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Results of the public consultation on SCHEER's preliminary Opinion on Additives used in
tobacco products (Tobacco Additives II)

A public consultation on this Opinion was opened on the website of the Scientific Committees from 22
July to 22 September 2016. Information about the public consultation was broadly communicated to
national authorities, international organisations and other stakeholders.

Twenty-two organisations and individuals participated in the public consultation, providing input to
different parts of the Opinion, resulting in 214 contributions and nearly 1000 comments.

Most comments, by far, were from the tobacco industry, which disagreed with some aspects they
considered too demanding to implement; on the contrary, other organisations and individual
researchers expressed their appreciation to the SCHEER, recognising the difficulties in fulfilling such a
complex mandate and positively commenting on the rationale followed by the SCHEER and on the
indication that no animal testing should be performed ex novo.

The most frequent comments were related to comparative testing, which was not endorsed by the
SCHEER in the preliminary Opinion. The claim was that this is the only way to answer to TPD Art 6 (6),
according to which TI should assess whether a given additive results in a significant or measureable
increase in toxicity, addictiveness or CMR. Similar criticisms were directed toward the indication in the
preliminary Opinion to carry out a pyrolysis study instead of smoke chemistry.

Tobacco industry also repeatedly criticised the preliminary Opinion for supposedly going beyond the
Terms of References by examining properties such as 'attractiveness' as well as asking for the
application of the precautionary principle.

The SCHEER provided an individual reply to each contributor. Each submission was carefully considered
by the SCHEER and the preliminary Opinion has been revised in response to relevant comments.

More precisely, in the Final Opinion SCHEER clarified its position about comparative testing, specifying
when it can be considered appropriate (e.g. in some human studies), but stating that at present,
methodologies are not yet sensitive enough to discriminate between the very high background toxicity
associated with tobacco with and without the additive. The SCHEER concludes that testing the effects
of inhaling the pure additive and its pyrolysis products is the only meaningful way to comply with art.
6(2) of the TPD, i.e. to assess whether additives contribute to the toxicity or addictiveness of the
products concerned.

For consistency with the terms of reference, the wording in the Final Opinion has been aligned with the
TPD, avoiding the use of the term ‘attractiveness’ and replacing it with properties such as
characterising flavour, facilitating inhalation and nicotine uptake, which fall under the TPD.

The SCHEER agreed that the reader might associate the precautionary principle with a risk
measurement measure, although that was not the SCHEER's intention. For that reason, any reference
to the precautionary principle has been deleted and indications were given for the assessor on the
evaluation of the collected available and new data on the additive and its pyrolysis products in case
uncertainties could not be clarified by new testing.



The many papers provided by the tobacco industry were checked and the literature has been
accordingly updated with relevant publications. However, in most cases they were not considered to
have provided any additional information or any information relevant enough to require amending the
Opinion.

In the final Opinion, some changes were included to address specific comments and editorial changes
were made to address comments pointing out possible misunderstandings.

The SCHEER would like to thank all contributors for their comments and for the references provided
during the public consultation.

Each submission was carefully considered by the SCHEER and the scientific Opinion has been revised to
take account of relevant comments. The literature has been accordingly updated with relevant
publications.

The table below shows all comments received on different chapters of the Opinion and
SCHEER's response to them. It is also indicated if the comment resulted in a change of the
Opinion.
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Comments received during the public consultation on the SCHEER preliminary opinion on Additives used in tobacco products, Opinion 2

(Tobacco Additives II)
Table of
Name of contents to
No indivi_dua_l/o which Submission SCHEER's response
rganisation comment
refers
1. Ureel, Ludwig, | ABSTRACT The Opinion states that comparative toxicity testing | Strictly speaking, Comparative Testing (CT) of an additive in the
British strategies are not considered suitable. However, | tobacco matrix compared to the tobacco matrix without the
American comparative testing (CT) is necessary to comply | additive is the only way to comply with Art.6TPD2 (A6), to assess
Tobacco, with Art.6TPD2 (A6), which requires assessment of | whether additives increase "toxicity or addictiveness ... to a
ludwig_ureel whether additives contribute to or increase “toxicity | significant or measurable degree". However, as the SCHEER
@bat.com, or addictiveness... to a significant or measurable | clearly stated in the preliminary Opinion the high toxic potential of
United degree”. The most appropriate way to test a burnt | the tobacco matrix itself means that any effect of a single additive
Kingdom tobacco additive is under conditions of use (in a | on the toxicity, addictiveness or CMR properties of the matrix,

cigarette). This accounts for interactions between
compounds, possible additive effects and the impact
of complex mixtures. The examination of whether
an additive results in a characterising flavour
equally presupposes CT to assess to what degree
the additive affects the flavour of the cigarettes or
RYO. It is impossible to examine whether an
additive “facilitates” inhalation or nicotine uptake
without CT. Finally, CT is required to assess whether
the use of the additives has the effect of increasing
CMR properties. In short, without CT the studies
would not comply with A6.

CT would better fulfil SCHEER's objective that “test
outcomes should be relevant for tobacco
smoking...related to actual human exposure...and to
tobacco-induced diseases” (p4:37-39), and A6's
requirement that studies “take into account the
intended use of the products”, as it involves testing
the additives in the tobacco product rather than in
isolation. It is not the case that the assay lacks

cannot be discriminated with the currently available
methodology. This means that if methodologies that are
sensitive enough would become available, they could be used.

The SCHEER indeed stated in the Preliminary Opinion:

Very sensitive tests would be required, with a clear dose-response
relationship, in order to show any differences from these high
background effects. As such tests are not currently available, no
comparative studies (tobacco product with and without additives)
will be considered, since these studies lack discriminative power.
Thus, from a pragmatic point of view, this strict interpretation is
meaningless, and not in line with the intentions of article 6.2.

The two exceptions (human studies for detecting characterising
flavour and inhalation facilitation are now highlighted in the
section regarding CT, but also cited in the abstract and in chapter
4 (Opinion).

On the other hand, Article 6(2) of the TPD states that:

Member States shall require manufacturers and importers of
cigarettes and roll-your-own tobacco containing an additive that is
included in the priority list provided for in paragraph 1, to carry
out comprehensive studies, which shall examine for each additive
whether it:
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discriminative power, but that additives are present
at such low levels compared to the tobacco matrix
that their influence on the toxicity, addictiveness or
CMR properties is insignificant. This is what the
enhanced reporting is intended for-whether a
product with additives is more toxic, addictive or
has increased CMR properties than without. A6
para.2(a),(d) state that the studies are to ascertain
whether the increase is “to a significant or
measurable degree.” Where the increase is not,
there is no requirement to measure under A6.

(a) contributes to the toxicity or addictiveness of the
products concerned, and whether this has the effect of
increasing the toxicity or addictiveness of any of the products
concerned to a significant or measurable degree;

(b) results in a characterising flavour;

(c) facilitates inhalation or nicotine uptake; or

(d) leads to the formation of substances that have CMR
properties, the quantities thereof, and whether this has the effect
of increasing the CMR properties in any of the products concerned
to a significant or measurable degree.

In order to comply with art. 6(2) of the TPD, that is to assess
whether additives contribute to the toxicity or addictiveness of
the products concerned, testing the effects of inhaling the pure
additive (and its pyrolysis products) is the only meaningful way.
In this paradigm, the comparator or reference is inhaling air/zero
toxicity. Literature data show that the additive and its pyrolysis
products can have significant toxic and addictive effects that may
result in serious health problems.

The issue is related to the mixture toxicity for which the additive
model [as opposed to synergistic and antagonistic ones] and a
component approach, is proposed as the most pragmatic way to
asses toxicity of mixtures, unless specific data are available
indicating that a different model has to be used. In this specific
case the effect of inhaling the additive itself, and its relevant
pyrolysis products, is the contribution of the additive to the
total toxicity of the tobacco smoke. Although there will
potentially be synergistic or antagonistic effects of the additive
and its pyrolysis products within the smoke matrix, as well as
pyrosynthesis reactions, the net effect of all these contributions is
too complex to study and assess with the currently available
methodologies. The current state of the art only allows for
assessing other than additive effects for very simple mixtures, not
for mixtures of thousands of components such as tobacco smoke.
As a consequence the SCHEER is aware that the possible
interactions generated by reactions among ingredients can be
underestimated, but moving ahead pragmatically is the only way
to go.




2.2 states that “In the tobacco matrix, either the
intact additive or its pyrolysis products may react
with other additives, tobacco- or smoke components
(pyrosynthesis).” (p.14:22-24) This  further
validates the wuse of CT, together with the
requirement under A6 that studies be relevant to
tobacco smoking, as CT will include such reactions
which are relevant at the stage of consumption. The
Opinion claims that the results of a CT “cannot be
generalised to all products and brands...Comparative
studies are also not endorsed to study the effect of
additives  on addictiveness  and inhalation
facilitation” (p4:43-45).

SCHEER's stance on comparative testing contradicts
that of one of its external experts. Kienhuis et al,
2016 [11], co-authored by Dr Talhout states that
“Comparative testing is the only way to assess
whether additives increase the overall toxicity of

Therefore, the SCHEER does not agree with the TI statement
"It is not the case that the assay lacks discriminative power, but
that additives are present at such low levels compared to the
tobacco matrix that their influence on the toxicity, addictiveness
or CMR properties is insignificant", because it is the high toxic
potential of the tobacco matrix that makes experimentally
problematic to study the influence of a single additive on the
toxicity, addictiveness or CMR properties of the matrix, and not so
much the low quantity of additives present in the matrix.

