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[bookmark: _Toc114058784][bookmark: _Toc1547375165]E.1 Introduction
[bookmark: _Toc1187918459]E.1.1 Rationale for the public consultation and summary of its outcome
In line with EFSA’s policy on openness and transparency, and for EFSA to receive comments on its work from the scientific community and stakeholders, EFSA engages in public consultations on key topics. Accordingly, the draft scientific Opinion on the derivation of a health-based guidance value for Δ8-tetrahydrocannabinol (Δ8-THC) and its occurrence in food together with its Annexes was endorsed for public consultation by the CONTAM Panel on 10 July and released electronically for public consultation from 31st July 2025 until 15th September 2025 by means of an e-submission tool. The comments were made publicly available immediately after the closure of the public consultation in Open EFSA.
Comments were received in the electronical tool from two interested parties from two countries. Table E.1 provides an overview on the interested parties that have submitted comments through the electronic submission.
Table E.1: Overview of stakeholder comments
	Stakeholder
	Category(a)
	Country

	BFR - Bundesinstitut für Risikobewertung
	Public Authority in EU Member State
	Germany

	UK Committee on Toxicity
	Other
	United Kingdom (excluding Northern Ireland)


(a):	As indicated by the stakeholder
[bookmark: _Toc607905562]E.1.2 Assessment of comments and use for finalisation of the opinion
The comments received were duly evaluated by the EFSA WG on Δ8-THC and EFSA’s CONTAM Panel on 1 October and wherever appropriate taken into account for the finalisation of the draft Opinion. Table E.2 provides a detailed list with all comments received from interested parties together with EFSA responses and explanations how the comments were considered in the final Opinion. Some comments, especially those suggesting editorial changes, have been directly addressed in the text of the Opinion, if they were considered appropriate.
EFSA wishes to thank all stakeholders providing comments during the public consultation of the draft scientific opinion on the derivation of a health-based guidance value for Δ8-THC and its occurrence in food.
Comment received: 
Table E.2: Stakeholder comments and EFSA responses
	Comment number
	Stakeholder
	Section
	Comment
	EFSA’s CONTAM Panel response

	1
	BFR - Bundesinstitut für Risikobewertung
	Summary
	Thank you very much for preparing this important and well conducted risk assessment on Δ8-THC. 
p. 4-5, lines 113-115, p. 47, lines 1475-1476 and p. 81, lines 2597-2598: The sentence “These conclusions are supported by the QSAR analysis for Δ8-THC and Δ9-THC which gives consistently negative predictions for both substances.” may lead to confusion since also positive predictions are described in the annex. The positive predictions may be of low relevance, e. g., due to low reliability of the underlying models. However, slight modifications to the statement above may help to avoid confusions for less experienced readers. 

p. 6, lines 179-180 and p. 83, lines 2673-2674: “Further studies on the transfer rate of Δ8-THC, and its metabolites, into animal products intended for human consumption are needed. “It should be noted, that for Δ9-THC, data on the transfer from feed to cow milk is available (Wagner et al. 2022, https://doi.org/10.1038/s43016-022-00623-7). Given the high structural similarity and the similar toxicokinetic properties of Δ9-THC and Δ8-THC, it should be considered to include the results from this study in the opinion.
	The following amendments were introduced in the opinion to clarify this point, where relevant (Summary, section 3.1.3, section 4): ‘QSAR analysis supports the read-across hypothesis between Δ⁸-THC and Δ⁹-THC. The analysis only considered QSAR predictions with good reliability. These are available for bacterial mutagenicity (Ames) tests and indicate negative results.’





