risk of preterm birth, if they are low in omega-3.” The recommendation was recently renewed.  [5:  Australian Pregnancy Care Guidelines, Version 8.1. Published 5 September 2025. https://app.magicapp.org/?language=und#/guideline/jm83RE ] 


We are concerned that the review may have been conducted based on incomplete data and only reviews agreeing with AHRQ’s conclusions are cited. Your methods for conducting the literature search include the extraction of records from the references cited in previous systematic reviews and meta-analyses; however, 15 interventional trials cited by Middelton et al and two interventional trials from Best et al are missing but are not included in your list of excluded studies.

Equally concerning is your decision to separate the included data into multiple small segments (Supplement n-3 vs. n-3 + n-6, etc.) and perform multiple underpowered meta-analyses without ever performing an aggregated analysis. This choice was not declared in (and constitutes a significant departure from) your pre-specified methods. We fail to see how anything other than comparing higher versus lower n-3 supplementation would address the question of “What is the association between dietary intake of … omega-3 polyunsaturated fatty acids during pregnancy and risk of preterm birth” (Key Question 1).

We urge you to update the list of included and excluded studies – incorporating the full body of evidence. Further, we ask that you consider a modified statistical approach for analysis to better reflect the benefit of omega-3 supplementation on reducing the risk of preterm and early preterm birth. Updating this systematic review and the subsequent adjustments to the results and conclusions will aid in providing evidence-based guidance to pregnant women, meaningfully reducing the risk of preterm and early preterm birth. 

 [insert your company name] appreciates the opportunity to provide feedback on this systematic review.  

Sincerely, 

[Insert Your]
Signature 
Name
Position
Email -- Keep in mind that the letter will be posted. If there is a reason you don’t want your email address made public, don’t include it.
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