In addition, the SCHEER reiterated the rationale that the results of
comparative toxicity testing strategies, where differences in the
effect of the tobacco product with and without the additive are
evaluated, cannot be generalised to all products and brands,
having a different composition with respect to tobacco type, blend
and additives.

With CT, due to the lack of discrimination, in almost all of the
cases, the conclusion will be that there is no measurable
increase. In that case, all testing will be meaningless.

For this reason, the SCHEER proposed in the Opinion (paragraph
3.4.2.2) “When it is suspected that such reactions will occur, one
may consider pyrolysing a simple mixture containing the additive
together with the component with which reaction is foreseen
(either with the component itself or with its pyrolysis products”.

There is no contradiction: the statement is true but, at present,
methodologies are not available that are sensitive enough to
discriminate between the very high background toxicity associated
with tobacco with and without the additive.
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tobacco products, as is required in the new TPD.
This approach is also proposed by the FDA...” The
proposed alternative testing of the pure additive
does not resemble human exposure, thus
undermining SCHEER's requirement that studies
“take into account the intended use of the
products”.

Whilst the stepwise strategy is appropriate in this
context, the current proposition has the following
flaws: 1. Lack of comprehensive and finite list of
appropriate tests for each step. This presents an
issue with the timeframe as the industry is unable
to plan an appropriate testing forecast without
knowing what tests are required. Studies may need
to be conducted in parallel to meet the timeframe.

2. While the Opinion proposes tests on the unburnt
form, A6, p.3 requires taking account of “the
intended use of the products concerned and
examine in particular the emissions resulting from
the combustion process involving the additive
concerned.” This proposal is neither consistent with
nor required under A6.

This concept has been made clearer in the text of the revised
Opinion.

This is outside the remit of our mandate. The SCHEER was not
asked to give detailed protocols but to advise the Commission on
a possible framework to help the MS in asking and Tobacco
Industry (TI) to present sound data; in particular the ToR states:
The Committee is asked to advise the Commission on the type
and criteria for comprehensive studies that should be
requested. It has been clarified upfront in the text. Regarding the
timeframe, the possibility exists that different steps can be run in
parallel.

For this reason, the Opinion also proposes tests with the pyrolysis
products.

COMBES,
ROBERT,
CAVENDISH
CONSULTING,
robert.d.comb
es@gmail.co
m, United
Kingdom

ABSTRACT

@H

scheercombesballsCP
TE_1.doc

Thank you for the comment letter. Some statements, however,
like: only additives with a positive proven human health benefit,
as demonstrated by agreed methods, including volunteer studies,
where feasible, should be permitted. Adoption of such a strategy
would reduce the volume of testing required, and would eliminate
the use of additives being used to encourage smoking, in line with
the general policy of bans on advertising and dangerous to health
product labelling are outside of the ToR, which the SCHEER must
adhere to in answering questions asked by the Commission.

The SCHEER disagrees with the comments: the recommendation
by the committee to discourage human studies is highly
regrettable. Indeed it is questionable to encourage studies in



https://ec.europa.eu/health/sites/health/files/scientific_committees/scheer/docs/tobacco2_co2_en.pdf

which the test item is surely highly toxic. In addition the SCHEER
is not saying they are not allowed. For some end-points they could
be indeed the only way of testing, as stated in the preliminary
Opinion. The issue has been expanded to increase clarity in the
revised version.

Other comments suggesting clarification of the text have been
addressed.

Martinez,
Javier, JT
International
SA, 8 rue
Kazem
Radjavi, 1202
Geneva,
Switzerland,
javier.martine
z@jti.com,
Other

ABSTRACT

p.4, 1.10 Please delete “or otherwise”; I.11: Please

add the word “may” before “promote”.
p.4, |.11 Please remove: Additives "“promote
addiction.”

p.4, 1.12 Please remove the notion of a

precautionary principle as it is inconsistent with the
TPD2, which does not allude to the baffling notion
that a “reasonable suspicion” should be the basis for
decisions about the use of additives. On the
contrary, Articles 6(2) and 7(9) require such
decisions to be based on concrete evidence, i.e.,
findings that an  additive increases the
“addictiveness” of a product “to a significant or
measurable degree.”

p.4, .16 + p.5 |. 8 “"Attractiveness” is neither listed
among the criteria for “comprehensive studies” in
Article 6(2), nor is it mentioned in Article 7 as a
basis on which Member States may prohibit the use
of an additive. Thus, the Committee exceeds the
TPD2 and its Terms of References when examining
whether additives increase “attractiveness”. The
SCHEER precisely points to the only two references

The text has been revised accordingly.

Having inserted "may", the potential for this action is included, in
line with the SCENIHR Opinion (2010).

The Opinion refers to the precautionary principle (PP) to indicate
that in case of uncertainty in the positive evidence from
comprehensive data for the ’significant and measurable
contribution to the toxicity or addictiveness of the products
concerned’ or for ‘the formation of substances that have CMR-
properties’ (Article 6.2), risk management measures should be
taken in accordance with article 7 of the TPD. But the SCHEER
agrees that the text could be misinterpreted as giving indication
on risk management measures which is not included in the SCs
mandate. For this reason, there is no reference to the
precautionary principle (PP) but the SCHEER gives advice to the
assessor on how to conduct the evaluation in case of uncertainties
not solved by testing carried out following the step procedure.
This could be due to the lack of validated studies for some end-
points.

P. 4: On p. 4, the SCHEER used the word attractive to clarify that
this is the reason for the prohibition of cigarettes and roll-your-
own with characterising flavours.

On p. 8, it has been replaced by “properties facilitating inhalation
or resulting in characterising flavour”.
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to “attractiveness” provided in the TPD2. Tellingly,
these references clarify that the industry is not
compelled to test for “attractiveness”, and highlight
the lack of any basis on which the Commission or
Member States may take action with respect to
“attractive” additives, except in the very limited
context of additives that result in a characterizing
flavor. Neither the SCHEER nor the Commission has
authority to amend the TPD2. Consequently, the
reference regarding “attractiveness” is irrelevant
and should be removed.

p.4, 1.32-33 The concept of “addictiveness” needs to
be (i) adequately defined and (ii) objectively
measureable before it may be considered as a basis
for regulation. 6 years have passed by since the
release of the 2010 SCENIHR report, which
concluded: “At present it is not possible to evaluate
whether additives increase the addictive potency of
the final tobacco product.” To our knowledge, no
additional information has altered this conclusion.

p.4, 1.33 Please amend: “mechanisms underlying
addictiveness are poorly understood.” Contrary to
SCHEER'’s assertion, the mechanisms underlying
“addictiveness” of the final tobacco product are not
fully elucidated.

p.4, 1.39-46.SCHEER suggests that comparative
studies are not endorsed due to the lack of
discriminative power and inability of generalization
from one specific testing blend to others.
Nonetheless, the criteria/evaluation (to ban an
additive if any CMRs occur in pyrolysates) proposed
by SCHEER cannot be endorsed as a pure additive
pyrolysis study represents simply a model study to
estimate possible smoke constituents in cigarette
mainstream smoke but far from the actual

The term attractiveness has been replaced when relevant with the
terms used in the ToR: facilitating inhalation, resulting in
characterizing flavour or increasing nicotine uptake.

The term addictiveness has been further defined, although it was
already specified in the previous Opinion (Tobacco I) which
definition the SC endorsed.

The SCHEER agrees that no validated tests are available, and
therefore, the assessment can be guided by the available
knowledge of the mode of action. In the Opinion, the SCHEER
provided a short description of the methodologies that can be
used. Although for most tobacco additives, direct information
about their possible contribution to addictiveness does not exist,
information can be derived from the mode of action of the additive
(e.g. addictiveness can be related to increased nicotine
bioavailability or to local anaesthetic effects facilitating the
inhalation of tobacco smoke).

The SCHEER modified this sentence to clarify that these
mechanisms are not fully elucidated.

The text was amended including ‘some’, addressing the comment
that only some mechanisms are known at present.
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conditions. As SCHEER noted, “"Most importantly,
the test outcomes should be relevant for tobacco
smoking”. Thus, SCHEER should not suggest that
absolute criteria (Step 2) and should endorse the
comparative testing to assess the effect of each
additive and their pyrolysates under the actual
condition of use. The guidance provided by SCHEER
is inconsistent with the TPD2, i.e., Articles 6(2)(a),
(d) and Article 7(9), include reference to the
assessment of toxicity, addictiveness and CMR
properties in the specific context “of the products
concerned” or “a tobacco product at the stage of
consumption.” Thus, the purpose of the testing data
provided pursuant to Article 6(2)(d) will be to allow
the Commission to assess whether a given additive
results in a significant or measureable increase in
toxicity, addictiveness or CMR properties upon
consumption of the final tobacco product, as
opposed to the mere presence of those properties
upon combustion of that additive in isolation.

For CT please see the answer n°1 to comment n°1 (page 2)

The SCHEER indicated that the test outcomes should be relevant
for tobacco smoking, meaning that, e.g. for toxicity testing the
inhalation route is much more relevant than the oral one or that,
whenever a pyrolysis study is carried out, the temperature and
other experimental conditions should be those typical of smoking.