The Panel agrees that the high structural similarity and the similar toxicokinetic properties of Δ9-THC and Δ8-THC, point to a similar transfer. The publication of Wagner et al. (2022) was taken into account and the cited text in section 3.1.1.2 was modified for clarity as follows:  ’Measurable levels of Δ8-THC were not detected in dairy milk from cows fed hemp silage (1.68 kg DM hemp silage per day) for 7 days (Wagner et al., 2022). The concentration ofΔ8-THC in the feed was below the limit of detection (0.2-2ng/g DM)’. The Panel, before considering any conclusions on transfer would recommend the collection of further data. Therefore, it changed its recommendation (section 5) to: “Further studies on the transfer rate of Δ8-THC, and its metabolites, into animal products intended for human consumption would be needed, after confirming the actual presence of Δ8-THC in hemp feed materials.”

	2
	BfR - Bundesinstitut für Risikobewertung
	In experimental animals
	p. 19, lines 599-603: “In apparent contrast with its lipophilicity, Δ9-THC undergoes a slow and limited absorption upon oral administration. This results in a bioavailability of about 26 % in monkeys, also due to an extensive pre-systemic metabolism (see below). The role of drug transporters (P-gp) in limiting enteric absorption has been demonstrated in mice. Blood peaks in animals are detected 1-4 h after oral exposure.” The first sentence may be slightly modified. It indeed seems that the relatively low bioavailability is likely to be the result of pronounced pre-systemic (e.g., hepatic) clearance. However, this does not necessarily point to a slow and limited absorption in the gastrointestinal tract.
	Indeed, the limited bioavailability should be actually attributable to an extensive pre-systemic metabolism and – at least in mice- by the extruding action of efflux proteins (Pgp) and therefore no change is considered necessary

	3
	UK Committee on Toxicity
	Summary
	The Committee on Toxicity noted that this document presents more evidence relating to Δ9-THC than Δ8-THC, which is not the aim of the evaluation.
	This document specifically addresses literature referring to Δ8-THC and to its comparison with Δ9-THC, which is relevant for the hazard assessment. There should not be confusion with the summaries of relevant data from the EFSA CONTAM (2015) scientific opinion on
Tetrahydrocannabinol in milk and other food of animal origin
which are provided to facilitate the readers non familiar with the previous opinion.

	4
	UK Committee on Toxicity
	5 Recommendations
	The Committee on Toxicity is broadly supportive of EFSA’s recommendations for further research, concluding that these will help in the future with further investigation of Δ8 -THC. However, it considers that there is insufficient evidence to confidently set an Rafid for Δ8 -THC from the information currently available.
	The EFSA CONTAM Panel agrees that limited information is available on Δ8 -THC. However, the Panel considers that, despite the limitations, the extrapolation to include Δ8 -THC in the ARfD set for Δ9 -THC is scientifically justified. The Panel would like also to clarify that no ARfD has been established separately on Δ8-THC. It also understands that the UK COT currently supports the ARfD set for Δ9 -THC.

	5
	UK Committee on Toxicity
	1.3.2 Previous assessments
	In section 1.3.2 Previous assessments, no reference is made to any UK papers on this matter. The UK position is that precursors, specifically including Δ9 -THCA, should be taken into consideration when including other compounds in the ARfD. For information: a. The Joint position paper from the Advisory Committee on Novel foods and Processes (ACNFP) & Committee on Toxicity (COT) on establishing a Safe Upper Limit for Δ9 -THC and its precursor as including CBD novel foods. In this opinion the ACNFP and COT endorsed the EFSA ARfD value of 1 μg /kg bodyweight; both Δ9 -THC and Δ9 -THCA are included in this HBGV. Reference: Joint position paper from the (ACNFP) & (COT) on establishing a Safe Upper Limit for delta-9-tetrahydrocannabinol (Δ9-THC) and its precursor as contaminants of hemp-derived products including CBD novel foods b. The Advisory Council on the Misuse of Drugs (ACMD) recommends “That the total dose of delta-9-THC (including delta-9-THCA) and all other controlled phytocannabinoids in consumer CBD products be controlled. The dose of each controlled phytocannabinoid should not exceed 50 micrograms per unit of consumption. A unit of consumption or ‘single serving’ being defined as the typical quantity of a CBD product consumed on one occasion.” Reference: Advisory council on the Misuse of Drugs, Government response to the ACMD’s advice on consumer CBD products
	Thank you for this comment and the information. EFSA’s opinion addresses Δ8 -THC while the Joint position paper from the (ACNFP) & (COT) on establishing a 
Safety of synthetic cannabidiol as a novel food pursuant to Regulation (EU) 2015/2283 updated on 1 July 2025 do not evaluate the data on this compound. Please also note that CBD products as novel foods have not been approved in the EU and additional evaluations are available on these products (EFSA NDA Panel, 2022; 2025). Finally, note that the permitted levels of Δ9 -THC are set by the European Commission. Specifically, the regulation sets limits for the sum of Δ9-THC and Δ9-tetrahydrocannabinolic acid (Δ9-THCA), with Δ9-THCA being converted to Δ9-THC equivalents by applying a factor of 0.877 because Δ9-THCA under specific conditions could be transformed to Δ9-THC. The factor applied is based on the difference of the molecular weights of the two compounds.