Loft, Pia, ABSTRACT Please see the attached paper which contains our Please see the answers (in red) to the 6 comments included in the
Scandinavian comments to the report with references to line attached file.

Tobacco numbers and sections of the text.

Group A/S,

pia.loft@st- |E|j

group.com, Opinion_on_SCHEER

Denmark _report.docx

Simms, Liam, | ABSTRACT We welcome the opportunity to comment on this

Imperial
Tobacco
Limited,
Liam.Simms@
uk.imptob.co
m, United
Kingdom

Preliminary Opinion 2.
The aim of the Directive is to harmonise Members
States’ laws to genuinely improve the conditions for
the establishment and smooth functioning of the
internal market. Any use of this Preliminary Opinion
2 by Member States in their broader
regulatory/enforcement activities to set national
thresholds/banning of additives will lead to a

This is outside the SCHEER ToR.
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patchwork of different ingredients regulations in

different Member States. This could lead to the
potential ban of individual additives in tobacco
products marketed legally in some member states
but not the rest of the EU.
There are areas in the Abstract which go beyond
Directive 2014/40/EU (the ‘Directive’):
Lines 6-10:
Art. 6 of the Directive does not include any
provision which allows the Commission to:

(i) specify to manufacturers/importers (beyond the
scope of Articles 6.2 and 6.3) the type and criteria
for the comprehensive studies or the most suitable
methodologies manufacturers/importers must utilise

when carrying out comprehensive studies; or
(i) Set out a reporting template for
manufacturers/importers.

Lines 10 - 13:

Due to the known health risks of smoking, we agree
with SCHEER that a risk-benefit analysis is not the
appropriate paradigm for assessing additives in
tobacco products.

Lines 12-13:
The statement on the precautionary principle is
inappropriate and should be deleted as it is a
preventative decision-taking approach to risk
management.

Tobacco has its own naturally occurring CMR
properties (both in non-combusted and combusted
form). Additives are studied and assessed so as not
to increase the CMR properties of a consumed
tobacco product. This methodology satisfies the
requirements of Articles 6.2 and 6.3 for following
reasons:

- Art. 6.2(a) the Directive states "..effect of
increasing the toxicity or addictiveness of any of the

The points the commenter is referring to are included in the ToR
from the Commission, to which SCHEER has to comply with. The
ToR is copied below:

The Committee is asked to advise the Commission on the type
and criteria for comprehensive studies that should be
requested from manufacturers to assess the relevance of the
individual additives, considering inter alia the knowledge gaps
identified in point 1 above and the interaction of the additive
with other additives/ ingredients.

Advice is also sought on the most suitable methodologies to be
used (including a structure of the reports that can be peer
reviewed).

The SCHEER would like to thank you for the positive comment.

The Opinion refers to the PP to indicate that in case of uncertainty
in the positive evidence from comprehensive data for the
‘'significant and measurable contribution to the toxicity or
addictiveness of the products concerned’ or for ‘the formation of
substances that have CMR-properties’ (Article 6.2), risk
management measures should be taken in accordance with article
7 of the TPD. But the SCHEER agrees that the text could be
misinterpreted as giving indication on risk management measures,
which is not included in the mandate. For this reason in the
revised version, there is no reference to the PP but an advice is
given to the assessor by the SCHEER on how to conduct the
evaluation in case of uncertainties not solved by testing carried
out following the step procedure. This could be due to the lack of
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products concerned to a significant or measurable
degree.” It is the sole responsibility of
manufacturers/importers to carry out
comprehensive studies, to do so effectively requires
a combination of biological end points within a
systematic  weight of evidence approach.
- Art. 6.2(d) states "“leads to the formation of
substances that have CMR properties, the quantities
thereof, and whether this has the effect of
increasing the CMR properties in any of the
products concerned to a significant or measurable
degree”.

- Art. 6.3 states “Those studies shall take into
account the intended use of the products concerned
and examine in particular the emissions resulting
from the combustion process involving the additive
concerned....” Which ensures that any study applied
is representative of the intended conditions of use
of the tobacco product.

Lines 22-23:

We agree that no validated studies exist for the
determination of pyrolysis products from tobacco
additives. Moreover, pyrolysis studies are not
representative under the conditions required for the
intended use, whereby additives are combusted
with tobacco, as required under Art. 6.3 of the
Directive.

Lines 14-15:

In seeking a pragmatic and efficient approach to
additive assessment, we believe a weight of
evidence approach which includes reference to
comparative toxicology as well as the use of
appropriate validated studies will achieve this.
Lines 47-48:
We agree with SCHEER on the avoidance of animal
and human studies, but add that where such

validated studies for some end-points.

For this reason, The SCHEER proposed in the Opinion (paragraph
3.4.2.2) “When it is suspected that such reactions will occur, one
may consider pyrolysing a simple mixture containing the additive
together with the component with which reaction is foreseen
(either with the component itself or with its pyrolysis products”.

The application of a WoE was already present in the preliminary
Opinion. The SCHEER advised to provide any available data. This
means that TI can provide also the comparative testing studies if
carried out before this Opinion was adopted. The SCHEER meant
that no new animal studies should be conducted, but any data
that was already available should be included in the dossier and
analysed. It will be then the task of the assessor to give the right
weight to any study (including CT) in a WoE approach. Therefore
there is no disagreement between the SCHEER and TI.
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studies have been completed the data is utilised
where scientifically relevant.
In this Preliminary Opinion SCHEER outlines several
hypotheses, not validated by scientific evidence,
and contradicts available research (Mueller et al.
2000). We support evidence based on robust
methods and credible scientific research, on which
valid assessment can be based.

This has been further clarified in the revised version.

Erich,
Erichsen,
Ministry of
Health,
Denmark,
eer@sum.dk,
Denmark

ABSTRACT

The Danish attitude to SCHEER:
Opinion on Additives used in tobacco products
(opinion 2) Tobacco Additives 7"
Denmark welcomes the attempt to find a joint
approach to reports submitted under Article 6,
including, among other things, as an important
contribution to decisions that may be made under
Article 7 - including a prohibition against the use of
certain ingredients.

In this connection, Denmark finds it important that
the joint approach will be based on fulfilment of the
Directive’s explicit methodology and requirements
and will be based on an unbiased and scientific
approach to the subject.
On the basis of this, the draft gives rise to a
number of questions:

e Will the suggested pyrolysis test of the pure
substance, e.g. as mentioned on p. 21, line 5 ff, be
sufficient to ensure a fully reliable knowledge of
whether it “leads to the formation of substances
that have CMR properties, the quantities thereof,
and whether this has the effect of increasing the
CMR properties in any of the products concerned to
a significant or measurable degree.”, as stipulated
in Article 6.2(d)? Refer here that the formation of
substances with CRM properties may arise from the
reaction between the added substances.
e Will the suggested method/test in itself be
adequate to provide the knowledge base required in
order for the member states to prohibit the

“Preliminary

Thank you for the positive comment.

However, based on the many comments received on this issue,
the SCHEER realized that the text could be misinterpreted as
giving indication on risk management measures (outside the remit
of the SCHEER mandate). For this reason in the revised version,
there is no reference to the PP but advice is given to the assessor
by the SCHEER on how to conduct the evaluation in case of
uncertainties not solved by testing carried out following the step
procedure. This could be due to the lack of validated studies for
some end-points.

The SCHEER can agree that reactions among tobacco products
components as well as the possible interaction leading to more-
than-additive effects will not be identified by testing the single
additive/ ingredient. On the other hand, CT at the moment cannot
be endorsed (see answer to comment n°1) since it could hardly
provide the appropriate sensitivity to see any differences.
Therefore this is the only pragmatic way to propose any
framework. Some clarification has been added to the text in the
revised version.

The SCHEER cannot answer this question; the banning is a risk
management measure and it is outside the remit of the SC.
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marketing of tobacco products as set out in Article
7, 9, which reads: "CMR properties of a tobacco
product at the stage of consumption to a significant
or measureable degree.”?
e Is it realistic for companies to comply with the
suggested procedure about size and content of their
reporting as set out in Article 6 within the
Directive’s deadline of 18 months?

¢ Is the demand for reporting of the effect on
"attractiveness” in accordance with Article 6 of the
Directive, e.g. as mentioned on p. 16, line 14 ff?

To ensure the same understanding it should be the
Member States that should determine "keywords",
"dates" and “search strategy" to ensure uniformity,
that all relevant literature is considered and a
common framework of understanding. In addition,
there should be a clear announced line around when
an additive has a "concern level" (p. 20, line 34),
additive contributes to toxicity (p. 20, line 39, a)) or
the additive has CMR properties / increases CRM
properties on a significant or measureable degree
(when is CRM features so low that a health
authority may approve / accept them) (page 20,
line 44-46, d)).

The SCHEER considers it possible, also in view of some comments
sent by TI, in which it is stated that before using an additive TI
carries out testing to evaluate its safety both as a single chemical
as well as in comparative testing: therefore TI should not be
worried, since most of the data indicated in the step procedure
described in the Opinion are available. As clearly stated in step 1
and step 2 all the available data should be presented. In case they
are sufficient to the evaluation, no testing is needed (no step 3
activity).

On p. 4, the SCHEER used the word attractive to clarify that this is
the reason for the prohibition of cigarettes and roll-your-own with
characterising flavours.

On p. 8, it has been replaced by “properties facilitating inhalation
or resulting in characterising flavour”.

This is outside the SCHEER ToR. However, the situation is similar
to the one related to evaluation of other kind of products which
could sometimes differ in different MS.

No agreement
to disclose

ABSTRACT

It should be noted that the pyrolysis cannot take
place by consuming of smokeless tobacco products,
e.g. snuff or chewing tobacco, and therefore the

This is a risk management issue; outside of the scope of the
Opinion and the remit of the SCHEER.
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personal data

CMR-characteristics cannot be incurred. A snuff is
for consumers non-consumable without additives
therefore a prohibition of additives will consequently
means a total ban on snuff. For this reason the
prohibition of additives in smokeless tobacco
products is excepted in TPDII. In case of consuming
pipe tobacco the smoke will not be inhaled into the
lungs but only be puffed. Pipe tobacco is consumed
mainly by elderly people who expect a flavoured
and moist tobacco. Therefore, the ban of additives
in pipe tobacco will consequently lead to a ban of
pipe tobacco. For this reason the ban of additives in
smokeless tobacco products is excepted in TPDII.

May, Anne,
Philip Morris
International
Management
SA,
anne.may@p
mi.com,
Other

ABSTRACT

We thank SCHEER for having considered our
comments on its opinion 1. We also welcome the
Commission’s initiative to provide non-binding
guidance on how to conduct studies under Art. 6
TPD and the opportunity to comment on this
initiative.

Since the studies “shall assist the Commission and
Member States in taking the decisions pursuant to
Article 7" (Art. 6(4) TPD), i.e., whether or not to
limit or ban the use of additives, opinion 2 should
be strictly consistent with this provision.
To provide useable guidance, SCHEER needs to
amend opinion 2 in particular (i) to provide for
comparative testing and (ii) so that the proposed
stepwise approach based on DKFZ allows for a
weight of evidence approach and includes in step 3
smoke chemistry and in vitro tests (see DIN and
Health Canada discussed in 2.4.3.4).

For CT, please see the answer n°1 to comment n°1.

The application of a WoE was already present in the preliminary
Opinion (page 19 in section 3.4.1.1 Collection of literature data).
SCHEER advised to provide any available data. This means that TI
can provide also the comparative testing studies if carried out
before this Opinion was adopted. SCHEER meant that no new
animal studies should be conducted, but any already available
data should be included in the dossier and analysed. It will be
then the task of the assessor to give the right weight to any study
(including CT) in a WoE approach. Therefore there is no
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The DKFZ proposal was made in 2010 when no EU
legislation existed in this area. However, the EU
legislator, with the TPD, has decided to regulate in a
way diametrically opposed to DKFZ’s proposal.

DKFZ finds it inappropriate that “the additives
should be admixed to the tobacco product and the
tobacco smoke analyzed for changes in the degree
of toxicity” and that an additive be banned “only if
the additive increases the toxicity of the tobacco
smoke” as assessed in this manner (p. 45).
However, the EU legislator decided this to be right
approach (Art. 6(2),(3) TPD) and the decisive
criterion (Art. 7(9) TPD).

Using DKFZ’s proposal as a basis for opinion 2 is not
consistent with Art. 6(2) and Art. 7(9) TPD.

If the stepwise evaluation stops already at step 2, it
is not possible to determine whether an additive
increases the toxic or addictive effects or the CMR
properties “at the stage of consumption to a
significant or measureable degree” (Art. 7(9) TPD).
It is premature at step 2 to make TPD-compliant
decisions about the additive and the evaluation
should always proceed to step 3. We therefore
suggest to replace the phrase “In case (...)
evaluation possible,” (p. 4, |. 25-26) with “In step
3,” and ", all of which could be done in Step 3”
should be deleted.

Also, if comparative paradigms are excluded, it
would not be possible to determine if an additive
increases to a significant or measurable degree the
afore-mentioned effects. Therefore, we suggest to
replace the phrases “Furthermore, (...) considered”

disagreement between the SCHEER and TI. This has been further
clarified in the revised version.

The SCHEER step procedure took inspiration from the German
Cancer Research Centre, but then the SCHEER developed its own
procedure. In case the comments refers to SCHEER position
(similar to DKFZ) not to consider CT carried with currently
available methodologies suitable to discriminate between tobacco
product toxicity with and without an additive, please see the
answer to comment n°1.

If the data set of available data is robust enough to take
decisions, there is no need to go for further testing as described in
step 3.

For CT issue, please see the answer n°1 to comment n°1.
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(p. 4, |. 39-46) by “After completion of all three
steps, the evidence obtained in all three steps
should be assessed and weighted (weight of
evidence approach)” (see section 2.4).

Opinion 2 should not only foresee the possibility to
ban but also to limit the use of additives as
specifically provided by Art. 7(9) TPD (“containing
additives in quantities that increase”) and Art. 7(11)
(“to set maximum content levels for those
additives”).

SCHEER should also reconsider its references to the
precautionary principle in the phrases “As tobacco
additives (...) full force” (p. 4, 1. 10-13) and its
statements regarding the burden of proof. While the
precautionary principle plays a role when discussing
how to deal with a risk (as DKFZ does), it has no
relevance when the regulator has already taken this
decision. In the latter case, the regulator’s decisions
on how to apply the precautionary principle should
be respected (see section 2.4).

We encourage SCHEER to focus its opinion 2 on how
to assess risks, which is SCHEER’s mandate, and
not how to manage them (see section 1.2).

Where no validated methods exist, we encourage
SCHEER to trigger relevant research. We would
welcome an opportunity to contribute to this
research. In the meantime, we will carry out and
report on studies using the best currently available
methods.

Since attractiveness is not a relevant criterion under
Art. 6 and 7 TPD, it should be deleted throughout
opinion 2.

The decision to ban or limit the use of an additive is outside the
remit of the SC.

The SCHEER agrees that the text could be misinterpreted as
giving indication on risk management measures, which is not
included in the mandate. For this reason, in the revised version,
there is no reference to the PP but the SCHEER gives advice to the
assessor on how to conduct the evaluation in case of uncertainties
not solved by testing carried out following the step procedure.
This could be due to the lack of validated studies for some end-
points.

Reporting on research needs was not included in the SCHEER ToR,
however, it is clear that whenever the SCHEER stated that no
validated studies exist for a certain end-point, a potential for a
relevant research is highlighted.

Sometimes, the SCHEER used the word attractive(ness) to clarify
that this is the reason for the prohibition of cigarettes and roll-
your-own with characterising flavours. On other occasions, it has
been replaced by “properties facilitating inhalation or resulting in
characterising flavour”.
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9. Gundersen, ABSTRACT p.8 line 27-29,p13 line 11 ff, p 16 line 15 ,p 21 line | See the answers (in red) in the attached file.
Alex, AG 17 ff, p 23 section 2.4.2.3, p24 line 5ff p.25 line 26
SNUS ff.
Aktieselskab,
, Denmark Iﬁj
DK_-_SCHEER.docx
10. | Stoddart, ABSTRACT PISC agrees that the precautionary principle is a The SCHEER would like to thank for the positive comment.
Gilly, PETA more appropriate paradigm than a risk-benefit However, based on a number of comments received, the SCHEER
International analysis for assessing tobacco additives and realized that the text could be misinterpreted as giving indication
Science welcomes the committee's statement, in the on risk management measures, which is not included in the
Consortium abstract of its opinion, that animal studies are not mandate. For this reason in the revised version, there is no
Ltd., endorsed - for ethical reasons. As stated, the EU reference to the PP but an advice is given to the assessor by the
GillyS@piscltd policy to ban animal studies for chemicals to be SCHEER on how to conduct the evaluation in case of uncertainties
.org.uk, used in voluntary products indeed applies in this not solved by testing carried out following the step procedure.
United case. This could be due to the lack of validated studies for some end-
Kingdom points.
11. | Thielen, Anja, | ABSTRACT The report of SCHEER aims to present an approach
Deutscher for the assessment of tobacco additives.
Zigarettenver | The same We have serious concerns on the scope, alleged
band, comment findings and recommendations of the Preliminary
a.thielen@zig | was Opinion and would like to raise some in-principle
arettenverban | submitted by | and critical remarks as expanded on below.
d.de, the same
Germany commenter The scope and objective in the preliminary opinion
also for the | of SCHEER should be adapted to be in line with the
following corresponding requirements in directive
chapters: 2014/40/EU.
2.1 . Several times in its report SCHEER misinterprets
Introduction | hrovisions of Directive 2014/40/EU:
24.1.2 e the methodology proposed by the SCHEER is The SCHEER ToR was to ‘advise the Commission on the type and
E.va'lu'ation base_d_on an apparent m?sreading of the relevant criteria for comprehensive studies that should be rqugsted
provisions of TPD2 and, if followed by tobacco from manufacturers to assess the relevance of the individual
2.4.2.3 manufacturers or mandated by competent additives’. Therefore the SCHEER based the Opinion on scientific

authorities, would (i) preclude the use of individual
additives outright, including those essential for the

ground; the SCHEER was not asked to evaluate the consequences
due to the risk management measures taken afterwards.
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Evaluation

2.5.1 Carob
bean

2.5.14
Sorbitol

2.5.9 Guar
gum

manufacture of products; (ii) discriminate between
different tobacco varieties and (iii) prevent
differentiation. All outcomes that are inconsistent
with the objectives and requirements of TPD2;

e the SCHEER report also places extensive reliance
on flawed concepts, such as the potential
“attractiveness” of additives, despite this not being
mentioned in the Commission’s terms of reference
and it not being a relevant consideration for the
purposes of these provisions of TPD2.

e the concept of “addictiveness” needs to be (i)
adequately defined and (ii) objectively measureable
before it may be considered as a basis for
regulation. 6 years have passed by since the release
of the 2010 SCENIHR report, which concluded: “At
present it is not possible to evaluate whether
additives increase the addictive potency of the final
tobacco product.” To our knowledge, no additional
information has altered this conclusion;
In this context we propose to amend that
“mechanisms underlying addictiveness are poorly
understood.” Contrary to SCHEER’s assertion, the
mechanisms underlying “addictiveness” of the final
tobacco product are not fully elucidated;

e the notion of a precautionary principle as it is
inconsistent with the TPD2, which does not allude to
the baffling notion that a “reasonable suspicion”
should be the basis for decisions about the use of
additives. On the contrary, Articles 6(2) and 7(9)
require such decisions to be based on concrete
evidence, i.e., findings that an additive increases
the “addictiveness” of a product “to a significant or

Sometimes, the SCHEER used the word attractive(ness) to clarify
that this is the reason for the prohibition of cigarettes and roll-
your-own with characterising flavours.