	6
	UK Committee on Toxicity
	3.1.1 Toxicokinetics
	1. The Committee on Toxicity highlights that there are significant data gaps regarding the pharmacokinetics of Δ8 -THC – in particular its metabolism – and that potential accumulation of Δ8 -THC had not been considered due to these gaps. Incomplete understanding of the effects of food matrix on absorption, disposition and potential accumulation also constitutes a data gap which needs to be better addressed. 2. The Committee on Toxicity raised concerns regarding the potential for interference with drug metabolism in the liver leading to possible drug interactions e.g. potential liver sensitivity due to CYP-mediated oxidation of Δ8 -THC. This could cause issues in patients taking other medications. The risk to these vulnerable populations should be considered in the evaluation.
	1) The Panel agrees that there is limited information on Δ8-THC TK via the oral route and that no information of the transfer in animal products is available. This point is already addressed in the recommendations. 

2) EFSA in its evaluations addresses the risk to the general population. It is not within the Panel's mandate to investigate interactions with all medications in the context of food contaminant risk assessment, unless specific issues are raised.

	7
	UK Committee on Toxicity
	3.1.2 Toxicity in experimental animals
	Studies showed indications of reproductive and developmental toxicity in both males and females and, in particular, that Δ8 -THC might have greater potency in females. This exploration is limited and should be highlighted as an area of concern. 



Additional Committee on Toxicity comment: "EFSA noted “reduced resistance to influenza virus after oral administration” of delta 9 based on Karmaus et al. This study demonstrated altered immune cell trafficking and cytokine production in mice treated with delta 9 THC in an A/PR/8 model of influenza infection. However, it is not clear from this study if these alterations led to consequential functional effects on the progression and resolution of the infection e.g. through altered viral clearance, or other physiological or mortality related endpoints."
	Please note that throughout the document the higher potency of Δ8 -THC in female rats compared to male rats has been described in detail and the sex-specific effects have been reported. The Panel therefore considers that this issue has been explored sufficiently.

This sentence reports on immunomodulatory effects of Δ9-THC investigated by Karmaus et al. (2013) and is taken from the “Summary of experimental toxicity data of Δ9-THC as previously evaluated (EFSA CONTAM Panel, 2015)” which is meant as background information.  In general, the current opinion does not aim at reviewing the data for Δ9-THC reported in the 2015 EFSA opinion on Δ9-THC.

	8
	UK Committee on Toxicity
	3.1.4 Human pharmacological and toxicological data
	The Committee on Toxicity noted that “safe upper limits” for CBD and Δ9 -THC have previously been set on the basis of liver toxicity rather than psychological and cardiac parameters.
	Toxicity endpoints used for cannabidiol alone or in combination with Δ9-THC are outside the focus of this opinion.