On other occasions, it has been replaced by “properties facilitating
inhalation or resulting in characterising flavour”.

The concept of “addictiveness” has been defined again in the Final
Opinion, although a clear definition was already stated in Opinion
L.

The SCHEER agrees that no validated tests are available, and
therefore, the assessment can be guided by the available
knowledge of the mode of action. In the Opinion, the SCHEER
provided a short description of the methodologies that can be
used. Although for most tobacco additives, direct information
about their possible contribution to addictiveness does not exist,
information can be derived from the mode of action of the additive
(e.g. addictiveness can be related to increased nicotine
bioavailability or to local anaesthetic effects facilitating the
inhalation of tobacco smoke).

The SCHEER agrees that the text could be misinterpreted as
giving indication on risk management measures, which is not
included in the mandate. For this reason in the revised version,
there is no reference to the PP but an advice is given to the
assessor by the SCHEER on how to conduct the evaluation in case
of uncertainties not solved by testing carried out following the
step procedure. This could be due to the lack of validated studies
for some end-points
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measurable degree.”

The SCHEER report should be modified to
corresponds exactly with the provisions of the
directive.

The wording has been changed to be fully consistent with ToR and
the TPD.

12. | Bosse, ABSTRACT The Preliminary Opinion Additives used in tobacco
Andrea, DVAI products (Tobacco additives II) provides an
- The approach for the assessment of tobacco additives.

Association of The Association of the German Flavour Industry

the German would like to give some general remarks regarding

Flavour this report and the extracted recommendations. Our

Industry, remarks do not provide a comprehensive opinion

info@dvai- regarding this preliminary opinion, but concentrate

dvrh.eu, on certain main points, especially the toxicity

Germany assessment and characterizing flavour.
e The methodology proposed by the SCHEER is
based on a misreading of the relevant provisions of
Directive 2014/40/EU and, if followed by tobacco
manufacturers or mandated by competent The SCHEER ToR was to ‘advise the Commission on the type and
authorities, would (i) preclude the use of individual criteria for comprehensive studies that should be requested
additives outright, including those essential for the from manufacturers to assess the relevance of the individual
manufacture of products; (ii) discriminate between additives’. Therefore the SCHEER based the Opinion on scientific
different tobacco varieties and (iii) prevent ground; the SCHEER was not asked to evaluate the consequences
differentiation. All outcomes are inconsistent with due to the risk management measures taken afterwards.
the objectives and requirements of Directive
2014/40/EU.
e The SCHEER opinion issues the potential Sometimes, the SCHEER used the word attractive(ness) to clarify
“attractiveness” of additives. Attractiveness is not that this is the reason for the prohibition of cigarettes and roll-
mentioned in the Commission’s terms of reference your-own with characterising flavours.
and is in our opinion not a relevant consideration for | On other occasions, it has been replaced by “properties facilitating
the purposes of the provisions of Directive inhalation or resulting in characterising flavour”.
2014/40/EU.

13. | Ureel, Ludwig, | 2 In a number of subsections falling under heading 2 Sometimes, the SCHEER used the word attractive(ness) to clarify
British SCIENTIFIC (namely 2.1., 2.2, 2.3, 2.3.4,2.4.1.1, 2.4.2, that this is the reason for the prohibition of cigarettes and roll-
American RATIONAL 2.4.3.1,2.4.3.6, 2.5.1, 2.5.2, 2.5.6, 2.5.7, 2.5.9 your-own with characterising flavours.

Tobacco, and 2.5.14) SCHEER notes specific or general On other occasions, it has been replaced by “properties facilitating
ludwig_ureel concerns regarding the alleged attractiveness of inhalation or resulting in characterising flavour”.
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@bat.com,

additives. However, apart from there being no

United scientifically valid method for assessing

Kingdom attractiveness, SCHEER acts beyond the scope of
both its Terms of Reference and Article 6 TPD2,
given that attractiveness is not listed among the
outcomes listed in Article 6.2(a)-(d) TPD2, which
the studies are meant to assess.

14. | Martinez, 2 According to TPD?2 article 6 (2), Member States The SCHEER ToR was to ‘advise the Commission on the type and
Javier, JT SCIENTIFIC | shall require manufacturers and importers of criteria for comprehensive studies that should be requested
International RATIONAL cigarettes and roll-your-own tobacco to carry out from manufacturers to assess the relevance of the individual
SA, 8 rue comprehensive studies on additives that are additives’.

Kazem included in the priority list adopted by the EC Therefore the SCHEER based the Opinion on scientific grounds;
Radjavi, 1202 Implementing Decision (EU) 2016/787. The studies | the SCHEER was not asked to evaluate the consequences due to
Geneva, shall examine for each additive whether it increases | the risk management measures taken afterwards.

Switzerland.,
Javier.Martine
z@jti.com,
Other

toxicity or “addictiveness”, leads to the formation of
substances with CMR properties in any of the
products to a significant or measurable degree;
results in a characterizing flavor; facilitates
inhalation or nicotine uptake (the Properties). The
information produced from said comprehensive
studies shall assist the Commission and Member
States in taking the decisions, pursuant to Article 7,
to ban the use of a given additive. Nonetheless,
Member States shall not prohibit the use of
additives which are essential for the manufacture of
tobacco products, provided those additives do not
result in a product with a characterizing flavor and
do not increase to significant or measurable degree
the “addictiveness”, toxicity or the CMR properties
of the tobacco product. Notwithstanding the above,
the SCHEER's “Preliminary Opinion on Additives
used in tobacco products” (Opinion 2) seems to
propose a testing methodology which will result in
the ban of several additives, even when they do not
result in a product with a characterizing flavor and
do not increase to significant or measurable degree
the addictiveness, toxicity or the CMR properties of

As a consequence, with the currently available methodologies the
SCHEER could not consider CT sensitive enough to comply with
the requests of the TPD in article 6(2) and 6(6).
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the tobacco product.

For example, SCHEER recommends that a
reasonable suspicion of toxicity is sufficient to deny
approval of such a substance, regardless if it meets
the criteria provided by Article 7 of the TPD2.
Furthermore, the individual testing of the pure
additive, proposed in the Opinion 2 is not in line
with the TPD2 requirements, as in order to
understand if the quantity of the additive used
increases the toxicity, addictiveness and CMR
properties, products have to be tested under
conditions of use.

Currently, there are no internationally accepted test
methods to be used. Validated test methods
addressing certain biological effects, such as
“addictiveness” do not yet exist. The SCHEER's
Opinion 2 proposes to conduct pyrolysis tests,
however, this does not provide any clarity on the
methods, but instead states that no validated
methods are available for the pyrolysis of tobacco
additives. Finally, in addition to the testing
parameters of the TPD2 Article 6, the SCHEER's
Opinion 2 seems to have also added a new one
under the concept of “Attractiveness” which is in no
way defined or regulated under the TPD2. Given the
lack of clarity and absence of certain test methods
described above, as well as lack of scientific
evidence, it is highly unlikely that the results of
these studies will, at least initially, provide data of
sufficient quality to support any prohibition of
tobacco products containing additives in quantities
that increase the properties of a tobacco product at
the stage of consumption to a significant or
measureable degree, according to the TPD2 article
7 (9).

The SCHEER recommended evaluating all the available data based
on a WoE approach. Only in case there is still a high level of
uncertainty, which cannot be solved/reduced with further testing,
does the SCHEER advise that risk reduction measures be
immediately applied in accordance with the precautionary principle
and Article 7 of the TPD. The issue has been clarified within the
Opinion.

The SCHEER agrees that no validated tests are available, and
therefore, the assessment can be guided by the available
knowledge of the mode of action. In the Opinion, the SCHEER
provided a short description of the methodologies that can be
used. Although for most tobacco additives, direct information
about their possible contribution to addictiveness does not exist,
information can be derived from the mode of action of the additive
(e.g. addictiveness can be related to increased nicotine
bioavailability or to local anaesthetic effects facilitating the
inhalation of tobacco smoke).

Sometimes, the SCHEER used the word attractive(ness) to clarify
that this is the reason for the prohibition of cigarettes and roll-
your-own with characterising flavours.

At other occasions, it has been replaced by “properties facilitating
inhalation or resulting in characterising flavour”.

21




15.

May, Anne,
Philip Morris
International
Management
SA,
anne.may@p
mi.com,
Other

2
SCIENTIFIC
RATIONAL

Since the enhanced reporting requirements in Art. 6
TPD apply only to cigarettes and roll-your-own and
not to all tobacco products, we suggest changing
the title of opinion 2 from “Preliminary Opinion on
Additives used in tobacco products (Opinion 2)
Tobacco Additives II” to “Preliminary Opinion on
Additives used in cigarettes and roll-your-own
tobacco (Opinion 2) Cigarette and Roll-your-own
Additives II”. This would be aligned with the
terminology used in the Commission Implementing
Decision (EU) 2016/787 of 18 May 2016 laying
down a priority list of additives contained in
cigarettes and roll-your-own tobacco subject to
enhanced reporting obligations, adopted pursuant
to Art. 6 (1) and to which opinion 1 contributed.
Otherwise, we see the risk that the title could be
misleading. It could be misunderstood to mean that
the proposed testing methods would also be
relevant for tobacco products other than cigarettes
or roll-your-own (see Art. 2(5) TPD).

Per the Terms of Reference, SCHEER’s opinion 2
should “advise the Commission on the type and
criteria for comprehensive studies that should be
requested from manufacturers to assess the
relevance of the individual additives” and on “the
most suitable methodologies to be used.”

SCHEER has therefore been asked to advise on how
to assess risks, not how to manage them. However,
while SCHEER makes proposals on how to manage
risks (see further comments in section 2.1), we lack
guidance on how to assess them, namely advice on
“the type and criteria for comprehensive studies”.
We kindly request that the Committee amends its
opinion to provide the guidance which the industry
needs in order to comply with Art 6 TPD in the
limited timeframe provided for (18 months as of
January 1st, 2017, to manufacture prototypes,

The application domain of the Opinion (cigarettes and roll-your-
own tobacco) has been made clear since the first line of the
Abstract. Changing the name of the Opinion is considered not
relevant and possibly misleading, since this is the second Opinion
in a series.

SCHEER will reiterate that the Opinion is applicable only to
cigarettes and roll-your-own tobacco in other parts within the
text.

The SCHEER disagrees. The SCHEER gave as far as possible the
type and criteria for comprehensive studies to be requested.
However, based on the comments received, the SCHEER realised
that the text could be misinterpreted as giving indication on risk
management measures, which is not included in the SCs mandate.
For this reason in the revised version, there is no reference to the
PP but an advice is given to the assessor by the SCHEER on how
to conduct the evaluation in case of uncertainties not solved by
testing carried out following the step procedure.

The SCHEER also gave indication that in order to evaluate data for
risk assessment a WoE approach should be used. Only when
there is still a high level of uncertainty which cannot be
solved/reduced with further testing does the SCHEER advise that
risk reduction measures be immediately applied in accordance
with the precautionary principle and Article 7 of the TPD. Some
sentences have been rephrased to avoid misinterpretation.

The SCHEER was not requested to give detailed protocols for
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carry out the testing and draft the reports). Where
no validated methods exist (as highlighted by
SCHEER at, e.g.: p. 4, |. 22-23 and p. 66, |. 24-25
(“no validated methods exist for the determination
of pyrolysis products from tobacco additives”); p.4,
I. 32-33 and p. 66, 32-35 (“addictiveness should be
assessed, an effect for which no validated tests are
available”); and, similarly, at p. 24, . 47; p. 25, I.3;
p. 34, . 25-27; p. 30, I. 1-2; p. 54, 1. 17), we
encourage SCHEER to trigger the development of
relevant research, in line with the Committee’s
expressed interest at p. 69, I. 25-26 ("It is advised
that independent bodies or organisations begin
conducting relevant research”). We would welcome
any opportunity to contribute to this research and
method development. In the meantime, we will
carry out and report on studies using the best
currently available methods.

specific studies and whenever possible referred to test guidelines
or other approaches already adopted in areas other than tobacco
products.

Reporting on research needs was not included in the SCHEER ToR,
however, it is clear that whenever the SCHEER stated that no
validated studies exist for a certain end-point, a potential for a
relevant research is highlighted. Some indication is also given at
the end of chapter 4.

16.

Schwarze,
Per,
Norwegian
Institute of
Public Health,
Domain of
Infection
Control and
Environmenta
| Health,
Department
air and noise,
per.schwarze
@fhi.no,

2
SCIENTIFIC
RATIONAL

@

SCHEERFinalEng4.do
cx

Please see the answers (in red) within the file.

Thank you for the positive comments and the support to the
document.

17.

Martinez,
Javier, JT
International
SA, 8 rue

2.1
Introduction

p.12, 1.12-18 In describing what constitutes a
“priority list additive” under the Directive, SCHEER
excludes the text “and whether”, and replaces this
with a foreslash (*/"), to separate out the two limbs

The wording using the “/” is exactly what is included in the ToR
coming from the Commission. The SCHEER is not in charge of
changing it.
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Kazem
Radjavi, 1202
Geneva,
Switzerland,
Javier.Martine
z@jti.com,
Other

of Article 6(2)(a). There is some ambiguity in the
Directive in this regard, due to the wording and
structure of Article 6. Article 6(1)(a) indicates that
priority list additives will include those that have
“one of the properties set out in points (a) to (d) of
paragraph 2”. However, since Article 6(2) is
worded in terms of the testing to be performed by
manufacturers, as opposed to identifying properties,
it is unclear what constitutes “one of the properties”
for the purposes of Article 6(1)(a).

p.13, 1.19-23 According to SCHEER, the
precautionary principle “... stipulates that a
reasonable suspicion of toxicity is sufficient to deny
approval of such a substance...” and that “[t]he
same reasoning applies to the addictive and
attractive effects of tobacco additives...” Please
remove this statement and also the following one as
these are inconsistent with the TPD2, which does
not allude to the puzzling notion that a “reasonable
suspicion” should be the basis for decisions about
the use of additives. On the contrary, Articles 6(2)
and 7(9) require such decisions to be based on
concrete evidence, i.e., findings that an additive
increases the “addictiveness” of a product “to a
significant or measurable degree.” Notably, this is
clearly known to the SCHEER as it is acknowledged
in the ‘background’ (mandate) section on p.8, 1.26,
when referring to Article 7.

The SCHEER conveys various references related to
the “attractiveness” of additives recommending that
this should also form part of any scientific
assessment. We would like to underscore that:

(i) “Attractiveness” is neither listed among the
criteria for “comprehensive studies” in Article 6(2),
nor is it mentioned in Article 7 as a basis on which

The sentence on the application of the PP has been re-phrased to
avoid  misinterpretations about risk management and
inconsistencies with TPD.

The SCHEER agrees that no validated tests are available, and
therefore, the assessment can be guided by the available
knowledge of the mode of action. In the Opinion, the SCHEER
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Member States may prohibit the use of an additive.
Therefore, the Committee exceeds the TPD and its
Terms of References when examining whether
additives increase “attractiveness”. Consequently,
the reference regarding “attractiveness” is
irrelevant and should be removed.

(ii) No scientific criteria have been developed to
assess, and regulate on that basis, the
“attractiveness” of tobacco products. Thus, JTI
rejects the concept of “attractiveness” as a valid
public policy objective for the regulation of tobacco
product additives because of its inherently
uncertain, subjective and arbitrary nature. Itis
inapplicable to propose a testing methodology
framed around the subjective concept of whether an
additive is “attractive”. Moreover, JTI does not
accept the intimation that a policy objective of
additive regulation should be to render smoking less
enjoyable. JTI does also manufacture cigarettes
without additives to meet consumer’s expectancies
and preferences. Whether or not consumers prefer
cigarettes with specific additives is largely a cultural
matter, which varies between markets. Notably,
cigarettes containing no additives are successful in
some markets but not in others. If tobacco products
with added additives were more “attractive” as
inferred by SCHEER, then over time cigarettes with
additives would come to dominate every market,
which is simply not the case.

provided a short description of the methodologies that can be
used. Although for most tobacco additives, direct information
about their possible contribution to addictiveness does not exist,
information can be derived from the mode of action of the additive
(e.g. addictiveness can be related to increased nicotine
bioavailability or to local anaesthetic effects facilitating the
inhalation of tobacco smoke).

Sometimes, the SCHEER used the word attractive(ness) to clarify
that this is the reason for the prohibition of cigarettes and roll-
your-own with characterising flavours.

On other occasions, it has been replaced by “properties facilitating
inhalation or resulting in characterising flavour”.

18.

Simmes, Liam,
Imperial
Tobacco
Limited,
liam.simms@
uk.imptob.co
m, United

2.1
Introduction

Page 12, Lines 25-27 & Page 13, Lines 6-11, 24-33:
No validated studies exist for the determination of
pyrolysis products from tobacco additives.
Moreover, pyrolysis studies are not representative
under the conditions required for the intended use,
whereby additives are combusted with tobacco, as
required under Art. 6.3 of the Directive.

For this reason, the SCHEER proposed in the Opinion (paragraph
3.4.2.2) “When it is suspected that such reactions will occur, one
may consider pyrolysing a simple mixture containing the additive
together with the component with which reaction is foreseen
(either with the component itself or with its pyrolysis products”).