	9
	UK Committee on Toxicity
	3.1.6 Consideration of critical effects and dose response assessment
	The Committee on Toxicity identified evidence from additional studies that the LOAEL of Δ9 -THC may be lower than 2.5mg/kg body weight. It recommended that a dose ranging study be conducted to establish a more accurate LOAEL. This should address Δ8 -THC and Δ9 -THC separately.
	It is noted that a new evaluation of Δ9 -THC was not included in this mandate. The CONTAM Panel recommended to update the evaluation of genotoxicity and of the mechanism of action as well as dose-effect relationships especially for the low-dose-range in human and experimental animal studies, and to further investigate endpoints in developmental and reproductive toxicology studies. Such an update may lead to revisions of the group HBGV proposed for both Δ9 -THC and Δ8 -THC.

	10
	UK Committee on Toxicity
	3.1.7 Calculation of a relative potency factor
	The relative potencies of Δ8 -THC and Δ9 -THC have been calculated on the basis of a limited human volunteer study, Zamarripa et al. (2025), which used psychological and cardiac function tests in a small group of healthy adults. The COT deemed this insufficient to establish the relative potencies of Δ8 -THC and Δ9 -THC, especially given that the available in vivo animal data are limited, and concluded that the calculated potencies are not robust.
	The EFSA CONTAM Panel agrees that limited information is available on Δ8 -THC. However, the Panel considers, despite the limitations, which are transparently acknowledged in the opinion, that the Zamarripa study is performed in healthy human subjects, with a within-subject crossover design, directly comparing Δ8 -THC and Δ9 -THC and therefore optimising the comparison of the potency between the compounds. The Panel agrees that the in vivo animal data are limited and therefore they have not been used in the hazard assessment. However, in vivo studies in animals and other clinical studies in humans support the conclusion that Δ8-THC appears to be less potent or at best equipotent with respect to Δ9 -THC.

	11
	UK Committee on Toxicity
	3.1.8 Derivation of a group HBGV for Δ8-THC and Δ9-THC
	The parameters for the ARfD are quoted as “the established ARfD can be considered as a group ARfD for the sum of Δ9 -THC and Δ8 -THC”. The COT noted that this HBGV does not include any precursors or illicit cannabinoid compounds. Would including Δ8 -THC + Δ9 -THC in the HBGV effectively lower EFSA’s current ARfD for Δ9 -THC?
	This evaluation addresses only Δ8-THC. Illicit cannabinoid compounds are not included in this mandate. The information on Δ8-THC precursors is not sufficient to draw further conclusions. 
There is no consideration of changing the ARfD for Δ9 -THC since Δ9 -THC is not assessed. Δ8 -THC is translated to Δ9 -THC equivalents.

	12
	UK Committee on Toxicity
	3.2 Occurrence data in food
	An absence of robust, accurate detection methods (with low limits of detection and quantification) for Δ8 -THC – particularly the inability to distinguish between Δ8 -THC and other cannabinoids including precursors to assess exposure to Δ8 -THC specifically – raises concerns that the exposure data and occurrence calculations are not representative of the true human exposure to Δ8 -THC.
	In the opinion it is stated that fully validated analytical methods are available (with low limits of detection and quantification). State-of-the-art methods are capable of separating Δ8 -THC from several other cannabinoids and precursors and reliably quantifying all target analytes, including Δ8 -THC. In addition, data providers were contacted in the process of data cleaning for this opinion to verify that their methods were able to distinguish Δ8 -THC from other analytes. As a consequence, data sets for which the reliability could not be ascertained were disregarded. Thus, it is concluded that the remaining data sets used in the opinion are valid and can be used to estimate the occurrence. Please note that exposure data is not provided in this opinion.
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[bookmark: _Toc190158795][bookmark: _Toc2121859949][bookmark: _Toc85141954]Abbreviations
	BFR
	Bundesinstitut für Risikobewertung

	EFSA
	European Food Safety Authority

	FEEDCO
	Feed and Contaminants Unit

	UK
	United Kingdom

	WG
	Working Group
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