The SCHEER agrees that the text could be misinterpreted as
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Kingdom

Page 13, Lines 17-19:

SCHEER'’s recommendation for
manufacturers/importers to use the precautionary
principle goes beyond the remit of Art. 6 of the
Directive. It should be deleted as it is a preventative
decision-taking approach to risk management.

Pyrolysis is an artificial measure bearing with little
relevance to consumer exposure as the test is
devoid of tobacco.

Page 13, Lines 11-12:

Landmark reports on the risks of smoking were
published by the Royal College of Physicians in the
UK and the US Surgeon General in 1962 and 1964
respectively. Tobacco additives ensure consistency
of the product across different tobacco crops, form
a distinctive brand, and to enable consumers to
distinguish brands across the market by
establishing a typical taste and smell for the brand.

Page 13, Lines 11-23:

The health risks of smoking are well documented
(Doll et al., 1976), and the reasons for smoking are
varied.

Data is available comparing smokers in markets
where essentially no additives are added to
cigarette (i.e. Virginia markets - including for
example the United Kingdom, Canada and Australia)
and those markets where additives are used in
tobacco (i.e. American blend markets - including
the USA and much of Europe apart from the UK and
France). From the scientific data, there is no
discernible difference in the epidemiological data
particularly in the relative risks of cigarette smoking
and diseases such as lung cancer and chronic

giving indication on risk management measures, which is not
included in the SCHEER mandate. For this reason in the revised
version, there is no reference to the PP but an advice is given to
the assessor by the SCHEER on how to conduct the evaluation in
case of uncertainties not solved by testing carried out following
the step procedure. This could be due to the lack of validated
studies for some end-points.

See above the answer to similar comments.

This is not considered a health benefit.

The comparison between brands and the reasons for smoking
among the population are issues outside the SCHEER ToR for this
Opinion.
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obstructive pulmonary disease in countries where
Virginia vs American blended products predominate
(Lee et al., 2009). When comparing rates of
cessation between markets with predominantly
Virginia products vs those with a large majority of
American blended products, quit rates appear to be
slightly higher for American blend markets which is
at odds with the belief that cigarette additives
inhibit cessation. The authors conclude that this
data indicates that there is no enhancing effect of
additives on addiction and nor do they sustain
smoking (Lee P, et al 2009; Sanders et al., 2012).

Page 13, Lines 30-33:

Pyrolysis of individual additives will lead to the
formation of some small molecular weight
compounds due to the analytical method, these will
have CMR properties. However, these experiments
have little relevance to what happens in a burning
cigarette. We explore this topic in more depth in our
response to Section 2.4.2. Art. 6.2(a) of the
Directive states "...the effect of increasing the
toxicity or addictiveness of any of the products
concerned to a significant or measurable degree.”,
and Art. 6.2(d) states “leads to the formation of
substances that have CMR properties, the quantities
thereof...”. These provisions must be viewed relative
to reasonable consumer exposure, and under the
conditions of use.

Therefore, we recommend the use of comparative
smoke chemistry and biological smoke testing of
cigarettes both with and without additives in human
relevant assays, and is most relevant to conditions
of use and consumer exposure.

Please see the general answer to CT (answer n°l to comment
n°1).

For CT please see the answer n°1 to comment n°1.

19.

Ureel, Ludwig,
British
American

2.1
Introduction

Opinion 2 seeks to advise the Commission “on the
type and criteria for comprehensive studies...to
assess  the relevance of the individual

The SCHEER agrees that many of the additives used in the
manufacturing of cigarettes are approved for use in the US by the
Food and Drug Administration: they are on the list of ingredients
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Tobacco,
ludwig_ureel
@bat.com,
United
Kingdom

additives...interaction of the additive with other
additives/ingredients is also considered” (p13:6-10)

Whilst Opinion 2 sets out potential studies that
could be used, it fails to consider their relevance to
the use of additives in tobacco products. For
example, assessing the local toxicity (such as eye
irritation) of an additive used in a cigarette will
arguably serve limited value in achieving the
objectives set out in Article 6 TPD2. This is
particularly so given that all of the ingredients on
the Priority List have had a long history of use in
other consumer goods, without any requirements
for such comprehensive testing.

The Opinion states that the precautionary principle
should “come into full force” (p13:16-19). However,
Article 6 and the terms of reference relate to the
type and criteria for comprehensive studies required
under TPD2. The precautionary principle appears to
have no bearing on the type of studies to assess the
relevance of additives.

The Opinion makes an unsubstantiated assertion
that “by making smoking more attractive,
[additives] promote an extremely unhealthy
behaviour” (p13:13-14), and adds that that “they
will indirectly lead to adverse health consequences
by increasing consumption of the product” (p13:21-
23). SCHEER cites no evidence in support of this
statement. If that were the case, a higher smoking
prevalence should be observed in countries were

generally regarded as safe (GRAS) and/or are indicated as ‘of no
safety concern’ by JECFA or EFSA when used at the actual levels
of use in food; in many cases, they are also considered safe by
FEMA (Flavour and Extracts Manufacturers Association).

However, these evaluations apply to ingredients in foods or
cosmetics that are ingested or topically applied. This exposure
route differs significantly from the one typical for additives in
tobacco, which are either transferred to inhaled smoke in pure
form, or are combusted and converted via pyrolysis into
potentially toxic products.

Therefore the ‘long history of use in other consumer goods’ is not
synonymous of safe use in tobacco products.

Referring to the specific case of eye irritation, whenever an eye
irritant is formed after burning and is present in smoke, the
potential for eye irritation exists. Anyway it should be noted that
whenever there is a good scientifically based and acceptable
reason for a derogation to present data for a specific end-point a
justification can be provided (exactly as for any other regulatory
requests). This is clarified in the revised version in the appropriate
subchapter

The sentence on the application of the PP has been re-phrased to
avoid  misinterpretations about risk management and
inconsistencies with TPD.

WHO, FDA, Health Canada would disagree based on a large body
of literature. This is why the WHO-FCTC advises Parties of the
FCTC to regulate, by prohibiting or restricting, ingredients that
may be used to increase attractiveness.
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additives are commonly used vis-a-vis “Virginia
markets” or countries where their use is heavily
restricted. However, this is not the case.. Publicly
available evidence demonstrates no link between
additives and prevalence [70]. Moreover,
consumers in “Virginia markets” would arguably find
additives to be unattractive.

When additive-free cigarettes were introduced as a
variant to many traditional US blend style brands,
the WHO found that, “cigarettes claimed to be
without additives.. have never been demonstrated
to be less dangerous or addictive than conventional
cigarettes” [50]. Long term epidemiological studies
demonstrate no obvious difference in the risks of
cigarette smoking and diseases e.g. lung cancer and
COPD, between smokers that have historically
smoked cigarettes with no or few additives, and
those that smoke cigarettes which include additives
[49].

All cigarettes, with or without additives, are
addictive. The Opinion refers to the “addictive [and
attractive] effects of tobacco additives...” This
contradicts the 2010 SCENIHR Opinion [44], which
failed to identify any ingredient which had an
addictive effect, and concluded that there was no
evidence that additives increase the addictive effect
of nicotine. SCHEER has not cited, nor are we
aware of, any additional information published since
then which is likely to have altered this conclusion.

SCHEER cites no evidence in support of its
statement that tobacco additives “have no health or
other benefits for the consumer" and "promote an
extremely unhealthy behaviour.” Whilst there are
no health benefits of such additives there are other
benefits such as malleability in the case of hand-
rolling tobacco, quality and shelf-life. This is

This is a different issue; the Opinion does not say that cigarettes
without additives have been proven to be less harmful.

These statements are not contradictory, as the statement in the
current Opinion describes how information on the addictive effect
can be derived, whereas the 2010 SCENIHR statement is on the
current state of knowledge on the addictive character of additives.

The SCHEER adapted the sentence by removing ‘or other’.

Since the focus of the Opinion is related to health effects, the
SCHEER agrees that the other ‘benefits’, as described in the
comment, are not relevant and as a consequence ‘or other’ has
been deleted.
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recognised in Canadian regulations which permit the
use of additives essential to the manufacturing
process —Health Canada exempted Glycerol and PG
in the 2009 Bill C-32, an Act to amend the Tobacco
Act, which aimed at removing flavours from
products[60]. There are also important
considerations regarding non-consumer benefits to
be considered such as allowing consistency of
tobacco sourcing as many of the additives iron out
crop to crop variability in terms of taste and flavour
in order to ensure a consistent return to farmers.

20.

May, Anne,
Philip Morris
International
Management
SA,
anne.may@p
mi.com,
Other

2.1
Introduction

We suggest deleting the whole paragraph (p. 13, I
11-23) “It should be noted that (...) by increasing
consumption of the product”. The recommendations
on how to set the level of proof of safety and how to
apply the precautionary principle in this paragraph
are not within SCHEER’s mandate and contradict
Art. 6 and 7 TPD.

As previously stated, SCHEER has been asked to
advise on how to assess risks rather than how to
manage them. SCHEER's mandate is to provide the
Commission with scientific advice on the type of and
criteria for the studies to be carried out under Art. 6
TPD, and not on how the use of additives in
cigarettes and roll-your-own tobacco should be
regulated.

The precautionary principle is a risk management
strategy for political decision-makers (EU
Commission, Communication from the Commission
on the precautionary principle, COM(2000)1, in the
following: the "Communication"). The precautionary
principle gives guidance on how to balance
freedoms and rights of individuals, industry and
organizations with the need to reduce or eliminate
the risk of adverse effects to the environment or to
health (Communication, p. 1). There is never a
clear cut answer on how to balance these freedoms

The SCHEER disagrees: how to manage risk was not suggested.
On the contrary the SCHEER gave as far as possible the type and
criteria for comprehensive studies to be requested. The sentence
on the application of the PP has been re-phrased to avoid
misinterpretations about risk management and inconsistencies
with TPD.

The SCHEER also gave indication that in order to evaluate data for
risk assessment a WoE approach should be used. Only when
uncertainties cannot be reduced by comprehensive studies, the
SCHEER advice that risk reduction measures should immediately
be applied in accordance with the precautionary principle and
Article 7 of the TPD. Some sentences have been rephrased to
avoid misinterpretation.
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and risks “but a whole range of actions available to
decision-makers under the head of the
precautionary principle” (Communication under 5.2
Measures resulting from reliance on the
precautionary principle”). The EU Commission
explains in this regard: “Judging what is an
'acceptable' level of risk for society is an eminently
political responsibility” (Communication, p. 4) and
“[t]he appropriate response in a given situation is
thus the result of an [sic] political decision, a
function of the risk level that is ‘acceptable’ to the
society on which the risk is imposed.”

While the precautionary principle plays a role when
discussing how to deal with a risk (as DKFZ does), it
has no relevance when the regulator has already
taken this decision. In the latter case, the
regulator’s decisions on how to apply the
precautionary principle should be respected (see
section 2.4).

In the case at hand, the EU legislator has already
decided by adoption of the TPD how to apply the
precautionary principle to address risks associated
with additives in cigarettes and roll-your-own.
Contrary to SCHEER'’s suggestion to ban all
additives that are reasonably suspected of being
toxic, addictive or attractive (p. 13, . 19-23), the
EU legislator has decided, through the TPD, to
require manufacturers and importers to carry out
studies to further examine certain additives.

SCHEER suggests that “the level of proof of safety
must be set much higher than for other products”
(p. 13, I. 15-16), but the EU legislator has decided
the level of proof by adoption of the TPD. According
to Art. 7(9) TPD Member States shall ban tobacco
products if they contain additives in quantities that
“increase the toxic or addictive effect, or the CMR
properties of a tobacco product at the stage of

The SCHEER agrees that the level of proof of safety is not
indicated in the TPD. The text has been changed accordingly.
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consumption to a significant or measureable
degree”.

21. | Thielen, Anja, | 2.1 Repetition of comment Nr 11 See answer to comment n°11.
Deutscher Introduction
Zigarettenver
band DzV,
a.thielen@zig
arettenverban
d.de,
Germany
22. | Thielen, Anja, | 2.1 Repetition of comment Nr 11 See answer to comment n°11.
Deutscher Introduction
Zigarettenver
band,
a.thielen@zig
arettenverban
d.de,
Germany
23. | Marshall, 2.1 Step 3 records the testing profile that may be The use of animal testing for collecting new data of toxicity is not
Lindsay, Introduction | required and includes in silico, in vitro and in vivo endorsed; the possibility to make a sound evaluation and to define
Humane methods for assessing toxicity, CMR and if the additive acts via a specific AOP depends on the amount of
Society addictiveness. We see no need to employ in vivo available data as well as on the possibility to obtain new one by in
International, testing for the assessment of toxicity. We note that | silico and in vitro methods.
Imarshall@hsi a reasonable suspicion of toxicity is enough to deny
.org, United approval of a substance (Page 13, line 20) and we
Kingdom would infer that a reasonable suspicion of toxicity
may be derived from pre-existing data or from an
AOP mapping/chemical grouping approach and
therefore should not require animals. We feel that
testing additives for attractiveness is a wholly
subjective, human quality and that this makes
animal testing totally unacceptable, and not able to
provide any data for the additives in question.
24. | Bosse, 2.1 The Directive 2014/40/EU states that the additives Since art. 6(2) of the TPD says in bullet point (a):

Andrea, DVAI

should not increase the CMR properties of the

(a) contributes to the toxicity or addictiveness of the
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- German
Association of
the Flavour
Industry,
info@dvai-
dvrh.eu,
Germany

Introduction

product [1]. The wording and the objectives in this
opinion differ [2] from the Directive and lead to the
misinterpretation “that additives which produce
substances with CMR-properties will not meet the
TPD requirement”[3] .

The wording of the report should be adapted to
ensure that the objective of the reports corresponds
with the objective of the directive.

[1] Directive 2014/40/EU, Article 6, 2. d) “leads to
the formation of substances that have CMR
properties, the quantities thereof, and whether this
has the effect of increasing the CMR properties in
any of the products concerned to a significant or
measurable degree.”

Directive 2014/40/EU, Article 7, 9. "Member States
shall, on the basis of scientific evidence, prohibit the
placing on the market of tobacco products
containing additives in quantities that increase the
toxic or addictive effect or the CMR properties of a
tobacco product at the stage of consumption to a
significant or measureable degree.”

[2] SCHEER: 1.2 Terms of reference, Opinion 1
page 10; SCHEER: 2.1 Introduction page 12;
SCHEER: 2.4.1.2 Evaluation, page 20: d) “Leading
to the formation of substances that have CMR
properties / increasing the CMR properties in any of
the products concerned (cigarettes/roll-your-own)
to a significant or measurable degree.

[3] SCHEER: 2.4.2.3. Evaluation page 23: ...For
instance, if it is demonstrated that compounds
proven to have CMR properties are generated from
pyrolysis of an additive, this additive will not meet

products concerned, and whether this has the effect of
increasing the toxicity or addictiveness of any of the products
concerned to a significant or measurable degree;

and considering the SCHEER approach to comply with the
evaluation of the contribution to the overall toxicity, the
objectives seems to be the same. However, to avoid
misinterpretation the wording in the appropriate paragraphs has
been changed.
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the TPD requirement.”

25.

Ureel, Ludwig,
British
American
Tobacco,
ludwig_ureel
@bat.com,
United
Kingdom

2.2
Knowledge
gaps
identified in
Opinion 1

The Opinion states that “[T]here was generally
scant toxicological information regarding tobacco
additives analysed for Opinion 1” (p.14:2-3). Whilst
we acknowledge that there may be limited
information available on the toxicity of additives per
se, comparable situations exist in other industries.
This was acknowledged by the Joint FAO/WHO
Expert Committee on Food Additives (JECFA), which
states that "it is neither possible nor necessary to
conduct toxicological studies on all individual
flavouring substances used in food. The majority of
flavouring substances are members of groups of
substances with common metabolic path-ways, and
typically, individual members of such a group
display a similar toxicity profile. " [16]. It was for
this reason that JECFA introduced a “Procedure for
the Safety Evaluation of Flavouring Agents” which
does not mandate a full risk assessment of
individual additives if no toxicological data exists,
but instead recommends the assessment of groups
of  structurally related flavour compounds.
Similarly, the EU REACH regulations do not require
toxicological studies for specific toxicological end-
points on individual additives, but instead use safety
factors to extrapolate findings. For example, a short
term feeding study is used to determine a Derived
No Effect Level and deemed to be safe in chronic
inhalation exposure [55]. This is a common practice
as known as "read across" and as such is aligned
with the requirements for replacement, refinement

The issue of grouping or application of read across is detailed in
the preliminary Opinion in paragraph 3.4 (in the general
description of the step procedure (page 17, line 5-12):

This procedure could be applied to single individual additives; if
necessary additives could be grouped, following rules
previously established in other fora to evaluate e.g. groups of
food flavouring at EFSA' or groups of chemicals in
Regulation (EC) No 1907/2006 i.e. REACH (to apply the read-
across principles)? in order to limit the use of animal testing (as
requested in art. 13). The ECHA provides practical guidance
on the issue (available at the above-mentioned website link);
however, to this aim, the approach described in the OECD
GUIDANCE ON GROUPING OF CHEMICALS No. 194° s
recommended.

The SCHEER refers to EFSA procedure to evaluate flavouring
substance in food, not to the similar approach followed by JECFA,
simply because it is used under the umbrella of EU Regulation.
The same applies to the REACH regulation.

Therefore there is no disagreement between the commenter and
the preliminary Opinion.

! https://www.efsa.europa.eu/en/topics/topic/flavourings

2 http://echa.europa.eu/support/grouping-of-substances-and-read-across

* GUIDANCE ON GROUPING OF CHEMICALS, SECOND EDITION Series on Testing & Assessment No. 194 (2014) available at
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf/?cote=env/jm/mono(2014)4&doclanguage=en
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and reduction of the use of animals for toxicological
testing.

Notwithstanding this, currently available scientific
evidence indicates that the levels of additives used
in the production of tobacco products sold in the EU
and elsewhere, do not increase the toxicological risk
associated with the use of tobacco products, nor do
they enhance the pharmacological effects of
nicotine.

The Opinion claims that there is little data available
on the effects of additives in tobacco following
inhalation (p.14:6-7) [9]. However, as stated in
our response to Opinion 1, the tobacco industry has
published a Ilarge amount of peer reviewed
literature on the additives it uses, and the results of
test data generated on those additives under
conditions of use, both singly and in combination.
Studies by BAT [1], [2], [3] report the findings of
studies in which mixtures of additives were tested.
In these studies, additives were added to tobacco at
levels representative of those used in BAT
commercial products. The results are co